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Abstract 

 
BACKGROUND: Depression drugs can be difficult to 
come off due to withdrawal symptoms. Gradual 
tapering with tapering support is needed to help 
patients withdraw safely. We reviewed the withdrawal 
success rates, using any intervention, and the effects 
on relapse/recurrence rates, symptom severity, quality 
of life, and withdrawal symptoms. 

METHODS: Systematic review based on PubMed 

and Embase searches (last search 4 October 2022) 
of randomised trials with one or more treatment 
arms aimed at helping patients withdraw from a 
depression drug, regardless of indication for treat-
ment. We calculated the mean and median success 
rates and the risk difference of depressive relapse 
when discontinuing or continuing depression drugs. 

RESULTS: We included 13 studies (2085 participants). 
Three compared two withdrawal interventions and ten 
compared drug discontinuation vs. continuation. The 
success rates varied hugely between the trials (9% to 
80%), with a weighted mean of 47% (95% confidence 
interval 38% to 57%) and a median of 50% (inter-
quartile range 29% to 65%). A meta-regression 
showed that the length of taper was highly predictive 
for the risk of relapse (P = 0.00001). All the studies 
we reviewed confounded withdrawal symptoms with 
relapse; did not use hyperbolic tapering; withdrew the 
depression drug too fast in a linear fashion; and 
stopped it entirely when receptor occupancy was still 
high. 

CONCLUSIONS: The true proportion of patients on 
depression drugs who can stop safely without relapse 
is likely considerably higher than the 50% we found. 

 
 

 

Introduction 

 
Withdrawal symptoms can occur with all psychoactive 
drugs after prolonged exposure.1,2 For depression 
drugs, about half of the patients experience withdrawal 
symptoms when trying to stop or reduce the dose,3 and 
half of these rate the symptoms as severe.3,4 The 
symptoms are very diverse and may include flu-like 
symptoms, dizziness, shaking, fatigue, anxiety, bouts 
of crying, emotional lability, lowering of mood, electric 
shock sensations, akathisia, and even suicide, violence 
and homicide in rare cases.5–7 The withdrawal symp-
toms may persist for months or even years,3 and may 
mimic disease symptoms, which often results in doctors 
advising patients to resume drug treatment under the 
false assumption that the drug is necessary to prevent 
relapse. It is therefore crucial to successful and safe 
drug withdrawal that withdrawal symptoms are 
minimised by gradual tapering and are distinguished 
from relapse. 

The incidence and severity of withdrawal symptoms 
depend on how the dose is tapered,8–11 and symptoms 
can occur even following very small dose reductions.11,12 
After long-term exposure to a drug, the physiological 
adaptations take time to readapt back to normal. This 
leaves the affected receptors in a temporary disequi-
librium following dose reduction, from which withdrawal 
symptoms arise.1,11  

A drug should be tapered in a way that corresponds 
to a gradual and slow unblocking of its primary target 
receptor, which for most depression drugs is the 
serotonin transporter (SERT). The relationship between 
dose and SERT occupancy is not linear, but hyperbolic, 
and occupancy increases rapidly at lower doses and 
plateaus at moderate and higher doses.13–17  

A linear tapering regimen corresponds to increasingly 
larger reductions in receptor occupancy as the tapering 
progresses and carries a high risk of withdrawal symp-
toms. Hyperbolic tapering is needed,11,18 involving 
numerous dose reductions below the lowest standard 
manufactured dose. 

Coming off depression drugs can be difficult also for 
psychological reasons. As barriers and challenges for 
stopping depression drugs, patients point to anxiety, 
uncertainty, worry of relapse, insufficient emotion 
regulation skills, perceived etiology of depression being 
biochemical, and need for social support.19–24 

The existence of peer-to-peer psychiatric drug with-
drawal communities and survivor groups25,26 indicates 
an unmet need for helping patients withdraw from 
depression drugs. 

Evidence-based guidance is needed to help patients 
who want to come off their drug. This includes optimal 
tapering and effective psychosocial support or therapy 
when needed. Unfortunately, official guidelines are often 
outright dangerous as they recommend fast tapering in 
a linear fashion.3,7,27 

We reviewed trials of interventions to help patients 
withdraw from depression drugs. Our primary objective 
was to determine the success rate of patients attempt-
ing withdrawal from a depression drug, using any 
intervention. Our secondary objective was to determine 
the effects of interventions on relapse/recurrence rates, 
symptom severity, and quality of life. We also evaluated 
the applied tapering procedures and any education and 
information on withdrawal symptoms provided to the 
participants. 
 

Methods 
 
We conducted a systematic review of the randomised 
trials28 with at least one treatment arm that aimed to 
help patients withdraw from a depression drug.  

Eligible studies were those whose purpose was to 
investigate if stopping a depression drug was possible, 
in any language, and which reported on complete 
cessation of drug use. Crossover trials were excluded. 
We included two types of trials: those comparing two 
withdrawal interventions and those comparing one 
withdrawal intervention with continued maintenance 
drug treatment. For the latter, we were interested in 
“real-life” patients who wanted to withdraw. We there-
fore excluded studies where the drug was administered, 
and later discontinued, as part of the trial design to be 
compared with maintenance medication. We included 
relapse prevention trials where the experimental inter-
vention involved discontinuing the patients’ current drug 
provided that complete cessation of drug use was 
measured.  

Eligible participants were patients on any depression 
drug for any indication. Eligible interventions were any 
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intervention aimed at helping patients withdraw.  
Our primary outcome measure was the proportion 

of patients who succeeded to discontinue their 
depression drug. Drop-outs were categorized as 
unsuccessful discontinuation. Our secondary outcome 
measures were relapse/recurrence rates, symptom 
severity, quality of life, functioning, and withdrawal 
symptoms measured on any validated rating scale or 
interview. 

We searched PubMed and Embase on January 11, 
2021, and updated our searches on October 4, 2022. 
Search terms for PubMed: Antidepressant [MESH] 
and (discontinu* or withdraw* or taper* or stop* or 
cease* or cessat*). Search terms for Embase: exp 
antidepressant agent/ and (discontinu* or withdraw* 
or taper* or stop* or cease* or cessat* or 
deprescri*).af, limited to human, randomized 
controlled trial, and article or article in press. We 
scanned the references of retrieved articles and 
related review articles and contacted authors to 
obtain missing data. 

Titles and abstracts were screened for eligibility by 
one researcher. Full texts of potentially eligible 
papers were read by two researchers. Disagreements 
were resolved by discussion. Reasons for exclusion 
after full-text reading were noted. 

We used Zotero to manage the searches and Excel 
and Word for the extracted data. One researcher 
extracted data, and another researcher checked this, 
which led to a few minor changes. We used a stan-
dardised and piloted data extraction form and 
extracted data from the latest follow-up.  

We calculated the weighted mean rate (with 95% 
confidence interval), and the median (with inter-
quartile range) of successful withdrawal, counting 
dropouts as failures. For studies comparing two 
withdrawal interventions, we calculated the risk 

difference of successful withdrawal (with 95% 
confidence interval). We also calculated the risk 
difference of depressive relapse after discontinuing 
vs. continuing depression drugs. We used Compre-
hensive Meta Analysis (random effects model). 

 

Results 
 

Our literature searches identified 4023 records from 
PubMed and 3431 from Embase initially and 164 and 
325 new records, respectively, in our updated 
searches, a total of 7943 records. Many of these were 
duplicates or obviously irrelevant. After screening 
titles and abstracts, 40 articles remained for full text 
reading. We found an eligible study by scanning the 
references,29 and initially included 12 studies (13 
publications)29–41 after having excluded ten single 
arm trials,42–51 four articles of interventions not aimed 
at withdrawal,52–55 three articles that were not trial 
reports,56–58 one article reporting the results at an 
earlier follow up,59 two retrospective observational 
studies,60,61 one study administering the depression 
drug as part of the trial,62 a crossover trial,63 and 
three studies that did not report withdrawal success 
rates.64–66 We obtained unpublished data from the 
author of one study.32 Our updated searches identi-
fied one additional eligible study listed with three 
publications in both databases.67-69  

Three of the 13 included studies compared two 
withdrawal interventions30–32 and ten compared 
withdrawal with continued drug treatment (tables 1a 
and 1b).29,33–40,67 One study was prematurely stopped 
following an interim analysis conducted by an inde-
pendent data monitoring committee due to excessive 
deterioration upon withdrawal, which was interpreted 
as relapse.32 

 
Table 1a. Study characteristics of trials comparing two drug withdrawal interventions. 

 
Study Withdrawal 

arm 1 (N) 
Withdrawal arm 
2 (N) 

Diagnosis Drug Time on 
drug 

Taper 
length 

Dose reduction regimen 

Fava 

200430 

CBT + lifestyle 

change (23)a 

Standard clinical 

care (22) 

MDD in remission TCA, 

SSRI 

3-5 mo NA Fixed, linear: 25 mg/2 wk 

(amitriptyline or similar) 

Fava 

199831 

CBT (21)a Standard clinical 

care (22) 

MDD in remission Ami, des, 

imi, mia 

3-5 mo NA Fixed, linear: 25 mg/2 wk 

(amitriptyline or similar) 

Scholten 

201832 

CBT (42)  Standard clinical 

care (45) 

Anxiety disorder 

in remission 

NA NA 4 mo Fixed, linear, every 2 wk 

 
 

Table 1b. Study characteristics of trials comparing drug withdrawal with continuation.  

 

Study Withdrawal 

arm (N) 

Continuation 

arm(s) (N) 

Diagnosis Drug (N) Time on 

drug 

Taper 

length 

Dose reduction 

regimen 

Kuyken 

201533 

MBCT-TS (212) (212) MDD in 

remission 

AD >3 mo 6 mo  NA  

Kuyken 
200834 

MBCT-TS (61) (62) MDD in 
remission 

SSRI (71), TCA 
(27), comb. (25) 

>6 mo 6 mo NA  

Huijbers 

201635 

MBCT (128) +MBCT (121)  MDD in 

remission 

SSRI (92), TCA 

(26), other (10) 

>6 mo 5 wk NA 

Bockting 

201836 

PCT (85) (100) 

+PCT (104)b 

MDD in 

remission 

AD >6 mo 4 wk -  

6 moc 

NA  

Schmidt 

200237 

CBT (13) +CBT  

 

Panic disorder TCA (11), SRI 

(10), atyp. (1) 

NA 5 wk NA  

Ulfvarson 

200329 

Discont. only 

(35) 

(35) No psych. 

diagnosis 

cit (55),  

ser (15) 

2 yr 1 wk Halving the dose for 

a few days before 
cessation 

Cook 

198638 

Gradual 

placebo (9) 

(6) MDD in 

remission 

TCA 12-192 

mo 

4 - 8 wk NA 

Bergh 

201239 

Placebo (63) (65) Dementia esc (72), cit (47), 

ser (5), par (4) 

>3 mo 1 wk NA 

Eveleigh 

201840 

Discont. only 

(36)d 

(76) ‘Inappropriate 

long-term AD 

treatment’ 

AD NA NA Dose reduction/2 

wk, following NICE 

guidelines 

Lewis 

202167 

Placebo (240) (238) Depression in 

remission 

cit, ser, mir, flu NA 1 or 2 

mo 

Halving the dose 

once or twice before 
cessation 
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CBT: Cognitive behavior therapy; MDD: Major depressive disorder; TCA: Tricyclic antidepressant; SSRI: Selective serotonin reuptake 

inhibitor; mo: months; NA: Not available; wk: week; ami: amitriptyline; des: desipramine; imi: imipramine; mia: mianserin; mir: 

mirtazapine; flu: fluoxetine; AD: Antidepressant drug; MBCT-TS: Mindfulness-based cognitive therapy with tapering support; PCT: 

Preventive cognitive therapy; atyp: atypical antidepressant, cit: citalopram; ser: sertraline, esc: escitalopram; par: paroxetine; NICE: 
National Institute for Health and Care Excellence; a: The article reports per protocol relapse rates excluding patients who relapsed upon 

tapering, which we included; b: We included data from the continuation without psychotherapy group; c: Patients were advised to taper 

over 4 weeks, but 60% used 6 months; d: We included only the 36 out of 70 patients who agreed to try to stop their drug. 

 
The studies included 2085 patients, 1057 of whom 
were randomised to withdraw (175 in the trials 
comparing withdrawal strategies and 882 of 1910 in 
the discontinuation vs. continuation trials). The 
diagnosis was major depressive disorder in remission 
in seven studies,30,31,33–36,38 depression (ICD-10 
criteria),67 anxiety disorder in remission,32 panic 
disorder,37 dementia,39 “inappropriate long-term 
antidepressant treatment,”40 and no psychiatric 
diagnosis (nursing home patients)29 in one study 
each. Four studies gave drug names,29,31,39,67 four 
studies the drug class30,34,37,38 and five studies just 
noted it was a depression drug.32,33,35,36,40 Treatment 
duration with the current drug was specified as the 
mean or range in four studies;29–31,38 five studies 
provided a minimum duration (ranging from >3 to >6 
months);33–36,39 one the number of patients on drug 
for at least three years;67 and three studies provided 
no information.32,37,40  

Tapering was assisted by cognitive behaviour 
therapy (CBT) in five studies30–32,36,37 and 
mindfulness-based cognitive therapy (MBCT) in three 
studies33–35 (two had added a specific tapering 
support component to the treatment manual: MBCT-
TS).33,34 Five studies discontinued the drug with no 
further support,29,38–40,67 three via placebo replace-
ment.38,39,67 Three studies provided psychotherapy in 
both the withdrawal arm and the continuation arm,35–

37 one of which was a three-armed study including 
also a maintenance only group.36 

All studies but one67 appeared to have stopped the 
drug at the lowest standard manufactured dose – 
corresponding to high receptor occupancy – as there 
was no mention of splitting tablets or capsules into 
smaller units or of hyperbolic tapering. In the largest 
study,67 patients who were taking citalopram, sertra-
line, or mirtazapine received the medications at half 
their regular dose in the first month; the same dose 
and placebo on alternate days in the second month; 
and from then on, only placebo. Patients who were 
taking fluoxetine received 20 mg and placebo on 
alternate days in the first month and then only 
placebo “since fluoxetine has a long half-life.”67  

In nine studies,29,32–39 the drug was tapered over a 
certain period of time, ranging from one week to six 
months, but seven of them did not provide any infor-
mation on how the dose was reduced.33–39 Five 
studies specified this, all of which used a linear 
tapering regimen.29–32,40 A detailed tapering scheme 
was provided in two studies.32,40 In addition, three 
studies mentioned having used an individualized 
tapering scheme, but provided no details.33,34,37 
 
Cessation of drug use 
 
The cessation success rates in the 13 studies 
(including a total of 16 withdrawal arms) varied 
hugely, between 9%30 and 80%29 (table 2), and was 
measured at widely different durations of follow-up 
(ranging from four weeks to six years).  

 
Table 2. Success rates for patients attempting drug withdrawal.  

 
Study Intervention Follow-up 

duration 

Successful 

withdrawal 

Fava 200430 Standard clinical  care 6 yr 2/22 (9%)a 

Eveleigh 201840 Standard clinical  care 1 yr 6/36 (17%)d 

Fava 199831 Standard clinical  care 6 yr 5/22 (23%)a  

Scholten 201832 Standard clinical  care 16 mo 12/45 (27%)  

Scholten 201832 CBT 16 mo 14/42 (33%) 

Bockting 201836 PCT 2 yr 34/85 (40%)  

Fava 199831 CBT 6 yr 10/21 (48%)a 

Lewis 202167 Placebo  52 weeks 115/240 (48%) 

Fava 200430 CBT + lifestyle change 6 yr 12/23 (52%)a 

Huijbers 201635 MBCT 15 mo 68/128 (53%)  

Bergh 201239 Placebo replacement 25 wk 35/63 (56%)  

Kuyken 201533 MBCT-TS 2 yr 124/212 (58%) 

Cook 198638 Placebo replacement 7 mo 6/9 (67%) 

Kuyken 200834 MBCT-TS 6 mo 46/61 (75%)  

Schmidt 200237 CBT 6 mo 10/13 (77%)b 

Ulfvarson 200329 Discontinuation only 4-6 wk 28/35 (80%)  

 

See footnotes for Table 1. b: We included 3 dropouts as unsuccessful withdrawal after having consulted with the first author. 

 
The weighted mean success rate was 47% (95% 
confidence interval 38% to 57%, I2 = 90%, P < 
0.0001). The median success rate was 50% 
(interquartile range 29% to 65%).  

Offering CBT during tapering allowed significantly 
more patients to become drug free without relapse 
compared with tapering in standard clinical care 

(figure 1),30–32 risk difference 26% (95% CI: 10% to 
43%, I2 = 41%, P = 0.002). Depression drug treat-
ment duration before randomisation was unknown in 
one of the trials32 and rather short in the other two 
(3-5 months).30,31 The success rates were reported 
after six years30,31 and 16 months,32 respectively.  
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Figure 1. Rate of successful drug discontinuation using CBT vs. discontinuation as usual. 

 

 
Relapse of depression 
 
Six trials compared relapse rates after discontinuing 
vs. continuing the drug in patients who were deemed 
in remission (figure 2). The risk of relapse was 
greater in the discontinuation group (risk difference 
5.2%, 95% Cl: 0.4% to 10.1%, P = 0.035). However, 
there was substantial heterogeneity, (I² = 79%), 
which may potentially be explained by the duration of 
the taper. In the three trials with results that 
favoured drug continuation, the drug was tapered 
over a markedly shorter period (4-8 weeks;38 5 

weeks;35 and 1-2 months,67 respectively) compared 
with the three trials that favoured discontinuation (6 
months33,34 and 4 weeks to 6 months36). When we 
divided the trials into these two groups post hoc, the 
heterogeneity was zero for both analyses. There was 
no overlap between the two confidence intervals 
(figure 2), which suggests it is inappropriate to lump 
all six trials (P < 0.0001 for a comparison of the two 
estimates). The risk of relapse with short tapering 
was a risk difference of 17.4% (95% CI 10.4% to 
24.4%) whereas it was -5.9% (-12.6% to 0.8%) with 
long tapering.  

 

Figure 2. Rate of relapse of depression following drug discontinuation vs. continuation. 

 

A peer reviewer was concerned about our analyses 
because her study, which declared a taper of 5 weeks 
in the publication,35 in practice had a taper with a 
median of 10 weeks. We therefore did a mixed effects 
meta-regression where we ranked the six studies 1 to 

4 according to length of taper using 10 weeks for this 
study. It was highly significant (P = 0.00001), 
suggesting the length of taper is important for the 
risk of relapse (figure 3). 

 
Figure 3. Meta-regression of the risk difference for relapse according to length of taper (P = 0.00001). The sizes of the 
circles reflect the weights of the studies. Studies: rank 138,67; rank 2:35; rank 3:36; rank 4:33,34.  
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Out of the four trials using psychotherapy, the one 
that favoured drug continuation35 differed from the 
others by discontinuing the drug after therapy rather 
than during therapy; by administering psychotherapy 
(MBCT) to both groups; and by not having a specific 
tapering support component as the two other MBCT 
trials had. As this study was by far the largest of the 
two in the subgroup favouring drug continuation 
(accounting for 23% out of the total 31% weight in 
this subgroup), the observed heterogeneity between 
the subgroups may be explained by these differences. 

 
Quality of life, residual symptoms, and functioning  
 
Other outcomes reported in the studies comparing 
discontinuation with continuation were quality of life, 
residual symptom severity, and functioning. Due to 
heterogeneity in participant population, diagnosis, 
rating scales, duration of follow-up, and degree and 
nature of psychological interventions, these outcomes 
could not be meta-analysed and are therefore pre-
sented narratively. Furthermore, mean differences 
and confidence intervals were rarely shown. 

Quality of life appeared unchanged after stopping 
depression drugs compared with continued use in five 
trials (1349 patients)29,33,35,39,67 and improved in the 
psychological and physical domains, but not in the 
social domain, in one study with 123 patients.34  

Symptom severity remained clinically unchanged 
in five studies (N=1243),29,33,35,37,67 improved on one 
of two scales in one study (N=123),34 and deterio-
rated in two studies (N=143; both of which used 
placebo substitution with no tapering support).38,39 
The largest study reported selectively,67 as only 
results after 12 weeks in the 52-week study were 
described in the text. These results favoured 
continuation, in contrast to the 52-week results. 

Functioning was measured in three studies, all of 
which remained unchanged after stopping the drug 
(N=220).29,37,39  
 
Suicide and suicidal ideation 
 
None of the studies reported on suicidal ideation. One 
suicide occurred in the CBT + discontinuation group 
in the prematurely stopped trial.32 Two suicide 
attempts occurred; one during maintenance drug 
treatment and one in a patient who did not adhere to 
the tapering protocol but discontinued the drug 
abruptly.36 
 
Patients’ views 
 
None of the studies reported on the patients’ views 
on the drug-free state or on the withdrawal process.  
 
Withdrawal symptoms 
 
None of the studies reported on the incidence of 
withdrawal symptoms and no attempts at distin-
guishing between withdrawal symptoms and relapse 
were made. In three of the 13 studies, the authors 
considered the possibility of having misinterpreted 
withdrawal symptoms as relapse, but nevertheless 
concluded that deterioration was relapse.32,35,39 The 
remaining studies simply interpreted deterioration in 
the discontinuation group as relapse or recurrence.  
 
Discussion 

 
Half of the patients succeeded in coming off their 
drug, and we found no convincing evidence of 
increased risk of relapse compared with continued 
maintenance drug treatment. The newest and largest 
study reported increased risk of relapse,67 but this 
was after a short and linear tapering regimen where 

the drug was discontinued at a dose corresponding to 
high receptor occupancy, introducing a high risk of 
confounding relapse with withdrawal symptoms.17  

The studies found no difference in residual symp-
toms, functioning, and quality of life after stopping 
depression drugs. The effects of becoming drug free 
could not be isolated from the effects of the psycho-
logical interventions administered during withdrawal, 
most of which were aimed specifically at preventing 
relapse. However, most of the biases and uncertain-
ties we identified favoured continued drug treatment.  

These findings contrast with outcomes of tradi-
tional double-blinded discontinuation trials where the 
drug is stopped abruptly or rapidly, with no tapering 
support or psychotherapy, and with no distinction 
between withdrawal symptoms and relapse. Meta-
analyses of such trials have been used to argue that 
continuing maintenance drug treatment reduces the 
risk of relapse by 50-70% compared with discon-
tinuation.70,71 The studies we reviewed differ from 
such trials in several ways which could account for 
the contrasting findings: psychotherapy aimed 
specifically at relapse prevention was administered 
during tapering in the trials that found lower relapse 
rates in the discontinuation group; they had much 
longer tapering periods; and they included patients 
who wanted to stop.  

Some of the heterogeneity in the 16 withdrawal 
arms in the studies we reviewed can be explained. 
The four lowest success rates (9-27%) occurred in 
groups using standard clinical care when tapering the 
drug and the success rate was closely related to the 
length of tapering.30–32,40  

We found no indications that the patients were 
properly informed about type, incidence, duration, or 
possible severity of withdrawal symptoms.  

Details on dose reductions and tapering regimens 
were very scarce, and most studies relied on tapering 
over a certain, fixed period. However, the duration of 
taper is largely irrelevant if the last dose reduction 
before cessation corresponds to a large drop in recep-
tor occupancy.11,17 Receptor occupancy studies using 
PET and SPECT techniques consistently find that 
depression drugs are highly potent SERT antagonists 
even at the lowest available doses, where more than 
50% of SERT are occupied.15,17  

All six studies that specified the dose reductions 
followed a linear tapering regimen that was abruptly 
stopped when the dose was still high.29–32,40,67 The 
two detailed dose reduction schemes provided32,40 
show that the receptor occupancy was a median 
70%17 when the drug was stopped. In the largest 
trial, the fluoxetine dose before abrupt withdrawal 
was 10 mg,67 which corresponds to 73% receptor 
occupancy.17  It is highly likely that the outcomes 
reported in this trial were confounded by withdrawal 
symptoms.72 It is noteworthy, for example, that there 
was no difference in relapse rates the first month 
when the dose was still high in the discontinuation 
group, 50% of the starting dose.  

As already noted, a gradual unblocking of SERT 
requires a hyperbolic reduction of dose,11,17 which 
involves performing multiple dose reductions below 
the lowest available doses. Hyperbolic tapering is la-
borious, as it involves splitting the smallest dose into 
smaller units, for example by using a nail file and a 
scale for tablets, dispersing the drug in water, count-
ing beads for capsules,7 or using tapering strips.73 
Clearly, if any study had done this, it would have 
been reported. 

Due to the scarcity of randomised trials comparing 
different tapering rates and withdrawal interventions, 
we don’t know what the optimal tapering method is. 
But it is clear that the speed of tapering is highly 
individual.7 
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Other systematic reviews of withdrawal 
 
A systematic review from 2019 investigated interven-
tions to facilitate discontinuation, but did not consider 
the tapering procedures as a relevant factor for 
successful withdrawal.74 Furthermore, study eligibility 
was restricted to adults with depression.  

A 2021 review included only four trials,75 three of 
which we also included,33,34,36 whereas we excluded 
the trial that administered the drug as part of the 
trial.62  

A 2021 Cochrane review on approaches for discon-
tinuation versus continuation of long-term drug use 
did not include trials comparing different withdrawal 
strategies and it was restricted to adults with depres-
sion or anxiety.76 However, these drugs are being 
used for many conditions, and withdrawal symptoms 
are not dependent on why the drugs were prescribed. 
The Cochrane authors found that the risk of with-
drawal symptoms may be similar in studies with rapid 
tapering schemes and in studies with abrupt discon-
tinuation and that no firm conclusions can be made 
because relapse and other symptoms are confounded 
by withdrawal symptoms.  

We initially planned to do a Cochrane review and 
submitted a protocol to the Cochrane Common Mental 
Disorders Group in 2017. The Cochrane group sent us 
on a 2-year mission that was impossible to accom-
plish, raising their demands along the way to absurd 
levels with many irrelevant requirements aimed at 
protecting the psychiatric guild.77 When the Cochrane 
group eventually refused to accept our protocol, it 
came with one of the worst peer reviews we have 
ever seen. This reviewer denied a long array of 
scientific facts we had presented and used several 
strawman arguments accusing us of things we had 
never claimed.77  

The reviewer wanted us to “Start with a statement 
as to why antidepressants are considered by the 
scientific community to be beneficial … in treating a 
broad range of highly disabling and debilitating 
mental health problems.” We responded that our 
review was not an advertisement for the drugs and 
that it was not relevant to discuss their effect in a 
review about stopping using them. We were asked to 
explain the concept of ongoing prophylactic antide-
pressant treatment (maintenance therapy), “a well-
accepted clinical strategy,” but this was outside the 
scope of our review and these trials are highly flawed 
because of withdrawal effects in the placebo 
group.7,78 

We were required to accept and present the 
discarded hypothesis about depression being due to a 
chemical imbalance,79 and to mention that “some 
antidepressants may be more effective than others”, 
with reference to a network meta-analysis in Lancet 
by Cipriani and colleagues.80 This meta-analysis is 
deeply flawed.81,82 We were also criticised for our 
“stance on the relative harms and benefits of 
psychiatric drugs, which does not fully reflect the 
current international consensus and could cause 
alarm among review users who rely on Cochrane’s 
impartiality.” 

One editor asked us to describe how antidepres-
sants work and what the differences are between 
them, and a reviewer asked us to explain when it was 
appropriate and inappropriate to use antidepressants, 
but we were not writing a textbook in clinical pharma-
cology. 

A reviewer wanted us to trivialise the harms by 
writing that, “some people get withdrawal symptoms 
that can negatively impact the quality of life of the 
patient.” 

Meanwhile, we embarked on our review. 
 

 

Limitations in the trials 
 
All the studies were seriously biased because with-
drawal symptoms were confounded with relapse and 
other outcome measures.  

The treatment duration before randomisation was 
rather short. In clinical practice, most patients are 
treated for many years,83 which makes it harder to 
withdraw.84 Conversely, all included patients were in 
remission, and since some real-life patients are 
unwell because of drug harms, they would likely 
benefit more from discontinuing the drug than 
patients who are well. 

The withdrawal trials were not effectively blinded, 
which introduces a risk of bias.  

Missing outcome data was an issue in several 
studies, with large proportions of patients dropping 
out, which was often unbalanced between the dis-
continuation group and the continuation group.  

 
Conclusion 

 
All the studies we reviewed confounded withdrawal 
symptoms with relapse; did not use hyperbolic taper-
ing; withdrew the depression drug too fast in a linear 
fashion; and stopped it entirely when receptor occu-
pancy was still high. The true proportion of patients 
on depression drugs who can stop safely without 
relapse is likely considerably higher than the 50% we 
found. 

 
Acknowledgments 
 
We thank Willemijn Scholten for additional informa-
tion on her trial. 

  
Declaration of conflicts of interest 
 
We have no conflicts of interest.   

 
Funding 
 
Nordic Cochrane Centre and Institute for Scientific 
Freedom. 

 
Availability of data 

 
The data we have published are publicly available.  

 
References 

 
1. Lerner A, Klein M. Dependence, withdrawal and 

rebound of CNS drugs: an update and regulatory 
considerations for new drugs development. Brain 
Commun 2019;1:fcz025.  

2. Baldessarini RJ, Tondo L. Effects of Treatment 
Discontinuation in Clinical Psychopharmacology. 
Psychother Psychosom 2019;88:65–70. 

3. Davies J, Read J. A systematic review into the 
incidence, severity and duration of antidepressant  
withdrawal effects: Are guidelines evidence-
based? Addict Behav 2019;97:111–21. 

4. Ostrow L, Jessell L, Hurd M, et al. Discontinuing 
Psychiatric Medications: A Survey of Long-Term 
Users. Psychiatr Serv 2017;68:1232–8. 

5. Nielsen M, Hansen EH, Gøtzsche PC. What is the 
difference between dependence and withdrawal 
reactions? A comparison of benzodiazepines and 
selective serotonin re-uptake inhibitors: SSRi and 
dependence. Addiction 2012;107:900–8. 

6. Fava GA, Gatti A, Belaise C, et al. Withdrawal 
Symptoms after Selective Serotonin Reuptake 
Inhibitor Discontinuation: A  Systematic Review. 
Psychother Psychosom 2015;84:72–81. 

7. Gøtzsche PC. Mental health survival kit and 
withdrawal from psychiatric drugs. Ann Arbor: L 



7  

H Press; 2022. 
8. van Geffen ECG, Hugtenburg JG, Heerdink ER, et 

al. Discontinuation symptoms in users of selective 
serotonin reuptake inhibitors in  clinical practice: 
tapering versus abrupt discontinuation. Eur J Clin 
Pharmacol 2005;61:303–7. 

9. Murata Y, Kobayashi D, Imuta N, et al. Effects of 
the serotonin 1A, 2A, 2C, 3A, and 3B and 
serotonin transporter gene polymorphisms on the 
occurrence of paroxetine discontinuation syn-
drome. J Clin Psychopharmacol 2010;30:11–7. 

10. Himei A, Okamura T. Discontinuation syndrome 
associated with paroxetine in depressed patients: 
a retrospective analysis of factors involved in the 
occurrence of the syndrome. CNS Drugs 
2006;20:665–72. 

11. Horowitz MA, Taylor D. Tapering of SSRI 
treatment to mitigate withdrawal symptoms. 
Lancet Psychiatry 2019;6:538–46. 

12. Cosci F, Chouinard G. Acute and Persistent 
Withdrawal Syndromes Following Discontinuation 
of Psychotropic Medications. Psychother 
Psychosom 2020;89:283–306. 

13. Meyer JH, Wilson AA, Sagrati S, et al. Serotonin 
Transporter Occupancy of Five Selective 
Serotonin Reuptake Inhibitors at Different Doses: 
An [11C]DASB Positron Emission Tomography 
Study. Am J Psychiatry 2004;161:826–35. 

14. Arakawa R, Tateno A, Kim W, et al. Time-course 
of serotonin transporter occupancy by single dose 
of three SSRIs in human brain: A positron 
emission tomography study with [(11)C]DASB. 
Psychiatry Res Neuroimaging 2016;251:1–6. 

15. Takano A., Suzuki K., Kosaka J., et al. A dose-
finding study of duloxetine based on serotonin 
transporter occupancy. Psychopharmacology 
2006;185:395–9. 

16. Areberg J, Luntang-Jensen M, Søgaard B, et al. 
Occupancy of the serotonin transporter after 
administration of Lu AA21004 and its  relation to 
plasma concentration in healthy subjects. Basic 
Clin Pharmacol Toxicol 2012; 10:401–4. 

17. Sørensen A, Ruhé HG, Munkholm K. The rela-
tionship between dose and serotonin transporter 
occupancy of antidepressants-a systematic 
review. Mol Psychiatry 2022;27:192-201.  

18. Ruhe HG, Horikx A, van Avendonk MJP, et al. 
Tapering of SSRI treatment to mitigate 
withdrawal symptoms. Lancet Psychiatry 
2019;6:561–62. 

19. Bosman RC, Huijbregts KM, Verhaak PF, et al. 
Long-term antidepressant use: a qualitative 
study on perspectives of patients and GPs in 
primary care. Br J Gen Pract 2016;66:e708-19. 

20. Leydon GM, Rodgers L, Kendrick T. A qualitative 
study of patient views on discontinuing long-term 
selective serotonin reuptake inhibitors. Fam Pract 
2007;24:570–5. 

21. Verbeek-Heida PM, Mathot EF. Better safe than 
sorry--why patients prefer to stop using selective 
serotonin reuptake inhibitor (SSRI) antidepres-
sants but are afraid to do so: results of a 
qualitative study. Chronic Illn 2006;2:133–42. 

22. Eveleigh R, Speckens A, van Weel C, et al. 
Patients’ attitudes to discontinuing not-indicated 
long-term antidepressant use: barriers and 
facilitators. Ther Adv Psychopharmacol 
2019;9:2045125319872344. 

23. Maund E, Dewar-Haggart R, Williams S, et al. 
Barriers and facilitators to discontinuing anti-
depressant use: A systematic review and thema-
tic synthesis. J Affect Disord 2019;245:38–62. 

24. Huijbers MJ, Wentink C, Simons E, et al. 
Discontinuing antidepressant medication after 
mindfulness-based cognitive therapy: a mixed-
methods study exploring predictors and outcomes 

of different discontinuation trajectories, and its 
facilitators and barriers. BMJ Open 
2020;10:e039053. 

25. The inner compass initiative. 
26. Survivingantidepressants. 
27. Gøtzsche PC. Farlige råd om for hurtig udtrapning 

af antidepressiva. Ugeskr Læger 2021;183:464. 
28. Moher D, Liberati A, Tetzlaff J, et al. Preferred 

reporting items for systematic reviews and meta-
analyses: the PRISMA  statement. PLoS Med 
2009;6:e1000097. 

29. Ulfvarson J, Adami J, Wredling R, et al. Controlled 
withdrawal of selective serotonin reuptake 
inhibitor drugs in elderly  patients in nursing 
homes with no indication of depression. Eur J Clin 
Pharmacol 2003;59:735–40. 

30. Fava GA, Ruini C, Rafanelli C, et al. Six-year 
outcome of cognitive behavior therapy for 
prevention of recurrent depression. Am J 
Psychiatry 2004;161:1872–6. 

31. Fava GA, Rafanelli C, Grandi S, et al. Six-year 
outcome for cognitive behavioral treatment of 
residual symptoms in major depression. Am J 
Psychiatry 1998;155:1443–5. 

32. Scholten WD, Batelaan NM, van Oppen P, et al. 
The Efficacy of a Group CBT Relapse Prevention 
Program for Remitted Anxiety Disorder Patients 
Who Discontinue Antidepressant Medication: A 
Randomized Controlled Trial. Psychother 
Psychosom 2018;87:240–2. 

33. Kuyken W, Hayes R, Barrett B, et al. The 
effectiveness and cost-effectiveness of mind-
fulness-based cognitive therapy compared with 
maintenance antidepressant treatment in the 
prevention of depressive relapse/recurrence: 
results of a randomised controlled trial (the 
PREVENT study). Health Technol Assess 
2015;19:1–124. 

34. Kuyken W, Byford S, Taylor RS, et al. Mind-
fulness-based cognitive therapy to prevent 
relapse in recurrent depression. J Consult Clin 
Psychol 2008;76:966–78. 

35. Huijbers MJ, Spinhoven P, Spijker J, et al. 
Discontinuation of antidepressant medication 
after mindfulness-based cognitive therapy for 
recurrent depression: randomised controlled non-
inferiority trial. Br J Psychiatry 2016;208:366–73. 

36. Bockting CLH, Klein NS, Elgersma HJ, et al. 
Effectiveness of preventive cognitive therapy 
while tapering antidepressants versus mainte-
nance antidepressant treatment versus their 
combination in prevention of depressive relapse 
or recurrence (DRD study): a three-group, 
multicentre, randomised controlled trial. Lancet 
Psychiatry 2018;5:401–10. 

37. Schmidt NB, Wollaway-Bickel K, Trakowski JH, et 
al. Antidepressant discontinuation in the context 
of cognitive behavioral treatment for panic 
disorder. Behav Res Ther 2002;40:67–73. 

38. Cook BL, Helms PM, Smith RE, et al. Unipolar 
depression in the elderly. Reoccurrence on 
discontinuation of tricyclic  antidepressants. J 
Affect Disord 1986;10:91–4. 

39. Bergh S, Selbæk G, Engedal K. Discontinuation of 
antidepressants in people with dementia and 
neuropsychiatric symptoms (DESEP study): 
double blind, randomised, parallel group, placebo 
controlled trial. BMJ 2012;344:e1566. 

40. Eveleigh R, Muskens E, Lucassen P, et al. With-
drawal of unnecessary antidepressant medica-
tion: a randomised controlled trial in primary 
care. BJGP Open 2018;1:bjgpopen17X101265. 

41. Klein NS, van Rijsbergen GD, Ten Doesschate MC, 
et al. Beliefs about the causes of depression and 
recovery and their impact on adherence, dosage, 
and successful tapering of antidepressants. 

http://www.withdrawal.theinnercompass.org/
http://www.survivingantidepressants.org/


8  

Depress Anxiety 2017;34:227–35. 
42. Fava GA, Bernardi M, Tomba E, et al. Effects of 

gradual discontinuation of selective serotonin 
reuptake inhibitors in panic disorder with 
agoraphobia. Int J Neuropsychopharmacol 
2007;10:835–8. 

43. Flint AJ, Rifat SL. Recurrence of first-episode 
geriatric depression after discontinuation of 
maintenance antidepressants. Am J Psychiatry 
1999;156:943–5. 

44. Bergh S, Engedal K. The withdrawal of antipsy-
chotics and antidepressants from patients with 
dementia and BPSD living in nursing homes: an 
open pilot study. Int J Geriatr Psychiatry 
2008;23:877–9. 

45. Johnson CF, Macdonald HJ, Atkinson P, et al. 
Reviewing long-term antidepressants can reduce 
drug burden: a prospective observational cohort 
study. Br J Gen Pract 2012;62:e773-9. 

46. Psaros C, Freeman M, Safren SA, et al. Discon-
tinuation of antidepressants during attempts to 
conceive: a pilot trial of cognitive behavioral 
therapy for the prevention of recurrent depres-
sion. J Clin Psychopharmacol 2014;34:455–60. 

47. Bowers MB, McKay BG, Mazure CM. Discon-
tinuation of antidepressants in newly admitted 
psychotic patients. J Neuropsychiatry Clin 
Neurosci 2003;15:227–30. 

48. Padala PR, Padala KP, Monga V, et al. Reversal of 
SSRI-associated apathy syndrome by discon-
tinuation of therapy. Ann Pharmacother 
2012;46:e8. 

49. Cromarty P, Jonsson J, Moorhead S, et al. 
Cognitive behaviour therapy for withdrawal from 
antidepressant medication: a single case series. 
Behav Cogn Psychother 2011;39:77–97. 

50. Damluji NF, Ferguson JM. Paradoxical worsening 
of depressive symptomatology caused by 
antidepressants. J Clin Psychopharmacol 
1988;8:347–9. 

51. Devanand DP, Kim MK, Nobler MS. Fluoxetine 
discontinuation in elderly dysthymic patients. Am 
J Geriatr Psychiatry 1997;5:83–7. 

52. Markowitz JS. Selective serotonin reuptake 
inhibitor discontinuation with ECT and withdrawal 
symptoms. J ECT 1998;14:55. 

53. Fava GA, Belaise C. Discontinuing Antidepressant 
Drugs: Lesson from a Failed Trial and Extensive 
Clinical Experience. Psychother Psychosom 
2018;87:257–67. 

54. Arya DK. Withdrawal after discontinuation of 
paroxetine. Aust N Z J Psychiatry 1996;30:702. 

55. Phelps J. Tapering antidepressants: is 3 months 
slow enough? Med Hypotheses 2011;77:1006–8. 

56. Scholten WD, Batelaan NM, van Oppen P, et al. 
Discontinuation of antidepressants in remitted 
anxiety disorder patients: the need for strategies 
to prevent relapse. Psychother Psychosom 
2013;82:399–400. 

57. Jackim LW. The medication solution: tapering 
down. Behav Healthc Tomorrow 2004;13:15–9. 

58. Pies RW. Antidepressant Discontinuation: A Tale 
of Two Narratives. J Clin Psychopharmacol 
2019;39:185–8. 

59. Fava GA, Grandi S, Zielezny M, et al. Cognitive 
behavioral treatment of residual symptoms in 
primary major depressive disorder. Am J 
Psychiatry 1994;151:1295–9. 

60. Baldessarini RJ, Tondo L, Ghiani C, et al. Illness 
risk following rapid versus gradual discon-
tinuation of antidepressants. Am J Psychiatry 
2010;167:934–41. 

61. Phelps J, Manipod V. Treating anxiety by 
discontinuing antidepressants: a case series. Med 
Hypotheses 2012;79:338–41. 

62. Segal ZV, Bieling P, Young T, et al. 

Antidepressant monotherapy vs sequential 
pharmacotherapy and mindfulness-based 
cognitive therapy, or placebo, for relapse 
prophylaxis in recurrent depression. Arch Gen 
Psychiatry 2010;67:1256–64. 

63. Tint A, Haddad PM, Anderson IM. The effect of 
rate of antidepressant tapering on the incidence 
of discontinuation symptoms: A randomised 
study. J Psychopharmacol 2008;22:330–2. 

64. Khan A, Musgnung J, Ramey T, et al. Abrupt 
discontinuation compared with a 1-week taper 
regimen in depressed outpatients treated for 24 
weeks with desvenlafaxine 50 mg/d. J Clin 
Psychopharmacol 2014;34:365–8. 

65. Feduccia AA, Jerome L, Mithoefer MC, et al. 
Discontinuation of medications classified as 
reuptake inhibitors affects treatment response of 
MDMA-assisted psychotherapy. Psychopharma-
cology 2021;238:581-8. 

66. Molenaar NM, Brouwer ME, Burger H, et al. Pre-
ventive Cognitive Therapy With Antidepressant 
Discontinuation During Pregnancy:  Results From 
a Randomized Controlled Trial. J Clin Psychiatry 
2020;81:19l13099 67.  

67. Lewis G, Marston L, Duffy L, et al. Maintenance or 
Discontinuation of Antidepressants in Primary 
Care. N Engl J Med 2021;385:1257-67.  

68. Duffy L, Clarke CS, Lewis G, et al. Antidepressant 
medication to prevent depression relapse in 
primary care: the ANTLER RCT. Health Technol 
Assess 2021;25:1-62.  

69. Clarke CS, Duffy L, Lewis G, et al. Cost-Utility 
Analysis of Discontinuing Antidepressants in 
England. Primary Care Patients Compared with 
Long-Term Maintenance: The ANTLER Study. 
Appl Health Econ Health Policy 2022;20:269-82.  

70. Geddes JR, Carney SM, Davies C, et al. Relapse 
prevention with antidepressant drug treatment in 
depressive disorders: a systematic review. Lancet 
2003;361:653–61. 

71. Glue P, Donovan MR, Kolluri S, et al. Meta-
analysis of relapse prevention antidepressant 
trials in depressive disorders. Aust N Z J 
Psychiatry 2010;44:697–705. 

72. Horowitz M. Response to: Half of people who 
stopped long term antidepressants relapsed 
within a year, study finds. BMJ 2021;374:n2403.  

73. Groot PC, van Os J. Antidepressant tapering strips 
to help people come off medication more safely. 
Psychosis 2018;10:142–5.  

74. Maund E, Stuart B, Moore M, et al. Managing 
Antidepressant Discontinuation: A Systematic 
Review. Ann Fam Med 2019;17:52–60. 

75. Breedvelt JJF, Warren FC, Segal Z, et al. 
Continuation of Antidepressants vs Sequential 
Psychological Interventions to Prevent Relapse in 
Depression: An Individual Participant Data Meta-
analysis. JAMA Psychiatry 2021;78:868-75.  

76. Van Leeuwen E, van Driel ML, Horowitz MA, et al. 
Approaches for discontinuation versus continua-
tion of long-term antidepressant use for depres-
sive and anxiety disorders in adults. Cochrane 
Database Syst Rev 2021;4:CD013495.  

77. Gøtzsche PC. The Review on Antidepressant 
Withdrawal That Cochrane Won’t Publish. Mad in 
America 2020;Feb 11.  

78. Gøtzsche PC. Deadly psychiatry and organised 
denial. Copenhagen: People’s Press; 2015. 

79. Moncrieff J, Cooper RE, Stockmann, T, et al. The 
serotonin theory of depression: a systematic 
umbrella review of the evidence. Mol Psychiatry 
2022;July 20.  

80. Cipriani A, Furukawa TA, Salanti G, et al. Compa-
rative efficacy and acceptability of 21 antidepres-
sant drugs for the acute treatment of adults with 
major depressive disorder: a systematic review 

https://www.bmj.com/content/374/bmj.n2403/rapid-responses
https://www.madinamerica.com/2020/02/review-cochrane-wont-publish/
https://www.madinamerica.com/2020/02/review-cochrane-wont-publish/
https://doi.org/10.1038/s41380-022-01661-0
https://doi.org/10.1038/s41380-022-01661-0
https://doi.org/10.1038/s41380-022-01661-0


9  

and network meta-analysis. Lancet 
2018;391:1357-66. 

81. Gøtzsche PC. Rewarding the Companies That 
Cheated the Most in Antidepressant Trials. Mad in 
America 2018;March 7.   

82. Munkholm K, Paludan-Müller AS, Boesen K. 
Considering the methodological limitations in the 
evidence base of antidepressants for depression: 
a reanalysis of a network meta-analysis. BMJ 
Open 2019;9:e024886. 

83. Gøtzsche PC. Long-term use of antipsychotics and 
antidepressants is not evidence-based. Int J Risk 
Saf Med 2020;31:37–42. 

84. Horowitz MA, Framer A, Hengartner MP, et al. 
Estimating risk of antidepressant withdrawal from 
a review of published data. CNS Drugs 
2023;37:143-57. 

 

 

Authors’ Note 

 

 
Initially, the two researchers were Peter C Gøtzsche 
and the PhD student he had employed, psychologist 
Anders Sørensen. We submitted the review to a 
journal, which was very interested but asked for a 
revision. Sørensen promised to revise the manuscript 
but did nothing.  

He did not respond to emails, never picked up the 
phone when he could see it was Gøtzsche who called 
and ignored telephone messages. After a year, Gøtz-
sche lost his patience and updated the literature 
search, added a new trial, responded to the peer 
review comments, and sent it all to Sørensen. 

When Sørensen continued to ignore Gøtzsche, he 
asked the journal for advice. The editor suggested he 
drop Sørensen and add a new author, as there was a 
new trial to consider. 

Gøtzsche submitted the revision with Maryanne 
Demasi. Then, the editor of the journal succeeded in 
making contact with Sørensen, who suggested his 
own changes, but sent them directly to the editor, 
without copying Gøtzsche or Demasi.  

Gøtzsche added Sørensen’s name to the paper 
again, agreeing to most suggestions and resubmitted 
it to the journal. Then, again, Sørensen ignored all 
further emails from the journal, so we were 

instructed to publish without him, because the rules 
stipulate than an author must approve the final 
version. 

The editor-in-chief asked Gøtzsche to get Søren-
sen’s signature confirming he was OK with not being 
an author. This was an impossible task, since Søren-
sen was now not responding to Gøtzsche or to the 
journal. We sought to ensure that Sørensen was in 
fact well, and we eventually established that he had 
been active with other projects.  

The editor-in-chief got cold feet and asked the 
journal’s ethical team. After this, we were told they 
could not publish the paper. 

The paper is highly important for psychiatric 
patients and for those who want to help them come 
off their drugs, which is part of Sørensen’s clinical 
practice.  

It is unacceptable that a researcher is allowed to 
block publication of important research in the general 
interest. Since the standard is that researchers are 
free to publish independently if they cannot agree, we 
have decided to publish the review ourselves. A 
comment about our study and a link to it will be 
provided on the website of Mad in America, which is 
the obvious place to go to for those seeking reliable 
information about depression drugs. 
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