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Discontinuing Psychotropic Medications

Introduction
In this article, we argue that the detection of relapse 
in “relapse-prevention” randomized controlled tri-
als (RCTs) of prescribed psychotropic drugs is 
confounded by the withdrawal effects of these 
drugs, which confers on them an unjustified advan-
tage over inert placebo. Withdrawal confounding 
touches at the heart of psychopharmacological effi-
cacy: in a 2003 systematic review of 31 longer-term 
trials (cited more than 1000 times), which con-
cluded that continuing antidepressant treatment 
halved the risk of relapse compared with placebo,1 

the authors cautioned that because included stud-
ies “unavoidably ... necessitated” discontinuing 
some patients from active treatment and giving 
them placebos, “the risk of relapse or recurrence 
might be increased by a direct quasi-pharmacolog-
ical response to the withdrawal of medication per se 
rather than the relapse or recurrence being solely 
due to the underlying disorder” (p. 660). Yet, 
researchers and regulators such as the United 
States Food and Drug Administration (FDA) 
have so far ignored withdrawal confounding or 
accepted its occurrence, and strategies to exploit 
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its occurrence, as normal science. While future 
studies could greatly reduce the risk of withdrawal 
confounding, it is but one sign of a broader dys-
function in the pre-market approval process of psy-
chotropic drugs, which, in its final phase, relies on 
RCTs.

The drug approval process aims to determine a 
prescribed psychoactive drug’s efficacy to treat a 
mental disorder. The italicized words mean, respec-
tively, that the drugs have potentially dangerous 
uses and are expected to be used under some 
medical supervision, and that their therapeutic 
benefits and risks will be assessed formally in rela-
tion to target conditions that justify using or mar-
keting the drugs. These formal processes differ 
from those where people informally decide 
whether and how psychoactive drugs alleviate 
personal distress (e.g., help them sleep after suf-
fering a loss) and affect them more generally (e.g., 
alter their consciousness). Most adults have con-
ducted such evaluations regarding some psycho-
active drug(s), and their experiences strengthen 
assumptions about drug effects that clash with the 
sort of evidence RCTs are designed to produce.2,3 
The assumptions are that desirable (therapeutic) 
and undesirable (adverse) effects of psychotropic 
drugs, including withdrawal effects, are complex 
and variable in human beings. The complexity is 
definitional: substances that affect the central 
nervous system and alter thinking, feeling, and 
behaving probably vary in their effects (in degree 
and kind) across individuals, within individuals, 
and over time.

However, recent tests have not found evidence 
that the intended effects of antipsychotics and 
antidepressants – hypothesized and quantified as 
changes in outcome measures (numerical symp-
tom rating scores) – vary from patient to patient.4,5 
We believe the tests are hamstrung by the out-
come measures, which must narrow the possible 
range of experiences with psychotropic drugs in 
order to detect a drug effect on a presumed dis-
crete disease entity. Yet, how to interpret the 
meaning of symptom reduction on a rating scale is 
far from self-evident, given the general muting of 
the patient’s voice in RCTs.6 While measures of 
“patient reported outcomes” exist, they are not 
yet prominently incorporated as primary out-
comes in psychopharmacology RCTs, and, by 
relying on standardization and quantification to 
establish reliability and validity, may fail to fully 
capture the person’s experience. Therefore, while 
the RCT might well help to determine whether a 

given psychoactive drug can demonstrate statisti-
cally to a regulatory agency “a positive effect on 
some area of concern, some proportion of the 
time”,7 the RCT is ill-suited to determine whether 
that drug taken for long periods safely helps peo-
ple overcome or palliate distress, and even less 
suited to determine how else the drug might affect 
people as they go about their lives, and to help 
them decide whether to continue taking or cease 
taking the drug.

Psychopharmacology RCTs exist within several 
interwoven contexts, three of which unequivo-
cally shape the purposes of these experiments. 
First, biopsychiatry, especially in America, has 
committed itself to viewing any serious human 
distress that does not remit easily as an idiopathic 
somatic disease. Despite countless critiques and 
acknowledgements of failure to validate this 
view,8–10 the commitment remains unwavering. 
Second, the pharmaceutical industry dominates 
the testing of psychiatric drugs by funding it 
directly and indirectly, while controlling most dis-
tribution channels for drug information.8,11 Calls 
to shift funding of clinical trials to primarily pub-
lic sources have generally fallen on deaf ears,12 
despite the existence of the third context: an ever-
growing proportion of adults (about 1 in 5) and 
children (about 1 in 10) taking, most for the long 
term, psychopharmaceuticals prescribed to them 
by physicians.13,14 Thousands of psychopharma-
cology RCTs with “positive” results have been 
published in medical journals. Yet, according to 
the former head of the world’s largest government 
funder of mental health research, there has been, 
over the past decades at the population level, “no 
evidence of reduced morbidity or mortality from 
any mental illness” (p. 129)15 – no reduced occur-
rence, no shortened episodes, no less frequent 
relapses, no increased life expectancy, no fewer 
suicides.

Psychotropic drug discontinuation and 
withdrawal effects
The word “withdrawal” has long been used to 
characterize symptoms that appear after stopping 
a prescribed centrally active or psychotropic drug 
and are attributed to the actions of the drug.16 The 
alternative word “discontinuation” was promoted 
by the pharmaceutical industry to ensure that 
selective serotonin reuptake inhibitors (SSRIs) 
were not seen by physicians and the public as 
addictive,17–19 but reports of contemporary RCTs 
use both words interchangeably; “withdrawal” is 
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more common in studies of benzodiazepines and 
stimulants, “discontinuation” in studies of anti
depressants and antipsychotics.20 To reduce ambi-
guity, distinguishing between the action of reducing 
or stopping a drug (discontinuation) and the ensu-
ing signs, symptoms and experiences (withdrawal) 
seems appropriate.

Relative to intended (therapeutic) drug effects, with-
drawal phenomena have been under-researched.21 
Some drug class-specific descriptions exist, but 
no consensus definition of the physiological and 
psychological phenomena that may follow dose-
reducing or stopping prescribed psychotropics 
has emerged, excepting those in successive edi-
tions of the Diagnostic and Statistical Manual of 
Mental Disorders.22 This is likely because (1) 
complaints similar to withdrawal reactions some-
times precede the prescription, thus challenging 
the idea that drugs cause such reactions, and (2) 
mainstream discourse for decades has portrayed 
psychiatric drugs as conventional medical reme-
dies that target physical abnormalities rather than 
as psychoactive drugs with “diverse, diffuse, and 
variable effects on mental life regardless of why 
they are used”.6,23 Efforts to separate prescribed 
psychoactive drugs and their users from their 
illicit but similar counterparts intensified periodi-
cally, along with peaks in the War on Drugs and 
concerns over addiction to illicit substances.24

Nonetheless, withdrawal phenomena are well-known  
in medicine and defined in medical dictionaries as 
responses or reactions to the cessation or reduc-
tion of a substance,25,26 implying a causal relation-
ship. The American Society of Addiction Medicine 
defines withdrawal syndrome as “the onset of a 
predictable constellation of signs and symptoms 
following the abrupt discontinuation of, or rapid 
reduction in, the dose of a psychoactive sub-
stance”.27 This definition, while useful, may be 
limited by its emphasis on the first appearance 
(onset) of symptoms and on abrupt discontinua-
tion. Regarding SSRIs and antipsychotics, 
Chouinard and colleagues distinguished between 
onset, duration, outcome, and symptoms of four 
types of drug withdrawal28,29: new withdrawal syn-
dromes and new rebound syndromes (both linked 
to plausible drug effects on neurotransmitter sys-
tems); persistent post-withdrawal disorders; and 
relapse (recurrence) of the original distress. The 
inclusion of persistent post-withdrawal disorders – 
which comprise earlier conceptions of tardive or 
protracted withdrawal reactions, iatrogenic stress 
syndromes, and new or unusual presentations of 

previous symptoms – is an important and belated 
recognition in mainstream psychiatry of the com-
plexity and reach of withdrawal phenomena.30–33

This complexity and reach was long recognized in 
lay user groups, especially on websites that offered 
information, guidance, and taper schedules for 
discontinuing benzodiazepines, antidepressants, 
and antipsychotics.34–37 Until very recently, the 
multiplicity and ingenuity of lay and non-medical 
perspectives around discontinuing psychotropic 
drugs to accommodate the user’s preferences, and 
detailed descriptions of the range of withdrawal 
reactions, contrasted with the dearth of discus-
sions in the psychiatric literature. This may be due 
partly to the observed emphasis in lay users’ 
descriptions, compared with professional descrip-
tions of drug effects, of “greater context and situ-
ational examples of how effects may manifest in 
various combinations and to varying degrees”.38 
In any case, simply reading first-person accounts 
from disparate users who state that withdrawing 
from an antidepressant was “definitely the most 
unpleasant experience of my life” or “the most 
painful, miserable, and trying experience of my 
life” should alert anyone that even mild with-
drawal symptoms could confound any assessment 
of “relapse” in a clinical trial.39,40

Body, behavior, and environment during 
withdrawal
Withdrawal effects fit within conceptions of 
body–drug interactions as tending to adaptation 
and homeostasis. The neurobiological mode of 
action of psychotropic drugs remains conceived 
primarily as the alteration of synaptic neurotrans-
mission by interacting directly, at least initially, 
with cell membrane-embedded or -associated 
molecules.10,41 Drugs alter presynaptic neurons to 
prompt the release or inhibition of neurotrans-
mitters, they alter postsynaptic neurons by affect-
ing neurotransmitters’ binding to receptors, and 
they alter neurotransmitter reuptake processes 
and the synthesis of enzymes and receptors and 
other proteins. Each alteration elicits opposing or 
compensatory reactions, such as accumulation or 
depletion of receptors and enzymes, and decreases 
and increases in levels of associated neurotrans-
mitters. Downstream effects within hours, days, 
and months extend these alterations to gene 
expression and transcription and to other neuro-
transmitter systems, and their ensuing opposi-
tional or compensatory reactions. These responses 
are believed to allow a certain homeostasis so that 
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the organism continues to function within a nor-
mal range despite the presence of the drug – 
though it may be, as Galen believed, that a drug 
ultimately “masters the forces of the body” 
(p. 11).42 When the drug is removed, the responses 
overshoot and the homeostasis is disturbed, lead-
ing to the psychobiological discomforts called 
withdrawal symptoms or syndromes.28,43–46 In 
sum, “withdrawal effects are part of the pharma-
cology of a drug”.47

However, psychological and social-interpersonal 
factors, not necessarily reducible to neurobiology, 
contribute. They may involve players other than 
the individual who ingests the drug, such as 
groups of people who exchange ideas. The nocebo 
effect, or the deterioration of outcomes due to 
negative expectations, would play a part in with-
drawal through verbal suggestions, previous expe-
riences, and vicarious learning or observation.48 
As inferred from animal studies, anticipation of 
withdrawal symptoms, and other environmental 
cues, may create dysphoria, which is difficult to 
distinguish from, and may compound, a drug-
induced effect.49 Incomplete or misleading infor-
mation given to a patient, such as denial that 
withdrawal effects could occur, can thwart that 
individual’s ability to interpret and address such 
symptoms.39,40 In discontinuation RCTs, atti-
tudes and behavior of study personnel and clini-
cal attendants are sometimes reported to have 
important effects on the outcomes of (especially 
institutionalized) patients’ discontinuations.20 
First-person accounts also suggest that the eco-
nomic ability to suspend one’s usual duties may 
determine the success of discontinuation.50 
Knowledge on psychosocial contributions (“set” 
and “setting”) to prescribed drug effects is not 
fully organized,51 and rarely do RCTs comple-
ment their findings with direct evaluations of 
treatments by participants in their own words. 
Still, like Ashton and colleagues, we entertain that 
psychosocial factors help to produce “the greatest 
variability, and unpredictability, in discontinua-
tion/withdrawal syndromes ... changes which may 
be unique to each individual” (p. 297).52

Finally, Baldessarini and Tondo point out that no 
iatrogenic complications associated with discon-
tinuing drugs are measured in a recent epidemio-
logical study of the course of mental disorder 
(which focuses on the likelihood of being diag-
nosed with a second mental disorder once a first 
has been diagnosed).21 They and others imply 
that the “natural course of psychiatric illness” has 

been modified as a result of widespread long-term 
use and repeated discontinuations of psycho-
tropic drugs,53 including by most subjects enter-
ing a drug trial in developed countries. Their 
comment acutely raises the question of the ubiq-
uity of “persistent post-withdrawal” effects.

Biases and misconceptions in 
psychopharmacology RCTs
After decades atop the hierarchy of evidentiary 
rigor in biomedicine and other fields, the place 
and reach of the RCT is being re-evaluated,54 
especially its distancing from prior knowledge in 
psychopharmacology, such as single-case studies, 
cross-over studies, observational studies, patient 
narratives, and history of ideas about how treat-
ments work.55 Outside this “cumulative science,” 
an RCT cannot stand alone.

Before turning to the specific case that withdrawal 
confounding and its disguise might exist, we 
emphasize that nearly every strategy potentially 
favoring the tested drug is built into the design of 
conventional psychopharmacology RCTs.56–61 
Across different drug classes and treated condi-
tions, a list of these strategies includes:

•• Not recruiting random samples, but rather 
convenience samples, of the defined popu-
lations of interest;

•• Not recruiting normal volunteers in phase I 
and II studies to assess psychoactive effects 
that could account for the outcomes of 
interest in later studies;

•• Excluding individuals likely to be pre-
scribed drugs in practice, especially those 
with the most disabling problems most 
likely to justify the prescription of drugs in 
the real world;

•• Excluding individuals with histories of non-
response to drug treatment and individuals 
who respond positively to placebo and/or 
drug discontinuation during a trial’s wash-
out phase;

•• Assuming that the somatic disease homogene-
ity (which justifies randomization to treatment 
groups) holds where participants meet diag-
nostic criteria lacking any biological marker 
detectable in an individual participant;

•• Unknown reliance on professional patients;
•• Short trial duration compared with real-

world duration of drug use;
•• Allowing polypharmacy (typically benzodi-

azepines to induce sleep or reduce agitation 
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and antiparkinsonians to manage extrapy-
ramidal symptoms) though trials are pre-
sented as tests of one drug;

•• Employing high doses and unusual sched-
ules of comparator drugs;

•• Rarely using active placebos;
•• Rarely testing for penetration of the blind;
•• Using symptom (outcome) scales sensitive 

to sedative drug effects or otherwise plagued 
with validity problems;

•• Relying on clinician-rated rather than self-
report scales;

•• Making and reifying arbitrary distinctions 
between “responders” and “non-respond-
ers” to study drugs;

•• Employing definitions of “relapse” not 
reflecting indicators of a clinically signifi-
cant relapse;

•• Obtaining information about unwanted 
effects from spontaneous patient comments 
rather than pointed questioning;

•• Classifying and reporting unwanted effects 
obtusely;

•• Not investigating patients’ post-treatment 
ratings or the persistence of drug effects.

In addition to the above recruitment and design 
strategies, publication or reporting biases further 
inflate efficacy estimates of tested drugs:62–66

•• selective publication of entire trials or of 
undesirable outcomes within trials, and 
switching trial outcomes from originally 
stated primary outcomes;

•• describing safety assessments with one-
quarter the number of words used to 
describe efficacy assessments;

•• duplicate or multiple publication; and
•• unattributed authorship (ghostwriting).

Arguably, these strategies turn the average psy-
chopharmacology RCT into a collection of con-
trived tests and interpretations ill-suited to guide 
real-life decisions by clinicians and their patients. 
This impression is reinforced when examining 
how published reports of RCTs address discon-
tinuing drugs from participants and assessing 
withdrawal effects.

The relapse-prevention RCT: origins, uses, 
and biases
Four main types of trials (Table 1) intentionally 
discontinue tested psychotropic drugs from 

participants as the key feature of the trial’s 
design.20 Relapse prevention RCTs are one of 
these types and our critique does not apply 
equally to all. First proposed in 1975 by Janssen 
Pharmaceutica researchers as a way of avoiding 
undue placebo treatment”,67 they typically start 
with an open-label period of about 4–12 weeks’ 
duration in which all participants are given the 
trial drug and assessed for response to this drug 
(a threshold score on a symptom-rating scale); 
and a second phase in which non-responders are 
removed from the trial and responders are rand-
omized to either continue on the same drug 
(maintenance, of varying length) or be switched 
to placebo. Maintenance and placebo groups are 
then compared at the study’s end on the same 
scale; if the maintenance group fares better on 
average than the placebo group, the drug is said 
to “prevent relapse.”

Ghaemi and Selker argue that relapse-prevention 
RCTs are tautological in what they purport to 
measure: participants who respond to drugs in the 
first phase of the trial are assessed for response to 
drugs in the second phase (i.e. the predictor and 
the outcome are the same),68 which by itself would 
make results “invariably positive.” In another 
analysis, Hengartner remarks that scientific evi-
dence for long-term antidepressant treatment 
rests “almost exclusively” on relapse-prevention 
trials and also observes “unequivocally positive” 
results of such trials.69

The advantages of the relapse-prevention design 
for non-curative drugs having smallish effects rela-
tive to placebo stand out: randomization is applied 
to a highly selected sample (no placebo respond-
ers, no noncompliers, no victims of serious adverse 
events) after an open-label period where dosages 
have been optimized. Earlier observers of this 
design also noted that it overestimated efficacy 
and underestimated long-term toxicity,70,71 but its 
first applications in psychopharmacology were to 
determine whether a significant withdrawal syn-
drome occurred upon abrupt discontinuation of 
benzodiazepines and lithium.72,73

We found only a few original trials over the last 
30 years that investigated whether withdrawal 
could present as relapse and was difficult to 
distinguish from relapse.74–76 Evaluating the 
conflicting evidence for antidepressants’ long-
term effectiveness, Hengartner concluded that 
“there is substantial withdrawal confounding in 
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discontinuation trials, which renders their findings 
uninterpretable” (p. 1).69 

In previous work systematically reviewing 80 dis-
continuation RCTs published since 2000,20 70% 
with industry funding or participation, we found 
that, in most RCTs, most of the difference in 
relapse rates between drug-continued and drug-
discontinued groups occurred soon after discon-
tinuation,77 when withdrawal symptoms are most 
likely to occur. We identified several flaws in these 
trials.

Ignoring washout
Washout or placebo lead-in refers to discontinu-
ing trial participants a few days before the trial 
commences from any drugs taken to ensure a 
clean slate that avoids carry-over effects. With 
washout, participants in a relapse-prevention 
trial might undergo two separate discontinua-
tions with two sets of potential withdrawal reac-
tions. We found that 26.25% of trials reported a 
washout, with another 20% not reporting one 
despite being otherwise similar in design and 
funding source. Almost no information was given 
on how many participants underwent washout or 
how they might have been affected. Washout 
might extend the influence and confound of 
withdrawal phenomena to any psychiatric drug 
trial design that employs it.

Not attending to the possibility of a withdrawal 
confound
As Deaton and Cartwright state in their analysis of 
the validity of RCTs, “warrant is required that 
there are no significant post-randomization corre-
lates with the treatment” (p. 9).54 If withdrawal 
effects arising post-randomization correlate signifi-
cantly with outcomes in the group assigned to 
discontinuation, obviously the trial should acknowl-
edge this possibility or test it. Searching for signs of 
this attention, we found that over half of discon-
tinuation RCTs showed basic awareness (i.e., brief 
mention that the drug class might be associated 
with withdrawal), and 42% included a measure of 
withdrawal symptoms distinct from extrapyramidal 
symptoms, but only 13% mentioned that with-
drawal might resemble relapse or confound its 
assessment, and 6% attempted to analyze or 
account for such a possible confound.

Discontinuing abruptly
We found that nearly 78% of RCTs employed 
either abrupt (same-day) discontinuations or 
rapid tapers (under 1 month). Trials of antide-
pressants and stimulants typically employed 
abrupt or rapid tapers, trials of antipsychotics 
occasionally, but those of benzodiazepines never 
did. Consensus exists that abrupt discontinua-
tions are more likely than slower (over 1 month) 
methods to induce withdrawal, and to do so 

Table 1.  Four main types of randomized drug discontinuation designs.

Study type Rationale Aim Design characteristics

Relapse-
prevention

Drug efficacy and safety 
require evaluation.

Use discontinuation to infer 
conclusions about a drug’s 
efficacy in preventing 
recurrence of a disorder.

Drug responders during open-label 
treatment are randomly assigned to 
continuation or discontinuation groups, 
whose average outcome scores are 
compared at study’s end.

Successful 
discontinuation

Long-term drug use produces 
harm and withdrawal 
symptoms, and non-drug 
alternatives are safer.

Help patients discontinue a 
drug and remain off it.

Long-term drug-treated patients are 
assigned into groups employing different 
discontinuation strategies, whose success 
is determined at study’s end.

Practicality of 
discontinuation

Long-term drug use produces 
harm, and discontinuation 
might help.

Determine practicality of 
drug-free management.

Long-term drug-treated patients are 
assigned to continuation or discontinuation 
groups and followed for months while 
functioning is assessed, then compared.

Architecture of 
withdrawal

Drug withdrawal syndromes 
are not well known.

Describe withdrawal 
symptoms and syndromes.

A drug is discontinued, and ensuing 
symptoms are noted and related to the 
discontinuation strategy and patient 
characteristics.

Adapted from Cohen and Recalt.20
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more severely,28,78 even if more time may not 
eliminate all withdrawal risk.79 The prevalence of 
abrupt or rapid discontinuations is staggering not 
only considering the risk of biasing study results, 
but in light of ethical imperatives in medicine 
and in human subject research to do no harm.

Not attending to the social environment
Surveys and first-person accounts of withdrawal 
difficulties emphasize support from physicians, 
therapists, and other people in helping discon-
tinue psychotropic drugs taken for years.80 
Looking only at non relapse-prevention RCTs 
(i.e., 29 RCTs testing strategies to help individ-
uals discontinue from drugs and stay off them, 
or examining whether drug-free management of 
certain dependent or institutionalized individu-
als might be safe, see Table 1), we observed that 
12 did acknowledge environmental, attitudinal, 
or interpersonal factors – but only two formally 
assessed them.81,82 This deficit hints at the lack 
of relevance to real-world circumstances even of 
discontinuation trials that do not exploit with-
drawal difficulties.

Providing insufficient data to re-analyze 
outcomes
A vast amount of information is generated in 
clinical trials that is not described in their pub-
lished journal reports.83,84 Of the 80 discontinua-
tion RCTs we reviewed, 85% variously lacked 
basic information about symptom scores, meas-
ures of variability for those scores at important 
points throughout each trial, information about 
blinding and concealment of treatment alloca-
tion; washout; environmental factors; rationales 
for specific discontinuation procedures; and 
whether other psychotropics were concomitantly 
prescribed during discontinuation.20,77 This care-
lessness constitutes another threat to the stand-
ing of RCTs as “gold standard” research 
methods; assessing RCTs solely by the data 
included in journal articles is like judging an ice-
berg only by what we see above the waterline.85

Suggestions for current trial methodology
Current conventional study designs can account 
for the risk of withdrawal confounding, first by 
replacing the abrupt switch to placebo at the start 
of a randomized discontinuation phase with a slow 
medication taper of meaningful duration. Some 
theoretical justification for any discontinuation 

procedure(s) must be given. In our systematic 
review, we found that 67% of 77 discontinuation 
RCTs (including 78% of 23 employing abrupt 
discontinuation) offered none. The hyperbolic 
dose-receptor occupancy relationship is one such 
justification.86

Active placebos (substances that mimic some 
mild, usually physical, effects of the tested drugs) 
have long been considered a way to raise the bar 
for tested drugs,56 but have disappeared from 
modern efficacy trials in psychiatry, remaining in 
neurology pain trials. The main argument raised 
against active placebos is “the risk of unintended 
therapeutic effect”—an outcome that might be 
valued in a real-world setting. Not accompanying 
discontinuation with meaningful support also 
requires justification.87 In addition, using meas-
ures of withdrawal effects during the discontinua-
tion phase of the trial alongside measures already 
used to track other effects or states (but rated by 
different trial assistants) would be a major improve-
ment. Chouinard and colleagues have proposed 
diagnostic criteria to distinguish between post-
discontinuation phenomena,28,29,88 which could 
be employed as part of a new willingness to meas-
ure potential withdrawal syndromes and factor 
them into statistical analyses of trial outcomes. 
The easiest way to do this is to add such measures 
to regression models (commonly proportional 
hazards models) as new covariates. Reported 
measures of relapse risk (RR, OR) or hazard (HR) 
between drug-continued and discontinued partic-
ipant groups would thus have controlled for any 
potential withdrawal confound. Also, assuming 
that some severe withdrawal symptoms would 
emerge relatively soon after drug cessation, trial-
ists might reanalyze their main results by exclud-
ing participants deemed to have “relapsed” within 
an interval of time post-discontinuation (based on 
empirical knowledge about the emergence of 
withdrawal symptoms for that drug or class). 
Chen and colleagues employed this reanalysis in 
their relapse-prevention trial of quetiapine,89 
observing a 32% smaller relapse rate. Some or all 
of these changes would increase the cost of con-
ducting clinical trials. Finally, addressing the 
opacity of RCTs requires concrete efforts by trial-
ists and funders to increase transparency and 
reproducibility, by more study pre-registration, 
data sharing, and thorough reporting. In 2020, the 
web can easily be leveraged to provide space for 
the kinds of detailed description missing in many 
journal publications (due to space constraints) but 
essential for RCTs’ scientific value.
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Limitations
While we assert that outcomes of relapse-preven-
tion RCTs in psychopharmacology are con-
founded by withdrawal effects, estimating the 
true magnitude of this confounding is in its 
infancy. Our 2019 analysis of potential with-
drawal confounding was, to our knowledge, the 
first to do so across published studies of multiple 
drug classes,77 but analysis was limited due to 
missing data in the source publications. Whether 
trial outcomes would be attenuated, reversed, or 
unaffected upon more detailed analysis of with-
drawal confounding is still unclear.

We judged it beyond the scope of this review to 
critique procedures in psychopharmacology 
RCTs that standardize and quantify – typically 
regarded as the strengths of RCTs – but that, in 
our view, by relying on surrogate measures from 
clinicians that distort the experiences of partici-
pants, help to paint incomplete pictures of study 
drugs. We outline many risks of biases, observed 
biases, and misconceptions in psychopharmacol-
ogy RCTs and relapse-prevention RCTs specifi-
cally, but our suggestions for improvement do not 
address each of these points, and do not rest on a 
thorough discussion of using placebo effects in 
research and in practice contexts. Implementing 
those suggestions would not rid psychopharma-
cological RCTs of bias entirely. Instead we hope 
to encourage the community of researchers in 
and around psychopharmacology into new ways 
of thinking. Our broad call for heterodoxy in psy-
chiatric drug trial design and implementation is a 
call for creativity in addressing this long list of 
issues, with an accompanying openness to “fail-
ure” should a given proposed fix not succeed. We 
do not see ourselves as capable of providing all 
the relevant fixes, and this paper is limited in that 
its critique outweighs its concrete proposals.

We may overstate the impact of non-neurobio-
logical factors (social, environmental) in psychiat-
ric drug action and effects. That the importance of 
these factors has not been thoroughly investigated, 
however, underscores our broader point: current 
psychopharmacology trials work in a narrowly 
defined way, and potentially useful or enlighten-
ing sources of explanation, causality, or therapeu-
tic and adverse effects have gone largely 
unexamined. We would be happy to be proven 
wrong on this front if it meant that psychophar-
macology and the broader mental health profes-
sions and research funders devote more resources 
to looking at these factors.

Conclusion
Efforts to ensure the validity of experiments are a 
form of “stacking the deck” against human bias, 
preference, and interests. Scientists are expected 
to try in countless ways to ensure that a desirable 
result stemming from their analyses has run a 
gauntlet of theoretical, methodological, and ana-
lytical checks to ensure that it is true or real. This 
paper has argued that investigators in psychop-
harmacology RCTs simply do not stack the deck 
against the assumption that tested drugs are effec-
tive, which is why their efforts to date have failed 
to confirm that positive results from published 
drug trials are genuine; that is, they are not 
reflected in other ways of measuring improve-
ment and recovery, like historical analysis and 
population-level trends.15,90 As a result, “an ever-
closer adherence to what may appear to be the 
best evidence could lead to a deterioration in the 
health of patients” (p. 18).91 The current period 
of great difficulty for psychopharmacology 
research may be called a crisis,10 and may sit in a 
larger “replication revolution” across many 
fields.92 Addressing it requires vastly increased 
quality control – stacking the deck against hoped-
for outcomes at every stage. While the role of 
commercial forces in corroding and corrupting 
this scientific endeavor is undeniable, ridding 
ourselves of pharmaceutical companies (if such a 
thing were possible) might not necessarily bring 
about a valid psychopharmacology that serves 
those who choose to use drugs and those who 
choose to help them in this endeavor.

Simpler suggestions directed at medical journals 
have been ignored,93 and we are not optimistic 
that our broad suggestion will be acted upon 
soon. In any case, orientations to a problem 
matter greatly to any attempts to address it, and 
we note efforts to involve patient/consumers at 
all stages of clinical trial design, including the 
tapering of psychiatric drugs,94 although the 
drug industry may dominate this effort too.95 
We repeat, then, a more modest suggestion we 
have seen in various forms previously,96,97 that 
researchers with contrasting or opposing views 
(allegiances) about the helpfulness of psychiat-
ric drugs must participate in designing and exe-
cuting trials together as part of a genuine 
re-imagining of how we study these basic ques-
tions: “Can psychotropic compounds and pla-
cebos alleviate psychological distress, and if so, 
in what contexts and for how long, and what 
methods are appropriate and ethical to discover 
this?” We cannot imagine a stronger antidote to 
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bias than obliged philosophical, cultural, theo-
retical, and methodological diversity in this 
common empirical enterprise.
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