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Memorandum

April 28, 1987
Acting Director, National Institute of Mental Health

Investigation of Allegations of Scientific Misconduct
under Grants MH-32206 and MH-37449

Administrator, Alcohol, Drug Abuse, and Mental Health Administration

With this memorandum I am forwarding for your consideration and
action the report and recommendations of a Panel of Senior
Scientists established by this Institute to investigate
allegations of scientific misconduct under the above-referenced
grants. I accept the report and endorse the recommendations

of the Panel.
Frank J. SullM

U.S. DEPARTMENT OF EDUCATION
Office of Educational Research and Improvement
EDUCATIONAL RESOURCES INFORMATION

CENTER (ERIC)
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Date

From Panel to Investigate Allegations of Scientific
Misconduct under Grants MH-32206 and MH-37449

Subject Report and Recommendations of the Panel

To Acting Director, National Institute of Mental Health

On January 12, 1987, we sent you our report on our investigation
of allegations of scientific misconduct under the above-referenced
grants. We withheld our recommendations until comments had been
received from the individuals and institutions indicated in the
conclusions. We have received and considered those comments.

The attached report now includes our response to the comments

that were received and our recommendations regarding both the
sanctions and other actions indicated and more general issues
raised in the course of the investigation.

Attachment
/f’*f//j ,/,

‘ Arnold J. Friedhoff, M.D., Chairman
Professor of Psychlatry and
Director of Millhauser Laboratories
New York University
School of Medicine

C. Keith Connerxrs, Ph.D.

Director of Research (e T 2, /’/ﬁ?z 42;1\

Department of Psychiatry Hefbert G aughan, J¥., M.D. <::;\\

Children's Hospital Director, Qose F. Kennedy Center
National Medical Center for Rescarch in Mental Retardation

Washington, D.C. and Human Development

Professor of Neuroscience,
Neurology and Pediatrics
Albert Einstein College
of Medicine

Peckacd §. §liacte, ).

Richard I. Shader, M.D.

Professor and Chairman 25?
Department of Psychiatry Ja. 6(/«[« /?(f,,él/‘-’

Tufts University Edward F. Zig

School of Medicine Sterling Pro sor
Psychiatrist-in-Chief Department of Psychology
New England Medical Center Ya!e University

Member, National Advisory

Mental Health Council




FINAL REPORT

INVESTIGATION OF ALLEGED SCIENTIFIC MISCONDUCT

on

GRANTS MH-32206 and MH-37449




CONTENTS

‘ Page No.

1 Background and Purpose of the Investigation 1
iI. Formation of the Panel 5
ITI. Charge to the Panel 6
Iv. Public Health Service Grants Involved 6
V. Methods and Process of the Investigation 11
VI. Possible Research Sites 13
VII. Panel Findings 19
VIII. Impact of Dr. Breuning's Reported Research

on the Field 29
IX. Conclusions 30
X. Comments and Response of Panel 33
XI. Recommendations 41
APPENDICES

. A - Letter from Dr. Robert L. Sprague
B - Documents Relating to University Investigations

C - Stephen E. Breuning Biographical Material
D - Individuals Interviewed by the Panel
E - Sites Visited by the Panel

F - Individuals Interviewed by NIMH Staff/Consultant
Investigator

G - Sites Visited by the Consultant Investigator
H - Publications Reviewed by the Panel

I - Analyses of Publications

J - Analyses of Studies Reported under MH-37449

K - Subcontracts to University of Pittsburgh

’ L - Comments




I. Background and Purpose of the Investigation

On December 16, 1983, the National Institute of Mental Health (NIMH)
Project Officer on grant MH-32206 received a telephone call from

Dr. Robert L. Sprague, Director, Institute for Child Behavior and
Development, University of 1lliamois at Urbana-Champaign, and Principal
Investigator on that grant. Dr. Sprague expressed serious concern
regarding data collected and published by Dr. Stephen E. Breuning,

then Assistant Professor of Child Psychiatry, University of Pittsburgh.
Dr. Breuning had been a consultant and collaborator on MH-32206 and

was carrying out research, under subcontract, supported by Dr. Sprague's
grant. Dr. Breuning was also Principal Investigator on grant MH-37449,
"Stimulant Drug Use with Mentally Retarded Children," to the University
of Pittsburgh, and he had submitted for review (and later withdrew)
application MH-38184, "Drug/Behavior Therapy in Psychiatrically Ill
Retarded."

Dr. Breuning, in the space of only a few years, had obtained consider-

able attention in the field of research on the mentally retarded.*

Dr. Sprague said that he had been incroduced to Dr. Breuning in i
1978 by a colleague who had heard one of Dr. Breuning's presentations.

Dr. Sprague was impressed by Dr. Breuning's abilities as an investi-

gator and organizer. When Dr. Sprague had to move one field site

of research on his rating scale for tardive dyskinesia from a

facility in Illinois, he moved it to the Coldwater Regional Center,

Coldwater, Michigan, where Dr. Breuning was then employed.

Stephen E. Breuning was born on September 18, 1952. He received
his B.S. in psychology and biology in 1973, and his M.A. in
psychology in 1974, from Western Michigan University, and his Ph.D.
in psychology from the Illinois Institute of Technology in 1977.

His curriculum vitae (Appendix C) states that he was the Director
of Behavioral Programs and Research, South Suburban Chicago Schools
Project, Chicago, from March 1976 to December 1977. In Jume 1977,
apparently prior to completing the position he reported with the
Chicago schools, Dr. Breuning accepted a position as Psychologist
at the Oakdale Regional Center for Developmental Disabilities in
Lapeer, Michigan, and he held this position until September 1978.
At that time he transferred to the Coldwater Regional Center for
Developmental Disabilities in Coldwater, Michigan, where he was
Psychologist and Research Director until he resigned in January
1981.

* The term "mentally retarded" rather than "developmentally
disabled" is used in this report because the former was used in
grant applications and reports and studies reviewed by the Panel.
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Dr. Breuning also held academic appointments. From 1979 to 1983,
he was Adjunct Assistant Professor, Department of Psychology,
Western Michigan University. In January 1981, he was appointed
Assistant Professor of Child Psychiatry, Western Psychiatric
Institute and Clinic (WPIC), School of Medicine, University of
Pittsburgh. In June 1981, Dr. Breuning was appointed Acting
Director and Director of Research for the John Merck Program,

a part of WPIC. He held this position until his resignation

on April 30, 1984. It is understood that he is currently
employed as the Director of Psychological Services and
Behavioral Treatment at the Polk Center in Polk, Pennsylvania.
He has made appearances as an expert in the treatment of the
mentally retarded.

Dr. Sprague followed his December 16, 1983, telephone call with

a letter (Appendix A) detailing his concerns. He regarded much

of the data reported by Dr. Breuning as unsupportable and provided
in his letter two examples. The first concerned studies described
in a progress report submitted by Dr. Breuning on grant MH-37449.
Dr. Sprague felt it unlikely that the studies could have been
conducted within the time period reported. The second example
involved an abstract of a paper Dr. Breuning had intended to
present it the December 1983 meeting of the American College of
Neuropsychopharmacology. The abstract described a study using
subjects from Dr. Breuning's previous place of employment, the
Coldwater Regional Center. When raw data were requested by

Dr. Sprague and by a coauthor of an earlier related paper,

Dr. Breuning said that he could locate original data for only

24 of the 45 subjects reported.

Dr. Sprague had also conveyed his concerns to Dr. Theodore L.

Brown, Vice Chancellor for Research and Dean, Graduate College,
University of Illinois at Urbana-Champaign. On December 28, 1983,
Dean Brown appointed a committee, chaired by the Associate Dean of
the Graduate College, Elaine Copeland, to carry out an investigation.
The committee was instructed to address three points:

1. Is there a reasonable basis for suspecting fraudulent
scientific practice on the part of Dr. Breuning, with
or without the possible complicity of other coworkers?

2. If the answer to this first question is yes, is there any
evidence of complicity or willful participation in such
fraudulent practice on the part of Dr. Sprague, or any
other University of Illinois faculty or staff who have
been associated with Dr. Breuning during the course of
this research?

-3
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If the answer to the first question is yes, did Professor
Sprague exercise reasonable diligence and take appropriate
actions in notifying responsible officials at the University
of Pittsburgh, NIMH, and elsewhere, of his findings and
suspicions?

At the request of NIMH, the committee also considered whether
Dr. Breuning's research results related to Dr. Sprague's work in
such a way that, should they prove to be defective, they would
adversely affect the value of Dr. Sprague's work.

On April 9, 1984, the committee reported (Appendix B) to Dean
Brown that there appeared to be a reascnable basis for suspecting
fraudulent scientific practice by Dr. Breuning; that there was no
evidence of complicity or willful participation in such practice
by Dr. Sprague or any other University of Illinois faculty or staff
associated with Dr. Breuning during the course of the research;
that Dr. Sprague had exercised reasonable diligence and takcn
appropriate action in notifying responsible officials of his
concerns; that the data used in Dr. Sprague's research were
independent of those of Dr. Breuning; that there was no evidence
that Dr. Sprague's research conclusions had been affected by

Dr. Breuning's data; and that the findings Dr. Breuning had

-reported had no impact on Dr. Sprague's work. The committee
concluded that there was reasonable cause for a thorough
investigation and assumed that it would be carried out by
the University of Pittsburgh.

On January 17, 1984, NIMH had formally notified the University
of Pittsburgh (Appendix B) of Dr. Sprague's concerns. Since
telephone discussions with university officials had revealed
that the university was already investigating the matter, NIMH
indicated that it would wait for the report of the investigation
before deciding on Institute action.

On February 8, 1984, the Chairman, Department of Psychiatry,
University of Pittsburgh, notified NIMH that an informal investi-
gation, conducted by three senior faculty members of the department,
had disclosed inaccuracies in Dr. Breuning's report of the research
design and followup data of the Coldwater study (Appendix B).

In accordance with university policy, the Dean of the Medical

School then appointed a committee of three tenured faculty from
outside the Department of Psychiatry to gather information and
report to him in writing. On February 17, that committee reported
to the Dean that (1) studies performed at Coldwater over a period
of 3% years were unable to be supported by data; (2) based on
inability to review raw data from the Coldwater study, a coauthor
had retracted a paper submitted for publication; and (3) Dr. Breuning
had withdrawn a NIH (NIMH) grant renewal application, claimed it

was submitted mistakenly, and provided a revised copy he claimed
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should have been submitted. The committee stated it had not
reviewed Dr. Breuning's work in Pittsburgh. Based on the noted
irregularities, the committee recommended a formal investigation.
On February 27, the Dean notified NIMH that a formal investigation
was being undertaken.

On May 8, 1984, after receiving a copy of the report of the
Department of Psychiatry's informal investigation, NIMH wrote

the Dean:
It would appear ... that initial inquiries have been
limited to the research he conducted at Coldwater under
grant MH-32206. ...We believe that the report of the

Research Hearing Board should contain a review of all of
Dr. Breuning's federally supported research activities at
the University of Pittsburgh to determine the nature and
full extent of any scientific misconduct which may have
occurred.

Despite this request, on July 6 the university forwarded to NIMH

the report of the hearing board which noted that because Dr. Breuning
had resigned from the University of Pittsburgh, the scope of the
board was "limited to determine if the research in question resulted
in misuse of NIMH funds." The board reported:

As a result of this review and of further information
received..., the committee has unanimously concluded
that the follow-up studies that were reported to have
been carried out at Coldwater were not used as a basis
for application or receipt of funds from NIMH. In
addition, as best we can determine, the work in question
did not significantly effect the conduct of other research
carried out at the University of Pittsburgh or the
expenditure of grant support which he received from
NIMH. Thus, the committee has concluded that no misuse
of funds occurred and that this matter should be closed.

An additional investigation was carried out by the University of
Pittsburgh after this Panel began its work. In March 1985, in
response to continued suggestions from NIMH, the Department of
Psychiatry established an Ad Hoc Committee to assess Dr. Breuning's
activities under grant MH-37449. The report of 'that group was
sent to NIMH on May 10, 1985. The committee had exhaustively
reviewed medical records of all inpatients admitted to the Merck
unit during Dr. Breuning's tenure. It also reviewed pharmacy
records and interviewed present and former staff. The committee
concluded that data for the majority of subjects reported in

Dr. Breuning's progress reports under MH-37449 could not be
identified as studies conducted on the Merck unit. The full
report of the Ad Hoc Committee is in Appendix B and is discussed
more fully in Appendix J.




IT. Formation of the Panel

On August 14, 1984, NIMH notified the University of Pittsburgh

and Dr. Breuning that, because of unresolved issues, it would
conduct a comprehensive investigation of allegations of scientific
misconduct against Dr. Breuning.

The NIMH Investigative Panel was formally established in January
1985. The Panel was selected to include senior investigators with
extensive experience in mental retardation, pharmacologic treatment,
behavior analysis, and research design and methodology. One member
was also a representative of the National Advisory Mental Health
Council. The following are the members of the Panel:

Arnold J. Friedhoff, M.D., Chairman
Professor of Psychiatry and

Director of Millhauser Laboratories
New York University School of Medicine
New York, New York

C. Keith Conners, Ph.D.

Director of Research

Department of Psychiatry

Children's Hospital National Medical Center
Washington, D.C.

Richard I. Shader, M.D.

Professor and Chairman, Department of Psychiatry
Tufts University School of Medicine
Psychiatrist-in-Chief, New England Medical Center
Boston, Massachusetts

Member, National Advisory Mental Health Council

Herbert G. Vaughan, Jr., M.D.
Director, Rose F. Kennedy Center for Research

in Mental Retardation and Human Development
Professor of Neuroscience, Neurology and Pediatrics
Albert Einstein College of Medicine
New York, New York

Edward F. Zigler, Ph.D.
Sterling Professor
Department of Psychology
Yale University

New Haven, Connecticut

Public Health Service staff members who worked with, or consulted
with, the Panel were:

Lorraine B. Torres
Director, Division of Extramural Activities, NIMH



Eugenia P. Broumas
Office of the Director, NIMH

Wright Williamson, M.S.W.
Division of Extramural Activities, NIMH

Joel M. Mangel
Deputy Associate General Counsel for Public Health
Department of Health and Human Services

Chris B. Pascal

Senior Attorney

Office of General Counsel, Public Health Division
Department of Health and Human Services

Consultant Investigator:
James Schriver
ITI. Charge to the Panel
The Institute's charge to the Investigative Panel was as follows:
The Panel is to review the circumstances and events
related to the allegation of scientific misconduct
against Stephen E. Breuning.

The Panel is asked to:

determine if scientific misconduct has occurred and,
if so, to describe its nature, extent, and seriousness

identify, if such misconduct is substantiated, any
or all individuals who participated in the alleged or
other misconduct

identify NIMH, or other PHS, support instruments and
awards that were involved

recommend any actions or sanctions that appear to
be indicated and prudent to deal with the described
circumstances

IV. Public Health Service Grants Involved
The following Pullic Health Service (PHS) grants were for work

by Dr. Breuning, involved his participation, or were cited by
him in publications or manuscripts:
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RO1 MH-32206

University of Illinois at Urbana-Champaign

Robert L. Sprague, Ph.D., Principal Investigator
Assessing Tardive Dyskinesia in Retarded Populations

This grant began January 1, 1979, and is still active. Its
objectives were stated in the original application as (1) to develop
and refine behavioral monitoring procedures to assic* State institu-
tions and community facilities to comply with court orders and State
law and regulations regarding use of psychotropic drugs in the
treatment of the mentally retarded; and (2) to conduct experimental
studies on various parameters (with dosage as the first) on the use
of psychotropic drugs with this population. The study was to be
carried out at three Illinois institutions for the developmentally
disabled. Dr. Breuning was not named in the initial application.

During the first grant year, Dr. Sprague notified the NIMH project
officer that it had become impossible for him to carry out the
proposed research at institutions in Illinois, and he requested
and received permission to substitute for one study site the
Coldwater Regional Center for Developmental Disabilities (CRC),
Coldwater, Michigan.

In his interview with the Panel, Dr. Breuning minimized his relation
to this grant. However, in a document sent to the Coldwater Adminis-
trator, Robert Rogan, dated December 3, 1979, LUr. Breuning defined
his relation to the grant. He listed himself as Research and
Training Supervisor/Coordinator of the Behavioral Pharmacology and
Mental Retardation Research and Training Program. He described the
program as follows:

The Behavioral Pharmacology and Mental Retardation

Research ard Training Program is an interagency program
concerned with all aspects of drug use with the mentally
retarded. The Program has been approved by the Michigan
Department of Mental Health and receives financial support
through grant MH-32206 from the National Institute of Mental
Health to Dr. Robert L. Sprague, Director of the Institute
for Child Behavior and Development at the University of
Illinois~-Champaign/Urbana.

In the progress report submitted by Dr. Sprague at the end of

the first year, a number of studies at Coldwater were reported,
including revision of the Resident Behavior Rating Scale (RBRS)
and arrangements for its use on several residents in each of the
six living units; work almost completing a Dyskinesia Rating Scale
for Developmentally Disabled and training staff in its use; making
of a training videotape of a resident with moderate dyskinesia;
and assessment on a matching-to-sample task of 12 subjects who

had received simple psychoactive medication. The progress report
described Dr. Breuning's role as follows:
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Dr. Breuning is our consultant and liaison at Coldwater
Regional Center. He will supervise all research done in
conjunction with our project (such as Wysocki's dissertation
research) and is our on-site "trouble shooter" should any
problems arise requiring immediate attention. Dr. Breuning's
value to our project extends far beyond his consultant role,
and includes formal, but nonetheless vital, contact with
members of administrative and professional staffs, as well
as effective encouragement of qualified personnel to engage
in related studies involving drug reduction and withdrawal
with chronically-medicated residents. His services to the
project are provided by Coldwater Regional Center at no
salary cost to the project.

Dr. Sprague also reported that Ms. Vicky Davis, formerly a staff
psychologist at the Coldwater Regional Center, had been appointed

on September 10, 1979, as a project staff member spending 75 percent
time. Her salary was paid directly by the University of Illinois
from grant funds. With NIMH project officer permission, grant

funds were also used to pay tuition for her courses at Western
Michigan University where she was enrnlled in a Master's program.

On May 30, 1980, Dr. Sprague submitted remewal applicacion 2 RO1
MH-32206-03. Dr. Breuning was listed as a consultan* and Ms. Vicky
Davis as a full-time project staff member to be paid from grant funds.
Work at Coldwater was reported in the progress section, and further
work there was an integral part of the proposal. Dr. Breuning was
present in Urbana-Champaign when the project was site visited on
November 4, 1980, by members of the NIMH Treatment Development

and Assessment Review Committee. Work at the center was considered
by the committee in its assessment which led to an award for 3 years
of further support.

In the progress report on the third grant year, submitted January 26,
1982, three publications of Dr. Breuning's were listed as published,
and two more were listed as in press. Work at the center was
described by Dr. Sprague:

Although some survey data were collected at Coldwater
Regional Center for Developmental Disabilities, Coldwater,
Michigan, the instruments were less inclusive, drug
histories were for a shorter period and less inclusive,

and the DIS-Co (Dyskinesia Identification System-Coldwater)
raters received no formal training. Therefore, the data
were not considered comparable with the data from the
Minnesota surveys, and they will not be included in the
larger data pool.

Dr. Sprague continued to report Dr. Breuning's publications in his
progress reports.
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Dr. Breuning left Coldwater in December 1980, and was appointed
Assistant Professor of Child Psychiatry, Western Psychiatric

Institute and Clinic (WPIC), University of Pittsburgh, in January
1981. During the third grant year, a subcontract under MH-32206

was awarded to the University of Pittsburgh to continue Dr. Breuning's
collaboration. On May 29, 1981, Dr. Sprague submitted an appli-
cation for supplemental funds for subcontracts with the University

of Pittsburgh for 2 more years. The purpose of the supplements,

as described, was to include mentally retarded children, ages 3-12,

in the John Merck Program, WPIC, in "all aspects of the current grant,"
including "evaluation of dyskinesia, statistical properties of the
DIS-Co and RBRS, and effects of psychotropic drugs on various

measures of performance. A controlled thioridazinme study will be
conducted." The supplemental funds were approved and awarded for

the 4th and 5th years of the grant (Appendix K). Audited charges

of $55,192.12 were made and a total of $51,333.03 was paid to the
University of Pittsburgh over 3 years. Final settlement of accounts
between the Universities of Illinois and Pittsburgh is pending the
outcome of this investigation.

On June 14, 1983, Dr. Sprague submitted a remewal application for

5 additional years of support. Dr. Breuning was listed as a
Co-Principal Investigator. The University of Pittsburgh was to

be one of four sites of proposed research. Specific aims for
Pittsburgh were: to continue examining the effects of naturally
occurring medication and dosage changes on observed target behavior;
to plan and conduct a prospective study of thioridazine and
haloperidol in responders and nonresponders, using dose of medi-
cation as the major experimental variable; to develop and test a
stereotypy rating scale; and to investigate the effects of different
environments (e.g., setting, structure, and time of day) on the
stereotypy and DIS-Co scales in order to enhance differential
diagnosis of the two conditions. Proposed effort and requested
salary support for Pittsburgh staff were: Dr. Breuning, 20 percent
effort, 10 percent salary; Rowland P. Barrett and Edward J. Nuffield,
5 percent effort and salary for both; Patrick K. Ackles, 10 percent
effort, no salary; Sue Ann Fultz, 100 percent effort and salary;
Vicky Davis, 35 percent effort. and salary.

In the progress section, 21 publications on which Dr. Breuning
was author or coauthor were listed as appearing since the last
review, 5 more were listed as in press, and 2 were listed as in
manuscript.

The initial scientific review committee recommended 1 year of

support at a reduced level for reanalysis of already collected data
to revise the DIS-Co. The committee noted that the proposed work

at Pittsburgh raised interesting questions but seemed unrelated to
the major aim of Dr. Sprague's work and should perhaps be the subject
of a separate application. The award for a 6th year of support
included no funds for work by Dr. Breuning.
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RO1 MH-37449

University of Pittsburgh

Stephen E. Breuning, Ph.D., Principal Investigator
Stimulant Drug Use with Mentally Retarded Children

Application MH/HD-37449-01, "Stimulant Drug Use with Mentally
Retarded Children," from the Uaiversity of Pittsburgh, with

Dr. Breuning as Principal Investigator, was received by NIMH ~n
October 1, 1981. 1In it Dr. Breuning proposed to examine 2

priate dose levels of stimulant drugs - methylphenidate and
dextroamphetamine - in the treatment of 48 hyperactive mentally
retarded children served by the Psychiatric Service for Multiply
Handicapped Children (John Merck Program), WPIC. Dr. Breuning
was to devote 20 percent of his time to the project, with

15 percent salary support requested. His duties were described
as being responsible for overall coordination and administration
of the project, including supervision of project staff, monitoring
the assessment and treatment phases of the study, overseeing data
analysis, and preparing all resulting manuscripts and reports.

The application was reviewed by an NIMH initial review group in
February 1982, and by the National Advisory Mental Health Council
in May 1982. It was recommended for aprroval for 2 years, and
awards were made for July 1, 1982, through June 30, 1984, for

a total amount of $133,047. At the request of the University of
Pittsburgh, it was terminated March 31, 1984.

On April 29, 1983, in a progress report to NIMH, Dr. Breuning
reported that just over 65 percent of the children for the
methylphenidate studies and approximately 35 percent of those
for the dextroamphetamine studies had completed the protocol.
Three studies were described. Two publications in press and
one submitted for publication were listed.

A competing continuation application, for 4 additional years of
support, was received October 1, 1983. In it Dr. Breuning
described six studies and about 65 percent of a seventh study
as completed. FEleven publications were listed as published,

in press, or in preparation. This application was withdrawn
by Dr. Breuning on December 12, 1983. As noted above, a
University of Pittsburgh Ad Hoc Committee reported on May 10,
1985, that the subjects reported could not have been on the
John Merck Program. When Dr. Breuning met with the Panel on
November 22, 1985, he told the Panel that he had not conducted
any of the reported work at Pittsburgh. Dr. Breuning's reports
and his activities under this grant are discussed in Section VII,
ar”. in detail at Appendix J.
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University of Pittsburgh :

David J. Kupfer, M.D., Principal Investigator

Clinical Research Center for the Study of Affective
Disorders

Although cited by Dr. Breuning in a publication, a careful review
of official records indicated that Dr. Breuning received no direct
support from this grant but may have made use of general resources
provided through the center.

Another application, 1 RO1 MH-38184-01A1, "Drug/Behavior Therapy
in Psychiatrically I1l Retarded," with Dr. Breuninj as Principal
Investigator, was submitted from the University of Pittsburgh on
Juue 29, 1983, but was withdrawn before review. It was not
considered by the Panel.

V. Methods and Process of the Investigation

From the time it received its charge and planned its investigation,
the Panel proceeded in a careful and considered fashion. All
Panel members received, reviewed, and commented on basic documents,
including all studies, publications, and reports used.

Official files of NIMH were scrutinized, including grant applications,
progress reports, financial reports, and related materials.

All articles and manuscripts citing PHS grant support and studies
cited in grant progress reports were identified (Appendix H) and
analyzed (Appendices I and J). Additional documents relating to
significant aspects of the investigation were analyzed and are
included in the detailed discussion.

At least two Panel members personally interviewed all of

Dr. Breuning's major coauthors of the above articles who could

be located. Additional materials were requested and received

from several of them. Those interviewed were: Patrick Ackles,
Salvatore Cullari, Neal A. Davidson, Vicky Davis, Donald G. Ferguson,
C. Thomas Gualtieri, Johnny L. Matson, Alan D. Poling, and Lori
Sisson.

The Panel interviewed Dr. Robert Sprague and received additionmal
material from him.

The Panel, staff, or a consultant investigator contacted by letter,
telephone, or in person a number of individuals for information
relating to the investigation. Complete lists are appended

at D and F.
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When the Panel began its work, it operated on an assumption derived
from grant applications, progress reports, and pubiished material
that the research in question had been carried out at the University
of Pittsburgh or at the Coldwater Regional Center for Developmental
Disabilities. As the Panel proceeded, it received conflicting
information about possible research sites, specifically the Oakdale
Regional Center and various schools and institutions in the Chicago
area. It therefore broadened its inquiry.

Two Panel members and an NIMH staff member visited the Coldwater
Regional Center for Developmental Disabilities, Coldwater, Michigan.
Administrative and clinical staff were interviewed, administrative
and clinical records examined, and clinical and research facilities
inspected. Ancillary facilities, thought to be the location of
some reported research, were also visited.

The entire Panel and NIMH staff visited the Westerm Psychiatric
Institute and Clinic, University of Pittsburgh. University
officials, coworkers of Dr. Breuning, members of the university
investigative committees, and others were interviewed. Research
facilities were inspected. Administrative, investigative, clinical,
research, and pharmacy records were examined. Additional visits
were made to the university by the Panel Chairman, NIMH staff,

and a consultant investigator to the Panel.

A consultant investigator to the Panel visited the Oakdale Regional
Center for Developmental Disabilities, Lapeer, Michigan, interviewed
administrative and professional staff there, and reviewed administra-
tive, research, and clinical records. Additional information from
Oakdale staff was obtained by telephone interviews conducted by the
Panel Chairman and/or NIMH staff.

Individuals named by Dr. Breuning as knowing about his work in
the Chicago area were contacted by telephone by the Panel Chairman
and NIMH staff.

The Panel and NIMH staff met with Ms. Vicky Davis, coworker of
Dr. Breuning at Oakdale, Coldwater, and Pittsburgh, and with

Dr. Breuning for extensive interviews. A verbatim transcript of
the interview with Dr. Breuning was made available to him, and
he was also invited to respond to written interrogations and to
comment on this report in draft.

The Panel met nine times:

March 12, 1985 November 22, 1985
April 18-19, 1985 December 6, 1985
June 25-6, 1985 March 25, 1986

October 16, 1985 December 1, 1986

April 20, 1987
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Additional meetings were held by staff with individual members of
the Panel.

The following represents, therefore, the considered judgment of the
Panel based on an intensive and extensive investigation. Because
of the number of studies, coauthors, and possible research sites,
the remaining sections of the report discuss first the possible
research sites and present the Panel's summary findings. Detailed
analyses of studies and findings on each are appended at I and J.

VI. Possible Research Sites

The site of the research reported was specifically identified in
only two of the publications reviewed by the Panel, the Coldwater
Regional Center, in Gualtieri, Breuning, Schroeder, and Quade (1982),
and in Ferguson, Cullari, Davidson, and Breuning (1982). When the
Panel began its work, it assumed, as noted previously, that the
remaining studies were carried out at either Coldwater or the
University of Pittsburgh, Dr. Breuning's places of employment
between 1978-84, the period when the publications were prepared
and when they appeared. As the Panel interviewed Dr. Breuning's
coauthors and coworkers, and Dr. Breuning himself, the University
of Pittsburgh, the Coldwater Center for Developmental Disabilities,
Coldwater, Michigan; the Oakdale Regional Center for Developmental
Disabilities, Lapeer, Michigan; schools in the Chicago area;

and "various sites in Illinois" were identified, frequently
contradictorily, as research sites. The detailed analyses of
individual studies (Appendices I and J) include information about
the possible site(s) of each study. The following is a brief
description of each site.

University of Pittsburgh

In January 1981, Dr. Breuning moved to the Western Psychiatric
Institute and Clinic, University of Pittsburgh School of Medicine,
as Assistant Professor of Child Psychiatry. In June 1981, he was
appointed Acting Director/Research Director, John Merck Program
for Multiply Disabled Children. He held these positions until he
resigned from the university. He also had an appointment as
Assistant Professor in the School of Education. From April 1,
1982, he attributed 10 percent of his time to activities related to
Dr. Sprague's grant, MH-32206, and funded by subcontract with the
University of Illinois. Grant MH-37449, on which he was Principal
Investigator, was awarded July 1, 1982. Dr. Breuning attributed
20 percent of his time to research under that grant. On October 1,
1982, the Department of Education awarded a contract to the Early
Childhood Research Institute, Western Psychiatric Institute and
Clinic, on which Dr. Breuning was a co-investigator responsible

for studies of disruptive behavior. He attributed 20 percent of
his time to these studies. Overall, university administrators
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estimate that, while at Pittsburgh, Dr. Breuning spent 40 percent
of his time in research, 10 percent in teaching, and 50 percent
in clinical and administrative responsibilities.

The John Merck Program occupies the sixth floor, an area of
approximately 11,000 square feet, of the Western Psychiatric
Institute and Clinic. It is a 24-bed inpatient unit with an out-
patient program. The sixth floor unit, visited by the Panel,
includes living and play areas for the children, staff offices,
several small classrooms, and two small treatment rooms used for
academic and laboratory performance testing. Each of these rooms
is equipped with either a one-way observation window or mirror.
Matching-to-sample equipment was located in one of these rooms
during Dr. Breuning's tenure. According to several persons inter-
viewed and Dr. Breuning, fixed ratio equipment was present but
never operational.

During the period Dr. Breuning was with the Merck Program, the

staff consisted of six psychologists, three psychiatrists, four
social workers, ten special therapists, five research associates,
twenty nurses, and twenty child care workers. In additiom, the Merck
Program served as a rotation for pre- and post-doctoral psychology
students, psychiatry residents, and psychiatry clerks who were
enrolled in either the Department of Psychology or the School of
Medicine.

Children treated by the program were ages 3-14, and an occasional
older adolescent, with borderline to profound retardation and/or
severe withdrawal associated with psychosis of some years' duration.
Between July 1, 1980, and June 30, 1984, 278 inpatients were admitted
to the Merck Program. A search of medical and pharmacy records by
the University of Pittsburgh Ad Hoc Committee indicated only 11
received s:imulant/placebo trials and matching-to-sample testing

and were even possible subjects of Dr. Breuning's NIMH-supported
research; only 5 of the 11 had discharge diagnoses meeting the
criteria of that protocol.

Coworkers of Dr. Breuning in the Merck Program described weekly
senior staff meetings. Decisions were made at those meetings to
include children in studies. Participants included the head nurse,
the chief social woriker, the program's medical director, and

Dr. Breuning. Those interviewed also indicated that there was

no protocol and little distinction between research and clinical
work. Physicianc on the unit wrote the medication orders and
obtained informed consents. The senior research assistant ordered
and scheduled matching-to-sample testing. All children on the
unit who were able to use the apparatus were tested three times

a week, with a few tested five times. Tests were usually
scheduled for the testers' convenience; only a few requests for
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specifically timed tests were made. All children on the unit
appear to have been rated on the DIS-Co and the RBRS. Testing
results were given to Dr. Breuning and entered in files which
were also given to him when the child was discharged. When
Dr. Breuning resigned from the University of Pittsburgh on
April 30, 1984, he took this data with him.

Coldwater Regional Center

The Coldwater Regional Center for Developmental Disabilities,
Coldwater, Michigan, was a residential facility for the mentally
‘retarded and developmentally disabled during Dr. Breuning's
employment there from September 1978 to January 1981. The center,
operated by the Michigan State Department of Mental Health, served
about 650 residents, 85-90 percent of whom were evaluated as
severely or profoundly retarded. Residentcs were housed in
individual buildings with a capacity of 40-50 beds each or in
several larger dormitory-like buildings with 60-90 beds each.

Six to nine teams, each consisting of a physician, psychologist,
registered nurse, and licensed practical nurse provided diagnostic,
assessment, and treatment services. Staff physicians did complete
physical examinations on admission which, the Panel was told,
could have included standard neurological workups. Residents
requiring more specialized neurological assessment were sent to
Ann Arbor. Special educational and vocational services were
provided at the adjacent Evergreen School, Branch Intermediate
School District. The center has since been scheduled to be

turned into a facility for the chronically mentally ill. By
October 1985, all but 54 severely ill residents were to have

been placed in community facilities.

Dr. Breuning was assigned as psychologist to Building 42 which had
about 70 residents ranging in age from 10 to 26. His primary role
was to provide psychological services and develop programs for
residents of Building 42. Research activities were considered
peripheral to his primary responsibilities and not an integral
part of his work. Dr. Neal Davidson, Director of Psychological
Services, emphasized to the Panel that the center was primarily

a residential facility and that little or no research was
conducted at Coldwater before or after Dr. Breuning's employ-

ment there. Nevertheless, the Panel was told by several of

Dr. Breuning's colleagues there that he had been a catalyst for
research activities; that several of the psychologists at the
center had interests similar to those of Dr. Breuning; and that
time was made available for them to pursue those interests.

A research committee was set up to review and pass on all

proposed studies and papers to be presented or published by

center staff. Dr. Breuning served on that committee. The

Center Director, Mr. Robert L. Rogan, presented Dr. Breuning's
proposed collaboration with Dr. Sprague to the State Department

20
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of Mental Health and on August 15, 1979, received the permission
of the department to proceed with that research. Documents
submitted by Dr. Breuning included Dr. Sprague's protocol, with
the modification that medication would not be manipulated.

Policy in force at Coldwater at that time reflected the State's
concern about objective review of psychotropic drugs and the
reduction of medication with the mentally retarded population.
Medication reduction was not submitted to the research committee,
nor were informed consents sought for such reduction since it
reflected treatment policy. Orders for medication reduction were
written by staff physicians. The physician assigned to Building
42 at that time was Dr. Carlos Budding who has since returned

to Argentina. Center officials told the Panel that placebo/
double-blind procedures were not used there and it was not their
practice to give placebos. The Panel received information and
evidence that this was not always so. Dr. Breuning told the
Panel that placebos, similar in appearance but not matched to
medication, were used; that early on they were made up on his
unit and not ordered through the pharmacy; that he thought they
had bought the capsules at a supply house in Chicago and had a
giant bag of them; and that he knew of no rules he had violated.
He insisted that drug reduction was always ordered by a physician.
He did say that placebos were administered without a specific
physician's order, but he said that a physician was always aware
of what they were doing. Dr. Cullari confirmed that placebos
were used at Coldwater. He said that Dr. Breuning had one patient
on placebos. The Panel found documentation of placebo adminis-
tration in records of a treatment team to which Dr. Ferguson was
assigned.

Building 42 had a room with a one-way observation window. It

also had matching-to-sample equipment for testing and assessing

the effects of tardive dyskinesia. Clients, ages 10-26, v
participated in educational and vocational projects at the
Evergreen School where the workshop performance program included
the Bendix bicycle brake assembly project. Behavioral observations
were recorded routinely on a standard form by school staff.

Dr. Breuning had access to and made use of school records. He

also had and made use of access to medical records of Coldwater
residents. A random review of patients' charts by the Panel
indicated that behavioral observations were reported carefully

and frequently on a 24-hour basis. Intervals between recorded
observations varied. Reviewed records were from all buildings,
including 42, and included some psychological assessments

conducted by Dr. Breuning and some proposed treatment plans.

A few of the records included DIS-Co ratings, consent forms

for video taping, and doctors' orders for mecication. The

Panel established that, while assigned to Building 42,

Dr. Breuning had access to residents of other buildings and

some residents of other buildings were sent to him for testing.

21
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Oakdale Regional Center

The Oakdale Regional Center for Developmental Disabilities,
Lapeer, Michigan, was the site of Dr. Breuning's first profes-
sional employment following graduation in May 1977 from the
doctoral program at the Illinois Institute of Technology. He
was employed as a psychologist from June 10, 1977, until he
transferred to Coldwater on September 18, 1978.

Dr. Breuning was assigned to Building 34E where he had respomsibility
for clinical services to residents, including testing, assessment,
diagnosis, and treatment. Records of Building 34E for the period
show 12 male residents, ages 27-59, and 45 female residents, ages
27-77. Staff said that most of the male patients were visually
impaired and that many of the female patients displayed maladap-

tive behavior which required their participation in structured,
programmed activities. Many required assistance in all areas

of self-care, including ambulation.

Although hired as a clinical psychologist, Dr. Breuning's position
description required that he prepare a proposal for psychological
research. A note dated December 10, 1977, on his Probationary
Service Record stated that he was relieved of this requirement
"due to the weight of clinical duties in 34E."

At the time of his employment, Dr. Breuning was given permission
to continue his research in the area of his dissertation,
"Classical Conditioning in Goldfish." Space was provided, and
he engaged in these studies with a colleague, Dr. John Regan,
who had been a fellow graduate student at the Illinois Institute
of Technology.

Policy at Oakdale required that all research proposals be reviewed
by the research committee. Dr. Breuning was a member of that
committee from August 19, 1977. Records of the committee show

the following proposals submitted to the committee and the actions
on them: On November 21, 1977, Dr. Breuning's proposed study,
"Effects of Individualized Incentive on Norm-Referenced IQ Test
Performance of Institutionalized Severe and Profound Adult
Retardates," was distributed to the committee. A discussion

was scheduled for December 5; however, Dr. Breuning was absent
then, and the proposal was set aside and not brought up again.

On September 26, the committee had considered a similar study

from Jody R. Lewis, "The Effects of Reinforcement Procedures on
the IQ Scores of Institutionalized Severe and Profound Retardates."
Dr. Breuning had been present for that discussion. This study

was Ms. Lewis' Master's thesis. She told Panel staff that

Dr. Breuning had helped her design it.
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Ms. Lewis was coauthor with Dr. Breuning and Vicky Davi:c on
"Examination of Methods of Selecting Goal-directed Activities

for Institutionalized Retarded Adults," in Education and Training
of the Mentally Retarded, February 1981, pp. 5-12. Ms. Lewis
said she had done a literature search and prepared a secticn of
the article from data Dr. Breuning had previously collected,
presumably in Illinois. She also participated in a present-
ation of the article at a poster session at the meeting of the
Midwestern Association of Behavior Analysis, Chicago, on

May 13-16, 1978. At those poster presentations, 14 studies

from Oakdale were presented. Dr. Breuning was named first author
or coauthor on 8 studies. Oakdale staff reported that, when they
asked Dr. Breuning about the origin of the data for his poster
presentations, he said he had gathered it prior to coming to
Oakdale. Only one of the studies presented had been approved by
the Research Committee. It was a summary report, "Successive
Contrast Effects and Reduced Intersubject Response Variability

in Appetitive Activity Conditioning with Goldfish," presented by
Dr. Breuning on April 17, 1978, to the committee, The committee
recommended that it be submitted for publication. On June 1, 1978,
the committee reviewed a proposal by Drs. Breuning and Regan,
"Brain Research With Goldfish: Anesthesiology and Histological
Assessments"; and on September 5, publication was approved of
"Classical Conditioning of Muricide Elicited From the Lateral
Hypothalmus in Rats," by Drs. Breuning, Regan, and David A. Nolling.
Records at Oakdale show that no requests from Dr. Breuning for
research with human subjects were approved. Those of his
colleagues and supervisors who were contacted were unanimous in
their view that he had not, and could not have, conducted research
with human subjects as reported in the studies attributed by him
to Oakdale.

Chicago

Dr. Breuning's curriculum vitae indicates he was a graduate student
and held various positions in the Chicago area between September
1974 and June (or December) 1977. The nositions are described

on page 1 of this report. In June 1977 he was appointed to the
Oakdale Regional Center, Lapeer, Michigan. His curriculum vitae
shows him also as a Director of Behavioral Programs and Research of
the South Suburban Chicago Schools project to December of that year.

Dr. Breuning told the Panel that the work described in his progress
reports on grant MH-37449, awarded for work at the University of
Pittsburgh, was actually carried out in Chicago area schools

almost 10 years before (Appendix J). He also attributed parts

of several other studies (Appendix I) to the Chicago area. He
maintained that he had attached himself to studies in progress.

He could recall neither the names of the investigator(s) nor the

9 ,}
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name or location of any school or institution where he had
gathered data. When asked by the Panel about drug manipulation
and informed consent, Dr. Breuning replied that they had been the
responsibility of the original investigator(s). Regarding his
detailed descriptions of experimental room size and experimental
apparatus, he replied that he had found rooms very similar in
size and he had carried portable apparatus with him. A data
book he provided to the Panel had no identifying material of any
kind, including dates.

Dr. Breuning referred the Panel to two persons who could verify

his having done such work in the Chicago area, Dr. John Regan, a
former graduate student with Dr. Breuning at Illinois Institute of
Technology and coworker for several months at Oakdale, and Dr. Paul
Koutnik. Dr. Regan said he knew of no such work done by Dr. Breuning.
Dr. Koutnik, an academic advisor at the Illinois Institute of
Technology, who according to Dr. Breuning, had arranged for him

to conduct research in Chicago area schools, stated that he was
Associate Professor of Education at the Illinois Institute of Tech-
nology and that he served on Dr. Breuning's doctoral dissertation
committee. During that period, he had arranged for Dr. Breuning

to serve as a student teacher for 1 year in the Bloom Township,
I1linois, High School where he taught sophomore biology and
conducted workshops for teachers on classroom behavior management.
Dr. Koutnik said, however, that he knew nothing of any research

by Dr. Breuning involving human subjects and that he had not

been involved in arranging for Dr. Breuning to conduct such
research.

The Chairman of the Department of Psychology, Illinois Institute
of Technology, and Dr. Breuning's doctoral dissertation advisor
during the period in which Dr. Breuning stated he conducted

the studies in the Chicago area, Dr. Alan Wolach, said that

he knew nothing about research in the school system but that

Dr. Breuning might not have mentioned this to him inasmuch as
Dr. Breuning was expected to devote all of his research time

to his dissertation research.

VII. Panel Findings

The Panel reviewed articles and manuscripts related to PHS grant
support and grant progress reports and interviewed major coauthors.
It site visited Coldwater and the University of Pittsburgh;
interviewed officials, administrators, coworkers of Dr. Breuning,
and other staff; and reviewed administrative, medical, and other
records. The Panel interviewed and corresponded with Dr. Breuning.
Panel staff and a consultant investigator interviewed other
individuals and visited Oakdale. Based on this extensive and
intensive investigation, the Panel has the following findings.
(Because both possible sites and dates of much of the reported
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work are unclear, this section is organized by groups of studies
addressing similar issues. Detailed descriptions, analyses, and
findings for individual studies are at Appendices I and J.)

Dyskinesia Studies

Breuning, Ferguson, and Cullari (1980 and 1981) reported a study
of dyskinesia and inappropriate behaviors in 10 institutionalized,
young adult, mentally retarded subjects withdrawn from neuroleptics.
An elaborate experimentsl design was involved, including placebo
administration, extensive behavioral observations over a 28-week
period, and the use of trained observers. As all three authors
were at Coldwater when the article appeared, it could be assumed
that the research had been carried out there. Dr. Breuning told
the Panel that the research was carried out at Coldwater and
Oakdale. His Coldwater coauthors, who did not see any raw data,
said they thought the work had been done at Oakdale.

As part of his collaboration with Dr. Sprague, Dr. Breuning had
proposed to study the effects of neuroleptics, and their
withdrawal, on performance and behavior of Coldwater residents.
It was policy in the State of Michigan and at Coldwater while
Dr. Breuning was there to reduce or withdraw medication when
possible. The Panel found evidence in patient records that
some behavioral observations of residents were made, and it
received information from Dr. Breuning that placebos were
administered by him. However, Dr. Breuning produced no raw
data for these studies, and, despite extensive questioning of
the center director, the chairperson of the center research
committee, the nurse, and other staff who worked with

Dr. Breuning at Coldwater, no evidence could be found that
deliberate drug manipulation according to a protocol, or
administration of a placebo as described, was ever carried

out there. There is no record at Oakdale of Dr. Breuning's
having conducted research with human subjects there. His
supervisors and colleagues at Oakdale were adamant that he
could not have carried out such research.

Gualtieri, Breuning, Schroeder, and Quade (1982) reported a

study of 57 subjects, early adolescent to elderly, from Coldwater,
withdrawn from a neuroleptic treatment and assessed during
withdrawal and for 80 weeks afterwards for dyskinesia. An
abstract of an intended presentation by Dr. Breuning to the

1983 meeting of the American College of Neuropsychopharmacology
(ACNP) reported an additional 2-year followup of 45 of the
subjects. Gualtieri and Breuning (1983) reported on 8 of these
subjects, early adolescent to young adult, who exhibited
"withdrawal dysbehavior," a behavioral analog of dyskinesia.
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The validity of this study was first questioned in late 1983 when
Dr. Sprague raised questions as to whether Dr. Breuning could have
carried out the study as described by Dr. Breuning in the ACNP
abstract. In response, Dr. Breuning attempted to revise the
abstract to show only one additional assessment, at &4 months,

on only 24 subjects. When questioned by Dr. Sprague and his
coauthor, Dr. Gualtieri, Dr. Breuning was unable to produces raw
data or subject identifiers for the study proper. He provided
some summary data and "raw data" for one assessment of 24 subjects
at week 96. Dr. Breuning told the Panel that he collected some
of the data for this study at Oakdale and that followup data on
the 45 subjects were not systematically collected but were casual
data collected by a nurse at Coldwater after he, Breuning, had
left. He would not identify the nurse to the Panel.

As indicated above, the Panel found no evidence that such research
could have been carried out at Oakdale. It did find evidence

that Dr. Breuning had done some behavioral assessments at Coldwater,
but there was no evidence that a systematic drug/placebo
manipulation study, following - protocol, was ever carried out.

The Panel could find no eviderce for the existence of even casual
followup data. Dr. Breuning's explanation for not ident.fying

the nurse respondent because he would "get the person in trouble"
was not credible; he could not tell the Panel how supplying such
information would affect the person allegedly involved.

After examining all the evidence, the Panel found that the reports
of the dyskinesiz studies contained serious and calculated
distortions. The Panel concluded that the studies described

were not carried out.

Dyskinesia Assessment Instrument

Sprague, Kalachnik, Breuning, Davis, et al. (1984) described a
rating scale for assessing tardive dyskinesia in the development-
ally disabled, the Dyskinesia Identification System-Coldwater
(DIS-Co) and presented normative data. The Panel confirmed that
developmental work on the instrument was done at Coldwater by

Dr. Breuning and others. The data reported in this article are
from Cambridge State Hospital (Minnesota) and were collected under
the supervision of the second author, Dr. Kalachnik. The Panel
identified no issues relevant to Dr. Breuning's involvement in
this study.

Administrative Review of Drug Treatment

Ferguson, Cullari, Davidson, and Breuning (1982) described a
technique of staff review designed to reduce medication
prescription in the patient population. Decreased frequency
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of inappropriate behaviors was the variable on which medication
adjustments were made. Patient behavior was discussed at
monthly meetings of teams, each involving six professional staff
and at least one direct care staff.

Coldwater is specified as the site for this study. Three programs
there are reported separately, each covering a different timespan.
Baseline data were abstracted from patient files; it is unclear
how long patient behavior was observed and charted. Drs. Ferguson
and Cullari, who were on two of the programs and reported on them,
told the Panel they still had their summary data. Dr. Ferguson
made minutes of his treatment team available to the Panel.

Neither had seen Dr. Breuning's data on the third program.

Other staff at Coldwater believed he had made the observations.
However, although it is possible that this study was carried out
as reported, it was not possible to verify that raw data existed
for that portion contributed by Dr. Breuning. Therefore, the
Panel could not draw any conclusion regarding the validity of

this study.

Psychopharmacologic Treatment Studies

Beginning in 1980, a series of publications by Dr. Breuning and
others reported on studies of the effects of psychotropic drug
treatment on the mentally retarded. In 1980, Breuning, O'Neill,
and Ferguson reported a 28-week study of 18 adult, institution-
alized mentally retarded persons who had been identified for
drug discontinuance. The design was complex, involving
randomly assigned conditions of drug, drug and response cost,
placebo, and response cost alone. The article gave detailed
descriptions of residents' living units, staff characteristics
and training, and observations of target (disruptive and/or
aggressive) behavior at 30-minute intervals 24 hours a day,

and states that informed consent had been obtained.

Coauthor Ferguson told the Panel that the data for this article
nad been collected by Dr. Breuning at Oakdale and that he had
seen only charts or graphs prepared by Dr. Breuning. Staff
members and colleagues at Oakdale said he never conducted
human subject research there, and there is nothing in the
official records of the institution to identify Oakdale as

the research site. No consent forms could be found.

Breuning and Davidson (1981) reported on the results of IQ test
performance of medication (neuroleptics) manipulation. Twenty-
four adult, institutionalized mentally retarded subjects were
observed under conditions of drug, placebo, standard, and
reinforced test techniques. The article stated that informed
consents were obtained.
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Coauthor Davidson told the Panel his role on this paper was
looking at the literature and working on drafts. He said the
data had come from Oakdale and insisted such a study would not
have been carried out at Coldwater because of the center practice
on placebo use. Dr. Breuning himself told the Panel that the
study had been carried out at Oakdale and various sites in
Illinois. Again, staff members and colleagues at Oakdale said
Dr. Breuning did no human subject research there. Dr. Breuning
told the Panel he had conducted research in the Chicago school
system, but the subjects in this study were institutionalized
adults. Consent forms for a study like this one could not be
found at either Oakdale or Coldwater.

Breuning, Ferguson, Davidson, and Poling (1983) reported a study
of the standard and reinforced performance of 40 mentally retarded
adolescents under drug (thioridazine)-no drug conditions in a
double-blind, placebo ccntrolled protocol. Behavior observations
were recorded at 30-minute intervals 24 hours a day.

As with other studies, coauthors saw no raw data for this study.
Each told the Panel he thought it had been carried out at Oakdale.
Dr. Breuning himself told the Panel it was carried out at many
sites in Illinois which he could not recall and at Oakdale.
Inquiries at Oakdale preclude its being the site. The size

(a pre-study trial involved 142 subjects) and complexity of
design preclude this study having been conducted at multiple
sites, and Dr. Breuning's ac-ount of his research activity in
the Chicago area was not found credible in view of the fact
that he could identify neither the investigators to whose
research he had attached himself nor the sites where that
research was conducted.

The Panel concluded that none of the described studies of
psychopharmacologic treatment had been carried out.

Effects of Therapeutic Manipulation on Task Performance

The Panel reviewed six studies reporting on the effect of
medication manipulation on task performance. Wysocki, Fuqua,
Davis, and Breuning (1981) reported on the effect of gradual
withdrawal of thioridazine on a matching-to-sample task with
four adult, mentally retarded institutionalized residents at
Coldwater who had been identified as candidates for drug
withdrawal. The article was based on the primary author's
(Wysocki) doctoral dissertation. The data are presented in a
straightforward manner. The Panel confirmed through its site
visit to Coldwater and through interviews that this work was
carried out as reported.

23
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Davis, Poling, Wysocki, and Breuning (1981) reported on the
gradual withdrawal of an antiepileptic (Phenytoin, or Dilantin)
on a matching-to-sample task and workshop performance in three
mentally retarded subjects. Dosage reduction and administration
of an inactive placebo at the 0 mg. level are described and the
article states that dcuble-blind procedures were used throughout.
This article was based on Ms. Davis' Master's thesis. The Panel
confirmed through interviews with the second and third authors
that the matching-to-sample tests were carried out. A site visit
to the Evergreen School adjacent to Coldwater confirmed that staff
there had recorded workshop performance (assembly of a Bendix
bicycle brake), using a form, and that Dr. Breuning and Ms. Davis
had access to school records; and Ms. Davis told the Panel that
school records were copied. There is a discrepancy on drug
manipulation, however. Coldwater officials maintained that drugs
could not be manipulated for research purposes and that placebos
were not used there. Dr. Breuning said that placebos were used.
Ms. Davis told the Panel that medication was not manipulated and
placebos not used in her study, thus directly contradicting a

a statement in an article on which she was first author and
identical statements in her thesis. The Panel concluded that
while the test and workshop performance evaluations had been
carried out, there are significant irregularities in the
published report. (Ms. Davis' comments on this report are
appended at L.)

Breuning (1982) and Breuning, Davis, Matson, and Ferguson (1982)
reported large, systematic, and complex studies of the effect
of a neuroleptic (thioridazine) on intellectual and workshop
performance of institutionalized mentally retarded persons.

Both studies describe elaborate drug manipulations and use of
placebos. In both, workshop performance was assembly of the
Bendix bicycle brake. The articles reported on 84 and 80
institutionalized subjects respectively and would have required
80 weeks for the former and over 57 for the latter.

Dr. Breuning told the Panel that these articles report data
collected in the Chicago area and at Coldwater, but he could
offer no explanation as to why the two-site data collection

was not indicated. His coauthors on the multi-author article
saw no raw data and were under different impressions as to the
site. The Panel found it inconceivable that such studies could
have been carried out without the knowledge of colleagues or
supervisors at Coldwater. Aside from verifying Dr. Breuning's
access to clinical and school records, including observations
on the brake assembly, the Panel found no evidence that such
research had been carried out there. Nor did the Panel find
credible Dr. Breuning's assertion that such data were collected
at unnamed schools through studies by unnamed investigators in
the Chicago area. The Panel concluded that the two studies
described were not carried out.

2
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An unpublished paper, Breuning, Sisson, Fultz, Marshall, and
Bregman, reported on the effects on matching-to-sample performance
of neuroleptics with 12 mentally retarded childrern. The list of
coauthors and citation of a grant awarded to the University

of Pittsburgh indicates the research was carried out there, but
the paper reports a neuroleptic study. Dr. Breuning, when asked,
said it was carried out at Pittsburgh and Coldwater. Pharmacy

and other records at Pittsburgh indicated the subjects as

reported were not available there. While matching-to-sample

tests were run there, those scheduling the tests, and listed as
second and third authors, indicated that the subjects were not
scheduled as described and said the data they collected did not
indicate the effects reported in this paper. While Coldwater
officials denied the use of placebos there, Dr. Breuning indicated
they were used without authorization. While some data might

have been collected, the Panel found no evidence that the study
described was carried out.

Breuning and Poling in Matson and Barrett (Eds.) (1982) included
a report of a pilot study of dosage effects for a stimulant
(methylphenidate) on behavior and performance (fixed-ratio test)
of six mentally retarded, hyperactive subjects, four prepubescent
and two adolescent. The study is described as double-blind and
placebo controlled. This pilot is similar in many respects to
work originally reported by Dr. Breuning as having been carried
out at Pittsburgh and later attributed by him to work in the
Chicago area between 1974-1977. As indicated elsewhere, the Panel
did not find credible Dr. Breuning's account of his research
activities in Chicago. The Panel concluded that the pilot study
described was not carried out.

Multi-State Survey of the Institutionalized Retarded

Davis, Cullari, and Breuning in Breuning and Poling (Eds.) (1982)
reported a multi-State survey said to have been carried out during
the time Dr. Breuning was at Coldwater. It is discussed separately
here because of several unusual aspects.

The chapter states rhat the & .thors gathered 15,000 names of
retarded persons placed in foster group homes in four States;
3,750 names were selected and a two-page questionnaire was
completed on each of 3,496 subjects.

As described, this project would have required a large investment
of time on the part of many people in the community. On
questioning, Dr. Breuning was able to provide the name of only
one person who was said to have participated in the project,

and that person told Panel staff that he had no knowledge of

the study.
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Reducing the data and putting it into the computer would have
been a huge, time-consuming task, and Dr. Breuning said he had
done all of it. The questionnaire alone would have been 6,992
pages of information. It was impossible to determine the number
of data items since Dr. Breuning did not provide the Panel with
a copy of the questionnaire. The computer center Dr. Breuning
said he used for the analysis of this data had no record of his
using their equipment.

Neither the first author nor the other coauthor ever saw any
primary data, nor did they have any idea how such a large study
had been paid for. Both stated independently that they were
involved in preparing only the introductory portions of the work
and that Dr. Breuning had arranged for data collection and
analysis and had done most of the writing.

Thes2 considerations brought the Panel to the conclusion that
the study described in this chapter was not carried out.

Reviews

Several review chapters and articles by Dr. Breuning with coauthors
were prepared or published in 1982, after he had moved to the
University of Pittsburgh.

In 1982, Breuning and Poling contributed a chapter on pharmaco-
therapy to Matson and Barrett (Eds.), Psychopathology in the
Mentally Retarded. It reviewed classes of medications and their
uses in the treatment of the mentally retarded. The chapter
cited many of Dr. Breuning's publications.

In that same year, Ferguson and Breuning published a chapter on
antipsychotic and antianxiety drugs in Breuning and Poling (Eds.),
Drugs and Mental Retardation. This chapter also used several of
Dr. Breuning's previously published articles in support of his
position that drugs should be replaced with behavioral therapies.

A 1982 issue of Clinical Psychology Review carried an article by
Breuning, Davis, and Poling. The article raised many questions
about drug use with the mentally retarded, arguing that behavioral
techniques have been shown to be more effective in improving and
controlling the behavior of the mentally retarded. The article
depended for its support, in large part, on work reportedly done
by Dr. Breuning.

Dr. Breuning co-edited a volume with Dr. J.L. Matson, published

in January 1984, Assessing the Mentally Retarded, which included
two review chapters written by Dr. Breuning and other University
of Pittsburgh staff members. One of these, written with Barrett,
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provided a survey of IQ tes® theory and a review of the more
frequently used IQ test instruments. No data were gathered for
the chapter. Five of Dr. Breuning's publications were cited.

Another chapter in the same volume, written with Sisson, reviewed
at some depth the ethical and legal implications of pharmacotherapy,
focusing on interpretations of court orders involving drug
treatments. The chapter referred to several of Dr. Breuning's
publications for support.

All of these review publications relied heavily on Dr. Breuning's
own work which the Panel concluded was not carried out as reported.
The publications, therefore, must be regarded as scientifically
unsound and seriously misleading.

Stimulant Drug Use with Mentally Retarded Children

After he moved to the University of Pittsburgh, Dr. Breuning
applied for and received a research grant from NIMH to study

the effects of stimulants (methylphenidate and dextroamphetamine)
in 48 hyperactive, mild to moderately retarded children. He
described his own role as being responsible for overall project
administration and coordination, including project staff super-
vision, monitoring assessment and treatment phases of the project,
overseeing data analysis, and preparing all resulting reports

and manuscripts.

At the end of a year, he reported to NIMH that just over 65
percent of children required for the methylphenidate studies
and approximately 35 percent of those for the dextroamphetamine
studies had completed the protocol. He reported the results

of three studies. His second progress report, submitted in his
application for continued grant support, reported six completed
studies and a seventh about 65 percent complete. Completed
studies reported included Poling and Breuning, published in
1983, in which the effects of methylphenidate on fixed-ratio
performance of 12 children, 6-14 years old, were examined.

The study was described double-blind and involved placebo.
Breuning, Ackles, and Poling reported on the effects of
methylphenidate on fixed-ratio performance of 11 adolescent
subjects. Studies 3, 4, and 5 reported on methylphenidate
studies in 13 adolescents ages 14-18, 24 children ages 6-12,
and 14 children with a mean age of 8.95 years, respectively.
Studies 6 and 7 reportea on effects of dextroamphetamine oa
matching-to-sample performance of 12 and 13 pre-school children
respectively. In this report, 11 publications were listed as
published, in press, or in preparation. Seven presentations
were noted.
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The Pittsburgh Ad Hoc Committee and the Panel confirmed that
subjects for the reported studies were unavailable on the Merck
Unit during Dr. Breuning's tenure. Fixed-ratio equipment,
reported in five studies, was not operational there. Coauthors
saw no raw data, only summary data and figures prepared by

Dr. Breuning. Colleagues and coaulhors were under varying
impressions and given different information by Dr. Breuning

about the site(s) of the studies. Some colleagues, listed as
coinvestigators on the application(s) or coauthors on manuscripts,
were not aware until later that their names had been so used.

When Dr. Breuning met with the Panel, he acknowledged that none
of the subjects described in the progress reports was studied
at Pittsburgh. Instead, he maintained that he had come across
an ongoing study, or studies, in Chicago area schools and that
the data reported were all obtained there sometime between 1974
and 1977. He could not recall the names of any of the schools
or investigators. Administration of drugs, use of placebos,
double-blind procedures, and obtaining of informed consents
were, he said, all the responsibility of the unidentified
investigator(s). A data book produced by Dr. Breuning or 15
subjects had no dates, and no identification of sites or subjects,
and it did not meet ordinary standards for reporting research
data.

Regarding his first progress report, Dr. Breuning told the
Panel that he had been inexperienced and uninstructed, and

was told by university administrators that the progress report
was not important, "just submit something." This account did
not agree either with the Panel's observation of administrative
practices at Pittsburgh or with the report, which was a very
detailed and polished effort.

In explanation of the second progress report, Dr. Breuning
offered the Panel a substantially revised report which, he
claimed, was the one that should have been submitted. He said
that he had written the original one while under pressure from
personal problems. When it had been questioned by a colleague,
he had revised it and left it with his secretary to be typed and
submitted. He then left town for several days and had no occasion
to check until Dr. Sprague had raised questions about his work
and he had discovered the error. As to his not having carried
out the proposed research at Pittsburgh, Dr. Breuning said that
he had not found it necessary to initiate drug treatment, and
the patient population in the Merck Unit had changed.

The Panel found Dr. Breuning's account entirely lacking in
credibility for the following reasons:
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In an interview, Dr. Breuning's former secretary denied
categorically that she had been asked to substitute progress
reports or that she had typed the purported revision. She
said that Dr. Breuning had never indicated to her that she
had made such a serious mistake. A scrutiny of administrative
records at Pittsburgh nroduced no evidence of the existence

of the revision at the time the application was submitted.
Administrative officials, in fact, offered evidence that the
revision had to have been made on a copy of a document that
had already been prepared for final submission.

Dr. Breuning's statement that an incidental study of stimulant
drugs was ongoing in Chicago, carried out by unknown investigators,
in unknown places, and with unidentifiable subjects was not
credible.

Dr. Breuning was aware that funds awarded to him were not for
the purpose of reporting data collected 10 years earlier. His
account of why he had not carried out the studies as proposed
at Pittsburgh, that there was little need to initiate drug
treatment, does not agree with his submission of an application
for 4 2dditional years of support to continue the same drug
manipulation studies on 65 more subjects on the Merck Unit and
of an application (later withdrawn and not further analyzed
here) to initiate a prospective stimulant drug study with child
patients on the Merck Tnit.

The Panel concluded that Dr. Breuning's preparation of two grossly
distorted, but polished and detailed, progress reports could

only have been a deliberate and intentional effort to mislead

and deceive the “ederal funding agency.

Contractual Work at the Universitv of Pittsburgh

Regarding a series of subcontracts under grant MH-32206 for work at
the University of Pittsburgh, the Panel received information that
while routine testing was carried out, the terms of the subcontracts
appear not to have been met. The Panel believes that the payment

of grant monies on the subcontracts raises issues of grant account-
ability that should be pursued administratively by NIMH.

VIII. Impact of Dr. Breuning's Reported Research on the Field

Any assessment of the impact of Dr. Breuning's reported research
requires an evaluation of its scientific significance and its
related effect on the everyday treatment of retarded individuals
in institutional and community settings.

Dr. Breuning's reported empirical work centered on the effects
of drugs on the behavior of the retarded, with special emphasis
on what he described in his publications as the undesirable
side-effects of those drugs. His findings had an impact on the

3
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field at a time when most clinical practice and administrative
policy bearing on drug treatment were based primarily on anecdote
and clinical impression. Because of the dearth of empirical data,
Dr. Breuning's publications were perhaps used more widely than
might otherwise have been the case and were therefore subject to
less critical scrutiny. Dr. Breuning made a strong impression on
the mental retardation field with a small number of publicatioms in
which he described well-designed studies that produced relatively
robust and straightforward findings. In only a few years Dr. Breuning
achieved major standing and became one of the frequently quoted
workers in this field of investigation. His reputation was only
slightly diminished by reports from other workers of their failure
to replicate his findings. '

Dr. Breuning also appears publicly, giving addresses in which he
uses his publications to support his recommendations on social
policy and treatment p-actices, primarily in regard to the retarded
residing in institutious (a:. example is appended at C). There can
be no question that States (e.g., Connecticut) have amended policies
governing treatment practices in an effort to be consistent with
what Dr. Breuning reports as scientific findings in his public
addresses.

Thus, on the basis of his publications, Dr. Breuning has achieved
the status of a major worker in the field of mental retardation.
His reported work has had a significant impact on (a) the knowledge
base of this field, and (b) social policies concerning the care and
treatment of the mentally retarded. Questions about that work,
therefore, have very serious implications for both.

IX. Conclusions

Conclusions regarding Dr. Breuning

It is the unanimous conclusion of the Panel that Stephen E. Breuning
knowingly, willfully, and repeatedly engaged in misleading and
deceptive practices in reporting results of research supported

by or citing Public Health Service grants MH-32206 and MH-37449;
that he did not carry out the described research; and that only

a few of the experimental subjects described in publications and
progress reports were ever studied; and that the complex designs

and rigorous methodologies reported were not employed. Dr. Breuning
also misrepresented, implicitly or explicitly, the locations at
which research was supposedly conducted. The Panel did not find
credible Dr. Breuning's shifting explanations as to where the
various studies were carried out and his ultimate contention that
many were conducted years before in the Chicago area.

~, >~
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The Panel unanimously concludes, on the basis of all the facts,
that Dr. Stephen E. Breuning has engaged in serious scientific
misconduct.

Conclusions regarding others

Ms. Vicky Davis worked with Dr. Breuning at two of the possible
research sites. At Coldwater her salary and tuition costs were paid
directly from grant MH-32206 and she received some salary at the
University of Pittsburgh through a subcontract under the same grant.
She was involved in collecting data and working with Dr. Breuning on
a numher of studies. Ms. Davis was first author on two studies, one
of which the Panel found to involve significant irregularities and
the second of which the Panel found not to have been carried out as
described. The Panel concludes that Ms. Davis, as first author,

did not behave in a scientifically responsible manner in that she
either was, or should have been, aware of the improper reporting

of data and methods.

The studies and reports reviewed involved a number of other coauthors.
The Panel did not investigate all coauthors in depth. Interviews
that the Panel did conduct with all major coauthors revealed a
pattern in which Dr. Breuning induced others, who sometimes had
little or no involvement, into coauthorship. A pattern also
emerged in which it became apparent that major coauthors had not
examined the primary source data, or raw data, for these studies.
In other instances, names were added to manuscripts or grant
applications without the individuals' knowledge. The Panel notes
that several individuals took appropriate action, e.g., Dr. Patrick
Ackles and Ms. Lori Sisson, in questioning and attempting to verify
data and in asking that their names be removed from manuscripts
that they found questionable. In its limited review of the
activities of other coauthors, the Panel found no evidence of
knowing participation in scientific misconduct.

The Panel commends Dr. Robert L. Sprague for bringing to the
attention of NIMH his concerns about Dr. Breuning's work and his
continued cooperation with NIMH and the Panel in investigating
those concerns. However, the Panel questioned Dr. Sprague's
judgment in uncritically including Dr. Breuning's publications,

on which he was himself not a coauthor, in his grant progress
reports. The Panel also expresses its concern at Dr. Sprague's
failure to adequately oversee the subcontract, under grant MH-32206,
with the University of Pittsburgh.

Conclusions regarding grantee institutions

The Panel recognizes the responsibility of educational institutions
to provide an atmosphere of academic freedom. However, such
institutions also have an obligation to ensure responsible science




-32-

and to pursue diligently any allegation of scientific misconduct
brought to their attention. The Panel found that neither the
University of Illinois nor the University of Pittsburgh adequately
fulfilled these obligations.

The University of Illinois failed to conduct a thorough investigation.
The committee appointed to look into the matter based its findings

on secondary evidence provided by a single source, Dr. Sprague. The
committee's findings were that Dr. Sprague had behaved appropriately
in reporting his suspicions of Dr. Breuning's research and that

Dr. Breuning's work did not impact on Dr. Sprague's research. While
the University of Illinois committee found that there was cause to
believe that Dr. Breuning had engaged in scientific misconduct,

they did not pursue this.

Under its procedures, the University of Pittsburgh appointed,
successively, three committees to look into the allegations of

Dr. Breuning's misconduct. These committees were charged only with
reviewing Dr. Breuning's research thought to have been conducted at
Coldwater despite an initial and repeated request from NIMH that

the University review his federally-funded research at the University
of Pitt:sburgh. Once Dr. Breuning had resigned from the University,
the third committee's charge was further restricted to ascertaining
whether there had been misuse of Federal funds.

After further prompting by NIMH, and after this Panel had begun

its investigation, a fourth committee was appointed. This Ad Hoc
Committee, under ithe leadership of the late Dr. Robert Miller,
expanded its charge and conducted an exhaustive review of University
records and of Dr. Breuning's reported work at the University under
grant MH-37449. The Panel commends the members of the Miller Ad

Hoc Committee for their responsible and comprehensive investigation.
It is the opinion of the Panel that if the initial University of
Pittsburgh investigating committees had been given a more compre-
hensive charge, significant time would have been saved.
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X. Comments and Response of Panel

In accordance with Public Health Service policy, the Panel's
report was sent in draft for comment to Dr. Stephen E. Breuning,
Ms. Vicky Davis, Dr. Robert Sprague, and the Universities of
Illinois and Pittsburgh; their comments were considered by the
Panel in preparation of its final report. The Panel found no
reason to change the substance of its report or its conclusions.
The Panel does, however, have the following observations on

the responses received.

Dr. Breuning provided extensive comments. Those that pertain

to the substance or findings of the Panel's report are addressed
below. Dr. Breuning asserted that the Panel intimidated
witnesses and that he himself felt intimidated. The Panel notes
that none of the witnesses identified by Dr. Breuning have
communicated such fears either during or after their interviews.
The Panel believes that most parties interviewed, while
impressed by the seriousness of the investigation, gave careful
and measured testimony. Throughout its proceedings, the Panel
made every effort to conduct a fair review and to make no

a priori assumptions about Dr. Breuning's conduct. It should
also be noted that Dr. Breuning was represented by counsel at
his interview with the Panel on November 22, 1985; that the
interview was terminated by Dr. Breuning, not the Panel, and

the Panel continued its sessions after his departure; and

that after that interview Dr. Breuning was given multiple
opportunities to provide additional information to the Panel.

Dr. Breuning claimed throughout his comments that the Panel held
him to nonexistent research standards. The Panel expected merely
that the contents of published reports represent precisely and
fully what research was done, why it was done, where it was

done, how it was done, and its results. The fact is that

Dr. Breuning failed to provide evidence that much of the work
described in detail in his publications and reports was done.

Dr. Breuning's publications present detailed descriptions of

work that on the basis of internal and external evidence cannot
reasonably be assumed to have taken place as described.

Dr. Breuning protested that the Panel's standards for placebo
and double-blind conditions were too stringent, requiring
pharmacy control. Dr. Breuning described, as an example,
medication being administered in crushed or liquid form in
subjects' food, as well as through pills inserted into blank
capsules. The practices were defended by Dr. Breuning as
representing placebo-controlled/double-blind procedures.

None of these procedures, however, were described in any
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of the publications. This kind of obfuscation constitutes
precisely the problem Panel members repeatedly confronted
in trying to determine what had actually occurred.

While the Panel found that placebos were used informally at the
Coldwater Regional Center, it found no evidence that placebo-
controlled/double-blind procedures were used there as part of
systematic research. At Oakdale, use of placebo-controlled/
double-blind procedures in research would have required the
review and approval of the research committee. The committee's
files had no record of such a research proposal by Dr. Breuning.

In his response, Dr. Breuning defended the absence of consent
forms for the investigations described in his publications

which stated that consent was obtained for subject participation.
Dr. Breuning suggested that in some instances verbal consent was
obtained and that this explains the absence of signed consent
forms. He claimed that in other instances consent forms were
unnecessary because observations were based on medication
changes taking place in the course of treatment, rather than

as part of a drug protocol.

Neither explanation provided justification for the absence of
records of consent in the face of repeated written and verbal
declarations that consent had been obtained. Regarding the
University of Pittsburgh, Dr. Breuning commented that the
Medical School Human Rights Committee told him that placebo
use, if for clinical purposes, did not require consent.
However, Dr. Ereuning was the recipient of an NIMH research
grant; it is, and was, the policy of the Department of Health
and Human Services that any research involving Department funds
and using human subjects must include provisions for informed
consent. Documentation of the receipt of informed consent is
part of the expected and legally required routine record-keeping
process associated with all of the research activities under
review by the Panel.

Dr. Breuning stated that the Panel had held him to standards
of data retention that were unreasonable, that no guidelines
exist for how long data should be held, and that it is only
reasonable to discard information that might compromise
confidentiality by identifying subjects. The issue of data
retention begs the question as Dr. Breuning has provided no
credible evidence that, with few exceptions, the described
research was conducted.
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Dr. Breuning commented that he had provided the Panel books of
raw and summary data and that the Panel statement that the books
contained no dates and subject identifiers was inappropriate
because the Panel never asked him for an explanation of how

to read the codes or interpret the dates.

The notebooks offered by Dr. Breuning as containing the raw

data he said that he had gathered in Chicago area schools provide
notations for months and days, but do not indicate years. There
is no internal evidence by which the books can be identified as
related to any of the studies Dr. Breuning described in his
publication. When interviewed, Dr. Breuning was asked:

Question: Do you have more identifying data on
those subjects?

Answer: Nothing.

Question: What are some of the dates that you
have?

Answer: Well, I would have to go back and get

a calendar, because all that is on here

‘ is the month and day.

Question: Not the year?
Ansver: Not the year.

In his comucrts on the Panel's report, Dr. Breuning stated that
the data from the Chicago area were gathered through access
obtained by students in courses he taught at Trinity College
who had brief practicums at various mental retardation sites

in and around Chicago.

In his 1985 interview, Dr. Breuning said of the Chicago data
collection:

It was something that I sort of stumbled onto that

I don't know who was doing it, somebody, I believe,
completing an M.D., Ph.D., or some other degree at

one of the area medical schools, and I had asked
permission to have access to this data which was not
being collected, and in turn I would make it available
or leave it with the schools, and all I needed to

know after the fact for partitioning out what was

done at what point in time.

Here again, Dr. Breuning's vague, shifting, and unsupported
descriptions of his acquisition of the data he attributed to
‘ the Chicago area failed to provide any convincing or verifiable

10
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evidence of their origins. The data books, themselves, contain
no internal evidence that would relate them to any particular
research site or project. In essence, they amount to an
agglomeration of numbers that could not be directly linked

by Dr. Breuning, or the Panel, to any specific research.

Dr. Breuning's publications and reports describe in detail
complex research designs that could not have been carried out

at the multiple sites he now claims were the sources of subjects.
His publications do not in any way indicate they were based on
10-year old data collected at multiple sites. Thus, even if

it were possible to verify the origin of the data presented,

it would in no way alter the misrepresentation of the facts

in Dr. Breuning's publications and reports.

Throughout his response Dr. Breuning refers to clinical observa-
tions, suggesting these observations provided a basis for his
published reports. He complained that the Panel did not interview
his clinical supervisors.

Contrary tc Dr. Breuning's statement, clinical supervisors and
associates were interviewed and clinical data examined with
respect to their relevance to reported research. With respect
to the Western Psychiatric Institute and Clinic, the Panel
interviewed all personnel who could have had knowledge

of research by Dr. Breuning. Dr. Breuning suggests that
observations abstracted from clinical charts constitute

the basis for his publications, rather than the controlled
studies he described. But, as in the preceding section,

even if this were the origin of his material, Dr. Breuning,
himself, would be supporting the charge of misrepresentation.
Many of his publications, and his grant applications and
progress reports, were carefully crafted and polished
documents describing precise research procedures structured

to answer specific questions about the use of neuroleptic

or stimulant drugs with the mentally retarded.

Panel members and staff made every reasonable effort to locate
and interview those whom it could assume mig' “~ have known

of research being conducted in the facilities where Dr. Breuning
was employed. Panel members contacted those individuals named
by Dr. Breuning as able to corroborate his research activities.
In his meeting with the Panel on November 22, 1985, Dr. Breuning
was specifically asked for the names of people who could verify
his work. He offered the name of Mr. Fred Morris as a person
directly involved in research described in his publications,

and the names of Dr. Paul Koutnik and Dr. John Regan as persons
who were aware of research he had conducted. All three failed
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to corroborate Dr. Breuning's account. Dr. M. O'Neill, whom
Dr. Breuning now names as someone who should have been contacted,
did not reply to a letter written on behalf of the Panel.

Dr. Breuning protested that the Panel had distorted his
representation of his relationship with Mr. Morris. In the
chapter, "Drug Use in Community Foster-Group Homes," by Davis,
Cullari, and Breuning, Mr. Fred Morris is mentioned as having
trained "home operators and group home staff" in the use of
medications with the community-placed mentally retarded. In the
November 22, 1985, meeting with Dr. Breuning, Panel members asked
for the names of any persons who had collaborated with Dr. Breuning
in collecting the very large data set described in the publication
and Dr. Breuning gave Mr. Morris' name. Mr. Morris was contacted
by telephone on May 21, 1986. The context in which his name

had been used both in the publication and in the tramscript of

the interview with Dr. Breuning were described to him. Mr. Morris
said his only contact with Dr. Breuning had been to invite

Dr. Breuning to speak at a seminar in observance of Mental Health
Month in 1981 or 1982. Mr. Morris was Director of the Calhoun
County Community Mental Health Program and at that meeting,

Mr. Morris offered to visit adult foster homes in the community
to discuss drug use with owners and staff. He recalled that
perhaps four foster home managers had responded to his offer.

He said he met with them, but talked about the use of psycho-
tropic drugs with the mentally ill, not the mentally retarded.

He recalled that very few developmentally disabled persons were
among the residents of any of the homes in the community for
which he was responsible. Mr. Morris denied that his efforts
were in any way associated with the type of training described

io the article. More importantly, he said he had no knowledge

of research of the kind described in the publication, and denied
having provided any information to help identify subjects in

the community.

Dr. Breuning said that his thesis adviser, Dr. Paul Koutnik,
could verify his contact with the school system in Chicago
where he said he had obtained data, from sources he could
no longer identify, which were included in the data sets he
reported from other sites. However, during a telephone
.interview, Dr. Koutnik said he knew nothing of any research
associated with Dr. Breuning's involvement with the schools,
and that he had only arranged for Dr. Breuning to teach a
biology course to satisfy requirements for a teaching
certificate.

The only other person Dr. Breuning said would know of his
research activities was Dr. John Regan, formerly a fellow
student in the Ph.D. program at the Illinois Institute of
Technology and later a colleague at the Oakdale Regional Center.

42




-38-

Dr. Regan said he had conducted experiments with goldfish with
Dr. Breuning at Oakdale, but that he knew nothing of any research
with human subjects done by Dr. Breuning.

Regarding his progress reports on grant MH-37449 to the University
of Pittsburgh, Dr. Breuning essentially reiterated what he had
said during his interview with the Panel on November 22, 1985.
Neither Dr. Breuning's statements to the Panel nor his comments

on its draft report provide a credible explanation for his motive
in having written an initial progress report on grant MH-37449
which he now acknowledges to have been "misleading" and which,

in fact, reports work which he did not do as described.

In discussing the submission of the second progress report on
MH-37449 with the Panel during his November 22, 1985, interview,
Dr. Breuning said that the revision he offered the Panel and
claimed should have been submitted by the University was typed

by his secretary after he had left town and that he had seen only
the cover page. He said, "What I signed was the cover sheet.

The cover sheet was signed prior to me leaving town and the
complete package assembled . . . and I assumed the corrections
were what was going to be attached to that." He was asked if

he had signed a cover sheet without seeing the rest of the
application, and he said, "Yeah, that is standard procedure
there. I mean, at least it was how I was instructed to do that."
In his comments on the draft report, Dr. Breuning says now that
he "most likely did retype this section myself." He now claims
he had asked for an assembled copy of the application in final
form for his review prior to leaving town. Staff at WPIC confirm
that he could have had a copy in final form, and while this would
explain his access to a paginated copy on which to make changes,
it does not correspond with the account he gave the Panel in his
November 1985 interview.

The Panel did not find Dr. Breuning's explanation persuasive,

nor did he provide new verifiable or substantive information.
Therefore, the Panel maintains its previously stated conclusion
that his revised version of the progress report was prepared only
after questions about his publications had been raised.

Dr. Breuning commented that the Panel did not question his
results. Since the Panel found that he did not carry out the
studies he reported, it regards the reported results as
unsupported.

In his comments Dr. Breuning states that he cited NIMH grant
support on many of his publications only because he was instructed
to do so by Dr. Sprague, and not because federal grant funds were
used in support of the research described. In its report, the
Panel discussed the relation of each research grant cited to
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Dr. Breuning's work. Dr. Breuning's comments provide no basis
for considering any of the studies discussed as outside of the
Panel's purview.

Upon review of Dr. Breuning's response to the draft report, Panel
members found that his comments were not persuasive. They were,
in the main, a more strenuous repetition of what Dr. Breuning

had said in his interview with the Panel. The Panel members
maintained their conclusion that Dr. Breuning had engaged in a
lengthy and premeditated course of scientific misconduct with

the intent of misleading the scientific community and the federal
granting agency.

Ms. Vicky Davis commented in regard to Davis, Poling, Wysocki,
and Breuning (1981), that she either misunderstood the Panel's
question regarding use of placebo, or the Panel misunderstood
her answer. She stated that "there were no drug manipulations
for research purposes and placebos were certainly used." The
Panel notes this.

Dr. Sprague commented on the timetable of the investigation,
dating events from his December 20, 1983, letter to NIMH. The
Panel notes that its investigation began only with its first
meeting on March 12, 1985. This was after the NIMH had awaited
the results of the University reviews and had also spent a number
of months obtaining background information to be used by the
Panel.

Dr. Sprague commented that he noted great similarity between
Appendix I of the draft report and material he sent to NIMH on
January 9, 1985. Dr. Sprague sent material charting character-
istics of subjects and research design. The appendix to the
Panel's report included material garnered from interviews with
74 persons at 8 sites and the Panel's detailed analysis of each
study, including its relation to other studies. The Panel
notes that similarity is to be expected since both analyze
aspects of the same studies.

Dr. Sprague expressed "amazement" that the Panel report did not
mention

. . one of the most important facts in the investi-
gation. The University of Pittsburgh obtained early

in their investigation Dr. Breuning's actual confession
of falsification. This fact is documented in the Adler,
Michaels, and Lee letter of February 17, 1984 which
states, 'Dr. Breuning admitted to us that statements

in the abstract were false.'
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The Panel notes that the statement refers to only one abstract,
that the letter referred to is appended to the Panel report, and
that the Panel interviewed Dr. Breuning directly regarding the
abstract and addressed this issue specifically in Appendix I.

Dr. Sprague noted that the report did not mention an issue of
possible plagiarism. The Panel looked into this matter and found
no basis for proceeding further.

Finally, Dr. Sprague found problems with the balance of the report
in that he was criticized for "failure to adequately oversee the
subcontract" at the University of Pittsburgh and he noted that
this involved oversight from 500 miles away and involved the
operations of another university.

The Panel's observations, below, regarding University of
I1linois' comments on this subject pertain here 1e Panel
further notes that Dr. Sprague initiated the subcontract and
that he visited Pittsburgh during its course. Dr. Sprague told
the Panel that he received no useful information from the
subcontract. However, as late as September 29, 1983,

Dr. Sprague wrote Dr. Breuning that he was recommending an
increase in the subcontract for the next year. The date of
this letter is after the date Dr. Sprague said his suspicions
about Dr. Breuning's reports were significantly heightened
(see Appendix A, letter from Dr. Sprague to Ms. Reatig). The
Panel found no basis for amending its statement of concern.

In commenting on the limits of the University of Illinois' role
and responsibility, the University stated that Dr. Sprague was
the only person involved who was a University of Illinois faculty
member, that no other University of Illinois faculty member had
research interests closely related to the area of alleged
scientific misconduct, and that none of the studies called into
question were conducted on the campus of, or at sites related

to, the University of Illinois.

The Panel report reviews 20 publications specifically citing
grant MH-32206 awarded to the University of Illinois on which
Dr. Sprague was principal investigator. Those publications were
listed by Dr. Sprague in his annual reports of progress under
his grant; Dr. Breuning's work at Coldwater was a formal part
of Dr. Sprague's grant applications and reports; Ms. Vicky
Davis, a project staff member at Coldwater, was paid directly
by the University of Iilinois from grant MH-32206; and the
University of Illinois contracted under grant MH-32206, with
the University of Pittsburgh, for further work by Dr. Breuning.
The Panel continues to believe that the University of Illinois
had a responsibility beyond notification to NIMH and review

of the propriety of Dr. Sprague's conveyance of his concerns

to NIMH.
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The University of Illinois commented that in the absence of
specific suggestions as to how Dr. Sprague might reasonably have
more adequately overseen the subcontract at the University of
Pittsburgh, it believed that there was not a basis for the Panel's
expression of concern at Dr. Sprague's failure to adequately
oversee the subcontract, under grant MH-32206, with the University
of Pittsburgh. Since Dr. Sprague stated to the Panel that he
received no useful information from Dr. Breuning under the
subcontract, and since the subcontract was to include WPIC
subjects in all aspects of grant MH-32206, the Panel's concern
remains.

The University also commented that at no time after submission of
its ad hoc committee report to NIMH did it receive notification
that it had fallen short in any respect in its efforts to cooperate
fully in the investigation. The Panel notes that on August 23,
1984, the Acting Director, NIMH, notified the University of
Illinois that NIMH was undertaking its own investigation "because
several issues remain unanswered by both the University of

Illinois and the University of Pittsburgh reviews . . . ."

The Panel notes that the University of Pittsburgh had no comments.
XI. Recommendations

Specific Recommendations

In view of the Panel's conclusion that Dr. Stephen E. Breuning
engaged in serious scientific misconduct, the Panel recommends:

o that Dr. Stephen E. Breuning be barred, for the maximum
period of time permissible, from receiving PHS funds in
support of research or related scientific, educational,
consultative, or other activities. This provision is
meant to apply to support either directly provided to
Dr. Stephen E. Breuning or through his employment as
staff on projects awarded to other individuals or
institutions;

o that grant application MH-37449, for which an award was
made to the University of Pittsburgh for Dr. Stephen E.
Breuning's research, as well as progress reports and the
report of this Panel, be referred to the Department of
Justice with a recommendation that prosecution of
Dr. Breuning be considered.




®

o that the Universities of Illinois and Pittsburgh, sponsors
of grants under which Dr. Stephen E. Breuning received
PHS support, be notified of the findings of the Panel
and that relevant officials at other sites at which
Dr. Breuning's research was alleged to have been carried
out be so notified;

o that the present employer of Dr. Stephen E. Breuning be
notified of the findings of this Panel;

o that all relevant professional associations and licensing
or certifying bodies, and State agencies responsible for
the care of the mentally retarded, be notified of the
findings of this Panel;

o that all coauthors of publications with Dr. Stephen E.
Breuning which were reviewed in this Report be notified
of the findings of this Panel;

o that editors of relevant journals be notified of the
findings of this Panel so that appropriate measures can
be taken to advise readers, researchers, and others of
these findings, and that journal editors be made aware
of the capability of the National Library of Medicine
to provide notice of retraction through MEDLINE and
Index Medicus;

o that the findings of this Panel be made public to
counteract the effect of unsubstantiated research
reports;

General Recommendations

Responsibility for Publications and Presentations

During the course of this investigation, the Panel found instances
in which some of the coauthors of Dr. Breuning's publications
stated that they had little or no involvement in the work reported.
They acknowledged that they had never seen raw data or the work

in progress, nor had they been involved in generating the ideas
for the studies. In some cases, their appearance as authors
involved only an invitation from Dr. Breuning and editorial work
in preparing the manuscript. In one instance, the first author
indicated that she had almost no involvement in a large-scale
study except helping to prepare the manuscript (Davis, Cullari,
and Breuning; "Drug Use in Community Foster Group Homes'"; see
Appendix I, pp. 36-42). In other instances, individuals stated
that they were listed as authors without their knowledge.
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The Panel believes that as part of the process of communication
between author and reader, the significance of authorship
should be clear to both. In the view of the Panel, authorship
should convey to the reader that each author has a measure of
responsibility for the integrity of the published work.

The Panel recommends to editors of leading journals the
consideration of the issue of what authorship implies, and

that a statement of a journal's policy be provided to all
authors of submitted manuscripts with a request for their
signed agreement to the policy prior to publication. Although
policy in regard to authorship may vary from journal to journal,
a published statement of policy will enable both the author

and the reader to make the same assumptions.

Panel members consider the standards of the International Committee
of Medical Journal Editors published in The Lancet (September 14,
1985, p. 595) to be a promising basis for such policy.

Responsibility of Principal Investigators and Grantee
Institutions

The Panel reiterates the importance of the principal investigator's
responsibility for the scientific conduct of the research for
which a Public Health Service grant is awarded, a respomnsibility
specifically assumed when the principal investigator signs the
grant application. This responsibility includes that for work

not directly conducted by the principal investigator. The
sponsoring institution also assumes responsibility for complying
with Public Health Service terms and conditions of support as

well as for the accuracy of grant application information.

The responsibilities of the principal investigator and the
sponsoring institution should include, at a minimum, the
assurance that research of the kind proposed can be carried
out and that informed consents for human subjects are actually
obtained.

The Panel recommends the development of model procedures and
best practice guidelines, and their dissemination to research
_grantees.

Procedures for Future Investigations

This Panel spent nearly 2 years investigating one case of
scientific misconduct. This effort was costly in time to Panel
members and NIMH staff and required expenditure of significant
amounts of Federal funds. The Panel members believe that
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procedures should be developed to avoid repetitions of this
onerous process. In this case, although an investigation was
undertaken by the University of Illinois and several were carried
out by the University of Pittsburgh, none was definitive. The
Panel, therefore, proposes that more explicit guidelines be
developed so that more comprehensive and conclusive investi-
gations will be undertaken at the institutional level.

To this end, the Panel recommends that implementation of Public
Law 99-158, which requires that applicant organizations file
assurances specifying development of policies and procedures for
dealing with possible misconduct and agreement to inform the PHS
of the initiation of an investigation of possible misconduct,
include an investigative model. Such a model would require that
a committee of inquiry be established at the institutional level.
The committee should consist of the investigator's peers,

a minimum number of members from outside of the institution,
legal counsel, and an assigned coordinator from the funding
agency. Rights of the investigator should be defined, as should
procedures for conduct of the inquiry, preparation of reports,
and recommendations. In cases in which extensive investigation
may be necessary, a mechanism should be established for award

of supplemental funds.

Establishment of more explicit guidelines for process at the
institutional level could avoid expensive and prolonged
investigations at the Agency level.
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Craversity of Illinois Institute for Child Behavior Graduate College
: % . and Development
at Lrbana-Champaign

51 Gerty Drive
Champaign
Illinois 61820

December 20, 1983

Ms. Natalie Reatig

Pharmacologic and Somatic
Treatments Research Branch

National Institute of Mental Health

Room 10C-06 Parklawn Building

5600 Fishers Lane

Rockville, MD 20857

Dear Natalie:

It is with considerable regret and personal sorrow that it is necessary to
write you a letter as Project Officer of my grant MH32206 about the possibility
of misconduct of a colleague who has conducted studies with partial support of
this grant. The letter is written in outline form to assist in conveying the
processes and procedures I used to come to the above conclusion and provide
information about the situation which is sometimes technical.

A. Chronology of events

' l. On September 22 and 23, 1983, I visted Dr. Stephen E. Breuning
(Department of Psychiatry, Western Pennsylvania Psychiatric Institute and
Clinic, University of Pittsburgh School of Medicine, 3811 O'Hara Street,
Pittsburgh, PA 15261, telephone number 412-624-2331) as is my practice to visit
routinely the sites where collaborative research is being conducted as part of
my grant. Steve and Vicky Davis graciously invited me to visit their new home
in a Pittsburgh suburb and to stay overnight with them. While discussing
research the Thursday evening of September 22, I mentioned the difficulty we
were experiencing in obtaining high interjudge reliability on the tardive
dyskinesia (TD) ratings using the Dyskinesia Identification System - Coldwater
(DIS-Co) at mental retardation facilities in Minnesotawhere my research is being
conducted. Vicky responded that interjudge reliability was not a problem in her
TD studies because she was obtaining 100% reliability with nurses as raters.
Although I did not say much in reply, I was shocked and immediately alerted to
the possibility of unsupportable data because I do not think it is possible for
anyone, no matter how skilled a researcher, to obtain perfect agreement between
two raters in an area as complex as Jjudging abnormal movements associated with
TD. The next day further doubts were aroused when Steve and I discussed his
responder and non-responder data and the near perfect distinction in his various
measures between these two categories of response to psychotropic drugs.

2. Steve kindly gave me a copy of his first Progress Report on his grant at
the University of Pittsburgh entitled, "Stimulant Drugs with the Mentally
Retarded” MH/HD 37449 (Appendix 1) which covered the period from July 1, 1982 to
June 30, 1983 (although 1984 is listed on page 4 of the Report, the date seems
to be a mistake). Because of the events mentioned in A.]. above, I read the
report very carefully on the plane back home. More suspicions about his data
were aroused, only one of which will be mentioned. If the report covers only
one calendar year, then 261 working days (365 days minus 104 weekend days) are
available not subtracting holidays.

y
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Table 1

Facts on Studies, Number of Subjects, and Length of Studies Reported
in MH/HD 37449 Progress Report '

Study Number Subjects Sessions per Total Length of
Subject Sessions Study in Days

1 12 47 48 ?

2 11 5? 55 ?

3 13 7 91 49

4 24 7 168 49

5 14 9 126 63

6 12 9 108 63

1 13 7 9 49
Totals 99 48 687 273

Assuming that the 7 reported studies were conducted consecutively (it seems
unlikely that two or more of the studies could not be conducted concurrently
considering the limitations of the subject population and availability of
experimental rooms), then it is difficult to understand how 273 study days (the
total number of days it took to complete 5 studies not counting studies 1 and 2)
could be completed in 261 working days. Moreover, these calculations do not
take into account the ordinary circumstances of life that, at least, I am always
plagued with in an experiment: subjects who miss appointments, research
assistants who become sick and miss work, equipment breakdowns, etc.

3. As soon as possible after arriving home, I called together a few close
colleagues who were familiar with Steve and his research. On September 26,
1983, these three people from the Institute for Child Behavior and Development
met with me in my office to discuss problems with his data: Dr. Esther K.
Sleator, a pediatrician who met Steve in 197) when he first visited the
Institute and who has read his papers; Ms. Rina K. Ullmann, a Research Associate
who first introduced me to Steve and who was quite familiar with his reearch;
and Mrs. Janis C. Rusch, a Research Assistant who had complained to me a number
of months previously about Steve's papers and articles being "too good”™ and "too
consistent” to be true. Since my suspicions were based on "soft information,"”
we discussed what should be an appropriate course of action.

4. As a first step to clarify the situation, I began to look more closely
at Steve's writings and closely inspect the reported results. During this time
one of his grant applications to the March of Dimes with Dr. Patrick Ackles, a
Post Doctoral Fellow at the University of Pittsburgh, was sent to me for review,
and I declined to review it.

5. On November 7, 1983, Dr. Michael G. Aman (Department of Psychiatry,
School of Medicine, University of Auckland, Private Bag, Auckland, New Zealand,
telephone number 695-795-780) visited me, and the topic of Steve's research was
mentioned in the context that Mike was obtaining different results with
stimulant medication than Steve had reported. I indicated Steve's dose response
data with stimulant medication using teacher rating scales showed a different
pattern than I and other researchers had obtained. The next three days I

[q%)
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visited institutions in Minnesota at the request of the Court Monitor im the
Welsch case and heard more disturbing comments about Steve's data and
activities., '

6. After meeting with Esther Sleator and Rina Ullmann again on November 14,
1983, it was decided to contact Dr. Ronald S. Lipman (Johns Hopkins Hospital,
B6, Phipps Clinic, 600 North Wolfe Street, Baltimore, MD 21205, telephone
301-995-3065) for a number of reasons: he was a scholar familiar with the area;
he was retired from the Psychopharmacology Research Branch of the Natiomal
Institute of Mental Health (NIMH) and was quite knowledgeable about their
procedures; since he was no longer in the employment of NIMH, the phome call
could not be construed as an official complaint to the agency, and I was
reluctant to make such an official complaint at that time due to the “scftness”
of the evidence; and he was independent of the situation and could, thus, give
unbiased advice. I called him on November 15, 1983. He subsequently requested
my permission to share confidentially the information with Dr. Mitchell Balter
(Applied Therapeutics and Health Practices Program, National Institute of Mental
Health, Room 9C-23 Parklawn Building, 5600 Fishers Lane, Rockville, MD 20852,
telephone number 301-443-3946) for his advice and counsel, and I agreed on the
basis that the information would be kept confidential and not perceived as an
official complaint at that point.

B. ACNP abstract

1. On June 20, 1983 I invited Steve and four other people to participate in
a proposed symposium to be presented at the annul meeting in December of the

American College of Neuropsychopharmacology (ACNP); a copy of the letters are in
Appendix 2. The proposal was accepted, although Dr. Garth Graham subsequently
declined to speak.

2. Although I requested abstracts of their papers by October 10, 1983
(Appendix 3), Steve sent me a copy of his abstract (Appendix 4), which he mailed
directly to ACNP sometime in November. Note carefully that his description of
the follow-up study in the abstract states there were 45 subjects followed for 2
years with 6-month assessments.

3. I did not realize the possibility of a discrepancy between what was
written in the abstract and what I knew was possible at Coldwater Regional
Center, Coldwater, Michigan where the follow-up study was conducted until
November 28, 1983 when I called Dr. C. Thomas Gualtieri (Department of
Psychiatry, School of Medicine, University of North Carolina, Chapel Hill, NC
27514, telephone number 919-966-5161) about the first of three programs on
tardive dyskinesia which CBS ‘News broadcast on the evening news that day; both
Tom and I had talked to CBS News extensively about the program. Tom mentioned
that Steve would be presenting 2 years of follow-up TD data at ACNP, and I
immediately realized there might be a problem when Tom made that comment.

4. The next day, November 29, 1983, I again carefully checked the abstract
and numberous papers written by Steve. It became apparent that the follow-up
stndy reported in the abstract was a continuation of the published study of
Gualtieri, Breuning, Schroeder, and Quade. Tardive dyskinesia in mentally
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retarded children, adolescents, and young adults: North Carolina and Michigan
studies. Psychopharmacology Bulletin, 1982, 18, No. 1, 62-65 (Appendix 5). The
Gualtieri, Breuning et al paper clearly stated the subjects were from Coldwater
Regional Center (see page 62 of Apendix 5). Since I had visited Coldwater
Center about three times after Steve left there about January 1, 1981 for a
position at the University of Pittsburgh, I was aware that it was highly
unlikely that 45 subjects could be followed for 2 years after his departure. To
check this further on November 29, 1983, I called Dr. Neal A. Davidson (Director
of Psychological Services and Behavioral Treatment Program, Coldwater Regional
Center for Developmental Disabilities, P. O. Box 148, Coldwater, MI 49036,
telephone number 517-279-9551) who handled TD evaluations for Coldwater Center.
He told me it would be "near a miracle” for the data to be collected without his
knowledge and that he did not know who "they [the subjects] are or where they
are.” To be absolutely certain, I called him again the next day, November 30,
1983 to re-confirm his earlier statements.

5. I tried to call Steve to confront him with the discrepancy between the
abstract statements and Neal's statements, but I could not reach him since he
was out-of-town until Sunday, December 4, 1983 when I called him at home. My
phone call and questions about the discrepancy surprised Steve, to say the very
least., I indicated I would send him an express letter (Appendix 6) the next
day, December 5, 1983, requesting supporting documentaion on the existence of
the subjects and their evaluations.

6. A few minutes after 8:00 a.m. Monday, December 5, 1983, Steve called me;
he seemed very upset. He indicated he had worked all night after my call and
that he could not find all the supporting documentation which I requested. He
further stated he could only find 25 subjects who were evaluated once at 96
weeks or 4 months following the 80-week study of Gualtieri, Breuning et al. I
said my express letter would be on the way to him within hours. When he asked
me about presenting the paper at ACNP on December 12, 1983, I said he should
not.

7. Because problems with the follow-up study raised questions about the
Gualtieri, Breuning et al paper and because Tom Gualtieri was a member of the
ACNP symposium and plaanning to present further data collected in collaboration
with Steve, I called Tom on November 30, 1983 to alert him confidentially to the
potential problem and likely possibility that I would block the presentation of
Steve's paper at ACNP on December 12, 1983.

8. On Thursday, December 8, 1983, I received Steve's express letter to me
with part of the requested documentation (Appendix 7). Note that the subject
identification code which translates the identification numbers to the subject
names has not been located and that only 24 subjects were evaluated once at 96
weeks.

9, I was out-of-town part of December 9 and 10, 1983 and did not talk to
Steve by phone on those days, although we talked by phone daily or twice a day
since my December 4, 1983 phone call to his home. However, I reached him at
home, Sunday, December 11, 1983. I indicated I received his December 7, 1983
letter (Appendix 7) but that my question as to why he reporzed in the abstract

»
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45 subjects with 2-years of follow-up and then reduced it to 24 subjects with
one 4-month evaluation was not answered. A number of questions about the
supporting documentation was raised, only one of which will be mentioned. - Steve
stated he had personally examined all 24 of the subjects (see also Appendix 7).
I asked him again if he examined all 24 of the subjects before he left Coldwater
Center, and he said "yes.” Then while flipping through the copies I asked him
how he could have exmained subject 10-21 (I added the first number and dash to
the ID number for my convenience) on January 5, 1981 when he had left for
Pittsburgh before that date. He stated he probably did not leave until January
20, 1983. Again, another example of a discrepancy which is extremely
disconcerting to me, and, for me at least, casts considerable doubt on the
authenticity of the remaining 24 subjects.

10. My administrative superior, Dean Theodore L. Brown (Dean of the
Graduate College and Vice Chancellor for Research, Univers.ity of Illinois, 107
Coble Hall, 801 S. Wright St., Champaign, IL 61820, telephone number
217-333-0034) has been informed of the possible problems in Steve Breuning's
research and that it has been partially supported by a Subcontract from the
University of Illinois. Therefore, I am sending him a copy of this letter.

11. I did not permit Steve to present his paper at ACNP, although he
requested to present a modified paper with 24 subjects.

C. Implications for other resarch

1. It is my understanding that Tom Gualtieri has requested supporting
documentation for the data reported from Michigan in the Gualtieri, Breuning et
al paper (Appendix 5) and that none of the raw data is available.

2. If raw data is missing for the Gualtieri, Breuning et al study, then it
seems likely that data may be missing for Breuning, S. E. An applied
dose-response curve of thioridazine with the mentally retarded: Aggressive,
self-stimulatory, intellectual, and workshop behaviors - A preliminary report.
Psychopharmacology Bulletin, 1982, 18 (1), 57-59 paper (Appendix 8) since it is
very likely that there was considerable overlap between the subjects of the two
studies. However, I have not, at this time, investigated this possibility.

3. The question, of course, then arises as to how much supporting
documentation is available for Steve's series of studies.

D. Implications for MH 32206 renewal beginning April 1, 1984

1. It is my understanding that after calling Dr. Richard Marcus, Executive
Secretary, on December 19, 1983 my renewal application has been recommended for
funding with changes, the most important of which is the elimination of the
request for a Subcontract to the University of Pittsburgh to support proposed
research by Steve Breuning.

2. The question arises as to whether data collection procedures in my
studies for the renewal and in my proposed studies has been tainted as described
above, particularly in Section B. Let me state emphatically several points.
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a. I do not condone nor will I tolerate imporper practices in
scientific research. This should be partially evident from this letter which
describes in some detail the development of my suspicions and how I. investigated
them. Although 16 other people from 4 other institutions have co-authored at
least 39 papers, book chapters, or books with Steve since 1980, to the best of
my knowledge, I am the first to report a set of suspicions and my evidence for
them to the proper officials.

b. The research of Steve and my research has been, surprisingly, quite
separate and distinct. Except for one paper primarily prepard by Tom Gualtieri,
Steve and I have never published together (Gualtieri, C. T., Breuning, S. E.,
Sprague, R. L., & Campbell, M. A centralized data system for studies of tardive
dyskinesia (Letter). Journal of the American Academy of Child Psvchiatry, 1981,
21, 303-304). All of the research proposd in the remewal of MH 32206, except
for the proposed University of Pittsburgh Subcontract which has been eliminated,
will be done separately from Steve either at the University of Illinois or in
mental retardation facilities in Minnesota.

Sincerely,

(2uAr

Robert L. Sprague, Ph.D.
Director

RLS/sb
Enclosures
cc: T. L. Brown, Vice Chancellor for Research, University of Illinois
J. Levine, Chief, Pharmacologic and Somatic Treatments Research Branch,
National Institute of Mental Health




APPENDIX 1
Breuning, Stephen E. 381-56-6473

A. SPECIFIC AIMS

During the past 14 months we have conducted seven studies which we believe
greatly advance what is known concerning the efficacy and behavioral effects
of stimulant pharmacotherapy with hyperactive mentally retarded children and
adolescents. (A complete discussion of our findings appear in Section C.)
wWhile our findings answer many questions, the findings have also generated
many questions (see Significance section). The research proposed in this
Competing Continuation application is designed to address these questions
with the intent of providing clinicians with dosage recommendations for
prescribing and evaluating stimulant medications as a part of the treatment
provided to hyperactive mentally retarded individuals. Specifically, we plan to:

1. Evaluate the effectiveness of four dosages of dextroamphetamine in
reducing the hyperactive behaviors of mentally retarded children between the
ages of 6-12. This evaluation will include assessments of academic and laborator
performance as well as social interactions (i.e., positive, neutral, and negative
child/teacher and child/child interactions).

2. Directly compare the effectiveness of two dosages of dextroamphetamine
and two dosages of methylphenidate with hyperactive mentally retarded children
between the ages of 6-12. Again, there will be assessments of academic and
laboratory performance as well as social interactions.

3. Evaluate the behavioral time-course of two dosages of dextroamphetamine
and two dosages of methylphenidate with hyperactive mentally retarded children
between the ages of 6-12.

B. SIGNIFICANCE

In 1637 Bradley (1) and Molitch and Eccles (2,3) published papers concernin
the efficacy and behavioral effects of benzedrine. Since this time, methyl-
phenidate and dextroamphetamine have become the medications of choice in
treating attention deficits, aggressive/disruptive behaviors, impulsiveness,
and restlessness in nonretarded children. [t has been shown repeatedly
that several stimulant medications, a) can dramatically improve the behavior
of “"hyperactive" nonretarded children, b) often enhance the effectiveness
of other treatment modalities with these children, ¢) often improve the "academic
and cognitive performance of these children, and d) are relatively free of
serious and/or permanent side effects. .

Despite the clinical utility of stimulant medications in treating behavior:
commonly displayed by “"hyperactive" nonretarded children, stimulant medications
have not become wicely used in treatina similar behaviors being displayed
by mentally retarced children. [n 1970, Lipman (4) reported that less than
3% of the institutionalized mentally retarded individuals fn the United States
were receiving treatment with stimulant medication. Similarly, Cohen and
Sprague (5) found the prevalence of stimulant use with institutionalized
developmentally disabled individuals to be 2-3%. Most recently, Gadow (6)
and Davis, Cullari, and Breuning (7) again found a 2-3% prevalence of stimulant
medication use with the mentally retarded; however, all individuals sampled
were residing in community settings (foster homes and group homes) rather than
institutional settings. In each of these surveys methylphenidate was the most
widely used stimulant medication followed by dextroamphetamine.

I
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In view of the frequently reported excessive motor activity displayed by
a large percentage of the mentally retarded, these prevalence figures are
surprisingly lew. For example, Rutter (8) used parent and teacher rating
scales to assess behavioral problems in retarded children and found that three
disorders and one symptom tended to recur more commonly among the develcpmentally
disabled. These are the hyperkinetic syndrome, disintegrative psychosis,
autism, and behavioral stereotypy (invariant repetitive movements). Similarly,
Philips and Williams (9) studied 100 mentally retarded children referred to
a child psychiatric clinic; 38 of the children were found to have psychotic
symptoms and 49 had nonpsychotic behavior disorders. Subsequently, Philips
and wWilliams (10) examined the incidence of hyperactivity in the aforementicned
population. Children comprising the nonpsychotic group had an incidence of
hyperactivity approaching 31% when diagnosed according to the criteria of the
Diagnostic and Statistical Manual of Mental Disorders (DOSM II). On the other
hand, the incidence of hyperactivity as diagnosed by DSM Il criteria was
543 in the children presenting with psychotic symptoms. Thus, the incidence
of hyperactivity in the mentally retarded is apparently much greater than one
would assume from a 2-3% prevalence of stimulant medication use and much
higher than in non-retarded school-age children in whom hyperactivity is usually
estimatad at less than 3%. While it cannot be assumed that hyperactivity is
an inevitable outcome of mental retardation, the data suggest a strong associa-
tion between mental retardation and the incidence of hyperactivity.

One reason for the limited use of stimulant medications with the mentally
retarded is the lack of an adequate decision making data base in the stimulant
medicaticn/mental retarcdation literature. In the past decade there have been
nuimerous reviews of this literature (11, 12, 13, 14, 15). The consensus has
been that studies in this area are methodologically inadequate and/or in-
complete investigations, yield drastically conflicting information, and
rarely include comparisons across dosage levels. A brief review of this
literature is warranted and is provided below. We will first discuss studies

performed by others. This will be followed by a discussion of our work in
this area.

Studies by Others

Methylphenidate. Of the studies examining methylphenidate with the
mentally retarded there have been reports of improved classroom learning and
behavior (16), enhanced achievement test and motor task performance (17, 18),
and improved behavior as assessed via a rating scale (19). While the results
of these studies support the efficacy of stimulant pharmacotherapy with the
mentally retarded, methodologically equivalent reports have been contradictory.
In one study it was found that the short-term memory performance of mentally
retarded children was not affected by methylphenidate (20). Similarly,
methylphenidate treatment yielded no significant changes in the frequency
of stereotypic behaviors, non-stereotypic behaviors, rocking, and gross body
movements (21, 22). Another study (23) found that methylphenidate was much
less effective than a behavior management procedure in the modification of
hyperactive classroom behaviors displayed by mentally retarded boys.

@

Most recently Varley and Turpin (24) and Aman and Singh (25) have conducted
studies examining methylphenidate in the mentally retarded. Varley and Turpin
examined two relatively low doses of methylphenidate with hyperactive mentally
retarded children (1Qs 49-77, ages 4-15). It was found that 50% of children
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responded favorably to the methylphenidate. Aman and Singh found little
evidence of methylphenidate efficacy with mentally retarded adolescents and
young adults (1Qs 4-34, ages 13-26). However, these individuals were not
selected because of hyperactivity but rather because of their primary severe
autistic like behaviors. Also, only simple group analyses were performed with
no attempt to separately analyze responders and nonresponders.

Dextroamphetamine, As with methylphenidate, the results of dextro-
amphetamine/mental retardation studies are inconclusive. One study found
significant improvements in norm-referenced intelligence test performance
(26), while another found significantly improved response latency and activity
with several measures (27). However, there are also data showing no significant
changes on measures of electromechanically and rating scale measured levels
of activity (26, 28), or on stuttering (29).

Studies by Us

The seven studies conducted by us show several major conclusions and we
believe do much to clarify the discrepant findings reported in the literature
to date. Qur major conclusions are:

1. Hyperactive mentally retarded children and adolescents show therapeutic
and contratherapeutic responses to methylphenidate and dextroamphetamine
simiiar to those evinced by hyperactive nonretarded children.

2. For therapeutic responders, at the optimal therapeutic cose (.05 mg/kg o
rethylphenidate with ¢0% of responcers) maximal enhancement of learning and
performance will most likely be obtained.

3. For therapeutic responders, at the highest dose of methylphenidate
(1.0 mg/kg) stimulant incuced perseverative responding (i.e., stimulus over-
selectivity) will likely occur.

4. For therapeutic nonresponders, there will most likely be a dose-
dependent increase in hyperactivity and a reduction in learning and performance.

Our results coupled with the results of other studies suggest that
methylphenidate will be very effective in reducing hyperactivity and enhancing
performance with approximately 55-60% of mentally retarded children and adolescent
who meet the following criteria:

1. Are above the age of six
2. Have an Abbreviated Conners' Teachers Rating Scale score above 15
3. Are not emitting severe autistic-like behaviors

4. Are mentally retarded due to no known etiology
e

5. Have no known neurological disorder

Further, our resQI:s suggest that dextroamphetamine will have similar
therapeutic effects with about 30-33% of mentally retarded preschool children

‘ (3-6 years) who meet criteria 2-5. -

)

.
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The significance of these findings is readily apparent from the standpoint
of stimulant drug use per se. However, the findings have greater significance
in terms of overall drug practices with the mentally retarced. As we stated
atove, the use of stimulants with the mentally retarded is low. Neuroleptics,
primarily thioricazine, are generally used to treat excessive activity,
impulsivity, and other symptoms associated with hyperactivity when the client
is mentally retarded. For example, we have found that mentally retarded
individuals with a history of institutionalization typically were prescribed
thioridazine while individuals with no such history typically received methyl-
phenidate, even though the inappropriate behaviors beina displayed by both
sets of indivicdu2is wera virtually 1dentical. 1his may indicate that mentally
retarced indivicuals with institutional histories are often being regarded as
having “psychotic" problems while those with no history of institutionalization
are regarded as having "hyperactive" problems. The reasons for this type of
prescribing practice are unclear but may relate to the paucity of useful
information currently available in the literature (7).

The use of thioridazine instead of a stimulant is problematic for several
reasons. First, the efficacy for using neuroleptics with hyperactive mentally
retarded individuals is not established (30). Second, neuroleptics are recom-
mended as drugs of third choice with hyperactive non-retarded individuals (31).
And third, the prescribing of neuroleptics versus other drugs (e.g., stimulants)
in the treatment of hyperactive mentally retarded individuals is likely to
result in impaired learning/performance and adaptive behavior with both thera-
peutic responders and nonresponders (30).

Thus, our findings to date have made great strides fowards clarifying
methodofogical reasons for contradictory findings in the literature. This in
turn has allowed Us to identify a group of mentally retarded clients who a) have
a much greater likelihood of responding to a stimulant medicaticn (primariiy
methylphenidate at this point) than the more frequently prescribed thioridazine
(55-60% vs. 15-20% likelihood of therapeutic response); and b) will show
enhanced adaptive behaviors rather than impaired adaptive behaviors.

In the proposed research we will build upon the research we have just com-
pleted in several ways. First, the dextroamphetamine dose-response curve study
with 6-12 year olds will be useful for studying this drug along the same
dimensions we have done so with methylphenidate. (see Progress Reoort).

Second, the direct comparison of dextroamphetamine and methylphenidate on a

per client basis will provide information not addressed in the mental retarda-
tion literature. Third, the behavioral time-course data will allow for an
understanding of how these drugs influence the clients during the 4-5 hour
period following administration. And fourth, the addition of social interaction
analyses will allow for another comparison of stimulant effects across mentally
retarded and nonretarced children (see 32, 33 for studies by Whalen et al.

and Pelham et al: of stirmulant/social interaction effects with nonretarded
children).

C. PROGRESS REPORT/PRELIMINARY STUDIES

1. Dates for the period covered by this progress report are 7/1/82
throuch 6/30/84. The report discusses our work complefed to date as well as

plans for the remainder of the project (e.g., studies to be completed, manu-
script preparation deadlines).
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‘ 2. Fourteen staff are participating in this project. Their names, titles,
dates of perticipation, and percentage of effort are:

Nare x Title Dates of Services % Effort

1. Stepnen E. Breuning, PhD Assist. Prof. 7/1/82 - present 20%
2. Rowland P. Barrett, PhD Assist. Prof. 7/1/82 - present 52
3. Patrick K. Ackles, PhD Post-Doc. Fel. 7/1/82 - present 102
4. Janice L. Forster, MD Assist. Prof. 8/1/82 - present 52
5. Stewart Gabel, MD Assist. Prof. 7/1/82 - 7/31/82 5%
6. Edward J. Nuffield, %D Assist. Prof. 7/1/82 - present 5%
7. Lori A. Sisson, MA Sr. Res, Assoc. 7/1/82 - present 100%
8. Denise Frank, Mtd Res. Assoc. 9/1/82 - present 14
9. Sue Ann Fultz, A Res. Assoc. 7/1/32 - present 30%
10. Vicky J. Davis, MA Sr. Spec. Couns. 7/1/82 - present 10%
11. Margaret C. Lunn, RN Head Nurse 7/1/82 - present 5%
‘ 12. Cynthia Camzano, 7N Psych. Nurse 8/1/82 - present 5%
13. Patricia Duffner, RN Psych. Nurse 8/1/82 - present 53
14. Kathleen Phillips, RN Psych. Nurse 8/1/82 - present £y

3. Summary of Specific Aims

The original project was designed as an attempt to begin the systematic
exploration of stimulant drug effects with mentally retarded individuals.
There were three specific aims. These were:

1. Evaluate the effectiveness of three dosages of methylphenidate in
reducing the hyperactive behaviors of mentally retarded children between the
ages of 6-12.

2. Evaluate the effectiveness of three dosages of dextroamphetamine in
reducing the hyperdctive behaviors of mentally retarded children between the
ages of 3-6.

3. [Evaluate the effects of each dosage of'both stimulant drugs on the
academic and laboratory performance of hyperactive mentally retarded children.

Each of these aims has been met or is about to be met. A detailed review
of the studies conducted to meet these aims is provided below.

& 5
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5, 10, ana 20 schedules of food delivery. For five of the acdolescents (452),
rethylenenidate 22 cral doses of 0.3, 0.5, 0.7, and 1.0 mg/kgq Produced dose-
‘ Cécendent cecreases in response rates.  Six adolescents {55%) exhibited an
¥ inverted-y COse-response Curve:
five of these adolescents showed
their fastest response rates at
the 0.5 Mm3/kg dose with slower
response rates at the lower ang
higher doses; one adolescent gho

Conner's Teacher Rating Scale scor
indicated that FR performance dyrj
the FR 10 and rR 20 conditions

was highly correlated with degree
of clinical response to methyl-
phenidate, Figures 2 and 3 show
the data ang d Copy of this study
appears {n Appendix 8,

The results showed that many
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show increased rates of adaptiye
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STuDy 3. Breuning Sz, Sisson LA, Ackles pk, Wuffield gy, Phillips kp,
Barrett RP. Multidizensioni) J0se-2esponse Curves of Hethylphenidate with Hyper-
active Mentally fetardea ~dolescents. Manuscript in Preparation.

Thie Study was designed to examine the effects of .ethylphenidate (thalin) B
wWith hyperactive rentally retarded adolescenys between 2pe £9e5.0f_14-18 years.
Thire hi N participated in the Study, eight males and f{ye females,
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assessments were completed 'each day across conditions. Methylphenidate doses

were 0.1, 07 and 1.0 mg/kg and dose administration was randomly determined
. for each chilc. Tre experiment proper consisted of seven congitjons: placebo,
dose 1, placedo, dose 2, placebo,
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The main findings of this study were that m

e ver ethylphenidate responders showet
gramatic improverent along several clinical and laboratory dimensions, lone
respondass showed cose-dependent worsening along these same dimensions. Also,
this stucy supported the previous studies in suggesting that responders will
typically perform poorly at 3 methylphenidate dose of 1,0 mg/kg.
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STUDY 5. Breuning SZ, Sisson LA, Davis VJ, Ackles PK, Fultz SA, Duffner P,
Forster JL, anad Zarrett RP. Myltidimensional Dose-Response Curves of Methyle
srenidate with Hyseractive Mentally Retarded Children. Manuscript in preparati

Tnis St.ly was cesigned 2 examine the effects of methylphenidate (Ritalin
with nyoeractive ~entally retarced children between the ageg of 6-12, . Twenty-f:
cralaren garticizated in the study, 17 males and 7 females. The mean 1§ ot the
Grcus =~as £2.Z3 and the mean age was 9.7 years. Accuracy and speed of performa
during a simgle ciscriminaticn task served as the dependent veriables. Also,
AtLreviated Cenrers' Teachers Rating Scale (CTRS), and time on-task assessments
mere completeéd eacn day across conditions. Performance and accuracy were measu
using a titrating Celay matcning-to-sample discrimination task. Methylphenidat
doses mere 0.3, 0.2, and 0.7 mg/kg and cdose administration was randomly determi
for eacn ¢cnild. Tne experiment proper consisted of seven conditions: _placebo,
dose 1, placeto, ¢ose 2, placebo, dose 3, and placebo, respectively. Each phas
lagtad for seven cavs. Doudle-blind procedures were employed for medication ar
placebo conditions and existed for all staff and participants.
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The resuits indicated that

}-.-] s sV oy | = therapeutic responders (N = 13)
K 1 - | os showed the reduced levels of hyper
T i e 1o o activity (CTRS scores), increased
!9.217 ) on-task, and enhanced performance
%3 uo’ ‘ the discrimination task. Optimal
T = ! effects were generally at the 0.5
52 o . dose. MNon-responders (N = 11),
t Plascsccors foi o mes however, showed relatively little
i R i T I T change on all measures except for
bl oy poes marail mqirg OONC the highest dose where performance
R on all reasures deteriorated. Fig
e L TE MY s Aveuy So NS tese VI8 Mrhine 51, 7. 8, and 9 show the data from thi
gt B g Jsctunbond s Hoi O b Mo sl study. We are preparing this manu

script for publication.
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STLOY 5. Davis YJ and Breuning SE. Effects of Methylphenidate on
Titrating Celayed Matching-to-Sample Performance of Hyperactive Mentally
Fetarced Children. Manuscript in preparaticn.

Trne present siu.dy was designed to examine the effects of methylphenidate
(Fizaiin) with nyceractive mentally retarded children. Fourteen children were
carticizants in tme study, nine males and five females. The mean 1Q of the
5rz.c wis 52.22 2n2 the mean age was 8.95 years. Accuracy and speed of per-
formance during a simple discrimination task served as the dependent variables.
~lsc, ~dbbreviated lcnners' Teacher's Rating Scales (CTRS) and time on-task
gscescrents were completed each day across conditions. Performance and accurac
were measured using a titrating delay matching-to-sample discrimination task.
Metnylonenidate doses were 0.3, 0.5, 0.7, and 1.0 mg/kg and dose administratior
was randomly cetermined for each child. The experiment proper consisted of
nirs czaditicas: placebo, dose 1, placebo, dose 2, placebo, dose 3, placebo,
dose 4, and placebo, respectively. Each phase lasted for seven days. Oouble-
blind procedures were ‘employed for medication and placebo conditions and
existed for all staff and participants. The results indicated that therapeutic
responders showed the reduced levels of hyperactivity (CTRS scores), increased
tire on-task, and enhanced performance on the discrimination task. Optimal_
effects were generally at the 0.5 mg/kg dose. Non-responders, however, showed
relatively little change on all measures except for the highest dose where
performance on all measures deteriorated. Figures 10 and 11 show the data
frem this study. we are preparing this manuscript for publication.
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One of the most important findings in this study pertains to the latency
data. Tt can bte ceen in Figure 10 that at the optimal dose there was a sub-
stantial decrease in response latency and variability as well as an increase
in accuracy (i.e., celyy). Also, at the higher doses response latency remains
lomer and less variadle; nowever, accuracy is worse. This finding may replica
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the stimulant incuced “overselectivity" or “perseveration” reported by Sahaki:
ang Roodins (34, 35) in the animal literature. The findings alse suggest the
reed for studies to examine this issue with respect to attentfonal processes
ana learning fn tne rentally retarded.

STUDY 6. Ackles PX and Breuning SE. Effects of Dextroamphetamine on
Titrating lelayed ¥atching-to-Sample Performance of Hyperactive Mentally Retar
Frescrool Chilcren. Manuscript in preparation.

The present study was designed to examine the effects of dextroamphetamin

Cca2arine) with ryseractive mentally retarced preschool children. Twelve
cnilcren mere participants in the Study, nine males and three females. The me
I of the grcup was 55.48 and the mean age was 4.61 years. Accuracy and speed
of performance Quring a simple discrimination task served as the dependent
variables. Also, Abbreviated Conners* Teacher's Rating Scales (CTRS) and time
on-task assessments were completed each day across conditions. Performance an
acCuracy were reasured using a titrating delay matching-to-sample discriminati
task.”He;QyJ:henicaté)doses were .15, .25, and .35 mg/kg and dose administrat
was randemly determified for each child. The experiment proper consisted of ni
conditions: placebo, dose 1, placebo, dose 2, placebo, dose 3, and placebo,
Yesoectively. £ach ohase lasted for seven days. Double-blind procecures were
employed for medication and placebo conditions and existed for all staff and
participants. Figures 12 and 13 show the data from this study. We are prepari
this manuscript for publication
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The results of tnis Study Show the same responcer/nonresponder dose-

cerendent effects founc for methylpnenidate, The noteable éxception 1n tnis
Study is that a subsiantially smaller percentage of children responded to
Ceatrodrpnetamine as compared to methylpnenidate (1.e., 33% V. 55-602). It

is unclear wnetner this is a result of age (i.e., younger children), the drug,
or an fnteraction.
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' STUDY 7. Sreuning SE, Ackles PK, Sisson LA, Fultz SA, Campano C,
Forster JL, Nuffield EJ, and Barrett RP. Multidimensional Dose-Response Curves
of Dextrecamzretamine with Hyperactive Mentally Retarded Preschool Children. Sty

in Sregress.

TRis stug, w35 Cesigned to examine the effects of dextroamphetamine (Dexedr-
milh Fryreractive rentally retarded preschool children. Thirteen childrén have —
so far participated in the study, nine males and four females. The mean IQ of
the 5reud was 33.28 and the meen age was 4.7 years. Accuracy and speed of per=
fcriance during 2 simple discrimination task served as the dependent variables.
Also, Atdreviited Conners' Teachers Rating Scale (CTRS), and time on-task assess.
nents were completed each day across conditions. Performance and accuracy were
measured using a titrating delay matching-to-sample discrimination task. Dextro
aruretamine doses were .15, .25, and .35 mg/kg and dose administration was randor
determined for eacn child. The experiment proper consisted of seven conditions:
placebo, dose 1, placebo, dose 2, placebo, dose 3, and placebo, respectively.
fach phase lasted for seven days. Double-blind procedures were employed for
medication ana placebo conditions and existed for all staff and participants.
Figures 14 and 15 shew the data for the 13 children. This study is in progress.
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Thus far, the fincings of this study are consistent with those of the
retnylphenidate stulies with the exception of there again being many fewer
resgonders.

s. Titles, .corplete references, publication deadlines

T » and major presenta-

1. Foling AD and Sreuning SE. Effects of methylphenidate on the fixed-ratio

Performance of mentally retarded children. Pharmacoloay Bioch
. emi
and Behavior, 18:541-533, 1933, ’ LY,

phenicate on the fixed-ratio performance of hyperactive severely retarde

2. Lreuning SE, Ackles PX and Poling AD: Cose-dependent offects of methyl-
‘ acdolescents. Aoplied Research in Menta) Petardation, in press.
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1.
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13.

14,

Breuning SE, Sisson LA, Ackles PK, Nuffield EJ, Phillips KP and Barrett RP,
Multidirensional dose-response curves of methylphenidate with hyperactiv
mentally retarded adolescents. Manuscript in preparation - anticipated
submission date is 11/1/83.

Breuning SE, Sisson LA, Davis VJ, Ackles PK, Fultz SA, Duffner P, Forster JL,
and Barrett RP. Multidimensional dose-response curves of methylphenidat
with hyperactive mentally retarded children. Manuscript in preparation
anticipated submission date is 11/1/83. g

Davis VJ and Breuning SE. Effects of methylphenidate on titrating delayed
matching-to-sample performance of hyperactive mentally retarded
children. Manuscript in preparation - anticipated submission date {is
10/15/83.

Ackles PX and Breuning SE. Effects of dextroamphetamine on titrating delayed
matching-to-sample performance of hyperactive mentally retarded preschoo
children. Manuscript in preparation - anticipated submission date is
10/15/83.

Sisson LA and Breuning SE. Assessing medication effects. In JL Matson and
St Breuning (Eds) Assessina the Mentally Retarded. New York: Grune and
Stratton, 1983.

Breuning SE and Gualtieri CT. Measuring dosages and dosage effec.s. In
St Breuning, AD Poling, and JL Matson (Eds) Applied Psychooharmacoloay:
Methods of Assessing Medication Effects. New York: Grune ang Stratton,
in press.

Breuning SE and Sisson LA. Pharracotherapy. In RP Barrett and SE Breuning
(Eds) Treatment of Severe Behavior Disorders: Contemoorary Approaches
with the Mentally retarced. New Tork: Plenum. Final manuscript due
10/15/83.

Breuning SE and Nuffield EJ: Mental Retardation. In M Hersen and SF Breuninc
(Eds) Pharmacoloaical and Behavioral Treatment: An [ntegrative Approach
New York: Wiley & Sons, Inc. Final manuscript due 11/1/83 ;

Poling AD and Breuning SE. Medication effects: Neglected variables in
applied behavior analysis. [n M Hersen, N Eisler and PM Miller (Eds)
Progress in Behavior Modification. New York: Academic Press. Final
maruscript due 1/1/84.

Breuning SE. Scientific Panel - Pediatrir Psychopharmacology: New Issues anc
Special Populations (Judith L. Rapoport - chair). Presented at the
American Academy of Child Psychiatry “onvention, Washington, OC,

October, 1982.

Breuning SE. Keynote Address. Multidimensional effects of psychotropic
“drugs used with the mentally retarded: implications for mental health
clinicians. Presented at the Minnesota Association for Behavior Analysis
Convention, St. Cloud, MN, October 1982.

Breuning SE. Controversial aspects of Pharmacotherapy with the mentally

retarded. Presented at the Pennsylvania Chapter.Meeting of the American
Association on Mental Deficiency, Gettysburg, May, 1983.
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15. Davis VJ, McGonigle K and Breuning SE. Effects of ritalin on accuracy and
speed of mentally retarded children's performance during a simple dis-
crimination task. Presented at the Pennsylvania Chapter Meeting of the
American Association on Mental Deficiency, Gettysburg, May, 1983,

16. Breuning SE and Poling AD. Some behavioral actions of pharmacotherapeutic
agents in mentally retarded children and adults. Presented at the
Behavioral Pharmacology Society Meeting, Philadelphia, May, 1983.

17. Breuning St and Forster JL. Behavioral pharmscology with the mentally
retarded: schedules of reinforcement, discrimination, and memory.
Presented at the American Association on Mental Deficiency Convention,
Dallas, May, 1983.

18. Breuning SE. Controversial treatment of severe behavior disorders: pharmac:
therapy with the mentally retarded. Presented at the American Associat
on Mental Deficiency Convention, Dallas, May, 1983.

D. EXPERIMENTAL DESIGN AND METHODS
1. Overview of Research Strategy

The participants will be mentally retarded children between the ages
of 6-12, having a DSM-11I diagnosis of Attention Deficit Disorder - with
Hyperactivity and an Abbreviated Conners' Teachers Rating Scale score of 15
or above. Two separate major studies will be conducted. In the first, four
dosages of dextroamphetamine and placebo will be compared. The comparisons
will be double-blind, placebo controlled, randomiy counterbalanced, and assess
changes in both targeted inappropriate behaviors and adaptive (laboratory,
academic) behaviors as well as in child/teacher and child/child social inter-
actions. In the second, two dosages of methylphenidate and two doses of
dextroamphetamine will be compared using a counterbalanced design where each
child receives each dose of each drug and a placebo condition. Again, the
comparisons will be doudble-blind, placebo controlled, randomly counterbalanced,
and assess changes in both targeted inapprcpriate behaviors and adaptive
(academic, laboratory) behaviors as well as in child/teacher and child/child
social interactions. Also, the behavioral time-course of each drug will be
studied as part of this study. Repeated behavioral assessmeits at 30-45 minute
intervals over a five-hour period following drug or placebo administration will
occur. For each dosage (and placebo) time-course assessments will occur on
the first and last day of a given condition.

2. Subjects, Setting, and Staffing

The subjects in this study will be mentally retarded children served
by the John Merck Program for Multiply Disabled Children, Western Psychiatric
Institute and Clinic. The JMP offers residential and day programming for
children from 3 to 14 years of age who exhibit severely disordered behavior
in addition to having a developmental disability. At any given time, the
JMP treats 24 inpatients and 3 day patients. Approximately 120 children are
seen by JMP each year. Records show that 15% of JMP children are receiving
stimulant medication upon admission and that 20% receive a clinical trial of
methylphenidate or dextroamphetamine as part of their therapeutic program.
Approximately one-third of the children meet the diagnostic criteria of
hyperactivity proposed for this investigation,
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While all degrees and types of mental r2tardation are represented in the
JMP populaticn, the proposed study will only employ those children diagnosed
as being within the mild or moderate ranges c¢f menta) retardation, as determined
by American Association on Mental Deficiency criteria (36), and presenting
no other neurclogical problems. In addition, children will be required to -
meet several medical criteria beyond satisfying the diagnostic requirements
for mental retardation and hyperactivity. Specifically, a child will be
excluded from participating if he/she:

1. is presently receiving any other form of medication (e.q., neuroleptic,
anticonvulsant, etc.);

2. is presently on a restricted or special diet (e.g., Fiengold's diet);

3. has a developmental history significant for convulsive disorders
(regardless of present status of control without medication); and/or

4. presents as mentally retarded cdue to a known etiology (e.g., Down's
Syndrome, Sanfillipo Syndrome).

Comprehensive physical (including genetic and metabolic) and neurological
examinations and blood/urine laboratory studies are routinely performed by a
developmental pediatrician as standard practice within the medical admission
protocol of the JMP. As needed, various specialty consultations (e.g., genetic,
metabolic, neurologic, etc.) are readily available within the University of
Pittsburgh's Health Center complex, which includes Children's Hospital of
Pittsburgh among its six major hospital arfiliates. The pediatrician is also

a staff member of the Children's Hospital.

A total of 64 children will participate in the project. Thirty-two
will be involved in the first study and 32 will be involved in the second study.

The JMP occupies the sixth floor at Western Psychiatric Institute and
Clinic. Living space for the children and office space for the staff ijs
provided. This study will require that observation of the children be made
as they are engaged in their daily program activities, both in large living
and play areas ana in smaller classroom settings. In addition, two small
treatment rooms will be used in the assessment of academic and laboratory
performance. Each of these rooms will be furnished with a table and chairs
and also materials necessary to carry out the assessment procedures. In
addition, each room is equipped with a large plexiglass one-way observation
window to facilitate unodtrusive observations of the children as they perform
the required tasks and is cempletely equipped for unobtrusive visual and auditory
recording. A full complement of professional and direct service staff {s
employed including six psychologists, three psychiatrists, four social workers,
ten special therapists, five research associates, 20 nurses, 20 child care
workers. In addition, the JMP serves as a rotatian for a variable number of
pre- and post-doctoral psychology students, psychiatry residents, and psychiatry
clerks presently enrolled in either the Department of Psychology or School
of Medicine at the University of Pittsburgh.

3. Experimental Design

a. Ongoing Medical, Educational and Behavioral Treatments. On
admission to tne JMP, all cmilaren are involved in comprenensive pediatric,
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psychiatric, intellectual, educational, and behavioral evaluations. Data from
these evaluations are used to establish an overall treatment program for each
child. Throughout the course of the proposed study, the procedures specified
in each child's treatment program will be in effect. |[n general,

The behavioral treatment procedures used in the JMP typically include

positive reinforcement delivered contingent upon the occurrence of desirable
i ime-out consequences for undesirable behaviors. Positive
may be simple verbal praise; however, in many cases, this verbal

praise is accompanied by a piece of candy, cereal or other edible item, a
preferred activity (e.q., Playing with a favorite toy), or a token. . Time-out
consists of removing the disruptive child from an ongoing activity to a quiet
place for a short period of time (e.g., 30-60 seconds). .

The effects of these educational and behavioral treatments will pe
evaluated on an individual basis using the direct observation procedures
described below and will serve as ore dependent measure for both Study 1 and
Study 2.

b. Dextroamphetamine Dose-Pasponse Curve Study

1. Dosace Schedule. Four dosages of dextroamphetamine will
be evaluated in this scudy. They are outlined in the Table below.

Drug Group ! Counterbalanced Seauence

Dextroamphetamine ND .15 .25 +35 .45
ND .25 .35 .45 .15
ND +39. .45 .15 .25
i) .45 .15 «€5 .35

ND= no drug (baseline), P = placebo. Each dose condition lasts § days. Each
placebo condition lasts 2 days except for the first and last which wil} be
seven days.

e expect no probhlems with the two day placebo period as numerous reports have
shown that the half-life (pharmacological and behavioral) of dexedrine is about
6.5 hours 22.5 hours following short-term (pharmacological and behavioral) yse.
Thus, in 48 hours we will easily achieve a washout of 4-5 half-1i’es even in
extreme cases (37, 38, 39, 40). Also, as shown by our completed studies, five
days is sufficient to assess clinical response. .

Each chi™ will be evaluated under no drug (14-day Baseline), placebo, and four
dosage conditions using a randomly counterbalanced design. Children {n the
methylphenidate phase and the dextrcamphetamine phase will be randomly placed
into one of the three experimental groups. These groups will differ in terms
of the order of drug dosage levels Given. This strategy will control for
order effects.

/¢
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As stated earlier, the dosage levels to be employed in the dextro-
amphetamine dose-response study will be .15, .25, .35, and .45 m3/kg. In terms

of mg/day measures, this represents dosage levels of approximately 2.7 mg/day,
4.5 mg/day, 6.3 mg/day, and 8.1 mg/day. These mg/day figures are based on

two years of data showing that 6-12 year old children in our Program have a
mean weight of 3J kg with a renge of 25-50 kg and 3-6 year old children have

a mean weight of 18 kg with a range of 15-30 kg.

Each child will be involved in this study for 49 4ays. At the end of
this period each child will receive the most effective treatment, as determined
on an individual basis.

Each child in the Study will be given one daily dose of the stimulant
medication, in the morning at approximataly 8:00 a.m. (about 30 min prior to
breakfast), during the course of the study. Dextroamphetamine will be administer:
elixer form (5.0 mg/S cc). Placebos will be sjmilar in taste and appearance
and prepared by the WPI(C Pharmacy. The medical staff of JMP (one pediatrician,
three Psychiatrists) will Supervise drug administrations and also the daily
medical review for adverse reactions.

2. Assessment of Hyneractivitv. As stated earlier, children will be
selected for participaticn in this Study based on two criteria. First, the
child must have received a DSM-1]1 diagnosis of “Attention Defizit with
Hyperactivity* from a child psychiatrist.

Secone the child must have received a mean score of at least 15 on the
CTRS. Masters-level Developmental Specialists will complete the CTRS for each
of the ch:'drer in their classrooms on a daily basis during the two weeks
after a crild s admitted to the JMP. The mean score of at least 15 wil] be
derived across this two-week period (i.e., score of 15 or more on at least
seven of the (0 days). From this data, appropriate candidates for the progosed
fiudy will be chosen. The use of the CTRS in this manner is a routine practice
on our Program. Alsy, as suggested by Whalen et al. (41) the rating scaley
quest;onnaire will be unobtrusivenely labeled (i.e., not as a “Connersg ‘"
scale).

In addition to initial screening of children for participation in the
Study, the CTRS will also be used in the evaluation of treatment effectiveness,
A direct care worker (for unit behavior of the child) and a Oevelopmental
Specialist (for classroom behavior of the child) will complete *he CTRS
daily for each child in the study. This will be done at 12:00 noon each day
in order to reflect the behaviors exhibited by the child during the periog in
which the stimulant medication is being assessed. Additionally, the Question-
naire will also be completed by the direct care staff at 8:00 p.m. in order
to assess behavior during the period of time when the medication would have
dissipated from the child's system. We will also begin using the Jowa Conners
Teacher Rating Scale (ICTRS). This is a 10-item, 4-choice scale reported to
be useful in assessing hyperactivity and aggression as Separate dimensicns
(42). It will be completed along with the CTRS. ’

3. Direct observation. Ongoing behaviora] observations wil) provide B

information regarding the presence of a number of behayiors commonly associated
with hyperactivity in mentally retarded children, Undergraduate Psychology
majors will be trained to serve as observers. Their training will be extensive
involving instructions in the use of the observation system and in the 1dent1fi:
cation of target behaviors, nurerous in vivo practice sessions, and a minimum
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of 12 test sessions. Practice and test sessfions will be conducted in the
regular JM? classroom setting, rather than in the special academic setting
desigred for this study. Test sessions will {nvolve concurrent observation by
tre system trainer in order to 2ssess reliability of observations (this
crocedure is cescrited below). Observers will achieve a percent agreement
score of at least £3% during 12 test sessions prior to serving in this study.

The ohservers will unodtrusively watch the children from an observation
gzcth situated tehind 3 one-way observation window in the treatment room.
Continwcus, 10-second, interval recording techniques will be used for data
collection. Data collection will be facilitated by a tape which has been
prepared to provide cues at 10-second intervals. At the end of each 10-second
perioc, the occurrence of any or all of the following behaviors will be noted
on a ccsed cata sheat: self-stimulation; self-injurious behavior; aggression;
and otner disruptive behavior. Each of these behaviors will be operationally
defined and specific examples of these behaviors commonly exhibited by each
subject will te listad. Whether or not the child was on-task (i.e., manipu-
lating the academic or play materials in the absence of any other appropriate
behavior) during at least 60: of the observed interval will also be noted.
Percentage of intervals in which appropriate (on task) and inappropriate
(e.g9., disruptive) tehaviors occurred will provide dependent measures to be
analyzed as cutlirea delow. A scoring system similar to this has been used
effectively by wralen and colleagues (e.g.. 41) with nonretarded hyperactive
children,

Our direct ozszrvation system has been expanded SO that we now also can
score positive, reutral, and negative child/teacher and child/child social
interactions.

Routinely, cre ciserver will observe one child. However, reliability of
uUbServations will be assessed by naving a second observer record the same
behaviors at the same time during one-third of the observation periods. A
measure of this reliadbility will be calculated using the standard percent
agreenent forumula: agreements/agreements plus disagreements x 100, where
agreement is defined as both observers noting the occurrence of the same
teravior during the same observation interval. In addition, reliability will
be assessed statistically using Conen's Kappa.

3. Assesszent of Laboratory Performance. For each child, one 15-minute_
Sessinn_wl J1T fa _ccraraied LTS llys ner week during which hE/Sne will
be involved in laboratory assessment procedures. These will be scheduled to
begin from 90 to 120 minutes a“ter drug administration. Four children can be
assessed each diy with the equioment we currently have. The 1aboratory
§Ssessrents w11l De zerformed using a4 matcning-to-sample procedure,

In a t,pical celiyec matching-te-sample (MTS) procedure 3 sample stimulus
is cresented 1o tre cmld. The savple then disappears and after a specified
celay elapses, tad or more corparison stimuli are then presented. The child's
task is to chcose tne corpirison stimulus which is identical to the previously
presented sample stimulus. In titrating delayed matching to sample, the delay
interval on a given trial is dependent upon the child's previous performance.
Accurate performance by the child results in fncreasing the delay for the next
trials. Using tnis procedure, Scheckel (43) determined the limit of delay
reacred by monkeys under a variety of drug conditions. With chlorpromazine,
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he iound that the limit of delay decreased linearly with increasing dosages
of the drug. Three recent studies involving the Principal lnvestigator have
used MTS prccecures with mentally retarded individuals and cdemonstrate the
utility of MTS in psychopharmacological investigations. These studies are
provided in Aprendix C. G _

The MTS procedure to be used in the present study is described in detail
in the reports appearing in Appendix C. Briefly summarized, the discriminative
stimuli will be red, green and blue colors. At the beginning of each trial,
a center resgonse window is illuminated with one of the three colors. Once
the child presses this center window, its illumination will disappear and two
side windows will illyminate--one the same color, the other a different color.
The pesition of these comparison stimuli will be varied randomly. Upon pressing
the comparison stimulus which matches the initial sample stimulus, a tone and
either a token or a piece of candy will be presented. Pressing the comparison
which does not match the sample will result in a 10-second time-out. The
data cbtained during each trial will include the percentage of correct responses
per session, number of trials per minute and latency to emit a choice response.
A variation of this procedure which we will use is a titrating delayed matching-
to-sample procedure which may be used to add an additional response measure
analogous to many short-term merory or attending skill tasks. This procedure
is as described above except that the time between the child's pressing the
center wincow and illumination of the comparison stimuli will be increased in
a systematic progression. Also, the seat in which the child sits curing these
sessions will automatically record seat movements per trial.

¢. Comparison of Dextrcamohetamine and Methvlphenidate and Behavioral
Time-Course Study

1. Dosace Schedule. Two dosages of dextrcamphetamine and methyl-
Thenidate will be compared. A counterbalanced design will again be used.
The 32 children will be assigned to one of four counterbalanced groups as
described above. The design will paraliel that described for Study 1 with the
exception that two of the dosages will be dextroamphetamine and two will be
methylphenidate. The counterbalancing, length of conditions, and method of
cosage scheduling will be as we have stated above. The only exception will be
that the methylphenidate and its placebo will be in tablet form.

At present we know only one of the dosages we will compare. This is
0.5 mg/kg methylphenidate. We are using this dosage because 90% of the responder
in our previous studies responded optimally at this dosage. The remaining
10% were equally split at either the 0.3 or 0.7 mg/kg dosage. Although, the
0.5 dose was nearly as effective in each case. Once the dextroamphetamine study
is completed, we will know what dosage of this drug is most likely to be optimal
Based on our initial work we believe it will be .25 or .35 mg/kg. At the )
completion of Study 1 we will alsu be in a better position to select the
second dosages for the comparison.

Ideally, it would be best to directly compare at least three dosages
of each=drug. ODue to practical considerations such as the necessary timeframe
and our concern for unnecessary experimentation with the children, we chose
the present design which should allow us to assess (compare) responding
at cptimal or near optimal dosages for virtually all children.
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¢. Behavioral Vime-Course. One issue of great interest to us is

“ape len . i tif@ the drug's effects on laboratory task lasts following

ad=inissraticon nf the drug. Two studies (39, 40) have performed such assess

.ments w1rh aenretarded children. The authors of these studies belfeve such

procec.re ¢ e useful as a means of classifying patients as potential thera
responcers iv « single day. Our intent {s to examine for similar utility
with menta!.; -otarded ciildren.

The task we have chosen for this study is a fixed-ratio 20 lever
pressing task (FR-20). As demonstrated in our first two studies reported in -
the prosress report, the FR-20 schedule is a) very sensitive to stimulant
¢osdse wnanges, b) can be performed by virtually any mentally retarded indiv
and ¢) can yield much data in a ten-minute session. The task is quite simpl

.and merely involves the pressing of a lever. Each 20th press is reinforced

with a piece of candy. A more complete description of the procedure is
are<icec in our reprints in Appendix B. ’

1+ oNha ‘ora1'time~c0urse data will be collected 12 times--twice durir

tootrniztal ane last placebo phases (each is seven days) and twice during ea

z-¥43¢ coandition (each is five days). Data will be collectad on the first
and iast day of each of these conditions. The FR-20 task will be used with
ar - seszian lasting 10 minutes. The sessions will be held just prior to dr
r iacoeps sdwinistration and 45, 90, ]20, ]65. 2]0. 255, and 300 minutes
€0 wFae i or placebo administration.

. huive elected to perform such assessments at the beginning and er
iosavc -.ondition to determine if the behavioral time-course varies as

‘a4 Jausctrer of continued freatment with the medication.

", save found fnat the children we serve easily tolerate this FR-2(
tat wrger nh repetitive testing (i.e., no evidence of decreased enthusias
‘faciges. ew ). And again, staff will be blind to conditions.

ssessment of Hyperactivity. This will follow the procedure
the dextroampnetamine dose-response study

irect Cbservation. This will follow the procedure described -
a2tamine dase-response study.

.ssessment of Laboratory Performance. This will follow the pr¢

.. +u.d i the dextroampnetamine dose-response study. The only exceptior

~eoopago e NS assessments will be performed three days per week rather th.

ke * because ihe fixed-ratio assessments will be conducted on the
.¢¢ days of the dosage condition (i.e., days 1 and §),

-+ Analyses

e have dor2 previously, both group and individual inalyses wil
il gl - ‘. For research reporting the group analyses are generally emph
(but . essarily) while we use the individual analyses for clinical pur;

up_data anzlyses. The data from both studies will be analyzed -
byt ple (split-p:lot) Latin Square Design (44). This design will allc

00
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for separate dosage X children comparisons and an analysis of effects due to
order of dosage presentation. Separate latin square analyses will be performed
for each of the dependent measures within both studies.

Additionally, because it may be argued that baseline performance is
a covariant, it will be necessary to test for equality of variance-covariance
matrices. The procedure we will employ is that suggested by Box (45).
specifically, this test will allow us to determine that the variance-covariance
matrix meets required conditions of symmetry.

For comparisons where significant interaction effects are obtained, we
will proceed with tests of simple main effects. These tests will allow us to
pinpoint whether effects occurred as a function of time. To determine specific
qroup differences, post hoc comparisons using Duncan's New Multiple-Range
Test will be performed on a pair-wise comparison basis.

Individual data analyses. Time series analyses will be conducted for
each of the cependent measures within both studies. This will allow for the
intensive analyses of a given child's individual responses to placebo-drug
manipulations across the entire research protocol and will serve as a valuable
adjunct to the traditional group statistics described above. The use of
intrasubject analyses for each child's data is especially important prior to
the making of treatment recommendations based on findings of the current
investicaticn. These analyses will allow us to avoid the ethical prodblem of
recommending treatment on the basis of group findings when, in fact, individual
responses within a group may differ drastically.

5. Timetable

Beginning 7/1/84, children will be entered into the research protocol
as they are identified as candidates in accordance with the diagnostic criteria
to be used (i.e., DSM-111 diagnosis; two standard deviations above the mean
score for nonmentally retarded hyperactive children on the CTRS). A staggered
entry by children into the research protocol for both drugs will decrease
peak periods ¢f assessments and also decrease the likelihood that observed
effects of the selected drug are due to extraneous variables. For both studies
assessments will be conducted daily across each experimental condition and
include all dependent measures. Follow-up data will be collected at three
and six month intervals following conclusion of active treatment. The table
below outlines the specific timetable.

Months

0-4 Project organization, training of staff on data
collection procedures, developent of materials
necess ry for studies.
Identification and assessment of children for Study 1.

{dentification and assessment of children for Study 2.

Conduct data analyses, follow-up assessments, and
prepare manuscripts for publication,

21
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. HUMAN SUBJECT'S PROTECTION

1. Consent Procadure

The objectives, procedures, and a clear statement of risks and benefit:
will be explainad to the children (within the limits of their understanding)
and their parents/quardians. Consent from the parents/guardians will be
obtained in tne presence of a witness prior to beginning the study. Consent
forms as reviewed and approved by the University of Pittsburgh Medical School's
Kuran Use Cormittee will be used. Once approved, copies of these forms will
be forwarded to the appropriate study sections.

All information pertaining %o children will be identified by code.
Only these codes will appear on any data or documents used for evaluation
or data analysis. HNo verbal or written information concerning a child will
be released without express written consent. Publication of results will not
include information which might result in 2 child's identification.

2. Potential Risks

There is a long history of the use of psychostimulant medication such
as methylphenicate and dextroamphetamine in children. In general, these drugs
employed within the dosage limits to be used in this study, have been relative’
free of side effects. Although good studies about both tne benefits and possit
risks in mentally retarded children while using stimulant medications are
lackina (ana is tne reason for the present investigation), it is unlikely that
serious physical sice effects will occur. This seems especially true in view
of the short duration of treatment for the various groups of children. The
study's design makes it likely that possible daleterious effects in areas
such as learning, attention, and behavior as a result of nsychostimulant
drugs in the retarded will be appreciated through the careful monitoring
procedures described above.

The commonly known side effects of a physical or psychological nature
while using stimulant drugs will, of course, be watched for carefully. Among
the most common of these are: insomnia, decreased appetite, drowsiness,
increased activity, and irritability. These effects are not infrequent when
stirulant medication is first administered to children and if sufficiently
severe will result in the child being withdrawn from the study (although
these non protocol children may still have changes in their dosages with
resultant benefits to them from the medication.)

Other less common effects of stimulant medication include: nausea,
dizziness, headacne, palpitations, blood pressure and pulse changes, cardiac
arrnythmias, and addominal pain. Having medical supervision in this clinical
recearch center will hopefully alleviate problems of these types--most of whic
are completely reversible on discontinuance of the drug. Tic-like phenomena
nave been reported with the use of methylphenidate, but in all but one known
case ~this too has been reversible with the withdrawal of the drug. Longer
term side effects of stimulants also include possible reduction in the rate
of weight and height increase. This effect, while somewhat controversial,
ceems more true of dextroamphetamine than methylphenidate. In view of the
limited duration of drug exposure for any child in this protocol, this will b
a very unlikely problem. =

.
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Breuning, Stephen E. 381-55-6473

3. Potential Benefits

The potential benefits of this study are largely in determining whether
stimulant medications (in this study methylphenidate and dextroamphetamine)
are effective in improving hyperactivity and attentional skills in rentaliy
retarded children over the dosage range employed, and in attempting to determine
the most effective drug and dosage range for these benefits. The study also
will determine whether these drugs in the dosage ranges employed have any
harmful effects on attentional skills, hyperactivity, other behavioral phenomena
or learning in mentally retarded children. Overall, the potential benefits '
of the study involve establishing useful clinical quidelines for.the treatment
of hyperactive mentally retarded children with psychostimulant medicaticn.

4. Risk Benefit Relationship

_Although there are some risks associated with psychostimulant medication,
they are generally not severe in the dosage range employed. The medical super-
vision in this clinical research center would tend to limit even further potentia’
risks.

Furthermore, given the widesoread usage of stimulant and other psycho-
tropic medication in hyperactive retarced children, many of the children on the
study may have been exposed to similar stimulants or other psychotropic med-
ications with potentially more serious side effects in the past, or may be
exposed to these drugs without the benefits and monitoring implicit in this
study, in the future. [f stimulant medication proves to be effective for
hyperactive mentally retarded children, there will likely be a decreased use
oY the more dangerous neuroleptic madications with these children. If so, the
benefits of this study will be considerable. Additionally, the parameters
of effective usage of stimulants (within the dosage range employed) for hyper-
active mentally retarded children will have been established.

F. LABORATORY ANIMALS

No laboratory animals will be used in the proposed supplemental project.

G. CONSULTANTS

No consultants other than identified for the current grant are required.

H. CONSORTIUM ARRANGEMENTS OR FORMALIZED COLLABORATIVE AGREEMENTS

There are no consortium arrangements or formalized collaborative agreements.
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June 20, 1983

Dr. Jack D. Barchas ‘7,/5:__ L-M7 ’7
Department of Psychiatry

Stanford University Medical Center

Room R-321

Stanford, CA 94305

Dear Dr. Barchas:

This i{s a proposal for a three-hour panel at the ACNP meeting in San Juan,
December 12-16, 1983. It is an interdisciplinary panel involving
psychiatrists, psychologists, and an attorney from varinus backgrounds of
university, pharmaceutical firm, psychiatric hospital, and law practice. The
panel will discuss the latest findings from three university research projects
on assessing TD, the time course of TD, and behavioral supersensitivity
associated with TD, as well as a 1982 case, Faigenbaum v. Cohen, in which
substantial damages were awarded because of 1D to the piaintiff against the
State of Michigan which operated the mental hospitals where the plaintiff was
treated, and the viewpnints of i{ndustry about tardive dyskinesia.

The proposed panelists, their addresses, titles, and very brief summaries
of thelir presentatinns are listed below.

Tardive Dyskinesia: Prevalence, Time Course, and Recent Litigatian
Chair and Discussant
Jonathan Conle, M.D.
Harvard-Boston University Center for
Biobehavioral Studies in the Addictions
McLean Hospital - Oaks Bldg.
115 Mill sSt.
Belmont, MA 02178

Rated Abnormal Movements in a Study of Retarded Subjects Randamly
Assigned to Psychotropic Medicatinn Withdrawal and Control CGroups
Robert L. Sprague, Ph.D.
Institute for Child Bebavior and Development
51 Gerty Drive S 7wt L o
Champaign, -Illinois 61820

A group of 194 retarded residents who were scheduled to be given a
drug-free holiday under court orcers are participating in a systematic
psychotropic drug withdrawal study for two years in cooperatinn with the
institution administration. Abnormal movement ratings were made frequently
(weekly to every fourth week) on the following groups: medication reduction -
(N=86); drug control (N=51); and no-drug control (Nz57).
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Time Course of Tardive Dyskinesia in the Retarded: Longitudinal Analysis
Stephen E. Breuning, Ph.D.
Department of Psychiatry
Western Pennsylvania Psychiatric Institute
and Clinie
University of Pittsburgh School of Medicine
3811 O'Hara Street
Pittsburgh, PA 15261

Retarded residents who had been on psychotropic drugs for long periods of
time were withdrawn from their medication and rated for abnormal movements
regularly for a year following medication terminatieon.

Evidence for a Behavioral Analog of Tardive Dyskinesia
C. Thomas Gualtieri, M.D.
Department of Psychiatry
School of Medicine
University of North Carolina
Chapel Hill, North Carolina 27514

Supersensitivity accompanying psychotropic drug withdrawl has been
reported in animals, but this {s one of the few studies of the phenomenon in
humans {n a study of systematic psychotropic drug withdrawal with evaluation of
behavioral effects as well as tardive dyskinesia.

Faigenbaum v. Cohen
Geoffrey N. Fieger, J.D.
Fieger & Fieger
Attnrneys & Counselors at Law
19390 West Ten Mile Road
Southfleld, MI 48075

Most of the tardive dyskinesia malpractice cases have been settled out of
court, but Faigenbaum v. Cohen is one of the few cases tried in court (12
weeks) involving several defendant physicians and state psychiatric hospitals
(Michigan) in which a substantial damage award ($1,000,000 plus interest) was
awarded to the plaintiff,

IrJustry Concerns about Tardive Dyskinesia
Garth Graham, M.D.
Group Director of Medical Affairs
Smith Kline French Laboratories
1500 Spring Garden Street
P.0. Box 7929
Philadelphia, PA 19101

There are many issues surrounding tardive dyskinesia of interest to the
pharmaceutical industry: accurate diagnosis, severity of condition, relapse
upon withdrawal, proper labeling, and product liability. Many of these {ssues
will be discussed from an industry viewpoint.

81




According to your 1983 Call for Papers, panels would "typically...last
three hours," and, accordingly, this proposed panel has been designed to fit
into a half-day format. However, I believe that the considerable interest in
tardive dyskinesia and the recent research on large-sample, systematic
psychotropic drug withdrawal studies, recent litigation, and viewpoints of
industry could easily and profitably be expanded to a full day with more time
for questions and answers if the Program Committee was so inclined. If the
Committee approves the propesal and if the Committee believes a full day would
be useful, based on information obtained and participants attending an NIMH
sponsored workshop on tardive dyskinesia at Washington during March 1983, I
would be gald to arrange a longer panel with other researchers presenting
recent data and NIMH and FDA people presenting different viewpoints.

Sincerely,

Robert L. Sprague
Directar




To:

From:

Date:

APPENDIX 3

Steve Breuning, GCeof Fieper, and Tom Gualtieri
Robert L. Sprague
September 26, 1983

ACNP meeting

Por the three non-members of ACNP, I enclose a list of the 371

members and 33 drug companies for ycour informatinn ss ¢z mhrm may be
attending the rceeting.

RLS/sb

Remerber, I need your one-page abstract by October 10, 1983.

Enclosure
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L niversity of [Hlinois Institute for Child Behavior Graduate College
. * : and Development
at Urbana-Champaign
* 51 Gerty Drive
Champaign
lilinois 61520

TO: Messrs. Steve Breuning, Jonathan Cole, Genf Fieger,
Garth Graham, and Tom Gualtieri

FROM: Robert L. Sprague
DATE: June 20, 1983
RE: ACNP Convention

Enclosed is a copy of a letter I sent to Dr. Barchas, Chair of the Program
Committee, for a propnsed panel tn be held at the next ACNP (American Cnllege
nf Neuropsychopharmacnlogy) meeting in San Juan, Puertn Rico, December 12-16,
1983 at the Caribe Hilton Hntel. If the panel is accepted, I will be back in
touch with ynu about details of registration, travel, etc.

Enclasure

RLS/ jm
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APPENDIX &%

TIME COURSE OF TARDIVE DYSKINESIA IN THE MENTALLY RETARDED: A LONGITUDINAL ANALYSIS

Stephen E. Breuning, Ph.D.*

Fifty-seven mentally retarded clients (28M/29F) receiving long-term treatment with a single neuroleptic
and having no history with other medications (e.g., anticolinergic, antiepileptic) were withdrawn from
their medication under placebo and double-blind conditions, maintained drug free, and rated for abnormal
movements. Each client was mentally retarded (mean 1Q of 40) due to unknown etiology and had no identifi-
able neurological disorder. The presence of dyskinesias and non-dyskinetic withdrawal symptoms were
assessed weekly using the Withdrawal Emergent Symptom Checklist. Assessments began four weeks prior to
drug discontinuation and continued for B0 consecutive weeks following drug discontinuation. Assessments
were conducted on 45 of the clients at six month intervals for an additional two years (i.e., 45 clients
have been followed for 3.5 years). The results showed that 337 showed no withdrawal problems, 35% showed
non-dyskinetic withdraval symptoms (e.g., weight loss), 60% showed dyskinesias by the fourth week post-
discontinuation, and 32% persisted in showing dyskinesias after the 16th week post-discontinuation. Only
7% showed dyskinesias prior to drug discontinuation (i.e., maintenance onset). Persistent dyskinesias
were primarily (83%) characterized by moderate to severe movements while withdrawal dyskinesias were 65%
mild and 35% moderate to severe. The grcatest proportion of clients having withdrawal dyskinesias had
their dyskinesias cease to occur between the 12th and 16th week after drug discontinuation. Clients
having dyskinesias cease to occur after week 16 were primarily those having mild dyskinesias and these
disappeared irreqgularly between weeks 16 and 52. No further change occurred after the 52nd week. HMNinety-
four (94%) of the clients with moderate to severe persistent dyskinesias showed no changes after week 16.

*John Merck Program for Multiply Disabled Children
Western Psychiatric Institute and Clinic
University of Pittsburgh

School of Medicine
3811 0'Hara Street
Pittsburgh, PA 15213
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Tardive Dyskinesia in Mentally Retardad
Children, Adolescants, and Young Adults:
North Carolina and Michigan Siudies

C. Thomas Gualtieri, M.D.,! Stephen E.
Breuning, Ph.D.,? Steven R. Schroeder,
Ph.D.,? and Dana Quade, Ph.D.?

Although neuroleptic drugs are frequently
prescribed for behavior control and alleviation of
psychiatric symptoms in mentally retarded
children, adolescents, and young adults (Lipman,
DiMascio, Reatig, & Kirson, 1978; Davis, Cullari,
& Breuning, 1982), no systematic or method-
ologically acceptable studies of the occurrence of
tardive dyskinesia (TD) in mentally retarded pa-
tients have appeared in the literature (Gualtieri &
Hawk, 1980). Two parallel studies of TD and
other problems associated with neuroleptic
withdrawal were conducted: the North Carolina
study (Gualtieri and Schroeder) was primarily
concerned with clinical factors associated with
TD,; the Michigan study (Breuning) was primari-
ly concerned with the course of TD symptoms
after neuroleptic withdrawal.

Method
Subjects

Subjects were referred by treating physicians
who feit that a trial neuroleptic withdrawal should
be a routine part of each patient’s clinical manage-
ment. Inclusion criteria were: a) IQ less than
7%, functional diagnosis of mental retardation
(American Association of Mental Deficiency
criteria); b) stable living environment; c) ap-
prepriate educational or workshop placement; d)
good general health, with no active neurologic
disease, cr history of neurologic disorder which
might be associated with dyskinesia; and ¢) con-
tinuous neuroleptic treatment of at least 6 months'’
duration.

1Biological Sciences Research Center, Department of Psychiatry,
and the Depanment of Stausics, Univeruty of North Carolina,
Chapel Hill, NC 27515.

"Depanment of Psyciiatry, Western Piychiatric Institute and
Clinic, University of Putsburgh School of Medicine, Pittsburgh, PA
15261.

PSYCHOPHARMACOLOGY BULLETIN
) DL =>4

North Carolina Study. irty-eie i
(2gc 5 to 47, mean = 19.4 = 1.7 [SEM]) were

" ‘studied at four clinical sites: a psychiatric hospi-

tal, a pediatric psychopharmacology clinic, and
two residential facilities for the mentally retarded.
The mean age at which subjects began neurolep-
tic treatment was 10.9 (+ 1.0) years. The mean
duration of treatment was 8.3 (+ 6) years, and
total lifetime exposure to neuroleptics, expressed
in chlorpromazine (CPZ) equivalents (Davis,
1976) ranged from 13.5to 11,188 grams (mean =
1,016.7 & 344.3).

Michigan Study. Fifty-seven subjects were
studied at the ColdwawwrRé&Gional Cenler. Sub-

j€cts in the Michigan study were older than the [, ¢/

North Carolina group (p < .02), had higher IQ
scores (p < .001), and were treated with higher
neuroleptic doses immediately prior to withdrawal
(¢ < .001) (see Table). Because so many subjects in
the Michigan group had been treated with neur-
oleptics for substantial periods of time as outpa-
tients, comprehensive neuroleptic drug histories
are not available for this group. All subjects, how-
ever, had been treated continuously with neuro-
leptics for at least 1.3 years prior to entry into this
study.

Procedure

Subjects received comprehensive neurologic
and developmental assessments prior to neurolep-
tic withdrawal. Special attention was given to
ncurologic or developmental problems (e.g., cere-
bral palsy, autism) which might be associated
with dyskinetic movements, stereotypies, or
psychotic mannerisms which may have anteceded
neuroleptic treatment. After baseline evaluation,
subjects were withdrawn from neuroleptic drugs,
with serial examinations for dyskincsia, behavior
change, or nondyskinetic withdrawal symptoms.

North Carolina Study. Subjects were assessed
at weekly or biweekly intervals at baseline, during
and after withdrawal, and until 8 weeks after
complete discontinuance of ncuroleptics. The Ab-
normal Involuntary Movement Scale (AIMS
exam and rating scale were used (Guy, 1976).
Subjects who continued to manifest dyskinesia ar
8 weeks were subsequently reexamined at inonchly
intervals. Mean interrater reliability among (hr.-_-'g
physician raters on the AIMS rating scale was
0.83 (0.74-1.00) (Cohen's Kappa).
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N Table
Demographic and Outcome Data
NC. Mich Totel
. N u [} )
Sex: Male 28 28 56
Female 10 29 39
Age (Yrs) 19.4 25.7
(Mean = SD) 2103 2126
Age Range 547 4 57
=159 =148
" 1Q Range 869 14.74 ) 974
Drugs: Thioridazine 28 . 74%) 27 (47%) 55 (58%)
Other neuroleptics 10 . 30 40
Mean Daily Dose 2399 €836
(CPZ* eguivalents) 22338 2102
48.3(SEM) 411
Qutcome:
No problems 12 (32%) 19 (33%) 31 (33%)
Withdrawal-related problems 13 (3¢%) 20 (35%) 33 (35%)
Tardive dyskinesia 13 (34%) 18 (32%) 31 (33%)
Mild 6 (13%) 3 (5%) 8 (8%)
Moderate-severe 8 (21%) 15 (26%) 23 (24%)
Maintenance onset 3 (8%) 4 (7%) 7 (7%)

‘Crierpromazine
- 75 @ 9 :

Michigan Study! Dyskinetic movements were
assessed at weekly intervals at baseline, during
withdrawal, and for 80 weeks thereafter. The
Withdrawal Emergent Symptom Checklist
(WESC) rating scale and examination were used

ngeinardt, 1974), and interrater reliability was
0.79 (C-“en's Kappa).

Results

Four outcome categories were considered ac-
cording to diagnostic criteria that have been
described elsewhere (Gualtieri, Sprague, Breun-
ing, & Campbell, 1981): 1) no problems associated-
with neuroleptic withdrawal; 2) transient with-
drawal problems, that is, withdrawal dyskinesia,
nondyskinctic withdrawal symptoms, or acute
behavior deterioration; beginning during neuro-
leptic withdrawal or immecliately thereafter, and
lasting less than 16 weeks after complete with-

drawal; 3) mild TD; and 4) moderate or severe
TD. In spite of the clinical differences between the
two groups, the outcomne of both studics are re-
markably similar (see Table).

One-third of the total group (N =95) experi-
enced no problems prior to, during, or for at least
& weeks alter neuroleptic withdrawal; one-third
experienced only transient withdrawal-related
problems; and one-third had TD. Most of the
cases of TD were characterized by moderate or
severe movements. Of_31 cases of TD, only 7

were apparent while patients were on maintenance

i Saemmt

doses _of peuroleptics. Six of the 7 cases of —

maintenance onset TD were characterized by
dyskinesia that was rated as moderate or severe.

Thioridazine (THD) was the neuroleptic most
commonly prescribed in both locations (8% of
subjects). There was no association between the
use of THD or any other particular neuroleptic
and the development of TD.
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North Carolina Study

The following were considered in a stepwise
regression analysis of variables which might be

associated with the development of moderate to
severe tardive dyskinesia: location, age, race,
sex, age at which ncuroleptic treatment was
begun, 1Q, duration of treatment, total lifetiine
neuroleptic exposure, mean daily dose, and use of
THD as the primary neuroleptic. The single
variable that was most hichly correlated with the

development of moderate or severe TD was total
lifetime exposure (analyzed as log of the total
lifetime.dose_ R?=20 38 far a ane-variable regres-
sion). The regression analysis selected three in-
"@cpendent variables, total lifetime exposure (log
dose), IQ, and the whi " i at-
ment began that were most highly correlated with
moderate or severe 1D (R?2=065 F=.3.872. 3

and 31 df), and each indcpendent variable con-
tributed significantly to the regression. Since
treatment duration was highly correlated with
total lifetime exposure (r = +0.69) adding it to
the analysis did not increase R?. None of the other
variables contributed significantly to the equa-
tion. Nonparametric corrclations (Coodman-
Kruskal) also showed total lifetirne exposure to be
the variable most highly correlated with TD
(G=.531%.120, p<.0001).

Michigan Study

A

Dyskinetic movements were maximal at 4
weeks alter neuroleptic withdrawal, when 36 of 57
patients (63%) exhibited symptoms. Dyskinetic
movements were noted in 30 patients (335 ) at 16
weeks, and in 18 paticnts (32%) at 52 and 80
weeks. This remission pattern was similar for
movements of the tongue, lips and face, and
head, limbs, and trunk. Facial dyskinesias which
were rated as mild at 4 weeks were more likely to
remit, and those which were rated as inoderate or
severe at 4 weeks were more likely 1o persist at 80
weeks (chi-square analysis, p<.05 and =.025,
respectively). Dyskinetic moveinents which were
apparent prior to neuroleptic withdrawal were in-
variibly persistent.

Discussion

Moderate to severe, persistent TD is  cause for
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concern and a serious problem in mentally retarded

children, adolescents, and young adults treated

with neuroleptic drugs, a finding that must stand
in sharp contrast to the dearth of empirical data to
support the clinical use of neuroleptics in this
group. The occurrence of TD is, not surprisingly,
rclated to the patient's toral lifetime exposure to
neuroleptics. Dyskinetic movements tha: *break
through.” i.e., that are manifest on maintenance
neuroleptic doses, predict a particularly severe
and persistent course. However, the large majority
of cases of TD — even severe and persistent TD
— may not be apparent while patients continue to
receive neuroleptic drugs. One may surmise,
then, that epidemiologic surveys of TD that do
not include trial neuroleptic withdrawal periods
will necessarily underestimate the frequency of
TD. On the other hand, a substantial number of
the dyskinetic movements which arise within 4
weeks of neuroleptic withdrawal will remit spon-
taneously; such cases are better classified as
“withdrawal dyskinesias.”

Clearly, although advanced age may increase
the risk of TD (Smith & Baldessarini, 1980),
youth, at least in combination with mental retar-
dation, does not confer protection from TD. In
light of this serious risk, it is noteworthy that very
few of the patients in these two sampics actuztty
ncedcd 10 _beon-acurolopicmedication, In the
North Carolina group, only 11 of 38 patients had
to return to neuroleptic treatment; in the
Michigan group, none rsturned. When behavior
problems fullowing neuroleptic withdrawal did
arise, they were usually time limited, or readily
controlled using behavioral or programmatic ap-
proaches. Many of these behavior problems ap-
peared to be concentrated in the immedijate
postwithdrawal perind, suggesting that a period of
behavioral instability occurs following
withdrawal. Physicians who withdrew mentally
retarded patients from neuroleptic drugs should
not take this postwithdrawal behavior deteriora-
tion as a mandate to immediately resumne treag-
ment with neuroleptics.
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Naurcleptic Ssrum Levals in
Mentally Retardad Boys

James C. Harris, M.D.,! Larry E. Tune,
M.D.,! Michael Kurtz, M.D.? and Joseph T.
Coyle, M.D.! : .

This is a preliminary report on the measure-
ment of serum neuroleptic levels in mentally
retarded children and adolescents. The in-
vestigators have measured neuroleptic levels in 60
patients on a variety of neuroleptics (haloperidol,

65

Until recently there had been no simple pro-
cedure for the measurement of neuroleptic serum
activity levels. However, a radioreceptor assay
described by Snyder and Creese (1977) based on
competition of neuroleptics in plusma or serum
for the binding of [*H]-spiroperidol to dopamine

receptors may serve this function. The assay |

measures dopamine receptor  blockade and,
therefore, detecs active metabolites as well as
parent drug acnvity. This is a distinct advantage
for thioridazine which has scveral active
metabolites.

Previous reports by Tune, Creese, Depuulo,
Slavney, Coyle, and Snyder (1980) and Cohen,
Lipinski, Pope, Harris, and Altesman (1280)
have demonstrated a correlation between serum
levels of neuroleptics and therapeutic response in
acutely psychotic patients during an  acute
episode. Both studies showed poor correlations
between oral dosage and serum level.

Myers, Tune, and Coyle (1980) have used this
assay to manage schizophrenia in childhood at
Johns Hopkins. The current investigators are
now studying the use of the radioreceptor assay in
the retarded where both thioridazine and
haloperidol are approved for use in the manage-
ment of behavior disorders.

Method

Sixteen moderately to severely retarded 9-15
year-old boys taking thioridazine as a single treat-
ment participated in the study. All are residents in
a well-staffed and well-supervised behaviorally
oriented institutional sctting and are considered
to be paticnts who are the most difficult 1o
manayge. Each subject had been on the same
dosuge of medication for at least 2 weeks.
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chlorpromazine, trifluoperazine, molindone, Five milliliters of blood were drawn from each i

thioridazine). However, a summary of ncurolep- member of the study population 2 hours after 1'

tic blood levels in 9-15 year-old boys taking  supervised oral administration of the medication i

thioridazine for behavior management is the sub-  to obtain peak blood levels. Specimens were cooled b

ject of this report. and allowed to clot over a 2-hour period, cniri- i

fuged, and the serum irozen at 70° C in glass 'r

P— tubes. Assays were performed in triplicate. "

*The Johns Hopkins University Schoul of Medicine and Huspital, On the day before the blood specimen was ob- ",
Balumnze, MD 21205. -pe 2 P X

*The University of Pennsylvania School of Medicine, tained, the Spragnr Resident Behay "o C’ICCUISI ’

Phiadeiphia, PA 19104, was completed by the case manager. -
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APPENDIX 6

Lecenbar S, 1953

Dr. Stephen E. Brasuning
Departaent of Psychiatry
VWecteIn Peansylvania Peychiatric
Iestitute and Clioic
University of Pitzstureh Scnooul of Modicirne
3511 U'Hare Strest
Pittsturch, PA 13261

Dear Steve:

This {» & follow—up letter to wmy Suedasy, December &, 1903 telephone ccil to
your home, and your early call Lo me l'onday worning, NDecember 5, 1333,

This lettec 48 writter in the context ¢f my fzitiaticy a Pancl cutitled
“Tardive Dysiioesta: Prevaulence, Tiar Courss, aad Recent Litization™ {or tr«
Axerican College of Neurevpuychopharmacolozy (ACNP) Decembler 1S to 14, 15E3
sncusl meetiag sod my invitin: you to prescnt at that Panel fu »y June 26, 1303
Jetter to you geg the four oOther pruposed participants,

Ke discossed ip our Dercewber 5, 1962 phore comversation the Giscrepancy
tetween the pusber of sublacts (45 of an eriginal 57) repoted in yoor abstract
for tiie AGP meeting and the number you Row find you hare wsable data ec, nat.ly
25 sudiescts for ooc additional 4d-moath evaluariosa rather than, as regortec in
toc sbstract, 45 sudjects with E-sonth evaluatione fer an additions) 2 yrare. 1
nuted the eriginal 57 subjects were froa Coidwater Pejifonal Center (CRL),
Eichigan as reported 18 Cumalticxi, Breuning, 3cbroeder, and Quade. Tarlive
éyskircsia {u wentally retardec children, adoleecents, and youny asdults: MNortl.
Carclina and Michigasr studics. Fuychortarpacolony Pulletin, 1883, 1%, ho. I,
62-45.

Vien T called Dr. Real Cavidson of CrC op Aoveminr 2% and v, 1983 atout
thiu prollem, be told me it would be “near 4 miracle® ror the date to be
collacted fo 1931, 1%22, anc possicly 1982 without him knowing about it.
Inetea?, Le toléd o< he did not “koow who they ore or where they are” in
reference to tue 43 subjects. I tried tu eall you about the issue Decemder |,
1963, but your secretary told mu you would Le out of town unti) late Decemaer J,
1983, hence tbe Sunday call to your home.

As 1 told you {n our Drceaber 5 plonc eall, I sciteve thut you stould

vithdraw the proposed (ajet, althouph we ajried tc talk shout the matler spain
on Tursday, Decesmsber €, 1783,

a1
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tu 4 cays) the oar=* o1 il- nushaze 0 the sudjects aiscusfed in your ACET
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ca.l), ULEIT srs, thel1r apce at Dejinoiag ut the stacly, &nd the dalcs ol
cvilvation ar< the na~s or 1nitiala of the CREC employres (attuniante as you
fndlcate! Ln aar Zeceatet & cail) raluating thez ‘er efther The 2-ycar
fullow=us 88 feopulffed 3m the arsirsct or the preae call sudiifcuticn of o
au-.itivnal &=pont! .~ aeiusticn,

=1 1Ef0rREL10L (8 RicosxarTy tO w203, Incseondent.y the wvaluations at. i
clariiy €9¢ dlscr-jsuCievs noliu abivt. Aln, L wetdt 5 B CP3pille SXjicnntion
i ey &5 sgdjects wers TonaTrad AT the alsagract, inf L7 FUEZ+ T Wil Clnye” Lo
o9 1e your Recemdvt 3 cuedl, Sav cehy (Pe pOkLer of weelusllous wia drastically
rrmecens s roe J (43 suljecrs > & evaluallors = evorv o aontls Yor
Jio0sL subtecta 4 ) evaluat:on at & tunthe).
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APPENDIX 7
University of Pittsburgh

WESTERN PSYCHIATRIC INSTITUTE AND CLINIC
School of Medicine Department of Psychiatry
Division of Child and Adolescent Psychiatry

December 7, 1983

Robert L. Sprague, Ph.D.

Institute for Child Behavior
and Development

51 Gerty Drive

Champaign, IL 61820

Dear Bob:

This letter is in response to your letter dated 12-5-83. In your
letter you request clarification on several points raised during our
phone conversations on 12-4 and 12-5.

First, you will find enclosed a copy of the information I have
lTocated. This includes (a) age, sex, IQ, medication, medication dosage,
and years on current medication for the 24 clients, and (b) baseline,
weeks 1, 4, 8, 16, 52, 80, and 96 WESC.data. A1l I could locate was
the raw data for the last assessment (96) on these clients and WESC
summary data for weeks 1, 4, 8, 16, and 52. Two points warrent comment.
First, I have yet to locate the other raw data or the suybiject indentification
Code sneet. This information 1S now three years old and has not been
reviewed in some time. I understand the verification problem this
leaves us. Second, as you review these summary sheets note that they
were developed for another study and used here for economy. Disregard
the running-head and reference to nurses. Also, after you receive
this information give me a call and I will answer any questions you may
have on interpretation.

Second, 45 subjects were identified in the abstract and this was

changed to 25 (actualTy 28=25) in our phon Do AUSe e
erent_components of the study. The 45 clients

reriect those individuals who were supposedly followed after [ left
Coldwater. Following a review of the data on these clients and phone
calls to Neal and several others it is clear that there are major
problems and that these data are not useable. The 25 clients you refer
to are the 24-25 clients who I said I was able to get one last
evaluation on prior to leaving Coldwater, Thus, the number of
evaluations was changed because we were discussing different subgroups
of the clients. The 24 clients were ones I had personally assessed

and thought might still be presentable at ACHF.

——

’

3811 O'MARA STREET, PITTSBURGH, PA. 15213 (412) 026 s
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Robert L. Sprague, Ph.D.
Page 2 .
December 7, 1983

However, given that all of the raw data is presently not available
and, more importantly, that the subject identification sheet is aiso not
presentlv available I agree that the da hould not be presented at
ACNP, Obviously 1 amhopefal that this Informatiae iy orenied at
Further, as I discussed with Tom, I do not believe that any of the data

should be published until the subject identification Sheef and raw data
are located.

—_—

Sincerely,

‘fg:g}e_~r4L.

Stephen E. Breuning, Ph.D.
Assistant Professor

ENCLOSURE

cc: N. Davidson
C. T. Gualtieri
D. Kupfer
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An Applied Dose-Response Curve of
Thioridazine with the Mentally Retarded:
Aggissive, Self-Stimulatory, Intallectual,
and Workshop Behaviors—A
Preliminary Report:

Stephien E. Breuning, Ph.D.?

Neuroleptic drugs are frequently prescribed for
the mentally retarded in an attempt to suppress a
plethora of unwanted behaviors. Surveys span-
ning the past decade have consistently shown that
40-50% of the institutionalized mentally retarded
reccive such drugs (se¢ Breuning & Poling, in
press, for a review). Most recently it has been
found that similar use of neuroleptic drugs occurs
in cominunity foster homes and group hornes for
the mentally retarded (i.e., Cavis, Cullari, &
Breuning, in press). In both institutional and
community settings thioridazine is by far the most
prescribed neuroleptic with this population, as it
accounts for 60-70% of all neuroleptic drug

prescriptions.
Despite its wide use, little is known about the
therapeutic and contratherapeutic effects of

thioridazine. In three recent reviews it was con-
cluded that thioridazine may be uscful in reducing
aggression, general motor activity, and sell-
stimulation with the mentally retarded (Aman, in
press; Breuning & Poling, in press; Ferguson &
Breuning, in press). However, these reviews also
point out that evidence of therapeutic effect is the
exception, not the rule, with thioridazine and the
mentally retarded. The issue of therapeutic effect
is further confounded by data from several recent
reports which suggest that even when there is a
reduction in symptomatology, there may well be a
concomitant reduction or disruption (increased
variability) in adaptive/habilitative  bchaviors
(c.g., Breuning & Davidson, 1981; Breuning,
O'Neill, & Ferguson, 19380; Singh & Aman,
1981).

While these findings have consistently been
replicated in incthodologically sound studies, only

"Thus sudy was suoported in paa Ly USPHS Grane MIT 32206
from the Nauond Insutute of Mental Heaih

"Deparnnment of Prychuatry, Western Paychiatne lasisute and
C;-_’mc. Unisermiy of Pittsburgh S, hud of Med.cine, Putburgh, PA
15261
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one study (Singh & Aman, 1981) has attempted to
examine thioridazine effects in a dose-dependent
manner. It was found that a low dase of
thioridazine was as effective as a much larger dose
in controlling self-stirnulatory behaviors. The pres-
ent rcport represents the initial findings of a study
designed to further the findings of Singh and
Aman (1981) by assessing the dose-response pro-
perties of thioridazine with mentally retarded in-
dividuals across four response measures, nine
dose levels, and a placebo condition.

Mecthod
Subjects

The subjects were 84 non-autistic, institu-
tionalized, mentally retdrded individuals between
the ages of 13 and 27 and with IQs ranging be-
tween 34 and 59. Informed consent was obtained
for each subject and there were approximately
equal numbers of males and females. In total,
there were 14 responders and 14 nonresponders
assessed for aggressive _behaviors, . and—.6
responders _and 16 nonresponders assessed for
sell-stimulatory behaviors. For the intellectual
and workshop behaviors there were 14-14 and
15-15 responders and nonresponders, respectively.
Most of the individuals being assessed for the ay-
gressive or self-stimulatory behaviors were also
individuals receiving cither the intellectual or
workshop tasks. There were no individuals assessed
on both adaptive measures, and those assessed for
aggressive bchaviors were not cmiting  sell-
stimulatory behaviors and vice versa.

Procedure

Each dose and placebo condition lasted fi
weeks with halfl of each group (e.g., 7 of 14
responders) receiving conditions in an ascending
order_and half in a descending order (8-7 or 7-8
for Workshop). Because of the clinical nature of
the study, these subject assignments were not
prepared randomly. Rather, half of the snbjects
had reached the highest dose as part of clinical
treatment and were now withdrawn, The reinain-
ing hall were determined clinically appropriate for
initiation of neuroleptic treatinent because of the

above-mentioned symptomatology. Double-blind

conditions were in eflect throughout, as neither
T ———

r]’,'%'f
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sta{T nor subjects were aware of conditions or
dose. There were two equal dose administrations
daily.

Definitions of aggression and self-stimulation
were in observable and measurable terms and
recorded by staff in 30-minute intervals, 24 houss
per day (see Breuning, O'Neill, & Fercuson,
1980). Reliability checks were made by indspen-
dent observers on a random selection of four
30-minute intervals per day. Mean celability was
87.4% with a range of 76.3°3 1o 92.4% across

ays. Intellectual behaviors were assessed using
the procedure described by Breuning and David-
son (1981). Briefly, subjects received intellectual
testing (Stanford-Binct, Form LM) under condi-
tions where correct responses were reinforced
with edible reinforcers selected on an individual
basis. Workshop behaviors were assessed using

‘plot analyses of "variance

T
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procedures described by Davis, Poling, Wysocki,

. and Breuning (1981). In short, the number of

13-part coaster bicyele brakes (Bendix RB-2)
assembled on an individual basis were counted. -
Completion of 0-7 of the 15 parts counted us 0
completion, 8-14 of the Pasts as one-half comple-
tion, and 15 parts as one completion,

Results and Discussivn

The Figure shows the results from each
response measure separately for responders and
nonresponders. Data were analyzed using split-
(one per response
micasure) with repeated measures and post hoc
comparisons following Tukey's honestly signifi-
cant difference (HSD) method (see Kirk, 1968).
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FIGURE

Percentage of change from the of-drug condition (O mg) plotted separately for responders and nunresponders and each
fesponse mearuic across the placebo condition (P) and nine doses.
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Data in + . Figure are plotted as percentage of

change from the off-drug cendition (0 1ng) across
the placebo (P) condition and nine doses. Data fur

the zggressive and self-stimulatory  behaviors

refiec: daily frequencics; intellectual behaviors
(IQ-SR+) reflect intelligence test scores; and
workshop behaviors reflect the number of parts
completed per session. Dosc levels are plotted as
means with no subject having more than a + or
-~ 4% deviation from the mean.

For the responders, a dose of 5.9 mg/kg/day.

way optimal for reducing aggressive behaviors
and it douse of 2.5 ng/kg/day was optimal for
reducing self-stimylatory bebaviors (9<.01).
Higlier dases had little additional etfect except for
a loss of behavioral control; i.e., increased fre-
quencies of target ‘behaviors (p<.01). For the
noniesponders, the frequencies of aggressive and
sell-stimulatory behaviors showed no substantial
chunges at the lower doses (p> .03) but began to
worsen 2% thioriduzine doses increased (p<.01).
Fur both responders and nonresponders, there
were significant decreases in intellectual and
workshop behaviors at even low doses (p<.01)
and a continued worsening as the dose was in-
creased (0<.01). Performance in the IQ-SR+
task was substantially more sensitive to dose
changes than with the workshop task. For all
response measures and both responders and
nonresponders, identical dose cffects were obtain-
ed regardless of ascending or descending order of
conditions (> .05).

The results from this study are clear. Mentally
retarded individuals showing a beneficial re-
sponse to thioridazine treatment (responders) will
likely have the greatest suppression of aygres-
sive behaviors occur at a moderate dose (about
6.0 mg/kg/day) and the greatest suppression of
scll-stimulatory behaviors occur at a fairly low
dose (about 2.5 mg/kg/day). Regardless, it is also
likely that there will be a cuncomitant decrease in
aduptive/abilitative bebaviors. For nonresponders,
there may not only be a failure to show sup-
pressed inappropriate behaviors but also a worsen-
ing of these behaviors (behavioral toxicity) along
with a decrease in adaptive/habilitative behaviors.

Tlere arc two additional points worth making.
First, preliminary correlational and discriminant
function analyses show no significant relatoaship
between psychiatric diagnosis or other possible
predictor variables and whether or rot an -

-

39

dividual was a responder or nonresponder. Sec-
ond, the equal numbers of respunders and non-
responders in this study should not be interpreted
to mean that 50% of the mentally retarded re-
ceiving neuroleptics will be responders. The
reviews cited earlier suggest that only 10-15% of
the mentally retarded receiving a neuroleptic will
show a benelicial response.
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University of Illinois Cradnae Colloge

¢ - i 107 Coble Hall 217 333-0035
at Urbana Champalgn 801 South Wright Street

Champaign
lllinois 61820

April 18, 1984

PERSORAL & CONFIDENTIAL

Ms. Lorraine B. Torres

Associate Director for Extramural Programs
Department of Health and Human Services
National Institute of Mental Health
Rockville, MD 20857

Dear Ms. Torres:

Enclosed please find the final report of the Committee appointed
by me to review the allegations of misconduct on the part of

Dr. Stephen Breuning, at the University of Pittsburgh, brought to
my attention by Dr. Robert Sprague of our Institute for Child
Behavior and Development. Supporting materials are attached as
appendices.

All parts of the report are confidential. We have not been asked,
nor do we expect to share our findings with the University of
Pittsburgh until such time as we are informed of the status of the
internal investigation being conducted. Then if a request is made
and is justified in terms of regulations and law, we will forward
a copy to the appropriate authorities there.

I hope you find this report helpful. If there are questions,
please feel free to communicate with me or Dean Elaine Copeland.

Sincerely,

Theodore L. Brown
Vice Chanczllor for Research and
Dean, Tbz Graduate College

TLB/EJC/aw

Enclosure

cc: Elaine J. Copeland




University of Illinois Graduate College CONFIDENTIAL
Y » 1 107 Coble Hall 217 333-0035
at Urbana Champalgn 801 South Wright Street
Champaign

Illinois 61820

April 9, 1984

TO: Theodore L. Brown, Vice Chancellor for Research and
Dean, The Graduate College

FROM: Douglas Bernstein, Department of Psychology
Robert Linn, Department of Educational Psychology
Martin Maehr, Institute for Child Behavior & Development

2?(/
VIA: Elaine J. Copeland, £xecutive Secretary
SUBJECT: Report on the Investigation of an Allegation of

Academic Misconduct

What follows is the final report of the Committee to review

allegations of misconduct on the part of Dr. Stephen Breuning, a

member of the Department of Psychiatry at the University of

Pittsburgh, who has collaborated in research with Dr. Robert L. Sprague
of our Institute for Child Behavior and Development (ICBD). Enclosed are
the answers to your original questions outlined in your charge

letter appointing the Committee (Appendix A). Supporting materials

are included as appendices.

1. Is there reasonable basis for suspecting fraudulent scientific
practice on the part of Dr. Breuning with or without the possible
complicity of other co-workers?

On the basis of the December 5th letter Dr. Sprague sent to
Dr. Breuning, the December 20th letter Dr. Sprague sent to you and
oral comments received by the Committee, there appears to be a
reasonable basis for suspecting fraudulent scientific practice by
Dr. Breuning. (See Appendices B and C.) ’

2. Is there evidence of complicity or willful participation in such
fraudulent practice on the part of Dr. Sprague, or any other
University of Illinois faculty or staff who have been associated
with Dr. Breuning during the course of this research?

No, to the contrary, the Committee emphasizes the fact that
Dr. Sprague took the initiative and brought this matter to the
attention of the appropriate persons even though he was fully aware
that his allegations might jeopardize future funding of his National
Institute of Mental Health (NIMH) grant. In general, Dr. Sprague
appears to have behaved in accordance with the Campus Policy on
Academic- Fraud and Misconduct and good professional practice. (See
Appendix C.)

3. Did Professor Sprague exercise ‘'easonable diligence and take
appropriate actions in notif: ng responsible officials at the

University of Pittsburgh, <lhe National Institute of Mental
Health, and elsewhere, of his findings and suspicions?

160
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Yes. A review of Professor Sprague's letters and the personal
notes of Associate Dean Elaine Copeland and the Campus Policy of
Academic Fraud and Misconduct (see Appendices B, C, D and E)
indicates that Professor Sprague was judicious in bringing this
matter to the attention of appropriite administrative officials. He
initially discussed bis concerns with Dean Elaine Copeland, Graduate
College liaison for the Institute for Child Behavior and Development
(ICBD), and with Associate Vice Chancellor Linda Wilson, Secretary
to the University of Illinois Research Board. At an appropriate time
he apparently also presented his concerns to Dr. Breuning and
formally notified the apropriate authorities at the University of
Illinois, at NIMH, and at the University of Pittsburgh.

As a result of a telephone conversation between Ms. Lorraine Torres
and Dean Copeland, you asked the Committee to address the question
of the impact of Dr. Breuning's data on the research and
publications of Dr. Sprague. In response to this request, Dean
Copeland requested the information found in Appendix E. The
Committee reviewed these materials, met to discuss their evaluations
and the Committee concluded the following:

1. The data used in Dr. Sprague's research were independent of those
of Dr. Breuning.

2. There was no indication that the research conclusions of Dr. Sprague
have been affected by Dr. Breuning's data.

3. Thus, the Committee concluded that there was no impact of Dr. Breuning's
data on Dr. Sprague's work.

In summary, the Committee believes there is reasonable cause for a
thorough investigation. It is assumed that this investigation will
be conducted by the University of Pittsburgh. We believe that the

results of that investigation should be provided to you.

EJC/aw

Enclosures s
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APPENDIX A

¢ =5 wanUniversity of Illinois Graduate College
s U -Chzmpaien 107 Coble Hall 217 333.0033
at Lrbana CA cl p o 801 South wl‘ight Street . : ; cu"nnmm[
. Champaign % :
) 5 v ... Ulinois 61820

December 28, 1983

CONFIDENTIAL

T0: Professor Douglas Bernstein
" Professor Robert Linn
Professor Martin Maehr

FROM: Theodore L. Brom

SUBJECT: Investigation of a Potential Instance of Academic
‘ Misconduct .
Professor Robert L. Sprague, Director of the Institute for Child
Behavior and Development, has reported to me an instance of
suspected fraudulant scientific pPractice on the part of a close
colleague of his, a Dr. tephen E. Breuning, of the Department of
Psychiatry, Western Pennsylvania Psychiatric Institute and Clinic,
University of Pittsburgh School of Medicine, 3811 O'Hara Streert,
Pittsburgh, PA 15261. Dr. Breuning has been partially supported on
a4 grant from the National Institutes of Mental Health, MH 32206,
-and he has received two subcontracts funded by this grant to the
University of Pittsburgh, in 1982-1983 and 1983-1984. Dr. Sprague
bas- outlined to me in a lengthy letter, dated December 20, 1983,
. the various evidences upon which he bases his conclusion that .
~ +-  fraudulent scientific pPractice may have occurred. .

I am asking you to serve as a Committee of. three, with Associate
Dean Elaine J. Copeland as Executive Secretary, to carry out an
investigation of this instance of suspected fraudulent pPractice.
It is vitally important to the interest of the University of
Illinois, and to Professor Sprague, that this matter be evaluated
- -as rapidly as possible. -

I ask the Committee to make the foliawing determinations;

1. Is there a reasonable basis for suspecting fraudulent
scientific practice on the part of Dr. Breuning, with or
without the possible complicity of other co-workers? #

2. 1f the answer to this first question is yYes, is there any
evidence of complicity or willful parcicipation in such
fraudulent practice on the part of Dr. Sprague, or any other
Univegrsity of Illinois faculty or staff who have been
associated wich Dr. Breuning during the course of this
research? ' we :

102




I T CONFIDENTIAL -
WIRSREEE © U e o
3. 1f the answer to the first question is yes, did Professor

Sprague exercise reasonable diligence and take appropriate

actions in notifying responsible officials at the University of

Pittsburgh, The National Institutes of Mental Health, and

elsewhere, of his findings and suspicions?

I believe that the Committee can best begin by meeting with
Professor Sprague, to learn from him in detail the basis of his
concerns. You will also wish to meet with other U of I faculty or
staff who have had contacts with Dr. Breuning in relationship to
the suspected research activities. T presume that during the time
you are undertaking your investigations there will be a concurrent
investigation at the University of Pittsburgh. The Committee will

= .. be kept informed of the progress of that and other investigations
as information becomes available to us. ‘

In addition to a report from the Committee that deals explicitly
with the matters raised above, I would value advice from the
Committee as to how the University might best proceed to minimize

. any adverse impact, should the fraudulent practices which
Professor Sprague fears have occurred be substantiated by more
detailed inquiry. '

Finally, I ask that you conduct these activities with the utmost
attention to confidentiality. Other than contacts with additional
) University of Illinois faculty and staff as are required in order

to carry out the investigation, these matters should not be

‘ . discussed with anyone other than Professor Sprague, Dean Copeland
or myself. All written materials relating to this matter should be
kept in a secured place, perhaps a locked safe or at your
individual homes.

An investigation of this kind all of us an unpleasant

matter. I very much appreciate yo. i1lingness to undertake this
important and sensitive responsibility on behalf of the ; o
University.

TLB/aw

cc: Elaine J. Copelandv
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| . CONFIDENTIAL

Ceconber 5, 1953

Dr. Stephen 2, Erauning
Lepartaent of Puychlatrry
Western Fennsylvaais Psychiacris
Institute and Cliage
University of Pitiskorgh Schoni of Hecicine
3511 U'Mara Strese T
Pitisburzgh, PA 15254

Desr Stive:

This is a fOllUU‘UD ).c:t-.'r Lo &y :Sunc.‘nv. DGECQH::L'K' &, 1553 tl'lk‘b.'."‘!'-l! caii to
Yy ’
your ucne, aua yOuT CAriy cail a8 ze lonagavw l}()rl\lllr,, Decurver 5. 537,
bj b s s

This letter iy written in tile contuxet cf nvw initlating a Varel cacitles
“Taraics Dvsiipesia: Prvelense, Tioe Course, ans Rucont lazization™ for e+
Ametican Colluge of chtupsychopharancoloay (ACED) Decemter [ Lo-13, 1383
s#naual mewtins and 4y laviting you to present ot SRAC Panel f0 pv Juna 28, 1357
iceter To ynu and the four Other propusud partielnanca. :

We discussed {n our December S, 1983 phone comversation the discrepancy
btetween the number of subjecta (45 of an criginal 57) repoted in your abatract
for the ACHY meetinz and the number You new £ind you have usable data or, wmely "
25 subjz2cts for coe additional 4=zonti; evaluation Tether than, as rerorted in
cae abstract, 45 subjecte with G~=onth evaluationz for &n aaditiozsl 2 years. J
nutea tie origiral 57 subjects were from Coldwater ¥czional Center (czc),
Jdchican as reportad in Gualticry, 3revning, Schiroeder, and Quage, Tarzive
Cyskineslu {n menctaliy retarded ctiliren, adolescents, aad young adules: jiorel:
Carolini ung Michizan stuiaiss, Pavclooharracolavy Tullecin, 1983, 18, ¥%e,

i,
Hd=65,

Wixn [ ealled dr. Neal Caviason ot 73C on Novenmber 29 and 39, 1963 anout
THh1S Droulia, fe toln ue iz wvoule be “rear A miracieT ror she data to ¢
coidicted In tvag, aW%2, ana #08812)y JYZ3 wvitheut hiao “nouing atout L.
Invtend, o £oid 2o ke Ald not “inow wio Ciley are or wvhere they ara” in
VYOI PTLNC: €0 S &b Tuljecti, I ericd ta S34d vou zhout tha isuue Treombar !
1483, ~uc SENTLTCETCTury tode 13u wou would e out ol Cown uneil
3L, lenes g Tunday eall ga your oo

iete Lucembor S

oo b iola wrg tn ong JTeemdET § shens cali, T seileve chiet vou stoul
vitnarge .., Prupaed nhdel, aicheush we seorcca te palk arout the =ACLAr wagin :

OB DRBiar, Lecemoer fra dunis,

14
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Dr. :‘l:g‘ph:
Deceunber 5, 1583
Page Two

Sincx chis sericus problem kas arisena 2bont the Qusber 0 SUO;ACEZ, The
nunber of avaluctions, znd who d1d the evaluzticns IR CYOUr LITLIVE A¥3ainssiag
fotlaw-tp stuar, [ =usl roquest thut You :JIve D 08 S00UR &3 possible (witnin 2
tu 3 cayy) tuw names or ID numders of the suaicets discussed in yanr Al
abstrast (althec 45 as originally reported ar I5 as mcdifiou in your Dscemper $
call), thair sex, their age at bsginning of the study, and the dotes of
cvaluarion and the zames or 1aitiela o the (RC emplovess. (stTtendants as you
indicacted lo our Decemoer 4 cail) waluatins them for aithar tha 2-jear
follow=-up as reported in the abstract or thie arene call mowificaticn of one
edditional 4=-menth cvaiuaticn.

Fhis fzlcrmaticn i3 noczssary to variry indeyhnduntly\:n: evaleations sua
N . clarify the diserrrancivy nofed above. Also, I want a mors enaviste axsisnarsen
of wity 45 mudjects vera ropartsd in the abatract, hut tne nunver was chungad Ty
25 1o your Decerosr § call, anc wey the pucter ol wvaluatlons was drastically
< reduced 1rom 1#U (43 sudjects = & rvaluscions = every » months for 2 ycars) s
23 (25 sudbjeets = | evaluation 3t 4 months).

Sioez this prodlen involves Dr. lleal przvidpon anmd Or. C. T
and since we Jiscusszd them in our Decemder 5 wnoce eali, I uz o
copy ot this lattar.

‘ ' Sinceraely,

Vorert L, Hprajul, Sh.l.

g

ortas Gusitiory
Snuang thee a

director )
BLS/sb ' - RS : .
ce: No. A, Davideon, .Loldwater Regional Cancer :
Ce T. Cualtlerl, Iniversity of North Carolina ) k .

= &
- :
ey LI »
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S | CONFIDENTIAL

Decewdar 20, 1263

Vean Thoocore L. 2rown
Craduate Coliege
107 Coble Uali

Dcar Ted:

. It 4s with regret and considcrable persenal sorrow thot It g necessary to
write to you about suspected fraudulent scientifiic practicaes of a close
collecaque, Dr. Stcphen E. lrauning (Dzpartcent of Fsychiatry, wWestorn
Pennsylvania Psycliiatric Imstitutz and Clinic,’ un‘veraztl ot Pittscurzh Scihzod
of Mudicine, 3211 O'Eara Streec, Pittsburgh, PA 15251, telcshana cunber
412-524-2331). Steve nas been partially supportea by my grant 4 322086, and he
has received two subcontracts funded by this grant to the dniversity or ’
Pittsburgh in 1942-03 and 1983-54, The facts are iisted velow in cutline form
to aid in statement of the situation and details which arp somcetimes technical.

A. Chronclosy or w@rents

1. On Septenter 22 and 23, 1943, I vistud Steve 3s 15 mv practice to visit
rourinely tiic sitas wiwre colilavorutive ressearch iz being conducted as part of
my grant. Steve znd Vicky Dovis graciously invited me to visit thair new hone
in a Pittsburgn suburb and to stay overnight with thee. While oiscus3ainy
research the Thursday ovening of Sceptezmber 22, ! mentioned the difficulcy we
were cxparicaciag in obtaicing high interjudge reliadbility on the tardive
dyskinesiz (ID) ratings using the Dyskinesia Identification System = Coldwater
(DIS-Co) at wmental retardation facilities in Minnzsota where my research is

«-being conducted. Vicky vesponded that interjudge reliability was not a problem
in her TD studics because. she was obtaining 100X reliabllity with nurses as
Taters. although T did not say much in reply. I was shocked and immediazely
alerted to the oessibility of unsupportable data because I Jo not think it is
possible for anyone, no mstter how shilled a researcher, to odtain perrect
agreement Letween Cwo Tatars iz an arca as complex as judging abrnorcal moverents
associatea wvirh T0. The next day fyrther dounts were aroused when Steve and I
discussed nis rasponder and uwun-responder data and the near perzfect oistinction
In nis varicus ceasures betwean these two cacegorics of response to rsychotropic
drugs.

2. Steve Licily 2eve we a“copy ot his Iirst Proczress Report on his jrant ot
the Universicy of 2ictsvurgh ontitled, “Stimulacc Drurs with che !entally
Retarceu”™ WI/UR 37449 (Appendin 1) wnich covered the pericd frem July 1, 1282 =
Juue 20, 1382 (alticougn 1984 is 1isted on paye 4 of the 2epart, the date secns
tc S¢ a.mistakc). «ecause or tha svents montionces In AJl. atove, T read the
Tepurt very curerully on the plaae sack home. Huf® wsusplcions adout nis uata
were arouscd, cnly wne of which will b2 centione:. L the reperc covers. only
cne calsndar year. then 251 working azvs (355 davs minus 104 woekend days) ars
availadle not subtractin holfuays.

N SN e

5-:.*. .pyv)"l‘ - 1 r\()'ao‘-
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ou n it %
udien, 2
Dean Theodore [, Croun
Becoembnr 2G| 1533
Pape Tuo

Facts on Stuules, tumbnr of SubieCrs, and leazth of Sturies donort.ed
in Bu/HD 37349 Proscess aenort

Stuay Mucher Sulilects Seasicns per T Taral lenzeh ot
Suijecs Sessicrn Study {a Savy
] s =7 < .
oz 1 51 33 ?
3 12 7 ¢l <9
4 24  ; 16 ay
5 15 b 129 53
& i 4 AR id
i 11 7 ] <}
Totals T ad ] 173

Assumung that the 7 reported studles wore ponavetcd censxcutively (it souny
uwnlikely thot tiw or merc of she STuGias could net bLe eoasducted concursently
censidering the licitations er the Aubiect ecopulation and availatility o
XpeTinental roomy), thon 1t Is d1071cuir to nrdtrscava how 273 ceudy <ays (i
total number of dave ic took te comulste 3 studisa not counting studics 1 aca 2)
could de completad tn 25) vorting dava, loreuwvaer, these caleularicns Lo net
raice into accuount she orsizary circumstaucss of L{re tit, at ieast, I ao alwavws
vizgued with in an SRperinent: suljucts who oisu APPOLINLOEnts, regearci:
asristants who beccnme siekx znd 7iss work, cauisment Ureazdowns, #te.

3. as soun a¢ pessfile after arTiving toma, I called togatner a fou close
colleagues who were femiliar with Steva and his rescarch. Lu September 25,
1983, these three pevple from the Institute for Chiid Zehavior and Develorment
fel with me in my office to discusse esoblema ~it) his Jdaca: or. Esther K, -
Sleator. a pediztrician who wet Steve in 19792 wher he firse visitaa che
Institute and who has peasd his Pdpers; Us. Riza K. Ulloann, 5 Researcl: Aasociate
%0 Iirst introduced me to Stwe and whe was quite iasiliar with his r=earch:
ana Nrs. Janis €. Zuscli, a Research Assistazt who jiad cosplatned LG ¢ a muober
ol wonths previoualy about Steve's 7apers and articles befog “too gova™ ang “too
consiatent” to he ‘true, Since oy suspi zionn were tazsed on “soft inforrmation,”
ve discusaed what siiould bu on auPropriate couurse of actica. - =

G. As 2 lirst ytem to clarity tus situation. I hezan to look more closeLry
at Steve's writings and closely laspect the rerorted rosules. Purineg thiz tine
one uf his Srant zonifeatiens to the Mucch of Nizes with Pr, Pacrien Acrles, a
Fusat Doctoral Felluw ar sie linfversity of Pitisburgh, was 2ent €o o i1or Tuwiocw,
and L declined to roview 1o,

5. On Zovesher 7. 1621, oe, sdchacl G, Asan (Nepartsent vf Pavehlatry,
fehwol of lediciae, Ualversity of Avekland, Privste Jav. Auehlaod, Now Zaalanid,
felephone numder 5 4«715-7:0) visicea S, aud thz tonic of Steve's tesaareh waa
centioncd in the coutiwe that !(ike way obtaining Jdiffcreat cenulea with
stizulant wecicdation tien Sreve nad Fepottra. T I fadlcat-d Steve's JUsE Trznanse

deta with stizuiant mvgicazion using teacter rating scules showed a Jdiffurane
Pattaern than ! wd other roeearchers had obtatned., The grst three adavs {

. ph e, R s o
ISRy ";‘-‘\," e -
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Ccan Thceodore L. drown : .
Lecenter 290, 1742
Page Ticee

visited irestitutions ia Hinnusora at the request of the Luurt Jemitasr in ghs
nelsch caze esd raard vore disturbing cocasnts sbour Steve's cata ons
activiciea.

6. Afrer meetiay with Zsther Slecator and Rina Ullmznn uzaln on ¥evaemSer 19,
1953, 1t was decided to contact Cr. Rounald S. Lipran (Jeirs Hopk!ius espital.
‘26, Phippes Clinic, 8SCO North YWolfe Street, Saltimore, 2D 21205, telepuona
ACL=395-3045) for a number of reasons: e was a scholar farmfliar with thne area:
- fie was retirted fres the Fsychopharmacolony Pesesrch Branch. of the lational
Irstitute of “ental Health (HIHMI) and wus quite xnowledegeolle apout fheir
. ' prorcdures: since s: was ao lenger in the cmployz=ent of NIMH, the phoae eall
could not be construed as an oificial complaint art that time to the agency, 2as
T wns r=luctant tu maze such an orfticial eomplaint due o tho “softness™ of oo
wvidence: and he was tndepaeadent of the jituafion and could, Chus, (197 unblasae
acvicae { callied =lm on Havenber 15, 1937, tic sucacquently regusstod =y
-peraission to skare cuntidentiaily che informatfcn with Tr. Mitcheil Tualter
(Apoiied Therapeutics and Healtn Practiccs Proyran, Hatisnal Institutye of Heotal
ftealen, Boom 9C-23 Farklawn Ruildinzg, 3c0f) Firners lane, lochvdill=, 10 22852,
tolaphone numner 301-%41-1C%5) tor nin advice and counsel, and T agrecc on Ciw
aula that the iofocpation would be kept conflidential and nac rerceived as an

‘ cfricial compiaint at that Feinc.

ve ALY ubstracet

le On June 29, 1yi#3 I dnvitad Steve and Jour otudT ncople £2 farticindta o
2 proposed cynvosiun LS e grasentog at thae annul maceting 45 loecemter of the
Apericai Lolieze of Huurn?sycnopharnncoln:§ (LL12); & copy o1 tuc lecters are ia
Appendix 2. The progosal was accepted, altuough Dr. Carch Grahaa subsequeotly
decliined to speak. * ’ )

2. Althouch [ requested abstracts of thelr pajpcra dy Getober L0, 1933
(Appendix 3), Steve scot oe a copy of his sbstracet (Appendix &), whick he cailea
Jdirectiy co AUNP mometime in llovember. Mote carefully that his descriotion of
tze followup study {n the abstriact stetes there were 45 sudjects followed rer 2
y=ars with (~porctly assessaenls.

2

3. 1 342 anc realize the possibility of a discrepuncy Letwern what was
writran in the shetrect and vt ! knew was possible at Colcwater Ze¢izaal
Caacer, Colzuater, Hichigan vbers the follow—up atudy was concucted until
Novepder 2, 1533 wien I ealled Or. C. “Nwomes Cualtiert (Departzeunt cof
Payet:1afry, Schoal of Medicine, University of Merth Carolfaa, Chaoesi Hill, ¥e
27514, eeleprune varver 219=%06=3121) ahout thy fitoc of three preuranms on
Lardlve dysiinedis which CN5 Newe Lroadesst nn the svenin: news tLat dav; loth
“om and 1 hod talsed to U5 lews ontensively atout the progran.  Tem centisrca
that Sgeve weuls be oregenting £ yuars of Sailiov=up U daca ac ACHP, and 1
SzerLaLilv crulined tiers siedt e o problom whaa T.nm Saas tnat casoent.

and NUDDLTVUS JSeTS WOLILECN Uy Stove. It lecams: Spparent that tie folluow=vy
stucy recorted in tue shsiricr.was a continuaticn of the nulitahed stucy of
uiTITTI, Arcuning, Schroeder, and Quece. Taraiva dysiloragg dn nentaily

‘ . (Bt maNt cav, Jovemoer 29, 1933, [ aceln careiuliy shieckod tha abstcact

S lr\8
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Lezu Thzodore ‘L. Croun
Decrnber 20, iSal )
Pcgs Four

rotarded children, sdoluscents, and young wduits: forth farfouifea aau ticBugan
studfus.” Fsvehorhisroacelomy Eullerin, ISNI, 1%, 0. 1, 2d=od {Apeendix 5. -The
Cualtinr!, ATCUNLNZ ¢ a3l papet Cieal., #£ited Che snubiectc were Iros Uoldwatsr
Tezlonal Cepter {zee page 02 of Aprucix 5). sSince 1 had visited delisarar
Center about three times after Stwve lelt there aout Jumvary J, (851 lar a
position et the Watversity of Pirtsturan, I was aware chat it was hizhly
unlikely that 435 subjects could e Followea for & sears after Lils Ja2sartur~. 70
cucez this furtaer on hwenber 22, 1%i3, I calieg ar. tleal &. Cnvidsen (Lircctor

- or Psyctological Services end Soizvioral Ireazaent I'rogroan, naldwatsr Regional
Center for Deveiopmental Discbiifcies, F. N, ¥ox lis6. Colewater, #1 49636,

s telephone augber 517-279-9551) who Kuniled D evaluatious feor Zaldwater Centoc.
He told me it would he "near a miracle™ for the ¢ata to ce culicc:ca vignous hiy
“unu.vcun and that Lie did noc 2now who “thicy [the «<usivcts| afe or wyiere tees
are.” 7o Le aogodutely cartsin, U ocutled Hin agair tre fexe _Jy. tevaener 3,

23 Lo rz=confirr his adxrider statazents.

S. I tricd to call Steve to conyennt niu with the discrenancy sstwaen The
arstrast scatcecals and Neal's statesmnzs, out I canid not reAach him since he
wa3 ous=nai-town until Sunday, Decezder 4, 1531 vhen T cailec hiz oC Leme. My
oiion=s call zné quesrions atout the disererancy surrrised Steve, to Say Lie very
teast, Y indicated 1 wouid sond tip an ezgrass icetter (Appenmsaln ©) e nest
day, decunbar 9, 183, reguasting supporting Godurmentaion off £¢ £rni3tyrcs o

the sutiects ami thwelr svaluacfons. ‘

6. A few nalnutes arfer #:W a.xm, Moaday, Ducumber 3, 1933, Stove salled e

ha geored vory uosat. Me dadicatad e had morsed all aignt atrer oy cail anms -
that nme could mot iiad wl) The susporting docunentatioa which I resuented. Se

- further statcd ac could cnly tinéd 25 zubjects who vere svaluated once at %o

" weeks or 4 nonths following the Sd-azck study of Gualtieri, 2rcuaning =t al. 1
e0id ay express letter would te on the way ro bino within hours. VWhen he aseod

me about presencing the paper at ACHT on Seceaver 12, 1083, I sald se shouid
pote.

7. Docause problema with the follow-ur study ratsed guestions sbout the
Gualtisri, Srsuning et al papeT <ud becdusc (U3 was & member of the ALNP
symposiun and planning to oreaent rurther .:acs coileeesd in collaboration with

t R X .
i1 ta aleret Lim co.'la*n.;--l. To tue

Steve, [ eslird Tom oun ‘iwemder W, 2
potential probler aad Likelv poszinilityr trat 1 vould bioch the presentaticn of
p 14#%
ad, 237

-

Stava's paper at ACKP on fccemser

. U6 Thuratav, Decemder ¥, 1473, ( Tecsivesd Steva's expriss letTor o
With parh of tue Teguastad JuCuneut-anv (Arsenidss 7). fote chsg the =
fdentif ieatinn ende which translates the Llentilicuifon nuuzors to tna
cames i:ad mOC =ten iacatzd ans Lhot oniy 2% suliccty vere o
DTS

T
utjces
suplest
mraiuatod ence ar e

e U WE3 ml=u=toyn arl ob TorCemdaer Poo %70 #2242 6ot Taik o
SCuv2 BY RO Grotges says, sGdlanudl de . Sy phore daily or ceice o say
slace my Beccenur L L% pheas cali 9 LS MONn. Jovewer, I reaChed nim at
Lome:, Sungaz. Seecwmper 1), 199830 1 indicatia Loreceived hiw ieceuiber 7, ise3

ietter (Appendlxz 7) at hal By Juustion as @ @iy Ne reporte-s dn the shstrace

5T 2 = iatae 1 N 9 W - --'t-‘--.-
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Lean Thendore L. Srown
gecomver 2J, 1¥83
Paga Fivi:

45 subieats uith 2=vedrs ot Jvilov=wn and Cuen goleesd LC Lo 2% seadeces vien
6ne 4=20nTh wvaiastiun ves not SNKWETEC. A cuber 0L quastionas atouc the
suUDpOrLIng dechmentaticn vay falsed, enly one ot which wiil e Senlloacc.  Jlewa
$tatud W Rad ersomaliy wxantncw ail 24 ef the nusicezs {see also Andenuix 7).
I asied hin acate 1 re “Xeminia all 35 of the pubiects berore Yz Joft Columater
Coanter, ami he szid “yes.”  Thien whiic flizping through the copies I asvied is
how he could nevae arxeainad subjret 10-2i (I added the Sirat Tuover and d2sl to
the 19 npencee for qy ceavenieace) on January 5, }J9&1 when he had 1nft Sor
Pirtsburgh belors that dace. e srated he probatly cid not lesve unefl Jaruvary
20, 1983. Again, anogher Crazpie of a diacrenancy which ic exrrinely
cisconcerring to e, and, for & at least, casts vonsideraisls douzt oan che
sutiienticice of the Timalaing 14 guhiwcrs, .

- 1% I 4id wol cormit Stive TN Rresent Uil veadoer 4C ALLP. althonsh e
THQUUSLEN Tu ATTSeIt A Todif leg PAPEr Witi 24 uubjccts,

. lmplicationg for othor resarch

I. It is =y wuderscaniing chat Tom Gualtieri hias cequestud Tepporcang
vocuuenteticn Jer ghe Sata Seported from Mickisan (n the Gualeiery, 2revniae ot
Al paper (Aupenciz §) amd (hae acna of tha Idvw deta 12 available.

Lo % 2aw cuta 12 wisging for che Cualrier:, Trevuring £t al study, hun i
svess Jitely tiat data fay Se wissing for Sreuning, S, . Aﬁ—;;bL(uu
Jose~rusponss curve o taioridazinra with tla Dentally vocuaried: Aruiressive,
sclli-sticuiacery, fatedlectual, and worksaop beraviors - A or2liminars rapors.
Psvehonharzacolesy Enlleein. 1vs2, i3 (1), 37-39 pager (Aprenuix &) since it ic
very lizely chat there was coasilderable overlap lLetween. the subjects of the two

studics. lowawer, I.havg Bok, At this time, dnvestigated this possibilicy,

3. The Quzation, of course, arives as to how tuchk supoorting Jocimentatica
i3 sveilaole 1or Steve's serice of scadies,

D. "Intar=ation niten to Lbe linlversaty of 11linois and OLher universities

I+ uien T us Ealring teo Associate Sean Hlsfupe J. Copelang on Zeprenyer 27
19%3 about anotiier nagser 0% a faculty secter's insending usbseece rar cancor
Creatacut, I weniiciaed Lo Sliine @y LTio to the Univarsity of Mrtsturnh
Septembur 22-23, 19,3 ang ny iaiti{sl suspicions.

2. dlaire tencionsd the T038i51a srodien o Nr. linda s, “iisan, zné 1
et Lrivity Lo Linda un Leptemoes 8, 13%3,

3. Touw will cieall g MEACIoHEG Ll Proclid I0 ven when M Allonaca the
Yaoatlente zoculsy TReing vi e enmber 3, wel,

s

e WhIL2 atiumotan e ACLE meetine tallicd cou Or. faveyd J. Kupler
(2eparteent ¢ Faycitacry, Jescarn foansyivania ?sycnantrlc-:nar::u:p aned
ciinig, Universicy o Fictalwursh jehool of Neatcing, “all ©'vara Straee.,
Pieteeur; L, fA 13201, tiluchone rueLcr 812=0244=2533) en leestper 15, 1983, e
ie Stéve'y gamiudstragive Superior ot liw Unfversity e Pleeaburay, Mo

110
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fean Theocore L. Arown

Cecenoer 20, 16353 . N

Pace Six

indiceted N wveuld aptuint o comaiteec TO IWWORLIGATE the IALTLr 45 Saha @3 o
Feturned to his effier on Dacerocr 21, 1303 ano cali mn abtout tha eorunifice i
face day.

S. Alsc, while "t the ACuP cewting, Dr, Morris A. Lipcea
Sciences Resicarch Center, Scheol o tledicine, Umiversity of
Chapel RI11, 8C 27514, roicobone nucher F19=9¢4=1456), whon 1 1
loez ticw ann who is the adninictravive senetior ot Tom Guaitlicri, stoured nr
and asksd wy Inpressions of the Bresnirs assalr. I zeve Wirm Q very Sracy
i

)

=
~ 0

th Caraling,
Tuve

iy AT

sunnary of tie abave detafls. Lis main recponse ®38 to sadly sunre h

6. As zoon as I returnes o the Canpus Ltroa the ACHY? necting, [ cai
Watalie Jeatilz (Yroicer CEfice for o Atant (322060, 3ecial Sctande anal
Prarosacologic and Hobatic ireatment3 Ressarch Rrancu, Faticeail Taszraitute ot
iental lNealzh, hooa iCC-!9 Parklawn saseing, 5602 Fishers lane, Rontville, M0
20357, telepione nuobsr 301-a43=3525) oq Tecenher 15, 1983, She statee N1000
weula appoint a coc=ittee to imestigace. but the acrion PTODADIY wouid not b
taken until Jasuatry after tie holidav Svason. She ramuested that T write hor o a
letter presenting toe decaila of the situaticn. and [ om rreparing such 4 lefrar
very 3inilsr fo this one I have writtam to vou,

b

y i Sevaral calnistritors and rescarclhers at 3evsral ditferent
loscitulions sirsady iwve luieroation cbout the wnaident zne sines eovre is oo
Fotential LoT many other people to ie invoived (Steve lins co=authored =t Luust
3Y nspers, ook chapters, and bocks with 16 pecnle in § institutions siner
12650), there 12 a zrest setentsal zor rurer and atsinforzation to davelse ag
well as potiic diaclosure {a tae mudia,

6. To the bust of my knowledza, I an the - -st Person amonz his nunsecrous
collcagues and co-authors to brinz sussicions and ivicdence to the promer -
officilals. Theraiore, I roquest ¥ou 20paint an «id Loc counittaoe as supvestsd in
Ttie dralt cepy of the Policy on Acadesic Sraud ana Miscenduct to investigate ny
role ana acticus ian the astter. Frankly, I am very concorned that Tusor will
implicate =x in tiis affair, and I =est arrinitely wouid 1i%e tn heve an

. officizl ruport from che University of Illineis to counteract such n=ors.
L 3

Sinceraly, -

Honers L. Soraaue
. Sirsetor
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APPENDIX D . 'J.’.H"HG.??.‘BUNFIDENHA[

Academic Integritv

Suggested procedures: Developed in consultation with Associate
Vice Chancellor Linda Wilson.

1. Discussion with the investigator. Frame questions to validate
what he suspects. (a) observe data, (b) are human subjects
involved; is anyone at risk due to misconduct?. (Telephoned R.
Sprague 9/29/84 in the evening.) No subjects at risk but
indirectly the public at large may be affected.

2. (a) Documentation of all discussions and observations.

(b) Establish whether there should be an investigation. Submit
- a formal document to Theodore Brown. -

(c) Include in the document:

Type of research

What grants

Date when he became concerned

. When he talked with others

Nature of the allegation

Reasons for suspicion

Are human subjects involved?

What institutions?

Sources of funds )
Other research workers, other collaborators active in
the research

1'. Direct supervision of the accused

OCOVWENYNOWL S WN -

[y

3. Consult Legal éopnsel

4. (a) I1f suspicion Justified, contact the Provost at the other
institution

(b) 1. Detérmine how to submit documentation
2. Determine whether there is a mechanism already in place
3. What is the role of the University of Illinois at this
point? Should we ask only for a report of what happened? -
Should we ask to have a peer from Illinois who is not
involved in the research to serve as a part of the
review panel (team)? .
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- Personal Notes: E. J. Copeland

September 27, 1983 )
1. Robert Sprague telephoned on 9/27/83 to indicate that he had a
concern. He also called Linda Wilson on that date. :

2. 1 initially thoﬁght the person under suspicion was a colleague

on this campus.

3. The subject under investigation is at another university.

. 4. Robert Sprague initially recommended him for the position. The

subject under investigation was a postdoctoral student, supervised
earlier by .Professor Sprague.

September 29, 1983
5. I.met with Linda Wilson to discuss procedure.

6. 1 called Robert Sprague 9/29/83 during the evening to determine
whether there were subjects at risk.

Requested Grant Number:
863-2039 MH 32-206 1982;83
Subcontractor
A grant is now in. A decision is expected on October 21, 1983.

November 17, 1983

-Discussed with Professor Sprague his concern regarding

falsification of data. He indicated that the portion of the

" proposal submitted by the researcher was not funded. Professor

Sprague will continue to attempt to obtain raw data in order to
run tests. )

December 5, 1983

Robert Sprague called to inform me of the developments in the
Joint research effort. He was concerned thar a paper with
questionable subjects and results was going to be delivered at a
national conference. He suggested a meeting to discuss action. He
called the individual to express his concern.

A copy of a letter to the researcher was sent December 5, 1983,

I met with Dean Brown and Aﬁsociate Dean Linda Wilson at 4:30 on
December 5, 1983 to discuss our responsibility to notify the other

institution. When Professor Sprague returns from. the meeting to be -

held December 12-16, 1983 we will meet with che Legal Counsel here
to discuss procedure. ,

December 6, 1983
Met with Linda Wilson to indicate that a meeting will be scheduled
when Professor Sprague returns. :
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December 7, 1983

Telephone call from Robert Sprague, Prof. Breuning called Sprague
and Sprague indicated that Breuning appeared depressed and said
that Breuning could not find the data. Sprague is concerned about
his - safety. Sprague indicated that he believed the data was
fabricated and asked Breuning to inform his immediate supervisor.

December 7, 1983
Discussed with Linda Wilson. we should discuss with Dean Brown
when he returns on Thursday De:ember 8, 1983.

December 8, 1983
Bob Sprague telephoned. Breuning indicated that he informed his
supervisor and offered to resign. Supervisor did not accept

resignation. Bob plans to contacr supervisor at a meeting next
week.

December 8, 1983

Meeting with Dean Brown. Call Jack Kanerer and stop flow of money
to Pittsburgh.

December 14, 1983

Met with Sprague. He discussed the case with supervisor at
Pittsburgh. A committee will be set up to investigate. I suggested
that Sprague send confidential letter tc Dean Brown describing his
reasons for concern in detail. A meeting with Brown and Sprague is
scheduled for Thursday, December 22, 1983 at 2:00 p.m.

December 22, 1983
Suggest meeting with Tim Madigan for legal consultation.

December 28, 1983

Committee was formed on December 28, 1983. Members are:

1. Professor Douglas Bernstein, Department of Psychology

2. Professor Robert Linn, Department of Education

3. Professor Marty Maehr, Institute for Child Behavior & Development

EJC/aw
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POLICY ON ACADEMIC INTEGRITY

Preamble

The academic cormunity has become increasinglwv concerned abeout S
instances of serious breaches of conduct within its ranks. While the
number of cases discovered is small in relation to the nunaber of scholars
on canmpuses across this country, any academic misconduct is repugnant to
ideals of acadenic integrity. Therefore incidents involving misconduct
in research have prompted numerous professional bodies including ch
Association of American Universities to suggest guidelines for the
maintenance of standards of integrity in research and publicarion.

In its report the Comnittee on Academic Integrity of the AAU recomzends

that:

"All institutions prepare policies which state clearly the
expectations for high standards of ethical behavior of those iavolved
in research, the procedures for dealing with suspected deviations
from intellectual honesty, and available sanctions. These policies
and procecdures must be consistent with the institution's policies
on acadenmic governance, freedom, responsibility and due process, as
well as with legal restraints."

Theodore L. Brown, Vice Chancellor for Research and Dean of the Graduate
College, UILUC, sought the advice of the Senate Council. The Council
referred the question to the Senate Committee on General Universitiy
Policy which inm turn requested the appointment of an ad hoc comxitiee
within the Graduate College to address the issue.

‘ Concerned about this matter, and in response to the AAU reporc,

Rather than dealing with all the numerous kinds of potential
faculty misconduct--capricious grading, excessive absence from classes,
etc.--the comnittee was specifically charged with proposing ways the
UIUC campus should deal with allegations of misconduct in scholarship
and research. The committee charge was broad enough, however, to include
not only a statement on policy and procedures for dealing with misconduct,
but also to involve it in the broader issue of the prevention of fraud
by fostering a climate of academic integrity on the UIUC campus.

The committee is aware that'‘'many professional associations have
ethical codes or guidelines for the conduct of research within their
disciplinary areas and that individual researchers are expected to
adnere to these guidelines in their respective research endeavors.
Violations of such guidelines and ethical codes are a matter for peer
review and censure, and may, in some instances, also become grounds for
Universicty disciplinary accion as outlined in this documenc.

Tha ad hoc committee assumes that a positive clizate for the exchange
of informacion among scholars is an important factor in the maintenance -
of academic integrity on campus. The encouragement of intellectual
honesty at all levels within the academic community is the foundation
‘ that fosters such a climate. Undergraduate and graduate researchers are
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‘ the principal investigators of the next generation. The values they are
exposed to in day-to-day interactions within research groups will influenc2
the quality and the level of integrity in research for future genera:zions.
Thus, a continuing tradition of acadenic 1ﬂ:egr1cv depends on the scholars
and researchers on Lhe campus today.

The high level of research quality and academic integrity thar thi
canpus has traditionally enjoyed will be maintained primarily by the
encouragement of intellectual honesty, disapproval of the '"success at
any cost" syndrome, the maintenance of fair and open professional
relationships and the generous assignment of credit or acknowledgment of
work completed by others. At the same time even an occasional decarture
from standards of integrity by members of the acadenic cozmaunity z=axes
it necessary to consider policy and procedures for investigating possible

- - breaches of academic integrity. Appropriate prccedures need to be in
place in case incidents of misconduct do arise, no matter how rarelw.
The following policy is offered for consicderation and discussion.

Policy

The University of Illinois is dedicated to learning and research,
and hence is comitted to truth and accuracy. Integrity and intellectual
honesty in scholarship and scientific investigation are, thererfore, as
at any university worcthy of the nare, of paramount importance. It is
the responsibilitv of faculty and staif to maintain high ethical scandarzds

. of professional incegricw.
The University of Illinois considers any of the following to be a

maJor breach of professional standards of co=mpetence and responsibilizy:

1. Fabrication or falsification of data, including intentionally

misleading selective reporting.

Plagiarism, abuse of confidentiality with respect to unpublished

material, flagrant violations of accepted standards regarding

subnission and publication of scholarly works, and-other misrepre-’

sentations of originalicy. =~ ~

3. Irresponsible failure to comply with research regulations, such as
those applying to human subjects, laboratory animals and staandards
of saferty.

Prevention

The Universicty of Illinois concurs in the Association of Azerican
Universitics Report of the Committee on the Integrity of Research wnich
states in part:

"Nocthing can substitute for a pervasive attitude of inzellectual
honesty. . . . At a minimum, . . . standards include: open
communication, submission of work for peer review, avoidance of

conflict of interest, and comaitment to self-regulation. The
‘ encouragement of intellectual honesty is not the responsibility of
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a few but =ust be accepted by all persons in the universicty . o+ .
It is our opinion that a positive atritude of intel’2ctual hones:cy
does more to prevent dishonesty than any other single factor.'™
: Potential probleas of questionable conduct may largely be foreszaliled
within cthe academic communicty by appropriate attizudes and prevencive .
Practices including:

ls Constant concern by individual scholars for quality and appropriate
£ regard for the extent of personal involvement in work for which
individuals accept credit or responsibility. As is more parcicu

stated in the Association of American Universities nepor:z on Ia
cf Research:

”
R )=
n o
"
)
s
<

"A clizate of integrity should include generosity in recognizing

the accomplishments of othe: s. Adequate citation of the

contributions of [others] . . . is especially importanc.

Publications should list as authors only those who contribuced

significantly to the research, are prepared to stand behind

the conclusions, and have reviewed the manuscript carefully."”

2. Instruction in the pracrices and standards of professional inctegricy

and quality, including those applicable to specific fields and
professions, as a normal component of education and trzining for
research.

Js Careful scrutiay of staff and their previous work for schelarly
integricy at times of niring and advancement. Inforzed review and
qualitacive evaluaticn should be a nor=al incidenr o researcn and
sciiolarsnip and its recognition.

4. Wide dissenination within the University of its policies regardiiag
scholarly integrity_ together with information about consequences of
their breach.

S. A clear and precise statement by the University of procedures to be
followed in case of possible misconduce, including.prompt action
and appropriate safeguards for both those whose conduct is in
question and those who report the questioned conduct. A set of
procedures is proposed below.

Procedures in Cases of Susdecrad Misconduc:

1. Any memter of- the universicy comunity who becomes aware of an
apparent instance of fraud or other acacemic misconduct relating to
researcn or scholarship has the responsitility to try to rasoiwva
the issue, if possible, in consultation with those dircctly involved.

If consul:ation is inappropriacte or unsuccessful, it is incus=bent
upon the individual to report the suspicious circumstances to the
unit executive officer (i.e. head of the departzent or comparadle =
adzinistrator) of the unit concerned, or to the person appointed
; annually by the Vice Chancellor for Research as the Officer for
. Research Sctandards. The unit executive officers, deans, other
adainistrators involved and the entira academic cormunicy, are
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charged with protectiang the academic careers of persons who have in
good faith reported possible fraud or misconduct in scholarship or
researcnh.

2. If the person whose conduct is in question is a student, the =azzer

should proceed according to the Code on Camous Affairs and Rezulatioas N
Applvins to All Scudents, Rule 75.

If the person whose conduct is in quastion is not a studeaz, and i
the charges are not obviously frivolous, the unit executive officer
or the Officer for Research Standards shall proecptly bring thaa o
the attaention of the dean or comparable acdninistrator (henceior:h
referred to as '"dean'"). to whom the executive reports. The dean, in
consultation with the Officer for Rasearch Standards, shall appoint
an investigative team consisting of one faculty member or acadexic
professional from the unit in which the person whose conduct is in
question holds a primary appointment and one faculty member or
acadenic professional from elsevhere within the University to
conduct a preliminary investigation as expecditiously as possidle.
At this time the person whose conduct is in question should be
informed in writing of the appointmen:z of the comzittee and the
nature of the allegactions.

After receiving the report from the preliminary investigative tean,
the dean shall decide, in consultation with the teanm aﬁd the 0izie
for Research Standards whether the matter should te droppec or a
full investigation should be instituted. If the decision is sade
not to pursue the case furcther, all wriz:zan recerds should

sealed and depositad in the Office of the Vice Chancellor 2
Researcn. Care should be taken that nothing is enterad in
personnel file of the person whose concduct had been in que;: SR,
Both this person and the one who raised the question shall e

notified in writing of the decision.

If there is sufficient evidence of a serious breach of accepted
standards of integricy to warrant further inyestigation, the

person whose conduct is in question and any collabdrators in che
work concerned shall be inforzed in writing of the substance of the
evidence warranting additional investigation and requested to
cooperate with the investigators.

A thorough investigation shall be conducted by a comaittee of three
competent scholars, appointed by the dean in consulzation with the
OfZicer for Research Standarcés, aud consisting of one staif me=ber
from the unit in which the person whose conduct is in question
holds a primaryv appointment, one staff member I{ronm elsewnere within
the University (they may, but need not be, the same perscns who
conducted the preliminary investigation) and a peer prefessional
from outside the instizution. The person whose conduc: is under
scrutiay shall be informed in writing of the composiczion of the 7
committee, and shall be invicted to provide the commiztee with
perciacnt information.
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The investigative comnittes shall

11, before making its recemmendacisns.
Provide the person whose corcuc* is being investizated the 0PROTsunity
Lo meet and discuss the case with thenm with or without counsel.

The comittee shall then report to the dean. If the commic-oe

concludes that no breach of academic integricy has occurred.

n

thwe
case shall be coasidered closcd. If so, all wrizten records shall

be disposed of as specifiad in paragrapn 4 of the procedures, and

those involved in the case notified in writing ot the disposition.

If the cozmittee finds substantial evidence of misconducz, the dean
shall repor: the findings to the Chanceller for such further actio

o Cl0T

as is warranted under the Prccedures or Statutes of the Cniversicy.

All stages of the investigation up to this point should be treaced
as entirely confidential. Disclosure of information to anyone not
directly involved should be regarded as a serious breach of conduc:.
At this tize, however, the Vice Chancellor for Research should

inform such addizional individuals as is appropriate in the cir u=stances.

Particularly, funding agencies should Se infor=ed ualess this nas
been done earlier bacause the terms of their funding require i:.

119




APPEWICE ONFIDENTIAL

University of Illinois Craduate College
at Urbana- 1ampaien 107 Coble Hall 217 333-0035
at Lrbana Ch: PG 801 South Wright Street
Champaign
B llinois 61820

December 15, 1983

TO: General University Policy Committee of the Urbana-

Champaign Senate ——

FROM: Theodore L. Browr‘% =

. P B B

SUBJECT: Policy on Academic Fraud and Misconduct

You may recall that more than 4 vear ago I met with the Committoe
to discuss how we might best proceed toward developing a policy
Statement regarding academic fraud and misconduct. The result of
that meecting was that the General University Policy Committee
asked this office to appoint a committee to look into the issues
involved, and to generate a draft policy statement. I subsequently
appointed such a committee, with the following memoersnip:

Marianne Ferber, Chairperson
Tom Riley, Executive Secrectary
David Bantz

Lorella Jones

David Nannevy

Eugene Scoles

The Committee has worked diligently to develop a draft policy
Statement. Once the initial drafte was available, the Committee met
with several groups on campus to discuss the draft and to receive
responses. The groups with whom discussions were held are the
following: .

Executive Committee of the Craduate College
Research Board ~ ¢
Research Management Advisory Committee
Senate Committee on Academic Freedom and Tenure
Professionali Advisory Committee ’ "
Faculcty Advisory Committee
Timothy 0. Madigan, Legal Counsel, also reviewed
the drafte

In light of the various comments received from these meectings the
Commitctee redrafted their policy statement and submictted it to
this office in November, 1983. Following furcher discussion of the
revised draft wicth the Executive Committee of the Graduace
College, we have maca minor modifications to the drafec policy
submitted by the Commiccee, and feel it is now ready for more
formal consider.cion. The Faculcty Advisory Committee has reviewed
the revised d aft, and hzs made very.minor suggestions for change.
A iopy of the revised draft s enclosed.
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I should like to emphasize that the inctent of the policy statement
is to provide for workable, equitable procedures for investizating
cases of alleged fraud and misconduct, to the point where the
allegations can be dismissed as unfounded., or referred to the
Office of the Chancellor for further action on the basis of
substantial evidence that fraud or misconduct has occurred. In
developing these procedures the Committee has been mindful of
policy statements issued at other institutions, and has, as
indicated above, received input from a variety of facul:zv and
other groups. Although individuals differ in the details of just
how such a3 procedure should be formulated, we believe that (e
result of the Committee's work makes very good sense from an
academic policy point of view, is practical, and maintains the
maximum possible levels of discretion and protection of individual
reputations.

I call your attention to one important discovery on the part of
the Committee: that the Statutes require rewriting to deal with
this particular issue and related issues. As a most obvious
example of this need, there is nowhere in the Statutes a provision
that such disciplinary cases are to be referred to the Chancellor
for action. Rather. the Statutes mandate only that such matcers
are referred to the President. 1 fecl sure that this language is a
leftover from the pre-Chancellor davs. In anv event, that
particular aspect needs to be redone. Further, the Statutes make
no provisions for the types of actions that the Presisgent or
Chancellor can or should take in response to strong indications
that a fraud has been perpetrated or that misconduct has occurred.
We believe that it will be necessary to develop procedures:
however, such development is bevond the scope of the Committee 1
appointed, and clearly lies within the purview of the Senate's
interests.

We hope that this drafc will furnish the basis for a campus
statement of procedures and policies relating to academic fraud
and misconduct. I will be very happy to respond to any comments
you might have, or to meet with the committee to discuss the
report in more detail.

TLB/aw
Enclosure
cc: K. Ancdersen. Chairman, Senace Council
H. S. Gutowsky, Chairman, Senate Commitcee on Universicv
Statutes and Senate Procedures

Marianne Ferber
Thomas J, Riley
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" To: Elaine J. Copeland R

AaPrENUIX F (witnout enctovuses)
University of Illinois Institute for Child Behavior and Developtent
at Urbana-Champaign 51 E. Gerty Drive & s¥senm v

Champaign, IL 61820 CDNHDENTIAI.

ECSIVED
From: Robert L. Sprague AR 15 1324
Date: March 9, 1984 CRABUATE Lottgrg

Re: Independence of my data from Steve Breuning's data

In response to your recent request for information about the
independence of my experiments and data from that of Steve Breuning's
experiments and data, I will address the question by listing a number of
points and facts. However, I emphatically state that none of my data has been

mixed with. collected bv., or contaminated by the experiments and data

collection procedures of Steve Breuning.

In one case, Vicky Davis (a friend and companion of Steve Breuning) as an
employee of my mental retardation project, collected data on 67 residents of
Coldwa - Regional Center, Coldwater, Michigan using DIS-Co (Dyskinesia
Identif ication System — Coldwater) between November 8, 1980, and April 2,
1981. 1In our files, I have copies of the raw data sheets she sent to me, and
I have recently reviewed the raw data. The stu y on Coldwater Center
residents was subsequently presented at a convention (New Clinical Drug
Evaluation Unit Program, May 1981), but not published. The reason the data
was not published was because Vicky Davis had only collected data on 67
subjects while John Ralachnik obtained data on 519 subjects in Minnesota and
because the interrater reliabilities were higher in Minnesota. A copy of the
published article and attached photocopy of Table 1 which was presented at the
meeting only and which shows the Coldwater Center data is enclosed:

Y Sprague, R. L. An analysis of institutionalized retarded residents
using DIS-CO, Psychopharmacology Bulletin, 1982, 18 (1), 60-61.

2. To the best of my knowledge, the enclosed list entitled “"Cross Search
of Stephen E. Breuning and MH 32206" is a complete list of publications
arising out of our relationship and funds from grant MH 32206 except these
three papers listed below. You will note that none of the 14 papers published
by Breuning carries my name.

a. Gualtieri, C. T., Breuning, S. E., Sprague, R. L., & Campbell, M. - A
centralized data system for studies of tardive dyskinesia (letter). Journal
of the American Academv of Child Psvchiatry, 1981, 21, 303-304, This i: a

letter prepared by C. Thomas Gualtieri about. a data system for studying TD
(tardive dyskinesia) and contained no empirical data.

b. Sprague, R. L. Litigation, legislation, and regulations regarding
psychoactive drug use. In S. E. Breuning & A. D. Poling (Eds.), Drugs and
mental retardation. Springfield, IL: Charles C. Thomas, 1982, This is a
chapter I wrote for a book edited by Breuning and Poling which contains an
extensive -review of litigation, laws, and standards of professional
organizations and contains no empirical data.
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¢. Sprague, R. L., Ralachnik, J. E., Breuning, s, E., Davis, Vv, J.,
Ullmann, R, K., Cullari, s., Davidson, N. A., Ferguson, D. G., & Hoffner, B.
A. The Dyskinesia Identification System - Coldwater (DIS-Co): A tardive
dyskinesia rating scale for the developmentally disabled. Psvchooharmacolezy
Bulletin, in press. Originally, the manuscript listed Breuning as a senior
author, but since he contributed no empirical data, although he and the others

collected by John Kalachnik as part of our Minnesota TD project. All the data
was from Cambridge State Hospital, Cambridge, Minnesota (see Table 4 and page
3).

3. Several people can verify my statements that none of the extensive
data from Minnesota. have been mixed with, in any way, data from either
Coldwater Center or the University of Pittsburgh, the two places Steve
Breuning worked during our relationship. It should be pointed out Steve

cooperation with John Kalachnik since the time I met Steve Breuning im 1979
(the first letter to him in my files is dated June 27, 1979),

a. Mr. John E. Kalachnik
Behavior Analyst III
Cambridge State Hospital
Cambridge, MN 55008
phone 612-689-2121, ext 419

John is a graduate of the U of I and has worked at Cambridge State
Hospital several years. He has arranged and supervised all the data collected
in Minnesota.

b. Mr. Ben F. Wallace
Controller I, Data Processing
Institute for Child Behavior and Development T
51 E. Gerty Drive
Champaign, IL 61820
phone 217-333-4123

Ben first started working for the Psychopharmacology Project on June 235,
1979 under CETA funds. Because he is a quite capable data processer, I
quickly put him in charge of receiving, filing, and analyzing, under the
supervision of graduate students and me, data from our various projects, This
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c. Ms. Rina K. Ullmann
Research Associate
Institute for Child Behavior and Development
51 E. Gerty Drive
Champaign, IL 61820
phone 217-333-4123

Rina has worked with us since May .1, 1976 which is three years before I
. met Steve Breuning in 1979.

d. Dr. Esther K. Sleator
Institute for Child Behavior and Development
51 E. Gerty Drive
Champaign, IL 61820
phone 217-333-4123

Dr. Sleator has had an appointment with the U of I at the Institute for
Child Behavior and Development siace September 1, 1972. She has general
information about our mental retardation projects, although not specific,
detailed information of the other three people because she has primarily
worked with hyperactive children.

Sincerely,

/(e A-

U=
Robert L. Sprague
Director

RLS/sb

Enclosures

cc: D. A. Bernstein
R. L. Linn -
M. L. Maehr
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Dr. Thomas Detre

Associzte Senicr Viee Chancellsar
] e e f Pitechiimmn

Unlve-s-.y of Sitisburg:

221 Western Psychizeris instizuss
and Clinie

3815 0'Hara Street

Pic:sburg‘, Pennsylvania 15213

Dear Dr. Detre:

As you know frem our brief ¢ e cc::ersa:icn, the Nationza
Institute of Mentzl Fealth ( a8S receivag a étter from the
Principal investizator on one of its research grants, Dr. Rober: L.
Sprague, Directcr, Instityuse fer Chzila Sehavior and Develc;:enc,
University of Illinois at Cha:;aign-Urbana, Tegarding his

concerns about the Tésearch of Dr. Stechen =. Ereuning, Assist
Professor of Child Psychi Ty, Department of ?sychiatry, Unive

of Pi:tsturgh. Dr. Breuning is carryins out research under con
tract with the Universi:y of Illinois that is pare of a Droject
Suzserted by thi Institute under grant NH—32206, "Use of
Psy:hotr:;ic Drugs with the Ee:ar:ec;" Dr. S2rzzue is the Prifeivei
1nvestiga:cr. in addiction, Dr. 5reuning is Erincipal investiga“*“
on grant FH=-3T4Lg "Stimulant Druz Use with dentally Retarded
Children" and has sut=icsed aprlicztion FH=-381384, "Drug/Behzavicor
Therapy in Psychia:rically Il1 Retardeg" which is currently unger

review:

Dr. Sprague has €XCressegd concern abcut unsuroortable data repcrted
by Dr. Breuning and has Provided two €xanples as illustration.

The first is Dr. Ereuning's first Progress report On wWork under

his grant MH-3744g9 (enclosed as appendix 1) which appears to

cover work from the Period July 1, 1982 to June 30, 1983. (The
date 1984 on Page 4 of the Tepcrt aprears to Dr. Sprague to be

an error.) The following table furnisheqd by Dr. Sprague Outlines
the number of Studies, Sudbjects, Sessions, angd length of Studies
reported: ..




Fage 2 - Dr. Thomzs Detre
Teble 1
Facts on Studies, Number e Subjects, an
Reported :in Mmy/z=pn 37TLL9 Progr
Study Number Sutjec:ss Seszions per Totzl Leng:th of
Sutject Sessicns Study in Days
i 12 42 Lug ?
2 11 5°? 55 4
3 13 7 91 4o
4 24 4 163 4g
5 14 S 126 63
6 12 9 108 63
7 13 7 Q1 Lo
Mar sy o= gy = - -
-ctals 93 %0 637 273
Dr. Sprague's coencern is the unlikelihood of the above stud:ies
being conducted in the time Period reportegd If the rezcrs
coverec only one calendar year, then 261 worzing days (nos
Subtracting for holidzays) were available. D-. Scrazue assumes
that the seven reported studies were conducted consecutively
because of lizitaticns of subject pozulation and availabilisy ¢f
éxrerinentzal rooms. If that was So, then 273 study days woulz
have been recuired aside fronm any additicnal dzys needed for the
usual delays caused by stzff cr sutiec: a sence, eguirmens

brsakdcwns, etc.

Second, an abstract is enclosed (2as appendix 2) of a pagp
Dr. Breuning intended to bresent at the American Coilege or
Neuropsychopharmacology last December reporting on a study of

45 subjects followed for two years with six-mecnth assessments.

This Study has been identified by Dr. Sprague as the centinuzticn

of a published study of Gualtieri, Breuning, Schroeder, and

Quade, Tardive dyskinesia in mentally retarded children, adolescen:s,
and young adults: North Carolina angd Michigan Studies,
Psychopharmacolozy Bulletin, 1982, 18, No. 1, 62-65 (enclosed

as appendix 3). The lidichigan Subjects reported on were from

the Coldwater Regional Center, Coldwater, Michigan. Dr. Breuning's
abstract reports followup on 45 of those subjects for a period

of two years. Some of these evaluations aprear to have taken

place after the dzte Dr. Sprague understands that Dr. Breuning

left Coldwater. While there aprears to te some discrepancy in

that date as rerembered by Dr. Sprague and Dr. Breuning, the
Director of the Psychological Services and Behavioral Treatment
Program at Coldwater 1s repcrted to have no recollecticn of

that data collecticn. When gueried Sy Dr. Sprague, Dr. Breuning
reported that he coylg locate data on only 24 subjects assessed

once at four months ang could not locate the Subject identification
codes.

ar
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The allegations we have recelvec are serious and reguire
investigaticn. Since I understend frem my cenversations wish
yeu and Dr. David Xupfer that the University of Pittsburgh

is alrezdy investigating this matter ans exgects the results
of that investigation within the next several weeks, we

will wait for the results of that investigation before raking
a decision regarding action by this Institute. We urge that
the procedures you have set up follow the guldelines adorted
by the American Association of Medical Colleges (enclosed as
arpendix 4) anzd that ycu coordinate your efforss with those

of the University of Illinois which is also looking into this
matter as it involved Dr. Sprague's work and that University's
centract with Dr. Breunt g&- Dr. T. L. Brown, Vice Chancellor
for Research, University of Illincis, 1s the official with
whom you should be in touch.

Although I will be away from my office until February 7, ny
sceclal assistant, Mr. Nichael Mcody, will be able to schedule

a telephone call with me. His numder is (301) 443-6374. As soon
as I return, I will be in touch with you zbout the progress or
your investigation.

Lerr2ine B. Terres
Asscciate Director fer
ZXxtranmural Programs
Enzlosures
¢c: Dr. Breunin \
Dr. Spracgue
Dr. Brown

bce: Ms. Jacobs
Mr. Ringler
Mr. Pascal
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University of Pittsburgh
WESTERN PSYCHIATRIC INSTITUTE AND CLINIC
Jazuary 20, 1984

David Kupfer, M.D.

‘Professor and Chairzan, Departmen: of Psychiatsy

University of Pittsburgh School of Medicine .
Pictsburgh, PA 15213 . ol

‘ Deer Dr. Rupfer:

This letter reports on our meeting of Januvary 16 wizh Dr. Stephen
E. Brewming, and a brief meeting between Drs. Epstein and Breuming on
Januasy 18. The first meeting was called in respomse to your request that
we investigate the potential discrepancies in sacple size for the
follow-up period reported in an abstract, "The course of tardive cys-
kinesia ia the retardeé: Longitudinal analysis," subzitted by Dr.
Brewming to the American College of Neuropsychopharmacology (ACK?) for
a panel orgazized by Dr. Robert Sprague entizled, "Tardive Dyskinesia:
Prevalence, Time Course, and Receat tigatiocn." The panel was indizielly
subzitted to AQY? on Jume 20, 1983, for presentatica Decermber 12-16,
1983. The second meeting was held to clasify additional questions
about methodology not covered in the first meeting. The purpose of our

.meetings with Dr. Breuming, as we understood our charge, was to obtain

inforzation necessary to resolve the reasans for the sample size

"discrepancy. In the process of our inquiry we focused on the ini=ial

and follow-up data collection that served as the basis for the abstract.
We did not atte=pt to inquire about other research projects conducted by
Dr. Breuming. i

The meeting reviewed inforzmation preseated to you by Dr. Breuzing
on Jemuary 6, 1984. The informaticn that was pectinent to our meeling
included the following: a surmary of the events surrowmding this inciden:
by Dr.. Brewming, letters exchanged between Dr. Breuning and Dr. Sprague,
rav and su=mary data for subjects in the inizial and follow-up study, an
abstract presented at the 1981 meetings of ACN? based on the initial
80 weeks of data collection which was published in Psvehceohar=acolozyw
Bulleti=, and a paper in press for Psvchovharzacologv also based on the
80 weeks of the initial study.

The stizulus for this inquiry was the following problem. Dr. Breuming
subzitted an abstract to Dr. Sprague designed to amalyze sycptoms of
tardive dyskinesia over a 3.5 year period. The data base for this pre-
sentation included results for the first 80 weeks which has been previously
presented (the initial study), and results collected at week 96 and at
six-month intervals bevond week 80 for up to 3.5 years (followup).

Y
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David Rupfer, M.D.
page two

The subjects were patients at Coldwater State Eospital, where Dr.
Breuning worked (through the 96 week assessment) before coming to
W.P.I.C. Dr. Sprague became concerned about the. existence of the
follow-up data, collected after Dr. Breuming had left Coldwater,
after a telephcne conversation with Dr. Neal Davidsoa, Director of
Psychological Services at Coldwvater. Dr. Dgvidson was t=aware of
data that was to be collected for this study after Dr. Brewmiag's
move to W.P.I.C. Dr. Sprague thereafter questioned the existence

of the follow-up data in a telephone call and lettes to Dr. Brex=i=g.
When Dr. Sprague requested the follow-up data, Dr. Brewming was able
to £ind vawv data for 24 of the 45 subjects in the follow-up sa=ple
for week 96, which was the first follow-up interval, but was not
able to £ind any follow-up beyond week 96. In addizion, Dr. Brewming
was not able to locate any of the raw data for weeks-l through 80.
Based on the izmabilicy of Dr. Breming to produce evidence cf the
follow-up cata, Dr. Sprague requested that Dr. Brewming withiraw

the abstract. Dr. Breuning agreed with this recommendation znd wizh-
drev the abstract. At the time of our meeting with Dr. Breuni=zg,

he had not fonnd the raw data for the initial etndy or any of the
follow-up except for the 24 subjects at week 96.

Based on our discussion it became quite clear that data collected
for the initial and fcllow-up study were not part of a plamned protocol.
The study was not approved by an IRB, no infcrmed consent was collected
for parzicipation in the study, and there was no writtem protocol foT
design or data collection. Dr. Breuwming repcrted that duwing weeks
1 through 96 he and a variety cf other staff members colleczed data on
sy=ptoms of tardive dyskizesia in an wmsystezatic manner, with no
attexpt to contzol for time of day, coacizzent dctivity during measure-
ment, social setting, or duration of measurement. No procedures fcr
reliabilicy of measurement were planned, though occasionally the same
subject was observed at different times of the day by separate observers.

After considerable discussion during the meeting on this point,
Dr. Breuning offered no satisfactory explamation why raw data wese
available for only 24 of the 45 subjects at week 96 but.not.for any.of the
additional follow-up data. Retrospective evaluation of these datza,
made after Dr. Brewming talked with the person at Coldwater who was
responsible for data collection, suggests that they were pot cocllected.
It is unclear whether Dr. Bremming was aware that no data had been
collected when he wrote the abstract. Dr. Brewming refused to identify
the staff member responsible for the data collection. Dr. Breuning
reports that on some occasions the data were reported to hi= by subject
puzber, which provided the opportumity to keep track of the sa=ple si:ze.
Bowvever, ca other occasiocns the data were reported riz=ply as all subjects
vere wnchanged. Examination of the data sheet used by Dr. Brewming to
record these observations did not help to resolve the discrepancies.
One £inal problez in regard to the data collection is that there is no
copy of subject nsmes that corresponds to the subject codes. Thus, it
is i{rpossible to discern the patients’' currezt level of functiozing and

-
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‘ David FKupfesr, MN.D.
page three ; ' .

i=possible to ‘recover any present inforzaticn about the lemg-tem=
effeczs of drug withdrawal.

In addition to the discrepancies in data presentatica, there were
also proble=s in the presentation of the research design. The abstrac:
and manuscrip: presext the study as an exzmination of drug withdrawal
in a placebo-ccatrolled, double blind design. Eowever, this desiga
wes not actually used. Subjects were withdrawn froz medication iz
eizher a gracduzl or an abrupt fashion based oz vaspecified critleria
accerding to Dr. Brewxming's recommendatica. Thus, Dr. Breuning both
assigned patients to conditions and collected the data, removiag a=y
possibility for double blind. The study was also mot placebo cozzrolled.
Afzer drug withdrawal, patients were provided other pills for m
mspecified period of time.  The placeboes were selected by the head

a4 nuvse frcom an unspecified group of pills, and were used without regard
to the si:ze, shape, coloz, taste, or niu=dber of pills presented.

Basec oz the izabilicy to validate any of the study data, Dr. y
Breuning reperts that a paper in Psvchooharmacology has been withérawm.
Dr. Rrew=ing also contacted Natalie Pettich, his project officer at
KDX=. It is pot clear what he told her, nor is it clear why she was
. ccatacted, since his cicreat grants do not appear to be based cz the
' date in questiocn. Eowever, in the Psvchooharmacologvy paper, Dr. Breuning

acknowledged that the paper was writtez in part based on support fre=
granss = 30115 given to the Cliznical Research Center for Affective
Disorders at w.?.I1.C.

- -

5$ In si=—acy, o= iagquiry suggests that Dr. Breuzing did mot usilize
& generally accepted standards for observaticnal methodology and was
" exrremely inaccrTate in reporting the research design of the stuly.

In additioz, he was extremely negligent in handling and reporting the
£follow-up data. Our co=mittee did not atte=pt to establish the motivation
for Dr. Breuzing's reporting data for 45 subjects dusing fol > vhen
the data set was not gvailable.

Respec:. ully sub:i::ed

CZn s § ,ru<__‘

Lecna.d E. Epsteda, Ph.D.

‘ ‘Professor of Psychi;::'y
| bt & 2l

. Robié““ler "h_.D.
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‘ . EP Presbyterian-University Hospital of Pittsburgh

DeSoto at O'Hara Streets. Pit:sburgh; Pennsyivania 15213

- "u
writers direct dial numper: February 17, 198

Donald Leon, M.D.
Dean, School of Medicine
M-246 Scaife Hazll

Dear Don:

Dr. Ereuning is purported to be 2 leader ang a respected investigator in a
very active field of Psychopharmaceclegy. It is therefore Surprising that the
series of events that led to the formation of our committee exists.

‘ Our committee met on 3 occasions to Study the activities of Dr. Ereuning.
This included 2 2 1/2 hour meeting with Dr. Breuning, phone calls to

Or. R. L. Sprague an¢ C. Thomas Gualtieri and a 1 hour meeting with
Dr. Leonard Epstein. Our impressions are in agreement with those of
Drs. Epstein, Hersen and Miller as described in their January 20, 1984 letter to
Dr. Kupfer. & lis: of the material we reviewed exists as an appendix to this

letter.
. The main fincings of our cormittee are:
1. The studies performed at the Coldwater Center in Michigan over a pericd

of 3 1/2 years are unatle to be supported by raw data. Neither are these
studies supported by any of Dr. Breuning's associztes a¢ Ccldwater.
Dr. R. L. Sprague brougnt Ciscrepancies in follow-up data to the atiention of
Dr. Breuning when they were discussing an abstract relat.ng to an upcozing
national weeting in early December. Dr. Breuning admitted to us tha:
Statements in the abstract were false. Dr. Sprague encouragec Dr. Breuning

. to withdrew the abstract. s

2. Based on the inability to review raw data from the Coldwater study
Dr. C. Thomas Gualtieri retracted a paper that was submitted for publication in
Psychopharmacology. Dr. Gualtieri was willing to review patient charts in an
attemdt to substantiate the data but Dr, Breuning t0ld Wim that Shis would Ye

impossible since he had no record or recollection of the patients' names.

3. Relating to Dr. Breuning's investigational duties while here in
Pittsburgh it should be noted that Dr. Breuning withdrew a NIY grant renewal
application 2 days after his initial phone conversation with Dr. Sprague. We
are unclear as to the exact reascns for the withdrawal of this grant, bu:t the
tizing is unfortunate. In addit‘on Dr. Breuning claims that the grant
application that was submitted to the NIH was mistakenly an early draft and
he provided us With the revised €opy that he said should have been submitted.
We did not investigate any of Dr. Breuning's work done in Pittsburgh, =
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Page two
February 17, 1984

Based on the irregularities noted above we feel is essential for

that
you to forzally investigate Dr. Breuning's research pract

Sincerely,

/MMW

Sheldon Adler, M,

REL/deb




List of Materials Reviewed by Drs. Adler, Michaels and

Sent to us from the Dean's Office

1.

10.

11.

Letter from Dr. Leon forming our committee on 2/3/84 and char
investigate apparent discrepancies and irregularities in res
conaucted by Dr. Stephen Breuning.

Research Integrity Pelicy - University Pittsburgh Schosl of Medizine
dated 1983. '

AAMC Policy on Ethical Standards in Research dated 6/24/82.

Copy cf abstract entitled: Time Course of Tarcdive Dyskinesia in the
HMentally Retarded: A Longitudinal Analysis by S.E. Breuning labeled
appencix 2.

Copy of 22 page grant renewsl application Submitted by Dr. Breuning
for an October 1st, 1983 deadline labeled appendix 1.

Copy of 4 page article published in Psychopharmacology Bulletin in
January, 1982 labeled appendix 3.

Copy of letter to Dr. Thomas Detre from Lorraine Torres of th
National Institute of Mental Hezlth dated January 17, 1684 descriding
Dr. Robert Sprague's concerns adout Dr. Ereuning's research.

Copy of report of January 20, 1%34 from Drs. Leonard Epstein,
Michel Hersen, Robert Miller to Dr. David Kupfer regarding their
evaluation of Dr. Breuning's research.

Copy of le:ter from Dr. Kupfer to Dr. Leon_ dated 1/31/84 reporting the
Psychiatry Department's findings.

Copy of letter from Dr. Leon to Dr. Breuning dated 1/21/84 netifying
Vaetol A ¢f & facr $indinm

Rim of the gppciniment sangin & Com=micttee.
Curriculum Vitae of Dr. Stephen E. Breuning dated 1/6/84 provicec
by Dr. L. Zpstein.
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The following items were given to us by Dr. Stephen Breuning:

Copy of letter to Dr. Breuning from Dr. Sprague dated 12/5/83.
Copy of letter dated 12/7/83 sent to Dr. Sprague by Dr. Breuning.

Copy of letter dated June 14, 1982 sent to but never received by
Dr. C. Thomas Gualtieri from Dr. Breuning.

Two copies of reviSed grant renewal applications dated 9/26/83 and
9/28/83.

Copy of Dr. Richard Cohen's evaluation of Dr. Breuning dated
January 18, 1984 and addressed to Dr. Kupfer.

Copy of evaluation of Dr. Breuning's Winter Ternm 1983 course of

graduate students along with a guide to the interpretation of the itecs
rated.

Copies of the written survey completed by 13 students who were
enroclled in the 395 special education course.

Copy of Standard Policies and Procedures for the Coldwater Center
cdated 7/20/79 and signed by S. E. Breuning and R. L. Rogan.

Names and addresses of individuals with whom Dr. Breuning is
associated.
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Alconor Orug Abuse. ang
Mentai Heaitn Admm:s:.‘a:.:
Nationas Instityte o¢ Mentz
May 8, 19g4 Rockwiie mp 20857

P —(C DEP.«\RTME\‘T()FHEALTHAH( MANSERVICES Public Health Seryice

Donalg Leon, M.D.

Dean, School of Medicine

M-246 Scaife Hal)

University of Pit:s:urgh
Pittsbur;n, Pennsylvanva 15261

Dear pr. Leon:

Thank yoy for your letter 5f March 15 forwarcing to me copies of the
€Partment of Psycniatry Preifminery Committee and the Fact Finding Committen
reports on allegations concerning Dr, Stephen E, Breuning's research
Practices. Baseg upon the information NOw available tg Us, we would like

to raise the foiiowing issues for your consideration.

The January 20th report to Dr, David Kupfer States that the Studies

carried oyt by Or. Breuning at Coldwater Regional Center for

Developmenta) Disabi’ities. (suoporteq under Grant My 32206), had no

written protocol for desicn or data coliection, had not received abproval

by an IRs and had not mage any provision for obtaining consent ejther

from the Subjects or fronm their lecally duthorized répresentatives,
‘ If this is true, then violations involving noncompliance with

federa] regulations governing the Protection of human Subjects have

occurred. Sych matters must receive consideration Separately

from the inquiry into the legitimacy of the research itself inasmuch

as the Possibilities of harm to human subjects myst NOW be assesseqd.

We have consulted with the Office for Protection from Research Risks at

further documentation, it available, of the evidence which led to the
Pre]iminary Committee's conclusions. Please send that documentation to
me. If the evidence warrants, we wilj Pursue the matter further,

In my January 17th letter to You, there were Cited two instances of
Suspicious data which had been reported to ys by Dr. Robert Sprague. These
were mentioned as examples of what Or. Sprague Suspected might be multiple
instances of unsupportable data,

It would appear from the reports you sent me that initia) inquiries have
focussed exclusively on Dr. Breuning and have been limited to the research

he conducted at Coldwater under Grant My 32206 to the University of
11inois, I am enclosing a Copy of a Progress report on Grant MH 32205

which reports on the research activities at Coldwater of Ms. Vicky Davis

and which alsg indicates that she was Spending ten Percent of her time

on Dr, Breuning's Grant MH 37449 dwarded to the University of Pittsburgh,




' Page 2 - Donald Leon, M.D.

We believe that the repor: of the Research Hearing Board should
contain a review of all of Dr. Breuning's federally-supported
research activities at the University of Pittsbureh to determine
the nature and fyul1l extent of any scientific misconduct which
may have occurred.

Since there may have been other stafs at the University of Pittsduicn
wno worked with Dr. Breuning on the contract from the University of
IT1inois under M4 32206 Or on Grant M4 37443 to the University of
Pittsburgn, we believe that the report should also Speak to whether
any other staff may have participated in scientific misconduct.

Since Dr. Breuning has resigned from the University of Pittsburch,
we would appreciate your sending us his current address so that
we Mady know his whereabhoyurs during the course of the investigation.
We would also like to have information about the current statuys
of Ms. Vicky Davis at the University of Pittsburgh and her address
and place of current employment if she is no longe~ employed thers.

In the course of reviewing another application from tne University of

Pittsburgh, 1 TO1 MH 18045-01, NIMH Clinical Training/Human Resource

Development, Peter B. Henderson, M.D., we note that Or. Breuning is

listed as one of the participating faculty. This apolication was

neither amended nor withdrawn by the University of Pittsburgh and is
‘ scheduled to be reviewed by the National Adviscry Mental Health

Council on May 21-23. We are therafore requesting the University

to review all applications pending with the Public Health Service

and to take appropriate action on ény on wnich Dr. Breuning may

be included as a participant.

You originally indicated that it would take about six weeks for the

Research Hearing Board to compiete its investigation. We would very
much appreciate current information as to its prcjress and estimated
date for completion of its report.

Please call me if You have any questions. We appreciate your cooperation
in this matter.

Sincerely,

' Lorraine B. Torres
Associate Director for
Extramural Programs

Enclosure B
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L) BJAQ& QL{%\ Sé:ac;ue. Robers

T ——
~. PROGRISS RI=0RT

1. Dates “or periaz ctvereg By this progress reoeri:  Seotember 10, 1872

» < - T—
e Aoril 1, 1681, "
ik LB LSS T

'S with official collaboration between Dr. Robers
ncs with the official renewal of the

1, 1881 to March 31, 1984, S§+ass
n

!

-
current grani. The ronswe 1s From Aprs)
memsers (21l 2+ I3 inois), dates an¢ sercent o7 time on projecse according oo
Y2r one bucget ¢f the currens grant (i.e., beginning Aoril 1, 1981) are:
Rina Ulimann, Reszaren Asscciate  04/01/81 - 08/20/81 - g0%

0s/01/81 - 03/31/82 802

Vicky J. Davis, Scecialiss in
Child Deveiopmen= 04/01/81 - 04/20/81 75%
Sarz Sinclair, Gracduasze 04/01/81 - 0g8/20/31 50%
Researcn Assissans 02/01/81 - 03/31/22 S50%
voanne Klitzing, Worg 04/01/81 - 08/29/81 8C%
Processer Ooerz-or ¥ 64 02/01/81 - 02/31/82 8c%
Sen Wallace, Da=a Sntry 04/01/81 - 08/20/81 10C%
Operator i} Ce/C1r81 - ¢3/31/82 1002

2. Summary of °rogress

The researcn objectives during tne period were to: 1) prepare a scaie 1o
examine abnormaj movements in mentzlly retarded individuals, 2) o continue de-
veloomer:t ¢f a residen= benavior rating scale with acceontadle statistical
proderties, and 3) examine the effects of witharawal of Psychotropic drucs on the
disruptive behaviore for which the drugs were prescribed ac well as other measures
of adaptive benaviors and performance. :

a. Coldwater stafs prepared a rating scale to examine dyskinesias in the
mentally retarded--Dyskinesia Identificazion System - Coldwater (DIS-C0). John
Kalachnik, a behavior analyst on staff at Cambridge.State Hospital in Camoridee,

Minnesota, and Vickyv J. Davis, Child Layeleooment Soecialist, assianed to Cold-
water Recional Center for Developmental Disabi]itiesj Colowater. M?Eﬁ‘gan.

ALEL, Tlchica
trained_recistered ny =2 xN€ _J.5-CU ang gewg_w4mg;ms of

over 500 residents at Camoridge and 30 residents at Colawater, Data is currently
b2ing analyzed.

b. " Coldwater sta<s revised the Resident Behavior Rating Scale and surervised
collection of interrater agreement cata. Pairs of raters (ward staff) assessed
21 residents on 10 occasions. Data is currently being analyzed.

€. Vicky J. Dayis a: Coldwater suservised the gathering of over 60 hours
of videozaped Zyskinesias anc then edited a 9 minute staff training tape. Jomm
Kalachnik at Caroricze edized <hne 50 hours of videotape into a 25 minute training
tape anc presared a ssa<< trzining pretocs] for she LIs-co.

~
(& ]
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: né "a‘501 at Coldwater Regicnzl Center.
¢h done in coajuncticn with our project (such as
%) and is our on-site ''trouble shooter' shouid
iz=ediaze attention. Dr. Breuning's value,ca our
evcnc his ceasultant role, and includes formal, but nczethel
ecbers of the administrative and professional staifs, as wel.
cf cua‘;-'nc dersonnel to engage in relazed studies
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of Norzh Carolina

i is studying tarédive dyskinesia in child:e: at the
ina., He has agreec to use both the Residext 3ehavior
rinesia Ra.-us Sca;e Zor Developmentzlly D;sas;ec wict
or our use ci AIMS anc h;:h rawal Zmergent Symptcxms
L 'es-ce“-s‘EE—.-sk o< cvsx-ﬂes*a “at Coldwater. Dr. Guzltieri

gecTec 3erve as psychiz:tric conmsultant to Coldwater in the event
ent appears to be develcping dyskinetic symptoms.

Collaboration with Minnesota

We are in the process of arranging data collection on the extent of dyskines
at two instituczions for developmentazlly disabled individuals in Minzesota.
Prelizinary meetings at Cambridge S:tate Hospital and Brainerd State Eospit
have indicated a strong interest of adcinistrators and medical directors at
both facilities in examiniag the incidence of dyskinesia among the residents.
Moreover, one of =y former students, Mr. John Kalachnik, is presently on the
staff at Cacbridge State Hospital and has agreed to coordinate these effort
with the concurrence of the facility. Cambridge State and Brainerd State have
agreed to provide personnel to coamplete the ratizgs, in exchange for rating
scales, training and data analysis to be supplied by our staff. In additien
Cambridge State has indicated the pessibility of obtaining videotape records of
residents showing abnorzal movements. These tapes would be used to cocpare
coding stancards at Cachbridge with those at other collaborating institutions.

3. Goals for next year

o cozplete the Dyskinesia Rating Scale for Developzmentall
tabilicy over time, and make it available for workers im
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University of PittsBurch

SCHOOL OF MEDICINE
Olfice of the Dean

is. Lorraine B. Torres
Associate Director for
Extramural Programs
Cepartment of Health and
Human Services
National Institute of
Mental Health
Rockville, MD 20357

Dear Ms. Torres:

I am pleased to forward you ccpies of minutes of our internal
hearing board wnich was appointed to review and report on Dr. Stephen
Breuning;

They report that there is no evidence that any of the grant
activity (MH3744S) was conducted without appropriate IRB approvals,
and that there is no evidence of direcs relationships between his
studies at Coldwater and those here in Pittsburgh at Yestern
Pennsylvania Psychiatric Institute and Clinic (University of Pittsburgh).
Briefly stated, our Hearing Board can find no serious fault with Dr. ’
Breuning's activities here in Pittsburgh.

" Leonard Epstein, PhiD..in his letter to Dr. David Kupfer of
January 20, 1924 makes reference on page two to the absence of IRB
approval of studies at Coldwater. This letter is the report of the
departmental reviey committee wnich is required in cur procedures.

Dr. Epstein has reported t5 me that Or, Sreuning had stated that
there had been no IRB epproval, in fact, that there was no IRB at
Coldwater. Breuning's explaration for this was that Coldwater was a
state institution and that petients on acmission signed some sort of
consent to be observed or studied. ‘'lorse than this, there was no
protocol for the "study", it was rather a series of “random" observations
collected by various observers and not in a centrelled study fashion.

In fact, it was not a "placibo cousle blind" study at all.

fere wemm, e P cema o
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Ms. Lorraine B8. Torres
July 6, 1954
Page two

Our Hears

ng 8oard hes sent a brief final resort, a copy of which
is enclosed. Based on this report and that fact that Br euning has
left the University of Pittsbureh, have no grounds to take action
against him relative to his ac“'xtﬁes while a member of our faculty
Sincerely, )
/ - /
N ‘-/"
LT e A S /‘ _;ﬁ.—)L
Donald F Leon, M.D.
DFL:1mf
Enciosure
cc Thoma 2tre, M.D.
David J. Kupfer, 4.D.
Mr. Ronald Talarico
1
F | : '
>
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apparent discrepencies and irregularities in the research conducted by Dr.
Stephen Breuning met ar 7:00 a.z=. on Thurséay, May 3, 1984. Present at the
meeting were Drs. Bahmson, Curthors, Gill and Rosenberz, Mr. Ronald Talerico,
Esq., Dr. Stephen Ereuning and his counsel, Mr. Tnozmas Coval, Esq. -
Individuals invited to present testimony to the Hearicg Board included Dr.
David Fupfer, Chair=an of Psychiatry, Dr. Sheidon Adler, member of the Dean's
fact finding review panel, and Dr. Leocard Epsteizn, Chairman of the
prelizinary review coc=ittee a2ppoizted by Dr. Rupier

The Medical School Research Rearing 3Sodard appointed to investigate
% -

The meeting was opened by Dr. Curthoys who reviewed the charge givea to
the Bearing Board by the Dean and the previous steps in the review process
which led to the appointrment of this Hearing Board. Since Dr. Breuaing has
resigned his positioa at the University of Pittsburzgh effective April 20,
1684, the remaining purpose of the Rearizg Board is to deterzine if the
research in question was used as a basis for aprlication, receipt or
expenditure of grant support froz NIMH, Potentisl grants in questioa include
the subcoatract of NIMY grant 32206 dealing with psvchotropic drugs that was
awarded to Dr. Robert Sprague for the period of May 1981 through April 1984
and NDH grant 37445 dezling with the use of stizulant drugs awarced to Dr.
Stephen Breuning, for the period of July 1981 through June 1984. The latter
grant has been terzinated and as’a result, neither grant is cucreatly in
effect.

In opening statemeants, Mr. Coval pointed out that the sole research in
question was the collectico and valicdicy of follow-up cata for the Colcdwater
studies that were conducted after Dr. Breuning had arrived at the University
of Pittsburgh in January 1981. lone of the studies conducted at Coldwater
were sponsored by an NIMZ grant. In addition, the follow-up studies were
carried. out after the two grants in question were subzitted to NIMH for
review. Thus, the follow-up studies conducted at Coldwater were not included
in either applica ion. The cocmittee then decided to determine to what extent
the research in question influenced subsequent studies conducted by Dr. ’
Breuning under the sponsorship of NIMH. Mr. Coval -indicated that the presence
of Dr. Breuning at this hearing did not izply recognition of the jurisdicti
of the appointed Fearing Board.

Dr. Rupfer then reviewed the initial events which led to his decision to
appoint a fact-finding co=—ittee to review the credibility of data collected
in the follow-up studies at Colcwater. T. Breuning indicated that none of
the studies carried out at Coldwater were sponsored through a formal
subcontract of an NIMH grant. Such support occurred only after moving to the
University of Pittsburgh and that these funds were used to carry out studies
that were different from those initiatcd and conducted at Coldwater. Dr.
Kupfer indicated that the Kearing Board would need to review this question
more carefully but to the best of his knowledge, the cnly reference to the
data in question was the abstract to be presented at the ACMP weeting which
was withdrawn by Dr. Breuning and the Psychopharzacology paper subzitted and
then later withdrawn by Dr. Gualtieri. Dr. Breuning thenm stated that the
. follow-up data froo Coldwater had not been prescnted anywhere or in any =




Publicatioz. That i: was aot used as 2 basis for 237 grant application angd
that the aznouncemezs cof “the coalerence proceedi 23s that zppeared ia the
Psycnopnar:;co-o;y Sulleziz gave refereace oalr to the oriziaal study,

Dr. Adler thea reviewad for the fieatizg- Board the results of the
‘ac---lac-ﬁ" padel that zre presented ia ghe letter of Dr. Lee dated Tebruary
27, 1984, Dr. nlce' indicated that the results of their review raised
su“‘cie-’ Cuesticas that they recormended further iacuiry fato the research

Mo
iacdicated that the co—-"'ﬂe had not exa=ined whether the data in questioa was
used as the basis of & graat applica
Support froa NIMZ. T. Epstein thea summarized the findiags of the jmdsd al
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questions.

The meetina
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University of Pitisburan

SCHOOL CF MEDICINE DEPARTMENT OF PSYCHIATRY
Ctice ot tne Chairman

Norman P. Curthoys, Ph.D.
Professor and Chairman
Department of Biochemistry
University of Pittsburgh
School of Medicine

814, Scaite Hail

Dear Norman,

I am writing to you in your cepacity as Chairman of the Madiczl
School Ressarch Heering Eoard investigating the activities of Dr.
Stephen Ereuning. When | testified befere the commitise, I was asked
by you to obtzin further information concerning two specific jssues.

; First, whether any of the research activity performed by Dr. 8reuning
during his tenure at the University of Pitisburgh and carried out at
the University of Pittsburch was persormed without the apprepriate
IRS approvals. Furthermore, wnether any o7 the research activity at

Coldwater was ceonducted by Dr. ‘Breuning under the auspices o7 Univer-
sity of Pittsburgh approved prctocols. Secondly, I was askec to
obtain information concerning the use of data from the Coldwatar
studies in the research canducted by Dr. Breuning at WPIC.

We have examined these issues and heve concludad the 7oilowing:

1. There is no evidence that any of the grant activity
(M4 37449) was conducted without the appropriate IRB approvals.

2. However, certain of the procedures used in Dr. Breuning's
studies at WPIC initially had been daveleped and tested in his
earlier work, much if not all of wnich was done at Coldwater.

3. On his arrival at WPIC, Dr. Breuning continued to pursue
those research interests he had earlier developed, specifically drug
efficacy studies for the treatment of mentally retarded children.
Therefore, it is not surprising that his prior investigatory work at
Coldwater influenced his choice of problem areas here, as well as hig
résearch designs and experirienta) methccology. This is most clearly
seen in the subcontract work that he did with DOr. Robert Sprague,
which apparently was arranged very shortly after Dr. Breuning's arrival
in Pittsburgh and represented a kind of continuation of their prior.

' - collaberation.
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horman P. Curthoys, Ph.I
May 31, 1934

(_)

Page 2

4. Dr. Sreuning's studies of stimulant drugs at WPIC seem lecs
directly in{luenced by his Csldwater work, although the Ga2sicn and
procedures usad surely were simiiar to what he hag used ezariier.
Here too, hcwever, there is no dirasc: evidence that any of the-
Coldwater daz data w°rc utilized. Nonstheless, there was a kind of
continuity Trcm Ereuning's earlier studies on neuroieptics to his
leter work on stimuiant dr ucs.

Therefore, there does not appear to be any direct relationship
between the Coldwater activities and Dr. Breuning's research activities
at WPIC.

y yours,

~

s .

C=Lea

Davic J. Kupfer, M.D.

g e 2B
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University of Pittsburgh

WESTERN PSYCHIATRIC INSTITUTE AND CLINIC CONFIDEN'”ﬁL

MEMO TO: DAVID KUPFER, M.p. ;
CHAIRMAN, DEPARTMENT OF PSYCKIATRY

~

FROM: THZ AD HOC INVESTIGATING COMMITTE:
DATE: MAY 3, 1985
TOPIC: FINAL REPORT OF THE AD HOC COMMITTEE

HISTORY: On March 14, 1985 Dr. Kupfer appointed an Ad Hoc comittes
consisting ot Drs. Robert Miller (Chairman), Nancy Day, Leonard Epstein,
and Karen Matthews to investigate the record of research conducted by Or.
Steven Breuning at WPIC. Specifically, the committee was charged to deter-
mine the authenticity of the data reported in the 01 progress report of
research grant MH37449, “"Stimulant Drug Use with Mentally Retarded Children."
It was also decided to expand the investigation to include the seven studies
reported in the Previous Work section of the renewal application su>mitted
to NIMH on October 1, 1983 under the same title. The renewal was sun-
sequently withdrawn by Dr. Breuning before it underwent review but the
seven studies listed had purportedly been completed during the supsort period
of 7/1/82 to 6/30/84 of MH37449.

Inspection of the 01 Progress Report and the Previous Work section of
the renewal application for MH37449 indicated that data from a tota] of
99 retarded subjects given stimulant trials were reported. Table ] summarizes
the number of subjects and the experimental conditions for each of the
seven studies listed in the renewal application.

PROCEDURES: After each of the cormittee members had an oppcriunity
to examine the materials provided to the comitiee, two meetings were held
to establish procedures to obtain the requisite data concerning the charge
to verify the research data reported in the Progress Report and the renewal
application. The committee followed the procedures outlined below:

1. The members of the committee personally searched the individual
medical records of all 278 inpatients adnittad to the Merck Unit betwzen
July 1, 1980 and June 30, 1984. The search included: inspection of the
daily orders from physicians; inspection of the medicatjons record; and
examination of the Discharge Summary. If evidence of any administration
of either Ritalin or Dexadrine was found, a separate data sheet was pre-
pared and the record was carefully examined in detz2il to check for IRB
consent, evidence of behavioral testing in the daily progress notes, and
the specific discharge diagnosis.

2. Cozies of all placebo-controlled trizls conducted on ths Merck
Unit from 1220-1934 were obtained fror tne wPIC phirmacy to establish
which patients had received stimulant/placets doudle-blind studies.
7
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3. The Chairman™ interviewsd Dr. Patrick Ackles by phone on March
24, 1985. Dr. Ackles had been a Post-Doctoral Fellow working directly
with Dr. Breuning on the John Marck Unit during the period of 7/1/33 to
6/30/84. It was thought that Dr. Ackles would have direct knowledgs of
the research activities on the Unit at that time.

4. On April 1, 1985 the Chairman interviewed Dr. Alan Poling of
western Michican University by phone. Dr. Poling was senior authar on
a paper with Dr. Breuning, "Effec:s of methylphenidzte on the fixed-ratio
performance of mentally retarded children", Pharmacolocv, Biochemigery
and Behavior 18: 541-544, 1963 and a co-author witn Drs. Breuning ang
Ackles on 1 second paper, "Dose-dependent effects of methylphenidate on
the fixed-ratio performance of hyperactive severely retarded adolescents"
in press in Apolied Research in Mental Retard2tion. Both of these pasers
had been cite2 1n tne Frogress Report section of the renewal application.

5. Lori Sisscn, the Project Coordinator on MH37449, was interviewed
on April 4, 1985 to discuss her knowledga of the researcn activities on
the Merck Unit.

6. The Committee interviewed Edward Nuffield, M.D., Medical Director
of the Merck Unit during the relevant time period,on May 1, 1985 ana
Janice Forster, M.D., a staff physician on the Unit,on April 26, 18:5.
The purpose of these interviews was to ascertain the procesgures which were
employed to assign a patient to the researcn protocol on stimulant crugs,
procedures for obtaining informed consent from parents, and methocs for
conducting the doudle-blind drug protocols.

7. The Chairman obtained copies of the relevant IR2 renewal reoorts
from the Secretary of the IRB (Biomedical) of the University of Pittsburgh.

RESULTS: Each of the sources of information provided useful evidence
to the Ad Hoc comittee with regard to the research studies conduct2d on
the Merck Unit during the period 7/1/82 to 6/30/84. This report will place
the highest weight on the written documentation from medical and pharmacy
records. The information obtained from interviews supplements the written

W

record and suoplies valueble insights into the process of the concuzt of

the research but is, of course, subject to the errors of specific recall of
events that occurred many months ago.

1. Inspection of Medical Records and Pharmacy Orders.

An exhaustive search of the Medical Records of 278 acnissions to
the John Merck Unit from July 1, 1930 to June 30, 1984 disclosed that 25
patients had ever received either Ritalin or Dexadrine while a patient on
the Unit. The disposition of these cases is as follows:
a. Eicht subjects had receivez either Ritalin or Dexadrins as
a prescribed medication for a brief period of time bu: without
placebo control or, in many instances, any behavioral testing
on the matcring-tso-sample procedure (MTS). In some czses, the-
stimulant was being withdrawn over the first ‘ew days of
admission or was given as a te:: dose for only a day or two.
These eight patie~ts, therafcre, do not qualify as reszarch
subjects for the stirulant gran:,
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1984 when Cr. Breuning was no Tonger a memder of the Desartment.
Further, neither of these patients hac an IRS consent in their
medical record nor was there any evidence in progress nptes that
they had received MTS testing.

c. Of the remaining 15 patients who had received stimulant/placebn
trials, four had no evidence in daily progress notes of MTS testing.
Since such tasting was always recorded in the notes, thess four
patients do not apgear to have been research subjects.

d. There were 11 patients who received stimulant/placebo trials
and MTS testing. Only two of these subjects had IRS informed -
consents in the medical record. Pharmacy records confirmed that
these 11 subjects had been administered stimulant and placebo
accerding to a double-blind procedure. In the absence of
documented informed consent, it was not possible to discriminate
among sutjects who were being tested clinically for the effects
of stimulants and those who were entered into the research protoccl.

et2iled examination of the 11 patients who could have been

rcn subjects disclosed a number of deviations from the pro-
es which had been outiined in grant £MH237449:

d
3

A
res
ced

€
ur

(1) The original protocel specified thnat subjects would have
a diacnesis of Attention Deficit Disorger with Hyperactivity and
Mild Mental Retardation. Only 4 of the 11 patients on stimulant/
placebo trials had a discharge diagnosis that met these criteria.

(2) The protocol specified that MTS testing would be done
in a tightly scheduled menner within 90-120 minutes after the
8:00 AM administration of the drug. Data in the medical records
revezled that the timing of the leboratory testina was rarely
within the prescribed time limits and, in fact, cf<en varied
widely within the same subject over testing days.

(3) While the protocol states that the stimulant will be
administered once daily at 8:00 AM, the pharmacy records indicate
that divided doses at 8:00 and 12:00 were sometimes used.

(4) According to the protocol, children aged 3-6 would be
given dextroamphetamine trials while those 6-12 would receive
Ritalin. Two of the subjects on Dexadrine/placebo frials
exceeded the stated age range ( 8 vears and 11 years of ace).
The four subjects given Ritalin were all within the precribed
age range,

2. Telephone intarview with Dr. Patrick Ackles.

Dr. Ackles, why is currently working in Chicago, was intzrviewed
by the comittee Chairman by pnhone. He was most coossrative in responding
L0 questions about the research conductzd during his Fellowship on the
Merck Unit. He stated thas his involvemznt on the piamer accepte by
Azzlied Research in Mentz] Fetardatign with Drs. Breusing and Polirc was
l:=1ted solely to so-z stiticlicz) anllyses anc pres:zrasion of grazss from
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sutmary datz shesic given to him by Dr. Breuning. He said that Dr. Breuning
first told him tnat tHe data were collected at WFIC but, wnen Dr. Ackles

pointed out that the ages of subjects did not masch thet of Merck Unit patients,
Dr. Breuning stated that the data were o05tzined elsewhere.

-

in Pittsburgh on a fixed-ratio regimen. The apparatus was on the unit bus
was never connected-up or operational.

Dr. Ackles said that, to his knowledce, no subjecss were ever teste:

3. Telechone interview with Dr. Alan Poling.

Dr. Poling denied any direct knowledce of the fixed-ratio testing
of the 23 subjects reported in the two papers which he co-authored with
Dr. Breuning. He stated that he was given summery dzta sheets by Dr.
Breuning from which the reports were prepared but thz2t he did not particizzte
in any direct data collection. He was under the impression that these dat:
had been collected from subjects in Pittsburgn but could not be suyre.

4. Interview with Lori Sisson.

Drs. Robert Miller and Nancy Day met with Lori Sisson, Researcn
Cocrdinator, on April 4, 1885. It had been Ms. Sisson's Job to schedule
and supervise the matching-to-sample (MTS) procedures, to prenars daily
graphs of the datz, and to coordinate all researcn activities connected witn
the stimulant grant.

Ms. Sisson was most cooperative throuchcut the interview, even
bringing along her testing schedules for examination by the committee. Since
she was blind recarding medication regimsns and, therefore, did not attand
the planning conferences, she could not specify wnich of the patients had
been on stimulant trials. She did assert that it was the practice on the
Unit to place patients on the MTS procedure irrespective of their participat-
ion in a research protocol.

In the course of the interview, severz] selient points enmsrced:
a. No fixed-ratio testing was ever done on the Merck Unit.

b. No testing was ever conducted on patients from cther units
‘at WPIC or on outpatients. A1l of the relevant datz for
the stimulant grant shculd have been collected from inpatients
on the sixth flocr.

c. Ms. Sisson was seldom given instructions to taest patients within

specific time-frames to correspond with the “therapeutic
window" for drug effects which is outlined in MH 7559.

d. The data which Ms. Sisson plotted from the MTS testing of
subjects on the Merck Unit were, without exception, essentially
flat curves. When Dr. Ereuning showed her graphs of data
showing dramatic drug effects, she questioned their source
since her date did not reflect such effects. Or. Breuning ..
rezlied that he was working in collaborasion with a number of

nv2stigators around the couniry ang trhey had produced these

2 a

inv
d2:2. He did not icentify those sites or investigators.
’
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APPENDIX C
STEPHEN E. BREUNING BIOGRAPHICAL MATERIAL
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Hama

Birthdate
Birthplace
Citizenship
Social Security £
Business Address

Home Address

L]

Telephone (Work)

Telephcne (Home)

Uncerqraduate

9-70 to 8-73

Acaczmiz

9-76 to 9-77
9-79 to 8-83

1-81 to
prese’.t

Date Sevised: 1-6-84

—

BIOGRAPHICAL

Stephen E. Breuning
9/18/52

Mineral Wells, Texas
U.S.

!epartment of Psychiatry

Western Psychiatric Institute
University of Pittsburen Scheo
3811 O'Hara Street

Pittsburgh, PA 15213

‘Western Michigan University B.S., 1673 Psychology,

Kelemazoo, Michigan Biology
Western Michigen Univarsity  M.A., 187¢ Dr. Howarc Z. Farris,
Kalamazoo, Michigan ° Psychology .
|
[11inois Institute of Ph.D.,1877 Dr. Alien H, Wolach,
Technioiocgy Psycholocy
=

irinity Chrictian Ccllege Instrucs:e
o

Western Michigan University Adjunct tssistant Prcfessar,

Cen2rimznt of Psycholozy
wmestarn Psychiatric Assistans Professor
Institute & Clinic of Child Psychiatry )
University of Pittsburgh
School of Meaicirne
Pittsburgh, Pennsylvenia
L ]
~%
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6-81 to
present

Non-Academic
e S ) o

4-72 to 12-72
1-72 to 7-73
1-72 to 7-73f
9-75 to 5-77
3-76 to 12-77
-77 to 9-78

9-78 to 1-81

Licensed Clinical/Corsulting Psychologist (£003205

Western Psychiatric
Institute & Clinic
University of Pittsburgh
School of Medicine
Pittsburgh, Pennsylvania

Kalamazoo Regional
Psychiatric Hospita)
Kalamazoo, Michigan

Kalamazoo Valley
Multihandicao Center
Kalamazoo, Michigan

Student Centered Education

Project
Kalamazoo, Michigan

I11inois Institute of
Technology
Chicago, I1linois

- South Suburban Chicago

Schools Proiecs
Chicago, Illinois

Oakdzle Regional Center for-

Develocmentzl Disabilities
Laceer, Michigan

Coldwater Regional Center
for Developmental Dis-
abilities

Coldwater, Michigan

Acting Director/Resezrch

Director .
John Merck Program for
Myltiply Disabled Children

Research Assistant
Behavior Analyss

Educational Technologist

Director of Behavioral
Progrzms anc Reszarcn

" Psycnologist

Psychologist,
Research Director
|

CERTIFICATION AND LICENSURE

of Licensing and Regulations

1975 to 1979

1977 to present

- 4982 to present

) by the Micnigan Depert=cnt

MEMBERSHIP IN PROFESSIONAL AND SCIENTIFIC

Association for Behavior Analysis

American Association on Menta! Deficiency

Association for the Advancement of Behavior Therapy




1973
1974
1979-1¢981

1582-1983

1983-198¢4

1983-1984

1982-1084

HONORS
Graduated Cum Laude
Graduated with Honors

Chairperson, Mental Retardation Division, Association
Behavior Analysis.

Chairpersan, Psychology Civision, Region IX, American Associa-
tion on Mantal Deficiency.

Second Vice-Chairperson, Pennsylvania Chapter, American Associ-
ation on Mental Ceficiency.

First Vice-Chairperson, Pennsylvania Chapter, American Associa-
tion on Mental Deficiency

Member, Controversial Treatments Review Section, Professiona)
Consulting Services anc Peer Review Committee of the Association
for the Advancement of Behavior Therapy.

Tardive Dyskinesia Litigation Professional Advisory Ccmmittee,
Y < Y

Oevelcrad &t tha Frzrmzcologicel ans Semactic Treatments
Research Branch of NIMH horkshop entitled “Tarcive Dyskiresia

1n the Developmentally Disahlec".
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o ‘BEHAVIORAL MEDICATION ISSUES

MAY 10 — 1:30 - 3:30  McDOUGALL TRAINING CENTER

“METHODOLOGICAL CONSIDERATIONS IN USING
OBSERVATIONAL DATA FOR CLINICAL DECISIONS” A

DR. TED RUGGLES Ph.D. ;
SONOMA DEVELOPMENTAL CENTER !

MAY 17 — 1:30 - 3:30  McDOUGALL TRAINING CENTER 4
“INVOLUNTARY MOVEMENT DISORDERS:
PREVELANCE AND DISORDERS" i

DR, RON STONE AND BARBARA FEDULLO, RN. P
SONOMA DEVELOPMENTAL CENTER i

‘ £ MAY 24 — 8:30 - 5:00  VETERANS AUDITORIUM, SONOMA g
{ “MAKING INFORMED DECISIONS: BEHAV!ORAL :
MEDICATIONS" !

DR. STEVEN BREUNING Ph O.
UNIVERSITY OF PITTSBURGH — SCHOOL OF MEDICINE |

TOM COVAL, ATTORNEY |
/ TEMPLE UNIVERSITY — WOODHAVEN SCHOCL. PENNSYLVANIA "

P o AP vos
e

’ e  Ep— ,

' DR. LEONARD FIELIDING — DIRECTOR ‘
EGICNAL HUMAN RESCURCES CENTER, MINN. B

DR JOE TCUPIN — MEDICAL DIRECTOR

U.C. DAVIS SCHOCL OF MEDICINE ",
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"B THIS TRAINING EVENT IS SPECIFIC TO THE BEHAVIORAL, .
MEDICAL AND LEGAL DECISIONS ASSOCIATED WITH ]

CONTINUED USE OF PSYCHTRCPIC MEDICATICNS.
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CRISIS IN MENTAL RETARDATION ASSESSMENT AND TREATMENT

Legal and Treatment Implications of OF ANXIETY AND
Pharmacological and Behavioral Interventions PHOBIC DISORDERS

Albany, New York Syracuse, New York
May 19-20 ) June 16-17, 1986

WORKSHOP DESCRIPTION WORKSHOP DESCRIPTION §

frequency. tne judicial system i1s
determining that EFFECTIVE (not
just benign) treatment is a legal
nght of the classified retarded
As psychotropic medication has
increased with de-institutional-
ization. so has the documented
incigence of psychotogical and
physical disorders. This is no
longer gceemed tolerable. and in-
dividuals. from the ward atten-
dant 1o the institutional director,
are being heid personally hable
for poor treatments.

B
.
No longer i1s treatment of the
mentally retarded a moral or
ethical issue. With increasing
l What exaclly is our legal respon-

sibility? What exactly comprises
good and etfective treatment?

This eminent team of trainers 1s
well-known in the U.S. for being
in the foretront of this movement
They have been working exten-
siwvely with institutions and
Federal and State officials at re-
conceptualizing treatment ap-
proaches 1o best meet the needs
of retarged citizens. Their pre-
sentation 1s dynamic and prag-
maiic. Participants will learn of
specific court cases. legal treat-
ment requirements and a team-
onented working approach to
treatment.

TARGETED AUDIENCE AND LEVEL

Administrators and treatment
team members. advocates and
particularly athliated medical
personnel will fing this conter-

'E PRESENTERS

hen E Breuning, PhD. is
. agministrator of Medical.
ursing and Psychological Ser-
vices al the Polk Center for the
Mentally Retarged in Pltsburgh,
Pennsyivania. Prior 10 his pos:
tion at Polk Center. he spent
: three years as assistani profes-
sor of psychiatry and director of
services for developmentaily dis-
abled children at the Universily
of Pittsburgh Western Fsych-
iatric Institute and Clinic. He
has published six books and
numerous journal articles in the
areas of mental retardation and
psychopharmacology and be-
havior mocification. Breuning is
currently regarged as one of the
nation's 1op treatment experts in
the field of Mental Retardation.

Thomas E. Coval. Esq. is a trial
lawyer in private practice in Phil-
adeiphia. Pennsyivania and is
lega! counsel to Temple Univer-
sity Medical Center for the Devel-
opmentally Disabled. He special-
1zes in legal work pertaining 10

ana phar gical
treatment of the mentally retard-
ed. He has authored several ar-
ticles n legal journals on the
topic of his speciaity. and is
quite well known for his exper-
tise in legal matters related 10
classified retarded.

Vicky J. Davis. MA_, is Educa-

tional Specialist at the Polk

Center. She has writlen several

publications in the areas of

mental retardation, chmca!

ssgessment and psychopharma-
Qy. and is known for her

with staff traiming for effec-

treatment.

|

ence challenging and useful.
Some knowledge of usual treat-
ment strategies 1s necessary for
meaningful participation

SCHEDULE

MONDAY. MAY 19 1986

89am Registration & Colfee

910am Orentation’ a survey of re
Search. issues ano apphcations

101015 am. BREAK Coffee. tea. and

. pasines

1015am. A comprehensive approach 1o

Noon assessment and treatment of
Chents

Noon-1 pm.  LUNCHEON

123 pm Lega! ang administrative

aspects of behavioral and phar-
= macological treatments.

230 BREAK: soda and fruits

245p0m.

2455pm  The mental health professional
23 expert wilness: simuiations
of actual court cases

$1030pm. RECEPTION: cash bar and hors *
g oeuvres

TUESDAY. May 20 19868

91015 am Questions you wi/l be asked by
atiorneys. and suggested
answers you Shou!d have.

101% BREAK collee. lea and

1030 am pastnes

1030 Chent informed consent current

Noon legal ang ethical requirements
for W!lll\lﬁq treaiment with
pharmacological ang psychok
0giCal inlerventions.

Noon1pm LUNCHEON

1230 pm  Discussion of recent cases and
practical imphcations

230 BREAK soas and fruts

245pm

245 Question ang answer forum

4Xpm Parlicipants are asked 10
prepare Queslions in advance
ang give them 10 Ihe conference
gwectors

40Spm  Continuing Ecucation and

Acacemic Creoits Participants
wishing credit will il out torms
and take DOSI-1e81S 10 evaluate
Our Iramng conference

This workshop is decignec to
provide clinicians with a working
knowledge of the classification
andg treatment ol Agoraphobia.
Panic Disorger. Generalized Anxi-
ety Disorger. and Obsessive-
Compulsive Disorder Insofar as
treatment 1s inked to diagnostic
classification Dr Barlow will
gtve special attention 1o distin-
guishing the vanous anxiety dis-
orders 1o help practitioners deliv-
er specialized treatment
regimens

The intormation presented is
grounded n well controlled
scientific experimentation How-
ever. it should also be stressed
that Dr Barlow is an accomp-
lished chinician having himself
treated many of the cases he
will discuss Dr Barlow's
knowleage of these disturban-
ces emanates not only from s

clinical encounters. but also
from ongoing research projects
at the Center for Stress and An
xiety Disorgers and the Phobia
and Anxiety Disorgers Clinic at
SUNY Albany. These projects
have yielded scientificaity
grounded gata which chinicians .
may utihize in a more systemalic
fashion than that knowledge
gained only through anecaotal
reports of treatment.

The ment and trea "
of anxiety and phobic disorders
are considered by many practi-
tioners 1o be topics of preemin-
ent concern. Qur own needs
assessment surveys and a re-
cent article in the APA Monitor
support this conclusion. It would
certainly behoove the therapist
who wishes to stay current in
this important fieid to attend Dr
Barlow's workshop.

TARGETED AUDIENCE AND LEVEL

Psychiatrists. psychologists
social workers and allied health
prolessionals, along with

THE PRESENTER

David H. Barlow received his
Ph.D. from the University of Ver-
mont in 1969 and has published
over 150 articles ana chapters
and seven books. mostly in the
areas of anxiety gisorgers. sex-
ual problems, ang clinical re-
search methodology. His most re-
cent books include: Mavissakal-
ian, M, and Bariow. D.H., Phobia:
Psychological and Pharmacolog-
ical Treatment. New York: Guil-
ford Press. 1981; Barlow. D.H.,
and Herseni‘M Single Case Ex-

ey 9 bd

for Studying Behavioral Change,
2nd Edition. New York: Perga-
mon. in press. Barlow. D.H. (ED.),
Clinical Handbook of Psycholog-
ical Disorders: A Step-By-Step
Treatment Manual New York:
Guilfora Press, 1985.

Dr. Barlow is a professor in the
Department of Psychology at the
State University of New York at
Albany He 1s Past Presigent of
the Association for Agvancement
of Behavior Therapy. and Assoc-
iate Editor of several journals. At
present he 1s co-director of the
Center for Stress and Anxiely
Disorgers and also director of
the Phobia and Anxiety Disor-
ders Clinic and the Sexuality Re-
search Program at SUNY Albany.
He 1s a Dipiomate in Clinical
Psychology of the American
Boara ot Professional Psych.
ology and maintains a privale
praclice.

graduate students in those
professions.

MONDAY. JUNE 16. 1988

910X am ana C
tion of Anxiely Disoroers

103011 am. BREAK

11 am-Noon Phe Qy and Ci ]
tion o Anuety Disorcers

Noon-1 pm  LUNCH

1230 p.m Assessment and Treatment of
Pamc Disorger. Agoraphobea.
and Generalized Anxiety
Drsorger

2303pm.  BREAK

3430 pm  Assessment and Treatment of
Panic Disoroer. Agoraphodia.
and Generaized Anxiely
Drsoroer

4Xpm Cocktai Party (Cash Ban

TUESDAY. JUNE 17. 1986

$1030am Assessment and Treatment of
Panic Disorger. Agoraphobia.
ana Generalized Anmely
Drsorger

103011 am.  BREAK

11 am Noon Assessment and Treaiment of
Pamic Disorger. AQoraphodia.
ang Generaized Anxrety

Disoraer
Noon1 pm.  LUNCH
12X pm
230pm
340pm

i

T L1 (o1 B e L P ————————— Rt

Note: Piease indicale Delow which ¢
Must De Macde with INe respeciive Nolels

you are g Room s

CRISIS IN MENTAL RETARDATION
| am inleresied n

() AACME Continuing Medical Education Creant

1) APA Contivumg Contmy Crean
Crises i Mental Retardalon (For room resarvations. The Milton, Albany (V NASW Contemuing (gumﬁ Crean

|
o
Assessment and Treatment of
Ovsessive Compuisive Disoroer
BREAK
Assessment and Treaiment of
Ovsessive Compuisive Disoroer -

May 1920 1986 Aibany (518) 4626611 Dy May 15 (1Y Acagemic Crean m
Tieatment of Ansiely Drsorgers (For ro0m reservations. Ramada Inn, Syracuse, e d
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‘ INDIVIDUALS INTERVIEWED BY PANEL MEMBERS*

Name ‘ Date Place of Interview

Stephen E. Breuning, Ph.D. 11/22/85 Rockville, Maryland
Polk Center
Polk, Pennsylvania

Vicky J. Davis 10/16/85 "

Polk Center
Polk, Pennsylvania

University of Pittsburgh

Patrick Ackles, Ph.D. 6/26/85 Pittsburgh, Pennsylvania
Former Post-Doctoral Fellow

Norman P. Curthoys, Ph.D. 6/25/85 "
Chairperson, University Hearing Board

Naney Day, Ph.D. 6/25/85 "

Department of Psychiatry
Member, Ad Hoe Committee

Thomas Detre, M.D. 6/25/85 "
‘ Senior Vice President for Health Sciences

School of Medicine

Wilda DiPietro 3/19/86 "
Former secretary to Dr. Breuning

Leonard Epstein, Ph.D. 6/25/85 "
Department of Psychiatry 3/19/86 "
Chairperson

Preliminary Investigating Committee

Janice L. Forster, M.D. 6/25/85 it
Physician, John Merck Program for
Multiply Disabled Children

Sue Ann Fultz 6/25/85 B
Research Assistant, John Merck Program for
Multiply Disabled Children

Carol Kaufman 3/19/86 "

Research Administrator
Western Psychiatric Institute and Clinic

*One or more Panel members participated in these interviews.
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Name Date Place of Interview
David Kupfer, M.D. 6/25/85 Pittsburgh, Pennsylvania
Professor and Chairman 3/19/86 "

Department of Psychiatry

Karen Matthews, Ph.D. 6/25/85 "
Department of Psychiatry
Member, Ad Hoe Committee

Robert Miller, Ph.D. (deceased) 6/25/85 "
Department of Psychiatry
Chairperson, Ad Hoc Committee

Edward J. Nuffield, M.D. 6/25/85 "
Former Acting Medical Director

John Merck Program for

Multiply Disabled Children

Lori Sisson 6/25/85 L
Former Senior Research Assistant

‘ University of Nlinois
Robert L. Sprague, Ph.D. 4/19/85 New York, New York
Director, Institute for Child Behavior and
Development
University of Illinois at Urbana-Champaign

Coldwater Regional Center for Developmental Disabilities

Joyece Burns, Ph.D. 5/22/85 Coldwater, Michigan
Staff Psychologist

Salvatore Cullari, Ph.D. 6/13/85 Boston, Massachusetts
Former Staff Psychologist

Neal Davidson, Ph.D. 4/19/85 New York, New York
Director of Psychology

Donald G. Ferguson, Ph.D. 5/21/85 Duluth, Minnesota
Former Staff Psychologist

Ronald Hindbaugh, Ph.D. 5/22/85 Coldwater, Michigan
Director of Programs

Bonita Hoffner, Ph.D. 5/22/85 "
Former Staff Psychologist
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Name

Jan Laurimore
Former Secretary to Dr. Breuning

Wesley Lyle
Licensed Practical Nurse, Building 42

Robert Niblette, Ph.D.
Staff Psychologist

Robert Rogan
Facility Administrator

John Scott
Program Director

Philip M. Smathers
Supervisor of Special Education
Branch Intermediate School District

Timothy Smoker**
Pre-vocational & Vocational Coordinator
Evergreen School

Date

5/22/85

5/22/85

5/22/85

5/22/85

5/22/85

5/22/85

6/4/85

Oakdale Regional Center for Developmental Disabilities

John Regan, Ph.D.**
Staff Psychologist

University of North Carolina

C. Thomas Gualtieri, M.D.
Department of Psychiatry

Others

Paul Koutnik, Ph.D.**

Former Associate Professor of Education
Department of Psychology

Mllinois Institute of Technology

Chieago, Nlinois

5/13/86

6/26/85

5/5/86

Place of Interview

Coldwater, Michigan

Pittsburgh, Pennsylvania
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Name Date

Johnny L. Matson, Ph.D. 6/13/85
Former Director of Research

Learning Development and

Special Education Department

Northern Illinois University

De Kalb, Nllinois

Alan Poling, Ph.D.
Department of Psychology
Western Michigan University
Kalamazoo, Michigan

Alan Wolach, Ph.D.** 5/13/86
Chairman

Psychology Department

Dlinois Institute of Technology

Chicago, Ilinois

**Telephone Interviews

Place of Interview

Boston, Massachusetts
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Sites visited by the full Panel or representative Panel members:

Coldwater Regional Center for Developmental Disabilities
Coldwater, Michigan
May 22, 1985.

Western Psychiatric Institute and Clinie, University of Pittsburgh
Pittsburgh, Pennsylvania
June 25-26 and March 19, 1985.
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INDIVIDUALS INTERVIEWED BY NIMH STAFF OR CONSULTANT INVESTIGATOR®

University of Pittsburgh

Name Date

Richard M. Cohen, M.D. 1/29/85
Former Chairperson
Institutional Review Board

Michel Hersen, Ph.D. 2/1/85
Member, Department of Psychiatry Investigating Committee

George Huber 1/31/86
Legal Counsel

Robert E. Lee, M.D. 1/30/85
Director of Presbyterian University Hospital Laboratories

Chairperson, Investigating Committee

School of Medicine

Donald F. Leon, M.D.** 3/15/85
Former Dean, School of Medicine

Jessica H. Lewis, M.D. 1/30/85
Former Chairperson, Institutional Review Board

John Thompson 10/18/84

Director of Sponsored Project Administration
Office of Research

Coldwater Regional Center for Developmental Disabilities

Henry Motes, Ph.D. 1/17/85
Staff Psychologist

Monica Ross 1/16/85
Chief, Medical Records

Ina Whitney 1/16-17/85
Personnel Officer

Tim Wysocki, Ph.D.** 5/20/85
Former Assistant in Psychological Services

*The names of individuals also interviewed by Panel members are not repeated here.

**Telephone interviews.
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Oakdale Regional Center for Developmental Disabilities

Name Date

Isak O. Berker, M.D. 5/14/85
Medical Director and Chairman, Research Committee

James J. Coleman, Ed.D. 5/17/85
Former Director of Normalization & Treatment

Cora Crow 5/14/85
Resident Records Coordinator

Karen Demko 5/16/85
Director of Program Services

Kay Kovac 5/14/85
Secretary to Dr. David Ethridge, Facility Director

Jody R. Lewis** 8/13/86
Michigan Department of Mental Health
Former Health Assistant at Oakdale

M. Lombard, Ph.D. 5/14/85
Staff Psychologist

David A. Nolley, Ph.D.** 5/14/85
Former Coordinator of Psychological Services

Doris Rolland 5/15/85
Principal

Woodside Elementary School

Christine Schroeder, Ph.D. 5/17/85
Staff Psychologist

John VanBuren 5/14/85
Personnel Director

Alice Winton 5/17/85
Audiologist

University of Illinois at Urbana-Champaign

Name Date
Nina Almy, Ph.D. 10/16/84
Staff Assistant to the Institutional Review Board

Douglas A. Bernstein, Ph.D. 10/16/84
Chairperson, Investigating Committee
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Theodore L. Brown, Ph.D.
Vice Chancellor for Research and
Dean of the Graduate College

Elaine Copeland
Associate Dean of the Graduate College

Jack Kamerer
Director of Grants & Contracts and
Assistant for Business Affairs

Robert Linn, Ph.D.
Member, Investigating Committee

Martin Maehr, Ph.D.
Member, Investigating Committee

Karl M. Newell, Ph.D.
Chairperson, Institutional Review Board

University of North Carolina

Name
Stephen R. Schroeder, Ph.D.

Research Scientist
Department of Psychiatry

Other
Name
Kenneth Gadow, Ph.D.**

Assistant Professor
Office of Special Education

State University of New York, Stoney Brook

David Lyon, Ph.D.**
Chairperson, Department of Psychology
Western Michigan University

Fred Morris, R.N.**

Former Director

Calhoun County Community Mental
Health Program

Battlecreek, Michigan

William Sullivan
U. S. Department of Education

Washington, D. C.

10/16/84

10/15/84

10/15/84

10/16/84

10/15/84

10/16/84

Date

1/3/85

Date

8/5/86

10/10/86

5/21/86

10/12/84
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Sites visited by the Consultant Investigator:

University of Illinois at Urbana-Champaign
Champaign, Illinois
October 15-6, November 26-27, November 30, December 4, 1984.

Coldwater Regional Center for Developmental Disabilities
Coldwater, Michigan
October 17, 1984, January 15-18, 1985.

University of Pittsburgh
Pittsburgh, Pennsylvania
October 18-19, 1984, January 29 - February 1, 1985.

University of North Carolina
Chapel Hill, North Carolina

January 2-3, 1985.

‘ Oakdale Regional Center for Developmental Disabilities
Lapeer, Michigan
May 14-17, 1985.
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PUBLICATIONS REVIEWED BY THE PANEL

DYSKINESIA STUDIES

Breuning, S.E., Ferguson, D.G., and Cullari, S. Analysis of
Single-Double Blind Procedures, Maintenance of Placebo Effects,
and Drug-Induced Dyskinesias With Mentally Retarded Persons.
Applied Research in Mental Retardation, 1980, 1, 175-192.

Breuning, S.E., Ferguson, D.G., and Cullari, S. Analysis of
Single, Double-Blind Procedures, Maintenance of Placebo Effects,
and Drug-Induced Dyskinesia with Mentally Retarded Persons -

A Brief Report. Psychopharmacology Bulletin, 1981, 17, No. 1,
122~123.

Gualtieri, C.T., Breuning, S.E., Schroeder, S.R., and Quade, D.
Tardive Dyskinesia in Mentally Retarded Children, Adolescents,
and Young Adults: North Carolina and Michigan Studies.
Psychopharmacology Bulletin, 1982, 18:1, 62-5.

Breuning, S.E. Time Course of Tardive Dyskinesia in the Mentally
Retarded: A Longitudinal Analysis. Abstract submitted (and
later withdrawn) for presentation at the annual meeting, American
College of Neuropsychopharmacology, 1983.

Gualtieri, C.T. and Breuning, S.E. A Behavioral Analogue of
Withdrawal Dyskinesia, Submitted to Psychopharmacology, 1983
(withdrawn in December 1983 by the first author).

DYSKINESIA ASSESSMENT INSTRUMENT

Sprague, R.L., Kalachnik, J.E., Breuning, S.E., Davis, V.J.,
Ullman, R.K., Cullari, S., Davidson, N.A., Ferguson, D.G., and
Hoffner, B.A. The Dyskinesia Identification System-Coldwater
(DIS-Co): A Tardive Dyskinesia Rating Scale for the Develop-
mentally Disabled. Psychopharmacology Bulletin, 1984, 20,

No. 2, 328-338.

ADMINISTRATIVE REVIEW OF DRUG TREATMENT

Ferguson, D.G., Cullari, S., Davidson, N.A., and Breuning, S.E.
Effects of Data-based Interdisciplinary Medication Reviews on
Prevalence and Pattern of Neuroleptic Drug Use with Institution-
alized Mentally Retarded Persons. Education and Training of

the Mentally Retarded, April 1982, 103-108.

Ferguson, D.G., Cullari, S., and Breuning, S.E. Reduction of
Psychotropic Medication Usage Through an Interdisciplinary
Team Review Process. Proceedings of the Minnesota Conference
on the Use of Medications in Controlling the Behavior of the
Mentally Retarded, September 1980.




PHARMACOLOGIC TREATMENT STUDIES

Breuning, S.E., O'Neill, M.J., Ferguson, D.G. Comparison of
Psychotropic Drug, Response Cost, and Psychotropic Drug plus
Response Cost Procedures for Controlling Institutionalized
Mentally Retarded Persons. Applied Research in Mental
Retardation, 1980, Vol. 1, 253-268.

Breuning, S.E. and Davidson, N.A. Effects of Psychotropic Drugs
on Intelligence Test Performance of Institutionalized Mentally
Retarded Adults. American Journal of Mental Deficiency, 1981,
85:6, 575-579.

Breuning, S.E., Ferguson, D.G., Davidson, N.A., and Poling, A.D.
Intellectual Performance of Mentally Retarded Drug Responders and
Nonresponders. Archives of General Psychiatry, March 1983, 40,
309-13.

EFFECTS OF THERAPEUTIC MANTPULATION ON TASK PERFORMANCE

Wysocki, T., Fuqua, W., Davis, V.J., and Breuning, S.E. Effects
of Thioridazine (Mellaril) on Titrating Delayed Matching-to-
Sample Performance of Mentally Retarded Adults. American
Journal of Mental Deficiency, 1981, 85:5, 539-547.

Davis, V.J., Poling, A.D., Wysocki, T., and Breuning, S.E.

Effects of Phenytoin Withdrawal on Matching to Sample and Workshop
Performance of Mentally Retarded Persons. The Journal of Nervous
and Mental Disease, 1981, Vol. 150, No. 11, 718-725; and
Psychopharmacology Bulletin, 1982, Vol. 18:1, 51-54.

Breuning, S.E. An Applied Dose-Response Curve of Thioridazine
with the Mentally Retarded: Aggressive, Self-Stimulatory,
Intellectual, and Workshop Behaviors - A Preliminary Report.
Psychopharmacology Bulletin, 1982, 18:1, 57-59.

Breuning, S.E., Davis, V.J., Matson, J.L., and Ferguson, D.G.
Effects of Thioridazine and Withdrawal Dyskinesias on Workshop
Performance of Mentally Retarded Young Adults. American Journal
of Psychiatry, 1982, 139:11, 1447-1454.

Breuning, S.E., Sisson, L.A., Fultz, S.A., Marshall, T., and
Bregman, J.D. Effects of Neuroleptic Drugs on Titrating Delayed
Matching-to-Sample Performance of Mentally Retarded Children.
Submitted to Psychopharmacology, unpublished.

Breuning, S.E. and Poling, A.D. Pharmacotherapy. In J.L.
Matson and R.P. Barrett (Eds.), Psychopathology in the Mentally
Retarded, New York, Grune and Stratton, 1982, 195-251.
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MULTISTATE SURVEY OF THE INSTITUTIONALIZED RETARDED

Davis, V.J., Cullari, S., and Breuning, S.E. Drug Use in Community
Foster-Group Homes; in S.E. Breuning & A.D. Poling (Eds.), Drugs
and Mental Retardation, Springfield, Ill., Charles C Thomas, 1982,
359-376.

REVIEWS

Breuning, S.E. and Poling, A.D. Pharmacotherapy. In J.L. Matson
and R.P. Barrett (Eds.), Psychopathology in the Mentally Retarded,
New York, Grune and Strattom, 1982, 195-251. (Also listed under
Effects of Therapeutic Manipulation on Task Performance, above.)

Ferguson, D.G. and Breuning, S.E. Antipsychotic and Antianxiety
Drugs. In S.E. Breuning and A.D. Poling (Eds.), Drugs and
Mental Retardation. Springfield, Ill., Charles C Thomas,

1982, 168-214.

Breuning, S.E., Davis, V.J., and Poling, A.D. Pharmacotherapy
with the Mentally Retarded: Implications for Clinical Psychologists.
Clinical Psychology Review, 1982, 2, 79-114.

Barrett, R.P. and Breuning, S.E. Assessment of Intelligence,
in J.L. Matson and S.E. Breuning (Eds.), Assessing the Mentally
Retarded, New York, Grune & Stratton, 1984.

Sisson, L.A. and Breuning, S.E. Assessing Medication Effects,
in J.L. Matson and S.E. Breuning (Eds.), Assessing the Mentally
Retarded, N.Y., Grune and Stratton, 1984.

STIMULANT DRUG USE WITH MENTALLY RETARDED CHILDREN

Poling, A. and Breuning, S.E. Effects of methylphenidate on
the fixed ratio performance of mentally retarded children.
Pharmacology, Biochemistry and Behavior, 1983, 18:541-4.

Breuning, S.E., Ackles, P.K., and Poling, A. Dose-dependent
effects of methylphenidate on the fixed-ratio performance of
hyperactive severely mentally retarded adolescents. Manuscript
submitted to Applied Research in Mental Retardation.
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DYSKINESIA STUDIES

Breuning, S.E., Ferguson, D.G., and Cullari, S. Analysis of
Single-Double Blind Procedures, Maintenance of Placebo Effects,
and Drug-Induczd Dyskinesias With Mentally Retarded Persons.
Applied Research in Mental Retardation, 1980, 1, 175-192.

PHS grant cited: MH-32206

Authors' description and findings: Subjects were 10 (5 male,

5 female) institutionalized mentally retarded persons receiving
thioridazine, chloropromazine, or haloperidol. Each subject

was from a different living unit. The age range was from 17-71
years and the IQ range was 14-74. Informed consent was obtained
for all participants. Drug withdrawal was planned for each
subject by an interdisciplinary team.

The residents were randomly assigned to 1 of 5 sequences of
treatment presentations with the restriction that each sequence
have two residents. The first 4 sequences were designed to
examine placebo effects and the 5th sequence was designed to
examine the effectiveness of a procedure for discontinuing
placebo and double-blind conditions. Each of the 5 sequences
consisted of a combination of the following conditions:

(1) drug; residents were receiving the medication (D); staff
told medication is placebo (PD); (3) residents blind (RB);
(4) staff blind (SB); (5) neither residents nor staff blind
(NB); (6) both residents and staff blind (RSB).

Subjects 1-8 received medication for the first 8 weeks of the
study. Subjects 9-10 received medication for the first

4 weeks of the study. Each cubject was abruptly withdrawn

from medication on the last day of week 8 for subjects 1-8

and the last day of week 4 for subjects 9-10. Throughout the
remainder of the study the 10 subjects were off all medication.
Drug conditions in which placebos were administered followed
procedures identical to those used during medication conditions
including abrupt withdrawal. The clinic nurse (LPN) or shift
supervisor administered the medication. The nurse and super-
visor were unaware of the study and received the same condition
information presented to the living unit staff. All medications
and placebos were similar in taste and appearance and were
supplied in identical packages by the pharmacist and physician.

Target behaviors of participants were physical aggression, property
destruction, disruption, and yelling-screaming. Frequencies of
inappropriate behaviors were recorded by the living unit staff

in 30-minute intervals, 24 hours per day. Reliability checks

were made on a random selection of 4 30-minute intervals per

day.
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All subjects were assessed for dyskinesia ‘3 days prior to the
discontinuation of medication (baseline) and at weekly intervals
throughout the remainder of the study. Assessments were completed
independently by 2 registered nurses using the Withdrawal Emergent
Symptom Checklist.

The results showed that during the D condition the frequencies of
inappropriate behaviors were relatively stable with no upward or
downward trends. During the first RSB condition frequencies were
lower than those obtained during the D condition with stabilization
occurring by the end of the condition. During the PD, RB, NB, and
SB conditions the frequencies were higher than those obtained

" during the D and SRB conditions. The reliability between observers
and living-unit staff was between 87.6 and 93.8 percent across

all conditions except the PD and RB conditions. During these
conditions the frequencies of inappropriate behaviors recorded

by the living-unit staff were substantially higher than frequencies
recorded by the observers.

The authors note that the results empirically demonstrate the
importance of using reliability checks, placebo conditions, and
double-blind conditions in assessing medication effects with
mentally retarded persons. Without placebo and double-blind
conditions there was an unreliable increase in the recorded
frequencies of the participant's inappropriate behaviors during
PD and R" conditions and a reliable increase in the frequencies
recorded during the SB and NB conditions. These increases are
due to variables other than the medication being discontinued.
The increases in frequencies during the PD and RB conditions are
explained in terms of expectancy effects by staff. The increases
of frequencies during the SB and NB conditions were due to
operant variables.

Withdrawal dyskinesias were present in 9 of the 10 subjects and
persistent dyskinesias (1.5 year followup) were present in
6 of the 10 subjects.

Relation to other studies: This is the same study as the one
listed immediately below.

Panel comments: No plausible site for the execution of this
study has been identified. When questioned by the Panel as to
where this specific study had been conducted, Dr. Breuning said
that it had been conducted at the Coldwater and Oakdale Regional
Centers. In response to a letter, dated February 12, 1986, from
the Panel requesting information about the specific site for the
conduct of the study, Dr. Breuning again stated that it had been
conducted at the Qakdale and Coldwater Regional Centers.
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In the Panel's interviews with the coauthors, however, Drs. Ferguson
and Cullari stated that Dr. Breuning had told them that the data
had been collected at the Oakdale Regional Center. While the
coauthors had been shown graphs by Dr. Breuning, they had not
seen any raw data. Dr. Ferguson said that he had discussed the
data with Dr. Breuning and had written portions of the manuscript.
In discussing this study with members of the Panel, Dr. Cullari
said that Dr. Breuning had brought the data from Oakdale and

that the followup data had been obtained by "contacts" at Oakdale.
Dr. Cullari indicated that he had conducted the literature search
on placebos.

Extensive interviews with Dr. Breuning's coworkers at Oakdale
did not identify anyone who had direct knowledge of research
involving human subjects that had been conducted at Oakdale by
Dr. Breuning. Dr. John Regan, Staff Psychologist at Oakdale,
indicated that Dr. Breuning had only conducted research with
goldfish while he was employed there.

Dr. Breuning's coworkers at the Coldwater Regional Center were
not aware of any studies conducted there in which placebo/double-
blind procedures had been used. In Panel interviews conducted
with administrative staff at Coldwater, Mr. Robert Rogan,
Facility Administrator, stated that medication manipulation
for research was not permitted at Coldwater. Dr. Breuning did
tell the Panel, however, that placebos, generally similar in
appearance to medications, were used at Coldwater. He said
that early in his tenure there they had not been obtained
through the pharmacy but had been made up on his unit. He
said he had not known of any policy prohibiting this procedure.

Panel findings: The reader is led to believe that the study was
conducted at Coldwater Regional Center where Dr. Breuning and the
coauthors were employed. Although the published report describes

a fairly elaborate experimental design, including placebo adminis-
tration, extensive behavioral observations over a 28-week period,
and the collaboration of several trained observers, the Panel could
find no evidence that the study had been conducted at either the
Coldwater or Oakdale Regional Centers. The Panel concluded that
the study described was not carried out.

Breuning, S.E., Ferguson, D.G., and Cullari, S. Analysis of
Single, Double-Blind Procedures, Maintenance of Placebo Effects,
and Drug-Induced Dyskinesia with Mentally Retarded Persons -

A Brief Report. Psychopharmacology Bulletin, 1981, 17, No. 1,
122-123.
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PHS grant cited: MH-32206

This is a brief version of the research described and discussed
immediately above. There are minor differences in the two reports.
This article reports subject ages as 17-74, and lists the
abbreviation of one of the conditions in a slightly different

way.

Gualtieri, C.T., Breuning, S.E., Schroeder, S.R., and Quade, D.
Tardive Dyskinesia in Mentally Retarded Children, Adolescents,
and Young Adults: North Carolina and Michigan Studies.
Psychopharmacology Bulletin, 1982, 18:1, 62-5.

PHS grant support cited: None. However, this study is listed in
the progress report for 2 RO1 MH-32206-06 (submitted in June 1983),
was published in an NIMH-sponsored journal, and was the basic study
about which questions were raised, leading to this investigation.
Gualtieri and Breuning (1983) uses data from this study and does
cite PHS grant support.

Authors' description and findings: (Two studies are reported -
Michigan - Breuning, and North Carolina - Gualtieri; only the
Michigan data have been questioned and are discussed here.)

Michigan study - Fifty-seven subjects were studied at the
Coldwater Regional Center, 28 males and 29 females, age range
12-71 (mean 25.7), IQ range 14-74 (mean 40.4). Subjects

received comprehensive neurologic and developmental assessments
with special attention to neurologic or developmental problems
which might be associated with dyskinetic movements, stereotypies,
or psychotic mannerisms which may have antedated neuroleptic
treatment. Subjects were then withdrawn from neuroleptics with
serial examinations for dyskinesia, behavior change, or non-
dyskinetic withdrawal symptoms. Dyskinetic movements were
assessed weekly - at baseline, during withdrawal, and for 80
weeks thereafter, using the Withdrawal Emergent Symptom Checklist
(WESC) rating scale and examination. Interrater reliability is
reported as 0.79 (Cohen's Kappa), implying more than one rater
and systematic assessments.

Dyskinetic movements were reported as maximal at 4 weeks after
withdrawal; 36 of 57 (63 percent) of the subjects exhibited symptoms.
Dyskinetic movements were noted in 30 (53 percent) at 16 weeks and
in 18 (32 percent) at 52 and 80 weeks.

Relation to other studies: Breuning (abstract, 1983) reported

a 2-year followup of 45 of these subjects; Gualtieri and Breuning
(1983) reported on 8 of these subjects who exhibited a behavioral
analog of dyskinesia. The Panel comments here necessarily
include some discussion of the followup study.
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Panel comments: Unlike most of the other studies reviewed by
the Panel, this article specifically states that "Fifty-seven
subjects were studied at the Coldwater Regional Center."

Dr. Breuning went there in September 1978, and left in

January 1981, a period of 2 years and 4 months, or 108 weeks.
This study reports data collected across 96 weeks; the followup
reports a 3.5 year effort.

While at Coldwater, Dr. Breuning was assigned as a staff
psychologist to Building 42. The age range of patients in that
building was 10-26; subjects in the study ranged from 12-71.
Panel members confirmed, however, that Dr. Breuning had access
to medical records of all patients, and they interviewed a staff
member who had observed Dr. Breuning testing patients from
other buildings and who thought that some attendants had
collected materials for Dr. Breuning. The Panel was told that
Dr. Breuning collaborated with others and stimulated research
outside of Building 42. A random review of charts of Building
' 42 patients by Panel members indicated that behavioral obssrva-
tions were carefully and frequently recorded. Some records
included psychological assessments by Dr. Breuning. A few of
the records included tardive dyskinesia records. The Panel
also confirmed that the center was following a drug reduction
policy while Dr. Breuning was there.

Regarding the reported comprehensive neurological assessments,
the Parel was told by Dr. Neal Davidson, the center's Director

of Psychological Services, that residents on admission received

a comprehensive physical examination that could have included
neurological assessment. Those needing specific neurological
examination were sent to Ann Arbor. Dr. Breuning did not have
the authority to order such examinations. The physician assigned
to Building 42 during Dr. Breuning's tenure, Dr. Carlos Budding,
had returned to Argentina and could not be questioned on this
point.

Evidence regarding use of placebos in these studies is conflicting.
This study does not refer to placebos; the followup to it

reports withdrawal from medication under placebo and double-blind
conditions. Center officials insisted that placebo/double-blind
procedures would not have been carried out at Coldwater.

Dr. Breuning told the Pane. that placebos had been made up in

the Coldwater pharmacy later; earlier they had been made up on

his unit with capsules he thought they had bought at a Chicago
supply house. Such placebos were similar, rather than identical,
and were made up without a physician's order.

When questioned about the reported interrater reliability,
Dr. Breuning said that he had done most of the assessments but
that "periodically I would pick someone else."
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The validity of this study was first questioned in late 1983,
after Dr. Breuning had left Coldwater, when Dr. Robert Sprague
raised questions regarding the collection of data for the
followup study. After telephone discussion with Dr. Breuning
about the discrepancy, Dr. Sprague asked Dr. Breuning, by
letter, names or ID numbers of subjects, sex, age at beginning
of study, dates of evaluation, and the names or initials of
evaluators at 2-year followup or a 4-month followup reported
by Dr. Breuning.

Dr. Breuning replied in a letter of December 7, 1983, that he
was providing

.. a copy of the information I have located. This
includes (a) age, sex, IQ, medication, medication
dosage, and years on medication dosage for the 24 clients,
and (b) baseline, weeks 1, 4, 8, 16, 52, 80 and 96 WESC
data. All I could locate was the raw data for the last
assessment (96) on these clients and WESC summary data
for weeks 1, 4, 8, 16, and 52. (These data were made
available to the Panel.) Two points warrant comment.
First, I have yet to locate the raw data or the subject
identification code sheet. .This information is now
3 years old and has not been reviewed in some time....

When asked about this letter by the Panel, Dr. Breuning said,
"Well, he sent me an odd letter asking for either all of this
or something on any 24 people. So I sent them something on
any 24." Dr. Breuning maintained that he had told Dr. Sprague
that "what we couldn't locate was systematic followup data
because there weren't any..."(He maintained followup data

were collected casually; this is discussed under Breuning,
1983, below.) Dr. Breuning also told the Panel that he had
discarded the raw data some 6-12 months before Dr. Sprague's
request. Dr. Breuning could not explain why he had written
Dr. Sprague a letter implying that he couldn't locate the data
if he had discarded them.

Dr. Gualtieri said he offered to go to Coldwater, review records,
and attempt to substantiate at least parts of the research.

Dr. Breuning indicated such a review would be impossible.

When, sometime after receiving the summary data, Dr. Gualtieri
asked for raw data, he was told by Dr. Breuning that they were
lost.

According to Dr. Gualtieri, he met Dr. Breuniug in 1980 when he
visited Dr. Sprague's research program at Urbana-Champaign. Each
was interested in the work of the other, but the opportunity for
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collaboration for publication came on the occasion of a panel
organized by Dr. Breuning for the 1981 meeting of the New Clinical
Drug Evaluation Unit (NCDU). In preparation for this panel,

Dr. Gualtieri said he shared with Dr. Breuning results of his
neuroleptic withdrawal study and subsequently learned from

Dr. Breuning that his study of 57 subjects "at Coldwater"
replicated Dr. Gualtieri's findings. Dr. Gualtieri said he

then presented the North Carolina and parallel Michigan results
and that the report was subsequently published in the
Psychopharmacology Bulletin.

According to Dr. Breuning, he had shared summary WESC data with
Dr. Gualtieri who did all of the analyses and wrote the NCDU
presentation, attributing the work to Coldwater. Dr. Breuning
said that he did correct the draft, but did not think the
matter important. According to Dr. Breuning, he never told
either Drs. Gualtieri or Sprague where the data came from.

This contradicts information received from them. Dr. Gualtieri,
in a written memo, said Dr. Breuning told him all 57 subjects
were from Coldwater.

In reviewing correspondence between Drs. Breuning and Sprague
regarding the latter's questions about the followup to this
study, the Panel found no indication that Dr. Breuning ever
suggested to Dr. Sprague that the basic study included data
from a site other than Coldwater. When questioned by the
Panel, Dr. Breuning said that at least some of the 57 subjects
were at Oakdale.

The improbability of Dr. Breuning's having conducted any
systematic research with human subjects while at Oakdale is
discussed above in relation to that site and in the discus-
sions of other studies.

Dr. Gualtieri wrote the Editor of the Psychopharmacology
Bulletin, informing him that Dr. Breuning had advised him of
certain irregularities in the Michigan data and asking the
Editor to retract those parts of the paper referring to the
Michigan data or making surmises or conclusions based on
comparisons involving the Michigan data.

Panel findings: While the Panel found evidence that Dr. Breuning
had done some assessments at Coldwater, the Panel concluded

that there were serious irregularities in this study. The
absence of significant portions of raw data and of identifiers
for subjects for which there were data, the admitted lack of
formality in the assessments, the contradictions, the final

claim that subjects came from both Coldwater and Oakdale, and
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and the improbability that identical protocols could have been
carried out at both institutions led the Panel to conclude that
any data that might have been collected were deliberately
misrepresented and that the described study was not carried
out.

Breuning, S.E. Time Course of Tardive Dyskinesia in the Mentally
Retarded: A Longitudinal Analysis. Abstract submitted (and
later withdrawn) for presentation at the annual meeting, American
College of Neuropsychopharmacology, 1983.

PHS grant support cited: None. However, the study to which this

is a follow-up was cited in the progress report on 2 ROl MH-32206-06,
and questions regarding the authenticity of this abstract triggered
this investigation. Gualtieri and Breuning (1983), does cite PHS
grant support and uses data from the same study as dces this one.

Authors' description and findings: Fifty-seven mentally retarded
clients, 28 male and 29 female, receiving long-term treatment with
a single neuroleptic and having no history with other medications
(e.g., anticolinergic, antiepileptic), were withdrawn from their
medication under placebo and double-blind conditions, maintained
drug free, and rated for abnormal movements. Each client was
mentally retarded (mean IQ 40) due to unknown etiology and had

no identifiable neurological disorder. The presence of dyskinesias
and nondyskinetic withdrawal symptoms was assessed weekly, by means
of the Withdrawal Emergent Symptom Checklist (WESC). Assessments
began 4 weeks prior to drug discontinuation and continued for

80 consecutive weeks following drug discontinuation. Assessments
were conducted on 45 of the clients at 6-month intervals for an
additional 2 years; i.e., 45 clients were followed for 3.5 years.
Thirty-three percent showed no withdrawal problems; 35 percent
showed nondyskinetic withdrawal symptoms, e.g., weight loss; 60
percent showed dyskinesias by the fourth week post-discontinuation;
and 32 percent persisted in showing dyskinesias after the 16th week
post-discontinuation. Only 7 percent showed dyskinesias prior to
drug discontinuation, i.e., maintenance onset. Persistent dyskinesias
were primarily (83 percent) characterized by moderate to severe
movements, while withdrawal dyskinesias were 65 percent mild and

35 percent moderate to severe. The greatest proportion of clients
having withdrawal dyskinesias had their dyskinesias cease to occur
between the 12th and 16th week after drug discontinuation. Clients
having dyskinesias cease to occur after week 16 were primarily
those having mild dyskinesias which disappeared irregularly between
weeks 16 and 52. No further change occurred after the 52nd week.
Ninety-four percent of the clients with moderate to severe
persistent dyskinesias showed no changes after week 16.
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Relation to other Studies: See Panel comments, below.

Panel comments: This abstract of a proposed presentation for a
symposium organized by Dr. Robert Sprague for the annual meeting
of the American College of Neuropsychopharmacology (ACNP),
December 1983, presents data from Gualtieri, Breuning, et al.
(1982) and from a purported 2-year followup study on 45 of the
same subjects. When Dr. Sprague learned that Dr. Breuning planned
to present the followup data, he questioned Dr. Breuning's ability
to collect such data after he had left Coldwater Regional Center
which was identified in Gualtieri, Breuning, et al. as the site

of the research. Dr. Breuning was at Coldwater from September 1978
to January 1981, a period of 2 years and 4 months; the basic study
and followup required 3.5 years.

In response to Dr. Sprague's request for specific information

and data (see Panel comments on Gualtieri, Breuning, et al. above),
Dr. Breuning was able to provide "raw" followup WESC data on only
24 subjects, assessed once at week 96, with no subject identifiers.
Copies of these data were made available to the Panel but proved
of no use as they lack identifiers and are not of such a quality
as to be considered research data.

In a letter to Dr. Sprague dated December 7, 1983, Dr. Breuning
acknowledged "major problems" regarding data on the 45 subjects
in the followup whom he identified as "individuals supposedly
followed after I left Coldwater." He wrote, "The 24 clients
were the ones I had personally assessed and thought might still
be presentable at ACNP." Dr. Breuning gave the Panel a copy of
the substantially amended abstract he had suggested as still
presentable. It indicates only 24 clients were followed up at
one additional 4-month interval. At Dr. Sprague's insistence,
no data on this study were presented.

When Dr. Breuning was interviewed by the Panel, he characterized
the statement in the abstract that, "Assessments were conducted
on 45 of the clients at 6-month intervals for an additional

2 years," as "a very minor semantic error in the abstract..."
and said "All I meant to say was, not implying methodological
rigor... just saying that somebody periodically looked at these
people at 6-month intervals and didn't see any evidence of
change...," an approach quite discrepant from the "assessments"

described in the abstract and the conclusions there about how
many subjects had what type of change during the study. When
asked what had happened to the reported 45 subjects, Dr. Breuning
said, "I said (to Dr. Sprague) I would drop out all of the stuff
that was a casual, you know, eyeball kind of thing and put in a
shorter, systematic one-time rigorous followup." Dr. Breuning
refused to identify the person who gave him the followup




_10-

information, except to characterize him/her as a friend and a
member of the Coldwater nursing staff, indicating that he himself
took responsibility and that he did not want to get that person
in trouble.

As discussed under Gualtieri, Breuning, et al. above, although
the article describing the basic study stated it was carried out
at Coldwater, Dr. Breuning told the Panel that some of the
subjects were from Oakdale. The article on the basic study did
nct mention placebo/double-blind procedures; the abstract states
they were used. The possibility of any such research having
been carried out at Oakdale is discussed elsewhere. The
conflicting evidence regarding use of placebos at Coldwater

is discussed above.

Panel findings: The Panel found serious irregularities in the
basic study of which this is the purporied followup. The Panel
regards the original abstract as a deliberate misrepresentation
and attempt to mislead the ACNP program committee and annual
meeting. The Panel doubts the existence of even casual followup
data and does not find Dr. Breuning's explanation for not
identifying his respondent credible. The Panel concluded that,
as for the basic study, the described followup study was not
conducted.

Gualtieri, C.T. and Breuning. S.E. A Behavioral Analogue of
Withdrawal Dyskinesia, Submitted to Psychopharmacology , 1983,
(withdrawn in December 1983 by the first author).

An abstract of this study, Gualtieri, C.T. and Breuning, S.E.,
Evidence for a Behavioral Analog of Tardive Dyskinesia, appeared
in the December 1983 abstracts of papers presented at the annual
meeting of the American College of Neuropsychopharmacology. The
abstracts for the 1986 annual meeting contained the following
note: "Dr. Thomas Gualtieri wishes to remove his name from the
abstract entitled 'Evidence for a Behavioral Analog of Tardive
Dyskinesia' published in the 1983 ACNP Annual Meeting Abstract
Bock."

PHS grant support cited: MH-32206, MH-30915 (and MH-33127 and
HD-10570 to C.T. Gualtieri).

Authors' description and findings: Subjects were 51 young,
institutionalized, mentally retarded individuals (26 male,

25 female), free from neurological disorders associated with
dyskinesia, who had been treated with neuroleptics (Mellaril,
Thorazine, and Haldol). They were rated on the Withdrawal
Emergent Symptom Checklist 4 weeks prior to withdrawal from
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neuroleptic treatment and weekly for 80 weeks after withdrawal.

Target behaviors (withdrawal dysbehavior, or WDB) were significant
behavior problems arising during the postneuroleptic withdrawal
period, different in kind and degree from those which initially
warranted neuroleptic treatment, not associated with systemic

symptoms of neuroleptic withdrawal, and the occurrence and

subsidence of which was positively correlated with the temporal

cause of dyskinesias. Interrater reliability was 0.86 (Cohen's Kappa).
Interrater agreement on behavioral observations was above 98 percent.

Eight subjects exhibited patterns of behavior following neuroleptic
withdrawal consistent with WDB. The authors hypothesize that
withdrawal from long-term neuroleptic treatment was the occasion

of behavioral instability and, in turn, may be the consequence

of dopamine hypersensitivity in mesocortical and mesolimbic systems.
The authors note that the phenomenon was observed in only a small
number of subjects, that replication is required, and that the
importance of their finding is strengthened by the rigorous

design of the study and the high reliability of the instruments
used.

Reiation to other studies: Data reported here are from the study
reported in Gualtieri, Breuning, Schroeder, and Quade (1982),
above.

Panel comments: The first author, Dr. Gualtieri, in a written
statement and in an interview with the Panel, indicated that he
had clinical descriptions and had written a theoretical article
on a behavioral analog of tardive dyskinesia. He had asked

Dr. Breuning if, out of the 57 subjects studied at Coldwater

and reported in Gualtieri, Breuning, et al., any had followed

the pattern he had observed clinically of tramsient behavioral
deterioration after neuroleptic withdrawal. He said that several
months later he received from Dr. Breuning "magnificent" data

on eight Coldwater subjects who showed unequivocally the pattern
of postneuroleptic withdrawal behavioral instability. Dr. Gualtieri,
who said that he saw only summary data, wrote the article. It
was submitted to Psychopharmacology and was accepted for
~publication in October 1983. In December, when Dr. Sprague
raised questions about Dr. Breuning's work, Dr. Gualtieri asked
to review the patient records and raw data, and he asked the
editor of Psychopharmacology to hold back publication of the
article. Shortly thereafter, Dr. Breuning told Dr. Gualtieri
that he was unable to locate any raw data or subject identifiers
and that it would not be possible for Dr. Gualtieri to review
patient records and data at Coldwater independently. Dr. Breuning
agreed that the article should be withdrawn.
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Panel findings: As for the parent study, Gualtieri, Breuning,

et al,, and for the reasons stated in the findings for that study,
the Panel concludes that any data that might have been collected
were deliberately misrepresented and that the described study

was not carried out.

DYSKINESIA ASSESSMENT INSTRUMENT

Sprague, R.L., Kalachnik, J.E., Breuning, S.E., Davis, V.J.,
Ullman, R.K., Cullari, S., Davidson, N.A., Ferguson, D.G., and
Hoffner, B.A. The Dyskinesia Identification System-Coldwater
(DIS-Co): A Tardive Dyskinesia Rating Scale for the Develop-
mentally Disabled. Psychopharmacology Bulletin, 1984, 20,

No. 2, 328-338.

PHS grant cited: MH-32206

Authors' description and findings: This article reviews scales
previously developed for the diagnosis and assessment of tardive
dyskinesia, criticizing them for their failure to include the
developmentally disabled in subject populations used to establish
norms. The development of the DIS-Co is described; normative
data on 519 subjects at the Cambridge State Hospital, Cambridge,
Minnesota, are presented; and percent of items that can be
assessed in an institutional population, interrater reliability,
stability over time, distribution of ratings by item in a large
sample, and influence of patient cooperation are discussed.

The scale was constructed in a format easy to follow, with
nontechnical language, so it could be used by a wide range of
raters and professionals. It achieved a high interrater
reliability with nurse-raters who had been given a 12-hour
training course in the use of the instrument.

Relation to other studies: None.

Panel comments: The development of a dyskinesia rating scale
for developmentally disabled was one of the major activities
carried out under grant MH-32206, awarded to the University of
Illinois at Urbana-Champaign, with Dr. Robert L. Sprague as
principal investigator. Formal pilot studies were carried out
at Coldwater Regional Center where Dr. Breuning's role was
described at that time by Dr. Sprague as "supervising all
research done in conjunction with our project." Interviews

at Coldwater, and separately with Drs. Sprague, Ferguson,
Davidson, and Cullari, and with Ms. Vicky Davis confirmed the
work at Coldwater. Ms. Davis made available summary minutes
of Coldwater workgroup meetings and working papers used in
developing the scale, and she confirmed that copies of DIS-Co
ratings made available to the Panel by Dr. Sprague were her
ratings from Coldwater.
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Dr. Sprague told the Panel that the Cambridge State Hospital
data were used in the validation study reported here because
the sample was larger and better than that at Coldwater.
Another explanation for exclusive use of the Cambridge data

is the difference in interrater reliability; at Coldwater

the total score on interrater agreement was 0.53, at Cambridge
0.78.

Panel findings: The Panel identified no issues regarding the
reported study at Cambridge State Hospital. The inclusion of
Dr. Breuning's name appears to be an acknowledgment of his
role in the pilot studies at Coldwater.

ADMINISTRATIVE REVIEW OF DRUG TREATMENT

Ferguson, D.G., Cullari, S., Davidson, N.A., and Breuning, S.E.
Effects of Data-based Interdisciplinary Medication Reviews on
Prevalence and Pattern of Neuroleptic Drug Use with Institution-
alized Mentally Retarded Persons. Education and Training of

the Mentally Retarded, April 1982, 103-108.

PHS grant cited: MH-32206

Authors' description and findings: This article reports on a
method developed at Coldwater Regional Center to reduce
medication use by assessing medication responses in inter-
disciplinary team meetings held on a monthly basis. Frequency
of inappropriate behaviors was the key measure, with trend
lines established as a guide to adjustments in the prescription
of medication.

Three of the five Coldwater treatment programs were studied.
Program 1 had 70 male and female residents, ages 13-26, with
approximately equal numbers of mildly, moderately, severely, and
profoundly retarded individuals. It included some of the most
severe behavior problems at the center. Programs 2 and 3 each had
80 male and female adults, mostly severely and profoundly retarded.
All participants had been receiving a2 neuroleptic for at least

1 year.

Treatment teams for the programs, each of which included a
physician, a psychologist, social workers, nurses, a program
director, a pharmacist, and direct care staff and/or direct
care supervisor, met monthly. Adaptive behaviors, dyskinesias,
and withdrawal symptoms were discussed, but the frequency of
inappropriate behaviors was the item upon which decisions
regarding adjustments in medications were based. Charts
displaying frequency of inappropriate behaviors were reviewed
for each subject at team meetings. Mean daily frequency,

mean deviation score, and a trendline were computed for each
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subject. Medications were reduced when the mean daily frequency
of inappropriate behavior was stable within one standard
deviation. Reductions were typically 25 percent to 50 percent
per 30-day review period. No medication changes were ordered if
the trend was decreasing. Dosage reductions began when the trend
stabilized over a 30-day period, and reductions continued to the
0 mg. level or until there was an increase in inappropriate
behaviors. If there was an increase in the trend of inappropriate
behaviors, medications were increased by 25 percent to 50 percent
increments until the trend stabilized or until a dosage equivalent
to 800 mg. chlorpromazine daily was reached. Once frequencies
were stabilized with dosage increases or decreases, that level

of medication was maintained for 90 days before further changes
were made. If the frequency of inappropriate behavior remained
high at the maximum dosage level, medications were gradually
reduced, the rationale being that high frequencies were better
off drugs than on drugs. The evaluation of the behavior of
individual subjects was based on 24-hour, 7-day weekly

frequency counts conducted by direct care staff. All staff

had received approximately 200 hours of general inservice
training, of which 20 hours covered principles of behavior
management.

Comparisons were made between two conditions over a period of
25 months: team meeting and no team meeting. Increases in
medication dosage were observed when there was no meeting,

and decreases were observed when there were meetings. The
conclusion was that team meetings represented an efficient
method of monitoring medication use based on objective measures
and were economical of staff time. Further, it was reported
that physicians relied on the team reports.

Relation to other studies: Breuning, O'Neill, and Ferguson
(1980) is cited ‘or a description of staff behavior rating
procedure.

Panel comments: The three programs reported are those to which
Drs. Breuning (Program 1), Cullari (Program 2), and Ferguson
(Program 3) were assigned as staff psychologists. The data
from the three programs are not pooled but reported separately.
They cover 25, 12, and 18 months respectively.

Coauthor Ferguson told Panel members that this study had been
generated by him in response to concern at the State level for
objective review and reduction of medication. He had discussed
this interest with another of the coauthors, Dr. Cullari,

whose clinical responsibilities at Coldwater were similar to
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his own. Dr. Breuning had clinical responsibilities for a
somewhat higher functioning population and, according to

Dr. Ferguson, requested that data from his patients be
included in the study. Dr. Ferguson said that he and

Dr. Cullari had each done their own data analysis. The data
were not pooled because of the differences in the populations.
Dr. Ferguson said he had copies of the summary data sheets

for his patients and for those of Dr. Cullari; Dr. Cullari
confirmed this. DLr. Ferguson provided the Panel with minutes
of meetings of his team. Drs. Ferguson and Cullari both said
they had not seen Dr. Breuning's data sheets. Another Coldwater
staff member expressed his belief that Dr. Breuning had made
the observations.

The other coauthor, Dr. Davidson, Director of Psychological
Services at Coldwater, also stated there was an interest at the
State level in drug reduction and said that he had been aware
of ongoing discussions among members of his department around
this issue. He said that reports had been gathered on patient
behavior on a 24-hour daily basis and that in-service training
had been provided to staff. Panel members, who site visited
Coldwater and examined a random sample of patient records,
confirmed the existence of 24-hour behavioral observations.

Dr. Ferguson described this as an "informational study," and
Dr. Davidson called it an "administrative study," indicating
that it had not been regarded as subject to the same standards
as a controlled study. The article contains some apparent
inconsistencies. For example, the numbers of subjects vary
from 250 in the article abstract to 230 total on the individual
projects and to a maximum of 97 reported upon in the figures.
This discrepancy was clarified by Dr. Ferguson's explanation
that 250 represented the total pool of subjects at the
beginning of the observation period, and 230 was the number

on medication at that time. Some of the subjects were
administratively transferred during the course of the
observation period; it was decided to report only on those
subjects for whom there was unbroken observation data, thus
accounting for the numbers displayed in the figures.

While the article abstract states that the study "covered a
consecutive 25-month period," only Program 1, that of

Dr. Breuning, reports a period that long; the periods reported
appear to extend somewhat beyond the respective coauthors'
tenure at the center. Dr. Ferguson explained that baseline
information, covering periods of from 2.5 to 4.5 months, was
collected from patient records. A note at the end of the
references following the article indicates that the study was
terminated at different points because of center-wide resident
reassignments.

189




-16-

Panel findings: Although it is possible that this study was
carried out as reported, it was not possible to verify that data
existed for that portion contributed by Dr. Breuning. Therefore,
the Panel was not able to draw any conclusion regarding the
validity of this study.

Ferguson, D.G., Cullari, S., and Breuning, S.E. Reduction of
Psychotropic Medication Usage Through an Interdisciplinary
Team Review Process. Proceedings of the Minnesota Conference
on the Use of Medications in Controlling the Behavior of the
Mentally Retarded, September 1980.

This is a conference presentation of the material presented in
Ferguson, Cullari, Davidson, and Breuning, above.

PHARMACOLOGIC TREATMENT STUDIES

Breuning, S.E., 0'Neill, M.J., Ferguson, D.G. Comparison of
Psychotropic Drug, Response Cost, and Psychotropic Drug plus
Response Cost Procedures for Controlling Institutionalized
Mentally Retarded Persons. Applied Research in Mental
Retardation, 1980, Vol. 1, 253-268.

PHS grant cited: MH-32206

Authors' description and findings: Subjects were 18 institution-
alized mentally retarded persons from 4 living units, 11 female,
7 male, ages 17 to 71, with a mean IQ of 47, and a range of
19-64. Subjects had displayed inappropriate behaviors (physical
aggression, property destruction, yelling (screamin;), been
designated for drug (thioridazine, chlorpromazine, mesoridazine,
or lithium carbonate) discontinuation by an interdisciplinary
team, and previously had been involved in a token reinforcement
response cost program under which tokens were delivered on
completion of a designated appropriate behavior and taken

away upon designated inappropriate behavior. Data were
collected in the living unit of each subject. Living units

and their staffing are described in detail.

Subjects were randomly assigned to one of two treatment sequences:
sequence 1 (11 subjects) was Drug (D-baseline), Drug + Response
cost (D+RC); sequence 2 (7 subjects) was D (placebo CP), and RC.
Drug withdrawal was over a 3-week period. Placebo/double-blind
controls were in effect and were discontinued under a procedure
described in Breuning, Ferguson, Cullari (1980) initiated at

week 26 for sequence 1 and week 22 for sequence 2.
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Frequencies of inappropriate behaviors were recorded at 30-minute
intervals, 24 hours a day. Details of observational procedures
and reliability checks are given. Subjects were assessed for
dyskinesia and other withdrawal symptoms at baseline and 1-week
intervals following drug discontinuation, using the Withdrawal
Emergent Symptom Checklist.

The findings are reported with detailed tables aand graphic displays
of the data. In both sequences, target behaviors were significantly
reduced in the respomse cost condition, with little change in any

of the other conditions of drug, drug plus response cost, or
placebo. Withdrawal dyskinesias and other withdrawal symptoms

were observed in 13 of the 18 subjects, and dyskinesias persisted

in 7 of the subjects at l-year followup. It was argued that the
findings proved that the medications most frequently prescribed

to control behavior are not efficacious.

Relation to other studies: Breuning, Ferguson, and Cullari (1980)
is cited for placebo/double-blind discontinuation procedures.
Reference to interdisciplinary team-planned drug withdrawal is
made in several studies, notably Ferguson, Cullari, Davidson, and
Breuning, 1982, and Breuning, O'Neill, and Ferguson (1980) as are
behavioral observations at 30-minute intervals 24 hours a day.

Panel comments: Dr. Ferguson, the first author, told Panel
members that Dr. Breuning told him this study was conducted at
Oakdale, and that Dr. Breuning had written up the methodology

and prepared the graphs. He, Ferguson, had not seen primary data.
He had helped with interpretation of the data and the writing

of the manuscript. He said that he had written the introduction.
He also said that he had questioned the methodology. It was his
understanding that observations were made by clinical staff at
Oakdale, with reliability checks by Dr. Breuning who would observe
at the same time.

When asked about the several studies that he had coauthored
with Drs. Ferguson and Cullari while they were all at Coldwater,
Dr. Breuning told the Panel that, to the best of his knowledge,
they were carried out at Oakdale and Coldwater. When asked

why he had not indicated that data came from two sites, he
indicated that he had simply carried over terse writing

habits from his research with animals.

Interviews and record searches at Oakdale indicated that this
study could not have been carried out there. While evidence
on use of placebos at Coldwater is conflicting (see the site
discussion above), it is inconceivable that a study of this
complex design and duration could have been carried out
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there without the knowledge of supervisors or coworkers. While

the Panel found evidence of a drug withdrawal program and behavioral
observations, it found no evidence that a study as described here
was carried out at Coldwater.

Panel finding: The Panel concluded for the above reasons that
the study described was not carried out.

Breuning, S.E. and Davidson, N.A. Effects of Psychotropic Drugs
on Intelligence Test Performance of Institutionalized Mentally
Retarded Adults. American Journal of Mental Deficiency, 1981,
85:6, 575-579.

PHS grant cited: MH-32206

Authors' description and findings: Twenty-four institutionalized
mentally retarded persons received intelligence tests under both
standard and reinforcement conditions while on and off psychotropic
medications. Medications included chlorpromazine, thioridazine,
haloperidol, mesoridazine, and lithium carbonate. Informed consent
from their parents or guardians was obtained for all participants.
Participants were randomly assigned to ome of four groups, with

the restriction that there be six participants per group. Thirteen
of the subjects were female, 11 male; ages ranged from 24-56.

All participants received three intelligence tests, with 60 days
separating each test. For all three test administrations (various
tests) for a given participant, the same test level and test form
were used, and they were conducted by the same examiner.

The four groups were randomly assigned to one of four condition
sequences. The first test was administered under standard testing
conditions to the participants in each of the four groups. The
second test was administered under standard testing conditions

to Groups 1 and 3, and under reinforcement conditions to Groups 2
and 4. The first and second tests were administered while the
participants in the four groups were receiving their medication.
The third test was then administered under standard conditions

to Groups 1 and 3 and unde: reinforcement conditions to Groups 2
and 4. At this time, the participants in Groups 1 and 2 were no
longer receiving their medication, while the participants in
Groups 3 and 4 remained on their medication.

The standard testing condition consisted of administration of

the test as described in the test manuals. The reinforcement
testing condition consisted of an individually selected consumable
reinforcer being presented contingent upon correct responding

to test items.
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Medication was discontinued over a 3-week period (Groups-1 aud 2),
beginning on the day following the participants' second tesc.

Each week the medication was reduced 33 percent, with cowplete
discontinuation occurring the third week. All participants were .
placed on a placebo similar in taste and appearance to their
medicine. At the time of the third test, all participants had
been off the placebo for 2 weeks.

To help insure reliability, all examiners were unaware of the
purpose of the study and whether a participant was receiving
medication. Two test protocols per group, per test, were randomly
selected and divided among three volunteer psychologists not
involved in the study.

Results showed that when on medication there were no differences
between IQs obtained under standard and reinforcement conditions.
When participants were off medication, there were significant
increases in scores obtained under both standard and reinforcement
conditions. The increase in scores under reinforcement condition
was 23 points greater than the increase obtained vnder the standard
condition (increases of 30.2 and 6.9 points, respectively).

Relation to other studies: Breuning, Ferguson, and Cullari (1980)
is cited as reference for placebo-discontinuation procedures. The
placebo administration procedures are discussed in detail there.

Panel comments: The date of the paper, 1981, and the identification
of the authors with the Coldwater Regional Center, imply that

the study had been conducted at Coldwater. However, coauthor
Davidson told the Panel that the study had not been carried

out there and that the data had come from Oakdale. He and the
Facility Administrator said that placebos was not used at

Coldwater, although Dr. Breuning told the Panel that they had

been used there. Dr. Davidson said that his role in the study

was to review the literature and to work on drafts of the
manuscript. He said that he had not seen raw data.

Interviews with officials and staff at Oakdale and searches of
records indicated that this study could not have been carried

out there (see site discussion, above). No consent forms for

this study could be found at Oakdale or at Coldwater.

In a letter dated February 12, 1985, the Panel asked Dr. Breuning
to identify specifically the site or sites where the data for
this study had been collected. Dr. Breuning replied that the

data were collected at many sites in Illinois and at Oakdale,

but he could not recall or name the specific sites in Illinois.
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Panel finding: The Panel was unable to identify a plausible

site where this study might have been performed. For this reason
and those discussed above, the Panel concludes that the described
study was not carried out.

Breuning, S.E., Ferguson, D.G., Davidson, N.A., and Poling, A.
Intellectual Performance of Mentally Retarded Drug Responders and
Nonresponders. Archives of General Psychiatry, March 1983, 40,
309-13.

PHS grant cited: MH-32206

Authors' description and findings: In a prestudy trial, 142
individuals were studied under a drug-discontinuation regimen with
20 responders and 122 nonresponders identified by at least a

60 percent decrease or no change or increase in target symptoms
(aggression, property destruction, screaming/yelling, etc.).
Symptoms were recorded 24 hours per day in 30-minute intervals

by living-unit staff. An ABA (mo drug-drug-no drug) design was
used.

In the study proper, 40 institutionalized mentally retarded
adolescents (all receiving a DSM III diagnosis of undersocialized
aggressive conduct disorder) were divided into thioridazine
responders and nonresponders, with each group divided into four
randomly assigned groups: standard testing versus reinforcement
testing, under drug and nondrug conditions. Assessments were
double-blind, placebo controlled.

IQ testing (Leiter international performance scale) was conducted
three times on each subject, with P weeks between administrations
1 and 2 and 12 weeks between 2 and J. The test administrations
for each subject were by the same examiner. Five examiners were
used, each randomly assigned eight subjects. Three test protocols
per group, per test, were randomly selected and independently
scored by three volunteer psychologists. In addition, six test
administrations were randomly selected and viewed through a
two-way mirrored window by one of the volunteer psychologists.

Individually selected consumable reinforcers were used. Primary
target inappropriate behaviors were again physical aggression,
property destruction disruption, and kicking screaming recorded
at 30-minute intervals 24 hours per day in living units.

Reliability checks were made on a random selection of four
30-minute intervals per day during the morning shift and two
during the afternoon. Informed consent was reported to be
obtained from parents or guardians.
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It was reported that subjects responded to the reinforcement
condition with improved scores while off drugs but not while
on drugs.

Relation to other studies: The basic paradigm is the same as

in Breuning and Davidson (1981) which is cited. Ferguson has
published a study in which the third experiment is based on this
study (Ferguson, D.G., Effects of Neuroleptic Drugs on the
Intellectual and Habilitative Behaviors of Mentally Retarded
Persons. Psychopharmacology Bulletin, 18:1, 54-57).

Panel comments: Coauthor Ferguson told members of the Panel that
he had not seen any raw data for this study, only graphs or figures
prepared by Dr. Breuning, and that Dr. Breuning prepared his graphs
at home. He said that he had thought a large portion of the study
had been done at Oakdale and that it was continued at Coldwater,
but he also said that he was unaware of any drug manipulation

done at Coldwater.

Coauthor Davidson told members of the Panel that he had seen no
data for this study, but that he had looked at the literature and
worked on drafts. He said that he had been told by Dr. Breuning
that the study had been carried out at Oakdale. He stated
specifically that the work had not been done at Coldwater and
denied the practice of giving placebos there. According to

Dr. Breuning, placebos were used there informally. The Panel
received minutes of meetings of a Coldwater treatment team which
indicated use of a placebo. Dr. Davidson also indicated that
the DSM-III was not used at Coldwater; according to the Facility
Administrator, it was institutional policy to use the ICD-9.

In letters to the Panel and to the editor of Archives of General
Psychiatry, coauthor Poling indicated that he had not seen

raw data for the study, that he could not vouch for informed
consents or how medications were arranged, and that he now had
misgivings about the scientific merit of the study. In an
interview with Panel members, he described his role in the

study as discussing the design and working on data analysis

and editing.

Extensive interviewing of staff at Oakdale indicated that
this study could not have been done there. In their view,
Dr. Breuning's schedule and lack of access to patient records
in buildings other than the one in which he worked precluded
such a study. While requests to the research committee for
other proposed studies by Dr. Breuning were on file, there
was no record of this study.
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In a letter dated April 24, 1986, Dr. Breuning, responding to

a specific question regarding the site of this study, wrote,

"This data was collected at many sites in Illinois and at Oakdale.
Due to the passage of time, the specific sites in Illinois cannot
be recalled with exactitude...."

Panel findings: Given the size of the sample (142 in the prestudy
drug trial), the complexity of the design, and the described
behavioral recording at 30-minute intervals 24 hours per day,

this study could not have been done in the Chicago area schools.
All evidence from Oakdale and Coldwater indicates it could not have
been carried out at either site. The Panel concludes that the
described study was not carried out.

EFFECTS OF THERAPEUTIC MANIPULATION ON TASK PERFORMANCE

Wysocki, T., Fuqua, W., Davis, V.J., and Breuning, S.E. Effects
of Thioridazine (Mellaril) on Titrating Delayed Matching-to-
Sample Performance of Mentally Retarded Adults. American
Journal of Mental Deficiency, 1981, 85:5, 539-547.

PHS grant cited: MH-32206

Authors' description and findings: The effects of thioridazine
on the performance of a titrating delayed matching-to-sample
discrimination by four mentally retarded adults were investigated.
Each subject had received a particular daily dose of thioridazine
for at least 150 days prior to the experiment. An interdisci-
plinary team of professionals, including a physician and a
psychologist, had identified each of the subjects as a candidate
for gradual withdrawal from the medication. Criteria for their
selection were low frequency or low severity of inappropriate
behavior and/or independent evidence that indicated specific
environmental variables controlling the occurrence of existing
inappropriate behavior. Subjects were receiving no other
psychotropic or anticonvulsant medications. Informed consent

was obtained from each subject's guardian, and the project was
approved by the institution's research committee.

Testing sessions occurred in a room measuring 3.0 m. wide x 7.1 m.
long. Trials began with the center of three response panels
illuminated by one of three colors. The delay between depression
of the center response panel and presentation of the two
comparison stimuli on the side response panels varied according
to the accuracy of the subject's performance.

The primary dependent variable was the limit of delay, defined
as the longest delay at which the subject emitted four consecutive
correct responses in a 30-minute session. The subject's chronic
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doses of thioridazine were reduced systematically in a multiple
baseline across-subjects design. Biweekly assessments were made.
For all of the subjects, the limit of delay increased after, and
only after, reductions in daily thioridazine doses had been
implemented.

Results indicated that the withdrawal of chronically administered
thioridazine resulted in increased accuracy in a delayed matching-

to-sample siwple task, suggesting that the drug impairs performance
of this discrimination.

Relation to other studies: While Breuning, O'Neill, and Ferguson
(1980) is cited, this is a discrete study.

Panel comments: This multiauthored report is actually a publication
of the material submitted by Dr. Wysocki, under Dr. Breuning's
supervision, for his doctoral dissertation at Western Michigan
University. In contrast to the style of most of the other papers
reviewed by the Panel, it gives thanks to other staff for their
help. The Panel verified that this study was conducted at the
Coldwater Regional Center where a matching-to-sample-apparatus

was in place in Building 42. Patients were tested with this
equipment in connection with student dissertations and in the
assessment of tardive dyskinesia and the development of the DIS-Co
scale. Dr. Sprague provided the equipment for Dr. Breuning's use.
Tie project was approved by the Coldwater Research Committee, and
Coldwater staff interviewed by the Panel observed the testing of
subjects. Ms. Davis told the Panel that her role had been to

see that the matching-to-sample apparatus ran smoothly.

The thioridazine dosage was reduced according to a prearranged
schedule. The rate of reduction is not stated but can be read
from graphs of the data. Subjects S, T, and C follow dosage
reduction schedules in which each subsequent dosage was less
than the prior dosage. Subject J went from 400 mg. to 150 mg.
to 300 mg. to 150 mg. to 0 mg. The time intervals were not
standardized across subjects. One subject, C, showed a
worsening of performance with the dosage decrement from 200 mg.
to 100 mg.

The authors dismiss practice effects as a cause of their findings
although the study was not designed to adequately zssess this
possibility. There is no control group, and at no time is a dosage
decrement maintained long enough to see if improvement might have
continued with maintenance of that new level. The patients may
have been overmedicated, and a combination of dosage reduction and
practice effect could be an alternative explanation along with

any degree of '"placebo" effect from knowing that dosages were

being reduced. The observed performance changes occurred quickly
after each dosage change, a somewhat unusual finding since tissue
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concentrations of thioridazine and its metabolite, mesoridazine,
would not be expected to change as rapidly as these findings suggest.

Panel finding: The Panel confirmed that this study was carried
out and found no information to suggest that it was conducted

improperly.

Davis, V.J., Poling, A.D., Wysocki, T., and Breuning, S.E.
Effects of Phenytoin Withdrawal on Matching to Sample and Workshop
Performance of Mentally Retarded Persons. The Journal of Nervous
and Mental Disease, 1981, 169:11, 718-25, and Davis, V.J.,
Psychopharmacology Bulletin, 1982, 18, 51-54.

PHS grant cited: MH-32206

Authors' description and findings: This article was based on
research conducted by Ms. Davis at Coldwater Regional Center in
partial satisfaction of the requirements for an M.A. degree
from Western Michigan Uuniversity. It describes the effects of
the withdrawal of an antiepileptic medication on response
performance on a matching-to-sample task of three mentally
retarded persons and on workshop performance for two of them.

Subjects were three institutionalized mentally retarded persons
who had been receiving phenytoin and no other antiepileptic or
psychotropic medications for at least 3 years and who had been
identified by ar interdisciplinary team for gradual and
systematic withdrawal from phenytoin on the basis of no observed
seizure activity for 3 years or more. Two (D and L) were female,
ages 27 and 23, and one (E) male, age 16. IQs were 30, 34, and
47 respectively. Informed consents were obtained.

Three initial matching-to-sample sessions were preexperimental.
The test room and procedures are described in detail. The
experiment began with the fourth session. Phenytoin doses were
reduced for D from 100 mg. to 0. mg., and for L and E from 300 mg
to 150 mg. to 0 mg. An inactive placebo similar to phenytoin
in taste and appearance was administered at the 0 mg. level.
Matching-to-sample performance was assessed at all dose levels.
Following matching-to-sample sessions, performance on a work-
shop assembly task (assembly of a 15-part Bendix RB-2 Coaster
bicycle brake) was respectively analyzed for D and L.

Three response measures were taken by the school (where

the workshop was): percentage of time on task, number of
assemblies completed, and number and type of prompts required.
Four types of prompts were scored.
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Each student was observed four times per minute. Interobserver
agreement checks were complet:d on 15 percent of the ratings.

Phenytoin/serum level check. EEG assessments were conducted

at baseline and at points of medication reduction throughout

the study, correlating these with performance ratings on the
matching-to-sample task for all three subjects and on the workshop
task for D and L. All three subjects were monitored for seizure
activity in both their residential setting and in the work-

shop. Double-blind procedures were in force; ward staff,

workshop staff, and subjects were uninformed if medication

or placebo was in use.

The authors reported that, even at dosages considerably lower
than the recommended therapeutic level, phenytoin can impair
the matching-to-sample and workshop performance of mentally
retarded people. The highest percentage of correct responses
on the matching-to-sample task and the greatest number of
assemblies completed with the lowest number of prompts occurred
for each subject only after the phenytoin dose level had been
reduced to 0 mg.

The authors acknowledge that the sample size severely limits

the generalizability of the findings, and they recognize that
the sample may be unique because of the seizure-free status

of the subjects. However, they cite Davis, Cullari and Breuning
(1982) in which it is estimated that approximately 31 percent of
the 40-45 percent of the mentally retarded receiving phenytoin
have no documented history of seizure activity. The authors
conclude that it is "not unreasonable to generalize the findings
to these individuals nor to suggest that many of them are
experiencing an unnecessary drug-induced impairment in
performance."

Panel comments: This article is based on Ms. Davis' Master's
thesis. While Dr. Poling, who supervised her graduate work,

did not see the subjects being tested, he told Panel members

that he designed this study and that he did see the subjects,
the apparatus, the data, and the consent forms. He said that
the Western Michigan University Human Subjects Committee had

reviewed the study. The third author, Dr. Wysocki, said that
he had helped set up equipment for the study.

Through these interviews and a site visit to Coldwater, Panel
wembers confirmed that matching-to-sample tests were carried
out. A site visit to the Evergreen School adjacent to Coldwater
confirmed that staff there had recorded workshop performance
(Bendix bicycle brake assembly) using a form and that Ms. Davis
and Dr. Breuning had access to school records. Ms. Davis t~'d
the Panel that school records were copied.
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However, the article raises questions about drug manipulation.
Coldwater officials maintained that drugs could not be manipulated
for research purposes nor were placebos used there. This was
confirmed by Dr. Wysocki who said that either the manuscript he
had seen of the article did not mention placebos or double-blind
procedures or he was in error for not questioning it. In any
case, it was clear in his mind that placebos were not to be used
with residents at Coldwater. In his interview with the Panel,

Dr. Breuning coumented on the use of placebos at Coldwater,
indicating that placebos had been used without authorization and,
early on, without having gone through standard pharmacy procedures.
He said that he thought "a giant bag of them" had been purchased
through a supply house in Chicago. Ms. Davis told the Panel

that medication was not manipulated and placebos not used in

her study, thus directly contradicting a statement in this

article on which she is first author and an identical statement

in her thesis. (Ms. Davis' comments on this report are appended
at L.)

Panel findings: The Panel concluded that although test and
workshop performance evaluations were carried out, there are
serious irregularities in the published reports.

Breuning, S.E. An Applied Dose-Response Curve of Thioridazine
with the Mentally Retarded: Aggressive, Self-Stimulatory,
Intellectual, and Workshop Behaviors - A Preliminary Report.
Psychopharmacology Bulletin, 1982, 18:1, 57-59.

PHS grant cited: MH-32206

Authors' description and findings: Subjects were 84 nonautistic,
institutionalized, mentally retarded individuals between the ages
of 13 and 27, with IQs ranging between 34 and 59. The subjects
were reported to have been assessed for aggressive behavior, IQ,
and workshop performance which involved the assembly of 15-part
coaster bicycle brakes. Informed consent was obtained for each
subject.

In total, there were 14 responders and 14 nonresponders assessed
for aggressive behaviors, and 16 responders and 16 nonresponders
assessed for self-stimulatory behaviors. For the intellectual

and workshop behaviors there were 14-14 and 15-15 responders

and nonresponders, respectively. Subjects were given increasing
or decreasing doses of thioridazine ia nine graded doses at 2-week
intervals. Doses ranged from 1.0 mg./kg. to 21.1 mg./kg., as

well as a period of placebo treatment. Each dose of placebo
condition was reported to be continued for 8 weeks. Observa-
tions of aggressive and self-stimulatory behavior were made
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at 30-minute intervals during a 24-hour period over 80 weeks
of the study. Treatment was reported to have been carried out
under double-blind conditions.

For the responders, a dose of 5.9 mg./kg./day was optimal for
reducing aggressive behaviors, and a dose of 2.5 mg./kg./day was
optimal for reducing self-stimulatory behaviors. Higher doses

had little additional effect except for a loss of behavioral
control, i.e., increased frequencies of target behaviors. For
nonresponders, the frequencies of aggressive and of self-stimulatory
behaviors showed no substantial changes at lower doses but began

to worsen as thioridazine doses increased. For both responders

and nonresponders, there were significant decreases in intellectual
and workshop behaviors at even low doses and a continued worsening
as the dose was increased. Performance in the IQ-SR+ task was
substantially more sensitive to dose changes than it was in the
workshop task. For all the response measures of both responders
and nonresponders, identical dose effects were obtained regardless
of ascending or descending order of conditions.

Relation to other studies: Breuning, Ferguson, and Cullari (1980)
' is cited as reference for the procedures for observations of
’ aggressive and self-stimulatory behavior. Intellectual behaviors

were assessed, using procedures described in Breuning and Davidson
(1981). Workshop behaviors were assessed, using procedures
described in Davis, Poling, Wysocki, and Breuning (1981),
presumably part of a large study also reported in Breuning,

Davis, Matson, and Ferguson (1982), and it is similar to Breuning,
Ferguson, Davidson, and Poling (1983) in design and use of
thioridazine, except that the latter data are reported on 40
adolescent subjects with DSM III diagnoses.

Panel comments: This is an elaborate study that would have
required the collaborative efforts of numerous individuals, both
in residential units and at a workshop. Physician involvement
in the drug protocol would be mandatory. However, no such
individuals are identified or acknowledged in the publication.

In discussing his work with neuroleptic drugs with the Panel,

Dr. Breuning stated that the data reported in this study were
combined from data collected at the Coldwater Regional Center

and the Chicago area between 1974-1977. When questioned about

the data collected in the Chicago area, Dr. Breuning was unable

to cite any of the institutions by name or location or to identify
individuals who were involved in conducting the study.

The Panel conducted extensive interviews with Dr. Breuning's

coworkers and administrative staff at Coldwater. The Panel was
unable to find anyone who had direct knowledge of a double-blind
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placebo-controlled study that would have lasted more than a year
and a half, nor any evidence that drugs had been manipulated in a
manner consistent with the protocol.

The Panel was able to ascertain that extensive workshop performance
records on a bicycle brake assembly project were kept at the
Evergreen School where special education services were provided

to on-campus clients at the Coldwater Regional Center. The Panel
interviewed Mr. Timothy Smoker, the Pre-vocational and Vocationmal
Coordinator, Evergreen School, who stated that Dr. Breuning had
access to the client records and spent considerable time abstracting
data from these records. Mr. Smoker stated, however, that he was
not aware that any clients were being given placebos.

Dr. Breuuming told the Panel that drug orders at Coldwater were
written by Dr. Carlos Budding. Dr. Budding is now in Argentina
and not ava‘lable for comment. Dr. Breuning said that placebos
had been made up on his unit and that they did not, initizlly, go
through the pharmacy. When questioned about matched placebos and
where they were obtained, Dr. Breuning said that he thought they
were bought at a supply house in Chicago. Dr. Breuning said the
placebos were "similar in appearance' and said '"to me, a dark
colored gel capsule, one looks a lot like another ome."

The Panel found no consent forms for any of the subjects at
Coldwater. Dr. Breuning was unable to tell the Panel where
these forms were.

Panel findings: The Panel could find no evidence that such a
systematic study was ever carried out. The study, as a whole,
appears to be implausible because it could not have been conducted
at any known site available to Dr. Breuning over the prolonged
80~-week timeframe of the reported observations. The Panel
concludes that, although some data may have been abstracted

from other ongoing clinical efforts, the described study was

not conducted.

Breuning, S.E., Davis, V.J., Matson, J.L., and Ferguson, D.G.
Effects of Thioridazine and Withdrawal Dyskinesias on Workshop
Performance of Mentally Retarded Young Adults. American Journal
of Psychiatry, 1982, 139:11, 1447-1454.

PHS grants cited: MH-32206 and MH-30915

Authors' description and findings: This is a two-part study of
the effects of thioridazine and withdrawal dyskinesias on the
workshop performance of mentally retarded young adults. 1In
part 1, 80 institutionalized mentally retarded persons were
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studied, 38 female and 42 male, ages 14-26, and with IQs

ranging from 19-53. They were divided into 5 groups of 16.
Subjects were assigned to groups on the basis of scheduled drug
trials and were observed in workshop performance on a bicycle
brake assembly task over a 28-week period of drug withdrawal.
Informed consent was obtained from the legally responsible
parent or guardian, and each of the subjects was determined by

a physical therapist and neurologist not to have any identifiable
perceptual-motor deficit that might affect workshop performance.

According to medical records, 60 subjects had a DSM-III diagnosis
of undersocialized, aggressive conduct disorder; 5 were diagnosed
as having undersocialized, ooncggressive conduct disorder; 5 as
having socialized, aggressive c.nduct disorder; and 10 as having
undifferentiated schizophrenia. Five schedules of administration
characterized the groups that were matched for age, IQ, sex
distribution, duration of medication, and medication dosage.
Conditions included medication throughout the study, abrupt
withdrawal after 10 weeks, gradual withdrawal, institution of
medication midway in the study, and no medication throughout the
study. Placebos were administered to groups that were either
withdrawn from medication or started on medication for part of
the study period. Staff were unaware of the study and completely
blind to medication charges.

Each subject attended a workshop for 30 minutes eazch day, 5 days
a week. The workshop task was the assembly of a 15-part coaster
bicycle brake. Brakes were assembled individually rather than
on an assembly line.

The major finding was that thioridazine can impair the workshop
performance of the mentally retarded. Creater improvement of
performance during the first 10 weeks was observed in the two
groups not receiving medication. The group placed on medication
at 10 weeks exhibited sharp deterioration in performaace in the
week after administration. There was a basic trend toward
improvement over the 28 weeks in all the groups, but the best
performance was observed in the groups not medicated or withdrawn
from drugs.

In part 2, select conditions of part 1 were replicated with
additional controls for examining effects attributable to
withdrawal and persistent (tardive) dyskinesias. Twenty-eight
subjects from the larger sumple were divided into four matched
groups of seven subjects each whose thioridazine dose was abruptly
or gradually discontinued and who did not did not have withdrawal
dyskinesias. Part 2 subjects were 11 females and 17 males, ages

2.3
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14-26, with IQs from 45-69. (There is no explanation of the
discrepancy in IQ range between Parts 1 and 2 (Part 1 is 19-53,
Part 2 is 45-69, yet the Part 2 sample is said to have been drawn
from Part 1.)

Subjects were assigned to the four groups using the matching criteria
described in Part 1. Assessments of dyskinesia and withdrawal
symptoms (both before and throughout the present study) were made

3 days before the onset of thioridazine discontinuation and at

l1-week intervals following the start of discontinuation. Weekly
assessments continued throughout the study at l-week intervals.

The Withdrawal Emergent Symptom Checklist (WESC) was the primary
assessment device and was administered by two registered nurses.

Each subject attended the workshop for 45 minutes each day, 5 days
a week. The workshop task was the assembly of a mock camswitch
actuator. Eech actuator was assembled individually, with a total
of 74 steps for completion. Three response measures were taken.
These steps were completed per hour, percentage of norm, and wage.

Reported findings for part 2 were that workshop performance declined
with the onset of the dyskinesias and improved as the dyskinesias
subsided.

Relation to other studies: Workshop behaviors were assessed using
the procedures described in detail in Davis, Poling, Wysocki,

and Breuning (1981). It is presumably part of a larger study

also reported in Breuning (1982).

Panel comments: This is a large and complex study with an
extraordinary sample of five almost precisely matched groups.

The study would have to have been carried out some time after

the availability of the DSM-III mentioned in the article. The
28-week study and the followup (Part 2) to look at dyskinesias
would have taken over a year to complete. The article was received
for publication in April 1981. Thus, the study would have begun

in 1980. This would have required the study to have been done

at Coldwater.

In discussions with staff and coworkers at Coldwater, the Panel
could find no evidence that a study with this type of medication
design had been carried out there. When questioned about the
reference to the DSM-III in this paper, Dr. Davidson stated that
the ICD-9 had been used at Coldwater.

When questioned about her role in this study, coauthor Vicky Davis
stated that she had not been involved in the data collection, only
in the writing. Ms. Davis said that she had not asked to see

the raw data for the study. Ms. Davis would not _umment when
questioned about the use of placebos at Coldwater or about

Dr. Breuning's work using thioridazine.
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In discussing his role as coauthor in this study, Dr. Ferguson
stated that he had not known he was a coauthor until later and
that he had only been involved in the discussions of the graphs.
Dr. Ferguson stated that he had not seen any raw data for the
study.

In an interview with the Panel, coauthor Dr. Johnny Matson stated
that Dr. Breuning said he had a large set of data and wanted to
consult with him on the statistical aspects. In a written state-
ment to the Panel, Dr. Matson stated that his role in this study
was to consult on the methodological issues and to assist in the
writing of *lLe¢ manuscript, which occurred at the University of
Pittsburgh after the data in question had supposedly been
collected at Coldwater. Dr. Matson further stated that he had
never seen raw data, consent forms, or any other evidence that
the information in question had been collected as reported.

When asked by the Panel to identify the neurologist or physical
therapist mentioned in this study, Dr. Breuning said he had not
meant to imply that such assessments were part of the data
collection; rather, "There was an assessment by those people not
identifying them as having these kinds of problems." When asked
where the study had been conducted, Dr. Breuning stated that
this study involved a combination of two places, Coldwater and
the Chicago area where work was carried out during the mid-1970s.
When questioned about the consent forms, Dr. Breuning stated that
he assumed the forms were kept at the facilities. Dr. Breuning
could neither identify a specific site in Chicago where the data
may have been collected nor give the names of the investigators
carrying out the work.

Panel findings: No studies with this kind of medication design
were approved or known to have been carried out at Coldwater.
The Panel found improbable Dr. Breuning's statement that part of
this work was carried out in a number of institutions in the
Chicago area in the mid-1970s by investigators whose names he
could not recall. The Panel concludes that the described study
was not carried out.

Breuning, S.E., Sisson, L.A., Fultz, S.A., Marshall, T., and
Bregman, J.D. Effects of Neuroleptic Drugs on Titrating Delayed
Matching-to-Sample Performance of Mentally Retarded Children.
Submitted to Psychopharmacology, unpublished.

PHS grants cited: MH-32206 and MH-30915
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Authors' description and findings: This paper reports on a study
of the effects of neuroleptic drugs on the response performance
of 12 institutionalized mentally retarded children. Subjects
were five females/seven males, ages 7.5 to 12.6 years, with IQs
from 55-67. Inclusion criteria were: mental retardation of
unknown etiology with no other neurological disorders, a history
of high rates of aggressive behavior which had been reduced by no
more than 60 percent after 3 weeks of behavioral treatment, a
psychiatric diagnosis of Undersocialized Conduct Disorder, and

a history of no neuroleptic medications. Parental consent was
ohtained.

Staff and subjects were blind to conditions. Medications and
placebos were administered at 8:00 a.m. and 8:00 p.m. daily in
identical capsules. Medications (chlorpromazine, thioridazine,
and haloperidol) were randomly assigned. Subjects received each
drug in the same sequence: placebo, dose 1 (1.5 mg./kg./day),
dose 2 (3.0 mg./kg./day), dose 3 (4.5 mg./kg./day), dose 2,

dose 1, placebo.

On the day of admission and once or twice weekly thereafter, each
participant was reported to have received a standardized battery

of tests (not identified) rating the occurrence and severity of
side-effects and abnormal movements. According to Ferguson and
Breuning (1982), particular attention was given to extrapyramidal
effects and dyskinesias. No subjects experienced adverse reactions.

The experimental room and apparatus are described in detail.

Each subject received three preexperimental sessions of 15 minutes
duration each to train them in a zero-delay, matching-to-sample
task. The sessions were conducted at the same time each day

for each participant, 60 minutes before lunch or 120 minutes
after lunch. It was reported that all participants were able

to respond independently at 90 percent or better by session 5.

In the experimental study, matching-to-sample sessions were
conducted three times weekly with 1 or 2 days separating sessions.
Each session consisted of 30 trials. Titrating delay proced-
ures were initiated once the session was underway; the delay
occurred between the depression of the center response window

and the illumination of the comparison stimuli.

The titration schedule consistently varied the length of the
delay interval. Sessions began with a zero delay. Following
the first correct response, the delay interval was increased
to 1 second for the subsequent trial and thereafter through

an incremental progression up to 90 seconds. An incorrect
response would cause the delay to decrease to the next lowest
value, and it would be increased again only after four correct
responses had occurred.
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Limit of delay, the longest delay value at which the subject
produced a correct response within any given session, was the
primary dependent variable.

Findings were presented in terms of drug responders and non-
responders for each of the medications. Responders were defined
as those subjects whose rates of aggressive behavior were
reduced by a mean of at least 50 percent across the last week
on one of the three doses of a given medication. Nonresponders
were defined as subjects who displayed no functional increase
or decrease in aggressive behavior. The authors reported that
each subject achieved a substantial limit of delay during the
initial placebo phase and that each subject demonstrated a
decrease in performance at the initiation of medication.
Dose-dependent effects were observed with each medication.

The reported findings uniformly demonstrated that the highest
level of performance was achieved when subjects received no
drugs and that the poorest performance was achieved at the
highest drug dose levels. Those subjects receiving chlor-
promazine or thioridazine were described as showing similar
performance responses to the medications, regardless of whether
or not a therapeutic effect was gained. It was stated that,
for those receiving haloperidol, the therapeutic responders
displayed less behavioral impairment at the lower dose levels
than did nonresponders. Both responders and nonresponders

were said to have demonstrated similar levels of impairment

at the highest dose level.

The authors state that the findings are of importance for

several reasons. They confirm the sensitivity of the matching-
to-sample procedures in assessing drug effects with the mentally
retarded. It was stated the findings also replicated those of
Wysocki et al (1981) regarding the dose-dependent suppression
effects of thioridazine on delayed MTS performance of mentally
retarded young adults, and these findings extended to a pediatric
population, using both prospective and withdrawal evaluations.
Finally, the findings are noted as identifying the dose-dependent
suppression effects of two other neuroleptic drugs: thioridazine
(this apparently should have been listed as chlorpromazine since
the dose~-dependent suppression effects of thioridazine were
reported in Wysocki et al., and haloperidol.

The authors suggest several biochemical explanations for the
effects observed. Other factors were suggested as possibly
being involved; subject history, for example, when coupled
with possible interaction differences with the medicationms,
could account for differences in the results. Emphasis should
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be placed on the accurate reporting of medication status in
studies involving the mentally retarded, and the authors note
that this information is generally not reported im such studies.
Its absence raises questions about the generalizability of
research findings among this population.

Relation to other studies: As noted in the reported description,
this study is similar to Wysocki et al. (1981) in which essen-
tially the same findings regarding medication effects are reported.

Panel comments: The list of coauthors and the address for reprint
requests would indicate that this study was conducted on the Merck
Unit at the University of Pittsburgh. In response to a letter
from the Panel, Dr. Breuning stated that the study was conducted
at Coldwater and at Pittsburgh. The same problems pertain to

this study as to the others supposedly conducted on the Merck
Unit. As reported by the University of Pittsburgh Ad Hoc
Committee, consent forms were not found, though the article

states that informed consent was gained for participants. The

Ad Hoc Committee's review of pharmacy and admission records

during the period of Dr. Breuning's tenure indicated that

patients of the ages and diagnoses described were not available

on the Unit. While coauthors Sisson and Fultz confirmed that
matching-to-sample sessions were conducted daily and subjects
usually had sessions three times weekly, they told the Panel

that sessions were not scheduled as called for in this study

and neither observed the dramatic effects reported here.

Panel interviews at Coldwater confirmed the use of matching-
to-sample equipment there, but administrators insisted drug
manipulation for research purposes was not permitted nor were
placebos used there. The Panel was told that the Coldwater
Research Committee did not approve protocols involving use of
placebos, and no consent forms were found for this study.

Panel findings: The Panel concluded that the described study
was not carried out.

Breuning, S.E., and Poling, A.D. Pharmacotherapy. Im J.L.
Matson and R.P. Barrett (Eds.), Psychopathology in the Mentally
Retarded, New York, Grune and Stratton, 1982, 195-251.

PHS grant cited: MH-32206

Authors' description and findings: Included in this review of
pharmacotherapy with the retarded, which is also analyzed under
that category below, is the report of a pilot study that
compared dosages of 0.3, 0.7, and 1.0 mg./kg. of a stimulant,
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methylphenidate, with six mentally retarded hyperactive individuals,
four prepubescent children (11-13 years) and two adolescents (15
and 18); four were male and two female, equally divided among
children and adolescents. Dose-response curves are presented of
the methylphenidate effects on two measures: The Abbreviated
Connors Teacher Rating Scale (ACTRS) was recorded daily, and a
fixed-ratio (FR) responding task at three levels (FR 5, 10, and

20) was administered.

There were three randomly counterbalanced dosage sequences with
two individuals per sequence. Each sequence lasted 7 days, with

7 days of placebo (double-blind) before and after. (Thus the
experiment would last a minimum of 36 days, one of which was a
pre-treatment baseline day.) Reported results were (1) four of
the six subjects had substantially reduced ACTRS scores at 0.3

or 0.7 mg./kg. levels; (2) one showed a very slight reduction in
ACTRS scores at 0.3; (3) one showed progressive increases in ACTRS
scores across dosage; and (4) for five of the six, ACTRS scores
were highest (above baseline and placebo) at the 1.0 mg./kg. dosage.
With regard to FR performance, five of the six showed optimum
performance at 0.3 mg./kg. and worsened performance across
“increased dosages; the one subject who had shown progressive
increases in ACTRS scores showed no FR performance enhancement.

Relation to other studies: This pilot is similar in many respects
to work reported in Poling and Breuning (1983) and Breuning,
Ackles, and Poling, unpublished, both analyzed in Appendix J.

Panel comments: These data are remarkable for their complete
consistency across measures with a clear curvilinear response
shown in five of the six subjects. Given the use of a stimulant
and the similarity to data reported in progress reports from the
University of Pittsburgh, the reader would assume that the pilot
work was carried out there. The Panel established, however, that
Fixed Ratio equipment was not functional at Pittsburgh during
Dr. Breuning's tenure. The Pittsburgh Ad Hoc Committee's

search of pharmacy and clinical records established that sub-
jects meeting the criteria in this pilot were not available.
Coauthor Poling told the Panel that he was under the impression
that the stimulant data came from Pittsburgh, but he was later
told by Dr. Breuning that they came from Oakdale and Chicago.
Dr. Breuning himself told the Panel that he had col. ~ted

the stimulant data in Chicago area schools in the miu '970s.

Panel findings: These pilot data show uniformity of outcome and
agreement across measures that seem, at best, implausible. The
study could not have been carried out &t Pittsburgh, and the
complex double-blind, drug-placebo crossover design and daily
ratings make it impossible that the study could have been
conducted in Chicago area schools. The Panel concluded that

the study described was not carried out.
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MULTISTATE SURVEY OF THE INSTITUTIONALIZED RETARDED

Davis, V.J., Cullari, S., and Breuning, S.E. Drug Use in Community
Foster-Group Homes; in S.E. Breuning & A.D. Poling (Eds.), Drugs
and Mental Retardation, Springfield, Ill., Charles C Thomas, 1982,
359-376.

PHS grant cited: MH-32206

Authors' description and findings: This study describes a very
large survey of the use of medications among the mentally retarded
in foster or group homes in the community. A random sample of
3,750 cases was selected from a case list of 15,000 obtained from
mental health agencies in Illinois, Indiana, Michigan, and Ohio.
Exclusion criteria were residence with parents, IQ within two
standard deviations from the mean as measured by a norm-referenced
test, or failure to meet the American Association of Mental Defi-
ciency (AAMD) adaptive behavior criteria of mental retardation.
A two-page questionnaire was completed for 3,496 of the sample,
providing demographic information, prevalence and type of drug
used, institutionmalization history, degree of mental retardation,
. behavior problems, medical supervision, drug holidays, adverse

response monitoring, and staff training.

The study reports that 74.3 percent of the sample were receiving
one or more of ten drugs, seven of which were most commonly used
in the subject population. The seven drugs most often prescribed
were: thioridazine (43.3 percent), phenytoin (34.7 percent),
phenobarbital (19.4 percent), chlorpromazine (15.9 percent),
diazepam (6.9 percent), haloperidol (6.3 percent), and methyl-
phenidate (2.4 percent). The lesser used drugs were primidone
(1.3 percent), carbamazepine (1.1 percent), and ethasuximide

(0.9 percent). Frequency and order of usage were fairly constant
across the four States. Dose levels tended to be in the moderate
to high range, with dosages at the upper end of the range far
exceeding recommended levels. Multiple drug use was frequent,
with antiepilepsy medications being most commonly combined. It
was reported that 57.6 percent (2,014) of the population received
an antipsychotic drug, alone or in combination with another
antipsychotic medication. Thioridazine was most commonly
prescribed in the community population, matching the pattern
observed in institutions. A large percentage of the population
(53.9 percent) received antiepilepsy medication, most in
combination dosages. Phenytoin and phenobarbital were most
commonly prescribed together, and phenytoin alone was the most
often prescribed antiepilepsy medication.

Slightly over half of the sample (52.1 percent) had been

institutionalized for other than diagnostic purposes for a period
‘ longer than 45 consecutive days. Special attention was called to
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the fact that 62.5 percent of those who had been institutionalized
were receiving no medication. This was seen as contrary to the
usual expectation of greater drug use among the subsample of those
who had been institutiomalized.

The comparison of the institutionalized-noninstitutionalized
subgroups disclosed similarities to the findings of other investi-
gators in studies comparing drug use among institutionalized
subjects and those in public schools. Thioridazine tended to

be the drug of choice for the institutionalized, whereas
methylphenidate was prescribed more frequently for the public
school population. The same finding was reported in this study,
with the further similarity that behavior which was seen as
psychotic among the institutionalized was called hyperactive in
those without institutional histories.

Comparisons were made between drug use and degrees of mental
retardation. Of the 3,496 subjects, 47 percent were mildly retarded,
29 percent were moderately retarded, 18 percent were severely
retarded, and 6 percent were profoundly retarded. Among these
groups, the moderately retarded were least likely to be medicated.
Forty-four percent of the moderately retarded, as compared to

17.9 percent of the milcly retarded, 21.1 percent of the severely
retarded, and 11.5 percent of the profoundly retarded, received
no medications. Thioridazine was most often prescribed for the
mildly retarded, decreasing across functioning levels. Similir
trends were noted for the other behavior control medications.

An opposite effect was observed for the antiepilepsy drugs.

This was explained by the greater control problems among the
mildly retarded and the more frequent seizure disorders among

the profoundly retarded.

Age and sex were found to have little correlation with medication
prescription. The only finding of significance was that mentally
retarded males between the ages of 5 and 16 were much more likely
to receive methylphenidate. This finding was attributed to the
fact that this group is more frequently diagnosed as Attention
Deficit Disorder with Hyperactivity.

The article reported on the monitoring of drug use. Both direct
care and professional staff were surveyed. Attention was focused
on four issues: operational definitions of behaviors justifying
psychotropic drug use; regular medical supervision; scheduled
drug-free periods; and monitoring of adverse reactions and

side effects.

The article reported serious deficits in all these areas.
Operational definitions of target behaviors were found for only
109 individuals (5.4 percent) of the 2,014 receiving antipsychotic
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drugs. Hyperactive behavior was defined for only 3.5 percent of
the 86 subjects receiving methylphenidate. Otherwise, behavior
was defined on the basis of global listings of problem behaviors.
These reports were interpreted about half the time in conjunction
with staff and about half the time by the prescribing physician
alone.

The authors reported that frequently no documentation was provided
as to why a medication was prescribed. There was no documentation
for 440 (21 percent) of the 2,098 subjects receiving psychotropic
medications, though there was no evidence of these patients being
_ difficult to manage. Moreover, it was reported that 81 percent
(357) of these 440 subjects had entered the community living
arrangement on no drugs and had had medications prescribed on

the basis of the physicians' belief that drugs were "good for

the mentally retarded."

Of the 1,623 subjects receiving antiepilepsy medications, 78 percent
(1,265) had documented EEG abnormalities, and 69 percent (1,119)
had records of observed clinical seizures. This begs the question
of the basis for medicating those who had no documentation of
abnormal EEG and no record of seizure activity. An investigation
was reported to have disclosed that 301 subjects (18.5 percent)
had neither documentation of EEG abnormality nor records of
clinical seizures. Further investigation demonstrated that

72 of these subjects were reciving an antiepilepsy medication

in an effort to manage inappropriate behavior. Effectiveness

was not recorded, though the mean length of chronic use of
antiepileptic drugs in this fashion was 1.2 years. It was
reported that no rationale could be found for the use of these
medications with the remaining 229 subjects for whom no objective
symptoms were reported. The mean length of chromic use was

1.7 years.

The article stated that there was no continuous medical
supervision of drug use for any of the areas surveyed, except
for one county iu Michigan and one county in Illinois. The
counties in Illinois and Michigan where physician review was
carried out on a monthly basis represented 9 percent (206) of
the 2,098 subjects who were receiving medications. It was
reported that medication review documents for the other regions
were typically signed by the physician after being prepared

by a nurse or some other physician representative. Eight-hundred
and eighteen (39 percent) of the 2,098 subjects receiving
psychotropic drugs were reported not to have been seen even

by the prescribing physician's representative.

The article cited some improvement in the coverage of antiepilepsy
medications. Only 260 (16 percent) of the 1,623 subjects were
not seen at least once monthly by the prescribing physician's
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representative. It was reported that only 6 percent of the
subjects receiving antipsychotic drugs had a consulting psychia-
trist, while 38 percent of those receiving methylphenidate had a
consulting pediatrician, and 47 percent of those receiving an
antiepilepsy medication had a consulting neurologist.

Drug-free periods were rare: Only 76 (4 percent of 2,098) subjects
among those receiving a drug had a scheduled drug holiday. All

76 were reported to be receiving only one drug, and of that number

29 received methylphenidate, and 47 received one of the antipsychotic
drugs.

Adverse reactions were systematically monitored by means of a
15-item reaction checklist completed weekly for 251 (12 percent)
of the 2,098 subjects receiving psychotropic drugs. They all were
reported to be the patients of the same physician. For 59 percent
of the study population, staff were directed to inform a profes-
sional staff person of any adverse reactions to medicationms.

They were not told, however, what constituted an adverse reaction.
There was no evidence of any adverse reaction monitoring of the
remaining 29 percent of the subjects.

The reported level of staff training reflected the general
inattention to drug usage noted in the article. Only 47 (9 percent
of the 526) home operators had received a training program, with

a combined total of more than 2 hours, covering even basic details
of drug usage.

The authors concluded that drug use in community placements is

as prevalent as in institutions. They argued that the belief
that community placement would reduce drug use was unfounded.

On the contrary, the patterns of use were much the same as in
institutions. Drugs were only sparsely monitored, and staff were
not trained in all the factors relating to drug use.

The authors argued that drugs are overused among the noninstitu-
tionalized mentally retarded. Evidence to support efficacy is
lacking, and the monitoring of medication reactions is inadequate,
as is training for the assessment of need of medicationms.

The authors offered a 10-point guideline for the use of drugs
with the mentally retarded. They concluded, however, that little
improvement will occur unless the aggrieved are prepared to file
suit as a means of bringing about changes.

Relation to other studies: This study is a survey report which

is not substantively related to any of the other studies reviewed
by the Panel.
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Panel comments: The first author of this chapter, Vicky J. Davis,
when interviewed by the Panel, said that she had prepared a portion
of the introduction based on her possession of copies of the
referenced studies, that her basic role was one of "looking at
information on movement in and out of the facility," and that

her part "was the Coldwater data." She indicated that she had
reviewed the records of the Social Services Department at
Coldwater from which she obtained case numbers and names and was
"able to see if they were on medication," and that she "went
through the data for birthdates and weights.'" She said that she
had seen a copy of the questionnaire but, when asked if she had
seen the filled-out questionnaires, said that she had not. She
could not say who collected the data or how they were collected,
how the study was funded, or where or how the data were

analyzed.

Ms. Davis said that Dr. Breuning had conducted the study and that
he had placed her name on it as first author. She said that he
had made the contacts with people at the State level, arranged
for the data collection, and analyzed and kept the data. She
said she believed the study had been carried out, although there
were no records and she had seen no data other than in summary
form.

The second author, Dr. Cullari, told the Panmel that the original
idea for the study had been his but that all the contacts for-
data collection were made by Dr. Breuning who had done all the
data analysis. Dr. Cullari said that he had participated in
preparation of the introduction, but the rest of the article

had been written by Dr. Breuning. He never saw raw data, and
he was uncertain if he had ever seen the questionnaire.

Dr. Cullari said he thought that Dr. Breuning had conducted

part of the study but maybe had made up the rest.

As described, this project would have required a large investment
of time on the part of a number of people in the community.

In his interview with the Panel, Dr. Breuning said that data

had been gathered from local mental health boards and that

Mr. Fred Morris, Calhoun County, Michigan, was the one name he
could recall of those who had arranged for data to be sent to him.
When Mr. Morris was contacted by telephone, he remembered having
Dr. Breuning speak at a seminar but denied that he had ever

been involved in any research with him. He said he had not
helped gather data. In the article, Mr. Morris is named as one
of the people who provided training for the managers of foster
homes in which patients were placed in the community. Mr. Morris
said that he never had such a role. He said that, as part of

his responsibility as the Director of the Calhoun County Mental
Health Center, he had worked with a few foster home owners at
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their request, advising them about the use of psychotropic

drugs with the mentally ill. He said there may hLave been a

few developmentally disabled persons in the homes of those with
whom he met, but that fact was entirely peripheral to the reason
for the meeting. In brief, Mr. Morris failed to support

Dr. Breuning's contention that he had facilitated any part

of the survey reported in this article.

Reducing and entering the data for computer analysis would have
been a huge and time-consuming task. The questionnaire alone
would have been 6,992 pages of information. It was impossible

to determine the number of data items, since Dr. Breuning did

not provide the Panel with a copy of the questionnaire, and yet
Dr. Breuning said he had personally punched in most of the data

on computers at Western Michigan University. Dr. Cullari said

he had his own computer account at Western Michigan and

Dr. Breuning had used it on occasion for small pieces of work

only and not for work of the proportions necessary for the amount
of data reported in the article. A check of the records of the
Computer Center by the Chairman of the Department of Psychology
failed to produce a record of Dr. Breuning's having used the
center. Dr. Cullari said he thought the computer work had been
done at the University of Illinois, but Panel staff confirmed that
Dr. Breuning had not had access to the computers at the University
of Illinois and that the computer work necessary for this article
had not been done there.

At his meeting with Panel members in November 1985, Dr. Breuning
said he was not sure whether or not he might still have copies
of the questionnaire. He said that generally he did not keep
data beyond 6-12 months. When asked if he thought it odd that
no one else had seen the data for a study of this size,

Dr. Breuning said that he did not. When asked why only he
handled the data for such a large study, he said that he enjoyed
doing it recreationally.

Panel findings: The Panel could find no confirmation that this
large study was carried out. Neither the first nor the other
coauthor ever saw primary data, nor did they have any idea

how such a large study was paid for. Both stated independently
that they were involved in preparing only the introductory
portions of the work or, on Ms. Davis' part, providing limited
data from only one location, Coldwater, and that Dr. Breuning
had arranged for data collection and analysis and had done
most of the writing. Dr. Breuning was able to provide the

name of only one person who was said to have participated in
the project, and that person denied any knowledge of the study.
Dr. Breuning's account of where the computer work for data
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analysis was done was not substantiated. These factors brought
the Panel to the conclusion that the study described was not
carried out.

REVIEWS

Breuning, S.E. and Poling, A.D. Pharmacotherapy. In J.L. Matson
aund R.P. Barrett (Eds.), Psychopathology in the Mentally Retarded,
New York, Grune and Stratton, 1982, 195-251.

PHS grant cited: MH-32206

Description: (A pilot study reported in this article is analyzed
under Studies on Therapeutic Manipulation of Task Performance,
above.) This article provides an overview of pharmacotherapy
with the retarded. Included are a brief historical review and
sections on drug classification, rationale for pharmacotherapy
(by drug classes), prevalence of drug use, pharmacology,
therapeutic use and side effects, methodolngic issues in
assessing drug effects, efficacy of drug and behavioral alter-

natives, and litigation issues.

. Many of the studies reviewed by the Panel are cited, frequently
either to bolster the argument for greater methodological rigor
in research on pharmacotherapy withk the mentally retarded, i.e.,
Breuning, Ferguson, and Cullari (1980) demonstrating the
importance of placebo-double-blind procedures, or to bolster
the authors' views on neuroleptic treatment. Breuning (1982)
is cited (along with a conference, presentation, and unpublished
work by Dr. Breuning) to illustrate the authors' suggestion
that fewer than 15 percent of the mentally retarded receiving
neuroleptics show decreases in target symptoms.

The article concludes that neuroleptics are greatly overused

with the mentally retarded, that their use is most likely to
decrease learning and performance, that they often produce
contratherapeutic changes in target behaviors, and that they

have an "incredibly low" risk-to-benefit ratio. The article

calls for methodologically rigorous investigations of antiolytics,
antidepressants, antimanics, and stimulants. It notes the
inexpensiveness and increased ease of patient management with
limited staff of drug therapy, and applauds court decisions
requiring documentation of the value of such therapy.

Panel findings: This review article relies heavily on work by

Dr. Breuning that the Panel concluded was not carried out as
described. It, therefore, must be regarded as scientifically

. unsound and misleading.
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Ferguson, D.G. and Breuning, S.E. Antipsychotic and Antianxiety
Drugs. In S.E. Breuning and A.D. Poling (Eds.), Drugs and
Mental Retardation. Springfield, Ill., Charles C Thomas,

1982, 168-214.

PHS grant cited: MH-32206

Description: This is a review article largely focused on use
of antipsychotic drugs with the mentally retarded. For this
category of drugs, it includes sections on pharmacological
properties, physiological effects, therapeutic use, short-
and long-term side effects, behavioral effects and their
assessment, and efficacy. It gives special attention to the
phenothiazines.

The article presents findings from studies reviewed by the Panel,
particularly those on behavioral effects and their assessment,
efficacy, and behavioral alternatives to or combination with
drug management of behavior. These studies are presented as
methodological improvements. The efficacy of drug treatment

is questioned, and behavioral alternatives are urged. The
relatively slight literature on anti-anxiety drugs is reviewed
with attention to the same kinds of issues as for antipsychotic
drugs. The paucity of research on these drugs is deplored, and

a larger research data base on both categories of drugs is called
for. Breuning, 0'Neill, and Ferguson (1980) and Wysocki, Fuqua,
Davis, and Breuning (1981) are cited as methodologically strong
studies of nonrespmonders to drugs, and Breuning, Ferguson,
Davidson, and Poling (1983) as studies of responders and
nonresponders.

Panel findings: The section of this article on anti-anxiety
drugs appears well-done. The section on antipsychotic drugs
relies heavily on studies by Dr. Breuning that the Panel
concluded were not carried out as described. This part of
the article must be regarded as scientifically unsound and
misleading.

Breuning, S.E., Davis, V.J., and Poling, A.D. Pharmacotherapy
with Mentally Retarded: Implications for Clinical Psychologists.
Clinical Psychology Review, 1982, 2, 79-114.

PHS grant cited: MH-32206

Description: This review article describes and discusses six
classes of psychotropic drugs frequently used with the mentally
retarded, the therapeutic and countertherapeutic effects,
alternative treatments, and other issuc¢s involving limitation
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of and legislation of drug use with the mentally retarded. The
intent of the article is to provide background for clinical
psychologists in working with the mentally retarded.

The article raises questions about the extent of drug use with
the mentally retarded. It represents the prescription of these
medications for the mentally retarded as being based mainly

on experience with the mentally ill. It declares that efficacy
can be demonstrated in fewer instances than the rate of
medication use suggests, argues that medication dosages in

the lower ranges have been shown to have greater beneficial
effects than in the higher ranges, and states that behavioral
techniques have been shown to be more effective than medications
in improving and controlling the functioning of the mentally
retarded. Many of Dr. Breuning's studies are cited.

Panel findings: Many of the findings reported here are from
studies which the Panel has concluded were carried out as

de scribed. The paper must thus be regarded as scientifically
unsound and misleading.

Barrett, R.P. and Breuning, S.E. Assessment of Intelligence,
in J.L. Matson and S.E. Breuning (Eds.), Assessing the Mentally
Retarded, New York, Grune & Stratton, 1984.

PHS grants cited: MH-32206, MH-30915, and MH-37449

Description: This chapter reviews the intelligence tests often
used and referred to in evaluating the mentally retarded. It
covers the development of intelligence tests in general and the
strengths and weaknesses of the more frequently used tests.

No data were collected for the preparation of this material,
and conjectural comments are limited. The brief section on
medication effects cites findings from Breuning and Davidson
(1981), Breuning, Ferguson, and Poling (1983), and Breuning (1982),
all on e.fects of medication on IQ, but refers to the findings
as tentative. The reader is referred to Sisson and Breuning
(1984) and Breuning, Davis, and Poling (1982).

Panel findings: With the exception of one section, this appears
to be a straightforward review of available instruments. The
section on medication effects, however, depends on studies which
the Panel has found to be not carried out as described. Even
though labeled tentative, these findings are seriously misleading.

Sisson, L.A. and Breuning, S.E. Assessing Medication Effects,
in J.L. Matson and S.E. Breuning (Eds.), Assessing the Mentally
Retarded, N.Y., Grune and Stratton, 1984.
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PHS grants cited: MH-32206, MH-30915, MH-37449.

Description: This chapter reviews the history of ‘the use of
psychotropic drugs with the mentally retarded and discusses
ethical and legal reasons for rigorous assessment standards,
focusing in some detail on major litigation resulting in court
orders involving pharmacotherapy. It then reviews the literature
on such aspects of assessment as measures of target behaviors,
learning and performance measures, behavioral observations,
measurement of side effects, dyskinesias and withdrawal effects,
and assessment design. The chapter relies heavily on published
work by Dr. Breuning and his coauthors.

Panel comment: Coauthor Sisson told the Panel that her role in
writing this chapter was in preparing a draft which Dr. Breuning
rewrote extensively. She said Dr. Breuning supplied the graphs
and prepared examples. She described the intent of the paper

as being a review of the literature and Dr. Breuning's papers.
She told the Panel that she had asked Dr. Breuning to remove

her name from any papers submitted for publication.

Panel findings: This chapter extends the influence of studies
the Panel has found to have not been carried out as described.
It must be considered unsound scientifically and seriously
misleading.
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APPENDIX J
ANALYSES OF STUDIES REPORTED UNDER MH-37449




STIMULANT DRUG USE WITH MENTALLY RETARDED CHILDREN: STUDIES REPCRTED
UNDER MH-37449, UNIVERSITY OF PITTSBURGH

Application: Application MH/HD 37449-01, "Stimulant Drug Use with
Mentally Retarded Children," from the University of Pittsburgh,
with Dr. Breuning as Principal Investigator, was received at NIMH
on October 1, 1981. Dr. Breuning described the proposed research
as examining appropriate dose levels of stimulant drugs for use
in the treatment of hyperactive, mentally retarded children.

The design called for 48 mentally retarded subjects, diagnosed
by DSM-III criteria as Attention Deficit Disorder (ADD) with
Hyperactivity and with mild to moderate mental retardation.
Subjects would have a score of 15 or higher on the Abbreviated
Conners Teachers Rating Scale (ACTRS). Behavior, laboratory,

and academic comparisons would be made for the 24 subjects, ages
6-12, on methylphenidate doses of 0.3, 0.5, and 0.7 mg./kg.,

and for the 24 subjects ages 3-6 on dextroamphetamine doses of
.15, .25, and .35 mg./kg. Comparisons would be double-blind,
placebo-controlled, and randomly counter-balanced. There would
be an initial no-drug phase to establish baseline readings.
Dosage levels would be administered over a 7-day period, each
level followed by a 7-day placebo phase. Hyperactivity would

be assessed by use of a recognized rating scale, direct observa-
tion by trained observers, and assessments of academic and
laboratory performance. Provisions were included to insure
interrater reliability. Standard statistical techniques would

be employed for data analysis.

Patient flow in the John Merck Program for Multiply Handicapped
Children at the Western Psychiatric Institute and Clinic (WPIC)
‘was described as adequate to guarantee a sufficient,number of
subjects. |

Dr. Breuning was listed as Principal Investigator devoting 20
percent effort, with 15 percent salary support requested. His
responsibilities were described as being responsible for the
overall coordination and administration of the project, including
supervision of project staff; monitoring the assessment and
treatment phases of the study; overseeing the data analysis;

and preparing all resulting reports and manuscripts.

The study was planned to begin on July 1, 1982. A 24-month-time-
table was given, describing the plan of work, the organization
and training of staff, identification and assessment of subjects,
data analysis, followup assessments, and manuscript preparation.
Assessments were to be conducted daily across each experimental
condition, including all dependent measures on subjects admitted
to the study on a staggered entry schedule. Followup data were
to be collected at 3- and 6-month intervals following active
treatment.
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Plans for obtaining informed consent and for the protection of
human subject well-being and confidentiality were made, and a risk/
benefit ratio was presented. These procedures were reviewed and
approved by the Institutional Review Board (Biological) of the
University of Pittsburgh on January 19, 1982.

After review and recommendations for approval by an NIMH initial
review group and the National Advisory Mental Health Council, an
award was made for a 2-year period beginning July 1, 1982.

Progress report on the first grant year: In the first progress
report, dated April 29, 1983, Dr. Breuning stated:

Studies are proceeding nicely with respect to each of
the specific aims. During the first year of this grant
progress has been about as expected. Just over 65% of
the children required for the methylphenidate studies
have completed the protocol. Approximately 35% of the
children required for the dextroamphetamine studies have
completed the protocol. No problems are anticipated
during the second year of the project.

The results of three studies were described. Study 1 examined the
effects of methylphenidate on the fixed-ratio (FR) performance

of mentally retarded children. The effects of three doses of
methylphenidate, 0.3, 0.7, and 1.0 mg./kg., on the lever-pressing
response performance of 12 mentally retarded children maintained
under FR 5, 10, and 20 schedules of food delivery were studied.
For five subjects, the prescribed doses produced decreases in
response rates. For the other seven subjects, the two lower doses
of 0.3 and 0.7 mg./kg. produced increased response rates, while
the 1.0 mg./kg. dose decreased responding. It was reported that
subjects whose FR response rates were increased by methylphenidate
also demonstrated a therapeutic response to the drug, as measured
by changes on CTRS scores. This study was reported in the Poling
and Breuning (1985), discussed below.

The second study examined the effects of methylphenidate with
hyperactive mentally retarded children ages 6-12, eight males and
five females, mean IQ 52.28 and mean age 8.95. Accuracy and
speed of performance were dependent variables on a discrimination
task. Abbreviated CTRS and time on-task assessments were to be
completed daily across conditions, and performance and accuracy
measured using a titrating delayed matching-to-sample (MTS)
discrimination task. Randomly determined dose levels of 0.3,
0.5, 0.7, and 1.0 mg./kg. were administered. Each dose level

was separated by a placebo phase, with medication and placebo
phases each lasting 7 days. Double-blind conditions for each
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phase were maintained for both subjects and staff. Optimal effects,
as measured by reduced levels of hyperactivity, increased time
on-task, and improved discrimination task performance for eight
responders, were generally obtained at the 0.3 mg./kg. dose level.
The five nonresponders were reported as showing little change

on any measure, except that their performance on all measures
deteriorated at the 1.0 mg./kg. dose level.

The third study reported on the effects of dextroamphetamine on
hyperactive mentally retarded subjects, ages 3 and 6. Seven
subjects, five males and two females, are listed, but data are
provided for only six subjects. Mean IQ was 58.16, mean age 4.96.
Response measures and -counterbalancing of conditions were similar
to those in Study 2. Doses of 0.15, 0.25, and 0.35 mg./kg.
produced similar results. The two responders were reported as
showing positive gains on all measures, while the four
nonresponders showed gains on none.

Three articles were reported as written during this phase of
the study:

Poling, A.D. and Breuning, S.E. Effects of methyl-
phenidate on the fixed-ratio performance of mentally

‘ retarded children. Pharmacology, Biochemistry, and
Behavior, in press. (This article was published
July 3, 1985, and is discussed below.)

Sisson, L.A. and Breuning, S.E. Assessing medication
effects. In J.L. Matson and S.E. Breuning (Eds.),
.Assessing the Mentally Retarded. New York: Grune and
Stratton, in press. (This review chapter was publzshed
in 1984, and is discussed in Appendix I.)

Davis, V.J., McGonigle, K., and Breuning, S.E. Effects
of methylphenidate on titrating delayed matching-to-
sample performance of hyperactive mentally retarded
children. Submitted for publication.

Plans for the coming year were listed as the continuation of
the three studies described above.

Second progress report: The second progress report was submitted

as part of an application for continued support, 2 ROl MH-37449-03.

It was received at NIMH on October 1, 1984. It covered activities

through September 1, 1983. Fourteen staff were listed.

Dr. Breuning described the original aims of the project as having

been met or shortly to be met. He stated that, "During the 14

months of the project we have completed six studies and are °
about 65% through a seventh study."
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Description of studies: The second progress report described the
following seven studies:

Study 1. Poling, A. and Breuning, S.E. Effects of methylphenidate
on the fixed ratio performance of mentally retarded children.
Pharmacology, Biochemistry and Behavior, 1983, 18:541-4.

Subjects were 12 hospitalized mentally retarded (mean IQ 48,
range 25-63) children (mean age 10.2, range 6.8-14.3), seven boys
and five girls, selected on the basis of having mental retardation
of unknown etiology, no other neurological disorders, and scoring
above 15 on the CTRS. Parental consent to participate was
obtained for each. Testing was conducted in a room 4 m. wide,

5 m. long, 2.5 m. high, equipped with a chair in which the
participant sat facing a table which was equipped with a metal
response lever projected outward 10.2 cm. and a food dispenser.
Solid-state and electro-mechanical equipment in an adjacent

room recorded responses and arranged food deliveries.

Each subject was trained (verbal instruction, modeling, and
physical guidance if necessary) in a 30-minute session from a
FR 1 Schedule until all participants consistently earned

‘ food at a FR 20 schedule.

The effects of methylphenidate (Ritalin) on lever-pressing
under "R 5, 10, and 20 schedules of food delivery were
exami:..d. Methylphenidate (3 oral doses 0.3, 0.7, and 1.0
mg./kg.) and placebo were administered (in capsules of identical
appearance) 90-100 minutes prior to the experimental session
in 7-day blocks, with order of exposure counterbalanced across
participants. The study was double-blind. |

|
For five children, methylphenidate at the above doses produced
generally dose-dependent decreases in response rates; for the
other seven, the two lower doses increased reSponse rates, while
the higher dose decreased responding. Differential effects
across participants could not be attributed to differences in
control response rates or demographic factors. Each child whose
rate of FR responding was increased by methylphenidate also
demonstrated a therapeutic response to the drug.

Study 2. Breuning, S.E., Ackles, P.K., and Poling, A. Dose-
dependent effects of methylphenidate on the fixed-ratio perform-
ance of hyperactive severely mentally retarded adolescents.
Manuscript submitted to Applied Research in Mental Retardation.

Dose-dependent effects of methylphenidate on the FR performance
of hyperactive severely retarded adolescents were examined.
‘ Subjects were six males, five females, age range 15-18 (mean

16.6), IQ range 21-41 (mean 30.1). Lever-pressing performances
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were studied during FR 5, 10, and 20 schedules of food delivery.
Testing was in a. room 4 m. x 5 m. x 2.5 m., equipped with a chair
on which participants sat facing a table. A work panel on the
table was equipped with a metal response lever that projected
outward 10.2 cm., and a food dispenser that was 16.6 (range
15-18) delivered small edibles. Solid-state and electro-
mechanical equipment located in an adjacent room recorded
responses and arranged food deliveries.

Oral doses of 0.3, 0.5, 0.7, and 1.0 mg./kg. of methylphenidate
were reported to produce dose-dependent decreases in response
rates for five (45 percent) of the subjects; six of the subjects
(55 percent) responded positively, five demonstrating an increased
response rate at the 0.5 mg./kg. dose level and one at the 0.3
mg./kg. level. Ten of the eleven subjects displayed slowest
response rates at the highest dose level, 1.0 mg./kg. Comparisons
between FR performance and scores on the abbreviated CTRS showed

a high correlation between FR 10 and FR 20 conditions and the
degree of clinical response to methylphenidate, indicating that
many hyperactive severely mentally retarded adolescents respond
therapeutically to relatively low doses of methylphenidate.

‘ Study 3. Breuning, S.E., Sisson, L.A., Ackles, P.K., Nuffield, E.J.,
Phillips, K.P., and Barrett, R.P. Multidimensiomal Dose-Response
Curves of Methylphenidate With Hyperactive Mentally Retarded
Adolescents. Manuscript in preparation.

Effects of methylphenidate with hyperactive mentally retarded
adolescents, ages 14-18, were examined. Subjects were eight males
and five females, with a mean IQ of 32.28 and mean age of 16.3
years. CTRS scores, time on-task, workshop, and lever-pressing
assessments were completed across conditions daily. Doses of
0.3, 0.7, and 1.0 mg./kg. methylphenidate were randomly
determined for each subject. Seven condition$s of three doses,
preceded and interspersed with placebo phases, were described.
Each phase lasted 7 days. Double-blind procedures for all staff
and subjects were employed for both medication and placebo
conditions. Eight therapeutic responders were described as
obtaining lower CTRS scores, increased time on-task, and improved
performance on the lever-pressing task at an optimal dose range
of 0.3 mg./kg. The five nonresponders were reported to have
improved on none of the measures and to have worsened on the

1.0 mg./kg. dose.

The reported findings were interpreted as providing evidence of
"dramatic improvement" on both clinical and laboratory measures
among methylphenidate responders. Nonresponders displayed
dose-dependent worsening on all measures. Both responders and
’ nonresponders performed poorly at the 1.0 mg./kg. dose level.
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Study 4. Breuning, S.E., Sisson, L.A., Davis, V.J., Ackles, P.K.,
Fultz, S.A., Duffner, P., Forster, J.L., and Barrett, R.P.
Multidimensional Dose-Response Curves of Methylphenidate With
Hyperactive Mentally Retarded Children. Manuscript in preparation.

This study was designed to examine the effects of methylphenidate
on 6 to 12-year old hyperactive mentally retarded children.
Randomly determined doses of 0.3, 0.5, and 0.7 mg./kg. were
administered to 24 subjects, 17 males and 7 females, with a mean
IQ of 52.28 and mean age of 9.7 years. Dependent variables

were accuracy and speed of performance on a discrimination task.
Time on-task assessments and abbreviated CTRS scores were com-
pleted daily across conditions. Performance and accuracy were
measured using a titrating delayed MTS discrimination task.
Experimenters and participants were blind to both medication and
placebo. Seven phases of 7 days' duration each, interspersing
placebo and dose phases, made up the experiment.

The 13 responders demonstrated improved time on-task, improved
performance on discrimination tasks, and reduced levels of
hyperactivity (CTRS scores), with generally optimal effects at
the 0.5 mg./kg. dose level. There was relatively little change
among 11 nonresponders on any of the measures except for the
tendency among all to deteriorate in performance at the highest
dose level.

Study 5, Davis, V.J. and Breuning, S.E. Effects of Methylphenidate
on Titrating Delayed Matching-to-Sample Performance of Hyperactive
Mentally Retarded Children. Manuscript in preparation.

\
This study examined the effects of methylphenidate on 14 hyper-
active mentally retarded children with a mean IQ of 52.28 and
a mean age of 8.95 years. It followed the same design as the
previous methylphenidate studies. Dependent variables were speed
and accuracy on a discrimination task; daily assessments across
conditions using abbreviated CTRS scores and time on-task were
made; and performance and accuracy were measured using a titrating
MTS discrimination task. Randomly assigned dosage levels of 0.3,
0.5, 0.7, and 1.0 mg./kg. of methylphenidate were administered
in four 7-day phases interspersed with five placebo phases of
equal duration. Staff and subjects were blind to both medication
and placebo.

The eight responders demonstrated increased time on-task,
enhanced discrimination task performance, and reduced levels

of hyperactivity at the optimum dose level of 0.5 mg./kg. The
six nonresponders displayed little change on any measure except
for the general deterioration of performance on all measures at
the 1.0 mg./kg. dose level.
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Study 6. Ackles, P.K. 'and Breuning, S.E. Effects of
Dextroamphetamine on Titrating Delayed Matching-to-Sample
Performance of Hyperactive Mentally Retarded Preschool Children.
Manuscript in preparat:

This study examined the effects of dextroamphetamine on 12
hyperactive mentally retarded preschool children. (The report
refers to both methylphenidate and dextroamphetamine as the
medication used; the dosages are more reasonable for dextro-
amphetamine which appears to be the drug reported.) Subjects
were nine males and three females with a mean IQ of 56.48 and a
mean age of 4.61 years. Accuracy and speed of performance on

a discrimination task.were the dependent variables. Abbreviated
CTRS scores and time on-task assessments were done daily across
conditions. Performance and accuracy were measured by use of
titrating delay MTS discrimination task. Dose levels were .15,
.25, and .35 mg./kg., with randomly determined administration.
The report lists "9" conditions but describes 7: three drug
phases, each divided by a placebo phase and each of the phases
lasting 7 days. Staff and subjects were blind to both medication
and placebo phases.

The reported results were much as those of the other methylphenidate
studies, except that the rate of response to detroamphetamine (33
percent) was much lower than to methylphenidate (55-60 percent).

For the four responders, the general optimum dose level was

.25 mg./kg. The eight nonresponders showed little change on all
measures except for general deterioration of performance at the higher
dose level.

|
Study 7. Breuning, S.E., Ackles, P.K., Sisson, L.A!, Fultz, S.A.,
Campano, C., Forster, J.L., Nuffield, E.J., and Barrett, R.P.
Multidimensional Dose-Response Curves of Dextroamphetamine With
Hyperactive Mentally Retarded Preschool Children. In progress.

This study was designed as an examination of the effects of
detroamphetamine on a second cohort of hyperactive mentally
retarded preschool children. Thirteen subjects, nine males and
four females, with a mean IQ of 58.28 and mean age of 4.7 years
were reported.

The protocol followed was that of the previous studies. Speed

of performance and accuracy were the dependent variables as
measured on a discrimination task. Time on-task and abbreviated
CTRS scores were assessment measures used daily across all
conditions. Performance and accuracy were measured by use of a
titrating delayed MTS discrimination task. Randomly assigned doses
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of .15, .25, and .35 mg./kg. dextroamphetamine were administered
to each subject. The study consisted of seven conditions; three
drug levels separated by placebo phases, each administered for

7 days. ’

Preliminary findings were much as in the previous studies.

A moderate dose level of dextroamphetamine seemed to produce
optimal measured results, but a far smaller number of responders
than the results described in the methylphenidate studies.

For this progress report, eleven publications were listed as
published, in press, or in preparation. Seven presentations
were noted.

Panel assessment and comments: In his December 1983 letter

to NIMH (Appendix A), Dr. Robert Sprague questioned Dr. Breuning's
ability to conduct the studies reported in the time he had been
at the University of Pittsburgh. In assessing the work reported
by Dr. Breuning as conducted at that University, the Panel
reviewed the results of the four University committees that had
looked into allegations concerning Dr. Breuning and met with all
of the members of the Ad Hoc Committee. It made site visits

to the university and interviewed Dr. Breuning's coauthors and

Dr. Breuning himself. Each event is discussed separately.

University of Pittsburgh Ad Hoc Committee

As discussed on pages 3-4, above, the three committees convened at
the University of Pittsburgh in 1984 to investigate the allegations
concerning Dr. Breuning's research, confining their inquiries
‘either to work thought to have been carried out previously at the
Coldwater Regional Center or to financial aspects of grant MH-37449.
After a further request by NIMH, the Chairman of the Department of
Psychiatry appointed, in May 1985, an Ad Hoc Committee to 'determine
the authenticity of data reported in the first progress report on
grant MH-37449." The committee expanded its investigation to the
seven studies reported in renewal application 2 RO1 MH-37449-03

and described above. The committee's full repcrt is appended at B.

Members of the Ad Hoc Committee, which was chaired by Dr. Robert E.
Miller, reported that they had personally searched the individual
medical records of all 278 inpatients admitted to the Merck-Unit
between July 1, 1980, and June 30, 1984, covering the full period
of Dr. Breuning's employment at the University. The search included
daily orders from physicians, medication records, and discharge
summaries. If evidence of Ritalin or Dexadrine was found, records
vere examined for IRB consent, evidence of behavioral testing in
daily progress notes, and specific discharge diagnoses. Copies

of all placebo-controlled trials conducted on the Merck Unit
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were obtained from the WPIC pharmacy to establish which patients
had received stimulant/placebo double-blind studies. The
committee interviewed, personally or by telephone, several
former and present Merck Unit staff. It did not interview,
meet, or correspond with Dr. Breuning.

The Ad Hoc Committee's report dated May 3, 1985, concluded:

Data from ninety-nine subjects were reported in the

seven studies in the Previous Work section of the renewal
application for MH37449. In our rigorous search of
written records and interviews with individuals having
knowledge of the research activities on the sixth floor
of WPIC we were able to identify only 15 subjects who had
received stimulant/placebo trials between July 1, 1981
and March 1, 1984, the period when Dr. Breuning was
conducting research at WPIC. Of these 15, four appear

to have received no laboratory testing of the kind reported
in the Progress Reports. Eleven patients could have been
research subjects although their discharge diagnoses did
not fit protocol criteria in a number of instances.

With regard to the 01 Progress Report dated 4/29/83,

Study 1 on the effects of methylphenidate on fixed-ratio
performance was not conducted at WPIC since no fixed-ratio
equipment was ever employed at this site. Study 2 involved
a Ritalin trial and reported 14 subjects. One patient

from WPIC could have been a subject for that study and one
additional subject was just beginning such a trial when the
Progress Report was submitted. No other subjects could be
identified for this study. Study 3 was a Dexadrine study
with seven children. Three of the Merck patients were
placed on a Dexadrine/placebo trial during time periods
appropriate for this study but two of them did not perform
the titrated deilay task shown in Figure 2 df the Progress
Report. .

The search of medical records uncovered only two signed

IRB consent forms. Dr. Forster produced two more consents
from her own files. Dr. Breuning's summary of research
activities during the previous year filed for IRB renewal
on May 17, 1983 reports a total of 21 subjects entered into
the protocol. It was not possible for the Ad Hoc Committee
to reconcile the discrepancies in the number of subjects

or to locate the missing informed consent forms.

In summary, the Ad Hoc Committee has concluded that the

data for the majority of subjects reported in the 01

Progress Report, and the seven studies of the renewal

application for MH37449 cannot be identified as studies

conducted on the John Merck Unit of WPIC. -
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When the Panel met with Dr. Miller and his committee and reviewed
their records, only five patients on the Merck Unit during
Dr. Breuning's tenure and meeting the diagnostic criteria in
the protocol were identified. '
Interviews with Coauthors and Colleagues
and Site Visit to University of Pittsburgh

The Panel met and corresponded with Dr. Alan Poling, first author
of the published article resulting from Study 1. Dr. Poling has
written the Panel that he had no role in collecting the reported
data and cannot vouch for their accuracy; that he played a minor
role in data analysis and research design but did not see subjects
or raw data; and that he had no knowledge of how or if informed
consent was obtained, nor of the physician(s) responsible for
changes in medication. Dr. Poling said that at the time the
article was submitted for publication, he was under the impression
that at least some of the data reported were collected by

Dr. Breuning at the University of Pittsburgh School of Medicine,
but Dr. Breuning later stated that this was not the case.

Dr. Poling also wrote to the Editor-in-Chief of Pharmacology,
Biochemistry, and Behavior, in which the article appeared, that
the data reported were collected by Dr. Breuning. While he had
had absolute faith in their accuracy at the time the article was
submitted, he could no longer personally vouch that the study was
conducted as reported nor that the data were accurate. When he
met with members of the Panel, Dr. Poling said that he had thought
that some subjects were at Pittsburgh and some at Coldwater, but
that he had recently spoken to Dr. Breuning who had told him

some were from Pittsburgh and some from Oakdale. He said that

Dr. Breuning assured him that he had actually done the work and
had the raw data but, because of confidentiality, could not
provide names of clients or dates of data collection.

Other coworkers at WPIC qQuestioned the number-of subjects reported.
Dr. Patrick Ackles told the Panel that when he questioned the
number of children reported as being in stimulant studies in

the first progress report, he was told by Dr. Breuning that
subjects were from other studies, that samples were not
independent, that some data were from Coldwater, and that
collaborators were getting data for him. When questions were
raised about Dr. Breuning's renewal application in December--1983,
Dr. Ackles said he asked to see raw data and, when Dr. Breuning
could not show it to him, asked that his name be deleted from
all papers. Dr. Ackles said that he was initially told by

Dr. Breuning that adolescent subjects in Study 2 were from the
Merck Unit before he, Ackles, had been there. Later, in 1984,
Dr. Breuning told him that he had collected the data in Chicago
when he was o graduate student there.
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Dr. Edward J. Nuffield, formerly Acting Medical Director on the
Merck Unit, and Dr. Janice Forster, scaff physician on the unit
for part of the relevant period, were interviewed by the Ad Hoc
Committee and the Panel. Both described weekly staff meetings at
which patients meeting the criteria for the stimulant study were
selected. The physicians wrote the drug orders for the WPIC
pharmacy and were responsible for obtaining informed consents.

Dr. Nuffield could not locate copies, although he said he had kept
them. Dr. Nuffield is reported to have told the Ad Hoc Committee

an estimated 12-15 subjects. He is also reported by the Ad Hoc
Committee to have said that not all of the subjects actually met

the criteria of ADD, mild-moderate mental retardation, and hyper-
activity; that, while rare, he did change diagnoses; and that neither
he nor Dr. Breuning was blind to medication. However, he told the
Panel that Dr. Breuning was pProbably blind. Dr. Forster was iavolved
with only three subjects. Neither Dr. Nuffield nor Dr. Forster saw
data from the study. . Dr. Nuffield told both the Ad Hoc Committee

and the Panel that, while he had become suspicious of the study
because of the number of subjects being reported, he had never
confronted Dr. Breuning, and that he had actually avoided such

a confrontation.

Several of Dr. Breuning's coworkers were identified in application
2 RO1 MH-37449-03, in roles of which they were unaware.

Dr. Patrick Ackles, listed as pProject staff for 10 percent effort,
told the Panel that he had been a Postdoctoral Fellow on a training
grant at WPIC, that his stipend was supplemented by WPIC but he
didn't know the source of the supplemental funds, and that he

had not spent 10-20 percent of his time on the grant. He said
that he had not been asked by Dr. Breuning if he wished to be
listed on the October 1, 1983, application and that, when he
questioned Dr. Breuning about his name being on that application,
he was told that everyone at WPIC was an investigator and staff
consultant.

Ms. Sue Fultz told the Panel that she had not known she was

listed as a coauthor on two reported studies (4 and 7) until after
the application had been submitted. - She said that she had had

no role in Preparing it. Similarly, Dr. Janice L. Forster;

also listed as a coauthor on studies 4 and 7, told the Panel

that she was unaware she was so listed.

As with studies discussed in Appendix I, coauthors did not see
raw data. As noted above, Dr. Poling told the Panel that on
Study i, on which he was first author, he saw only summary data
and Dr. Breuning had sent him the procedures section.
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On Study 2, Dr. Ackles, the second author, told the Panel that
he had drafted the paper from summary data given him by

Dr. Breuning and that Dr. Breuning had rewritten and changed

it. Ms. Sisson, when asked about the review paper (Appendix I)
on which she was first author, said that she prepared a draft
which Dr. Breuning rewrote and to which he added the graphs and
examples. She also said that she had been asked by Dr. Breuning
to write for inclusion in the progress report the methodology
section of a FR study he said he had carried out at his previous
appointment. She based this, she said, on other papers he had
written.

Regarding the reported testing, both the Ad Hoc Committee and
the Panel confirmed that no FR testing was done on the Merck
Unit during the relevant time period. Apparently FR equipment
was present in the unit at some time but was not operational.
The Panel measured the room identified by Dr. Ackles as the

one in which the FR equipment had been kept; it did not conform
to the reported measurements.

According to Ms. Lori Sisson, Senior Research Assistant, all
children on the Merck Unit who could be tested were given MTS
tests, usually three times a week, but in some cases five times
a week. Ms. Sisson scheduled these tests which were given by
herself, Ms. Sue Ann Fultz, several nurses, and others.

Ms. Sisson said she was blind to medication regimes and did

not take part in research planning meetings or conferences or
obtain informed consent, and so she could not identify children
who were research subjects. When asked if subjects were run

at specific times, Ms. Sisson said schedules were for the
‘conhvenience of testing staff. Ms. Fultz told the Panel that
she could recall only two children for whom testing at a
specific time had been requested. According to !s. Sisson,
data were entered into records and data "strips'" given directly
to Dr. Breuning. Records were given to Dr. Breuning when
- children were discharged. Ms. Sisson said that she had plotted
data daily and did not see the dramatic drug effects Dr. Breuning
was reporting in his graphs.

Amended Progress Report on 2 RO1 MH-37449-03
and Interview with Dr. Breuning

When Dr. Breuning met with the Panel, he gave the members an
amencad progress section to the renewal application. There

are several major differences between the submitted and the
revised reports. The original report gave detailed information
regarding subjects, protocols, and medication levels for seven
studies. In the original progress report, Dr. Breuning wrote:

232




-13-

During the 14 months of the project we have completed
six studies and are about 65% through a seventh study.
One study has been published, one is in press, and
manuscripts are being prepared for the other four
completed studies. We are continuing with the
seventh study.

In the revised version, the above is replaced by the following
statement:

During the past 14 months we have been able to analyze
much previously collected data. One study has been
published, one is in Press, and several manuscripts
are planned.

In the revised progress report, the description of Study 1
remains as it had been reported after the first grant year. The
description of Study 2 remains as it was in the renewal progress
report. However, Dr. Breuning noted in the revised progress
report that the 11 subjects in Study 2 were also among the 13
subjects in Study 3. He indicated that data on the 0.5 mg./kg.
methylphenidate dosage for these 11 subjects were dropped from
the data analysis in Study 3. He further indicated in the revised
version of the progress report that there was some uncertainty
about how these data should be handled. Other details of the
pProtocol and the outcome on Study 3 are as they were in the
original progress report. A statement is contained in the
original report that a manuscript detailing Study 3 was being
prepared. That statement was removed from the revised report.

In the revised progress report, Study 4 was described as

another possible way of looking at the data frem Studies 1 and
2, rather than as a Separate, completed study as it had been
described in the original progress report, and no mention was
made of Studies §, 6, or.7. Rather, the report concludes with

a statement that a number of the children who otherwise would

be candidates for the studies were being effectively treated
with behavioral approaches. The revision indicated that subject

conducted with the population. These possibilities were not
described in detail. . L
Five of the eleven publications listed in the original progress

report were deleted from the revised version as were three of
the seven presentations originally listed.
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Dr. Breuning told the Panel that no data reported in the progress
section of that renewal application had been collected at the
University of Pittsburgh, nor, he said, had they been collected
at Coldwater or Oakdale. Rather, they had been collected in
Chicago area schools, between 1974-1977, when he was a graduate.
student.

According to Dr. Breuning, after the grant had been awarded to
Pittsburgh, he found that it was often not necessaryv to initiate
drug treatment, that the age composition of the Merck Unit's
patient population had changed, and "there was a high unlikelihood
of having time to complete it." He said that the project became
one of primarily gathering normative data on the "Connors Scale

as well as two other scales and looking at the behavioral and

time analysis of this data." When asked how many patients were
actually studied at Pittsburgh, he replied:

Well, I don't know. I don't really have the faintest
idea. Evervbody who entered the program would have got
the matching-to sample procedure throughout their stay,
would have been assessed on your (Connors) rating scale
throughout their stay, would have been assessed on the
other behavior rating scale throughout the stay, would
have had the classroom measures taken throughout their
stay, and I at this point don't know how many people
would have been partitioned out to meet... any of this.

Regarding the report of progress in the first year of grant
support, Dr. Breuning acknowledged that it was misleading and
probably inappropriate. He said that he had not understood the
importance of it, that when he questioned the Pittsburgh grants
office, he was told it was '"mo big deal.... write something up
and send it in," and that is what he had done. He also said
that because of personal problems he had not paid much attention
to it and could not defend it. When it was pdinted out to him
that the instructions accompanving the form for that report were
quite detailed and he was asked if he had seen the entire packet
(for reporting progress and requesting the second year of
recommended grant support), Dr. Breuning said that, to the best
of his recollection, he had never seen the instructions. In
answer to a question about whether the University of Pittsburgh
provided any instructions or assistance for filling.out such
forms, he said, "None was offered, and I didn't know to ask for
any." Interviewed on March 19, 1986, Ms. Carol Kaufman,
Assistant Director for Research, WPIC, said that principal
investigators there were provided with the entire application
package and that Dr. Breuning was in the habit of checking with
her in great detail on grant-related matters. The Panel noted
that both of the progress reports were well-prepared and quite
detailed.
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Dr. Breuning told the Panel that the application received by

NIMH on October 1, 1983, was submitted in error. He had been
preoccupied by personal matters and "was just doing things to

get them done." Dr. Breuning told the Panel that when he wrote
the original version he "sat down with ... data and looked at it
and projected what it potentially means or could be done with it."
When asked about such specific statements as "During the 14 months
of the project we have completed six studies and are about 65%
through a seventh study," Dr. Breuning indicated that he felt the
issue was one of semantics and that writing up preexisting data
could be considered completion. He said that, to the best of his
recollection, the statement in the seventh study indicated the
number of people he projected to himself on whom he had "at least
aormative data." He acknowledged that the intent of the grant
was not to write up data collected almost 10 years previously.

He said that he had not attempted to willfully deceive or mislead
anybody and that he had not been taught or instructed to take such
a document seriously enough, and at the time he was '"personally
and academically not caring enough."

According to Dr. Breuning, about September 24 or 25, Dr. Nuffield
expressed concern about the numbers of subjects reported.

Dr. Breuning said that he revised the report on September 26 and
that he left the revision with his secretary, Ms. Wilma DiPietro,
when he went out of town, and she must have submitted the wrong
version to Ms. Carol Kaufman. He said he had only the first,

or face page, of the application when he signed it. He said he
discovered the error only some 10 weeks later when he was
attempting to withdraw the application and that he told the
Department Chairman, Dr. Kupfer, about it. Dr. Breuning gave
the Panel copies of two versions of the revision: One, with a
handwritten date of September 26, 1983, had handwritten changes
and annotations; and a second, with a handwritten date of
September 28, 1983, had typed changes. The former is paginated,
from pages 27-50. The latter is not paginated.

The application received by NIMH on October 1 has Dr. Breuning's
signature and is dated September 27. It was signed by the
Director of the University's Sponsored Projects Administration,
Office of Research, September 29. The relevant pages are 27-30.

When asked to clarify the difference between the revised report
he had given the Panel and the one actually submitted, Dr. Breuning
said:

The major difference is, the original cne, in my
opinion, now looking back, is grossly exaggerated
from the standpoint that it takes a certain set of
data and probably does more partitioning than you've
seen of it than would be called for. For example,
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if you have four measures on one subject, taking

that subject and using him in four papers for four
different sets of analyses in one paper. And how

it is presented in those different studies does not
depict the fact that who is in number one is in number
two is in number three.

When asked where and when the data were collected, Dr. Breuning
said between late 1974 and early 1977 when he was finishing his
doctorate in Chicago. He said that he had permission from
various schools and administrators to collect various data and
measures. He said:

It was not a drug manipulation project I was
coordinating. It was something that I sort of
stumbled onto that I don't know who was doing it,
somebody, I believe, completing an M.D., Ph.D.,
or some other degree at one of the area medical
schools....

Dr. Breuning at first told the Panel he had data on some 25-30
subjects (the seven reported studies, if discrete, required 99;
if not, at least 49), but later in the same interview he reduced
the number to 15. He said some of the schools were public,

some private, some institutionally affiliated. He could not,
when asked, provide the name of any school or institution, nor
could he name the investigator(s) who were conducting the studies.
When asked whether data were collected from hospitalized children,
he indicated that the use of the word "hospitalized" had changed.
He had no raw data or identifying data for the subjects, and

the summary data sheets he showed the Panel were not dated by
year. When asked about the availability of experimental rooms
of precisely the same characteristics and measurements in such

a variety of sites, he said they were approximately the same.

The studies reported FR and MTS procedures and described
apparatus in detail. Dr. Breuning said that he carried portable
experimental apparatus with him, and had used a different
methodology, a "three stimulus flip card kind of apparatus,
similar to what you would find in a (the) French pictorial
intelligence test or something like that." Dr. Breuning said
that, with the exception of tlie rating scale data, and with a

few other exceptions, he had collected all the data himself:

Regarding consent, Dr. Breuning said that he had consent from the
schools to do clinical, not experimental, assessments, but that
he hadn't kept them, and that he had asked and been told that
there was parental consent for drug studies. He maintained that
he was involved with clinical assessments and said that he did
not know that consent was required for psvchological assessments.
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In the context of this discussion, he said that he did not regard
his work in Chicago as research, but as 'quasi-experimental" or
"quasi-normative" clinical data collection.

The studies in question reported counter-balanced drug and
placebo; he was unable to say who wrote the drug orders.

Nor could he say whether this was a single study or studies

by different investigators. When asked if he could name any
single individual who could verify the study, he said he could
not. Later in the same _nterview, he gave the Panel the names
of two individuals who could attest to his doing such work in
the Chicago schools during that period, Dr. Paul Koutnik, an
academic adviser, and Dr. John Regan, who had a nearby office
when he and Dr. Breuning were doctoral students and with whom,
Dr. Breuning said, he often discussed his work.

When asked by the Panel specifically about the first three studies
reported in the progress section of the application received by
NIMH on October 1, 1983, Dr. Breuning said that they were
"virtually the same except for age differences" and that Study 3
reported on the same subjects as Study 2 but he had dropped one
condition because he did not have all the measures on it.

Dr. Breuning could not provide the Panel with either information
or explanation of the subjects in Study 1 (which reports on
children ages 6.8-14.3) and in Study 2 which reports on adolescents
(whether they were in the same or separate classrooms, etc.).

When asked if he could clarify who the subjects were in studies

2 and 3 (whether the same children were subjects), Dr. Breuning
said he thought it possible but was not sure it was worth his

time to do it.

Further discrepancies regarding the number of subjects reported
emerged in discussion with Dr. Breuning. For example, Study &
reports on 24 children ages 6-12; Study 3 on 13, ages 14-18;

and Study 6 on 12 under the age of 6, making 4 total of at least
49 separate subjects required. Dr. Breuning's summary data

book included data on only 30 subjects.

Dr. Breuning was asked about a reference, in the published report
of Study 1, to a 1982 paper on recommended doses of methylphenidate
in light of his claim that data were collected in 1974-1977. He
responded that a reviewer had suggested putting in a reference
regarding doses, that it was the reference "we happened to pick

to use," and that he didn't "know if it is a big deal."

Regarding the revised progress report, both Dr. Breuning and

Dr. Robert Sprague told the Panel that Dr. Sprague visited
Pittsburgh in September 1983, and reviewed with Dr. Breuning the
progress report. Dr. Sprague said that on September 23 he was
given a copy of the same report received October 1 by NIMH, and
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on September 24 he discussed it with Dr. Breuning. He sa.d
Dr. Breuning displayed great pride in the report and continued
to do so in subsequent conversations with him until December 3,
when Dr. Sprague specifically questioned his work.

Dr. David Kupfer was asked if Dr. Breuning had told him about
either patient flow problems or the revised progress report.

He stated that prior to December 1983, Dr. Breuning had not
discussed a patient flow problem with him, had not told him

the studies described had not been carried out, and did not
tell him about either a need to revise or a mistaken submission
of a progress report. He said he had no indication of a problem
until Dr. Sprague telephoned him in early December 1983. He
also said that it was clear to all investigators there that
they were to follow the protocol in their applications, that
any problems in doing so were to be brought to his attention,
and that progress reports were to reflect precisely the status
of the research being conducted. He denied that anyone at

the university held a casual view of progress reports.

At a March 19, 1985, meeting, Ms. Kaufman reviewed carefully
the two versions of the revision, one provided by Dr. Breuning
and one from her files. There was no file record of a revision.

Ms. Wilma DiPietro, Dr. Breuning's former secretary, was also
interviewed on March 19. She, too, was shown copies of the
progress report in its original and revised forms. She said
that she had no recollection of any changes being made in

the progress report and that this was the first she had

heard of the claim that it was her error which had caused

so many problems for Dr. Breuning. Upon careful examination
of the documents in question, Ms. DiPietro determined that
she had not typed them. She pointed out that she always used
the lower case "1" for the numeral one, where the numeral one
was used throughout in the revision. Ms. DiPietro recalled
that Dr. Breuning frequently did his own typing and that he
had maintained his own files.

The Panel contacted the two individuals who Dr. Breuning had
said could vouch for his work in Chicago. Dr. Paul Koutnik

said he had been Associate Professor of Education at Illinois
Institute of Technology from 1976-1979, was an outside adviser
on Dr. Breuning's thesis committee, and, as part of his regular
duties, had placed Dr. Breuning for student teaching in

biology in the Bloom Township, Illinois, high school, probably
during 1976-1979. Dr. Koutnik knew Dr. Breuning did contractual
work in the school system, measuring the positive reinforcement
effect of rewards on school performance of special education
students. He knew of no other research involving human subjects
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by Dr. Breuning and had no involvement in making arrangements
for such research. Dr. John Regan knew Dr. Breuning both in
graduate school and at the Oakdale Regional Center. Dr. Regan
knew of no such work in the Chicago schools.

At Dr. Koutnik's suggestion, the Panel contacted Dr. Allen Wolach,
Chairman, Department of Psychology, Illinois Institute of Technology,
who had been chairman of Dr. Breuning's Ph.D. dissertation committee.
Dr. Wolach said he had no knowledge of any drug studies in which

Dr. Breuning might have been involved in the Chicago schools or
elsewhere.

Panel findings: Dr. Breuning acknowledged to the panel that none
of the studies he reported from the University of Pittsburgh had
been carried out there. His claim that he had gathered the data

in Chicago area schools, which he could not name, between 1974-
1979, as part of an effort incidental to studies by investigator(s),
whom he could not identify, is not credible. The Panel checked
widely and carefully and found no corroboration at all of his
account. The Panel, therefore, concludes the data were not
collected.

Dr. Breuning admitted that he could not defend a progress report
on work under his first year of grant support that specifically
describes work he had not done. His explanation that he was
inexperienced and uninstructed does not agree with the Panel's
observation of administrative practice at Pittsburgh or with

the detail and polish of the report.

Dr. Breuning prepared a highly detailed and very specific report
of progress for his renewal application of work that had, in
fact, not been done at Pittsburgh at all and that, at best,
misreports and misrepresents other work. The Panel found no
evidence that the revised progress report given it by

Dr. Breuning existed before his work was called into question
by Dr. Sprague and the latter had communicated his concern

to NIMH.

Dr. Breuning's account of why he had not carried out the studies
at Pittsburgh, as proposed, does not agree with his application
for funds for 4 more years to continue the same kind of studies,
on the same kind of patients, and in the same unit.

For the above reasons, the Panel concludes that Dr. Breuning's
preparation of two grossly distorted progress reports could only
have been a deliberate and intentional effort to mislead and
deceive NIMH.
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SUBCONTRACTS TO UNIVERSITY OF PITTSBURGH

matching-to-sample tasks), 3) examine the efficacy of psychotropie drugs alone and in
combination with nondrug therapies for treating aggressive/psychotic and other
inappropriate behaviors, and 4) gather data to be used in establishing the reliability and
validity of the RBRS (Resident Behavior Rating Scale). )
The Panel confirmed through interviews with the three individuals paid under the
subcontract, that DIS-Co assessments and matching-to-sample tests were carried out on
all patients in the Merck Unit at the University of Pittsburgh, However, Dr. Sprague told
the Panel that he received no useful data from the subcontract and Ms. Davis told the
Panel that no data were sent to Dr. Sprague. Dr. Breuning told the Panel that stimulant
followup studies were not carried out for the same reasons he had not carried them out

Department of Psychiatry, stopped the contract work because no funds were ever
provided by Dr. Sprague. (He said that he and the staff continued collecting data on their
own.) This contention was not supported by records at the two universities which show
invoices submitted and paid in the amounts indicated above.

Panel comments and findings. The Panel believes that there are issues of grant and
contract oversight and accountability involved rather than of scientific misconduet. The
University of Nlinois appears to have regularly paid on a serijes of subcontraects although
no useful product was receijved. The Panel recommends that NIMH take appropriate
administrative action to follow up on this matter.

241




‘ - APPENDIX L

COMMENTS




March 24, 1986

Lorraine B. Torres, Director
Division of Extramural Activities
NIMH

Room 9 - 105, Parklawn Building
5600 Fishers Lane

Rockville, Maryland 20857

Dear Ms. Torres:

Attached please find my resporse to the preliminary report prepared
by the NIMH investigatory panel. I believe it is self explanatory
and I hope that all the recent press has not reduced the liklihood of
complete objectivity and fairness by NIMH. -

Sincerely,
‘ < £ 72 , A

e ' f L/?/WMT_,

< 2 -

Stephen E. Breuning, Ph.Df’/

‘Attachments




Response to NIMH Investigatory Panel Preliminary Report

In the following pages I have responded at length to the preliminary
report by the NIMH investigatory panel charged with the investigation of
an allegation of nisconfuct. Such a task is one that no one should have
to engage in and each member of the panel I am sure found it
uncamfortable.

The report is lengthy and weighty, and the investigation was very
costly. The report states itself as camprehensive. While I do not envy
the panel members and I appreciate their best efforts, it is clear that
they are not trained detectives and I have concerns with the investigation
that I must menticn prior to dealing with more specific issues.

One concern is the panel did not seem to be able to assess issues
independent of their narrow and personal views of the specific issues.
Same of these are dealt with immediately below and throughout my response.
I am constantly being judged by standards which do not exist.

Second, the style of interview utilized by the investigatory panel
was one of threat and intimidation. I do not know if this intentional or
not. I have spoken with most coauthors since they were interviewed. Each
told me that they felt highly threatened, ganged up on, and almest forced
to respond in a certain manner. Dr. Poling told me that he felt that they
had decided I was guilty and would have to prove innocence. Dr. Gualtieri
had warned me very early on that in these circles one is always guilty
until proven otherwise. Dr. Cullari told me that he felt it is clearly a
witch hunt and that the panel members need to review the real world. Ms.
Davis said that two and three questions always came at once and she rarely
"had time to answer. She also said that every time she gave a positive
response she was asked about a conspiracy. This is also what Dr. Cullari
stated. I know fram my own interview that I felt each of these issues and
raised them during my interview.

I know this sounds like sour grapes and I had dismissed most of this
until I received the preliminary report. After reading the report and
reviewing all of the accompanying interviews and information, I was
shocked to see that all positive camments do not appear in the report and
that unrelated events and statements had been placed together to form a
totally one-sided negative view of the situation.

Not once was I asked to supply a list of.character witnesses or was
any attempt made to assess me as a person, teacher, administrator, and
researcher. No one ever attempted to determine if others believe me
capable of what this preliminary report suggests. I am more than willing
to supply any number of statements as to my abilities, integrity,
religion, and ethics. How dare this investigatory pa-2] have the audacity
to attempt to only judge part of a person. -
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Third, the investigatory panel continually asked the wrong questions,
sanetimes to wrong people sametimes to correct people. " Often the right
question was asked to the wrong person. No wonder there is confusion and
alot of people who could not answer on my behalf. Also, this is why there
was often confusion over where people recollected things were done. This
confusion often was the direct result of improper/incomplete gquestion and
no opportunity for me to be present to help jog other pecple's memory.

Related, it is clear from reviewing the statements made by many
interviewed at Coldwater and Oakdale that not only where they unable to
confirm things they should know little about, they were unable to caonfirm
things they should. For example, Dr. Niblett at Coldwater said he had
never heard of the DIS-Co, it it was developed and widely used at
Coldwater — including the building in which he worked.

Further, my direct supervisor at Coldwater (also a coauthor) was
never interviewed. The person who largely supervised me at Oakdale was
only given a very brief telephone interview. As can be seen in the
sections which follow they fully support what I have done. Also, my
immediate supervisor at WPIC was never interviewed.

Fourth, much, if not most, of the investicatory panel's focus was on
the use of placebos and double blind conditicns. From the way they
discussed this issue with me and the others they interviewed, it is clear
that their definition and portrayal of these issues is dramatically more
limited than my own. There was never the cpportunity to discuss this or
any topic in detail.

First the placebo. It has always been my understanding that a
placebo is an object or substance which contains little or no medication
(drug) and is used to determine a psychologically controlled response by
the client. If I were to only think of a placebo in terms cf what I could
have done at a sophisticated place like WPIC, I would think of detailed
involvement from a pharmacy where elaborate procedures would be in place
to allow for the complete realm of possibilities. 1Is this constricted
view necessary or correct. No.

For example, take an individual who receives medication which is
crushed or placed whole in some pudding, applesauce, or juice and
administered. After a period of time the dosage is reduced and ultimately
discontinued. Throughout this reduction whatever the dosage is, it
continues to be administered in the pudding and the pudding continues to
be administered after the actual use of the drug has stopped. Is this not
the use of a placebo condition? To me it most certainly is. Similar
applications using juices and crushed or liquid medication allow for all
types of blinding procedures and advance preparations (e.g., month at a
time) which would require no pharmacy documentation. I know of no
standard which would contradict this. The only confusion is that this is
not what investigatory panel members had on there minds. These types of




placebos is what I had typically used or found to often be used
routinely. There were though occasions where pills were actually placed
in empty capsules and then the capsules used alone. Never without
physician awareness. Here again I know of no standard which would
establish that this was inappropriate. And finally, in some cases
placebos were set up at the given pharmacy. I know of no Oakdale of
Coldwater polices which necessitated specific documentation on this.

A doublie blind condition is a condition where text books say the
patient and physician are unaware as to whether or not an active drug or
placebo is being used. In more common usage a double blind condition
_ would also be where neither the patient nor observer/data collector are
aware as to whether or not a drug or placebo is being used.

If one adopts these parameters and couples them with the informaticn
presented throughout the variocus sections of this response, there should
be little or no confusion of this issue.

Fifth, the investigatory panel continually states that they found no
evidence of consent. Yet, as stated later in this response, in no case
did they identify one specific instance where consent was not obtained.
Thus, the logic that because they didn't find it I did samething wraong is
not tolerable. Consent can take vertal or written forms. No one any
where I have ever worked, patients, parents, or staff, have ever stated
that I provided anything less than the utmost respect and concern for this
right. Wherever I stated consent was obtained it most assuredly was.

And sixth, the investigatory panel continually used nonexisting
standards to judge me against. - Every investigator, every clinician, and
every administrator has an obligation to do the utmost to protect client
confidentiality. This is what I have done in all cases. Throughout their
report the investigatory panel has taken issue with the fact that raw data
are not available. I contend, and will repeat throughout, that this is
ridiculous. When I interviewed with the investigatory panel I asked (as
did others) to what standard are they referring. What are the timelines?
One year, two years, ten years, etc. The panel was unable then and now to
answer this question.  There is no answer. If one takes the panel's
position to the logical extreme one would have to keep raw data and client
identifications available forever. Thus, any investigator who discovered
that raw data from a study, lets say published five years prior, had been
lost or destroyed they would be under an obligation to retract the study.
This is obviocusly absurd! There are many other similar issues discussed
throughout my response.

The members of the investigatory panel are grossly mistaken if they

believe that it is cammon practice for individuals to keep their records
and data for very long after a paper is published.
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Pharmacological Studies

I. I think that is importax"xt to begin this section by listing the
published studies which prior to this response the investigatory panel has
neither found nor supported evidence of problems.

A. Ferguson, D.G., Cullari, S., Davidson, N.A., & Breuning, S.E.
Effects of Data Based Interdisciplinary Medication Reviews on Prevalance
and Pattern of Neuroleptic Drug Use with Institutioinalized Mentally
Retarded Persons. Education and Training of the Mentallv Retarded, April
1982, 103-108. .

B. Wysoc-i, T., Fuqua, W., Davis, V.J., & Breuning, S.E. Effects of
Thioridazine (Mellaril) on Titrating Delayed Matching-to-Sample
Performance of Mentally Retarded Adults. American Journal of Mental
Deficiency, 1981, 85, 539-547.

C. Davis, V.J., Poling, A.D., Wysocki, T., & Breuning, S.E. Effects
of Phenytoin Withdrawal on Matching-to-Sample and Workshop Performance of
Mentally Retarded Persons. Journal of Nervous and Mental Disease, 1981,
169, 718-725. And, Davis, V.J., Psvchopharmacology Bulletin, 1982, 18,51-
54.

D. Sprague, R.L., Kalachnik, J.E., Breuning, S.E., Davis, V.J.,
Ullman, R.K., Culiari, S., Davidson, N.A., Ferguson, D.G., & Hoffner, B.A.
The Dyskinesia Identification System - Coldwater (Dis-Co): A Tardive
Dyskinesia Rating Scale for the Developmentally Disabled.
Psvchooharmacology Bulletin, 1984, 20, 328-338.

On this study I wish to add a comment. The investigatory panel states in
their report that "The inclusion of Dr. Breuning's .i.ame appears to be an

_acknowledgment of his role in the pilot studies at Coldwater". It is

important to note that the DIS-Co was completely developed at Coldwater
and on all early drafts of the manuscript for this publication I was
listed by Dr. Sprague as the first author. It was only at my
recamendation that the above listed order of authorship be used. In his
interview with the investigatory panel Dr. Sprague states that I (and
Coldwater staff) developed the DIS-Co.

I never made any attempt to minimize my involvement in this grant and
project. If it were not for my involvement and the involvement of the
Coldwater staff, the DIS-Co, the RBRS, and all training tapes would not
have been developed. These are what the subcontract called for.

Second, I will now review and camment on’ the following studies.
These studies will be discussed together because the investigatory panel
is confused over the same issues in each. Pricr to discussing the
following studies I wish to reiterate that no NIMH funds have been spent
on them. The grant MH-32206 is only referenced at Dr. Sprague's request.
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It was my understanding that this was proper because we were working
together cn this grant, because the issues were related, and because he
was paid by the grant and he reviewed each paper prior to its publication.
If this was wrong I apologize. But I honestly gave it little thought
since the same practice was cammonplace at WPIC and most other places I
know of.

A. Breuning, S.E., Ferguson, D.G., & Cullari, S. Analysis of Single-
Double Blind Procedures, Maintenance of Placebo Effects, and Drig Induced
Duykinesias with Mentally Retarded Persons. Applied Research in Mental
Retardation, 1980, 1, 175-192. Brief report version in Psychopharmacology
Bulletin, 1981, 17, 122-123.

B. Breuning, S.E., Ferguson, D.G., & Cullari, S. Analysis of Single-
Double Blind Procedures, Maintenance of Placebo Effects, and Drug Induced
Dyskinesias with Mentally Retarded Persons - A Brief Report.
Psvchovharmacology Bulletin, 1981, 17, 122-123.

C. Breuning, S.E., 0'Neill, M.J., & Ferguson, D.G. Comparison of
Psychotropic Drug, Response Cost, and Psychotropic Drug plus Response Cost
Procedures for Controlling Institutionalized Mentally Retarded Persons.
Aoplied Research in Mental Retardation, 1980, 1, 253-268.

D. Breuning, S.E. & Davidson, N.A. Effects of Psychotropic Drugs on
Intelligence Test Performance of Institutionalized Mentally Retarded
Adults. American Journal of Mental Deficiency, 1981, 85, 575-579.

(Same confusion exists over where I stated this study was performed. These
ta were fram Oakdale and Coldwater).

The investigatory panel seems to be discounting these studies for several
reasons. These will be discussed individually below.

1. No plausible site for the execution of the studies was
identified.

The investigatory panel wes unable to find the sites of the studies
plausible because (a) they asked the wrong people questions, (b) when they
did speak to the proper people they typically asked wrong or improperly
stated questions, and (c) they failed to utilize supportive evidence they
themselves found.

At neither Coldwater nor Oskdale was my primary supervisor
interviewed or interviewed in any-detail. I recently spoke with Dr. M.
0'Neil who was my direct supervisor at Coldwater. He says that he was
never contacted by NIMH. This is odd because in addition to being my
direct supervisor he was also a cocauthor on one of the ‘papers reviewed by
the investlgatory panel.
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Dr. O'Neill says that he can absolutely support the following:
a. That there were ongoing sophisticated behavioral programs.

b. That there was ongoing systematic data collection.
(The investigatory panel itself reports in it notes
that "A random review of patient charts indicated that
behavioral observations were carefully and frequently
recorded").

c. Routine use of the DIS-Co as well as the regular use of
another dyskinesia/side-effects scale. (He thought it was
called samething like the ESC or ISC but was not sure. This
is obvicusly the same as the reported use of the WESC).

d. That placebos were regularly used in Building 42 and elsewhere
at Coldwater.

e. That Coldwater had no policy whatsoever on the use of placebos.

f. That intelligence testing under both standard and incentive
conditions was standard practice with same of the psychologists.

He was briefly interviewed over tha telephone by one member of the
investigatory panel. Dr. Nolley told me that he was asked what research
activities I was involved in at Ozkdale. He said he described primarily
the fish research because the way the question was phrased he thought that
it pertained to things which would have had to have gone through the
research committee. It did not occur to him that he was being asked about
the reporting of data collected as part of a client's clinical assessment

© and treatment program. With this in mind, Dr. Nolley told told me that
he recalls the following:

‘ Dr. D. Nolley was for the most part my direct supervisor at Oakdale.

a. That there were ongoing sophisticated behavioral programs.

b. That there was ongoing systematic data collection. (It is
worthwhile for me to point cut here that the data collection
procedures used widely at Coldwater were identical or nearly
identical to those used ay Oakdale. These systems were primarily
develcped by Dr. Nolley).

c. That I was interested in drug side-effects when I came to Oakdale P
and that I used some instrument. He does not recall what the .
instrument was called or actually how often it was used.

Mr. Rogan, Director of Coldwater, has told the investigatory
panel that I had knowledge of and interest in tardive’ dyskmesm
prior to ccnung to Coldwater.




d. That placebos were sametimes used at Oakdale.. He recalls
physicians often talking about there use. Further, he said that
placebes were frequently used if one includes situations where
the medication had been being given in pudding or applesauce and
the use of pudding or aoplesauce continued after drug
discontinuation.

e. That intelligence testing under both standard and incentive
conditions was of interest to many of the psychologists and
routinely done.

Further, Dr. Nolley will verify that the information gathered by the
investigatory panel at Oakdale with respect to my work location is
incamplete. He clearly recalls my initially working in 34E, but also
pericdically 34W, and later on regularly in several other Buildings. He
thought Buildings 5, 6, 8, 10, and 11 but is not completely sure if these
Building numbers are completely accurate. Best I can recall, at least 5,
6, and 8 were male buildings.

One additional point here, I recently spoke to Dr. J. Regan at
Oakdale. He was interviewed by one member of the investigatory panel.
He, like Dr. Nolley and most pecple interviewed at Oakdale, interpreted
the questions to pertain to issues other than clinical practice. I asked
Dr. Regan what he would say if questioned about such issues from a
clinical standpoint and he comented "Why would anyone expect me to know
anything about it". This is a key point since a majority of the people
interviewed at these two sites could logically answer "No" or "I don't
know" to a series of questions they should have no answer to.

2. Coauthors did not see 'raw data.

Exactly why this is an issue I am not quite sure. According to the
investigatory panel's information from interviews all coauthors on these
studies stated that they have never asked to see the raw data. If any of
them would have asked they certainly would have been shown it.

The investigatory panel seems to be implying that there is some
standard which obligates one author to say to a coauthor "Hey, do you want
to see the raw data". If this standard exists it is new to me. It is
also apparently new to others such as Dr. Sprague who never offered to
show me the raw data from Cambricdge. What does this mean? Nothing! I
am confident that Dr. Sprague would have shown me the raw data had I
asked. Just as I would have with the coauthors of these studies.
Similarly, I have ccauthored several papers with Dr. Poling and Dr.
Matson. I never saw raw data, consent forms, etc. They never offerred,

I never asked.




Not one coauthor has raised a question about about any aspect of
these studies prior to publication, since publication, or since being
interviewed and questioned by the investigatory panel. .. Further, each of
these studies was reviewed by Dr. Sprague in prepublication form and no
concerns of any kind were raised.

3. No evidence of Research Committee approval.

There is no component to any of these studies which would have
required research committee review and approval at either Oakdale or
Coldwater. Since there were no manipulations of any kind cutside of the
client's clinical plan and no policies in place which required research
review for placebo use, it would be the oddity for the research committee
records to have any mention of these studies.

With respect to consent, the investigatory panel continually states
that they found no evidence of consent. Yet, they have provided no
evidence of a single client who participated without consent. It is not
reasonable for the panel to continually make such an unsupported
statement. _ =

Additionally, it was not even the policy at The University of
Pittsburgh School of Medicine for placebo use to be considered research
per se. The Medical School Human Rights Camnittee told me (in a letter
fram Dr. J. Lewis Chairperson) that placebo use did not require consent
at Pitt if its use was clinical.

4. Facility policies prohibiting the use of placebecs.

~ Neither Coldwater nor Oakdale had policies on the use of placebos.
This is clearly evident from the interviews conducted. Further, in a
letter dated 2-13-87 from Dr. Davidson at Coldwater to me he states that
there was/is not a written policy on the use of placebcs — only a
"... general practice.-..".

5. Method section does not identify where the subjects were from.

Again, I find it hard to understand the issue here or the standard to
be adhered to. For sake of comparison I reviewed articles in several
journals to see how my methods sections differed fram others with respect
to this issue. I found the following:

a. ARMR, 1980, 1. Two of my articles are published here. Of seven
other studies three were more specific than me, four were not.
In a randomly selected issue of this journal (1985,6,1) five of
studies utilizing a research design were no more or less
specific than I was.
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b. AJMD, 1981, 5. One of my articles is published here. Of seven
seven studies reviewed three were more specific, three equal, and
one I was not sure how to classify. More recently, again just
grabbed off the shelf (1985,89,5), four were more specific and
seven were less specific.

c. AM. J. Psvchiatry, 1982, 139. One of my articles is published
here. I randomly selected seven of the research articles, all
seven were the same or less specific than I was.

Is there an issue here? Obviously not. Interesting encugh, many of the
articles I found to be of equal or less specific contained an NIMH or
other granting agency reference.

In concluding this section I wish to add that at no time has the
investigatory panel had any concerns with the ocutcomes of these studies.
That is, no one has questiocned the results per se. Further, there is not
a finding reported in these studies which has not been replicated by
myself and many others. £

Thus, there is no logical way in which this investigatory panel can
substantiate or conclude that there are prcblems with any of these four
studies.

II. There are other three studies which the investigatory panel
raised each of the above issues. These three studies will be addressed
separately because same additional comments are required. As with the
studies listed above, no NIMH funds have been spent con any aspect of these

ree studies. The grant is referenced for the reasons already stated.

A. Breuning, S.E. An Applied Dose Respcnse Curve of Thioridazine
. with the Mentally Retarded: Aggressive, Self-stimulatory, Intellectual,
and Workshop Behaviors - A Preliminary Report. Psvchooharmacology
Bulletin, 1982, 18, 57-59.

The data utilized in this paper are extrapolated frcm several sets of
data reported elsewhere, but primarily associated with the data sets
collected as parts of the two studies listed below. Specific issues
relevant to one are relevant to all and are discussed below.

B. Breuning, S.E., Davis, V.J., Matson, J.L., & Ferguson, D. G.
Effects of Thioricazine and Withdrawal Dyskinesias on Workshop Performance
of Mentally Retarded Young Adults. American Journal of Psvchiatrvy, 1982,
139, 1447-1454. =

208




10

Best I can recall, Part I of this study was conducted at Coldwater
while Part II was conducted years earlier in Illinois. With respect to
Part I, I do not believe there are any grounds for ccncern. It has been
established that the site is plausible. In addition to what has been
discussed above on this issue, the investigatory panel has clearly
established the availability of the workshop and my access to its
records. Secornd, the coauthors seeing raw data continues to be
irrelevant. Third, research committee approval not applicable. Fourth,
placebos were clearly used. Fifth, specificity of the method section is
not at issue. Sixth, the issue of neurological/PT evaluations is clearly
supported by the statements of Mr. Rogan and Dr. Davidson. However,
seventh, the statement that the diacmoses were DM III is an error.

I am not sure how I made this mistake but it did indeed occur. It most
assuredly was not intentional and I will take appropriate actions to
correct the situation. With respect to Part II, the same error is present
with respect to diagnoses and again I will take appropriate actions to
correct the situation. However, these errors have no impact on the
overall outcames.

Part II of this study reflects data I did indeed collect in Illinois
towards the end of my schooling there. I cannot after this lengthy period
of time state the site(s) of the data collection with certainty. I have
not had the time, money, or quite honestly the interest to attempt to
retrace these steps. There is no reason I should be expected to. It is
verifiable that during the time period in question I taught at Trinity
College and had students do at least brief practicums at numerous mental
retarcation sites in and around Chicago. This is what led to initial
access to sites where much data could be accessed directly and
retroactively. The only other supporting documentation I can off here is
a copy of a notes page from the back section of a May 14-17, 1977
Midwestern Association of Behavior Analysis Convention held in Chicago.
This page appears in Appendix 1 and reflects my initial interview with Dr.
Nolley. The notes state that we discussed some workshop/drug data,
drug/IQ data, and stimulant data that I had been collecting. I inguired
as to the feasibility of continuing such at Oakdale. He and the Director
of Oakdale, Mr. Ethridge, told me such continuation, if clinical in focus,
would be supported. Dr. Nolley tells me that he recalls this conversation
fairly well.

C. Breuning, S.E., Ferguson, D.G., Davidson, N.A., & Poling, A.
Intellectual Performance of Mentally Retarded Drug Responders and
Nonresponders. Archives of General Psvchiatry, 1983, 40, 309-313.

As with the study above, the statement that the diagnoses were DSM
III is in error. I will take appropriate actions to correct the situation.
Although again, this error does not impact on the conclusions. Also, this
study includes data collected in Illinois. The relevant issues are stated
above.
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Up until now, and with respect to only this last study, no coauthor
has raised any concerns. In reading the investigatory panel's report I
find that Dr. Poling had sent 2 letter to the journal stating that he had
misgivings about the scientific merit of this study. I was surprised to
see this because it is a direct contradiction to what he told me in a
telephone conversation one week after his NIMH interview. In this
conversation he told me the interview was very intimidating and the
investicatory panel had told him he should write a letter tc the journal
stating that he had concerns. He told me he really did not have any
concerns but he did not know what to do because he needs grant money to do
his work. Dr. Poling has never mentioned concerns to me and I believe
that his letter would have never been prepared if it were not for the at
least tacit pressure of the investigatory panel.

In concluding this section I wish to repeat that the investigatory
panel is holding me to standards which do not exist. I know of no
standards which state how long an investigator is to keep raw data and
records after a study is published. The vast majority of people I know
state that they rarely keep such information for more than a year or two
after publication. In asking people about this over the past years the
typical responses included things like "six months without a reprint
request" to "after six months the information is put into a box and in
another six months the box is discarded". Without debate it 'is the
investigator's responsibility to ensure confidentiality, and if no
questions or concerns have been raised within a reasonable time frame (a
year or two following publication is more than sufficient) there is no
canpelling reason to not destroy the records.

III. I would next like to review the following study:
Davis, V.J., Cullari, S., & Breuning, S.E. Drug Use In
Cammunity Foster—Group Hames. In S.E. Breuning & A.D. Poling (Eds),
Drugs and Mental Retardation, Springfield, Ill., Charles C.
Tharas, 1982, 359-376.

As with the studies d..iscussed above, no NIMH funds have been spent on this
study. Grant MH-32206 is referenced for the reasons already given.

The investigatory panel seems to be discounting this study for the
following reasonc which are individually discussed.

1. Coauthcrs did not see raw data.
The same issues discussed above on this topic pertain here. Both

coauthors state that they never asked to see the raw data. They also have
not had questions concerning the data prior to or subsequent to the
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investigation. In its report the investigatory panel quotes Dr. Cullari
as saying "he thought that Dr. Breuning had conducted part of the study
but maybe he made up the rest". Dr. Cullari told me that he did not make
this statement. What he said was "maybe he made up the rest, butt I don't
think so". I attempted to clarify this by reviewing the transcript of Dr.
Cullari's interview with the investigatory panel which the panel supplied
me. At least in the transcript sent to me there was no such quote found
as the one they attributed to Dr. Cullari.

2. Dr. Breuning unable to provide the name of at least
one person who participated in the study.

During my interview with the investigatory panel I was asked to "name
one person who participated in the study". At the time the only name I
could recall after 6/7 years was F. Morris. I had asked the investigatory
panel prior to my interview to supply me with a list of questions so that
I could do same homework and De prepared. At no time was the
investigatory panel willing to do so. Thus, answering detailed and
specific questions from so-long ago would obvicusly be difficult. I only
recalled Mr. Morris' name because it occurs in the chapter. I never told
the investigatory that Mr. Morris had been involved in the research.

In the interview Mr. Morris was told that the chapter names him as
one of the people who provided training for managers of the group homes.
Mr. Morris denied this and said he had only had me speak at a seminar.

Two camments. First, the investigatory panel totally misrepresented what
the chapter says about Mr. Morris. No wonder he denied the role. It wes
not the role he had. Second, the chapter clearly states that Mr. Morris
worked with me to hold a training seminar through his community mental
health agency. Thus, Mr. Morris' comments to the investigatory panel
clearly confirm his role exactly as described in the study.

In the brief time I have been allowed to prepare this response, I
have had time to contact two people who can substantiate this study. I
first contacted P. Miller fram the Association of Retarded Citizens.
She tells me that she vividly recalls reviewing the community data with
me. She recalls our camparing drug use with discharged Coldwater clients
before and after their discharge. Also comparing them with other clients
in the cammnity. She said she recalls how alarmed she was at the high
drug use in the cammunity and how little supervision and monitoring there
was (what we are talking about is her direct observation not a reading of
the chapter). Further, she said she remembers how our reviewing records
together and discussing issues impacted on her awareness of the problems
and resulted in her agency drastically altering how they deal with these
problems. :
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I had a similar discussion with Dr. B. Uhlman, Director of
Residential Oppertunities, Inc. Dr. Uhlman clearly recalled providing me
demographic information on the clients in his program. He stated that
when we reviewed the drug programs his clients were on it was the first
time he really understood the magnitude of the problem. As with Ms.
Miller, he states that this data directly impacted on changes in their
monitoring of drug use and staff training.

3. BExpense of the study.

The investigatory panel has not told me how much they think this
study should cost, but it seems as if they think it expensive. Maybe it
would be expensive for them. While I can not recall with certainty,
estimate that the study would have likely cost about $700-800. The
majority of this I just paid myself as I pursued this over the course of
the year or so. Both coauthors stated in their interviews with the
investigatory panel that they also did not understand the issue of
expense. I believe that this is only an issue in the minds of people
unaccustamed to directly doing the work themselves (this is not intended
as a derogratory camment — only that things are much less costly when

done without budgets to justify and no research assistants or students to
PRy).

4. Computer Center had no record of Dr. Breuning using
the equipment.

On three occasions I telephoned the WMU Camputer Center and told them
I wished to verify my use of the computer facilities while I had an
Adjunct appointment at WU during 1979/1980. All three times I was told
that it would be incredibly unlikely that they could provide this type of
information. Further, both coauthors recall on at least one occasion
being with me in Sangren Hall .entering the data into the system.

In concluding this section it is clear that as discussed above the
investigatory panel is confused only because of its own misunderstanding.
Azain, the investigatory panel has no questions as to the accuracy of the
results. The only finding of this study not replicated by myself or others
is the overall frequency of drug use in the cammunity. This merely
reflects the decline cf drug use over the past six years. All other
results have been replicated and can still be found in the majority of
cammunity programs today.

As before, there is no logical way that the investigatory panel can
substantiate or conclude that there are any problems with this study.
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IV. In this last section under Pharmacological Studies. Three issues
need to be addressed. These include the ACNP abstract, and related
article, the Behavioral Analogue paper which was never published, and the
matching-to-sample paper which was not published. I will begin with the
published article and related abstract.

Gualtieri, C.T., Breuning, S.E., Schroeder, S.R., and Quade, D.
Tardive Dyskinesia in Mentally Retarded Children, Adolescents, and
Young Acdults: North Carolina and Michigan Studies.
Psycharmacology Bulletin, 1982, 18, 62-65.

Like studies already reviewed, this publication and abstract did not
involve any NIMH funds. Unlike the others, an NIMH grant is not even
referenced.

As with most of the studies already discussed, the investigatory
Panel has the same confusions with this study as already reviewed. While
it is necessary for me to be redundant in addressing these issues I will
be as brief as pessible. -

1. Plausible site for the study.

In detail this has been addressed. All necessary data collection
procedures, assessments, and required review processes have been discussed
and it is clear that the data was very feasible collected at Coldwater and
Oakdale. Same clients from both centers were included in this
manuscript. The dyskinesia assessments were in place by me at both sites.

Dr. Gualtieri states that I told him that all clients were from
Coldwater. I have never cdone so. I did not see any prepublication
version of this manuscript and the first I knew of the statement about
Coldwater was when I received.a copy of the published article. I never
mentioned this to Dr. Gualtieri because it just did not seem very
important.

Until the data were presented at the conference I had not seen any of
Dr. Gualtieri's data (analyzed or not) nor had I seen my own data
analyzed. To the best of my recollection Dr. Gualtieri had performed all
the analyses of my data from information I had sent him.

A copy of Dr. Gualtieri's initial analyses of these data, in his own
hand, are attached in Appendix 2,

Additional analyses of the data by Dr. Gualtieri are attached in
Appendix 3.
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The investigatory panel reports that Dr. Gualtieri wrote to the
editor of Psvchocharmacology Bulletin, informing him that "Dr. Breuning
had acdvised him of certain irregularities in the Michigan data". As I
have repeatedly told Dr. Gualtieri, I have never advised him of any
irregularities in these data. What he considers to be the irregularity is
the absence of raw data after several years. Since there are no standards
pertaining to this I do not consider it an irregularity.

All of the summary data and demographic information for this study
are campletely intact .

Dr. Gualtieri did indeed offer to go to Coldwater and review
records. People seem to have trouble understanding that I certainly
had/have no objections to him doing so; its just that without the client
identificaticns I did not have a clue as to how he would review records.
Prior to this situation Dr. Gualtieri had never asked for this
information.

Given all of the above discussion coupled with the fact that Dr.
Gualtieri's data and my data so closely replicate each other, and the
majority of the published dyskinesia data also show the same effects,
there is no logical or substantiated basis for believing that there are
problems with these data.

Dr. Sprague's concern with the ACNP abstract was not with any of the
prior published data but only with one sentence in the abstract which
reads "Assessments were conducted on 45 of the clients at six month
intervals fro an additional two years". No follow-up data per se ever

-appear in the abstract. As I have said repeatedly, the intent of the

sentence was merely to say that there was some follow-up, it was very
unsystematic, and that these casual observations seemed to show no
changes. It is only Dr. Sprague's interpretation of this sentence which
led him to became concerned. I had no intent for anyone to interpret this
sentence in the way Dr. Sprague had.

ter my conversation with Dr. Sprague I prepared a corrected
abstract besed upon follow-up data that was intact. I offered to present
this abstract and publically correct the concerns and aany potentially
misleading statements. Dr. Sprague convinced me that this would not be an
appropriate thing to do. Obvicusly this is what I should have done.
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There is a legitimate problem in the abstract with the statement
about placebo/double blind procedures. - It should have read that some of
the clients had received placebo/double blind procecdures. Also, the word
"consecutive" should not have appeared in the sentence with "80 weeks".
This is an error I made and did not catch. This abstract was prepared
with little notice (I think Dr. Sprague notified me of his need for the
abstract only two days prior to his needing it), rigid space and format
requirements were specified, and the time period for preparing the
abstract was at the tail-end of the 6-8 month period in which perscnal
issues were just starting to get resolved (discussed elsewhere in this
report). However, the fact remains that I was much less diligent in
preparing this abstract than I should have been. I certainly was not
intending to deceive anyone.

With respect to Dr. Sprague's concerns with this abstract, the
investigatory panel must be reminded that as soon (within the week) as Dr.
Sprague brought his concerns to me, I immediately informed Dr. Kupfer at
Pittsburgh and I telephoned Ms. Natalie Reatig the grant project officer
at NIMH to inform her. Before we discussed any detail she said that if it
was not grant funded it was of no concern to NIMH. My only point is that
I immediately notified all of the appropriate officials that a colleague
had concern over part of this abstract and had begun to take appropriate
remedial action.

The investigatory panel believes that there is an inconsistency in
my telling Dr. Sprague that the data could not be located and my telling
them that the data had been discarded. I will again clarify. What I told
Dr. Sprague was "I have yet to locate the other raw data or the subject
identification code sheet. This information is now three years old and
has not been reviewed in some time". My response was phrased this way
because all I could think about was thoroughly looking through all of the
data and information I had for all projects in case I had kept the
information. It must be remembered that Dr. Sprague had asked for a
response within 2-3 days and I tried to show a good faith effort by
sending him what I could within this time period. I never spoke to Dr.
Sprague again on this issue but did tell Dr. Gualtieri and the review
panel at Pittsburgh that I honestly do not know if I had discarded this
information or if it had been lost in the move from
Michigan to Pittsburgh.

A mistake was made in this abstract, without haste I attempted take
appropriate action, the abstract was not presented. I do not know what
else I could have done.
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Gualtieri, C.T. & Breuning, S.E. A Behavioral Analogue of Withdrawal
Dyskinesia. Psychepharmacology, in press. (Withdrawn in December,
1983)

wWhen Dr. Sprague's confusion over the abstract began Dr. Gualtieri
and I agreed to have him put the article on hold. Later on I told Dr.
Gualtieri that if he wishes to withdraw the manuscript I did not care.
However, there were no irregularities other than the one listed below.
All of the summary data and demographic information remain intact. I
told Dr. Gualtieri that there was one problem with the paper. This was
that it states that all clients had received placebo/double blind
withdrawals. Most had but not all. I had previocusly notified him of this
in a June 14, 1983 letter (this letter has already been made available to
the review board at Pittsburgh who forwarded it to the investigatory
panel).

No NIMH funds were spent on this project and there are no
irregularities or problems with any of the data. Any pertinent issues
have been clarified above. - i

Breuning, S.E., Sisson, L.A., Fultz, S.A., Marshall, T., and Bregman,
J.D. Effects of Neuroleptic Drugs on Titrating Delayed Matching-to-
Sample Performance of Mentally Retarded Children. Unpublished.

Once Dr. Sprague's concerns/confusion arose and I reviewed the
abstract and realized that I had made a mistake, I was able to carefully
analyze my professicnal and personal situation status. I realized that
over the previous 6/8 months problems with my personal situation had
predcminated and that I may have been careless in other areas. Thus, I
began carefully reviewing everything. In doing so I became concerned
about same aspects of this manuscript. For example, for the first time to
I found out that research assistants had not been following the consistent
schedule they were suppose to (Dr. Ackles told me this after a
conversation he had with one of research assistants). Further, they and
students had prepared the methods section and I thought I had better
review everything in detail but did not know when I would be able to do
so. Thus, this became an abandoned and dead project. With respect to
other issues raised a few brief comments. Issues pertaining to Coldwater
have been detailed above. The investigatory panel has already established
that client records at WPIC are incomplete as several of the Physicians
have stated that they often just kept the consent forms. Finally, the
statement by research assistants that they did not observe the dramatic
effects is ridiculous for two reasons. First, they never raised any
concerns; and second, everyone knows that how data loock in raw form is
typically very different from final format. . _.

Summary. In sumary, there is no logical way the investigatory panel
can substantiate or conclude that there are any problems other than those
I have discussed above. In each case I have or am in the process of
taking the necessary and appropriate actions.
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Stimulant Studies

In this secticn I will review work pertaining to grant MH-37449.
As described in the investigatory panels report there are three issues
which must be addressed. These will be described and dealt with
individually below. Of the entire report, these issues are the most
difficult for me to deal with. Not because of the type of problem, but
rather because of the memories of the problems I experienced in a personal
situation and how these problems greatly contributed to the issues I am
about to discuss. .

1. Year 01 Progress Report for grant MH-37449.

When I interviewed with the investigatory panel I acknowledged that
this progress report was misleading and probably inappropriate. However,
I most assuredly was not attempting to deceive or mislead any one when it
was prepared. As stated, it was prepared during a time period when I had
let personal matters totally dominate my professional work and I was not
preparing things with the thoroughness and diligence I always had. This
was the first progress report that I had ever prepared and I had never
received any training at WPIC on the preparation of progress reports and
was told by the research office that it is a formality. Best I can
recall, the statements about the 65% and 35% subject completion was
intended to reflect normative data being collected. In retrospect, the
progress report most certainly was nct clear on this. The inclusion of
previously collected data I thought was appropriate if so identified. It
was not so identified. Specific issues pertaining to these data appear
below.

While the progress report is incomplete and misleading, I wish to
point out that during this year much valuable information was collected.
This included, as Dr. Nuffield stated, 12-15 children who received
stimulant/placebo trials of some type, nondrug interventions with children
having high Conner's scores during the first week of admission and
implications for interpretation of subsequent scores, and normative -
profiling Conner's scale information for children admitted to an inpatient
psychiatric unit. This last issue is most important because it was
typically found that the non-drug interventions were highly effective
alcne. These are what were proposed in the revised continuation
proposal. I believe that the precedent clearly exists for such changes to
occur into a grant project. I just did not justly reflect this in the
progress report. As I told Dr. Kupfer when I left WPIC, I was and still
am more than willing to work with WPIC to analyze and prepare all cata
collected.
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Finally, I must point out that this progress report was reviewed by
co-investigators and the Research Office (I assume in detail), prior to
its submission with no concerns being raised or questions or questions
being asked.

2. Continuation Grant

The entire coi. usion centers around the wrong draft being submitted.
The investigatory panel states that when I interviewed with them on
November 22, 1985 I gave them "an amended progress report section to the
renewal application". This is correct, except that they failed to mention
that on February 17, 1984 I subtmitted this material to the University of
Pittsburgh Fact Finding Comittee. Further, I discussed this issue with
Dr. Kupfer in December of 1983. The investigatory panel seems to have
four concerns with the timeliness of this amended report. These are
discussed individually below.

a. No evidence that the revised progress report existed prior to the
-work being called into question by Dr. Sprague.

The first I knew of Dr. Sprague's concerns over any aspect of this
report was when I received a copy of a section of a letter he sent to NIMH
on 12-20-83. I received a copy of this only on January 17, 1984. I had
sent in the letter to NIMH withdrawing this application on -

December 12, 1983 (a copy of this letter appears in Appendix 4; also, Dr.
Gualtieri's written report to the panel states that Drs. Sprague and
Kupfer spoke for the first time briefly on 12-12 and in detail on 12-17—
both dates after Dr. Kupfer and I had spoken). Further, the withdrawal of
this application was only after discussion with Dr. Kupfer at WPIC, Ms.
Reatig at NIMH, ancd Dr. Sprague who I telephoned for instructicns on how
to withdraw an application. I specifically told Dr. Kupfer that
information which could easily be misinterpreted and/or misleading had
been submitted and that realistically I was not sure the patient flow and
effectiveness of non-drug interventions would support such a project. I
only told Ms. Reatig about the issue of patient flow.

When I spoke to Dr. Sprague about this I told him that after the
issue with the abstract I began checking everything and found that the
wrong information had been included in the application. I said I was
going to withdraw it and explain to NIMH{ what had happened. His only
comment was that he thought it would be a good idea. He most certainly
did not suggest that he had prior concerns. Our conversation then focused
on his instructing me as to how a grant is withdrawn.
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Dr. Sprague contends that he reviewed the first draft of the
application on the airplane on September 23, 1983 and he immediately
became concerned and called together some colleagues to discuss it on
September 26, 1983. Yet, on September 29, 1983 Dr. Sprague sent me a .
letter which states "I found your progress report very interesting, and I
have some questions which I will write to you about when I have time".

(a copy of this letter appears in Appendix 5). Sameone is going to have
to explain to me how I was to know Dr. Sprague had concerns based upcn
this type of correspondence.

Further, Dr. Sprague and I spoke at least several times a month
between September and December, 1983. No concerns were ever raised.

My point is merely that Dr. Sprague's concerns were unknown to me.
Yet, when I discovered that problems existed with the application I took
immediate and appropriate action. No NIMH funds were ever utilized in
connection with this application.

Additicnally, this first draft of the application had also been
reviewed in detail by the WPIC Research Committee and the Research Office
with no concerns being expressed to me.

2. That my secretary does not recall typing or
submitting a second draft.

To the best I can recall after reading the secretary's statements I
agree, I most likely did retype this section myself. Depending on the
work load and time frames I often did some of my own typing. Especially
if formatting was involved. With respect to her not remembering to submit
the revised pages to the Research Office, I am not swrprised. If she
remembered submitting the revised section we would not be having this
discussion now. I am not saying that it was her fault. I recall leaving
the revised version on her desk the night before I went out of town.

There were instructions on getting it to the Research Office. I suppose
anything could have happened to it beyond my leaving it on her desk.

3. That the handwritten revisions were cn a paginated copy.

Ms. Kaufman told the investigatory panel that she did not see how I
could have made the revisions on a paginated copy since this is done by
her staff just prior to mailing and that I was out of town. This is a
simple issue to resolve. First, as best I can recall, on Monday or
Tuesday, September 24/25, I asked the Research Office (Judy, I think but
am not sure) if they could assemble my application in final form so that I
could review it before I went out of town. It was prepared early for me
and on September 26 I edited it on what would have been a paginated copy.
A revised version was then prepared. The date of September 28 in the
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corner of the revised application merely reflects when it would have been
presented to the Research Office. Thus, my being out-of-town for part of
the 28th and 29th is no issue. I have not intended to imply that I
thought there was an error by the Research Office in this process.

4. Use of previously collected data.

The revised application clearly delineates that analyses of
previously collected data were proposed in the new application. It also
clearly corrects the problems we have discussed with the Year 01 progress
report. It is an honest and concise description of the project.

With respect to the previously collected data, the investigatory
panel report suggests that the first time I acknowledged that none of the
subjects were fram Pittsburgh was during my interview with them in
November, 1985. They also repeatedly reference the University Ad Hoc
Camittee of April/May 1985 which concluded that the majority of subjects
were not from the University . ’

What else could this committee possibly conclude! I told this to Dr.
Kupfer in December, 1983 and January, 1984. I told this to the University
Fact Finding Camnittee in February, 1984. I told this to the University
Hearing Board in May, 1984. -

As I discussed previously, I cannot after this lengthy period of time
state the sites of the data collection with any certainty. I have not had
the time, money, or interest to retrace these steps. The investigatory
panel states that Drs. Koutnik and Regan could not verify that I had
collected stimulant data while in Chicago. I never said they could. I
said that Dr. Koutnik could verify that I had involvement with same school
systems. My interpretation of his interview is that he did indeed verify
this. I said that Dr. Regan may or may not be able to. He could not.

Appendix 1 contains a note page from a a May 14-17 Midwestern
Association of Behavior Analysis Convention held in Chicago. This page
reflects my initial interview with Dr. Nolley. It clearly shows that we
had discussed stimulant data that I had collected. Further, Appendix 6
contains a page fram the 1978 Midwestern Association of Behavior Analysis
Convention Program which shows that I had had stimulant data.

For confidentiality I had not kept any subject or site identifying
information. These are the only data I have used kncwing that I had not
retained the specific subject names and locations. While this will never
happen again, I know of no standards that this violates. I used the data
because I collected virtually all of it directly and I have all the raw
data and summary data. (Technically I do not have this because I gave it
all to the panel and it has not been returned).

-
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The investigatory panel states that I gave them a data book which
contained no dates and subject identifications, and it did not meet
ordinary standards for reporting research data. What I gave them was the
camplete records, raw and summary data, for each subject. Each sheet wes
dated and coded. They state that it does not meet standards. Again, what '
standards! Once I would like the investigatory panel to tell me what
standards they are talking about. The panel has never asked me for an
explanation of how to read the codes or interpret the dates. Their
camments here are very inappropriate.

A few final camments. First, all persons listed on a grant were
given a copy of it. Which people are listed an a grant is not the sole
determination of the principle investigator at Pittsburgh. This is
campletely determined in combination with the research office. Dr. Ackles
never asked me anvthing about where data were collected and never
expressed any concerns. In fact, in January of 1984 I gave him a copy of
all the stimulant data except the rating scales. He has never asked that
his name be removed from anything. Second, the only person involved to
express concerns appears to be Dr.- Poling. As previocusly discussed, he
sent a letter to the editor of the journal where we published some of the
stimulant data. His letter says that while he had camplete confidence in
the data at the time it was published, he could no longer personally vouch
that the study was conducted as reported. This was a surprise to me
because in our telephone conversation following his interview with the
investigatory panel he told me that the interview was very intimidating
and that the investigatory panel told him he should write a letter to the
journal expressing concern. He told me that he really did not have ary
concerns but he did not know what to do because he needed grant money.

Dr. Poling has never expressed concern to me and I believe that his letter
would have never been prepared if it were not for at least tacit pressure
of the investigatory panel.

Sumnary. In summary, some unintenticnal errors occurred in the Year
01 Progress R2port. These were not questioned by any co-investigator or
University Official and I did not realize the errors until at least six
months later. No final report was ever asked for on this grant. I remain
most willing to work with NIMH and WPIC under any scrutiny to review all
information and data collected at WPIC and to camplete the project.

The wrong draft was accidently submitted for a new grant application.
The mament I discovered the error I took all appropriate actions to
correct the situation. The revised draft addresses all questions
concerning confusions raised by the first draft.




Reviews

Based upon the discussions above, there is no logical way in which
the investigatory panel can conclude that published reviews and chapters
are unsound and misleading. The panel itself has never questicned the
outcame of a single study and there is not an effect reviewed that has not
been replicated by myself and others.

Contractual Work Between Illinois and Pittsburch

I was shocked to see that the investigatory panel totally omitted
relevant discussion on the grant subcontract between Dr. Sprague and
myself. The panel states that the "there are issues of grant and contract
oversight involved rather than scientific contact...although the terms of
the contracts appear not to have been met".

It is not at all clear who the investigatory panel is addressing with
respect to the oversight. I assume they mean Dr. Sprague and Illinois.

The subcontract called for work on four issues to be carried out at
Pittsburgh. These were: (1) examine incidence and severity of dyskinesia
with mentally retarded children. (2) Examine the effects of drugs on
measures of learning and performance. (3) Examine efficacy of drugs alone
and in combination with nondrug therapies. And (4) gather data on the
reliability and validity of the RBRS (Resident Behavior Scale). I never

had any kind of detailed discussion on these issues with the investigatory
panel.

All work on this subcontract was carried out completely from day one
of the subcontract. (1) All children entering the Unit received weekly
assessment for dyskinesia and other abnormal movements. (2) Virtually all
children received regular and.systematic assessment of laboratory and
applied learning and performance. (3) Systematic and reliable nondrug
therapies were in place with all children. And (4) all children were
assessed caily with the RBRS and comparative instruments.

At no time did Dr. Sprague ask for any of the data to be sent to him
or did he ever ask to see any of the data. No where in the subcontract

was it stated that there was an expectation that the data be sent to Dr.
Sprague.

All of the data exist and all methods were of the highest caliber. I

am more than willing to work through these data with Dr. Sprague. The
data are complete and important.

" Further, during the investigation the data were offered to the to the
investigatory panel if they would sign that in their opinion this would

not breach any confidentiality. The panel never provided such a document
or again asked to review the data.

-
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The investigatory panel's conclusions with regard to this subcontract
are erroneous, based upon no investigation, and personally offensive. If
there is an issue here, it most certainly is not with the University of
Pittsburgh or me.

Impact of the Research on the Field

The investigatory panel has concluded that the work I have done has
impacted on the field of mental retardation with respect to social
policies on care and treatment. I hope that this is true. I know that I
receive several telephone calls each month from various points around the
country expressing that in clinical practice they have found much of what
I have reported. However, the merit of research findings and published
works can only be assessed over time. With respect to my work or the work
of any other if it is correct people will continue to use it in their
practice. If not, they won't. This is only known over time. By the way,
I have not done any consulting work with the state of Connecticut as
reported by the investigatory panel.

Overall Conclusion

At each step of this investigation, beginning with Dr. Sprague's
confusion and through the investigatory panel's report, no evidence of any
misuse of NIMH funds has been found. There most assuredly were none.

The investigatory panel did conclude that I repeatedly engaged in
misleading the results of research. However, the investigation was not
camplete, did not focus on interviews with appropriate people and/or with
appropriate questions, at least tacitly coerced or confused people into
making statements which otherwise would have not occurred, and continually

used as its base standards which do not exist.

I have never engzaged in any misleading research as suggested (and
unsupported) by this investigatory panel.

Some mistakes and errors were found. While it is regrettable and
embarrassing that these occurred, they exlusively occurred during an eight
month period when I had some problems which I let totally dictate my life
and I did not adequately supervise or attend to my professicnal behavior.
I am not proud of this, but it occurred. In each case I immediately
reported to the proper authorities and proceeded to take appropriate
action. I do not know what else is expected of me.

2R7




‘ Appendix 1

Notes from May 14-17, 1977 Midwestern Associat

ion of Behavior Analysis
Convention Program Booklet.
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' Appendix 2

Tom Gualtieri's analyses of the tardive dyskinesia data.
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‘ Appendix 3

Additional analyses of the tardive dyskinesia data by Tom Gualtieri.
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THEE\HERSHW'OFNORTHCAROHNA

AT
CHAPEL HILL
Division of Health Affaurs
The School of Medicine
Department of Psychiatry March 19’ 1981

Steve Breuning
University of Pittsburgh School of Medicine
Department of Psychiatry

3811 O'Hara Street
Pittsburgh, Pa. 15261

Dear Steve:

This is a plot of the time course of the dyskinesias and withdrawal
Symptoms from your Coldwater data. T think they are very interesting
graphs, and I am making them into slides.

As I continue to work on your data, I'll let you know what comes
up. I think it is extremely interesting and important.

I enjoved your visit thoroughly., I thought it was incredibly
Productive. I look forward to seeing you in Key Biscayne.

Sincerely,

-
m‘\—\
C. Thomas Gualtieri,

Assistant Professor

CTG:jh
Enclosure
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. Appendix 4

December 12 letter withdrawing the grant renewal] application.




University of Pittsburgh

WESTERN PSYCHIATRIC INSTITUTE AND CLINIC
School of Medicine Department of Psychiatry
Division of Chilg ang Adolescent Psychiatry

December 12, 1983

Richard Marcus, Ph.D.
Executive Secretary
Pharmacological, Biological, and
Physical Treatments Subcommittee (TDAB)
Parklawn Building, Room 9C-18
5600 Fishers Lane
Rockville, MD 20857

Dear Dr. Marcus:

I wish to inform you that I am withdrawing my grant application
2 ROT MH37445-03 (Stimulant Orug Use with Mentally Retarded Children),
from review at this time. I have discussed this with Natalie Reatig,
the project officer, and with Dr., David Kupfer, my department chairman,
and they are in agreement with my decision. For your information, the
primary reason for my withdrawal of the application is that the patient
population I work with may be undergoing a change in the near future and
I am not sure whether there would be a sufficient number of clients for
both this project and my Drug/Behavior Therapy application which is
currently under review. Once I know the status of the other application
{Drug/Behavior Therapy) and my clinical population, I will be able to better
assess this application. Hopefully, I will be able to re-submit this
application in the near future. :

Thank you for your immediate attention to this matter and I apologize
for any inconvenience.

Sincerely,
/_\

- e .
_ T ~— S/

Stephen £. Breuning, PR.DY

Assistant Professor of
Child Psychiatry

University of Pittsburgh
School of Medicine

SEB:WD

cc: Dr. David Kupfer
Ms. Natalie Réatig

1
3811 O'HARA STREET. PITTSBURGH PA *€2'3 (412) 624 233 )
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Lniversitv of lllinois Institute tor Cnild Zshavior Cracuate Coueg.

at Lrbana-Champaien
. = 51 Gerty Dnve
Champaigen
lliinos 61520

and Development

September 29, 1983

Dr. Stephen E. Breuning

Departmen:z of Psychiatry

Western Pennsylvania Psychiatric
Clinic and Imstitute

University of Pittsburgh

3811 O'Hara Street

Pittsburgh, PA 15261

Dear Steve:
As a follow up of our telephone comversation of September 28, 1983,
I will request our Contracts Office to increase the Pittsburgh
- ;) w b o n -
supcontract for the 1982-84 7on MH 1832206-05 from the current $22,645 to

$24 ,55¢€.

I found vou
i

-
questions which I will write to you about when I have time.

Sincerelv,

Rtr
Robert L. Sprague, Ph.D.
Director
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‘ Appendix 6

Page from May 13-16 Midwestern Association of Behavior Analysis
Convention Program Booklet.
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88 / TUESDAY

10:00-11:00 / BOULEVARD ROOM

Invited Address 60 /7 Lllen P. Reese (Mount Holyoke Collepe)
“Alternative Evaluations of Students' Possessive Plural Repertoires: When
Did You (Instructor) Last Take a Quiz?"

Chair: Beth Sulzer-Azarofl (University of Mascachusetts)

10:00-11:00 / TROPICAL ROOM

Inivied Address 61 / Norman Hymowitz (New Jersey Medical School)
“The Multiple Risk Factor Intervention Trial"

Chair: Eliot Shimolf (University of Maryland, Raltimore County)

§c :
4

10:00-11:00 / TOWER HALL (Upper A)

Mccting /7 Special Interest Croup: Teachers Teaching Courses Using 1. F. Skin-
ner's Book, Verbal Bebavior (Or, Those Who Would Like 1 o)

Maoderator: W. Scott Wood (Drake University)

10:00-12:00 VNGSTON ROOM

ywayrosy 7 Behavioral Alternatives to Drug Control
Chair: Frederick P. Gault (Western Michigan University)
Discussant: Galen Alessi (Western Michigan University)

% Participants:

William Hampstead (Western Michigan University) “Effcets of FMG Relaxation
Fraining with Hyperkinetic Children: A Behavioral Alternative™

Stephen K. Breuning (Oakdale Center for Developmental Disabilities) “A Com-
parison of DRO, Token Economy, and ResponseCost Procedures as Behav:
ioral Alternatives to Drug Control with Hyperkinctic Elementary School Stu-
dents and Institntionalized Retardates”

Travis Thompson (University of Minnecsota) “Comparison of Behavior Modifica

tion Procedures and Tranquilizing Drugs in the Treatment of Institutionalized
Adult Retardates”

Py
PR
B
Y, 4

10:00-12:00 / SAN JUAN ROOM

Symposium 49/ Behavior Analysis in Community Mental Health; Or, A Funny
Thing Happened on the Way to Changing the Waorld

Chair: Beverly Johnson (Southern Hlinois University)

Discussant: Grace Poppen (Southern llinois University)

Participants;

Beverly Johnson (Southern Hlinois University) “*Client Data Collection™

Ron Sipko (Southern Winois University) “Behavioral Assessment™

Vicki Veiteh (Southern Ilinois University) “Mental Health Involvement in Aca
demic Behavior”

Grace Poppen (Southern linois University) A Behavioral Analysis of Prolilems
3% . 2 and Issucs (Innfumlmg Single Parenes™

. - ———

- -

041 "
PR T
"r'-‘b"'

T
raton-chicago
———— 7 " :
o ~ l," '..' ’,
no‘s 10:00-1:00 / CARACAS ROOM
PG T Sympaosinm 50 / The Behavior Analyst as Consultant to Rusiness: Applying

Tools of the Trade

i chicago, illi

Chair: Twila Johnson (Behavioral Systems, Inc., Atlanta, GA) 3 l 1




February 7, 1987

Lorraine B. Torres, Director »
Division of Extramural Activities, NIMH
Roam 9-105, Parklawn Building

5600 Fishers Lane

Rockville, Maryland 20857

Vicky J. Davis
12 Bethany Drive
Pittsburgh, PA 15215

Dear Ms. Torres:

Thank you for the opportunity to respond to the preliminary report of the
investigatory panel. My camments will be brief.

On page 24 and later in an Appendix, the panel seems to have misunderstood
same comments that I made or I misunderstood the question. Nevertheless,
please let me clarify. The Davis, Poling, Wysocki, and Breuning (1981)
article and the thesis contain no irregularities. The study was conducted
and reported accurately.

In discussing this with the panel I meant to say that there were no drug
manipulations for research purposes and that placebos were certainly
used. Regardless of what the Coldwater administration has stated,
placebos were used at Coldwater (as the panel has confirmed) and I have
never seen a Coldwater policy which addressed the issue of placebos.

Additionally, upon campletion of the study a written copy of the
prepublication draft and my thesis were reviewed by each coauthor,

the Coldwater Research Camnittee, Western Michigan University Faculity,
Dr. Sprague, and Mr. Rogan the Coldwater Facility Director. No cne
ever raised a single concern over the issue of placebos. Placebo use is
clearly identified in the manuscript and thesis copy they reviewed. A
copy of Dr. Sprague's and Mr. Rogan's letters are enclosed.

Again, I wish to repeat that there are no irregularities in the conduct or
reporting of this study.

Sincerely,

PSR WY

Vicky J. Davis

Enclosures




LIniversity of

r
-
i

llinoie at Wrbhena-Champaion

College of Education 51 Gerty Drive

INSTITUTE FOR CHILD BEHAVIOR AND DEVELOPMENT SN S

December 4, 1980

Ms. Vicky Davis

5103 Merryview Drive
Kalamazoo, Michigan 49008
Dear Vicky:

I read your thesis and enjoyed it. Enclosed are copies of the
pages where I had comments.

Best of luck on publishing it. Perhaps a trend will be set to
study effects of antiepileptics on learning performance.

Sincerely,
S
2

Robert L. Sprague, Ph.D.
Director

RLS/sb
Enclosure
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v
11
matching to sample performance of each person wus tested at each dose
level is shown later in Figure }. DPH/serum levels and EEC assess-
ments were completed prior to bascline (Session 1)-und the final dose
reduction (Sessions 13, 42, and 55 for Subjects D, L, and E, respecti-
vely). Subjects L and E received an add{tional DPﬁ/serum level and
EEC ussessment four days after the onset of the 150 mg dose (Sessions .RF\
22 and 30, respectively). Routine Regional Center seizure monitering A
. X

procedures were in effect throughout the study. Double-blind pro- 6’ "
cedures were used, us neither the ward staff nor the subjects were

aware of the DPH dose or whetler a placebo was being used.
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STATE OF MICHIGAN

-_.\'..,.n'
WILLIAM G. MILLIKEN. Governor

DEPARTMENT OF MENTAL HEALTH
FRANK M. OCHBERG, M.D. DIRECTOR

Coldwater Regional Center

For Developmental Disabilities

P.O. Box 148, Coldwater, Michigan 49036
Telephone 517/279-9551

December 5, 1980

Vicky June Davis

Research Services
Coldwater Regional Center
P.0. Box 148

Coldwater MI 49036

‘ Dear Vicky:
Thank you for sharing your thesis with me. I wish you all the luck
in the University review of this fine work.

Sincerely,

o

‘l
Robe i} Rogan
Facility Administrator

RLR:ra

o v




University of Illinois Institute for Child Behavior College of

» and Development Applied Life Studies
at Urtana-Champaign . P
. 51 Gerty Drive

Champaign
Illinois 61820

February 9, 1987

Director Lorraine B. Torres

Division of Extramural Activities, NIMH
Room 9-105, Parklawn Building

5600 Fishers Lane

Rockville, MD 20857

Dear Mrs. Torres:

This letter is in rr nonse to the NIMH draft report on Dr. Stephen
E. Breuning.

I request that this letter be made part of the public documents to
be released whenver the report is finally issued.

Comments

l. ‘I note that although NIMH took 3 years and 23 days to issue the
draft report (from December 20, 1983 when I first wrote my letter of
alleged misconduct to January 12, 1987), NIMH only allows less than 1
month (January 12, 1987 to February 10, 1987) for people to respond to
the document.

2. There is no timetable of the major events in this investigation
which makes it very difficult for the reader to appreciate how long
various activities took in the investigation. Therefore, I enclose such
a timetable.
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Date Item Time from start
12/20/83 Sprague's letter to NIMH 0
01/17/84 Torres' letter to U of Pittsburgh 28 days
08/23/84 Silver's letter announcing

appointment of Mr. James Schriver -

as investigator 8 months 3 days
10/15/84 First interview by Schriver 9 months 26 days
02/15/85 Torres' letter announcing

appointment of Panel 1 yr 1 month 26 days
04/19/85 First interview by Panel 1 yr 3 months 30 days
01/12/87 Draft report 3 yrs 23 days

3. I am still greatly concerned about the welfare of mentally retarded
people taking psychotropic drugs whose physicians may be influenced by
Dr. Breuning's extensive publications. I wrote about these concerns to
Mr. Schriver December 6, 1984 and Dr. Friedhoff April 25, 1985, and I
received no reply to either letter. Since the draft report contains no
recommendaticns as to possible actions, will the editors of all the
journals in which Dr. Breuning's articles appeared be directly notified
as to the findings? Will the report be released to the media?

4. I received a telephone call from Mrs. Torres on January 5, 1984
(documented by my memo to Dean Theodore L. Brown on January 5, 1984) in
which she indicated that the University of Pittsburgh would be given 100
days to report back to NIMH on the results of their investigation.

Since this investigation has been delayed substantially by the
University of Pittsburgh's initial refusal to investigate Dr. Breuning's
research while at the University of Pittsburgh, what happened to this
100~day deadline? It is noted in the draft report that "NIMH indicated
that it would wait for the report [italics added] of the investigation
before deciding on Institute action,” (page 3 of draft report) implying
that there was no deadline of any kind imposed the University of
Pittsburgh.

5. It is amazing that in the Panel's 32-page report there is no mention
of one of the most important facts obtained in this investigation. The
University of Pittsburgh obtained ‘early in their investigation Dr.
Breuning's actual confession of falsification. This fact is documented
in the Adler, Michaels, and Lee letter of February 17, 1984 which
stated, "Dr. Breuning admitted to us that statements in the abstract

were false [italics added).”
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It is only reasonable that such a confession should have triggered
some kind of disciplinary action by the University of Pittsburgh.
Nevertheless, in Dr. Leon's letter to Mrs. Torres of July 6, 1984, he -
states, "our Hearing Board can find no serious fault with Dr. Breuning's

activities here at Pittsburg [italics added].”

This denial of their own committee evidence continued as stated in
Dr. Silver's, Acting Director of NIMH, letter to me of August 23, 1984.
The letter states "The University [of Pittsburgh] has informed the
National Institute of Mental Health (NIMH) that it has no grounds to
take action against Dr. Breuning relative to his activities while a

member of its faculty [italics added].”

6. I note the great similarity between Appendix I Analyses of
Publications in the draft report and the material I sent to Mr. Schriver
on January 9, 1985 before the Panel was appointed. This material was
entitled Comments on Research of Stephen E. Breuning and contained
Tables 1, 2, 3, and 4 which analyzed Dr. Breuning's articles and the
large number of problems with them. In this context it should also be
noted that on the last day of Mr. Schriver's visit to me, December 7,
1984, I had given him 571 pages of documentation. Subsequently, I sent
him considerably more documentation to him. Earlier on May 2, 1984, the
reprints of Dr. Breunins's I had sent to NIMH was acknowledged in a
letter from Mrs. Torres. '

7. Nowhere in draft report is the issue of possible plagiarism
mentioned although I provided Mr. Schriver with a letter Dr. Mary K.
Walker wrote to Mr. Payne Thomas of Charles C Thomas publisher about
this issue. The possible plagiarism was in Dr. Breuning's article
published in Clinical Psychology Review, 1982, 2, 79-114. It is further
noted that Mr. Schriver interviewed Dr. Walker on January 14, 1985.

8. There are problems with balance in the draft report. I am
criticized for “"failure to adequately oversee the subcontract” at the
University of Pittsburgh. I point out that this involved oversight from
the Champaign-Urbana, Illinois which is about 500 miles away from-
Pittsburgh and involves the operation of another university. Yet, in
the same draft report not one word is mentioned of the fact that a
University of Pittsburgh committee obtained a confession of
falsification. Subsequently, the University of Pictsburgh denied it
had any grounds to take action against Dr. Breuning while he was a
faculty member there. This is a case, to cite a Biblical analogy, of
the Panel observing the speck that is in one person's eye while ignoring
the much larger beam (of timber) that is in another person's eye.

Sincerely yours,

[obuh

Robert L. Sprague

cc: Professor Theodore L. Brown
Associate Dean Elaine J. Copeland

-




University of Illinois Graduate College

at Urbana-Champaign ;g: g:w; rvivau s
> uth Wright Street

Champaign, IL 61820

February 5, 1987

Dr. Frank J. Sullivan
Deputy Director
National Institute of Mental Health
Alcohol, Drug Abuse,

and Mental Health Administration
Rockville, MD 20857

Dear Dr. Sullivan:

This letter constitutes the response of the University of Illinois to
the preliminary report of the committee appointed by the National
Institutes of Mental Health to investigate allegations of scientific
misconduct by Stephen E. Bruening.

The University of Illinois wishes to commend the panel for a very
thorough, forthright and courageous report. As in all matters of
this kind, the amount of work required to obtain a clear picture o!
what has occurred, and to arrive at an appropriate judgment is
immense. The scientific community is indebted to the panel for the
commitment of time and energy required to complete the report.

We wish to comment on two general aspects of the panel's conclusions:

A1. Conclusions regarding the role of the University of Illinois

The panel concluded that, '"the University of Illinois failed to
conduct a thorough investigation. The committee appointed to look

- into the matter based its finding on secondary evidence provided by a

single source, Dr. Sprague. The committee's findings were that Dr.
Sprague had behaved -appropriately in reporting his suspicions of Dr.
Bruening's research and that Dr. Bruening's work did not impact on
Dr. Sprague's research. While the University of Illinois committee
found that there was cause to believe that Dr. Bruening had engaged
in scientific misconduct, they did not pursue this."

In response it is important to clarify the appropriate role for the
University of Illinois in this matter. Dr. Sprague's suspicions
regarding Dr. Bruening were brought to the attention of the Office of
the Vice Chancellor for Research at an early stage. (At that time
the Institute for Child Behavior and Development was a Special Unit
of the Graduate College, under the Graduate Dean and Office of the
Vice Chancellor for Research.) Upon receipt of Dr. Sprague's letter
detailing his concerns regarding Dr. Bruening's work, we quickly
appointed the ad hoc committee described in the panel's report. 1In
consideririg an appropriate charge for this committee it should be
kept in mind that Dr. Sprague is the only person invelved in this
affair who was a University of Illinois faculty member. Secondly,
aone of the studies called into question were conducted on this
campus, or at sites related to the University of Illinois. Thirdly,
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Dr. Frank J. Sullivan
February 5, 1987
Page 2 : -

.. there are no faculty on this campus, including medical faculty, whose
research interests are closely related to the areas involved in the
alleged misconduct. ’

For all of these reasons, we felt that our obligation consisted in
reporting the alleged misconduct to NIMH, which was done, and to
carry out an investigation as thorough as we could make it, of Dr.
Sprague's role, if any, in the research being called into question,
and of his relationship to Dr. Bruening. The committee appointed for
that purpose consisted of three distinguished faculty with experience
in human subject research. We believe this committee performed
commendably, and covered as thoroughly as it could that ground which
was appropriate to us.

As to the statement of the panel that the University did not pursue
its finding that there was cause to believe that Dr. Bruening had
engaged in scientific misconduct, we believe that statement tc be
inaccurate. 1In the first place, the suspicions of Dr. Bruening's
misconduct had already been reported to NIMH, and we knew that the
University of Pittsburgh had been alerted to our suspicions.
Secondly, we forwarded the report of our ad hoc committee to NIMH in
a timely manner. That report lent substance to Dr. Sprague's
suspicions of Dr. Bruening's work, and thus should have helped
confirm the need for additional investigation. Finally, it should be
noted that the Office of the Vice Chancellor for Research and Dr.
Sprague cooperated fully with Mr. Schriver in his subsequent
investigations of the matter. Mr. Schriver spent many days at the
University of 1llinois. During that time he enjoyed the full
cooperation of Dr. Sprague and campus administration in conducting
his investigation. Thus, we feel that we did all that we had it in
our power to do to further the investigation into Dr. Bruening's
research activities. I should note finally that at no time following
submission of our ad hoc committee report to NIMH did we receive any
indication, verbally or in writing, that we had fallen short in any
respect in our efforts to cooperate fully in the investigation. 1In
fact, I recall making several telephone calls to Ms. Torres to
inquire as to what we might do further to move the investigation
along more quickly. For the most part 1 was unable to reach Ms.
Torres.

2. Conclusions regarding Dr. Sprague's role

I am sure that the members of the panel are well aware of the
personal anguish this affair has caused Dr. Sprague. As the person
to whom Dr. Sprague reported administratively, and as his friend, I
can report that the cost to him in emotional stress has been great.
Further, the time required on his part to cooperate fully in the
investigation, and to pursue the matter to its conclusion has been
continuing and severe. 1In the wake of the panel's discovery of
wholesale malfeasance on Dr. Bruening's part, across several years,
and in a variety of contexts, it is easy- enough to assert that Dr.
Sprague should have exerted a more rigorous oversight of the sub<
contract at the University of Pittsburgh under Grant MH-32206.
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Dr. Frank J. Sullivan
February 5, 1987
Page 3

. However, it. is normal practice in science to assume integrity and
"'competence on the part of one's colleagues, absence evidence to the
contrary. Thus, until Dr. Sprague's suspicions were aroused, there
was little reason for him to have more than the usual .communication
between collaborating colleagues. The panel surely understands the
natural reluctance any of us have to come to the conclusion that a
colleague has falsified research results. It is an unfortunate fact
that someone deliberately falsifying research results generally
enlists others in the falsification, albeit often unwillingly and
unwittingly. Dr. Sprague exercised sound judgment and courage in
discerning and calling attention to the irregularities- in Dr.
Bruening's work. His continued pursuit of this matter is, in our
judgment, praiseworthy. In the absence of specific suggesti..s as to
how Dr. Sprague might reasonably have more adequately overseen the
sub-contract at the University of Pittsburgh, we believe that there
is not a basis for this statement in the findings of the panel.

Sincerely,

e S

eodore L. Brown
Former Dean of the Graduate College and
Former Vice Chancellor tor Research
(September, 1980 to August, 1986)
Current Acting Director of the Beckman
Institute

The above response represents the response of the University of
Illinois.

WA M/A/W
Thomas E. Everhart udith S. Liebman

Chancellor : Acting Vice Chancellor for Research and
Acting Dean, The Graduate College

cc: R. M. Berdahl, B. H. Higgins, S. O. Ikenberry, M. W. Weir
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Summary

Report of Investigation
of Alleged Scientific Misconduct

The National Institute of Mental Health (NIMH) has completed an
exhaustive investigation of allegations of scientific misconduct
against Dr. Stephen E. Breuning in connection with two NIMH research
grants. Dr. Breuning's reported work under these grants centered

on the effects of neuroleptic and stimulant drugs on the behavior

of the mentally retarded. The attached report documents in detail
the information considered and the process followed by an investi-
gative panel of senior scientists, convened by NIMH, in arriving at
their central conclusion that Dr. Breuning repeatedly and over a
long period of time engaged in serious scientific misconduct.

Background

Concerns about Dr. Breuning's work were brought to the attention
of NIMH in December 1983, by Dr. Robert L. Sprague, Director,
Institute for Child Behavior and Development, University of
Il1linois at Urbana-Champaign, and principal investigator on grant
MH-32206 for research to assess tardive dyskinesia in retarded
populations. Dr. Sprague gave two examples of work being
reported by Dr. Breuning which he regarded as unsupportable:

an abstract of a paper Dr. Breuning had intended to present

at a scientific meeting and a progress report Dr. Breuning had
shown him on grant MH-37449, on which Dr. Breuning was principal
investigator, awarded to the University of Pittsburgh for
research on stimulant drug use with mentally retarded children.

Dr. Sprague was introduced to Dr. Breuning in 1978. In 1979, when
administrative problems in Illinois made it impossible to continue
work under his own research grant at his originally selected field
research sites, Dr. Sprague moved one of the sites to the Coldwater
Regional Center, Coldwater, Michigan, where Dr. Breuning was then
employed. He named Dr. Breuning as his consultant and liaison
there. Ms. Vicky Davis was appointed as a project staff member

at Coldwater with her salary paid directly by the University

of Illinois from Dr. Sprague's grant.

In his grant progress reports, Dr. Sprague reported studies
at Coldwater and listed publications on which Dr. Breuning was
author, or a coauthor.

After Dr. Breuning moved to the University of Pittsburgh in January
1981, Dr. Sprague negotiated a subcontract under his grant with

the University of Pittsburgh which allowed Dr. Breuning to continue
as a collaborator.
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Through the University of Pittsburgh, Dr. Breuning applied for,
and on July 1, 1982, received a research grant for 2 years to
examine appropriate dose levels of stimulant drugs in the
t-eatment of 48 hyperactive mentally retarded children admitted

to the John Merck Program of the Western Psychiatric Institute and
Clinic (WPIC) there. In his first progress report on this grant,
Dr. Breuning stated that 65 percent of the subjects under one
study and 35 percent of the subjects under a second study had
completed the protocols.

An application for 4 years of additional support under this

grant was received by NIMH October 1, 1983. In the progress report
included in that application, Dr. Breuning stated that 6 studies
had been completed and a seventh nearly completed. He listed 11
scientific articles reporting on his work as published, in press,
or in preparation. That application was later withdrawn by

Dr. Breuning.

University Investigations

At Dr. Sprague's request, a committee was formed at the University
of Illinois to carry out an investigation. On April 9, 1984,
the committee reported that there was a reasonable basis for
suspecting fraudulent scientific practice by Dr. Breuning; that
there was reasonable cause for a thorough investigation which
the committee assumed would be carried out by the University of
Pittsburgh; and that there was no evidence of complicity by

Dr. Sprague or other University of Illinois faculty or staff,
that Dr. Sprague's research data were independent of those of
Dr. Breuning, and that Dr. Sprague had exercised reasonable
diligence and behaved appropriately in notifying NIMH of his
concerns.

The University of Pittsburgh was notified by NIMH of the
allegations against Dr. Breuning on January 17, 1984. The univer-
sity had already initiated an investigation based on Dr. Sprague's
expressed concerns. Committees in the Department of Psychiatry
and the School of Medicine reported that Dr. Breuning's research
written or published while he was at Coldwater contained
significant irregularities and could not be supported by the

data. The latter committee recommended a formal investigation
which was undertaken. Despite an initial and repeated request

by NIMH that Dr. Breuning's research while at Pittsburgh be
investigated, both committees were charged only with reviewing

Dr. Breuning's work reported while he was at Coldwater. The
third investigative committee, a University hearing board,
reported that because Dr. Breuning had by then resigned from the
University of Pittsburgh, its clarge was limited to determine
whether or not there had been misuse of NIMH funds. That board
found no such misuse.

323




-3~

In August 1984, NIMH notified Dr. Breuning, Dr. Sprague, and the
two universities that, because of unresolved issues, it would
conduct a comprehensive investigation. After NIMH had undertaken
its investigation, a fourth investigative committee was established
at the University of Pittsburgh, by the Department of Psychiatry.
That Ad Hoc Committee, chaired by the late Dr. Robert Miller,
expanded its charge, conducted an exhaustive investigation, and
concluded that the work Dr. Breuning reported under his research
grant coulu not have been done at WPIC.

NIMH Investigation

In .anuary 1985, NIMH established a panel of five distinguished
senior scientists to conduct a comprehensive investigation of
the allegations against Dr. Breuning:

Arnold J. Friedhoff, M.D., Chairman
Professor of Psychiatry and

Director of Millhauser Laboratories
New York University School of Medicine

C. Keith Conners, Ph.D.

Director of Research, Department of Psychiatry
Children's Hospital National Medical Center
Washington, D.C.

Richard I. Shader, M.D.

Professor and Chairman, Department of Psychiatry
Tufts University School of Medicine
Psychiatrist-in-Chief

New England Medical Center

Member, National Advisory Mental Health Council

Herbert G. Vaughan, Jr., M.D.
Director, Rose F. Kennedy Center for Research

in Mental Retardation and Human Development
Professor of Neuroscience, Neurology and Pediatrics
Albert Einstein College of Medicine

Edward F. Zigler, Ph.D.
Sterling Professor, Department of Psychology
Yale University

Materials were gathered by NIMH staff and a consuitant investigator
and preliminary interviews conducted at Coldwater and Pittsburgh.
The Panel held its first meeting March 12, 1985. The Panel met

9 times and individual members met numerous times with NIMH staff.
The Panel conducted extensive interviews, including a meeting

of the full Panel with Dr. Breuning.
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Dr. Sprague, Ms. Davis, all major coauthors of Dr. Breuning,

and research, administrative, and clinical staff at Coldwater
and Pittsburgh who reasonably could have had knowledge of this
research were interviewed by the full Panel or by Panel members.
In all, 74 interviews were conducted during the course of the
investigation, including interviews with those whom Dr. Breuning
named in his meeting with panel members as knowledgeable of his
work. Panel members visited Coldwater and Pittsburgh and a
consultant investigator visited Oakdale. The Panel and staff
analyzed in detail the contents of 25 publications and reports
authored or coauthored by Dr. Breuning, as well as his grant
applications and progress reports.

The work of the Panel was complicated by Dr. Breuning's shifting,
and often contradictory explanations as to the sites of the
reported research. Aside from his grant applications and progress
reports, the site of research reported was identified in only

two of the publications examined, and Dr. Breuning later disavowed
one of these identifications. The Panel originally assumed that
the research had been done at the Coldwater Regional Center and
the University of Pittsburgh, the places of Dr. Breuning's
employment during the period when the reports and publicaticns
were prepared and appeared. Dr. Breuning admitted that he had
done none of the research at the University of Pittsburgh and
attributed it to the Coldwater Regionai Center, the Oakdale
Regional Center, schools in the Chicago area, and various sites

in Illinois.

NIMH Panel's Conclusions

The Panel arrived at the following central conclusion regarding
Dr. Breuning:

It is the unanimous conclusion of the Panel that Stephen E.
Breuning knowingly, willfully, and repeatedly engaged in
misleading and deceptive practices in reporting results of
research supported by or citing Public Health Service grants
MH32206 and MH37449; that he did not carry out the described
research; and that only a few of the experimental subjects
described in publications and progress reports were ever
studied; and that the complex designs and rigorous
methodologies reported were not employed. Dr. Breuning
misrepresented, implicitly or explicitly, the locations

at which research was supposedly conducted. The Panel

did not find credible Dr. Breuning's shifting explanations
as to where the various studies were carried out and his
ultimate contention that many were conducted years before

in the Chicago area. The Panel unanimously concluded, on
the basis of all the facts, that Dr. Stephen E. Breuning

has engaged in serious scientific misconduct.
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The Panel also noted that Dr. Breuning's work '"made a strong
impression on the mental retardation field with a small number
~f publications in which he described well-designed studies that
produced relatively robust and straightforward findings," and
that "Dr. Breuning appears publicly, giving addresses in which
he uses his publications to support his recommendations on social
policy and treatment practices."

Regarding Ms. Vicky Davis, the Panel concluded:

Ms. Davis was first author on two studies, one of which
the Panel found to involve significant irregularities
and the second of which the Panel found not to have been
carried out as described.

The Panel concluded that Ms. Davis did not behave in a scientif-
ically responsible manner in that she either was, or should have
been, aware of improper reporting of data and methods.

The Panel did not investigate other coauthors in depth. The Panel
did note that their interviews revealed a pattern of Dr. Breuning
inducing others, who sometimes had little actual involvement with
the research, into coauthorship; of major coauthors who had not
examined the primary source data, or raw data, for these studies;
and of individuals whose names were added to manuscripts without
their knowledge. The Panel found "no evidence of knowing
participation in scientific misconduct in its limited review of
the activities of other coauthors."

The Panel commended Dr. Sprague for bringing his concerns about
Dr. Breuning's work to the attention of NIMH. They did "question
Dr. Sprague's judgment in uncritically including Dr. Breuning's
publications, on which he was himself not a coauthor, in his
grant progress reports." They also expressed concern about

Dr. Sprague's "failure to adequately oversee the subcontract"

to the University of Pittsburgh.

The Panel concluded that neither university "adequately fulfilled"
its obligation to diligently pursue allegations of scientific
misconduct. While both universities had committees which found
indications of scientific misconduct on Dr. Breuning's part,
neither conclusively pursued these. After NIMH had begun its
investigation, the Department of Psychiatry of the University

of Pittsburgh established another committee which broadened its
charge and conducted an exhaustive review of Dr. Breuning's work
at the university. This committee was commended by the Panel.




NIMH Panel Recommendations

Specific Panel recommendations included:

o debarrment of Dr. Breuning for the maximum period
of time from receiving Public Health Service funds

o referral of grant applications and progress reports
for MH-37449 to the Department of Justice with a
recommendation that prosecution of Dr. Breuning be
considered

o notification of panel findings to the Universities of
Illinois and Pittsburgh, officials at other alleged
research sites, Dr. Breuning's present employer,

Dr. Breuning's coauthors, editors of journals and
publishers of books in which articles reviewed by

the Panel appeared, relevant professional associations,
licensing and certifying bodies, and State agencies
responsible for care of the mentally retarded

o general publication of the Panel findings to counteract
the effect of unpublished research reports

The Panel also made general recommendations concerning responsibility
of coauthors and editors for publications and presentations;
responsibility of principal investigators and grantee institutions;
and procedures for future investigations.
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SUMMARY OF THE ADAMHA ADMINISTRATOR'S
DECISIONS IN RESPONSE TO THE INVESTIGATIVE
REPORT ON DR. STEPHEN E. BREUNING

Recommend to the Secretary, HHS that Dr. Breuning be debarred from
eligibility for HHS financial assistance and contracts for a period of
10 years.

Refer the Panel report, along with grant applications and progress
reports for MH3T449, to the Department of Justice with a
recommendation that prosecution of Dr. Breuning be considered.

Prohibit Dr. Breuning from serving as a member or consultant to any
ADAMHA public advisory group for a ten year period.

Request that NIMH initiate action for recovery of funds under grant
MH3T7449 and under the subcontract to the University of Pittsburgh from
grant MH32206.

Send copies of the Panel's report to the University of Illinois and
University of Pittsburgh calling their attention to the Panel's
observations about their investigations.

Send copies of the Panel's report to Dr. Breuning's current employer,
relevant professional associations and licensing or certifying bodies.
State agencies responsible for the care of the mentally retarded, all
coauthors of Dr. Breuning's publications reviewed in the Panel's
report, Jjournals which published articles mentioned in the report,
organizations of scientists working in the field of mental retardation
and groups representing the mentally retarded.

Provide the Panel's report to reviewing and deciding officials for
their information and consideration in the event that Ms. Vicky Davis
submits a grant application to ADAMHA within the next two years,

Send a copy of the report to Dr. Sprague and notify him of concurrence
with the Panel's expression of concern, as well as their' commendation
for reporting the alleged scientific misconduct.

Recommend issuance of a press release on this report.
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