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1. Executive Summary

Date: 10 October 2017

Medicine (INN): Review of SSRIs — Recommended: fluoxetine and sertraline or escitalopram
Medicine (ATC): NO6AB

Indication (ICD10 code): Depression or anxiety disorders (F32.0 — F32.9; F33.0 — F33.9; F41.0 — F41.9)
Patient population: Adults, adolescents, elderly, PLWHA

Level of Care: Primary level of care

Prescriber Level: Nurse Prescriber, Doctor

NNT: n/a

Current standard of Care: Fluoxetine / citalopram / amitryptiline

Motivator/reviewer name(s): Dr Lesley Robertson, Dr Renee de Waal assisted with appendix II.
PTC affiliation: Gauteng Provincial PTC

2. Name of author(s)/motivator(s)
Dr Lesley Robertson, Dr Renee de Waal assisted with appendix II.

3. Author affiliation and conflict of interest details
e Dr Lesley Robertson

Affiliated to the University of the Witwatersrand and the South African Society of Psychiatrists; Co-opted
to support PHC Committee (2016-2018).

Conflicts of interest: Dr Reddy Laboratories annual sponsorship of Public Sector Psychiatry Forum
(SASOP); Honorarium from Sanofi Aventis (2015) channelled to South African Society of Mental Health
and Deafness  via SASOP.

Note: Dr Robertson was recused from the decision-making process regarding a recommendation.
e Dr Renee de Waal
Affiliated to the University of Cape Town; Chairperson of PHC Committee (2016-2018).
Conflicts of interest: None.

4. Introduction/Background
A review of SSRIs to ascertain which have the best evidence for efficacy and tolerability.

5. Purpose/Objective

- P: Patients with depression or anxiety disorders

- 1: Any SSRI

- C: Placebo /Alternative antidepressant

- O: Reduction in depressive or anxiety symptomatology

6. Methods

Search strategy:

Pubmed was searched on 02/10/2017 using the terms “antidepressants and depression or anxiety” and
articles were restricted to meta-analyses published between 06/10/2007 and 02/10/2017. A total of 588
titles were retrieved (list attached) of which 529 were rejected as not relevant or not a meta-analysis.
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From 59 abstracts, which were screened for analyses with evidence of comparison between the different
antidepressants, 13 articles were selected. A search of the Cochrane database yielded 4 articles and an
additional citation search yielded 4 more articles. One of the Cochrane articles (Cipriani et al 2010 replaced
Cipriani et al 2008 as both were of sertraline vs other antidepressants)

As no articles relevant to PLWHA had been identified a second Pubmed search was performed on
03/10/2017 with the term “antidepressants and HIV” for systematic reviews with no date limits.43 titles
were retrieved, of which 38 were rejected as not relevant. Of the 5 abstracts, 4 articles were selected as
possibly indicating differences between antidepressants.

Excluded study:
The list for excluded studies and reasons for exclusion are attached as Appendix I.

NDoH_EDP_SSRIs_Depression&Anxiety PHC&Adults_Review_100ct2017_v7.0 2



Evidence synthesis and quality:

Studies of efficacy ttolerability / safety

Disorder / F.'atlent Author Study design Outcome measure Results / Effect Size
population
Depression — acute | Cipriani et al. Network Meta-analysis Primary outcomes
treatment (2018)* - Efficacy: >50% reduction A
Included data only for drugs in the in depression score —&— Significanthy in favour of active drug
High quality therapeutic range, therefore - Acceptability: All-cause i) :;:;:ﬂ'::‘l;ai:t;fu"mfpmm T

escitalopram and citalopram discontinuation.

compared according to therapeutic oy (e )

doses. Amitriptyline —— 2130(189-2.41)

. . Mirtarapina — 1-89 [1-64-2-20)

Used 8 weeks as time point for s - 185 (1.66-2.07)

outcome measures Vanlafaxine 178 [1-61-1.96)

Excluded trials with >20% of Paroxetine I 175 (1-61-1-90)

participants with bipolar, psychotic Milnacipran —= 174 {137-2-23)

or treatment resistant depression, Fluoveecamine — . 1-54 (1-41-2-02)

or with serious concomitant Esditalopram o 1-68 (1-50-1.87)

medical illness Mefarodone — 1-67 (1-32-2-13)
Sertralina = 1-67 [1-49-1-87)

522 RCTs included "I'n\'_'ll'tilIKEti-l'E _ 1-86 [1-45-1-97)
Agomelatine —= 1-65 (1-44-1-5E)
Wilazodons —_— 1-&0 {1-28—2-00)
Levomilnacipran —_— 159 (1-24-2-05)
Barpropion — 158 (1-35-1-36)
Flumetine - 152 (1-40-1-66)
Citalopram —— 152 (133-174)
Trazodone B — 1-51 {1-25-1-83)
Clomipramine — 1-49 [1-21-1-85)
Desvenlafaina ——— 1-49 (1-24-1-79)
Rebooetine — - 1-37 (1-16-1-63)

'}IE 1-0 1!5
-— —_—
Fawours placebo Fawours active dimag
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B

OR (95% Cel)

Acceptability (dropout rate)
Agomelatine
Flumetine
Escitalopram
Nefazodone
Citalopram
Amitriptyline
Parcoietine
Milnacipran
Sertraline
Buspropion
Mirtazapine
Vortieetine
Venlafaine
Dremvanlafaine
Dl atine
Fluoveiamine
Vilazodone
Trarodane
Rebosetine
Levomilnacipran
Clomipramine

_._

| -
| o
logs
.
o
I
-
L
-

I
25

‘_
Favours placebo

10

1
o5
—

Fawours active drug

084 (0-72-0-07)
0-88 (0-80-0-96)
090 (0-80-1-02)
0493 (072-119)
094 (0-80-1-00)
095 (0-83-1-08)
0495 {0-87-1-03)
0495 (073-126)
096 (0-85-1-08)
006 (0-B1-114)
099 {0-85-1-15)
101 {0-86-1-10)
104 (3-93-1-15)
108 (0-88-133)
109 (0-06-1-23)
140 {0-01-1.33)
114 (0-88-1-47)
115 (0-03-1-437)
1-16 (0-06-1-40)
149 (0-03-153)
1:30 (1-01-1-68)

Depression — acute
treatment

Magni et al.
(2013)2

High quality

Cochrane Review of Fluoxetine vs
other antidepressants
171 RCTs, N=24 868

For outcome of failure to respond:

Vs Citalopram 1 trial, N=59

Vs Escitalopram 1 trial, N=240
Vs Mirtazepine 4 trials, N=600
Vs Sertraline 6 trials, N=1188

Vs Venlafaxine 12 trials, N=3387

Failure to respond (to achieve >
50% reduction on Hamilton
Depression Scale - HDRS) was
used, therefore an OR < 1 favours
fluoxetine and > 1 the comparative
medication

Tolerability:
Drop outs due to adverse effects
(OR < 1 favours fluoxetine)

Failure to respond:

Fluoxetine vs venlafaxine: OR 1.29 (95% Cl 1.10 to 1.51)
Fluoxetine vs sertraline: OR 1.37 (95% Cl 1.08 to 1.74)
Fluoxetine vs mirtazapine: OR 1.46 (95% Cl 1.04 to 2.04)
Fluoxetine vs citalopram: NS [OR 0.60 (95% Cl 0.2 to 1.79)]

Fluoxetine vs escitalopram: NS [OR 1.02 (95% ClI 0.56 to 1.85)]

Tolerability (dropouts due to adverse effects):

Fluoxetine vs venlafaxine: OR 0.72 (95% Cl 0.56 to 0.94)
No significant difference between fluoxetine & citalopram,
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escitalopram, sertraline or mirtazapine

Depression — acute | Cipriani et al. Cochrane Review of Citalopram vs | Failure to respond (to achieve > Failure to respond:
treatment (2012)3 other antidepressants 50% reduction on HDRS) was used, | Citalopram vs escitalopram: OR 1.47 (95% CI 1.08 to 2.02)
37 RCTs therefore an OR < 1 favours Citalopram vs fluoxetine: NS [OR 1.03 [95% CI 0.75 t01.43]
Vs Fluoxetine: 2 trials, N=673 citalopram and > 1 the Citalopram vs sertraline: NS [OR0.53 (95% Cl 0.20 t01.42)]
Vs Escitalopram: 6 trials, N=1806 comparative medication Citalopram vs venlafaxine: NS [ 0.91 (95% Cl 0.46 t01.78)]
Vs Sertraline: 3 trials, N=551
Vs venlafaxine: 1 trial, N=151 Tolerability: Tolerability (drop-outs due to adverse effects):
Drop outs due to adverse effects No significant difference between citalopram & fluoxetine,
escitalopram, sertraline or venlafaxine
Depression — acute | Cipriani et al. Cochrane Review of Escitalopram Failure to respond (to achieve > Failure to respond:
treatment (2009)* vs other antidepressants 50% reduction on HDRS) was used, | Escitalopram vs Citalopram: OR 0.67 (95% ClI 0.50 to 0.89)
22 trials therefore an OR < 1 favours Escitalopram vs fluoxetine: NS [OR 0.81 (95% Cl 0.60 to 1.10)]
Vs Citalopram: 6 trials, N=1823 escitalopram and > 1 the Escitalopram vs sertraline: NS [OR 1.06 (95% CI 0.73 to 1.53)]
Vs Fluoxetine, 3 trials, N=783 comparative medication Citalopram vs venlafaxine: NS [OR 0.86 (95% Cl 0.53 to 1.39)]
Vs Sertraline, 2 trials, N=489
Tolerability: Tolerability (drop-outs due to adverse effects):
Drop outs due to adverse effects No significant difference between citalopram & fluoxetine,
escitalopram, sertraline or venlafaxine
Depression —acute | Cipriani et Cochrane Review of Sertraline vs Failure to respond Failure to respond at 6 — 12 weeks:
treatment al.(2010)° other antidepressants (to achieve > 50% reduction on Sertraline vs fluoxetine: OR 0.73 95% CI [0.59 to 0.92]
HDRS) was used, therefore an OR < | Sertraline vs citalopram: NS [OR 0.93 (95% Cl 0.61 to 1.42)]
59 trials 1 favours sertraline and > 1 the Sertraline vs escitalopram: NS [OR0.94 (95% CI 0.65 to 1.37)]
High quality Vs Citalopram, 1 trial, N=400 comparative medication Sertraline vs venlafaxine: NS [OR1.07 (95% Cl 0.74 t01.54)]
Vs Escitalopram 2 trials, N=489
Vs Fluoxetine 8 trials, N=1352 Tolerability: Acceptability: No significant difference with any groups
Vs Venlafaxine 5 trials, N=611 Drop outs due to adverse effects
Depression — acute | Cipriani et al. Network meta-analysis of 12 Response Efficacy — direct analysis:
treatment (2009)® antidepressants At least 50% reduction in Escitalopram vs citalopram: OR 1.47 (95% Cl 1.15 t01.90)
depression scale scores or “much Sertraline vs fluoxetine: OR 1.42 (95% Cl 1.13 to 1.78)
117 RCTs, N=25 928 improved” or very much Escitalopram vs fluoxetine: NS [OR 1.23 (95% Cl 0.87 to 1.74)]
High quality Fluoxetine: 54 RCTS improved” at 6 — 12 weeks of Rx Escitalopram vs sertraline: NS [OR 0.90 (95% CI 0.62 to 1.30)]

Sertraline: 27 RCTs
Escitalopram = 19 RCTs

Efficacy — multiple treatments analysis
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Fluoxetine vs escitalopram (but only 2 out of 5 RCTs included):
OR 0.76 (95% Cl 0.65 to 0.89)
Fluoxetine vs sertraline (8 RCTs): OR 0.80 (95% CI 0.69 to 0.93)

Cumulative probability of being amongst the four most efficacious:
mirtazepine 24.4%; escitalopram 23.7%; venlafaxine 22.3%,; sertraline
20.3%; citalopram 3.4%; paroxetine 0.1%,; fluoxetine 0.0%

Acceptability (according to drop-out rates)
No significant differences between ADs

Cumulative probability of being amongst the four most acceptable:
escitalopram 27.6%; sertraline 21.3%; citalopram 18.7%; mirtazapine
4.4%; fluoxetine 3.4%; venlafaxine 0.9%; paroxetine 0.2%

Wang et al. Meta-analysis of head to head At least a 50% reduction in At 6 weeks, paroxetine > fluoxetine OR: 0.74; p < 0.05
Depression — acute (2014)’ paroxetine vs fluoxetine trials depression scale scores or
Rx significant improvement in the CGl | But at 12 weeks fluoxetine > paroxetine (OR: 1.25; p < 0.05
17 RCTs with 3,110 participants at the conclusion of
therapy.
Katzman et Meta-analysis of paroxetine vs Included acute and long-term trails | Results inconclusive
Depression —acute | al.(2007)® other agents
& long-term Rx
51 trials, ?number of participants
Depression — Hansen et al. Meta-analysis of 24 trials, data not | Prevention of relapse and Confirms an advantage of continuation of treatment but could not
maintenance (2008)° pooled. prevention of recurrence. distinguish between antidepressants and cautions against inferring
treatment differences from given results.
Thorlund et al. Network meta-analysis Efficacy: Efficacy (RR of Partial Response):
(2015)% 50% reduction in depression Sertraline vs placebo: RR 1.28 (95% Cl 1.07 to 1.51)
15 trials; 4588 participants scores Paroxetine vs placebo: RR 1.48 (95% Cl 1.27 to 1.75)
. Safety: Duloxetine vs placebo: RR 1.62 (95% Cl 1.26 to 2.05)
Depression —

elderly patients

Fluoxetine: 5 trials; N=1581
Citalopram 2 trials; N=539
Sertraline: 1 trial; N=728
Escitalopram: 2 trials; N=782
Paroxetine: 4 trials, N=1016

Dizziness, falls

Citalopram vs placebo: NS [RR1.07 (95% Cl 0.7 to 1.48)]
Fluoxetine vs placebo: NS [RR1.08 (95% Cl 0.94 to 1.24)]
Escitalopram vs placebo: NS [RR1.19 (95% CI 0.99 to 1.41)]
Venlafaxine vs placebo: NS [RR 1.21 (95% Cl 0.88-1.57)]
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Duloxetine: 1 trial, N=311
Venlafaxine: 1 trial, N=300

Safety: (RR of Dizziness)

Sertraline vs placebo: RR 1.10 (95% CI 0.65 to 1.83)
Fluoxetine vs placebo: RR 1.31 (95% CI 0.89to 1.92).
Citalopram vs placebo: RR 1.45 (95% CI 0.69to 2.99)
Paroxetine vs placebo: RR 1.47 (95% Cl 0.83to0 2.61)
Escitalopram vs placebo: RR 1.58 (95% Cl 0.69to 4.10)
Duloxetine vs placebo: RR 2.94 (95% Cl 1.03to 8.37)
Venlafaxine vs placebo RR 3.18 (95% Cl 1.60to 6.03)

. Seitz et al. Meta-analysis of head to head Outcomes according to trials No significant difference between citalopram and alternative ADs

Depression - 1 . . . Co . . ; .

(2010) trials — pooled estimates (included tricyclics, mianserin, venlafaxine and reboxetine only).
elderly .

7 trials; N=1288
Tsapakis et al. Meta-analysis of RCTs in juvenile Response: Response:
(2008)*? depression (people < 20 years) >50% reduction of symptoms All antidepressants vs placebo: RR 1.22 (95% ClI 1.15 to 1.31)
TCAs vs placebo: RR 1.15 (95% Cl 0.98 to 1.34)

Depression — SSRIs vs placebo: RR 1.23 (95% Cl 1.14 to 1.33)
children and Fluoxetine vs other SSRIs: RR 1.45 (95% Cl 1.24 to 1.70)

adolescents

No significant effect of antidepressants in children under 10 years;
are effective in 10 and over (RR 1.19 (95% CI 1.09 to 1.30)) and more
strongly so in 16 years and over (RR 1.27 (95% CI 1.15 to 1.40))

Anxiety Disorders —
panic, GAD and
social anxiety
disorder (SAD)

Bandelow et al.

(2015)1

Meta-analysis of medication &
psychotherapy RCTS — analysed
pre-post effect sizes to get a
hierarchy of Rx efficacy

234 RCTs in total; N=37 333
138 RCTs using medication,
N=30411

Fluoxetine: 7 studies (4 in Panic
Disorder and 3 in SAD)
Escitalopram: 8 studies (1 in Panic,
5in GAD and 1 in SAD)

Sertraline; 9 studies (3 in each
disorder)

Outcomes — 50% reduction in
relevant anxiety scale

NB Study challenges NICE
guidelines assertion that
psychotherapy is as effective or
superior to medication.

Cohen's d - pre-post effect size

For all anxiety disorders (Pre-Post effect size as Cohen’s d)
SNRIs > Benzos > med +CBT > SSRIs > TCAs > Therapies > waitlist
(drug studies all short term < 14 weeks)

All SSRIs except citalopram superior to placebo

Quetiapine (3 studies; all in GAD): d 3.39 (95% CI 3.19 to 3.60)
Escitalopram:d 2.75 (95% Cl 2.09 to 3.41)

Sertraline:d 2.23 (95% Cl 1.56 to 2.90)

Fluoxetine: d 1.69 (95% Cl 1.16 to 2.22)

Citalopram (2 studies): d 1.06 (95% Cl 0.41 to 1.71)

Fluvoxamine (12 studies): d 1.53 (95% Cl 1.24 to 1.83)

(Both citalopram studies on panic disorder. None on GAD or social
anxiety disorder).

SNRI - Venlafaxine (20 studies; 5 each in panic disorder & SAD, 10 in
GAD): d 2.32 (95% Cl 1.94 to 2.70)
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Anxiety Disorders -
GAD

Baldwin et al.
(2011)*

Network probabilistic meta-
analysis

46 RCTs in Syst Rev;

27 included in meta-analysis:
Fluoxetine: 1 trial, N=90
Sertraline: 3 trials, N=749
Escitalopram: 5 trials, N=1652
Citalopram: No trials included

Response:

50% reduction in HAM-A score
Remission:

HAM-A score <7

Tolerability:

Withdrawal due to AEs

Response:

Placebo vs fluoxetine: OR 0.27 (95% CI 0.09 to 0.81)

Placebo vs sertraline: OR 0.45 (95% CI 0.33 to 0.62)

Placebo vs escitalopram: NS [OR 0.67(95% Cl 0.39 to 1.14)]
Escitalopram vs sertraline: NS [OR 0.68 (95% Cl (0.29 to 1.59)]

Remission:

Placebo vs fluoxetine: OR 0.24 (95% Cl 0.06 to 0.97)

Placebo vs escitalopram: OR 0.34 (95% Cl 0.20 to 0.57)
Placebo vs sertraline: OR 0.78 95% Cl (0.29 to 0.78)
Escitalopram vs sertraline: NS [OR 1.43 (95% CI (0.52 to 3.84)]
Escitalopram vs fluoxetine: NS [OR 0.62(95% Cl 0.04 to 6.47)

Tolerability (Odds of withdrawal due to adverse effects)
Escitalopram vs placebo: OR 2.86 (95% Cl 1.64 to 4.76)
Sertraline vs placebo: NS [OR 1.12(95% CI 0.61 to 2.04)]
Fluoxetine vs placebo: NS [OR1.54(95% Cl 0.13 to 16.67)]
Sertraline vs escitalopram: NS [0.44(95% CI 0.15 to 1.22)]

Anxiety Disorders —
Panic Disorder

Andrisano et al.
(2013)®

A systematic comparison of ADs
rather than a meta-analysis
50 studies, 5236 patients

Mean change in panic symptoms
from baseline

No statistical analysis; highlights inconsistencies and bias.

Mayo-Wilson et

Network meta-analysis

Calculated Standardised Mean

Treatment effect (SMD) - reduction in social anxiety

al. (2014)® Adheres to PRISMA guidelines Difference for each study vs
High quality 101 trials, N=13 164 waitlist and vs pill placebo Fluoxetine vs placebo -0,40 (95% Cl -0,65 to -0,14)
(Including psychotherapy trials) (placebo controlled results in Escitalopram vs placebo -0,41 (95% CI -0,63 to -0,19)
Anxiety Disorders — Citalopram: 2 trials, N=54 Appendix B of the article) Sertraline vs placebo -0,45 (95% Cl -0,65 to -0,25)
Social Anxiety Fluoxetine: 3 trials, N=107 Venlafaxine vs placebo  -0,49 (95% Cl -0,66 to -0,32)
Disorder Sertraline: 3 trials, N=535 Citalopram vs placebo NS [-0,36(95% CI -0,77 to 0,05)
Escitalopram: 2 trials, N=675
Venlafaxine: 5 trials, N=759 Note: Citalopram RCTs study population not relevant to PICO
question (i.e. cerebral blood flow on performing a public speaking
task before and after intervention).
Schizophrenia - Singh et al. Meta-analysis Change from baseline and end of Fluoxetine (NNT=11) and trazodone (NNT=6) may improve negative
negative (2010)¥ trial mean scores of negative symptoms, but trial results are inconsistent. All studies are small.
symptoms 23 trials, 819 participants symptoms
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Harmful effects

Disorder / Patient | Author Study design Outcome measure Results / Effect size
population
Gartlehner et al. | Systematic review and meta- Suicide / self-harm RCT sample sizes too small to detect differences between ADs
(2008)8 analysis One retrospective study cohort in UK: venlafaxine higher risk than
83 RCTs with > 17 000 participants citalopram (hazard ratio: 2.44; 95% Cl 1.12 to 5.31) or fluoxetine
21 observational studies (hazard ratio: 2.85; 95% Cl 1.37 to 5.94).
with >740 000 participants
One large prospective observational study —citalopram & paroxetine
Sexual dysfunction & venlafaxine had highest incidence; mirtazapine and nefazodone the
lowest (bupropion not included in study)
One cross-sectional study — paroxetine highest; bupropion lowest.
Insufficient evidence to draw conclusions.
Two open label trials showed no increased risk with bupropion than
Seizures other ADs (N of participants not provided).
One chart review of 538 self-poisoning with ADs — increased risk with
Any harmful venlafaxine.
effects
UK database analysis — highest for venlafaxine (13.2 deaths / 1 million
prescriptions)
Fatal toxicity
Case reports only —insufficient evidence to distinguish ADs
Other serious AEs
Most AEs mild and similar across ADs
General tolerability British event monitoring study — fluvoxamine > other SSRIs
Venlafaxine > SSRIs (RR 1.42; 95% CI 1.15 to 1.75)
Discontinuation due to AEs
Paroxetine > fluoxetine (p=0.015) and >> sertraline (p<0.001)
Weight gain
Venlafaxine — significantly higher diastolic BP and HR vs fluoxetine &
Cardiovascular AEs sertraline (p value or RR not provided)
Sharma et al Meta-analysis of clinical studies All-cause mortality 9 trials (N=2944) of medication vs placebo analysed — no significant
Suicidality and (2016)%° and trial reports increase in mortality in any trial and overall.

aggression

70 trials, N=18 526
Medicines included:

[OR 1.28 (95% CI 0.40 to 4.06)]
All deaths were in adults.
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Duloxetine 23 trials

Fluoxetine 3 trials

Paroxetine 8 trials

Sertraline 28 trials

Venlafaxine 8 trials

The main article does not indicate
which trial is of which
antidepressant and supplementary
data could not be accessed online.

Risks re children and adolescents
must be interpreted with caution.
This phenomenon has been
reported only in short term trials
and its relevance is controversial.?°
Although SSRIs may increase
suicidal ideation, lower rates of
SSRI prescribing to children and
adolescents have been associated
with higher completed suicides in
population level studies.?*

It is also possible that the
depression may be due to
undiagnosed bipolar disorder and
the increased suicidality and
aggression may be related to the
negative antidepressant effect on
bipolar depression.?®

Re individual antidepressants,
Pompili et al?® report paroxetine
and venlafaxine as having a higher
risk in their narrative review.

Suicides

Suicidality — includes suicides,
suicide attempts and suicide
ideation

Aggression

Akathisia

5 suicides occurred out of all the trials, all in adults; 2 in placebo and
3 in medication groups, no significant difference [OR 0.58 (95% Cl
0.07 to 4.48)]

Adults: 31 trials analysed; no significant difference vs placebo in any
trial or overall [OR 0.81 (95% CI 0.51 to 1.28).

Children and adolescents: 11 trials analysed (2 of which had
fraudulent data); only one (‘Trial 27’) had a significant increase vs
placebo OR 4.76 (95% Cl 1.25 to 18.14)

However overall effect is increased: OR 2.39 (95% Cl 1.31 to 4.33)

Duloxetine and imipramine are mentioned in the narrative, but no
connection is made with age group.

Adults: 23 trials analysed; no significant difference vs placebo in any
trial or overall [OR 1.09 (95% Cl 0.55 to 2.14)]

Children and adolescents: 9 trials analysed (excluding 2 with
fraudulent data); only one (‘Trial 27’) had a significant increase vs
placebo OR 7.41 (95% Cl 1.64 to 33.47).

However, overall effect is increased OR 2.19 (95% Cl 1.17 to 4.11)

Sertraline, paroxetine and fluoxetine are mentioned in the narrative,
but no connection is made with age group.

No significant difference vs placebo — all age groups.

Sexual
dysfunction
in MDD

Reichenpfauder
et al. (2014)*

Network meta-analysis of 37 RCTs
with 14 576 participants and
analysis of 5 observational studies

Any reported sexual dysfunction

Vs Bupropion (medicine with lowest risk), escitalopram has highest
risk of sexual dysfunction, followed by sertraline (OR > 1 favours the
initial medication):
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High quality

Strength of evidence rated as low
Comparisons indirect; wide
confidence intervals

High variability of reporting of
sexual dysfunction

High heterogeneity between
studies

But finding re bupropion consistent
with other analyses and with being
an NDRI

Bupropion vs escitalopram: OR 3.08 (95% Cl 1.27 to 6.45)
Bupropion vs sertraline: OR 2.21 (95% Cl 1.07 to 4.12)
Bupropion vs fluoxetine: NS [OR 1.02; 95% Cl 9.42 to 2.11)

However:

Fluoxetine vs sertraline: NS [OR 2.44 (95% Cl 0.94 to 5.26)]
Escitalopram vs fluoxetine: NS [OR 0.37 (95% Cl 0.13 to 0.85)]
Escitalopram vs sertraline: NS [OR 0.79 (95% CI 0.39 to 1.54)]

Congenital
malformations
after use in
pregnancy

Grigoriadis et al
(2013)%

High quality

Systematic Rev & meta-analysis of
cohort and case control studies
27 studies included

Any congenital malformation (12
studies)

Major congenital malformation

Cardiovascular malformations (13
studies)

Septal defects (9 studies)

Pooled studies: no increased risk 0.93 (95% Cl, 0.85 to 1.02; p =
0.113) across ADs

Pooled studies: no increased risk across ADs (RR = 1.07; 95% Cl, 0.99
t0 1.17; p = 0.095)

Pooled risk small but significant (RR = 1.36; 95% Cl, 1.08 to1.71; p =
0.008). Higher risk with Paroxetine(RR = 1.43; 95% Cl, 1.08 to 1.88; p
=0.012)

Pooled risk increased (RR = 1.40; 95% Cl, 1.10-1.77; P = .005)

Antidepressants in PLWHA

Depression in

Lofgren et al.

Systematic review of various

Depression symptoms

Psychotherapy: 79%: 39% (3 studies)

PLWHA (2017)%* intervention Relative reduction (pre-post): Net Task-shifting psychotherapy: 47%: 34% (4 studies)
reduction compared with controls Antidepressants: 79%: 39% in controls (3 studies)
Task-shifting ADs: Feasibility studies, no controls — overall
reduced depression of 82%
Exercise: 66%: 44%
Other psychosocial interventions: 44%: 21%
Studies highly variable; measures unclear
But no serious AEs with ADs and task-shifting of ADs appears
feasible.
Depression in Wagner et al. Secondary analyses of data pooled Improvement after 2 and 6 weeks of | Change in HDRS scores after 2 weeks of treatment (mean + SD
PLWHA (1996) from trials treatment according to the Hamilton | ¢  Imipramine: 11.8+3.8, p=0.002

Depression Rating Scale (HDRS)

e  Fluoxetine:8.6+3.7, p=0.000
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e Sertraline:7.313.9, p=0.000
e Dextroamphetamine 6.4+4.1, p=0.001
e  Placebo: 10.4+4.9, p=0.000

Change in HDRS scores after 6 weeks of treatment (mean + SD
e Imipramine: 5.7+4.6, p=0.000

e  Fluoxetine:7.0+4.4, p=0.000

e  Sertraline:5.2+4.5, p=0.000

o Dextroamphetamine 3.8+3.5, p=0.001

e Testosterone: 5.5+4.8, p=0.000

e Placebo: 9.916.8, p=0.000

Small trials; very heterogenous.

Pharmacotherapy Hill & Lee Review of literature — Reduction in depression symptoms

in PLWHA

(2013)%» antidepressants and antipsychotics 11 RCTs.

Fluoxetine most studied with significant efficacy (p<0.05) and no
serious AEs. Four case reports of potential serotonin syndrome
from fluoxetine + ritonavir at high doses 400 — 1200mg / day
(from CYP2D6 inhibition).

Small studies of citalopram & sertraline did not meet inclusion
criteria. Theoretical drug interactions re CYP2D6 and other
enzymes of doubtful clinical significance.

TCAs: Imipramine also effective — anticholinergic side effects
problematic. TCAs increased by ritonavir — caution advised.
Others:

Venlafaxine may be increased by ritonavir via CYP2D6 inhibition
with potential CVS effects

Bupropion reduced by ritonavir and efavirenz

Conclusion: Adjust doses according to clinical response / AEs

7. Alternative agents
Tricyclic antidepressants — equivalent efficacy but increased adverse effects.

Psychotherapy — maybe an alternative in selected patients and may be adjunctive.
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Summary of the evidence and comments

In depression, fluoxetine is the most studied SSRI; in adults, juvenile depression and PLWHA. It is less
studied in anxiety disorders. Regarding tolerability and severe adverse effects, there is little in the
evidence to suggest it being poorly tolerated. However, this does not exclude patient level poor
response or adverse reactions and an available alternative is advisable. In addition, most of the
evidence is derived from RCTs, in which external validity is limited by stringent inclusion and
exclusion criteria. As the evidence may not always be clinically valid, a choice of antidepressants is
recommended given the heterogeneity and commonality of the conditions to be treated.

Evidence suggests that sertraline is more effective than fluoxetine in the acute treatment of
depression and in the elderly with depression. For acute treatment of depression, escitalopram is
more effective than citalopram (the doses that were used in the included studies are shown in
Appendix 2) and, in only 2 studies, more effective than fluoxetine. However, in the elderly,
escitalopram and fluoxetine did not separate from placebo, whereas sertraline was more effective
(RR 1.28 (95% ClI 1.07-1.51)). In addition, although for all SSRIs the increased risk of dizziness was not
statistically significant; the risk was lowest for sertraline and highest with escitalopram.

For anxiety disorders overall, in terms of pre-post effect size, escitalopram appears to be most
effective, followed by sertraline and then fluoxetine. For GAD, fluoxetine appears to be most
effective, but this is based on only one trial with 90 participants. For response, sertraline was more
effective than placebo whereas escitalopram was not; for remission both were effective with
escitalopram having the greater effect size vs placebo. However, only escitalopram had significantly
more withdrawals than placebo because of adverse effects (OR 2.86 (95% Cl 1.64 to 4.76)). None of
the included trials assessed citalopram in GAD. In Social Anxiety Disorder, sertraline, escitalopram
and fluoxetine were all more effective than placebo, with very little obvious difference between
them although sertraline had the strongest effect size.

Regarding harmful effects, venlafaxine and paroxetine are most consistently associated with adverse
effects. There is little to choose between fluoxetine, sertraline and escitalopram, apart from the
higher risk of dizziness in the elderly and the significantly increased drop-outs due to side effects in
GAD with escitalopram.

For palliative care and in people with comorbid medical iliness there is little to guide the choice of
SSRI. Fluoxetine has been most studied in PLWHA and appears generally safe, although serotonin
syndrome has been documented with high doses of ritonavir. All the SSRIs inhibit certain P450
enzymes, and all may be affected by P450 enzyme inhibitors. Where the risk of serotonin syndrome
is a concern, it is probably advisable to use an alternative to fluoxetine because of its 3-week half-
life, and to use the lowest effective dose.
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EVIDENCE TO DECISION FRAMEWORK

JUDGEMENT SUPPORTING EVIDENCE & ADDITIONAL
CONSIDERATIONS
w For depression: Sertraline appears most
S What is the overall confidence in the effective in adults® ¢ and in elderly??;
a evidence of effectiveness? fluoxetine maybe more effective in
> adolescents' and is more studied in HIVZ®.
5 Confident Not Uncertain
> confident For anxiety: No evidence for citalopram !> 1416
E I:l |:| Fluoxetine possibly more effective and
g sertraline better tolerated.
(%]
E Do the desirable effects outweigh the
% undesirable effects?
-]
2 Benefits  Harms Benefits =
E outweigh outweigh harms or
E harms benefits Uncertain
® Il ] [ ]
Therapeutic alternatives available: Rationale for therapeutic alternatives included:
Yes No
ouw| D1 [
5 2 | List the members of the group. References:
a § Depression: sertraline, fluoxetine,
§ & excitalopram. Anxiety disorders: fluoxetine,
T E sertraline, escitalopram, Rationale for exclusion from the group:
== List specific exclusion from the group:
Depression:
Anxiety: Citalopram References:
S~
0 Is there important uncertainty or variability
§ > about how much people value the options?
E g Minor  Major  Uncertain
52 L [
o o
3 § Is the option acceptable to key
S < | stakeholders?
< Yes No Uncertain
- Il ]
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How large are the resource requirements? Cost of medicines/ month:
Fluoxetine 20 mg, 30 caps R5.57*
More Less Uncertain Sertraline 50 mg, 30 tabs R 46.34 t0 92.69**
intensive intensive Escitalopram 10 mg, 30 tabs | R 27.99 to 55.98**
| ‘ | ‘ Citalopram 20 mg, 30 tabs R 7.52*
*Contract circular HP09-2016SD (accessed 1June2018)
** SEP Database, 5Jun2018 — 30 to 60% of average SEP
w International price comparison
g - International Medicines Price Guide, 2015% inflated
w using SEP adjustments for 2015-8%
& Medicine Source ZAR® | ZAR per
8 (USAS per | per month
o unit) unit (30 days)
o Fluoxetine 0.0083* 0.128 | 3.844
20mg
Sertraline 50 | 0.0185%* 0.286 | 8.57
mg
Citalopram n/a n/a
Escitalopram | n/a n/a
* PERU (DDP)
Additional resources: n/a
Would there be an impact on health
> inequity?
=) .
g Yes No Uncertain
x| [ ] [ 1
Is the implementation of this
- recommendation feasible?
g Yes No Uncertain
]
o
We We suggest not | We suggest We We recommend
recommend to use the using either suggest the option
against the option or the option or | using the
option and to use the the option
Type of recommendation for the alternative alternative
alternative
O O O [x] O

! Management Sciences for Health: International Medicines Price Guide, 2015.

http://mshpriceguide.org/en/home/
2 NDoH SEP adjustment notices (2015-2018)

3 OANDA Average exchange rates: Period 1Jan2018 to 25Jun2018. https://www.oanda.com/currency/average
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Recommendation

Based on this evidence review, the Primary Health Care Committee recommends that fluoxetine be
used as first line for depression and anxiety in all patients. Sertraline, citalopram, and escitalopram are
suitable alternatives if fluoxetine is poorly tolerated. The decision regarding which SSRI to use as second
line for depression and anxiety should be based on cost.

Rationale: To simplify treatment of mental health conditions at primary health care, it would be
preferable to have one first-line SSRI to treat both depression and anxiety. This SSRI should ideally work
well across all populations, including children, adolescents, adults, the elderly, and those with co-
morbidities, especially HIV. As SSRIs might be poorly tolerated, there should be an alternative SSRI for
those who are unable to tolerate the first line SSRI.

Fluoxetine is relatively well-studied and is effective for depression in adults, adolescents, and HIV-
infected patients. It is effective for GAD, and for anxiety in HIV-infected patients. It is also reasonably
well-tolerated.

In terms of a second line SSRI, escitalopram, citalopram, and sertraline are all effective in depression.
Sertraline is the most effective for depression in elderly patients. Sertraline and escitalopram are also
effective in anxiety. The included studies did not assess citalopram in GAD, but there is evidence of its
benefit in Panic Disorder. Assuming that citalopram is comparable to escitalopram in equivalent doses,
citalopram, escitalopram, or sertraline may be used as second line treatment in anxiety, as for
depression.

Level of Evidence: | Systematic reviews and meta-analyses

Review indicator:

Evidence Evidence of Price

of efficacy harm reduction
]
VEN status:

Vital Essential Necessary

I P R

Monitoring and evaluation considerations

Research priorities
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Appendix II: Doses of citalopram and escitalopram for depression and anxiety in head-to-head studies

A: DEPRESSION

e Comparative efficacy
Forest plot from Cipriani et al 2012*:

Figure 4. Forest plot of comparison: | Failure to respond at endpoint (6-12 weeks), outcome: 1.3
Citalopram versus other SSRls.

Citalopram Other SSRIs 0Odds Ratio Odds Ratio
Study or Subgroup Bwvents Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.1 Versus Escitalopram
Burke 2002 70 137 130 252 18.7% 1.158[0.75,1.77] I
Colonna 2005 86 182 71 175 20.0% 1.31[0.86, 2.00]
Lepola 2003 82 161 61 156 19.1% 1.62[1.03, 2.52] =
Moore 2004 65 152 37 142 17.6% 2121[1.28, 3.47] —
Ou 2010 33 120 37 120 157% 0.85[0.48,1.49] —
Yewtushenko 2007 20 110 B 109 8.0% 3.811[1.47,9.91] —
Subtotal (95% CI) 852 954 100.0% 1.47 [1.08, 2.02] <&
Total events 356 342
Heterogeneity; Tau®=0.08; Chi*=11.27, df=5 (P =0.05); F=56%
Test for overall effect. Z=243 (P =0.02)

e Comparative doses

Study Citalopram Escitalopram Sponsor
daily dose daily dose
Burke 2002 40 mg 10-20 mg Escitalopram manufacturer
Colonna 2005 20 mg 10 mg Escitalopram manufacturer
Lepola 2003 20-40 mg 10-20 mg Escitalopram manufacturer
Moore 2005 40 mg 20 mg Escitalopram manufacturer
Ou 2010 20 mg 10 mg National Institutes of Pharmaceutical Research and
Development
Yevtushenko 2007 10 and 20 mg 10 mg 000 ARBACOM, relationship to manufacturer unclear

e Recommended doses as per SAMF>:

| Citalopram 20-40 mg daily Escitalopram 10-20 mg daily

B: ANXIETY

e Comparative efficacy

Only one trial assessed escitalopram and citalopram simultaneously, in patients with panic disorder® ’.
The authors did not directly compare the treatments however, but compared each with placebo. The
primary outcome was panic attack frequency at week 10. The log transformed mean difference from
baseline at 10 weeks was -1.32+0.1 for placebo, -1.61+0.1 for escitalopram (p=0.04 versus placebo),
and -1.43+0.1 for citalopram (not significant versus placebo, p value not reported). Both were
significantly better than placebo in terms of improvements in symptoms.

e Comparative doses

Study Citalopram daily dose Escitalopram daily dose Sponsor

Stahl 2003 First week 10 mg, then 20-40
mg (mean 21.3 mg)

First week 5 mg, then Escitalopram manufacturer

10-20 mg (mean 10.8 mg)

e Recommended doses as per SAMF&:

Citalopram: 10 mg for 1 week, then 20-40 mg daily | Escitalopram: 5 mg for 1 week, then 10-20 mg daily

4 Cipriani A, Purgato M, Furukawa TA, Trespidi C, Imperadore G, Signoretti A, et al. Citalopram versus other anti-depressive agents for depression.
The Cochrane database of systematic reviews. 2012(7):CD006534.

> SAMF, 2016.

6 Stahl SM, Gergel |, Li D. Escitalopram in the treatment of panic disorder: a randomized, double-blind, placebo-controlled trial. J Clin Psychiatry.
2003 Nov;64(11):1322-7.

7 Bandelow B, Reitt M, Rover C, Michaelis S, Gorlich Y, Wedekind D. Efficacy of treatments for anxiety disorders: a meta-analysis. Int Clin
Psychopharmacol. 2015;30(4):183-92.

8 SAMF, 2016.
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