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3arnasue

* YKa3blBa€eTCA Ha 3arnaBHOM crnanae npeseHTtauunm

* YKa3sblBaeTcs B PICO dpopmate
PICO acronym

P = Patient, population or target problem at hand

How would you describe a group of patients similar to your own?
What is the condition or disease you are interested in?

| = Intervention
What do you want to do to this patient?
Treat, diagnose or observe?
C= Comparison
What is the main alternative (gold standard) to compare with the

intervention?
Your clinical question does not always need a direct comparison.

O= Outcome
What can you hope to improve, accomplish, measure or affect?
What are the relevant outcomes? (morbidity, death, complications)
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AKTYyanbHOCTb
Abstract

Background

Fluoxetine is a serotonin reuptake inhibitor indicated for major depression. It is also thought to affect weight control: this seems
to happen through appetite changes resulting in decreased food intake and normalisation of unusual eating behaviours.
However, the benefit-risk ratio of this off-label medication is unclear.

Plain language summary

Background

Fluoxetine is a medicine used for the treatment of depression, which reduces appetite as a side effect. Therefore, it is suspected
that fluoxetine could be used as a treatment for overweight or obese people. In this group of people administration of fluoxetine
means an off-label treatment which means it is not licensed for treating obesity.



Abstract
Llen M Plain language summary
Authors' conclusions

Summary of findings

* (POPMUPYIOTCH OBHNM

npegjioxKeHnem
* YKkasblBaloTCA B pasaene e thoe
. . Results
Objectives o
Discussion
Objectives

To assess the effects of fluoxetine for overweight or obese adults.
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Abstract
* Abstract (selection criteria)

Authors' conclusions

* Methods (Criteria for considering ey ot Il
studies for this review) Background
Objectives
Selection criteria
We included randomised controlled trials (RCTs) comparing the administration of fluoxetine versus placebo, other anti-obesity Resu ltS

agents, non-pharmacological therapy or no treatment in overweight or obese adults without depression, mental illness or

, Discussion
abnormal eating patterns.

Criteria for considering studies for this review

Types of studies

We included randomised controlled trials (RCT) comparing the administration of fluoxetine versus another pharmacological

therapy with anti-obesity agents, no treatment or placebo for overweight or obese adults.

Types of participants



* Methods (Search methods for
identification of studies)

Cochrane Central Register of Controlled Trials (CENTRAL) via the Cochrane Register of Studies Online (
December 2018).

MEDLINE Ovid (Epub Ahead of Print, In-Process & Other Non-Indexed Citations, Ovid MEDLINE(R) Daily
from 1946 until 20 December 2018.

Embase Ovid (from 1974 until 25 December 2018).
LILACS (Latin American and Caribbean Health Science Information database; from 1982 until 28 Decen

ClinicalTrials.gov (www.clinicaltrials.gov &) (until 31 December 2018).

Abstract

Authors' conclusions
Summary of findings
Background
Objectives

Results

Discussion

World Health Organization International Clinical Trials Registry Platform (ICTRP) (www.who.int/trialsearch &) (until 31

December 2018).



CTpartermnsa
noncka

nccneaoBaHUA
* Methods (Trial flow diagram.)

Abstract

Authors' conclusions
Summary of findings
Background
Objectives

Results

Discussion

1028 records identified through database 14 additional records identified through non-database sources
searching (contacts with experts, manufacturers, handsearching of literature)

Cochrane Library: 192

MEDLINE (Ovid 1946 onwards): 368
EMBASE (Ovid 1974 onwards): 450
LILACS (1982 onwards): 4

WHO International Clinical Trials Registry
Platform: 9

ClinicalTrials.gov: 5

!

‘ 1036 records after duplicates removed ’

l 1036 records screened "_{ 984 non-relevant records excluded (abstract)

‘ 52 full-text articles/records assessed for eligibility }

34 full-text articles/records excluded

Not a clinical trial: 7

Unclear data on participants' weight status: 22
Included participants <18 years: 1

Not the right intervention/comparator: 4

4 additional publications/records identified through handsearching of reference
lists of included trials, systematic reviews/meta-analyses and HTA reports

20 trials (22 publications/records) included

0 potentially relevant ongoing trial

1 trial awaiting assessment

‘ 19 completed trials (21 publications/records) included in qualitative synthesis

‘ 17 trials included in quantitative synthesis (meta-analysis) ’




OLueHKa pucka npeaB3siToCTU

* Methods (Assessment of risk of bias
in included studies)

» Obsi3aTenbHO: Tabnuya «puck
npeaB3ATOCTU», MUHUMAaIbHOE
TEKCTOBOE ONncaHme.

Al-Helli 2015
Bagiella 1991
Bondi 2000
Bross 1995
Fernandez-Soto 1995
Goldstein 1993
Goldstein 1994
Guimaraes 2006
Huang 1898
Kopelman 1892
Lawton 1995
Levine 1987
Levine 1989
Pedrinola 1993
Pijl 1991
Stinson 1992
Suplicy 2014
Visser 1993

Wurtman 1993
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KayecTBo A0OKa3aTell bCTB.

Authors' conclusions

I Summary of findings I

. . . Background
Summary of findings i
Objectives
Results
Discussion
Outcomes Placebo Fluoxetine Relative No of Certainty |Comments
effect participants | of the
(95% (trials) evidence
cl) (GRADE)
Weight loss (kg) (a) The mean weight {a) The mean weight loss in - {a) 956 (10) (a) & (b) (a) The 95% prediction
loss ranged across the fluoxetine groups was 2.7 interval ranged between
(o sttoietineiiosages placebo groupsfrom kg higher {4 kg higher to 1.4 kg (b) 819 (7} 00 | 1, kgand 1.7 kg
A (c) 182 (2) low®
. : . -4.9 kg to 0.3 kg higher) e e
(b) Fluoxetine 60 mg/d (d) 279 (3} b) The 95% prediction
cin i ; . . Sk
{c) Fluoxelinie 40 me/d {b) The mean weight  (b) The mean weight loss in (c) &{d) interval ranged between
(d) Fluoxetine 20 mg/d loss ranged across the fluoxetine groups was 2.5 OO0 | g4 kgand 1.4 kg
Followiip: placebo groups from kg higher (3.8 kg higherto 1.2 :’:;
-4.9 kg to 0.3 kg kg higher)

(a) 11 days to 52 weeks

{c) The mean weight

(c) The mean weight loss in the




KayecTBO JOKa3aTeNbCTB

Authors’ conclusions
Summary of findings
* Discussion (Quality of the evidence) Background

Objectives

Results

I Discussion I

Quality of the evidence :
We identified a great variety of doses and durations of treatment in the intervention groups, many different groups of

comparators, and variation in the diagnostic criteria and characteristics of the grade of obesity in the participants, which limited
comparability and increased the heterogeneity between trials.



PesynsraThl

Authors' conclusions

Summary of findings
Background

* Abstract (B OONbLUMHCTBE CIy4aeB JOCTATOM!  objectives

o
* Tak ke MOXXHO CMOTPETbL: Results, Discussion. Results

Discussion
* MeTa-aHanuns, ecnv NnpoBoAMNICSH ;

Main results

We identified 1036 records, scrutinized 52 full-text articles and included 19 completed RCTs (one trial is awaiting assessment). A
total of 2216 participants entered the trials, 1280 participants were randomly assigned to fluoxetine (60 mg/d, 40 mg/d, 20 mg/d
and 10 mg/d) and 936 participants were randomly assigned to various comparison groups (placebo; the anti-obesity agents
diethylpropion, fenproporex, mazindol, sibutramine, metformin, fenfluramine, dexfenfluramine, fluvoxamine, 5-hydroxy-
tryptophan; no treatment; and omega-3 gel). Within the 19 RCTs there were 56 trial arms. Fifteen trials were parallel RCTs and fou
were cross-over RCTs. The participants in the included trials were followed up for periods between three weeks and one year. The

certainty of the evidence was low or very low: the majority of trials had a high risk of bias in one or more of the risk of bias
domains.

For our main comparison group — fluoxetine versus placebo — and across all fluoxetine dosages and durations of treatment, the
MD was -2.7 kg (95% Cl -4 to —1.4; P < 0.001; 10 trials, 956 participants; low-certainty evidence). The 95% prediction interval



Fluoxetine Placebo Mean Difference Mean Difference
Study or Subgroup Mean [kg] SD[kg] Total Mean[kg] SD[kg] Total Weight IV, Random, 95% CI[kg] IV, Random, 95% ClI [kg]

1.1.1 Fluoxetine 60 mg/d

Bondi 2000 (1) -5.6 589 12 -4.9 485 12 6.3% -0.70 [-5.02, 3.62] e
Goldstein 1994 (2) -1.4 7127 -1.2 57 217 187% -0.20[-1.41,1.01] B
Guimaraes 2006 (3) 83 9.01 9 777 10.66 10  1.9% 5.30 [-3.55,14.15] =

-
Levine 1987 (4) -4.5 4 60 -1.4 0.77 60 19.6% -3.10[-4.13,-2.07) T
Levine 1989 (5) -3.91 3.87 87 -0.54 2.34 74 19.9% -3.37 [-4.34,-2.40] S
Pijl 1991 {8) -3.6 1.66 1 0.3 1.73 12 17.8% -3.90[-5.29,-2.51] T

° M eTa_a H an l/l 3 Visser 1993 (7) -5 28 18 2.4 28 20 157% -3.50 -5.28,-1.72] —-—
Subtotal (95% Cl) 414 405 100.0% -2.50[-3.78, -1.22] 3
Heterogeneity: Tau®= 1.90; Chi*= 26.38, df= 6 (P = 0.0002); F= 77%
Test for averall effect: Z= 3.83 (P = 0.0001)

1.1.2 Fluoxetine 40 mg/d

Levine 1989 (8) -2.16 2.56 90 -0.54 2.34 74 51.8% -1.62 [-2.37,-0.87] |
Pedrinola 1993 (9) -8.2 28 10 1.7 1.3 8 48.2% -6.50 [-8.46,-4.54] -
Subtotal (95% Cl) 100 82 100.0% -3.97 [-8.75, 0.81] Sl

Heterogeneity: Tau®=11.34; Chi*= 20.85, df=1 {P < 0.00001); F=95%
Test for averall effect: Z=1.63 (P=0.10)

1.1.3 Fluoxetine 20 mg/d

Levine 1989 (10) -1.93 3.06 86 -0.54 2.34 74 429% -1.39 [-2.23,-0.59] =
Suplicy 2014 (11) -2.5 4.1 3 -341 43 29 307% 0.60 [-1.583, 2.73] I’
Wurtman 1993 (12) -7 597 30 -3 3.99 29 26.5% -4.10 [-6.68,-1.52] T

T e N T Subtotal (95% CI) 147 132 100.0% -1.50 [-3.53, 0.54]

Heterogeneity: Tau®= 2.33; Chi*=7.58, df= 2 (P=0.02); F=74%
Test for averall effect Z=1.44 (P=0.15)

Abstract
Plain language summary -20 -10 0 10 20
. . Favours fluoxetine Favours placebo
Authors' conclusions Test for subgroup differences: Chi*=1.17, df= 2 (P = 0.56), F= 0%
Footnotes
Summary of findings (1) 12 weeks intervention
(2) 52 weeks intervention
Background (3) 90 days intervention
- A (4) 11 days intervention; value of 0.1 in publication probahly SE and recalculated as SD
ObJECt'Ves (5) 8 weeks intervention
(6) 6 weeks intervention
(7) 12 weeks intervention
(8) 8 weeks intervention
Results (9) 12 weeks intervention
Discussion (10) 8 weeks intervention

(11) 52 weeks intervention
(12) 12 weeks intervention
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Authors' conclusions a

Implications for practice

Approved indications for use of fluoxetine are major depression, obsessive behaviours, panic disorders and bulimia. We observed
low-certainty evidence suggesting that off-label fluoxetine may produce a modest weight loss compared with placebo at any
dose, especially when given at a dose of 60 mg/day. However, we found low-certainty evidence of a small increase in the risk for
specific adverse events, such as dizziness, drowsiness, fatigue, insomnia and nausea following fluoxetine consumption. With
respect to other findings of our review, there were limited data from other comparator anti-obesity agents and non-

pharmacological therapies were scarce.

Implications for research

Further research is required to determine whether the administration of fluoxetine has any effect on morbidity, socioeconomic
effects and health-related quality of life in overweight and obese people, as well as whether this intervention might be useful in
combination with other anti-obesity agents or with non-pharmacological interventions to reduce weight. To ensure the efficacy
and safety of fluoxetine in overweight or obese adults high-certainty evidence is needed to analyse the effects of long-term use of
fluoxetine to promote weight loss and to determine the severity of adverse events. On the other hand, researchers should
improve their efforts to reduce high attrition rates in these types of long-term therapies.

Plain language summary

Authors' conclusions

Summary of findings

Background

Objectives

Results

Discussion
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