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KOHTPAIIENITUBHOE CPEJCTBO HA OCHOBE JIPOCOHMPEHOHA JIUIS
HAIIUEHTKH, CTPAJAIOIIEN WU3EBITOYHON MACCOI TEJIA

OBJIACTb TEXHUKH
Hacrosiinee uzobpeTeHne OTHOCUTCS K OOJIACTH KOHTPALIETITUBHBIX KOMIIO3ULUI U
CHOCO0OB, B YACTHOCTH, IS MALIMEHTKH, CTPAJAIOLIei n30bITOUHOM MAacCOM Tejla, YTO BKIIFOYAET

NALUEHTKY, CTPAAIOIIYI0 U30BITKOM MACChl TeJIa UM OKUPEHUEM.

MPEAIIECTBYIOIUI YPOBEHb TEXHUKH

H30piTOuHast Macca Teja CPeau B3pPOCHBIX JIIONEH, T. €. M30BITOK Macchl Teia |
OKHPEHME, Y HACEJIEHHUs B LIEJIOM 3HAYUTEJIbHO BO3PAcTaeT C TEUEHHEM BPEMEHH.

Bcemupnasi oprammsauus 3npaBooxpaneHust (BO3) ycraHoBuia CcTaHmapTHbIE
KaTeropuu CTaTyca Macchl Tela Ha OCHOBaHMM HWHuekca maccel tena (MMT), nuama3onsl
KOTOPOTO JUISL B3POCIIBIX BBITIIIAT CIEIYIOIUM 00pa3oM:

- CTaTyC HeIOCTaTO4YHOM Maccel Tena xapakrepusyercss UMT menee 18,5 KI/M;

CTAaTyC HOPMANBHOMN Macchl Tea xapaktepusyercs UMT ot 18,5 kr/m” 10 24,9 kr/m’;

craryc u3ObITOYHON Macchl Tena xapakrepusyercs UMT ot 25,0 Kr/M*10 29,9 Kr/m’;

u

craTyc oxupenns xapakrepusyercss UMT 30,0 kr/m” umu Gonee.
Ha ocnoBanun mnocnegHero oruéra OODCP  (OpraHuzanuu 35KOHOMHYECKOTO
COTPYAHHMYECTBA U PA3BHUTHUS) MO CTATHCTHKE 3PABOOXPAHEHUsI, OOJIBLIMHCTBO B3pOCIbIX (53%)
cTpanaroT M30BITKOM Macchl Tena min oxupenneM B crpanax EC (Espomneiickoro Corosa), rae
B3pPOCJIbIE C OXHPEHHEM COCTABIOT NPUOIU3UTENbHO 17% OT B3pOCIOro HACENIeHUs
(OECD/European Union (2014), “Overweight and obesity among adults”, in Health at a Glance:
Europe 2014, OECD Publishing.). B Coenunennbix [ITaTax 64% >keHIIUH CTPANatOT U30BITKOM
MAacChl TeJIa WM OXKUPEHUEM, Cpeau KOTopbix 36% crpanarot oxkupenuem (Flegal et al., Journal
of the American Medical Association. 2012; 307(5):491-97). OxxupeHue sIBISIETCS H3BECTHBIM
(dakTOpOM pHCKa I Pa3BUTHSI MHOTUX TPOOJIEM CO 3J0POBBEM, BKIIKOYAs THIEPTOHHIO,
BBICOKHI YPOBEHb XOJIECTEPHHA, IHA0ET, CepAEeYHO-COCYIUCThIe 3a00JIeBaHUSI M HEKOTOPBIE
¢dopmbI paka.

YacToTa BO3HUKHOBEHMS HE3AIUIAHUPOBAHHOH OEpPEMEHHOCTH COMEPHUYAET C
M30BITKOM Macchl Tena uiu oxupenneM. [pubnmsnrensHo 40% Bcex cinydaeB OEpeMEHHOCTH BO
BCeM Mupe ObLTH HezaranupoBanHbIME: 43% B EBporne u 51% B CeBeproii Amepuke (Sedgh G.
et al. Studies in Family Planning 2014; 45 (3):301-314). J)KeHUMHbBI ¢ OKUPEHHEM U OCOOEHHO

T€, Y KOTOPBIX UMEIOTCS COMYTCTBYIOIIME 3a00JI€BaHuUs, MOABEPKEHbI OOJee BHICOKOMY PHCKY
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OCJIOXKHEHUH, CBSI3aHHBIX ¢ OepeMeHHOCThIO. Takum oOpaszom, m3deraHve He3arulaHMPOBAHHON
OepeMEeHHOCTH y 3TUX JKEHIIUH siBisieTcsi ocoOeHHo BakHbIM (Cedergren ML Obstet. Gynecol.
2004;103:219-24).

Jlyumium ciocoOOM MpenoTBpaIleH s He3aIIaHUPOBAHHON O€pPEMEHHOCTH SIBIISIETCS
obecnieueHne HaAJeXalled KOHTpauenuuu Oe30macHbIMM M XOPOLIO IMEPEeHOCHMbIMU
CpelCTBaMu.

I"'opMOHaIbHBIE KOHTPALIENTHBHBIE CPECTBA SBIISIOTCS OJHUM M3 HanOoJee MUPOKO
MPUMEHSIEMbIX CIIOCOO0B KOHTPALIETLMU B MHUPE M UMEIOT CaMOe LITHPOKOE PaclpOCTpaHEHHE TI0
reorpauyeckoMy TMpPH3HAKY Cpeau BceX crnocoboB. [ OpMOHalbHBIE KOHTpALENITHBHbIE
CPeACTBa TaKXKe SBIIOTCA CaMOH MOMyJsipHOH (opmoit oOpaTMMOil KOHTpaLenuuu s
eHIMH B pasBuThIx cTpaHax (United Nations. Department of Economic and Social Affairs -
Population Division. World Contraceptive Patterns 2013.). Cpeam TrOpMOHaJIBHBIX
KOHTPALENITHBHBIX CPEACTB MOXKHO MPUBECTH KOMOMHHUPOBAHHBIE KOHTPALIENITUBHBIE CPEICTBA
(MU0, BarMHAJIBHBIE KOJIbLA HITH TPAHCAEPMAJbHbIE TUIACTBIPH) WA TOJBKO MPOreCTHHOBBIE
KOHTpALENITHBHbIE CPEICTBA (TOJBKO MPOreCTUHOBBIE TAONETKH, HHBEKLIMH, UMILIAHTATHI).

KoMmOuHMpOBaHHbIE TOPMOHAJbHBIE KOHTPALENTHUBHBIE CPENCTBA  BKJIOYAKOT
KOMOHMHAILMIO IPOTECTHHOBOTO M 3CTPOr€HOBOTO KOMIIOHEHTOB.

Psn ¢papmakonorndeckux 3¢(exkToB BHOCUT BKJaA B KOHTPALENITUBHbIC JEHCTBUS
nporecTHHOB. K HUM OTHOCSTCS WHIHOMpPOBAaHHE OBYJISILMM IyTeM NOAABICHUS (QyHKIMU
T'UIOTAIAMO-THIIO(HU3aPHO-TUIHUKOBOH ocy, MOAHDULIPOBAHHUS MOCJIEYIOLIETO
runou3apHOro BCIUIECKA JIOTEHHHU3HUPYIOLIErO TOPMOHA U (OJUIHKYJIOCTUMYJIHPYIOIIETO
ropmoHa. OHM BKJIIOHAIOT TAK)KE 3aMEJICHHE NEepeMeLIeHUs SIMLEKIeTKH 4depe3 (paymionuenst
TpyOBbI, YTO OrPAaHHUYUBAET BPEMSi, UMEIOLIEECs ISl OILUIOJOTBOPEHUS, CTYLIEHHE LIEPBUKAIBHOM
CITU3H, YTO 3aTPYAHSET MEPEMELIeHHe CIIePMbI, U MHIMOMPOBaHNE aKTHBALUU CIIEPMATHYECKUX
(epMeHTOB, HEOOXOAMMBIX Ui MPOHUKHOBEHHs B siilekyneTky. OCHOBHasi 1ejb 3CTPOreHa
3aKII0YaeTcss B O0ECHEeYeHHH HaUIe)Kallero KOHTPOJS LUKJIA (KPOBOTEUYEHHs), OH TaKXkKe
UHrUOUpyeT BBICBOOOXKIEHUE (DOJUTHMKYJIOCTUMYJIMPYIOLIET0O TOPMOHA M, CIIEIOBATEJbHO,
IpefoTBPaIIAeT Pa3BUTHE (POJUIHUKYIIA.

OmHUM U3  HeXeNaTeNbHbIX JCUCTBUH  KOMOMHUPOBAHHBIX  IEPOPAbHBIX
KOHTPALIETITUBHBIX CPENCTB SIBIISIETCS TOBBILICHHBIH PUCK BEHO3HOW TpomboamOonmu (BTI) B
IBYX KJIMHUYECKHUX XaPaKTEPUCTUKAX: TPOMOO3 rIyOOKHX BEH WMJIH SMOOJHS JIETOUHON apTEePHU.
Kaxneii  rog 10000 keHIIMH  peNpONyKTHBHOIO  BO3pacra  CTPajarOT  BEHO3HOU
TPOoMO03MOOINUECKOH O0NE3HBI0, U KOJMUYECTBO CIY4YaeB €€ BO3HUKHOBEHUS YBEJIUUHUBAETCS OT
TpeX JAO0 TMATH pa3 Yy OKeHLIMH, NPUMEHSIBIIUX KOMOMHUPOBAHHBIE T'OPMOHAJIbHBIC

KOHTpALIENITUBHBIE CPENCTBA. Y OKEHUIMH B (PEepTHIBHOM BO3pacTe KOMOWHHUPOBAHHBIE
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TOPMOHAJIbHbIE KOHTPALIENITHBHBIE CPEICTBA OCTAKOTCS BasKHEHIINM (pakTopoM pazsutus BT u
OCTarOTCs B OOJIBIIMHCTBE CIy4YaeB €IMHCTBEHHBIM (PaKTOpOM, BbI3bIBatOIINM Oone3Hb (Blanco-
Molina MA et al., Progestin-only contraception and venous thromboembolism. Thrombosis
Research.2012;129:e257-€262).

OxupeHue sBISIETCS HE3aBUCUMBIM  (AKTOPOM pHCKA Pa3BUTHUA  BEHO3HOMN
tpomboambonuu  (BTD). (Abdollahi M. et al. Thromb. Haemost. 2003;89 (3):493-498).
IIpumeneHne KOMOWMHHMPOBAHHBIX MNEPOPAIBHBIX KOHTPALENTUBHBIX CPEACTB CBSI3aHO C
noBbllleHHbIM puckoM BTD y maumentoB ¢ oxkupenuem. IlomynsnnoHHOE uHccienoBaHHUE
METOJIOM «CJIy4al-KOHTPOJb», MpOBeAeHHOe B Hunepnanmax, BBIIBHJIO 3TOT TMOBBILIECHHBIH
puck. Cpenu KEHILIMH, HE NPUMEHSBIIUXIIEPOPAJIbHbIE KOHTPALENTHBHBIE CPENCTBA, PHUCK
yBENUYMJIICS B 2,5 pasa AJs JKEHINMH ¢ M30BITKOM Macchl Tesa U B 3,0 pasa misl KeHIIHH C
OKHPEHHEM IO CPABHEHUIO C JKEHIMUHAMHM C HOPMAaJbHOW MAacCOH Tena, He NMPUMEHSBIINX
nepopaibHble KOHTPALENTHBHbIE cpeacTtBa. Ilo CpaBHEHHIO C TMOTpeOWTENsIMH, HE
NPUMEHSBIIUMH TIepOpaJIbHbIE KOHTPALENITUBHBIE CPEACTBA, MMEBLINMH HOpManbHbiii UMT, y
NPUMEHSIBIINX MEePOPaTbHbIE KOHTPALENTUBHBIE CPEACTBA MOTpeOuTEeNel, MMEBIINX H30BITOK
Mmaccel Tena, puck BTD ysenuuuncs B 11,6 pas, a y Tex, KTO cTpajai oxxupeHueM, puck BT
yBenuamics B 23,8 pa3. (Murthy AS. Semin Reprod Med. 2010 Mar;28(2):156-63 ; Pomp ER et
al. Br J Haematol 2007;139:289-296.).

DCTpOreHHbI KOMIIOHEHT KOHTPALIENTUBHBIX COCTABOB CUUTAJICS IJIABHBIM 00pa3zoM
OTBETCTBEHHBIM 32 INPOTPOMOOTHYECKOE MAeHCTBUE KOMOWHHPOBAHHBIX TOPMOHAJIBHBIX
KOHTPALIENITUBHBIX CPEACTB.

CornacHo pykoBOASAIIUM IpUHLMNAM BceMupHOI opraHusanuu 3paBOOXpaHeHNs U
LenTpoB no koHTpoutto U npodunakrrke 3adoneBanuii CIIA (HOpMbI « MeIUIIMHCKUE KPUTEPUN
NPUEMJIEMOCTH TIPUMEHEHHUS] KOHTPALENITUBHBIX CPEICTB»), MPUMEHEHHE KOMOWHHPOBAHHBIX
KOHTPALICTITUBHBIX CPEACTB HE PEKOMEHIYETCsl JKeHIIMHAM B BO3pacTe 35 JeT M crapiie,
CTPaJAlOLINM OXXMPEHHEM, TMIIEPTOHHEH, KypsIINM WU cTpagaroummM nuadberom. Bee Bubl
KOHTPALICTIINH Ha OCHOBE TOJIbKO MPOTEeCTHHA PEKOMEHIOBAHBI Nake U JKEHIIMH ¢ Oosee
BBICOKUM pHUCKOM pas3Butus BTD, Hampumep, cTpamaroliux HACIEACTBEHHOH TpomOoduimei,
BEHO3HOH TpoMOO3SMOOHEH, BBI3BAHHOW 3CTPOT€HOM, B aHAMHE3€, WM PEelHIUBUPYIOIIEH
BEHO3HOHN TpomOoamOommeit B anamHue3e (Centers for Disease Control and Prevention. US
medical eligibility criteria for contraceptive use. MMWR Early Release 2010;59:1-86.
Department of Reproductive Health WHO. Medical eligibility criteria for contraceptive use . 4th
ed. WHO Press, 2009).

Crnenyer BCIOMHHUTB, YTO KOHTpalenius Ha OcHOBe Tojibko mnporectuHa (POC)

OCHOBAaHAa Ha NOAACPKAHWU BBICOKOI'O YpPOBHsS MNPOTeCTEPOHAa B KECHCKOM OpraHusMmeE, 4YTO



10

15

20

25

30

PCT/EP2016/064574 4 WO0/2016/207298

UHTHOUPYET CeKpeluro  (DOJUTMKYJIOCTUMYJIMPYIOIIEr0O TOPMOHA U JIFOTEMHU3HUPYIOLIETO
ropmona. Jleuenne mnocpencrBom POC mpuBOAMT K OTCYTCTBHIO DPa3BUTHSA JIOOBIX HOBBIX
(OJTHKYJIOB B SIMUHUKAX.

MO>KHO NEepeYrCINTh MHOXKECTBO MPOreCTAr€HOBBIX MOJEKYJ B KOHTPALEITUBHBIX
POC cocraBax, Takux Kak HOPITUHAPOH, STUHOANOJA ANALIETAT, JIEBOHOPTE€CTPEJ, 1€30TeCTpel,
JIMHECTPEHOJI, IPOCIMPEHOH WK JAeno-Meapokcunporectepona auerat (DMPA), nnst KOTOpbIx
Obuta nokasaHa 3((EKTUBHOCTH B KAUECTBE KOHTPALIEIITUBHBIX AKTHBHBIX HHTPEIUEHTOB.

Uro kacaercss  KOHTpALEeNLWH, OCHOBAHHOW  TOJILKO HA  MPOTECTHHE,
chucTeMaTH4YecKuii 0030p M MeTaaHainu3, npoBeneHHbIi Mantha, mo onenke pucka BTO y
notpeduTenei, NPUMEHSIOUINX KOHTPALIENTUBHbIE CPENCTBA, OCHOBAaHHBIE TOJBKO Ha
NPOTeCTHHE, HE BbIIBIJIM 3HAYUTENILHOTO PHCKAa BEHO3HOH TPOMOOSMOONMH, CBS3aHHOH ¢
NPUMEHEHUEM KOHTPALETITUBHBIX CPEICTB, CopepiKammx Toibko mporectud. (Mantha S et al.
BMJ 2012;345:€4944). B HenaBHem uccnenosanuu Lidegaard mpoananusuposan 6omnee 29 000
JIeT IPUMEHEHUS JKEHIMHAMU TaOJETOK TPEThEro IMOKOJIEHHs, COAEPIKALINX TOJBKO MPOTreCTHH
(me3orectpen), 1 HE MPOAEMOHCTPUPOBAI HAINYHE CKOJIBKO-HHUOY b MOBBIIEHHOTO pucka BTO,
CBSI3aHHOTO € WX npuMeHeHneM  (CKOPPEKTHPOBAHHAS  4YacTOTa  BEHO3HOTO
TpomboamOonmueckoro codertust 0,64 (95% noseputenpHelli uHTEpBan oT 0,29 no 1,42))
(Lidegaard O. et al., 2001-9. BMJ 2011;343:d6423).

Takum oOpa3oMm, KOHTpAlENTUBHBIE CPENCTBA, COAEpIKALINE TOJBKO IPOTECTHH,
JOJDKHBI  ObITh HAWJIYYIIUM BAapHAHTOM JJI SKEHIIWH C puUcKoM pasButus BTO, w,
CJIEIOBATENIbHO, JOJDKHBI OBITh O€30MacHbIM BAPHAHTOM JUIS JKEHINUH ¢ M30BITKOM MAacChl Tena
WJIN OXKUPEHHEM.

OnHaKO OCHOBHBIM HM3BECTHBIM HENOCTATKOM KOHTPALENTUBHBIX  CPEICTB,
COZEPIKALINX TOJBKO MPOTECTHH, SIBJISIETCS I3MEHEHHE MPOQUIIsi KPOBOTEUEHHS, YTO MPUBOIUT K
NPOPBIBHOMY KPOBOTEYEHHUIO MJIH MaXYIIUM KPOBSHUCTBIM BBIIEJIEHUSIM BO  BpeMs
TOPMOHAJIBHOT'O JICUEHHSI.

XOpouIo U3BECTHO, YTO HAPYLICHUS KPOBOTCUCHHH SIBJITIOTCSI OJHON M3 3HAYMMBIX
NPUYMH TPEKPAlleHHUss KOHTPALENIHMH, YTO YBEJWYMBAET pPHCK HE3aIUIAHUPOBAHHOW
OepemeHHOCTH. JKEHIIMHBI, MPEKPAINAOIIIe TPUEM MEPOPATBbHBIX KOHTPALIEITUBHBIX CPENICTB,
94acTO HE MOTYT MOAoOpaTh 3aMeHy APYTUM KOHTPALENTHBHBIM CPEICTBOM WJIM BBIOHMPAIOT
mMeHee 5¢¢ekTuBHbI MeTon. JleHCTBHTENBHO, HCCIENOBaHHWE II0Ka3ajo, 4to cpeau 6%
notpeduTenel, KOTOpble MPEKPATUIH MPHEM MEPOPaJbHBIX KOHTPALENTHBHBIX CPEIACTB H3-32
HEeperyJsipHOrO KpoBOTeueHus, y 23% BO3HMKaja He3aIlUlaHUPOBaHHAs OepeMEHHOCTh

(Rosenberg M1J et al.. J Reprod. Med. 1995;40(5);355-360).
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PacrnpocTpaHeHHOCTb MPOPBIBHOTO KPOBOTEYEHHs Y JKEHINHUH C U30BITKOM MacChl
TeJa WIM OXHPEHHEM TNpPU TNPUMEHEHWH TOPMOHAJBbHONW KOHTPALENUH HEU3BECTHA.
PerpocriekTrBHBIN aHAIN3 JaHHBIX UCCIIEIOBAHUS, B KOTOPOM oLleHuBanu 2893 skeHunuH (613 u3
HUX HUMeNU H30BITOK MacChl Tejla WM OXHMPEHHE) C NPUMEHEHHEM IBYX pPa3HbIX COCTABOB
HI3KOZO3UPOBAHHOTO TEPOPAJIbHOIO KOHTPALENTUBHOIO CPENCTBA, IOKA3ajJ, YTO YacTOTa
IPOPBIBHOTO KPOBOTEYEHHUS HE pasjMyaiach Mekay BecoBbiMu Kateropusimu (Hampton RM et
al., Contraception 2008 ; 77 (6): 415-419). Jlpyroe uccienoBaHHE IMOKA3aJl0, YTO BO BpeMs
PUMEHEHUS KOHTPALIETITHBHOTO BarvHaJIbHOTO KOJIbIIa Nuvaring
(3TOHOTECTPEN/3TUHUIIICTPAIUON) B LIEJIOM He OBbLIO pa3juuuii B OOINEM KOJMYECTBE IHEMH
KPOBOTEUEHHST I MAKYLIMX KPOBSIHUCTBIX BbIICNICHHN, COOOLIEHHBIX TPYIIMOH KEHIIUH C
HopMmanbHbIM MIMT u skeHmuH ¢ oxupenueM (HopmanbHbii UMT: 8,7 £+ CKO 7,3 nwed,
oxupenue: 7,7 = CKO 6,0 nueii p= 0,64) (Dragoman M. et al., Contraception. 2013 Apr; 87(4):
432-436).

HeperyasipHOCTh KOJMYECTBA U 4aCTOThl MEHCTPYaLMH U YBEIUYEHHE MACcChl Tesla
SIBJISIFOTCSL XOPOLIO MOATBEPKISHHBIMU Pe3yJbTaTaMU HCCIEIOBAHUN MOOOYHBIMU JEHCTBUSMHU
tepanuu  nocpeacteom POC, wnampumep, DMPA, mnpencrasisiromero coboii  obpatumoe
KOHTpPALIENITHBHOE CPEICTBO, CONEpIKallee TOJbKO MPOTreCTHH, AJHTENIbHOrO NeHCTBUS IS
npenynpexaeHus OepeMEeHHOCTH, KOTopoe BBomuTcs kKaxnable 3 wmecsua (Harel Z et al.
Adolescents’ reasons for and experience after discontinuation of the long-acting contraceptives
Depo-Provera and Norplant. J Adolesc Health 1996;19(2):118-23; Kaunitz AM. Injectable depot
medroxyprogesterone acetate contraception: an update for U.S. clinicians. Int J Fertil Womens
Med 1998;43(2):73-83; Keder LM et al. Compliance with depot medroxyprogesterone acetate: a
randomized, controlled trial of intensive reminders. Am J Obstet Gynecol 1998;179(3 Pt 1):583—
5; Fraser IS et al.. Depo-Provera use in an Australian metropolitan practice. Med J Australia
1994;160(9):553—-6; Nutley T et al. Treatment of bleeding problems associated with progestin-
only contraceptives: survey results. Adv Contracept 1997;13(4):419-28; Hill DA. Gynecology
case challenge: vaginal bleeding in a woman taking an injectable contraceptive. Medscape
Womens Health 1998;3(1):4).

EnuHCTBEHHOE SKCIEPUMEHTANbHOE HCCIIEOBaHKe, CBSI3aHHOE C KOHTpaLlemniuei
POC na ocHoBe DMPA, mnokaszano, NO-BUAUMOMY, OoOJieeé HU3KUH PHUCK YPE3MEPHOrO
KPOBOTEUEHHS y JKEHIIUH ¢ m30bITKOM Macchl Tena (Connor et al.; J. Am. Borad Fam. Pract. ;
2002, vol. 15(1): 7-10) mnmm y sxeHmuH ¢ oxupeHueMm (Belsey et al.; Contraception. 1988
Aug;38(2):243-57). Connor et al. (2002) moka3zanu, 4TO y JKEHIIUH ¢ M30BITOYHON MacCOH Tena
unu oxupenuem npu sedeHun nocpenactsom POC ¢ momombsro DMPA npoaemoHCTpupoBaH

Oonee HU3KMHA PHUCK YBEJUYEHHOIO WJIM YPE3MEPHOrO0 KPOBOTEYEHHUS IO CPABHEHHMIO C
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MPOMOPILUOHAIBHBIMUA aHAJIOTaMd 10 pocty u Macce Tena. Connor et al. (2002) Opumm
cocpenoToyeHsl Ha (u3noNorndecknx 3ddexrax, BKIIOUAIOIINX UYpe3MEpPHbIE MEHCTPYalluH,
Ype3MepHOE KPOBOTEYEHHE, HENPEepPhIBHOE KPOBOTEUEHHE U HENpPEpBIBHbIE MEHCTpyauuu (B
LIEJIOM Ha3bIBa€Mble «UPE3MEPHBIM KPOBOTEUEHHEM» B 3TOM HCTOYHUKE) BMecTe ¢ dddexramu,
BKJIIOUAKOIIMMH YBEJIMYEHHE MaXKyLIUX KPOBSIHUCTBIX BbIACJIEHUH, YBEJIUYEHHE MEHCTpPyaLuii,
Oonee TsDKENble MEHCTPYALMH M YBEIMYEHHE MPOAOJDKUTENBHOCTH MEHCTpyaluid (B LeIoM
Ha3bIBA€MbI€ IIOBBILIEHHOE KPOBOTEUEHHEY» B 3TOM HUCTOYHMKe). CpaBHHUTENbHBIE PE3YJIBTATHI,
packpeiTeie Connor et al. (2002), OTHOCATCSI UCKITFOYUTENBHO K YHHKAJIBHOMY U TJIOOAJIEHOMY
napaMeTpy KpOBOTEYEHHMs], BKJIOYAIOIIEMy KaK «4Ype3MEepHOE KpOBOTEUEHHE», TaK W
«TIOBBIIIEHHOE KPOBOTEYEHHUEY.

Onnako Connor et al. He ynoMHUHAIOT O BO3MOXHOM BiusiHHM DMPA Ha
NPOIOJKUTEIBHOCTD SIBJICHUH KPOBOTEUEHUs, U OCOOCHHO Ha KOJIMYECTBO IHEW, B TEUEHUE
KOTOPBIX MPOUCXOAUT KPOBOTEUEHNE MIIM MAXKyLII e KPOBIHUCTBIE BbIAEIEHUS.

Tem ne wmenee, u3 wuccinenosanuss Connor et al. cimemyer, 4TO y JKEHIIMH C
30BITOYHON Maccol Tela WM OXKHUPEHHEM TO-TPEKHEMY BO3HHMKAKOT HEXKeNaTelIbHbIE
Ma)Kylle KPOBSHUCTBIE BbIIEJICHHS U KPOBOTEUEHHS.

Kpome Toro, MO>XHO Tak»Ke COCIIaThCs Ha HccienoBanue, onyonukoBanHoe Casey et
al. (2013, Contraception, Vol. 87 : 370-374), xoropoe otHocuTcst kK POC KOHTpanenTuBHOMY
CpPenCTBY Ha OCHOBe 3TOoHOorectpena B ¢opme monkoxHoro umrmuiantara (ESI). Casey et al.
(2013) moxasanu, 4TO KEHIIUHBI C OXKUPEHHUEM C MEHbINEH BEPOSTHOCTBIO YIANISAIOT UMILJIAHTAT
ESI u3-3a HapymeHu KpOBOTEUEHUI 110 CPABHEHUIO C JKEHIITMHAMH, HE UMEIOIIIMH OXKUPEHUSI.

W3 onucaHHbBIX BbIIIE CBEAEHUIN YPOBHS TEXHUKH BBITEKAET, YTO KaXAasi U3BECTHAs
MpPOrecTareHoBas  MOJIeKyJia, TpeAcTaBisiiomas uHrepec ansa  BkioueHus B POC
KOHTPALICTITHBHBIE COCTABBI, aJaNITHPOBAHHBIE K KOHKPETHOMY CIIOCOOY BBEICHUS, MOXKET BECTH
ce0sl Mo-pasHOMy, B TOM YHCJI€ B OTHOLICHWH WX BJIMSHUS HAa Pa3IM4YHbIE BUJbI SIBJICHUHN
KPOBOTEYEHUSI.

Haxkosnern, B JaHHOW 00JIACTH TEXHHUKH B LIEJIOM H3BECTHO, YTO JIEYEHUE TIOCPEICTBOM
POC Taxke 4acTo KOppEnupyeT ¢ YBEJIMYEHHEM MAacChl TeJa, YTO MOXKET CTaTh MpoOseMoi 1is
JKEHIINH ¢ M30BITOYHOM MAacCOW Teya, B YaCTHOCTH, JUISl JKEHINUH C M30BITKOM MAaccChl Tena, U
0COOEHHO Uil JKEHIIUH C OKUPEHHUEM, Y KOTOPbIX 3(P(EKT yBENIWYEHUS MacChl TeJla MOMKET
YCUJINTh BOSHUKHOBEHHE 3a00JI€BAHHH, CBI3aHHBIX C N30BITKOM MacChl TeJIa W/HIIN OKUPEHUEM,
TaKUX KakK, HAIpUMep, MIIeMHYecKas O0JIe3Hb CepAla, BBICOKOE KPOBSHOE IaBJIEHUE, HHCYJIBT,
nuaber 2 Tuma, He COOTBETCTBYIOIIUII HOPME YPOBEHb JKUPOB B KPOBH, MeTaOONINYECKHUI
CHUHIIPOM, paK, OCTE€0apTPUT, amHO3 BO CHE, CHUHAPOM THIOBEHTUSIUMM IPU OXKUPEHUH,

Oecruionye, KAMHU B JK€TYHOM Iy3bIpe, Ioarpa.
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B wactHOCTHM, B cucrematuyeckoM o0030ope ot Curtis, paccMaTpHBAIOIIEM
NPUMEHEHHE TOJBKO MPOTeCTHHOBBIX KOHTPALENTHBHBIX CPEACTB Y JKCHIIHMH C OXXHPEHHUEM,
BBIZABHHYTO MPEATIONIOKEHUE, YTO MOAPOCTKH, puMensitoinne DMPA, crpanaroinye oxxupeHrneM
WM U30BITKOM Macchl Tena, HabepyT Oosblile Macchl Teja, 4eM MOTPEOUTENH ¢ HOPMAaJbHOM
maccoit Tema (Curtis KM. et al. Progestogen-only contraceptive use in obese women.
Contraception 2009;80(4):346-354). JKeHIIMHBI 4acTO BUHST KOHTPALENLIHIO B YBEJIUYEHHH
Macchl Tena. MHOTHE SKEHINUHBI MPEKPAINAl0T KOHTPALEMLUI H3-32 3TOr0 KaKyLIerocs
noOOYHOro  nedcTBUsl. JIeWCTBUTENBHO, WCCIAENOBAHUS IOJb30BATENEH, MPUMEHSIOIINX
nepopasibHbIe KOHTPALIENITUBHBIE CPECTBA, NOKA3AIH, YTO KaXKyIIeecs YBeJMUEHHEe MacChl Tela
SIBJISIETCS OJHOM M3 TJIABHBIX MPUYMH Npekpaiienus npuema y xxeHmuH B CIIIA (Rosenberg M.
Weight change with oral contraceptive use and during the menstrual cycle: results of daily
measurements. Contraception 1998;58:345-9).

[TosTOMy  BCNEACTBHE HENOCTATKOB, YIOMSHYTBIX  BBILIEe, BO3SHUKHOBEHHSI
HE’KeJaTeIbHOTO KPOBOTEUEHHSI MJIM MaKyLIMX KPOBSHHUCTBIX BbIACJICHHUI, YBEIHMYSHUSI MACChI
TeJa, KEHIIMHBI C N30BITOYHON MAacCOl Tesla, B YaCTHOCTH, KEHIIHMHBI ¢ N30BITKOM MAaCChI TeJa,
U OCOOEHHO JKEHIIUHBI C OKUPEHUEeM, C OOJbIIeld BEPOSTHOCTBIO MPEKPAINAIOT JICUEHHE
nocpencteoM POC, 4ro yBennuuBaeT WX IIAHCHI HAa BO3HMKHOBEHHE HE3AIUIAHUPOBAHHOM
OepeMeHHOCTH.

ITosTomy HeoOXoaMMO OO€CneunTh SKEHIUMH C M30BITOYHOM Maccoil Tena, 4To
BKJIFOYAET JKEHIIUH C U30BITKOM MAacChl Tejla U OKUpPeHHeM, 0e30macHbIMU U 3(PQeKTHBHBIMU
KOHTPALIENITHBHBIMA ~ COCTaBAMH, OCOOEHHO KOHTPALENTHUBHBIMH COCTaBaMH C JIydllIed
IIEPEHOCUMOCTBIO, KOTOpbIE O0ECHEeYHBAIOT YJIYYLIEHHOE COOJIOEHHE MAalMeHTAMH PEXHMa

JICUCHUS.

KPATKOE OITUCAHUE N30OBPETEHHSA

Hacrosimee wu3o0perenne otHocutcss k  apocrnupeHoHy (DRSP) B kauectse
€IMHCTBEHHOTO KOHTPALENTUBHOIO HHIPEIUEHTa, COAeprKalllerocs B CYTOUHOH aKTHUBHOM
€AMHULIE JO3UPOBAHUS B KOJMUYECTBE MO MEHblIell Mepe 3 Mr, Uil NPUMEHEHHUs] B Ka4yecTBe
KOHTPALIETITUBHOTO CPEACTBA JJISl MALMEHTKH, CTpajaroieid HM30bITOYHOW Maccoil Tena, 4To
BKJIIOYAET MAlUeHTKY, CTPAJAIOIIYI0 H30BITKOM MACcChl TeJa, a TAKXKe MAlHEeHTKY, CTPAJArOIIyI0
OKHPEHUEM.

Hacrosimee wu3oOpereHne Takke OTHOCHUTCS K NPUMEHEHUIO IPOCIHPEHOHA B
Ka4eCTB€  €IMHCTBEHHOTO  KOHTPALENTUBHOIO  HUHIPEAUEHTAa  JJs1  WU3TOTOBJIECHMS

KOHTPALIEITHBHON KOMIIO3MLIMYU I MALMEHTKH, CTpajfaroleil n30bITOYHON Maccoil Tena, 4To
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BKJIFOUAET MAIMEHTKY, CTPAAAOIYI0 N30BITKOM MACChI TeNa, & TAKXKE MALlUEHTKY, CTPAIAOIIYI0
O>KHUPEHUEM.

Hacrosimmee u3o0pereHne Takke OTHOCHTCS K INPUMEHEHHMIO APOCIUPEHOHA IS
U3TrOTOBJIEHUsI KOHTPALIENITUBHOIO COCTaBa, KOTOPBIM MPUBOAUT K COKPALIEHUIO KOJIUYECTBA
IHEHN C SBJICHHSMU KPOBOTEUEHHs Yy MAMEHTOK, CTPAJAIOIUX HM30BITOYHONW MAacCOil Teja, 4To
BKJIIOYAET MAIMEHTOK ¢ H30BITKOM Macchl Tela M MAlUeHTOK ¢ oxupeHueMm. OOmee u
CYLIECTBEHHOE COKPALEHUE KOJIMYECTBA AHEH C SIBJICHUSAMHM KPOBOTEYEHHUs IO CPABHEHHIO C
NALMEHTKAMH, HE CTPAJAIO UMK H30bITOYHOI MaCcCON TeNa, PACKPBITO B HACTOSIIEM OMHUCAHUU.
VYKka3aHHBII KOHTPALIENTUBHBIN COCTAaB, COAEPKAIIMI IPOCIUPEHOH B Ka4eCTBE €IMHCTBEHHOTO
KOHTPALIEITUBHOTO ~ WHTPEIUEeHTa, NOAPOOHO OMUCAaH B PAa3sIUYHbIX BapHAHTaX €ro
OCYLIECTBJIEHUs B HACTOSILIIEM ONMCAHUU.

B ppyrom acrekte m300peTeHHME TaKK€ OTHOCHUTCS K CIOCOOY, BKIIFOYAIOIIEMY
BBeICHHE (hapMalleBTHYECKOW KOMITIO3HLIMH, COAEpKaIleld IPOCIHPEHOH B KOJWYECTBE IO
MEHbLIEH Mepe 3 Mr, MalUeHTKe, CTPajaromeidl HM30BITOYHOH Maccoil Tenma, YTO BKIFOUAET
NAIMEHTKY, CTPAJAIOMY0 H30BITKOM MacCchl Teja, a TakKe IalHeHTKY, CTPagarolnyro
O>KHPEHUEM.

Hacrosimee wu3o0pereHne OTHOCHTCA K CrocoOy, BKJIOYAOLIEMY BBEICHHE
bapmarieBTUIECKON KOMITO3UIIMHU, COAEPIKallel JPOCIIUPEHOH B KOJIMYECTBE 110 MEHbINEH Mepe
3 Mr, mamnueHTKe, CTpajarolleld W30BITOYHOH MacCoil Tena, YTO BKIIIOYAET IalUeHTKY,
CTPaAOLIyI0 H30BITKOM MAacChl Teja, a TAKXKe MAlMEeHTKY, CTPAAaloIIyI0 OXHPEHHUEM, TIe
yKka3aHHas (papmaneBTHYecKas KOMIO3ULHS MOAXOAUT Ui 28-ITHEBHOH CXEMBbl €XKEeIHEBHOIO
IIPUMEHEHUs, U A€ IOCJIE TOro, KaK INEePBOHAYalIbHOE BBEICHHME YKA3aHHOIO IAPOCIHUPEHOHA
o0ecrneynsio KOHTPALENTUBHOE MEWCTBUE VY TAIMEHTKH, YKa3aHHAs MalUeHTKa MOXKET
MIPOMYCTUTh A0 4 103 32 28-THEBHYIO CXEMY €KEAHEBHOIO IPUMEHEHUS.

Hacrosiimee n300peTeHne Takke OTHOCHTCS K MPHUMEHEHHIO APOCIHUPEHOHA ISt
W3TOTOBJICHUSI KOHTPALIENTHBHOIO COCTaBa, NPUBOIALIETO K OOIIEMY CYILIECTBEHHOMY
COKPAIEHUIO KOJIMYECTBA AHEH C SIBJICHUSMH KPOBOTEYEHHUS Y TMAIEHTOK, M OCOOEHHO Y
NAMEHTOK, CTPANAOINUX H30BITOYHONW MAcCOH Tena, YTO BKJIIOYAET MAIMEHTOK, CTPAJAr0LINX
oxkupeHneM. OOmee W CYIECTBEHHOE COKpalleHHe KOJNMYeCTBA IHEH C SBICHUSIMH
KPOBOTEUYEHHSI [0 CPABHEHUIO C MALMEHTKAMM, HE CTPaJarOIlMMH H30BITOYHOH Maccoi Tena,
PacKpeITO B HACTOSILIEM ONHMCAHUM. YKAa3aHHbI KOHTPALENTUBHBIA COCTaB, COAEpPKALIUN
IPOCTIMPEHOH B KAY€CTBE €IMHCTBEHHOTO KOHTPALIENTHBHOTO HHIPEANEHTA, MOIPOOHO OMUCAH B
pa3INYHBIX BAPHAHTAX €ro OCYIIECTBJICHUs B HACTOSLLEM OMUCAHUH.

Hacrosiimee n3o0pereHne Takke OTHOCHTCS K INPUMEHEHHMIO APOCIIHUPEHOHA IS

M3TOTOBJIEHUsT KOHTPALENTUBHOTO HaOOpa, MNpPHUBOASAIEro K OOLIeMy CyLIECTBEHHOMY
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COKpALIEHHIO KOJIUYECTBA JHEH C SBIEHUSIMHM KPOBOTEUEHHUs Yy MALUEHTOK, /i€ YKa3aHHBIN
KOHTPALIENITUBHBI HAaOOp COAEPKUT OAHY MM 0Oojee YNMaKOBOYHBIX EIMHUL], I7e KaKaas
YIIAKOBOYHAsl €JUHULA COACPKUT OT 21 10 28 CyTOYHBIX aKTUBHBIX €IUHML] AO3UPOBAHUs, U
rae:
a) Kaxpaas CyTOYHAas aKTUBHAs €AMHHUIA JO3UPOBAHUSA CONEPXKUT JPOCIHPEHOH B
KOJINYECTBE IO MeHbINeil Mepe 3 Mr, 6e3 scTporeHa, u
b) omHOKpaTHasi CyTOUHAs aKTHBHAs €QMHULIA JO3UPOBAHHS MPH MEPOPATBLHOM BBEICHUH
HATOLIAK CIOCOOHAa obecrnednuTh (hapMaKOKHHETHYECKUI mpoduib IJsi IpOCHUpPEHOHa,
UMEIOLIUN:
1) CpemHee ty,x, COCTaBIsIOIIEe OT 2,2 4 10 6 4, U
(1)  cpenHiO0 Cppy, COCTABISIONIYIO MEHEE YeM NpuOIu3uTebHo 30 HI/MIT, U
(111) wHeoOs3arenbHO CpenHIOD AUConlast, COCTABISIOIYID TIO MEHbIIEH Mepe
npubm3uTenasHo 300 Hr * u/mi.

3HaueHUsT Cpgx U tpay OTHOCSATCS K MakCUMalibHOHN koHUEeHTpauud DRSP B mazme u
BPEMEHU €€ JOCTUXKEHMs, COOTBETCTBEHHO, I0OCJ€ IEepOpajbHOrO BBEIEHUS OJHOKPATHOM
CYTOYHOM €IMHHILIBI JO3UPOBAHUS UCCIeAyeMON Kommo3uiuu, comepxamei DRSP. Jlpyrumu
cnoBaMi, Cmax U tmax OTHOCSTCS K XapaKTepUCTHKAM IHKAa KOHLEHTpPALUU IPOCHUPEHOHA B
iasMe, HaOJIJaeMoro Iocie NepOopPaNbHOrO IpHeMa OJHOKPATHOW CYTOYHOH eIUHHIIBI
JO3UPOBAHUS UCCIIEAYy MO KOMITO3ULIUU.

AUCoptlat  COOTBETCTBYeT 00JacTH, TOJIYYEHHOW TIyTeM HMHTETPUPOBAHHUS
KOHLIEHTPALMK APOCHHPEHOHA B IIa3Me B 3aBUCHMOCTH OT BpeMeHHM B uHTepBajie [Oh-tlast],
Touka «Oh» OTHOCHTCS K NeEepOpaJbHOMY TMPHEMY OJHOKPATHOW CYTOYHOHM €IMHHIIbI
JO3UPOBAHUS UCCIIEYEMOH KOMIO3HMLMHU, U TOYKa «tlasty OTHOCHUTCS K MOCIENHEMY MOMEHTY
BpeMeHHU, Koraa koHueHrpauus DRSP B miazme MoxeT ObITh KOJTMYECTBEHHO ONpeieieHa.

Konnenrpauuss DRSP B miasme MokeT OBbITh ONpeneneHa XOpOIIO H3BECTHBIMH
cnocobamu. Hampumep, noaxomsammii crocod KOJWYECTBEHHOTO ONPEACNCHHs BKIFOYAET
skcTpakuuio DRSP u3 nna3mMel uenoBeka U 3aTeM €€ KOJIMYeCTBEHHOE ONpeiesieHHe C TOMOIIBIO
KUJKOCTHOHM XpoMaTorpaduu B COUETAHUH C TAHAEMHOH MacC-CIIEKTPOMETPHEH.

B onHOM BapHaHTe OCYIIECTBIEHHS CIIELHUATHNCT B TAaHHOH 00JaCTH TEXHUKU MOXKET
alanTHPOBATh aHAMUTHUYECKHH criocod, ommcanHbiil Kirk et al (Rapid Communication in Mass
Spectrometry, 2006; 20:1247-1252). Tako#t cnoco® BKIIOYAET CTAOUI0 JePUBATU3ALUU
APOCIHUPEHOHA C THAPA3UHOBBIM pacTBopoM Kupapa P nns ysenudenust orsera DRSP Bo Bpems
noclenAyromero aHanmmza mnocpencteoM MC (Macc-CeKTpoMeTpur). IDTOT Crnocod OOBIMHO
noaxoaut s konudectseHHoro onpeneneHuss DRSP B D/ITA-nnasme denoBeka B Juana3oHe

KOHIIeHTpaLuii oT npubmusurensHo 0,25 no npubnusurensHo 100 Hr/mit.
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B nacrosmem nokymente cpensssi AUConqas, CpemHsis Cpay U CpeOHEE tmax
OTHOCATCST K CpPEAHMM apupMETHYECKUM 3HAUEHHsM, OIpENeNeHHbIM U3 OTAENbHBIX
(bapMaKOKMHETUYECKHUX TAHHBIX, MOJYYEHHBIX Ul TPYIIbI 310POBBIX JOOPOBOJIBIEB KEHCKOTO
1oJla PenpOAyKTUBHOIO BO3pAcTa, MOJABEPTHYTHIX OJHOKPATHOMY NE€POPaJbHOMY BBEACHHUIO
OJIHOM CYTOYHON €AMHMLIBI AO3UPOBAHMs KOMIIO3ULIMH, COAeprKalled ApocnupeHoH. I'pynma
3JI0POBBIX JOOPOBOJIBIIEB KEHCKOT'O IOJIa MOKET BKJIIOYATh JAOCTATOYHOE KOJHYECTBO JKEHINUH
s obecriedyeHus:  CTAaTHCTHUYECKHM  JOCTOBEPHBIX  Pe3yJbTaTOB  (hapMAaKOKWHETHUKH.
[IpennoururenbHO yKa3aHHas TPYyINa BKIIOYAET [0 MEHbIIEH Mepe NeCATh 3J0POBbIX JKEHIIUH
PEeNpPOAYKTUBHOTO BO3pacTa.

B HacTosleM nOKyMeHTe 370poBasl JKEHIIMHA pEeNpOAyKTHBHOTO BO3pacTa
OTHOCHUTCS K €BPOINEOUIHOMN JKEHIINHE 10 MeHOonay3bl B Bo3pacTe oT 18 1o 40 et ¢ HopManbHOU
Maccol Tena u 6e3 mpobiieM Co 3I0POBBEM, B HACTHOCTH, O3 pacCTPONCTB MeTadoMM3Ma, MOYEK,
NeYEeHU WJIM TMHEKOJIIOTHYECKUX PacCTPONUCTB.

Hacrosiimee n3o00peTeHne Takke OTHOCHTCS K INMPHMEHEHHIO APOCIIUPEHOHA ISt
W3rOTOBJICHHUs KOHTPALIEITUBHOIO HaOOpa, MPHUBOASINETO K COKPAINEHHIO KOJMYECTBA AHEH C
SBJICHUSIMA KPOBOTEYEHHUS Y MALUEHTOK, II€ YKa3aHHBIM KOHTPALENITUBHBIA HA0OP COAEPIKHUT
OnHY WM OoJiee YIIaKOBOUHBIX €AWHULL, TTIe KaXKas YIIaKOBOYHAS €AMHULIA COOEPKHUT OT 21 1o
28 CyTOUHBIX aKTUBHBIX €AMHUL JO3UPOBAHUS, U IA€:

(a) KOIMYEeCTBO NPOCIHPEHOHA B KaXAOW CYTOYHOW AKTUBHOW €IUHUIE IO3UPOBAHUS
COCTaBJISIET 110 MEHbLIeH Mepe 3 Mr Oe3 5cTporeHa, u
(b) kaxxmast CyTOuHasi aKTHUBHAsl €IMHHLA JO3UPOBAHUS COAEPKUT APOCHHPEHOH B TaKOM
dopme, uTO:
1) He Oonee 5S0% apocmupeHOHa, NMEPBOHAYAIBHO MPUCYTCTBYIOIIETO B YKa3aHHOM
CYTOYHOMN aKTUBHOW €JMHHULIE JO3UPOBAHMS, PACTBOPsiETCs B TeueHue 30 MUHYT, U
(1) mo menbmelr mepe 50% yKa3aHHOTO APOCIHMPEHOHA PACTBOPSIETCS B TEYCHUE
NepuoAa BPEMEHM OT 3 4acoB A0 4 4YacoB, KOIAa CYTOYHYIO AKTHUBHYIO 103y
TIOZIBEPTAIOT TECTYy Ha PACTBOPEHUE i1 Viffo B CIocobe ¢ HCIONb30BAaHHEM
JonactHOW Memmanku cortacHo @apmakoree CIITA XXIII (USP XXIII Paddle
Method ), rme mpoLEHTHBIE IOJU IPOCIHUPEHOHA PACCUUTAHBI OTHOCHTEIBHO
KOJIMUECTBA APOCIHPEHOHA, MEPBOHAYaJbHO MPUCYTCTBYIOLIErO B YKa3aHHOM

CYTOYHOH aKTUBHOW €ANHULE NO3UPOBAHUS.

KPATKOE OITHCAHUE ' PAOUYECKUX MATEPHAJIOB
@ur. 1: rpaduk, WUIOCTPUPYIOLINN KOPPEJSILIMIO MEXKAY HWHAEKCOM MAacchl Tesa

(UMT) >xeHIIMH, MOJyYarOI[UX KOHTpAaLEenTHBHOE JieueHHe Ha ocHoBe DRSP, orHocuTenbHO
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U3MeHeHUs1 Macchl Tena (Kr). I3MeHeHne Macchl Teja U3MEPSIOT IyTeM BBIUUTAHHS MAacChl Tella
npu 6 Busure (24 + 2 penp 13-ro nmMkia) W3 Maccel Tena npu ckpuHuHre. JIroOoit
OTPULATENbHBIA PE3yJbTaT yKa3blBaeT Ha NOTEepro Macchl Tena. Y skeHwuH ¢ UMT menee 30
Kr/M> (CieBa) HE NPHCYTCTBYET HHUKAKOTO CPEIHEr0 M3MEHEHHs MAcChl Tela, TOTAa KakK
xeHmue ¢ UMT 30 kr/M’ uiau Bbire (CrpaBa) MPHCYTCTBYET HEOONBLIOE, HO 3HAYMMOE
MU3MEHEHHE MACChl Tejla B TEYEHHUE KypCa KOHTPALEITUBHOIO JIEYEHUSI.

Qur. 2: rpaduk, WUTOCTPUPYIOIIUN KOPPENALMIO MEXIY HWHIEKCOM MacChl Teja
(UMT) »xeHIIMH, MOJyYarOIUX KOHTpaLENTUBHOE JieueHHe Ha ocHoBe DRSP, oTHOCHTENBHO
M3MEHEHUs] 4aCTOThl CEPAEUYHBbIX COKpalleHUW. M3MeHeHHne 4acTOThl CepAEUHBIX COKPAILEHUH
U3MEPSIIOT MyTEM BBIYUTAHUS YaCTOThI CEPIEYHBIX COKpalueHuil npu 6 Busute (24 + 2 nenp 13-
ro LMKJA) U3 YacCTOThl CEPAEYHBbIX COKpAIleHWN Npu CKpuHUHTe. JIFOOOW MONOKUTETbHBIN
pe3yibTaT yKasbiBaeT Ha Oojiee BBICOKYIO HACTOTY CEPACYHBIX COKpAIICHHH B TeUeHHE Kypca
KOHTDALENTUBHOTO Jeuenus. Y sxenmua ¢ UMT wmenee 30 kr/m’ (ClieBa) NPHCYTCTBYET
HeOOJNbIIIOe, HO 3HAYMMOE YBEJIWYEHHUE YaCTOThl CEPACYHBIX COKpAILIEHWH B TEUEHHE Kypca
KOHTPALIENTUBHOIO JIEYeHUsl, Toraa Kak y skeHmuH ¢ UMT 30 KI/M° HJIM BBIIIE (cnipaBa) He
NPUCYTCTBYET HMKAKOTO M3MEHEHMsI YacTOThl CEepAEYHBbIX COKpalleHUWIl B Te4YeHHE Kypca

KOHTPALUCTITUBHOT'O JICUCHUA.

NHOJAPOBHOE OIIMCAHHUE U30BPETEHUA

ABTOpPBI HACTOSIIIEr0 N300PETEHNS HENABHO pa3padOTaIu HOBBIM KOHTPALENTHBHBIHI
HaOOp M HOBYIO KOHTPALIENITUBHYIO (papMaLeBTHYECKYIO KOMITIO3ULIMIO HA OCHOBE IPOCIHPEHOHA
(DRSP) B KpuCTaJUIM30BaHHON M HEMHKpOHM3upoaHHOW ¢opme (WO 2012/000981). DRSP
npeAcTaBisieT coOOM  MporecTareH YEeTBEPTOrO MOKOJEHHS, KOTOPBIH TMPOUCXOAUT OT
CIIMPOHOJIAKTOHA U UMeeT (hapMaKOJIOTUYECKUN MPOQHIIb, KOTOPbIi UMUTHPYET €CTECTBEHHBIH
IPOreCTEPOH.

DRSP He umeer aHapOreHHOMN, I'TFOKOKOPTHUKOUIHOM U aHTUTIIOKOKOPTHUKOHMIHOM
AKTUBHOCTH, HO OOJIaaeT MOLIHBIMH AHTHMUHEPAJIOKOPTUKOMIHBIMH M AHTHAHAPOTCHHBIMU
cBoiictBamu. IlokasaHo, 4TO mepopaibHble CyTOUHBbIE 103bl MO MeHbluel mMepe 3 mr DRSP
CHIOCOOHBI MHTUOUPOBATH OBYJISILMIO B TEUEHUE OJHOKPATHOTO 21-IHEBHOTO LHKJIA JICYCHUS.
KomOunammst 3 wmr DRSP/30 wMkr sTuHWIDBCTpaguoia o0eCleduBaeT —MPUEMIIEMYEO
TEPANEBTHUECKYIO LIUPOTY KOHTPALECTITHBHOIO ACHCTBUS MyTeM WHTMOMPOBAHMS OBYJSILIUU C
HU3KOM 4acToToi co3peBanus ¢osumkynos (Rosenbaum et al., 2000, The European Journal of

Contraception and Reproductive Health Care, 5,16-24).
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B npoTuBOMNONOXHOCTE APYTMM KOHTpPALIENTUBHBIM cocTaBaM Ha ocHoBe DRSP,
JOCTYITHBIM Ha PbIHKE, KOHTpaLenTHBHbII cocTaB Ha ocHoBe DRSP cormacro WO 2012/000981
OCHOBaH Ha MeJJIEHHOH ckopocTu pactBopenust DRSP in vitro.

Kpome Toro, xonTpauentuBHbIii coctaB Ha ocHoBe DRSP cormacho WO
2012/000981 nemoHcTpupyeT o0coObIi (apmakokuHeTH4yecKuii mnpoduiab. B wactHOCTH,
OJTHOKpaTHasl CyTOYHAsl aKTHBHAs €MHMLA 103upoBaHus, conepkamas DRSP B konuuecTse no
MEHbIIe Mepe 3 Mr, IpU MEpOpaJbHOM BBEACHHH HATOWIAK CHOCOOHa obecrnednuThb
bapmakoxunerndeckuii npodue st DRSP, umeromuii:

- CpenHee tmax, COCTaBJIsAOIIECE OT 2,2 4 10 6 4, U
- cpenHior0 Cpay, COCTABJISIONIYIO MEHEe YeM MpuOIu3uTeIbHO 30 HI/MJT.

KonTpanentusHyo (papManeBTHUECKY0 KOMIIO3ULUI HAa OCHOBE IPOCIHPEHOHA
(DRSP) B KpuUCTAJUIM30BAaHHOH M HEMHKPOHM3MPOBAHHOW ¢opme, packpeiTyio B WO
2012/000981, pekOMEHAYIOT Kak MOAXOIAINYIO Al MpuMeHeHus mauueHTkamu ¢ UMT menee
30 kr/m’.

Crnenyromasi TEpMHHOJIOTHS HCIOJB3yeTCsl [JIsl CTaHJApPTU30BAHHOIO OINMCAHUS
KPOBOTEUEHMSI W/WJIM MAaKYIIUX KPOBSHUCTBIX BBIIEJICHUH Y TMAIMEHTOK, IOJNyYaroIInuX
koHTpauentusHoe Jeuenue (Mishell et al., 2007, Contraception, 75(1):11).

IloppasymeBaercsi, 4TO TEPMHUH «KPOBOTEUEHME» WJIM BbIPAKEHHE «SIBJICHUE
KpPOBOTE€UEHMs)» O0O3HA4YAIOT KPOBOMOTEPIO, KOTOopas TpeOyeT WCHOJIb30BAHUS TaMIIOHA,
MPOKJIAJKU WJIH €KEAHEBHBIX MPOKJIAIOK.

IToppazymeBaercsi, 4YTO TEPMUH «MaXyllMe€ KPOBSHHUCTHIE BBIAEICHUS» WIH
BBIPAXKEHUE «SBJICHHE MAKYLIIMX KPOBSIHUCTBIX BBIACIEHUI» O0003HAYaeT MHHHUMAJIBHYIO
KPOBOTOTEPIO, KOTOpasi He TpedyeT MpUMEHEHHsT KaKOTro-JIMOO THIIA 3aIUTHI.

[TonpasymeBaercs, 4YTO BBIPAKEHUE «IMU30A KPOBOTEUEHHS] W/MIM MAaXKyIIUX
KPOBSIHUCTBIX BBIIENEHHUI» 0003HAYaeT JAHM KPOBOTECYCHUS H/MIIM MAXKYIIUX KPOBSHHCTBIX
BBIJICJICHHH, OrpaHHYEHHbIE C OOOMX KOHIIOB JIBYMS IHSMH 0€3 KPOBOTEUEHMS HIIH MayKyIUX
KPOBSIHUCTBIX BbIAEJIEHUIN.

B HexkoTOpBIX BapuaHTax OCYLIECTBJIEHHS TEPMHH «KPOBOTEUEHHE» TaKXKe MOXKET
BKJIFOUATh «MaXXyLI1e KPOBSHUCTBIE BbIACIEHUSY.

Kax noxazaHo B mpumepax, MPHUBENEHHBbIX B HACTOSIIEM JOKYMEHTE, KOJHUYECTBO
THEHW C SIBJICHUSIMU KPOBOTEUEHHS 32 LIUKJI JICUEHUsI Y JKEHIINH ¢ U30BITOYHONH Maccoil Tena, T.€.,
y skeHmuH ¢ UMT 25 kr/m” umn Gonee, nonyuaromux nederne POC cocraBom Ha ocrose DRSP,
OIHCAHHBIM B HACTOALIEM JOKYMEHTE, (1) CHI)KAeTCsl Ha MPHONIM3UTENbHO 22,5% 1O CpaBHEHHIO
C OKEHIIMHAMH, HE MWMEIOIIMMU H30BITOYHOM Macchl TeNna, IOJNYYAIOIIUMU TaKoe Ke

KOHTPALIENTUBHOE JIEUEHHE, T.€., keHuMuHaMmu, umerommumu UMT 249 Kr/M” Wi MECHEE, B
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TE4YEeHHE LIUKJIOB JieueHust co 2 1o 4, (i1) CHUXKaeTcsl Ha NpHONIU3UTENBHO 27,7% 10 CPaBHEHHIO C
KEHIMUHAMHU, HE WMEIIUMHA U30BITOYHOH MAacChl Teja, TMOJYYAIIIHNMH TakKoe Ke
KOHTPALIENTUBHOE JIEUEHHE, T.€., keHuMHaMu, umeromumu UMT 249 Kr/M” Wi MECHEE, B
TeYeHHUe IIUKJIOB JieueHHst co 2 1o O, (111) cHmxkaercst Ha npubnnsutenbHo 30,8% Mo cpaBHEHUIO
C OKCHIIMHAMH, HE WMEIOIINMU H30BITOYHONH MAacChl Teja, TMOJYYAIOIIMMU TaKoe Ke
KOHTPALENTUBHOE JIEUYEHUE, T.€., >KeHIuHaMu, umerommumu MUMT 249 Kkr/M* Wi MEHee, B
TE€YEeHHe LUKJIOB JiedeHust co 2 o 9, (iv) cHmkaeTcs: Ha npubau3nuTebHo 23,1% 1Mo cpaBHEHHIO
C JKEHIIMHAMU, HE WMEIOIMUMU UW30BITOYHONH MAacChl Teja, TMOJYYAIOIUMU TaKoe Ke
KOHTpALIENTUBHOE JIEUCHHE, T.€., keHmuHamu, umerommumu UMT 249 kr/M* Wi MEHEE, B
TEYEeHHE LIUKJIOB JIeUeHHst C 5 1o 7, u (V) CHHUKaeTCsl Ha MpuOIn3nuTesibHO 22,5% 1o CpaBHEHHIO
C JKEHIIMHAMH, HE WMEIOIMUMH U30BITOYHONH MAacChl Tejia, TMOJYYAIOIUMU TaKoe Ke
KOHTPALIENTUBHOE JIEUCHHE, T.€., keHmuHaMmu, umerommmu UMT 249 kr/mM” Wi MEHEE, B
Te4YeHHe LUKJIOB JieueHus ¢ 7 mo 9. HaOmonaemas pa3sHULA SBISETCS CTATUCTUYECKH 3HAYUMOHN
(p menee 0,01) ¢ mpuMeHEHNEM KPUTEPHsI CyMMBI PAHTOB Y MJIKOKCOHA.

Kak mononHUTENnpHO MOKa3aHO B MPUBEACHHBIX B HACTOSIIIEM JIOKYMEHTE MPUMeEpax,
CpeIHee KOJIMYECTBO JTHEH SIBJICHUH KPOBOTEUECHHSI Y JKEHITUH C U30BITOYHON MacCoi Tena, T. €.
y xenmuH ¢ UMT 25 kr/m” win Gonee, (i) He mpesbimaer 13% 3a LUK JEUEHHS B TEUCHHE
LIUKJIOB JieueHHst co 2 mo 4; (i1) He mpesbimaer 11% 3a LUK J€YeHUS B TEUEHHE IMKJIOB
neueHus co 2 1o 6; (ii1) He npesbimaeT 10% 3a MUK JeYeHNUs B TEUEHUE LUKJIOB JICUEHUs CO 2
10 9, B TeUeHUE LUKJIOB JIEUeHUs ¢ 5 0 7 WK B TEUEHHUE LIUKJIOB JieueHus ¢ 7 1o 9.

B HacTOsilieM NOKyMEHTE€ TEPMHMH «LHUKJ JICYEHUS» OXBAaThIBAET 28-THEBHBIN
NEPUOJA JIEUEHUs], TA€ YKa3aHHOE JIEUEHHE BKII0YaeT BBeACHHUE OT 21 10 28 mociaenoBaTeNnbHbIX
CYTOYHBIX /103 TaOJIETOK AaKTHBHOI'O HCCIEAYEeMOro IMpemnaparta MU MOXKET BKJIOYaTh, CaMOE
OoJbinee, BBEAEHHE 7 CYyTOYHBIX 103 TaOJIETOK mianedo.

B npennodrurenbHOM BapraHTe OCYIIECTBICHUS LIMKJI JICUEHUST BKIIFOUAET BBEICHHE
24 mocnenoBaTeIbHBIX CYTOYHBIX 703 TAOJIETOK aKTUBHOIO MCCIEIYyEMOro Ipemnapara u 3atem 4
MOCJIEIOBATETBHBIX JTHS BBEACHHUS TaOJIETOK TIanedo.

B HacTOsiIeM TOKyMEHTE TEPMUH «KOJIMYECTBO AHEH C SBJICHUSIMH KPOBOTEUEHUS 32
IUKJT JICUEHUS» BKJIFOYAEeT KOJMYECTBO JHEH C OJNHHMM MM Oojiee 3MU301aMU KPOBOTEUEHUS B
TEUEHUEe LUKJIA JIEYCHHs, BHE 3aBUCUMOCTH OT BPEMEHH IIMKJIA, T. €. aKTUBHOTO HCCJIENyEMOTO
npenapara win ranedo.

Kak moka3aHo B NMpPUBENEHHBIX B HACTOSIIEM TOKYMEHTE MpUMeEpax, KOJUYECTBO
IOHEH ¢ SIBJICHUSIMU KPOBOTEUESHHS 32 LIUKJI JICUEHUs! Y JKEHIIUH ¢ U30BITOYHOM MACCOM Tena, T. €.
y sxeHmuH ¢ UMT 25 kr/m” umn Gosee, KOTOpbIe moiydaroT Jederne POC cOCTaBOM Ha OCHOBE

DRSP, onucanHOM B HaCTOsIIIEM TIOKYMEHTE, BCEr/la CHUXKAETCs Ha 1o MeHblueit mepe 5,0 % no
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CPAaBHEHHUIO C JKEHIIMHAMH, HE UMEIOIIUMHU U30BITOYHON MAacCChl TeJla, MOJTYYAOIHMU TaKOe XKe
KOHTPALIENTUBHOE JIEUECHHE, T.€., keHmMuHaMmu, umeromumu UMT 249 Kr/M” Wi MECHEE, B
TE€YeHHE JTFOOBIX H3YYEHHBIX I[THUKJIOB JICUSHUSI.

B HacrosilmeM OOKyMEHTE COKpalleHHE KOJW4YecTBa JHEW C  SBJIEHUAMU
KPOBOTEUEHHMSI 3a LIUKJI JICYCHUsI Ha «I10 MeHblnel mepe 5 %» BKIIOYAeT COKpalleHHe Ha IO
MeHbIne mepe 6%, 7%, 8%, 9%, 10%, 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%,
20%, 21%, 22%, 23%, 24%, 25%, 26%, 27%, 28%, 29% u 30%.

Hanpumep, MOXHO OLIEHHTHb CpPeAHUN MPOLEHT COKpPAIIEHHs] KOJUYECTBA AHEH C
SIBJIEHUSIMA KPOBOTEUEHHUSI 332 OJUH LIMKJ JICYEHHUS y SKEHIIMH C H30BITOYHON Maccou Tena,
nonyuasmmx JjedeHue POC cocraBom Ha ocHoBe DRSP, mo cpaBHEHUIO C JKEHIIUHAMH, HE
UMEFOIIIMMH H30BITOYHOM MACChI TeJia, TIOJMYYaBIIMME TaKO€e JK€ KOHTPALIEITUBHOE JICYSHHE, TSI
3 TmocnenoBaTeNbHBIX IUKIOB JIEYEHUS, M OH MOXeT CcocTaBisiTb oT 15 mo 30%,
npeanouTuTensHo ot 20 1o 25%, Oonee npennoyTuTeNbHO OT 22 10 24%.

Cnenyer moHMMAaTh, YTO TMPOLIEHT COKPAIICHHS] KOJUYECTBA [IHEU C SIBICHUSMH
KPOBOTEUYECHHsI 32 OAWH IUKJ JICYCHWs] Y JKEHIIMH ¢ W30BITOYHONH Maccoil Tejla MOXKeT
BapbUPOBATh B 3aBUCHUMOCTH OT TaKUX MAapaMETPOB, KaK, HANpUMEp, UCXOAHAs Macca Tena,
BO3PACT, BpeMs, MPOLIEALIEe C Ha4ala JICUEHHUSI.

Kak pomosHuTEnpbHO TMOKAa3aHO B NpPUMEpPax, NPUBEACHHBIX B HACTOSIIEM
JNOKYMEHTE, KOJMYECTBO AHEH C SIBJICHUSMH KPOBOTEUEHHUS 3a LUKJ JICUCHUs] Yy SKEHIIUH C
OJKUpEHUeM, T.€., y skeHumH ¢ UMT 30 kr/mM” W bonee, nonyuarowux jeuenne POC cocraBom
Ha ocHoBe DRSP, ommcaHHBIM B HACTOSLIEM NOKyMeHTe, (1) CHMXKAETCS Ha MPHUOIH3UTETHHO
60,1 % 1no CpaBHEHHIO C >KEHUIMHAMHU, HE MMEIOLIMMH OXKUPEHUs, TMOJYyHYAIOLUIMMU TaKoe e
KOHTpALIENTUBHOE JIEUeHHE, T.€., keHmuHamu, umeromumu UMT 299 kr/M* wm MEHee, B
TE4YEeHHE LIUKJIOB JieueHust co 2 1o 4, (ii) CHUXKaeTcst Ha MpuONMU3UTENBHO 67,9% MO CPaBHEHHUIO C
JKEHITUHAMH, HE UMEIOLIUMU OXXKUPEHHUS, MOJYUYAIOIUMH TaKOe K€ KOHTPALENITUBHOE JICUCHHE,
T.€., *KeHmuHaMmu, umeromumu UMT 29,9 kr/M” win MeHee, B TEUEHHE 1UKJIOB JISYeHHs CO 2 T10
6, (i) cHmXKaeTcs Ha NMPUONIM3HTENBbHO 69,7% MO CPAaBHEHUIO C JKCHIIMHAMH, HE WMEIOIIUMHU
O’KUPEHUS, TTOYYAOLIUMHU TaKOE K€ KOHTPALIENITUBHOE JICUCHUE, T.€., JKEeHIUHAMU, UMEIO MU
UMT 29,9 kr/m” MM MeHee, B TeueHHEe LUKIOB JiedeHus co 2 mo 9, (iv) CHmKaercs Ha
npubnusutensHo  48,1% 1O CpaBHEHWIO C OJKEHIIMHAMH, HE HWMEIOIIUMH OXXKHPEHUS,
MOJYYaIOUIMMHU TaKO€ K€ KOHTPALIENTUBHOE JICUCHUE, T.€., )KeHInHamMu, umeromumu UMT 29,9
Kr/M” HJTH MeHee, B TeYeHHe LIUKJIOB JISUeHHs ¢ 5 10 7, U (V) CHIKAeTCS Ha MPHOIN3HTEIHHO
62,0 % 1Mo CpaBHEHUIO C KEHIIMHAMH, HE UMEIOIIUMH OKUPEHUS, MOJYYAIOIIUMHU TaKOE Ke
KOHTPALIENTUBHOE JIEUEHHE, T.€., keHuuHamu, umeromumu UMT 299 Kr/M” Wi MECHEE, B

TeueHHe [TUKJIOB JieueHus ¢ 7 mo 9.
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Habmromaemasi pasHuma siBisieTcss craTUcTUdecku 3Hauumon (p menee 0,05) c
MPUMEHEHNUEM KPUTEPHUSI CYMMBI PAHTOB Y MJIKOKCOHA.

Kak mononHUTENpHO MOKa3aHO B MPUBEAEHHBIX B HACTOSALLEM TOKYMEHTE MpUMepax,
CpelHee KOJMYECTBO IHEW C SIBJEHUSMHM KPOBOTEUEHHUS Y JKCHIIUH C OXKUPEHUEM, T. €. y
sxeHiuH ¢ UMT 30 xr/m” umu Goiee, (i) He npeBpIaeT NpUOIH3UTENbHO 7% B T€UEHHE LIMKIIOB
JedeHus co 2 mo 4, B TeUeHHe LUKJIOB JiedeHus ¢ 5 mo 7; (i) He mpeBbIIaeT MPUOIHU3UTEITBHO
5% B TeueHHe LUKJIOB JIEYEHHsI CO 2 MO 6, B TeUEHHE LIMKJIOB JIEUEHHUs cOo 2 1Mo 9, B TeueHue
LIUKJIOB JieueHus ¢ 7 1o 9.

Kpome ToOro, kak OOMOJHUTEIBHO TOKA3aHO B TMPUBEICHHBIX B HACTOSIIEM
JOKYMEHTEe TpHUMepax, MO CPaBHEHHUIO C JAPYTMMH KOHTPALENTUBHBIMU KOMITO3UIUSIMU Ha
ocHoBe POC, koMmo3uiusi Ha OCHOBE JIPOCIHPEHOHA MOXKET MPUHECTH IOJIb3y KEHIIHMHAM C
OKUPEHHEM, TOCKOJIbKY HaOJIONaioch 3HAYUTENIbHOE  COKpAIleHHe 4YhCia  SIBJICHHM
KPOBOTEUEHHS WJI MAXKYIIUX KPOBSHHUCTBIX BBIICICHUN B TEUCHUE [IUKJIOB.

Takum 00pa3om, Kak MOKa3aHO B MPUBEIEHHBIX B HACTOSIIEM JTIOKYMEHTE MPUMEPaX,
KOJIMYECTBO JHEHU C SBJICHUSIMH KPOBOTEUEHUS 32 [IUKJI JICUCHUS Y JKEHIIUH C OKUPEHHUEM, T. €. Y
xermue ¢ UMT 30 kr/m” wu Gonee, monydaromux nedenne POC KOMIosumueil Ha OCHOBE
DRSP, onucanHOW B HacTOsIeM NOKYMEHTE, BCErja CHIDKaNoch Ha mpubmusurensHo 10,0%
w 6oJiee MO CPABHEHHIO C JKEHIIMHAMH, HE CTPAJAIOIIUMU OKUPEHUEM, MOJYYaBIIMMH TaKOe
J)K€ KOHTPALENTUBHOE JIEYEHUE, T.€., KeHUIMHaMH, nuMmeromumu UMT 29,9 Kr/M* HIH MEHEE, B
TE€YEHHE JFOOBIX H3YYEHHBIX [TUKJIOB JICUSHHSI.

B HacTosilmeM [OKyMEHTE COKpallleHHe KOJIMYeCTBa JHEH C  SBJICHUSAMHU
KPOBOTEUEHHUsI 32 LIUKJI JIeUeHHs] Ha «I0 MeHblied Mepe 10%» BkiIOYaeT COKpalleHHe Ha I10
menbinei mepe 11%, 12%, 13%, 14%, 15%, 16%, 17%, 18%, 19%, 20%, 21%, 22%, 23%, 24%,
25%, 26%, 27%, 28%, 29%, 30%, 31%, 32%, 33%, 34%, 35%, 36%, 37%, 38%, 39%, 40%,
41%, 42%, 43%, 44%, 45%, 46%, 47%, 48%, 49% u 50%.

MO3KHO AOMOJHUTENBHO OLEHUTh CPEAHUN MPOLEHT COKPAIIEeHUs] KOJUYECTBA THEHN
C SIBJIEHUSIMH KPOBOTEYEHHS 32 OAWH LHUKJI JICUEHUS] Y JKCHINUH C OXKUPEHUEM, TMOJYYarOLInX
neueHue POC cocraBom Ha ocHoBe DRSP, mo cpaBHEHHIO C JKEHIIMHAMH, HE CTPaJAroLIMMU
OKUPEHUEM, TOJIYHAIOIIUMU TaKOe K€ KOHTPALENTHBHOE JICUEHUE, M 3 TOCIEAOBATEIbHBIX
LUKJIOB JICUEHUSI, U OH MOXKET cocTaBisTh oT 30 mo 75%, mpeanouturensHO OT 40 mo 75%,
OoJjiee mpeanouTUTENHHO OT 45 10 65%.

CokpaleHue KOJIM4YecTBa AHEW ¢ KPOBOTEUEHHEM HJIM MAXKYLIUMHU KPOBSHHUCTBIMH
BBIJICJICHUSIMH, TIOKa3aHHOE aBTOPAMHU HACTOSIIEr0 W300pPETeHHs, MOXKET MPHHECTU TOJIb3Y
JKEHIMUHAM C M30BITOYHONW MAacCOW Teja, 4TO BKJIIOYAET KEHIIMH ¢ M30BITKOM MacChl Tejla U

OXKUPEHUEM, a TAKKEC 3HAYUTCIIbHO YJIYUHIIUTD KOM(I)OpTHOCTb X JKHU3HH, obecrieunBast IIpU 3TOM
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NpUEMIIEMOE KOHTPALIENTHBHOE JIEUEHUE MU, CIENOBATEIbHO, YBEINYEHHYIO 3(PPEKTUBHOCTH
KOHTPALENTUBHOTO JIEUEHUS.

B nomnonHeHue K COKpalleHUIo KOJIUYeCTBa JHEN ¢ KPOBOTEUEHUEM UJIH MaKyIIUMHU
KPOBSIHUCTBIMU BblIeNeHUsIMU TniepopaibHoe BeefneHue POC cpencrBa Ha ocHoBe DRSP
cormacio WO 2012/000981 skeHimuHaM ¢ H30BITOYHON MacCOM Teja, B 4aCTHOCTH, YKEHIIUHAM C
M30bITKOM MacChl Tela, M OCOOEHHO JKEHIIMHAM C OKHPEHHMEM, TaKKe MOXKET OKa3aTh
OnmarompusiTHOe BO3JEHCTBHE HA M3MEHEHHE MacChl Teja COBMECTHO C OJIarOnpUsATHBIM
BO3JEICTBHEM HAa H3MEHEHHE YaCTOThl CEPAECYHBIX COKpAIIEHHH B COCTOSHUU IIOKOs, Kak
MOKA3aHO B MIPUBEICHHBIX B HACTOSALIEM JOKYMEHTE NpUMepax.

OTH  HEOXKUAAHHbIE HAOMIONEHUs] HE MO  OBITh  OXHIAEMBIMH U3
NPEAIIECTBYIOIIEH KIMHUYECKOH OLleHKH, packpbiToii B WO 2012/000981.

JleficTBUTENbHO, Takas KOHTpaleNnTuBHAas Kkommnosuiuss Ha ocHoBe DRSP mpu
BBEICHUH JKEHIIMHAM C H30BITOYHON MacCcOH Tela, B YACTHOCTH, JKEHIIIMHAM C U30BITKOM MacChl
TeNna, ¥ OCOOEHHO JKEHIIMHAM C OXXHPEHHEM, NMPUBOIUT K CpPeIHEeH 3HAYMMOH MOTepe MacChl
TeJa U He BbI3bIBAET W3MEHEHUI YacTOThI CEpAEYHBbIX COKpAIlEHUH B COCTOSHUHU IOKOS IO
CPaBHEHMIO C JKEHINMHAMH M3 OOIIed MOmyJsIuH, AT KOTOPBIX HE HAOIOAIOCh HHKAKOTO
BIMSHUS HAa HM3MEHEHHE MacChl Tela M HaOM0Janoch HEOOJBbIIOE 3HAUYMMOE YBEIUYEHUE
JaCTOThI CEPACYHBIX COKPAIEHUI B COCTOSIHMM IOKOsI, HaONI0/aeMoe B TeUeHHE Kypca 3TOro
JIeUEHUsI.

ITosTomy KkOHTpalenTuBHOe JieueHHe Ha ocHoBe DRSP cormacHo usoOpereHuro
NO3BOJISIET JKEHIIMHAM C M30BITOYHOM Maccoil Tena, BKJIIOYAsl SKEHIIMH, CTPaJarolIux
OXMPEHHEM, UTO BKJIIOUAET JKEHIIMH ¢ MHAEKCOM Macchl Tema (UMT) 30 kr/m” mmn Gonee,
Jy4UIuM o0pa3oM CoONI0AaTh PeKUM HA3HAYEHHOTO KOHTPALCTITHBHOTO JICYSHHS], TEM CaMbIM
CHIDKas PHUCK IMpeKpalleHHs] YKa3aHHOTO KOHTPALENTHUBHOIO JIEYEHUs U, CJIEeJOBAaTENbHO,
YBEJIMYCHUS PUCKA HE3AIUIAHUPOBAHHOW O€PEeMEHHOCTH.

Takum 00pa3om, B HEKOTOPBIX BapUAHTAX OCYIIECTBIICHHUS HACTOsIIEE H300pETeHHE
OTHOCUTCSI K JIPOCIIUPEHOHY B KauyeCcTBe €AMHCTBEHHOIO aKTUBHOIO HHIPENUEHTa,
COZEPIKALIEeTOCs] B CYTOYHON aKTHBHOW €IMHMLIE JO3MPOBAHUS B KOJMUECTBE 3 MI WK Oonee, U
0COOEHHO B KOJMYECTBE OT 3 10 6 MT, IJIsl MPUMEHEHHUs B KAUeCTBE KOHTPALIENTHBHOTO CPENICTBA
IUISL COKPAIEHHsT KOJMYECTBA JHEH C SIBJICHUSMH KPOBOTEUEHUS Y KEHIIUH C U30BITKOM MacChl
Tena Ha 5% wu Oonee, u npennourutenbHO HA 10% wn Gosiee, MO CPaBHEHHIO C KEHIMUHAMU, HE
UMEIOIIUMH U30BITKAa MACcChI TEJNA, MONTYYAOLINMH TAKOE K€ KOHTPALEITUBHOE JIEYEHHUE.

Kpome Toro, skcnepuMeHTalbHbIE JaHHBIE, PACKPHITbIE B HACTOALIEM AOKYMEHTE,
MIOKa3bIBAIOT, YTO 3((eKT CHIKEHUs KOJMUYECTBa AHEW C SIBJICHUSIMH KPOBOTEUEHMS 32 LIUKJI

JICUCHUA HUMECT TCHACHLHIO K  YBCJIUYCHUIO C  YBCJIIMYCHUEM NpOAOIZKUTCIIbBHOCTU
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KOHTpauenTuBHoro JyiedeHusi cocraBoM DRSP-POC, no noctmxenust cHwkeHus Ha 15% wunm
bonee. Kak packpbITO B MPUBEACHHBIX B HACTOSIIIEM JOKYMEHTE MPUMeEpax, CHIDKEHUE THEH ¢
SIBJIGHUSIMH KPOBOTEUEHUS 32 OJUH LUK JiedeHus 6ojiee yeMm Ha 30% MpOMCXOANT Y JKEHIIHH C
M30BITKOM MacChl TeJla B TEUEHHE NIEPUO/ia BPEMEHH LIUKJIOB JieueHust o 2 1o 9.

Kpome Toro, Hacrosimiee u300peTeHHE OTHOCHUTCSI K APOCIHUPEHOHY B KaueCTBE
€AMHCTBEHHOIO AKTHUBHOTO HHIPENUEHTA, COAEPKAIIEerocss B CYTOUYHOW AaKTUBHON €IUHUIE
JNO3UPOBAHUST B KOJMYECTBE 3 MI WM Oojiee, © OCOOEHHO B KOJMYECTBE OT 3 MO0 O MI, IS
MPUMEHEHUsI B KA4eCTBE KOHTPALIENTHBHOTO CPEACTBA Ui COKPAINEHUs] KOJUYECTBA THEU C
SIBJICHUSIMA KPOBOTEYEHUsI y KEHINMH ¢ oxupeHueM Ha 10% wunu Oonee, MO CpaBHEHUIO C
JKEHITUHAMH, HE UMEOLIUMU OKUPEHHUSI, MOJYYAIOIUMH TAKOE K€ KOHTPALENTUBHOE JICUCHHE.
Kak packppiTo B TPUBENEHHBIX B HACTOSINEM IOKYMEHTE MpUMepax, CHUKEHUE JHEH C
SIBJIEHUSIMU KPOBOTeuUeHHs OoJiee ueM Ha 45% MPOUCXONIUT Y JKEHIIHUH C OKUPEHHEM B TEUSHHE
NeproJa BPEMEHH LIUKJIOB JIEYeHHsI CO 2 1o 9.

Kak mononHUTENnpHO MOKa3aHO B MPUBEAEHHBIX B HACTOSAIIEM TOKYMEHTE NMPUMepax,
KOJIMYECTBO JHEH C SIBJICHUSIMU KPOBOTEUEHUS Yy TAIMEHTKU C HM30BITKOM MAcCChl Tejla WU
OKHpeHHeM He rnpeblmaeT npudmmsurenbHo 20%, 15%, 10%, 8% wumm 5% B mobom nukie

JICUCHUS ITOCJIC MEPBOHAYAJIbHOI'O LIUKJIA JICHCHU.

1 CVTO‘JH&S[ AKTHBHAA TO3HPOBKA APOCIHPCHOHA

B ongHom acmekre Hacrosimee uszoOpereHue otHocutrcss k DRSP B kauectse
€IMHCTBEHHOIO KOHTPALENTHUBHOIO MHIPEIUEHTA, COAEpIKAILerocs B CYTOYHOM aKTUBHOU
eAMHULE JO3MPOBaHUS B KOJIMYECTBE IO MEHbLIEH Mepe 3 MI, IUid NPUMEHEHHUs B Ka4deCTBe
KOHTPALIEITUBHOTO CPEACTBA Ul MAMEHTKU, CTpPajaroliell M30bITOYHOW Maccoi Temna, 4To
BKJIFOYAET TALMEHTKY, CTPAJAroLIyl0 H30BITKOM MAacChl Tejla, M MALHEeHTKY, CTPagarollyro
O’KUPEHUEM.

B oOmHOM KOHKPETHOM BapHaHTE OCYLIECTBICHHsS HAcTosimee u300peTeHne
orHocurcss kK DRSP B kadecTBe €IUHCTBEHHOTO KOHTPALIENTHBHOTO HWHIPEIUEHTA,
cozepKallerocsi B CyTOYHON aKTUBHOM €IMHULIE NO3UPOBAaHMs B KOJUYECTBE [0 MEHbIIEH Mepe
3 Mr, Ay IPUMEHEHUs] B KAa4€CTBE€ KOHTPALIENTUBHOIO CPEACTBA Ui MALMEHTKH, CTPAJaroLIen
O>KHPEHUEM.

B HeKoTOpBhIX BapuaHTax OCYLIECTBIECHUS HACTOSINEE H300PETEHHE OTHOCHUTCS K
DRSP B kauecTBe €IMHCTBEHHOTO KOHTPALIEITUBHOIO HHIPEOUEHTA, COMAEPIKAILErocss B
CYTOYHOM AaKTUBHOW E€IWHHULE AO3UPOBAHUSI B KOJMYECTBE IO MEHbLIEH Mepe 3 Mr, I
MIPUMEHEHUSI B KA4eCTBE KOHTPALENTUBHOrO cpeacrsa st nauueHtku ¢ UMT 30 Kr/M” Wt

Ooree.
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B HacTOsllieM MOKyMEHTE TEPMHH «KOHTPALENTUBHBIM HHIPEAUEHT» O3Ha4aeT
UHTPEIUEHT, KOTOPBIH MOXET MpPEIOTBPATUTh OEpEeMEHHOCTb IPH €XEJHEBHOM BBEICHUHU B
3¢ (PekTUBHOM KOJNHYECTBE MALMEHTKe B TeueHue mnepuoga oT 21 no 28 nHel moapsn.
KoHTpauenTuBHblli MHIPEAUEHT MOXET IPEeNOTBPaTHTh HACTYIUIEHHE OepeMEeHHOCTH
HIOCPEZICTBOM Pa3IMYHbIX OuoJjorndeckux aericrsuil. Hampumep, OepeMeHHOCTb MOXeET ObITh
NPeAOTBpPALleHa IOAABIEHUEM OBYJISALUH, CIYIIEHHEM LEPBUKAJIbHON CIM3U (YTO CHIDKAET
JKU3HECTIOCOOHOCTh W TMPOHUKHOBEHHE CIIEPMbI) H/WJIM TIOCPEICTBOM MPEIOTBPAIIECHHS
UMIUTAHTAILUH SMOPHOHA.

B HacrosiimeM AOKyMeHTE NOApa3yMeBaeTCs, YTO BbIPAXKEHHE «EeIMHCTBEHHBIH
KOHTPALENTUBHBIN HUHTpeareHT» o3Havaer, yTo DRSP siBrnsieTcst yHUKaTIbHBIM HHTPEAUEHTOM,
KOTOPBII CIOCOOCTBYET KOHTpaLenuu. J[pyrumMu cioBaMu, KOHTPALIENITHBHbBIN WHTPEIUEHT HE
COJZIEP>KUT 3CTPOTEH.

Hpocnupenon wiu DRSP, a umenno, 6f3, 73,15, 163-mumerunen-3-okco-17a-mper-
4-en-21,17-xapbonakToH, Takke HAEHTH(GHUUUpPYyeMblii Mo peructpaunoHHomy Homepy CAS
67392-87-4, mnpencraenser coOOH CHHTETHYECKHH mporectareH ¢ (papMakoJOTHIECKUM
npoduiiemM, OUeHb CXOKHM € (PapMaKOIOTHIECKUM NMPOPUIIEM eCTECTBEHHOTO IPOTeCTEPOHA.

B HacrosiieM JOKyMEHTE€ TEpPMUH «JIPOCHHUPEHOH» OTHOCUTCS K CaMOMy
JAPOCIHPEHOHY, CONbBATY APOCIUPEHOHA U IPOU3BOAHOMY UJIH MPOJIEKAPCTBY APOCIUPEHOHA.

DRSP moxer ObITh MOJNYyYEH XOPOIIO HM3BECTHBIMU CIIOCOOAMH, OIHCAHHBIMU B
YpPOBHE TE€XHHMKH, Hampumep, onucaHHbiMu B US 4129564, WO9806738, EP11746101 wnu
W02006061309. Crioco0, onucannbiii B W0O2006061309, MoxkeT ObITh OCOOEHHO MOAXOISIIAM
nis nonyueHust DRSP.

Pazymeercsi, cnoco6 monyuenuss DRSP moxer ObITh mpoBeneH TakuMm 00pasom,
yT0OBI COOTBETCTBOBATh TpeOoBanusiM Hamnexameit nponsBoacTeeHHo npaktuku (GMP).

Urobbl obecrnieuuTh xopoinyr OuompoctynmHocTh DRSP, 3HaunTeIbHOE KOJNMYECTBO
DRSP, mnepBoHa4YanbHO COMEPKALIErOCS B KOHTPALIEITUBHON KOMITO3UIMH, JOJDKHO OBITh
BBICBOOOKIEHO B MPHUEMJIEMOM BPEMEHHOM JTHATIA30HE.

Xopomrast dbnopoctynHocTe DRSP MokeT ObITh OCTHUTHYTA B Cly4ae KOMITO3HLUH,
coxepxamux DRSP, kotopele umenu Takyro ckopocTs pactBopeHust DRSP in vifro, uro no
meHbiel Mepe 50% DRSP, nepBoHauanbHO MPUCYTCTBYIOLIENO B YKA3aHHBIX KOMITO3ULUSX,
PacTBOPSJIOCH B TEUEHUE NEPUOAA BPEMEHH OT 3 4acoB 10 4 4acoB.

B nHacrosilieM NOKyYMEHTE TEpPMMH «aKTHUBHAs CYTOYHAas €IUWHHULA AO03UPOBAHMS»
O3Ha4YaeT eJUHUIy JO3MPOBAHMS, KOTOpas CIOCOOHA MpPenoTBpaIlaTh OepeMEHHOCTbh MpU
€XE€JJHEBHOM BBEICHUHU MAaLlUEHTKE. B MpennouTuTenbHbIX BApUAHTaX OCYLIECTBJICHUS AKTHBHAs

CyTOYHas1 €ANHNIA JO3UPOBAHUS MOXKET I/IHFI/I6I/IpOBaTI:> OBYJISIUIO.
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B HacTOslleM [OKYMEHTE TEPMUH «IMALUEHTKa» OTHOCUTCS K WHIUBUAYYMY
JKEHCKOIr0 TOJIa PENpPOAYKTHBHOIO BO3pacTa, T. €. OT IOJIOBOTO CO3PEBAHMUSI O MEHOMAYy3bl.
NHauBuayym >KEHCKOro Ioja PEeNpOAyKTUBHOTO BO3pacTa TaKKe BKJIIOYAET JKEHILIUH B NEpH-
MEHOMay3e.

Hupnexc maccol Tena (MMT) npencrasnsier coboil mpocTol nmokas3areiab Macchl Tena
OTHOCHTEJIbHO POCTa, KOTOPBIH OOBIYHO MPUMEHSIOT ISl KJacCU(pUKAIUU N30BITKA MAacChl Tela
U OXHUPEHMs] Yy B3pOCHbIX. Ero ompenensroT kak MacCy Tejla 4YelOBeKa B KHUJIOrPaMMax,
JIEJICHHYIO Ha KBaIpAaT ero pocTa B MeTpax (Kr/m”).

IMpunsateie BO3 (BcemupHoli opraHuzanmedl 34paBOOXpPAHEHMsI) CTaHAAPTHBIE
KaTeropuu craryca Macchl Tena, cBa3aHHble ¢ nuanazoHamu MMT nyist B3poCHbIX, BBITISAAT
CIIEYIOIUM O0Pa3oM:

- UMT wmenee 18,5 kr/m’ YKa3bIBaeT Ha CTaTyC HEJOCTATOYHOMN MACChI TENA,

- HMT or 18,5 xr/m” 10 24,9 kr/M” YKa3bIBaeT HA CTATYC HOPMAJIBHOI MACChI TENA,;
- HMT or 25 xr/m” 10 29,9 kr/M” YKa3bIBaeT HA CTATYC M30BITKA MACCHI TEJIA; I

- HMT 30,0 r/ M’ U BBIIIIE YKa3bIBAET HA CTATYC OKUPEHUSL.

B HacrosiimeM MOKyMEHTE NAalMeHTKa, CTpajarolnas H30BITOYHOH Maccoi Tea,
BKJIIOYAeT nauueHTky, umeromywo HUMT 25,0 kr/mM” miu Gojee, UTO BKIIOUYAET MALUEHTKY C
M30BITKOM MacChl T€JIa U MALUEHTKY C O)KUPEHUEM.

B HacTosiineM noKyMeHTe MalieHTKa ¢ H30bITKOM MacChl TeJla BKIIOYAET MAl[HEHTKY
¢ UIMT or 25,0 kr/™” 10 29,9 Kr/m”.

B HacroseMm AOKyMEHTEe MalUeHTKA C OKUPEHHEM, MU MALUEeHTKA, CTpajaroiast
OXUpeHHeM, BkrouaeT nauueHtky ¢ UMT 30,0 Kkr/m” umi Goriee.

B HexkoTOpBIX BapuaHTax OCyLUECTBJeHUs nauueHTka umeer UMT 25,0 Kr/M> M
Gonee.

B HeKOTOpBIX NpeAnOYTUTENbHBIX BapHaHTaX OCYIECTBIEHHUS MAalleHTKa HMeeT
UMT 30,0 kr/m® wiu Gosee.

B HexoTOpBIX BapuaHTax OCYILECTBJIEHMs yKa3aHHas CyTOYHAas aKTHBHAs €JUHUIIA
JIO3UPOBAHUST CONEPIKUTCS B KOHTpALICITHBHOM Habope, conep:kameM OAHYy wid Oonee
YIAKOBOYHBIX €AWHUL], A€ Ka)Aas yNaKOBOYHAs €AWHULA COAEpPkKUT OT 21 no 28 CcyTO4HBIX
AKTUBHBIX €NHULl JO3UPOBAHUS, U I7IE:

(a) xomnaecTBo DRSP B ka0t CyTOYHO!H aKTUBHON €AMHULE TO3UPOBAHHS COCTABIISIET
10 MeHbLIeH Mepe 3 Mr Oe3 3cTporeHa, u
(b) xaxxmast cyTouHast akTHBHAsA eqUHNLIA Ho3upoBaHus conepxut DRSP B Takoii ¢popwme,

qTO.
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(1) He Gonee 50% DRSP, mepBoHa4YanbHO MPHUCYTCTBYIOIIETO B YKA3aHHOW CYTOYHOM
AKTUBHOW €JMHULIE JO3UPOBAHUS, PACTBOPSIETCs B TeueHue 30 MUHYT, U

(11) mo menpiielr mepe 50% ykasanHoro DRSP pacTtBopsiercs B TeueHHMe mnepHozaa
BPEMEHU OT 3 4acoB 10 4 4acos,

KOrfja CYTOYHYIO AaKTUBHYK) €IUHHULY JO3UPOBAaHUS IOABEPrarOT TeCTy Ha
pacTBOpeHHeE in Vifro B ciocode ¢ NCIONIb30BAHUEM JIONACTHON MeInaiku cornacHo Papmakornee
CIIA XXIII, rme mpouentHbie noau DRSP paccuutanbl oTHOCuTENbHO KojmdecTtBa DRSP,
MePBOHAYAIBHO NMPUCYTCTBYIOIIErO B YKA3aHHON CYyTOYHOMN aKTUBHON €MHULIE JO3UPOBAHUS.

CyTouHasi akTUBHAs eqUHHULA A03UpoBaHus, comepxainas DRSP, xapakrepusyercs
MeIJIEHHOM CKOpOoCThiO pacTBOopeHust DRSP in vitro.

B HacrosllieM NOKyMEHTe TepMUH «MeJJIeHHas CKOopocThb pactBopeHust DRSP in
vifro» o3Hadaet, 4To BbIcBOOOkneHue DRSP npencrapnsier coboii Takoe, uro He Oonee 50%
DRSP, mnepBoHauyanbHO MPHUCYTCTBYIOLIETO B YKa3aHHON CyTOYHONW AaKTHUBHOM elMHHULE
J03UpPOBaHUs], pacTBopsieTcss B TedueHue 30 MMHYT, KOTZla YKa3aHHYK CYTOYHYHO AKTHBHYIO
€AMHULY TO3UPOBAHUs MOJIBEPTalOT UCIIBITAHUIO HA PACTBOPEHHUE.

Kak nmogpasymeBaercst B HacCTosiIeM JOKyMeHTe, He Oonee 50% DRSP Bkimrouaer He
bonee 45%, 40%, 35%, 30%, 25%, 20%, 15%, 10% DRSP, nepBorayaibHO MPUCYTCTBYIOIIETO
B CYyTOYHOM aKTUBHOW €JUHULIE AO3UPOBAHMUSI.

B Hexoropeix BapuaHTax ocyluectBieHust He Oonee 40% DRSP, nmepBoHauanbHO
MIPUCYTCTBYIOLIErO B CYTOUHOM aKTUBHOM €IMHULIE TO3UPOBAaHUs, pacTBOpsieTcsi B TedeHue 30
MUH.

B Hacrosimem pokymeHnte mnpoueHtHas poist DRSP paccumrtana otHOocuTEnbHO
konmuyectBa DRSP, mepBoHawyanbHO MPHUCYTCTBYIOLIEIO B YKa3aHHOW CYTOYHOW aKTHUBHOM
€IMHULIE TO3UPOBAHMUSL.

Ckopoctb pactBopernss DRSP in vifro MOXHO OLEHHUTH JOOBIM H3 XOPOLIO
U3BECTHBIX CIIOCOOOB, OMMMCAHHBIX B YPOBHE TEXHHKH.

Ckopoctb pactBopenuss DRSP in vitro nmpeanodTuTensHO OLEHHBAIOT CIIOCOOOM ¢
UCTIOJIb30BaHUEM JionacTHON wmemanku cornacHo ®apmakonee CIITA XXIII. Bxkparue,
TECTUPYEMYIO TaOJIETKY, COCTOSINYIO M3 KOHTPALIENTUBHON KOMIO3uImH, conepxkamieii DRSP,
nomemmaoT B 900 mn Bomsl mpu 37 °C (+ 0,5 °C). Tect Ha pacTBOPUMOCTH MPOBOAST MPHU
MOMOIIM ammapaTta 2 JJs1 UCHbITaHUS Ha pacTBopuMocTh cornacHo ®apmaxonee CIIA co
CKOPOCTBIO TiepeMernuBanus S0 00/MuH.

B mnpennmourutensHOM BapuaHTe OCyLIeCTBJIeHMsI konudecTBO DRSP B kaxnmoit

CYTOUYHOH aKTUBHOW €IMHUYHOMN N103€ cocTasisieT o MeHbuieil Mepe 3 Mr DRSP. ITo mMeHbleit
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mepe 3 mr DRSP Bkmrowaer mo menbineit mepe 3,5 mr, mo menbiieii mepe 4 mr DRSP, no
MmeHb1el Mepe 4,5 mr DRSP, no mensiueii Mepe 5 Mr unu o Mesblieil mepe 5,5 mr DRSP.

B HexkoTOpbIX BapuaHTax OCYLIECTBJIEHUS aKTHBHAas CyTO4YHas €AMHMIA
JO3UPOBAHUs, COCTOALIAs W3 KOHTPALENTHUBHOW KOMIIO3ULMM, KAaK OINHCAHO BBIIIE, MOXKET
comeprkath konmuuectBo DRSP, coctaBnsromee ot mpubIH3UTENBHO 3 MI' 10 NPHOIU3UTENBHO O
mr. CyTodHasi 703a, COCTABJSIIOINAs OT MPUONM3HUTENBHO 3 Mr A0 NPUOJIM3UTENBHO 6 M,
BKJIFOUAET CYTOUHbBIE J103bI, cocTapsiromue 3,0 mr, 3,5 mr, 4,0 mr, 4,5 mr, 5,0 mr, 5,5 mr u 6 mr.

B HexoTOphIx BapuaHTax ocyliecTBieHuss konudectBo DRSP B kaxxmol cyTouHOM
AKTUBHOUM €MHUYHON J103€ COCTABJISIET OT MPUOIH3UTENBHO 3,5 10 4,5 Mr.

B HacrosimeM JOKYMEHTEe TEepMHUH «IPUOIU3IUTENBHO» TMepen «KOHKPETHBIM
3HaUE€HUEMY» OMpefeNseT Auana3oH OT «KOHKPETHOro 3HaueHus MuHyc 10% OT KOHKpPETHOro
3HAYEHUS)» 10 «KOHKPETHOro 3HaueHus mmoc 10% oT kKoHkpeTHOro 3HaueHus». Hampuwmep,
«mpubam3uTenpHO SO» onpenenseT quamnasoH ot 45 1o S55.

B HEKOTOpBIX BapuaHTax OCYLIECTBICHHMs ONHA MJIM OoJiee YIMaKOBOYHBIX €IUHHII
JOTOJHUTENBHO conepkar oT | 10 7 CyTOUYHBIX €AMHUIl JO3UPOBAHHA (hapMaleBTHUECKH
pUeMIIEMOTro Tuianedo.

B oOwveme Hacrosmiero m300peTeHHs] MOAPA3yMEBAETCs, YTO TEPMHUH «IuIanedoy
o0o3Ha"aeT (hapMaKoJOTHIECKH HHEPTHOE UJIH Oe3BpeaHOe BEIIEeCTRO.

B HekOoTOpBIX BapuaHTax OCYILIECTBIEHHS KaK[asl YIAKOBOUYHAs €UHULA COAEPKUT
24 cyTOuHbIE aKTUBHBIE €AMHULIBI TO3UPOBAHMSI.

B HekOTOpBIX BapuaHTax OCYILIECTBJICHMS KaK[asl YIAKOBOUYHAs €JUHULA COAEPKUT
4 cyTOYHbIE €IUHULIBI JO3UPOBAHUS TLTALE00.

B HekoTopeix Bapuantax ocyuiectBieHus DRSP HaxonuTcs B KpHCTaUIMYECKOM
dbopme.

B HEKOTOPBIX BapHUaHTax OCYLLECTBJICHUSA DRSP HaXOAUTCS B
HEMHUKPOHU3UPOBAHHOM (hopMe.

Kak yxe ynomunanocs, DRSP B kpucTainueckoil 1 HeMHUKPOHU3UPOBAHHOM (hopme
o0ecrieunBaeT MEIUICHHYIO0 CKOpOCTh pacTBopenust DRSP in vitro.

OmanM w3 crnocoOOB MOJy4eHHuss KoMmo3uimw, conepskameir DRSP, cormacHo
HacTosieMy u300peTeHuto, siBysieTcs: npumenernrne DRSP B ¢opme wactun, Takoi kak ¢opma
HEMHUKPOHU3UPOBAHHBIX YACTHUL], UMEIOIINX TMOAXONSAIIYI0 YIENbHYIO IIOLAAb MOBEPXHOCTH.
beimo Takke mokazano, yro DRSP B ¢opme wdacTul, HMEOIMUX YIETbHYIO IUIOMANb
TMOBEPXHOCTH OT mpuGmmsuTensro 2000 cM’/r 1o npubmusurensHo 8500 cM/r, MOXKET GbITh

noaxoasAmuum  Jisi  HOJYUYCHHUSA KOHTPAUCTITUBHBIX KOMHOSI/IL[I/II\/'I COTJIaCHO HaACTOALIEMY
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N300peTeHN0. Y IEeIbHYIO IUIOLIAb TOBEPXHOCTH MOXKHO 3KCIIEPHMEHTAIBHO OINpPENEeINUTh C
nomotbto Merona bOT (meron razosoii aacopOLun).

B HekoTopeix BapuaHnTax ocymectsiieHuss DRSP B ¢opme vacTui nmeer yaenbHyO
TIOLIA b TIOBEPXHOCTH OT IpHGIH3uTenpHo 2000 eM*/T 10 pubmusuTensHo 8500 M/

Taxoli nuana3oH yAeNbHON IUIOIIAAM TOBEPXHOCTH BKJIKOYAET 3HAYEHH,
cocTaBisirore npudamsureabHo 2000 em’/r, 2500 eM?/r, 3000 cm’/r, 3500 em?/r, 4000 cm?/r,
4500 cm*/r, 5000 cm?/r, 5500 em*/r, 6000 cM?/r, 6100 em’/r, 6200 em?/r, 6300 cm?/r, 6400 cm*/r,
6500 cM?/r, 6600 cm’/r, 6700 cM?/r, 6800 cm’/r, 6900 cM?/r, 7000 cm*/r, 7500 cm?/r, 8000 cm*/r
1 8500 cm’/r.

Uro kacaercst pacipeeNieHust YacTHII 10 pa3Mepam, clieayet usderats yactuiy DRSP
nrnametpoM Oonee 200 MkM, YTOOBI HE YXYIOIIUTh B 3HAYUTENbHOW CTENEHH CKOPOCTh
PacTBOpEHHUS in Vitro W, CIeNOBaTENbHO, OMONOCTYIIHOCTD i1 ViVO, TIOCKOJIbKY TaKHe YaCTHIIbI
SIBIIAIOTCSI IIJIOXO PACTBOPUMBIMHU.

B HekoTophix BapuanTax ocymecTtsierus DRSP umeer dsy) menee 70 Mxm.

B HEKOTOpBIX MPEenNnouTHTENbHBIX BapuaHTax ocyuecTsieHus dso gactury DRSP
coctasnsier oT 10 MkM 10 60 MkM. dsp, KOTOpPBIH cocTaBiseT OT mMpubIM3uTeNpHO 10 MKM 10
npub3uTeNbHO 60 MKM, BKitodaeT dso, coctapisirommii 10 MM, 15 MM, 20 MM, 25 MM, 30
MKM, 35 MM, 40 MM, 45 MkM, 50 MkM, 55 MM 1 60 MKM.

B HekoTOpBIX BapHaHTax OCYLIECTBJICHUs pacIpeleieHHe MO pa3MepaM 4YacTHI
DRSP, npucyrcTByrowmero B KOMIIO3ULIUM  COTJIACHO — HACTOSIIEMY  HM300pETEeHHIO,
XapaKTepU3yeTcs:

(1) pasmepom yactun dgy MeHee yeM npudausuTenbHo 100 MKM, W/nimm

(i1) pasmepom uvactull dsp, COCTABISIFOIIUM OT NMPHOIU3UTENBHO 10 MKM 10 MPHOIU3UTETBHO
60 MKM, W/ 1Iu

(1i1) pazmepom yactur dip Gosee yeM mpUOITU3UTENBHO 3 MKM.

B HekoTOpbIX Apyrux BapwaHTax ocyuectBieHus dso yactury DRSP cocraBnsier oT
npubnusutensHo 10 MkM g0 mpubnusutensHo 30 MKM. B Takux BapwaHTax OCYIIECTBIICHUS
pacnpeneneHue mo pasmepam uacturl DRSP, mpucyrcTByroiero B KOMIO3ULUK COTJIACHO
HACTOSILIIEMY HM300PETEHHIO, XapakTepU3yeTCsl 1O MEHbLIeH Mepe ONHOH M3 CIEeOYIOLINX
XapaKTepUCTHK:

(1) pasmepom yactur dog MeHee deM mpudIu3uTeNbHO 100 MKM,
(11) pasmepom uvactull dsp, COCTABISFOIINM OT NMPHOIU3UTENBHO 10 MKM 10 TPUOIU3UTENBHO
30 MKM, U

(111) pazmepom yactur dip Gosee ueM npuOIU3UTENBHO 3 MKM.
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B HacrosimeM AOKyMeHTE TOJI «pa3MepoM dacTuill dop» IMOAPA3YMEBAETCS, UTO
pacmpeneseHue 4acTULl MO pa3MepaMm SIBJISIETCS TaKHUM, 4YTO MO MeHblued mepe 90% wyacTuig
UMEIOT TUaMETP YaCTUL] MEHEE YKa3aHHOTO 3HAUEHUS.

B Hacrosimem mokyMeHTe mOJ «pa3MepoM dacTtull dsp» MOAPa3yMEBAETCs, UTO
pacrpesesieHHe YacTULl 1O pa3MepaM SBJSIETCSl TaKUM, YTO MO MeHblueil Mepe 50% wyacTun
UMEIOT TUaMETP YaCTULl MEHEE YKa3aHHOTO 3HAYEHUs.

B HacrosiimeM AOKyMeHTE MO «pa3MepoM dacTuil dyp» MOAPA3yMEBAETCS, YTO
pacmpeneyneHue 4YacTULl MO pa3MepaMm SIBJISIETCS TaKUM, 4TO MO MeHblued mepe 10% wacTuig
UMEIOT TUAMEeTP YaCTULl MEHEE YKa3aHHOTO 3HAYCHHSI.

Pasmep uactun doyp mMeHee yem mnpuOmu3utesbHo 100 MKM BKIFOYAaeT pa3Mephl
gactull dgg, COCTABISIONINE MeHee ueM npuOnmm3urenbHo 90 mxMm, 80 Mxm, 70 MM, 60 MkM, 55
MKM, 50 MM, 45 mxMm, 40 MxM, 38 MM, 36 MM, 34 MM, 32 MkM, 30 MKM, 28 MKM, 26 MkM, 24
MKM, 22 MKM, 20 MKM.

3HaueHus: pasmepa 4actuil dsp, COCTABISIOMEro OT npudiusuteapHO 10 MKM 10
npuOIM3uTeNIbHO 30 MKM, BKJIIOYAKOT 3HAYEHUs, COCTaBIsitomue npudbmusnreabHo 10 mrm, 11
MKM, 12 mxMm, 13 mxMm, 14 mxm, 15 MM, 16 MM, 18 mxm, 19 mxm, 20 MM, 21 MM, 22 MM, 23
MKM, 24 MM, 26 MKM, 27 MkM, 28 MKM, 29 MkM, 30 MKM.

3HaueHusi pasmepa yactul djp Oosee yeM NPUONU3UTETHPHO 3 MKM BKIIFOUAIOT
3HaueHus pazmepa dactuil dio, cocTaBysironIe doyee 4eM NpUOIU3UTENBHO 3 MKM, 3,5 MKM, 4,5
MKM, 5 MKM, 6 MKM, 7 MKM, 8 MkM, 9 MKkM, 10 Mkm, 11 mkm, 12 MxM.

Pazymeercs, 3HaueHue pazmepa yactull dip MEHbIIIE, YeM 3HAaYeHHUEe pa3Mepa YacTHI
dso, KOTOpOE MEHbIIIe, UeM 3HaueHHe pazmepa 4actull dyj.

Pacnipenenenuie yactuiy DRSP no pasmepam, B yacTHOCTH 3HavYeHust dgg, dig 1 dso,
MOJKET OBITh OMNPENEIEHO XOPOIIO W3BECTHBIMH B YPOBHE TEXHHKH CIOCOOAMM, TAKHUMH Kak
CUTOBOH aHaliu3, CrocoObI JIa3epHOW AUPPAKIUK, CrOCOOBl (POTOAHATMU3A MM ONTHYECKOTrO
noacuera. OCOOEHHO NPEATIOYTUTENILHBIMU  SIBJSIFOTCS  CIIOCOOBI  JTa3epHOH  audpakium.
Pacnpenenenue 4acTuIl O pazMepaM MOKHO OMPEAESTUTh ¢ MOMOIIBIO JIa3epHOM Mupakiuu BO
BJIAXKHON nucnepcuu. Jlucmeprupyrolnee BelIeCTBO MPENNOYTUTEIBHO MPEACTABIsET COOOMU
BOAY.

B HekoTOpBIX BapWaHTaX OCYILIECTBIICHUs (hapMALEBTHUECKAs KOMIIO3HUIIHS
COMIaCHO HacTosimeMy wu300perenuto comep:kut DRSP B ¢dopme wactun, umerommii
pacmpeneneHne HYaCcTUIl MO pasMepam, obnamaroliee KOMOWHALMEH ABYX XapaKTEPHCTUK,
BBIOPAHHBIX U3:

(1) pasmepa yactun dgy MeHee yeM npuOIM3uTeabHO 100 MKM,
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(11) pasmepa wactun dsp, COCTABIAIOLIEr0 OT MPUOIU3UTENBEHO 10 MKM 10 TPUOIU3UTENBHO
30 MKM, U
(111) pazmepa gactun d, Oonee yemM NPUOIUUTETBHO 3 MKM.

Hdpyrumu crnoBamu, pacnpeneneHue uactuly DRSP mo pasmepam ortoOpaxaer
KOMOMHAIIMIO XapaKTepUCTUK, BBIOPAHHBIX M3 Xapakrtepuctuku (i) u xapaxrepuctuku (ii),
XapaKTePUCTHKH (1) ¥ XapaKTepUCTHKH (1i1), U XapakTepucTHKH (i1) 1 xapakTepucTukH (iii).

B HEKOTOpBIX OPYrux BapHaHTaX OCYIIECTBICHUS (hapMaLeBTHYECKas KOMITO3ULIUS
COrNIaCHO HacTosimeMy usobperenuto conepkut DRSP B HeMHKpOHM3MpOBaHHOU (opme,
UMEIOIIEH pacrpeeieHue YacTUIl 10 pa3MepaM, XapaKTepPHU3YIOLIeecss TEM, UTO:

(1) pasmep yactun dgg cocTaBisIeT MEHee YeM MpuOIM3uTeIbHO 100 MKM,
(i1) pasmep gactun dsy cocTaBisger oT mpuOIM3uTeNbHO 10 MKM 10 pubIM3UTENBHO 30

MKM, U

(111) pasmep gactur djp coctasiser Oonee YeM MPUOTIMZUTEIBHO 3 MKM.

B npeanoururensHOM BapuaHTe OcyliecTBieHus pacnpezneneHue dactuuy DRSP no
pa3Mepam JIOTIOJIHUTENIbHO XapaKTEPU3YeTCsl TEM, YTO 3HaYeHHE pa3Mepa JacThull doy COCTaBIIET
mMeHee S0 MKM, U 9TO HU OIHA U3 YaCTHI] HEe uMeeT pa3mep Oosee 80 MKM.

B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS KOHTPALICTITUBHAS KOMIIO3HLIUS COTJIACHO
HacrosimeMy mn3o0pereHuto comep:kut DRSP B ¢opme uactur, nmeronux pasmep dactui doo,
COCTaBJSIFOLINI OT MpuOIM3uTeNbHO 20 MKM 10 npubnusurenbHo 40 MM, pasmep dacTull dso,
COCTaBIIAIOLINH OT npuOIM3uTenabHo 10 MM 1o npudamsurensHo 30 MM, U dio, COCTABISIIOIINN
OT NPHONU3UTENBHO 3 MKM A0 NMPHOIM3UTENBHO 9 MKM, IPUYEM HU OZIHA M3 YAaCTHUIl HE UMeeT
pasmep Gonee 80 mMkM, Gonee MPeamOYTUTENPHO, HU OJJHA U3 YaCTHIl He UMeeT pa3mep Oonee 60
MKM.

B HEKOTOpBIX JIPYrux BapHaHTaX OCYIIECTBJICHUS KOHTPALENTHBHAS KOMITO3ULIUS
COTJIACHO HACTOSLIEMY H300PETEHHIO CONEPKUT APOCTIMPEHOH B (POpME HaCTHI, UMEIOLIUX

(1) pasmep wactuu dgy, cocTaBOIUE  OT mnpuOmmBHTENPHO 30 MKM 10
npubIU3UTENHHO 40 MKM,

(1)  pasmep wactun dsyp, COCTaBNAIOIIMHA OT mpuONIM3UTENBHO 15 MKM 110
NPUOTU3UTENBHO 25 MKM, U

(i11)  djo, cocTaBIAOIIMNI OT MPUOIUZUTEIBHO S MKM J0 NPUOIHU3UTENBHO 9 MKM, U Te
HH OJIHA U3 YaCTHUILl He uMeeT pa3mep Oosee 80 MkM, Oosee MPeanoYTUTENBHO, HU
OJIHA U3 YaCTHI] HE UMeeT pa3mep Oonee 60 MKM.

B HEKOTOpBIX OPYrux BapHaHTaX OCYILIECTBIEHHS KOHTPALENTHUBHBIA WHIPEIUEHT

COMIACHO HacTosimeMy u3o0pereHuto mnpexacrasisier coboit DRSP B ¢opme wacTul, nmerommx
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yIeNbHYIO IUIOM[Ab TTOBEPXHOCTH OT mpubmmsurensHo 2000 cM’/r 1o npubamsurensao 8000
eM/r u UMEIOIIHX pa3Mep JacTull dso, cocTassromuii ot 10 MkM 10 60 MKM.

Jis monyuenuss DRSP B ¢opme wacTun, wuMeEOMUX YAENbHYK ILJIOMIANb
NOBEPXHOCTH W/WIJIN pacIipefieNieHle YacTULl 110 pa3MepaM, KaK OMMCAHO BbIIIE, CHEHMAJINCT B
JaHHOH O0JNACTH TEXHUKH MOXKET IPHUMEHSITh XOPOIIO M3BECTHBIE U3 YPOBHS TEXHHKH CIIOCOOBI,
TaKue Kak Criocod M3MeNbueHHs, HeOOsI3aTeIbHO B COUETAHUH C CUTOBBIM CIIOCOOOM.

Hanpumep, DRSP, nonydeHHblii 100bIM W3 CMOCOOOB CHHTE3a, OMUCAHHBIX B
YPOBHE TEXHUKH, MOXET OBITh TMOABEPTHYT CTaJUU U3MENbYCHUs B IIAPOBOH MEJbHHLE WIN
MOJIOTKOBOW MEJIbHHLIE, HE00S3aTeIbHO COMPOBOXKAAEMON CTAMSIMU OTCEBA Ha BUOPAIIIOHHOM
cure. Ha mocnenyromux craausx OTCEBA HAa BHOPALMOHHOM CHTE MOJKHO VIAAJSTh CaMble
MelKkue W camble KpymHble dactuiel DRSP, koTtopele yxyamarT (apMakKOKWHETHYECKHH
npodue u npodb pactsoperns DRSP in vitro.

Crnenmanuct B JaHHOHW OOJIACTH TEXHUKU MOXKET PETyJMpOBATh MapaMeTpbl CTAAHH
U3MENbYEHUsT W OTCeBa C TIOMOIIBI0 OOBIYHBIX  OKCIEPUMEHTOB JUIA  IOJNYYECHHUS
cootBercTByromeid ¢opmbl vactuir DRSP. Tlomxonsmme MeNbHHIBI, KOTOPBIE MOKHO
IIPUMEHSATD, BKJIFOYAIOT CTPYHHYIO MEJbHUILLY, LIAPOBYIO MEJIBbHULY WU CTEPKHEBYIO MEJIbHUILY,
MOJIOTKOBYIO MEJIBHUILY, PEKYIIYI0 MEJIBbHULY U OCUUUIHPYIOLIUI TPaAHyJIATOP.

IMomxomsmyro ¢opmy uvactum DRSP Takke MOXXHO mOJNydaTh MyTEeM IpoLEcca
KPUCTAIM3ALMNA WA OCAXIEHHs], HeoOs3aTeNIbHO B COUYETAHWU CO CTaguel OTceBa, 4TOOBI
MOJIHOCTBIO KOHTposupoBaTh pasMep uactull DRSP. Ilponecc ocaxkneHus: MOXKET BKJIOYATh
craguu (i) pactBopenus DRSP B cmemmBaromemcs ¢ Bomoil pactBopurene, u 3atem (ii)
AUCHEPTUPOBAHUS TOJYYEHHOTO PAacTBOpA B XOJIOMHOW BOJIE MPU NEPEeMELINBAHHM, YTOOBI
uHayuuposBath ocaxkaernre DRSP. Yactuusr DRSP 3atem Moryt ObITh BBIAENEHBI MyTEM
bunbTpannu.

CMmemmBarommecss ¢ BOAOH  pacTBOPHUTENM MOTYT  TMPEACTaBISITH  COOOM
pacTBOPUTEIb, OOBIYHO MPUMEHSIEMBIH B MPOLIECCe KPUCTALTH3ALNH HITH OCAKICHHS, TAKOH Kak
METAHOJI, S5TaHOJ, H3O0MPOMNAHOJN, AUMETHIGOpMaMHL, TeTparuapodypaH, ITHOKCAaH WU
IVMETHIICYJIb(POKCHI, TUMETHUIALETAMU HITH aLIeTOH.

Takoii cnoco® mo3Bossier monyunts DRSP 1o cymiectBy B KpUCTaUIM30BaHHON
dbopme.

C moMomp0 OOBIMHBIX 3KCIEPUMEHTOB CIIELUAINCT B JAHHOH OOJACTH TEXHUKU
MOXKET OINPENEeIUTh MapamMeTpbl MPOLECCa OCAXKACHUS, WCIOJB3YEMOrO MJisl MOJYyYEHHUs
nonxozsimen Gopmsr DRSP.

Cnenuamuct B JaHHOH OONACTM TEXHMKM MOXKET pEryJIHpOBaTh MapaMeTphl

YKa3aHHOTO TpoIecca OCAKIACHHUs (HarpuMep, KOJIMYECTBO pPACTBOPHUTENS, BOIOBI U

2
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HeoO0s3aTeIbHO, MPUMEHSIEMOT0 MOBEPXHOCTHO-aKTHBHOT'O BEIIECTBA) C TOMOINBIO OOBIMHBIX

SKCIEPUMEHTOB.

2 Crnocob koHTpalenmu

Hacrosimee m3o0peTeHne Takke OTHOCUTCA K CHOCOOY, BKIJIIOYAIOLIEMY BBEICHUE
(bapmaneBTHYeCKOH KoMmIo3uLuy, cogep:kaiieii DRSP B kosiuuecTBe mo MeHbluel mepe 3 Mr,
NalyeHTKe, CTpajgaroliedl u30bITOYHONW Maccoil Teja, rae ykasaHHas (apmMareBTHYeCKast
KOMITO3ULIMS OAXOAUT AJIs1 28-THEBHON CXE€Mbl €KE€AHEBHOIO NMPUMEHEHUs, U e MOCNe TOrO,
KaK MepBOHAYaJIbHOE BBeACHHE ykazaHHOro DRSP obecneunso KOHTpalenTuBHOE NEHCTBHE Y
NALMEHTKY, YyKa3aHHas MalUeHTKa MOXXET MPONyCTUTh A0 4 A03 3a 28-THEBHYIO CXEMYy
€XEeTHEBHOIO IPUMEHEHMUS.

B HEKOTOpbIX BapuUaHTaxX OCYLIECTBJIEHHWs] HACTOsIee W300pEeTeHHEe TakKKe
OTHOCHUTCST K cmocoly, BKIIOYAKOLIEMy BBeneHHE (apMaleBTUYECKOH  KOMITO3HILINHY,
comgepxameit DRSP B konuuecTBe mo MeHbllel Mepe 3 MI, MNaLUEHTKe, CTpajaroLieil
OKHpEHHUeM, I7ie yKa3aHHas (papMaLeBTHIeCKask KOMIO3HLIUS MOIXOANT AJisl 28-THEBHOM CXEMBbI
€XEeIHEBHOIO NPUMEHEHUs, U TA€ IOCJIE TOro, Kak MNEePBOHAYAIBHOE BBEACHUE YKA3aHHOIO
DRSP ofecnieunyio KOHTpaLeNTHBHOE AEWUCTBHE Yy MALMEHTKH, YKa3aHHAs MAallUE€HTKA MOXKET
MIPONYCTUTh A0 4 103 3a 28-THEBHYIO CXEMY €KEAHEBHOIO MIPUMEHEHUS.

B HEKOTOpbIX BapuaHTax OCYLIECTBJIEHHs HACTOsllee H300pETEHHE TakKKe
OTHOCUTCST K crmocoOy, BKJIOHAIOLIeMy BBeleHHe (apMaleBTUYECKOH  KOMIIO3HLIUY,
cogepxkauieit DRSP B konuuectBe mo menslueil Mepe 3 wr, mauuentke, umeromeit UMT 30
kr/M” unn Gonee, rie ykasaHHas (apMaleBTHUecKas KOMIIOZHLUS MOIXONHUT Ay 28-IHEBHOI
CXEMbl €XEIHEBHOIO NPUMEHEHHUs, M TIAe MOCJe TOro, Kak I[epBOHAYAJIbHOE BBEACHUE
ykazaHnHoro DRSP obecreunno KOHTpaLeNTHBHOE MNEWCTBUE Y MALMEHTKH, YKa3aHHas
MALMEHTKAa MOKET MPOIYCTUTH A0 4 103 3a 28-AHEBHYIO CXEMY €KE€AHEBHOIO IPUMEHEHUS.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBJICHUS BBIIICYKA3aHHOTO Crocoda yKa3aHHas
nanuenTka umeer UMT 25 kr/m” uiu 6onee.

B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS BBIIICYKA3aHHOTO Crocoda yKasaHHas
MALUEHTKA CTPAAAET OKUPEHUEM.

B HexkoTOpBIX BapuaHTax oOCyulecTBiaeHHs nauueHTka umeer MMT 30 KI/M® HTH
Gounee.

B HacTosiieM AOKYMEHTE TEPMHUH «CXEMa €KEIHEBHOIO NMPUMEHEHUs» O3HA4aerT,
9TO Croco0 KOHTpALENLUU Ul MAlUEHTKH, CTpajarolnell OXUPEHHEM, BKIIIOYAET CTaIHIo
BBEICHUS] AKTHUBHBIX CYTOYHBIX EIWHHI] JO3UPOBAHMS, COCTOSIIUX M3 (apMaleBTHYECKON

KOMIIO3UIIWMH, ITOJIHOCTBIO OIMMCAaHHON B HAaCTOALIEM MOOKYMECHTC, YKaSaHHOﬁ INalMMCHTKE B
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TEUCHUE HECKOJIbKUX AHEH MOApPsA B Te€UeHHE 28 NHEH, T. €. Mepuoaa, COOTBETCTBYIOLIETO
CpenHeN IINTENbHOCTH MEHCTPYAJIbHOIO LIUKJIA.

B HacTOsilieM NOKyMEHTE€ TEpMHUH «aKTHBHAs CyTOUHAs €AMHHULIA JO3UPOBAHUSY
O3Ha4aeT eIUHHULy IO3UPOBAHUS, KOTOpas CIOCOOHA MpPedoTBpaIlath OepeMEHHOCTb IMpH
€XEHEBHOM BBEICHUU MALIMEHTKE B TeUeHHe 28 AHeN MOAPsA.

ITocne obecneuernnss DRSP koHTpanenTHBHOrO AEHCTBHS CIIOCOO MOXKET BKJIIOYATH
BTOPYIO (asy, KoTopas MpencTaBisieT coOoii mepuon Oe3 BBEAEHUs KOHTPALENTHBHOTO
cpenctra, T. €. a3y, B T€UeHUE KOTOPOU HUKAKHE KOHTPALENTHBHBIE HHIPEIUEHThI HE BBOIST
naipieHTke. Bo BpeMsi yka3zaHHOW BTOpOW (Da3bl MALUEHTKE MOTYT OBITh BBEIEHBbI CYTOUYHBIE
€IMHHULIbI TO3UPOBaHUsI Taned0. B HEKOTOPBIX IPYrHUX Cly4asX MAalMeHTKe He BBOAST HUKAKUX
TabJNeTOK.

ITon «cyTouHOW enuHHLIEH NO3MPOBAHUS IJIane00» MOHUMAETCS, YTO WHIPEIHEHT,
CONEp KAMICS B YKA3aHHOUW €IUHUIE JNO3MPOBAHUS, SIBJISIETCS (papMaleBTUYeCKH HHEPTHBIM
wi Oe3BpeaHbIM. J[pyrumu ciioBamu, CyTOYHAsl €QUHUIA JO3UPOBAHUS IIae00 HEe COMEPIKUT
KaKoro-aud0 KOHTPAIEITUBHOTO UHTPEANEHTA, KaK OMPEAESICHO B HACTOSIIEM TOKYMEHTE.

Takass Bropas (asa MOKeT TPUBOAUTL K BO3HUKHOBEHHUIO PETYJISIPHBIX
MEHCTPYaJIbHbIX KPOBOTEUEHHUH W, TaKUM O0pa3oM, MOXKET HUMHUTHPOBATb €CTECTBEHHBIN
MEHCTPYaJIbHBIHN LIUKJI.

bonee Toro, cumraercs, 4TO ykKa3aHHas BTOpas (aza MO3BOJSIET CEKPETHPOBATH
SHIOTE€HHBIA 3CTPAIMON, KOTOPBIII MOXET OKa3blBaTh OIPENEJIEHHbIE IOJIOXKUTENbHbIE
BO3JIEUCTBHSI HA KOCTHBINM METa0OJIM3M MaLUEHTKH.

B  HekOTOpBIX BapuaHTax OCYINECTBJCHUS yKa3aHHas (apMaleBTHYeCKasl
KOMIO3ULIUS JOMOJIHUTENIBHO TO3BOJISIET YKa3aHHOM NALMEHTKE B TE€UEHUE YKa3aHHOU 28-
JTHEBHON CXEMbl €KETHEBHOTO NMPUMEHEHUs TPOIYCKaTh A0 JIBYX HE MOCJIENOBATENIbHBIX THEH
npuemMa ykazaHHoro DRSP, npu yciaoBuum dro ykasaHHyw mnpomnyiieHHyo o3y DRSP
NMPUHUMAIOT B TMpeneyiaXx NMPUOMU3UTENBHO 24 YacoB MOCJE YKa3aHHBIX JO ABYX MPOMYIIEHHBIX
HE MOCJEA0BATENbHBIX JHEN MpUeMa.

B HekoTOphIX BapuaHTax OCYIIECTBJEHHS YKa3aHHbIE MO 4 MPOIMYIIEHHBIX 103
MPOIYIIEHBI HE B MOCJIEIOBATEIbHBIE THH.

B HekoTOphIX BapuaHTax OCYILIECTBJEHHS YKa3aHHbIE OO 4 MPOMYIIEHHBIX 103
MPOIYIIEHBI B MOCIEIOBATEIbHbIE THH.

B o0mem acmekte nmnsi monydeHus (PpapMaleBTUYECKOW KOMIIO3HIMU COTJIACHO
HACTOSIIEMY  HM300PETeHHIO  IPENNOYTUTEIbHO MPUMEHSIOT HEMHUKPOHU3UPOBAHHYIO U

Kpuctaui3oBanayro ¢popmy DRSP.
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Cxema exxeaneBHoro npumeHeHust DRSP nns BBeneHus naiueHTtke, cTpajarolnei
OXKMPEHHEM, TaKK€ MOXKET ObITh CKOPPEKTHPOBAHA B 3aBHCUMOCTH OT HHIMBHAYAJIbHBIX
(akTOpOB, TAKMX KaK BO3PACT, Macca Teja, o0liee COCTOSTHUE 3[JOPOBbsS U PALIMOH MAIIMEHTKU.
VYKa3zaHHas cxema €KeIHEBHOIO NPUMEHEHHUs] MOXET TaKXKe BapbUPOBaThb B 3aBUCHMOCTH OT
JIEKAPCTBEHHOT'O B3aUMOJIEHCTBUSA, KOTOPOE MOXKET BO3HUKATh. YKa3aHHAs CXeMa €KEIHEBHOIO
NPUMEHEHHs] MOXKET TaKXKe BaPbHPOBATh B 3aBUCHMOCTH OT JAOHOJHUTEIBHOIO OHOJIOTHYECKOro
nercTBUsl (IeMCTBUIT), KpOME MPEAOTBpalleHusT OePEMEHHOCTH, KOTOPBIX HEOOXOIUMO JOCTUYb
npu BBeneHuu DRSP.

Cxema exxegHeBHOro mpumeneHusi DRSP nns exxemHeBHOro BBEIEHUs MAIlUEHTKE
MOKET OBITh HM)KE HJIM BBILIE, Ye€M paHee YIOMsHYyTbie a03bl. Hampumep, mauueHTKe B
nepUMEeHOTay3e MOXKeT oTpeOoBaThCs Oojiee BhICOKas Uik Oojiee HU3Kast cyrodHas 1o3a DRSP
U yIOy4IIeHUs ee OOILIero COCTOSHHSI W, HampuMmep, IJIsl YIYVYLICHHsS PEryJISIPHOCTH €€
MEHCTPYaJIbHBIX L[UKJIOB.

[TpakTUKyIOIIKE Bpayd MOTYT B XOAe OObIYHOH NPAKTUKA KOPPEKTUPOBATH
€KETHEBHYIO CXEMY MPUMEHEHHUSI.

B mpenmouTHTENHHOM BapHaHTE OCYINECTBJICHHUS (apMaleBTHYECKass KOMITO3ULIHSI
COrJIACHO HACTOSIIIEMY HM300PETEHHIO JOMOJHUTENBbHO COAEPKUT OOUH wWinu  Oojee
(papMaLeBTHYECKN PUEMIIEMBIX YKCIIUITUEHTOB.

dapmaneBTHUECKass KOMIIO3HUIMSA COTJIACHO HACTOSIIEMY M300PETEHUI0 MOXKET OBITh
NPUTOTOBJIEHA B COOTBETCTBMM CO CTAHAAPTHBIMU CIIOCOOAMH, TAKUMHM KakK OIHCAHHbIE B
Remington: The Science and Practice of Pharmacy (Lippincott Williams & Wilkins; Twenty first
Edition, 2005).

dapMarieBTHUECKH MPUEMJIEMbIE JKCIUIMUEHTDI, KOTOPbIE MOKHO TPUMEHSTH JUIs
NPUTOTOBJICHUSI KOHTPALIENTHBHON KOMIIO3ULIMM COMJIACHO HACTOSIIEMY HU300pETEeHHIO,
omucanbl, B yactHoctH, B Handbook of Pharmaceuticals Excipients, American Pharmaceutical
Association (Pharmaceutical Press; 6" Revised edition, 2009).

[Tpumepsl MOAXOAAIIMX SKCLUIMHMEHTOB BKJIOYAIOT, HO HE OTPAaHMYHBAIOTCS HMHU,
HATIOJIHUTENTH, HOCUTENH, pa30aBUTENH, CBS3YIOLIME BEINECTBA, areHTHl MPOTHB CIICKHBAHMUS,
IUIACTU(HUKATOPBI, PA3PBIXJIUTENH, CMAa3bIBAIOIINE BEIIECTBA, BKYCOBBIE N00aBKH, OydepHble
areHThl, CTAOWIN3aTOPBI, KPACUTENH, [OAKPAIIMBAIOIINE BELIECTBA, AHTHOKCHIAHTBHI,
AHTUAATE3UBHBIC BEIECTBA, CMITYUTEIH, KOHCEPBAHTHI U CKOJIB3SIIIHE BEIIECTBA.

B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS KOHTPALICTITUBHAS KOMIIO3HLUS COTJIACHO
HACTOSALIEMY M300PETEHHIO COAEPIKUT OAMH WM OOJiee SKCUUITUEHTOB, BBIOPAHHBIX U3 TPYIIIb,
COCTOSIIIEH M3 CBSA3YIOIIMX BEINECTB, HAINOJHUTENEH, CKOJB3SIIMX BEIECTB M CMAa3bIBAIOLINX

BCHICCTB.
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IIpuMepsl HAmMOJHHUTENEH BKIIOYAIOT, HO HE OrPAHUYUBASICH WMH, OE3BOIHYIO
JIAKTO3y, MUKPOKPUCTAJUIMYECKYIO LIEJIFOJIO3Y, KpaxMall, MPeXeNaTHHU3UPOBAHHBIN Kpaxmall,
MOAU(DHUIMPOBAHHBIA KpaxMmal, JBYXOCHOBHBIH auruapar Qocdara Kauplus, TPUTHAPAT
cynbdara KajablMs, OUTHApAT cynbdaTa KanbLius, KapOOHAT KajbLMs, JAKTO3y, NEKCTPO3Y,
caxapo3y, MAaHHUT M COPOUT U MX KOMOMHALIMH.

IIpumepbl cMa3pIBAIOIUX BEIIECTB BKJIIOYAIOT, HO HE OTPAHUYUBASACH UMH, CTE€APAT
MarHusi, CTeapar KajbLiUs, cTeapaT LMHKA, TajbK, NponuwieHraukonb, 110D, creapuHoBYyIO
KUCJIOTY, PACTUTEIbHOE MAacyo, O€H30aT HaTpus, Jaypwuicyiab(ar HaTpus, Jaypruicyibdar
MarHusi, MOJUOKCUI THIICHMOHOCTEapaT MUHEPAIbHOTO MAcya U UX KOMOMHALIUY.

IIpumeps! CBSI3YIOIINX BEIIECTB BKJIIOUYAIOT, HO HE OMPAaHUYUBASICh UMH, KpaXMallbl,
HanpuMep, KapToQenbHbI KpaxMmall, MIIEHUYHBIA KpaxMal, KyKypPYy3HBIH Kpaxmal, KameIu,
TaKhe KaK TparakaHTOBas KaMelb, apaBUIiCKas KaMmelb, U KeJaTHH, MUKPOKPHUCTAJIMYECKYIO
L[EJUTI0JIO3Y, TUAPOKCUIIPONUILIEIITIOIOSY, TUPOKCUITUIILEIIIONIO3Y u
TUAPOKCUIPOITMIMETHIILEIITEONIO3Y; MOJUBUHIITHPPOIUIAOH U UX KOMOMHALHH.

IIpumepbl CKOMB3SIIUX BEIIECTB BKIIOYAIOT JUOKCUA KPEMHMUSI, TPUCHIINKAT MarHusi,
MOPOLIKOOOPA3HYIO LEJUTIJI03Y, KpaxMall, TAJIbK U TPEXOCHOBHBIN (ochaT KalbIus.

B mpenmouTHTeNsHOM BapUaHTE OCYINECTBJICHHUS (apMaleBTHYECKass KOMITO3ULIHS
COTJIACHO HACTOSIIEMY M300pPETEHUIO HE COAEPKUT 3HAYUTEIHHOIO KOJUYECTBA ITOBEPXHOCTHO-
AKTUBHOTO BEINECTBA. 3JHAYMTENIbHOE KOJUYECTBO MOBEPXHOCTHO-aKTHUBHOIO BELIECTBA MOXKET
Hapyuath npo¢unb pactsopenuss DRSP in vifro myrem yBenuueHHs! ero Ha4ajJbHONH CKOPOCTH
pactBopeHust. I10BEpXHOCTHO-aKTUBHBIE BELIECTBA BKJIOYAOT HEHOHOTEHHBbIE MOBEPXHOCTHO-
AKTHBHBIE BEINECTBA, TAaKHE KAaK CIOXHbIE S(PUPHI MOJHMOKCHITHICHCOPOUTAHA M IKHUPHBIX
KUCJIOT, U HMOHHOTCHHbIE MOBEPXHOCTHO-AaKTUBHBIE BEINECTBA, TAaKUE KaK JAypUICYJb(aT
HaTpHs.

Pasymeercsi, ucnons3yembiii DRSP wmoxer umers (opMy dHacTHL, HMEROIIHX
YAENbHYIO TUIOIIAAb MOBEPXHOCTU W/WJIHM pa3zMepbl HacTHIl dgg, dig U dsg, KOTOpPBIE MOJHOCTHIO
OTMCAHBI B HACTOSIIL[EM OMUCAHUU.

Vka3zaHHas KOHTpPALENTHBHAS KOMIIO3ULIUS MOXKET HeoOs3aTeNIbHO COIepIKaTh
JOTOJTHUTENbHBIE SKCLUITUEHTDI, KOTOPbIE MOTYT COCTaBIsTH OT mpudmmsurensro 0,1 mo 10
macc.%.

KoHTpanenTuBHas KOMIO3ULIUS COTJIACHO HACTOALIEMY M300PETEHUIO MOXKET OBITH
NPUTOTOBJIEHA B BHUJE JIEKAPCTBEHHOH (DOPMBI, MOIXOMSIIEH IJIs1 MEepOpPaNbHOTO BBEIEHUS.
Takue (opMbl BKIIOYAIOT, HE OrPAHUYMBASCH MMM, TAOJETKH, KarCyJOBHIHBbIE TaOJIETKH,

I'paHyJibl, MUAJIKOJIN, KAIlCYJibl, MOPOMIKHU U CYCIICH3UIO.
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B mpennouTHTENpHBIX BAPHAHTAX OCYIIECTBICHUS KOHTPALENTHBHAS KOMITO3ULIUS
NPUTOTOBJIEHA B TBEPAOH (OpMe AJis MepOPaANbHOIO BBEACHMS, TAKON KaK TaOJNETKH, KarCyJIbl,
IPaHyJIbl, KAINCYJIOBUAHbBIE TAOJETKH U MTHIIIOJIH.

Takue TBepabie PopMbl OCOOEHHO MOAXOAAT AJISI MPUMEHEHUs B KAUeCTBE CyTOYHOMN
AKTMBHOW €IMHUIIBI JO3MPOBAaHHMS B KOHTPALENTHBHOM Ha0Ope COIMNIACHO HACTOSIIEMY
U300pETEeHHIO.

Kornma ¢apmaneBTu4eckyr0 KOMIIO3ULIMIO TOTOBSAT B TBEPAbIX (popMax, TakuX Kak
TaOJMETKU WJIM MWIIOJIM, YKa3aHHbIE TBepHble (OPMbI MOTYT OBITh OOIIEMPHHATHIM CHOCOOOM
MOKPBITHI TOAX OJISALIIUM TUIEHKOOOPa3yo UM areHTOM, TaKUM KaK
TUAPOKCUIPONMIMETIIILEIUION03a, THAPOKCUMIPONIUILEIUTION03a WM STWILEJUTF0I03a, K
KOTOPBIM HEOOs3aTeIbHO MOKET ObITh 100aBJieH MOAXOASINUNA SKCIUNHEHT, HampuMep,
CMSTYAIOLINI areHT, TAaKOH KakK TIHLEPHH, MPOMIJICHIIUKOb, AUATHI(PTANAT UIH TPHALETAT
IJIMLEPHHA, HAMOJHUTENb, TAKOH KaK caxapo3a, COpOUT, KCHIIUT, TIIFOKO3a WM JIAKTO3a, FUIH
KPaCUTEeINb, TAKOH KaK TUAPOKCH]] TUTAHA U T. JI.

dapmaneBTHUECKAs KOMIIO3ULHUS B (popMe TaOJNETOK, MUIKOJb WIH TPAHYJT MOXKET
OBITh TOJy4eHa OOLIENPHHSTHIMU CIOCO0aMH, TAKUMH KakK TNPSIMOE TPECCOBAaHHE, CYyXoe
TPaHYJIMPOBAHHUE U BIIAYKHOE TPAHYJINPOBAHUE.

B HEKoTOpBhIX BapHaHTaxX OCYINECTBJIEHHUs TBEpAble (OPMBI IOJNYHYAIOT MPSIMBIM
IPECCOBAHHEM.

Eme oganM 00BEKTOM HACTOALIETO M300pPETeHHs SIBJIIETCS oOecredeHue crocoda
NOJIy4eHUs] KOHTPALENTUBHOM KOMIO3MLMHM, KakK OINHMCAHO B HACTOALIEM JIOKYMEHTE,
BKJIFOYAIOLIETO CIIEAYIOLIUe CTaAuN!

1) obecnieuenne DRSP B ¢popme yacTuil, Kak MOJTHOCTHIO OMUCAHO paHee B HACTOSIIIEM

OTHUCAHUU

(i1) obecrnieueHune oqHOro Uik Ooee hapMarleBTHUECKH MPUEMIIEMBIX SKCIIUMTHEHTOB; U
(ii1)  cmemmBanue DRSP, obecneuenHoro Ha craguu (i), ¢ ogHUM Win Oosee

SKCLUIUEHTaMH, 00eCIeYeHHbIMU Ha cTanuu (ii).

Kak MoJHOCTBIO OMHMCAHO BBIIIE, 3asIBUTENb NPENOCTABISIET TEXHUYECKHE YKa3aHHsI
IUIS1 IOJIyYEHUsT KOMITO3UIMY, copepskateld DRSP, B Takoit popme, uto:

(1) =He bonee 50% DRSP, nepBoHavanbHO NMPUCYTCTBYIOIIETO B YKA3aHHOM
KOMITO3ULIUH, PACTBOPsieTCs B TeueHue 30 MUHYT, U
(11) mo menbluei mepe 50% ykazanHoro DRSP pactBopsiercs B TeueHne nepuona

BPEMEHU OT 3 4acoB 10 4 4acos,
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KOTJla KOMITO3ULIMIO TOABEPratoT TECTy Ha PacTBOPEHUE i1 Vilro, TAE NMPOLEHTHBIE
nonu DRSP paccunTtanel oTHocuTenpHO konundectsa DRSP, nepBoHauaibHO NPUCYTCTBYIOLIETO
B YKa3aHHOU KOMIIO3ULUH.

Komnosunus, copepxkamiass DRSP ¢ Takum npodunem pactBopeHus in vifro wnm
(apMakOKMHETHUECKUM TPOQUIIEM in Vivo, KaK TOJHOCTBIO ONHMCAHO BbIIIE, MOXET ObITh
NOJTyYeHa PA3IMYHbIMU IPYTUMH CIIOCOOAMH.

C nmoMouIpt0 OOBIYHBIX KCIIEPUMEHTOB M C YYETOM €ro OOLINX 3HAHUH CIIEIIHAIUCT
B JaHHON 0OJjacT TeXHUKU MoxeT MmoauduuupoBath (i) pacmpenenenue yactuiy DRSP mo
pasmepam U (il) KOJMYECTBA M XapakTep OKCLUUIHMEHTOB JJIsi TOJYYEeHUS JPyTux
ANIbTEPHATHBHBIX KOMIIO3ULIUH, JEMOHCTPUPYIOIIUX TNpOoGuib pacTBOpeHust in Vifro u
(bapmMakokuHETHYECKHI PO I 777 ViVO, OMUCAHHBIEC B HACTOSLIECH 3as1BKeE.

Hanpumep, cnennanuct B JaHHOW 00JaCTH TEXHUKU MOKET CO3[aTh KOMIO3HLIHIO,
comepskamyro (i) mukpoHusupoBaHHbIE DRSP coBmecTHO ¢ (ii) areHTOM Ui 3aMeJICHUs
BBICBOOOXKIAEHHSI, YTOOBI YMEHBIINUTh CKOPOCTh pacTBOpeHus ykazanHoro DRSP.

Crnenuanuct B JaHHOW OONACTH TEXHUKH MOXKET TAK)KE PACCMOTPETh BO3MOXKHOCTD
komOuHnpoBanus (1) kpymHbIX uyactull DRSP coBmectHO ¢ (i1) MOBEPXHOCTHO-aKTHUBHBIM
BEIECTBOM H/MJIM CMAaYMBAOLIUM ar€HTOM JJIsl o0ecriedeHnst pacTBopeHus ykazanHoro DRSP.

B HeKOTOpBIX BapMaHTaxX OCYINECTBJICHHS yKa3zaHHas (QapMaleBTUYecKast
KOMITO3ULVSI COAEPIKUT KOHTPALIENTUBHBIM HA0Op, COAep KAl OAHY Wi Oosiee YIIaKOBOUHBIX
€AMHUL, T1e KaXas yIaKOBOYHAs €IMHULA COAEPKUT OT 21 10 28 CyTOUHBIX aKTUBHBIX €IMHMI
JO3UPOBaHUs, U IAe:

(a) KONMMYECTBO APOCHHMPEHOHA B KAXKIOH CYTOUHOW aKTHMBHOW €IMHHLE JO3UPOBAHUS
COCTaBJISIET 110 MeHbIIEel Mepe 3 Mr 0e3 3CTporeHa, u
(b) kaxnasi cyTo4Hasl aKTHBHAS €JMHULIA JO3HUPOBAHUS CONEPIKUT APOCIUPEHOH B TAKOM
dbopme, 4TO:
(1) He Oomee 50% ApoCHUpEHOHA, MEPBOHAYANBLHO TMPUCYTCTBYIOUIETO B
YKa3aHHON CYTOYHOWM aKTHUBHOH €QWHULE AO3UPOBAHMs, pacTBopsiercss B TeueHue 30
MUHYT, U
(1) mo menbiIel Mepe 50% yKa3aHHOTO APOCITUPEHOHA PACTBOPSIETCS B TEUCHUE
NepUOJa BpEMEHHU OT 3 4acoB 110 4 4acos,
KOTZa CYTOYHYIO aKTHBHYIO 03y IOJIBEPrarOT TECTy Ha PACTBOPEHHUE il VifFo B Crocode ¢
UCNOJIb30BaHNEM JonacTHOW Mmemanku cornacHo Papmakonee CIINA XXIII, rae npoueHTHBIE
JOJU APOCHHPEHOHA PACCUUTAHBI OTHOCUTEJIBHO KOJIMYECTBA JPOCIHUPEHOHA, NMEPBOHAYAIBHO

MPUCYTCTBYIOLIErO B YKa3aHHOW CYTOYHOU aKTUBHOW €AUHULE NO3UPOBAHMUS.
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VKa3aHHBI KOHTPALENTUBHBIM HAOOp COAEPXKHUT OnHY Wi Oojee ymakOBOYHBIX
€AVHULL.

OnHa wnu Oonee ymakOBOYHBIX €AMHMIl BKIIOYAIOT, HE OrPAaHUYMBAsACH UMH, |
YIIAaKOBOYHYIO €IUHULY, 2 YIIaKOBOYHBIE €IUHULBI, 3 YIIAKOBOYHBIE €IMHULIB], 4 YyIIAaKOBOYHBIC
€AMHULBL, 5 YIAKOBOUYHBIX €AMHUL U 6 yIIAKOBOUYHBIX €IUHULI.

Kaxxnast ynmakoBo4Hast e1MHHULIA COAEPKUT OT 21 10 28 CyTOUHBIX aKTUBHBIX €AMHMIL
no3upoBaHus. Kak MOMHOCTBIO ONMCAaHO BbIMIE, KaXkJas CyTO4YHAas AaKTHBHAs €OUHHLIA
JO3UPOBAHUS COCTOUT U3 KOHTPALIENITUBHON KOMITO3ULIMH COTJIACHO HACTOSIIIEMY U300PETEHUIO.

Kak nOMHOCTBIO ONMCAaHO BBILIE, CYTOUHBIE AKTHUBHBIE €IMHMIBI JO3UPOBAHUS
MPEANOYTUTENBHO HE COAEP>KaT HUKAKOrO 3CTPOreHa UM MPOU3BOAHOIO 3CTPOTre€Ha, TAKOTO Kak
STUHWIACTPAAUOJ, MEeCTpPaHON WM 8-mpeHunHapuHreHuH. Jpyrumu cinoBamu, DRSP
NPEANOYTUTENBHO MPUCYTCTBYET B CYTOYHBIX aKTHBHBIX €IMHULAX TO3UPOBAHUS O€3 3CTPOreHa.

B Oonee mpeamodTuTeNbHBIX BapuaHTax ocymectBieHuss DRSP  sBisercs
€AVUHCTBEHHBIM KOHTPALENTUBHBIM HMHIPEAUEHTOM, COAEPKAIMUMCA B CYTOYHBIX AKTHUBHBIX
€ANHULAX JO3UPOBAHUS.

Kaxxnasi yrmakoBouHasi €JUHHIA HEOOs3aTeNbHO COAEPKUT OT 1 10 7 CyTOYHBIX
€IMHUL] JO3UPOBAHUS (papMalleBTUIECKH MTPUEMIIEMOTO Tu1anedo.

B HekoTOpbIX  BapuaHTax  OCYLIECTBJICHMS  KOHTPALIEITUBHBIA  HaOOp
XapaKkTepU3yeTcsl TEM, 4YTO Kakias YMAaKOBOYHAsl €IMHMLA COAEPKUT 28 CYTOUYHBIX €JUHULL
JIO3UPOBAaHUSI U HE COAEPXKUT CYTOYHOH eAMHMLBI J03UPOBaHUS  (hapMaLeBTHUECKU
npuemsiemoro mane6o. Takol KOHTpauUeNTHBHBbIH HA0Op OCOOEHHO TMOAXOAMT IS
OCYIIECTBJIEHHSI CIIOcO0a KOHTPALENIMU COMJIACHO HACTOALIEMY H300pPETeHHI0, COCTOSINEro B
BBeneHnu DRSP «HenpepbiBHOY Oe3 nepuona 6e3 KOHTpaLEIHH.

B npyrux BapuaHTax OCyIIECTBJICHH KaXkAasl yIIaKOBOYHAs €IUHULIA COAEPIKUT:

- or 21 no 27 axkTUBHBIX CYTOYHBIX €IMHMI] [AO3UPOBAHMS, COCTOALIUX U3
KOHTPALENTUBHON KOMITO3ULINH, TOJTHOCTBIO ONMMCAHHON B HACTOSALIEH 3asBKE, U

- HeoOs3aTenbHO, OT 1 1m0 7 CYTOYHBIX EAMHUI[ JO3UPOBaHUS (papMaleBTUYECKH
npruemMIIeMoro ianedo.

Takoli HAOOp KOHTPALENTHBHBIX CPEACTB OCOOEHHO MOIXOAUT JJISI OCYIIECTBICHUS
crioco0a KOHTPALETIHUU COTJIACHO HACTOSIIEMY H300PETEHHIO, BKIFOYAIOIIETO:

- mepByl0 (pasy, B KOTOPOW AaKTHBHBIE CYTOUHBIE EIWHUIBI O3UPOBAHMS COTJIACHO
HACTOALIEMY H300PETEHHUIO0, HE COAEPIKaLNe SCTPOreH, BBOIAT MALUEHTKE, CTPAaJaroIei
O’KHpPEHHUEM, B TeueHue nepuoga ot 21 no 27 nHei noapsia;, ¢ Nocaeayomen

- BTOpoW (as3ol, B KOTOpPOH NAIMEHTKE HE BBOIAT HUKAKYID KOHTPALETITUBHYIO

KOMITO3ULIAIO B TEYEHHE nepuoza ot 1 1o 7 nHen noapsia.
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B HekoTOpBIX ApYrux BapHaHTax OCYLIECTBJIEHHUS KaK[as yNaKOBOYHAs €AMHMIIA
HaOopa comep>kKUT 24 CyTOUYHBIE €OWHHMLBI JO3UPOBaHUs, copepkamue 3(dexTuBHOE
KOJIMYECTBO KOHTPALENTUBHON KOMIIO3ULIUM, KaK OIMCAHO B HACTOSIIEM [AOKYMEHTE, U
HeoOs13aTeNbHO 4 CYyTOUYHbIE €UHHLIBI TO3UPOBAaHUS (papMalleBTUYECKH TPUEMIIEMOTO I1anedo.

VYnakoBO4Has €IMHHLA, KAK OMMCAHO BBILIE, MOXKET UMETh OHY M3 OOIIENpPUHSTHIX
¢dopM, OOBIMHO MPUMEHSIEMBIX ISl IEPOPATIBHBIX KOHTPALIENTHBHBIX CPEACTB.

Hanpumep, ymakoBouHasi €AMHUIA MOXET MPEACTaBIATh COOOH OOLIeNPHHATYIO
OMUCTEPHYIO YIIAKOBKY, CONEpPIKAINYI0 COOTBETCTBYIOLIEE KOJIMYECTBO EAMHMI] JOSHMPOBAHUS B
repMETUYHON OJUCTEPHOI YMaKOBKE C OCHOBOH M3 KapTOHA, HEro)pHpPOBAHHOIO KAapTOHA,
(bosbru WM MIACTUKA, U 3aKPBITYIO MOXOIIIIMM BEpXHUM ciioeM. Kaxnas OnucTepHast eMKOCTb
MOKET ObITb yIOOHBIM 00pa3oM MNPOHYMEPOBAaHA WM TPOMAPKUPOBAHA JUJIsl CONEWCTBUS
COOJTFOIEHUIO PEKIMA JICUSHUSI.

VYnakoBouHas €IMHULIA MOXKET COJEP>KaTb CYTOUHbIE €UHULbI JO3UPOBAHUS B TOM
MOpsiIKE, B KOTOPOM HUX CJeAyeT NPUHUMATh, T. €., HAUYMHAas C IepBOH U3 MO MEHbIUEH Mepe 21
eIMHHULIBI TO3UPOBaHMsI, coaepxkamux kommosuimio DRSP, Heobs3arensHO ¢ mociaenyrommumu 7
WM MEHee MyCThIMU OJIMCTepaMH MM 7 WIM MeHee €AMHHMLAMH JO3UPOBAHMS, COAEPKAIIUMHU
bapmanieBTHYECKH ITpHEMIIEMOE TUTaedo.

Habop cornacHo HacTosimeMy H300peTEHUI0 MOXKET COAEePIKaTh APYTHe MOIXOISIINE
KOMIIOHEHTBI, TAKHE€ KaK HHCTPYKLIUU IO MPUMEHEHHUIO.

Crnenyromue npuMepsl sBJISIOTCS WUIOCTPATUBHBIMU U HE IPEAHA3HAYEHBbl IS

OrpaHUUeHUs] 00bEMA 3asIBJICHHOT'O U300 PETeHMS.

INPUMEPBI

Ipumep 1 - Jjedenue LF111 (DRSP) cHmxaer koaudecTtBo [aHed ¢
KPOBOTE€YE€HHEM H/HJIH MAKYIMMH KPOBSIHUCTBIMH BbIAeJIeHUSIMH

1/ 3amaun

ITpuBenennoe Hiwke uccnenosanne CF111/302 mnpencraBisier coboit Oa3oBoe,
MHOTOLIEHTPOBOE, JIBOMHOE CJIENOe, KOHTPOJIUPYEeMOe C TOMOLIBI JBYX  Iuianedo,
PaHIOMHU3HUPOBAHHOE HCCIIEOBAHUE KOHTpALeNTUBHONH 3(()EeKTUBHOCTH, MEPEHOCUMOCTH U
6ezonmacuoctu LF111 (DRSP) B TeueHne 9 1UKIOB NMpOTSDKEHHOCTHIO 28 nHel nedenus (24
TaOJIETKH aKTUBHOTO UCCIIEAYEMOTO TIpernapara ¢ MoCIeny UM 4 THIMH Ta0JIeTOK mianedo).

IlepBoii 3amaueil sBIsAETCS EMOHCTPALUS KOHTPALENTUBHOW 35((EeKTHBHOCTH
LF111, a Bropoii 3amadeil sBisieTcs AeMOHCTpanus Oe3omacHOCTH U mepeHocumoctu LF111,

0COOEHHO B OTHOLIEHUH KapTUHBI KPOBOTEUEHUH.
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2/ Matepuajbl 4 ciOCOObI

a) Uccnenyemblii mpenapar, 4036l U CIIOCOO BBEICHUS

B xome nmaHHOro ucCienoBaHMs MEPOPAIbHO BBOAWIM TaONETKH C IJIEHOYHOU
obonoukoii LF111 (uccnenyemsiii npenapar, 24 tadnerku, cogepsxkamue 4 mr DRSP, a 3atem 4
tabnerku miauedo, Leon Farma).

Tabnerku LF111 umeroT crnenyromii COCTaB:

UHTPETUCHT mr/TabneTka
AKTHUBHBIN JIpOCTIHpeHOH 4,00
UHTPEIUEHT
DKCLUUTHUEHT MukpokpucTaIMIecKas LeUTI0I03a 33,02
JlaxTo3a, Oe3BomHAs 17,50
Jnokcun KPEMHUH, KOJLIOUTHBIN 0,29
Oe3BOHBII
Creapar maruust 0,29
Cuctema Oenoit 00004YKH 1,65
Bceero 56,75

KPUCTAJUIM30BAHHBIM M HEMUKPOHU3UPOBAHHBIA APOCIUPEHOH, IIOJYYEHHBIH B

COOTBETCTBHUH CO CIIOCOOOM, aHaJIOrHYHbIM onrcanHomy B WO 2006/061309;

b) I[Inan uccnenoBaHus

JlaHHOEe MPOCHEKTUBHOE, MHOTOLIEHTPOBOE, PAaHAOMHU3UPOBAHHOE, JBOMHOE CIIETNOE,
KOHTPOJIMPYEMOE C MOMOIIBIO ABYX Ianedo MCCieqoBaHue MpoBONMIM Ha 857 skeHiuHax Oe3
HEKOHTPOJIMPYEMBIX TEKYLINX 3a00JIeBaHUH, MOIBEPKEHHBIX PUCKY O€pEeMEHHOCTH, B BO3pacTe
18-45 gjer, C CHCTONMYECKUM apTepHanbHbIM fAaBieHueM MeHee 140 mm  pr. T,
IMACTOJIMUECKUM apTePUAIbHBIM JAaBiieHHeM MeHee 90 MM pT.CT., NPUOJU3UTENBHO B 73
neHTpax B Asctpun, Yexuu, ['epmanun, Berarpuu, [lonbie, Pymbiann, Cnosakuu u Micnanuu.

ITocne npenocrasiaernss THYOPMHUPOBAHHOTO COMIAcHsl pH Bu3uTe la (CkpuHUHT, V
la) 1 monydeHus: UCCIeNyeMOro JIEKAPCTBEHHOTO CpeAcTBa mpH Bu3uTe 1b cyOBekTsl OymyT
OCYILIECTBISITh BU3UTHI CO 2 110 4 B 24 + 2 neHb 1-ro, 3-r0 1 6-ro nukios, u S sus3ut (V5) B 29 +
2 penp 9-ro mukna. Ilocnenyromee HaOmoneHue (6 Bu3uT, V6) cocroutcs depe3 7-10 nuei
nocse nocnensero npuema LF111.

[Tnannpyemasi o0masi MpOAOJKUTENBHOCTh UCCIENOBAHMS COCTaBMIa 16 Mecsles:
MaKCUMyM O MECsILIEB IJIsl MPOLECCa PErUCTPALMK, MAKCUMYM 9 MeCsLieB HEMOCPEACTBEHHO IJIs1

nprueMa KOHTPALEeNTUBHBIX cpenactB W 10 nmHel 1y cTaguy MOCIENyoLero HaOJFOAeHUs.
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IIponomkuTeNbHOCTD MpHEMa KOHTPALIENTUBHBIX CPEACTB ISl OTAEJBHBIX JKEHIIUH COCTaBISAET
9 x 28 nHen.

c¢) Kpurepun uckimroueHust

bepemenHOCTh CyOBeKTa;, IpyAHOE BCKapMJIMBaHUE y CyOBeKTa, CYOBEKT HM3BECTEH
VI TIOA03PEBAETCSl B HEBO3MOXKHOCTH COOJIOZIEHMS MPOTOKOJIA MCCIIENOBAHUS U IPUMEHEHHUS
IMP (uccnemyeMblx JIeKapCTBEHHBIX IMPENApaToB); BBbIABICHHAs Ha  YJIbTPAa3BYKOBOM
UCCIIEIOBAHUN OPraHOB MAJIOr0 Tas3a, IPYJHOM WM HHTPABaruHAJIbHOM YIJIBTPa3BYKOBOM
UCCJIEIOBAHUHU TATOJIOTHsI, UCKJTIOYAIOIIAsl YYaCTHE B UCCIENOBAHUU; HEOOBSICHIMAs aMEHOpes],
U3BECTHBIN CHHAPOM MOJHKUCTO3a SIMYHUKOB; CyOBekT, nmeromnii ASC-US (atunuvnble KIETKH
IUIOCKOTO 3MUTENIUST HESCHOTO 3HAYEHHUs) WU OoJjiee Cepbe3HOe H3MEHEHHE Ha MasKe
[Tananukojay, HW3BECTHOE NPOTHBOINOKA3aHWE WM THIIEPUYBCTBHTEIBHOCTb K AaKTHBHOMY
WHTPEIUEHTY (IpOCTUPEHOH) uit skcipmuentaM IMP (uesutonosa, 1akTo3a, JHOKCHUI KPEMHUS,
cTeapaT MarHus, KyKypy3HbIH Kpaxmal, MOJIUSTUIIEHIJIMKONIb, MOJUBUHUIIUPPOIUIOH,
NOJIMBUHWJIOBBIA crupT, aquarius BT16035 cottage green, Tajmbk, AMOKCHA THTaHA, JUOKCHI
KPEMHHUSI KOJUIOMIHBIH O€3BOAHBIM, TOJHOCTBIO PAllEMHUYECKUN TOKO(EpOJ, JaKTO3bI
MOHOT'MIpAT, MauCOBBbIN KpaxMaJj, NMOBHUJIOH, CT€APUHOBAs KUCJIOTA, TMIPOMENIO3a, MAaKpOroJ
400); 3HAYMMOE CepIeYHO-CoCyaucToe 3aboneBanne, 3a00eBaHNe IEYSHN UIIH TTOYeK, TuadeT ¢
BOBJICUEHHEM COCY/0B, HEKOHTPOJUPYEMOE PACCTPONCTBO LIUTOBUAHOM JKEJIE€3bl WU TEKYIIHUI
BEHO3HbII TpoMOO3 miIM 5MOOJMS;, HEAMArHOCTMPOBAHHOE BAarvHAJIbHOE KPOBOTEUEHHE,
U3BECTHBIE WUJIM TOJO3PEBAEMble UYBCTBUTEJbHBIE K IOJOBBIM CTEPOMUIAM 3JI0KAUYECTBEHHBIE
OIyXOJIM, HAJIMUUE WJIM aHAMHE3 TSDKEJIOro 3a00JieBaHUs NEYeHU MPH YCJIOBUH, YTO 3HAUEHHS
(GyHKIMM TIeYeHH He BO3BPATIIIMCH K HOPME, CBUJETENbCTBA MJIM aHAMHE3 3JI0YNOTpeOseHHs
AJIKOTOJISA, JIEKAPCTBEHHBIX CPEJICTB WM yNOTPeOJeHHsT HAPKOTUKOB (B T€YEHUE MOCIEAHUX 12
MECSILIEB); U3BECTHOE PACCTPONCTBO KPOBOTEUEHUSI HIJTH aHAMHE3 HEOOBSICHUMOTO KPOBOTEUEHHSI
WIN TIOSIBJIEHUs CHUHSKOB B TedeHHMe MocieaHux 12 mecsneB no Vla, 3amperneHHble paHee
JIEKapCTBEHHbIE CpENCTBA / KOHTPALENTHUBHbIE CPEACTBA (MHBEKIMOHHBIE TOPMOHAJIBHBIE
METO/IbI KOHTPALEIINY B TEYSHHE TIOCIETHUX 6 MecseB 10 V 1a, mporecTuH-BhICBOOOKAAOIIEE
BMC (BHyTpUMaTO4YHOE YCTPOWCTBO) WJIM KOHTPALENTHBHBIA HMIUIAHTAT 32 TOCJIEAHHE 2
Mecana a0 Vla, aHTUpeTpOBHpPyCHas Tepamus 3a mnociaenHue 6 wMecsueB 10 Vla,
MHUKPOCOMaJIbHBIE (PepMEHT-UHIYLUPYIOIINE JIEKAPCTBEHHBIE CPEACTBA 32 MOCienHue 28 nHel
no Hadana npueMa IMP); 3aBUCHMOCTD OT 3amlpereHHOr0 COBMECTHOTO JIEYEHHUsI (3CTPOTEHBI,
NPOTeCTareHbl, AaKTUBHUPOBAHHBIM  Yrojb, MHKPOCOMAJIbHBIE (PEPMEHT-UHAYLHPYIOIIUE
JIEKapCTBEHHBIE CPEICTBA, MPOTUBOCYIOPOKHBIE CPEACTBA [HAPUMeEp, THIAHTONHBI, ()EHUTOHH,
kapOamasennH, OkckapOasenuH, Tomupamar, ¢endapHar, npuMuaoH|, OapOurtyparsl,

aHTUOMOTHKHN [Takue Kak pudadyruH win pudaMnunuH|, PUTOHABHP, HenpUHABHP,
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aTopBactatuH, 003eHTaH, rpu3eodyibBuH, GpeHmIOyTa3oH, 3Bepodoii [hypericum perforatum],
JIEKapCTBEHHbIE CPEACTBA, KOTOPbIE MOIYT YBEJIWYUTb COJEp)KAaHUE Kajusl B CBHIBOPOTKE
[uarnbuToper AII® (aHrHOTEeH3MHIpEBpallaoLero (pepMeHTa), aHTarOHUCThI aHTMOTeH3UH-H-
peLenTopoB, KkanuiicOeperaroue IUyPETUKH, KallueBble NOOABKM, TeNapuH, AHTArOHUCTHI
anbrocrepona u HIIBII)); muianupyemast Xupypruueckast ornepanus B Te4€HHE MPEATIoNaraeéMoro
BPEMEHH y4YacTHs B JaHHOM HCCIEeNOBaHMM, TpeOyroas OTMEHbl IepOpPaIbHOIO
KOHTPALIENTHBHOTO ~ CPEACTBA, PEryJsipHOE CONYTCTBYIOIEe IPUMEHEHHE OapbepHbBIX
KOHTPALENITHBHBIX CIOCO00B, cnepmurunos, BMC wim apyrux cnoco0OB KOHTpauenuuu (3a
UCKJIFOYEHHEM CIIYYaiiHOTO MPUMEHEHHUS U3-3a PUCKA 3apa’KeHUSs ), CBUIETENIbCTBO HJIM AHAMHE3
HEBPOTUYECKOH JIMYHOCTH, IMCUXUYECKHX 3a00JIeBAaHMN MJIM TOMBITOK CYHIHJA;, Y4acTHE B
APYrOM HCCIIEJOBAHUU SKCHEPUMEHTANBHBIX IPENapaTOB WM YCTPOWCTB, NAapaJljIeNbHO WIIU
MeHee ueM 3a 90 nHel 10 Havana UCCIEeNOBaHMs, WU y4acTHe paHee B JAHHOM HCCIIEOBAHUU,
COTPYAHHK HCCIIENOBATENbCKOrO WJIH MCHBITATEIbHOIO LIEHTPA, WU YWIEH CEMbU COTPYAHUKOB
WM HCCIIEIOBaTeNel; mo00e yCIoBUE, KOTOPOE, IO MHEHUIO HCCIIEAOBATENS, MOKET TIOCTABHTD
MOZ YTPO3Yy UCCIEIOBAHUE B COOTBETCTBUH C MTPOTOKOJIOM.

d) Kputepuu oueHku

d.1) 3ddexTuBHOCTH

-nepBuuHblii: O0mmit nanexc Iepms (oOmuii PI);
-sropuusble; PI nis omubok crocoda, PI mocne koppekiuy pe3epBHON KOHTPALETILHH;

Koadppuument 6epemeHHOCTH.

d.2) Be3onacHoctw/ITlepeHOCUMOCTD

Jlons CcyObeKTOB C BHEIUIAHOBBIM KPOBOTEYEHHEM/MAaKYIIMMH KPOBSHUCTBIMU
BbIIEJEHUSIMM B I[HMKJIax c¢o 2 mo 6; Jlons cyObekTOB ¢  BHEIUIAHOBBIM
KPOBOTEYEHHEM/MAKYIIUMH KPOBSIHUCTBIMH BBIIESIEHUSIMH B KQXKIOM LIUKJIE U3 LIUKJIIOB CO 2 1O
9 m COBOKYymMHO B IuKJax cO0 2 mo 6 u mukinax co 2 no 9; KomudectBo paHen
KPOBOTEUEHHS/MAKYIINX KPOBSHUCTHIX BBIAENIEHHH B T€4eHHE LUKIOB co 2 mo 4; KonmnyecTso
OHEW KPOBOTEYEHUS/MAKYIIUX KPOBSIHUCTBIX BBIIEICHUH B TEUYEHHE LUKIOB ¢ 7 mo 9,
KonnuecTBo nHEH KpOBOTEUEHUS/MAKYIIUX KPOBSHUCTBIX BBIIEICHUH B TEUEHHE LIUKJIOB CO 2
no 9; KomudecTBo 3MM300B KPOBOTEYEHHUS/MAKYIIUX KPOBSIHUCTBIX BBIICJICHUH B TEUCHUE
UKJIOB co 2 1o 4; KommuecTBo 3NH3010B KPOBOTEUECHUSA/MAKYIIUX KPOBSTHUCTBIX BBIICIECHUH B
TedeHne LUKJIOB ¢ 7 mo 9; Konmn4ecTBO 3MHM300B KPOBOTEUEHUS/MAKYIINX KPOBSHUCTBIX
BBIJICJICHHI B TeUeHHe LUKIOB co 2 1o 9; Jlons cyObekTOB ¢ aMeHopeel, M3MeHeHne MaccChl
Tena OT wucxogHoro ypoHs (Vla); l3mMeHeHHE CHCTOJMYECKOr0 U JUACTOJINYECKOTO
apTepuaNbHOro AaBieHHs OT ucxomgHoro ypoBHs (V1a), HexenarenpHbie sBrneHust (AE),

UYacrora mynbca; Dnekrpokapauorpamma (OKI) mist mogmHoxkecTBa cyObekToB; Kinnaudaeckue
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naboparopHbie  mapamerpel; CrenuanpHble  KJIMHUYECKHE J1IaDOpaTOpHBIE — MapameTpbl
(remocTaTudeckre NEepEeMEHHbIE, YIJIEBOIHBIM METa0OJM3M M KOCTHBIM MeTaOONu3M) IS
MOIMHOKECTBA CYOBEKTOB.

d.3) Cratuctuvyeckue MeTOAbI

d.3,1) [Tapamerpsl 3¢ pekTHBHOCTH

AHanmu3 nepBUYHONW nepeMeHHOH 3¢ dexkTuBHOCTH, onpenensemMoi kak oOmuit Pl
OyzeTr BBIMOJIHEH IJIsl TIOJHOM BhIOOpKM CyObekToB aHanu3a (FAS) u BeiOOpKH CyObekTOB Oe3
Hapyuenuii nporokoda (PPS). Tlepsuunas onenka s¢gexkTuBHOCTH Oyner ocHoBaHa Ha FAS.
JByctoponHuii 95% noseputenbHblii uHTepBan (CI) mns obwero PI Oynmer paccumran mpu
YCIJIOBHH, YTO COOBITHA OEpeMEHHOCTH UMEIOT pactpeneneHue IlyaccoHa. AHaiu3 BTOPHYHON
s¢dextuBHOcTH Oymer ocHoBaH Ha FAS. st Pl ans ommbok crmocoba Oyayr paccyuTaHbl
nByxcroponnue 95% Cl. 95% nosepurepHbI nHTEpBaAT 110 Metoay Kionmnepa-ITupcona Oyner
paccuMTaH AN COOTHOIIEeHUs OepemeHHoctel. (COBOKymHas 4acTOoTa BO3HHUKHOBEHHS
OepemeHHOCTH OyaeT paccuuTaHa ¢ mpuMeHeHWeM oneHku Kamnmana-Metiepa. JIBycTOpOHHMIA
95% CI 6ynmer paccuutan aisi PI mociie koppekunn pe3epBHON KOHTPALSTIIIH.

d.3,2) [TapameTpnl 0€30MACHOCTH U TEPEHOCUMOCTH

AHamu3bl TApaMeTpoOB APTEPHAIBHOTO JAaBJIEHUsS, MAacChl Tela M KapTUHBI
KpoBOTE€UeHHs1 OyayT ocHoBaHbl Ha FAS. AHamu3 KOHEUHBIX TOuUeK Oe3omacHOCTH Oyner
IPOBENEH TOJBKO C NMPUMEHEHHEM BBIOOPKH Ul OLIEHKH Oe3omacHocTH. Bce HexenarenbHble
apneans (AE) u HexenatenbHble siBneHus, BosHukaromue npu jedeHuun (TEAE), Oyayr
0000meHbl TyTeM BBIYMCIEHHMs KOJM4YecTBA U mpoueHta cyobektoB ¢ AE  mo
IPEANOYTUTENBHBIM CPOKAM H Kilaccy cucTeMHbIX opranoB. Takxe TEAE OynyT cyMMupoBaHBI
IO CTENeHU TSDKECTU M OTHOLICHHUIO K JIEYeHUIO. ByayT mpenocTaBieHbl KOJIMYECTBO M MPOLIEHT
TEAE, Benyuux k npekpameHuro uccienopanus. JlabopatopHble mapaMeTphl, 4acTOTa MyJjibCa U
aHomanbHble pesyabratel OKIT (Hampumep, yamuaenune QT) OynyT cyMMHpOBaHBI THyTeM
BBIYUCIICHHUS] CBOJHON CTATUCTHKH 1O aOCONIOTHBIM 3HAYEHHsM M HM3MEHEHHI0 oT Vla
(cmeumanpHble NabopatopHble mapameTrpbl u DKI: V1b) no V3, V4 u V5. Tabnuusl ¢casuros
OyAyT MpenocTaBie€Hbl sl WUIOCTPALMK HM3MEHEHHWH B OTHOIIGHWH J1IabOpaTOPHBIX
HOpPMaJIbHBIX auana3oHoB Mexny Vla u VS (wm EDV). Byner cyMMHPOBaHO KOJWYECTBO U
NPOIEHT CYyOBEKTOB CO 3HAYCHUSIMHU BHE MPEIENIOB KIMHIUECKOH 3HAYMMOCTH.

2/ Pe3ynbTaThl

Kak moxazano B Tabmune | Huke, HaOMIOZANOCh 3HAYMTENBHOE COKpAIIECHUE
KOJINYECTBA JHEHW C KPOBOTEYEHHEM W/WIN MaXXYIIMMU KPOBSHUCTBIMH BBIICNEHHSIMH TPU

nedernn DRSP y skeHmMH ¢ u30bTounOM Maccoil Tema (UMT 25 kr/m’ wim Bbire) o
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CPAaBHEHHMIO C JKCHILIMHAMH, HE HMEIOIIMMHU H30BITKA MAcCChl TE€Ja, IMOJNYYaBIIMX TaKOE >Ke
KOHTPALENITUBHOE JICUECHHUE.

Tabmuua 1. KonmuecTBo nHEH ¢ MaKyIIMMH KPOBSHUCTBHIMH BBINENIEHUSMH W/ WIH
KPOBOTEUEHHEM IO MEPUOAAM LIMKJIOB JIEUEHUs JJIsI KOTOPTHI XKEHIIUH C W30BITOYHONW Maccoi

T€Jia MO CPAaBHCHUIO C KOFOpTOI\/'I JKCHIIUH, HC UMCIO X M30BITOYHOI MaCChI T€Ja, MpUu JICYCHUN

DRSP.

Huxn NUMT<25 |% 3a nuxa| UMT>2S5 (% 3a nuxa| Hroro p-3HA4YeHHe
Kr/m’ Je4eHust Kr/m’ gedyeHusi | (N=858) | kpurepus
(N=660) (N=198) CyMMBI
paHroB
Yuiakokcona
Mukast n 401 126 527
2-4
Cpennee 13,8 16,4%. 10,7 12,7%. 13,1 0,0007
(CKO) (12,84) (13,46) (13,05)
Menunana 11,0 6,0 10,0
Mun/ 0/60 0/66 0/66
Makc
Hukab n 315 107 422
2-6
Cpennee 20,6 14,7%. 14,9 10,6%. 19,1 0,0005
(CKO) (18,62) (18,64) (18,77)
Menunana 17,0 7,0 14,0
Mun/ 0/100 0/89 0/100
Makc
ukabt n 221 84 305
2-9
Cpennee 32,1 14,3%. 222 9,9%. 294 0,0010
(CKO) (27,85) (26,65) (27,84)
Menunana 26,0 13,5 21,0
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Muxn HMT<2S5 (% 3a uukjga| HMT>2S5 (% 3a uukja| MHrtoro p-3HaYeHHE
Kr/m’ Je4eHust Kr/m’ gedenusi | (N=858) | kpurepus
(N=660) (N=198) CYMMBI
paHros
YHIKOKCOHA
Mun/ 0/109 0/106 0/109
Makc
Hukabi n 315 108 423
5-7
Cpennee 10,8 12,8%. (8,3 (10,98)| 9,9%. 10,2 0,0053
(CKO) (11,13) (11,13)
Menuana 7,0 4,0 6,0
Mun/ 0/67 0/49 0/67
Makc
Mukabt n 280 94 374
7-9
Cpennee 10,2 12,1%. |7,9(11,09)| 9,4%. [9,7(10,39) 0,0040
(CKO) (10,10)
Menunana 8,0 3,5 6,0
Mun/ 0/60 0/55 0/60
Makc

N: KonngecTBo cyOBEKTOB B TECTOBOH IpyIIe B rpyrre ¢ onpeneiaeHHbiM UMT

n: KonmuecTso CY6’I:>6KTOB C JOCTYINMHBIMH JaHHBIMUA

CKO: CpennexkBaapaTuyeckoe OTKJIOHEHHE

Kak moka3zaHo B Talmmue 2 Hike, HaONIOAAETCs] 3HAYUTENBPHOE COKPALIEHHE
KOJINYECTBA JHEHW C KPOBOTEYCHHEM W/WJIM MaXXYIIMMU KPOBSHUCTBIMH BBIICIEHHSIMH TIPU
neueHun DRSP y skeHIIMH ¢ OXHpEHHEM [0 CPaBHEHMIO C SKEHIIMHAMU, HE HMEIOLIUMU

OXKUPEHUSA, MTPU TAKOM K€ KOHTPALCTITUBHOM JICUCHUU.
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Tabmuuma 2: Yucno aHeEH ¢ MaXyIUMH KPOBSHUCTBIMU BBIIEICHUSMH W/WJIH
KPOBOTEYEHHEM II0 MEpHOJaM LMKJIOB JIEUEHHUS AJd KOTOPThl KEHIUUH C OXXUPEHUEM IO

CPaBHEHHUIO C KOTOPTOH JKEHIINH, He UMEIOLINX O’KUpeHUs], pu JeueHuu DRSP.

Huxn NMT<30 |% 3a uuxia| KMT>30 (% 3a uuka| Hroro p-3HaYeHHe
Kr/m’ JIeYeHHust Kr/m’ gedyenusi | (N=858) | kpurepus
(N=828) (N=30) CYMMBI
paHroB
Yuiaxkokcona
Luknbl n 511 16 527
2-4
Cpennee 13,3 15,8%. | 5,3 (6,66) 6,3%. 13,1 0,0097
(CKO) | (13,13) (13,05)
Mennanal 10,0 2,0 10,0
Muwn/ 0/66 0/22 0/66
Maxkc
JH07059)051 n 408 14 422
2-6
Cpennee 19,6 14,0%. | 6,3 (7,89) 4,5%. 19,1 0,0053
(CKO) | (18,88) (18,77)
Menuana 16,0 2,0 14,0
Muwn/ 0/100 0/24 0/100
Makc
IMuxast n 291 14 305
2-9
Cpennee 30,4 13,6%. [9,2(12,10)| 4,1%. 29,4 0,0027
(CKO) | (28,02) (27,84)
Menuana| 22,0 2,0 21,0
Mun/ 0/109 0/36 0/109
Makc
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Huxn HUMT<30 (% 3a uuxka| HMT>30 |% 3a uuxka| Hroro p-3Ha4YeHHe
Kr/m’ Je4eHust Kr/m’ Jedenusi | (N=858) KpHUTepHs
(N=828) (N=30) CyMMbI
paHros
YHIKOKCOHA
kbl n 405 18 423
5-7
Cpennee 10,4 12,4%. | 5,4 (8,76) 6,4%. 10,2 0,0217
(CKO) | (11,18) (11,13)
Menuana 7,0 1,5 6,0
Muwn/ 0/67 0/29 0/67
Makc
uknsl n 356 18 374
7-9
Cpennee 10,0 11,9%. | 3,8 (6,62) 4,5%. (9,7 (10,39) 0,0037
(CKO) | (10,47)
Menuana 7,0 0,0 6,0
Muwn/ 0/60 0/20 0/60
Maxkc

N: KonnvecTBo CyOBEKTOB B TECTOBOH IpyImie B rpyrre ¢ onpeneiaeHHbiM UMT
n: KonanuecTBo cyOBEKTOB € TOCTYTHBIMH JaHHBIMH

CKO: CpennexkBaapaTuueckoe OTKJIOHEHHE

IIpumep 2 - Koppeasiuusi me:xkny UMT u sieuenuem Ha ocHoBe DRSP, ¢ oaHoit
CTOPOHBbI, H H3MEHEHHEM MACCHI TEJIA U H3MEHEHHEM YACTOThI CePAEYHBIX COKPALIEHHH, C
APYroi CTOPOHBI

1/ Cnocobst

B npumepe 2 ucnons3osanu coctas LF111, onucannsii B npumepe 1.

IIporokon kmmuHuueckux wucnbitanuii CF111/301  Bxmouan 713 3m0poBBIX

CCKCYAJIbHO AKTHUBHBIX JMXCHIIWH, XKCJIAIOMUX MNPUMCECHATH MNEPOPAIbHBIE KOHTPALCIITUBHBIC
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CPeICTBa, 3aPErHCTPUPOBAHHBIX MPUOIU3NUTENBHO B 41 LIEHTpe, PaCHOJIOKEHHBIX B 5 CTpaHax
(Benrpus, ITonbira, Yemckas Peciybnuka, I'epmanns u Pymbians).

ITocne mnonnucanus (opMbl HWHPOPMHUPOBAHHOTO COrJIACHsl NpU BHU3UTE la
(CKPMHUHT) ¥ TIOJyYEHHS] UCCIIENyeMOro JIEKAPCTBEHHOIO CPeACTBa MpU BU3UTE b CyOBEKTSHI,
NOIXOASAIINE AJI Y4aCTUsl B UCCIENOBAHUH, OCYLIECTBIISJIN BU3UTHI cO 2 10 6 B 24 + 2 neHsb 1-
ro, 3-ro, 6-ro, 9-ro u 13-ro uukios. [locneayroee HabmoaeHue (7 BU3UT) MPOUCXOIUIIO Uepes3
10-28 nHeii nocne 6 Busura. [1o MeHbIel Mepe 515 cyObeKTOB 3aBEPLINIIM UCCIEIOBAHUE, 110
13 1UKJIOB KaXKObIi.

B wnHabope mnanHbIX Obula mpencraBjieHa wHGOpManus O AeMorpadUYecKux W
KJIMHUYECKUX MapaMeTpax, JaHHBIX THHEKOJOTHMYECKOTr0 M MEAUIMHCKOrO aHaMHe3a, OLIeHKe
71a00pPaTOPHBIX TAHHBIX u noxasarenei JKU3HEHHO Ba)KHBIX GbyHKIHIA,
NPEAIIECTBYIOIINX/COMYTCTBYIOLINX ~ JIEKAPCTBEHHBIX  CPEICTBAX/IMAHHBIX, CBS3aHHBIX C
KOHTPALENTUBHBIMU yCTPONCTBAMU.

CraTucTuueckue p-3HAYEHUsT PACCUMTHIBAIM C IIOMOLIBIO TOYHOTO KpUTepus
Qduiepa, U p-3HaU€HUE MPUHUMAIN 3HAYMMbIM KpPUTEpUEM IIpU IOPOrOBOM 3HAYEHUU P,
MeHbLeM Ui pasHoM 0,05.

2/ Pe3yabTaThl

Jlns sxenmuH, crpajaromux oxuperneM (UMT Gombure mmm paser 30 kr/m’),
HaOMI0/1aach TEHAEHLMSI K CHIDKEHHIO MX MAacChl M HacTOThl CEPAEYHBIX COKpalleHui ot 1
BU3UTA (M3MEPEHO Ha UCXOAHOM YPOBHE) 10 6 BU3UTA (U3MEPEHO B KOHIIE UCCIIEIOBAHMNSA).

Pacnipenenennie n3MEHEHHsI MacChl TeJa U YaCTOThI CEPAEUHBIX COKpaIleHui ot 1 1o
6 Busuta i keHuuH rpynnel ¢ UMT (MMT menee 30 u UMT Gonbiue wiu pasen 30 Kr/M°)
noka3aHo Ha ¢ur. 1 u 2, COOTBETCTBEHHO.

Anamu3 JwmHeiHOW wMopenn mokasan, uto s¢dexkr B rpymne ¢ MUMT Obun
CTATUCTHYECKH 3HAYUMBIM B M3MeHeHuu macchl Tena (F-cratucruka: 14,49 Ha 1 u 668 DF, p-
3Hauenue: 0,0001541) u yactorsl ceprevnbix cokpamnenuii (F-cratucruka: 4,947 va 1 u 666 DF,

p-3navenue: 0,02647) ot 1 no 6 Bu3uTA.

IIpumep 3 - CHuKeHHe HeXKelaTebHbIX sIBJICHUH JeyeHus: Ha ocHoBe DRSP y
sKeHIIHH C 0’KHPEHHEM

1/ Cnocobst

B nporokon kmunmueckux ucnbitaHuii CF111/1SS sxmouwamm 1571 (1500 + 71)
340POBBIX  CEKCYaJIbHO  aKTHUBHBIX  OJKEHIIWH, OKEJAIOIIMX IPUMEHSITb MEepOPAbHbBIE
KOHTPALIETITUBHBIE CPEACTBA, 3apPErMCTPUPOBAHHBIX MNpHOIM3UTENbHO B 114  meHTpax,

pacrionokeHHbIX B ABcTpun, Yenickoi PecriyOnuke, ['epmanun, Benrpuu, ITonbine, Pympiauy,
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Crosaxuu u Mcmannn. Tpynmsl xenmus, He umeromux oxupenns (MMT menee 30 xr/m’), u
sxeHIIuH ¢ oxupennem (MMT Gonbie my paBes 30 Kr/M’) H3y4aiy OTAEIIBHO.

2/ Pe3yabTaThl

B Ttabmune 3 mpencraBieHbl pe3yJdbTaThl KodauuecTBeHHOW oueHkn TEAE
(HexenaTeNbHBIX SIBJICHHUN, BO3HUKAIOUIMX IMPU JIEYEHHH) B KOTOPTE KEHINUH, MPUHUMABIIUX
KOHTpALIENITUBHbIE CPEACTBA C KOMIIO3ULMEH, cojepxalledl JpOCHMPEHOH, COIJIaCHO
Hactosiemy wuszoOperenuto («LF111»). M3yvanu skeHinuH, He umeromux oxkupenus (MMT
menee 30 kr/M’), u skeHmuH ¢ oxupennem (MMT Gombme mmm paseH 30 Kr/m’),
COOTBETCTBEHHO.

Pesynbrarel, mpuBeneHHble B TaOnwie 3, mokasbiBaroT, uto mpoueHT TEAE Obut
aHAJIOTUYHBIM Yy KeHUINH, npuHuMaBiux coctraB DRSP-POC, He3aBUCHMO OT TOro, UMeNu JH
5TH KEHIUHBI OXKUPEHHE.

Takum 0Opa3oM, pe3ynbTaThl IOKA3bIBAIOT, YTO [UII COCTaBa, COMEPIKaIlero
IPOCIIMPEHOH COTJIACHO HACTOSIIIEMY M300PETEHHIO, CIIEAYET TOYHO COOJIOIATh PEKUM MpHUeMa

KECHIIMHAMU C OXKUPCHUEM.

Tabmuua 3: BosuukaoBenne TEAE y mnoarpynner ¢ MMT uHAMBHAYYMOB,

nonyvasmux jedenue LF111

UMT<30 kr/m” (N=1500) UMT>30 kr/m” (N=71)

n (%) n (%)

CyObexTsl ¢ 0 MeHbILIeH 650 (43,3) 30 (42,3)
mepe onuuM TEAE [a]

N: Konn4ecTBo CyOBEKTOB B KOHKPETHOMN TPYIIIE JICUSHHS.
n: KonnyectBo cyOBEKTOB € HEXKENATEIbHBIMU SIBJICHUSIML.
%: IlpoueHnT Ha ocHOBe N.
[a] TEAE: HexxenatenpHble siBaeHus1, Bo3HUKaromue npu jeueHun. TEAE onpenensroT kak AE,
BO3HHUKAIOLME MPU UM Nocse nepBoro BeeneHust IMP, u OHM BKJIIOYAIOT Te SIBJIEHUS, KOTOpbIE
BO3HUKJIU 10 niepBoro BeeneHus IMP, HO yxyamunuce nocse nepsoro npuema. HexxenatenbHble
SIBICHUS, HA4MHaWoIuecs I1ociue mnociaeaHero BeedeHus IMP, HO B TeueHue mnepuoaa
nocienymwuero HabmoaeHus nocie nocinenaaero IMP, paccMaTpuBarOT Kak BO3SHHUKAKOIIUE TPU
JIEUEHUN.

YacToTy cepAedHBIX COKpallleHWH MOHMMAKT Kak KOJHWYECTBO YIApOB cepAla
4YeJoBeKa B MHUHYTY B COCTOSHUHM TOKOsl (Hampumep, BHE (PHU3HUUECKOM HArpy3ku).

IIpennouturenbHO, 4acTOTY CEPAEYHBIX COKPALIEHWH MOXKHO M3MEPUTh IIOCJIE TOro, Kak
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NalUeHT JieXkall B TeUeHHe IO MEHbLIeHl Mepe 5 MHUHYT, MPEeNNOuTUTENbHO B TEUEHHUE IO
meHblIell Mepe 10 MuHYT, 1 Haubojee MPENNOYTHTENBHO B TE€UYEHHE MO MeHblued mepe 15
MUHYT. B kadecTBe anbTepHATHBBI, YaCTOTY CEPIAEYHBIX COKPALIEHUI MOXXHO HU3MEpSATH IpH
npoOy>KAEHUU YTPOM U IEpea MOIBEMOM ¢ nocTenu. HYacTora cepaeyuHbIX COKPAIEHUH SIBIIAETCS
Ba)XKHBIM IIOKA3aTeJIEM 3I0POBBSI.

B 10 Bpemst kak HOpMaJbHAasl HACTOTA CEPACYHBIX COKPAIIEHUN 11 B3POCIBIX MOXKET
COCTaBJIATh OT npubnusuTeapbHo 60 no npudnusurensHo 100 ynapoB B MUHYTY, Oojiee HU3KasI
4acToTa CEepAEYHbIX COKpAIlleHWil yka3biBaeT Ha Oosiee >(pdexTuBHYIO (YHKIHUIO cepama |
XOpOLIee COCTOSIHUE CEPACYHO-COCYIANCTON CUCTEMbI. B TO BpeMsl Kak y JKEHIIHUH C HU30BITKOM
MacChl Tella U OXKHUPEHHEM, B LEeJoM, HaOmonaroT Ooyiee BBICOKYIO YaCTOTy CEepACYHBIX
COKpAILEHHH, YeM Y JKeHIIIMH ¢ HOPMAJIbHOW Maccol TeJa, ObUTO Takke OOHApPYKEHO, uTo OoJiee
BBICOKAsi 4acToTa CepJAEYHbIX COKpAIleHWH sABJIAETCS NPENyNpexAaloIluM  3HAKOM
BO3PACTAIOLINX CEPAEYHO-COCYAUCTBIX MPOOJeM, a TakXKe KakK MPOTHO3UPYIOIIUM IMapaMeTpoM
oxupeHusi B Oyaymem. bputo oOHapy)keHO, YTO SKEHIIUHBI € OoJjieeé BBICOKOH YacTOTOM
CepIEeYHBbIX COKpAIEHUH MPenpaclojiokKeHbl K OKUPEHUIO0 U caxapHoMy nuabery. Shigetoh, et
al., Am. J. Hypertension, vol. 22, number 2, pp. 151-155, Feb. 2009. Ilonaratot, uto Gomnee
BBICOKAsI YaCTOTA CEPAECYHBIX COKpAINEHHUH CBsi3aHa ¢ METAOONINYECKHM CHHIAPOMOM, AHA0ETOM,
oOpazoBaHHeM TpPOMOOB, KOTOpPbIE€ MOTYT BBI3bIBATH MHCYJBT MM CEPAEYHBIH IPHUCTYII,
CepACUYHYIO HEIOCTATOYHOCTb, Na/IEHUs] B OOMOPOK M JJa’ke BHE3AITHYIO CMEPTh.

Takum 0Opa3oM, CHMKEHHE 4acTOTBI CEPAEYHBIX COKpPALIEHWH SIBISETCA KpaiiHe
JKEJIATeNIbHBIM, OCOOEHHO AJISl JKEHINUH C M30BITKOM MAacCChl TeJla MM OXKHPEHUEM, MOCKOJBKY
CHIDKEHUE YaCTOThl CEPAECUYHBbIX COKPALEHUI MOXET NMPUBECTH K CHIKEHHIO PUCKA Pa3BUTUSA
Pa3IMUHBIX HEKEJAaTeJbHBbIX HapylleHu! 3a0poBbs. IlomaratroT, YTO CHH)KEHHE YaCTOTbI
CEpIIeYHBIX COKpALEHUN HAa IO MEHbLIEH Mepe 5 ynapoB B MHUHYTY, Ha IO MeHblueld mepe 10
yIapoB B MHHYTY U Ha IO MeHbLIEH Mepe 15 ymapoB B MUHYTY OO€CIeYHBAET 3HAYUTEIbHOE

CHIDKEHHUE TaKuX (DaKTOPOB PHCKA.

IIpumep 4 - CpaBHeHue sIBJIeHHI KPOBOTeYeHHSI HJIH MAKYIIUX KPOBSHHCTBIX
BblIeJIeHHH, HAOJI0AaeMbIX Yy KEHIIHH ¢ OKHPeHHeM, NMpH JedeHuH Ha ocHoBe DRSP
COIJIACHO HACTOSIIIEeMY H300peTeHHI0 H JledeHHH HA OCHOBe Je30recTpeJa

1/ 3amaun

ITpusenennoe Hmwke wuccnegoanne CF111/302 mpencrasnsier coOoii omopHOe,
MHOTOLIEHTPOBOE, JIBOMHOE CJIENOe, KOHTPOJIUPYEMOe C TOMOIIBI JBYX IUIanedo,

PaHIOMHU3HUPOBAHHOE HCCIIEAOBAHHE KOHTpALEeNTUBHONH 35((PEeKTHBHOCTH, NEPEHOCUMOCTH U
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6ezonmacuoctu LF111 (DRSP) B Teuenne 9 umkios B cpaBHeHHH ¢ aezorectpenom 0,075 mr
(Cerazette).

IlepBoii 3amaueil sBiseTCS NEMOHCTPALUS KOHTPALENTUBHOW 3((eKTHBHOCTH
LF111, a Bropoii 3amaueli siBisieTcss AeMOHCTpaLus Oe3omacHocTH U nepeHocumoctu LF111 B
cpaBHeHuH ¢ ne3orectpesniom 0,075 mMr, 0cOO€HHO B OTHOLIEHUH KapTHHBI KDOBOTEUEHUIA.

2/ Matepuajsl ¥ cOCOObI

a) Uccnenyemblii 1 KOHTPOJIbHBIN MpenapaThl, 103bI U CIIOCOO BBEIEHUS

B TeueHne TaHHOTO MCCIIEIOBAHUS TIEPOPAIbLHO BBOIWIIM JBA BHAA TaOJETOK:

- B XOJ€ JAaHHOI'O KCCJIEOBAHUS TMEPOPajbHO BBOAWIM TAaOJETKH C IIEHOYHOM
obonoukoii LF111 (uccnenyemsiii npenapar, 24 tabnerku, conepskamue 4 mr DRSP, a 3atem 4
tabnetku mianedo, Ledn Farma).

Cocras tabnerok LF111 packpsiT B mpumepe 1 (cm. Pasnen 2, moapasnern a)).
- Tabnerku nezorectpena 0,075 Mr, HMOKPBITHIE IUICHOYHOH OOONOYKOH (KOHTPOJBHBIHI
npemnapart, 28 akTHBHBIX Ta0JeToK, NV Organon).

b) Inan ucciaenoBaHus

JlaHHOE MPOCNEKTUBHOE, MHOTOLIEHTPOBOE, PAHIOMHU3UPOBAHHOE, JIBOHHOE CIIEIOE,
KOHTPOJMPYEMOE € TIOMOIIBIO ABYX IUIane0o ucciaenoBanne nposoamii Ha 1200 sxeHmuHax 6e3
HEKOHTPOJIMPYEMBIX TEKYLINX 3a00JIeBaHU, MMOIBEPKEHHBIX PUCKY O€pEeMEHHOCTH, B BO3pacTe
18-45 ner, C CHUCTONMYECKMM apTepHalbHbIM pAasiaeHueM Menee 140 mm  pr. crT,
IMACTOJIMUECKUM apTepuabHbiM aasieHrneM meHee 90 mm pr.ct. (857 mna LF111 u 343 nns
nezorecrpena 0,075 mr; cooTHOLIeHHe paHIoMu3aluu 5:2), npubau3utensHo B 88 meHTpax B
Asctpun, Yemckoit PecnyOmuke, I'epmanun, Benrpum, Ilombme, Pymbinn, CrnoBakum u
Hcnanumn.

[Tocne npenocrasiaernss HHOOPMUPOBAHHOTO COTIacHs MPH BU3uTe la (CkpuHUHT, V
la) 1 monydeHus HCCIeNyeMOro JIEKAPCTBEHHOTO CPEACTBa mpu Bu3UTe 1b CyOBeKkThl OymyT
OCYLIECTBIISITh BU3UTHI €O 2 110 4 B 24 + 2 nenpb 1-ro, 3-ro u 6-ro uukios, u S usut (VS) B 29 +
2 neub 9-ro mmkia. [locnenyromee HabmoneHue (6 Bu3UT, VO) cocrourtcs uepes 7-10 mHed
nocse nocnensero npuema LF111.

[Tnanupyemast oOrmasi MpOAOIDKUTENBHOCTh MCCIEAOBAHUS COCTaBHIA 16 Mecsues:
MaKkCHUMyM 6 MecsLeB JJis IIpoliecca PerucTpaluy, MakCUMyM 9 MecsIieB HEeIOCPEACTBEHHO ISl
nprueMa KOHTPALENTUBHBIX cpenactB W 10 nmHel s cTaguy MOCIEAyMero HaOIroaeHus.
IIponomKuTeNbHOCTD MPHEMa KOHTPALIENITUBHBIX CPEACTB JUJIsl OTAEJbHBIX JKEHIINH COCTaBISAET
9 * 28 nmHel.

¢) Kpurepun uckimroueHust

CM. cooTBeTCTBYIOLIUI pa3en npumepa 1 Boile.
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d) Kputepuu oueHku

CM. cOOTBETCTBYIOIINI paszaes mpumepa 1 BoIle.

3/ Pe3yabTarhl

B Tabmmuuax 4 m 5 moka3aHO CpaBHEHHUE SIBIEHMH KPOBOTEUYEHHUS WM MasKyLIUX

5  KpOBSHHCTBIX BbIIENICHHH, HAOMIOJAEMBIX Y XKEHIIMH C OKUPEHHWEM IPH JIEYEHHH Ha OCHOBE

DRSP cornacio Hacrosimmemy wuzooperenuto (LF111) u neyennmu Ha OCHOBe aesorectpena
(koMMepYecKku TOCTYIHBIN Kak TabneTku Cerazette®).

Tabmuua 4: SBneHHs KPOBOTEUEHHS] WM MAXKyIIUX KPOBSHHUCTBIX BBIICIICHHI,
HaOJr0laeMble y UHAMBUAYYMOB >keHckoro mona ¢ oxupenuem (MMT OGonbme wnm pasen 30

2
10 Kr/M”) OTHOCHUTEJILHO MPOBEAEHHOTO JICUCHUS

KpoBoTteuenue niu UMT > 30 kr/m”
Maxyuiue Jleuenue Ha ocHOBe Ae3orecTpeJ
KPOBSIHHCThIE DRSP
BbleJIeHHS
Cpennee

KOJIHYEeCTBO AHeH

MeHncTpyanbHble 53 21,8
LUKJIBI 2-4

MeHcTpyanbHble 6,3 16,3
LIUKJIBI 2-6

MeHcTpyanbHble 9,2 33,9
LUKJIBI 2-9

Tabmuua 5: SBneHHs KPOBOTEUEHHsS] WM Ma)KyIIUX KPOBSHHUCTBIX BBIICICHHIH,
HaOJrO1aeMble Y MHANBHIYYMOB JKEHCKOTO IM0JIa ¢ HOPMAJIbHOW MacCOi Tena Wi U30bITKOM

2
15 maccel rena (MMT menee 30 Kr/M”) 1O OTHOIIEHUIO K IIPOBEAEHHOMY JICYCHHIO

KpoBoTteuenue nan UMT < 30 kr/m”
Maxyuue JleyeHnue Ha ocHOBe Ae3orecTpe.
KPOBSIHHCTbIE DRSP
BbleJIeHHs

CpeaHnee Ko1H4€eCTBO

JaHeH

MeHncTpyasibHbie 13,3 16,6

2 2
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LUKJIBI 2-4
MeHncTpyanbHbie 19,6 24,1
LIUKJIBI 2-6
MeHncTpyaibHble 30,4 34,7
LUKJIbI 2-9

OTMmeueHo, YTO UHAUBHUAYYMBI )KEHCKOTO T0JIa C OKUPEHHEM, TIOJyqaroIiie JeueHne
KOHTPALENTUBHBIM CpPEICTBOM Ha OCHOBE JPOCHUPEHOHA, KAaK PACKPBITO B HACTOSIIEM
NOKYMEHTE, CTPAaJA0T 3HAYUTENbHO MEHBIIUM KOJMYECTBOM SIBJICHMHM KPOBOTEYEHUsS WIIU
MaKYIIUX KPOBSTHUCTBIX BBIIEJECHUI B TEUEHHE BCEX MEHCTPYaJbHBIX LUKJIOB, KOTOpbIe ObLTH
MIPOAHAIM3UPOBAHBI, IO CPAaBHEHUIO C HWHAUBHUAYYMAaMH >KEHCKOTO IOJIA C OXUPEHHUEM,
NOJIyYarOLIUX JIEYEHUE Ha OCHOBE KOHTPALIENITUBHON KOMITO3ULIUH, COAEPIKAILEH AE30TeCTPE.

Hanporus, mapuBuayymel sxkeHckoro nonma ¢ MMT wmenee 30 KI/M”, BKITFOHAs
WHIUBUAYYMOB C HOPMAJIbHOW MAaccCOW Tejla MJIM WHIWBHUAYYMOB C M30BITOUYHOW MAaccod Tena,
CTpPajarOT OT WUAEHTHUYHBIX WM SKBUBAJEHTHBIX SIBJICHUH KPOBOTEYEHHUS WM MAXKyLIUX

KPOBAHUCTBIX Bbl,[[e.]'leHI/Iﬁ HE3aBUCUMO OT IMPOBOAUMOr'0 KOHTPALUCIITUBHOT'O JICUCHU.
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DOOPMVIJIA U3OBPETEHHA

1. JIpOCHUpEHOH B Ka4eCTBE €IMHCTBEHHOIO KOHTPALENTHBHOIO WHIPEAUEHTA,
COZEPIKALLErocsl B CYTOYHONW aKTUBHOW €QUHHUILIEC JO3UPOBAHUS B KOJUYECTBE IO MEHBLIEH MeEpe
3 Mr, [ IPUMEHEHHs] B KA4€CTBE KOHTPALENTUBHOIO CPEACTBA Ul MALMEHTKH, CTPAJarolIen
O’KUPEHUEM.

2. JlpoCnupeHOH [Jis ero npuMeHeHus o 1. 1 ang nanuentky, umerowmein UMT 30
Kkr/m” v Gonee.

3. JlpocnupeHOH AJjisl €ro NpUMeHeHMs no n. | wnu n. 2, rae ykasaHHas CyTO4YHas
aKTHBHAsI €IMHUIA JO3HPOBAHUS CONEPIKUTCS B KOHTPALIENITUBHOM HaOope, Conep KaieM OHY
win OoJiee YIaKOBOYHBIX €IUHHMLI, I7Ie KaKAas YIaKOBOYHAs €JMHHLA COmepkuT oT 21 mo 28
CYTOYHBIX aKTUBHBIX €AUHUL] JO3UPOBAHUs, U TNIE:

a. KOJIMYECTBO JPOCHUPEHOHA B KWXKIOW CYTOUYHOW AKTUBHOW €IUHHUILIC
JO3UPOBAHUS COCTABJISIET IO MeHbINEH Mepe 3 Mr 0e3 3¢TporeHa, u

b.  Kaxnas CyTOYHas aKTHBHAs €IWHULA JTO3UPOBAHMS COAEPKUT IPOCHHPEHOH B
Takoi opme, 4TO:

i.  He Oonee 50% npocnHpeHOHA, NEPBOHAYAIBPHO NPUCYTCTBYIOLIETO B
YKa3aHHOM CYTOYHOW AaKTUBHOW €QUHHULE NO3UPOBAHUS, PACTBOPSETCS B
TeueHue 30 MUHYT, U
il. no MeHblield Mepe 50% yKa3aHHOTO IPOCHUPEHOHA pPACTBOPSETCS B
TEUYECHHUE NEPUOAA BPEMEHHU OT 3 4acoB A0 4 4acoB,
KOT/Ia CYTOYHYIO aKTHUBHYIO €IMHHIY AO3UPOBAHUS MOABEPrar0T TECTY HA PACTBOPEHHE in vitro
B crocobe ¢ HMCIONb30BaHHEM JIoNmacTHO Memanku cornacHo @apmakonee CIIA XXIII, rae
MIPOLIEHTHbIE JIOJM JPOCHHPEHOHA PAaCCUUTAHbl OTHOCUTENBHO KOJUYECTBA IPOCIHPEHOHA,
NEePBOHAYAJIBHO NPUCYTCTBYIOLIErO B YKA3aHHON CyTOYHON aKTUBHOMN €AMHULE TO3UPOBAHMUS.

4. JIpOCHUpPEHOH Il €ro MPUMEHEHHMs MO M. 3, T7le KOJUYECTBO IPOCIUPEHOHA B
Ka)KJI0U CYTOYHOM aKTUBHOW €IMHUYHON J103€ COCTaBJsAeT OT 3,5 Mr 110 4,5 mr.

5. JlpocnupeHOH i €ro MpUMEHEeHHWs 1O N. 3 Wik 1. 4, rae ogHa wiu Oonee
YIAKOBOYHBIX €AWHUL[ JOMOJHUTENBHO CoAepkaTr OT 1 10 7 CyTOYHBIX €AWHULl JO3UPOBAHUS
(apManeBTHIECKH MPHEMIIEMOTO I11anedo.

6. JIpoCOnMpeHOH IJisl €ro NPUMEHEHUS MO M. 3, A€ Kaxaas YNakOBOYHas €UHHLA
COIEPKUT 24 CyTOYHBIE aKTUBHBIE €IMHULIbI JO3UPOBAHUS.

7. JIpOCHUPEHOH IJisl €ro NPUMEHEHUS MO M. 3, A€ KaXaas YIaKkOBOYHas €IUHULA
COIEP>KUT 4 CyTOUYHBIE €UHHIIBI TO3UPOBAHMS TLIALE00.

8. JlpocnHMpeHOH Ijisi ero MpuUMeHeHHs Mo Jirodomy u3 mm. 1-7, rne yka3aHHbBIH

AKTUBHBIN UHIPEIUEHT HAXOIUTCS B KPUCTAJUINYECKOH popme.
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9. JIpocmupeHOH AJisi ero MpUMEHEHUus o JjodoMy u3 mm. 1-8, rae yka3aHHBIN
AKTUBHBIN MHIPEIUEHT HAXOIUTCSl B HEMHKPOHU3UPOBAHHOH (popme.

10. IpocrupeHOH mJisi ero MpUMEHEHusl 1o JjrodoMy u3 m. 1-9, rae yka3aHHBIN
aKTUBHBIN MHrpeaneHT uMeeT dso MeHee ueM 70 MKM.

11. JlpocriupeHOH Al ero mpuMeHeHus no jirobomy u3 nm. 1-10, raoe yka3aHHbIH
AKTUBHBIA WMHIPEAMEHT B (OpME 4YaCTUL HMEeT VYAEJIbHYK IUIOIAAb MOBEPXHOCTH OT

npubmmsuTensHo 2000 M/ 10 puGIHI3HTENEHO 8500 CMY/T.
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