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KOMIIO3UIUA KOHTPAIIEIITUBA CO CHU/)KEHHBIMHU D®PEKTAMHU B
OTHOIIEHHUH CEPAEYHO-COCYAUCTON CUCTEMBI

O0sacTb TEXHHKH, K KOTOPOIl OTHOCHUTCH H300peTeHHe

Hacrosimee wn3zoOpeTreHne OTHOCHTCS K CHOCOOY KOHTpALENLUUH CO CHHYKEHHBIMH
s¢pdexTaMn B OTHOIIEHWH CEPACYHO-COCYIUCTOH CHUCTEMBbl, TAKMMHU KaK CHIDKEHHBIH DPUCK
TPOMOOIMOOIINH, HATTPUMEDP CHIKEHHBIH PUCK BeHO3HOH TpomOosmbomu (VTE) u cHuKeHHBI#
puck aoptanbHoit TpomMObosmobonuu (ATE).

Croco® B COOTBETCTBMM C HACTOSIIUM H300pETEHHEM NpPEAyCMAaTPUBAECT BBEICHHE
0co0M MJIEKOTIHTAIOIIETO JKEHCKOro mojia 3((EKTUBHOrO KOJMYECTBA KOMIIOHEHTa HAa OCHOBE
3CTETPOJIa B KOMOUHAIIMHU C MPOTeCTOr€HHBIM KOMITIOHEHTOM.

Kak nomosHUTENbHO OMHUCAHO B JAHHOM JOKYMEHTE, Croco0 0bJiaaeT mpenmMy ecTBOM
ONarompusITHOro MpoQuiIsi TPOMOOIMOOJIUHU 1O CPABHEHUIO C IOCTYITHBIMU B HACTOSIIIEE BPEMs
crioco0amu, B KOTOPBIX MPUMEHSFOTCS KOHTPALIEITUBBI TAK HA3BIBAEMBIX BTOPOTO, TPETHETO HITH
YETBEPTOIO MIOKOJICHHSI.

Y pOBEHb TEXHUKHU

ITepBbie kKOMOUHHMpPOBaHHBIE TopMoHajbHbIe KOHTpanentubl (CHC) comepskamu mo3y
3CTPOreHa, cocTaBsOLyI0 Oonee 50 Mkr. OHAKO UCCIIEAOBAHUS BCKOPE TMOKA3aJIH, YTO TaKUe
npenapaTel ObUIM aCCOLMUPOBAHBI C HENPHEMJIEMBIM yBEJIWYeHHEM pHCKa 3(PQPEeKToB B
OTHOILIEHUU CEPAEUYHO-COCYAUCTONH CUCTEMBI, U YTO OH 3aBHUCEJ OT A03bl KOMIIOHEHTAa Ha OCHOBE
sctporeHa. [locnenyrone uccaenoBaHus MOKA3aIHM, YTO PUCK 3HAYUTENBHO CHIDKAJICSA MyTeM
YMEHbIIEHUsT 703l 3CTPOr€Ha, W 3TO NPHUBENO K MOSBJIEHUIO OOJee HOBBIX IPENaparos,
cogepxamux <50 MKr scTporeHa. OHaAKO ¢ yMEHbLIEHHEM J103 SCTPOreHa CTaJO MOHATHO, YTO
CBOHCTBA MPOTreCTOreHa TaKKe MOT'YT OKa3bIBATh BIMSHIE HA PUCK TPOMOOIMOOINY.

IlepBble mporecToreHs! ObUIN BCE TOJYYEHbI M3 TECTOCTEPOHA, U OMACEHUS IO MOBOAY
BO3MOKHOTO HAJIM4YHUsl OMOCPEAYEMOr0 HMMH pPHCKa B OTHOIIEHUH CEepIAEYHO-COCYIUCTON
CHCTEMBI MIPUBEJIH K Pa3BUTHIO 00Jiee HOBOTO Psifia MPOTeCTOr€HOB, KOTOPbIe ObLIH pa3paboTaHbl
C LIEJIbIO CHMYKEHHUS] MX OTPHULIATENIbHOTO BIIMSIHUS HA CEPAEUHO-COCYIUCTYIO CUCTEMY.

B pesynbpTare ux mosTamHOrO BBIBEACHUS Ha PHIHOK pasHble Tunbl CHC mompasnenunm
Ha KTIOKOJICHUSD».

ITepBoe mokonenue (3cTpoHbl) o3HadaeT nepebie CHC, KOTOpBIE conmepIKainu 3CTPOTeHBl,
ormumuHble oT stHHWBCTpaauona (EE), um mporectoreHsl, Takue Kak HOPITUCTEPOH U
HOP3THUH/POH.

Btopoe mokonenne (roHaHbl) O3HA4aeT MPOAYKTHI, paspadorannbie B 1970-x romax, B
KOTOPbIX ~KOMOWHHUpPOBAJIM 3THHWIICTPAAMON C MPOreCTOreHAMH, TIOJIYYEHHBIMH U3
TecTocTepoHa (dame Bcero ¢ ieBoHoprectpenoM (LNG) u HoprecTpenom). Onu obnananu Oonee
BBICOKOH a(()MHHOCTHIO B OTHOLIEHHUH PELIENITOPOB MPOreCTepOHa M AHAPOTeHA 10 CPABHEHUIO C
CHC niepBOro nokojeHusl.

TpeTrbe mokoneHne o3HavaeT NMPOAYKTHI, paspadoranHble B 1980-x romax, copepikaiune

IPOTECTOTEHBI, IOJIyUYEHHbIE U3 JIEBOHOprectpena (recToneH, Ae30recTpel M HOPrecTUMAT).



Osxupanock, 4To OHU OyAYT UMETh MEHBIIIE META0OIMUECKUX TOOOUHBIX 3PPEKTOB;

UerBepToe TMOKOJNEHHE O3HA4aeT MPOAYKTBHL, COAEp)KalUe aHTHAHIPOTEHHbIE
IPOTeCTOreHbl, KaK NpaBWIO, LUMpoTepoHa auerar, apocnupeHoH (DRSP), aumenorectr u
XJIOPMAJUHOH.

Baxno ormeruth, uyro COC derBeproro moKojeHusi Obuid pa3paboTaHbl  JIsI
obecrieuennss syummero kaudectsa km3HH. COC ¢ npumenenuem, Hampumep, DRSP
JEeMCTBUTENIbHO JEMOHCTPUPYIOT ocyabiieHne psina moOoYHbIX 3((PEKTOB MO CPaBHEHHIO ¢ Ooee
parnauMu nokosenusimu COC.

Hecmorpss Ha 1O, uro VTE sBnsierca penkum mnoOounbiM 3ddexrom ansa Beex
KOMOWHHUPOBAHHBIX MepopasibHbIX KoHTpauenTusoB (COC), ObUIo MoKa3aHo Clieayroree.

VY xenmuH, npuMmensitomux COC 3-ro nmokoneHust ¢ 30 MKr 3THHIJICTPAANONA PUCK
VTE yBenuueH B MeHbILEH CTENEHHU [0 CPaBHEHUIO ¢ eHImuHaMy, npumensitomumu COC 2-ro
MOKOJIEHUSI.

B caywae COC 3-ro nmokonenuss ¢ 20 MKI 3THHHJIACTPAAHNONA, 3MUIAEMUOIOTHYECKHE
JAHHBbIE HE yKa3blBarOT Ha MeHbUi puck VIE no cpaBHeHUrO ¢ TakoBbIMH, copep:xamumu 30
MKT 3THUHUJI3CTPAHONA.

CymectByet m30bIrounslii puck VTE B TeueHne nepsoro roaa, Korna sKeHIIUHA BIEPBbIC
npumensiet kakoi-mbo COC. CrnenoBatensHo, BiustHue orHOcHTENbHOTO prucka VTE mist COC
3-ro MOKOJIEHUs] IO CPAaBHEHUIO CO 2-M MOKOJIEHHEM Ha KOJUYECTBO JOIMOJHUTENbHBIX CIy4acB
Oyner HauOOJBIIUM B MEPBBIA roj, Koraa keHiuHa Brepsble mpumenser COC. Dto crnenyer
yuuTbiBaTh npu HazHaueHuu COC keHIIMHe U MPUMEHEHUH €T0 €10 B IIEpBbIi pas.

PacuerHelii puck Bo3HUKHOBeHMs TpomOa y nui, npumensitomux CHC Ha ocHoBe LNG,
HOP3TUCTEPOH WJIM HOPrecTUmar, cocrasysieT oT 5 10 7 Ha 10000 >keHIMUH B T€YEHHE OJHOIO
roga. Jna muu, npumensitomnx CHC, KOTOpBII CONEp>KUT APOCIUPEHOH, MPUMEPHBINH PHUCK
BO3HHKHOBEHUs TpoMba coctasJisier oT 9 1o 12 Ha 10000 sxeHINMH B T€YSHHUE OTHOTO roja.

JUnisi cpaBHEHUS, paCYETHBI PUCK BO3HUKHOBEHHUS TpoMmOa y JIML, HE MPUMEHSFOIINX
CHC, xoropble He OepeMeHHBI, cocTaBisieT 0koJio 2 Ha 10000 >keHIUH B TE€YeHHE OTHOTO roja.

Takum  oOpasom, TpuMeHeHHE  KOMOMHHUPOBAaHHBIX  KOHTPALENTHBOB  OBLIO
ACCOLMMPOBAHO C YBEJIMUEHHBIM PHCKOM BEHO3HBIX TpoMbOoaMmbonuueckux ocioxuenuit (VTE).
ObwmenpunsThM siBisieTcsi, uto npumernenne COC BToporo nmokoseHus ysennuusaer puck VIE
B 2 pasa, u uro npumeHenne COC 3-ro u 4-ro MOKOJIEHUH yBEIWYMBAET PUCK B 4 pasa mo
CPAaBHEHHIO C pPHCKOM Yy JIMI, HEe NPUMEHSIOMUX TakoBbiX. AOcomoTHbii puck VTE,
ACCOLMMPOBAHHBINA C MPUMEHEHHEM KOHKPETHOrO KOMOMHMPOBAHHOTO KOHTPALETITHBA, MOXKHO
OLIEHUTh TOJIbKO BO BPEMsI KPYITHOMACIITAOHBIX STHIEMHOJOTHYECKUX UcTbITaHud. OnHaKo, U
no tpedoBaHHO EBpOMEHCKOro areHTCTBa JEKAPCTBEHHBIX CPEINCTB HECKOJBKO CYpPPOTaTHBIX
MapkepoB pucka VITE MOXHO H3MEPUTh C NPUMEHEHHEM CXEM KIWHUYECKUX HCIBITAHUH C
MEHBIIUM MacCIITabOM JJIsI TPEABAPUTENBHON OLIEHKH PUCKA.

Jpyrum crnocoOOM TMpencTaBUTh 3BOJIONMI0 3aBUCUMOCTH pHCKa Tpombo3a BEH OT
npumensiemoro nokosenuss COC sBnsercs oOpaleHne K OTHOCUTENBHOMY PUCKY, IPH KOTOPOM

CpaBHCHHUE OCYLICCTBIAKOT C€ OTCYTCTBUEM IMPUMCHCHHA TII€POPAJIBHOI0 KOHTpALCITHBA



(oTHOCHTENBHBIN puCK, cocraBisromui  1,0). JlanHas 3amada paccMmaTpuBajiach B psne
nyonukauuit (WHO (1995) Lancet 346, 1575-1588; Jick et al. (1995) Lancet 346, 1589-1593;
Spitzer et al. (1996) BMJ 312, 127-132; Vlieg et al. (2009) BMJ 339:b2921; Lidegaard et al.
(2009) BMJ 339:b2890; Lidegaard et al. (2011) BMJ 343:d6423), u ux pe3ynbTaTbl KpaTKO

H3JIOKCHBI B Ta6J'II/ILIe HHWXKCE.

OTtHOCHTENBHBIN PUCK
OtcytcrBue COC 1,0
COC 2-ro nokojieHus (JIeBOHOPrecTpe) 3,2-3,5
COC 3-ro nokojieHus (1e30recTpes/TeCToNeH) 4.8-9,1
COC 4-ro nokojenust (APOCTUPEHOH) 4,0-6,3

Tem He MeHee, BCe MOIXOJbI, ONMUCAaHHBIE BbIlne, ObutH OCHOBaHBI HA COC, B KOTOpPBIX
UCTIOJIb30BAINCh CHHTETHUECKUE SCTPOreHbl, Takue Kak sTuHmwncTpaanon (EE).

Ocoboe 3HaueHHe NPEACTaBIsIET TOT (PAKT, YTO 3CTPOr€Hbl YYACTBYIOT B PETYJIILHU
CHHTE3a Pa3JINYHBbIX OEJNKOB B MEUEHH, TAKUX KaK aHTMOTEH3MHOTEH, INIOOYJINH, CBA3BIBAIOIINI
nojioBble ropmoHbl (SHBQG), nepyiomnasMuH, KOPTHKOCTEPOHI-CBSI3BIBAIOLINNA TII00YJINH
(CBQG), Hekoropble (akTOpbl CBEPTHIBAHUS KPOBHM, WHTHOUTOPBI CBEPTHIBAHUS KPOBU HIIH
Mapkepel puOpuHomM3a. M3MeHeHHsT B TaKuX MapKepax reMocTas3a MOA BIHMSHHUEM CHIIbHBIX
scTporeHoB, Takux kak EE, Moryr B COBOKymHOCTH c€rocoOCTBOBaTh BO3HHKHOBEHHIO
nucOanaHca Mexay (akropaMu, CIIOCOOCTBYIOIIMMHU CBEPTHIBAHHIO KPOBH, U (aKTOpamy,
IPOTHBOAEHUCTBYIOIIUMH CBEPTBIBAHHIO KPOBM, YTO MOKET YCUJIMBATH PHUCKH OCJOXXHEHUH B
BUe BeHO3HOU Tpomboambomu (VTE).

VYposuu SHBG B nnasme KpoBHU SIBJISIFOTCS HaJIEKHBIM MapKepOM BJIMSIHUS SCTPOreHa Ha
CHHTE3 TaKUX OEJIKOB KJIETKaMH MEYEHU. DTO 3HAYMT, YTO MOXKET CYLIECTBOBATH KOPPEJSLMS
mexay yposHeM SHBG, wunnynuposanHoro koHkpetHbiM COC, u puckom VTE,
accorurposanHoro ¢ nanabiM COC (Odlind V, et al.; Acta Obstet Gynecol Scand 2002; 81:482).

Xorss nna oueHku pucka VTE mnpu konkperHom COC TpeOyroTCsi KOTOPTHBIE
UCCIIEIOBAHMs, TPOBOAMMBIE C Y4YaCTHEM JOCTATOYHOTO KOJHMYECTBA CYOBEKTOB, JJIsi
NPEABAPUTEILHON OLIEHKH PUCKA YPOBHHU PA3JIMYHBIX MAapKEPOB reMocTa3a U OEJIKOB-HOCUTENEH
(takux kaxk SHBG) MOKHO U3MEPATh HA OTPAHUYCHHOM KOJIMYECTBE CYOBEKTOB.

Uro kacaercs 3pdexra MpOreCTOreHHOrO KOMIIOHEHTA, B 3HAYUTEIHHOM KOJIHYECTBE
UCCIIEIOBaHMH, a TaKK€ B JABYX KAYECTBEHHBIX META-aHAIN3aX K HACTOSINEMY BPEMEHHU YiKe
oueHmM puck Tpomboodpazosanus anst CHC, copepskamux npocnupeHoH. B HUX ncnomnb3yercst
psIl Pa3MYHBIX MCTOYHHKOB JAHHBIX M3 PA3HbIX CTPAH, W, 32 MCKJIIOYEHHEM HCCIEIOBAHMU,
npoBeneHHoro Dinger (Dinger J, Assmann A, Mohner S, Minh TD. Risk of venous
thromboembolism and the use of dienogest- and drospirenone-containing oral contraceptives:
results from a German case-control study. J Fam Plann Reprod Health Care. 2010; 36(3):123-9),
BO BCEX COIVIACOBAHHO MOKa3aH MOBBIMIEHHBIH pUCK VTE y nul, NpUMEHSIOMNUX APOCIUPEHOH,
OTHOCUTEJIbHO TaKOBOTO Y JIUII, MPUMEHSIOIINX JEBOHOPIeCTpesl, KOTOPBIH ObUT B OOJNBLIMHCTBE

CJIy4acB CTAaTUCTHUYCCKU 3HAYUMbIM. Ilo npeaABapuUTCIbHbIM OLCHKaM, pPUCK 4Yalle BCEro



HAXOAWTCS B JHANA30HE OT MPUONU3UTETBHO 1,5-KpaTHOro 10 2-KPaTHOrO OTHOCHUTENBHO
TAKOBOT'O B CJIyyae JIEBOHOprecTpena. XOTs s HaOF0AaTeNbHbIX UCCIeIOBAHUN BCEraa MOJKHO
UICHTU(QHUIUPOBATh OrPAaHUYEHHs, MAJOBEPOSTHO, YTO CHUCTEMATHYECKOM OIMOKOW U
OCTaTOYHBIM HCK&)KEHHEM MOXHO OOBSCHHTH BCe HaOI0naeMoe yBeludeHue pucka. B
YaCTHOCTH, CUUTAeTCs, 4To uccienosanue, nposenenHoe Sidney (Sidney S, Cheetham TC,
Connell FA, Ouellet-Hellstrom R, Graham DJ, Davis D, Sorel M, Quesenberry CP Jr, Cooper
WO. Recent combined hormonal contraceptives (CHCs) and the risk of thromboembolism and
other cardiovascular events in new users. Contraception 2013, 87(1): 93-100), obGecneunBaer
yOenurenpHOe TOKa3aTeNIbCTBO, MOCKOJIbKY JAaHHBIA aHAIU3 ObLI OrpaHHYeH JIMI[AMHU, BIEPBbIE
NPUMEHSIOIUMHU ~ mipenapat (KOoTopeix Obpuio  moutu 140000 B HaHHOM — KOTOPTHOM
UCCJIEIOBAHIH).

B menom, coriacoBaHHBIE PE3YJBTAThl yKa3blBatOT Ha W30bITOUHBIN puck VTE mpu
DRSP no cpaBrenuto ¢ LNG.

B nemaBHO omybOnukoBanHOM wuccienoBanuu Kluft et al. cooOmaror o HabmonmeHun
CHIDKEHHBIX reMoctaTnueckux 3¢dexroB B cayyae COC, B KOTOPBIX MPUMEHSFOT 3CTETPON B
KaudecTBe 3cTporeHa, o cpasHeHno ¢ COC, B koropom npumenstoT EE B kauecTBe scTporeHa
(Kluft et al., Reduced hemostatic effects with drospirenone-based oral contraceptives containing
estetrol vs. ethinyl estradiol, Contraception, 95 (2017), p. 140-147).

B nannoit mybnmukauuu kak B HoBoM COC Ha OCHOBE 3CTETpOJia, TaK M B IMpemapare
cpaBHeHHs (KOMMepyeckni mpoaykT YAZ®) B KauecTBe NPOrecTOreHa NPUMEHSITN
ApocUpeHOH. I3 1maHHOrO HMCClenoBaHMS MOXKHO CAENaThb BBIBOA, YTO 3CTPOTEH,
NPEACTABILIOIUN coOON acTeTpol, odecneunBaer Oosee Oe3omacHbIi Mpoduib MoKaszaTenei
reMoCcTa3a, 4eM OJCTPOreH, MNPeACTaBISIIOMMNA COOOM OSTUHMIDCTPAIUO, €ClIu OHU 00a
aCCOLMMPOBAHBI C IPOCITUPEHOHOM.

Uro kacaercss s¢ekra mporectoreHa B OTHOWEHHHM npoduisi 0e30macHOCTH, Kak
paccMoTpeHo Bbillie U kak coobmaroT camu Kluft et al. (c. 141, neBast kojoHKa, Ha4ajno 4-ro
abzaua), «mapkeps U nepemeHHvie AGNAMCA 3HAYUMENbHO MeHee MOOUDUYUPOBAHHBIMU 8
cayuae LNG no cpasnenuio ¢ [ ... ] DRSP.»

ITo 3Toit mpuunHe U HECMOTPsA Ha TO, uTo B nyOnukaumu Kluft et al. onmmcan my4mmii
npoduie Ge3onacHocTH B ciydae 3ameHeHbl EE Ha scterpon B COC, B KOTOPBIX NMPUMEHSIIOT
DRSP B kauecTBe mporecToreHa, 10 HacTosmero u3odperenus ObL10 Heoxunanuo, uro COC, B
KOTOpOM TmpuMeHstoT 3cTerpos 1 DRSP, Oyner BeirogHo otnudarbes ot COC 2-ro mokoyieHusl,
TaKOro Kak TOT, B kotopoMm mpumenstor LNG B kauecTBe mporecroreHa. B uacTHOCTH, B
nyomukammun  Kluft et al. He packpblBaeTCss W He MOAPA3yMEBAETCs, YTO KOMITO3ULIHS,
cofiepskalliasi KOMIIOHEHT Ha oOcHoBe acreTpoja U DRSP B kadecTBe mpOrecTOreHHOro
KOMITOHEHTa, CHIDKAeT PHCK 00pa3oBaHUs TPOMOOB 1O YPOBHS HIDKE, YeM HIDKHHHA Tpenen
pucka oOpazoBanmss TpomOoB, accomumupoBaHHoro ¢ COC nHa ocnoBe DRSP. VYuureiBas
obmenssectHble 3HaHUS, uTo COC yerBeproro nokonenus (Ha ocHoBe DRSP), HecMoTps Ha TO,
YTO OH O00NagaeT psAOM NPEUMYIIeCTB B OTHOLIEHUH CHIDKEHHS MOOOYHBIX 3(QEKTOB,

NpPEACTaBIsIeT HaMHOro OonblIMi puck oOpaszoBaHus TpomOoB, ueM COC mnpenpimymmx



MOKOJIGHUH, 1O HACTOSALIEro M300peTeHus! Henb3si Obuio mpeanonoxkuts, uto COC Ha OcHOBe
DRSP wmoxer mpencraBisaTe puck obOpasoBaHus TpoMOOB BHE JAHANa3OHa PHUCKA,
accouunposanHoro ¢ COC na ocHoBe DRSP 13 ypOBHSI TEXHUKH.

B WO 2018/024912 u WO 2018/065076 packpblTO NPUMEHEHHE 3CTETposa JJIs
o0yierdyeHusi CHMITOMOB JTUCMEHOped. B MaHHBIX 3asBKax HA MATEHT HUYEro He coodIiaeTrcs o
CHIDKEHHH pHCKa oOpa3oBaHusi TpomOOB. B Tabmuume 7 B f[aHHBIX 3asBKaxX Ha MATEHT
IPE/ICTAaBIICHBI T€ XK€ KIMHUYEeCKUe NaHHble, 4To U B Tabmuue 1 B mybmukanuu Kluft et al., xoTs
B HEMHOro Jpyrom Buzae: Torma kak B myOmukammu Kluft et al. mpencraBnenbl MennaHHbIE
3Ha4YeHusi (BbIpaKEHHbIE B BHIE JOJH B MPOLIEHTAX OT MCXOMHOIO 3HAYEHUs], MPUHSTOrO 3a
100%), B 3asiBKax Ha MATEHT MPEACTABJICHbI CpeldHKE 3HauYeHHs (M3MEHEHUE, BBIPA)KEHHOE B
MIPOLIEHTAX ).

Takum oOpasom, ocraercs HEOOXOAMMOCTb B MOAXOAE [UIA  OCYLIECTBIICHUS
KOHTpALENLUK, KOTOPBIA oOecreunBaer Jydumid npoduib 0€30MacHOCTH, YeM OCTYIHbIE B

Hacrosumee BpemMsa COC, u, B 4YacTHOCTH, KOTOPBIH JI€MOHCTPUPYET MEHBIIUNH pPHUCK

>
TPOMOOIMOONIMUECKUX OCJOKHEHUH. DTO SABISETCS OCOOEHHO KPUTHYHBIM ISl TOMYJISLIUH,
MOABEPraroINXCs PHUCKY, TaKUX Kak JHLA, NPUMEHSIOLIWE TMpenapaT BIEPBbIE, JINLA,
MEHSIOI1e/BO300HOBISIIOIUE TIPUEM TIperapara IMocjie nepepbiBa >4 HeAeNb, U JKEHIIUHBI C
MOBBIIIEHHBIM HadaibHbIM puckoM VTE Bciencrsue omHoro mim 6ojee OCHOBHBIX (DakTOpOB
pucka (takux kak 6e3 orpanmmyeHusi BMI>30, crapmmii Bo3pacT U TMOJOKUTEIbHBIN JIMYHBINA
W/WJIN CeMEHHBIA aHAMHE3).

KpaTkoe onncanue HaCTOSIIEro N300peTeHus

Hacrosimee wu3o00peTeHne OTHOCHTCS K CIOCOOY KOHTPALENIMU CO CHIDKEHHBIMH
s¢dexkraMu B OTHOLIEHUU CEPIAEYHO-COCYAUCTON CHUCTEMBI, KOTOPBII MpeayCcMaTpUBaeT
BBE/IEHIE 0COOM MJIEKOIMTAIOIIETO JKEHCKOTO Mosa 3((PEeKTUBHOIO KOJINYECTBA KOMIIOHEHTa Ha
OCHOBE 3CTETPOJIa B KOMOMHALIUH C TPOr€CTOI€HHBIM KOMIIOHEHTOM.

B onHOM BapuaHTe OCYINECTBJICHHS HACTOSILEr0 H300pETeHHsI KOJHMYECTBO, 4YacTOTa
W/WM TsoKeCTh oclioxkHeHuH B Bue VTE SBISIOTCS CHMJKEHHBIMH MO CPABHEHHUIO C TAKOBBIMHU
NPU IPYTHX CIIOCO0aX KOHTPALIEIIIHH.

B koHkpeTHOM BapuanTte ocyectrieHus puck VIE Bo Bpemsi mpumeHeHus: criocoba
KOHTPALETIUU B COOTBETCTBHU C HACTOSIIIUM H300peTeHHEM SIBJsieTCsl MoJo0HbIM pucky VTE
BO Bpems npumeHeHuss CHC Ha ocHOBe JieBOHOprecTpesa, HOprecTuMaTa Uil HOp3TUCTEPOHa.

B npennouturenpHOM BapuaHTe OCyluecTBieHUs puck VIE BO Bpems NpUMEHEHHUs
crioco0a KOHTpALENLUU B COOTBETCTBUH C HACTOSIIUM H300peTeHneM Himke, yeM puck VIE Bo
Bpems npuMeHeHust CHC Ha ocHOBe leBOHOprecTpena, HopreCTuMaTa Ui HOP3TUCTEPOHA.

B omHOM BapuaHTe OCYINECTBJICHHS HACTOSINErO H300PETEeHHsI KOJHMYECTBO, YaCTOTa
W/WIN TSDKECTh OCIIOKHEHMH 3MOOJIMM  JIETOYHOW apTepUM SIBJSIFOTCS CHIDKEHHBIMHU 110
CPaBHEHHIO C TAKOBBIMH IIPH APYTUX CHOCO0AX KOHTPALETILIUH.

B npyrom BapmaHTe OCYLIECTBICHHS HACTOSILIETO M300pETEHUs] KOJNYECTBO, YaCTOTa
W/WIN TSDKECTh OCJIOKHEHHH B B TpoMOo3a riybokux BeH (DVT) SBisitoTCS CHIDKEHHBIMH 110

CpPaBHCHHUIO C TAKOBBIMHU IIPU APYTUX criocobax KOHTpalUCInn.



B npyrom BapmaHTe OCYIIECTBIEHMS HACTOSILETO W300pETEHHS TP BBEIEHHUH
KOMITIO3UIIMI B COOTBETCTBHH C HACTOALIMM HM300pETEeHHEM HE NPOHCXOAUT HUKAKOTO
reéMOCTaTHUECKOTO M3MEHEHHs], KOTOpoe Obl BBIXOAWIO 32 paMKH HOPMAaJIbHOTO JMAIla30Ha,
OTIPEIEIEHHOrO HIDKE B JAHHOM JIOKYMEHTE.

B eme onHOM BapuaHTE OCYLIECTBIEHUS CHOCOO B COOTBETCTBHM C HACTOSILIUM
n300peTeHneM JeMOHCTPUPYET MEHBIINE KTeMOCTATUYECKIE U3MEHEHUsD» (ONpeeNIeHHbIE HIKe
B JJAHHOM JIOKYMEHTE), UeM CIocod KOHTpaueniuu, B KotopoM ucnonb3ytoT CHC 2-ro, 3-ro wiu
4-ro mokojieHHs. B OCOOEHHO MPEANOUTUTEHPHOM BapHAHTE OCYLIECTBICHHS HACTOSIIEe
n300peTeHne JIEMOHCTPUPYET MEHBIIHE «TreMOCTATHYECKHEe HM3MEHEHUs», 4YeM Crocod
KOHTpauenuuy, B koropoM ucnonb3yroT CHC 2-ro nokoneHus.

B nmonoiHHUTENEHOM BapUaHTE OCYINECTBJICHUS MapKepbl CBEPTHIBAHUS KPOBH H/MIIH
Mapkepbl (UOPUHONHM3a AEMOHCTPUPYIOT M3MEHEHHUs (IO CPaBHEHUIO C MX YPOBHSAMH IEpen
BBEJIEHUEM JIFOOOW KOMIIO3WIIMM KOHTpAIENTHBA) BO BpeMs TNPHUMEHEHUs crocoda
KOHTPALCTIIUN B COOTBETCTBUU C HACTOSIINM H300PETEHHEM, KOTOPbIE SBISIFOTCS MEHBLINMHY,
4YeM W3MEHEHHs1, HaOII01aeMble TIPU IPYTOM CIIoco0e KOHTPALETILUH.

B KOHKpETHOM BapHaHTe OCYIIECTBICHHS MapKEPbl CBEPTHIBAHUS KPOBU /UM MaPKEPHI
¢ubpuHONM3a HEMOHCTPUPYIOT MEHBIINE M3MEHEHHUs BO BpeMs MpHMEHeHHs crocoda
KOHTPALCTIIUN B COOTBETCTBHM C HACTOALIMM H300pEeTEHHEM, 4YeM BO BpeMs NPUMEHEHUS
cnocoba xkontpauenuuu ¢ mnpumeHeHnemM CHC 2-ro, 3-ro wim 4-ro mnokojeHwus. B
NPEATIOUYTUTENIbHOM BapUaHTE OCYILNECTBJICHUS MapKepbl CBEPTHIBAHHS KPOBHU W/WIIM MapKepbl
¢ubpuHONM3a NEMOHCTPUPYIOT MEHbIINE M3MEHEHUs BO BpeMs IpUMEHeHHs crocoda
KOHTpALIETIIUN B COOTBETCTBMU C HACTOALIMM H300pEeTEeHHEM, 4eM BO BpeMs NPUMEHEHUs
cnocoba konTpanenuuu ¢ npumeHeHneM CHC 2-ro mokoneHust.

B opmHOM BapmaHTe OCYINECTBJIEHMS HACTOSIIErO M300peTeHHss B KOMITO3HLIUH
KOMOMHHPOBAHHOT'O TEPOPATBHOIO KOHTPALENITHBA, B KOTOPOH MPUMEHSIOT IPOCIUPEHOH B
Ka4eCTBE MPOTre€CTOreHHOrO0 KOMIIOHEHTa, MPUMEHSIOT 3PPEKTUBHOE KOJUYECTBO KOMIIOHEHTA
Ha OCHOBE 3CTETPOJIA C LIEJbI0 CHIKEHHUS] PUCKAa BO3HUKHOBEHUS TPOMOOB, aCCOLMUPOBAHHOTO C
NPUMEHEHHUEM IPOCTTHPEHOHA.

B gpyrom BapuaHTe OCYLIECTBJIEHHS HACTOSINErO H300pPETeHUST B KOMIIO3ULUH
KOMOWHHUPOBAHHOTO IMEPOPATIHHOrO KOHTPALIENTHBA, B KOTOPOH NPHUMEHSIOT APOCIHUPEHOH B
Ka4eCTBE MPOTreCTOreHHOr0 KOMIIOHEHTA, MPUMEHSIOT 3(PPEKTHBHOE KOJUUECTBO KOMIIOHEHTA
Ha OCHOBE 3CTETPOJIA C LIENbI0 CHIKEHUS! PUCKAa BO3HUKHOBEHHUS TPOMOOB, aCCOLIMUPOBAHHOTO C
NPUMEHEHUEM KOMIIO3UIUH KOMOWHHMPOBAHHOIO TEPOPATBHOrO KOHTPALENITHBA, KOTOpast
BKJIFOYAET JIPOCITUPEHOH.

Bo Bcex Takux BbIINIEYKA3aHHBIX BAPUAHTAX OCYILIECTBICHHS PHUCK BO3HHUKHOBEHHSI
TPpOMOOB TPEUMYIIECTBEHHO CHIDKEH IO MeEHee 8, MpeanodYTHTENbHO MeHee 7, Oonee
NPEATIOUTUTENIFHO MeHee O, eme Oosiee MPEANOYTUTENILHO MeEHee S, naxe eme Oonee
npeanoytutenbHo MeHee 4 Ha 10000 >xeHIUH, TPUMEHSIOINUX YKa3aHHBbIM KOHTPALENTHUB, B
TE4YEeHHE OHOTO rojia.

B onHOM BapuaHTe OCYIIECTBJICHHUS HACTOSINErO H300peTeHHs CHOCO0 BKIIFOYAET



BBeZIeHNE >(PPEKTHBHOrO KOJMYECTBA KOMIIOHEHTA Ha OCHOBE 3CTETPOJIa M MPOreCTOT€HHOT'O
KOMITOHEHTA.

B HekoTOphIX BapuaHTaX OCYINECTBJIEHUS HACTOSIIErO0 H300pETeHHs 3CTETPON H
IIPOr€CTONCHHbIE KOMIIOHEHTBl BKJIIOUYEHbl B OAMHAPHYIO €IMHUIy JAO03UpoBaHus. B
JOMOJIHUTENbHBIX BapUaHTaX OCYINECTBJICHUS EIUHHULA JO3HMPOBAHUS IPENCTaBIsIeT COOOM
CYTOYHYIO €AUHULY JO3UPOBAHUS.

B nOnMONHUTENBHBIX  BAapUAHTAX OCYLIECTBJIECHUS IPOTECTOrCHHBIH  KOMIIOHEHT
NpeacTaBisieT COOOM IPOCITUPEHOH, W MaHHBIM KOMIIOHEHT MPUMEHSIOT B CYTOYHOH [03€,
coctapsiroeit ot 0,5 mr g0 10 Mr, NpeanoYTUTENBHO B CYTOYHOMN J103€, COCTABJISIIOIIEH OT 1 Mr
10 4 Mmr.

B npyrux [ONOJHUTENBHBIX BapUAHTAX OCYLIECTBJICHUS KOMIIOHEHT HA OCHOBE
3CTETPOJIa MPUMEHSETCS B CYTOYHOM J103€, cocTaBsirowei ot 1 mr 1o 40 mMr, mpeAnouYTUTENBHO
B CYTOYHOH [103€, COCTABJISIIOLIEH OT 5 Mr 10 25 Mr, eme OoJiee MPEarnOYTUTENBHO B CYyTOYHON
no3e, cocrapisitomen oT 10 mr 1o 20 Mr. B KOHKpETHBIX BapHAHTaX OCYLIECTBIEHUSI KOMIIOHEHT
Ha OCHOBE 3CTETPOJIa MPENCTABISET COOOM HCTETPOIa MOHOTUAPAT.

B KOHKpPETHOM BapuaHTE OCYLIECTBICHHS HACTOSINETO HM300PETEHHs] KOMIIOHEHT Ha
OCHOBE OCTETpoNia TpEACTaBIsieT CcOoOOM SCTeTposa MOHOTMApPAT B CYTOYHOH J03€,
COCTABJISIFOLIEH MPUONU3UTENBHO 15 MI, M IMPOreCTOreHHbIH KOMIIOHEHT NPEACTaBIsIeT COOOH
IPOCTTUPEHOH B CYyTOYHOM J03€, COCTABIISIOIIEH PUOTU3UTENBHO 3 MT.

B crenyrommx nmpoHyMepoBaHHBIX ab3anax 1-22 onmcaHbl AOMOJHUTEIbHBIE BAPUAHTHI
OCYIECTBJIEHHUS] HACTOSIIETO H300PETEHUS.

1. Komnosumust 1 MpUMEHEeHHUsl B CIIOCO0€ KOHTPALENIMU Y 0COOM MIIEKOIHUTAIOLIETO
JKEHCKOT'O T10J1a, I7I€ YKa3aHHAasi KOMIO3ULIUS CONEPKUT 3P PEeKTUBHOE KOJIMYECTBO KOMIIOHEHTA
Ha OCHOBE 5CTETPOJIA.

2. Komnosunus naisi NpUMEHEHHs B COOTBETCTBMM ¢ a0s3aneM 1, raoe ykasaHHas
KOMITO3ULIMS TOTIOJTHUTENIBHO COEPIKUT MPOreCTON€HHbIN KOMIIOHEHT.

3. Komno3uuus i NprMEHEHUsI B COOTBETCTBUU ¢ ab3ameM | wim 2, rae yKasaHHBIH
croco0 TPUBOOUT K CHW)KEHUIO OJHOTO WJIM Oojiee M3 KOJIMYECTBA, YaCTOThI M TSKECTH
ocnoxHeHuit B Buae VTE Mo cpaBHEHUIO € TAKOBBIMHU TPU IPYTHX CIIOCOOAX KOHTPALETILIHH.

4. Kommo3unmst IJisi TPUMEHEHUsT B COOTBETCTBUH C ab3ameM 3, TAe yKa3aHHBIH
NPOTeCTOreHHBIH KOMIIOHEHT MPEACTABIISsIET COOON IPOCTTUPEHOH.

5. Kommno3uuumsi 1J1si MPUMEHEHHsT B COOTBETCTBMM C JIOOBIM M3 a03aueB 1-4, rme
KOMIIOHEHT Ha OCHOBE 3CTETPOJIa IPUMEHSIETCS B CyTOYHOMN 03¢, cocTaBisaouiel ot 1 mr go 40
MT, TPEANIOUYTUTENIBHO B CYTOUHON J103€, COCTABJIAIOIIEN OT S Mr 10 25 mr.

6. Komnosuuusi 1y NMpUMEHEHHst B COOTBETCTBUH C ab3ameM 4, rae ApPOCIUpPEHOH
INPUMEHSETC B CYTOYHOM a03e, cocrasysromert or 0,5 mr no 10 mr, npeanodTUTENbHO B
CYTOUYHOM J103€, COCTABJIAOLIEHN OT 1 Mr 10 4 Mmr.

7. KoMno3uuus 1 MPUMEHEHHUs] B COOTBETCTBHH C JIIOOBIM M3 ab3aues 1-6, rae cnocod
BBEJICHUSI TIPENCTaBIsAET COOOH KOMOWHHUPOBAaHHBIM crocod ¢ HMHTEpBaJOM 0Oe3 BBEAECHMS,

COCTABJIAKO UM l'lpI/I6.]'II/I3I/ITe.]'IbHO 7 I[Hefl, NpeaATIOYTUTEIIbBHO C HHTCPBAJIOM 0e3 BBCACHUA,



COCTABJISTIO LM TPUOIM3UTENEHO 4 JTHS.

8. Komnosunmst mjisi MpUMEHEHUsT B COOTBETCTBHHM C JIOObBIM w3 a03aueB 1-7, rme
KOMITOHEHT Ha OCHOBE 3CTETPOJia MPEACTABISIET COOOH 3CTETPOJ, MPEANOYTUTEIHHO SCTETPOIIA
MOHOTUAPAT.

9. KoMno3ummsi [yisi MPUMEHEHHUs] B COOTBETCTBUM C al3ameM 8, rie KOMIIOHEHT Ha
OCHOBE J3CTETpOJia MPHUMEHSETCSI B CYTOYHOH J03€, COCTaBjstolell mpuOau3uTenpbHo 15 mr
3CTETpOJIA.

10. Komnosunust st MPUMEHEHHsI B COOTBETCTBUU C ab3aneM 9, rie ApOCIHpPEHOH
MPUMEHSIETCS B CYTOYHOM J103€, COCTaBJISIOIIEH MPUOTU3UTETBHO 3 MT.

11. Komno3uius aisi IpUMEeHEHUsI B COOTBETCTBUH C JIIOOBIM M3 MPEeabLayux ad3ares,
r71e KOMITIO3ULUS COCTABJIEHA B BUAE €IMHULIBI JO3UPOBAHUS JJIsl IEPOPATBHOTO MPUMEHEHHUS.

12. Kommosuiusi 1jisi TPUMEHEHHsT B COOTBETCTBHM C a03aumem 11, roe emuHuna
NO3UPOBAHUST ISl TEPOPATBHOTO TMPUMEHEHHUs] COCTaBJIEHA TaK, YTOOBI COOTBETCTBOBATH
CYTOYHOM €IMHULE JO3UPOBAHUS.

13. Kommo3umusi yisi MpUMEHEHUsT B COOTBETCTBUU C JIFOOBIM U3 ad3anes 3-12, rae puck
BO3HMKHOBEHHUS TPOMOOB COCTaBjisieT MeHee 12, mpexamoutuTenbHO MeHee 11, Oonee
npennoutuTesibHo MeHee 10, eme Oonee mpenmoututenbHo Menee 9 Ha 10000 >keHIIUH,
MPUMEHSIOINX YKA3aHHYK0 KOMIO3ULIMIO, B TEUEHUE OJHOTO r'OJa.

14. Kowmmosumusi mjisi TpPUMEHEHHs] B COOTBETCTBUM ¢ ab3aumem 13, rme puck

BO3HUKHOBEHHUsI TPOMOOB COCTaBIsieT MeHee 8, MPEANOuUTHTENbHO MeHee 7, Oonee

)
NPEATIOYTUTENIBHO MeHee O, emie Oosiee MPEANOYTUTENILHO MeHee S5, naxe eme Oonee
npeanoytuTenbHo MeHee 4 Ha 10000 keHIUMH, MPUMEHSIOIMUX YKa3aHHYK KOMIIO3ULUIO, B
TEYEHUE OJHOIO roja.

15. Kommno3uiust ansi MpUMEHEHHsT B COOTBETCTBUU C JIFOObIM m3 abzaues 1-12, rae
kosuuectBo ciaydaeB VTE cocrasnser menee 15-20 VTE na 10000 >xeHIIMH B T€UEHUE OJTHOTO
roja.

16. Komnosuuwms s MpUMEHEHHs B COOTBETCTBMU C ab3amem 15, rme KOJU4ecTBO
cnydaeB VTE cocraBisier meHee 15, mpeamoururensHo MeHee 13, Oojiee mpennoyuTHUTENBHO
menee 11, eme Gonee npennoururepbHo MeHee 10 VTE na 10000 »keHINUH B T€UYEHUE OIHOTO
roja.

17. Komno3uus AJisi IPUMEHEHUsT B COOTBETCTBUH C JIIOOBIM M3 MPeabaymux ad3ares,
rne puck VTE nHmxke, yem puck VTE, accoummposansbiii ¢ COC 3-ro nokoneHus uiu 4-ro
MOKOJICHUSL.

18. Kommo3unus st IpUMeHEHUsI B COOTBETCTBHUH C JIIOOBIM M3 MPeabaymux ad3ares,
rine puck VTE numke, uem puck VTE, accounnposannbiii ¢ COC 2-ro nokoneHus!.

19. Komnozunus 11 MpUMEHEHUsI B COOTBETCTBUH ¢ ab3anem 17 umm 18, roe npoduib
nobouHbIX 3¢ ¢exroB, omnmuyHbX 0T VTE, ynydineH mo cpaBHeHHIO ¢ mpoduieM moOOUHBIX
s¢pdexros, accounnposannbix ¢ COC 2-ro MOKOJICHHUS.

20. Komnozuuust 11t MPUMEHEHUsI B COOTBETCTBUU € JIFOOBIM M3 MPEeAbIAy X ab3ales,

rac OTHOCHUTEJIbHBIN pucCkK TpOM6OSa B€H IIpU CPaBHCHHUHU C TAaKOBBIM Yy JKCHIIHWHBI, HEC



npumensttotieii COC, Huxke 4,5, npeanouyrurensHo Huxke 4,0, Oonee MPeanoYTUTENIbHO HIKE
3,5, eme Oolee MPeamoUTUTENIbHO HIDKE 3,2, nake elne 0oJiee mpeanoYTUTeNbHO Hike 3,0.

21. Komno3uuust 11t MPUMEHEHUs B COOTBETCTBUU € JIFOOBIM M3 MPeAbIayIuX ab3ales,
I7ie 10Nl B TPOLIEHTaxX CyOBbEKTOB B KAaTErOPHHM BBICOKOTO PUCKA B OTHOIIEHUH TpoMOO3a,
OIPEAENIeHHBIX KaK CyOBEKThbI, y KOTOPBIX PHCK TPOMOO3a MpPEeBbIMIAET B 2 pa3a Win OOJblIe
TAKOBOU [uIsi cyObekToB, He nmpumensitomux COC, cocraBisier menee 40%, MPeaNOYTUTENBHO
meHee 35%, Oonee mpemnouyrutenbHo MeHee 30%, eme Oojiee MpPeAnoYTUTENHHO MeHee 25%,
naxe eme Oosee mpenmoutuTeabHO MeHee 20% OT BCed MOMYJISLUHM JIML, MPUMEHSIOIINX
YKa3aHHY KOMITO3ULIUIO.

22. Komno3unust st TPUMEHEHUsI B COOTBETCTBUU € JIFOOBIM M3 MPEAbIAy X ad3ales,
r7ie KOMIO3ULMS BBOAUTCS JKEHIIMHE, KOTOpasl MPUMEHSET MpernapaT BIIEPBbIE, WIH JKCHIIHUHE,
KOTOpasi MEHsieT WJIM BO30OHOBJSIET MpHEM IpenapaTra IOCie TmepepbiBa >4 Henenb, N
JKEHIIUHE C MOBBIIIEHHBIM HAa4aJIbHbIM prckoM VTE Bcreactsue ogHOro mim 60jee OCHOBHBIX
¢akTopoB pucka, BeIOpaHHBIX M3 BMI>30, crapmero Bo3pacta W MOJOKHTEIBHOTO JHMIHOTO
W/WIM CEMEHHOTO aHAMHE3a.

B crenyromux nmpoHymMepoBaHHbIX ad3amax 31-52 ommcaHbl HOMOJHUTENbHBIE BAPUAHTHI
OCYILECTBJIEHHUS] HACTOSIIETO H300PETEHUSI.

31. Crnoco0 kOHTpauenuuu Uit 0COOM MIIEKONUTAIOIIEro JKEHCKOTO I0JIa, KOTOPBIH
NpeayCcMaTPUBAET BBEIEHHE KOMITO3HLINY, copepkaiiei 3(h(heKTHBHOE KOJMYECTBO KOMIIOHEHTa
Ha OCHOBE 3CTETPOJIA.

32. Cnoco0 KOHTpaUeMNu B COOTBETCTBHU ¢ ab3aueM 31, rae ykazaHHast KOMITO3HLIUS
JOTIOJHUTEIBHO COAEPKUT MPOTreCTOreHHbIM KOMITOHEHT.

33. Cnoco0 koHTpauenimu B cooTBeTcTBMU ¢ ab3auem 31 wmimm 32, rne yka3aHHBIH
crocod NPUBOAMT K CHIDKEHHMIO OJHOTO WiIM Oojiee W3 KOJMYECTBA, YAaCTOThI U TSIKECTH
ocnoxxHenuit B Bune VTE 1o cpaBHEHUIO C TAKOBBIMH NPH APYTHX CIIOCO0aX KOHTPALCIILIHH.

34. Cnoco® KOHTpauenuud B COOTBETCTBHHM ¢ a0s3ameM 33, TAe YKa3aHHBIH
NPOTeCTOTeHHBIH KOMIIOHEHT MPEACTABIIsIET COOON APOCTUPEHOH.

35. Cnoco0 KOHTpaleniuu B COOTBETCTBUU C JIFOOBIM 13 ab3aneB 31-34, rne KOMIOHEHT
Ha OCHOBE 3CTeTpOjia MPUMEHSIIOT B CYTOYHOH a03e, cocTaBisowmed or 1 mr go 40 wr,
MPEANOYTUTENBHO B CyTOYHOM 103€, COCTABISAIOIIEH OT 5 MI 0 25 MT.

36. Cioco0 KOHTpaLEMNINK B COOTBETCTBUH ¢ a03auem 34, rae IpOCHHPEHOH MPUMEHSIOT
B CYTOYHOHM Jn03€, coctasisarouierd ot 0,5 mr go 10 Mr, mpeanodTUTENbHO B CYTOYHOW TI03€,
COCTaBJISIFOLIEN OT 1 Mr 10 4 mr.

37. Crioco® KOHTpaleniuu B COOTBETCTBHH ¢ JEOObIM u3 abs3aueB 31-36, rme cnocod
BBEJICHUSI TPENCTaBIsIET COOOH KOMOWHUPOBAaHHBIA Crocod ¢ HMHTEpBaJOM 0Oe3 BBEACHMS,
COCTABJISIFOIIUM TPUOTU3UTENIBHO 7 IHEH, NMPEennoyYTHTEIbHO C WHTEPBAJIOM O€3 BBEICHMS,
COCTABJISIFO UM MPUOIM3UTENHEHO 4 JTHS.

38. Cioco0 KOHTpalenuuu B COOTBETCTBUU C JIFOOBIM 13 ab3aneB 31-37, rne KOMIIOHEHT
Ha OCHOBE 3CTETPOJIa MPENCTABISAET COOOM HCTETPOI, IPEATIOUTUTENBHO 3CTETPOJIAa MOHOTHIPAT.

39. Cnoco0® kOHTpaLeniuu B COOTBETCTBUU ¢ ab3arem 38, rae KOMIIOHEHT Ha OCHOBE
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3CTETPOJIa MPUMEHSIOT B CYyTOYHOM J103€, COCTABJISIOLIEH MpuOnM3uTeNnbHo 15 Mr acrerpona.

40. Cnioco0 KOHTpaLEIINH B COOTBETCTBUH C ad3arieM 39, rae IpOCHHPEHOH MPUMEHSIOT
B CYTOYHOH /103€, COCTaBJISIIOIIEH MPUOIM3UTEIBHO 3 MT.

41. Cnoco0 KOHTpalLeNnuuu B COOTBETCTBUU C JIIOOBIM M3 NpeAbIAyINUX ad3ales, Tae
KOMITIO3ULIMS COCTAaBJIEHA B BUJE €IMHULIbI JO3UPOBAHUSA AJI NEPOPATBHOTO IPUMEHEHHUSL.

42. Cnoco® KOHTpalLenuuu B COOTBETCTBUHU C ab3aueM 41, rae equHHIa JO3UPOBAHUS
IJISL TIEpOPAIbHOTO NMPUMEHEHHSI COCTaBJIEHa TaK, YTOObI COOTBETCTBOBATH CYTOYHOH EIUHMUIIE
JO3UPOBAHUSL.

43. Cnoco0 KOHTpauemnuu B COOTBETCTBUM C JIIOOBIM M3 a03aueB 33-42, rae pucK
BO3SHHKHOBEHUs TPOMOOB coCTaBisieT MeHee 12, mpeanmouytutenbHo MeHee 11, Oonee
npennoutuTesibHo MeHee 10, eme Oonee mnpenmoutuTenbHo Menee 9 Ha 10000 >keHIIUH,
NPUMEHSIOIINX YKa3aHHY0 KOMITO3ULUIO, B TEUEHHE OJHOIO rojia.

44. Cnoco® KOHTpaleNnuuu B COOTBETCTBUH C ad3anem 43, rae pucK BO3SHHKHOBEHHS
TPOMOOB COCTaBIISIET MEHEe 8, MPEANOUTUTENbHO MeHee 7, Ooyiee MPeArnoYTUTENbHO MeHee O,
eme Oojee MPeAnoYTUTENILHO MEHee S5, maxe emie Oojiee mpennoyTuTenbHo Meree 4 Ha 10000
JKEHIIWH, TPUMEHSIOLNX YKa3aHHY0 KOMIIO3ULUIO, B TEUEHUE OHOIO roja.

45. Cioco0 KOHTpaLENIIUN B COOTBETCTBUU C JIFOOBIM U3 ad3aieB 31-42, rae KOJTu4ecTBO
cayuaeB VTE cocrasnsier menee 15-20 VTE na 10000 sxeHUIMH B T€U€HUE OHOTO TOJA.

46. Cnioco0 KOHTpaLEeUN B COOTBETCTBUH ¢ ab3ateM 45, rae konndecTBo ciaydaes VIE
cocTapiisieT MeHee 15, mpenmoutuTesibHO MeHee 13, Oonee mpeamoytuTenpbHO MeHee 11, eme
6onee npenmnoururenbHo MeHee 10 VTE Ha 10000 jkeHIIUH B T€UEHUE OJHOTO rofa.

47. Crnoco® KOHTpaLeNnuuu B COOTBETCTBUU C JIIOOBIM M3 NpEeAbIAyINUX ad3ales, Tae
puck VTE nHuxe, yem puck VTE, accoummposansbii ¢ COC 3-ro nokoneHuss wnu 4-ro
MOKOJICHUSI.

48. Cnoco® KOHTpaLenuuud B COOTBETCTBUH C JIOOBIM M3 NPEAbIAyIIHMX ad3aues, Iae
puck VTE nuxe, yem puck VTE, accounuposanssiii ¢ COC 2-ro nokosieHusl.

49. Cnoco0 KOHTpauenuuu B COOTBETCTBHM C ad3auem 47 wiu 48, roe npoduib
nobouHbIX 3¢ ¢ekroB, omnuHbx 0T VTE, ynydiier mo cpaBHeHHIO ¢ mpoduieM moOOUHBIX
s dexros, accounnpoanubix ¢ COC 2-ro moKosIeHusl.

50. Crioco® KOHTpauenuuu B COOTBETCTBHH C JIFOOBIM W3 Mpeplayliux ab3aues, rae
OTHOCHTEJIbHBINA PUCK TPOMOO3a BEH NPU CPABHEHHH C TAKOBBIM Y *KESHIIMHBI, HE TPUMEHSFOIIEH
COC, nuxe 4,5, npennoututenbHo Huke 4,0, Oojiee MpeAnoYTUTEIPHO HIDKE 3,5, eme Oonee
MPEINOYTUTENBHO HIDKE 3,2, naxe elle 0oyiee mMpeanoYTHTeNbHO Hike 3,0.

51. Cioco0 KOHTpauenuuu B COOTBETCTBHH C JIFOOBIM W3 Mpenplayliux ab3aues, rae
IOJsT B TPOLIEHTaX CyOBEKTOB B KAaTErOPHHM BBICOKOTO pPHCKAa B OTHOLIEHWH TPOMOO03a,
OTPENENeHHBIX KaK CYOBEKTBI, Y KOTOPBIX PUCK TPOMOO3a MpeBbIAeT B 2 pa3a Wiu OoJblne
TakOBOW Ut cyObekToB, He nmpumensiomux COC, cocraBisier Menee 40%, MPEANOYTUTENBHO
meHee 35%, Gonee mpenmoututenbHO MeHee 30%, emne OoJiee MpeANnoOYTUTEBHO MeHee 25%,
naxe eme Oonee mpennouTuTenbHO MeHee 20% OT BCel MOMMYJSALUH JIML, MPUMEHSIOLINX

YKa3aHHYO KOMIIO3HULIHIO.
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52. Crioco0 KOHTpauenuu B COOTBETCTBHH C JIFOOBIM M3 Mpeaplaylnux ab3aues, rae
KOMIIO3ULIMIO BBOAAT JKEHIIMHE, KOTOpas IpUMEHSeT IpernapaT BIEpBble, WU >KEHILHHE,
KOTOpasi MeHseT WIM BO30OHOBISIET INpHEM IpenapaTra IOcCie IepepbiBa >4 Henenb, HIN
JKEHIIIHE C MOBBIIIEHHbIM HauanbHbIM puckoM VTE BcnencrBue ogHoro wiam 0ojee OCHOBHBIX
¢axTopoB pucka, BbOpaHHBIX W3 BMI>30, crapuiero Bo3pacta U MOJOKUTEIBHOTO JIMYHOTO
1/UIM CeMEHHOro aHaMHe3a.

B crnepyromux npoHyMepoBaHHbIX ad3anax 61-82 omucaHbl JONMOJHUTENbHbBIE BAPUAHTBI
OCYIECTBJIEHUS] HACTOSIIETO U300pEeTEeHUsI.

61. Ilpumenenue >(p(EKTUBHOrO KOJIMYECTBA KOMIIOHEHTa HAa OCHOBE 3CTETpOJia B
W3TOTOBJICHHH KOMITO3ULIMH I CIOCO0a KOHTPALENIMUA Y 0COOM MIJIEKOIHUTAIOLIETO KEHCKOTO
nosa.

62. IlpumeHeHune B COOTBETCTBHHM C a03ameM Ol, rme yka3aHHas KOMITO3HLIUS
JONOJHUTEIBHO COAEPKUT MPOreCTOreHHbIH KOMITOHEHT.

63. IlpumeHeHne B cooTBeTCTBHH ¢ abzaumem 61 wmnm 62, rae ykKasaHHbBIH CHocoO
NPUBOJIUT K CHHKEHUIO OJHOTO HIIM OOoJiee U3 KOJIMYECTBA, YACTOTHI M TSHKECTH OCJIOKHEHHH B
Buzne VTE no cpaBHEHHIO ¢ APYTrUMH CIOCOOAMHU KOHTPALIETIIINH.

64. IlpumeHeHne B COOTBETCTBHM ¢ ab3aumeM 63, rae YKa3aHHbBIM MPOTreCTOr€HHBIN
KOMITOHEHT MPEACTABISIET COOOH IPOCTTHPEHOH.

65. [IpuMeHeHne B COOTBETCTBHH C JIFOOBIM U3 ab3anes 61-64, rne KOMIIOHEHT Ha OCHOBE
3CTETPOJIa NPUMEHSETCS B CYTOYHOM [103€, COCTaBsirowe ot 1 Mr 1o 40 mr, npeAnouYTUTENBHO
B CYTOYHOM A03€, COCTABJIAIOLIEH OT S5 MI 10 25 MT.

66. IlpumeHeHue B COOTBETCTBUU C ab3amem 04, rae IPOCIUPEHOH MPUMEHSETCS B
CYTOUHOH no03e, cocrapysitomeit or 0,5 mr go 10 Mr, mpeanoyYTUTENBPHO B CYyTOYHOM [103€,
COCTaBJISAIOLIEH OT 1 Mr 10 4 Mr.

67. IlpuMeHeHne B COOTBETCTBHH C JIIOOBIM M3 ab3anes 61-66, rae cnocod mpeacraBiser
coboli  KOMOMHUpPOBAHHBIM CrMOcOO0 ¢ WHTepBAJIOM 0O€3 BBEOEHHs, COCTaBJSIFOIIUM
NpUONU3UTENBHO 7 JHEH, MPEeNrnouYTHTEIbHO C WHTEpPBAJOM Oe3 BBEICHMs, COCTABJSFOIIUM
NPUOTU3UTENBHO 4 TTHSL.

68. [IpuMeHeHne B COOTBETCTBHH C JIFOOBIM U3 ab3aneB 61-07, rne KOMIIOHEHT Ha OCHOBE
3CTETPOJIAa MPEACTABISIET COOOM 3CTETPOI, MPEAMOUTUTEIHHO 3CTETPOJIa MOHOTHIPAT.

69. IlpumeHeHne B COOTBETCTBUU C ab3areM 68, rie KOMIIOHEHT Ha OCHOBE 3CTETPOJIa
NPUMEHSIETCS] B CYyTOYHOH 103€, COCTAaBIIOMEel MpuOIM3uTenbHO 15 Mr acrerpona.

70. IlpumeHeHue B COOTBETCTBUHU C abzamem 09, rae NPOCIUPEHOH MPUMEHSETCS B
CYTOYHOH J103€, COCTABIISIFOIIEH MPUOIM3UTEIBHO 3 MT.

71. IlpuMeHeHne B COOTBETCTBUH C JIFOOBIM U3 MpeabnyInux ab3ames, rae KOMIIO3HULIUS
COCTaBJIEHA B BUAE €AVMHULIBI JO3UPOBAHUS AJI IEPOPATBHOIO NPUMEHEHHS.

72. IlpumeHeHHe B COOTBETCTBUHM ¢ a03ameM 71, rme enuHUIA NO3UPOBAHUS IS
NEepOPaNbHOTO TPUMEHEHHUS] COCTaBJE€Ha TaK, YTOOBl COOTBETCTBOBATh CYTOYHOH EIUHULIE
T O3UPOBAHUSI.

73. IlpuMeHeHne B COOTBETCTBHH C JIIOOBIM U3 a03aleB 63-72, rae puck BOZHUKHOBEHUS
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TPOMOOB cocTaBisieT MeHee 12, mpeamouyrurenbHo MeHee 11, Gojee mpenmodTUTENIbHO MeHee
10, eme Oonee mpeamoururenbHo MeHee 9 Ha 10000 KEHIIWH, MPUMEHSIFOLINX YKA3aHHYIO
KOMITO3ULIMIO, B TEYEHUE OJHOTO TOfa.

74. IlpuMeHeHHUe B COOTBETCTBHM C ab3aueM 73, rae pUCK BO3HUKHOBEHHS TPOMOOB
COCTaBJISIET MeHee 8, MPEeNNOYTUTENIbHO MeHee 7, Ooiee IpeNnoYTUTENIbHO MeHee 6, ere Ooee
NPEANOYTUTENIPHO MeHee 5, naxe eme Oosee mpeanouturenbHo Menee 4 Ha 10000 >xeHIMH,
IPUMEHSAIOIINX YKAa3aHHYH KOMIIO3ULUIO, B TEUEHUE OJHOIO roja.

75. IlpumeHeHne B COOTBETCTBUU C JIIOOBIM M3 ab3areB 61-72, rae KOJIU4eCTBO CIIydaeB
VTE cocrasnsier menee 15-20 VTE na 10000 sxeHIIMH B T€UE€HHUE ONHOTO rona.

76. IlpumeHeHue B COOTBETCTBHHM C ab3amem 75, rae komuuecTBo ciydaes VTE
COCTaBJIsIeT MeHee 15, mpenmouTuTeNibHO MeHee 13, Oojee mpeamodtuTeabHO MeHee 11, eme
oonee npennoururebHO MeHee 10 VTE Ha 10000 skeHIIUH B T€YEHUE OJHOTO rofa.

77. IlpuMeHeHHe B COOTBETCTBHHU C JIOOBIM W3 mpeabinymux absaues, rae puck VTE
Huke, yeM puck VTE, accounnposannbiii ¢ COC 3-ro nokosieHus: Ui 4-ro oKoJeHus.

78. IlpuMeHeHHe B COOTBETCTBHU C JIOOBIM M3 mpeabinymux ab3aues, rae puck VTE
Huxke, yeM puck VTE, accounnposansbiii ¢ COC 2-ro noKoJeHus!.

79. Tlpumenenne B coorBercTBUU ¢ ab3amem 77 wiu 78, rae npoduib MOOOYHBIX
s¢¢exroB, ommuabx ot VTE, ynyumeHn mo cpaBHeHHIO ¢ npoduieM moOouyHbIX 3((eKTos,
accoruupoBadHbix ¢ COC 2-ro nokoJaeHusl.

80. IlpumeHeHHMEe B COOTBETCTBMHM C JIIOOBIM U3 mpeAbiaymux ab3ames, re
OTHOCUTEJIbHBINA PUCK TPOMOO3a BEH NPU CPABHEHHH C TAKOBBIM Y KEHIIMHBI, HE IPUMEHSIOIIEH
COC, umxe 4,5, npenmouturenbHO Hke 4,0, Oojiee MpeArnovTUTETHHO HIDKE 3,5, eme Oosee
NPEANOYTUTENIFHO HIKe 3,2, nake elre Oosiee MpearnouTHTenbHo Hinke 3,0.

81. IlpuMeHeHHe B COOTBETCTBHM C JIOOBIM M3 TpPEAbIAyINUX ad3aleB, rae 0N B
IpOoLEHTaX CyOBEKTOB B KaTErOPHH BBICOKOIO PHCKAa B OTHOIIEHHH TPOMOO3a, ONpenesIeHHBIX
KaKk CyOBeKTBl, y KOTOPBIX PUCK TpomOO3a MpeBbImaeT B 2 pa3a MM OOJbLIe TAKOBOH MJIs
cyonekroB, He npumenstonux COC, cocrasnsier MeHee 40%, mpennoyTHTEIbHO MeHee 35%,
Oonee mpenmoututenibHo MeHee 30%, emre Oosiee MPEANOYTHTENILHO MeHee 25%, naske emne
Oonee mpeamoutuTesbHO MeHee 20% OT BCell MOMYJSIMM JIML, TPUMEHSIOUINX YKa3aHHYIO
KOMITO3ULIMIO.

82. IlpuMeHeHne B COOTBETCTBHH C JIFOOBIM M3 MPenbIayIux ad3aues, rae KOMIIO3HLIUS
BBOAMTCSI JKEHLIMHE, KOTOpasi MPUMEHSET MpernapaT BIEpBble, UIN JKEHIIHUHE, KOTOpas MEHseT
WIM BO30OOHOBISIET MpHEM Tperapara TIocjie nepepbiBa >4 Heneidb, WIA JKCHIIMHE C
MOBBIIIEHHBIM HadaibHbIM puckoM VTE Bcrienctsue omHoro mim 6ojiee OCHOBHBIX (DaKTOPOB
pucka, BbIOpaHHbIX W3 BMI>30, crapmero Bo3pacTa M TOJIOKUTENBHOIO JHYHOTO W/HWIH
CEMEHHOro aHaMHe3a.

B cnenyromux npoHymepoBaHHbIX ab3amax 91-105 omnmcaHbl  OOMOJHUTEIBHBIE
BapUAHTBI OCYIECTBICHHS HACTOSIIEr0 H300PETEHMS.

91. Cnoco0 KOHTpauenuuu Uit 0COOM MIIEKONUTAIOLIEro JKEHCKOTO I10JIa, KOTOPBIH

npeayCcMaTpuBacT BBEACHUC KOM6I/IHI/IpOBaHHOF0 NEPOpabHOTO KOHTPALCTITUBA, COACPIKALIECTO
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3¢ (}eKTUBHOE KOJWYECTBO KOMIIOHEHTa HA OCHOBE JCTETPOJNida B KadeCTBE 3CTPOT€HHOTO
KOMIIOHeHTa U 3((eKTHBHOE KOJMYECTBO APOCIHUPEHOHA B KAaueCTBE IPOr€CTOT€HHOI'O
KOMIIOHEHTa, TA€ KOMIIOHEHT Ha OCHOBE JCTETpPOJa CHI)KAET PUCK TPOoMOosIMOOIHH,
aCCOLIMMPOBAHHBIN C IPUMEHEHUEM APOCIHPEHOHA.

92. Crioco0 KOHTpauenuuu B COOTBETCTBMU C ab3ameM 91, rme ykasaHHbBIA PHCK
TpoMOOSMOONINM CHM)KEH A0 MeHee 8, MPEAIoYTUTEIbHO MeHee 7, Oosiee MpenrnodYTUTENbHO
MeHee O, emne Oosiee MPenrnoYTUTENIbHO MeHee 5, nake emle Oojiee MpeAroYTUTENIbHO MeHee 4 Ha
10000 >xeHIIMH, NPUMEHSIOLUX YKa3aHHbBIN KOHTPALIENTUB, B TEUEHHE OJHOrO rofa.

93. Croco® KOHTpaLEMNIMUd B COOTBETCTBUU ¢ JrOObIM u3 ab3aumeB 91 wnm 92, raoe
KOMIIOHEHT Ha OCHOBE 3CTETPOJia MPUMEHSIIOT B CYTOUHOM A03€, cocTaBsitoweid ot 1 mr no 40
M, IPEANOYTUTEIBHO B CYTOYHON 103€, COCTABJISIIOLIEH OT S5 Mr 10 25 MT.

94. Cnoco® KOHTpamemuud B COOTBETCTBUHM C J0ObIM m3 ab3aumeB 91-93, rame
OPOCIIUPEHOH TMPUMEHSIIOT B CYTOYHOW p03e, cocraBjswomet or 0,5 mr go 10 wr,
MPEANOYTUTENBHO B CyTOYHOM 103€, COCTABIAOIEN OT 1 Mr 10 4 mr.

95. Crioco® KOHTpaleniuu B COOTBETCTBHH C JIEOObIM U3 ab3aueB 91-94, rme cnocod
BBEJICHUS] MPENCTaBsieT COOOW KOMOMHHMPOBAHHBIH CMOCOO C WHTEpBAOM 0Oe€3 BBEIEHUS,
COCTABJISIFOIIUM TPUOTU3UTENIHO 7 IHEH, NMPEennoYTHTEIBHO C WHTEpPBAJIOM O€3 BBEICHMS,
COCTABJISTIO UM MPUOIU3UTENTBHO 4 TTHS.

96. Crioco0 KOHTpaIeNUUd B COOTBETCTBUU C JIFOOBIM 13 ab3aneB 91-95, rne KOMIIOHEHT
Ha OCHOBE 3CTETPOJIa MPENCTABISAET COOOH ACTETPOI, MPEATIOUYTUTENBHO 3CTETPOJIA MOHOTH/IPAT.

97. Cnoco0 KOHTpaUEIIUH B COOTBETCTBUU ¢ ab3aueM 96, rae 3CTeTpos NPUMEHSIOT B
CYTOYHOM J103€, COCTAaBJISIFOIIEH MPUOIU3UTENBHO 15 Mr acTeTpora.

98. Crioco0 KOHTpaleNIiK B COOTBETCTBUH ¢ ad3arieM 97, rue IpOCIUpEeHOH NPHUMEHSIOT
B CYTOUHOH J103€, COCTABJIAIOLIEeH MPUOIN3UTENIBHO 3 MT.

99. Crioco0 KOHTpALENLIUK B COOTBETCTBHM C JIIOOBIM M3 MpenplayIinx ad3aues, rae
KOHTPALIENITUB COCTABJIEH B BUJI€ €AMHUILIBI TO3UPOBAHUS [JIsI IEPOPATILHOIO MPUMEHEHUSI.

100. Crioco® kOHTpauenuuu B COOTBETCTBUM ¢ ab3aneM 99, rae equHHULA TO3UPOBAHHUS
IUIsL TIEPOPAJIbHOTO MPUMEHEHHsI COCTaBJICHA TaK, YTOOBI COOTBETCTBOBATH CYTOUHOW E€IUHHIIE
JO3UPOBAHUSL.

101. Coco® kOHTpaueniuu B COOTBETCTBUHU C JIFOOBIM M3 MPEAbIayIuXx ad3ales, rie
puck VTE Huxe, yem puck VTE, accounuposanssiii ¢ COC 2-ro nokoneHus.

102. Crnocob koHTpauenuuu B coorBercTBuu ¢ ab3amem 100 wim 101, rme mpoduis
nobouHbIX 3¢ ¢exkroB, ommuuHbx oT VIE, ynydiieH mo cpaBHeHHIO ¢ mpoduieM moOOUHBIX
s¢dexros, accounnporannabix ¢ COC 2-ro MOKOJIeHHS.

103. Crioco0 kOHTpaueniuu B COOTBETCTBUHU € JIFOOBIM M3 MpEeAbIayIux ab3ales, rae
OTHOCHTEJIbHBIA PUCK TPOMOO3a BEH NPU CPABHEHHH C TAKOBBIM Y KEHIIMHBI, HE IPUMEHSFOIIEH
COC, umxe 3,5, mpenmouTuTeNbHO Hke 3,2, Oojiee mpenmodtutebHO Hipke 3,0, eme Oonee
MPEINOYTUTENIbHO HIDKE 2,5, naxe elne 0oiee mpeanoYTuTeNbHo Hinke 2,0.

104. Cnoco0® KOHTpaLeniuyu B COOTBETCTBHM C JIOOBIM W3 NpeAblAyInuxX ad3anes, Iae

JOJs1 B TPOLEHTaX CyOBEKTOB B KAaTErOpHMM BBICOKOTO pHCKAa B OTHOLIEHWH TPOMOO3a,
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OTPENENIeHHBIX KaK CYOBEKTBI, Y KOTOPBIX PUCK TPOMOO3a MpEeBbIIAeT B 2 pa3a WiIN OoJbne
TakoBOW Ut cyObekToB, He nmpumensitomux COC, cocraBisier MeHee 40%, MPEeANOYTUTENBHO
meHee 35%, Oonee mpenmoututenbHo MeHee 30%, emne OoJiee MpeArnoYTUTETHHO MeHee 25%,
naxe eme Oonee mpennouTuTrenbHO MeHee 20% OT BCel MOMYJALUH JIUL, MPUMEHSIOLINX
YKa3aHHY KOMIIO3HULUIO.

105. Croco0® KOHTpaueniuu B COOTBETCTBHH C JIIOOBIM M3 TpeAblayInux ad3aies, Tae
KOMIIO3ULIMIO BBOASAT JKEHINMHE, KOTOpas MNPUMEHSeT IpernapaT BIEPBble, WU JKEHILHHE,
KOTOpasi MEHsieT WIM BO30OOHOBJISIET MpHEM Ipernapara Iocie mepepbiBa >4 Henenb, HIN
JKEHIIHE C MOBBIIICHHbIM HayaibHbIM puckoM VTE Bciencteue ogHOro win 0ojiee OCHOBHBIX
(akTOopoB pucka, BeIOpaHHBIX M3 BMI>30, crapmero Bo3pacta M MOJOKHTEIBHOTO JHMYHOTO
W/WIM CeMEHHOTO aHAMHE3a.

B cnenyromux mnpoHymepoBaHHbIX abO3amax 111-125 omucanbl JOMOJHUTEIBHbIE
BaPHUAHTBI OCYIIECTBIICHHS HACTOSIIEr0 H300PETEHMS.

111. IIpumenenune >¢deKTHBHOrO KOMUYECTBA KOMIIOHEHTAa HAa OCHOBE 3CTETPOJia B
Ka4eCTBE 3CTPOT€HHOTO KOMIIOHEHTa B H3TOTOBJICHHH KOMOWHHPOBAHHOTO IE€POPAITBHOTO
KOHTPALETITHBA Ul Croco0a KOHTPALENIUNA § OCOOM MIIEKOMUTAIOINEro JKEHCKOTO ToJia, e
3¢ (eKTUBHOE KOJMUECTBO JAPOCIHUPEHOHA MPEACTABIIAET COOON MPOreCTOreHHbIH KOMIIOHEHT, U
r7le KOMIIOHEHT Ha OCHOBE 3CTETpPOJia CHHXKAET PUCK TPOMOO3MOONNH, aCCOLMHPOBAHHOM C
IIPUMEHEHHEM IPOCIIMPEHOHA.

112. ITpumeHnenue B coorBeTcTBUH ¢ ab3auem 111, rae ykasaHHbli puck TpoMOO3MOOIHH
CHIDKEH 710 MeHee 8, MPEeAnoYTUTENIbHO MeHee 7, OoJiee MpeArnouTUTENIbHO MeHee 6, emme Oonee
NPEATIOUYTUTENIBHO MeHee 5, naxe eme Oosee mpeanodtutenbHo MeHee 4 Ha 10000 sxeHInMH,
IPUMEHSAIOIINX YKAa3aHHbIN KOHTPALENTUB, B T€Y€HHE OAHOIO TOAa.

113. IIpumeHeHue B COOTBETCTBUH € JIOOBIM 13 ab3aues 111 uiam 112, rne KOMIOHEHT Ha
OCHOBE JCTETpOJia NPUMEHSIeTCS B CYTOYHOW A03e, cocTaBjswomed or 1 mr po 40 wr,
MPEANOYTUTENBHO B CyTOUHOM 103€, COCTABIISAIOIIEH OT S MI 0 25 Mr.

114. TlpumeHeHne B COOTBETCTBUHU C JEOObIM u3 ab3aneB 111-113, roe apocmupeHOH
NPUMEHSETC B CYTOYHOM a03e, cocrasysromeit or 0,5 mr pno 10 mr, npeanoyTUTENbHO B
CYTOUYHOM J103€, COCTABJISAIOIIEH OT 1 Mr 10 4 Mmr.

115. [IpumeneHne B COOTBETCTBHU ¢ JI0OBIM 13 ab3aues 111-114, rae cnoco® BBeneHMs
npeacTaBisieT co00i KOMOMHUPOBAHHBIN CITOCOO C MHTEPBANIOM 0e3 BBEACHHUS, COCTABIISIONIIM
npUONU3UTENbHO 7 IHEHW, MPEeNrouYTHTEIbHO C WHTEpPBAJOM Oe3 BBEINCHHs, COCTABISIFOIIUM
NPUOITU3UTENBHO 4 TTHSL.

116. Ilpumenenue B COOTBETCTBUH ¢ JIt0OBIM M3 ab3ameB 111-115, rae koMmoHEeHT Ha
OCHOBE 3CTETPOJIA MPEACTABISIET COOOH 3CTETPOII, MPEATIOUTHTEIBHO 3CTETPOSIA MOHOTHIIPAT.

117. TlpumeHeHwe B COOTBETCTBHHM ¢ a03aumeM 116, rae 3CTETpON NPUMEHSIETCS B
CYTOYHOM J103€, COCTAaBJISIFOIIEH MPUOTU3UTENBHO 15 Mr acTeTpora.

118. Ilpumenenune B coorBeTcTBHH ¢ ab3auem 117, rme ApOCHMPEHOH MPUMEHSIETCS B
CYTOYHOH J103€, COCTABJISIOIEH MPUOIH3UTETIBHO 3 MT.

119. TIlpumeHeHHMe B COOTBETCTBMU C JHOOBIM U3 TMpenbinymux absames, rae
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KOHTPALIENITUB COCTABJIEH B BU/I€ €AMHUILIBI TO3UPOBAHUS 1151 IEPOPATILHOIO NPUMEHEHUSI.

120. IlpumeHenue B cooTBeTCTBUM C ab3aueMm 119, roe enuHMLIA AO3UPOBAHHS IS
NepOpaNbHOTO TPUMEHEHHUS] COCTaBJE€HAa TaK, YTOOBl COOTBETCTBOBATh CYTOYHOH €IUHULIE
JO3UPOBAHUSL.

121. TlpumeHeHne B COOTBETCTBUH C JMIOOBIM M3 MpeabIayumx adsaues, rae puck VIE
Hiwke, yeM puck VTE, accorunposannbiii ¢ COC 2-ro nokoneHus.

122. Tlpumenenue B coorBercTBUM ¢ abzaueM 120 wim 121, roe mpoduib moOOYHBIX
s¢exroB, ommyabix or VTE, ynydineH mo cpaBHeHHIO ¢ npoduieM moOouHbIX 3((HeKToB,
accoruupoBadHbix ¢ COC 2-ro MoKoJeHusl.

123. TlpumeHeHHWe B COOTBETCTBMU C JIFOOBIM U3 TMpenbinymmx ad3ames, Trae
OTHOCHTEJIbHBIA PUCK TPOMOO3a BEH NPU CPABHEHHH C TAKOBBIM Y *KEHIIMHBI, HE TPUMEHSFOIIEH
COC, nmxe 3,5, mpenmouTuTeNbHO Huke 3,2, Oojiee mpenmodtutebHO Hioke 3,0, eme Oonee
MPEINOYTUTENBHO HIDKE 2,5, naxke elne Ooyiee mpeanoYTHTeNbHO Hike 2,0.

124. TlpumeHeHHe B COOTBETCTBHH C JIIOOBIM W3 MpeablAylux ab3ares, riae AOJs B
NPOIIEHTaX CyOBEKTOB B KATErOPHUH BBICOKOTO PHCKa B OTHOLIEHHH TPOMOO3a, OMPENENCHHBIX
KaK CyOBEKTBbI, Y KOTOPBIX PHUCK TpoMOO3a TpeBbIIaeT B 2 pa3a WU OOJbIIEe TAKOBOW JJIsi
cyowekroB, He mpumensitomux COC, cocrasisier menee 40%, mpeanouTuresibsHO MeHee 35%,
Oonee mpenmoututesibHo MeHee 30%, eme Oosee MpeaNmOUYTHUTENILHO MeHee 25%, make emne
bonee mpeamoutuTensHO MeHee 20% OT BCell MOMyJSINMM JIML, MPUMEHSIOUINX YKa3aHHYIO
KOMIIO3ULIMIO.

125. TlpumeHeHne B COOTBETCTBHH C JIFOOBIM U3 MPEABIAYIINX a03aleB, rae KOMIO3ULIHS
BBOAUTCS JKEHLIUHE, KOTOPasi MIPUMEHSET NpernapaT BIEPBble, WU JKEHIIHUHE, KOTOpask MEHSET
WM BO30OHOBJISIET TNpHEM TIpemapara IOcje mepepeiBa >4 HeHeNlb, WIH JKEHIIUHE C
MOBBIIIEHHBIM HavajgbHbIM puUckoM VTE BcnencrBue ogHOro mwim 0ojiee OCHOBHBIX (hakTOpoB
pucka, BbIOpaHHBIX M3 BMI>30, crapumiero Bo3pacta M IOJOXHTEIBHOTO JIMYHOTO W/HIIH
CEMENHOro aHaMHe3a.

B crnocobe B COOTBETCTBHHU € HACTOSIIIUM HM300PETEHHUEM HCIOJIb3YETCS KOMIIOHEHT Ha
OCHOBE 3CTETPOJIA, KOTOPBIH MPEACTABIIAET COOOM MPUPOIHBIN 3CTPOreH (T. €. OOHApPy KUBaEMbIH
B MpHPOAE) U OHOTeHHBIH SCTPOreH (T. €. BCTPEHAIOLIMICS B OpraHM3Me 4YeJOBeKa B
€CTECTBEHHBIX YCIIOBHSX).

ITockonbKy OMOT€HHBIE 3CTPOreHbI MPUCYTCTBYIOT BHYTPH TUIONA M KEHCKOTO OpTraHU3Ma
B ECTECTBEHHBIX VCJIOBUSX, HAONIONAIOTCS HAAJEKallNe NEePEeHOCUMOCTh U IpOoQHiIb
0€30MacHOCTH, B YaCTHOCTH, €CJIH YPOBHHM B CBIBOPOTKE KPOBH, IOJIyUYEHHBIE B PE3yJbTaTe
SK30M€HHOTO BBEJEHUS TaKUX OCTPOI€HOB, 3HAYUTENBHO HE IMPEBBIUIAIOT 3HA4YEeHUMN
KOHLIEHTPALUH, BCTPEYAIOIIHUXCSI B €CTECTBEHHBIX YCIOBHSIX.

Onucanue rpadgpuyuecKkux MaTepuaioB

Ha ¢ur. 1A - 1F mnpencraBneHbl n3MeHeHHs, HaOmomaemble it 20 mapaMeTpoB
reMoctaza B Iukie 6. [l kaxkaoro mapameTrpa CpeiHee OTHOCHUTEIbHOE W3MEHEHHE OT
UCXOAHOIO YPOBHS [0 LMKJIA O, B JONAX B MPOLEHTaX, NPOAEMOHCTPUPOBAHO AJi TPYMIIbI

E4/DRSP (uepnble npsimoyronpHukH), 111 rpynnbl EE/LNG (3amrpuxoBaHHbIE HAKJIOHHBIMH



16

muHuAMHA) 1 10 rpynnel EE/DRSP (3amTpuxoBaHHbIe TOPH3OHTAIBHBIMU JIMHUSIMH). JlaHHBIE
Tak)ke TpencTaBieHbl B Tabmune 3 B mpumepe Hipke. Ha ¢ur. 1A mnpencraBneHsl ISThH
[apaMeTpPoB, KOTOPBIE NPEACTABISIIOT cOOOH (akTopsl cBepThiBaHus KpoBu. Ha ¢ur. 1B
NPEACTABJICHBI IITh IAPAMETPOB, KOTOPbIE MPENCTABIAIOT COOO0M OeNKH, MPOTUBOAEICTBYOINE
ceepTeiBaHuio kpoBu. Ha ¢ur. 1C npencraBneHbl deTbipe mapamerpa, KOTOPbIE OTHOCATCS K
(dyHKIMOHATBHBIM TecTaM TpoMbooOpasosanus. Ha ¢ur. 1D mpencrasieHsl Tpu mapamerpa,
KOTOpBIE MPEACTABIIOT coboit Oenku ¢udbpunonusza. Ha ¢ur. 1E npencrasiens! nBa napamerpa,
KOTOpbIE MPEACTABIISIOT COO0I Mapkepbl aKTUBHOTO CBePThIBaHUs KpoBu. [Ipu 3ToM Ha ¢ur. 1F
npencTaBiieHbl HaOronaembie yposaun SHBG.

Ha ¢ur. 2 npomemoncTpupoBano wu3MmeneHue pesuctentHoctd k APC (ETP) or
HCXOJTHOTO YPOBHS A0 IHKJIA 6. JlaHHBIE TakKe MpecTaBiIeHbl B Tabnuue 1 B mpumepe HIDKe.

Ha ¢ur. 3 mponemoHCTpHpOBAaHO HU3MEHEHME conepkaHus D-mumepa u QparmeHta
nporpoMOMHa 1+2 OT UCXOIHOTO YPOBHS 10 IMKJA 6. JlJaHHBIE TaKKe MPENCTaBJICHbI B TAOIHLIE
1 B npumepe Huxe.

IToapoOHoe onucanue n3odpereHust

Onpeoenenus

TepMuUH «KOMIIOHEHT Ha OCHOBE JCTETPOJa», HCHOJB3YEMBbIH IO BCEMY ITaHHOMY
TOKYMEHTY, OXBaTBhIBAET BEIECTBA, BLIOPAHHBIE U3 IPYTIIbL, COCTOSINEN U3 3CTETPOIIA, CIOKHBIX
3(UpOB 3CTETPONA, T€ aTOM BOAOPOAA U3 IO MEHBIIEH Mepe OJHON M3 THMIPOKCUIIBHBIX TPy
OBUT 3aMelIeH alMIbHBIM PAJANKAJIOM YTJIEBOAOPOAa KapOOHOBOH, CyiIb()OHOBOI KHCIOTHI MU
cynabpamMuHOBON KHCHOTBI ¢ 1-25 aromamu yrimepoma;, m ux komOmHammu. Eme Oonee
NPEATIOUYTUTENIBHO KOMIIOHEHT Ha OCHOBE 3CTETpONa MpEeACTaBisieT coOoi screTpon (B TOM
YyuciIe TUapaThl dcTeTponia). Hambosee mpeamodTuTesbHO KOMIOHEHT Ha OCHOBE SCTETPOJIA,
COZIepIKAIIUIICS B €AMHULE JO3UPOBAHUS, MPEACTABISET COOOH SCTETPOSIA MOHOTHIPAT.

TepMuH «IIPOreCTOreHHbIH KOMIIOHEHT» OMNpeAeseH KaK BeIeCTBO, KOTOPOe CIIOCOOHO
3amycKaTh MPOreCTOTEHHBIH OTBET 1N VIVO, WM TPEAIIECTBEHHHUK, KOTOPBIH CIOCOOEH
BBICBOOOKIATh TaKOe BEIIeCTBO in vivo. OOBMMHO MPOreCTOreHHbIE KOMIIOHEHTBI CIOCOOHBI
CBSI3BIBATHCS C PELIETITOPOM MPOTrECTOreHA.

[Tonpa3symeBaeTcs, HYTO TEPMHH «IPHUOJMUZUTENBHO», HCIOIB3YEMbIii B IaHHOM
JOKyMEHTE€ B OTHOIIEHHH HW3MEPSEMOro 3HAYEHHUs, TAaKOro Kak Iapamerp, KOJUYECTBO,
NPOIOJKUTEIBHOCTh BO BPEMEHHU U T. I1., OXBATHIBAET OTKJIOHEeHUs +/—10% wnu MeHbine, Oonee
NPEATNoUTUTENbHO +/—5% wnu MeHblue, eme Oosee mpennoyturenabHo +/—1% wnnu MeHbine
BBILIE M HIDKE YKA3aHHOTO 3HAYEHHWs B TAKOH CTENEHH, YTO TaKHWE OTKJIOHEHHS SIBIISIOTCS
NOIXOMALIMMH JJISi OCYIIECTBIIEHHS B PACKPbITOM HM300peTeHnu. OmHAKO CilenyeT NMOHUMATH,
YTO 3HaUeHHEe, K KOTOPOMY OTHOCHTCS MOAU(DHUKATOP «IPUOIM3UTEIBHO», CaMO IO cede TaKxke
KOHKPETHO PaCKPBITO.

Tepmur «3pdekTHBHOE KOJMUECTBO» O3HAYAET KOJIMYECTBO, HEOOXOomMMoOe IS
nojy4eHus: ¢usnonorudeckoro 3¢dexra. dusnonornyecknii 3pHEKT MOXKET IOCTUraThCs C
MIOMOIIBIO OJTHOM JT03bI WJIN TIOBTOPSIFOIIMXCS J103.

IIpy wmcnonbp30BaHUM B AAHHOM AOKYMEHTE TEPMHMH «PHCK 0Opa3oBaHUS TPOMOOBY
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CUHTAETCS SKBUBAJIEHTHBIM «PUCKY TPOMOOIMOOIUI» U «PUCKY BEHO3HON TPOMOO3IMOOIHNNY .

Tepmun «COC 2-ro nokoneHus», UCMOJIb3yeMbli B JaHHOM 0OKyMeHTe, o3HadaeT COC,
B KOTOPOM KOMOWHUPYIOT 3THHHJIICTPAINOI B KaUECTBE 3CTporeHa ¢ sesoHoprecrpenom (LNG)
WJIM HOPTeCTPEJIOM B KaUeCTBE MPOTreCTOTeHHOrO KOMIIOHEHTA.

Tepmun «COC 3-ro nokoneHus», UCNOIb3yEeMblil B JAHHOM J0KyMeHTe, o3HadaeT COC,
B KOTOPOM IPHUMEHSIOT FeCTOAEH, AE30reCTpell MM HOPreCTUMAT B Ka4eCTBE IPOreCTOreHHOTO
KOMIIOHEHTA.

Tepmun «COC 4-ro nokoneHus», UCTIOIb3yeMbIi B JaHHOM NoKyMeHTe, o3HadaeT COC,
B KOTOPOM IMpPHUMEHSIIOT LUIPOTEPOHA alerar, APOCHUPEHOH, JUEHOTeCT, HOMEreCTpOJ WU
XJIOPMaJIMHOH B Ka4eCTBE MIPOreCTOI€HHOTO KOMIIOHEHTA.

IIpu ncnone3oBaHMM B AAHHOM JOKYMEHTE, «IIOJIOXKUTENbHBIA CEMEWHBI aHaMHE3),
€CJIM UCTIOJIb3yeTCsl B KOHTEKCTe (PAKTOPOB pUCKa, O3HAYAET CEMEHbIM aHAMHE3 BEHO3HOHN MU
apTepuaNbHON TPOMOOSMOOINH WM 3MOOJIMU JIETOUHOW apTepHH, M3BECTHBIX TPOMOOTEHHBIX
MyTanuii (B KauecTBe HeorpaHuumBarouiero mnpumepa: ¢akrop V Jleiimena, myrtanus
nporpombuHa; nepuut Oenka S, 6enka C u aHTUTPOMOUHA), KOTOPbIE CYUTAIOTCS (pakTOopamu
pHICKa 7151 BEHO3HOH TPOMOO3IMOOIHHN y JIHL, MPUMEHSIOLUINX KOMOMHUPOBAHHBIN MEPOPabHBINA
KOHTpaLENTUB.

IIpu ucnonp30BaHUM B JAHHOM JOKYMEHTE, «IOJIOKUTENbHBIN JTUUHbIM aHAMHE3», €ClIU
UCTIONB3YEeTCSI B KOHTEKCTE (PaKTOPOB PHCKA, O3HA4YaeT JIMYHBI aHAMHE3 BEHO3HOW WU
apTepuanbHON TpomMOOaMOomuu win 3MOONMU JIETOYHOH apTepuH, KOTOPbIE CUYHUTAIOTCS
(akTOpoM pHCKa IJIsi BEHO3HOH TPOMOOIMOOJUU Yy JIHI, HTPUMEHSIOIUX KOMOWHUPOBAHHBIN
NEepOpPaIbHBIA KOHTPALIENITUB.

IIpy ncrnonb30BaHUU B JAHHOM JOKYMEHTE «CTapIIMH BO3PACT», €CJIHU HCHOJb3YeTCs B
KOHTEKCTe (PaKTOPOB pUCKa, O3HAYAET BO3PACT cTapiue 35 Jer.

IIpn ncnonb30BaHUM B JAHHOM JOKYMEHTE, XKEHIIUHA KIIPUMEHSET MpenapaT BIEepPBbIeY,
ecnu oHa mposkuBaeT mnepsbiii rog npumenenuss CHC BnepBbie. ITO OOBIMHO MOHUMAKOT Kak
nepuoj nosbimeHHoro pucka VIE.

[Ipy wucnonb30BaHMM B JAHHOM JOKYMEHTE, JKCHIIMHA «BO30OOHOBJSIET TpPUEM
npernaparay» Iocie rnepepbisa >4 Henelsb, eciau oHa npekpainaia npumenenue CHC Ha 4 Henenu
wii Oombre. CymectByroT cBeneHus, uro puck VTE mnoseimmaercs, ecim npuem CHC
BO30OHOBJISIFOT MOCJIE TIEPEPhIBA B IPUMEHEHUH, COCTABIISIFOINETO 4 HeNeu Win OoJblIe.

Ilpy ucnonp3oBaHUU B JAHHOM JOKYMEHTE, JKEHIMHA «MEHseT IpernapaTr», eClid OHa
npekpataer npuMmeHenue oxHoro tuna CHC u Haumnaetr npumenenue apyroro tuma CHC.
Heobs3aTenbHO maHHAsE CMEHa NpenyCMaTpPHUBAET NEPEPbIB B NPUMEHEHUH, COCTABISIOINN 4
HeJenu Uiy OoJIbIIe.

ITpu ucnonb3oBaHNM B AaHHOM JNOKyMeHTe « BMI» o0o3HawdaeT MHmeKC mMacchl Tena,
OTIpesieNsAeTcsl Kak Macca Tejia, JeJIeHHas Ha KBaapaT BBICOTHI TeJla, U BbIPAXKAETC B €AMHUIIAX
KI/M?, TIOJTy9€HHBIX U3 MACChl B KIJIOTPAMMaXx U BBICOTHI B METpaXx.

IIpu ucnonb3oBanmu B AaHHOM noKyMeHTe «COC» obo3HayaeT KOMOMHUpPOBAHHBIH

nepopanbHblii  koHTpauentuB, U «CHC» o0o3Hauaer KOMOWHHMPOBAHHBIH T'OPMOHAIBHBIN
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koHTpauentus. Ilo Bcell naHHOM 3asBKE HA MATEHT JaHHbIE ABA TEPMUHA INPUMEHSIOT
B3alIMO3aMEHsIEMO, TaK YTO BapHaHThl OCYLIECTBJIEHHUs, B KoTopbix omucanel COC, crnemyer
paccMaTpuBaTh KaK BapHaHThI OCyIlecTBieHUs, B kortopbix omucansl CHC, u Haobopor. B
yactHocTH, COC 2-10, 3-T10 1 4-T0 NOKOJIeHUs SBJSIOTCs dKBUBajieHTHhIMU CHC 2-ro, 3-ro u 4-
I'0 TIOKOJIEHUS] COOTBETCTBEHHO.

Kak mpomumocTpupoBaHo B mpuMepe, ObUIO JOKa3aHO, YTO CIOCOO KOHTPALENLUU B
COOTBETCTBUH C HACTOSIIMM M300pETEHHEM XapaKTepU3yeTCsl HEOXXHIAHHO BbITOJHBIM
npoduaemM 0e30MacHOCTH, OCOOEHHO MPH MPSIMOM CPABHEHHH CO CIIOCOOAMHU KOHTPALEIIUH, B
KOoTOpbIX UCTIOIB3YIT COC m1b0 4-10 MOKOJeHHS, TUOO 2-T0 MOKOJEHUS.

Jlpyroe Ba)KHOE MPEUMYINECTBO KOMIIOHEHTa HAa OCHOBE 3CTETPOJa B COOTBETCTBUH C
HACTOSIIUM  H300pETeHHEM CJIEAyeT W3 €ero OTHOCHUTENbHOH HEYyBCTBHUTEIBHOCTH K
B3aUMOJIEHCTBUSM C IPYTHMU JICKAPCTBEHHBIMU CPEACTBAMU (B3aUMOACHCTBUSIM JIEKAPCTBEHHOE
CPEeACTBO-JIEKApPCTBEHHOE CpencTBO). OOIEN3BECTHO, YTO HEKOTOPbIE JICKAPCTBEHHBIE CPEACTBA
MOTYT yMeHbIIaTh 3((EeKTHBHOCTD 3CTPOr€HOB, TAKUX KAaK 3TUHWIACTPAAUOIN, a IpyTue
JIEKapCTBEHHbIE CPEICTBA MOTYT YCHJIMBATh MX AKTUBHOCTb, YTO NPUBOIUT K BO3MOKHBIM
yBeNIWYeHHbIM 1MOOOUHBIM 3ddektam. I[lomoOHbIM 00pa3oM, >CTPOreHsl MOTYT HApyLIaTh
MeTa0OoNM3M JIPYTHX JIEKAPCTBEHHBIX CpencTB. B memom, >¢¢exT Apyrux IeKapCTBEHHBIX
CPEICTB Ha 3CTPOTeHBbI OOYCJIOBJIEH HapylueHueM adcopOiuu, Meradonm3ma WIH SKCKpPEluu
TAKUX JCTPOT€HOB, NPU 3TOM 3(PQPEKT SCTPOreHOB HA JPYrHe JEKAPCTBEHHbIE CPEACTBA
00y CJIOBJIEH KOHKY peHLIHEeH 32 MeTaboIMuecKre My TH.

B3aumonelcTBusl 3CTPOreH-JIeKapCTBEHHOE CPEACTBO HamOosiee KIMHUYECKH 3HAYMMOM
IPYNIBI MPOUCXOIMAT C JIEKAPCTBEHHBIMM CpPEICTBAMM, KOTOpPblE MOTYT HHIYLHMPOBATH
MHUKPOCOMAaJIbHbIE (PEPMEHTHI NE€UEHHU, KOTOPbIE MOTYT YMEHbIIATh YPOBHU 3CTPOre€Ha B IIa3Me
KPOBH HIDKE TEPANeBTHYECKOrO YPOBHs (HAampuMep, aHTUKOHBYJIbCUBHBIE CPEACTBA, (PEHUTOUH,
NPUMHJIOH, OapOutypaTsl, kapbamasenuH, 9TOCYKCUMM u METOCYKCUMMUJ;
NPOTHBOTYOEPKY IE3HbIE JIEKapCTBEHHBIE CpeAcTBa, Takue KaK pudaMnumH;
NPOTHBOTPUOKOBBIE JICKAPCTBEHHbIE CPEACTBA, TaKUe KaK TPpU3eO(yJbBUH). DCTPOTE€HHbIE
BEIeCTBA B COOTBETCTBUHM C HACTOSLIMM H300pPETEHHEM HE 3aBHCAT OT IOJIOKUTEIBHOW W
OTPHLATENIbHONW PETyJISIUI MUKPOCOMANbHBIX (pepMeHTOB neueHn (Hanpumep, P450), a taxke
HE SIBJIIFOTCSl 4yBCTBHUTEJIBHBIMH K KOHKYPEHLMH C npyruMu cyocrtparamu P450. ITonoOGHbIM
0o0pa3oM, OHM B 3HAYUTEIBHOH CTENEHU HE HApPYLIAIOT MeTaboJHM3M JPYTIHX JIEKapCTBEHHBIX
CpPEnCTB.

B dacTHOCTH, 3CTETPOJ MpPH BHICOKOW KOHIEHTPALHMH, COCTaBIstomEed 10 MKMOJB/JI, He
nonasisieT (MeHee 10%) ocHoBHBIe (hepmeHThI rpynmsl uroxpoma P450 (CYP1A2, CYP2C9,
CYP2C19, CYP2D6 u CYP3A4) B ormmume OT 3cTpanuonia. B camom nerne, 3CTpaguon
OKa3bIBaeT 3HauMTeNbHBbIH uHruompyroumii 3¢pdexkr B ornomenun CYP2C19 u CYP1A2,
coctaBystrouii 63% u 19% coorBercTBeHHO. [10g00HBIM 00pa3OM, STHHUII3CTPAIUON, KOTOPBIH
NpencTaBisieT co0oi 3cTporeH, mpumensieMmblii B Oonbimom kojmuectBe COC, okasbiBaeT
3HauuTenbHbIN uHruOMpyroumii s¢pdexr B ornomennn CYP2C19 u CYP3A4, cocransromuii

82% 1 45% CcOOTBETCTBEHHO.



19

IIpencraBneHHble BbIIe HAOMIOAECHUS MOMOTAKOT OOBACHUTH, MOYEMY KOMIIOHEHT Ha
OCHOBE JCTETPOJa B COOTBETCTBUM C HACTOSIIMM H300pETEHHEM IIOYTH HE MOIBEPraeTcs
HETaTUBHOMY  BO3JEHCTBUIO  B3aUMOJCUCTBHUI  JIEKAPCTBEHHOE  CPEACTBO-JIEKAPCTBEHHOE
CPEeACTBO U, TAKUM 00pa3oM, o0ecreynBaeT O4eHb CTaOMIbHBIN, T. €. MpencKa3yeMbli, 3hdexT.
Taxkum obpaszom, 3¢h(pekTHBHOCTH BELIECTB HA OCHOBE 3CTETPOJIA B COOTBETCTBHHU C HACTOSIIUM
n300peTeHneM sIBIIeTCs KpaliHe HaJleKHOH.

JIONOJTHUTEIBHO, KOHEUYHBbIH NepHoJ| MOJNyBBbIBEIEHHUs 3CTPOTeHOB, BCTPEUAIOIIMUXCS B
€CTeCTBEHHBIX YCJOBMSX, HAXOAUTCS B Juama3oHe OT 2 10 14 4acoB, Torma Kak 3CTETPON
XapaKTepU3yeTCcsi KOHEUHbIM TepuojoM mojyBbiBeneHust 31,7 waca. CrienoBaresbHO,
NPUMEHEHHE 3CTETPOJIa B CIOCO0E B COOTBETCTBHH C HACTOSIIMM H300peTEeHHEeM O0eCIeYnBaeT
Oonee yeM 24-4acoBOe IEHCTBHE HA PeLenTopbl Mpu jeueHuu. JlaHHOe (hapMaKOKUHETHYECKOE
CBOICTBO ycmuBaeT 3(p(HeKTUBHOCTh MPOIYKTa Aake B ciiydae ciiaboro CoONIOIeHUsS peskuMa
JIeYeHHs JINLAMHU, TPUMEHSIOIIIMY TIpenapar.

Cnenyer ormeruth, uto ecnu screrpon (E4) accoummpoBaH ¢ 3 Mr apocrnupeHOHa
(DRSP), nmpoduinb KpOBOTEUEHUI 1 KOHTPOJIb LIUKJIA SIBJISTFOTCS YIIYUYIIEHHBIMU IO CPABHEHUIO C
TAKOBBIMH B ClIy4ae APyTuX KOMOMHHUPOBAHHBIX MEPOPATBHBIX KOHTPALENITHBOB C IPUMEHEHUEM
(bU3HOJIOTHYECKOr0 3CTPOreHa, a UMEHHO dcTpanauoi-sanepara (E2V) wiu sctpaanona (E2).

B uccrnenoBanny, B KOTOPOM OLIEHHWBAIN ITUHAMHKY KPOBOTEUEHHI M KOHTPOJIb LIUKJA
s pa3Heix komOuHammii E4/DRSP  mo cpaBHeHMIO C TIpeACTaBICHHBIM Ha PBIHKE
gyeTbIpex(a3sHbIM KOMOMHMPOBAHHBIM MEPOPAJBbHBIM KOHTpPALENTHBOM, coaepkammM E2V u
nesorectpen (DSG), komOunamus 15 mr E4/DRSP Obuta accouuupoBaHa ¢ MEHbIIEH 4acTOTOU
BO3HHKHOBEHUsI JTHEHl C BHEOYEPEAHBIMH KPOBOTEUEHUEM/KPOBSHBIMU BBIACICHUAMU, YEM
npenapar cpaBHeHUs. Kpome TOro, OTCyTCTBHE KPOBOTE€UEHHs OTMEHBI (Tak)ke Has3bIBAeMOe
aMeHopeeil) BCTpevasoch HAMHOIO peke B Cilydae MpemnaparoB, copepxkamux E4, B yacTHoCTH,
E4, accoummpoBannoro ¢ DRSP, uem B ciydae npenapara cpaBHeHusi. Hakowen, cpenHee
KOJINYECTBO JIHEH ¢ BHEOYEPEIHBIMU KPOBOTEUEHUEM/KPOBSHBIMHU BbIIEICHUSIMH 32 LUK TAKKE
Obuto MeHblIe B ciydae komOuHanuu 15 mr E4/DRSP mo cpaBHEHHIO C TaKOBBIM B Clyuae
npenapata E2V/DNG. 3to Takke ObUI0 BEPHO MPU CPABHEHHH C OOLIEIOCTYTHBIMH JAHHBIMH O
NPEACTABICHHOM Ha PhIHKE KOMOMHHPOBAHHOM NEPOPAIBHOM KOHTpALIENTHBE, conepskamem E2
B Ka4eCTBE 3CTPOreHa B accoruanmu ¢ Homerectpoia anerarom (NOMAC).

Kpome Toro, exenHeBHOE MPUMEHEHHE MPEICTABICHHBIX B HACTOSIIEE BPEMS HA PbIHKE
sctporeHoB (3ruHMIBCTpanuoia (EE), E2, E2V, KOHBIOrHPOBaHHBIX JIOLUIATUHBIX 3CTPOTCHOB)
aCCOLMMPOBAHO C TIPOMOPLMOHANBHBIM /03¢ VBEIHMYEHHEeM YpOBHeH Tpuriuuepunos. B
OpraHu3Me YeJIOBEKa BBICOKHE YPOBHHU TPUTIIHLIEPHIOB B KPOBOTOKE CBSI3aHBI C aTEPOCKIEPO3OM
U, COOTBETCTBEHHO, C PUCKOM 3a00JIeBaHUs Cepla U MHCYJbTa. B OTIMUME OT AOCTYIHBIX B
HACTOsIlIIee BpeMsi OCTporeHoB, E4 o0ycnaBmuBaeT MHUHUMAIbHOE TOBBIIICHHE YPOBHEH
TPUIIIULEPUIOB TaKe MPH BBICOKUX J[03aX.

Kax nmpomnmrocTpupoBaHo B puMepe, H3MeHeHHs B cypporatHeix Mapkepax VTE Obun
MUHHMMAJIbHBIMH 110 CPABHEHUIO ¢ W3MEHEHMsIMH, HaOmonaemMbiMu 1t Yaz® (komOunanmu 20

Mkr EE u 3 mr DRSP). DRSP mnpencrasnsier co0oif NpOrecTHH 4YeTBEPTOrO IOKOJEHMS,
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accoluupoBaHHbli ¢ HanOonpmuM puckoM VTE, ecnu ero KOMOMHHMPYIOT ¢ CHHTETHYECKUM
sctporeHoM EE. CooTBeTcTBEHHO, M3MEHEHHs B CypporaTHeix mapkepax VTE, HaOmomaemble
nnst kombuHaumu EE u DRSP, sBnsitorcs 3HauwrenpHbiMU. Ui CpaBHEHHS, W3MEHEHUS,
HaOmoaeMble A1 KOMOMHALIMM C KOMIIOHEHTOM Ha OCHOBE 3CTETpPOJNIa, SIBIISIOTCS
MUHUMAJIbHBIMH, HECMOTpsi Ha TO, 4yTo DRSP accoumnpoBaH ¢ KOMIIOHEHTOM Ha OCHOBE
3CTETPOIA.

bonee BaxxHO, B IpuMepe MOXHO BHIETb, 4TO KOMOWHaims scretposa u DRSP B
COOTBETCTBUHM C HACTOSLIMM H300pETEHHEM BBITOJHO OTJIMYAETCS OT Ipernapara CpPaBHEHMS,
npencrassiroiero codoit COC 2-ro mokonenusi, cocrosiimero uz 30 mkr EE u 150 mxr LNG
(Melleva®). YuurbiBas panee ynomsinytoe yasoenue pucka VTE, ecou LNG 3amemen DRSP,
KpaiiHe HEOXKUIAHHO OOHAPYKHUTh TAKOW pe3yJIbTar.

B wactHOoCcTH, mapamerpel, Takue Kak pesucteHtHoctb K APC  (Hampumep,
pesucteHTHOCTH K APC Ha ocHoBe ETP), B G0sbIIMHCTBE CllydaeB Ha MOPSAOK HIDKE (CpenHee
U3MEHEHUE, BBIPAKEHHOE B MPOLIEHTaX, B Tabmumax 2 u 3 Hibke U B Tabaune 5) B cliydae CXeMbl
nprUeMa Ha OCHOBE 3CTETPOJIa 10 CPABHEHHIO C TAKOBBIMH B CIIy4ae CXeM IpHeMa Ha OCHOBE
STUHWJIACTPANONA.

bruto mokaszano, 4To mMpuoOpeTeHHas PE3UCTEHTHOCTh K akTUBUpOBaHHOMY Oenky C (B
OTJIMYHUE OT CBS3aHHOW C MyTauueil) sIBJISETCS] HE3aBUCUMbIM (PakTOpOM pHCKa TpoMOO3a BEH,
KOTOpBI yBenuuuBaercs B nomyssinun jmu, npuMensromux COC (Rosing et al.,, 1997, Br. J.
Haematol. 97, 233-8). Pesucrentnocts k APC, omnpeneneHHast ¢ TOMOIIBIO aHAJIN3a Ha OCHOBE
ETP (xax B JaHHOI1 3as1BKe) SABJSIETCS MPEBOCXOAHBIM MapkepoM Tpomborennoctu COC.

Kpome Ttoro, xak MoxHO BuaeTb B Tabmmuax 1 u 4 Hmwke, Obuta OOHapyskeHa
CTaTUCTHYECKAas] 3HAYUMOCTb (AJI1 HM3MEHEHHUs OT MCXOAHOTO YpPOBHS 1O LUKiIa 6) mpu
cpasHenun COC B coorBercTBuu ¢ HactosmuMm m3obpereHneM u COC kak 2-r0 MOKOJIEHUS
(Melleva®), tak u 4-ro nokosieHus (Yaz®) nisi ciaeqyoomux napamerpos: mia3MuHoreH (%), t-
PA (ur/mn), pesuctentnocts k APC Ha ocHoBe ETP, dparment nporpombuna 1+2 (HMONB/) U
pactBopumbIii E-cenextun (Hr/mi).

brina oOHapyskeHa CTaTUCTHYECKash 3HAYUMOCTD (AJ1s1 I3MEHEHUs] OT UCXOIHOTO YPOBHSI
no uukia 6) mpu cpasHennu COC B coorBercTBuM ¢ HacrosmuM uszodperenuem u COC 4-ro
nokoJieHus (Yaz®) st cneayromux napamerpon: akTuBHOCTh (paktopa VII (%), Genka S (%),
cBobdonnoro 6enka S (%), akruBHOCTh Oenka C (%), aPTT-APC (¢) u SHBG (amors/n).

CriocoOb1 neueHust

B cmocobGax B COOTBETCTBMM C HACTOSIIIUM H300peTeHHEM OOBIYHO HCIIONB3YIOT
HeTIpepbIBAEMOE NEPOPATIbHOE BBEICHNE KOMIIOHEHTAa HA OCHOBE 3CTETPOJIAa U MPOreCTOr€HHOTO
KOMIIOHEHTa B TEYEHHE MEepHOa BPEMEHH, COCTABIJAIOINEr0O Mo MeHblued mepe 10 nHen,
MPEANOYTUTEIBHO IO MeHbIIEH Mepe 20 nHel.

Tepmun «HenpeppiBa€MOe», HCHOJB3YEMbli B JaHHOM JOKYMEHTE, O3HAa4aeT, YTO
KOMIIOHEHTbl BBOAST C OTHOCHTENBHO pPEryJSpHBIMH MHTEpBajaMy, 0Oe3 Kakux-J1udo
(TepaneBTHYECKN) 3HAUMMBIX TMEPepbIBOB. ECTECTBEHHO, MOTYT NMPOUCXOANUTH HE3HAUUTEIbHBIE

nepepbIBbl, KOTOPble HE BIMAIOT Ha OO0mYyr 3(PQPeKTUBHOCTH crocoba B COOTBETCTBUU C
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HACTOSIIUM HM300peTeHHeM, M 10 CyTH TaKhe OTKJIOHEHHs OXBAThIBAIOTCS HACTOSIIUM
n3o0pereHneM. B mpeamodruTenbHOM BapHaHTE OCYLIECTBIEHUS U ¢ obecreueHneM OOoJbInero
COOTBETCTBUS apH(PMETHUECKUM IpaBUJIaM, CXE€Ma BBEIEHHs] CUMTAETCs HENpPEepPhIBHOH, eciiu
HanOoJiee MPONOJKUTENbHBIM HHTEPBAJ MEXNy 2 IMOCIENOBATENbHBIMUA BBEIEHUSIMH SIBJISIETCS
He Oosnee uem B 3,5 pasa Oojee NpPONOUKUTENBHBIM, 4YeM cpeaHuil mHTepBasi. Eme OGonee
NPEANOYTUTENIFHO YKAa3aHHbIH HanOoJee MPOAOIKUTENIbHBINA HHTEPBA SIBJIETCS He Oojiee ueM B
2,5 pasa, HauOoJee MPeAnoUTHTENbHO He Oojiee ueM B 1,5 pasa Oojiee NMPOAOIIKUTENBHBIM, YeM
CpPEeIHMI UHTEpBAJL.

B cnocobe B COOTBETCTBMM C HACTOSIIUM H300pPETEHHEM KOMIIOHEHT Ha OCHOBE
3CTETPOJia M TPOTECTOreHHBbIH KOMIIOHEHT MOKHO BBOAWTb B OTAEIbHBIX €IUHHLAX
nozupoBanusi. OqHAKO, TaK)KE€ BO3MOXKHO U JJaXkKe BeChbMa yIO0OHO KOMOWHHMPOBATH JIaHHBIE JIBA
KOMITOHEHTa B OAMHAPHYIO IUHHIY TO3UPOBAHMS.

B criocobe B COOTBETCTBUH C HACTOSALINM M300PETEHNEM KOMOWHALIUIO MPOr€CTOTEHHOTO
KOMIIOHEHTa M KOMIIOHEHTa Ha OCHOBE 3CTETPOJia COOTBETCTBYIOIIMM O0pa3oM BBOISAT
HEMPEPBIBHO B TEUCHHUE NIEPUOAA BPEMEHH, COCTABISIOLIETO M0 MeHblel Mepe 10 nHeil.

Hacrosimee wu3o0peTeHne MOXHO COOTBETCTBYIOIIMM O0pa3oM peaM30BbIBATH Ha
NpaKkTUKe B GOpME Pa3IMUHBIX CIIOCOOOB BBEIEHUS, KOTOPbIE M3BECTHBI CIIELIUAINCTY B TAHHON
obnmactu TexHukU. Cpenm Takux CHIOCOOOB €CTh TaK HAa3bIBAEMble «KOMOWHUPOBAHHBIEY
cniocoOpl. B koMOMHMpPOBaHHBIX crocobax MPUMEHSIOTCS OnHO(A3HBIE MpenapaThbl, KOTOPbIE
cofepKaT eAUHNLIBI TO3UPOBAHMS C MIOCTOSIHHBIM KOJIMYECTBOM 3CTPOT€Ha U IMPOreCTOreHa, in
IByX- WM Tpex(asHble Mpemaparbl, KOTOPbIE COIEpKaT pa3ju4yHble YPOBHU OSCTPOTe€Ha HU
IPOTeCTOreHa, B OOJNIBIIMHCTBE CJIYy4aeB COCTOSALINE W3 OTHOCHUTENBHO MOCTOSHHBIX YPOBHEH
3CTPOreHa €O CTYNEHYaTbIM YyBEJIWYEHHEM IPOrecTOreHa Ha IPOTSDKEHUH — LIUKJIA.
KomOuHupoBaHHbIe CIOCOOBI OOBEIUHSIET TO, YTO OHM OCHOBAHBI Ha CXE€Me MpHeMa, KOTopas
BKJIIOYAeT HMHTepBai Oe3 BBENEHMs, COCTaBJIIOIMN NPHONU3UTEIbHO 7 AHEH, B KOTOPBIH
NPOUCXOIUT KPOBOTEYEHHE OTMEHBI, KOTOPOE UMHTHUPYET €CTECTBEHHYI) MEHCTPyauur. Takum
00pa3oM, MHTEPBaJIbl BBECHHUS TOPMOHOB JJIMTEBHOCTBIO 21 NeHb YepeayroTes: ¢ 7 OHSIMH, B
TEYEeHHE KOTOPBIX HE BBOISAT HUKAKIX TOPMOHOB.

B npeanouTuTensHOM BapHaHTE OCYIIECTBIEHHS CIIOCO0a B COOTBETCTBUH C HACTOSILIIM
u300peTeHreM UCTIONB3YIOT UHTEPBA O3 BBEEHUs, COCTABIISIOINN MPUOIU3UTENbHO 4 nHs. B
JAaHHOM BapHaHTE OCYINECTBJICHHs] WHTEPBAJ BBEACHUS TOPMOHOB JJIMTEJNBHOCTBIO 24 mIHSA
yepenyercs ¢ 4 THIMU, B TEUEHHE KOTOPBIX HE BBOAST HUKAKUX TOPMOHOB.

B eme onHOM NpeArnoUTUTENTFHOM BapHaHTE OCYINECTBIICHHUS CrIoco0a B COOTBETCTBHH C
HACTOSIIUM HM300pPETEeHHEM HMHTEepPBaJ BBEICHHS T'OPMOHOB JJIHMTEIBHOCTBIO 24 NHS, BO BpeMs
KOTOPOT'O BBOZSAT KOMIIOHEHT Ha OCHOBE 3CTETPOJIA U MPOTeCTONCHHbIH KOMIIOHEHT, YepenyeTcs
¢ 4 mHSAMH, BO BpeMsl KOTOPBIX BBOIST TOJBKO KOMIIOHEHT Ha OCHOBE 3CTeTpoa (co aHs 25 mo
neHb 28).

B xauecTBe anbTEpHATHBBI BbIEYKA3aHHBIM KOMOWHHPOBAHHBIM CIIOCOOaM  ObLI
NPEAJIOKEH «IIOCJIEAOBATENbHBINY Ccrnoco0. TUNHYHBIM Ul MOCJIENOBATEIbHOTO crocoda

ABJIIETCS TO, YTO OH IPENyCMaTPUBAET JIBE MOCeN0BaTeNbHble (a3l T. €. OnHYy a3y, BO BpeMs
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KOTOPOH BBOJSAT 3CTPOT€H M HE BBOAST NPOTeCTOreHa, M APYryk ¢a3y, BO BpeMs KOTOPOH
BBOJIAT KOMOMHALIMIO 3CTPOr€Ha U MPOrecToreHa. B mepBbIX mocyienoBaTenpHbIX criocodax, Kak
B BBIIIEYKA3aHHBIX KOMOHMHHMPOBAHHBIX CHOCO0aX, HCIIONBb30BAJICS WHTEpBaj Oe3 BBEAEHUS,
COCTABJAOIIMN mnpuOnmusurensHo 7 nHell. B mocnennee BpeMs Obuld  IPEASIOKEHBI
HIOCJIeIOBaTENIbHBIE CIIOCOOBI, KOTOpPhIe HE BKJIIOYAIOT mepuona Oe3 BBereHus (Wi ruianedo),
YTO 3HAYUT, 4YTO 3CTPOr€H BBOAAT B TEUEHHE BCErO LUKJIA, U 4YTO IPOreCTOreH BBOJAT
COBMECTHO TOJIBKO BO BpeMmst yacTu Takoro mukna. B WO 95/17895 (Ehrlich et al.) onmcan Takoi
HeTpepbIBAEMbIii MOCIEIOBATEIbHBIIN CIIOCO0.

B eme onHoM mpumepe croco0a, KOTOPBIA OXBATHIBAETCS HACTOSIIIUM H300pETeHUEM,
SIBJIIETCSI TaK HA3bIBAEMbIH «HETNPEPbIBHBIH KOMOMHUPOBAHHBIN» CIIOCOO, KOTOPBINA SIBJISETCS
OTHENbHOW BepcHeld KOMOHMHHMPOBAHHOTO CIOCO0a, B KOTOPOH NPHMEHSIOT HENpepbIBaeMoe
KOMOWHHPOBAHHOE BBEACHHE MPOreCTOTEHHOIO U 3CTPOr€HHOrO KOMIIOHEHTOB B TEYECHHE
NPOIOJIKUTEIBHOTO Mepuosia BpeMeHH, Hanpumep Oosiee 50 nael. B otnmune oT cTaHmapTHBIX
KOMOWHHPOBAHHBIX W TOCJIENOBATENbHBIX CIIOCOOOB, NMPHU HEMPEPHIBHOM KOMOMHHUPOBAHHOM
croco0e He NPOMCXOOUT PEeryJsipHasl MEHCTPyalHs, IOCKOJbKY HENpepbIBHOE BBEACHUE
IIPOreCTOreHa B YKa3aHHBIX KOJIMYECTBAX BbI3bIBAET aMEHOPEIO.

B onHOM BapHWaHTEe OCYILIECTBJIECHHUS HACTOSINETO M300pPETEHHUs, KOTOPBIH OTHOCHUTCS K
HENPEePhIBHOMY KOMOMHHPOBAHHOMY CrOCO0y, CrHoco0 B COOTBETCTBHH C HACTOSIIUM
n300peTeHNeM NpPeAyCMaTPUBAET HENPEePhIBAEMOE BBEIACHHE KOMOMHAIMM KOMIIOHEHTa Ha
OCHOBE JCTETPOJIa M IPOreCTOr€HHOrO KOMIIOHEHTa B TEUYEHHE IEepUONAa BPEMEHH,
COCTABJISIFOLLErO [0 MEHbLIEH Mepe 28, MPEANIOUTUTEIBHO 110 MEHbLIEeH Mepe 60 aHei.

B 0OnHOM KOHKPETHOM BapuUaHTE OCYINECTBJIEHUS HEMpPEPBIBHOIO KOMOWHHPOBAHHOTO
croco0a B COOTBETCTBMM C HACTOSIIMM M300pETeHHEM OJHY TalJeTKy, COAEp KaIlylo
KOMOMHAIIMIO KOMIIOHEHTa Ha OCHOBE 3CTETPOJia M MPOreCTOTEHHOrO KOMIIOHEHTA, CHadaja
NPUHUMAIOT €XEHEBHO B TEUEHUE MO MeHbInell Mepe 24 mociefoBaTeNbHbIX AHEH. 3areM, B
TedeHue AHer 25-120 manreHT MOXKET PellnuTh CAeNaTh rnepepbiB 0e3 TabNeTOK JIUTETbHOCTHIO
4 nmusi. YKasaHHbIA niepepbiB O0e3 TabneTok He MoxeT ObITh posbiue 4 nHeil. B mobom cnyuyae,
nepepbiB 0e3 TaONETOK UIUTEIBHOCTBIO 4 1HS HeoOXxomumo craenath mnocie 120 nHed
HeTpepbIBHOTO BBeneHHs TadeTok. [locne kaxmoro nepepbiBa 06e3 TabIETOK MIMTENBHOCTHIO 4
IHS HAYMHAETCs HOBBIM LMKJI U3 MUHMMYM 24 nHell u makcumyM 120 nHell HenmpepbIBHOIO
BBEJICHUS.

B npyrom BapmaHTe OCYINECTBJIEHHUsS] HACTOSILETO M300pETEHHs], KOTOPBbIH OTHOCHTCS K
NOCJIEIOBATEIBHBIM U KOMOMHHPOBAHHBIM CIIOCO0aM, B KOTOPBIX HUCIOJB3YETCsl 3HAUUTENbHBIN
uHTEpBaJ 0O€3 BBemeHHUs, Crnocod B COOTBETCTBMM C HACTOALIUM  HM300peTeHHEM
MpPEeAyCMATPUBAET UHTEPBAJ, COCTABJISIIOIINUM MO MEHbILIEH Mepe 2 AHA, NPEeANOYTUTENBHO 3-9
IoHeW, HauOonee TPEeArnouYTHTENbHO S5-8 1Hel, BO BpeMs KOTOPOro HE BBOAAT HHU
MIPOreCTOTeHHbII KOMIIOHEHT, HM KOMIIOHEHT Ha OCHOBE 3CTETPOJia, W A€ MNOJy4YE€HHOE B
pesyJbTaTe yMEHbLIEHHE KOHLIEHTPALlMU IPOTeCTON€HHOIO KOMIIOHEHTa M KOMIIOHEHTa Ha
OCHOBE 3CTETPOJIA B CBIBOPOTKE KPOBH BBI3bIBAET MEHCTPYALIHIO.

Eme OAWH BapUaHT OCYHICCTBJICHUSA HACTOSLICTO 1/1306peTeH1/1;1, KOTOprﬁ KaCacTCAa
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MOCJIEIOBATENIBHOTO  croco0a 0e3 3HAUMTEeNbHOW Tay3bl, XapakTepU3yeTcss TeM, YTO OH
IpeayCcMaTpUBAET HETIPEPhIBAEMOE NEPOPAIbHOE BBECHNE KOMIIOHEHTa HA OCHOBE 3CTETPOJIA B
TEUEHUE MEPUOAA, COCTABIISIOLIErO IO MEHbILIEH Mepe 28 MHEeH, MPEANOYTUTENIBHO 110 MEHbIIEH
mepe 60 nHEN, M TeM, YTO IMOCJIEe KOMOMHMPOBAHHOI'O BBEAECHUS KOMIIOHEHTa Ha OCHOBE
SCTETPOJIa U MPOTeCTOTeHHOrO KOMIIOHEHTa BBOIST KOMIIOHEHT Ha OCHOBE 3cTeTpona Oes3
IIPOreCTOreHHOTO KOMIIOHEHTa B TedeHue 3-18 mocienoBaTeNbHbIX JHEH, MPEANOYTUTEIbHO B
TeueHue 5-16 nocienoBaTeNbHbIX AHEH, U MOJYUYEHHOE B PE3yJIbTaTe NOHKEHNE KOHLIEHTPALIUU
MPOTreCTOreHHOTO KOMIIOHEHTA B ChIBOPOTKE KPOBU OOBIYHO TOKHO OBITH TOCTATOYHBIM, YTOOBI
BbI3bIBATH MEHCTPYALIHUIO.

B cooTBeTcTBHM ¢ HACTOSIIUM M300pPETEHHEM KOMITO3WLMS KOHTPALENTHBA CIOCOOHA
CHW)KATh KOJIMYECTBO, YaCTOTY W/WIU TSKECTh OTPULATENIbHBIX MOOOYHBIX 3(P(PEeKTOB, B TOM
yucie VIE, ATE.

B KOHKpEeTHOM BapuaHTE OCYLIECTBICHUS HACTOSIIErO H300pEeTeHUs CHocod He
BBI3BIBAET F€MOCTATUYECKOTO U3MEHEHHSI, KOTOPOE BBIXOAUT 32 PAMKHA HOPMAJIbHOTO AHANAa30HA.
IIpn MCTIONB30BAaHMM B JTAHHOM IOKYMEHTE «TE€MOCTATHYECKHE H3MEHEHUs» ONPENeNIeHO Kak
OTKJIOHEHHE NPH BBEIEHUH KOMITO3ULIUN B COOTBETCTBUH C HACTOSLINM H300PETEHHUEM YPOBHS B
mia3Me KPOBH OIHOTO Wik 0Oojiee MapKepoB, BBIOPAHHBIX W3 TJIOOYJIMHA, CBSI3BIBAIOLIETO
nosioBeie TopMoHbl (SHBG), cBoOogHOrO MHrHOMTOpa MyTH TKaHeBOro (hakropa (CBOOOIHOTO
TFPI), cBobomHoro u obmero Oenka-S, akTHBHOCTU Oenka-S, KOPTHKOCTEPOUI-CBSI3BIBAIOLIETO
rodymmaa (CBG), wnepynorutasmuna, antutpomOuHa III, Mapkepa pe3HCTEHTHOCTH K
aktuBupoBaHHoMy Oenky C (APC) (mampumep, APCr Ha ocHoBanum APTT mmu APCr Ha
ocHoBanuu ETP), aktusHocTu Oenka-C, D-mumepa, npoTpoMONHa, aKTUBHOCTH IPOTPOMOMHA,
¢parmentra mporpombuna 1+2, dakropa VII, dakropa VIII, daxropa don Bunnebpanna,
daxropa II, PAI-1, TkaneBoro masmmHorena (t-PA), mnmasmunorena, E-cenektuHa wu
¢ubpuHoreHa.

BrimenepedncieHHble MapKepbl SIBISIOTCS OOLIEHM3BECTHBIMH JJIsl  CIIELHATNCTA B
JaHHOW 00JIACTH TEXHHKH, U CIIOCOOBI ONMpPENesIeHUs] X YPOBHS HAXONATCS B Mpenenax oOIux
3HAHUH CMIELUAINCTA B TAHHOW OOIACTH TEXHUKH.

ITpu MCTOIB30BAHNH B TAHHOM JIOKYMEHTE « HOPMaJIbHBIN TUATIa30H», €CJIH pedb UAeT 00
YPOBHSIX MapKepOB IeMOCTa3a, O3Ha4aeT MHTEPBAJ NMPOTHO3UPOBAHHS, B KOTOPBIA IMOMAgaeT
95% nomy asuu.

B omHOM BapwaHTE OCYILIECTBICHHS HACTOSILEro HM300pETeHHs CIOCOO HE BBI3BIBAET
reéMOCTATHUECKOTO M3MEHEHHs, BBIXOSINEro 3a PAMKH HOPMAJBHOTO JTHAIa30Ha MOCHE OTHOTO
[UKJIa JIEYEHUs, MPENNOYTHTEIBHO CIOCO0 HE BBI3BIBAET TIe€MOCTATUYECKOrO H3MEHEHMS,
BBIXOJSIIIErO 32 PaMKH HOPMajbHOTO JAMAana3OHa TOCie ABYX LUKJIOB JICUEHHs, eme Oosee
NPEATIOUYTUTENBHO CIIOCO0 HE BBI3BIBAET ME€MOCTATUYECKOTO U3MEHEHHs, BBIXOSIIETO 32 PaMKH
HOPMAaJIbHOT'O INAIa30Ha MOCe TPeX LUKJIOB JICYSHHUS.

B npyrom KOHKpPETHOM BapHaHTE OCYLIECTBIEHHs HACTOSIIEro M300peTeHHs Croco0 He
oOycnaBiuBaeT H3MEHEHHE YypOBHS Oenka-S, KOTOpO€ BBIXOAUT 3a PaMKH HOPMAaJIbHOTO

JIMAra30Ha.
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B npyrom KOHKpPETHOM BapHaHTE OCYLIECTBIEHHs HACTOSIIEro M300peTeHHs Croco0 He
oOycnaBnuBaeT wu3MeHeHHe ypoBHs cBodonnoro TFPI, kotopoe BBIXOAWT 3a paMKu
HOPMAaJIbHOTO MANa30Ha.

B npennouturenbHOM BapuaHTe OCYIIECTBICHUS CIIOCOO KOHTPALETILIUU B COOTBETCTBUH
C HACTOSIIIUM H300peTeHHeM, KOTOpbIi obecredynBaeT Jy4inui npoduib O0e30macHOCTH, YeM
nocrynHele B Hactosimee BpeMs COC, u, B 4aCTHOCTH, KOTOPBIM IEMOHCTPUPYET MEHBIIUI PUCK
TPOoMOOIMOOIMUECKUX OCTIOKHEHHH, MPUMEHSIOT B MOMYJISALMAX B KATETOPUH PUCKA, TAKUX KaK
JWLa, TPUMEHSIOUINE TMpernapaT BIEPBbIE, JIMIA, MEHSIOINE/BO3OOHOBISIIOIUE TPHEM
rpernapara rnocje nepepbisa >4 HeAeNb, U KEHIIUHBI ¢ MOBBIIIEHHbIM HadajdbHbIM puckoM VTE
BCJICZICTBHE OIHOTrO WM Oojiee OCHOBHBIX (DAKTOPOB pHCKA (TakUX Kak 0e3 OrpaHu4eHUs
BMI>30, crapmuii BO3pacT, MOJOKHUTEIbHbIN JINYHBIA W/HJIN CEMEWHBbI aHaMHe3 U (PaKTOPOB
pucka, Takux Kak uneHtuduupoBaHHbie B padore Anderson and Spencer, 2003, Circulation,
107:1-9 - 1I-16, «Risk factors for venous thromboembolismy», KOTOpbIe BKIFOYAIOT B Ka4YECTBE
HEOTPAaHMYHUBAIOINETO MPUMEPa TSDKEIYIO ONEpPaLHio, JINTEIbHYI0 HMMOOWIM3ALHUI0, POIBL
MOCJIEPOJOBBIE CUMIITOMBI).

Uro kacaercs TMOMNyJsLUMH B KAaTerOpUU pHUCKA, XapaKTepU3YIOLIEHCs CTaplIuM
BO3PACTOM, BAXHO OTMETHTH, 4TO, Kak cooOmaercs B Lidegaard et al. (2011) BMJ 343:d6423
(«Risk of venous thromboembolism from use of oral contraceptives containing different
progestogens and oestrogen doses: Danish cohort study, 2001-9»), B vacTHoCTH, B Tabnune 1 Ha
cTpaHuue 9 YKa3aHHOro MCTOYHUKA, puck VTE y Jun, HE NpUMEHSIOWMX Ipenapar,
yBenuuuBaercs: oT 0,7 Ha 10000 sxeHmmH 3a rox B nonyjsauuu 15-19 nger mo 5,8 ma 10000
JKEHIIUH 32 roJ B nomyssinuu 45-49 ner. B ciay4dae gaHHON nocaeaHen NomyJsiiug, IPUMEHEHNE
COC yBennuuBaer puck VITE B 3,6 pasa (rabmuma 1 B Lidegaard et al. 2011).
ITpeumymecrsenHoe npumeneHrne COC B COOTBETCTBHM C HACTOSIIUM H300PETEHUEM SIBIISIETCS
ONMaronmpuATHBIM CpPeOu BCEX BO3PACTHBIX TIPYNI, HO B OOJbIIEH CTENEeHW sl CTapLIuX
BO3pPACTHBIX TIpymnn (Hampumep, Bo3pacta Oojee 35 JeT), KOTOpPbIE XapaKTePU3YHOTCS
HanOOJbIIeH YacTOTOM BO3HHMKHOBEHHsI npu orcyTcTBUM mnpumeHeHnss COC, u y KOTOpBIX
9YaCcTOTa BOSHUKHOBEHHSI JIOMIOJIHUTENBHO CHJIbHEE BCETo MmoaBepskeHa 3gpdexTy oT mpumMeHeHus
COC u3 ypOoBHS TEXHUKHU.

Komnosunuun

KoMnoHeHT Ha OCHOBE 3CTETpOJia B COOTBETCTBHM C HACTOSIIMM H300peTeHUEeM
OXBATBIBAET BELIECTBA, BHIOPAHHBIC M3 TPYMIIbI, COCTOSINEH M3 3CTETPOJIA, CIOKHBIX 3(UPOB
3CTETPOJA, TZI€ aTOM BOAOPOZAA U3 MO MEHbBIIEH Mepe ONHOW W3 THMAPOKCHIIBHBIX TPYMIT OBLI
3aMeLIeH AalMJIbHBIM DPaJUKaJIOM YIJIEBOAOpPONa KapOOHOBOH, CyJIb(OHOBOH KHCIOTBHI WIIH
cyiab(paMUHOBONW KHCIOTBI ¢ 1-25 aromamum yriepoma;, W wux KoMmMOuHammu. bornee
NPEATIOUYTUTENIbHO KOMIIOHEHT Ha OCHOBE 3CTETPONIa MPEACTaBIsieT coOOW 3cteTpos (B TOM
qucie ruapatel 3cteTponia). Hanbosee mpeamouTUTENbHO KOMIIOHEHT Ha OCHOBE 3CTETPOJIA,
coep KaIUiics B €AUHULIE JO3UPOBAHUS, MIPEACTABIAET COOOH HCTETPOIa MOHOTHUAPAT.

KOMIOHEHT Ha OCHOBE 3CTETPOJIa B COOTBETCTBHM C HACTOSIIUM H300PETEHHEM MOKET

NPUMEHATLCA B CyTOYHOM pao03e, cocrasistromen ot 0,1 mr mo 100 mr. IIpennodrturenbHO
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KOMITOHEHT Ha OCHOBE 3CTETPOJIa B COOTBETCTBHU C HACTOALINM H300pETEHHEM IMPUMEHSIOT B
CyTOYHOH 103€, coctasisiromeii ot 1 mr o 40 mr. Eme Gosee npennoyTHTeIbHO KOMIIOHEHT Ha
OCHOBE 3CTETPOJIa B COOTBETCTBHM C HACTOALINM H300pETEHHEM NMPUMEHSIOT B CYTOUHOH 103€,
coctaBysiromie or 5 mr npo 25 mr. Eme Oonee mpeanmoyTuTENbHO KOMIIOHEHT Ha OCHOBE
3CTETPOJia B COOTBETCTBHM C HACTOALIMM H300pETEHHEM IPUMEHSIOT B CYTOYHOH J03€,
coctapisoweit ot 10 mr go 20 mr.

B naubonee mnpeamouTHTENbHOM BapHUaHTE OCYLIECTBJICHUS KOMIIOHEHT Ha OCHOBE
3CTETPOJia B COOTBETCTBHHM C HACTOALIMM H300pEeTEeHHEM MPUMEHSIOT B CYTOYHOW J103€,
COCTaBJISIIOLIEH MPUONU3UTENBHO 15 M.

B mpyrux BapmaHTax OCYLIECTBJICHHsS IO3UPOBKU MOTYT MEHSATHCS HAa MPOTSHKEHUH
nukia (nByxdasHoe, TpexdasHoe uian yerbipexdasHoe BBEIEHHUE).

B o0co0eHHO mpeanmoYTUTENILHOM BapHAaHTE OCYINECTBIEHHs] B COOTBETCTBHH C
HACTOSIIUM H300peTeHueM (apMareBTHIecKass KOMITO3UIHMS B COOTBETCTBUU C HACTOSIIUM
n3o0pereHneM pa3palOoTaHa JAJisl €KEOHEBHOTO BBEACHHUS, T. €. OHa MPENCTaBJsIET COOOH
CYTOYHYIO €IMHULYY JO3UPOBAHUSL.

B cnyuae mnepopanbHOTO BBEACHHS EAMHULA JO3UPOBAHHS JJISI TEPOPATBHOTO
NPUMEHEHUSI B COOTBETCTBHM C HACTOSIIUM H300pETEHHEM MPEANOYTUTENbHO MPEACTaBISIET
co0Ol TBEPAYIO WM MOJYTBEPAYIO JIEKAPCTBEHHYIO (OpPMy, TaKyl Kak TaOJETKH, KarCyJbl,
caie, TEJUIETHI, IMJIIOJHM, [OPOLIKM M TpaHyjibl. TepMUH «TBepAas WM MOJyTBEpAas
JeKapcTBeHHas (popMay TakKe OXBATBIBAET KAIICyJIbl, KOTOPbIE COAEPIKAT KUIAKOCTD, HATIPUMED
Macjio, B KOTOPOW pAacTBOPEH WJIM JAMCIEPrHPOBaH KOMIIOHEHT Ha OCHOBE JCTETpOjia B
COOTBETCTBUH C HACTOALIMM u300pereHueM. TaOneTku © OKBUBAJEHTHBbIE TBEPAblE U
HOJIyTBEpAbIE JIEKAPCTBEHHbIE (OPMBI MOIYT COOTBETCTBYIOIIUM OOpa3oM  COAEpKaTh
Marepuanbl, Takue Kak CBsBylomue (HampuMep, T'MAPOKCHIPONMIMETHILEIIIION03Y,
NOJMBUHIINIUPPOIUIAOH, JAPYIMe LEJUTIOJIO3HbIE MaTepuaibl M Kpaxmai), pa3daBuUTeNH
(HampuMep, JIAKTO3y H Jpyrue caxapa, Kpaxmani, (ocdar AuKamblus W LEJUTIOJIO3HbIE
MaTepHalibl), Pa3pPbIXJIUTEIH (HAIPUMED, MOJMMEPhl Kpaxmalia U LEJUTI0JIO3HbIE MaTepUaJIbl) U
CMa3bIBAIOLINE CPEACTBAa (HAmpUMep, creaparbl U Tayibk). Takue TaOJETKH U HKBUBAJICHTHBIE
TBEpIbIE W TOJNyTBEPAbIE JIEKAPCTBEHHbIE (POPMBI MOMKHO IOJyHaThb C MOMOINBIO BJIAKHOM
IpaHyJSIIUN, HANPUMEP C MPUMEHEHHEeM BOIHOTO PAcTBOPa WIJIM OPTaHUYECKOTO PacTBOpa, a
TAK’Ke C TIOMOIIBIO TPSIMOTO MIPECCOBAHUS.

ITprMeps! MPOreCTOreHHBIX KOMIIOHEHTOB, KOTOPBIE MOXKHO COOTBETCTBYIOLIUM 00pa3oM
NPUMEHITh B COOTBETCTBHM C HACTOSIIUM HM300pETEHHEM, BKIIKOYAIOT: JIEBOHOPTECTpEl,
HOPTeCTHMAT, HOP3TUCTEPOH, TUAPOTECTEPOH, APOCIUPEHOH, 3-0eTa-ruapoKCcuae3orecTpen, 3-
KeToaesorecTpes, 17-meaneTHIHOPrecTUMar, 19-HOPHNpPOrecTepoH, aLETOKCUIIPErHEHOJIOH,
ATHII3CTPEHOJI, AMI'€CTOH, XJIOPMAIWHOH, LUMPOTEPOH, IEMETreCTOH, A€30reCTPel, TUEHOTeCT,
OUTHAPOTECTEPOH, AMMETHUCTEPOH, 3THCTEPOH, STUHOAMOJA AHMALIETaT, (PToprecroHa aulerar,
TaCTPUHOH, TECTOJEH, TEeCTPUHOH, THUAPOKCHUMETHIIPOreCTEPOH, T'HIPOKCUIIPOTECTEPOH,
JMHECTPOJI, MEAPOTECTOH, MEIPOKCHUIIPOTeCTEPOH, METeCTPOJI, MEJIEHTeCTPOJ, HOMEreCTpOll,

HOPATHHJIIPOH, HOPAITHHOApeN, Hoprectpen (B ToMm uyucie d-aoprectpen u dl-Hoprectpen),
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HOPTeCTPUEHOH, HOPMETHCTEPOH, IporecTepoH, kBuHrecraHoh, (17-ampda)-17-rumpokcu-11-
MeTwieH-19-nopnperna-4,15-nuen-20-un-3-0H, THOOJIOH, TPUMETECTOH, JIbIreCTOH-
anieropeHHz, HECTOPOH, POMETreCTOH, CIOXKHBIE 3Gupbl 17-runpokcunporecrepona, 19-uop-17-
THAPOKCUIIporecTepoH, 17-ambda-3TuHuATECTOCTEPOH, 17-anbda-3TrHni-19-HopTecToCTepoH,
d-17-6era-auerokcu-13-6era-3ui-17-anbdpa->THHUITOH-4-eH-3-0H-OKCUM, 6-Oerta, 7-Oeta; 15-
Oera,16-0eta-numernneH-3-okco-17-nperna-4,9(11)-nuen-21, 17-6era-kapbonakToH  WiIn
TaHAIIPOTeT W MPEIIIECTBEHHUKH TAKUX COCAMHEHHH, KOTOPbIE CIIOCOOHBI BHICBOOOKAATH TAKHE
MPOreCTOreHbl iN VIVO TpU TPUMEHEHHH B CIOCO0E B COOTBETCTBUU C HACTOSILIUM
nu300peTeHneM.

[IpennoyTHTENbHO MPOreCTOT€HHBII KOMIIOHEHT, TMpPUMEHsieMblii B cmocode B
COOTBETCTBUH C HACTOSIIIUM H300peTeHHEM, BbIOpAH U3 IPYMIIbL, COCTOSLIEH U3 MPOTreCTepPOHa,
Jie30recTpesia, TeCTOMIeHA, [IUEHOrecTa, JIEBOHOPrecTpena, HOprecTumara, HOPITUCTEPOHA,
OPOCIHUPEHOHA, TPUMEreCTOHa, AUAPOreCTePOHA, MPEAUIECTBEHHUKOB TAKUX MPOreCTOT€HOB U
UX CMECEH.

Ecnu mporecToreHHbIi KOMIIOHEHT B COOTBETCTBHHM C HACTOSIIMM H300peTeHUEM
NPEACTaBIsIET COOOH APOCIMPEHOH, TO €ro MPEANOYTUTENbHO MPUMEHSIOT B CYTOYHOH H03€,
cocrapisiromeit ot 0,5 mr o 10 wmr, emme 6onee npeanoyrutenbHO OT 1 Mr 1o 4 mr. B Haubonee
MPEANOYTUTENILHOM BapUaHTE OCYLIECTBJIEHUs MPOreCTOT€HHbIN KOMIIOHEHT B COOTBETCTBUH C
HACTOSIIUM H300pETEHHEM MPEACTABIsieT COO0M MPOCHUPEHOH, M €r0 MPUMEHSIOT B CYyTOYHON
103€, COCTABJISAIOIIEH IPUOTH3UTENIBHO 3 MT.

Ecnu npuMeHsroT Apyroi NporeCTOreHHbl KOMIOHEHT, TO CYTOYHYHO 103y PEryJUPYIOT
TaK, 4TOoOBI 0OeCreunTh TakoH ke papmakonorndyeckuii s¢pdekr, kak npu noze ot 0,5 mr o 10
MI' JPOCIHPEHOHA, MPEANOYTUTENIBHO 4YTOOBI 00ECHeunuTh TaKOW ke (apMakOIOrHUeCKUi
a¢dekT, Kak mpu 103e OT | Mr 10 4 Mr IpOCITHUPEHOHA.

B rmpeamouTHTenbHOM BapUaHTE OCYINECTBICHUS HACTOSINErO M300peTeHHs, B
KOMITO3UIIUH KOMOMHHUPYIOT 3CTETPOJI B CYTOYHOM [103€, COCTABISIONMIEH OT 5 Mr A0 25 mr, u
OPOCTIUPEHOH B CYyTO4YHOW Jo3e, cocrtaBmsomedr or 0,5 mr mo 10 mr. B Oonee
NPEATIOYTUTEIbHOM BapUAHTE OCYINECTBJIICHUS HACTOALIEr0 HW300peTeHUs] B KOMIIO3HMLUHU
KOMOMHHPYIOT 3CTETPOJ B CYTOUHOH 103€, coctapistomeii ot 10 mr 1o 20 Mr, U ApOCTIUPEHOH B
CYyTOYHOH 103e, coctaBisiromeii ot 1 mr no 4 mr. B eme Oosee mpeanodTUTENIbBHOM BapHaHTE
OCYIECTBJIEHHUS] HACTOSIIIErO M300pETeHNsI B KOMIIO3ULIUHA KOMOMHUPYIOT 3CTETPOJ B CYyTOYHON
103€, COCTABIIAIOLIEH MPUOIM3UTENBHO 15 Mr, 1 IPOCTIMPEHOH B CYTOYHOH J03€, COCTABIISIOIIECH
npubnu3uTensHo 3 Mr. B pyroMm BapuaHTe OCYINECTBJIEHHS B KOMIIO3MLWU KOMOHHHUPYIOT
3CTETPOJ B CYTOYHOM /103€, COCTABISAIOIEH MPUOIU3UTENBHO 5 MI, U JPOCTIUPEHOH B CYyTOYHOM
703€, COCTaBISIIOLIEH mpuOnu3uTenbHo 3 Mr. B eme onHOM BapwaHTe OCYLIECTBICHUS B
KOMITO3UIIMH KOMOUHUPYIOT 3CTETPOJI B CYTOYHOM J103€, COCTABJISIFOIIEH mpudau3uTenbHo 10 mr,
U IPOCIIUPEHOH B CYTOYHOH J103€, COCTABJISIOIIEH MPUOTU3UTENBHO 3 MT.

Hacrosimee m3oOpereHne ObUIO OMMCAHO BBILIE CO CCBUIKOW HA PAI MIUTOCTPATUBHBIX
BAPUAHTOB OCYyINECTBIeHUs. Monupukaun U aJbTePHATUBHBIE BapUAHTBl peaTH3aLUuU

HEKOTOPBIX YacTeld WM JJIEMEHTOB SIBJISIIOTCS BO3MOKHBIMU M BKJIFOUEHBI B OOBEM 3alIUThI,
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OTIpeeIeHHbIN npuaraeMoii GopMyioit n300peTeHus.

ITpumep
IIporokoa uccnenosBanus

IIpoBoauiu

OOHOLECHTPOBOC

PaHIOMHU3UPOBAHHOE  OTKPBITOE  KOHTPOJUPYEMOE

UCCIIeIoBaHNe C TPeMs IpynramMu Ui OUeHKU 3¢ddexTa KOMOMHUPOBAHHOTO NEPOPATBHOTO

konrpauentusa (COC), conepskamero 15 mr screrpona (E4) u 3 mr apocrnupenona (DRSP), u

nByx koHTposnbHbIXx COC, comepxkamux smbo 30 mkr stuHmbderpaauona (EE) m 150 mkr

nesoHoprectpena (LNG), mu6o 20 mxr EE u 3 mr DRSP, B OTHOIIIEHHM SHIOKPUHHOMN (PyHKIIVH,

peryysiiyu 0OOMeHa U TeMOCTa3a B TeUeHHUE O IIUKJIOB JICUEHUSI.

Tun uccaemoBaHus:
dakTudeckuii Habop:
Pacnipenenenue:
Moes BMEmaTeIbCTBA
MackupoBka:

IlepsuuHas nens:

WHTEPBEHIMOHHOE (KJIIMHUYECKOE HCIIBITAHUE)
101 yuacTtHuK

PaHIOMU3ZHPOBAHHOE

napauleNbHOE Ha3HAUEHHe

OTCYTCTBYET (OTKPBITOE)

NpeNOXpaHeHNE

I'pynna

BMemareancrBo/ieuenue

DKCMEePUMEHTAJIbHAS
KOMOWHHPOBAaHHBIN
nepopaIbHbINA

15 mr E4/3 mr DRSP

KOHTPALCTITHUB

15 mr E4 B komOunanuu ¢ 3 mr DRSP, BBOAMMBIE TTO CXeMe
24/4 nus (T. €. 24 OHS PO30BBIX TAOJETOK C JAEHCTBYIOLINM
BEIIECTBOM C IOCJIEAYIOMMMU 4 AHAMU OenbIx TabIeTOK C
nane6o). OnHa TabneTka B I€Hb MEPOPAIbHO B TE€UYEHHUE 6

UKJIOB JICUCHMA.

AKTUBHBIN npenapar
CpaBHEHUS: KOMOMHUPOBAHHBIN
NepOopasbHbINI

30 mkr EE/150 mxr LNG

KOHTPALECIITHUB

30 mxr EE B xomOunaiuu ¢ 150 mxr LNG, BBOAMMBIE 110
cxeme 21/7- nueti (T. e. 21 geHb KENTbIX TaOJETOK C
NEHCTBYIOIUM BEINECTBOM C TOCJAEOYIOIIMMHA 7 IHIMH
Oenbix Tabnetok ¢ mmiane6o). Opxna TabneTka B J€Hb

MEePOPANBHO B TEUEHHE O LIUKIJIOB JICUCHHUS.

AKTHBHBIN npenapar
CpaBHEHHs: KOMOWHHPOBAHHBIN
nepopaibHbIN

20 mxr EE/3 mr DRSP

KOHTpPAUCIITUB

20 mkr EE B komOuHaimu ¢ 3 mr DRSP, BBogumbIe 1o cxeme
24/4- (1. e. 24 nmHSA pPO3OBBIX Ta0JETOK C JEWCTBYIOLIUM
BEIIECTBOM C TOCJIEAYIOMMMU 4 nHAMH OenbIx TableToK C
tane6o). OnHa TabneTka B I€Hb MEPOPATBbHO B TEYEHHUE 6

IMUKJIOB JICUCHUA.

ITepBuunble KpuTepuu 3pdexruBHOCTH

JIist KaXaoro u3 napameTpos 1-16, npuBeneHHBIX HUXE, MPUMEHUMO CIEAYIOLIEE:

[uHTEpBaN BpemeHu: co AHA 18 no nHaA 21 Ay npeaBapUTENbHOrO LUKIIA JEUEHUs], U CO

nust 18 mo nust 21 auns nukios 3 u 6 (1 mukn=28 nueii). |
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1. KonuenTparus pparmenTa nporpomOuHa 1+2 B rurasmMe KpoBH.

2. Konuenrpauus mapkepa pesucrentHoctu K APC (Ha ocHoBe ETP, Ha ocHoBe APTT) B
1a3Me KpOBU.

3. Konuenrpauus D-numepa B mia3Me KpOBH.

4. Konuenrpauus ¢axropa VII B mazme KpoBu.

5. Konuentpauus ¢axropa VIII B mnazme kposu.

6. Konnenrpanus daxropa ¢pox BunneOpanna B miasme KpoBH.

7. Konuentpanus ¢akropa Il B mmazme kposw.

8. KoHueHTparyst aHTUTPOMOWHA B TUIa3Me KPOBH.

9. KonuenTparusi cBobonHOro u odmero 6enka-S B rmiasmMe KpOBH.

10. Konuenrpanus 6enka C B riasme KpoBH.

11. Konuenrpanust uaruOuropa aktusatopa miasmMuHoreHa tuna | (PAI-1) B mia3me
KpPOBH.

12. KoHueHTpaIus akTHBaTOpa MIa3MUHOTeHA TKaHeBOTo Thma (t-PA) B mia3me KpoBH.

13. KoHueHTpauus nja3MUHOIeHa B IJIa3Me KPOBH.

14. Konnenrpauusi cBoOogHOro MHruouTopa nytu tkanesoro ¢akropa (TPFI) B mna3me
KpPOBH.

15. Konuenrpauus E-cenexTuHa B naa3Me KpOBH.

16. Konnenrpauus ¢uOpHUHOTreHa B I1a3Me KPOBH.

Jist kaxaoro u3 napamerpos 17 -21, mpuBeAEHHBIX HIKE, IPUMEHUMO CIIEAYOLIEe:

[MHTEpBaJl BpeMEeHU: NIPU CKPUHUHTE, cO IHA 18 1o aus 21 nis npeasapuTeabHOrO LIUKIIA
nedenusi, 1 co nHsA 18 mo aust 21 nyst umukios 3 u 6 (1 unkn=28 nHeit). |

17. KoHueHTpaius UHCYJIMHA B CBIBOPOTKE KPOBU.

18. KoHueHTpanus riaroKo3bl B CBIBOPOTKE KPOBH.

19. Konuenrpauus C-nentuaa B CbIBOPOTKE KPOBH.

20. Konnenrpaius riimkupoBanHoro remoryioonta (HbAl¢) B miasme kpoBu.

21. OueHka MOZEN rOMeoCTasa - pe3UCTeHTHOCTh K uHCyrnHy (HOMA-IR).

22. TlepopanbHblii TecT Ha TosnepaHTHOCTh K rmokoze (OGTT) [uHTEpBanm BpeMeHH:
yepe3 0 (mo BBemeHus: mmoko3sbl), 30, 60, 90, 120 u 180 MUHYT MOCie BBEIOCHHS TIIFOKO3bI BO
BpeMsl LIUKJIa MPEeIBAPUTENBLHOrO JieueHus;, yepe3 O (10 BBeAeHUs IIFOKO3bI), uepes 30, 60, 90,
120 u 180 MHUHYT MOCIie BBEIEHHSI MIIFOKO3bI BO BpeMs LUKIJIOB 3 U 6 (1 uukn=28 nueit). |

JIist Kaxaoro u3 napameTpos 23-35, NPUBEAECHHBIX HIKE, IPUMEHNUMO CIEAYHOLIee:

[uHTEepBaN BpemeHu: co AHA 18 no nHsa 21 s npeaBapUTENbHOTO LUKIIA JICUSHUS, U CO
nusi 18 mo nust 21 anst nukios 3 u 6 (1 mqukn=28 nuei). |

23. KoHueHTpauus NposakTUHA B CBIBOPOTKE KPOBH.

24. Konuentpauus ¢posukynoctuMynupytommero ropmona (FSH) B ceiBopoTke KpoBH.

25. KoHuenTtpauus motenHusupyomero ropmona (LH) B cbIBOpoTKE KpOBU.

26. Konnenrpauus scrpanuona (E2) B CbIBOPOTKE KPOBH.

27. Konuenrpauus nporectepona (P) B cbIBOpPOTKe KPOBH.

28. Konuenrpauus tupeoctumyaupyouiero ropmosa (TSH) B cbIBOpoTKe KpOBH.
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29. Konuenrpanus csodonHoro tupokcuna (f13)/csodonHoro tputiontuponunna (f14) B
CBIBOPOTKE KPOBH.

30. Konnenrpauus aurunposnuanapocrennuona (DHEAS) B ceiBopoTke kpoBH.

31. KoHueHTpauus aHApPOCTEHAUOHA B CBIBOPOTKE KPOBHU.

32. Konuenrpauus odmero tecrocrepona (T) B CBIBOPOTKE KPOBH.

33. Konuenrpauus aurunporecrocrepona (DHT) B cbiBOpoTKe KpoBH.

34. KonueHTparust 001ero KOpTiusoia B CBIBOPOTKE KPOBH.

35. KoHueHTpauus ajapA0CTepOHa B CBIBOPOTKE KPOBU.

Jlnst kaxaoro us napameTpoB 36-39, NpUBENEHHBIX HIKE, IPUMEHNUMO CIIEIYIOLIEE:

[MHTEpBaN BpeMeHU: PU CKPUHUHTE, cO HA 18 10 aHs 21 nis npeaBapUTeIbHOrO LIUKJIA
neyennst, ¥ co aHs 18 no nus 21 nust umkios 3 u 6 (1 mukn=28 nuen). |

36. KoHueHTpauusi XOJIeCTepHHA JIMIIONPOTEMHOB BbICOKOW tuotHoct (HDL) B
CBIBOPOTKE KPOBH.

37. KoHueHTpauusi XOJIeCTepUHA JHUIONPOTEHHOB Hu3koW motHocth (LDL) B
CBIBOPOTKE KPOBH.

38. KonueHTparus 001mero XxojaecTepuHa B CbIBOPOTKE KPOBH.

39. KoHueHTpauus TpUrimuepuaoB B CbIBOPOTKE KPOBU.

st kaxaoro us napamerpos 40-47, NpUBENECHHBIX HIKE, IPUMEHNUMO CIEAYIOLIEe!

[MHTepBan BpeMeHu: co fHA 18 1o nHA 21 1m1st mpenBapuUTENbHOIO LUKJIA JIEUEHUs, U CO
nusi 18 mo nust 21 anst mukios 3 u 6 (1 mukn=28 nueii). |

40. KoHuieHTpanus JUIonpoTenHa (a) B CbIBOPOTKE KPOBH.

41. Konuenrpauus anonunonporenHa Al B CbIBOPOTKE KPOBH.

42. KoHueHTpauus anoiunonporenHa B B CbIBOPOTKE KPOBH.

43. Konuenrpauusi C-peakTUBHOTO OeJika B ChIBOPOTKE KPOBH.

44. KoHueHTtpauust KopTHKOcTepoua-ceszbiBatomero rnodynun (CBG) B ceIBOpoTke
KpPOBHU.

45. Konuenrpaums rnoOyJuHA, CBs3bIBaOIEro mosioBeie ropmonsl (SHBG), B
CBIBOPOTKE KPOBH.

46. Konuenrtpauus rio0yJinHa, csi3biBaroiero Tupokcut (TBG), B CBIBOPOTKE KPOBH.

47. KoHLleHTpaLysi aHTHOTEH3UHOT€Ha B ChIBOPOTKE KPOBH.

Bropuunsle kputepun 3¢ (EeKTHBHOCTH

1. KonnyectBo cyOBEKTOB C MOOOYHBIMU SIBICHUSMH, KaK KPUTEPHI O€30MacHOCTH H
MIEPEHOCUMOCTH [MHTEPBAJ BpeMEHU: OT He OoJiee 28 mHeH 0 paHAOMU3ALNH JO MAKCUMYM JTHS
4 umkna 7 (1 unkn=28 gHeil). |

2. Konuenrpanus nakraraeruaporerassl (LDH) 1 u 2 B ChIBOpOTKE KPOBU [MHTEpBa
BpeMeHU: cO NHs 18 no aHg 21 ans npenBapUTEIbHOIO LMKJA JIEUeHUs, U ¢O AHA 18 1o nusa 21
s kot 6 (1 oquxn=28 naei).

3. Konnenrpauus tpononuHa T u I B cbIBOpOTKE KpOBU [MHTepBai BpeMeHM: cO AHA 18
no aHs 21 nist mpeaBapHUTENBHOTO LUKJA JiedeHus, U co aHs 18 mo mus 21 mns mukia 6 (1

HUKIT=28 nHel).



30

4. ITapamerpsl asekTpokapauorpammel (ECG)[uHTEpBan BpeMeHH: pU CKPUHUHTE U CO
nust 18 mo mus 21 mnsa nukoa 6 (1 nukn=28 nueil). |

bynyt 3anucanel cnenyromue mapamerpel ECG: udacTtoTa cepaedHbIX COKpalleHHUH,
untepan PR, mpomomxurensHOocTh QRS, wmurepBan QT, wunrepsan QTc (mo d¢opmyne
dpunepuuna)

5. TTapameTpbl 5XOKapAUOTrPaMMBbl [MHTEPBAJ BPEMEHU: MPU CKPUHUHTE U co AHs 18 no
aust 21 nns umkina 6 (1 uukn=28 nueit). |

6. V3meHeHue OT MCXOJHOTO YPOBHS [0 KOHLA JIEYEHHsS B PA3JIMYHBIX ITyHKTaX
OMPOCHUKOB O MeEHCTpyajbHOM pacctpoiictBe (MDQ) ¢opmer C [uHTEpBad BpeMEHH: NpHU
NPeABAPUTETLHOM IUKJIE JIedeHus1 ¥ ¢o MHs 18 no aus 21 nost umkia 6 (1 uukn=28 nHeil). |

Kpurepun npuroqHOCTH 1151 y4acTHsl B UCCJIETOBAHUN

Bospact, nogxoasmuil 1as UCCAeA0BaHUS ! ot 18 net 1o 50 net (B3poCIbIii)
Ilon, mopxomsinuii ajist UCCIEIOBAHMS JKEHCKUH
ITprHUMArOTCSI 30POBBIE TOOPOBOJIBLIBL hit:}

Kpurepun

Kpurepun BximroyeHus:

310pOBast B3pOCIasi JKEHINNHA,

OTPHLIATENbHBIN TECT HA OEPEMEHHOCTD Y CyOBEKTa MPU CKPUHUHTE M PAHIOMU3ALINY,

Bo3pact 18-50 yer (BkrOUNTENEHO) HA MOMeHT noamnucanus ICF;

xopouree (U3NYECKOE U TCHXHUYECKOE 37I0POBbE HA OCHOBE METUIIMHCKOTO,
XUPYPrUYECKOr0 M THHEKOJOTHMYeCKOro  aHaMHe3a,  (U3NYecKOro  oOCienOBaHus,
THHEKOJIOTHYECKOro  oOClefoBaHMs,  JaHHBIX  KIWHUUYeCkodW  jaboparopuu, ECG,
9XOKapAHOrpaduH U MoKas3areneil KU3HeAeITeIbHOCTH,

BMI ot 18,0 no 30,0 Kr/M? BKJIFOUUTENIHO HA MOMEHT CKPMHUHTOBOT'O BU3UTA,

CIOCOOHOCTh  BBIMIOJHAThL TPeOOBaHUsS MPOTOKONA U 3asiBIIEHHE O TOTOBHOCTH
y4aCTBOBAThb B UCCIIEIOBAHUU TIOCPEICTBOM MPEAOCTABICHHS MTMCHbMEHHOTO HH(POPMHUPOBAHHOTO
COTJIACHsI.

Kpurepun ncknrodenus:

UMEIOIAsICsl THIEePUYYBCTBUTEIBHOCTh K JIOOOMY W3 HCCIEAYEMBIX WHIPEIUEHTOB
NPONYKTA,

KypeHHue Ipu Bo3pacTte > 35 JieT,

TUCITUIIONPOTEUHEMHSI WJIH IPUMEHEHNE aHTHIIMITUAEMHYECKOTO CPEICTBA,

UMEIOIIUIICS caxapHbIil quaderT,

TEKyIlee HCIIOb30BAHNE MPOTUBOANA0ETHIECKHX MPETIapaToB, B TOM YHCIIE WHCYJINHA,

apTepuabHas TUIIEPTEH3US,

m000€ COCTOSTHUE, CBSA3AHHOE C MOBBIIIEHHBIM PUCKOM BEHO3HOHM TPOMOOIMOOINH W/ UITH
apTepuabHON TpoMO0IMOO0HY;

m000€ COCTOSIHHE, CBSI3aHHOE C aHOMAJIbHBIM MaTOYHBIM/BaruHaJIbHBIM KPOBOTEUEHUEM,

HaJIM41e HETUarHOCTUPOBAHHOTO 0ObEMHOI0 00pa30BaHMsI B MOJIOYHOH JKeNe3e;

TEKYILICC CUMIITOMATUYICCKOC 3a00JIeBaHHE JKETUHOTO MMy3bIpA,
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HaJIMYUE B aHAMHE3€ X0JIeCTa3a, CBsI3aHHOTOo ¢ OepemMeHHocTho i COC;

HaJIM4Me WM HAJIM4YUe B aHaMHe3€ TsDKeJIoN O0JIe3HN TIeUeHH,

HaJlu4YuMe WIM HajJuuue B aHaMHe3€ IaHKpeaTura, €clIdu OH CBfA3aH C
TUINEPTPUTIULEPUAEMUEH,

nopdupus,

HaJIMYMe WM HaJIM4YMe B aHaMHe3e NOOPOKAYeCTBEHHBIX OINMyXOJed MedeHu (04aroBOu
Y3JIOBOH THIIEPILIA3UU U IeNaTOLEIUIFOJISIPHON aleHOMBI);

HAJIM4Ke TIOYEYHON HEIOCTATOYHOCTHU (CKOpOCTh KiyOoukoBoi (ubrpanmu [GFR] <60
mir/muH./1,73 m?),

THIIEPKATUEMHUS WIH HAJINYHE COCTOSTHUH, KOTOpBIE 00y C1aBIUBAOT
NPEIPACIIONIOKEHHOCTD K THIIePKaJIUEeMUH;

HAJIMYME WM HAJIMYKME B aHAMHE3€ 3JI0KaYeCTBEHHOIO HOBOOOPA30BaHUs, CBS3aHHOTO C
TOPMOHAMU,

HaJIM4he€ B AaHaMHe3€ 3JI0KAYeCTBEHHOIO HOBOOOpPA30BaHMs, HE CBS3aHHOTO C
rOPMOHAMH, B Tpeneiax S5 JIeT 10 CKPUHHUHIAa, B HCCIENOBAHUE JIOMYCKAIOTCS CyOBEKTBI C
HEMEJIAHOMHBIM PaKOM KOXKH,

NPUMEHEHNE JIEKAPCTBEHHBIX CPEACTB, MOTEHIHAIbHO HHULMUPYIOLINX B3aUMOAEHCTBUS
¢ COC;

HaJIu4Khe B aHAMHE3€ AJKOrOJbHON MM HAPKOTUYECKOM 3aBUCHUMOCTU B mpenenax 12
MECSILIEB 10 CKPUHUHTA,

HaJIM4Me WK HaJM4Yue B aHaMHe3e 3a00JIeBaHHH IIUTOBUIHON JKeJIe3Hl,

y4acTue B KIMHMYECKOM HUCCIENOBAHUU IPYroro 3KCNEPUMEHTAIbHOIO JEKapCTBEHHOTO
cpeactea B mpeaenax 1 mecsua (30 gHel) MO paHAOMM3ALMU WM IOJNyYEHHE HCCIIENyeMOro
JIEKApCTBEHHOTO CPEACTBA B Mpeaesax mnocjenHux 3 mecsueB (90 nHeil) 10 paHIOMH3ALNY,
CyOBeKTBI, KOTOPbIE Y4aCTBOBAJIH B KJIMHUYECKOM HCCIIEAOBAHNUH ITEPOPATBHOIO KOHTPALIETITHBA
C WCTOJIb30BAHUEM AKTUBHBIX MHIPEIMEHTOB, YTBEPKACHHBIX YTPABICHUEM IO KOHTPOJIKO 32
npoaykramu u JekapctBamu (FDA)/Espomnetickum  cowo3om (EU), pomyckaroTcss K
panmomu3zanuu dyepe3 2 mecsiua (60 mHeil) mocie 3aBeplieHus MPeabIayIero UCCIeI0BaHuS,

NEepCOHAN 3aKa3yhKa, KOHTPAKTHOW wuccienosarenbckor opranmzaunu (CRO) wnmm
LeHTpa ryaBHOro uccienonaress (PI), HemocpeaCTBEHHO CBA3AHHBIN C ’TUM UCCIIEAOBAHUEM;

o, onpenenenHoe Pl kak Henoxxoasiee o Jrodoi npuyurHe.

Pesynbrarel

Crnenyromue mapaMmeTpbl reMocTa3a ObUTH OmNpeneieHbl Ha HadajJbHOM ypoBHe (0e3
ucnonbzoBanusi COC) u nocie 3 nukiioB U 6 uukiioB ucnoias3oBanus COC.

dakTopbl cBepTHIBAaHUS KpOBH: (puOpuHoreH, nporpomodbuH, paxrop VII, ¢akrop VIII u

dakrop don Buinebpanna (mpumedaHue: XOoTs STOT (PakTop OMpenesieH K 3TOH Trpymme IJist
ynobctBa moucka, ¢dakrop Gon BumneOpannma per se He siBisiercss (HaKTOPOM CBEPTHIBAHUS
KPOBH).

benky, npoTHBONEHCTBYIONINE CBEPTHIBAHUIO KPOBU: aHTUTPOMOMH, Oenok S (ELISA u

akTUBHOCTH), pakrop XIV=06emnok C u TFPL
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BeHKI/I, YYaCTBYIOIIINEC B d)I/I6DI/IHOJ'II/13€I IIJIa3MHUHOTCH, TKaHEBBII AKTUBATOP

razmMuHoreHa (tPA), maruOurop akrusatopa miuasmuHoresa-1 (PAI-1).

(DVHKI_II/IOHaJ'IbeIe TCCThI TDOM6006Da30BaHI/I$IZ PE3UCTEHTHOCTb K AKTHUBUPOBAHHOMY

oenky C (APCr) na ocHoBe aPTT, pe3aucTeHTHOCTh K akTHBUpOBaHHOMY Oenky C Ha OCHOBe
ETP, BpeMs akTUBUPOBaHHOIrO cBepThiBaHUA kpoBu - APC, Bpems aKTHUBUPOBAaHHOIO
cBepThiBaHus KpoBu+APC.

Mapkepbl aKTUBHOTO CBEPThIBAHMS KPOBH: (parMeHT nmporpombuHa 1+2 u D-numep.

IIpouee: pactBopumblii E-cenekTuH W roOyJiMH, CBSI3bIBAIOLIUI TOJOBbIE TOPMOHBI
(SHBQG).

ITo otHomenmo k Tpomborennoctu COC, mapameTpsl reMocTas3a, KOTOPbIE CBSI3AHBI C
MIOBBIIIEHHBIM PHUCKOM BEHO3HOT'O TPOMOO3a WIIH SIBJISIFOTCS] TAK Ha3bIBAEMBIMHU (CYpPPOTaTHBIMH)
MapKepaMH pHCKa BEHO3HOTO TPOMOO03a, IPEACTABIISIIOT COOOM:

dakTopbl CBEPTHIBAHMS KPOBH: (UOpUHOTEH, TpoTpoMOMH U (axtop VIII

benku, MpoTUBONEHCTBYIONINE CBEPTHIBAHUID KPOBHU: aHTHTpOoMOUH, Oenok S (ELISA u

akTUBHOCTH), pakrop XIV=06emnok C u TFPIL

benku, yuactyromue B GubpuHoause: kak MpaBWIO, HE CYUTAIOTCS (PaKTOpaMU PHUCKA

VTE.

CDVHKI_II/IOHaJ'IbeIe TCCThI TDOM6006Da30BaHI/I$IZ PE3UCTEHTHOCTD K AKTHUBHUPOBAHHOMY

oenky C (APCr) Ha ocHoBe aPTT, pe3ncTeHTHOCTh K akTUBHpPOBaHHOMY Oenky C Ha OCHOBE
ETP.

Mapkepbl aKTUBHOTO CBEPTBIBAHUS KPOBU: (pparmMeHT nporpombuna 1+2 u D-mumep.

IIpouee: rnobynuH, ces3bBaroLuil mojioBeie ropMoHbl (SHBG), mpencrasnsier coboit
cypporatssiii Mapkep pucka VTE B ciydae npuMeHeHHs rOPMOHA.

B koHTekcte mporpoMOMHA OCOOBI HMHTEpeC TMPeAcTaBisieT MyOauKalms MO
aBTopctBoM Poort et al. (A common genetic variation in the 3'-untranslated region of the
prothrombin gene is associated with elevated plasma prothrombin levels and an increase in
venous thrombosis, Blood, Vol. 88, N°10, 1996, ctpanunst 3698-3703). Tabnuma 2 Ha cTpaHULe
3701 »Toi nyOMUKALMK YCTAHABIUBAET B3aMMOCBSI3b MEXKAY YPOBHSIMU aKTHBHOCTH
NPOTPOMOMHA M OTHOLIEHHEM INAHCOB ISl pucka TpomOo3a. M3 »>Toil Tabmuiel, Hampumep,
MOJKHO YBUJIE€Th, YTO B CJIy4ae YBEIMYEHHsS aKTHBHOCTH MPOTPOMOMHA HA YpOBEeHb OT 5% 10
15% Bbime HOpMBI (KOTOpast mpuHUMaercs: 3a 100%), OTHOIIEHHE IMIAHCOB pUCKa TpombOo3a
coctaBisier 1,4, Korma ypoBeHb aKTUBHOCTHM NpPOTPOMOMHA mnomHMMaercs Beime 115%,
OTHOIIIEHHE MIAHCOB M3MeHseTcs 10 2, 1.

[TockonpKy (pakTHUecKue 3HAUEHHs] MOMYJSIMMU (PAKTUYECKH PACTIPENEeISIFOTCS BOKPYT
CpemHero 3Ha4YeHWs B BHUAE pacmperneneHus [aycca, xaxymuecss HEOONBIINMU H3MEHEHHs B
NOJIOKEHUH IHeHTpa ¢yHkuuu laycca (cpenHuil ypoBeHb NPOTPOMOMHA) ITOAPA3yMEBAKOT
3HAYUTENbHBIE N3MEHEHHs B KOJIMYECTBE CYOBEKTOB B KATETOPHH BBICOKOTO pPHCKa (KaTeropus,
nosiBISIIOINAsACA mocnenHedn B Tabmune 2 y Poort et al., T. e CyOBeKThl, IUIsI KOTOPBIX
MPOAEMOHCTPUPOBaH ypoBeHb mporpomOuHa 115% w Oosmee, W COOTBETCTBEHHO

XapakTepusyrluecss OTHOIIeHueM InaHcoB 2,1). Hampumep, B TO BpemMs Kak B TIpyImme
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cyobekToB, He npuHuMaromux COC (1, crenoBaTesbHO, NEMOHCTPUPYIOIINUX CPEIHUH YPOBEHDb
nporpombuHa 100%), «XBOCT» TayCCOBOW KPHBOH, COOTBETCTBYIOLINI CyOBEKTaM C BBICOKUM
puckoMm (c orHomeHueM miaHcoB 2,1), cocraBisger 14% oT Bcell momyssiuMM, B TPyMIE
cyobekroB, npuHuMaromux COC, B KOTOpOI cpenHHI ypOBEHb NPOTPOMOMHA CMELAEeTCs 10
111% (xak B ciydae ¢ JaHHBIMH M3 IpUMepa B OTHOMIEHHM JeueHus ¢ nomoupio EE/LNG,
noJKanyicra, oOpaTUTeCh K 3alHUCH «AaKTUBHOCTh MPOTpoMOMHA» B Tabiuue 3 B Lukie 6),
HOMYJISIUS TTALMEHTOB C BBICOKMM PUCKOM (C OTHOLIEHHWEM MIAHCOB 2,1) yBEIWYMUTCS OYeHb
3HAUUTENIBHO, 10 38% OT BCel MOy JIALUU.

U3 3TOro WUTIOCTPATUBHOTO pacueTa MOKHO JIETKO MOHSTh, YTO HEOONbILIOE H3MEHEHUE
CpeIHEro ypoBHs mapameTrpa TpomOooOpa3oBaHusi (HAKTHUECKH MOKET MMETh OYeHb OOJIbIINOE
BJIMSIHAE C TOYKU 3PEHHsI KOJMYECTBA CyOBEKTOB, MOMAAAIOMINX B KATETOPHIO C BBICOKUM
PHCKOM.

st 0600menus Bnustaus pa3nndHbix COC Ha mapameTpel reMocTas3a B Cilydae KaxIoro
napamMerpa NPHUMEHsUIM pPsii pa3HbIX MOAXONOB. B mepBoM crocobe H3MEHEHUs] CPEemHHX
U3MEPEHHBIX YPOBHEH cpenu CyObEKTOB B TAaHHOH TpyIine ObUTH PACCUNTAHBI B LIUKJIE 3 U IHKJIE
6 myTeM CpaBHEHHUS CO CPEOHHUMH YPOBHSMH Ha HCXOOHOM ypoBHe. COOTBETCTBYHOIINE
3HaYeHHsI IPOAEMOHCTPUPOBAHBI B TaOnuLe 1 Hibke.

Bo BTOpoM nmoaxoae u3MeHeHHs! B LMKJIAaX 3 U O MO CPABHEHUIO C UCXOJHBIM YPOBHEM
NePBOHAYAIIHO PACCUMUTBIBAIM [UJIsI KaXIOTO NAIMEHTa, a 3aTeM PACCUUTHIBAIHM CpEIHUE
3HaueHHs 3TUX H3MeHeHHH. COOTBETCTBYIOLINE pe3yJIbTaThbl NPEACTABICHbI B NPOLEHTaX B
Tabnuie 2 HUXe.

B-Tperbux, cpenHue HM3MEpPEHHBIE YPOBHM HAa MCXOAHOM yPOBHE M B LMKIaX 3 U 6
UCIIONB30BAJIM JJIsl pacyeTa IpOLEHTa M3MEHEHUH OT MCXOAHOTO YpPOBHS K LUKIaM 3 u O,
KOTOpBIE MPECTaBJIeHb! B TAOIHLE 3 HIKE.

B mnacrosmem wuccnenosannu >¢¢dexr EE/DRSP nHa mnapamerpsl remocrasa Ooinee
BbIpackeH, ueM TakoBoii EE/LNG. Opnako oueHb yauButenbHo, uto 3¢ dexrsr E4/DRSP
comoctaBumbl ¢ 3dpdexkramu EE/LNG (COC Broporo mnokoseHusi). DakTudecku, s
OonpmuacTBa mapameTpoB dpdekt E4/DRSP naxe menbine, yem sdpdext EE/LNG, uro
npexanonaraet, uto E4/DRSP moxer sBnsiTbCst MeHee TpomOoreHHbiM, yeM EE/LNG.

KacarenbHO OTHOWIEHMs IIAHCOB W3 crarbu Poort et al., paccMOTpeHHOW BbIle, B
Tabyuie 3 BaKHO OTMETUTh, YTO OOHAPYKEHO, UYTO aKTHMBHOCTH NMPOTPOMOMHA YBEIUYUBAETCS
TOJIBKO Ha 5,9% mocie 6 MUKIIOB MPH KUCMOJIb30BAHUU CIIOCO0a MO HACTOSIIEMY H300PETEHHIO,
TOrza Kak oOHapyskeHo, YTo oHa yBenaumuuBaercs Ha 11,2% u 10,4% npu npumenennn EE/LNG
u EE/DRSP cootBerctBeHHO. C 3TOM TOYKHU 3pEHUS TIOKAa3aHO, YTO MPHU CrIOCco0e MO HACTOSIIIEMY
U300pETEHNI0 HAMHOTO MEHbIIE CYOBEKTOB MOMAJA0T B KATETOPUIO IOABEPKEHHBIX PUCKY»
(ompeneneHHY0, KaK JIUIA, UMEIOIHe OTHOIIEHUE MAaHCOoB 2,1).

ITono6ubIM 0Opazom, u3 padorel Odlind et al. (Can changes in sex hormone binding
globulin predict the risk of venous thromboembolism with combined oral contraceptive pills?,
Acta Obstet Gynecol Scand, 2002; 81, crpanunsr 482-490) usectHo, yto yacrota VTE

HaNPSIMYIO CBs3aHA CO CTerneHbl0 yBenmuueHus: yposueli SHBG, HabmronaemMoii mocie BBeneHUs
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COC. Ha ocHoBe ypoBHel, Ha0mogaeMbIx B Tabynie 3, MOKHO BUAETh, UTO COTJIACHO OLICHKaM
crocod MO HACTOSAIEMY H300pPETeHHIO BbI3bIBAET HeMHOro Oonee Hu3kui puck, yem COC
EE/LNG, u BbI3bIBarouuii 3HaunTenapHo Oonee Huszkuil puck, yem COC EE/DRSP. Jlpyrumu
CJIOBaMH, CIIOCOO KOHTpALENLUU 110 HACTOSIIEMY HU300peTeHnI0 Haxomwics Obl Ha ¢ur. 1 u3
paboter Odlind et al. B neBoM HIpkHeM yriy rpaduka, psaaom ¢ Toukoi naHHbIX «LNG», 1 oueHb

nanexo or Touek naHubix « DSG/GST» u «CPAY.



Tabnuna 1. U3MeHeHHE OT UCXOAHOTO YPOBHS (JlaNiece B AAHHOM NOKYMeHTe, «BL») k riuknam 3 v 6 B ypOBHSX pasNHUYHBIX NAapaMETPOB reMoCTasa
{(nonymsuus B COOTBETCTBUH C MPOTOKOJIOM)

E4/DRSP EE/LNG EE/DRSP
Tabamua 1 - napaMeTphl TeMOCTa3a
. M3mcencnne | H3mceHcHme . | H3menenne | Hamcoenme .. | Hivicaenne | HiMmcHCHEC
Cpeauee 3natenne (SD) Hcexoaabni Hexoaabni Hcxoanbrii
. ot BL or BL or BL or BL or BL or BL
MeauanHoe 3HA4YEeHAE (Min-max) YPOBEHB ¥POBEHL YPOBEHL i
K HHKJLY 3 K LIHKJIY 6 K MKy 3 K HUKJLY 6 K IUKLY 3 K HHKILY 6
Daxmopst ceepmpiBaHUR KPOSH
®ubpuHoreH | Cpennee 246,1 11,0 19,9 2549 27,1 19,9 2413 442 37,8
(vr/am) | mamenenne (SD) (42,24) (48,27) (40,62) (77.32) (71,74) (73,45) (47.,63) (60,06) (59.,86)
1‘2"1“‘:{““‘:’ 240,0 9,0 27.0 239 22.0 12,0 228.5 57.5 36,5
;’m“i‘n_':n:::} (173-355) (-77-162) (-63-93) | (144-472) | (-179-205) | (-167-199) | (176-409) | (-107-159) | (-182-152)
AkTHBHOCTS | Cpetnee 85,7 52 5.1 89.0 11,7 95 90,0 12,9 9.4
npoTpomGHHa (%) | m3meHenne (SD) (7,40) (7,06) (7,86) (11,42) (7,15) (8,55) (9,44) (7,97 {9,58)
HM;;;‘::‘;:I':I‘;“ 86,0 7.0 50 87.0 1.0 10,0 89.0 14,0 6,5
(min-max) (67 - 106) (-10-18) -10-20) | (72-112) (-1-25) (-8-31) (77 - 112) (1-27) (-3-38)
AxrnBHocTh | Cpennee 97,2 -5,1 -1,3 93,1 7,1 -8,0 95,5 19.9 17,7
daxropa VII (%) | n3menenne (SD) (22,80) (11,32) (15,78) (18,26) (14,89) (14,07) (17,59) (19,27) (15,84)
HM;;‘::‘::I':;“ 94,0 4,0 30 93,0 7,0 4,0 93.5 18,0 17,5
(min-max) (61 - 166) (-33-22) (-34-38) | (53-127) | (46-23) (-43-25) | (64-130) | (-12-68) (-13 - 56)
p-3Ha4eHue* 0,3711 0,0001
AKTHBHOCTS | Cpegnee 135,4 10,2 0,3 120,9 % 0,3 118,0 20,7 99
taxropa VIII (%) | nsmenenme (SD) (47,62) (28,16) (28,91) (34,88) (29,47) (35.79) (33,49) (25,10) (30,56)
x;ﬁ‘;';:;e 114,0 11,0 6,0 1150 9.0 30 110,0 19,0 7.0
(min-max) (85 - 255) (-62 - 68) (69-65) | (74-217) | (77-7D (-83-92) | (72-203) | (-19-56) (-53-79)
vWF (%) | Cpexnee 109,9 4,9 6,0 105,1 1,7 33,6 93,8 10,1 12,9
mvenenne (SD) (38,31) (17,14) (20,66) (46,84) (18,94) (20,15) (24,48) (14,32) (19,10)
HM;;:‘::::‘:“ 103,0 4,0 6,0 96,0 2,0 2,0 88,0 8.0 10,0
(min-max) (60 - 240) (-50 - 38) (-39-55) | (56-295) | (-60-30) (-60-37) | (55-154) | (-13-40) (-29 - 58)
p-3HaueHue* 0,1673 0,4016

Beitkn, Rpomueo0eiiceyiowjie Ceepmsleanitio Kpogu

¢¢



Ta6 R . E4/DRSP EE/LNG EE/DRSP
a0.1I0a * - MapavieTpel reMoctasa . Hsmenenne | Hi3menenume .. | H3menenne | HimeneHnne ., | Himenenune | H3imeHeHHe
Cpceance 3Haqcane (SD) HexomHblit BL BL Hexoanpiii BL BL Hexoaneiii BL BL
MejinanHoe 3Ha4ueHue (min-max) YPOBCHB or or YPOREHE ot or YPOREHL or ot
v K IHKJY 3 K IHKJIY 6 N K HHKTY 3 K IHKJIY 6 N K K.y 3 K IIHKJIY 6
AwnrrrpoMbuH (%) | Cpeance 97,4 -0,1 0,2 98,1 -2.8 -39 98.9 2,1 2,2
mivenenue (SD) (6,75) (5.41) (5,09) (11,71 (6,33) (6,43) (6,66) (7,06) (8,43)
x:i':li';‘;‘zc 96,0 0,0 10 99,0 2.0 5.0 96.5 2.5 3.5
(dr-man) (87-110) -11-12) -9-11) (64-124) | (21-12) 13-11) | (88-114) | (13-13) (-17-15)
Benok S (%) | Cpeanee 94.5 0,6 23 104,1 1.2 7.4 104.9 250 318
wimenenme (SD) (13,08) (13,77) (12,16) (16.89) (18,26) (15,62) (17.07) (12,16) (13,42)
“Mj:;r'e':f::::’ 93,0 1,0 50 105,0 2.0 5.0 104,0 26,0 30,5
(min ) (74 - 134) (-29 - 36) (-22-26) | (82-142) | (-30-50) (-41-29) | (65-149) | (-57--6) (67 - -8)
p-3HaueHHe™® 0,4564 <0,0001
CroGoamsii 6e10k S | Cpeanee 852 6,5 3,7 95,6 23 1 91,0 20,0 233
(%) | nsmenemme (SD) (11,57) (8,96) (10,23) (13.14) (16,58) (14,77) 1497 (8.67) (14,22)
:;‘;:;:e':l‘:l‘;"' 84.0 7,0 4,0 94,0 20 3,0 88,0 20,0 20,0
(mirman) (59-111) (-8-27) (21-25) | (76-121) | (26-50) (-23-26) | (69-134) (-34-0) (-60- 1)
p-3HaUeHHe* 0,5045 <0,0001
AxTmBHOCTE O¢1Ka | Cpeanee 95,0 1,5 1,6 96,7 10,6 94 97,7 17,7 18,5
C (%) | msmenenne (SD) (15,42) (9,81) (10,46) (14.84) (1147) (13,79) (15,19) (12,18) (13,69)
"MJ:I‘“::::;‘:" 95,0 1,0 2,0 98,0 12 8,0 97,5 19,5 18,0
(minmax) (73 - 141) (-15-132) (-19-26) | (71-135) | (-11-31) (-14-36) | (69-122) | (-11-54) (0 - 66)
p-3HauUeHHE® 0,0794 <0,0001
TFPI (ME/mx1) | Cpeanee 1,108 0,032 0,079 0,141 0,005 0,067 0,18 0,133 0,212
msmenenne (SD) (0,30) (0.47) (0,27) (0,292) (0,407) (0,3588) (0,328) (0,49) (0,278)
“Mj;’:;“e'}’;‘:’ 1,060 0,070 (0,89 0,095 1,030 (0,69 | 0,020 (-0,57 0,090 1,025 (0,69 | -0,190 (0,92 | -0,205 (-0,67
" (0,50 — 1,60) —0,68) (0,84-0,55) | - 1,60) ~0,80) (-0,90-0,62) | - 1.60) ~0,79) ~0,24)
(min-max)
benku ¢ubpunonusza
[TnasmusorcH (%) | Cpeanee 93,5 10,2 12,2 97,8 39,3 39,1 98,2 35,2 35,5
m3menenne (SD) (10,70) (8,96) (9,15) (13,17) (10,81) (13,20 (11,69) (14,86) (12,78)
Memanmoe 94.0 12,0 12,0 96,0 39,0 39,0 98,5 32,5 37,0
HIMEHCHIE 68-123) | (-12-29) (5-33) | 78-12n | (17-54) (19-77) | (78-123) 9-67) (6 - 68)

(min-max)
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E4/DRSP EE/LNG EE/DRSP
Tabumua 1 - napamerpsi reMocrasa -
Cpeanee snattenme (SD) 7 Pap—— Himenenne | M3menenue Hexomniif H3menenne | Himenenme Pexonsiii Himenenne | HUzvenenne
MemmanHoe 3HavYeHue (min-max) YPORECHE or BL or BL YPOBEHD or BL or BL YpOBEHb or BL or BL
K IHK.Y 3 K IHHKJY 6 ° K UKy 3 K IHKTY 6 K DHKJIY 3 K IIHKIY 6
p-3Hauenue™ <0,0001 <0,0001
t-PA (ur/mn) | Cpennee 4,89 0,92 -0,39 5,06 -2,19 2,18 5,08 -1,77 -2,23
mmenenne (SD) (2,118) (1,674) (1,756) (2,599) (2,395) (2,496) (2,395) (1,843) (1,819)
HM;f:;i‘;':l‘;e 4,50 0,75 -0,30 430(1,9- -1,70 -1,70 4,40 1,40 -1,65
(min-max) 2,0-106) | (44-24) | (-55-34) 12,7) (93-10) | (98-10) | (1,5-13,1) | (59-14) | (6,1-1,2)
p-3HAYeHHE® 0,0046 0,0004
PAI-1 (ME/mm) | Cpeanee 1,41 -0,12 0,04 1,29 -0,50 -0,68 1,49 -0,64 -0,61
mimenenme (SD) (1,282) (1,284) (1,152) (1,620) (1,783) (1,634) (1,484) (1,344) (1,671
x;‘;‘z‘;‘:’ 0,90 0,00 0,10 0,50 0,00 (-5.7 - 0,00 0,70 0,00 0,00
(min-max) (0,5-5,5) (-3,5-2,8) (-2,6 - 2,1) 0,5-6,2) 2,0) (-57-1,00 0,5-6,2) (-5.,5-0,9) (-5,2-3.3)
p-3HaueHne™ 0,0751 0,0816
DYHRYHOHARBHIE HIECHbl IPOMO00DpPA30eaHUs
PesucrentHoCT K | Cpennee 0,881 0,089 0,076 0,745 0,555 0,624 0,724 0,734 0,864
APC ua ocuope ETP | mimenenne (SD) (0,2184) (0,2073) (0,2499) (0,2294) (0,2865) (0,3425) (0,1494) (0,2716) (0,3575)
x:f‘e':;*:::’ 0,830 0,110 (-0,32 | 0,030 (-0.61 | 0,760 (0,33 0,500 0,560 0,705 (0,44 0,725 0,820
(min-max) (0,55-1,63) -05h) -0,69) - 1,47 0,20-147) | (0,06-1,55) - 1,06) (0,36-1,37) | (0,34 - 1,43)
p-3Hauenune™® <0,0001 <0,0001
PesuctentHocTs k | Cpennee 0,49 0,06 0,08 4,47 -0,00 0,43 5,08 -0,15 -0,02
APC Ha ocHoBe | mimenenne (SD) (0,576) (0,666) (0,720) (1,264) (0,815) (0,816) (0,598) (0,704) (0,668)
aPTT HMai;‘c‘:‘c*::l‘;e 4,90 0,10 0,00 4,50 0,20 0,10 5,00 0,15 -0,05
(min-max) (38-63) | 1,5-13) | ¢L1-16) | (14-69 | (-21-14) | (05-24) | (3.9-62) | (:21-13) | (L1-1,7)
aPTT-APC (c) | Cpeanee 20,0 -0,1 -04 19,9 0,6 -0,3 19,7 02 04
mimenenne (SD) (1,40) (0,93) (1,03) 2,07) (0,84) (1,06) (1,63) (1,10) (1,16)
xif‘e';‘::;? 20,0 0.0 0,0 20,0 -1,0 -1,0 200 0,0 1,0
(i man) (17 -23) 2-2) 3-1) (16-25) 2-1 (-2-2) (17 - 23) (-2-2) (-2-2)
p-3HaAueHHe* 0,9836 0,0329
aPTT+APC (c) | Cpemiiee 99,7 0,4 -0,2 89,4 -3,9 6,4 99.9 -1,8 2,0
mmMerenne (SD) (16,98) (16,07) (15,98) (31,51) (19,07) (19,74) (17,22) (16,26) (15,45)

LE



E4/DRSP EE/LNG EE/DRSP
Ta6.mma 1 - mapaMeTpsl reMocTasa
Cpeance suamenue (SD) Hexo i Himenenne | Uimenenne Hexonmbiii Hsmenemme | Hinmenenme Hexommbii Hivenenme | HiMenenne
. ot BL ot BL ot BL. ot BLL ot BL ot BL
Menannoe 3Ha4genme (min-max) YPOREHE N N YPOBEHEL o ] YporeHn
K MUKy 3 K OHEJY 6 K nuEay 3 K IHKJIY 6 K UKy 3 K MKy 6
ﬁg‘;ﬁ;’i‘:{‘:“:’ 98.0 0.0 -10 86.0 0,0 2,0 97,0 0.5 2,0
(min-max) (69 - 145) (-39-29) (-26 -37) (29 - 176) (-56-29) (-16 - 54) (67 - 130) (-50-31) (-22 - 35)
Mapkepvt axmienozo C8epmbIeARUA KPOBHU
®parmenr | Cpeance 0,1374 0,0082 0,0300 0,1265 0,0670 0,0948 0,1260 0,0696 0,0793
npoTtpoMOuHa 142 | uamenenue (SD) (0,0522) (0,0387) (0,0506) (0,0520) (0,0423) (0,1272) (0,0460) (0,0527) (0,0484)
(aMoIB/T) | MeanaHuoe 0,1325 0,0065 0,0290 0,1110 0,0650 0,0640 0,1135 0,0500 0,0745
H3IMEHEHHE (0,060 - (-0,075 - (-0,064 - (0,060 - (0,003 - (0,091 - (0,073 - (-0,016 - (0,001 -
(min-max) 0,261) 0,095) 0,173) 0,332) 0,165) 0,639 0,260) 0,201) 0,208)
p-3HaueHne* 0,0021 0,0005
D-mumep (Mxr/mn | Cpeamee 0,300 0,014 0,039 0,439 -0,027 -0,065 0,351 0,021 0,024
FEU) | n3menenue (SD) (0,0529) (0,1272) (0,0866) (0,4473) (0,1733) (0,4206) (0,1849) (0,1033) (0,0934)
Meauanuoe 0.270 0,000 0,010 0,270 0,000 0,020 0.270 0,000 0,000
H3MeHeHue © 27’ -0.43) (-0,15 - (-0,14 - (0,27 - (-0,57 - (-1,92 - (© 2’7_1 14) (-0,27 - (-0,21 -
(min-max) ’ ’ 0,59) 0,29 2,28) 0,16) 0,29) ’ ’ 0,29) 0,25)
{Ipouee
SHBG (amons/m) | Cpeanee 68,02 370N 39,39 73,16 46,91 4741 73,13 183,27 187,49
mmenenuae (SD) (21,137) (29,523) (31,2000 (28,950) (35,855) (36,496) (23,086) (51,167) (59,528)
Meauannoe 64,75 30,30 30,30 67,30 51,40 49,40 70,55 173,95 204,40
H3MEHEHHE (25,3 - (-21,3 - (-20,4 - 27,1 - (-11,8 - (-24.,6 - (36,2 - (112,3 - (89,3 -
{min-max) 117,9) 102,7) 108,0) 144.4) 135,9) 135,1) 125,6) 301,2) 335.4)
p-3HaAYeHHE™ 0,7045 <0,0001
Pacreopumeri E- | Cpennce 29,7 0,90 0,31 37,10 -8,81 -11,02 30,42 -6,24 -7,31
cesrekTiH (HI/M1) | mimenenue (SD) (11,827) (7,775) (6,857) (13,513) (6,114) (7,029) (10,822) (7,711) (5,150)
2,2 7 -6,7
(min-max) (11,6-58.9) 27,0) 30,4) 64,0) (-23,2-4.6) | (-33,5-2,3) 63.4) 14,7) (-:22,1--0.1)
p-3uauenne* <0,0001 <0,0001

APC - akrusnposannslii 6enok C; TFPI - cBoOoHENIT HHTHOHTOP IyTH TKAHCBOTO (akTopa; t-PA - HHTHOUTOP IIIAMHHOTCHA TKAHCBOTO THHA; PAIL-1 - mHTHOHTOD aKTHBATOPA
mwiasMuHOTeHa THHA 1; SD - crangapraoe otrmoncHue; SHBG - rmo0ymiH, CBA3RBAIOIMMI N0I0BHE ropMonsl; VWF - gakrop don BunneOpanma.
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* JIOTIONHUTENBbHBIA HCCIENOBATENbCKUN HeapaMeTPUUYECKHH aHAJIN3 MPOBOIMIIN TI0
aOCONIOTHOMY HW3MEHEHHMIO OT MCXOAHOTO YPOBHS Ui TE€MOCTaTHYECKUX, OSHAOKPHHHBIX
apamMeTpoB, MapaMeTpoB mpodwis Oeika W JUMUAOB MedeHd. Jlns H3yueHus: BO3MOXKHOMN
Pa3HULIBI MKy BapUAHTAMU JIEUEHHs B OTHOLIEHUH U3MEHEHHUS OT UCXOMHOTO YPOBHS K LIUKITY
6 ucnonp3oBanu Tect Kpackena-Yosuca. [Ipu oOHapy KeHUH BO3MOKHOM Pa3HUIIbI POBOIIIIN
napHeie cpaBHeHusi BapuaHtoB JieueHuss EE/LNG ¢ E4/DRSP u EE/DRSP ¢ E4/DRSP c¢
npumeHeHneM mnpouenypsl JIBacca-Ctunma-Kpurunoy-®nunrepa (06e3 KOPpPeKTHPOBKH Ha
MHO>KECTBEHHOCTh). JTOT TECT NPUMEHSUId B OTHOLICHUM AaOCOJIOTHOTO HW3MEHEHHs OT
UCXOHOTO YpPOBHA 10 uLukia 6. B cinyuae oOHapyskeHUsi BO3MOMKHOW Pa3HUILIBL
COOTBETCTBYIOILEE p-3HAUEHHE YKAa3blBAIM B CTPOKE «P-3HAYEHHE» COOTBETCTBYIOINETO
napametpa B cronbdue EE/LNG nnsa cpasuenuss EE/LNG ¢ E4/DRSP u B cron6oue EE/DRSP nis
cpaBHenusi EE/DRSP ¢ E4/DRSP. p-3nHauenne < 0,05 yka3bBaeT Ha TO, YTO OTJIMYHE OBLIO

CTAaTUCTUYECKHU 3HAUYUMBIM.



Tabnuua 2. OTHOCHTENBEOE H3MEHEHUE OT UCXOOHOro ypoBHA (maiee «BL») k muknam 3 u 6 (cpegHee 3HaUeHHE U MEOMAHHOE 3HaueHue, %) y
OTAEIBHOTO MHAMBUAYYMA (ITOMYJIIIHS B COOTBETCTBHH C IIPOTOKOIOM)

Tabmua 2 - napaMeTps1 remMocTasa

Cpexnee suauenne % (+/- SD)

E4/DRSP

EE/LNG

EE/DRSP

Himenenue ot

H3zmernenue ot BL

H3menenne ot BL

H3zmenerme ot

Hamenenne ot

H3zMenenme o

Memannoe 3Hadenne % BL k nuiay 3 K IHKJIY 6 K MKy 3 BL x nukay 6 BL k muray 3 BL K nuk.ay 6
Darxmopst ceepmisisanus Kposu
©@ubtpunoren | Cpeauee 10,0 (21,6) 9.8 (18,0) 15,7 (28,8} 13,7 (31,3) 21,1 (24.9) 18,6 {22,1)
JHAYCHHEC
Memmannoe 3.8 10,2 7.9 4.6 22,0 15,7
HAYCHAE
AxTuBHOCTH mpoTpoMOuHa | Cpeanee 6,2 (8.2) 6.3 (9,3) 13,9 (9,2) 11,3 (9,8) 14,7 (9,4) 11,0 (12,0)
SHAYICHHC
MeanaHHoe 9.2 6.6 13,0 13,0 14,4 6,9
3HAYeIe
AxtuBHOCTE (haktopa VII | Cpeanee 4.7 (10,3) 0,5 (16,3) -6,1 (16,5) -6,9 (16,4) 20,7 (19,3) 18,8 (16,3)
3HAYCHAE
MernanHoe 43 3.2 ) 47 18,2 19.8
JHAYICHHE
AxTHBHOCTE (paktopa VIII Cpe,zmee 10.1 (20.2) 3.5 (22,8) 10,2 (21,8} 2,4 (27.8) 19,2 (21,9) 9,6 (25,2)
3HAYCHAE
Memmannoe 113 49 8.6 29 20,6 8,6
3HAYCHAE
vWF | Cpeanee
Cpence 6.3 (14,6) 7,2(18,6) 0.5 (17.0) -13 (18,6) 11,6 (15.9) 13.8(18.1)
MemanHoe 5.1 4.8 .19 2.1 7.9 13.4
3HAYCHAE
beaku, npomusedeiicmeyiouine ceepmsleanitio Kpoeu
AnturpoMOuH | Cpeanee
o 0,0 (5,6) 0,3 (5,4) -2,4(6,3) -3,7(6,7) -1,8(7.,2) -1,9 (8,6)
Memmanuoe 0.0 0,9 2.1 -5,0 23 -3,5
3HAMCHAE
beaok S | Cpeanee
penes 213135 217127 0,4 (17.8) -5.7 (14.4) -23,3(8,9) 29.2(9.8)
Memnannoe 1.0 43 2.4 5.1 -26,1 -30,6
3HAYCHAE

0)4



Tabumua 2 - napaMerpol 1emMocrasa

Cpeanee znauenne % (+/- SD)

E4/DRSP

EE/LNG

EE/DRSP

H3menenne ot

H3menenne or BL

Himenenue ot BL

H3meHeHHne oT

H3MmeHeHne 0T

H3iMeHeHne oT

Meunannoe 3HaqyeHne % BL x muxay 3 K IIHKIY 6 K IHKIY 3 BL k muxuty 6 BL k nuxay 3 BL x mukJy 6
Cpobouslit 6enok S | Cpeanee 4,5 (10,8) 4,5 (11,6) 3,8 (19,0 -0,0 (15,6) 21,7 (8,3) -24,3(11,9)
3HAYEHHE
Meauaunoe 78 49 25 -3,4 -21,1 -22,2
3HAYCHHE
AxruBaocTh 6enka C | Cpenmee 1.9(10,2) 2,0 (11,0) 11,9 (12,8) 10,7 (15,0 18,8 (12,5) 19,4 (13,9)
3HAYEHHE
Meauamnioe 12 2.3 12.4 7.1 20 17,8
3avenne
TFPI | Cpeanee
LA -4,7 (38,8) 23,7 (24,2) 5,7 (38,6) -1,7(30,2) -3,3(45,5) -14,2 (23,3)
Mennannoe 90 8.4 26 -6,2 -18,9 -20,4
3HAYeHHE
Benru pubpunoiusa
Tnasmunoren Cpennee 11,4 (10.0) 13,4 (10,0) 41,3 (13,6) 40,5 (14,4) 37,0(17.7) 36,9 (14.9)
3HAYEHHE
Meanannoe 119 12.2 453 40,4 32,0 353
3HAYEHHE
t-PA Cpeanee
Chetnce -8,4 (0,3) 0,0 (0,3) 33,7 (25,9) -34,5(27,1) -26,7 (33,7) -35,6 (29,9)
MeananHoe 15,7 6.9 349 2333 -35.7 -39,7
3HAYUeHHe
PAI-1 Cpeance 46,1 (136,5) 39,8 (92,9) 17,0 (108,1) -4,2 (674 -16.9 (50,5) -0.6 (80.6)
3HATICHHC
Menuannoe 0.0 20,0 0,0 0,0 0.0 0,0
3HAYEHIIE
DYRKUBCHATIHBIE IRECBL MPOMO0OOPA308aHUA
Pesuctenraocts ¥ APC Ha | Cpeanee
erione FTD | gee. 11,0 (22.5) 9,9 (27,9) 82,1 (49,8) 92,0 (57.9) 108,8 (49,5) 125,1 (57,5)
MennanHoe 119 29 69,8 77,9 95,9 121,8
3HAYEHHE
Pesucrenraocts k APC Ha | Cpeunee
ocnone aPTT | mmavenme 2.0(13,2) 2,8(15,3) 1,8 (15,5) 10,9 (18.5) -2,3 (13,3) 1,1(13.5)
Mennannoe 2.1 0.0 45 5,0 -3 -1,0

JHAYUCHHE

87



Tab.mna 2 - mapaMeTpsl reMocTasa

Cpeanec 3aaucane % (+/- SD)

E4/DRSP

EE/LNG

EE/DRSP

Hi3menenne ot

Himenenne ot BL

Hsmenenue ot BL

H3sMeneHmne 0T

Himenenue ot

HimMenenne ot

Meuannoe 3nadenne % BL x muxury 3 K mukiy 6 K oakay 3 BL % ity 6 BL x nawry 3 BL « uukty 6
aPTT-APC | Cpennee
o 0,4 (4,6) -1,7 (4.9 -3,0 (4,2) -1,1(5.5) 1,4 (5.6) 20059
Meanannoe 0.0 0.0 42 -4.0 0,0 4.8
3HA'IEHHE
aPTT+APC | Cpeanee 1,8 (15.5) 1,3 (16,8) -1,5 (16,8) 9,7 (23,0) -0,7 (15,8) 3,2(16,0)
JHAYCHHC
Memmannoe 0.0 1.1 0,0 4.5 0,4 2,5
JHAYCHHC
Mapxepu AKMHBHOZ0 CBEPMBIGAHNA KPpOoGH
®parment npotpoMOuHa 142 | Cpeamee 9.6 (25.4) 26,2 (37,5) 58,8 (36,4) 80,0(73,7) 57,6 (39,1) 65,5 (38,4)
3HAICHHE
Meanannoe 6.7 23,1 62,2 71,1 47,6 64,3
SHAYICHHC
D-mmep | Cpeanee 7.8 (44,1) 14,3 (27.8) 4,7(26,2) 11,0 (42,7) 0,4 (25,9) 11,5(27,7)
JHAYCHHEC
Mennannoe 0 3.7 0,0 74 0,0 0,0
JHAYICHHE
Ipouee
SHBG | Cpennee
57,9 (40,67) 61,3 (44,23) 82,4 (76,92) 80,0 (68.3) 2693 (105.3) 2747 (117.6)
SHAYCHHE
Memmannoe 51.4 55,1 66,9 73,8 239,5 251,5
JHAYCHHE

APC - aktuBupoBanHslii 6cnok C;

TFPI - ceo60oaubIi HHrHONUTOP OyTH TKAHCBOTC (pakTOpa; t-PA - HHTHOHTOP MIA3MHHOTCHA TKAHCBOTO THNA; PAI-1 - HHrHOHTOp akTUBAaTOPA
mna3MuHoreHa THna 1; SD - crangaptHoe otknoneHHe;, SHBG - rnoymin, ceAseBaromuii nonossle ropMoHel; vWF - (axrop ¢ou BunneGpanma.
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Tabmuua 3. CpenHee OTHOCHUTENPHOE W3MEHEHHE OT MCXOAHOTO YPOBHS K LUKIY 3 U 6

(%) (B COOTBETCTBUU C MPOTOKOJIOM)

ITapameTpsi E4/DRSP EE/LNG EE/DRSP
reMocTasa
Cpennee IMykn 3 IMukn 6 Mukn 3 IMukn 6 ukn 3 Iukn 6

3HauyeHue (%)
@akTOpBI CBEPTHIBAHUS KPOBU

®ubpuHOreH 45 8,1 10,6 10,3 183 16,4
AKTHUBHOCTb

HpoTpOMGHHA 6,0 5,9 13,2 11,2 14,3 10,4
AKTHUBHOCTb

daxropa VII -5,3 -1,4 -1,7 -8,8 20,9 18,5
AKTHUBHOCTb

daxropa VIII 7,5 0,2 7,2 0,2 17,5 8,4

VWF 4.4 5.5 1,6 3.3 10,7 13,4
benku, npOoTUBOAEHCTBYOINE CBEPTHIBAHUIO KPOBH

AHTHTPOMOHH 0,1 0,2 2.8 4.4 2.1 23

Benok S 0,6 2.5 12 7.0 23,7 296
CBoOogHbIIH

66110k S 7,6 4.4 2.4 -0,2 -22,0 -25,3
AKTHUBHOCTb

— 1,6 1,7 11,0 9,7 18,1 18,7
TFPI 2.9 7.1 0,4 7.9 -11,3 -18,1
Benku pubpunomza

IInasmuHOreH 10,9 13,1 40,1 40,7 35,8 36,1
t-PA -18.8 8,0 432 42,9 34,8 42,5
PAI-1 8,5 2.8 -38,5 51,3 -43,3 39,8
OyHKIMOHATBHBIE TECTBI TPOMOOOOPa30BaAHHUS

Pe3ucteHTHOCTD

x APC Ha 10,1 8,7 74.4 81,4 102,6 120,7
ocHose ETP

Pe3ucteHTHOCTD

k APC Ha 1,1 1,6 -0,0 9.9 -3,0 0,2
ocHoBe aPTT

aPTT-APC 0,6 -1,8 32 -1,7 12 1,9

aPTT+APC -0,4 0,2 4.4 7,0 -1,8 1,5
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MapKepr AKTUBHOI'O CBEPTHhIBAHUA KPOBU

®dparmeHt

IpOTPOMOMHA 5,9 21,8 53,0 74,8 55,2 61,0
142

D-numep 4.7 12,9 -6,1 -13.6 6,1 7,7

IIpouee

SHBG 55,4 57.9 64,1 63,6 250.6 2553

APC - akruBupoBanHbiii 6enok C; TFPI - cBoOonHbII HHTHOUTOpP MyTH TKaHEBOTO (hakTopa, t-
PA - wunruburop mnasmMuHOreHa TkaHeBoro tuma, PAI-1 - wuHruburop aktuBaTopa
mia3muHoreHa tuna 1; SHBG - rnoOynuH, cBa3bIBaOIINi MO0BbIe TOpMOHBL, VWF - hakTop

¢don Bunnebpanna.

Pacuer pucka VTE

Knunuyeckas nporpamma, napajienbHas TOH, KOTOpas OIMCAaHa BbIlle, OLIEHUBAJA
3¢ pexTUBHOCTb, KOHTPOJb IWKJIa, OO0myw Oe3omacHocTh W mpuemiemocts E4/DRSP y
3I0POBBIX KEHIINH B Bo3pacTe 16-50 ner u npenycMaTpuBajia ydactue CyObekTa B TeueHue 12
mecsieB (13 uwmkmos, 1 umkn=28 pHeit). B wuccrnenoBanue ObUTM BKITOYEHBI KEHIIUHBI C
uHzekcoM Macchl Tena (BMI) e Gornee 35,0 kr/m2 B 3TOM KIMHUYECKOM HCHBITAHUH, KOTOPOE
BKJrOuaio 3417 cyObekroB, nMen mecto enuHcTBeHHbIN cnydail VTE. Mcxons u3 konudectsa
CyOBEKTOB B MCHBITAHUM U NponoukurenbHocTu BBenaeHust COC nmnst kaxnoro cyobekra, 3T0O
3HaY€HHE YaCTOThl BO3HUKHOBEHHUSI MOKHO IpeoOpas3oBath B pacueTHbli puck VIE mnsa COC no
HacTosileMy u3odperenuto, cocrasistouuii 3,7 VTE/10000 sxeHuuH B rog.

Kak coobmanoce Bbime B paszgene «YpPOBEHb TEXHUKW», pPACUETHbIH PHUCK
BO3HUKHOBeHUst Tpomba y jmu, npumenstomnx CHC Ha ocHoBe LNG, HOpaTHCTEpOHA HIIH
HOprectumara, cocrasjsier oT 5 a0 7 Ha 10000 keHUIMH B TedyeHue oaHoro roxa. s nwmiy,
npumensitoiiux CHC, KOTOpbIil comepKUT IpOCMUPEHOH, NMPUMEPHBIH PHUCK BO3HUKHOBEHUS
Tpomba coctasisier oT 9 1o 12 Ha 10000 skeHIIMH B TE€YEHHE OTHOTO roja.

Takum obpazom, moxkHo BHAeTh, uTo COC mo HacTosAmeMy H300PETEHHMIO BBITOJHO
OTJIUYAeTCss OT OoJiee pPAaHHUX NPOAYKTOB 2-r0, 3-r0 U 4-ro mokoyieHus. J[is crpaskw,
pacyeTHbIH PUCK BO3HUKHOBEHUs TpoMOa y sni, He npuMenstoiux CHC, koTopble He SBIAIOTCS
OepeMeHHBIMH, CcOCTaBiisieT Okojio 2 Ha 10000 skeHIMH B TedyeHue onmHOro roxa (Oonee
nonpobHo B ctathe de Bastos et al., «Combined oral contraceptives: venous thrombosis.»;
Cochrane Database Syst Rev. 2014 Mar 3; (3) cooOmaroTcst 3SHa4€HUs] YaCTOThI BO3SHUKHOBEHUS
B koroprtax yuu, He npuMmensitomux CHC, cocrasnsromue 1,9 u 3,7 Ha 10000 genosek B ron,
BMECTE C paHee MOJYyUeHHbIMH pe3yJbTaTaMu, cocTaBisromumu 1,6 za 10000 yenosek B rox).

Hcxonsd w3  BbILIEM3NIOXKEHHOTO, MOJHO cJejaTh BbIBOZA, 4YTO IIPU  YacToOTe
Bo3HUKHOBeHUs1 VTE, cocrapmsiromeit 3,7 va 10000 >xenmuu B roa, COC mo HacTosmemy
M300pETeHNI0 HAXOOUTCS Ha BEPXHEM Mpenene 3Hauenui 1y1st i, He npumensitormmnx CHC (3,7
Ha 10000 >xeHImuH B rof, kak coodbmanoch B padore Lidegaard et al. (2011) BMJ 343:d6423, -
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cM. Tabnuny 2 Ha crpanune 10 B yka3aHHOW CTaTbe), U JAJIEKO OT HIKHETO Mpenesia 3HauYeHuH
HanOonee Oe3zomacHoro mokoneHus COC u3 mpenmectsyrouiero yposHs TexHuku (st COC
BTOPOT'O MOKOJIEHHUSI COOOIIAeTCs PUCK, COCTABIISIFOLIN 1Mo MeHbIuel Mepe 5 Ha 10000 sxeHIIuH
B TO).

Bropoe onpenenenue pesucrentHoctu kK APC Ha ocHoBe ETP

B nmnomeiTke NOATBEPAUTH JaHHBIE, INPEACTABJICHHBIE BBIIIE, ABTOPBl HACTOALIETO
N300peTeHNs! peIIi IPOBECTH BTOPOH aHaan3 0Opa3IoB IIa3Mbl KPOBH, COOPAHHBIX BO BPEMsI
KJIMHUYECKOTO MCIIBITAHUS, ONMUCAHHOIO BBIIIE, U, B YaCTHOCTU, U3MEPEHHE PE3UCTEHTHOCTU K
APC na ocHose ETP.

JlaGopaTopHbIif MPOTOKOJ aHAIH3a OOPA3LOB TIA3Mbl KPOBH YJIYUIIMIA U UCTIOIB30BAIIH
HOBYIO Tiporenypy kamuOpoBku. Crenyromue pe3ysibTaThl MOJTYyYeHbI MOCHIE BBITOJHEHHUS 3THX
HOBBIX M3MEpeHHH, rne B Talmuue 4 u Tabiauume 5 mpencTaBieHbl Pe3yJbTaThl C TEM JKe

dbopmaTupoBanueM, uTo u B Tabyuie 1 u Taduie 2 Bbillle COOTBETCTBEHHO.



Tabnuua 4. I3MeHeHue OT HCXOAHOTO YPOBHS (B fanbHeleM «BL») x unknam 3 u 6 ypoBHeil pe3sCTEHTHOCTH K akTUBHUpOBaHHOMY Oenky C — Ha
ocHoee ETP (nonynanus B COOTBETCTEMH C POTOKOJIOM)

Tabmmna 4 E4/DRSP EE/LNG EE/DRSP
APC-r HAcxonuanni Himenenne ot | M3meHeHHE 0T Hcexoaubiii Hismenenue or | H3meHeHue ot Hcexoaubri Hivenenne ot | Hivenenne or
(na ocuoge ETP) YpOBEHb BL k pnxay 3 | BL k nukay 6 YpOBEHL BL k nukry 3 | BL x nuxy 6 YpOBeHEL BL xk mmxeay 3 | BL k muicaiy 6
Cpemce 1,803 0,618 0,472 1,496 2,229 2,042 1,375 3,014
H3IMEHECHHE 2,970 (0,7936)
+/-SD 0,7770) (0,4889) (0,6360) (0,9739) (0,7831) (0,8805) (0,5951) (0,8506)
“ﬁfﬂﬁ:‘l‘c’:ﬂz 1,665 0,570 0,460 1,490 2,250 1,010 1,370 2,960 3,055
(l;ﬁn-max) (0,53 -3,35) (0,47 -2,22) (-0,93-1,80) (0,00-5,03) (1,15=-3,77 (0,17-3,43) (0,46-3,06) (1,64 —4,53) (1,57 -4,58)
p-3HAYEHHE™ < 0,0001 < 0,0001

* JIOTTOMHHTENBHBIH HCCIeNOBATENLCKHE HelTapaMeTpHYECKHi aHAIN3 MPOBOAUITH IO a0COMOTHOMY M3MEHEHHIO OT HCXOOHOTO YPOBHA. Jng u3ydeHus
BO3MOJKHOH Pa3HHLIBI MEXKIy BAPHAHTAMH JICUCHHS B OTHOLICHHH M3MEHCHUS OT HCXOMHOTO YPOBHS K HHKIY 6 ucrnone3osanu tect Kpackena-Yomnmca.
Ilpu obHapykeHUM BO3MOXHOH pa3HHILI NPOBOAMNH TapHble cpaBHeHHs BapHaHTOB nederus EE/LNG ¢ E4/DRSP u EE/DRSP ¢ E4/DRSP c

npuMenenneM npouenypel JIpacca-Ctuna-Kputunoy-@nunrepa (be3 KOppekTUPOBKYU HA MHOXKECTBEHHOCTb). B Takom ciyuyae COOTBETCTBYIOILEE P-
3HAYCHHE YKA3BIBAIOT B CTPOKE «p-3Ha4ueHue», B crondue «EE/LNG» ms cparaennst EE/LNG ¢ E4/DRSP u B cronbue «EE/DRSP» s cpapHenus
EE/DRSP ¢ E4/DRSP. p-3naqenne < 0,05 yKasbIBaeT HA TO, UTO OTIHIHE OBLIO CTATHCTHYECKH 3HAYHMBIM.

Tabnuua 5. OTHOCHTENBHOE H3MECHEHHE OT MCXOOHOrO ypoBHs (manee «BL») k muknam 3 u 6 (cpenHee 3HAYCHHWE W MEOWAHHOE 3HAueHHE, %) Y
OTAENBHOTO HHAWBUAYYMA (TTOMy AU B COOTBETCTBHH C MPOTOKOJIOM)

Ta6 5 E4/DRSP EE/LNG EE/DRSP
a0/ H3imenenne ot BL k Himenenne or BL k Asmenenne ot BL & Usmenenne ot BL x Himenenne ot BL x Himenenne ot BL x
APC-r (na ocnose ETP) ) )
HHKJIY 3 MKy 6 HHKJay 3 HHKJIY 6 MKy 3 HHK.1Y 6
(CJf';.&;l]l)‘;e sanentie % 420349 36,7 (52,6) 182,7 (114,3) 165,8 (98.6) 266,3 (162,1) 268,1 (170,7)
MeananHoc 3Ha4IcHnce % 39,5 30,0 165,0 164.5 2290 218,5
(min-max) (-19,0 - 117,0) (-53,0 —233,0) (33,0 — 496,0) (30,0 — 424,0) (91,0 -781,0) (99,0 — 763,0)

or
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Hecmotpst Ha Mogndukanyy MpoOTOKOJIA M TOJHBIA MOBTOPHBIN aHAIU3 BCEX O0Opa3LoB
IUIa3Mbl KPOBH, TEHAEHLMS, yKa3aHHas B Tabnuuax 1-3 Beime, ans pesucteHTHocTH K APC Ha
ocHoBe ETP mnomHOCTRIO mOnTBEp:kmaercss B Tadnmmmax 4 w S5 Bbeime. B uacTHOCTH,
npeumyuiectsa COC mo Hacrosmemy uzoOpereHuto odeBuaHbl rnpu cpasHeHun ¢ COC 4-ro
nokonienus (Yaz®), a Taxke, uto 6onee Baxkno, COC 2-ro nokonenus: (Melleva®).

B craructuueckux aHajaM3ax JOIMOJHUTEIbHO BBIIBJIEHBI OYEHb CYIECTBEHHbIE OTIUYHS
OT MCXOAHOro ypoBHs, U ocobeHHO B ciaydyae COC cpaBnHenus Yaz® u Melleva®. Uto eme
OoJiee BaXKHO, KaK MOKA3aHO C MOMOIIBIO P-3HAYEHUMN, MOKA3aHHbIX B TaOaunax 1 u 4, paznudus
mesxxay COC no HactositeMy U300peTeHHI0 U 00OUMH MpenapaTaMi CPAaBHEHUS SIBJISLTUCH OUY€Hb
CYLIECTBEHHBIMH, B TO BpeMs Kak 00a mpemapara CpaBHEHHs OTJIMYAJIUCh APYr OT Jpyra B
MEHbUIEH CTENEeHU.

U3 BoimeckazanHoro odeBunHo, 4ro COC mo HacrosimeMy HU300peTEHUI0 3HAYUTENbHO
ornmyaercsi or COC 2-ro u 4-rO MOKOJIGHUM TMPEAMIECTBYIOIIEr0 YPOBHS TEXHUKU. B 1esom,
U3MEPEHHBbIE TapaMeTpbl JIEMOHCTPUPYIOT, dYro remoctarndeckuii npodmis COC mo
HACTOSIIIEMY HM300pPETEHHIO TI0 MEHbIIEH Mepe COMOCTaBHM C TaKOBBIM Hanbojee Oe30MmacHoOro
COC 2-ro nokonenwus, copepskamero LNG, u st Hero nmokaszaH 6osee OnaronpusTHeid 3G ekt

B OTHOLIEHUHU NapaMeTpoB remocrasa, uem st COC 4-ro nokonenus, copepxainero DRSP.
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POPMYJIA H30BPETEHUA

1. IIpumenenne koMno3uLuy, BKIrOYaromeit or 10 no 25 mr screrpona u ot 1 1o 4 mr
OPOCIUPEHOHA, Uil MEpOpajbHONM KOHTPALENLWUM, HE BbI3BIBAKOIIEH I'€MOCTATUYECKUX

HSMBHGHHﬁ, BBIXOIAIIUX 3da paMKU HOPMAJIbHOTO reMOCTAaTUYICCKOro AHUara3oHa.

2. Ilpumenenue no m.l, rge yka3aHHO€ NPUMEHEHHUE NPUBOAUT K CHUKCHHBIMU

3¢ (}eKTOB B OTHOIIEHUH CEPEUHO-COCY AUCTON CHCTEMBI.

3. Ilpumenenue no m.l, rae ykazaHHO€ NPUMEHEHHE MPUBOAUT K MNPEIOTBPALLECHHIO
NIOBBIIIEHUSI PUCKA Pa3BUTHUSI BeHO3HOH TpomOoamOonun (VTE) w/wnm pasButus aopTaibHON
tpomOoamOoun (ATE) mo cpaBHEHHIO C JPYrHMH KOMOWHHUPOBAHHBIMH IE€POPATHHBIMH

konTpauentusamu (COC).

4. Cnoco0 mnpenoTBpalIeHHss TeMOCTATHYECKHMX W3MEHEHHH, BBIXOIAIINX 32 PAMKH
HOPMAaJIbHOTO T€MOCTAaTHUECKOTO JHANa30Ha Y CYOBEKTOB, MCIONB3YOINX KOMOMHUPOBAHHBIN
OpaJIbHBI KOHTPALENTUB, A€ CIOCOO BKIFOYAET BBEAEHHE KOMOMHHMPOBAHHOTO OpPaJIbHOTO

KOHTpaLleNTUBa, BKJIoYarowero ot 10 go 25 mr acterpona u ot 1 10 4 Mr ApocnupeHoHa.

5. Cnocob6 mo m.4, rae cnoco0d NPUBOAMT K TNPENOTBPAIICHUIO IIOBBILICHHUS PHUCKA
pasButus BeHO3HOH TpombOosmOonuun (VTE) w/mnm pasButus aopTanbHOM TpomMO0sSMOOIHMU
(ATE) mo cpaBHEHHMIO C APYTHMU KOMOWMHHPOBAHHBIMH MEPOPaJbHBIMH KOHTPALENTHBAMH

(COC).

6. Cnocod mo m.4, rae cnocod NPUBOAMT K NPENOTBPALICHUIO IOBBIMEHHS PHCKA
pazButust BeHO3HOH TpomOoambosmu (VTE) y cyOBeKTOB, NCMONB3YIOMMX KOMOWHHPOBAHHBIN

MepOpaIbHBIN KOHTPALICTITHUB.

7. IlpumeHeHne wiu croco0 mo Jrobomy u3 nm.1-6, rae HOPMaJbHBIA JHUANA30H
reMocTa3a OIpeAeNseTcss Kak HHTepBaj IPOTHO3UPOBaHUs, B KOTOpbI mnomagaer 95%

MOy JIANHN.

8. [IpumeHeHne win crocod no JrdoMy u3 M. 1-7, OTIHYAOIUICS TeM, YTO YKa3aHHOe
reéMOCTATHUECKOE M3MEHEHHE OMNPEAEISIOT Ha OCHOBE JII0OOTr0 OFHOTO WM HECKOJNBbKHX U3
CIeNYIOINX MapKepoB: IJIO0YJIHHA, CBS3bIBAIOIIEro mojioBbie ropmoHbl (SHBG), cBobomHOTrO
uHruburopa mytu TkaHeBoro ¢akropa (csobomnoro TFPI), cBobomnHoro m obmero Oenka-S,
AKTUBHOCTH Oeka-S, KOpPTHKOCTepoua-cesidbiBaromero riodynuHa (CBG), uepyromia3MuHa,
aarutpomObuna I, Mmapkepa pesucreHTHOCTH K akTuBHpoBaHHOMY Oenky C (APC), aktuBHOCTH

6enka-C, D-numepa, npoTpoMOMHa, aKTUBHOCTH MPOTPOMOMHA, (pparmeHTa nporpomOuHa 142,



49

¢dakropa VII, ¢akropa VII, daxropa ¢on Bumnebpanna, daxropa II, PAI-1, TkaneBoro

azmMuHoresa (t-PA), nnasmunorena, E-cenexruna u puGpuHorena.

9. Ilpumenenue miu crnocod no godoMy u3 mnm.l1-8, rae ykazaHHOE IeMOCTaTHYECKOe
W3MEHEHHE OMPEeAeJIIIOT Ha OCHOBe m3MeHeHHs1 ypoBHs Oenka-S mian TFPI mo cpaBHeHHIO €

HOpMaJIbHbIM I'¢MOCTATUYICCKUM OUAINTa30HOM.

10. Ilpumenenne uau cnocod no mrodomy u3 . 1-9, rae ykazaHHOE reMOCTaTHYeCKOe
W3MEHEHHE U3MEePSIOT IMOC]e OJHOrO LMKIA JISYSHUs, MOCNe ABYX LUKJIOB JIEUEHHs WU TOCIe

TPEX LUKIJIOB JICUCHUA.

11. Tlpumenenne wiu crnocod mo modomy u3 mm.1-10, rme comepskaHue 3CTETpOJA

cocTtaBisieT OoT 15 mo 20 mr.

12. Tlpumenenne wiu crnocod mo mmodomy u3 mm.l-11, rme comepskaHue 3CTETpoOsa

COCTaBJIsIET MPUONU3UTENBHO 15 MT 3cTeTpona.

13. Tlpumenenne wiu crnocod mo modomy w3 mm.l-11, rme comepskaHuwe 3cCTeTpoOsa

COCTaBJIsIET MPUOIU3UTETHEHO 20 MT 3CTETpOIa.

14. IIpumenenne wu criocod mo sodomy u3 mm. 1-13, roe conmepskaHue IPOCITUPEHOHA

COCTaBJISIET MPUOIM3UTEILHO 3 MT.

15. Ilpumenenue wiu cocoO 1o Jrodomy u3 mr. 1-14, rae screTpon npeacTaBiseT coOoi

MOHOTHUApPAT 3CTETPOJIA.

16. Ilpumenenue miam crnocod mo jgrodomy u3 nim.1-15, rme yka3aHHYH KOMITO3HLIMIO
BBOJSIT B T€UYEHHE IO MeHbluell mepe 21 AHsA uinu B TeueHue 24 nHeH, COOTBETCTBEHHO, C

NIOCJIEAYIOLIUM MTEPUOIOM Oe3 BBEACHHUSI IPUMEPHO OT 7 10 4 JHEH.
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