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MHOT'O®A3HBIN ITPEITAPAT JJJIs1 KOHTPALEIILIMHU HA OCHOBE
HATYPAJIBHOI'O 3CTPOTI'EHA

O6nacTh TEXHUKH

H3o06peTeHne OTHOCHTCA K MHorodasHoMy Ipemapary [Uls KOHTpaleNIHH Ha
OCHOBE HATypaJlbHOTO 3CTPOreHa C CHHTETHYECKHM I'€CTareHOM.

Dror MHorodasHell Ipemapar IO CPABHCHHIO C H3BECTHBIMH OOGBLIYHBIMH
IpenapaTaMH, NOJABJAIOIMMH OBYJIALHIO, KOTOPhIE NaBHO 3apeKOMEHIOBANU ceOs
KaKk HaJeXXHble B [IMPOKOM [IpPUMEHeHHH, ofecreunBaeT B TeYEHHE Beei
IUTHTENHHOCTH HHKJIa 06o0Jiee BBICOKYIO HAJIEXXHOCTh KOHTpAlEINIHH, YIydllaeT
LNUKIHYECKHil XapaKTep KPOBOTEYEHHS W MHHHMH3HDPYET MM YCTPaHAET MOOOYHEBIC
nelcTBHA, TAKME KaK HarpybOaHme MOJOYHBIX )X€le3, TOJOBHBIE OOJH, NENpECCHBHEIE

paccrpoﬁcma U BUOIOH3MCHCHHS JIHGI/IHO H T.II.
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YpoBeHb TEXHUKH

W3 nareHTHO#l nHMTepaTypsl H3BECTHB MHOrogasHele Ipenaparsl Ha OCHOBE
HATYpaJIbHOTO 3CTPOreHa B KOMOMHAIINH C FeCTareHOM.

Onucanne wusobperenus k marenty EP 0 770 388 Bl packpeiBacT
MHOTO(a3HEIHA Tpenapar [l KOHTpalleNlHu, neppas ¢paza KOTOPOro COCTOMT H3 OT 2
10 4 CyTOYHBIX JO3MPOBAHHEIX CIHHHI, M KaXIas CyTOYHAs JO3MPOBAaHHAs CAUHMIA B
KAauecTBE AKTHBHOTO BEIIECTBA CONEPKHUT HCKIIOYHUTENBHO HATypalbHBIA 3CTPOTEH.
Bropas ¢a3a mHorodasHoro mnpemapara COCTOMT M3 2 IPyII CYTOYHBIX JO3HPOBaHHBIX
eIUHHI ¢ KOMOUHAIHER M3 10 MEHbIIeH Mepe ONHOI0 HaTypaJlbHOTO 3CTPOre€Ha U IO
MeHbIIEH Mepe OJHOTO CHHTETHYECKOTO HIH HaTypanbHOro rectareHa. Ilpu aToMm
nepsas rpynma obpasyercs M3 OT 5 0 3 CyTOYHBEIX NO3HPOBAHHBIX €IMHHII, a BTOpasd
rpynna obpasyercs u3 oT 17 po 13 CyTOYHBIX NO3HPOBaHHBLIX €AMHHL. Tpetpa daza
COCTOHT M3 OT 2 10 4 CYTOYHBIX JO3HPOBAHHBIX €JMHHI, H Kaxjasd CyTo4uHad
IDO3HPOBaHHAS €IHHANA COJEPXHT HCKIOYATENFHO HATypalnbHBIH 3CTPOTEH B
KauecTBe akTHBHoro BemecTBa. CyTouyHas AO3MpOBaHHas €IMHHUIA B HaTypalbHOM
acTporene B mpemenax a3 ocraeTcs NOCTOSHHOH, oAHAKo ¢ (askl 1 x daze 3
cumkaerca. ComepxaHie B CHHTETHYECKMX HJIM HATYpPalbHBIX TecTareHax BO BTOPOH
rpymnme BTOpo# a3kl NpeBHIIAET CONEpXaHHE B IepBO rpymne. 3aKIIOYHTENbHAL
dasza cocTouT M3 OT 2 10 4 CYTOYHBIX JO3HPOBAHHBIX CIMHHIl M Kaxjas CyTodHad
NO3UpOBaHHAs  €NMHANA  COJEPXHT B  Ka4yeCTBE  AKTHBHOIO  BeEICCTBA
¢apManeBTHYECKH IpHEMIIEMOE IIanebo.

B npumepe npuMeHeHHd 5 yKasaHa KOMOHMHAIMS H3 3CTpajuoOjIBajepara C
aueHorecToM. Ilpm 3ToM B mepBoil ¢aze mpmHAMAlOTCA 3 CyTOYHBIC JO3HPOBAHHBIE
eIMHHIBI 3 Mr 3CTpaadojiBaiepaTa, BO BTOpok ¢ase, B IepBOH rpynme 4 cyToYHEIE
JO3MPOBaHHEIE €IMHHIEI 2 MI 3CTPaJHOIBANEPATa IMOC | MI AMeHOrecTa, BO BTOPOH
rpynme 3rtoii BropoH daser 16 CyToYyHEIX [OO3HPOBAaHHEIX COMHHII 2 wMmr
3CTpagMoONBaiepaTa IUIOC 2 MI JHGHOreCTa W B TpeTbed ¢ase 2 CyTO4YHEIE
JO3MPOBaHHEIE €AMHHIBI | MI ScTpagmonBalepaTa. 3aKIoduTeNbHas (a3a CONEPKUT
3 CyTOYHBIE JO3UPOBAHHBIE EANHHUIBI (papMaleBTHYECKH IPHEMIIEMOTO TIane6o.

Hns IOATBEPKIACHHUS KOHTPalCHTHBHOR HaJIe)XHOCTH $)30)¢:]
pPaZiHOMMMYHOJIOTHYECKH HM3MEpPEHa KOHIEHTpAalHs IIPOrecTEpPOHa B  CHIBOPOTKE.
IIpenensHoe 3Ha4YeHHe mporecTepoHa 6sino ofiosnadeno 4,0 ur/mMn. CpegHsas HopMa

IPOMEXYTOYHBIX  KpPOBOTeYeHHH  (IPOPHIBHEIE M  MaxyllHe  KPOBOTCUCHMUS)
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yMeHbIIanack nmpuMepHo oT 45 no 53% ot mepBoro HuKIAa mpHeMa 10 TOCIEAHETO
IIHKJIa IpHEMa.

Jlanee HU3BECTHO, YTO KOHTPALENTHBHAA HANEKHOCTh KOMOMHHpPOBAaHHBIX
IIpeNapaToB OCHOBBIBAECTCA HAa NEHCTBHH 00OHX KOMIIOHEHTOB, 9CTPOreHa U recTareHa.

KpoMme Toro, Takxxe H3BECTHO, YTO IS MOJABJICHUA OBYNALHH HeoOXoaumas
exelHeBHasA Jo3a aueHorecra cocraBisieT 1,0 mr - Dienogest: Priaklinik und Klinik
eines neuen Gestagens, u3a-Bo Von A.T.Teichmann, Walter de Gruyter Berlin/New
York, (1995), ctp. 101) u mpocnupenona 2,0-3,0 mr (Rosenbaum P, Schmidt W,
Heimerhorst F M u gp., Inhibition of ovulation by a novel progestogen
(drospirenone)..., Eur contracept. Reprod. Health Care 5: 16-24 (2000)).

Taxxe TAUBERT, H.-D. u KUHL, H. (Kontrazeption mit Hormonen, u3na.
Taubert, H.-D. u gp., Georg Thieme Verlag Stuttgart/New York, (1995), ctp. 160)
YKa3bIBalOT Ha TO, YTO HET HUKAKOH CBA3H MeEXIy IOABIIEHHEM IIPOMEXYTOUHBIX
KpPOBOTCYEHHH H HH3KHMMH KOHI[EHTpallMsAIMM 3CTpPOT€Ha B CBIBOPOTKE, 3I€ECh
S3THHHJIACTPAAHOJIA, HIH JAaHHOTO recTareHa.

CymHocThs u300peTeHus

IToatoMy 3anmadeit wH300peTeHHs SABASETCA PACKPBHITHE CpEeACTBA  IUIA
TOPMOHAJIBHOM KOHTpAaLENIiMd Ha OCHOBE HAaTypalbHOrO JCTPOreHa, KOTOpOE HO
CPaBHEHHIO C OOBIYHBIMH H3BECTHHIMH IpeNapaTaMH, MOAABJIAIOIIHMH OBYJIAIHIO, Ha
OCHOBE HATypaJbHOTO 3CTPOT€Ha OCYMIECTBISECT B TEYCHHE BCEH JUIHTEIBHOCTH LHKIIA
6onee BBICOKYIO KOHTPALICNTHBHYIO HAJEXHOCTH, YIy4lDaeT IHKIHYECKHH XapakTep
KpDOBOTE€YEHHS H MHHHMHU3HpYyeT mN0OOYHBIEe JEHCTBHA, TaKWme Kak HarpyOaHue
MOJIOYHBIX JK€J€3, TOJIOBHBIE OONH, HENpPEcCCHBHBIE pPacCTpOMCTBA M BHIOH3MCHEHHS
nuOuA0 M T.II. WIH YCTPaHAET HX. DTa 3ajjaya COrjacHO H300peTeHHIO pemaeTcs NpH
IoMoId MHorodasHOro mnpemapara Ui KOHTpalleNIHH, MepBas ¢aza KOTOpOro
COCTOHT H3 2 CYTOYHBIX JO3UPOBAHHBIX EJMHHUI[ HATYypaJbHOrO 3CTPOreHa 3 Mr
scTpaaHoiBaiepata. Bropas ¢a3za cocToMT Mz 2 rpynm CyTOYHBIX JO3HPOBAHHBIX
€QUHHI, IIpUYeM IepBas TIpyNna COAEpPXHT 5 CYTOYHBIX JO3HPOBAHHBIX €IHHMI]
KoMOMHanum ©u3 2 Mr 3cTpaJMoJiBajlepaTa H, IO MEHbIIEH Mepe, ABOHHOH HIH
TPOMHOH N03Bl, KOTOpas IOXABJIAET OBYJALHMIO, CHHTETHYECKOro recrareHa. Bropas
rpynna BTopoH ¢a3sl cocTouT u3 17 CyTOYHBIX HO3HPOBAHHBIX €AMHUIl KOMOWHALMH
M3 2 Mr scTpajuoNBajepara M, IO MeHblIeH Mepe, TPOWHON HMIIM YeTHIpEXKpaTHOM
N03bl, KOTOpas IOAABAAET OBYIALHIO, CHHTETHYECKOro recrareHa. [peTtes ¢aza

COOEPXKHUT 2 CYTOYHBIC HOO3HPOBAHHBIC COHHHIEI C 1 wMmr 3CTpaaguojBajicpara H
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crepyiomas ¢asa 2 CyTOYHBIE HO3HPOBAHHBIE €IMHHIBI  (apMaleBTHYCCKH
npueMiieMoro mianebo.

B kauecTBe reCTAT€HHOTO aKTHBHOTO BEMIECTBA MPEANOYTHTENBHO MOTYT OBITH
MCIIONB30BaHbl JUEHOTECT, IPOCTIMPEHOH HIIH [eCTareH ¢, 0 MEHbUIEH Mepe, IBOHHOH
€ro HW3BeCTHOH J030#, KoTopas moOJaBisieT OByasnuio. Takxe BO3MOXHO
HCIIONb30BaHHE B Ka4deCTBE TIECTATEHHBIX AaKTHBHBIX BEIIECTB INPOM3BOAHBIE 19-
HOPTECTOCTEPOHA, TaKHe KaK JIEBOHOPrecTpell, IeCTOJCH, HOPreCTHMAT, Ne30reCTpel
U HOPITHCTEPOH H MX IPOH3BOAHBIC, TaKH€ KaK aleTaT HOPITHCTEpOHA H
HOHAOTHCTepoHa JHaHtaT H BemectBa C-21-mporecroreHa TakHe Kak anerar
XJIOpMaJIMHOHA, alleTaT IHIPOTEPOHA H alleTaT MeAPOKCHIIPOreCTEPOHA.

MHorogasHslif IpemapaT COTJIAaCHO H300DETEHHIO  ABIAETCA  OCOGEHHO
IPHTOHBIM IS HEPOPaNbHOTO NPHMEHEHHS, HO TAKXE BO3MOXHBHI M TaKHe (OpMEI
BBEJCHHA KaK HHTpaBarMHAJIbHOE, IapEHTEPaJbHOE, BKIIOYas MECTHOE, PEKTalbHOE,
HHTpaHa3aJbHOEe, HHTPaOyKKaIbHOE HIIH CyOIMHIBalbHOE MPUMEHEHHE.

Muorodassblii OpenapaT H3roTaBlIHBaeTCAd NPH IOMOMM OOBIYHBIX TBEPABIX
WM OKUOKHX HOCHTeled MM paszbaBuTened M, KaKk MPaBUIO, HCIOJB3yEMbIX
dapMaleBTHUYECKH NPHEMIIEMBIX BCIIOMOraTElIbHBIX BEHMECTB B COOTBETCTBHH C
JKeJlaeMbIM CIIocoboM TIPUMEHEHHsS ¢ INpeJHa3sHaueHHOH JO3MPOBKOH H3BECTHBHIM
cnocoboM.

JIns mepopajbHOTO BBEICHHS IPEANOYTHTENbHBIM SBJIACTCA HCIOIB30BAHHE
tabneTok, TaOJEeTOK B IUIEHOYHBIM ITOKPBITHEM, Ipake HJIM TBEPIBIX XEIaTHHOBBIX
Karncyi.

ITpuMepHl OCYIIECTBICHUS H306pETEHHA

H306peTenne NODKHO OBITH HPOJAEMOHCTPHPOBAHO NPH MOMOIIH HECKOJBKHX
NpHUMEpoB NpuMeHeHus. IIpH 3TOM IpeXiae BCero MOATBEPXKIACTCS KOHTpaUENTHBHASA
HaJeXKHOCTh, IHKINYECKHH XapakTep KpPOBOTEUEHHH y IKEHIIMH, a TaKXe
IIEPEHOCHMOCTH PEXHMOB.

KoHTpanenTHBHas HaJEeXHOCTh

OneHKa KOHTpAalleNTHBHOM HameXHOCTH ObUla oOmpejejeHa NpPH IMOMOINH
mkansl Xyrmauga (Hoogland Score), koropad OpHUMEHAETCA [UIs ONPEHCICHUA
pasmepa (ONNHKYNa, YPOBHS ICTPaJHONa H KOHIEHTPAlHH IporecTepoHa. B nanHoM
ciyyae B BHIOpaHHBIE IHH LHKJIA PafHOMMMYHOJOTHYECKH H3MEpANach KOHIEHTpalHs
IIPOreCTEPOHa B CHIBOPOTKE M ONPEIEIIOCh KOIHYECTBO OBYIAUUH (1Kana XyriaHna

6) ¥ MOTEMHU3UPOBAHHEIX, HE JTOMHYBIIMX (ommkynos (wkana XyriaHaa 5).



10

15

20

25

30

CtabunprHOCTh IHKIIA

CtaOunpHOCTh HMKJIA OBLJIa OIGHEHA IOCPEACTBOM YUYTEHHBIX IS KaxJ0ro
uKia obpasuos kposoredeHu#. IIpu 3TOM 0CcoOBIH HHTEpPEC NMPEACTABIIAIO MOSBJICHHE
IIPOMEXYTOYHBIX KpPOBOTEUEHHH (MaXXyunlMX HKJIH HPOPHIBHBIX KpoBOTedeHHW#). Bun
noBblIeHHS ObUT cTaHgapTH3UpOoBaH. OneHKa JaHHBIX NPON3BOJUIACE ONMHCATENBHO.

IlepenocumocTs

IlepeHOCHMOCTh OIEHHBANACh IMOCPEACTBOM CYOBEKTHBHBIX OIIYIIECHHMH, TaKHX
KaKk ToJIOBHBIE 0OJIM, AENpEecCCHBHBEIE paccTpo¥icTBa, HarpybaHHe MOJOYHBIX XKENE3,
paccTpoicTBa CO CTOPOHBI XKEJIYAOUHO-KHIIEYHOTO TpakTa (TONIHOTa/pBOTA), OTEKH H
BHIOH3MEHEHHS JTHOHIO.

IIpumep npumeHenus 1

IIpuMeHscs cnenyOmMui pexxuM:

Huu ot 1 mo 2 3 Mr acTpazHoBaNepara/n
Juum ot 3 oo 7 2 MT 3cTpaauMonBanepata/a + 2 Mr aueHorecra/x
Hun ot 8 no 24 2 Mr acTpagnoiBanepara/a + 3 Mr queHorecra/n

Jau ot 25 no 26 1 Mr acTpaamnonBanepara/ng

Jum ot 27 mo 28 nnamebo

Hccnenopande mpoBOAWIOCH HAa 93 manmueHTKax B Bo3pacte oT 18 mo 35 ner.
JIIATENBHOCTh NPHEMa COCTABJIANIA COOTBETCTEEHHO 3 IHKJIA, NpHYeM HabIogaluch
TONBKO ITHKIIBI 2 # 3.

Bo 2-oM nukiae (mepBoHayalbHas IEpeMEHHAas BEJIMYHHA) OBYJIAIHA
npoucxoxauna y 3 u3 93 xxenmuH (3,23%), B 3-M nuxiie y 2 u3 92 XeHIIHH.

OTHM OBLIO JOKYMEHTAJIBHO IOJATBEPXKLEHO HAAC)KHOE NMOJABJICHHE OBYJIAIHH
y 96,77% 1pu HCNONB30BaHHH PEXUMA IPUMEHEHHA COTJIACHO H300PETEHHIO.

OnpHoBpeMeHHO OBLIa OTMEYeHa XOpoIllas MEepeHOCHMOCTh IPH HMCMOJIb30BaHHH
peXkHMa MPUMEHEHHS COTJIaCHO H300pEeTEHHIO.

[IpuMep npuMeHEHHS 2

Juu ot 1 o 2 3 Mr acTpanuonBanepara/
Huu ot 3 o 7 2 Mr 3cTpaguoBanepara/n + 3 Mr nueHorectal/s
Juu ot 8 nmo 24 2 Mr acTpaamojiBajiepaTa/a + 4 Mr gueHorecra/sy

Huu ot 25 no 26 1 Mr acTpaguonBanepara/z

Juu ot 27 no 28 miane6o
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HccnenoBaHne MpoBOAWIOCH Ha 93 manmmeHTKax B Bo3pacTe oT 18 g0 35 nert.
JIMATeILHOCTh NMpHEMa COCTaBAJIa COOTBETCTBEHHO 3 LHKJIA, NPHYEM HaOIIOIanuCh
TOJILKO IUKJIBI 2 U 3.

B 2-oM umkie (mepBOHAYaNbHAs IepEMEHHas BeNMYHHA)  OBYIAIMA
npoucxoguna y 2 u3 93 xenmus (2,15%), B 3-M nukie y 2 u3 92 XeHIIHH.

OTHM MoOIIO OBITH 3aJ0KYMEHTHPOBAaHO HaJleXHO€ IOJaBICHHE OBYIAIUH Y
97,85% npu HCIIOJIB30BaHHH PEXHUMa IPUMEHEHHS COTIaCHO H306PETEHHIO.

OIHOBPEMEHHO OTMEYEHAa XOpomias [OE€PeHOCHMOCTh IHpPH HCHOJB30BAHHH
pexuMa IIpUMeHEHHUs COTIaCHO H300pETEHHIO.

IMocpencteoM 06OHX NpPHUMEPOB MOXKET OBITH OTMEYEHO JOCTaTOYHOE
nojasieHue OBYIAnuH y 97,85% unu y 96,77%. Hoseiiiune HccnenoBaHus OOBIYHBIX
IIpenapaToB s TOAaBIEHHS OBYIsuuM coriacHo Pierson R A u gp., " Ortho
Evra/Evra versus oral contraceptives: follicular development ... ", Fertil. Steril. 80
(1), cTp. 34-42 (2 003) mpou3BOAAT TaKXe C MpernapaTaMHi, KOTOPHIE JaBHO OKa3ajlHCh
HaJeXHbIMH M 0€30MaCHBIMH B LTHPOKOM NMPUMEHEHHH, B ONPENCICHHOM IIPOICHTHOM
COOTHONIEHHH OBYNAUWHA. Bo 2-0M UHMKJIE TepamuH OBYIALHH MOINIH HabmoOaThCH,
HalpuMep, I[IpH NpHMEHEHHH TpexXx($a3HOro IEpPOPaJbHOro  KOHTpPAlEeNTHBA
cogepxamero JnepoHorectpen y 14% (3 w3 22), MOHO(a3HOrO NEpOPaNbHOTO
KOHTpPaIleNTHBA COAEPXKAILIEro JiesoHorecTpen (6 U3 25) u TpexdasHoro mepopanbHOTo
KOHTpAlleNITHBA coaepkamero HoprectuMar y 16% (4 u3 25). DT JaHHbIE OTYCTIHBO
NpEBHINIAIOT JaHHbIE MpPENapaToB B COOTBETCTBHH C H300peTEHHEM, TaK 9YTO IO
CpaBHEHHMIO ¢ Pierson u Jp. 3asBIeHHBIH IpemapaT MOXeT CUYHTaThCs Oouee

HaaCKHBIM.
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OOPMVJIA U3OBPETEHUA

1. Mnoroda3ubii npemapaT M KOHTpAaleNIMd Ha OCHOBE HaTypajlbHOIO
3CTPOrcHa C CHHTETHYECKHM I'€CTar¢HOM,
oTJMvYalomuiicd TeM, 4TO IepBas (asa COCTOMT M3 2 CYTOYHBIX IO3HPOBAHHBIX
€IMHHII HATypaJbHOTO 3CTPOr€Ha JCTpaJHoJIBajliepaTa B KOJHYECTBE 3 MrI, BTOpas
¢a3a coCTOMT M3 2 IpyNI CyTOYHBIX AO3HPOBAaHHBIX €IWHHI, TIpHYEM IHepBas rpyimna
COCTOMT M3 5 CYTOYHBIX JO3HPOBAaHHBIX €JHHHL KOMOMHamUH H3 2 Mr
3CTpagHojBanepara M, IO MEHBIUEH Mepe, ABOWHONW HJIM TpPOWHOM IOAaBIfIOMIEH
OBYJISAIIHIO 03Bl CHHTETHYECKOT'O TecTareHa,
a BTOpas rpynmna obpasyercsa u3 17 CyTOYHBIX JO3HPOBAaHHBIX €IHHHUI KOMOHHAIIMH H3
2 Mr scTpagMoiiBajlepaTa H, IO MEHbIIEH Mepe, TPOWHOH MM YeTHIpeXKpaTHOH
IOAABIAIOMENR OBYIALMMIO 1036l CHHTETHYECKOTO reCTareHa,
TpeThbd (pa3a COCTOMT M3 2 CYTOYHBIX J[JO3HPOBaHHBIX €JHHHD ¢ 1 Mr
3CTpajfuoOBaiepara,
a ciaeaywoomas ¢ga3za COCTONT U3 2 CYTOYHEIX NO3HPOBAaHHBIX eJHHMI (hapMaleBTHIECKH

NpAEMIICMOr O mwiane6o.

2. MHoro¢a3ssslit npenapar no n. 1, oTANYAIMHICH TeM, YTO CHHTETHYECKHM
reCTarecHHbBIM aKTHBHBHIM BEIICCTBOM SBJISAETCH I(HEHOTECT, APOCIHPEHOH MJIM recrareH

C, 10 MEHBIIEH Mepe, IBOHHOM €ro H3BECTHOM MOAABIAIOMIECH OBYJIALHIO TO30MH.



