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These continual increases occur despite significant concerns about efficacy and safety. A recent
network meta-analysis reported small benefits
compared with placebo, but the trials involved
had multiple methodological flaws, with 82%
rated as having moderate or high risk of bias.4 It
has long been established that less than half of trials find ADs superior to placebo.5,6 This lack of
difference between ADs and placebos is particularly frequent in properly blinded, non industryfunded studies.7,8 One meta-analysis found that
‘the overall effect of new-generation AD medications is below recommended criteria for clinical
significance’, with benefit compared with placebo
only for a tiny minority of recipients ‘at the upper
end of the very severely depressed category’.9
Another meta-analysis, of 131 placebo-controlled
trials, concluded that the overall effect size does
not reach ‘clinical significance’ and argued that
‘the harmful effects of SSRIs versus placebo for
major depressive disorder seem to outweigh any
potential small beneficial effects’.10
High rates of adverse effects have been identified, originally in the biological domain, including nausea, impotence, insomnia, diarrhoea,
dry mouth, dyspepsia and sweating,11–13 but
more recently also in the personal and interpersonal domains, including emotional numbing,
feeling not like oneself, agitation, reduction in
positive feelings, caring less about others and
suicidality.14–17
In this context, attempts to understand the perpetually increasing prescription rates began to
focus on increases in repeat prescriptions. For
example, UK data on 189,851 general practice
patients revealed that a doubling of prescribing
over 8 years was explained not by increases in new
prescriptions but a doubling of the number of
prescriptions per patient.18
Such findings raised the issue of the withdrawal
effects of ADs, until recently a somewhat taboo
topic. In 2018, guidelines from the UK National
Institute for Health and Care Excellence
(NICE) stated that AD withdrawal symptoms
‘are usually mild and self-limiting over about
1 week, but can be severe, particularly if the
drug is stopped abruptly’.19 Meanwhile US
guidelines claim that symptoms ‘typically
resolve without specific treatment over
1–2 weeks’.20 Three recent systematic reviews
have, however, indicated that these are gross
underestimates.21–23
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The most recent of the three reviews was undertaken for the All Party Parliamentary Group for
Prescribed Drug Dependence in the UK,21 to
inform an enquiry by Public Health England
(PHE).1 Fourteen studies found that withdrawal
incidence ranged from 27% to 86%, with a
weighted average of 56%. Only four studies
assessed severity; they produced a weighted average of 46% of those experiencing withdrawal
effects endorsing the most extreme severity rating
on offer. Seven of the ten studies that reported
duration found that a significant proportion of
people experiencing withdrawal do so for much
longer than 2 weeks, and that it is not uncommon
for it to last for several months or, more rarely,
years. The reviewers concluded1:
‘We recommend that UK and USA guidelines on
antidepressant withdrawal be urgently updated as
they are clearly at variance with the evidence on the
incidence, severity and duration of antidepressant
withdrawal, and are probably leading to the
widespread misdiagnosing of withdrawal, the
consequent lengthening of antidepressant use,
much unnecessary antidepressant prescribing and
higher rates of antidepressant prescriptions overall.
We also recommend that prescribers fully inform
patients about the possibility of withdrawal effects.’

In May 2019, the Royal College of Psychiatrists
(RCPsych) published an updated, evidencebased ‘Position statement on depression and antidepressants’,24 including:
‘Discontinuation of antidepressants should involve
the dosage being tapered or slowly decreased to
reduce the risk of distressing symptoms, which may
occur over several months. . . The use of
antidepressants should always be underpinned by a
discussion about the potential level of benefits and
harms, including withdrawal.’

In September 2019, PHE published its 152 page
document entitled ‘Dependence and withdrawal
associated with some prescribed medications: An
evidence review’.1 Having meticulously documented the extent of the problem, it made a range
of important recommendations, including for services to assist people coming off ADs and other
psychiatric drugs, better research and more accurate national guidelines.
In October NICE updated its guidelines25 in line
with the 2019 Davies and Read review, recommending that doctors
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‘Advise people taking antidepressant medication
that if they stop taking it abruptly, miss doses or do
not take a full dose, they may have discontinuation
symptoms such as: restlessness, problems sleeping,
unsteadiness, sweating, abdominal symptoms,
altered sensations (for example electric shock
sensations in the head), altered feelings (for example
irritability, anxiety or confusion). Explain that whilst
the withdrawal symptoms which arise when stopping
or reducing antidepressants can be mild and selflimiting, there is substantial variation in people’s
experience, with symptoms lasting much longer
(sometimes months or more) and being more severe
for some patients.’26

Among the many evidence-based recommendations in the PHE report1 was:
GPs develop their knowledge of, and competence to
identify, assess and respond to, dependence or
withdrawal associated with some medicines and the
support needs of people experiencing problems with
withdrawal or dependence.’

The current study was designed to assess GPs’
experiences, knowledge, views, and needs (see
Methods), so as to help effectively target efforts
to implement this recommendation, in relation
to ADs.
Methods
The study was approved by the University of East
London’s Research Ethics Committee (Application
ID: ETH1920-0048).
An online questionnaire was designed, based primarily on the research literature discussed previously,1,4–11,18–23 and later,27–38 in order to address
UK GPs’ beliefs, knowledge and needs in relation
to ADs in general and withdrawal therefrom in
particular. Questions were also asked about what
GPs think cause depression and about the influence of drug companies. Most questions generated quantitative data from multiple choice
questions, but several generated qualitative data
via open ended questions (including an ‘other’
option after some multiple-choice questions).
The questionnaire was trialled on three GPs, and
minor amendments made. The British Medical
Journal published an article announcing the
launch of the study in February 2020.39 The survey was also advertised on social media, including
the ‘Resilient GP’ Facebook group. When the
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COVID-19 pandemic occurred, participation
ceased. It was subsequently decided to publish the
findings despite the small sample size, with clear
statements about the obvious limitations involved.
Data analysis
Quantitative data are presented as descriptive statistics (percentages etc.) without analysis by
demographics, due to small numbers. Responses
to open questions were reported in terms of numbers of similar/identical responses.
Results
Sample characteristics
Between 7 February and 10 March 2020, 66 GPs
completed the survey, although 3 left some of the
questions unanswered towards the end of the survey (see Tables 3, 4, 6 and 8). Of these 66, 46
(70%) were women. The average age of the sample was 48.9 years (SD 10.3) and they had worked
as GPs for an average of 18.2 years (SD 10.9).
Almost all (97%) worked in England, with one
each from Scotland and Wales.
When asked to estimate how many of their
patients ‘present with mood/depressive symptoms’ 26 (39%) ticked ‘21–30%’, followed by 17
(26%) ticking ‘11–20%’ and 9 (14%) who estimated ‘31–40%’.
Causal beliefs
The GPs were asked: ‘What do you think are the
relative contributions of bio-genetic causes (e.g.
chemical imbalance, genetic predisposition)
versus social causes (e.g. stressful/traumatic
events, loss etc.) for depression?’ The majority
(53; 80%) felt that social causes contributed more
than bio-genetic causes. The ratio most commonly endorsed (19; 29%) was ‘Bio 30% – Soc
70%; followed by ‘Bio 20 – Soc 80% (17; 26%).
The most strongly endorsed specific causal factors were ‘Child abuse or neglect’ and ‘Violence/
rape in adulthood’, and the least commonly
endorsed were ‘Genetic predisposition’ and
‘Chemical imbalance’ (see Table 1).
Twenty four participants added 28 ‘other’ causes.
The only causes mentioned by more than one GP
were social media - 3; personal characteristics - 3
(‘poor coping skills’, ‘low resilience’, ‘personality
traits’); and loss of control - 2 (e.g. ‘lack of
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stark contrast to the two largest surveys ever conducted, of over 1800 and over 1400 AD recipients,16,38 in which less than 2% reported being
told anything about withdrawal effects by the
prescribing doctor.
If our GPs’ reports of their own practice are
accurate, rather than the result of social desirability, this would lend support to the possibility
that our small sample did, indeed, differentially
include GPs with a high degree of knowledge,
and good practice, about, AD withdrawal (see
Limitations).
Telling people about adverse effects is not only a
pre-requisite for meeting the essential ethical
principle of informed choice, it can have unexpected beneficial effects. In a large online survey,
self-reported efficacy was independently predicted, after controlling for a range of other psycho-social variables, by both the amount of
information about ADs offered by the prescriber
and the perceived quality of the relationship
between prescriber and patient.38
Sources of information for GPs
It seems that at least as many GPs consult the
British National Formulary (BNF) (76% in the
current sample) as NICE guidelines (71%).
Changes in NICE need to be paralleled by updates
to the BNF, which currently promotes the notion
that ‘Patients with a history of recurrent depression should receive maintenance treatment for at
least 2 years’. It also states that the frequency of
‘withdrawal syndrome’ is ‘not known’, and that
‘withdrawal effects are usually mild and self-limiting, but in some cases may be severe’.46
Limitations
The obvious limitation to this study is the very
small sample size, representing only about
0.15% of GPs in England, and effectively none
from the rest of the UK. Under normal circumstances such a sample size would prohibit submission to a journal. In the current abnormal
circumstances (COVID-19), however, with no
further recruitment possible, or appropriate, we
hoped our data, however limited, may be helpful
to government officials, professional bodies, and
researchers,47 planning for implementation of
the hugely important PHE Report once these
circumstances abate.
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The most likely bias resulting from the tiny sample is disproportionate inclusion of GPs with a
particular interest in, and knowledge of, ADs and
withdrawal therefrom. If this was the case (and
we have no way of knowing) then the findings
relating to the psycho-social perspective of GPs,
for example, should be received with caution.
The levels of perceived inadequacy of knowledge
and the numbers with inaccurate beliefs about
incidence and duration of withdrawal, might be
even more pronounced in a more representative
sample.
Acknowledgements
Thank you to the GPs who took the time to complete the survey, and to the British Medical
Journal for reporting the launch of the survey.
Conflict of interest statement
The authors declare that there is no conflict of
interest.
Funding
The authors received no financial support for the
research, authorship, and/or publication of this
article.

References
1. Taylor S, Annand F, Burkinshaw P, et al.
Dependence and withdrawal associated with some
prescribed medicines: An evidence review. London:
Public Health England, 2019.
2. Pratt L, Brody D and Gu Q. Antidepressant use
among persons aged 12 and over: United States,
2011–2014. Data Brief No. 283. Washington DC:
National Centre for Health Statistics, 2017.
3. Organisation for Economic Cooperation and
Development (OECD). Antidepressant drugs
consumption, 2000 and 2015 (or nearest year) in
Pharmaceutical sector. Paris: OECD, 2017. https://
doi.org/doi.org/10.1787/health_glance-2017graph181-en (accessed 10 June 2020).
4. Cipriani A, Furukawa TA, Salanti G, et al.
Comparative efficacy and acceptability of 21
antidepressant drugs for the acute treatment
of adults with major depressive disorder: a
systematic review and network meta-analysis.
Lancet 2018; 391: 1357–1366.
5. Khan A, Khan S and Brown W. Are placebo
controls necessary to test new antidepressants and
anxiolytics? Int J Neuropsychopharmacol 2002; 5:
193–197.

journals.sagepub.com/home/tpp

J Read, J Renton et al.
6. Turner E, Matthews A, Linardatos E, et al.
Selective publication of antidepressant trials and
its influence on apparent efficacy. New Eng J Med
2008; 358: 252–260.
7. Khan A and Brown W. Antidepressants versus
placebo in major depression: an overview. World
Psychiatry 2015; 14: 294–300.
8. Moncrieff J. Antidepressants: misnamed and
misrepresented. World Psychiatry 2015; 14:
302–303.
9. Kirsch I, Deacon B, Huedo-Medina T, et al.
Initial severity and antidepressant benefits: a
meta-analysis of data submitted to the Food
and Drug Administration. PLoS Med 2008; 5:
260–268.
10. Jakobsen J, Katakam K, Schou A, et al. Selective
serotonin reuptake inhibitors versus placebo
in patients with major depressive disorder: a
systematic review with meta-analysis and trial
sequential analysis. BMC Psychiatry 2017; 17: 58.

management, 2009. https://www.nice.org.uk/
guidance/cg90/resources/depression-in-adultsrecognition-and-management-pdf-975742638037
(accessed 10 June 2020).
20. American Psychiatric Association. Practice
guideline for the treatment of patients with major
depressive disorder. Washington DC: APA, 2010,
p.39.
21. Davies J and Read J. A systematic review into the
incidence, severity and duration of antidepressant
withdrawal effects: are guidelines evidence-based?
Addict Behav 2019; 97: 111–121.
22. Fava G, Gatti A, Belaise C, et al. Withdrawal
symptoms after selective serotonin reuptake
inhibitors discontinuation: a systematic review.
Psychother Psychosom 2015; 84: 72–81.
23. Fava G, Benasi G, Lucente M, et al. Withdrawal
symptoms after serotonin-noradrenaline reuptake
inhibitor discontinuation: systematic review.
Psychother Psychosom 2018; 87: 195–203.

11. Antonnucio D and Healy D. Relabeling the
medications we call antidepressants. Scientifica
2012; 965908.

24. Royal College of Psychiatrists. Position statement
on antidepressants and depression, PS04/19.
London: R.C.P, 2019.

12. Moret C, Isaac M and Briley M. Problems
associated with long-term treatment with selective
serotonin reuptake inhibitors. J Psychopharmacol
2009; 23: 967–974.

25. Iacobucci G. NICE updates antidepressant
guidelines to reflect severity and length of
withdrawal symptoms. Br Med J 2019; 367:
l6103.

13. Uher R, Farmer A, Henigsberg N, et al. Adverse
reactions to antidepressants. Br J Psychiat
2009;195: 202–210.

26. NICE. Antidepressant treatment in adults.
NICE 2019, October. http://pathways.nice.org
.uk/pathways/depression (accessed June
10 2020)

14. Gibson L, Cartwright C and Read J. Patientcentred perspectives on antidepressant use: a
narrative review. Int J Ment Health 2014; 43:
81–99.

27. Dowrick C. Beyond depression: A new approach to
understanding and management. Oxford University
Press, 2009.

15. Read J, Cartwright C and Gibson K. Adverse
emotional and interpersonal effects reported
by 1,829 New Zealanders while taking
antidepressants. Psychiatry Res 2014; 216: 67–73.

28. Dowrick C and Frances A. Medicalising
unhappiness: new classification of depression
risks more patients being put on drug treatment
from which they will not benefit. Br Med J 2013;
347: f7140.

16. Read J and Williams J. Adverse effects of
antidepressants reported by a large international
cohort: emotional blunting, suicidality, and
withdrawal effects. Curr Drug Saf 2018; 13:
176–186.
17. Read J, Gee A, Diggle J, et al. The interpersonal
adverse effects reported by 1,008 users of
antidepressants; and the incremental impact of
polypharmacy. Psychiatry Res 2017; 256, 423–427.
18. Moore M, Yuen H, Dunn N, et al. Explaining the
rise in antidepressant prescribing: a descriptive
study using the general practice research
database. Br Med J 2009; 339: b3999.
19. National Institute for Health and Care Excellence
(NICE). Depression in adults:Recognition and

journals.sagepub.com/home/tpp

29. Healey D. Let them eat Prozac: The unhealthy
relationship between the pharmaceutical industry and
depression. New York University Press, 2004.
30. Gøtzsche P. Deadly medicines and organised crime:
How Big Pharma has corrupted healthcare. London:
Radcliffe, 2013.
31. de Wattignar S and Read J. The pharmaceutical
industry and the internet: are drug company
funded depression websites biased? J Ment Health
2009; 18: 1–10.
32. Read J and Cain A. A literature review and
meta-analysis of drug company funded mental
health websites. Acta Psychiatr Scand 2013; 128:
422–433.

13

