OUEHMTb PUCK PA3BUTUS
TPOMBOO30B Y XXEHLLMH
DEMPOAYKTMBHOIO BO3pacTta ( 18-49

AET) MPUHUMAIOLLLIMX OPAAbHbIM
KOHTPALLEMTMB (DTUMHUASCTPOAMOA ||
35 MKT)

BbINOAHUAQ: MAAUPOBA MAPXXAHIYA
[Mposepunaa: KowwmaranbeTtosa I.K.




AKTYQABHOCTb

k o C MOMEHTA BBEAEHMA KOMOUHMPOBAHHbIX MEPOPAAbHbIX
MPOTMBO3AYATOYHbIX TADAETOK, NPENAPAT CTAA OAHUM M3 CAMBbIX
NOMNYASPHbIX METOAOB KOHTPOAS HOA POXAQEMOCTbIO. DTK TADAETKM
COAEPXKAT ABA TUMA XXEHCKMX TOPMOHOB, 3CTPOreHa 1
nporecTtepoHda. [1pm NPABUABHOM MCMOAb3OBAHMM YHOACTOTA OTKA3O0B
(TO eCTb BO3HMKHOBEHUE HEXXEAATEABHOM BEPEMEHHOCTH)
COCTABAIET MeHee 0AHOro HA 100 XEeHLLMH B FOA. bbIAO
OOHAPY>XEHO, YTO, HECMOTPSA HA MX HOAEXHOCTb, OPAAbHbIE
MNPOTMBO3AYATOYHbIE TADAETKM MOBLILLIAIOT PUCK ODPA30BAHMS
KIPOBAHOIO CryCTKQ B ApPTEPUM, T. €. APTEPUAAbHBLIM TDOMOO3
(cepAeYHbIM MPUCTYM MAM MHCYABT). [TOCKOABKY QPTEPUAABHbIM
TPOMOO3 PEAKO BCTPEYAETCH Y MOAOAbBIX XXEHLLIMH, U CYLLLECTBYET
MHO>XECTBO TMUMOB OPAAbHbIX KOHTPALLEMTUBHbBIX TADAETOK, PA3MEP
pUCKA HedaceH. Kpome Toro, HEM3BECTHO BAUMAHME PA3AMYHbBIX TUMOB
MNPOreCTepPOHOB UAU PA3AMYHBIX AO3 DCTPONEHA HA PUCK PA3BUTUS
TpoMbB0O3a apTepmm.



I
N Lleab

cOLLEHUTb PUCK PA3BMTHI TOOMDO30B
Y XEHLLMH PEMNPOAYKTUBHOTO
BO3pACTA ( 18-49 AerT)
NPUHUMAOIOLLLMX OPAAbHbIN
KOHTPALENTUB



L 30AQ04YM

1. [Mpon3BeCTn AUTEPATYPHbIM OO30p .

2. OnpeaeAeHme rpynn NauneHTOB reHEPAAbHOM COBOKYMNMHOCTU
AA OOPMIMPOBAHUA BLIDOPKM.

3. Tlytem pOHAOMM3IALMM PACNPEAEAUTb MALMEHTOB HA 2 TPYMMbI :
MNOAYHAOLLME STUHUA SCTPAAMOA U TPYMNNA HUYETO HE
NPUHUMALIOLLLME, HO ObIAU TEKYLLIUMM MOAb3OBATEAIMM
BHYTOMMATOYHOTO YCTPOUCTBA. KOHTPALLENTUBHbBIM MEXAHM3IM
AENCTBUI MEAHOTO BHYTPMMATOYHOIO YCTPOMCTBA HE BKAKOYAET
[OPMOHAABHbIX AU TEMOANHAMMYECKMX DDA EKTOB




AM3AMH

o OOCEPBALIMOHHbIE. AHOAUTUYECKME. KOTOPTHbIE



BbIOOPKO

o [1pOCTAd CAYHOMHAOS

o ACCAEAOBOHME MPEOBOAMAOCH HA 0a3e KAMHMKH MAQHNPOBAHMA
CeEMbM

o CHO4YOAQ BCE MALMEHTbI, COCTOSILLIME HA YyYETE ObIAM
NPOHYMEPOBAHbLI OT 1 A0 700, 3aTEM NPU NOMOLLIM TEHEPATOPA
CAYYOMHbIX YUCEA B KOMIbIOTEPE ObiAM OTOOPAHbLI 340 MNALMEHTOB
B BO3paAcCTe 18-49 Aer.

o 1 CO3AQAM 2 rpynnbi(1:1)
o | rpynna: MOAYHOAQ STUHUADCTPAAMOA B AO3E 35 MKT

o 2 rpynna: HMYEro



KpUutepmm BKAIOYEHMS

o [laUMEHTbI B BO3PACTE OT 18 AO 49 AeT
o OTHOCUTEABHO 3A0POBbIE XXEHLLLMHbBI B PEMPOAYKTMBHOM BO3PACTE

o He NpUHUMAIOLLIME APYTME FTOPMOHAAbHbBIE NPENAPATHI



KpUtepmm MCKAKOYEHMUS

(¢]

[aumeHTsl MAaALLE 18 u cTapLue 49

[e]

MNEPXOAECTEPUHEMMS
o [MNEepPTOHMY

o Amaber

o HOKAOHHOCTM K 3000AEBAHMIO BEH

o HAPYLLUEHUE AOYHKLLMM MOYeEK

° UCTOPUS KYPEHMS

o OXMPEHME (MHAEKC MACChHI TEAQ> 28)

° MOAOXMUTEAbHbIM TECT HO BEPEMEHHOCTb

° MCMNOAb30OBAHME AIOOOM TOPMOHAABHOM KOHTPALLEMLLMM B MPEAbIAYLLLEM 12 MECALEB
o AabopaTopHble aHAAM3bI: OAK, BUOXMMUMYECKMIM AHOAM3, KOATYAOTPAMMA

o MHCTPYMEHTAAbHbIE UCCAEAOBAHMS: DKI. DXOKT. Y3 OBIT.

o OLEHKA SHAOTEAMAAbHbIX COYHKLMM MNPKM MOMOLLIM AHIMorpadomm. KopoHaporpadomm



,’;"’9

L DTmyeckme acnekThbl

v OarobpeHo K3

v MHCDOPMMPOBAHHOE COTAACHE C MOAHBIM PACKPbLITMEM BCEM
HEODXOAMMOU MHADOPMALMEN (HO MOHITHOM A3bIKE, COTAACHE
HAMMCAOHO HA 2 93bIKAOX — KA3AOXCKOM M PYCCKOM), KPYMHbIM

LLIpMdoT
v VIMEIoT NPABO OTKA3ATHCH HA AKOOOM CTAAMM MCCAEAOBAHMS
v AenCTBME B MHTEPECAX NALMEHTA

v’ [TOAE€3HEHHOCTb AAY MALMEHTA M OOLLLECTBA



L UccaeaoBaTeAbCKUI BOMPOC

BAMIET AU MPUEM STUHUADCTPAAMOAQ HO TOOMOOODPA30BAHME Y
>)KEHLLIMH B PEMNPOAYKTMBHOM BO3PACTE MO CPABHEHMUIO C HE
NPUHUMMAIOLLLUMM AQHHbBIM NPENAPAT, HO C HOAMYMEM
BHYTOUMATOYHOTIO YCTPOMCTBA S

PICO

P — )XeHLLMHbI B PENPOAYKTMBHOM BO3PACTE
| - Mprem STMHUASCTPAAMOAA 35 MKT pPer Os
C — HeT, HaOAMYME BHYTPMMATOYHOTO YCTPOMCTBA

O — 06pa30BAHME TDOMOOIMOOAUM
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! oral contraceptives: the risk of myocardial infarction and ischemic stroke.
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Abstract
BACKGROUND:

Combined oral contraceptives (COCs) have been associated with an increased risk of arterial thrombosis, i.e. myocardial
infarction or ischemic stroke. However, as these diseases are rare in young women and as many types of combined oral
conl’rrocep’rion exist, the magnitude of the risk and the effect of different hormonal contents of COC preparations remain
unclear.

OBJECTIVES:

To estimate the risk of myocardial infarction or ischemic stroke in users compared with non-users of different types, doses and
generations of combined oral contraception.

SEARCH METHODS:

We searched electronic databases (MEDLINE (1966 to July 08, 2015), EMBASE (1980 to July 08, 2015), Popline (1970 to July 08,
2015) and LILACS (1985 to July 08, 2015) for eligible studies, without language restrictions.

SELECTION CRITERIA:

We included observational studies that recruited women in the reproductive age group (18 to 50 years) and compared the risk
of myocardial infarction or ischemic stroke between users and non-users of COCs.

DATA COLLECTION AND ANALYSIS:

Two review authors independently selected relevant studies and extracted data. We pooled relative risks () (combined odds
ratios and one incidence rate ratio) and 95% confidence intervals (Cls) for myocardial infarction or ischemic stroke in users
versus non-users of COCs.We combined the outcomes of myocardial infarction and ischemic stroke and also analysed these
outcomes separately. Analyses were stratified according to estrogen dose and progestagen type.

MAIN RESULTS:

In total, we identified 1298 publications through the search strategy. We included 28 publications reporting on 24 studies. COC

users were at increased risk of myocardial infarction or ischemic stroke compared with non-users: relative risk (RR) 1.6 (5% CI

1.3-1.9).These RRs were similar for myocardial infarction (1.6, 95% CI 1.2 to 2.1) and ischemic stroke (1.7, 95% CI 1.5 to 1.9). The

risks did not vary clearly according fo the generation of progestagen or according to progestagen type. When we stratified

8reporof’rio?s according to estrogen dose, the risk of myocardial infarction or ischemic stroke seemed to increase with higher
oses of estrogen.

AUTHORS' CONCLUSIONS:

This meta-analysis showed that the risk of myocardial infarction or ischemic stroke was 1.6-fold increased in women using COCs
. The risk was highest for pills with > 50 microgram estrogen. When combined with the results of studies on the risk of
venous thrombosis in C_EOC users, it seems that the COC pill containing levonorgestrel and 30 ug of estrogen is the safest oral
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MPOBCOHHbIE OPCUABbHbIE KOHTPALLENTUBbI: PUCK MHCPAPKTA MUOKAPAQ M ULLEMUYECKOrO MHCYAbLTA.
° Rooéﬁ; E1, Helmerhorst FM, Lijfering WM, Stijnen T, Algra A, Dekkers OM.

A6CTpokTHb|e

PA3BUTUS APTEPUAABHOTO TPOMBO3A, TO €CTb MHADAPKTA MMOKAPAQ UAM ULLEMMHECKOTO MHCYALTA. OAHOKO,

OCKOAbKY 3T 3A00AEBAHMA PEAKM Y MOAOADIX XXEHLLIMH M CYLLLECTBYET MHOXECTBO BUAOB KOMOMHUPOBAHHOM
OPAABHOM KOHTPALEMLMU, BEAUHMHA PUCKA M BAUSHUE PA3AMYHBIX TOPMOHAABHBIX KOMMNOHEHTOB Npenapartos COC
OCTQAIOTCS HEACHbBIMM.

| 3AAHNA MAAH: KOMBUHMPOBAHHbIE OPAAbHbIE KOHTPALLENTMBbI (KOK) BbIAM CBA3QHbI C MOBbILLEHHbIM PUCKOM

LLEAU: OLeHuTb pUCK MHAOAPKTA MUOKAPAQ MAU MLLIEMMHECKOTO MHCYABTA Y MOAB3OBATEAEN MO CPABHEHMIO C HE-
MOAb3OBATEAIMM PA3HBIX TUMOB, AO3AMM U MOKOAEHNAMM KOMBUHUPOBAHHOM OPAABHOM KOHTPALLEMLMM.

NMOMNCKOBBIE METOADbI: Mbl MCKAOAM SAEKTPOHHbIE BA3bl AQHHBIX (MEDLINE (c 1966 no 08 mioaa 2015 1.), EMBASE (c
1980 no 08 mioas 2015 r.), Popline (c 1970 no 08 mioad 2015 1.) u LILACS (c 1985 no 08 mioasa 2015 1.) AAS MOAXOAILLMX
MCCAEAOBAHMM, BE3 93bIKA OTPAHUYEHMS.

KPUTEPUIM BBIBOPA: Mbl BKAIOYMAM HOBAIOAQTEABHBIE MCCAEAOBAHMS, B KOTOPbIX HAOBUPAAM XEHLLLMH B
PENPOAYKTMBHOM BO3PACTHOM rpynne (o1 18 Ao 50 AeT), M CPABHMBAAM PUCK MHAOAPKTA MUOKAPAQ MAM
MLLEMMYECKOTO MHCYALTA MEXKAY MOAb3OBATEAIMMU U AULLAMM, HE GBASIOLLIMMMCS NOAb3oBaTEAIMIM KOK.

CBOP 11 AHAAM3 AAHHbBIX: ABa aBTOpa 0630pPA HE3ABUCUMMO BbIOPAAM COOTBETCTBYIOLLIME MCCAEAOBOHMS M
M3BAEKAU AQHHbIE. Mbl OObEAMHMAM OTHOCUTEABHbBIE PUCKU () (KOMBMHMPOBAHHbBIE KOSGOAOUUMEHTbI LLIGHCOB M OAHO
OTHOLLEHME 3000AEBAEMOCTU) 1 95% AOBEPUTEABHbBIX MHTEPBAAOB (M) AAS MHADAPKTA MUOKAPAQ MAM
MLLIEMMYECKOTO MHCYABLTA Y MOAB3OBATEAEM MO CPABHEHMIO C HE MOAb30BATEAIMM COC. Mbl 0ObEAMHUAM
PE3YAbTATbI MHAOAPKTA MUMOKAPAQ M ULLEMMYECKOTO MHCYABTA M TAKXKE AHOAM3MPOBAAM DTU PE3YALTATbI OTAEABHO.
AHAAM3 BbIA CTRPATUCPULIMPOBAH B COOTBETCTBMM C AO30M DCTPOrEHA M MPOreCTAreHHbIM TUMOM.

OCHOBHbIE PE3YABTATBI: B 0OLLLEN CAOXKHOCTH Mbl OMPEAEANAM 1298 NYOAMKALMIA B PAMKAX CTPATENMM NOMNCKA.
MbI BKAIOYMAM 28 MyOAMKALLMA, MOCBALLLEHHbIX 24 MCCAEAOBAHUAM. COC-NOAB30OBATEAM MOABEPTAAUCH
MOBbILLUEHHOMY PUCKY MHODAPKTA MMOKAPAQ UAM ULLEMMYECKOTO MHCYALTA MO CPABHEHMIO C HE-MOAB3OBATEAIMM:
OTHOCUTEAbHbIM PUCK (RR) 1,6 (95% AN 1,3-1,9). 31 RR BbIAM NOXOXM AAT MHADAPKTA mMokapaa (1,6, 95% AN ot 1,2
AO 2,1) U nemmieckmin MHCYAbT (1,7, 95% AW o1 1,5 A0 1,9). PUCKM HE MEHAAMCH YETKO B 3ABUCMMOCTH OT
reHepaLmm NPorecTareHa MAM no Tmny nporectareHa. Koraa mbl CTRATMAOULLMPOBAAM NPENAPATLI B COOTBETCTBUM C
AO30M DCTPOreHa, PUCK MHAOAPKTA MUOKAPAQ MAU ULLIEMMYECKOTO MHCYABTA, KO3AAOCH, YBEAMHYMBAACH Npu BoAee
BbICOKMX AO3ax BcTporeHa. BbIBOAbI ABTOPOB: 3101 METAAQHAAM3 MOKA3AA, YTO PUCK MHADAPKTA MMOKAPAQ MAM
MLLEMMYECKOTO MHCYABTA ObIA B 1,6 PA3A BbILLE Y XXEHLLUMH C MCNOAb30BAHMEM KOK. PUCK OblA COMBIM BBICOKMM AAS
TADAETOK C> 50 MKTI 3CTPOreHa. B codeTaHum C PE3IYABTATAMM MCCAEAOBAHMM MO MOBOAY PMCKO BEHO3HOIO



'I CCA€AOBATEALCKMIM BOMPOC MO
CTaThe
A\

[TOUBOAUT AU MPUEM KOMOMHMPOBAHHBLIX OK K MLLEMMYECKOMY

MHCYABTY M MHODAPKTY MMOKAPAQ Y XXEHLLUMH PEMPOAYKTUBHOTO
BO3[DACTA MO CPABHEHMIO C HE NMPUHMMAtOLLLIMMKM KOK?2

PICO

o P — >XXEHLLLMHbI PEMPOAYKTMBHOTO BO3PACTA
o | — npmem KOK
o C — HE MPUMHMMAIOT

o O — OLLEHKA PUCKA ULLEMMHECKOTO MHCYABTA M MHADAKPTA
MMOKAPAC



AM3ANH UCCAEA-9 MO CTATbE

o CUCTEMATUYECKMM OD30pP. MeTa AHAAMS.



1298 articles identified
fraoam literature

searches

¥
[1 182 unique ]

¥
135 Tull-text articles
assessed Tor eligibiliby

1

28 articles (24
studies) included in
network meta-analysis

_[ 116 duplicate articles excluded ]

-~

1047 articles excluded based aon
title/abstract:

= Reporting on the same study (N
= 86)

= Based on inclusion criteria (N =
959)

& Unattainable (N = 2)

-~ ~

107 articles excluded:

= Reporting on the same
study (N = 12)

= Based on inclusion
criteria (N = 95)




Study

P
ublication year

Study design

Outcome?

Adam 1981. 1981 Case control Myocardial infarction
Aznar 2004 2004 Case control Ischemic stroke
Chang 1999 1999 Case control Ischemic stroke
Dunn 1999 1999 Case control Myocardial infarction
Heinemann 1998/Lewis 1997. 1998/1997 Case control Both

Jick 1978 1978 Case control Myocardial infarction
Kemmeren 2002/Tanis 2001 2002/2001 Case control Both

Krueger 1980 1981 Case control Myocardial infarction
La Vecchia 1987 1987 Case control Myocardial infarction
Lidegaard 2012a 2012 Cohort Both

MacClellan 2007. 2007 Case control Ischemic stroke
Mann 1975a/Mann 1975b 1975/1976 Case control Myocardial infarction
Mann 1975b 1975 Case control Myocardial infarction
Martinelli 2006 2006 Case control Ischemic stroke
Nightingale 2004 2004 Nested case control Ischemic stroke
Owen-Smith 1998 1998 Case control Ischemic stroke
Pettiti 1996 1997 Case control Ischemic stroke
Pezzini 2007 2007 Case control Ischemic stroke
Rosenberg 1976a 1976 Case control Myocardial infarction
Rosenberg 2001 2001 Case control Myocardial infarction
Schwartz 1997 1998 Case control Ischemic stroke
Sidney 1998 1998 Case control Myocardial infarction
Shapiro 1979/Slone 1981 1981/1981 Case control Myocardial infarction
T-A11rin 100K 100 Cacan ~antral lerharmi,s ctralla




KOUTEPUM BKAIOYEHMS MO CTATHE

Y4ACTHUKAMM ObIAM XXEHLLIMHbBI B PEMPOAYKTUMBHOM BO3PACTHOM rpynne
(o1 18 A0 50 AeT), KOTOPbIE AMOO MCMOAB3OBAAM, AUDO HE MCMOAB3OBAAM
KOK.
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KPHUTepmnm MCKAKOHEHMA T10
CTATbE

o YXEHLLMHbI MCMOAb3YIOLLIME MOCTMEHOMAY3AAbHYIO
FOPMOHAABHYIO TEPAMMIO, HEMHBA3MBHbLIE KOHTPALLEMTUBbI
MAM MPOTUBO3AYATOYHbIE CPEACTBA, COAEPXKALLIME TOABKO
NporecTareH.
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