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Abstract

This article raises questions about the morality and value of experiments conducted mainly on
psychiatric patient-subjects whose mental capacity and judgment are often impaired, making them
incapable of giving informed consent. Its focus is on experimental studies in which psychotic
Symptoms in patients with schiz ~~hrenia have been knowingly exacerbated by suddenly withdrawing
medications that they needed, aw.  nistering known psychosis-producing substances such as L-dopa
and apomorphine, and ignoring the treatment needs of those serving as experimental controls in
placebo studies. Concerns are raised about the draft “Statement of Principles for Ethical Conduct™
by the American College of Neuropsychopharmacology. Questions are also raised about the
adequacy of current safeguards, including federal regulations, peer review, and the trivialization of
“informed consent” by institutional review boards that operate under veils of secrecy. Implications
Jor mental health policy are discussed, and suggestions are imade for improving safeguards and
reducing risks.

Unethical experiments on mental patients have been taking place in the United States for a long
time. They should evoke questions about the scientists conducting them, the administrators permit-
ting them, and the National Institute of Mental Health (NIMH) funding many of them, But becausc
physician-researchers are regarded as holding the keys to medical advance and ultimate cures, the
biomedical research community has been exempted from being held accountable lest such questions
interfere with important research, Dubious experiments, violating fundamental ethical and possibly
legal standards and causing human subjects pain and harm—ofien without their informed consent—
are not, however, what the public should expect from science,

Jay Katz" recently reminded the medical bioethics community that “the oft-invoked moral right
1o engage in human experimentation is itself in need of a thoroughgoing examination, for that right,
which finds its justification in the need (o advance the frontiers of knowledge, can all too readily
obliterate ‘the deepest matters of our morality’ by the ways in which we use human hmngs for our

own purposes.™ -

® Jay Katz, M.D., is the Elizabeth K. Dollard Professor Emeritus of Law, Medicine, and Psychiatry al Yale University
Medical School and the Harvey L. Karp Professional Lecturer [ Law at its Law School. He was a member of the Nativnal
Advisory Committes on Human Radiation Experiments and chaired a subcommittee of the Tuskegee Syphilis Study Ad Hoc
Advisory Panel.

Address correspondence to Vera Hassner Sharav, M.LS., Chair and Cofounder, Citizens for Responrible Care in
Psychistry and Research, 142 West End Ave., Suite 28P, New Yok, NY 10023,
Nathaniel S, Lehrman, M.D.,, is tha former clinical director of the Kingsboco Paychiatric Center, Brooklyn, New York.
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statistic in their research findings” (p. 18)."*

Complaints by two families led the federal OPRR to conduct a lcngthy investigation. OPRR's
report concluded that “the IRB-approved informed consent documents for UCLA's Schizophrenic
Disorders research failed to comply with the requirements of [federal] regulations in that they
omitted certain basic elements required for legally effective informed consent: [they] failed 1o
contain (a) adequate description of the procedures to be followed, (b) adequate description of
reasonably foresecable risks of the research; and (c) adequate disclosure of appropriate alternative
procedures or courses of treatment . . . as required under [federal] regulations.”"” :

Cincinnati: An Unknowing Research “ControP’ Patlent Is Given Apomorphine'*"*

Shalmah Hawkins, a 30-year-old woman on Jithium for 2 years following hospitalization for a
manic-depressive episode, came to the Psychiatric Emergency Room of the Cincinnati General
Hospital in January 1993, seeking help with her racing thoughts, sleeplessness, and overly elevated
mood and needing a psychiatrist to adjust her medication dosage. Having no insurance, she was
admitted to the research ward to take part in a “special study.” Without being informed, she was
assigned (o serve as a "control" in a study designed to study patients with schizophrenia.

Contrary to her clinical need, but required by the rescarch protocol, she was suddenly taken off
all medication for 5 days. Her manic symptoms increased markedly: she became hostile, combative,
confrontational, and, at one point, suicidal. On her filth day, she was given a dose of apomorphine,
a substance known to stimulate psychotic symptoms, and her condition worsened. Even after her
lithium was resumed, her destructive behavior o herself and others continued, and she was placed
in leather restraints for 3 days. Her attomey's legal brief stated that she “was not receiving treatment
or therapy of any kind until lithium was reintroduced. . . . Rather, she was a human guinea pig, an
unwitting subject of an cxperin:zas with neither the intent nor the effect of helping her.”

Maryland: Procrustes Reborn—Fitting the Patient to the Research Program™

After B years of treatment, including four psychiatric hospitalizations for schizophrenia, 26-year-
old Laura Becker was still disturbed, needing a high level of supervision and structure to live in the
community. Hoping for better treatment success, her family brought her to the Maryland Psychiatric
Research Center in the summer of 1987." All of her medications were then stopped for a full year,
“It was a terrible time,” her mother wrote, “and if secing her decompensate to a very psychotic state

_ was distressful to me, imagine how tormenting her symptoms have been for her” (p. 17).

During Laura’s remaining 3, years at the Maryland Center, she was, according to her mother, a
subject in numerous research protocols, not all of them related o her condition. Though she had no
history of epilepsy, she was used in a protocol testing an antiepileptic drug that was not helpful.
Despite her dystonic reaction to Haldol 8 years earlier, she became part of a Haldol double-blind
experiment and once again suflered a painful and frightening reaction to the drug. “For most of her
4'4-year stay at the Center she was, at best, in a constantly agitated state. . . . At times she behaved
aggressively toward both me and her father. She suffered from the severe restlessness of akathesia.
Twice when [ visited hier, she was tied to a chair with sheets, For unexplained reasons, she lost weight
to the point of being gaunt, despite added calories to her dict. There was also a period of

incontinence” (p. 17).®

® The Becker family has heen trying for several years, with their daughter’s permission, but without success and in
violation of Maryland's "sunshine laws.” to oblain her medical records from the Maryland Psychiatric Research Center
(MPRC). Copies of their correspondence with the Director, William T. Carpenter, M.D., and the senior investigator are in
the author’s files.
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Messuring These Studies Against Ethical Stan : '

These studies (and similar experiments) appear not Lo meet the elhical standards set fonlll lll;oll.l:se
Nuremberg Code, the Declaration of Helsinki, the Belmont Reponé:?e C:dc ol‘&idycrﬁcRncaJ;e mc;

ine's ancient ethical axiom, primiom non naccre-rl?usl 0o harm. Why, X .
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gdunic journals? By what ethical or professional standards should neuropsychiatric experimen
with human subjects actally be governed?
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Clinical Applications of Ethics Codes

The Best-Proven Diagnostic and Therapeutic Method

The international ethical requircment lo provide every patient in any medical study “the best
proven diagnostic and therapeutic'method™ means that studies failing to do so are unethical,
Best-proven methods are, however, hard to define in psychiatry. No generally accepted clinical
standards of care exist by which psychiatrists are held accountable for treatment outcomes, including
research, It has becn said that “psychiatry has a phobia about outcome studies. . . . Such information
threatens their practice and the concepts that support it” (p. 1165).2

An essential aspect of that best-proven therapeutic method in every aspect of medicine is a
trusting doctor-patient relationship. According to Kerr L. White, former deputy director for medical
affairs of the Rockefeller Foundation, such a relationship “seems to account for about half of the
benefits associated with medical and other health professions’ ministrations.” That impact is even
greater in psychiatry, a specialty lacking specific treatment modalities such as antibiotics and few
if any accurate diagnostic tools of its own.

For centurics, the heart of effective psychiatric treatment of thc mentally disabled has been
compelent, compassionate counseling: Philippe Pincl's work during the French Revolution,” the
moral treatment American mental hospitals provided during the 19th century,® Adolf Meyer's
psychobiologic approach earlier in this century linking patients’ symptoms to their experiences,”
Henri Baruk's 1978 insistence that Patients Are People Like Us® and this senior author's 1982
report on “Effective Psychotherapy in Chronic Schizophrenia.™

Over the past several decades, however, biological research has replaced patient care at the top
of psychiatry’s value and status hierarchy, largely because of the inordinate influence of the drug
industry, the ubiquitous administrative fragmentation of care,” and the failure of psychoanalysis
(which is erroneously presented by the mass media as the only allemative to drug treatment). The
treatment of schizophrenia in particular has become increasingly medication centered, whereas
the therapeutic counseling that had always been the comerstone of treatment—with or without
medication—has been cither ignored totally or relegated to those lacking the professional skills or
credentials to assume full responsibility for the care of the individual patient. Clinical research
studies have reflected this orientational shi, and the focus of most schizophrenia investigations has
tumed to drug trials and drug-re: ,:2d investigations, Unfortunately for the patients involved—and
in particular violation of the Deciaration of Helsinki—the research aspect of some schizophrenia
drug studies has taken precedence over the well-being of the patient-subjects.

Placebo Research: Questlons Ahnui "l‘h;lr Ethlcs and Sclence

Although refusing to engage in public discussion about the issue, the Food and Drug Adminis-
tration (FDA) promoles drug washouts and placebo control studies as “the gold standard” for
premarketing drug trials.” This policy and the ethics of placebo trials in general were criticized by
two epidemiologists, Rothman' and Michels.” They reasoned that when an accepled treatment for

® The FDA has taken an untenable patition by verbally and unofficially promoting drug washouts and placebo control
drug trial studies when they are contrary tothe interest of patients, There are no writlen regulations requiring such procedures;
none exist for the very gond reason that the requirement Is not legally sanctioned: it Is unethical. The FDA's published
regulations follow ethical standards by allowing “ihe test drug [to be] compared wilh known effective therapy, for example,
where the condition treated is such that no tr or administration of a placehn, would be contrary to the interest of the
pllieul."' Thus it is up to researchers, administrators, and pharmaceutical executives to challenge FDA bureavcrats who
reguire them to conduct drug frials according to protocols that violate ethical standards,

t Kennelh J, Rothman, Ph.D,, is an epidemiologist at the Boston University School of Public Health and the editor of
the journal Epidemiclogy.
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. a disorder already exists, the use of human beings as placebo controls is unethical because they are
denied the benefits of existing “best therapeutic methods,” They also challenged the scientific
validity of placebo studies that, they maintained, provide neither evidence of efficacy—as large
randomized studies do—nor scientific proof that a new treatment is better than “the best” curmrent
one. Thus, they asserted, placebo studies not only violate he ethical principles defined by Helsinki
but fail to provide clinically useful information that will improve patierit care.

Hans Jonas, the late philosopher of religion, called deceiving patients, as in placebo control
studies, intolerable: “Whatever may be said about its ethics in regard to normal subjects, especially
volunteers, it is an outright betrayal of trust in regard to the patient who believes that he is receiving
treatment. . . . The patient is definitely wronged even when not harmed. And ethics apart, the practice
of such deception holds the danger of undermining the faith in the bona fides of treatment, the
beneficial intent of the physician—the very basis of the doctor-paticnt relationship.” The wide-
spread use of placebo control drug studies in schizophrenia—especially because the consequences
for the subjects involved are known to be sometimes severe—represents an abdication of those
doctors’ first duty: to their patients,

Is Informed Consent Adequate?

Since the Nuremberg Code, every code of ethics has mandated that every human being has the
right (o be fully informed about all the potential risks and the alternative treatments available before
giving (or withholding) his or her volunlary consent to serve as aresearch subjecL. Every investigator
is legally and morally required to disclose fully all relevant information that would enable a potential
subject to make an informed decision. The federal regulations mandate that local IRBs approve only
research in which “risks to subjects are minimized, risks o subjects are reasonable in relation to
anticipated benefits, if any, to subjects. . . . In ¢valuating risks und benefits, the IRB should consider
only those risks and benefits thal may result (rom the research. . . . [It] should not consider possible
long-range effects of applying knowledge gained in research."*

Too often signed “informed consent” forms from uncomprehending subjects have been used to
justify experiments contrary (o their best interests. As George J. Annas has pointed out,™* “a leading
medical commentator, Dr. Franz J. Inglefinger, argued . . . that the hospital patient is the most ‘at
risk’ for experimentation, and that the doctrine of informed consent cannot protect patients ade-
quately. . . . Incapacitated and hospitalized because of illness, frightened by strange and impersonal
routines, and fearful for his health and perhaps life, [the patient] is far from exercising a free choice
when the person to whom he anchors all his hopes asks, ‘Say, you wouldn't mind, would you, if you
joined some of the other patients . . . and help us to carry out some very important research we are
doing?" " Among the most vulnerable of all hospitalized patients are those with mental illness,

The late Henry K. Beecher' also pointed out how, “if suitably approached, patients will accede,
on the basis of trust, to about any request their physician may make. Al the same time, every
experienced clinician investigator knows that patients will often submit to inconvenience and some
discomfort . . . but the usual patient will never agree to jeopardize seriously his health or his life for
the sake of ‘science.’ ™ Rothman and Michels strongly disagree that “if patients are fully informed
about the risks of entering a trial and still agree o participale, there is no reason to prevent them
from doing s0." Acknowledging that informed consent is always desirable, they maintain that
“investigators should not put patients in a position in which their health and well-being could be

® Georgo J. Annas, Ph.D., the chair of the Health Law Department, directoc of the Law, Medicine and Ethics Program,
and the Edward R. Utley Professor at Baston Universily Schools of Medicine and Public Health, notes that the Declaration
of Helsinki Is “a more permissive alternative document,” really an datioa to physicians who did not like the
restrictive Nuremberg Code.®

t Heary K. Beecher, M.D., late professor of anesthesiology al Harvard Medical School, was one of the first to examine
the ethics of clinical research in his 1958 graph Experi in Man. His 1966 landmark paper “Ethics and Clinical
Research,” in the New England Journal of Medicine, is a classic.
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compromised, even if the paticnts agree. . . . Despite the best efforts (o inform paticnts, they will
rarely if ever be as well informed about their treatment options as their physicians.”

Annas maintains that “informed consent is a necessary, but not sufficient, condition for legitimate
human-experimentation, A carcful review of the science comes first.”™ And Robent A. Destro,
professor of law and former member of the U.S. Commission on Civil Rights, states that, “as applied
to persons with mental disabilities, the law of informed consent makes it clear that those consents,
by patients whose very capacity to make judgments is in question, cannot be trusted. The burden of
defending them rests on the persons who were charged with the duty to obtain them."”

lan Chalmers, head of the Oxford U K. Cochrane Center, part of a multinational collaboration to
prepare, maintain, and disseminate systematic reviews of randomized clinical trials, calls informed
consent “'a fiction,” pointing out that “paticnts in placebo-controlled trials are rarely if ever told
clearly that there already exists an accepted treatment for their condition, and the risks of not getting
il are not accentuated.” If they were, he says, “they wouldn’t go into the trials,”* Placebo studies
violate the same principles that the Tuskegee Syphilis Study did: they fail to disclose all relevant
information or provide the best treatment available.

Katz states, “In 1972, 1 believed that the requirement of informed consent could serve as ‘the
primary means for implementing the abstract nolion of self-determination,” and that it expmssed

*socicty’s desire to respect each individual’s autonomy and his right to make choices conceming his
life." . .. This has not happencd. . . . The informed consent requirements set forth in the federal
regulations on human research do not adequately address the moral issues that deserve consideration
whenever human beings serve as means for the ends of others.”! A paticnt’s fundamental concems
as a rescarch subject involve not only his or her rights but, even more important, his or her welfare.

Although signed informed consent forms continue to be presented by IRBs as an important aspect
of their decisions to approve research protocols, Katz points out how the “low level of visibility" of
local IRBs, coupled with the absence of any requircment to publish their decisions, “hampers efforts
to evaluate . . . [and] prevents the public at large from reacting to, whal is being done for the sake
of the advancement of science.”” Annas is more blunt: “IRBs as currently constituted do not protect
research subjects but rather protect the institution and the institution's investigator” (p. 331).* One
reason is that IRBs are currently made up almost enlirely of representatives of the researchers, often
from the same institution, Rarcly do patient-subjects have representatives on such boards.

Practice Guideline for Trentment of Patients
With Schizophrenla: An APA Work in Progress"

An American Psychiatric Association (APA) work group has spent several years formulating a
“Practice Guideline for Treatment of Patients with Schizophrenia.” The immense current value and
importance of its Junc 1994 draft needs to be quoted now, rather than waiting until the APA finally
publishes it (now supposzdly in the spring of 1997). According to the draft Guideline, 60% of acute
schizophrenia patients will impx; vz substantially with psychotropic drugs, but 40% will continue
to exhibit psychotic symptoms (p. 25). It recognizes the need for a “supportive psychiatric manage-
ment approach,” stating that “whenever possible, treatment should involve an active collaboration
with patients using an intcgrated approach with appropriate pharmacological, psychotherapeutic . .
[and] rehabilitative intcrventions . . . titrated to the paticnt’s responsc” (p. 11). “The consensus is
that continuity of carc with a therapist who engages ina collaborative, non-authoritarian relationship
will facilitate treatment and encourage the development of a therapeutic alliance. This alliance forms
the foundation upon which treatment is conducted” (p. 9).

A recent meta-analysis of outcome studics over the past hundred years* reveals that the results
for patients diagnosed with schizophrenia have worsened over the past 20, during which time the
treatment focus has shifted almost entirely to drugs. Wyatt acknowledges that “in recent years, a
number of studies have demonstrated that a combined program of neuroleptic administration . . .
and stress-reducing psychotherapy decreases the incidence of relapse in patients with schizophrenia™
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(p. 347).” Thus the APA Guideline strongly advocates a supportive integrated approach, urging
psychiatrists o form “a therapeutic alliance” with patients and families to deal with problems such
as “noncompliance,” a serious difficully caused largely by the severe extrapyramidal side effects
(EPS)* occurring in 70% of patients on neuroleplic drugs. Improving side effects is “a challenge to
patient-clinician collaboration™"'—labeling patients as noncompliant is inaccurate and clinically
unhelpful (pp. 38, 97). .

This supponts this senior author's long-held belief that such patients do recover and become
productive citizens when they become active participants in their own treatment with a compelent,
responsible psychiatrist who belps them acquire techniques for reducing symploms, avoiding their
recurrence, and coping with life and stress—within an administrative treatment framework that
fosters continuity of care.’"? Based on years of professional experience as a psychiatrist in state
hospitals, including 5% years as the clinical director of one of the largest, and on his own 1963 1o
1964 experience as a hospitalized patient with schizophrenia, he has concluded that schizophrenia
patients should not be subjects in research without being provided with compeient psychotherapy

as a central componeni of treaiment.

Sudden “Experimental” Neuroleptic Withdrawal:
Ethical and Scientific Questions

No One Questioned the Practice

A host of experimental studies has been reported over the years in which patients with schizo- ]

phrenia have been subjecled to sudden medication withdrawal (drug washout), often followed by
placebo, despite the considerable risk of relapsc these procedures produce. Such studies not only
interfere with clinical treatment but often cause serious and even imreversible harm,®

Scrutiny of the professional literature shows that many of these studies were apparently carried
out in disregard of their known impact on their patient-subjects, Ethical issues regarding patient-
subjects’ welfare do not appear to have been of any concem whatsoever in these studies, a conclusion
based on the fact that the topic was not ever discussed in the professional psychiatric literature,

The failure of the psychiatric research community, of organized psychiatry itself, and, most
important, of the National Institute of Mental Health (which funds many of these washout and
induced relapse investigations) to recognize their questionable ethics, and their stony silence about
the harm these studies often cause, reveals their lack of concem for the pain and suffering of
psychiatrically impaired subjects—the patients they have swom (o care for, It also reveals the
complete lack of both accountability and enforcement mechanisms.

Medla Listen When Familles Blow the Whistle

Not until relatives of affected patient-subjects brought their concems to the mass media and the
courts**—after being rebuffed by both the profession and the govemmental agencies overseeing and
funding these studies—did the profession and agencies begin to question the ethics of such research.
They did not really begin paying attention until the media exposed the nature of certain peer-
approved, publicly funded psychiatric experiments that harmed patients'"'***** and OPRR's report
of informed consent violations had been publicized.”

Shamoo and Irving’s article' first raised concems about the lack of accountability in research
using persons with mental illness. The first comprehensive: published discussion of the ethics of
such studics appeared in the March 1994 issue of the Journal of the California Alliance for Mentally
1ll, “Ethics in Neurobiological Research with Human Subjec*s,” which was coedited by this junior
author.® In it, 30 prominent and diverse contributors examined various aspects of these issues.
Shamoo assembled more than 40 published studies involving 2,482 patients in which “relapse is
cither part of the design or an expected consequence,”” Of this group, “some 940 relapsed, and . ...
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233 of the relapsed patients dropped out of the study.” i i
y." A scientist and the father of a son with mental
illness, he then asked, “for whose benefit has the patient undergone pain and suffering?, .. Is ﬁ;:ne

detailed presentation of his fina. s, submitted in 1994, finally appeared in 1996,%
The March 1995 issue of the Archives of General Psychiairy published a cogglﬁl;mhcnsivc review
by Gilbert et al. of 66 studies of medication withdrawal between 1958 and 1993, involving 4,365
chlr;mic schizophrenia patients.” They found that “the mean cumulativé relapse rate was 53% in
patients withdmw:n from neuroleptic therapy and 16% in those maintained on iL."” The review was
II::lowed I;ny ; ::'cs orl;:dxpl;: o';cmmcntaﬂes and a final response by its authors, They, and most of
comm ag t t difT i icati
nolee withdrawn from patients wigsnchiwp?l:ncica.m e e
ut, as Baldessarini and Viguera pointed out in one of the commentaries, *
of much or-al.l of a maintenance psychopharmacologic treatment carries S:Is ;xl{:s:l:iﬁe?crm;e:::cl
symplqmauc emﬂm'llon or relapse within several months. ., . An excess of relapse following rapid
g;ug ';:tl:dmwal may .mﬂau: d:jlg vs. no drug comparisons.”* They also noted from Gilberi's ofvn
ab:: : ; . the r:iu“e :lrldnscontinumg the neuroleptic drug may matter, Among 46 studies, 33 involved
. Pt discontinuation (less than 14 days and usually 1 day) and 13 involved more gradual
scontinuation (2 weeks to 2 months), The Proportion of patients relapsing per month was threefold
Elmm after abrupt discontinuation of treatment. This finding is consistent with previous observa-
ons conceming a!‘)mpt vs. gradual discontinuation of lithium in bipolar . , , disorders.” This
skewing of Gilbert's te!z_zpse rate by abrupt withdrawal alone—itself a poor clinical tru.nunml
stralegy—means that their results are not scientifically valid measures of whether patien
without medication. . i
Although such high-risk, nontherapeutic medication withdrawal experimen
sd:l}npbruﬂawmn!l approved by local IRBs and by the NIMH (which mw mﬁ;‘apn?lu pet?;:ht:

such co:'le. And the knowledge gained from these poorly designed studies ncither assists these
pa:dcnls treatment nor tells us whether, or for how long, psychotropic drug treatment is really
ne na;: Srludles that exacerbate symptoms and cause patients with schizophrenia the pain of relapse
are therefore both unethical and, because they are poorly designed, scientifically unsound, As

Baldessarini pointed out, they f:
T rell;;sc. y fail 1o Lake into statistical account the effect of abrupt termination in

Induced Schizophrenia Relapse

deow can physicians conduct research on patients knowing that these experiments are likely 1o
. uce relapse and its Eainl’ul consequences? Hundert, physician-cthicist at Harvard's McLean
: m'?l' .sug%su that mcnl:dn'is sometimes spurred by motivations baser than a desire to help '
e pl:‘n ;nﬂd \;lmns lhanlmfocmz should “never, by any means, confer a ‘veritable carte blanche
ical researchers.” For decades, the sudden withdrawal of medication f;
with schizophrenia has been recogriized as in itself causin . i e Dkt
) zed as | g relapse, as in, for example, Denber’
'(‘:'?hﬁez ‘:;I:tbook gulaplfr on 'l‘ranc!umm in Psychiatry"* and Baldesserini’s (1978) chapter m:
—— “waapymh;g“ .:: lh?;egﬂi;e: i, a}nh?ut;g::cn critic of psychotropic drug overuse, placed a
inz of his » Toxic Psychiatry, that “psychiatri
become dangerous when discontinued too abru, l s D
ply. . . . Most have addictive qualities and ’
produce withdrawal symptoms that are emotionally and physically distressing and sometimes I:I:?

threatening. . . . Stoppin iatri
e guidnnccl."ﬂ' g psychiatric drugs should usually he done gradually, and only with
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Jeste et al.'s final response W the commentaries on their review points oul once again that
“withdrawal of treatment with antipsycholic medications, especially an abrupt one, carries a high
risk of psychotic relapse in schizophrenia patients. There is liule justification for repeated prolonged
withdrawals of medications in chronic schizophrenia patients. . . . A very gradual and well-monitored
reduction in neuroleptic dosage lo the lowesl effective mainlenance level can be achieved in a
substantial proportion of palients without precipitating relapse.” They conclude (as do the APA
Practice Guidelines) that “a slow taper to the lowest efTective dosage may be the preferred strategy
in many patients."*

Schizophrenia relapse has also been induced by psychosis-producing substances such as am-
phetamine, apomorphine, L-dopa, and PCP in patients and nonpatients.*+*** Since the early 1970s,
despite the high likelihood of inducing schizophrenia relapse, these drugs have been repeatedly
administered experimentally to patients with schizophrenia—primarily at Veterans Administration
hospitals, Yet even substance-induced relapse studies, which are clearly intended to cause patient-
subjects symptom exacerbation, thus contradicting every clinical and ethical standard, have not been
challenged by peer review or NIMH. Although there is no evidence that such studies have improved
patient reatment, undeniable evidence such as presented here shows that they have undermined
it.3%4# Nevertheless, relapse-producing studies are defended by psychiatric investigators as bene-
fiting “neuroscience.”

An independent investigation by a national commission is therefore needed o eva.luale_the
consequences of the prevailing, mostly secret, low-profile research approval process and: pa.m'cu-
larly, the absence of enforcement mechanisms. Responsibility for such research, especially invasive,
high-risk studies on severely impaired psychiatric subjects, must not be allowed to remain confined

lo a “Iratemity of silence” whose interests often conflict with, or even oppose, those of their .

vulncrable patient-subjects.

The Serious Potentlal Consequences of Psychotic Relapse

The serious, potentially long-lerm consequences of psychotic relapse, especially when produced
by sudden medication withdrawal, were pointed out in Wyall's comprehiensive survey of the
literature: "There is evidence that stable schizopbrenic patients whose neuroleptics are discontinued
and have relapses may have a difficult time retuming to their previous level of function. ... Ifa
patient did relapse, the relapse was much more severe in the ncuroleptic-discontinuation than in the
newroleptic-maintenance group."* The group off drugs “had more antisocial behavior, more self-
injury and required more compulsory admissions.""’

Wyatt also defined some of the neglected ethical aspects of harm to subjects from sudden-
withdrawal studies: such “discontinuation studies raise the question of whether allowing an
individual to have repealed psychotic relapses causes loss of function beyond the time of the
exacerbation of the psychosis itsell. . . . While it is far from clear what kind of scar prolonged or
repeated psychoses might leave . . . there is ample evidence that some patients have structural brain
changes as seen on pneumoencephalograms, and compuler tomographic and_magn:r.ic resonance
imaging scans. . . . While psychosis is undoubtedly demoralizing and stigmatizing, it may also be
biologically toxic."™ _

. More recently, Greden and Tendon, discussing psychotic' relapse wilh increased paranoia,

disorganizalion, and agilation, pointed out thal it is “accompanied by major short-term negative
consequences, especially impaired self-care, increased risk of aggressive behavior and harm to
others, increased likelihood of hospitalization or legal confinement with atiendant psychosocial and
financial costs, increased risk of suicide and severe disruption of the lives of the patient and family.
Since repeated withdrawals of pharmacologic treatment do contribute to more relapses . . . it is
critical that clinicians scek (o minimize relapse potential."*

The obligation to minimize relapse polential should therefore also apply to research with
patient-subjects if the research is to be considered ethical. All involved patients must therefore be
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|
treated in accordance with the best-proven therapeutic method availablc—especially when patient-
subjects are exposed repeatedly to the possibility of relapse.

Responsible Medication l.leduclluu

A “gradual and well-monitored” medication reduction procedure, as part of a treatment method-
ology in which therapeutic counseling played a central role, was described in 1982 by this senior
author’' That method is almost identical to titration reduction, regularly used medically for
medications such as steroids. Dosage reduction produces increased emotionality and the emergence
of some of the patient's earli- interpersonal and intrapsychic problems. But because that reduction
is slow, the newly increased I * of emotional intensity will also be relatively small and, therefore,
manageable with therapeutic counseling. The patient’s active involvement in medication reduction,
as well as in his or her overall treatment, contrasts sharply with the passivity conceming both
treatment and drug reduction characterizing most research studies that withhold information from
the patient, thereby undermining his or her confidence in Lreatment.

“Science” Versus Treatment

The Inevitable Conflict Between Patlent Care and Detached, “ObJective’ Research

Research “divorced from clinical practice . . . runs the risk of being uninformed by the real
phenomena that the clinician, family member and recipient struggle with daily. The reductio ad
absurdum , , . is a research endeavor that follows its own internal logic (i.e. lo generate publications
and receive research grants) but which Is, in fact, insensitive to the real Issues” of the palients.*
Inducing “experimental” relapse in stabilized patients with schizophrenia is cruel and inhumane:
the significantly high rate of relapse in the studies cited here suggests that patent treatment was
subordinated to the goal of collecting research data, thus rendering these studies uncthical, As Irving -
cautions, “Individuals with mental illness suffer enough as it is. They should not be farther
burdened—and personally harmed—by taking part in hasic experimental rescarch which is for the
greater good of society, or for the greater good of future psychiatric patients, or for the advancement
of scicntific knowdedge,""*

Katz refers to an “endemic moral tension” between two conflicting moral values: the advancement
of knowledge for the benefit of society and the requirement of protecting the inviolability of human
research subjects: “The recent revelations about the radiation experiments conducted by govem-
mental agencies and the medical profession once again confront us with the human and societal
costs of too relentless a pursuit of knowledge at the expense of moral values. If this is a price worth
paying, society should be forced to make these difficult moral choices in bright sunlightand through
the regulatory process that constantly sirives to articulate, confront and delimit the costs” (p, 14).7

The American College of Neuropsychopharmacology’s Position®

The American College of Neuropsychopharmacology (ACNP) takes a very different view,
Disregarding cthical codes since Nuremberg and defying federal law, its recent draft “Statement of
Principles of Ethical Conduct for Neuropsychopharmacologic Research in Human Subjects” places
its members® interests ahead of the welfare of the disabled patients it uses as subjects by maintaining
that, "although minimizing risk relative to benefit is a goal of rescarch, the unceriainty regarding
the outcome of the rescarch makes the precise estimation of the risk difficult at the outset of aresearch
study. . . . Notwithstanding the substantial benefit 1o socicty derived from neuropsychopharma-

* Dianne N. Irving, Ph.D., formerly  research binchemist at the Nations! Instirwtes of Health and the National Cancer
Institule, is now an associate professor of the histoey of philosophy and ethics at the DeSales School of Theology in
Washington, DC.
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cologic rescarch, another societal interest that must be considered is the welfare of each research
subject. This must be viewed in the context of the risk that will occur in the absence of scientific
progress. . . . It should be emphasized that advances in medical research with subsequent benefit to
sociely are impossible without individual risk” (pp. 1-4).%

The attitude conveyed in the ACNP “Statement of Principles' aboul the steps needed to ensure
the safety of their subjects whose mental faculties are severely impaired seems quite cavalier and
disturbing. Many of these patients' ability to comprehend and 'to make reasoned chioices is often
compromised and can thus be easily exploited. ACNP's insistence that “in experimentation it is
impossible to predetermine the exact scope of the risks. . . . The existence of this uncentainty and
. » . the limits of knowledge conceming the experiment should not itself be a cause for abandoning
the research” contradicts the Declaration of Helsinki's principles that “physicians should abstain
from engaging in research projects involving human subjccts unless they are satisfied that the
hazards involved are believed 1o be predictable” and should “be prepared to terminate the experiment
if ‘continuation is likely to result in injury . . . to the experimental subject’ " (I, 7; emphasis added).
What then is adequate “cause” to the ACNP for “abandoning the research?"

Even more striking in these ACNP “Principles” is a profound contradiction of the fundamental
American principle that everyone has the equal right “to life, liberty and the pursuit of happiness.”
The ACNPclaims instead that “all persons living in society have a moral responsibility o participate
in efforis to promote and contribule to the present and future welfare of that society. Research is one
of those obligations” (p. 3, emphasis added).

Such an outrageous claim would radically alter the accepted moral values of our society: it could
never be defended by ACNP within the larger academic communily. If brought before the general
public, such a radical claim would be rejected; no one has an obligation of any kind (o participate
in any kind of research.

Suchan ideology of an elite corps of neuropsychiatric researchers who conduct experiments “with
investigational agents that affect the brain, and/or Lhe peripheral nervous system, and behavior” on
mentally impaired persons, and who are currently in an unchallenged position to implement that
ideology, raises profound moral questions. Before ACNP members apply these “Principles” to
human subjects, certain fundamental questions must first be publicly examined in light of the
“Principles” and their implications: is society prepared to consign special groups for “selection,”
whose members are then to assume “individual risks" for the sake of “scientific progress . ..
advances of medical research . . . or the future welfare of society?" Who has the moral or legal
authority to determine who will “select” these human research subjects? Can society entrust its
mentally impaired, powerless cilizens to rescarchers whose “Principles of Ethical Conduct” disre-
gard and contradict established national and intemational leg  “nd ethical norms?

This “Statement of Principles,” from an organization whosc membership (by invitation only)
eschews open discussion, reveals a most disquieting premise: that the value of its members' research
transcends the value of individual persons—particularly those who are severely impaired mentally,
lack competence, and consequently cannot exercise rational autonomy. ACNP makes the self-
serving but unsupportable assertion that itls members® “significant contributions to human welfare™
entitle them (o be authorized evaluators of the risk/benefit ratios acceptable in experiments on others.
But these researchers' evaluation of risks is made both in the proclaimed context of potential “future
scientific benefits” and in the unacknowledged context of their own personal current benefits. That
conflict of interest should disqualify them from making decisions about the real “individual risks”

* palients are expected Lo assume for the “subsequent benefit for society.” What “risks and sacrifices”
are ACNP members prepared (o make personally to attain that “present and future welfare of
society"?

Furthermore, contrary to legal informed consent requirements, ACNP researchers claim that they
may “deceive the subject conceming the nature of the experimental intervention” (pp. 2, 12). This
would even further legitimatize the devaluation of persons who - ~: mentally impaired to nonhuman
status. Irving wams that “if this 'logic’ is pushed, then the nicitally ill (including those with
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schizophrenia), Alzheimer's and Parkinson's patients, drug addicts, alcoholics, elc. could easily be
rendered ‘non-persons’ (00 (which did in fact happen in Nazi Germany)."* The Nazis first reduced
people with mental illness to the status of nonpersons and had them “voluntarily” sterilized while
developing on such institutionalized patients the technology of gassing, which they first applied to
such patients and then to millions of others.**™

Response of the Profession and Public Oversight Agencies

Attempts to Suppress Discussion

Free and open exchange of ideas is the hallmark of scientific freedom in a democratic society.
The psychiatric research community has, for the most part, shunned open debate about its practices
and impact on patient-subjects, When questioned about the ethics of relapse experiments, NIMH
has denied any problems. ACNP has attempled o suppress public discussion: a week before the
January 1995 “First Annual Conference on Ethics in Neurobiological Research with Human
Subjects” in Baltimore,”*" ACNP president David Kupfer advised ACNP participants that “it is
inappropriate for ACNP to support or participate in the Baltimore Ethics Conference . . . chaired by
Dr, Shamoo.”" Publication of the latter's paper criticizing the ethics of medication washoul studies
was then suddenly withheld,™*

Following the publication of the March 1995 issue of the Archives of General Psychiatry, "%
the senior author of this article and others submilted letters criticizing the NIMH for funding, and
thereby condoning, unethical psychiatric research. The editor's response ignoced the ethical issues
and instead reaffirmed the need for more studies; no letters of criticism were published.

The OPRR’s Findings and Self-Contradlctory Concluslons

OPRR's report crilicized UCLA's IRB for approving Lhe protocols that “omilted certain basic
elements required for legally effective informed consent,” faulted its protocols for failing to provide
adequale safeguards, and found the practice of “whiting out” records unacceptable."'? Despite these
and other violations, the agency, in what appears to be a contradiction of its own findings, concluded
that the research was “scientifically and ethically justifiable."

UCLA continues to deny OPRR's findings and its own responsibility: responding to the report,
“UCLA declined to implement OPRR's recommendation to conlact former subjects, ciling concem
that ‘they might experience needless alarm' and . . . were already aware of thelr individuglized
relapse/exacerbation experiences on and/or off medication.™” Thus UCLA (like Mount Sinai/Bronx
VAZ®) asserts that exposing patients to relapse is acceptable, but waming them of the possibility of
relapse is not, This specious position represents an attempt to avoid compliance with ethical and
legal requirements for full disclosure, hiding from patient-subjects the nature and inherent risks of
the experiments, Only after OPRR's final report on the UCLA study was released and questions

* Memorandum from D.J. Kupfer, M.D., the president of ACNP, to membérs of the Balumars coaference organizing
commitiee, December 29, 1994, in the suthor's file.

t Alune 9, 1994, letter from Margaret Docrier, the managing editor of the Journal of Clinical Ethics, informed De. Adil
Shamoo that his articls “Inteationally Causing Relapss: Breakdown in Ethics” had been accepted for publicatioa. Galley
proofs for publication in the winter 1994 Lssus accompanied an Oclober 21, 1994, letter 10 him from Melissa Maxfiold,
managing editor, Early in November 1994, a telephons call from the edilor-in-chief, Edmund G. Howe, M.D., .D., advised
Dr. Shamoo that the article had been widely circulated in masuscript form and that because of pressure from an vanamed
investigator and threats against the publisher, it would not be published in the winter issus (Jeitezs and galloy pﬂuu‘l inthe
authors files). The article appeared under a different title in the Cambridge Quamﬂy of Health Care Elhics.

3 mOPRRnpmdumbulwopnwmhumabuhtuuml studies.\? The first, “Developmenta] Processes in
Schizophrenic Disorders,” required a fixed dose of depot-Prolixine, The secund, “Double-Blind Drug Cross-Over and
Withdrawal of Neuroleptics in Remitted, Receal-Onsct Schizophrenia,” involved medication wilhdrawal,
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were ralsed in the media did NIMH even begin to consider the subject; a year later, it offered a
research grant for a project on “Informed Consent in Clinical Mental Health Research.”
An Unsanctioned Proposition

Neuropsychiatric researchers justify their noncompliance with ethical standards requiring full
disclosure of risks by claiming that there are “moral imperatives of medical research with human
subjects™™ and implying that these imperatives supersede accepted ethical standards, What “moral
imperatives”™ have Americans sanctioned or agreed on? Certainly not the supremacy of research “for
the good of future generations™ ranking above an individual’s right to dignity and autonomy. Despite
OPRR’s crilical report, the psychiatric research community has continued to deny any ethical
problems while shielding their colleagues (and their own questionable studies) with their silence,
Indeed, some of its leaders rallid to UCLA's defense and even attempted o intimidate those
complaining about such experiments,” Because there has been no acknowledgment of the need to
reform the safeguards for vulnerable patient-subjects of psychiatric research, the issues have not
been resolved, and a cloud hangs ovet much of psychiatric résearch.

The Presumed Aliruism of Patients With Mental Illness

Frederick Goodwin, M.D., a former director of NIMH, dismisses concems for the welfare of
psychiatric patients in research by claiming that serving as research subjects may indeed be their
most important contribution to society: “We must not allow appropriate protections to obscure the
fact that, more oftén than not, participation in research is a remarkably positive experience for
patients, For many, résearch participation affords the first opportunity in their experience of illness
(0 see the possibility that some good may be derived from their illness, For many subjects, the
knowledge that their participation will help others who have the same or other mental disorders is
a cause for increased—and justified—~self-esteem.”™

At the 1995 Baltimore Ethics Conference, Goodwin, Kane, and Carpenter claimed that “an
exquisite degree of cooperation exists between investigator, subject and often their families” and
arpued that full disclosure and enforcement of true informed consent would interfere unnecessarily
with the “opportunity . . . to help others.”" But Katz questions that claim’s authenticity, stating that
“such cooperation . . . cannot be presumed,” and, “if it exists 4t all, it must be grounded in a prior
explicit mutual understanding of the competing interests that bring the parties together” (p. 5).7

Disclosure of Risks Confllcts With Researchers’ Interests

Researchers fear that full disclosure of the risks involved would dissuade prospective subjects
from consenting to participate. Thus fear of losing a readily available pool of uninformed, and
therefore willing, subjects underlies the rescarchers’ efforts to evade such required disclosure: A
fundamental yet unacknowledged conflict of interests consequently permeates the entire research
enterprise. Medical rescarchers have a tremendous stake in the highly profitable and competitive
medical research establishment that, they fear, would be compromised by enforcing the Helsinki

® Dr. Carpenter, the director of the MPRC, publicly attempted at the January 1995 Baltimore ethics conference to
intimidsie Mrs. Janice Becker, whose critical account of her daughter’s 414 years as a patient-subject there is described
earlier.2 In a Januery 5, 1996, etter 1o Dan E. Welsburd, the editor and publishes of the Joumal of the California Alliance
for the Mentally I1l, Dr, Carpenter questioned his ntegrity and mada false allogations concerning two editorial decisions
telating to the “Ethies in Neurobiological Research™ isrue.®® Weisburd’s response of February 14, 1996, affirms the
authenticity of her account, cites articles witten by Carpenter about the experiments she described, and clarifies why UCLA's
»gide™ of ils schizophrenis relapee project war not published: it attomeys forbade it (fetters are in the author's files).

1 John M, Kane, M.D., a professor of psychistry at Albent Einstein College of Medicine and the chairman of the
depariment of psychiairy at Hillside Hospital-Long Island Jewish Medical Center.
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standards. Given the reality of this existing conflicl of interests, Katz sees it as all the more important
for the potential subject o be better protected and more [ully informed than is customary about the
risks of subordinating his or her own therapeutic interests and becoming a subject in an experimental
research protocol that offers no direct benefit,

‘The Professlon Continues to Ignore the Consequences of Relapse “Experlments’

In August 1995, the Archives of General Psychiatry published a paper by Van Kammen et al,,
“Behavioral vs. Biochemical Prediction of Clinical Stability Following Haloperidol Withdrawal in -
Schizophrenia."™ The paper was accepted on March 29—after publication of the “Neuroleptic’
Withdrawal in Schizophrenia” papers in March 1995." This “experiment” involved 88 male veterans
with chronic schizophrenia who had been stabilized in the community bul were admitted to the
hospital for 8 to 10 weeks solely for the study. Their medications were imumediately discontinued
and replaced by Haldol for 2 to 4 weeks; they were then subjected to painful lumbar puncture and
retained in the hospital without medication for at least 6 more weeks to see who would relapse, The
paper does not state how many did.

The investigators hoped that examination of spinal fluid and of observed behavioral changes
immediately afler medication withdrawal would enable them (o predict the likelihood of relapse.
But such attempts (o reduce experimental investigations of psychiatric patients to painful techno-
logical tinkering seriously ignore both the'inherent dignity of each patient and the proper role of the
physician in the doctor-patient relationship. The investigators’ admission that “many patients
in the prodromal phase do not share emerging psychotic symptoms with therapists” demonstrates
the consequence of these physicians' detached mode of dealing with their patient-subjects. Fifty of these
human beings had been subjects in these investigalors' earlier government-funded studies. In this
sludy, they were again denied the “best diagnostic and therapeutic method” (11, 3)" and again put at
substantial risk of relapse, without being offered any personal benefit, The researchers indicate that
they plan to conduct similar relapse prediction studies,

The Archives® editorial comment on this paper, wrilten as though the questions raised in its
March issue never existed, says its authors “produced a belter prediction rate” from their research,
implying that'similar reports on “identifying patients at increased relapse risk due to medication
non-compliance” would be welcomed (p. 619).¥ The ethics of continuing (o expose patients o
relapse from sudden medication withdrawal is thus ignored by the profession. If and whether the
agonies sulfered by those individuals who were pul through unnecessary experimental relapse
improved their care or other patients’ care or even provided any general scientific knowledge remain
unclear, The only obvious beneficiaries are the researchers and the drug companies on whose behall
many of these studies were conducted.

Drug Researchers Exaggerate the Frequency of Relapse Without Medlcatlon

Pharmaceutical companies have grealy influenced the nature of psychiatric research and reat-
ment; yel contrary lo the inflated claims of neurapsychopharmacologists, whose financial interests
are closely entwined with the indusury's, these efforts have yet o show evidence of significant
improved treatment outcomes for patients.

Although most clinical psychiatric research involves drugs, an accepted part of the treatment of
schizophrenia and other disorders, drugs do not represent the entire treatment needs of individuals
suffering from that illness. The efficacy of drugs and the alleged total failure of all other treatment
before and without them have been greally overstated over Lhe years, especially when anew drug

5 S 7
* Inconirast, Nancy Andreasen, M.D., Ph.D., the editor of the Awnerican Journal of Psychiatry, announced in the fall of
1994 that AJP would no longer accept research reports without detailed information about proper infarmed consent
pmcedu:u.” 4 '
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is marketed. These inflated expectations have produced misguided mental health policies, resulting
in overall therapeutic neglect and poor treatment outcomes, A meta-analysis of the literature over
the past 100 years reveals a weighted average improvement of 40% in patients with schizophrenia
followed up for 10 or more years—aboul 48% improved in the 1960s and 1970s. However, despite
our highly publicized, alleged treatment advances, only 38% have improved in the 1990s.?

The implications of cument high relapse rates, reported as 60% to 90% among first-episode
patients with schizophrenia after medication withdrawal, must therefore be examined more closely.®
A S-year follow-up of all first admissions to the New York State Hospital system in 1943 (not
mentioned in the meta-analysis and before the advent of psychotropic drugs) revealed that 44% of
patients with schizophrenia were not readmitted after discharge (56% of the cohort relapsed or
remained hospitalized)." Similarly, in 1950, Hillside Hospital's 4-year follow-up of patients
diagnosed with schizophrenia found that 52% did not need readmission; 48% had relapsed and
needed rehospitalization.*™ The data contradicts claims such as Angrist’s that “a diagnosis of
schizophrenia in the pre-neuroleptic era was equivalent to being told that one would probably spend
the remainder of one's life in a state hospital.”™* Such claims also ignore the fact that today patients
with schizophrenia seem (o relapse and require rehospitalization much more frequently than their
predecessors did.

Too many clinicians and researchers have shifted their primary, sometimes their entire, focus to
the short-term effects of new drugs, even to the point of paying little attention to how those drugs
are administered after hospital discharge, and their long-term effects on patients—thus obscuring
the worsening care patients are receiving. In many cases, they now get no aftercare at all.” Much
of Wyatt's 60% to 90% relapse rate represents induced relapses from abrupt medication withdrawal
by “noncompliant” patients who distrust their doctors, Praising the efficacy of medications on the
basis of poor clinical practices that lead to relapse is therefore not scientifically valid. And abrupt
medication withdrawa), under all but emergency circumstances, is highly unethical,

Implications for Mental Health Policy and Administration

Nontherapeutic drug washouts and placebo control studies, in which the condilions of paticnts
with schizophrenia have been aggravated, have become alarmingly widespread in psychiatric
research. This failure of some neuropsychiatric research to comply with biomedical ethical stan-
dards, by placing the acquisition of scientific data ahead of the welfare of patient-subjects, should
fead mental health policy makers and administrators to reevaluate how they exercise their authority
to ensure that the welfare of patients at their institutions is not undermined. After all, the primary
reason for the existence of mental health facilities is to provide care to their patients: research at
such facilities should be important only insofar as it either benefits them directly or indirectly while
causing them no harm.

When treatment is the primary focus of a psychiatrist’s relationship with his or her patient-
subjects, he or she works with them, and research findings are regarded as products of experimental
treatnent; the clinician®s primary concem then remains, as it should be, the patient’s welfare, When,
however, patient care is subordinated to the needs of research, the experiment becomes the (eam's
primary focus, patients become mere subjects of studies, and doctors experiment on them. When
treatment needs thus take a backseat, patient-subjects are at risk of not receiving the best-proven
diagnostic and therapeutic method. Such “treatment” can, in fact, be in many ways antithetical, if
not antagonistic, to the individual patient-subject’s well-being. Professional treatment standards for
patients with schizophrenia were defined in the APA “Practice Guideline.” It is the responsibility of
administrators to ensure that those standards are met for all patients—particularly those participating
in research, either as subjects or as controls,
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IRBs and the Triviallzatlon of “Informed Consent"

America’s current low-profile institutional process for approving, overseeing, and evaluating
rescarch places responsibility entirely on IRBs for such experiments on vulnerable patients with
mental impairments. [RBs, composed mostly of medical researchers, represent the interests of and
are primarily concerned with scientific research rather than patient-subjects’ welfare, It is therefore
not surprising Lhat these boards, whose members are those wilh the grealest interest in conducting
research, have approved protocols that place vulnerable subjects with mental impairments at high
risk of harm, IRBs have routinely approved pharmaceutical company-funded experimental studies
requiring nontherapeutic drug washouts and placebo control trials that have exacerbated painful
psychotic symptoms and schizophrenia relapse. In so doing, they have failed to safeguard these
patients’ welfare,

Since Nuremberg, the right not to be used in medical research unless one personally gives
“voluntary, competent, informed, and comprehending consent” has been every human being's
explicit right. But signed consent forms, which IRBs routinely accept, do not prove a study’s
legitimacy, its ethical standards, or ils scientific value. Nor are they sufficient evidence that patients
have given truly informed consent as required by law, This is particularly obvious when “informed
consent” from noncomprehending, cognitively impaired patients has been submitted and accepted.
IRB members usually ask few probing questions for fear of “embarrassing" colleagues who may sil
on grant-awarding committees, :

The composition of [IRBs must consequently be restructured o include independent patient
representatives and members of the community lo ensure adequate safeguards for patients’ welfare
and genuine ethical compliance, Chief administrators must exercise their authority and establish
accountable review mechanisms that will examine research proposals to ensure that each study has
at least the potential of benefiting the patients involved without posing serious risk of harm.
Administrators must ensure that the research tail does not wag the therapeutic dog; they must not
allow palient care at their institutions to be compromised by serving solely or primarily the interests
of investigators who, too often, bave unacknowledged financial conflicts of interest.

As a civilized society, policy makers have a moral responsibility o ensure that our vulnerable
citizens—including psychiatric patients—are not conscripled as guinea pigs into high-risk,
nontherapeutic experimental research solely “for the sake of scientific progress.” In particular,
decisions affecting patient-subjects’ rights and welfare cannot remain the exclusive domain of a
self-appointed “fratemity of silence,” the American College of Neuropsychopharmacology, whose
““Statement of Principles of Ethical Conduct” itself raises grave ethical concems. These “principles”
serve only to legitimatize ACNP's dubious utilitarian ethic that gives this elite group permission to
impose on people with mental illness a publicly unsanctioned “moral responsibility.””” How long
will it take before mental health policy makers and administrators intervene on behalf of this
vulnerable patient population, whose disabled condition renders them defenseless as human beings
but highly desirable as research subjects?

® Afler submitting this paper for publication, ths authors oblained a ;r.py of a laler version of ACNP's “Sustemeat of
Principles” as “approved by Council and the membership in Feb., 1996." It Is curreatly under further tevision. This version,
prepared after newropsychiatric research with human subjects had coms under inisase public arilicism, s liberally sprinkled
with statements designed (o show concern with subjects’ wellare (e.g., “rescarchers have a responsibility Lo society to prolect
the welfare of each subject . . . risk can and should be minimized by safeguards lo study design™) but remains silent about
implementation mechaniymu, resisting any independeat evalualion or ovetsight that would indeed protect thoss subjects.
Thus ACNP continues to claim its right (o apply a diffesent standard of informed coasent and full disclosurs of risks (o its
psychistrically impaired humaa subjects whom, it maintains, “it is possible (o decelve.” Funthermore, ACNF's repetition of
the earlier caution agalnstusing the “Sialement of Principles” “retrospectively o jud ge reacarch conducted prior toits adoption
by the ACNP” suggests that such research had indecd been conducted without a framework of ethical standards, and a major
reason for issuing the new “Principles” was the protection of the researchers being criticized.
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Families, ethicists, and lawyers are questioning the ethics, scientific legitimacy, and high risks
of these improper experiments and demanding accountability for harmful outcomes from the
institutions involved, The facts cannot be eradicated with “white-out” or remain hidden; the ethical
implications of dubious neuropsychiatric experiments—which were published and should have
raised questions long ago in the psychiatric community and public oversight agencies—are still not
being examined. e -

The Cotrts Intervene'>"

The failure of policy makers and psychiatric researchers to set guidelines limiting research on
mentally impaired persons has led the courts to place limits on experiments involving persons with
psychiatric impairments, including children, who cannot give informed consent. In a landmark case
(TD v. NYS OMH), New York State Supreme Court Justice Edward Greenfield opened his decision
by stating, “The mere mention of experimental medical research on incapacitated human beings—
the mentally ill, the profoundly retarded and minor children—summons up visceral reactions with
recollections of the brutal Nazi experimentation with helpless subjects in concentration camps, and
elicits shudders of revulsion when paralicls are suggested. Even without the planned brutality, we
have had deplorable instances of overreaching medical research in this country."*

Greenfield ruled on February 28, 1995, that the Stats Office of Mental Health (NYS OMH) lacked
authority to authorize “surrogate” approvals for nontherapeutic research involving institutionalized
human beings incapable of giving informed consent and struck down as “invalid and unenforceable™
OMH's regulations permitting such approvals. On March 20, 1995, the court ordered a halt to all
such "non-therapeutic, greater-than-minimal-risk experiments on incapable patients based on sur-
rogate consent” and ordered NYS OMH to “withdraw all patients who are subjects of research
without lawful authority . . . [and] to notify in wriling each patient withdrawn from research, or the
legally authorized guardian . . . that the patient was a subject of research without legal authorization.”
OMH was enjoined “from conducting all non-federally funded research until , . . OMH complics

with the state’s Public Health Law [and] . . . from conducting research on patients deemed incapable
of consenting to the research, "%

New York's appcal for an automatic stay, which is almost always granted, was denied.* New
York Lawyers for the Public Interest, the plaintifls’ attorneys, explained that the “appeals court ook
the rare step of lifting the stay—a strong showing of the court's concem for the irrcparable harm
faced by the patients, as well as an endorsement of the likelihood that the plaintiffs would win the
appeal,”™ When NYS OMH continued these experiments, plaintffs moved to hold the state in
contempl. On January 18, 1996, the court ordered the state to “cease . . . all non-therapeutic . .,
experiments on incapable patients” in state-licensed facilities.

Without specific reference to the Declaration of Helsinki, the Court followed its standards by
defining therapeutic research as “research [that] . . . holds out a prospect of direct benefit that is
important to the health or well-being of the patient, is available only in the context of research . . .
[and is] in the subject’s best interest.™* Overall, the decision could have affecied 400 psychiatric
cxperiments that had been approved and about $52 million worth of research overseen by OMH.
Under pressure by the press and the plaintiffs’ attomeys, OMH admiited that about 100 individuals,
85 of them children, have been affected by the January order.” Similar cases are now before other
courts: in Houston, Texas, a state district judge has issued a temporary restraining order barring any
research on involuntarily commiited psychiatric patients at Harris County Psychiatric Center, which
is operated by the University of Texas.”

As medical ethicist, David Thomasma cautions, “For those who are vulnerable in a modem
scientific society, greater care must be taken for their vulnerability. . . . The only research that can
ethically be conducted on the neurobiologically impaired is that which either benefits them dircctly,
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or benefits the class of such beings directl -
very mild risk."™" i ¥, themselves only indirectly, but poses either no or only

Suggested Gulidelines for Mental Health Administrators

Mental health administrators must ensure that research with i
_ . mentally impaired persons is moral
and ethical, professional responsibilities are clearly defined, and adequate safeguards t
and implemented. These include the following: g ' e g i

1. Explicitrecognition of the codified national and international ethical Code,
) - standards—the Nuremberg
mm‘;r::&h:&?_??um lthodeofF:deanudﬂau—an&ingM
ey e e unlary, competent, informed and comprehendin g consent” may noi
* “adequale preparation [be taken) o L the experi j i
ﬁi‘hﬂiﬁu ol'}njury. o wnf'e& perimental subject against even the remoie
. interests of science and society should never take precedence considerations
t"?.leu well-b;h‘]; of the subject” (Helsinki, IT1, 4); s P
* "the potential benefits, bazards and discomfort [of the proposed should i
the advantages of the best current diagnostic and therapeutic m [wit:‘]‘ ::ged .ugf—u
mcludmg- those of a control group if any—being assured of the best proven dia nﬁﬁc and
5 S ullhlerlpeuuc_ mc(li;m:l" (Helsinki, 11, 2), "
cral law requires local institutions to formulate and implement panded regulations
I}'pa?em wilh mental nnpairm'mlf who arc especially w.lnuuphle o lbe:u and u';l‘omdnn b':;:::;
cir dependency on and availability at public institutions and clinics. That federal requirement must
be implemented to provide the added safeguards needed by this population, similar to thoss mandated
2 I e i o T
i guidelines ures must be i i
4 ;an ol vy k‘.lpmm . ':lus cslablished to reducs risk of harm and to ensure
. Patient representalives on IRB t be i i i
) ::: S e s mus l.“km:::xluded whenever they consider rescarch involving subjects
g eral requirements for full disclosure of risks, includi ibili relapse j
s drug-related mh disclosed in the Physicians' Desk Rcftnncnc‘. nﬁtﬁtﬂt&dﬂ iy
ki Ind:peu?de?f clinicians not mfciued with the institution must evaluate palient-subjects’ competency
to provide “informed consent,” observe the obtaining of theso consents, and monitor these subj s f
the duration of the study to ensure their conlinued consenl, g

7. The process of oblaining informed consent and disclosure of risks should be v

8. Mechanisms for follow-up monitoring and care for at i
completing the sludy and thoss who dgmp out, mu:: bul:;::m" ookt nloc s
9. Disclosure of funding sources for the sludy on consent forms must be required.

A Legacy of Shame

The psychiatric community's blind eye and deaf ear (o ethical violat
cc ons by some of its membe
should make administrators even more aware of the urgency fcu'impm\rlngenI'f;ﬂ:enu:mmet:l\:a.nisms|s
o %mtéct human subjects of psychiatric research from exploitation.
r.Ewen n was one of the world's most honored rists; i
. Camero ne psychiatrists; president of the Ameri
Canadian, and World Ps¥d1ch Associations, he became notorious for his 1950s "deptugmnunc::;
[and other] dangerous, bizarre, intrusive experiments, [which were] often performed with no iegard
ror_lhe t\fe[!'m of the human subject.”™* Rubenstein,’ an altomey who represented Cameron's
pauent-victims, points out that “fhe remarkable aspeci of the research is that it was all published in

* David C. Thomasma, Ph.D.; Fr. Michael L English, 5.J., a profeasor of
. O = medical ethica la and the director
meniu' < u“ﬁu;ms ml..nrda University Chicago Medical Ceater. ¥ el
con - Rubenstein, the executive director of the Bazzloa Ceater for wyers
for the victims of Cameron’s experiments in litigation against the CIA. ,‘W’mw e
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major journals and . . . presented before sophisticated professional audiences. And yet, no one said
a word about informed consent, possible harm to patients, potential conflicts between Cameron's
research agenda and the necds of the people who came to him for ordinary help." Further evidence
of psychiatry’s lack of self-discipline and penchant for “convincing” patients to undergo radical

“treatments” are the more than 50,000 lobotomies performed in this country.” Has nothing been
leamed since? L

If, in today’s climate of suspicion and frustration, publicly funded institutions fail (0 address these
issues forthrightly, they will lose public support, and their administrators will be held accountable
for whatever experimental research Is conducted at their facilities.””" When the public learns that
public funds have supported unethical experimentation, causing unnecessary pain and suffering to
disabled citizens while withholding effective treatment from them, it is unlikely to be tolerant. The
mere mention of Dr. Henry Foster's minimal involvement in the Tuskegee Syphilis Study disquali-
fied him from consideration for a Cabinet position, Mental health administrators may be called on
to defend publicly before couris of law the research activities at their institutions and, like the
now-discredited tobacco company magnates, may even be called before congressional investigative

hearings to explain their personal roles in human rights violations in their own facilities.”
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‘The Belmont Report (1979)"

Revelations in 1973 about the Tuskegee Syphilis Study* outraged the American public. Its outcry
led Congress (o create in 1974 the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Research, whose recommendations, embodied in the Belmont Report,
laid the foundation for American ethical standards in research with human subjects.® Its recommen-
dations led to (1) the adoption of a federal policy for the protection of human subjects, (2) the
adoption of federal regulations to protect human subjects in federally supported research, (3) the
establishment of the federal OPRR lo ensure compliance with the policy, and (4) the establishment
of local IRBs,

The Belmont Report identified especially vulnerable groups for whom it recommended special
federal protections—disadvantaged Blacks, mentally disabled patients—especially the institution-
allzed—prisoners, and children.® The Report recognized that “owing to their ready availability in
setlings where research is conducted,” these groups may, for “administrative convenience,” be
sought as subjects for research (p. B), It therefore stated that, “given their dependent status and their
frequently compromised capacity for free consent, they should be protected.”

The Code of Federal Regulations (CFR, 1985, revised 1991)"

Title 45 of the Code of Federal Regulations, Part 46, sets forth federal policy for the protection
of human subjects and provides regulations for implementing that policy. Although the CFR
recognizes persons with mental disabilities as a vulnerable group, as well as children, prisoners,
pregnant women,'® and economically or educationally deprived persons—all of whom need
additional safeguards—none of these safeguards has been adopted for their protection, even though
the other vulnerable groups have received them.* That additional layer of protection, to compensate .
for their special vulnerability to exploitation—which their dependence and administrative availabil-
ity make relatively easy—has been withheld as “the result in large part of opposition from researchers
on mental disorders, who claimed that the populations in question were no more vulnerable than
.most persons with severe medical disorders and that the suggested limitations would seriously
restrict research on mental disorders.”!™

The federal government thus has left policies and procedures goveming experimental studies
involving people with mental illness, and their welfare as well, largely to local IRBs.” But members
of local IRBs are mostly medical researchers, often from the same instilution, representing the
interests of and being primarily concemed with scientific research rather than patient-subjects’
welfare. In essence, people with mental illness have been lefl to be protected by those with the
greatest interest in using them as research subjects; this government-approved protocol thus has
assigned the fox to guard the chickens,
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