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Mpemusi 38 BKNSA B fXKEeHayKy

Haraans 3y6apesa (2,5 muiH
MOJIIMCYNKOB) - Bpau-TEPaIIeBT,
Ha3bIBaIOIIas ceOsT TaKKe
SHJIOKPUHOJIOTOM, IUETOJIOTOM,
JIETCKUM JUETOJIOIrOM 1
CIIOPTUBHBIM HYTPHIIHOIOTOM,
aBTOP IICEBAOHAYYHBIX KHHT,
IIPOJIAFOIIUXCS OTPOMHBIMHU
TUpaXxamu, 0e3 ycTaau
paccKa3bIBaloIas CBOUM
ITOJIMMUCYMKAM O TAKMX ONACHOCTSX,
KAaK JBIPABBIN KUIIICYHUK.



There 1s no religion higher than truth.

Het peiiruu BhIllIe UCTHHBI




There is no religion higher than truth.

HeT pemuruu BeIIe )I/ICTI/IHI)I




Y10 Takoe ucTuHa?

*UCTHHA €CTh COOTBETCTBHE MBICJIU 00bEKTY
NEUCTBUTECILHOCTH

© UCMUHA — 2MO0 008epue ABMOPUMEMHOMY UCTMOYHUKY,

© UCIMUHA — MO YmMEepIHcoeHue, NOOMBEPHCOEHHOE ONbIMHBIM NYMEM,
* UCMUHA — NPAKMUYECKU NOJIe3H0e 3HAHUE,

* UCUHA — pe3VTbMmam CO2NAULeHUS,

* UCMUHA— ACHOE NPedCmasieHue 0 Yem-1udo,

* UCTMUHA— OMOENIbHOE cyofcéeHue, cocziacyrwuweecs co gcell cucmemol.




ONBITHBIN ITYTh

- [TammenT A, cTaxk KypeHus 25 JieT.
[Ipuaep>kuBaJICA MBICJIH KyPEHUE — HE BBI3bIBACT
paka jerkoro. Ymep B pesyiabsrare OHMK.

- [ITanuenT b, cTaxx kypenus 30 JeT.
[Ipuaep>krUBaJICs MBICIH KYpPEHHE — BhI3BIBACT PaK
JIETKOr0. YMEpP OT paka JETrKoro.

- KypeHue BbI3bIBa€T pakK JIETKOIro WJIM HET?




JloBepre aBTOPUTETHOMY UCTOUYHUKY
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OBCPHUC ABTOPUTCTHOMY HNCTOYHHKY

© KOJUIEKTHB ABTORPOB, 2017
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BITUSAAHUE CPOKOB HAYATIA TEPAMWU OCTPOW PECMTUPATOPHOU BUPYCHOM
MHOEKLUWUU U TPUNMNA HA OAUHAMUKY KITUHUYECKUX CUMITOMOB U UCXOObl
3ABOJIEBAHUA (pe3ynbTraThl KOFOPTHOIO MeXAyHapoaAHOro HabnwaarenbHOro
uccnegosanusn FLU-EE)

'PI'BOY BO «Spocnasckuii rocyaapeTeeHHkIi MeauuuHekuil yuusepenrer» Muniapasa Poccnn, Slpocnasns;

*OI'bOY BO «Kazanckuii rocyrapersestsiil MeanumHckuii yuusepenter» Munaapasa Poceun, Kazane,

*OI'BOY BO «Ilepssiit Mockosckuit rocyaapereenssiii Meanunsckiit ynusepenrer um. H-M. Ceuenosay Munijipaga
Poccun, Mocksa;

*OI'BOY BO «MockosckHii rocyaaperseH sl Meanko-cromaronornyeckuii yuusepenter um. A M. Esnoknmosan
Munanpasa Poccun, Mocksa,

‘Epesanckuii rocyapersenHbiii Meanuuucknii yuusepeuter um. Mxurapa epaun, Epesan, PecniyGnnka Apmenns;
‘Tocynapcreennsil yHuBepeureT Meanuuas 1 dapmaumn uv. Huxonae Tecremuumany, Knmnues, PecnyGanka Monjoea;
"MHeTHTYT MeauuMHCKOH GroTexHonoruy M. Ba. Baxyramsnnn TOMIKCCKOrO rocyapeTBEHHONO MEAHLHHCKOTO
yaueepcutera, TowaucH, I'pyaus.

Hens. Oyenka eWANUR CPOKOE HANAIA NPOMUSOBUPYCHON MEPANUU NPU OCMPOI PECTUPAMOPHON SUPYCHOU UHpeRyuU
(OPBI) u zpunne na QuHGMUKY KIUHUHECKIX CUMPIOMOE U UCXOOS! 3000.1€6GHIR.

Mamepuan u memoos. B MexcoyuapooHoe omKpuinoe npocnekmusHoe HaduooametsHoe ucciedosanue exnoveno 18 946
nayuexmos & sozpacme om 18 do 93 aem ¢ xwnunecku yemanoaiennsim ouaznozom OPBIH wiw spunna. Yacms nayuenmoe
(epynna cpasxenus) noIyuaIa CUMRMOMAMUMECKOE AEHEHUE GE3 UCTIOTBI0EAHIA NPOMUEOSUPYCHIX CPEOCME, Opy2as pynna
(ocHoEHAR) & COCMABe KOMILIEKCHOZO TEHEHUR NOTVIATA 6 KANECMEE IMUOMPONHON MEPANUL NPOMUCOSUPYCHEI Rpenapan
Kazoyen. B ounasuxe ocywecmeinin noopodHyo OYeHKy KIUHINECKUX CUMNMOMOS, HAUNUA GaKMEPUATEHEX OCIONCHEHIAL,
HACTOMB U HPHEKMUSHOCIN HATHANEHKOW AEKAPCMBEHHOI, & MOM YUCIE AHMUGAKMEPUATLHOI, MEPANUL, 0 MAKNE Oe3-
ORGACHOCMU NPOEOOUMOC0 TEUEHUA.

Pesyamamu. 3a meduyunckoil nomowsio npaxmuvecku uemeepme (23,2%) nayuenmos ¢ OPBIH u spunnom odpawasomesn ne
& nepesie 24—48 u, a na 3-u cymxu 3a6oresanus u nozxe. B xiunuveckon kapmune OPBH ooun wz nauboree uacmo ecmpe-
HANOUUXCA CUMNMOMOE 6 nepasie 24—48 u om Hanaia 3a601e8aHUA — ZUNEPMEPMUR, KOMOPAR NPU OMCYMCMEUN AdeKeamHo-
20 Aenenua wepes 72 4 1 no3wce CMERAEMCA HAPACMAHIEMN OPYZUX CUMRMAMOS: UHMOKCUKGUUU U KAULIA, MANCECTE KOMOPO20
KOppeTupyem ¢ pazeumues OaKmepuaibHsX OCIONCHERUI, HAlYe 6Ce20 OUAHOCMUPYEMBIX Ha S-€ cymiKiL.

Hazuauenue undyxmopa unmepgheporoe kazoyera npueooum K Goiee GuICIMpasy, YeM 6 ZPYNNe CPASHEHIR, B0CCTNAHORTEHUIO
HOPMAILHOT MEMANEPAMYPER MEIQ BHE 3ACUCUMOCTI OM CPOKOE HATHANEHUA NPENAPAMQ (KAK NPU PAHHEM, MAK U RPU NOIOHEM
naznavenuu). Tepanus, 6KI0YAOUAA KA20UER, CONPOSOIOAEMER DOIEE IHATILMEIM PESPECCOM KIUHUYECKUX CUMAMAMOE 3a-
GONEBAHUR YNCE KA 2—3-1 CYMKU TEHEHUA, COKPAUEHUEM HACMOMbl GaKMeEPUATbHEX ocioNcuen ¢ 13 oo 7.9%. Yacmoma
CAYNAEE NOTHOZ0 ERIO0POSTEHUR K suzumy 3 & pynne cpaskenus cocmasuia 70,8%, e ocuoenoit spynne — 77,9%. Iloxazana
noye ?tY()()ép&? mocme ”p{)ﬂ"f’d‘h‘l(ﬂ n,?f)¢7”,70h7?"['(C‘“Kﬂf‘l GIl’?"l6!ll)"”llt’l)”fl.‘,)‘?ff!lh’ npw ()[’BII u spunnc (rwacmoma naInose ai

300POGTEHUR CHIGILIGCH HA 6%5), @ MAKM¥CE HEOOHOIHAUHOCTE POIU GHMUGUONIUKOS (MPU AU OCTONCHERUT! U 1X RPUMEHE-
HUL NOIHOE Boccmarostere 6uio & 57,7% cayvaes, a npu omxaze om nux — 6 77,4%).

3axwonenue. Omeymenigue npoMusOSUPYCHOZ0 aevenur npu paziuinsix OPBIH sewemcs ownbounon maxmuxoit u cnoco-
CMEYEN 3AMANCHOMY MEUEHI0 3GO0TEEAHIN, PAICUMIID OCTONCHeHul. HYen panbue navama npomueosupycHas mepanus,
MEM J€cNeE npomexaem 3000.1€6aAHUE, PEXNCE 603HURAIOM OCTIONCHERUA, PAHBIUE HACMYNAEM 66I300P0OGIERUE. Ha Kﬂn'ﬂpmﬂﬂl-l
ELIO0PKE NOKAAHA HPHEXMUSHOCHE HATHANEHUR UHOYKMOpa usmepheporos kax npu pawnxes (24—72 v om navara 3abore-
6aMUR), max u npu nozoHem (vepes 72 u u noINce) HAUare IEUEHUA.

Kawueegn e c10&a: ocnpas pecnuDAMODHAR EUDVCHASR UHMERUUSA: 2DUNN: 2UREDMEDMUS. NDONUEOSUDVCHAR MEDANUS:




JloBepre aBTOPUTETHOMY UCTOUYHUKY

MHO3UH npaHoOekKc
HokaszaTtenbHas 6a3a B Tepanuu OPBU v rpunna

oc 1976 no 201 5 Tatanua. To0TvBoDKDYCHAR SKTHEBMOCTY MHOJWKE NPANOtenca”®
e

086 Pa"AOMugupoaaHHHx Sypyce o An B YCTOHOO/CH3

uccneaoBaHum, Brpyc HIN1 yerarosrens

Srpyc MSNL ycraroaneHd

SrpyC ragarprnna ycroroascrad

*8 KOKpaHOBCKNX 0630poB,

yctancarena

110 UCTIOSb30BaHWIO MHO3UHA on
npaHobexca B fieyeHwH
pecnupaTopHbIX MHMEKLWHA

CrafanpegocTaanes KM H., fousHToM Pysasossas 110
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Jloka3arejbHas
MCINIINHAQ — noxnxon x

MEIUIIMHCKOMN TIPAKTUKE, TIPU KOTOPOM
pELIEHHs O IPUMEHEHUM |
IPOPUITAKTUYECKUX, TUATHOCTUUECKUX U
JIEYEOHBIX MEPOIPUATHH IIPUHUMAIPTCH,
UCXOJSl U3 UMEIOIINXCA JIOKA3ATEIIbCTB UX
>(Q(GEKTHBHOCTH i OE30IIaCHOCTH, § TaKHE
| 10Ka3aTeIbCTBA IGIBEPratOTCs MOUCKY,
CpaBHCHUIO, OOOOIICHUIO U HIMPOKOMY

|pacnpoc:TpaHeHmo JUISL ICTIOIb30BaHMS B
nHTepecax maruenTos (Kvidence Bas@ B

Medicine Working Group, 1993).




Evidence based medicine

-Meauiubaa OCHOBAHHAY HA ...7

-Evidence - one or more reasons for believing that
something 1s or 1s not true (cBuIETEILCTBO)

- Proof - a fact or piece of information that shows that

something exists or 1s true (moka3aTeabCTBO)




EBM Levels of Evidence
Pyramid

Meta-
analysis

y . RCTs and controlled clinical trials help to answer
Systematic [

Reviews . treatment questions and diagnosis questions. If there
! @ren’t any RCTs or controlled clinical trials, move down the

. pyramid to the next best option.

Randomized |
Controlled Trials . Cohort Studies help to answer prognosis questions
' and etiology/harm questions. g

Cohort Studies : ' When you cannot find a cohort study to
. answer your prognosis or etiology/ harm
question, look for a Case Control Study.

Case Control Studies

' When you cannot find a cohort study or
a case control study to answer your

prognosis or etiology / harm question,

Case Series & Case Reports look for a Case Seriesor Case Report.

expert

Animal Studies / Laboratory Studies




BMC Cancer. 2012; 12: 385. PMCID: PMC3505152
Published online 2012 Sep 3. doi: 10.1186/1471-2407-12-385 PMID: 22943444

Systematic review with meta-analysis of the epidemiological evidence in
the 1900s relating smoking to lung cancer

Table 1

Literature searching and study identification

Peter N Lee X! Barbara A Forey,! and Katharine J Coombs'

A : o N (%)
Inclusion and exclusion criteria

Papers
Attention was restricted to epidemiologicall prospective or case—control studies|published up to and : —
including 1999, whicl] involved 100 lung cancersl or more, and which provided RR estimates for one or Identified as potentially relevant 09 00%
more defined major, cigarette-type or dose-related smoking indices. The “major indices™ compare ever, T

Not obtainable 244 4.1%
Results e
287 studies|(20 subsidiary) were identified. Although RR estimates were markedly heterogeneous, the Obtained 3740 05.0%

meta-analyses demonstrated a relationship of smokino with lung cancer risk, clearly seen forjever smoking _—

(random-effects RR 5.50. CI 5.07-3.96)} current smoking [(8.43, 7.63-9.3 l)l ex smoking [4.30, 3.93-4./1) Did not provide relevant data at all 4001 81.8%
and pipe/cigar only smoking (2.92. 2. 38-3.57). It was stronger for squamous (current smoking RR 16.91, ——

13.14-21.76) than adeno (4.21, 3.32-5.34), and evident in both sexes (RRs somewhat higher in males), all Satisfied inclusion criteria except less than 100 lung cancer cases 175 2.9%
continents (RRs highest for North America and lowest for Asia, particularly China). and both study types : e e
(RRs higher for prospective studies). Relationships were somewhat stronger in later starting and larger Satichied aliinclusion critars 673 11.2%

studies. RR estimates were similar in cigarette only and mixed smokers, and similar in smokers of i R

pipes/cigars only. pipes only and cigars only. Exceptionally no increase in adeno risk was seen for

Studies
pipe/cigar only smokers (0.93, 0.62-1.40). RRs were unrelated to mentholation, and higher for non-filter B
and handrolled cigarettes. RRs increased with amount smoked, duration, earlier starting age, tar level and Identified 337 100.0%
fraction smoked and decreased with time quit. Relationships were strongest for small and squamous cell, ) ,;7 it s i
intermediate for large cell and weakest for adenocarcinoma. Covariate-adjustment little affected RR 1 ,
; Principal 267 93.0%
estimates. : —— >
Subsidiary 20 7.0%

Conclusions

The association of lung cancer with smoking 1s strong, evident for all lung cancer types, dose-related fand

quantify the relationships more precisely than previously.




«Karouény» — poCCHIACKMI NEKApCTBEHHbIN npenapat. B CLUA 1 3anafHoit EBpone He 3aperMcTPUpoBaH.

Mo AaHHbIM NpeacTaBuTenen GopMynapHoro komutera PAMH u OCOM, ahdekTMBHOCTL npenapata He aokasaxal 23] Mo cocroanmio Ha
aHBapb 2019 roaa ABOMHBIX CNenbIX NNauedo-KOHTPONUPYEMbIX UCTILITAHMI Npenapara He NPOBOAUNOC. B YaCTHOCTH, N0 €BPONEACKAM ¢
aMEPUKAHCKUM MEOULMHCKMM CTaHOAPTaM U 3aKOHOAATENLCTBY, OH HE MOXET ObiTh UCMONb30BaH B MEOULMHCKOM NpakTUKE. 110 COCTORHMUIO
Ha 2019 rof npenapar He YNOMUHAETCA B MEXAYHAPOAHON aHATOMO-TEPANEBTUYECKON Knaccudukaumm (ATC)H.

Mexauusm ]_IeIL/'ICTBI/Iﬂ I[IpernapaTa [npasurs | npasutes koA |

[0 HACTOALLETO BPEMEHU HE ObiNO NPOBEAEHO UCCNEN0BAHWIA, KAKUM-NMGO 00pa3oM NOATBEMKAAOLIME MEXAHU3M AEHCTBUA NPENAPATa, BNPOYEM, NPOM3BOAMTEND 3aABNAET, YTO
OCHOBHbIM MEXaHU3MOM AEUCTBUA «Karouena» ABNAETCA CTUMYNALMA BbipabOTKW B OPraHU3ME CEMEWNCTBA CODCTBEHHbIX OENKOB — MHTEPMEPOHOB (anbda u 6eTa),
00ecneynBatLLMX NPOTUBOBUPYCHbIA U UMMYHOMOZYNUPYIOLWMIA 3DEKThl Npenapara.

TO4HBIN MEXAHU3M, KOTOPbLIM «Karouen» Mor Obl BNUATL Ha BbIPaBOTKY MHTEPMEPOHOS, HenssecTeH!27],

OOBLEMDI nﬁo,aa»( « KaroHena» OHeHMBaiOTCSI ponee yem s 2,5 MJ‘IB,E[ %c‘meﬁ ‘2012‘71. OTMEYAETCA KpaiHe akTWBHbIA MapKeTUHr npenapartal®l, kak cpean HaceneHua, Tak u cpeam
MEQWLWMHCKOrO NepcoHana. B YaCTHOCTH, NPOABMXEHUEM Npenaparta 3aHuManach atbAHa MONWKOBa BO BPEMA HAXOXAEHWA HA LOMKHOCTH (DeAepanbHOro MUHUCTPA

3apasooxpaHernal’l.

Nenin  Toprosoe Haumerosarwe  MexayHapoaroe Tpoussogutens 3aneutens Homep Patapeructpaumm  CPOK AedcTEMA
) : ; : : : yaoeTC _ :
1 KAMOLEN Other antivirals HWAPMEOWK ©APMA OO0, HWAPMEOWK NNAKOC 000, 8707/08/14/17/19 21.01.2019 SeccposHo OpUrHHaneHoe

MHCTPYKLMA: NaUMeHTa Poccuitckas denepauyus Poccuitckas ®eaepauus
cneuuanucra




[Tpuka3ssi
M3Pb

NucTpykunu
Meta - M3Pb

analysis
& EU and US guidelines

systematic
reviews JICYCHUSI

[IpoTOKOJIBI

Knuauueckue
PEKOMEH TAlN U




DISCOVERY & CLINICAL TRIAL FDA
PRE-CLINICAL APPROVAL

PHASE | PHASE 2 PHASE 3




PKU
MeTa-aHajans

Cucremaruyeckuu 0030p




Systematic

cnonb3yloTcs HageXHble MeToabl Ans
YMEHbLUEHUSI NPeAB3ATOCTU MNpU

cbope, 0600LLEHNN, NpeaCTaBEHNM,
NHTEepnpeTaumn n npeactaBneHnn AaHHbIX
nccreaoBaHUN.

XapaKTepUCTUKMU:

* YETKO MOCTaBMNEHHbIE Lenu;

e 3apaHee onpeaerieHHble KpUuTepun
NPUeMNeMOoCTH;

* yeTKas, BOCNnpomn3sogmmasa Metogonorus,

* cCUCTEMATUYECKNU NOUCK NNTepaTypsl;

* OLleHKa OOCTOBEPHOCTU BKITHOYEHHbIX
nccrieaoBaHUN;

* CUCTEMATUYECKUN CUHTE3 U
npeacraBneHmne pesynsraTos.

> Non-systematic

HecuctemaTtunyeckume ob63opsl
noaBepXXeHbl NPeaB3ATOCTH.

ABTOpPbI HE MOTYT YETKO yKa3aTb
MCNonNb3yemMy METOLONOMI0

ABTOpPbI MOTYT BbITb
nsbumparensHbIMU B NpeacTaBlieHnn
[oKasaTenbCTB

ABTOpPbI MOTYT MOAAEpPXNBaTb
KOHKPETHOE, Y>Ke CYLLECTBYOLLIEe
MHEHNe

ABTOpbI HE OLleHMBAOT KA4eCTBO
cTaTeW, BKMNOYEHHbLIX B 0630p



| apanTus OTCyTCTBUSA
NPEeAB3ITOCTH UCCIECI0OBAHUA

— IyOJIMKaIKs NPOTOoKoJIa!




Systematic review

‘Title * 3araBue
-Background * AKTYaJIbHOCTH
-Objectives * llenu

-Methods e MeToabl
‘Results ° PCBYHBTaTBI



Systematic review

-Summary of findings * CBOZIKA PE3Y/ILTATOB
-Discussion *OQ0cy:xaeHUE

-Authors’ * BLIBOABI AaBTOPOB
conclusions Pe3rome Ha MPOCTOM SI3BIKE

-Plain language * ABTOPCKOE pe3roMe

Stmmary (anHOTAIHN)
-Abstract



Title

3arinaBue
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)




Fluoxetine for adults who are
overwelght or obese.
DJIYyOKCEeTHH Y NAIMEHTOB ¢ U30bITOYHOM
MAaCCOM TeJIa U OKHPEHHEM.

P — adults who

are overweight
or obese

-l — Fluoxetine
-C — Placebo

-0 — weight loss

P — nmarmeHThI C
N30BbITOYHON MACCOH TeJiia
U OKUPECHUEM

I — ®dnyokceTun
C — Ilmane6o
O — noreps Beca




Background

AKTYAJIBHOCTH NMPO0JIeMbI

-Description of the
condition

-Description of the
Intervention

-Adverse effects of the
Intervention

-How the intervention
might work

-Why 1t 1s 1important to
do this review

Onucanue COCTOSIHUS
Onucanne BMeIIaTeILCTBA
[To0ouHBIE 3(PDHEKTEI
BMeEIIaTeJILCTBA

Kak BMeIareabCTBO
MOXKET paboTaTh?
[ToueMy 3TOT 0030p
BayKEH !




Objectives

IHean
Objectives

To assess the effects of fluoxetine for overweight or obese adults.

OneHuth YPHEKTUBHOCTE (PIIYOKCETHHA Y

[MAIIUEHTOB C N30BITOYHON MAaCcCOU Teja 1
OKUPECHHUEM.




Methods

METOAbLI HCCJIEA0BAHUSA

: gtﬁt&?gafg?tﬁ??io&gvlg Kpurepun BKIIIOYEHUS UCCIEA0BAHUI
B 3TOT 0030D

O1eHKka Ucxoa0B

-Search methods for Crparerus oucKa UCCIEeJOBAaHUN
identification of studies CGop ¥ aHaMM3 HHOPMALHH

- Data collection and analysis M3BiieueHre U MEHEIKMEHT TaHHBIX

- Data extraction and O1ieHKa pHUCKa IPEAB3SITOCTUH BO
management BKJIFOUCHHBIX MCCIECI0OBAHUIX

- Assessment of risk of bias in [N IEEEGR: (0) ERER) 15 o0z
included studies

- Types of outcome measures

- Certainty of the evidence




Criteria for considering studies for this
review
Kpurepun BKIIOYEHUA UCCIECTOBAHUHA B 3TOT
0030p
Types of studies — RCT Tun ucciaenopanus — PKI

Types of participants
- adults (aged 18 years and  [arict LENIESR RIS E (18 ner u

older) who were overweight cTaplie) ¢ M30BITOYHOM MacCcoi Tella Win
or obese according to WHO oxupenueM (kpurepun BO3 2000), ¢

2000 criteria, with or UM 0€3 COIYTCTBYHOIUX
without comorbidities, of 3a00J1eBaHNi, JIO00W HAIIMOHAJIBLHOCTH,

any ethnicity, who received  DoiKe)a)S (SR04 5 R0 BN O & A d0s
fluoxetine as treatment for
this condition.



-Diagnostic criteria for being * lMuarHocTHYeCKHE KPUTEPUH

overweight and obese - We SIRHDE V- S
calculated BMI by dividing a MPCHHS H A30BITOHOH MACCEI

person's weight by the square of
her/his height (kg/m?). We

TeJsia. 3a OCHOBY B34T UMT,
25-29,9 n3bsITOuHAs Macca Tena,

calculated a range of between 25 30 u Oosiee — OKUPEHUE.

and 29.9 as overwelght, and 30 or RIS (S0 Ao 0:h ae—

more as indicating obesity bnyokcerun, C — mane6o.
-Types of interventions — I — * OCHOBHOM MCXO0J — CHI)KCHHEC

Fluoxetine. C — Placebo Macchl Tesa (Kr).

- Primary outcome — O - Weight * BpemeHnHbie nepuoabl
loss (kg) u3Mepenus ucxona — 3, 6, 12

. . MECSILIEB
- Timing of outcome

measurement — 3, 6, 12 months.




Search methods for identification of studies
IlouckoBasi crparerust

Electronic searches

We searched the following sources from the inception of each database to the specified date and placed no restrictions on the

language of publications.

e Cochrane Central Register of Controlled Trialsl(CENTRAL)lvia the Cochrane Register of Studies Online (CRSO) (until 20
December 2018).

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

« [Embase]ovid (from 1974 until 25 December 2018).

e LILACS (Latin American and Caribbean Health Science Information database; from 1982 until 28 December 2018).

-I ClinicalTrials.govl\w\/w.clinicaltrials.gov ) (until 31 December 2018).

o World Health Organization International Clinical Trials Registry Platform (ICTRP) (www.who.int/trialsearch ) (until 31
December 2018).




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 Reqgistry
Platform: 9

ClinicalTrials.gov: §

1036 records after duplicates removed

1036 records screened ’4_‘ 984 non-relevant records excluded (abstract)

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

52 full-text articles/records assessed for eligibility

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

0 potentially relevant ongoing trial

20 trials (22 publications/records) included 1 trial awaiting assessment

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

17 trials included in quantitative synthesis (meta-analysis)




Data extraction and management
W3BJIeueHre H MEHEIKMEHT JaHHbBIX

Table 1. Overview of trial populations Open in table viewer
TrialID Intervention(s) Description of Screened/eligible Randomised ITT Analysed Finishing Randomised Duration of
and power and (N) (N) (N) (N) trial finishing intervention
(trial comparator(s) sample size (N) trial
design) calculation (9%)
Al-Helli 11: fluoxetine 20 — 48/43 12 12 12 12 100 2 months
2015 mg
(parallel
RCT) 12: omega-3 gel 12 12 12 12 100
I3: fluoxetine 20 12 12 12 12 100

mg+omega-3

gel

C: placebo 12 12 12 12 100

total: 48 48 48 48 100
Suplicy 11: "As we had 507/180

2014 diethylpropion calculated the

Bocrpon3BOAMMOCTb

davtodav
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Certainty of the evidence
KauvecTBO 10KaA3aTEJIBCTB

Outcomes Placebo Fluoxetine Relative Noof Certainty
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)

loss ranged across the fluoxetine groups was 2.7
(a) All fluoxetine dosages placebo groups from kg higher (4 kg higher to 1.4 kg by 81947) 000
() 5\ a3

: -4.9kgto 0.3k higher) Cieon ol |

(b) Fluoxetine 60 mg/d gto 8 ghers (d) 279 (3)

(c} Fluoxetine 40 mg/d (b) The mean weight  (b) The mean weight loss in (c) &(d)

{d) Fluoxetine 20 mg/d loss ranged across the fluoxetine groups was 2.5 o000

2 - placebo groupsfrom kg higher (3.8 kg higherto 1.2 :'::’3_;

-4.9kgto 0.3 kg kg higher)

High quality — nanpHeiimme uccnenoBanus BPsA JIM CMOTYT H3MEHHUTh HAllly YBEPEHHOCTD B
olieHKe 3 deKra.

Moderate quality — nanpHelinme nccaea0BaHNs, BEPOSTHO, MOBIHMAIOT HAa HAIly YBEPEHHOCTD B
orleHKe d(PdeKTa U CMOTyT U3MEHUTH €€.

Low quality — nanpHelinuie ucciaeIoBaHus, BEPOSTHO, MOBIUAIOT HAa HAIIly YBEPEHHOCTh B OLICHKE
3 PeKTa u Mbl, BEpOITHO, MU3MEHHM €€.

Very low quality — MBI coBepIiicHHO He YBEpEeHHBI B OLICHKE d(hPeKTa.




Results (PICO)
KauecTBeHHOE IpeaAcCTAB/ICHHE Pe3yJabTaToB

P - Overview of trial « P — Xapakrepucruka BKIIOUCHHEIX B
populations MCJIEOBAHKNE YUYACTHUKOB

| — Onucanue BMeIareabCTBa

. e C — Onucanue cpaBHUTEIHLHOIO
C — Comparisons BMEIIIATEIHCTRA

O - Outcomes * O — Onucanue ucxoao0B

: , .. PuCK mipeaB34ATOCTH BO BKIIFOUEHHBIX
P%SE. of bl?ls 11 1.nChlded MCCIeI0BaHMAX ( pacIpeIelICHus,
SLUALES (a- ocation, OCJICTIIICHMS, HETIOJIHAs MH(pOpMaLus 00
blinding, incomplete
outcome data, selective R CARSENE SRS RN OLE
reporting) pe3yJIbTaToB)

I - Interventions




Results
KosimuyecTBEeHHOE TPEACTABICHUE
pe3yJbTaTroB

Fluoxetine Placebo

Study or Subgroup

Mean [kg] SD [kg] Total Mean [kg] SD [kg] Total

Mean Difference
Weight [V, Random, 95% CI [kyg]

Mean Difference
IV, Random, 95% ClI [kg]

1.1.1 Fluoxetine 60 mg/d

Bondi 2000 (1) -5.6 5.89 12 -4.9 4.85
Goldstein 1994 (2) -1.4 71 217 -1.2 57
Guimaraes 2006 (3) 83 9.01 9 777 10.66
Levine 1987 (4) -4.5 4 60 -1.4 0.77
Levine 1989 (5) -3.91 3.87 87 -0.54 2.34
Pijl 1991 (6) -3.6 1.66 11 0.3 1.73
Visser 1993 (7) -59 28 18 -2.4 28
% .Cl) 414

eterogeneity. Tau®*=1.90; Chi*= 26.38, df=6 (P =0.0002);, F=77%
est for overall 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
Pedrinola 1993 (9) -8.2 28 10 1.7 13
Subtotal (95% CI) 100

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

1.1.3 Fluoxetine 20 mg/d

Levine 1988 {(10) -1.93 3.06 a6 -0.54 2.34
Suplicy 2014 (11) -25 41 M =31 4.3
Wurtman 1993 {12) -7 5.97 30 -3 3.99
Subtotal (95% Cl) 147

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

Test for subgroup differences: Chi*=1.17, df=2 (P = 0.56), F= 0%

12
217
10
60
74
12

20
405

74

82

74
29

29
132

5.3% -0.70 [-5.02, 3.62]
18.7% -0.20 [-1.41,1.01]
1.9% 5.30 [-2.55, 14.15]
19.6% -310 [4.13,-2.07]
19.9% -3.37 [-4.34, -2.40]
17.8% -3.90 [-5.29, -2.51]
15.7% -3.50 [-5.28,-1.72]
100.0% -2.50 [-3.78, -1.22]
51.8% -1.62 [-2.37,-0.87]
48.2% -6.50 [-8.46, -4.54]
100.0% -3.97 [-8.75, 0.81]
42.9% -1.39 [-2.23, -0.55]
30.7% 0.60 [-1.53,2.73]
26.5% -410 [-6.68,-1.52]
100.0% -1.50 [-3.53, 0.54]

-
-
-

K

V.

-20

-10 0 10
Favours fluoxetine Favours placeho

20




Summary of findings
CBoaka pe3yjabTaroB

Summary of findings for the main comparison. Summary of findings: fluoxetine compared with placebo

Open in table viewer

Fluoxetine compared with placebo

Population: overweight or obese adults

Settings: outpatients
Intervention: fluoxstine

Comparison: placebo

Outcomes Placebo Fluoxetine Relative No of Certainty Comments

effect participants ofthe

(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
{a) All fluoxetine dosages placebo groups from | kg higher (4 kg higher to 1.4 kg (b) 819 {7) OO0 7, kg and 1.7 kg
. (c) 182 (2) low?

s ; : -4.9kgto 0.3 kg higher) \C i
b} Fluoketine b0 ug/d (d) 279 (3) (b) The 95% prediction

LB VY o B PEATERY | RN LA SNSRI L

f Yo .\




Discussion
OOcyXacHHNE

Summary of main results

We includell 19 published trialslin this review (one record is awaiting assessment)}, out of which 15 were parallel trials, and four

had a cross-over design. There were a total oI 2216 overweight or obese participantsiwithout depression, mentalillness or

abnormal eating patterns who were followed up for between three weeks and one year. In 16 trials BMI was the diagnostic

criterion.

Mgl Brirouniu 19 onyonukoBanHbix PKH, oO1iee 4nciio maiueHToB ¢
M30BITOYHOM MAcCOM Tela U OKUPEHUEM cocTaBmino 2216. [1o cpaBHEHHIO C

nane06o GIyoKCEeTHH CHM>KAJl Bec Ha 2,5 Kr Ooblile. [ 0JJ0BOKpYKEHHUE,
COHJIMBOCTh, YCTAJIOCTh, OSCCOHHHUIIA U TOIITHOTA BBIABISUINCH B 2 pa3a Jalie B
IPYIIIe KOHTPOJIS.

Overall, the results of this systematic review suggest thal 60 mg/d fluoxetine compared with placebo decreased weight by 2.5 kgl
however the 95% prediction interval ranged between a 6.4 kg weight loss and a 1.4 kg weight increase. The adverse events of

dizziness, drowsiness, fatigue, insomnia and nausea were observed approximately twice as often following treatment. There were




Discussion
OO0cyxeHuE

Quality of the evidence

In most trials, the risk of selection bias was unclear, because their reports did not mention in detail the methods of random

———
sequence generation and concealment of allocation. BlindinE of outcome assessment was unclearin almost all trials.

Approximately one-third of the trials had a high risk of bias due to attrition rates of up 20% of their participants and almost half of
the trials had a high risk of reporting bias.

The certainty of the evidence for all outcomes was overall low or very low, mainly because of risk of bias and serious imprecision

due to low number of trials and participants, and Cis being consistent with benefit and harm.

KagecTBO moka3zareinCTB.

B 0OJBIIMHCTBE UCCIIEAOBAHUM PUCK MPEAB3SITOCTH ObLT HESICHBIN. B
UCCIIENOBAHUAX HE NETAIU3ZUPOBAINCH METO/IbI T€HEPALIUU CITYYAUHOMN

oCiIea0BaTeIbHOCTH. HesICHBIM OBLIIO M OCJIEIIJICHHE B HPOLIECCE OLIEHKU
pe3ynbTaToB. B MonoBUHE HCCIIEAOBAaHUI OBLI BBISIBIICH BHICOKHM PUCK
IIPEAB3ATOCTH IPH MPEJCTABICHAM PE3ynbTaToB. KauecTBO 10Ka3aTeabCTB —
HU3KOE U OYEHb HU3KOE.




Authors’ conclusions
BbIBO/1bI.

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.

Odd-nendn npuemM (PIyoOKCETHHA MOKET
CIIOCOOCTBOBATh YMEPEHHOMY CHMIKCHHIO BECa IO

CPABHEHHUIO C IJIale00, 0COOCHHO B J03¢ 60 MI B JICHb.
Jloka3aTrenbCTBa HU3KOTO KAUeCTBA.




Plain language summary
Pe3roMe HA MPOCTOM SI3BIKE

Plain language summary -
Availablein English | g8tz

Fluoxetine for overweight or obese adults

Review question

What are the effects of fluoxetine treatment in overweight or obese adults?

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.

Study characteristics

We found 19 randomised controlled trials (clinical studies where people are randomly put into one of two or more treatment
groups) evaluating mainly women receiving different doses of fluoxetine. A total of 1280 overweight or obese participants
received fluoxetine and 936 participants received mainly placebo or another anti-obesity medication. The participants in the

included studies were followed up for periods varying between three weeks and one year.

Key results
For our main comparison group — fluoxetine compared with placebo — and for all fluoxetine doses there was a 2.7 kg weight loss

in favour of fluoxetine. We are uncertain, however, if an additional study would again show a benefit for fluoxetine. A total of 399
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Abstract -

Background

Fluoxetine is 2 serotonin reuptake inhibitor indicated for major depression. It is also thought to affect weight control: this seems

to happen through appetite changes resultinE in decreased food intake and normalisation of unusual eating behaviours.

However, the benefit-risk ratio of this off-label medication is unclear.
Objectives
To assess the effects of fluoxetine for overweight or obese adults.

Search methods

We searched theI Cochrane Library, MEDLINE, Embase, LILACS, the ICTRP Search Portal and CIinicaITrials.govbnd World Health
Organization (WHO) ICTRP Search Portal. The last date of the search was December 2018 for all databases, to which we applied no

language restrictions.

Selection criteria

We included randomised controlled trials (RCTs) comparing the administration of fluoxetine versus placebo, other anti-obesity

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

abnormal eating patterns.




Data collection and analysis

Two review authors indegendentlx screened abstracts and titles for relevance. Screening for inclusionI data extraction and risk of

bias assessment was performed by one author and checked by the second. We assessed trials for the overall certainty of the

evidence using the GRADE instrument. For additional information we contacted trial authors by email. We performed random-
effects meta-analyses and calculated the risk ratio (RR) with 95% confidence intervals (95% Cl) for dichotomous outcomes and

the mean difference (MD) with 95% Cl for continuous outcomes.
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 four
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
ranged between -7.1 kg and 1.7 kg. The MD in body mass index (BMI) reduction across all fluoxetine dosages compared with
placebo was-1.1 kg"m2 (95% Cl -3.7 to 1.4; 3 trials, 97 participants; very low certainty evidence). Only nine placebo-controlled
trials reported adverse events. A total of 399 out of 627 participants (63.6%) receiving fluoxetine compared with 352 out of 626
participants (56.2%) receiving placebo experienced an adverse event. Random-effects meta-analysis showed an increase in the
risk of having at least one adverse event of any type in the fluoxetine groups compared with placebo (RR 1.18, 95% Cl 0.99 to 1.42;
P =0.07; 9 trials, 1253 participants; low-certainty evidence). The 95% prediction interval ranged between 0.74 and 1.88. Following
fluoxetine treatment the adverse events of dizziness, drowsiness, fatigue, insomnia and nausea were observed approximately
twice as often compared to placebo. A total of 15 out of 197 participants (7.6%) receiving fluoxetine compared with 12 out of 196
participants {6.1%) receiving placebo experienced depression. The RR across all fluoxetine doses compared with placebo was
1.20 (95% Cl 0.57 to 2.52; P = 0.62; 3 trials, 393 participants; very low certainty evidence). All-cause mortality, health-related

quality of life and socioeconomic effects were not reported.

The comparisons of fluoxetine with other anti-obesity agents (3 trials, 234 participants), omega-3 gel (1 trial, 48 participants) and

no treatment (1 trial, 60 participants) showed inconclusive results (very low certainty evidence).
Authors' conclusions

Low-certainty evidence suggests that off-label fluoxetine may decrease weight compared with placebo. However, low-certainty

evidence suggests an increase in the risk for dizziness, drowsiness, fatigue, insomnia and nausea following fluoxetine treatment.




PE3IOME

- CunTaeTcs, 4To npueM (JIyoKCETHHA MOXKET OKa3bhIBaTh BIIMSHUE HA
KOHTPOJIb Beca y nanueHTa. CBsI3aHOo 3TO ¢ U3MEHEHUEM alllIETUTA,
CHI)KEHHEM MOTPEOJICHUS TUIIY U HOpMaIn3alyeil mUIleBOro
MIOBEJICHUS.

- [Torck uccienoBanmii nposoauiics ¢ ucrnoiab3oBanueM CENTRAL,
MEDLINE, Embase n apyrux 6a3 maHHbIX.

B uccnenoBanus BkiaroueHbl PKU B KOTOPBIX 3 (PEKTUBHOCTH
Ha3HAYCHUS (PIIyOKCETHHA CPAaBHUBAJIACH C ILIAIEC00.

- /IBa aBTOpa MCCIEAOBAHNS HE3aBUCUMO IMPOBOIUIN OTOOP MCCICIOBAHMMN.
MeHeKMEHT JIaHHBIX, OLIEHKA PUCKA OPEAB3SITOCTA HPOBOAUINCH OMHUM
ABTOPOM U MPOBEPSIIUCH APYTUM.




- beo ooHapyxeno 1036 uccienoBanuii, oToOpaHo 19 ¢ oOIIMM YHCIOM
y4aCTHUKOB 2216. KadyecTBO 10Ka3aT€IbCTB - HU3KOE UJIM OYE€Hb HU3KOE.
B GOJBIIMHCTBE UCCISAOBAHUMN - BEICOKUI PUCK IPEAB3SATOCTH.

-I1o cpaBHEHHIO ¢ TLIANE00 (PIIYOKCETHH CHHXKAI BEC HA 2,/ KT OOJIbIIIE.

- MeTa-aHanu3 noKasall yBEIUUYeHUE pUCKa MOO0YHBIX A(PDEKTOB B I'PYIIIIE,
IPUHAMAIOMUX (hIYOKCETHH, 10 CPAaBHEHHIO C ILIaIe0o.

- Takum 00pa3oM 10Ka3aTeIbCTBA HU3KOI'O Ka4€CTBA MOKA3bIBAIOT, YTO
npueM (PJIYyOKCETMHA MOXKET CHUXKATh BEC IO CPAaBHEHUIO C ILIALe0o0.




-P1CO?

BINMUAHUE CPOKOB HAYANA TEPAINMUX OCTPOU PECNUPATOPHOU BUPYCHOM
MHOEKUWUU U TrPUNNA HA OUHAMUKY KITUHUYECKUX CUMITTOMOB U UCXOAbl

3ABOJIEBAHUA (pe3ynkTaThl KOFOPTHOrO MeXXayHapoaHoro HabnwaaTtenbHOro
uccnegosanusa FLU-EE)

-RCT?

Study Design

Study Type @ : Observational
Actual Enrollment @ : 18946 participants
Observational Model: |Cohort
Time Perspective: |Prospective

Official Title: |Non-interventional Study: [Treatment of Influenza in Routine Clinical Practice (FLU-EE)
Study Start Date @ : December 2013
Actual Primary Completion Date @ : December 2015
Actual Study Completion Date @ : September 2016




R O B ? Allocation

Groups and Cohorts (PaHI[QMI/IBaHI/I }1) .
GroupiCohort® Blinding (ocnennenue),

Therapy with interferons' inducers inCO mp]_ete OUtCOme
data (HemosHbIE

Therapy according to routine practice (including Kagocel) Groups will be splitted during the

final data analxsis

Therapy without interferons' inducers IlaHH])Ie 06 I/[CXOI[ aX) )

Therapy according to routine practice Groups will be splitted during the final data analysis . .

- selective reporting
Goto | =
o - (BBIOOpOYHOE

Intervention/treatment @ Hp e H CT aB .]I eHI/I e
Drug: Kagocel

Investigators could prescribe other drugs in frame of routine clinical practice l)e:;y‘]-I bT aTOB)

Comparison?
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