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COEJUMHEHUA U IIYTU UX IPUMEHEHUA /UUIA OBJIETYEHUA
CHAMIITOMOB, CBSI3AHHBIX C MEHOIIAY30M

O0a1acTh TEXHUKHU H300peTeHus!

Hacrosimmee n3oOpereHne OTHOCHTCS K FOPMOHO3aMECTHTEIBHON TEpanuy, K CBS3aHHBIM C
Hell COEAMHEHUsIM U K CBA3aHHBIM C HEH YNAaKOBOUHBIM €IWHHUIAM JJs1 OOJerdeHus
CHUMIITOMOB, CBSI3aHHBIX C MEHOMNAy30i, MPU 3TOM Takas Tepanus OCHOBAHA HA BBEIACHUU
CaMK€ MJIEKOMUTAOILEro 3CTETPOJIbHOIO KOMIIOHEHTa B YKAa3aHHBIX CYTOYHBIX [033X,

He00s13aTEILHO B KOM6I/IHaI_II/II/I C IPOreCTOrCeHHbIM KOMIIOHCHTOM.

Kak nogpoOHO ommcaHo B JaHHOM JOKYMEHTE Jajiee, Takas Tepanus IeMOHCTPUPYET
CTATHCTHYECKH 3HAYMMYI 3(PQEeKTHUBHOCTb BMeCTe€ C ONaronmpusiTHBIM npoduieM ams
noOouHbIX 3(p(}EeKTOB MO CPaBHEHHIO C JOCTYIHBIMH B HACTOsIIEE BpeMs CrocobaMu

o0JIer4eHus1 CHMIITOMOB, CBSI3aHHBIX C MEHOIIay301.
I[IpeanochLiku co3gaHust H300peTeHUs

Tepmun «ropmonozamecturenbHast Tepanus» (HRT) ucnonssyercst ans omucanusi JuOO
NPUMEHEHUS] CBOOOJHOTO 3CTpOreHa (sl SKEHINUH, MEPEeHECIIUX THCTEPIKTOMHIO), JIUOO
KOMOWHHPOBAHHOW 3CTPOreH-MPOTeCTHHOBOW Tepanuu (A1 SKEHINUH, Y KOTOPbIX MaTKa
coxpanena). llenpto HRT siBisieTcss yCTpaHeHHE CHUMIITOMOB MEHOIAY3bl, MPEXKIE BCETO
Ba30MOTOPHBIX cuMNTOMOB (VMS), Takux kak npwiusbl. [[pyrue 3a00aeBaHus 1 CUMITTOMBI,
CBSI3aHHBIE C NEPUMEHONAY30M U MEHOMNAY301, KOTOPbIE OTBEYAIOT HA TEPAHUIO 3CTPOrEHOM,
BKJIFOYAIOT OCTEOIOpO3, BArMHAIBHYIO aTPOPHUIO M HApPYIIEHUs CHa (KOTrJa OHH CBSI3aHBI C

NIPUJTUBAMH).

VMS 3augacTyr0 BO3HHUKAIOT B TO3JHHHA MEHONAy3ajbHBI MMEPEXOA M PAHHIOK IIOCT-
MeHomnay3y. VMS mpenctasisiroT coboii HanboJjiee 3HAYUTENIbHbIE JKaJloObl TIPU MEHOTay3e.
ITo ouenkam, npubamsuTenbHo 75% >eHIuH Bo3pacToM Oonee yem S0 ner OyayT cTpanarhb
ot nmpunusoB (Utian et al., 2005, «Comparative controlled trial of a novel oral estrogen
therapy, estradiol acetate, for relief of menopause symptoms» Menopause 12(6): 708-715).

BOoNLIIMHCTBO HMCHBITHIBAIOT MPpUIUBbI B TCUCHUEC l'IpI/I6JII/ISI/ITeJ'IbHO ABYX JIET, XOTsA OKOJIO
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10% ctpanaror B TeueHue 6onee yem 10 et (Rodstrom et al., 2002, «4 longitudinal study of

the treatment of hot flushes: the population study of women in Gothenburg during a quarter
of a century» Menopause 9(3): 156-161). VMS moryt crnocoOCTBOBaTh (U3MYECKOMY H
NICUXOCOLMAJBbHOMY HApPYIIEHUIO C TIOCJHEAYIOUIMM CHIDKEHHEM KauecTBa JKU3HH U
NPEACTABISIIOT COOOM ONHY W3 OCHOBHBIX MPHYMH TOrO, TOYEMY SKEHIIUHBI MOTYT
oOpararbes 32 MEIUIIMHCKON MOMOIIBIO B Nepuoj MeHomnay3sl (Santoro, 2008 »Symptoms of

menopause: hot flushes» Clin Obstet Gynecol 51(3): 539-548).

OnuTenuanbHas BBICTWJIKA BJIArajviia U ypPeTpbl OYEHb UYBCTBUTENbHA K 3CTPOTeHY, U
HEJIOCTATOK O3CTPOreHa IPUBOAUT K HMCTOHUEHHIO OOOUX SMUTENHEB. JTO TNPUBOIUT K
ByJIbBOBaruHaJibHON atpoduu (VVA) u xanmobaMm mpU MOYEHUCITyCKAHWUHU, YTO BbI3BIBAET
CHUMIITOMBI CYyXOCTH BO BJIarajuiue, 3yAa, IUCIapeyHuH, U3y PUH, 4aCTOr0 MOYEHCITY CKAHUs
Y TIOBBIIEHHOTO PUCKA PELMIUBHPYIOMNX HHQEKIMH MOUYEeBBIBOAAIUX MyTeil. B Hawane
2014 r. MesxxayHapoaHOe COOOIIECTBO MO MCCIIEJOBAHUIO JKEHCKOTO CEKCYabHOTO 37I0POBbS
(ISSWSH) u CeBepoameprkaHCKOe 0OIIECTBO MO U3yueHuo MeHonay3bsl (NAMS) yTBepauu
HOBYIO TEPMHHOJIOTUIO «MOYETOJOBOH CHUHAPOM MeHomay3bl (GSM)», 3aMeHSoIyo
tepmuHONOrimo VVA. OOocHOBaHME [UIi HCIIOJNIB30BAHUSI STOH HOBOW TEPMHHOJOTHU
3aKJIFOUAETCs] B TOM, YTO TePMUH VVA OBUI CIMIIKOM OTpaHUYHUTENIbHBIM, TOTAA KaK TEPMUH
GSM Opin Oonee IMUPOKHUM M BKJIKOYAJT CHUMITOMATHYECKY0O VVA, a Takke CHMITOMBI
HIDKHUX MOYEBBIBOISIINX MyTeH, CBSI3aHHbIE ¢ HU3KUMU ypOBHsIMH >cTporeHoB (Portman et
al., 2014, «Genitourinary syndrome of menopause: new terminology for vulvovaginal atrophy
firom the International Society for the Study of Women's Sexual Health and the North
American Menopause Society» Menopause 21(10): 1063-1068). Cnenyer OTMETUTb, YTO
tepmuHosiorust GSM  eme He ObUla TPHUHATA B PYKOBOJACTBE JJIsI MPOMBINUIEHHOCTH,
BeinyeHHOH FDA u EMA, a cienoBaTebHO B JAaHHOM JOKYMEHTE OyIEeT MCIOIb30BAThCS

TepmuHoJorus VVA.

Tepanuss >CTPOreHOM OCTaeTCsl 30JOTHIM CTAaHAAPTOM Ui OCHAOJNEeHUS CHMIITOMOB
MeHonay3bl, B yacTHoctd VMS. Tlo Bceil BUIUMOCTH, BCE CHOCOOBI BBEICHUS OIUHAKOBO
3¢ ¢exkTuBHBl UIA  OCJa0NIeHUs CHUMIITOMOB, OIHAKO UX Mertabonndeckue 3¢EGeKTo
OTIIMYAIOTCS.  DCTPOr€Hbl HEOOXOAMMO BBOIAUTH  HENPEPHIBHO, IMPOILIbIE  CXEMBI,
BKJIFOYAIOLINE BBEACHUE HCTPOreHa OT AHA 1 1o nHA 25 KajJeHAapHOro Mecsla, CYUTAKTCA

yCTapeBIUINMU. 3a4acTyl0 y JKEHIIMH BO3HUKAIOT VMS B TeueHue AHEH mnepepbiBa, U MPHU
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O9TOM OTCYTCTBYIOT KaKHe-JIMOO HU3BECTHBIE npeumymecTsa AJjid OCTAHOBKH B TCUCHUC

HECKOJIBbKUX NHEN KayKIbIi MECSILI.

C nomombro cymectsyromeil HRT Bce KeHIIUMHBI CO 340pOBOM MaTKOW HY>KAAIOTCS B
MIPOreCTUHE, B JONOJHEHUE K 3CTPOreHy, AJIs Mpeay NPEeKIeHNUs] THIEPIUIa3uu SHAOMETPUS U
MOCJIEAYIOLIEN KapLUUHOMBI, KOTOpasi BO3HUKAET yiKe 4epe3 6 MECSLEB TEPAnuu 3CTPOI€HOM.
IIporecTuH MOXHO BBOJUTb HENPEPHIBHO WM MOCJENOBaTeNbHO (Hampumep, ot 10 mo 14

THEH KaKIblii MeCsL WK B TeueHue 14 qHel Kakable 3 Mecsua).

Tepanus sctporeHoM npencrasisier codoit Hanbonee s3pdexruBHoe nevenne VMS B nepuon
meHormay3bl, npumensiemoe B CIIIA u Eppone. ITocne nmpoOiem 6€30mMacHOCTH, ONMUCAHHBIX B
NepBUYHbIX NyOnukaumsx MHuImMaTHBBI MO OXpaHe 3740poBbs JkeHIMH (Anderson et al.,
2004, «Effects of conjugated equine estrogen in postmenopausal women with hysterectomy:
the Women's Health Initiative randomized controlled trialy JAMA 291(14): 1701-1712) u ¢
NPOAOJIKEHNEM 3aIPOCOB CYOBEKTOB B OTHOLICHUHM JICUEHHs, Y Bpadel BO3HUKIIA Mpobiema,
KOTOpasi 3aKJoYanach B OMNpenejJeHun camMod HU3Koi 3(dexTrBHOI M03bI 3CTporeHa as
obnerdenust cuMnTOMOB MeHomnay3bl (Simon et al., 2007, «Menopausal hormone therapy for
vasomotor symptoms: balancing the risks and benefits with ultra-low doses of estrogeny
Expert Opin Investig Drugs 16(12): 2005-2020). Kpome Toro, cinoxHo paspadoraTs Oojee

0e30macHbIi S3CTPOreH, YeM Te, KOTOPbIe MPUMEHSIFOTCS] B HACTOSIIEE BPEMSL.

B ny6mukaumu 2016 roma Coelingh Bennink et al; («Clinical effects of the fetal estrogen
estetrol in a multiple-rising-dose study in postmenopausal womeny, Maturitas, 2016 Sep;
91:93-100) cooOmraercsi 0 YaCTUYHO PAHAOMHU3UPOBAHHOM HCCIIEOBAHUM MHOTOKPATHOT'O
NOBBIIIEHU J103bI 0e3 KOHTpoJds manedo y 49 KEeHIMH B IMOCTMEHOMay3e, KOTOpbIe
Moy 4aJju IuOO 2 Mr 3CTeTpoia, JIUOO 2 Mr 3CTpaauoia-Bajepara B CyTKH B TeueHue 28 nHei
(paHAOMU3UPOBAHHAS YACTh UCCIIEIOBAHMUS) C TIOCIEAYOIIUM yBeundeHreM 10361 10 10, 20 u
40 Mr screrposia B CyTKM (HEpaHAOMH3UPOBAHHAS YacTh HCCIENOBAHHs). ABTOPBI
HACTOSIIIEro M300peTeHns1 CpaBHIIN 3(PPEeKTHBHOCTD 3CTpasnoa-BagepaTa (2 Mr) U TOJBKO
aByX m03 screrpona (2 m 10 Mr) B oTHOWEHHH OCNAOIEHHs MPIIIMBOB Y CyOBEKTOB ¢ > 35
NPWINBOB B HENENO NPU CKPUHUHre (MpuMedaHue a. K Tabdnmue 1). ABTOPBI HACTOSIIETrO
M300peTeHNsI COOOINAOT O CHIKEHHH CPEIHEr0 KOJINYECTBA PHUIIMBOB U MMOTOOTACIEHHS YK
Npu 03¢ 2 MI 3CTETpPOJa B CYTKH, B TO BpeMs Kak ObUIO OOHApy’>K€HO, YTO TOJIIIMHA
SHAOMETPHsI Oblia CTAOMIIBHOM B TPYIINE 2 M 3CTETPOIIA, HO yBEIUYNBaJIach B rpymme 10 mMr

acTeTposia (BKparie).
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W3 naHHOTO MICCNeIOBaHMS, TTOCKOJIBKY aBTOPBI HACTOSIIIEro U300peTeHus: He m3mepsuin VMS

B rpymnmnax screrpoia 20 mr u 40 mr, cnenuanucty OyaeT O4e€BUAHO, YTO aBTOPBI HACTOSIIErO
HU300peTeHNs pacCMaTPUBAIH TOJBKO OoJiee Hu3Kkue 1036l (2 Mr u 10 M) MOAXONSAIIUMU TSI
nedernst VMS. Kpome Toro, cienuanuct noiMeT, 4To CyTOYHAsl 1032 2 MTI' 3CTETPOJa CTOJb
xe 3¢¢exkTuBHa, KaKk M CyTo4Has mo3a 10 Mr screrpona Uil YMEHBLIEHHS KOJIUYECTBA
NpUIMBOB B CyTKH (cM., Harpumep, purypy 3 B Coelingh Bennink et al., Maturitas, 2016).
Kpowme Toro, B myOaukanmy CenuaIucTy COOOIaeTcs, YTo CyTOYHAs 103a 2 MI' HE U3MEHSIEeT
TOJIIIMHY 3HIOMETPUS, B TO BpeMsl Kak CyTouHass no3a 10 Mr okas3plBaeT 3HAUYUTENbHBIN
3¢ ¢exT B OTHOIEHUH TOJLINHBI SHAOMeTpus (cM., Hanpumep, ¢urypy 2 B Coelingh Bennink
et al., 2016). Takum 0Opa3om, CrIeLUATICT CMOT ObI CIIeIaTh BBIBOA O TOM, YTO MUHUMAJIbHAS

a¢dexTuBHas 103a 3cTeTpoia s iedeHus VMS cocTaBiisieT 2 Mr B CY TKH.
Kpartkoe onucanune n3odperenus

B KOHTEKCTe BBIIEU3JIO)KEHHOTO aBTOPbI  HACTOSILEro HM300peTeHHs HEOXKUJAHHO
OOHapY KWK, YTO MHHUMAajbHas 3(dexkTuBHas no3a dCTeTpojia musi obnerdeHus VMS vy
JKEHIIMH B TEPUMEHOINay3e W MOCTMEHOMAay3e COCTABJSET MNPUONU3UTENbHO 15 Mr

€KECYTOUHO.

Onpenenenre MUHUMAIbHONW 3(P(EKTUBHON MO3bI NEWCTBUTENIBHO 3aBHCUT OT psiAa
MapaMeTpoOB, KOTOPbIE YYUTHIBAIOT HE TOJBKO CpefaHee KonmdecTBO VMS B CyTkH (Kak B
npuBeneHo B Coelingh Bennink et al B Maturitas, 2016), HO u TsKecTb VMS, a Takke

B3BCIICHHYIO OLUCHKY 3a HEACIIHO, KaK JOMOJIHUTEJIBHO OIPEACIICHO B JAHHOM JOKYMCHTCE.

Takum 00pa3oM, ¢ TOUKH 3peHus: 3PPEKTUBHOCTH HEOKUIAHHO OBIJIO OOHAPYKEHO, UTO IS

NoJTy4eHus1 onpenesneHHoro 3¢ dexra B orHomernnn VMS TpeboBanack cyTouHast 1o3a 15 mr.

Kpome Toro, aBTOpBI HAcTOAIIEro M300peTeHUs OOHAPY KUJIHM, YTO HEKOTOpbIE MOOOYHBIE
3¢ eKThl TaHHOTO JIEYCHHUS], BBIPAKAIOIIUECS, HAPUMEpP, B KOJMYECTBE BO3HHKIIUX IOCIE
Hauana JedeHus HexkenarenbHbx siBiaeHuil (TEAE), wnm B KkonudecTBe NAIMEHTOB,
BBIXOJSIIIUX M3 MCCIICAOBAHUS B KaKIOW TPYIIIE, WM B 4YUCJE OUONCHH, NMPOBEICHHBIX B
KOKIOWU Tpynmne, CTPEeMsTCAd K OOCTMIKEHHMIO IJIaTO MpU A03€ OKOJo 10 Mr B CyTKHM U He
YXYALIAOTCS TPH JajbHEHIIEM MOBBIEHHH 103bl. HeoxnmaHHO OBLIO YCTaHOBJIEHO, YTO
HEKOTOPBIE M3 3TUX NMapamMeTpoB (PaKTUUECKU BO3BPAILNAIOTCS K MPEIbIYIIUM 3HAYEHHUSM OT
10 Mr 10 15 Mr execyTOYHO, yKa3biBasi TAKUM OOpa30OM Ha TO, YTO HEKEIATEJIbHbIC SIBJICHHSI

MOTyT ObITh O0JIee TEPITUMBIMH, B CJIydae €CIM 032 MpeBbImaeT 10 Mr B CyTKH.
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Ha ocHOBaHMM 3TOr0 HEOXXKMAAHHOTO OTKPBITHS U B PE3YJIbTATE€ U3MEPEHUI, MPOBEACHHBIX

NPU BBEAECHUU CYTOUYHBIX 103 20 Mr u 30 Mr, aBTOpPBI HACTOSIIErO M300PETEHUS] NMPUILIH K
HEO)KMJAHHOMY BBIBOJY O TOM, YTO ONTHMAaJbHAsl CYyTOYHAsS [103a 3CTETPOJIA sl OOJIerdeHns
VMS y XKeHIIMH B MOCTMEHOIAy3€ HAaXOOWTCA B Auana3oHe oT 15 mr mo 25 mr. JlaHHbIHA
AMana3oH /03 NEHCTBUTENBHO NaeT BO3MOXKHOCTh HAOMIOJATh CTATUCTHYECKH 3HAUYUMBIE
s¢dexTrl B oTHOmEHNH VMS, Kak MoKa3aHO B pUMepax, 00ecneunBas Ipu 3TOM yIepKaHHe

noO0YHBIX 3P PEKTOB JeUEHHS B IPUEMIIEMOM AHAINa30He 3HAYECHUH.

B cnenyromux npoHyMEpOBaHHBIX IyHKTax 1-14 ommcaHbl BapHaHTbI OCYIIECTBICHUS

HACTOSIIIETO U300pETEeHNUSI.

1. Kommoszurus ajs MMPUMCHCHUS B obJyieryeHuu CHUMIITOMOB, CBA3aHHBIX C MeHOHaYSOﬁ,
ra€ YykKadaHHasd KOMIIO3ULIUA COACPIKUT 3CT€TpOJ'IbeII>i KOMIIOHCHT, U TIA€ YKa3aHHYIO
KOMITO3ULIMKO BBOAAT B OKBHUBAJCHTE CYTOYHOI'0 KOJHUYECTBA, COCTaABJIAKOLICTO OT

npUOIU3UTENBHO 15 Mr 10 MpUOIU3UTENBHO 25 MI 3CTETpOIIA.

2. Komnozurust  uist IPUMEHCHUSA B obJierueHuu Ba3OMOTOPHBIX  CHUMIITOMOB,
Bbl6paHHbIX U3 NPUITHUBOB, NMPUCTYIIOB IMOTIUBOCTU, CIIyHdacB HOYHOH IMOTJIMBOCTH, CJIy4dacB
03HO6a, MOBBIIICHHOI'0 IMOTOOTACICHHA, CJIYy4aCB YYall€HHOT'O CepI[L[e6I/IeHI/I$I n Hux
KOM6PIH21LIPII>1, raAc ykKadaHHasd KOMIIO3HIUA COACPKUT 3CT€TpO.IIbeII>i KOMIIOHEHT, U TIae
YKa3aHHYI0 KOMIIO3UIIUIKO BBOAAT B OKBUBAJICHTE CYTOYHOT'O KOJIMYECTBA, COCTABJIAOIICTO OT

npuOIU3UTENBHO 15 Mr 10 NpUOIM3UTETBHO 25 MI 3CTETPOIIA.

3. Komnosunuss s mpuMeHeHHss B OOJIerdeHWH  SMOIMOHAJIBHBIX — aCIEKTOB
MEHOIAy3aJbHOrO IMePEeXoaa, BBIOPAHHBIX U3 JEMPECCHH, Pa3qPa’KUTEIBHOCTH, MepeMeH
HACTPOeHUsI, OECCOHHMIIBI, HAPYUIEHHUs CHA, TPEBOKHOCTH, HEPBHOIO HAMPSDKEHHS] W UX
KOMOWHALMN, TAe yKa3aHHAas KOMIIO3ULIUSI COMEPIKUT 3CTETPOJIbHBIM KOMIIOHEHT, W TJe
YKa3aHHY KOMITO3ULIMIO BBOJST B 9KBUBAJICHTE CYTOYHOTO KOJIMYECTBA, COCTABJIIOIIETO OT

npUOTU3UTENBHO 15 M 10 MPUOAM3UTENBHO 25 MI 3CTETPOIIA.

4. Komnosuuuss [is  npuMeHeHuss B OOJerdyeHud (PU3UOJOTMYECKUX  ACTEeKTOB
MEHOMAy3aJbHOTO Mepexoia, BhIOpaHHBIX U3 OOJMM B CycTaBax, MOTEPH IUIOTHOCTH KOCTEH,
UH(EKLUUIT MOYEBBIBOISINUX MyTeH, HEOEpKaHUs MOYHM, CYXOCTH BJIArajviia, OIMyLIeHHs
MAaTKH, U3MEHEHHH B TEKCType KOXKH, Habopa Beca, AHCMAapeyHHUH, CEpAeYHO-COCYIUCTHIX
3a0oneBannii, nuabera M WX KOMOMHAUMH, TI7€ YKa3aHHAs KOMITO3ULMS COIEPIKUT

3CTeTpOJ'IbHI:>II\/'I KOMIIOHCHT, U I'’I€ YKa3aHHYH0 KOMITIO3UIIUIKO BBOAAT B SKBUBAJICHTE CyTOYHOI'O
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KOJIMYECTBA, COCTABISIOMIEr0 OT NPUOMM3UTENbHO 15 Mr no mnpubnmsurensHo 25 mr

3CTETpOIA.

5. Komnosuiuss nns npuMeHeHHsT B CHIDKEHMH 4acTOThl VMS, Tsxkectu VMS,
B3BEILIEHHON OLIEHKH MPWJIMBOB 32 HENENI0, CYXOCTH Bllarajidila, AWCIAPEYHUH M HUX
KOMOMHAIIMHA WJIM [JIs1 TPUMEHEHHWs B YJYYIIEHWH Ka4decTBa JKM3HM B COOTBETCTBHH C
onpocHukamu MRS w/unn MENQOL, rne ykazaHHast KOMIIO3ULUS COAEPIKUT 3CTETPOIbHBIN
KOMIIOHEHT, U T7i€ YKa3aHHYI0 KOMIIO3MILIUIO BBOJAT B SKBUBAJIEHTE CYTOYHOI'O KOJIMYECTBA,

COCTABJIIIOLIETO OT MPUOIU3UTENBHO 15 Mr 10 MPUOIU3UTENBHO 25 MT 3CTETPOJIA.

6. Komno3uuus i mpuMeHeHHsl COTJIACHO JII0OOMY M3 MPHUBEIEHHBIX BBIIIE MYHKTOB 1-
5, e KOMITO3ULIMIO BBOAAT €KECYTOYHO B TEYEHUE IO MEHbILIEH Mepe 1, Mo MeHblIel Mepe

2, no MeHblIel Mepe 4, MO0 MeHbLIeH Mepe 0, o MeHblIelH Mepe 12 Hexenb.

7. Komnmosunuss s nmpuMeHEHust COorjlacHo JiroboMy W3  IyHKTOB  1-6, rae
JOTMOJIHUTENBHO TPUMEHSIOT BTOPYK) KOMIO3MLMIO, COJEPKALIyI0 IPOreCTOreHHbIN

KOMIIOHCHT.

8. Komnosunus aj1s1 NpUMEHEHHs! COTJIACHO MYyHKTY 7, TA€ YKa3aHHBINA MPOreCTOre€HHbIN

KOMIIOHEHT BBIOPaH M3 JPOCIHPEHOHA, MPOreCTEPOHA U TUAPOTECTEPOHA.

9. Komnosunus nas npuUMEHEHUs COTJIaCHO MyHKTY 7, TJ€ IPOreCTepOH BBOIAT B

cyTouHoi no3e ot S0 mr 1o 200 mr.

10. Kommosunuss myis  TpUMEHEHUsT COrJIaCHO JIroOOMy W3 TYHKTOB 1-6, rhe

JOTMOJHATEIBHO MPUMEHSIOT BTOPYIO KOMITO3ULIMIO, COIEpIKaIly o O6azenokcueH.

1. Komno3nuust st mpuMeHeHHs1 COrJIacHO Jirobomy u3 myHKTOB 7-10, rae yka3aHHas
BTOpasi KOMIIO3ULIMS, COZAeprKamasi MPOreCTOTCHHbI KOMIIOHEHT WIH 0a3enoKCU]eH,

SIBJISIETCS] AHAJIOTUYHONW KOMITO3ULIMH, COAEPIKALLEH 3CTETPOJIbHBIN KOMITIOHEHT.

12. Kommosunuss uisi TpUMEHEHHsl COMIacHO JiroOoMmy w3 mnyHKTOB 1-11, rme
3CTETPOJBHBII KOMIIOHEHT MpPEICTABISET COOOH 3CTETPOJ, MPEANOYTHTENBHO 3CTETPOJIa

MOHOTHAPAT.

13.  Komnosuus aisi IPUMEHEHUs] B COOTBETCTBHH C JIFOOBIM U3 MPEABIAY IUX ITyHKTOB,

rAc KOMIIO3ULuA COCTAaBJIEHA B BUAEC €AMHULIBI JO3UPOBAHUA OJI IEPOPAJIBHOTO BBCACHUA.
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14. Komnosunus 1is NpuMeHeHusl COrJIaCHO NMyHKTY 13, rae equHuna JO3UPOBAHUS AJIS

NnEPOPANIbHOrO BBEACHUA COCTABJICHA TaKk, yTOOBI COOTBETCTBOBATH CAWHULIC NO3HUPOBAHUA C

CYyTOYHOM 1030M.

B crenyromux npoOHyMEpOBaHHBIX NMyHKTax 15-28 omucaHbl OMOJHUTENbHBIE BAapPUAHTHI

OCYyHIECTBJICHUA HACTOALIECTO 1/1306peTeH1/1;{.

15.  Cnocob6 obOnerdeHuss CHMITOMOB, CBS3aHHBIX C  MEHOIAy30H, KOTOpPBIH
NpenyCMaTprBaeT BBEACHHE KOMIIO3HMLIUM, CONEpIKAlLled JSCTETPOJIbHBIII KOMITIOHEHT, B
SKBUBAJICHTE CYTOYHOIO KOJIMYECTBA, COCTABJISIOIIErO OT MNPHONU3UTENIBHO 15 Mr 1o

npUOIU3UTENBHO 25 MI 3CTeTpoNa.

16.  Cnoco® oOnerdeHuss Ba3OMOTOPHBIX CHMIITOMOB, BBIOPAaHHBIX W3 TPHJIHBOB,
NPUCTYNOB MOTJIMBOCTH, CJIy4aeB HOYHOW NOTJIMBOCTH, CIy4aeB O3HOOA, MOBBIIEHHOTO
NOTOOTAEJICHHUs], CIy4aeB VY4YaIllEeHHOro cepaueOueHns W WX KOMOWHALMH, KOTOPBIH
NpeayCcMaTpUBaeT BBEACHHE KOMIIO3MLIMM, COJEpKallell 3CTETPOJIbHbIM KOMIIOHEHT, B
SKBUBAJICHTE CYTOYHOTO KOJIMYECTBA, COCTABJISIOIIErO OT MNPHONU3UTENBHO 15 Mr mo

NPUOTU3UTENIBHO 25 MT 3CTeTpoIa.

17. Cnocob® oOnerdeHusi SMOLIMOHAJBHBIX AaCIEKTOB MEHOMAy3aJbHOTO TMEPeXoaa,
BBIOPAHHBIX M3 JETPECCHH, PA3APAKHUTEIBHOCTH, TEPEMEH HACTPOEHUs, OECCOHHHMIIBI,
HAPYILIEHHUsT CHA, TPEBOKHOCTH, HEPBHOTO HANPSDKEHUS W WX KOMOWHALUH, KOTOPBIH
NpeayCMaTpUBaeT BBEACHHE KOMIIO3UIMM, COJEpKallell 3CTeTPONIbHbIN KOMIIOHEHT, B
SKBHMBAJICHTE CYTOYHOIO KOJHYECTBA, COCTABISIOMIEr0 OT NPUOJM3UTENBHO 15 Mr no

NPUOTU3UTENIBHO 25 MT 3CTeTpoIa.

18.  Cmocob obneryeHus: (HU3HOJOTHYECKHX ACMEKTOB MEHOMAy3aJIbHOTO Tepexona,
BBIOpPAHHBIX U3 OOJIM B CyCTaBax, MOTEPHU IUIOTHOCTH KOCTEH, MH(EKIMHA MOYEBBIBOISLINX
HYTeﬁ, HEACPKaHUA MOYH, CYXOCTH BJlarajiviia, OIyIICHUA MATKH, U3MEHEHUN B TEKCTYPpE
KOKHM, Habopa Beca, OUCMAPEYHHH, CEepAevYHO-COCYAMCThIX 3aboneBaHuii, auabera U HX
KOMOWHAIMH, KOTOPbIAH  MpPEAyCMAaTPUBAET  BBEAEHHE KOMIIO3WLIUHM,  COIEepKaluei
ACTETPOJIbHBIN KOMITOHEHT, B 3KBHBAJIEHTE CyTOYHOIO KOJIMYECTBA, COCTABISIOIIETO OT

npUOIU3UTENBHO 15 M 10 MPUOIM3UTENBHO 25 MI 3CTETPOIIA.

19. Crnocob camxkenust yactotel VMS, Tsbkectu VMS, B3BEIIEHHON OLIEHKH MPUIIMBOB 32

HEJIeJF0, CYXOCTH BJIaraJliila, NUCTAPEYHUH M UX KOMOWHAIWMA, VUIH YJIYYIICHHs KadyecTBa
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JKU3HU B cOOTBeTCTBHH C onpocHukamMu MRS w/nimm MENQOL, xoTopbIii ipenycMaTpuBaeT

BBCIACHHC KOMITIO3HMIINH, co;:[epxcamef/'l BCTeTpOHbeIﬁ KOMIIOHCHT, B 3KBUBAJICHTEC CYyTOYHOI'O
KOJIMYECTBA, COCTABISIOIIEr0 OT NPUOMM3UTENbHO 15 Mr no mnpubnmsurensHo 25 mr

3CTETpOIA.

20. Criocob cornmacHo moO0OMy M3 MPUBEACHHBIX BbIIIE MYHKTOB 15-19, rae KOMIO3UINIO
BBOJISIT €KE€CYTOYHO B TEYEHHUE IO MEHBbLIEH Mepe 1, Mo MeHbLIelH Mepe 2, 0 MEHbIIEH Mepe

4, no MeHbLIel Mepe O, O MeHbIlel mepe 12 Henenb.

21.  Cnocob cormacHO m000oMy M3 MyHKTOB 15-20, rae AOMOJHHUTENBHO BBOAST BTOPYIO

KOMITIO3ULUI0, COACPIKALIY O HpOFeCTOFeHHblﬁ KOMIIOHCHT.

22. Crnoco0 cornacHo myHKTY 21, rie yKa3aHHBIH IMPOTeCTOTEHHBI KOMIIOHEHT BBIOpaH

n3 JpOCHHUPEHOHA, NMPOreCTCpoOHa U AUAPOTECTEPOHA.

23. Crnocob cornmacHO MyHKTY 22, r/ie MPOreCTepPOH BBOASAT B CYyTOYHOM 7103¢ OT 50 Mr 1o
200 wmr.

24. Crnoco6 cornmacHo nmrobomMy u3 myHKTOB 15-20, rae JOMOJHUTENbHO BBOIST BTOPYIO

KOMIIO3HIIMIO, coaep kalnyro 0asenokcudeH.

25.  Cnocob coriacHo 000My M3 MyHKTOB 21-24, rne ykasaHHasi BTOpPask KOMITO3HIIMS,
coziepsKamiasi MPOTeCTOTEHHbI KOMITIOHEHT WM Oa3eqOKCU(EH, SIBJISIETCS AHAJIOTHYHOM

KOMIIO3ULIMH, COMIEPIKALLEH 3CTETPOIbHbBIA KOMIIOHEHT.

26.  Cnocob corimacHo Jr0OOMy W3 TYHKTOB 15-25, rme 3CTETPONIbHBIA KOMIIOHEHT

NpenCTaBisieT COOO0 HCTETPOII, MPEAMOYTUTENHHO SCTETPOJIa MOHOTHIPAT.

27.  Cnocob cornacHo JIF0OOMY U3 MPENbIIYLIIUX IyHKTOB, I71€ KOMITO3UIMS COCTABJIEHA B

BUAC €AWHULIBI JO3UPOBAHUA AJIA MEPOPAIbHOIO BBEACHUA.

28. Crocob cormacHo mnyHKTYy 27, e €OWHHULA MAO3UPOBAHUS Ui IEPOPATBHOTO
BBCIACHHA COCTaBJICHA Tak, 4TOOBI COOTBETCTBOBATH CAUHHNLE OO3UPOBAHUA C CYTO‘{HOﬁ

TIO30H.

B crenyromux npoOHYMEpOBAaHHBIX MyHKTax 29-42 omucaHbl OMOJHUTEIbHbIE BapUAHTHI

OCYHIECTBJICHUA HACTOAIIETO I/1306peTeHI/I$I.
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29.  Ilpumenenne >(PQPEeKTHBHOrO  KOJIMYECTBA  SCTETPOJILHOTO  KOMIIOHEHTa B

HU3IrOTOBJICHHUHM KOMIIO3UIIMN JJIA oOJieryeHust CUMIITOMOB, CBA3aHHBIX C MeHOHaYSOfI, rac
BCTeTpOJIbeIfI KOMIIOHCHT MPUMEHSAOT B OKBHUBAJICHTE CyTOYHOI'O KOJIMYECTBA,

COCTABJISIIOLIETO OT MPUOIU3UTENBHO 15 Mr 10 MpUOIU3UTENBHO 25 MT 3CTETpOIIA.

30. IIpumenenne  >PQPEKTUBHOrO  KOJMYECTBA  SCTETPOJILHOTO  KOMIIOHEHTa B
W3TOTOBJICHUH KOMITO3UIMM Uil OOJIErYeHUs] Ba30MOTOPHBIX CHMIITOMOB, BBIOPAHHBIX U3
NPUWINBOB, NPUCTYNOB TOTJIMBOCTH, CJIy4aeB HOYHOW MOTIMBOCTH, CIy4aeB O3HO0A,
MOBBIIIEHHOTO NMOTOOTAENEHHS], CIy4aeB yUaIlleHHOro cepAneOneHns 1 MX KOMOMHALUH, rae
5CTETPOJIbHBI ~ KOMIIOHEHT IPUMEHSIOT B  OJKBUBAJEHTE CYTOYHOIO  KOJIMYECTBA,

COCTABJIIIOLIETO OT NMPUOIU3UTENBHO 15 Mr 10 MPUOIU3UTENBHO 25 MI 3CTETPOJIA.

31.  Ilpumenenue 5((PEeKTUBHOrO  KOJMYECTBA  ICTETPOJBHOTO  KOMIIOHEHTa B
W3TOTOBJIEHMH KOMIIO3UIIMM AJIs1 OOJIerdeHHs] SMOLMOHAIBHBIX ACIEKTOB MEHOIAy3aJbHOTO
nepexona, BBIOPAHHBIX M3 JENPEeCcCUH, pPa3ApakKUTENbHOCTH, IE€PEeMeH HACTPOSHHS,
OeCCOHHHIIBI, HAPYLICHHUs CHA, TPEBOXXHOCTH, HEPBHOTO HANPSDKEHUS U MX KOMOMHAIWH, r7e
SCTETPOJIbHBIM ~ KOMIIOHEHT MPUMEHSIOT B  3KBUBAJIEHTE CYTOYHOIO  KOJUYECTBA,

COCTABJIIIOLIETO OT MPHUOIM3UTENBHO 15 Mr 10 MpUOIU3UTENHHO 25 MT 3CTeTpoda.

32. I[Ipumenenue  >PPEeKTUBHOrO  KOJMYECTBA  SCTETPOJILHOTO  KOMIIOHEHTa B
W3TOTOBJICHUH KOMITO3ULIMU JUJIsl O0JIer4eHus1 (PH3HONIOTHYeCKHX aCMeKTOB MEHOMAay3aIbHOTO
nepexona, BbIOPaHHBIX W3 OOJM B CyCTaBax, MNOTEPHU IUIOTHOCTH KOCTeH, HH(pEKuui
MOYEBBIBOISLIMX MyTeH, HENEepPKaHUS MOYHM, CYXOCTH BJIATaJMINA, OMYLICHUS MATKH,
U3MEHEHUH B TEKCType KOxu, HaOoOpa Beca, IUCIAPEYHUH, CEePAECYHO-COCYIUCThIX
3a0oneBaHuii, nuabera W UX KOMOWHALMMA, TA€ 3CTETPOJBHBbI KOMIIOHEHT NMPUMEHSIIOT B
SKBHMBAJICHTE CYTOYHOIO KOJHYECTBA, COCTABISIOMIErO OT NPUOIM3UTENBHO 15 Mr no

NPUOTU3UTENIBHO 25 MT 3CTeTpoIa.

33.  Ilpumenenme 5((PEKTHUBHOTO  KOJUYECTBA  OSCTETPOJBHOIO  KOMIIOHEHTa B
W3TOTOBJICHUH KOMITO3ULMU Al CHUXKEeHMsI 4acToThl VMS, Tspkectu VMS, B3BeleHHOM
OLIEHKH TNPWJIMBOB 32 HENEN0, CYXOCTH BJIAralliina, JUCTIAPEYHHUH U MX KOMOWHALMH, WITH
YJIYULICHNS] KauecTBa JKM3HH B COOTBeTCTBUHU ¢ omnpocHukamu MRS w/mwnmun MENQOL, rne
SCTETPOJIbHBIII  KOMIIOHEHT TMPUMEHSIOT B  3KBUBAJEHTE CYTOYHOIO  KOJHYECTBa,

COCTABJISIIOLIETO OT MPHOIMU3UTENBHO 15 Mr 10 mMpUOTU3UTENBHO 25 MT 3CTETpOIIA.
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34. IIpuMmeHeHue coryacHo J000OMy W3 MyHKTOB 29-33 BhIlIe, I7i€ KOMIIO3HLUK BBOST

€XEeIHEBHO B T€YEHHUE N0 MEHbIIEH Mepe 1, Mo MeHblIeld Mepe 2, Mo MeHblen Mepe 4, no

MEHbIIEN Mepe O, O MeHblel Mepe 12 Henens.

35. IlpumeHeHue corjacHO MOOOMYy M3 NYyHKTOB 29-34, rae AONOJHUTENBHO BBOIST

BTOPYIO KOMIO3ULIMIO, COAEPKALLYI0 POr€CTOT€HHbIM KOMITIOHEHT.

36. Ilpumenenune coriacHO MyHKTY 35, IA€ YKa3aHHbIM IMPOre€CTOT€HHBIH KOMIIOHEHT

BBIOpaH M3 JPOCHHPEHOHA, IPOreCTEPOHA U TUAPOTeCTEPOHA.

37. IIpumenenue cornacHoO MyHKTy 35, rAe MNPOrecTepOH BBOIAT B CYTOYHOU 103€ OT

50 mr mo 200 mr.

38. ITIpumenenue corimacHo JOOOMy U3 MyHKTOB 29-34, rie NONMOJHUTENBHO BBOIST

BTOPYIO KOMIIO3HUIIUIO, CONEPIKAINYI0 Oa3eqoKCU(peH.

39.  Ilpumenenme cormacHo JroOoMy U3 mNyHKTOB 35-38, rae ykasaHHas BTOpas
KOMITO3HMLIMSI, COAEprKaIlasi NPOreCTOreHHbIH KOMIIOHEHT wWin Oa3emokcudeH, sBIsieTCs

AQHAJIOTUYHOW KOMIIO3ULIMH, COAEPKALLEN 3CTETPOIbHBIN KOMIOHEHT.

40.  IlpumeHeHHe COTJaCHO OOOMY U3 MYyHKTOB 29-39, rne 3CTETPOJIbHBIA KOMIIOHEHT

NPeNCTaBIsieT COOO0# HCTETPOJI, MPENMOYTUTEHHO SCTETPOJIA MOHOTH/IPAT.

41.  IlpuMeHeHHe COTJIACHO JIFOOOMY M3 TPEAbIYIIUX IYHKTOB, TA€ KOMITO3HULIUS

COCTaBJICHA B BUAC CAWMHULBI JO3UPOBAHUA HJIA TEPOPATIbHOIO BBEACHUS.

42. Ilpumenenune cornacHo NyHKTy 41, rae enuHMLIA JO3UPOBAHUA U NEPOPATBHOTO
BBEJICHUSI COCTABJIEHA TaK, YTOOBI COOTBETCTBOBATh E€IHMHHUIE IO3MPOBAHUS C CYTOYHOH

TIO30H.

B crenyromunx npoHyMepoBaHHBIX MyHKTax 43-50 omucaHbl JOMOJHUTEIbHbIE BapUAHTHI

OCYHIECTBJICHUA HACTOAIIETO I/1306peTeHI/I$I.

43. VYnakoBouHasi €AMHHULA, COAEprKallas MO MEHbIIEeH Mmepe 14, NpeanodYTUTENBHO MO
MeHbLIeH Mepe 21, eme OoJjiee MPEANIOUYTUTENBHO MO MEHbLIeH Mepe 28 KOHTEHHEepOB A
XpaHEHUs] OTAENBbHO YIAKOBAHHBIX WU OTAENbHO M3BJIEKAEMBIX TBEPABIX JIEKAPCTBEHHBIX
dopma 1A TEpOPaANbHOTO BBEACHUS C CYTOYHBIMH J03aMH, I7l€ KaKIblH KOHTEHHEp

CONEPKUT 1O MEHbIIEH Mepe OJHy TBEPAYIO JIEKAPCTBEHHYIO (OpMy Al MEepOpasibHOTO
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BBEJICHUS] C CYTOYHOH JO30H, COAep AIyK OT MPUOIU3UTEIBHO 15 M 10 MPUOIH3UTENBHO

25 Mr acTeTpoda.

44. YnakoBouHass €IMHMLA COMIACHO NyHKTY 43, rAe yNakoBO4YHAs €JUHULA
NOTOJIHUTEIPHO COAEPKUT 1O MeHbmed Mepe 10, mpenmoututenbHo 12, Oonee
MPEANOYTUTENBHO 14 AOMOTHUTENBHBIX KOHTEHHEPOB IJIs1 XPAHEHHs! OTAEJIBbHO YIIaKOBAHHBIX
U OTAENBbHO W3BJIEKAEMBIX, MPENNOYTHTEIBHO TBEPABIX JIEKAPCTBEHHBIX (OPM A
NEPOPaIbHOrO BBEIEHUS C CYTOYHBIMM JO3aMHU, 1€ KAKIbIA TOMOJHUTEJBHBIA KOHTEUHED
COZIEP>KUT 110 MEHbIIEH Mepe OJHY, NMPEINOYTHTEIBHO TBEPAYIO JEKAPCTBEHHYIO (GopMy A

NEPOPaIbHOTO BBEIEHUS C CYTOYHOM 1030M, CONlep ALY 0 MPOreCTONeHHbIM KOMIIOHEHT.

45. YnakoBouHass €AWHULA COMVIACHO MyHKTY 44, rae KaKAbld JOMNOJHUTEIbHBIN
KOHTEHMHep AJIsl XpaHeHHUsI JJIEKaPCTBEHHBIX (POPM, COEpIKAIMX NPOreCTONeHHBIH KOMIIOHEHT,
OTAEIbHO BHU3yalbHO PpACIHOJOXKEHbl PAIOM C KOHTEHHEPOM, COAEp KallMM TBEPIYIO
JeKapCTBEHHYI0 (OPMy, KOTOpasi COAEPKUT SCTETPOJ, B CIIydae €CIM 3TH JBE TBEPIbIE

JieKapcTBeHHbIe (HOPMBI HEOOXOIUMO BBECTH B OJTUH JI€Hb.

46. VYnakoBouHasi eauHMIA corjacHo nyHkTtam 44 wnm 45, rae  yKa3aHHbIA

MPOreCTOreHHbIN KOMITOHEHT BHIOPAH U3 APOCTIMPEHOHA, TPOreCTEPOHA U IUIPOreCTEPOHA.

47. VYnakoBouHasi €IMHMIA COMVIACHO MYHKTY 46, IZe€ YKa3aHHBII NPOreCTOreHHBIN
KOMIIOHEHT TMpPEACTaBNsieT COOOH TPOrecTepoH, W THAe KaXKIbIH M3  YKa3aHHBIX
JOTOJHUTEIBHBIX KOHTEHHEPOB COAEPXKHUT IO MEHbLICH Mepe OAHYy JIEKapCTBEHHYIO (opmy
IUIl TIEPOPAJIbHOTO BBEIEHHsS C CYTOYHOW O30, comepskamyr mnpuoamsureapbHo 200 mr

HPOrecTepoHa.

48. VYnakoBouHass €IMHMIA COMIAaCHO NyHKTY 43, raAe yhnakoBO4YHAas €JUHULA
JOTIOJIHUTENBHO COAEPKUT TAKOE K€ KOJIWYECTBO MOMOJHUTENbHBIX KOHTEHHEPOB IS
XPaHEeHUs] OTAENBbHO YNAKOBAHHBIX M OTHAEIBHO H3BJIEKAEMBIX, MPEANOYTUTEIBHO TBEPABIX
JIEKapCTBEHHBIX (POPM IUIs MEPOPATBHOTO BBENEHUS] C CYTOYHBIMU J103aMH, I7l€ KaKIbIH
JOTOJHUTENbHBI KOHTEMHED COAEP>KUT IO MEHbIIEH Mepe OAHY, MNPEANOYTUTEIBHO
TBEPAYIO JIEKApPCTBEHHYIO (opMy Ml TEPOpPANbHOIO BBENEHHS C CyTOYHOH JO301,
COIEp KAINYI0  MPOreCTOT€HHbIH  KOMIIOHEHT, T[[€  MNPEANOYTUTENBbHO  YKa3aHHBIN
NPOTECTOreHHBIH KOMITIOHEHT BbIOpPAaH M3 APOCTIHMPEHOHA, MPOreCTepOHa U AUIPOreCTEPOHa,
rae eme OoJiee MPEeANOYTHTENbHO YKa3aHHBI MPOTreCTOr€HHBIH KOMIIOHEHT MPENCTaBIseT

co0Oi1 MPOTreCTepOH, U Tie YKa3aHHBINA JTOMOJHUTENbHbI KOHTEHHED COASPKUT MO MEHBIIEH
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Mepe OfHY JIeKapCTBEHHYI (OpMYy IUIsI NEepOpasbHOTO BBEACHHMS C CYTOUHOW JIO30H,

conepskamyto npudausutenbao 100 Mr mporecTepoHa.

49. VYnakoBouHass e€AMHMLA COMVIACHO NyHKTy 43, rae no wenbmedn wepe 10,
NpeArnouTUTeNbHO 12, Gojee mpennoyTuTenbHO 14 M3 yKa3aHHBIX TBEPIBIX JIEKAPCTBEHHBIX
dbopM IS TIEpOpPaTBHOTO BBENEHHS C CYTOYHBIMH JI03aMH JOTOJHUTENBHO COAEPIKAT

HpOFeCTOFeHHbIﬁ KOMIIOHCHT.

50. YnakoBouHass €QMHULIA CONNIACHO NYHKTY 43, rae Kaxzaas yKa3aHHas TBEPIbIX
JeKapCTBEHHBIX (HOPM JUIs TEepPOPaIbHOTO BBENEHUS C CYTOYHOM [1030W IOTOJIHUTEIBHO

COAEPKUT NPOreCTOr€HHbIN KOMIIOHEHT.

Cneunamucty OyneT TOHITHO, 4YTO BapUaHThl OCYLIECTBJIEHHs, OIMCAHHBIE B
IPOHYMEPOBAaHHBIX MyHKTax 44-50, 5KBUBAJIEHTHO MOTYT OBITh MpEACTaBIEHBI BHIAE Habopa
JacTeil, comepiKallero NepBy0 YNaKOBOYHYIO €AMHHMIY, HapUMep, OIUCTEPHYIO YIAKOBKY,
COZIEP KALIYI0 €IMHULI JO3UPOBAHMS MAJIl NMEPOPANbHOTO BBENEHUS CYTOYHBIMHU J103aMH,
cofiepsKallie SCTETPOJIbHBI KOMIIOHEHT, M BTOPYIO OTAEJIbHYK YIAaKOBOYHYIO E€AMHHILY,
HarpuMep, BTOPYIO OTENbHYIO OJHMCTepHYI YIAKOBKY, KOTOpas COMAEPIKUT EIMHULIBI
AOBUPOBAaHUA OJiI  HOECPOPAJBHOr0O BBEACHHA C CYTOYHBIMU  IO03aMU, CoAcpKamue

HpOFeCTOFeHHbIﬁ KOMIIOHEHT.

Crnenuanucty Takxke OyAeT MOHITHO, YTO B Mpeneiax o0beMa HACTOSIIEro M300peTeHus
KaXaass  yIaKOBOYHas CAUHUIIA, HarpuMmep 6HI/ICTCpHa$[ YIaKOBKa, MOXET OBITb

NPOHYMEPOBaHA WJIM MAPKHUPOBAHA KAKUM-TIHOO UHBIM 00pa3oMm.

B mpenenax oObemMa HACTOSIIEr0 W300pETEHUs Kakoash yMAaKOBOYHAS €IUHUIA MOXKET
NPEACTaBJISITh COOOW 3areyaTaHHY0 OJIMCTEPHYIO YIMAKOBKY C KApTOHHOW, OyMasKHOM,

(oIBrIpOBaHHOI MIACTUKOBON IMOIOXKKOI 1 3aKJIF0YEHA B MOAXOISAINYIO KOPOOKY.

B KOHKpETHOM BapHaHTE OCYLIECTBICHHs HACTOSIIErO M300PETeHUs] YIAKOBOUHAS €IWHUIIA
conepkuT 28 KOHTEHHEPOB WIM KOJIWYECTBO, KpaTHOE 28 KOHTEHHepaMm, Hampumep, oT 2 A0

12.
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ITonpoOHoe onucanue usodpereHust

Onpenenenus

TepMUH «3CTETPONIbHBIN KOMIIOHEHT», HCIOJb3yEMbli B JAHHOM JOKYMEHTE, OXBaTbIBAET
BEIECTBA, BHIOPAHHbBIE M3 TPYIIIBL, COCTOSALIEH M3 3CTETPOJIA, CIOXKHBIX 3(PHUPOB ACTETPOIIA,
IZleé aTOM BOIOpOJAa IO MEHbIIEeH Mepe OAHOM W3 TMAPOKCHIIBHBIX I'PYHN ObUT 3aMelleH
AIMUIBHBIM ~ PaIAKaJIOM YIJIEBOAOPOIHOW KapOOHOBOHM, CyJIb()OHOBOH KHCIOTBI WM
cyiab(paMUHOBONH KHCIOTBI M3 1-25 aromoB yriepona, m ux komOuHanmii. Eme Oonee
NPEATIOYTUTENBHO 3CTETPOJIbHBI KOMITOHEHT MPENCTaBIsseT COOOM 3creTpon (BKIOUas
ruapat scretpona). Hanbosnee npennouTHTEIBHO 3CTETPONBHBIN KOMIIOHEHT, COAEPIKAIUNCS

B €AMHULEC AO3UPOBaHUs, IPEACTABIISICT coboii 9CTETPOJSIAa MOHOTHUAPAT.

TepMuH «3CTETPO», UCHONB3YEMbI B JAHHOM JAOKYMeHTe, oTHocutcs K 1,3,5(10)-
sctparpuen-3,15-anbda,16-anbda, 1 7-6erta-retpony wnu  15-anbda-ruapokcHsCTpUONy, a

TaKke THAPATaM HCTETPOJIA, HATIPHMED 3CTETPOJIa MOHOTHAPATY .

TepMuH «IPOreCTOreHHBIH KOMIIOHEHT» OIpPENeNsieTCs, KaK BEeIleCTBO, KOTOPOe CHOCOOHO
BBI3bIBATH MPOTECTOTEHHBIH OTBET INn VIVO, WM MPEeALIeCTBEHHUK, KOTOPBIH CrocobeH
BBICBOOOXKIATh Takoe BemecTBO in vivo. Kak mpaBWiio, MpOreCTOreHHbIe KOMIIOHEHTBI

CITOCOOHBI CBSI3BIBATHCS C MPOreCTOr€HHbIM PEUCIITOPOM.

B KkOHTEKCTe HAcTOsIIEro M300pETeHUsT MOXKHO MPUMEHSTh JAPYTrue COCOUHEHHUS, BMECTE C
3CTETPOJIbHBIM KOMIIOHEHTOM, IJIs1 BBEINEHUs >KEHIIMHAM, y KOTOPBIX HMEETCs MaTKa.
BrlpakeHHe CeNeKTUBHBIE MOIYJIATOPBI 3CTPOreHOBBIX perentopoB (SERM) o3HauaeT
KaTerOpUI0 TAaKMX COEJUHEHUMN, KOTOPbIE PaCCMAaTPUBAIOTCSA KaK IOJIE3HBbIE OMOJHEHUS K
3CTETPOJBHOMY  KOMIIOHEHTY B CHocob0ax Mo HAcToseMy — HM300peTeHHIO.
IIpennournrensibiM SERM 1y mpuMeHeHHsT B KOHTEKCTE HACTOSALIETO H300peTeHUs

siByisieTcsl OazenokcueH.

CJ'IGI[YGT IIOHUMAThb, YTO B criocobax u KOMITO3ULIUAX, JOIIOJHUTECIBHO OIIMCAHHBIX B JAHHOM
AOKYMEHTEC, B Cly4da€ ¢€CJIM YIOMHHACTCA ((HpOFeCTOFeHHbeI KOMIIOHEHT», — TaKO¢

ynomuHaaue BkarodaeT SERM u, B vactHOCTH, Oa3enokcudeH.

Bpra)KeHI/Ie ((HpI/I6J'II/ISI/ITeJ'IbHO», HUCIIOJIB3YEMOE B JAHHOM JOKYMECHTC, OTHOCHUTCA K
H3MEPACMOMY 3HAYCHHUIO, TAaKOMY KaK MapaMeTp, KOJUYECTBO, MNPOAOIIKUTCIBHOCTH II0

BPEMEHHU U T. I, IIPH 3TOM IOPAa3yMEBAETCs, YTO OHO OXBaThiBaeT Bapuanuu +/- 10% wmn
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MeHblIIe, OoJiee MPEeNNOYTHTENBHO +/- 5% Win MeHsle, elre Ooiee MPennouTUTeabHO +/- 1%

WIA MEHbIlEe OT YKa3aHHOIO 3HAau€HHus [0 TeX MOp, MOKa TaKue W3MEHEHUS MOAXOIST ISl
OCYIIECTBIIEHHs] B PAcCKpbITOM H300peTeHnu. Tem He MeHee, ClenyeT IOHHMAaTb, YTO
3HAa4YeHHEe, K KOTOPOMY OTHOCHTCS MOAU(DUKATOP «IPUOIH3UTEIBHO», CaMO MO cede TaKxke

cnierruecKkn pacKpbITO.

Tepmur «3¢p(dekTuBHOE KOJNUYECTBO» OTHOCHUTCA K KOJMYECTBY, HEOOXOAMMOMY MAJIs
nojiyueHust pusnonornueckoro 3¢ dexra. Gusnonorundeckuii 3pPext MoxkeT ObITh TOCTUTHY T

C IIOMOIIBIO OI[HOfI AO03bI WIH MOBTOPSACMBIX 1O3.

TepmuH «mepuMeHonays3a», HCHOJNb3YEMBIH B HAHHOM JOKyMEHTe (Takke B KOHTEKCTE
<CKEHIIMHBI B TIEPUMEHONAY3€» U «CyOBEKT B IEPUMEHOIIAy3e» U T. I1.), OTHOCHUTCS K IIEPUOIY
JKM3HM, KOTOpBIM HA4YMHAETCs OT MPHUMEPHO TpPEX A0 HYeTbIpexX JIET A0 MEHOmay3bl U
3aKaHYMBAETCsl 4Yepe3 roj IMocjie IMOCIeIHEr0o MEHCTpyalbHOro mnepuona. llepumenomaysa
XapakTepu3yercs  YCTOMYMBBIMH  HEPEryJSIPHBIMU ~ MEHCTPYaJbHbIMU  LIMKJIAMH,
HKCTPEMaJIbHBIMHU KOJIE0aHUSIMH YPOBHEH FTOPMOHOB, YaCTOH aHOBYJISILIUHM U BOSHUKHOBEHHEM
VMS (cm., Hanpumep: Harlow et al., Menopause, Vol. 19, No. 4, 2012, «Fxecutive summary
of the Stages of Reproductive Aging Workshop + 10: addressing the unfinished agenda of
staging reproductive aging» — CM., B 4aCTHOCTH, GUTypy 2 B yKa3aHHOM JOKyMeHTe). B xone
ATOTO MEPEXOAHOTO MEPHUOJIa MEHSIETCS aKIEHT KIMHMYeCKor nomornu. HecMoTpst Ha TO, 4TO
JKEHIIMHBI BCE €lle HYKAATCSA B 3(P(PEKTUBHONW KOHTPALEIINMHA B TEYCHHUE MEPHUMEHOIAY3bl,
TaKXKe HEOOXOAMMO pPeUIUTh MPOOJEeMbI, BKIFOYAKOIIHE MOTEPH MHUHEPATbHOH IUIOTHOCTH
KOCTeH, W3MEHEHHs MEHCTPYaJbHOTO LHMKJIA W BAa3OMOTOPHYIO  HECTaOMJIBHOCTS.
3HAaYNTENBHOE KOJIMYECTBO KEHIIMH TAK)KE HCIBITBIBAET CUMITOMBI ENMPECCUH, TAKHE KaK
nepenanbl HACTPOCHUs], Pa3ApPaKUTENIbHOCTh M IUIOXYH KoHUeHTpawo (Bosworth et al.,
Psychosom Med., 2001, Jul-Aug; 63(4):603-8, «Depressive symptoms, menopausal status,

and climacteric symptoms in women at midlifey).

TepMHH «IOCTMEHOMNAy3a», WCHOJb3YEMbld B JAaHHOM JOKYMEHTE (TakKe B KOHTEKCTE
(KCHIHUHBI B MOCTMEHOIAY3€» U ((Cy6’beKT B IMIOCTMEHOINAY3€» U T. 1'[.), OXBAaTbIBACT IMPEKAC
BCEro JKCHINUH CO CTIOHTAHHOM HOCTMeHOHaYSOfI, T. €. JKCHIIUH, KOTOPBIC CTOJIKHYJIMCh C
€CTE€CTBEHHONW MEHOMay30M, ONMpeAessieMOl KaK MOCTOSIHHOE MPEKpPaIleHue MEHCTPYaJIbHOTO
LIMKJIa, ONPEAENEHHOEe PETPOCHEKTHUBHO MOC]E TOro, Kak JKEeHIUHA nepeHecna 12 mecsies
amMeHopen 0Oe3 KakoW-mud0 JIPyrodl OYEBHIHON MATOJOTHYECKON WIH (PU3UOJIOTHIECKON

NPUYUHBL. DJTO TMPOUCXOAUT B cpeAHeM B BospacTe 51,4 roga y 340pOBBIX JKEHIIMH U
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ABJIICTCA OTPAXKCHUCM IIOJHOI'O WJIKM MOYTHU IMOJHOTO HCTOLICHUA (1)OJ'I.]'II/IKy.]'IOB SAUYHHUKOB C

BO3HMKAOIIEH B Pe3yJIbTaTe THIIO3CTPOreHeMHUeH (C YPOBHSIMH 3CTPAANONIA 3a4aCTyI0 HIKE
20 nr/mi) ¥ BBICOKUMH KOHLIEHTPALUSIMU (POJUTHKYJIOCTHMYJIHPYIOIIEro TopMoHa (YpOBEHb
FSH > 40 ME/n). TepMuH «IIOCTMEHOMNAy3a» TaKXe BKJIIOYAET MEHOMNay3y Kak CJIEICTBHE
NPEeXIEBPEMEHHOW  HEJOCTATOYHOCTH  SIMYHHUKOB, XHUPYPTrHUYECKOTO  BMEIIATENbCTBA
(HarpuMep, OBAPUAKTOMHM), XUMHOTEPAIMH WK JIy4eBOW TEepanuu paka U ONpeleTIeHHbIX

3a0oneBaHuii (HarpuMep, NHPEKIUH UM THITOTHPEO3a).

Tepmur «VMS», ncnosnp3yemMblii B JAHHOM JOKyMeHTE (B KaueCTBE aJbTEPHATUBBI, B €r0
HECOKpALIeHHON (opMe «Ba30OMOTOPHBIH  CHMIITOM»), COOTBETCTBYET HAPYLICHUSIM
TEPMOPETyJIALMY, XapaKTepHbIM JUIsi MeHomay3bl. VMS BkimrodyaeT mnpuiuBel (MHOTAA
bopMynHpyeMble Kak «ropsyde NPWIUBbBDY), NPUCTYIBI MOTIMUBOCTH, HAIpUMeEp, Ciydau
HOYHOW MOTJIMBOCTH, CJIydaud O3HOOA, a Takke MOBBILIEHHOE MOTOOTAENEHHE, M Ciydau
ydaieHHoro cepauneOuenus. VMS mnpeactaBisitoT co0oil 3mu307bpl  OOMJIBHOTO  Kapa,
CONPOBOXKIAIOLIETOCS] MOTOOTACNIEHHEM U IOKPAaCHEHHEM, NPEUMYIIECTBEHHO B 00JacTh
rOJIOBBI, IIeW, TPyAM U BepxHeH wactu cnuHbl. Kak onpeneneHo Hiwke, VMS nenstcs Ha

JIETKY0, YMEPEHHYIO U TSKENYH KaTerOpHH.

TepMI/IH (CHUMIITOMBI, CBA3aHHBIE C MeHOHaySOﬁ)), HCHOHbSyeMbIﬁ B OJAaHHOM JOKYMCHTC,
UCTIONB3yeTCss  [UIsi  omucaHus VMS, kak oOmpeneneHo BbIlle, HO TakXe BKJIFOYAET
SMOLIMOHAJIbHbIE AaCMEKThl MEHOMay3ajJbHOro rnepexona (Bkjouass 0e3 OrpaHudYeHUs
IETPECcCHIO, Pa3Apa’KUTENbHOCTh, MEPEMEHbI HACTPOEHUs, OECCOHHHIly, HapylIeHHe CHa,
TPEBOXKHOCTb M HEPBHOE HampsDKeHHWE) W (PU3HOJOrMYECKHE aCTEKThl MEHOIAy3abHOTO
nepexona (Bkiouas Oe3 orpaHudeHusi OOJIb B CyCTaBaX, MOTEPH TUIOTHOCTH KOCTEH,
UH(EKIIMY MOYEBBIBOISINIUX MyTeH, HEAepKaHWE MOYH, CYXOCTh BJATaJIMINA, OMNYyLICHHE
MaTKH, M3MEHEHHsS B TEKCType KOH, HaOOp Beca M OMCIAPEYHHIO, a TaKKe CepredHO-

COCYIUCTBIE 3a00NIeBaHMs U 1HA0ET).

Hcnonp3yemMblii B TaHHOM JOKYMEHTE TEPMHUH «Ka4deCTBO KU3HW» (M cokpameHne «QoLy)
OTHOCUTCSI K TapaMmeTpy, KOTOPbI MOXeT OBbIThb OLEHEeH, HalpuMep, C IOMOIIBIO
BOMPOCHUKOB, TaKWX KakK, B KadecTBe NpuMmepa M Oe3 orpaHuueHus, omnpocHuk «Illkamna
oueHkn MeHomay3be (Heinemann et al., 2003, “Infernational versions of the Menopause
Rating Scale (MRS)" Health Qual Life Outcomes 1: 28; Heinemann et al., 2004, «The
Menopause Rating Scale (MRS) scale: A methodological review. Health Qual Life Outcomes
2: 45; Heinemann et al., 2004, «The Menopause Rating Scale (MRS) as outcome measure for
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hormone treatment? A validation study». Health Qual Life Outcomes 2:67; kak Oomee

nopoOHO omucaHo Hike B mpumepe 1, pazaen C) wim onpocauk MENQOL (OnpocHuk 1jist
OLICHKH KauecTBa *u3Hu B iepuoa menonay3sl (MENQOL), Hilditch et al.; Maturitas 1996; A
menopause-specific quality of life questionnaire: development and psychometric properties,

24(3); p.161-175).

Hcnonp3yemblii B TaHHOM JTOKyMeHTe TepMHH «BMI» (Mim «MHAEKC Macchl Tela» B €ro
HECOKpALIEHHON (hOpMe) OTHOCUTCSI K MHJEKCY, CBA3aHHOMY C BECOM U POCTOM CyOBEKTa,
KOTOPBIA PaCCUUTHIBAETCS MyTEM JEJIEHUSI Beca CyObEKTa B KWJIOTPaMMax Ha POCT CYOBEKTa B
merpax B kBaapate. BMI 273 wunu Oonbme xinaccupumupyer CyOBEKTa-KEHIIMHY Kak
HUMEIOIIYI0 «M30BITOYHBIN BeC Tena», B TO Bpemsi kak BMI 30 unu Gonbine kinaccuduuupyer

CyOBeKTa KaK «CTPAAaroIero OKUPEHUEeM.
OnpeneneHne MUHUMaJIbHON 3 dEKTUBHON N035I

Hns onpenenenuss MuHUManbHOU 3¢ dektuBnoit no3el (MED), mpekae Bcero Kpurepuu
BeIOOpa TpeboBamy, YTOOBI MAIIMEHThl HCHBITHIBAIN 1O MeHblued mepe 7 VMS/cyTku, oT
YMEPEHHBbIX [0 TSDKENbIX, WM 1Mo MeHbleil mepe 50 VMS/Henens, OT yMEpeHHBbIX 0
TAXKEJIBIX, B TCUCHUEC HCACIIH, npenmeCTBy}omeﬁ paHOOMU3 AN, BO-BTOprX, rpyr1mma
wianebo Oblla BKJIIOYEHA IBOWHBIM CJIETBIM METOIOM. B-TpeThux, ofuiee KOJMYECTBO
IMannucHTOB OBLIO TaKuM, 4YTO MOKHO OBLIO MOJIy4YuUTb CTaTUCTUYCCKYH) 3HAYMMOCTb MECXKIY
OTACJIbHBIMHU I'pyIIIaMXu UCCIIENOBAHMA. B-‘{CTBeprIX, YYHUTBIBAJIOCH a0COJIFOTHOE U3MEHEHHUE
HaCTOThI VMS, OT YMECPEHHBLIX OO TSAXKEIBIX, 3a HEACIKO II0 CpPpaBHCHHIKO C HCXOAHBIM
ypoBHeM.  Kopapmaumonssiii  aHanmmz  (ANCOVA)  mpoBogmiii  Ha  OCHOBE
HETPAaHC(OPMUPOBAHHOTO HM3MEHEHHsI 4acTOThl VMS, OT yMepeHHBIX 10 TSKENbIX, 3a
HEJIeI0 10 CPAaBHEHHIO C WCXOAHBIM YpPOBHEM. B 3akiroueHHe, OLCHHMBAJIM H3MEHEHUE
TAXKECTH IO CpPaBHEHHUIO C HUCXOIHBIM YPOBHEM. HJ'[?I 3TOro CY6’I:>€KTI::I AOKYMEHTHPOBAJIN

CHUCTEeMY OLIEHKH TspKecTH VMS cienyromum odpazom:
o oneHka ciabopbipaxkeHHOe (1) B OTHOIIEHUH Oy IIEHUs jkapa 0e3 MOTOOTHeeHHS,

. OLIEHKa YMepeHHOe (2) B OTHOLIEHUH OMIYLIEHUs JKapa ¢ MOTOOTAEICHHEM/TIPU 3TOM

CyOBeKT ciocoOeH MPOAOIIKATE AESITEbHOCTD, U

. OLIeHKa TspKesioe (3) B OTHOIIEHUH Oy IEHUS jKapa ¢ MOTOOTAEICHHEM/YTO BhI3BIBAET

NPEKPAICHUE NCATCIIBHOCTH.
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Kpowme Toro, oneHka TsKeCTH HOJIb ObLla BBICTABJICHA MAIlEHTaM, KOTopble ucnbiranu 100%

ocnabnenne VMS B TedeHHE YKa3aHHOIN HEREH.

I[Io 3TuM OLIEHKAM HCXOAHYK TSDKECTh PACCUMTBIBAIM C YYETOM TOJIBKO YMEPEHHBIX U
TspKenbIX VMS, Tak 4to ofIiee KOJU4ecTBO yMepeHHbIXx VMS B Teuenwe 7 nHeH OT
UCXONHOW HENEeIN YMHOXaJIU Ha 2 W A00aBsuUM K OOIIeMy KOJIMYeCTBY TsDKeNnbix VMS B
TeueHue 7 JHeW OT MCXOAHOW Henesd, yMHOXKEHHOMY Ha 3. 3aTeM MOJyuYeHHOEe NeUJIN Ha

oO11ee KOJIMUeCTBO YMEPEHHBIX U TsDKENIbIX VMS B TeueHne NCXOIHON HeeH.

Tsoxects B Hemenu 4 u 12 paccuuThiBaIM Mo cienyromed Gopmyie s KaxIol U3 3THX

HeZeNb!

. KOJIMYECTBO C1aboBbIpakeHHbIX VMS 3a 7 nHei, yMHOXKeHHOe Ha 1,
. KOJIMYECTBO yMepeHHbIX VMS 3a 7 nHel, yMHOKEHHOE Ha 2;

° KOJMYECTBO TspKeNnbiXx VMS 3a 7 nHel, yMHOKEHHOe Ha 3

U CIIOJKEeHHUE 3 PE3YJIbTUPYIOIMUX YHUCE NEPEN NACTICHUEM 3TOU CyMMBbI Ha 06Luee KOJIMYECTBO

C1abOBBIPAKEHHBIX, YMEPEHHBIX U TsKeNIbIX VMS B TeueHue 7 qHel Heneu.

I[aHHbIﬁ crocod MPUMECHAIN JJIA TNOJYYEHUSA HaHHBIX, OOIOJHHUTECIBbHO BKIHOYCHHBIX B

npumep | Huke B paznene A. b) «tsxectb VMSy.

B anprepHaTMBHOM BapuaHTe OCYILECTBIEHMsI CTeleHb TsbkecTh VMS  oueHuBanu
CIeNyIOIMM 00pa3oM: HCXOAHYI TSDKECTh TAaKXKe€ pACCUUTHIBAIM C YYE€TOM TOJIBKO
YMEPEHHOTo U Tspkesnoro VMS, Tak uro obiee KOJHMYeCTBO YMepeHHbIX VMS B Teuenue 7
IOHEW OT UCXOJHOW HEAENH YMHOXAIU Ha 2 U N00aBISUIH K OOIIEeMYy KOJIMYECTBY TSDKENBIX
VMS B Teuenue 7 AHeW OT HCXOAHOHN HeAeNH, YMHOKEHHOMY Ha 3. 3aTeM IOJIy4eHHOe

JeNUIN Ha o0lIee KOJIMYeCTBO YMEPEHHBIX U TSKeNbIX VMS B TeueHne NCXOTHON HeeH.

Tem He MeHee, TspkecTh B Hemenu 4 u 12 paccuuThiBaiv 1o cieayromeid Gopmyne s

K KIOU U3 3TUX HEAEJb:
. KOJIMYECTBO yMepeHHbIX VMS 3a 7 nHeii, yMHOKEHHOE Ha 2;

. KOJIMYECTBO TspKeNbIx VMS 3a 7 nHel, yMHOKEHHOE Ha 3;
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U CJIO’KEHHE 2 Pe3yJIbTHPYIOIINX YHCEN epes NEJICHUEM 3TOi CyMMBI Ha 0011ee KOJMYECTBO

YMEPEHHBIX U TspKeNbIX VMS B TeueHue 7 NHeH Helemnu.

B npyrom BapuaHTe OCYIIECTBJICHUS OLIEHKY TSDKECTH MOXKHO PACCUUTATh B COOTBETCTBUH CO
criocoOomM, onucanHbIM B Archer et al, 2014. (4 randomized, double-blind, placebo-controlled
study of the lowest effective dose of drospirenone with 17A-estradiol for moderate to severe
vasomotor symptoms in postmenopausal women; Menopause, 2014; 21(3); p.227-235).
CornacHo aHHOMY CNOCOOY €XKETHEBHYIO OLIEHKY TSDKECTH PACCUUTHIBAIOT MO CIEAYHOIIEit

dbopMyie 1y KaKIOTo THS B TeUeHUe 7 THE:

° KOJIM4eCTBO yMepeHHbIX VMS 3a 1 neHb, yMHOXKEHHOE Ha 2;

° KOJIM4ECTBO TspkeNabix VMS 3a 1 neHb, yMHOXKEHHOE Ha 3;

. 2 MOJIyY€HHbIX YUCJIA CKJIAJbIBAIOT BMECTE,

. pe3yJIbTaT CJIOXKEHHUsI, B CBOKO OYepelib, AT Ha odmiee koianmdectBo VMS B TeueHue

TOTO K€ JTHS (YMEPEHHbIX U TSDKEIIBIX).

Ty xe GopMmyily NIpUMEHSIOT B TeUeHHe 7 MOCIEAYIOUMX THEH, 7 pe3yJIbTUPYIOIUX YUCEI
CYMMUPYIOT BMECTE U JEJAT Ha 7 JJIsl BBIYMCIICHUS MTOKA3aTeNsl KCPEIHETHEBHON TSDKECTH 32

Henenmo» st VMS, 0T yMepeHHBIX 0 TAKENbIX.

Kpome Toro, TepMUH «B3BEIIEHHAs! OLIEHKA MPHUJIMBOB 32 HEIEJOY, HCIIOIb3yEeMblil B JAHHOM
JOKYMEHTE, COOTBETCTBYET OLIEHKE, YYHTBIBAIOIIEH YacTOTy U TSDKECTb, KOTOPYIO
PAaCCUMTBHIBAIOT MYyTEM HCIIONB30BAHHUS OLIGHKH TsDKeCTH (Kak paccuuraHo Bbime): [(1x
KOJIMYECTBO ciaboBbIpakeHHbIX VMS) + (2 x kommuecTBO yMepeHHbIx VMS) + (3 x

KOJINYECTBO TskeNbIx VMS)] B TeueHne nepruoaa BpeMeHH 7 THEH.

Takast B3BElLICHHAs! OLIEHKA, Hampumep, ucrosb3oBanack B Notelovitz et al. (“Initial 17f-
Estradiol Dose for Treating Vasomotor Symptoms”; Obstetrics and Gynaecology, Vol. 95(5),
May 2000, p. 726-731).

3Ty OLICHKY HMCIIOJIB30BAJIN AJIA MOJYUYCHUS NAaHHbBIX, JOIIOJHUTECIbHO BKIIFOYCHHBIX B ITPUMED

1 Huke B paznene A. ¢) «B3BeleHHas OLeHKa PUIINBOB 32 HEIEIIOY .

B AJIBTCPHATUBHBIX BapUaHTaxX OCYLICCTBICHUA .]'II06YIO KOM6I/IHaL[I/II-O OIMMCAHHBIX BBIIIC

CrO0CO0OB MOKHO MPUMEHSTh IUIsl OLIEHKHU TSDKECTH W/Win 9acToThl VMS 3a Hepenro.
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T'opMoHO3aMeCcTUTEIbHAS TEPAIUS

Hacrosimass Tepanuss OOBIMHO TpEANONaraeT HENPEPhIBHOE BBEAEHHE 3CTETPOJILHOTO
KOMIIOHEHTa B TEUEHHE IEpPHOJa BPEMEHH, COCTABJSAIOLIErO MO MeHbuien mepe 10 nHel,

MPEANIOYTUTENBHO MO MEHbLIEH Mepe 20 qHEeN.

OCTETPONbHBII KOMIIOHEHT BBOAST B CYTOYHOM [03€ OT MNpHOIM3HTENBHO 15 Mr no

npUOIU3UTENBHO 25 MT.

B KOHKpPETHOM BapHaHTE OCYILECTBJICHHsI 3CTETPOJIbHBIM KOMIIOHEHT BBOIAT B CYTOYHOH

n03e oT npudnusuTenbHo 15 Mr 1o menee yem 20 mr.,

B APYIrOM KOHKPETHOM BapUAHTE OCYLICCTBIICHHS 3CT€TpOJ'IbeII>i KOMIIOHEHT BBOJAT B

CYTOYHO# 103¢e OT Oosee yem 20 Mr 10 NPUOIU3UTENBHO 25 MT.

B OOHOM BapHUaHTE OCYLHECCTBJICHUS HACTOSALIYIO TCpAaNNiO BBOAAT IMAallUEHTAM, KOTOPbIM HE
MPOBOAUIN TUCTCPIKTOMMUIO. B KOHKPETHOM BapHUaHTE OCYLICCTBJICHUA HACTOALIAs TCparus
BKJIIOYACT CXKCAHCBHOC BBCIACHHUC l'IpI/I6.HI/ISI/ITeJ]bHO 20 mr SCTETPOJIBHOIO KOMIIOHEHTA,

NpeaAnoOYTUTENIbHO TAllUEHTAaM, KOTOPBIM HE IMPOBOAUIIU THCTEPIKTOMUIO.

B Tex Cllydasx, KOraga HaACTOAIIYKD TEpalud BBOAAT MAUCHTY, IMCPEHECUHIEMY
TUCTCPIKTOMHUIO, 3CTeTpOJIbeII>'I KOMIIOHCHT TMPCANOYTUTCIBHO BBOOAT B  KA4YCCTBE

CAUMHCTBCHHOI'O aKTHUBHOI'O UHIPEAUCHTA.

B cnyyae ecnu HaACTOSLIYIO TEPANUIO0 BBOIAAT MALUEHTaM, HE TOIBEPra€MbIM THCTEPIKTOMUM,
— BCTETPOJIbHBI KOMIIOHEHT MOKHO BBOJAUTH B KayeCTBE €IUHCTBEHHOTO AaKTHUBHOTO
WHTPEIMEeHTa WJIM MOXKHO BBOJUTH BMECTe C HEOOs3aTeJbHBIM IMPOreCTOr€HHBIM
KOMIIOHEHTOM. Y Ka3aHHbIH He0Os3aTeNbHbIN MPOreCTOreHHbIH KOMIIOHEHT MOXKHO BBOIMTH
HEeTPephIBHO (T. €. Kaxable CYTKH B JIONOJIHEHHE K J3CTETPOJBHOMY KOMIIOHEHTY) WJIH
MOCJIEIOBATENBHO (TIPU 3TOM «IIOCIENOBATEIBHO» O3HAYAET BBEIEHHE MPOreCTOreHHOTO
KOMITIOHEHTa B TeueHue, Hanpumep, 10-14 nueill xaxapli mecsan wid B TedeHue 14 nHein

KaXJIble 3 MEeCsIa).

TepMHUHBI « HENPEPBIBHBIN»/CHETIPEPHIBHO», UCTIOIB3Y €MbIE B TAHHOM JOKYMEHTE, O3HAYAIOT,
YTO KOMIIOHEHTBI BBOIATCS C OTHOCHTEJBHO DEryJSIPHBIMH HMHTEpBajJaMH  Oe3
(TepameBTHYECKM)  3HAYMTENBHBIX  MepepbiBOB.  ECTECTBEHHO, MOTYT  BO3HHKATh

HE3HAUUTEIIbHBIE TMEPECPBIBbI, KOTOPHIC HE BIIMAOT Ha O6IJ.IYIO 3(1)(1)6KTI/IBHOCTI:; HacCTOALICIO
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cnoco6a, u B HeﬁCTBHTeHbHOCTH TaKHUC OTKJIOHCHHA  OXBATbIBAKOTCA  HACTOAIINM

u3o0pereHneM. B mpennouTuTenbHOM BapHaHTe OCYIIECTBIEHHsS, U Oojee apudpmeTndecky,
PEXUM BBEICHUSI CUUTAETCS HENPEPBIBHBIM, €CJIN CAMBIN JJIMHHBIM UHTEPBAJ MEXKAY IBYMs
MOCJIEIY FOIUMU BBEICHUsIMUA He OoJiee 4eM B 3,5 pasa mpeBbllnaer cpenHuil narepsa. Ee
Oosee MpenNOYTHTENBHO YKa3aHHbIN CaMblil AMMHHBIN UHTEpBaJ HE Oonee yeM B 2,5 pasa,

HauboJee MPenrnoUTUTEIFHO He OoJiee ueM B 1,5 pasa npeBblnaeT CpeaHH HHTEPBAL

B onHOM BapuaHTe OCYIIECTBJIEHUs] HEOOS3aTENbHBIH MPOTreCTOreHHbI KOMIIOHEHT BBOZST
MOCPEACTBOM IyTH, OTIMYHOIO OT MEPOPAIBbHOrO, HalIpuMep, C HUCIOIb30BAHUEM
BHyTpuMaTouHoro yctpoiictea (IUD). B ogHOM BapmanTe ocyiuecTBieHus ykazanHoe [UD
JOCTaBJISIET IIPOTECTOTEHHbI KOMIIOHEHT JIEBOHOpPrecTpen. B OgHOM TakOoM BapuaHTe

ocywectsnenust IUD npencrasnser coboit [UD Mupena® unu [UD Levosert®.

B ongHOM BapuaHTe OCYINECTBJICHHS HACTOSILIAs Tepamusi BKJKOUAeT MepOpasbHOE,
cyOnuHrBanbHOE, OyKKajibHOE WIH CyOsabuanibHOE BBENEHHE SCTETPOJBHOIO KOMIIOHEHTA.
OtH nocnenHue 3 peskuMa BBEIEHHs 00Jaqar0T MPEUMy [IIECTBAMH, 3aKITFOUAOIIIUMHCS B TOM,
YTO HCTETPOJIbHBINA KOMIIOHEHT HE JOJIKEH MPOXOIUTh Yepe3 MUIIEBAPUTEIbHYIO CHCTEMY, U
JaeT BO3MOXHOCTh M30€KaTh BO3IEHUCTBUS HA IMEYEHb MPU MEPBOM MPOXOxaeHUH. Kpome

TOTO, 3TH CIIOCOOBI BBEIeHHsI 00eCIeYnBaOT OBICTPOE HAYAIO AEUCTBHS.

Ucnonp3yemblii B JaHHOM JOKYMEHT€ TEPMHUH «CYOJIMHTBaJbHBII» OTHOCUTCS K
(bapMakoJIOTHIECKOMY IMyTH BBEIEHHsI, MMOCPEACTBOM KOTOPOTO 3CTETPOJIbHBIH KOMIIOHEHT

IMPOHUKACT B KPOBb HEPE3 TKAHU ITOA A3BIKOM.

Ucnonp3yemblii B JaHHOM  JIOKYMEHTe TepMUH «OYKKaJIbHBII»  OTHOCHUTCS K
(bapMakoIIOTHIECKOMY IMyTH BBEIEHHs], IMOCPEACTBOM KOTOPOTO 3CTETPOJIbHBIH KOMIIOHEHT
NPOHUKAET B KPOBb 4Yepe3 TKAHU INEYHOrO MperaBepHsi — oOJacThb BHYTPU PTa MEXKAY

CIM3UCTON 000JI0UYKON IekH (OyKKaIbHOH CIIM3UCTON 000JI0UKO) U 3y0aMu/IecHaMu.

TepMun «cyOnaOuanbHbI» B KOHTEKCTE  HACTOSIIIErO  OMHCAHHUS  OTHOCUTCS K
(bapMaKoJOTUYECKOMY IMyTH BBEIEHHS, MOCPEICTBOM KOTOPOTO 3CTETPOJIbHBIM KOMIIOHEHT

MIOMEIIAETCS] MeXKAY T'yOOi U TeCHOM.

B crocobe mo HacTosmeMy H300PETEHUIO 3CTETPOJ U MPOTECTOTEHHBI KOMIIOHEHT MOKHO

BBOAUTH B OTACIbHBIX C€AWHHULAX JO3HMPOBAHUA. Tem He MECHEC, TaKXKXE€ BO3MOXHO H
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HGfICTBHTGJ'IbHO OYCHb YI[O6HO O6"beI[I/IHI/ITb 9THU JBa KOMIIOHEHTAa B OJHY CIUHULY

TIO3UPOBAHUSI.

B cnocobe no HacrosimemMy H300peTeHHI0 KOMOMHALMIO MPOTE€CTOr€HHOTO U 3CTETPOJIBHOTO
KOMIIOHEHTa LeJIeCOO0pa3sHO BBOOUTb HEMPEPHIBHO B TEYCHHE MEPUOAA BPEMEHHU,

COCTaBJIOLIErO MO MeHbLIen mepe 10 nueil.

Hacrosimee nzo0pereHne MOKeT ObITh MOAXOASILIMM 0Opa3oM peajn30BaHO Ha MPAKTUKE B
¢dbopMe MHOKECTBaA CITOCOOOB BBEACHHSI, KOTOPbIE M3BECTHBI CIIELIMATNCTY B JaHHOW O0JIaCTH.
Cpenn 3THX crocoOOB MpenCTaBIeHbl CIIOCOOBI, B KOTOPBIX MPHMEHSIOT OAHO(Aa3HbIE
npernaparbl, KOTOPLIE COACPNKAT CAWHHULBI AO3UPOBAHUA C TMMOCTOSHHBIM KOJIHYCCTBOM

SCTCTPOJIbHOTO KOMIIOHCHTA 1 HE00s3aTEILHOIO MNpOreCTOr¢HHOrO0 KOMIIOHCHTA.

B BapUaHTEC OCYIIECCTBJICHUA HACTOSAIIECTO 1/1306pereH1/1ﬂ, rae BbI6paHO MocCjaeaoBaTCJIbHOC
BBCACHUC TMPOTCCTOICHHOIO KOMIIOHEHTA, TAaKXE BO3MOXKHO H yZ[O6HO O6’beZ[I/IHI/ITb

KOMITOHCHTBI B OJHY €AUHULY JO3UPOBAHUA B TC JHU, KOr'la BBOAAT ABA KOMIIOHCHTA.

B opmHOM BapuaHTe OCYLIECTBJICHUSI HACTOSILNEr0 H300pETeHHs TOPMOHO3aMECTHTENbHY IO
Tepanuo BBOAST CyOBEKTY B MepuMeHonay3e. B naHHOM BapuaHTe OCYINECTBIEHHUS CyOBEKT
Oynmer mosy4arh nojb3y OT obnerdeHus VMS mocpencTBOM BBEAEHUS] KOMIIO3HMIUH IO
HACTOSIIEMY HM300pPETEHHIO, OMHOBPEMEHHO IIOoJIydas MOJIb3y OT HPOTHUBO3a4aTOYHOTO
s¢dexra. B KOHKpETHOH MOMyJSIMMM B MEPUMEHONAy3e INEHCTBUTENLHO 4acTo Tpedyercs
KOHTpaLenuust U, MOCKONbKy VMS MOSBISAIOTCA B JaHHBIM MEPUOA JKU3HH, JIEUCHUE II0
HACTOSIIEMY H300pPETeHHIO OIHO3HAYHO YOBJETBOPSIET 3TH J(BE NOTPEOHOCTH B paMKax

OIHOTrO MPOCTOTO JICUCHUA.

B npyrom BapmaHTe OCYIIECTBJIEHHUs] HACTOAIIErO H300pETeHHs TOPMOHO3aMECTHTENBHYIO

TEPAITHIO BBOIAT CyOBEKTY B MOCTMEHOMNAY3€.

B KOHKPETHOM BapUaHTe OCYLIECTBJICHUSI HACTOSAIIErO n300peTeHns
rOPMOHO3aMECTUTEIIBHYIO TEPAINIO LIeIeCO00PA3HO BBOAUTH AJIS MOJyYEHHsI IPEUMYIIeCTBa
B BHIE OTCYTCTBHsS 5(dekra craTyca KypeHHs CyObeKTa B OTHOLICHWH TEPalud 110
HacTosileMy H300peTeHH0. JlelCTBUTENIbHO, AaBHO HM3BECTHO, YTO KYPEHHE 3HAYUTEIBHO
CHIDKAeT KOHLIEHTPALMIO 3CTPOreHa B ChIBOPOTKE KPOBH, O H€M, HarpuMep, CooOIaeTcs B
aHamM3e KIMHUYeCKuX Hccienosanuil Bjarnason et al. (Bjarnason et al.; Climacteric 2012;

Acute and long-term estradiol kinetics in smoking postmenopausal women; 15:5; p.449-454),
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KOTOpbIe OOHAPYIKHIIM, YTO B TPYIIIE 3CTPOr€HOB KypEeHHE NMPHUBOAMT K 3HAYUTEIBHO Ooee

HU3KUM yYPOBHSIM KaK 3CTPOHA B CBIBOPOTKE, TaK U 3CTPAAHNOJA B CBIBOPOTKE BO BCE MOMEHTHI
BPEMEHHU IIOCJe PAaHIOMM3alMH, B TO BpeMs Kak B rpymnme rmianedo He HabIomanoch
pa3nIuuuil MEeXIy KypsALIMMH M HeKypsimumu. Bjarnason et al. mpumum k BBIBOAY O TOM, YTO
KyPEHHE CHUXKAET YPOBEHb 3CTPOr€HOB B CBIBOPOTKE KPOBU KaK Ha UCXOAHOM YPOBHE, TaK H
yepe3 2 4. y KEHIUMH B MTOCTMEHOMNAy3€ IpPH JICYEHUU SCTPOT€HAMH, a TaKXKe O TOM, YTO
3¢p¢exT KypeHHs B OTHOLIEHMH KOHLEHTPALUH 3CTPOr€HOB IIOJIHOCTBIO BBIPAXKAETCS Y
JKEHIIWH, BBIKYPHUBAIOLINX IO AECATh WM MEHbINE CHTapeT B €XKEeCyTOYHO, U 4TO 3(deKT
KypeHHsI B OTHOLIEHWH MeTabOoJIM3Ma 3CTPOTre€HOBOM TepamuM SIBJIAETCS MOCTOSIHHBIM U 0e3

3aBUCHUMOCTHU OT AO03bI AJIsI CTAHAAPTHBIX WHTEHCHUBHOCTEHN KypE€HUs.

B nmaHHOM KOHKPETHOM BapHaHTE OCYLIECTBIIEHHs], OCHOBBIBASICh HA HEOXKHIAHHOM OTKPBITHU
TOTO, YTO HA TEPAIHUIO IO HACTOSIEMY M300pPETEeHHIO He BIMSET CTaTyC KypeHHsl CyOBeKTa,
TOPMOHO3aMECTHTENIbHYIO TEPAIHI0 MPEANOYTUTEIbHO HAa3HAYAOT MOMYJISLUN MAallMEeHTOB,
BBIKYPHBAIOIIUX MO 5 wnu Oojiee CUrapeT eKeCyTOYHO, TOMyJSIUA MalHeHTOB,
BoIKypuBatomux 1o 10 wiu Oonblie cUraper €KeCyTOYHO, WM MOMYJISILUN TMalUeHTOB,

BBIKY pHBaIOIIUX N0 15 1 Gojiee curaper execy TOYHO.

B emie OJIHOM BapUaHTE OCYLLECTBIIEHUS HaCTOSIILETO nu300peTeHusI
TOPMOHO3aMECTHTENBHYIO TEPAIHIO LEIeCO00pa3HO BBOIUTH JJISI MOJYUEHHs IPEUMY LIECTBA
B Buzxe orcytcTtBusi 3(Pdekra craryca BMI B OTHOWEHMM Tepamuy IO HACTOSLIEMY
u3o0perenno. JeHCTBUTEIBHO, HEOXKHMOAHHO ObUIO OOHAPYXKEHO, YTO B OTJIMYHE OT
rOPMOHO3aMECTUTENILHON Tepanuyd M3 NPEeAbIAyINero YPOBHS TEXHUKU Ha 3(P(EKTUBHOCTH
TEparuy MO HACTOsAIeMy H300peTeHuro He BiwsieT 3HaueHue BMI cyOwekta. B manHOM
KOHKPETHOM BapuUaHTE OCYIUECTBJIECHHUs TIOPMOHAJBHYK) TEpPamuK IO HACTOsIIEMY
H300PETEHNIO MPEeINOYTHTEIBHO Ha3HA4aT cyOobekTy, BMI koroporo cocraBnmser 25 wimm
oounbire, 28 umu Oosnbiue, 30 unu Oogbiue, 33 unu Oombiie, 35 unu Oomblie, 37 wiu OOJbIIE
win 40 wnn Oospime. B TaHHOM KOHKPETHOM BapUaHTE OCYIIECTBJICHUS TOPMOHAJBHYIO
TEpalMI0 IO HACTOALIEMY HW300PETEHHIO MPEONOYTHTENBHO HA3HAYAT CYOBEKTYy ¢

U30BITOYHBIM BECOM WJTH CYOBEKTY ¢ OXKUPEHUEM.

bbuto oOHapy»keHO, YTO TOPMOHO3AMECTHUTENIbHAsS TePanusl M0 HACTOSINEMY H300PETEHUIO
0COOEHHO MoJie3Ha JJIsl OOJIerdeHHsI CUMIITOMOB, CBSI3aHHBIX C MEHOIAY30MH, B TO K€ BpeMs
OKa3bIBasl UPE3BBIYAWHO OTPAHUYEHHOE BIIMSHHE HA OONBIIOE KOJWYECTBO MEUEHOUHBIX,

reMOCTATHYECKHX, YHIOKPUHHBIX U METa0ONMYeCKUX MapaMeTpoB. JeHCTBUTENBHO, CiydYaii
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Bun0B jedenus HRT u3 npenpinyinero ypoBHs TEXHUKU MMEJl HETATUBHOE BIUSHHUE HA 3TH

napamMeTphbl. HeO}KI/II[aHHbIM N OYCHb IIOJIC3HBIM ABJIAACTCA TO, YTO ObLIO 06Hapy>1<eHo, 4TO
JICYCHUE T10 HACTOALIEMY 1/1306peTeH1/1}0, HanpoOTHUB, HE HU3MCHACT WJINU JIMIIb MHUHHUMAJBHO

U3MeHseT OOJIBIINHCTBO MAPAMETPOB.

Komnozuimn

3CT€T‘pOHbeII>'I KOMIIOHCHT TIIO HACTOALIEMY I/1306peTeHI/II'O OXBAaTbIBACT BCIICCTBA,
BbIOpAaHHBIE M3 IPYMIbL, COCTOALIEH M3 3CTETPOJIA, CIOKHBIX 3(UPOB 3CTETPOJA, TAE aTOM
BOJIOPOJIa N0 MEHbIIEeH Mepe OAHOM M3 T'MAPOKCHJIBHBIX TPyl OBbLI 3aMeIleH alMJIbHbIM
paguKaIoM YTIJeBOAOPOAHON KapOOHOBOH, CyJb(OHOBONH KHCIOTHI WM CYJIb(aMHHOBON
KUCJIOTBI, CcocTosimei w3 1-25 aromoB yruepoma;, u uxX KoMmOuHauwmii. bonee
NPEATNOYTUTENIbHO, 3CTETPOJIbHBIM KOMIIOHEHT TMPEACTaBjsieT coOOi 3CTeTpos (BKJIOUas
ruapat scretposa). Hanbonee npeArnoYTUTENIbHO 3CTETPOJIbHBIN KOMIIOHEHT, CONEP KALIUNCS

B €MHULIEC JO3UPOBAHUS, PEACTABIIAET COOOH SCTETPOJIAa MOHOTHIPAT.

DCTEeTPONBHBI KOMIIOHEHT [0 HACTOSIIEMY H300pPETEeHHI0 IPUMEHSIOT B CYTOYHOH
SKBHMBAJICHTHOW J103€ OT MNPHUOIM3UTENbHO 15 Mr mo mpubNu3uTeNbHO 25 Mr 3CTETposa
MOHOTHpaTa. JpyrumMu CjI0BaMH, €CJIH SCTETPOJIbHBIN KOMIIOHEHT ¢aM 1o ceOe He SIBJISIeTCSI
3CTETPOJIa MOHOTUAPATOM, TO CYTOYHYIO 103y 3CTETPOJIBLHOTO KOMIIOHEHTA KOPPEKTUPYIOT C
NOJy4eHHEM  TepamneBTHYeckoro 3¢@dexra, HSKBHBAJEHTHOrO CYTOYHOH J03¢  OT

npuOIU3UTENBHO 15 Mr 10 MpUOIM3UTENBHO 25 MI 3CTETPOJIa MOHOTHUAPATA.

B 0co0eHHO mnpenmnoYTHUTETHPHOM BapHAHTE OCYINECTBJICHUS HACTOSIIErO H300peTeHUs
(apMarieBTHYECKasT KOMIIO3HMLIMSL TI0 HACTOSLIEMY HM300PETEHHI0 TpeAHA3HAYeHa ISt
€KETHEBHOTO BBEICHMS, T. €. OHA NMPEACTABIsIET COOOH €AMHUIYy NO3UPOBAHHS C CYyTOYHOH

TIO30H.

B cnyyae mepopanbHOro BBEACHUsS €AWHULA NO3UPOBAHUS ISl NEPOPATBHOIO BBEICHUS B
COOTBETCTBHUH C HACTOSIIIUM H300pETEHHEM MPEACTABISIET COOOM TBEPAYIO WUJIH MOJY TBEPIY O
JEKapCTBEHHYIO (OPMy, TaKyr KakK TaOJeTKH, KarcCyJsibl, OOJATKH, TMEJUIEThI, MFIIOJIH,
NOPOIIKH U TpaHyJbl. TepMUH «TBepHAas WIN TONyTBEpAas JEKapCTBEHHAs (HopMa» TaKKe
OXBAaTbIBAET KAICYJIbl, KOTOPBIE COAEPXKAT >KUAKOCTb, HAIPUMEP MACJIO, B KOTOPOM AAHHBIN
SCTETPOJBHBI KOMITOHEHT W/WJIN HEOOsI3aTeNbHBIN MPOTreCTOreHHbI KOMIIOHEHT PacTBOPEH
WK aucnepruposad. TaOneTku M 5KBUBAJEHTHbIC TBEPIbIC U MONyTBEPAbIE JIEKAPCTBEHHBIE

(OpMBI MOTYT TOIXOASIIUM OOpPa3oM COAEpPKAaTh MaTepHasibl, TaKHe KaK CBS3YIOLIHE
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BEIICCTBA (Haan/IMep, TUAPOKCUTIPOMUAIMETUIIHCIIIFOJIO3Y, MOJIUBUHUIIIUPPOIUAOH, APYTUC

LIEJUTIOJIO3HBIE MaTepUalbl M Kpaxmai), pa30aBuTenu (HampuMmep, JIAKTO3y U JApPyTrHe caxapa,
Kpaxmay, aukaneiuiipochaTr W LEIUFOJIO3HBIE MAaTepHaibl), CPEACTBA JUIA  YIIyUIISHUS
pacmanaemMocTy TaONeTOK (Hampumep, MOJIUMEpPbI KpaxMaja U LEJUTIOJIO3HbIE MaTepHabl) U
CMa3bIBAIOIINE CPEeNCTBA (HAMPUMED, CTeapaThl M TajbK). DTH TaOJETKH M SKBUBAJICHTHBIC
TBEpAbIE JIeKapCTBeHHbIE (OpPMBI MOTryT OBITh TOJYYEHBI TMOCPEICTBOM  BIIAXKHOHN
IPaHyJSILMY, HAMpUMep, C WCIOJb30BAHUEM BOJHOIO pPACTBOpPA WM OPTaHHYECKOro

pacTBOpPA, a TAKKE C TIOMOLIBIO HENTOCPEACTBEHHOTO MMPECCOBAHUA.

B cnydae  cyOmuHrBasibHOTO,  OyKKaJbHOTO WM  CyOsaOMaNbHOTO  BBEIEHUS
(apMarieBTHYECKAs] KOMIIO3UIMsS B COOTBETCTBHHM C HACTOSIIMM HM300pETEHUEM SIBJISETCS

)mcneprnpyeMoi/'I B ITIOJIOCTHU pTa eIMHULIEeH AO3HUPOBAHUA.

TepmuH «aucneprupyemMas B OJOCTH PTa €AMHULIA JO3UPOBAHMS», HCIIONb3YEMbIil B TAHHOM
JIOKYMEHTE, OTHOCUTCS K €IMHUIIEe JO3MPOBAHMs, KOTOpas NpeqHa3Ha4deHa Uit OBICTPOro
pacraza B MOJOCTH PTa MPU KOHTAKTE CO CIKOHOW M Ui JUCIIEPTUPOBAHUS 3CTETPOJILHOIO
KOMIIOHEHTa B CIIFOHE C TeM, YTOOBI OH IOTJIOIIAJICS Yepe3 CIU3UCTYI0 O0OJIOYKY POTOBOH

ITIOJIOCTH.

B cnyuae ecnu equHILA JO3UPOBAHUS MPEACTABISIET COOOM TUCTIEPTUPYEMYIO B TIOJIOCTH PTa
€IUHUIy JO3UPOBAHMS, — CKOPOCTh BBICBOOOXKIEHHS] 3CTETPOJBHOTO KOMIIOHEHTA W3
€IUHULIBl JO3MPOBAHUS MOXKET OBITh COOTBETCTBYIOIIMM 00pa3oM oOmpenesneHa ¢
UCIIOJIb30BAaHUEM TeCTa Ha pacmanaeMocts B cooTBercTBUU ¢ Ph. Eur. 2.9.1 («Disintegration
of tablets and capsules») u USP <701> («Disintegration»), Hampumep, ¢ HCIOJIb30BAHUEM
BOJbI B Ka4eCTBE Cpenbl Ui pacnana. Jucneprupyemasi B MOJOCTH PTa TBEpAAsl €AMHULIE
JO3UPOBAHUS O HACTOSIILEMY H300PETEeHHIO, TOABEpraeMasi yKa3aHHOMY BBIIIE TECTy Ha
pacragaeMocTb, OOBMMHO pacrmajaercs B TEYEHHE MEHee dYeM S MuHyT, OoJjee
MPEANOYTUTENIbHO MeHee 4eM 2 MHUHYT, elle Ooyiee TpPearnoyYTUTENIbHO MeHee 4eMm 1,5
MHHYTBI, emie Ooiee MpennoYTHTEIbHO MeHee YeM | MUHYTHI, eme Oosee MpenrnouTHTEIbHO

MeHee uyeM 45 CeKyH] U HanboJiee MPeroYTUTENIbHO MeHee YeM 30 CeKyHI.

B Cliydac €CJIHN y MalUCHTKH BCE €IIC MMEECTCA MAaTKa, — MOXKHO BBCCTU I[OHOJ'IHI/ITGJ'II:;HI:;II\/'1

HpOFeCTOFeHHbeI KOMITIOHEHT, B JOMOJHECHHUE K SCTCTPOJIbHOMY KOMITOHCHTY.

[IprmMepsl MPOreCTOreHHbIX KOMITOHEHTOB, KOTOPBIE MOTYT OBITh MOIXOASALINM CHOCOOOM

HUCITIOJB30BAHbI B COOTBECTCTBHH C HACTOALIUM I/1306peTeHI/ICM, BKJIFOYAKOT: JICBOHOPIECTPECII,
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HOPreCTHMAaT, HOP3TUCTEPOH, ITUAPOTECTEPOH, NPOCTMPEHOH, 3-0eTa-ruApOKCHIE30TeCTPEl,

3-keronesorectped, 17-ne3aneTmiiHOprecTUMaTr, 19-HOpOporecTepoH, aleTOKCUIIPETHEHOJIOH,
AJUTUIECTPEHOJN, AaMIeCTOH, XJIOPMAaJWHOH, LMIPOTEPOH, JEMEreCTOH, Ae30TrecTpel,
JAMEHOTeCT, AMTHAPOTreCTEPOH, IUMETUCTEPOH, 3TUCTEPOH, ITUHOAHOJANALIETAT, (PTOPrecTOHA
aleTar, TaCTPUHOH, reCTOJIEH, T'€CTPHHOH, TUAPOKCUMETHIIIIPOTrECTEPOH,
TUAPOKCUTIPOTECTEPOH, JHHECTPEHOJ, MELUPOTreCTOH, MEAPOKCHUIIPOreCTePOH, MErecTpoib,
MEeJIereCTpOJl, HOMEIeCTpOJ, HOPITHHAPOH, HOPITHHOApPEN, Hoprectpen (Bkaoyas d-
HoprecTpen u dl-HoprecTpen), HOpreCTpUEHOH, HOPITHUCTEPOH, MPOreCTEPOH, KBUHI€CTAHOI,
(17-anba)-17-runpokcu-11-metunen-19-nopnpersa-4,  15-auen-20-un-3-o1,  THOOIOH,
TPUMEreCTOH, aJbreCTOH-aleTO(EHH, HECTOPOH, NPOMEreCTOH, CIOXHble 3¢upbl 17-
rUApOKCcUnporecrepona, 19-Hop-17-rugpokcunporectepoH, 17-anb(pa-3THHUITECTOCTEPOH,
17-anbpdha->TuHUI-19-HOPTECTOCTEPOH, d-17-6era-anerokcu-13-6era->3Tui-17-anbda-
STUHUITOH-4-3H-3-0H OKCcHM, 6-OeTa, 7-Oeta;15-0era, 16-6eTa-numeTuneH-3-okco-17-nperya-
4,9(11)-nuen-21, 17-6era-kapOONaKTOH WM TAHANPOTeT M TPEJIIECTBEHHHKH OSTHX
COEAMHEHUH, KOTOpble CHOCOOHBI BBICBOOOXKAATH OSTH MPOreCTOreHbBl in  VIVO TpHU

HCIIOJIb30BaHUH B JaHHOM criocobe.

Kpome TOro, mporecToreHHbIii KOMIIOHEHT, HUCIOJIb3yeMbIii B JaHHOM croco0e, BbIOpaH U3
TPYIIIbI, COCTOSIIEH U3 MPOTeCTePOHa, APOCITUPEHOHA, TUAPOTreCTEPOHA, MPEAIIECTBEHHUKOB

5THUX IPOreCTONEHOB U UX CMECEH.

B OJHOM BapHUaHTEC OCYyHIECTBIICHUA HaCTOoALIECE I/1306peTeHI/Ie MpeEACTABIACT
KOM6I/IHI/IpOBaHHy1-O KOMITIO3ULUKD, COACPIKAIIYHO BCTeTpO.]'[bHHﬁ KOMIIOHEHT BMECTE C

MpoOreCTCpoOHOM.

B OJHOM BapHUaHTEC OCYyHIECTBIICHUA HaCTOALICE I/1306peTeHI/Ie NnpeEACTABIACT
KOM6I/IHI/IpOBaHHy1-O KOMIIO3ULUKD, COACPIKAIIYHO BCTeTpOJ'IbH]:Jﬁ KOMIIOHECHT BMECTEC C

APOCITUPEHOHOM.

B OJHOM BapHUaHTEC OCYyHIECTBIICHUA HaCTOALICE I/1306peTeHI/Ie NnpeEACTABIACT
KOM6I/IHI/IpOBaHHy1-O KOMIIO3ULUKD, COACPIKAIIYHO SCTG’TPOJIbeIfI KOMIIOHCHT BMECTEC C

AUAPOreCTCPOHOM.

B ciyuae ecny mporecTOreHHbI KOMIIOHEHT 1O HACTOSALIEMY H300PETEHHIO MPENCTaBISET
co0OI OPOCHTUPEHOH, — €ro MPEANOYTHTENIbHO MPUMEHSIFOT B CYTOYHOW no3e oT 0,5 Mr 1o

10 wmr, eme OoJiee MPEANOYTUTENBHO OT 1 Mr 10 4 MT.
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B cnyvae ecnu mporecToreHHbIi KOMITOHEHT IO HACTOSIIEMY H300pPETEHUIO MPEICTABISIET

cOOOH OMIOPOTreCTepOH, — €ro NPEANOYTUTENPHO MPUMEHSIOT B CYTOYHOM J03€ OT
npuOIU3UTENBEHO S M 10 npudnmsuTensHo 10 Mr, 6oee MpeanoYTUTENBHO B Cy TOYHO 103€

NPUOTU3UTENBHO 5 MT.

B cnydae ecnu mporecToreHHbIi KOMITOHEHT I10 HACTOSIIEMY H300pPETEHUIO MPEICTABISIET
co00# POTecTepoH, €ro MPeaNOoYTUTENIbHO MPUMEHSIIOT B CYyTOYHOH 103¢e oT 50 no 200 mr. B
OIHOM BapHaHTE OCYLIECTBJIECHUsS] MPOreCTEPOH MPUMEHSIIOT B CYTOYHOM A03€ OoT 50 mr 1o
100 Mr B ciydyae HENpepbIBHOIO MNpPUMEHEHHs. B apyrom BapuaHTe OCYILECTBJICHUS
MIPOreCTEPOH NPUMEHSIOT B CyTO4HOM no3e ot 100 mr mo 200 mr, B ciaydae eCiid €ro
NPUMEHSIOT MOCNIEN0BATENbHO, HAPUMEp, €CIM €r0 BBOAAT B TeUeHHUe NMPUOIH3UTENIbHO 14

ITHEN KasKIbIA MECSIII.

ITpu ncoNp30BaHUM APYTOTO MPOreCTOreHHOrO KOMIIOHEHTA CYTOYHYIO 103y KOPPEKTUPYIOT
TaKuM 00pa3oM, YTOOBI MOJTYYUTh TAKOH ke (hapMakoJorudeckuii 3¢ ¢pexT, Kak U Ipu 103€ OT

50 no 200 mMr nporectepoHa.

B mpennodruTensHOM BapHaHTE OCYINECTBIEHUS HACTOSILIErO HM300pETeHMS KOMITO3HLIUS
O6’beI[I/IH$[eT 3CT6TpOJIbeII>i KOMIIOHEHT U He00s3aTeNIbHbIN HpOFeCTOFeHHbIﬁ KOMITIOHEHT B
OZIHy €JMHULYY AO3UPOBAHMS, NPEANOUYTUTEIBHO €ANHHULY JO3UPOBAHUS C CYTOYHON 10301, B
Oonee MPEANOYTHTENLHOM BapHAHTE OCYIIECTBJIEHHUs] HACTOSLIErO M300pEeTeHHs yKa3aHHas
KOMOWHHPOBAaHHAS €IWHUIA JO3MPOBAHUS C CYTOYHOH JO30H TpencTaBisieT CcoOoM

KOMOWHHPOBAHHY IO €UHULLY JO3HUPOBAHUS JUJIS TEPOPATBHOTO BBEICHUS C CYTOUYHOM A03011.

B omHOM  BapuaHTe  OCYINECTBJIIEHHS  HACTOsIee  HM300peTeHHe  MpPEACTaBISIeT
KOMOWHUPOBAHHYO €IUHUILY TO3UPOBAHMUS JIsI IEPOPATLHOTO BBEEHHUSI C CyTOYHOM J030H,

cozepaKalleil 5CTeTPOJIbHBINA KOMIIOHEHT U IPOTECTEPOH.

B omHOM  BapuaHTe  OCYINECTBJIICHHS  HAcTosIee  HM300pEeTeHHe  MpPEACTaBISIeT
KOMOWHHUPOBAHHYO €IMHHUILY TO3UPOBAHHUS IJII IEPOPATLHOTO BBEIEHHUSI C CyTOYHOM J030H,

cozieprKalleil 5CTEeTPONIbHbBIN KOMIIOHEHT U JPOCIUPEHOH.

B ogHOM  BapuaHTe  OCYIIECTBJIEHMSI  HACTOSINEE  HM300pETEeHHe  IMPEICTaBIISET
KOMOWHHPOBAHHYIO €IUHHUIT JTO3UPOBAHMUS JJI IEPOPATLHOTO BBEIEHHUSI C CyTOYHOM J030H,

coAep Kalle 5CTeTPONIbHBIN KOMIIOHEHT U AUAPOTrE€CTEPOH.
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B mpeamodTuTensHOM BapHaHTE OCYINECTBJIEHUS HACTOSINEro HM300pETeHHs IMpeCTaBIICHA

KOMOWHHMPOBAaHHAS €AMHHULA TO3UPOBAHMS ISl TIEPOPATBHOTO BBEIEHHSI C CYyTOYHOH 0301,
OOBEIUHSIOMAS 3CTETPOS B CYTOYHOW a03€ MpUOMM3UTENbHO 20 MI C NPOreCTEPOHOM B

CYTO4YHOMH 03¢ npudmmuTensHo 100 mr.

B npyrom BapmaHTe OCYLIECTBJIEHHS HACTOSINErO M300PETEHHs 3CTETPOJbHBIA KOMIIOHEHT
BBOJSIT TALMEHTY, Y KOTOPOTO BCE €Ie HUMEeTCs MaTka B COYETAaHMH C CEJIeKTUBHBIM
MoayJjsitopoM — perenitopoB  sctporeHa (SERM), B 4acTHOCTH B COYETAHMH €
6azenoxcudenom. IlpeamoururenvHo, OasemokcudeH BBOAAT B CYTOYHOH 103€ OT
npubnausutensio 10 mr po 50 mr. bonee mpeanoururenbHO, OasenokcudeH BBOIAT B

CYTOYHOH J103€ mpuOam3uTeNnbHo 20 Mr.

B omHOM  BapmaHTe  OCYINECTBICHMS  HACTOslee  HM300pETEHHE  IPEACTABISIET
KOMOMHHPOBAHHYIO TEPAIHIO, MPEayCMATPUBAIOIIYIO 3CTETPOJIbHBIH KOMIIOHEHT BMECTE C

6azenokcudeHom.

B omHOM  BapmaHTe  OCYINECTBJICHMS  HACTOsee  HM300pETeHHE  IIPEACTABISIET
KOMOMHHPOBAHHYO €UHHULY TO3HPOBAHUS JJIsI NEPOPATIBHOTO BBEIEHHS C CYyTOYHOM J030H,

COJIEp KAl SCTETPOJIbHBIN KOMIIOHEHT 1 Oa3enokcudeH.

Hacrosimuee wm3oOpereHne OBLIO OMUCAHO BBINIE CO CCBUIKOW HAa PSii WIJUTFOCTPATHBHBIX
BAPUAHTOB OCYINECTBJIEHUs. BO3MOXHBI MOAMU(PHUKALMU U aJbTEPHATUBHBIE BapUAHTHI
peanun3alMyu HEKOTOPBIX YacTed WJIM 3JIEMEHTOB, KOTOpBIE BKIIFOYEHbI B OOBEM 3aIlUTHI,

OTpeIeNIEHHBIN B MpHIIaraeMoi popmyJie n300peTeHusl.
IIpumepsi

Ilpumep 1. Hccneoosanue noobopa 003t 0/ 6bl60pa CymoOYHOIU REPOPALbHON 003bl

scmempoiia (E4) 0na n1evenus 6a30MOMOPHBIX CUMNIMOMOG Y JHCEHUUH 8 NOCHIMEHORAY3e

BximodeHne B MCCIIEAOBAHNE W €TI0 IIPOIOLKHUTEIHFHOCTD

Brxurouenne qyminock npumMepHo 18 MecsneB. YdacTue OTAeIbHBIX CYOBEKTOB MPOAOIIKAIOCH
He Oosee 27 Henenb. He Ooyiee 6 Hemenb OO CKPWHHWHTA U BbIBENEHUs, He Ooiee 4 Hemenb
CKPMHMHTAa W BBOAHBIA mepuoxa, He Oonee 91 mus (13 Hemenp) nedenus E4/mmanebo ¢
nocienyomumn 2 HenensiMu (14 nHel) nporeCTHHOBOH Tepanuu U KOHTPOJIBHBIM BH3UTOM

yepe3 1 Hememro MocCie 3aBepLIeHUs] MPOTeCTUHOBOW Tepamuu TONBKO Yy CyOBEKTOB, He



10

15

20

25

WO 2019/202141 PCT/EP2019/060220

28
MOABEPIIINXCSI TUCTEPIKTOMUH.

QOcHoBHas neyb 3h ek TUBHOCTH

Omnpenenenne MuHNManbHOH >¢dexTuBHON n0361 (MED) mepopanpHON no3bl E4 nytem
OLIEHKH M3MEHEHUH YaCTOThl U TSDKECTH Ba30MOTOPHBIX cuMNTOMOB (VMS), OT yMepeHHBIX

0 TAXKEJIbIX.

Metonunka

JlaHHOe  HCclefoBaHHE  MPEACTABISIO  COOOH  NMPOCHEKTUBHOE, MHOTOLIEHTPOBOE,
PaHAOMHU3HUPOBAaHHOE, IUIALE00-KOHTPOIUPYEMOE IBOWHOE CJIEeToe HUCCIENOBaHHE C

nog00poOM J103.

Iony isitust Cy ObEKTOB

INopxonsamumu cyObekTaMu ObUTH JKEHIIHMHBI, TIOABEPTIINECS THCTEPIKTOMUM, U JKEHIIHMHB,
He TNOABEPIuUIMeCs] TUCTEPIKTOMHUH, B MOCTMEHomay3e B Bo3pacte or 40 po 65 ner
BKJIFOYUTEJIBHO, Y KOTOPBIX HAaOIOJANUCh MO MEHbIIEH Mepe 7 NPHIMBOB B CYTKH, OT
YMEPEHHBIX JI0 TSDKEJbIX, WIN [0 MeHbIIeld Mepe S0 MpuiIrBOB B HEAEIIO, OT YMEPEHHBIX 10

TAXKEJIbIX.

JAMarHo3 ¥ KpUTEPHUH BKIFOYECHHUS

CyOBeKTbl COOTBETCTBOBAJIM BCEM CIIEAYIOIIMM KPUTEPUSIM BKJIFOUEHUS TPU BHU3HUTE

paHOOMMU3 AN, OtH KPUTEPUU OLCHUBAJIN BO BPEMs CKPUHUHI'OBOI'O II€pUoaa.

1. XXenmuuel B Bo3pacte or 40 1o 65 JeT BKIFOYHUTENBHO, Y KOTOPBIX HAOIOMAETCs MO
MeHbIIEH Mepe 7 MPUJIUBOB, OT YMEPEHHBIX A0 TSKENbIX, B CYTKU WU N0 MeHbleil Mepe 50
NPWINBOB, OT YMEPEHHBIX A0 TSDKEIBbIX, B HENENI0 3a HEEN0, IPEeAlleCTBYOIYIO

paHAOMM3ALIUHL.
2. Munexc maccnl Tena (BMI) ot 18,0 mo 35,0 Kr/M2, BKITFOUHTENBHO.

3. TlocTMeHoNay3adbHBIA CTATYC OMpenessieTcsl Kak YPOBHH (DOJITHKYJIOCTUMYJTHPYOIIETO

ropmona (FSH) > 40 ME/n, a takxe:

- aMeHOpes B TeYeHHUE MO MeHbIel Mepe 12 NocnenyoInux MecsileB Uin
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- aMeHopesl B TeueHHe MeHbIneil Mepe 6 Mecsues ¢ scrpanuonom (E2) <20 nr/mu, wmun

- HeoOXomuMO 1O MeHbIIeH Mepe O Hemenb MOCIEONEPALHOHHON JIBYCTOPOHHEH
OBAPHUBKTOMHU C FHCTGpBKTOMHeﬁ i 6e3 Hee ¢ KOMKeH oTuera O MaTOJIOIMH WIM BBITHCKOMH

Ha (upMeHHOM OJIaHKe OT Jieallero Bpaya, MOATBEPKIAIOIIeH yaaleHue 000OUX SIMIHUKOB.

4. Ina >xeHIIUH Oe3 THUCTEPIKTOMHUHU. COXPAHEHHAs MaTKa C TOJIIUHOW IBYXCJIOWHOTO

sHpometpus < 5 mm Ha TVUS.
5. OTpuuaTenbHbIi TECT HA OEPEMEHHOCTb.

6. Xopoiuee pu3nuecKkoe U IMCHXUIeCKOe 310pOBbe N0 MHEHHIO ritaBHOro uccienonaress (PI)
HA OCHOBaHMM MEIULMHCKOTO, XHUPYPrHYECKOTO U THHEKOJOTHMYECKOro aHaMHE3a,
MEIUILITHCKOTO OCMOTpPA, TMHEKOJIOTHYECKOTO OCMOTpA, NAHHBIX KIMHHYECKOH jabopaTopun

Y [TOKa3aTeNel JKM3HEHHO BYKHBIX (PyHKIIHH.

7. Ilepen nOMyCKOM K HCCIENOBAHHIO CYOBEKT MPENOCTaBHI MOANHCAHHOE U TATHPOBAHHOE

MHUCbMEHHOE HH(POPMHUPOBAHHOE COTJIACHE.

8. CyOwexT crnocoOeH NMOHMMATh M COONMIOATh TpeOOBaHUS MPOTOKOJA, HUHCTPYKLUH H

OrpaHHUYCHUA, Y CTAaHOBJICHHBIC ITPOTOKOJIOM.

Kpurepun uckIroueHus

HOTGHL[I/IaJ'IbeIX CY6”beKTOB HNCCICNOBAHNA HUCKIIOYAIN, €CJIM IIPU BHU3UTEC pPaHAOMH3allUN
NPpUCYTCTBOBAJI OAWH M3 CICAYIOIINX KPUTEPUEB UCKIIFOYCHUA. Ot KpUTECpUHU OLCHHBAJIU BO

BpeMsl CKPUHUHI'OBOT'O NIEPUOJA!

1. I[J'[H JKCHINH oe3 THCTCPOKTOMUMU 3a00JIeBaHME MATKU WM MTATOJOTHUYECKOE COCTOsHUE, B

TOM YHUCJIE:
a. TOJILIMHA JIByXCJIOMHOro 3HA0MeTpus > 5 MM 1o faHHeM TVUS;

b. HaM4YMe MUOMBI(MHOM), KOTOpasi(-bie) 3aTPpyAHAET(-I0T) OLIEHKY SHAOMETPHS C MTOMOIIBIO

TVUS;

C. paKk MaTK1 B aHAMHE3E€ UJIN €TI0 HAJIUYNE,

d. HaMMuUMe TUIEePIUTa3uy YHIOMETPHS,
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€. HAJIMYUE MOJIUTIA SHAOMETPUS C TUNIEPIINIACTHUICCKUM WU 3JIOKAYCCTBEHHBIM STTUTCIIUCM.

2. HeycTaHOBJIEHHOE BarMHAJbHOE KPOBOTEUEHHUE 3a NOCHeIHUE 12 MeCsLEeB.

3. Kakue-nmubo 3510kauecTBeHHbIE HOBOOOPA30BaHUs B aHAMHE3e, 332 HCKIIIOUeHHEM 0a3aibHO-
KJIETOUHOW (MCKIIIOUEHO, ecnu Habmojanach B TEUEHHE MPenbIAylux 2 JIeT) WIN
TUIOCKOKJIETOYHON (MCKJIFOYEHO, eCiu Halrojanach B TEYEHHE TMPENbIAyLIero Toza)
KapuuHOMbI KOku. Kakne-mubo KIMHMYECKH 3HauuMble Pe3yJbTaThl OOCIENOBaHUS TPyIU
wunn Mammorpaguu ¢ TONO3PEHHEeM Ha 3JI0KAaYeCTBEHHOE HOBOOOpa3oBaHUE TIPyaH,
KOTOpbBIC HOTpe6OBaHI/I 6]31 AOIIOJIHUTECIIBbHBIX KIIMHHUYECKUX I/ICC.]'Ie)IOBaHI/Iﬁ C LEJbKO
UCKJIFOUCHUSA pakKa TIrpyau (OI[HaKO AONYCKaJMCh IPOCTHIC KHCThI, MNOATBCPXKACHHBIC C
NOMOIIBIO yibTpa3Byka). Ilpumeuanue: TpeboBanach CKPUHUHIOBas Mammorpadus, eciu y
cyObekTa He ObUIO MUCbMEHHOHW JOKYMEHTALUU O MaMMOTrpa(uH, BHITOJHEHHOH B TEYCHUE

IOCJENHUX 9 MeCsIIEB.

4. Masok Pap u3 meliku MaTKu ¢ IPU3HAKAMU MATOJIOTHH y CYyOBEKTOB, HE MOABEPTaBIINXCS
T'UCTEePIKTOMUH (TMChMEHHAs JOKYMEHTAalMsl O NpenblaylueM TecTe B TedueHue 18 mecsies
WIA TECTe€ IMPU CKPUHWHIOBOM HCCJIEIOBAHMM), C TMPHU3HAKAMU AHUCIUIA3UN IIEHKH MaTKH
Oonee BBICOKOH CTENEHH, YeM IIOCKOKJIETOYHOE MHTPASIHUTEIHAIbHOE MOPAKeHUE HU3KOH
creneran (LSIL). B uccnenoBaHue ObUTM BKIIOYEHBI KEHIMUHBI C AMATHO30M ATHITMYHBIE

IUIOCKOKJIETOYHbBIE KJIETKH HeycTaHOBJIeHHOM 3HaunmMoctu (ASCUS).

5. Cucronuueckoe aprepuanbHoe nasnenue (AJl) 3a npenenamu nuanaszona ot 90 no 140 mm
pT. cT., nuacronmdeckoe AJl 3a mpenenamu nuanaszona ot 60 1o 90 MM pPT. CT. W/ WK YacTOTA
CepIeYHbIX COKpalleHui 3a mpenenamu nuanazoHa ot 40 mo 100 ya./muH. CyObekToB ¢
JIETKOW WJIM YMEPEHHON apTepuaIbHON MMIEePTEeH3UEN, KOTOPbIe HAXOAWINCH MO KOHTPOJIEM
CTa0MJIbHOTO AHTHTUIEPTEH3MBHOIO pEXHMMa, BKJIIOYAIM B HUCCIEAOBAaHHE, €CIIH OHHU

COOTBETCTBOBAJT KPUTEPHUSIM BKITFOUESHUS/UCKITFOUESHHUS.
6. Kakue-11u00 KIMHUYECKU 3HAYMMBbIE OTKJIOHEHMS], BhisiBJIeHHbIE HA DK™ B 12 OTBEIEHUSX.

7. BeHo3Hoe wiu apTepuajgbHOe TpoMOoIMOoIuecKkoe 3a00/ieBaHNe B aHAMHe3e (Harpumep,
TpoMO03 TIyOOKUX BeH, TpOMOOIMOOIIHS JIESTOYHOW apTepuu, UHCYJIBT, HHYAPKT MHUOKAP/A,
CTCHOKapAausd U T. I[.), HU3BECTHAsA KOaryJionatus WJIW aHOMAJIbHBIC q)aKTOpr CBCPTbhIBAHUA

KPOBU B aHAMHe3e.

8. Caxaprn‘/'I I[I/Ia6eT C IJIOXUM KOHTPOJIEM TJIMKEMHUH B TCUCHUEC MOCICIHUX 6 MECALICB,
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onpeAesieHHbIN 10 JTaOOPAaTOPHBIM yYPOBHSIM TJIFOKO3bI 32 TPEIeNiaMU TUANa30HOB HOPMBI U

TJIMKUPOBAHHOTO reMoryioOuHa Boie 7%.

9. JlMcnumompoTEeMHEMHUSI  NpPEeApacroiaraeéT K  aTepPOCKIEPOTHYECKOMY  CEpAEeUHO-
cocynucromy 3adonesanuto (ASCVD). Eciny cyObekra B Teuenue 10 net Habmromancs 6amt
no ASCVD > 5%, paccunranHblii ¢ ucnojibs3oBanueM oueHkn pucka ASCVD (PykoBoactso
no oueHke cepaeyHo-cocynucroro pucka ACC/AHA, 2013), ero He BKJIIOYaIU B
uccnenoBanne. Bo Bcex ciyuasx yposeHb xonectepuHa LDL > 190 mr/mn mmm ypoBeHb

TPUITIULIEPUAOB B TU1a3Me KpoBH > 400 MI/Au SIBISAINCH KPUTEPUSIMU UCKITFOUEHHSL.

Ecmn cyOpexT mojydan TUMONUMMAEMUYECKYIO TEPAIHIo, TO €€ JieueHHe AOJLKHO ObLIo
NPOBOAUTHCS TIOCPEACTBOM CTaOUIIBHOI 7030l B TeueHHe IO MeHblIeH mepe 1 Mmecsma ao

CKpHUHHUHIA, U JOJIKHBI OBLIN HUCITOJIB30BATLCS TAKHE JKE KpUT€puu 0T6opa.

10. Kypenune > 10 curaper/cyTku wiu ynorpebierne > 1 MiI/CyTKM HUKOTHHCOZAEp KaIuen

JKUAKOCTH OJIA SJICKTPOHHBIX CUTapET.

11. 3aboneBaHue KeTYHOTO My3bIpsi B aHAMHE3€ WIIN HAJIMYHEe JAHHOTO 3a00JI€BaHMS, €CITH He

BBITIOJIHSJIACH XOJIELIUCTIKTOMUS.
12. CucremHas KpacHasi BOJTYaHKA.

13. PaccesHHbIi CKIIEPO3.

14. Octpoe unu XpoHUYeCKOe 3a00JIeBaHNE TICYEHHU.

15. OCTpaﬂ WM XPOHUYECKas MOY€UHAsA HEAOCTATOYHOCTDH, BKJIHOYHAA TAKEIYH) IMOYCUYHYHO

HEOCTaTOYHOCTb.
16. HekoHTpONupyemble Hapy LIEHHs LIUTOBUIHOM JKeNe3bl.

17. CyObekT uMes B aHaMHe3e OOJBIION NEeNMPeCCUBHBIN 3MU30] WM MOCTTPABMATHYECKOE
cTpeccoBoe pacctpoiictBo (PTSD) B TedeHue 2 jer wim Opyroe Cepbe3HOE MCUXUYECKOe
paccTpoiicTBO B aHamMHe3e B JroOoe Bpemsi (Hampumep, Mmu3o(peHus, OUNOJSIPHOE

PacCTPOMCTBO U T. 11.).

18. TlpumeHeHHe JeKapCTBEHHOTO(-bIX) mpemnapata(-0c), ComepsKamero(-ux) 3CTPOreH WU

nporectuH. J{o nepuona BeiBeAeHNUs TPeOYETCsl BBOAHBIIN MEPUOJ B CIIydae MPUMEHEHUS:
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a. BarMHAJIbHBIX TOPMOHAJIBHBIX MPOAYKTOB (KOJIbLA, KPEMBI, T€IH) — BBIBEACHHE II0

MEHbIIEN Mepe 4 Henenuy,

b. TpaHCIEPMANBHOTO 3CTPOreHa UM 3CTPOTreHa/IPOreCTHHA — BbIBEIEHUE 110 MEHbLIEH Mepe

4 Hepenw,
C. IEPOPATBHOTO SCTPOTeHa U/NJIM MPOTreCTHHA — BbIBEIEHHE 110 MEHbIIEH Mepe 4 Hexeny,
d. BHyTpMMaTOYHOH NMPOreCTUHOBOH TEPAINNU — BBIBEACHUE 110 MEHbLIEH Mepe 4 Heemnu.

TGKYH_[I/IG MOJIb30BATCJIM  MPOr€CTUHOBLIX HMILJIAHTATOB WM NOJYyYarOoue TCPparunro
NoCpeaACTBOM HUHBCHUPYEMOI'O JICKAPCTBEHHOI'0 IMpfriaparta TOJIBKO 3CTPOr€HOM  HE
A0y CKAJIUCh K YYaCTURO, €CJIN JICHCHUEC HE ObLIO IMPEKpaIICHO bosiee ueMm 3 MECsLa Hasand.
TeKYI_III/Ie MOJB30BATCIN, MOJYYarOMHUE TEPAIUIO IMOCPEACTBOM IE/JIET C SCTPOr€HOM MIIN
TEPAIIUKD TIOCPEACTBOM HHBECHUPYEMOT'O JICKAPCTBCHHOI'O IIpe€riapatra MNPOreCThHa, HE

AOITy CKaJIUCh K YHaCTHIO, €CJIN JICUCHHE HE OBLIO MPEKpaALIICHO OoJiee yeM 6 MeCsILIEB HA3a/I.

19. IlpumeHeHre HErOPMOHAJIBHBIX BUAOB JICYEHMs IJIs1 YMEHbLIEHUs NMPWINBOB. B ciyuae
NPUMEHEHNS HErOPMOHAIBHBIX pPELEeNTYPHbIX U Oe3pelenTypHbIX BHUIOB JICUEHHS B
OTHOLICHUN TIPWIMBOB (HAmpUMep, AHTUAEMPECCAHTOB MMAPOKCETHUHA, 3CLUTANIONPAMA,
BeHJadakcuHa, necBeHnagpakcuHa U KJIOHUIANHA, WIH (UTO3CTPOreHOB, BOPOHIIA KPACHOTO U
T. I.) Mepen BBOAHBIM MEPHUOIOM TpeOOBaJICs MEPHOA BbiBeAeHHs B TeueHue 1 Hemenu. Ecnu
OOIWH H3 JOTHUX KYypPCOB JICHCHHA TPUHUMAJICA OOHOBPEMEHHO C OCTPOr€HOM HIIH
MPOreCTUHCOACPIKAILIUM JICKAPCTBCHHBIM IPEIapaToM, TO NEPUOALI BBIBEACHUA MOXKHO OBLIO

KOM6I/IHI/IpOBaTb U HE 00s13aTEILHO OCYyIECTBJIATDH NNOCTIENOBATEIIBHO.

20. TlpumeHeHHe JIEKaPCTBEHHBIX IIPENapaToB, KOTOPbIE MOTYT BIUSTh Ha PE3YJIbTATHI
paboThl KOHEYHBIX ToYeKk VMS, B TedeHue 28 nHEW MO BBOAHOIO MEpHOAA. ITO BKIFOYAIO
(6e3 orpanmuenmsi). SSRI [cenekTHBHBIE WHTHOMTOpPBI OOPAaTHOrO 3axBaTa CEPOTOHHHA],
SNRI  [unHruOuTopel  OOpaTHOro  3axBaTa  CEPOTOHMHA W HOPAJpPEHAJINHA],
nodpaMUHEPTUYECKHEe WM aHTHAO()AMUHEPrHYeCKHe JIeKAPCTBEHHBIC Tperaparbl WIIH

rabaredTyH.

21. Annepruss B aHaMHe3e WIM HalW4he aJieprud Ha MHCCIeNyeMbl MPOAYKT WU
JIEKapCTBEHHbIE IIPenapaTbl NAaHHOIO KJacca, WM HAJIMYWE B aHAMHE3€ aJuleprud Ha
JIEKaPCTBEHHBIN Mpenapar WM APYyrol ajjepruy, KOTOpas MO MHEHHUK) HCCIEAOBaTelNs

IpeCTaBisa cOO0H MPOTUBOMOKA3AHUE AJIS yUacTUs CyOBeKTa.
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22. Anneprus B aHaMHe3€ WMJIM HaJIWYWe HETNEePEHOCHMOCTH JIFOOOro KOMIIOHEHTa

HCCJIeZly €MOT0 IPOAYKTa.

23. 3noymotpebiieHue aJIKOroJieM WM TICHXOAKTUBHBIMH BEIIECTBAMU B aHAMHE3E WU
3aBHCUMOCTb B TeueHHe |2 MecsIeB, KaK ONpPENeNIeHO HCCIEAOBATeNeM, T. €. CYOBEKT
yHnoTpeOssan 4pe3MepHOe KOJHYECTBO  alIKOTOJis, 3JI0YNOTPeOsl  HAapKOTHYECKHUMHU
npenapaTaMu WM HUMeJl COCTOSIHHE, KOTOPOE MOTIJIO TOCTaBUTh IOJ| YIPO3y CHOCOOHOCTH

Cy6”beKTa COOTBETCTBOBATH Tpe6OBaHI/IHM HUCCICAOBAaHUA IO MHCHHUIO UCCIICAOBATCIIA.

24. Cnoncop, wiu cotpyaanku KonrpakrHoii uccnenosatenbckoit opranmanuu (CRO), umu

COTPYAHUKHU OTACIIA UCCIICAOBATENIS U POACTBCHHUKH, CBA3AHHBIC C JAHHBIM HCCJICJOBAHUEM.

25. CyOmbexTsl ¢ mopdupueii U CyObeKTbl C U3BECTHBIM HIIH MPEANOIaraeMbIM KIMHUYECKU
3HAYMMbIM CHUCTEMHBbIM 3a00JieBaHUEM, HECTAOWJIbHBIMH MEIUIMHCKUMH HapyIICHUSIMH,
OMacHbIM Ui JKM3HM  3a00NeBaHMEM  WJIM  TEKYIIUMH  3JIOKaY€CTBEHHBIMU
HOBOOOPA30BaHMUSMH B aHAMHE3€, KOTOPbIE N0 MHEHUIO MCCIIEIOBATEINST MOTYT NPEACTAaBIISTH

OTIACHOCTB JUIsA CYyOBEKTa.

26. VYyactue B ApPYyrOM KIMHHUYECKOM MCCIECNOBAHUU HCCIAEAYEMOro JIEKApCTBEHHOTO
npernapara B TedeHue 1 mecsiua (30 mHel) WM MOJMydYEHHE UCCIIEIYyEeMOro JIEKAPCTBEHHOTO

npenapara B TeU€HHe nocyiennux 3 mecsiues (90 nHei).
27. Ilpu3HaHMe UCCIeNOBaTeIeM HEMPUTOIHBIM MO KaKOH-THOO0 MPUUNHE.

KonuuectBo cyOBEKTOB

Hpunyun 6 omuoutenuu nayuenmos, noaﬂe:)/camux JIEYECHUIO

JIaHHBIN MPUHLMI YTBEPKAAET, 4TO 3P(HEKT OT MOJUTUKH JICUEHHST MOXKET OBITh JIy YIlle BCErO
OLIEHEH Ha OCHOBE HAMEPEHUs JICUUTh CYOBeKTa (T. €. 3aIUIAHUPOBAHHON CXEMBbI JICUSHHS), a
He (PaKTUYECKOTrO HA3HAUYEHHOTO JiedeHus1. BenencTue 3Toro 3a cyObeKTaMu, OTHECEHHBIMU
K JeueOHOW rpymre, clieayer HabMoaaTh, OLEHHBATh U AHAM3UPOBATh KAK YICHOB JAaHHON

I'PpyIImbl, HE3aBUCUMO OT CO6J'II-OI[€HI/I$[ HUMMU 3aIUIAHUPOBAHHOI'O Kypca JICUCHUA.

KpOMe TOro, NPUHLMUIT B OTHOLICHUH MAUCHTOB, MOJICKAIINX JICUCHUIO, B 3aBUCUMOCTHU OT
HAa3HAUCHHOT'O JICHCHUA TOApPa3yMEBACT, YTO HepBI/I“IHbII\/'I dHAJIN3 OOJDKCH BKIIKOYATH BCEX

PaHAOMHU3HPOBAHHBIX CYOBEKTOB.
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CoxpaHeHne MCXOJHON paHAOMHU3AallMM B aHAJM3€ BAXHO MU MpenyNpeskaeHUs

CHUCTEeMAaTUYECKOUN OIHMOKN M Oo0ecrieueHus HaJesKHONH OCHOBBI JUIsI CTATHCTUYECKUX TECTOB.
Bo MHOrmX KIMHUYECKHX WCCIEIOBAHUSAX HCIONB30BAHUE TMOJHOTO Hadopa aHan30B
of0ecrieurBaeT KOHCEPBATHBHYIO CTpaTernto. Bo MHOTHX Ciy4asiX OH MOXKET TaKxkKe
NpenocTaBuTh OUeHKH 3(dexToB seueHusi, kKOTopbie ¢ OoNbIIel BEPOSITHOCTBIO OyayT

oTpakatb 3¢ eKThl, HAOII0JaeMbIe B MTOCICAYIOIIEH MPAKTHKE.

B HACTOAILIEM HCCICAOBAHUN TIPYIIIIa MNMAOUCHTOB, NOAJICXKAIUX JICYCHUIO, BKIIKOYAJIA B

0o0LIEeN CIIOKHOCTU 257 HNalUEeHTOB.

CyObekToB ciyualiHbIM 00pa3oM pacnpenessuid B OAHY U3 S TPYIII JICUeHUsI B COOTHOLIEHUH

1:1:1:1:1. Pannomusanuio cTpatuULUAPOBAIHN 1O LEHTPY.

Buzuthl HccieIOBaHUS

O06o03HaueHus,
UCIIONIb3y €MBIE BO
Henens Busur BCEX TaOJIMIIAX, YacTtb ucciieJo0BaHus
NEePeUUCIICHUsIX U
urypax
Henens ot -7 no -4 Busur 1 (n0 Vi CxpuHUHT
CKPHMHUHTA)
Henens ot -4 1o -3 | Busur la (ckpuHuUHT) Vla CxpuHUHT
Henens -1 Busur 2 (mexonubii V2 Pannommsanus
YPOBEHbB)

Henens 5 Busur 3 V3 Ilepuon neuenus
Henens 13 Busur 4 (EOT) V4 OkoHUYaHUE JIEUCHUS
Henens 16 Busur 5 (EOS) & Oxorranme

HCCIIETIOBAHUSI

TecTrpyeMbIil IPOAYKT U IIpenapaT CpaBHEHMS, J103a 1 crocob OPpHUMCHCHUA

Bce cniocobwl nedeHust (3CTeTpon, najee B HaHHOM JokyMmeHTte E4, kancyna [2,5 mr, 5 wr,
10 mr, 15 wmr]) BBOmmMamM onmuH pa3 B cyTku (QD) per os B TeyeHHME NO MEHbIIEH Mepe
12 mocnenyromux HEAENb O BBIMOJHEHUs IMOCHenHel OHOJIOrmdecKol OLEHKH (MakCHMyM
91 neHnb).

IMnanebo, 1 kamcyny Beomwim QD per os B TeueHHE MO MEHbIIEH Mepe 12 mocienyrommx

HEJIeJb IO BBIMOJIHEHUS TOCIETHIX OMOIOTMYECKHUX OLEHOK (MakcumyM 90 nHeid).
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Ecnu B xome uccnenoanust Ha TVUS BbISIBIsUIM BOHHOM CJION 3HAOMETPHsI TOJLIMHON

> 15 MM, W/WH SKEHIIMHA, HE MOJBEPraBIIAsiCs TUCTEPIKTOMUH, coolmnana 06 aHOMaJIbHOM
MAaTOYHOM KPOBOTCHYCHHUU (HO 3aKJIIOYC€HUKD THHEKOJIOra C TOYKH 3pCHUA TEparnnuu
SCTPOT€HOM), TO OHa IOABEPrajach OMOINCHHM SHAOMETPHUsS M mosydana nporectud (10 mr
nuaporectepona) 1 pa3 B CyTku 10 KOoHIA Hexenu 11 mocnenoBarenbHbiM 00pa3oMm (T. e. 14-
JHEBHBIN MEPUOJ JIEYEHUs] NMPOTeCTUHOM C MOCIEeAyoIled 14-1HeBHOW may30i B JICUEHUH
NPOreCTUHOM), B JOMNOJNIHEHHWe K JeueHuro E4/mmanedo. Ecnam Ouoncus sHAOMETpUS
JEMOHCTPHPOBAJia TUINEPIUIA3UI0 HHIOMETPHs, TO Yy4yacThe CyObeKTa HEeMEIJIEHHO
npekpamami ¢ JCUCHUEC TUNEPpIUIasui MHOPOBOAWIM B COOTBETCTBUU C MECTHBIMU
UHCTpYKUUsAMU. Ecian aHoManpHOE MaTOYHOE KPOBOTEUEHHE BO3HUKAJIO CHOBA IOCIIE MEPBOM
HOpPMaJIbHON OHOINCHM SHAOMETPUs, TO TMPOBOAWUIHM TINATENbHOE T'MHEKOJIOIHYecKoe
obcnenosanne u TVUS. [Ipu HeoOXOAMMOCTH, MO PELISHUIO THHEKOJIOra MPOBOIMIN BTOPYIO
OUOTICHIO HYHIOMETPUSL.

ITocne nepuona neuenus E4/mnanebo Bce CyObeKkThl O0€3 TMCTEPIKTOMUH (BKIIFOYAS TEX, KTO
paHee moJiyyaj MpOreCTHH) MOy Yaal MPOreCTHHOTEPANHIO B TeueHHe 14 IHeH ¢ MOMOLIBIO
10 mr nuaporecrepona QD.

Pesynbrarsl

A. Ba3omMoTOpHbIE MapaMeTphl Ul KAKJAOW U3 S TPYIIN JIEYEHUS

a. Yacrora VMS

AOcomoTHOEe U3MEeHEeHHe (CpeHee U3MEHEHHEe OT MCXOIHOTO YPOBHs) 4acToThl VMS

3a HEZIEJN0, OT YMEPEHHBIX J10 TSHKEIbIX

a) ITo Henensm st KaKAOW TPy b
2,5 mMr Smr 10 mr 15 mr Ilnaueto
SD
Henen (cTana Cpenu Cpenu Cpenu Cpenu
i Cpeanee apTHOE cc SD cc SD cc SD ce SD
3HAYCHUE 3HAUCH 3HAUCH 3HAYCH 3HAYCH
OTKJIO
ue ue ue ue
HCHIC)
0.00 0.00 | 0.00 | 0.00 | 0.00 | 0.00 | 000 | 0.00 | 0.00 | 0.00

1728 1971 | -15,04 | 17,36 | -1337 | 1939 | -14.86 | 16,45 | -16,65 | 16,24

2510 | 23,91 | 21,68 | 1926 | -23.47 | 24,74 | -29.19 | 2025 | -27.38 | 23.16

3246 | 26,15 | 2438 | 21,36 | -31.34 | 2521 | -36,30 | 23.23 | -30.16 | 23,09

-35.89 3157 | 27,57 | 22,47 | -36,38 | 22,62 | -41.43 | 21,60 | -32,94 | 23,14

37,16 3327 | -30,70 | 23,05 | -39,07 | 21,55 | -44.34 | 20,95 | -34.70 | 23,01

-39.08 3544 | -38,02 | 22,13 | -42,56 | 21,18 | -46,58 | 19.83 | -37.18 | 21,25

N N | R W ] = O

42,44 36,96 | -38.23 | 21,73 | -43,30 | 22,18 | -48,51 | 19,34 | -38,55 | 21,85
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8 43,62 | 3843 | -38,55 | 23.54 3?44,46 2330 | -4835 | 19,75 | -38.13 | 21,69
9 4519 | 36,91 | -39.34 | 23,51 | -45,19 | 2422 | -49.62 | 18,97 | -39.25 | 22,74
10 4554 | 37,93 | 39,83 | 23,79 | -45.93 | 23,58 | -48.88 | 20,04 | -41,12 | 21,82
11 4474 | 3930 | -41,46 | 23,59 | -4590 | 23,57 | -49.92 | 19.42 | -42,50 | 22,68
12 45,04 | 3891 | -40,60 | 24,37 | -4721 | 22,87 | -50,94 | 18,38 | -42,97 | 22.31

Jns aHanM3a NAHHBIX, 3aPETUCTPHPOBAHHBIX B JAHHOM HCCIENOBAaHMM, TPYIIIBI JICUSHHS
cpaBHuBanmu ¢ ucnoib3zoBanneM ANCOVA (kOBapHMallMOHHOTO aHajHM3a) B OTHOLIEHUHU
U3MEHEHUS 4acTOThl VMS, OT yMEpEeHHBIX JI0 TSKENbIX, 32 HENETI0 OT UCXOIHOTO YPOBHS 10
Henenb 4 u 12. Monens ANCOVA Brmoudana neuenue («trtl»), u uccienoBareabCKuil LEHTP
(«SITEPOOL») B kauectBe (pukcupoBaHHOro 3¢ddexra, U UCXOAHBIN YPOBEHDb (KUCXOAHYIO

TOYKY») B Kau€CTBE KOBAPUAThI.

b) KosapuatHoe 3HaueHME

B Tabnuie Huke nMpeacTaBiIeHo CpaBHEHUE MO BCEM IPYIIIAM JICUEHHSL.

Momenm epemenu ananusa Kosapuama p_3Hauenue
(N)
trtl 0,0164
4 HcxongHas Touka <0,0001
4 SITEPOOL 0,2214
12 trtl 0,0384
12 HcxongHas Touka <0,0001
12 SITEPOOL 0,2706

ITpu paccMOTpPEHUH CUUTANIOCH, YTO 3¢ PeKT, 00YCIOBICHHBIH HCCIEIOBATEIBCKIM LIEHTPOM,

He o4YeHb BakeH, U BTOpoii ANCOV A BbIONHsIH O€3 yueTa UCCIIeOBATEbCKUX LIEHTPOB.

be3 nodouHbIx 3¢ dexToB

Mowmenm epemenu Kosapuama P 3HaueHue
ananusa (N)
4 trtl 0,0130
4 HcxonHas Touka <0,0001
12 trtl 0,0254
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<0,0001

10 HEACJIC U JICUHCHUIO.

¢) B Tabnmuie Hmwke NpPeNCTaBICHBI CpeIHEe W3MEHEHHE OTHOCUTENIbHO MCXOIHOTO YPOBHS

Momenm Ompeeynuposannoe | Huowcnuit 95% | Bepxnuii 95%
epemenu Sannanuposannoe | cpeonee 3navenue | 008epumebHblil | 006epUmenbHbili
ananusa (N) neverue (me) LS npeoen npeoen
4 0 -33,7959277 -40,006133 -27,585722
4 2,5 -32,2601479 -38,742792 -25,777504
4 5 -27,4372730 -34,135693 -20,738853
4 10 -35,3672857 -41,716169 -29,018402
4 15 -43,5996056 -50,256441 -36,942770
12 0 -43,7344395 -50,150527 -37,318352
12 2,5 -40,1310220 -46,828579 -33,433465
12 5 -40,6802008 -47,600688 -33,759714
12 10 -45,8376026 -52,396965 -39,278240
12 15 -53,8273074 -60,704831 -46,949784
Be3 nodounbIx 3¢ dexTon
Momenm Ompeeynuposannoe | Huowcnuii 95% | Bepxnuii 95%
epemenu Sannanuposannoe | cpeonee 3nauenue | 0o8epumenvHulil | 006epumenbHbiili
ananusa (N) neverue (me) LS npeoen npeoen

4 0 -33,6519764 -39,821576 -27,482377
4 2,5 -32,6798943 -39,056255 -26,303533
4 5 -27,8705668 -34,540176 -21,200958
4 10 -35,8741722 -42,156516 -29,591828
4 15 -44,3569892 -50,965323 -37,748656
12 0 -43,9304437 -50,292513 -37,568374
12 2,5 -40,6840423 -47,259323 -34,108761
12 5 -41,0122585 -47,889936 -34,134581
12 10 -46,5333871 -53,011718 -40,055056
12 15 -54,9073270 -61,721817 -48,092837
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Bce cratuctuyeckme TeCThI NOATBEPXKAAINCh TPEACTABJICHUEM  OTPEryJIUPOBAHHOIO

cpemHero 3HaveHus LS, BBIUHCIEHHOrO METOAOM HAMMEHBIINX KBAJpPaToB (CpenHee
3HaueHue C mnompaBkod Ha LS: cpenHue 3HaueHus Tpynmbl MOCIE KOHTPOJS KOBapHaThl,
TAK)XX€ HA3bIBAEMbIE MPEAEIBbHBIMA CPEAHUMHU 3HAYCHUSIMU WM OLICHEHHBIMU NPEEIbHBIMU
CpPEAHMMHU 3HA4YeHUsIMH), U 95% nOBEPUTENBHBIMH HMHTEPBAJAMH ISl COOTBETCTBYIOIIMX
3¢ dexToB NedeHus. DTU OTPeryJUpOBaHHblE cpenHue 3HaueHHss LS W poBeputenbHbIE

HUHTEPBAJIbI OCHOBAHbI HA CTATUCTUYCCKUX MOACIIAX, UCIIOJIB3YEMbIX IJI aHAJIN3a.

JloBepuTeNnbHbIE HHTEPBAIbI IIOAPA3yMEBAIOT, YTO €CJIM OZIHA U Ta XK€ MOMYJIALNs OTONpaeTcs
HECKOJIbKO pa3 U B Ka)KJIOM CJIy4ae BBIMOJIHAKOTCS UHTEPBAJIbHBIE OLEHKHU, TO IOJIyYEHHBIE
MHTEpBaJIbl Oy Iy T BKJIOYATh B CKOOKH MCTUHHBIN ITapaMeTp COBOKYITHOCTH B MPUMEPHO 95%

CJIy4acB.

d) B tabnuue Hwke MpeACTaBIEHbI Pa3INyus ¢ IUanedo Mo Hepese U JICUSHHUIO.

bonee
Momenm | evicok | bonee Bepxnuii
epemenu | as nuskas | Ompezynupoean | Huxcnuit 95% 95%
ananusa | 0osa oo3a HOe cpeOHee | Doeepumeivnblil | 0o6epumens
(N) (me) (me) suavenue LS npeoen Hulli npeden | p 3HaueHue
4 2,5 0 1,535780 -9,602669 12,674228 0,99183
4 5,0 0 6,358655 -4,958071 17,675380 0,44910
4 10,0 0 -1,571358 -12,573355 9,430639 0,99067
4 15,0 0 -9,803678 -21,033229 1,425873 0,10653
12 2,5 0 3,603418 -7,904295 15,111130 0,86103
12 5,0 0 3,054239 -8,637660 14,746138 0,92091
12 10,0 0 -2,103163 -13,469900 9,263574 0,97581
12 15,0 0 -10,092868 -21,694703 1,508967 0,10838
be3 nodounbIx 3¢ dexToB
Momen
m Ompezynupos
eépemenu | bonee bonee annoe Huoienuit 95% | Bepxnuit 95%
AHANU3A | 8bICOKASL |  HU3KAA cpeonee oosepumensH | 0o8epumenvu
(N) |0o3a (m2) | 0osa (me) | 3uauenue LS blil npeoen b1l Npeden | p 3HAaueHue
4 2,5 0 0,972082 -10,164048 12,108212 0,99860
4 5,0 0 5,781410 -5,579628 17,142447 0,53888
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Mowmen
m Ompezynupos
eépemenu | bonee bonee anmoe Huoienuit 95% | Bepxnuit 95%
AHANU3A | BLICOKASL |  HU3KAA cpeonee oosepumensH | 0ogepumenvu
(N) |0o3a (m2) | 0osa (me) | 3mnauenue LS w1l npeoe b1l Npeden | p 3HaueHue
4 10,0 0 -2,222196 -13,242056 8,797664 0,96728
4 15,0 0 -10,705013 -21,979289 0,569264 0,06834
12 2,5 0 3,246401 -8,237137 14,729940 0,89864
12 5,0 0 2918185 -8,797276 14,633647 0,93259
12 10,0 0 -2,602943 -13,966584 8,760697 0,94911
12 15,0 0 -10,976883 -22,602878 0,649111 0,07057

U3 sTix Tabauu BUAHO, YTO CyTOuUHast n03a 15 Mr obecneyuBaeT MOYTH CTATUCTHYECKU
3HaYMMOe pasnuuue ¢ rMianebo uepes 4 Hemenu (p-3Hauenwe 0,10653 B mepBoM
cratuctiyeckoM ananuse u 0,06834 B aHanmmsze Oe3 LeHTpa ucciaenoBanus) U B 12 Henens (p-
5 3nauenue 0,10838 B mepBoM craructuueckoM aHamuse u 0,07057 B ananuse Oe3 1eHTpa

UCCIICIOBAHMS ).

ii. OTtHocurespbHOE M3MeHeHue (Yo OT UCXOMHOIO YPOBHsI) 4acToThl VMS 3a Hexmeno, ot

YMEPCHHBIX OO TAXEJIbIX

a) ITo HenmensiM AJIst KaKIOM TPy IITbI
2,5 mMr Swmr 10 mr 15 mr ILnane6o
Henen | CpenH Cpenn Cpen Cpen Cpenn
a ee SD ee D Hee D Hee D ee D
3HaYe 3Ha4YeH 3HaYe 3Ha4e 3HaYe
HHE ue HIHE HUE HUE
0 0% 0% 0% 0% 0% 0% 0% 0% 0% 0%
1 -23% | 23% | -23% | 28% | -21% | 29% | -22% | 33% | -26% | 25%
2 -34% | 27% | -33% | 29% | -37% | 37% | -46% | 34% | -41% | 35%
3 -44% | 29% | -38% | 33% | -48% | 39% | -57% | 34% | -45% | 33%
4 -49% | 33% | -43% | 34% | -55% | 35% | -67% | 30% | -49% | 32%
5 -50% | 33% | -47% | 34% | -60% | 33% | -72% | 28% | -52% | 32%
6 -54% | 36% | -57% | 31% | -65% | 33% | -76% | 26% | -56% | 30%
7 -57% | 36% | -57% | 30% | -66% | 34% | -79% | 25% | -58% | 30%
8 -58% | 38% | -57% | 32% | -68% | 35% | -79% | 26% | -58% | 31%
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9 -61% | 36% | -59% | 32% | -69% | 36% | -81% | 24% | -60% | 31%
10 -61% | 37% | -60% | 32% | -70% | 35% | -80% | 27% | -63% | 30%
11 -60% | 39% | -63% | 31% | -70% | 34% | -82% | 25% | -65% | 31%
12 -61% | 38% | -62% | 32% | -72% | 33% | -84% | 23% | -65% | 30%

W3 370l Tabnuiel BUAHO, YTO CYyTOYHAS 1032 15 Mr mpUBOAMIIA K CHIXKEHHUIO Ha Oojiee yem

80% yacTorel VMS, OT yMEPEHHBIX 10 TSHKEJIBIX, [0 CPABHEHHUIO C UCXOIHBIM YPOBHEM.

b) KoBapuatHoe 3HaUeHUE

5 B Tabnuie HUKe MPENCTaBISCHO CPABHEHHE 110 BCEM IPYIINaM JICUSHHSI.

be3 nodounbIx 3¢ dexToB

Momenm epemenu
ananusa (N) Kosapuama P 3Hauenue
4 trtl 0,0147
4 HcxonHas Touka 0,3684
4 SITEPOOL 0,3236
12 trtl 0,0100
12 HUcxonnas Touka 0,1490
12 SITEPOOL 0,0958
Momenm epemenu Kosapuama P 3HaueHue
ananusa (N)

4 trtl 0,0107

4 HcxonHas Touka 0,2264

12 trtl 0,0065

12 HcxonHas Touka 0,0774

¢) B Tabnune Hike MpencTaBiIeHO CpelHee OTHOCUTENbHOe u3MeHeHHe (%) OTHOCUTENLHO

10

HNCXOOHOTO YPOBHS IO HEACIIC U JICUCHUIO.
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Momenm Sannanuposannoe Ompeeynuposannoe | Huocnuii 95 %U Bepxnuit 95% )
epemeHu cpeonee 3HayeHue | Ooogepumenvuslii | 0ogepumenvHblil
ananusa (N) nevenue (ue) LS npeoei npeoen
4 0 -0,49080693 -0,578953 -0,402661
4 2,5 -0,48482309 -0,576836 -0,392811
4 5 -0,42247695 -0,517552 -0,327402
4 10 -0,54456428 -0,634678 -0,454450
4 15 -0,64721795 -0,741703 -0,552733
12 0 -0,64237949 -0,726371 -0,558388
12 2,5 -0,60565210 -0,693328 -0,517976
12 5 -0,60259514 -0,693189 -0,512001
12 10 -0,70041629 -0,786283 -0,614549
12 15 -0,80089486 -0,890927 -0,710863
Be3 no6ounbix 3¢ dexTon
Momenm Sannanuposannoe | Ompeeynuposannoe | Huowcnuii 95% Bepxnuit 95%
epemen Jeverue (me) cpeoHee 3HaueHue | 0oeepuUmMenvHulll | 008epUmMebHblil
ananusa (N) LS npeoein npeoen
4 0 -0,48986685 -0,577115 -0,402619
4 2,5 -0,49532213 -0,585494 -0,405151
4 5 -0,43132298 -0,525642 -0,337004
4 10 -0,55503454 -0,643877 -0,466192
4 15 -0,66014529 -0,753597 -0,566693
12 0 -0,65107969 -0,735113 -0,567046
12 2,5 -0,62210640 -0,708956 -0,535256
12 5 -0,61436957 -0,705214 -0,523525
12 10 -0,71732171 -0,802891 -0,631752
12 15 -0,82338275 -0,913392 -0,733373
d) B tabnune Huke mpeacTaBIeHb! pa3anyus ¢ uianedo 1o Heaenne 1 JeUEHHIO.
Mowmenm | Bonee | Boree | Ompeeynuposannoe | Huocnuit 95% | Bepxuuit 95%
gpexenu | evicokas | nuskas | CPeOHee 3Havenue | 00sepumentublii | 006epUMENbHblil | p_3HAYEHUE
ananuza oosa oosa LS npeoen npeoen
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(N) (me) (m2)
4 2,5 0 0,005984 -0,152112 0,164079 0,99995
4 5,0 0 0,068330 -0,092296 0,228956 0,68478
4 10,0 0 -0,053757 -0,209916 0,102401 0,81738
4 15,0 0 -0,156411 -0,315800 0,002977 0,05622
12 2,5 0 0,036727 -0,113917 0,187372 0,93696
12 5,0 0 0,039784 -0,113271 0,192840 0,02218
12 10,0 0 -0,058037 -0,206836 0,090762 0,74506
12 15,0 0 -0,158515 -0,310392 -0,006639 0,03771

W3 5Toit Tabnuupl BUAHO, YTO CYyTOUHAs 7032 15 Mr BbI3bIBAET CTATHCTHYECKH 3HAUYMMOE

paznmuuue ¢ mianebo uepes 12 Hemenb (p-3Hauenue 0,03771) ¥ MOUYTH CTATHCTUYECKU

3HAYMMOe pasjndue ¢ ranedo yepes 4 Henenu (p-3Havenue 0,05622).

OcobeHHO HeOKMOaHHO HAOJIONATh HU3KHE pP-3HAYEHMsI, MMOJyUYeHHbIE I J03bl 15 Mr, 1o

CpaBHCHHIO C MOBBLIICHHBIMUA P-3HAYCHUAMMU, MMOJTYUYCHHBIMU IJIs1 DO3bI 10 mr.

Be3 nodounbIix 3¢ dexToB

Momenm | bonee bonee | Ompezynupo | Huowcnuit 95% | Bepxnuii 95% | p 3uauen
BpeMeHl | GbICOKAs | HU3KAS 8aHHOE oogepumenvH | 006epumevH ue
aHanu3a 0o3a o0o3a cpeonee blil npeoe blil npeoen
(N) (me) (me) suauenue LS
4 2,5 0 -0,005455 -0,162937 0,152027 0,99996
4 5,0 0 0,058544 -0,102119 0,219206 0,78717
4 10,0 0 -0,065168 -0,221006 0,090670 0,69797
4 15,0 0 -0,170278 -0,329714 -0,010843 0,03206
12 2,5 0 0,028973 -0,122708 0,180654 0,97301
12 5,0 0 0,036710 -0,118034 0,191454 0,94271
12 10,0 0 -0,066242 -0,216339 0,083855 0,65761
12 15,0 0 -0,172303 -0,325866 -0,018741 0,02210
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U3 31Ol TaONMLBI BHIHO, YTO B CTATHCTUYECKOM aHAJM3€, HE YUYHUTHIBAIOIIEM JIOKAJIbHBIC

a¢dexTsl, cyTouHas 103a 15 mMr odecniedrnBaeT CTATUCTHYECKH 3HAYUMYIO Pa3HHUL C rianedo

yepes 4 Henenn (p=0,03206) u uepes 12 Henens (p=0,02210).

OcobeHHO HeOKMIOAaHHO HAOJIONATh HU3KHUE pP-3HAYEHMs, MOJIyUeHHbIE A 03Bl 15 Mmr, mo

CPaBHCHUIO C MOBBICHHBIMHA P-3HAYCHUAMU, MMOJTYYCHHBIMU JJIS1 HO3bI 10 mr.

H3meHeHust 4aCTOThI B IPyINax peCIOHAEHTOB B yacToTe VMS 3a Henento, OT yMEpEHHBIX 10

TSKEJIbIX
Yacrory VMS Taxke usyyanu myTeM rpy IIUPOBaHUS MALIMEHTOB MO CTENEHHU UX OTBETA.

ITonroraBnuBaay MepBYI TPyIIy MNALHEHTOB, MPOAEMOHCTPUPOBABIINX OTBeT 50% wnu
Oonble (OTHOCUTENbHOE MU3MEHEHHE OT MCXOAHOro ypoBHs). COrjacHO 3TOMy aHaiu3y B
Henemo 12 rpynma ¢ cyTtouHod no3oi 15 mr comepxkana 91,8% pecnoHAeHTOB, a rpymnmna
wianebo coxepkana 65,5% pecnonneHToB. PasHuLa MeXIy 3TUMHU JBYMs TPyHIIaMH UMeJa
p-3HaueHue Hmxe 0,01, Torma kak pasHULA MEXIy IPyNIoN ¢ CyTOYHOW o030 10 mMr um

rpymmnoi mianedo He SBJsIaCh CTATHCTHUECKU 3HAUUMOI (p-3HaueHue > 0,1).

IToaroraBnuBanu BTOPYIO TPYIIy MALUEHTOB, MPOAEMOHCTPUPOBABIINX OTBET 75% wuiau
Oospine. CornacHO 3TOMy aHalu3y B Helento 12 rpymnmna ¢ CyTOYHOM n030i 15 Mr comepskana
77,6% pecrnoHAEeHTOB, a Tpymma mianedo comepskana 43,6% pecrnoHAeHTOB. Pa3HULIa MKy
5TUMHU ABYMsl IpynnaMu umena p-3Hadenue Hwke 0,001, Torma kak pasHuLa MeXay rpynnon
¢ cyTouHOH nmo30i 10 Mr u rpynmoii ruanedo He sBISIACH CTATUCTHYECKH 3HAYMMON (p-

3rayenue > 0,05).

b. Tsxkeerr VMS

AOcomoTHOEe U3MEHEeHHE (CpeaHee N3MEHEHNE OT UCXOJHOTO YPOBHs) TskecTH VMS

3a HEZIeN0, OT YMEPEHHBIX J10 TSKEIbIX

a) Ilo HemensM [T KaXKAOH rpyIIIbI

2,5Mr S mr 10 mr 15 mr ILnane6o
Henens Cpennee Cpennee Cpennee Cpentee Cpennee
3HAUEHHE 3HAYEHUE 3HAUEHHE 3HAYEHHE 3HAYEHHE

0 0 0 0 0 0
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1 -0,1542 -0,098 44-0,2028 -0,072 -0,1638
2 -0,2112 -0,1199 -0,3007 -0,2853 -0,2746
3 -0,3246 -0,1574 -0,3983 -0,4842 -0,2676
4 -0,3373 -0,2341 -0,4842 -0,5897 -0,3327
5 -0,3984 -0,1683 -0,5107 -0,7432 -0,4146
6 -0,5014 -0,3212 -0,6086 -0,7035 -0,45

7 -0,4562 -0,2787 -0,643 -0,8112 -0,4645
8 -0,5359 -0,3239 -0,6644 -0,8854 -0,52

9 -0,5465 -0,3249 -0,6864 -0,9092 -0,5522
10 -0,6052 -0,3667 -0,709 -0,9628 -0,5514
11 -0,5564 -0,4161 -0,666 -1,0123 -0,6551
12 -0,6279 -0,4007 -0,6941 -1,0425 -0,6604

Jna nydimero aHanus3a AAaHHBIX, 3aPETHCTPUPOBAHHBIX B JAHHOM HCCJIE€AOBAHHMM, TPYIIIIbI
JeueHuss cpaBHUBaIU ¢ wucnojp3oBanueM ANCOVA (KOBapHAllMOHHOTO aHanu3a) B
OTHOLIEHUU M3MEHEeHUs TskecTH VMS, OT yMepeHHbIX 10 TSDKENbIX, OT UCXOAHOTO YPOBHS
5 10 cnaboBbIPAKEHHBIX, YMEPEHHBIX U TsDKeIbIX VMS B Henento 4 u Henento 12 i KaKaoro
AKTHUBHOTO JICUEHHsI TIO CpaBHEHHIO ¢ ranebo. s skeHIuH, kotopeie ucmbitamu 100%
ocnabnenue VMS B Hememo 4 w/wmm Hemenmto 12, ObUIO MPHCBOEHO HYJIEBOE 3HAYCHHUE.
Monens ANCOVA Brmouana yedeHue («trtl») B kadectBe QukcupoBaHHOro sddexra u

UCXOJIHBIN YPOBEHB (KHCXOIHYIO TOUYKY») B KAYECTBE KOBAPUATHI.
10b) KoBapuaTHOE 3HaYCHHE

B Tabnune Huke npeacTaBIeHO CPAaBHEHUE 110 BCEM IPYIINAM JISYEHHSI.

Mowmenm epemenu | Koseapuama | p 3uauenue
ananusa (N)

4 trtl 0,0119

4 Hcxonnas 0,3781
TOYKa

12 trtl 0,0032

12 Hcxonnas 0,7990

TOYKa
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¢) B Tabnmune HmwKe NPENCTaBICHBI CpeIHEe W3MEHEHUE OTHOCUTENIbHO MCXOIHOTO YPOBHS

10 HEACJIC U JICUHCHUIO.

Momenm Ompezynuposannoe | Huowcnuit 95% | Bepxuuii 95%
epemenu Sannanuposannoe | cpeonee 3HayeHue | 006epuUmMenbHblil | 006epUmMeNbHblll
ananusa (N) neverue (me) LS npeoen npeoen
4 0 -0,327801 -0,470747 -0,184854
4 2,5 -0,341092 -0,486518 -0,195666
4 5 -0,238552 -0,393041 -0,084063
4 10 -0,482536 -0,627769 -0,337303
4 15 -0,588755 -0,739764 -0,437746
12 0 -0,658280 -0,868694 -0,447865
12 2,5 -0,629592 -0,843656 -0,415528
12 5 -0,402567 -0,629971 -0,175163
12 10 -0,693404 -0,907183 -0,479624
12 15 -1,042087 -1,264369 -0,819805

d) B Tabnuue HUKe MpeACTaBJICHbI Pa3IUYHs ¢ TUIALEe00 Mo Helele U JICYSHHUIO.

Momenm | bonee | bonee

spemenu | gvicokas | nuszkas | Ompecynupoea | Huxcnuii 95% | Bepxuuii 95%

ananusa | 003da 003a HHOe cpelnee | dosepumenvt | 0oGepumeivH

(N) (me) (me) suauenue LS bl Npeoen blli Npeden | p 3HAueHUe

4 2,5 0 -0,013291 -0,268767 0,242185 0,9998
4 5,0 0 0,089249 -0,174507 0,353004 0,8253
4 10,0 0 -0,154735 -0,409222 0,099751 0,3767
4 15,0 0 -0,260954 -0,520749 -0,001159 0,0486
12 2,5 0 0,028687 -0,347368 0,404743 0,9992
12 5,0 0 0,255713 -0,132530 0,643955 0,3062
12 10,0 0 -0,035124 -0,409723 0,339475 0,9981
12 15,0 0 -0,383807 -0,766221 -0,001394 0,0489

W3 310l Tabmuiel BUIHO, YTO CYTO4YHAs 71032 |5 Mr BbI3bIBA€T CTATUCTHYECKH 3HAYMMOE

paznuuue ¢ ranedo depes 4 Hemenu (p-3HaueHue 0,0486) u yepe3 12 Hemenb (p-3HaUSHHE
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0,0489). Taxum obpazom, no3a 15 mMr 3HaUUTENBHO yiy4Inaer TsokecTb VMS B Henenu 4 u 12

10 CPAaBHEHMIO ¢ TuTanedo.

Uro kacaercss Takke mapaMmeTrpa TsDKECTH, pasHuua Mexay posamu 10 mr m 15 wmr
BIICUATJISIFOLIAS. OTO BBIPAXKAETCS, MPEXIE BCEro, B CPENHUX HM3MEHEHUSX OT HCXOMHOIO

YPOBHsI, IPEACTABICHHBIX B TAONHUIE U3 pa3ziela C) BbIlIe, I7ie, HampuMep, depe3 12 Henenb

OTperyJnpoBaHHOe cpennee 3HadeHue LS nnsa 10 mr cocrasnsno -0,69 (o cpaBHEHHUIO C -

0,66, yCTaHOBJIIEHHBIM AJIsi TPYIIBI IUanedo), B TO BpeMs Kak OHO cocTaBisuio -1,04 nims

IPyIIbI CYyTOYHOM A03bI 15 Mr. JlaHHOE SIBHOE pa3iuuue MOATBEPKAAIOCH MOYTH 8-KPaTHBIM

yJIy4lIeHHeM p-3HaueHus depe3 4 Henenu npu nepexoxae ¢ 10 mr Ha 15 Mr B cyTku u bosee

yeM 20-KpaTHBIM yJIy4lLI€HUEM p-3HadeHus uepe3 12 Henens npu nepexone ¢ 10 mr 1o 15 mr

B CYTKH.

ii. OTtHocurenpHOe M3MeHeHue (%o OT UCXOMHOTO ypoBHs) TsokecTd VMS 3a Hepeno, OT

YMEPCHHBIX OO TAKEIIbIX

a) ITo HenmensaM I KaXKIOH TPy IIIIbI
2,5Mr S mr 10 mr 15 mr ILnane6o
Henens Cpennee Cpennee Cpennee Cpennee Cpennee
3HAUYEeHUEe 3HaYEHUE 3HaYEHHE 3HAYEHHE 3HAUEHUEe
0 0% 0% 0% 0% 0%
1 -7% -4% -8% -3% -7%
2 -9% -5% -13% -12% -12%
3 -14% -7% -17% -20% -11%
4 -15% -10% -20% -24% -14%
5 -17% -7% -21% -31% -18%
6 -22% -14% -26% -30% -19%
7 -20% -12% -27% -34% -20%
8 -24% -14% -28% -37% -22%
9 -24% -14% -28% -38% -23%
10 -26% -15% -29% -40% -23%
11 -25% -18% -25% -42% -28%
12 -28% -17% -28% -44% -27%
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W3 37Ol Tabnuiel BUAHO, YTO CYTOYHAS 1032 15 Mr MpUBOAMIIA K CHIXKEHHUIO Ha Oojiee yem

40% TsxecTrt VMS, OT yMEPEHHBIX A0 TSKENBIX, IO CPABHEHUIO C HCXOAHBIM YPOBHEM.
b) KoBapuaTHoe 3HaueHUe

B Tabnune Huske npeacTaBIeHO CPaBHEHUE 110 BCEM IPYIINAM JISYEHUS.

Momenm epemenu
ananusa (N) Kosapuama |p 3uauenue

4 trtl 0,0126

4 HcxonnHas 0,6594
TOYKA

12 trtl 0,0031

12 Hcxonnas 0,1651
TOYKA

c) B Talmuume Hmke MNpPENCTAaBIEHO CPEAHEE OTHOCUTEIbHOE W3MEHEHHE OTHOCHTENBHO

HNCXOOHOr0 YpPOBHA IO HEAECJIEC U JICHEHUTO.

Momenm Sannanuposannoe Ompeeynuposannoe | Huocnuii 95 %u Bepxnuii 95% )
epemeHu cpeonee 3HayeHue | 0ogepumenvuulii | 0osepumenbHblil
ananusa (N) nevenue (me) LS npeoei npeoei

4 0 -0,140987 -0,200215 -0,081759

4 2.5 -0,145345 -0,205600 -0,085090

4 5 -0,095556 -0,159566 -0,031546

4 10 -0,201564 -0,261739 -0,141388

4 15 -0,242707 -0,305276 -0,180139

12 0 -0,279744 -0,368327 -0,191161

12 2,5 -0,275038 -0,365158 -0,184919

12 5 -0,164881 -0,260616 -0,069145

12 10 -0,286159 -0,376158 -0,196159

12 15 -0,437476 -0,531055 -0,343897

d) B Tabnuue Hyke MpeACTaBICHbI PA3JINYHS € TUIALE00 M0 Heele U JICYSHHUIO.
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Momenm | boxee | Boree Ompezynuposannoe | Huocnuit 95% | Bepxnuii 95%
8peMeHU | 6bICOKASL | HU3KAS N y
cpeonee 3HaueHue | 008epumenvHulil | 008epumensvHolil | p 3HAYeHue
ananusa oosa oosa IS npeden npeden
(N) (me) (me)
4 2,5 0 -0,004358 -0,110211 0,101495 0,9999
4 5,0 0 0,045431 -0,063853 0,154714 0,7006
4 10,0 0 -0,060577 -0,166020 0,044866 0,4281
4 15,0 0 -0,101720 -0,209363 0,005922 0,0702
12 2,5 0 0,004705 -0,153612 0,163022 1,0000
12 5,0 0 0,114863 -0,048585 0,278310 0,2522
12 10,0 0 -0,006415 -0,164119 0,151289 0,9999
12 15,0 0 -0,157732 -0,318726 0,003261 0,0568

W3 srtoii TabnMiubl BHIHO, YTO CYyTOYHAas 1032 15 Mr BBI3BIBAET IMOYTH CTATUCTHYECKH

3HaYMMOe paznndue ¢ miarnedo uepes 12 Henenb (p-3HaueHue 0,0568). CyTounas nosza 15 mr

obneryaer Tsbxkecte VMS B Henenu 4 u 12 mo cpaBHEHHIO ¢ Iutanedo, TOrjga Kak CyTOYHas

5 go3a 10 Mr B JaHHOM JOKYMEHTE CHOBA, OISITb-TaKH, HE OTJIMYAETCs OT Iuianedo, 0coOeHHO

yepes 12 Henens.

C. B3BenmeHHAA OlIEHKA NPUJIMBOB 32 HEIEJI10

1. AOcomoTHOE U3MEHeHHe (CpeHee M3MEHEHHE OT UCXOIHOTO YPOBHSI) B3BELICHHOM

OLCHKH 3a HEACIIIO

10 a) ITo HepensiM 1St KaXKIIOM TPy MBI

2,5Mr Swmr 10 mr 15 mr ILnane6o
Henens Cpennee Cpennee Cpennee Cpennee Cpensee
3HAYEHHE 3HAUYEHHE 3HAYEHHE 3HAYEHUE 3HAaYEHUE

0 2.4151 1.8297 23773 2219 2.0545

1 240,805 133,7092 31,4591 -33.1745 238203
2 -58.6163 ~49.1319 2540849 -67.6983 64,1272

3 ~74,8798 256,9697 73,5189 -85.1915 270,45

4 282,75 64,8344 87,2673 -98.8329 77,936

5 -84,6062 -71,6181 -93,4648 -105223 -83073
6 289,9842 88,2337 _101,646 -110,268 -89.6742
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7 -94,2468 -88,2989 -103,024 -115,263 -92,9248
8 -97,1084 -89,2039 -104,835 -115,656 -91,6603
9 -101,429 -90,923 -107,578 -118,578 -94,9918
10 -100,18 -91,4798 -109,514 -116,853 -99,4484
11 -97,6016 -95,8365 -109,532 -119,365 -102,771
12 -08,5424 -93,5117 -111,764 -121,777 -104,292
b) KoBapuaTHoe 3HaueHNe
B Tabnune Hubke NpeAcTaBIeHO CPaBHEHUE 110 BCEM I'PYIINAM JICYEHUS.
Momenm epemenu Kosapuama D _3HaueHue
ananuza (N)
4 trtl 0,0128
4 Hcxonnas <0,0001
TOYKa
12 trtl 0,0107
12 Hcxonnas <0,0001
TOYKA
c) B Tabnuue HIke mpeACTaBlIeHbl CpEeAHEe HM3MEHEHHE OTHOCHTEIBHO HCXOIHOTO
YPOBHSI IO HEZIETIE U JICYCHUIO.
Momenm Ompeeynuposannoe | Huowcnuii 95% | Bepxnuii 95%
epemenu Sannanuposannoe | cpeonee 3HaueHue | 008epuUmMenbHblil | 008epUMebHbIl
ananusa (N) neverue (me) LS npeoen npeoen
4 0 -78,267781 -93,531339 -63,004223
4 2,5 -75,370737 -91,064629 -59,676845
4 5 -66,878234 -83,400001 -50,356467
4 10 -85,563378 -101,119727 -70,007030
4 15 -106,330686 -122,645517 -90,015855
12 0 -104,682568 -120,535991 -88,829145
12 2,5 -89,857250 -106,157637 -73,556864
12 5 -95,915504 -113,075759 -78,755249
12 10 -109,760136 -125,917663 -93,602609
12 15 -130,594733 -147,540056 -113,649411
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d) B Tabnune Huke mpeacTaBiIeHbl pa3anyus ¢ uianedo 1o Henene 1 JIeUEHHIO.
Momenum | bonee | bonee Huoicnuii
spemenu | gvicokas | nuskas | Ompezynuposan 95% Bepxnuit 95%
ananuza | 0osa oo3a Hoe cpeOHee | 0osepumenvH | 006epumevH
(N) (me) (me) suauenue LS wlil npeoe lli npeden | p 3HaueHue
4 2,5 0 2,897044 -24,495634 30,289722 0,9970
4 5,0 0 11,389547 -16,739876 39,518971 0,7205
4 10,0 0 -7,295597 -34,556270 19,965075 0,9147
4 15,0 0 -28,062905 -55,994318 -0,131492 0,0485
12 2,5 0 14,825318 -13,625957 43,276593 0,5176
12 5,0 0 8,767064 -20,449428 37,983557 0,8780
12 10,0 0 -5,077568 -33,391737 23,236601 0,9785
12 15,0 0 -25,912165 -54,922995 3,098664 0,0951

ii.

OtHocurenbHoe u3MeHeHHe (% OT HCXOMHOTO YPOBHsI) B3BELICHHOH OLEHKH 3a

HEZIENO
a) ITo Henensm aJst KaKAOW TPy IMITbI
2,5Mr Swmr 10 mr 15 mr ILnane6o
Henens Cpennee Cpennee Cpennee Cpennee Cpennee
3HAYEHHE 3HAUYEHHE 3HAUEHUE 3HAYEHHE 3HAYEHME
0 0% 0% 0% 0% 0%
1 -22% -22% -20% -19% -24%
2 -32% -32% -35% -43% -40%
3 -43% -37% -47% -56% -43%
4 -47% -43% -54% -66% -47%
5 -48% -46% -58% -70% -51%
6 -51% -56% -64% -74% -55%
7 -53% -56% -64% -78% -57%
8 -55% -56% -66% -78% -57%
9 -57% -58% -67% -80% -58%
10 -57% -59% -68% -79% -62%
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11 -56% -61% -69% -80% -64%
12 -57% -60% -70% -82% -65%
b) KoBapuaTHoe 3HaueHUe
B Tabnune Hubke npeacTaBiIeHO CPaBHEHUE 110 BCEM IPYIINAM JISYEHHUS.
Momenm epemenu
ananuza (N) Kosapuama P 3Hauenue
4 trtl 0,0108
4 Hcxonnas Touka 0,4181
12 trtl 0,0024
12 Hcxonnast Touka 0,0593
5 ¢) B Tabnuue Hiwke NpencTaBIeHO CpefHEe OTHOCUTEIbHOE M3MEHEHHE OTHOCUTEIIBHO
HCXOJJHOTO YPOBHs IO HeJleJIe U JIEYEHUIO.
Momenm Samianuposannoe Ompezynuposannoe |  Huocnuii 95% ) Bepxnuit 95% )
epemeHuU cpeoHee 3HAyeHue | 006epumenvHulil | 006epuUmenbHbyll
ananusa (N) newenue (viz) LS npeoen npeoein
4 0 -0,474107 -0,562044 -0,386170
4 2,5 -0,473966 -0,564382 -0,383549
4 5 -0,426177 -0,521362 -0,330991
4 10 -0,541886 -0,631510 -0,452262
4 15 -0,650317 -0,744310 -0,556323
12 0 -0,644566 -0,728624 -0,560509
12 2,5 -0,579457 -0,665884 -0,493029
12 5 -0,599251 -0,690237 -0,508264
12 10 -0,699351 -0,785021 -0,613681
12 15 -0,812214 -0,902061 -0,722368

d) B tabnune Huke nmpeacTaBIeHb! pa3anyus ¢ uianedo 1o Henene 1 JIeUEHHIO.
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Moenm bonee bonee | Ompeaynupo Huoienuit 95% | Bepxnuit 95%
epemenu HU3KAs samnHoe
8bICOKAS ooeepumensvt | O06ePUMENbH | P 3HAYEHUE
A hosa (me) do03a cpeonee blil npeoen b1l npeoen
(N) (me) suauenue LS
4 2,5 0 -0,473966 -0,564382 -0,383549 1,0000
4 5,0 0 -0,426177 -0,521362 -0,330991 0,8833
4 10,0 0 -0,541886 -0,631510 -0,452262 0,6745
4 15,0 0 -0,650317 -0,744310 -0,556323 0,0267
12 2,5 0 -0,579457 -0,665884 -0,493029 0,6744
12 5,0 0 -0,599251 -0,690237 -0,508264 0,8871
12 10,0 0 -0,699351 -0,785021 -0,613681 0,7861
12 15,0 0 -0,812214 -0,902061 -0,722368 0,0276

U3 sToit Tabnuupl BUAHO, YTO CYyTOYHAs 7032 15 Mr BBI3bIBAET CTATHCTHYECKH 3HAYNMOE
paznuuue ¢ mianedo depes 4 Hemenu (p-3Hauenue 0,0267) u yepe3 12 Henmenb (p-3HauUeHHE
0,0276).

OcobeHHO HeoKMOaHHO HAOJIONATh HU3KHUE pP-3HAYEHHs, MOJyUYeHHbIE AJI J03bl 15 Mr, 1o

CpaBHCHHIO C MOBBIICHHBIMUA P-3HAYCHUAMMU, MMOJIYYCHHBIMU IJIs1 DO3bI 10 mr.

B. Basomortopubie mapamerpbl misg rpyon 10 mr w15 Mr no CpaBHEHMIO ¢ I1ianedo u

HesbdexTuBHLIMY n03aMu (2.5 MI M 5 M), CrPYIIIMPOBAHHBIE BMECTE

Ha ocHOBaHMM pe3ysbTaTOB, MOJYYEHHBIX B pasjesie A BbIlIE, CTAJIO OYEBUAHO, YTO ABE
caMmble HHU3KHE MPOTECTUPOBaHHbIE 1O3bI (2,5 Mr B CyTKM M 5 Mr B CyTKH) He
npoaeMoHcTpupoBau 3¢ dekTuBHOCTh. Takum 00pazom, ObLT MOATOTOBJIEH HaIbHEWIITHI
aHaJIU3 Pe3yJIbTATOB, B KOTOPOM JIaHHBIE JUIS 3THX JBYX 103 ObLIH CTPYNIITHUPOBAHBI C JO30H

ianedo U Nmo cpaBHEHHIO ¢ no3amu 10 mr u 15 mr.

1. OtHocuTenbHOe m3MeHeHue (% OT UCXOMHOTrO YPOBHs) 4acToThl VMS 3a Henmemnro, OT

YMEPCHHBIX NO TAXEJbIX

a) ITo HememnsIM 1Tt KaXKO# rpy IImbl

10 mr 1S mr IL1ame6o ¢ 2,5 u 5 mr

Henens

Cpennee 3nauenue | SD | Cpennee 3Hauenune | SD | Cpennee 3nauenne | SD
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0 0% 0% 0% 0% 0% 0%
1 -21% 29% -22% 33% -24% 25%
2 -37% 37% -46% 34% -35% 31%
3 -48% 39% -57% 34% -42% 32%
4 -55% 35% -67% 30% -47% 33%
5 -60% 33% -72% 28% -50% 33%
6 -65% 33% -76% 26% -56% 32%
7 -66% 34% -79% 25% -58% 32%
8 -68% 35% -79% 26% -58% 34%
9 -69% 36% -81% 24% -60% 33%
10 -70% 35% -80% 27% -61% 33%
11 -70% 34% -82% 25% -63% 34%
12 -72% 33% -84% 23% -63% 33%
b) KoBapuaHTHOE 3Ha4YEHHE
Momenm epemenu
ananuza (N) Kosapuama P _3HaueHue
4 trtl 0,0039
4 HcxonHas Touka 0,3935
4 SITEPOOL 0,3308
12 trtl 0,0017
12 HcxonHas Touka 0,1244
12 SITEPOOL 0,0957
¢) ITonapusle cpaBHEHUs ¢ r1anedo (BKiIOYast Hed3pPEeKTUBHBIE O3Bl 2,5 MT' U 5 MT)
Moenm Ompezynuposannoe |  Huxcnuii 95% Bepxnuit 95%
Gpeven. | anianuposaniioe cpeonee 3HayeHue | oosepumenvHulil | 0osepumenbHulil
ananusa Jlevenue (me) IS npedei npeder
(N)
4 0 -0,46779276 -0,521579 -0,414007
4 10 -0,54424142 -0,634204 -0,454279
4 15 -0,64752092 -0,741851 -0,553191
12 0 -0,61799510 -0,669162 -0,566828
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12 10 -0,70075417 -0,786337 -0,615172
12 15 -0,80058459 -0,890322 -0,710847

d) Ornnuus ot manedo (Bkirovas HedekTuBHbIE 03I 2,5 MI U 5 M)

Momenm Bonee bonee | Ompezynupo Huoienuii 95% Bepxnui
epemenu HU3KAA B8AHHOE 95%
8bICOKAS oosepumenvH p 3Hauenue
anamsa | (ue) 0o3a cpeonee brii mpeden oogepumeis
(N) (me) suauvenue LS Holil npeoen
4 10,0 0 -0,076449 -0,193421 0,040523 0,26148
4 15,0 0 -0,179728 -0,301777 -0,057679 0,00218
12 10,0 0 -0,082759 -0,194036 0,028518 0,17979
12 15,0 0 -0,182589 -0,298696 -0,066483 0,00099

Kaxk y>xe ynmoMHuHasoCh BbIIIE B pas3fene A), 0COOEHHO MOPa3sUTENbHO HAOMIOAAaTh HU3KUE P-

3HAYEHUs], MOJIyYEHHbIE ISl CYTOYHOW 03bl 15 MI, MO CPaBHEHHUIO C IMOBBILIEHHBIMHU -

SHAYCHUAMU, TIOJIYYCHHBIMU IJIsA CYTOHHOﬁ nmo3bl 10 MI, 9YTO AEMOHCTPUPYET YHUKAJIBHOEC

ocialJieHue, MOMyYeHHOe ¢ CYyTOYHOU 1030# 15 mr.

2. OtHocutenbHOE M3MeHeHne (% OT UCXOMHOTO YPOBHs) B3BELICHHOW OLIEHKHU MPHUJIMBOB 32

HEOCJIIO

a) ITo HememnsiM 1Tt KaXKIO# rpy IITbl

10 mr 15 mr ILname6o ¢ 2,5 u 5 mr
Hepens

Cpennee 3nauenue | SD | Cpennee 3Hauenune | SD | Cpennee 3nauenne | SD
0 0% 0% 0% 0% 0% 0%
1 -20% 28% -22% 32% -24% 25%
2 -34% 36% -45% 32% -36% 30%
3 -46% 39% -56% 32% -42% 31%
4 -53% 34% -66% 29% -46% 32%
5 -57% 32% -70% 27% -49% 33%
6 -62% 32% -72% 26% -54% 32%
7 -64% 32% -75% 25% -55% 31%
8 -66% 34% -76% 26% -56% 32%
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9 -66% 34% -78% 25% -57% 31%
10 -68% 34% -77% 27% -59% 32%
11 -68% 33% -79% 26% -60% 33%
12 -69% 32% -81% 24% -60% 32%
b) KoBapuanTHOe 3HaUeHHE
Momenm epemenu ananusa
(N) Kosapuama D 3HaueHue
4 trtl 0,0037
4 Hcxoanas Touka 0,5294
4 SITEPOOL 0,3783
12 trtl 0,0015
12 Hcxonnast Touka 0,0770
12 SITEPOOL 0,0487
¢) ITonapuble cpaBHEeHus ¢ manedo (BkiIo4as HedpPeKTUBHBIE 03Bl 2,5 MT U 5 MT)
Moenm Ompezynuposannoe |  Huxcnuii 95% Bepxnuii 95%
epemenu | 3annanuposaninoe " "
cpeOHee 3HayeHue | 0osepumenvHuill | 008epPUMebHbIil
ananusa Jevenue (me)
LS npeoein npeoei
(N)
4 0 -0,45362100 -0,506219 -0,401023
4 10 -0,51368261 -0,601866 -0,425499
4 15 -0,63242707 -0,724866 -0,539989
12 0 -0,59132448 -0,640861 -0,541788
12 10 -0,67757463 -0,760625 -0,594524
12 15 -0,76832743 -0,855386 -0,681269

d) Ornuuus ot manedo (Bkirouas HesdekTuBHbIE 03I 2,5 MT U S M)

Momenm
8pemeH
AHAIUZA

(N)

bonee
8bICOKAS
0o3a (me)

Fonee
HU3KAA
0030

(me)

Ompezynupo
8aHHOe
cpeonee

suauenue LS

Huoienuit 95%
006epumevH
blil npeoen

Bepxnui
95%
oogepumens
Hblil npeoen

p_3Hayenue
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4 10,0 0 -0,060062 -0,174760 0,054636 0,41666
4 15,0 0 -0,178806 -0,298114 -0,059498 0,00178
12 10,0 0 -0,086250 -0,194272 0,021772 0,14044
12 15,0 0 -0,177003 -0,289367 -0,064639 0,00097

Kak y’xe ynmoMHuHajoch BbIIle B pasaene A), U3 3TOH TaOIUIbl BUAHO, YTO CyTO4YHAs 1o3a 15
MI' BBI3BIBAET CTATUCTHYECKH 3HAYMMOE pa3yindue ¢ Iuanedo depes 4 Hemenu (p-3HaUeHHE

0,00178) u uepe3 12 nenens (p-3Hauenue 0,00097).

Kpome Toro, 0cobeHHO HEOKUAAHHO OBIIO HAOMIOAATh HU3KUE P-3HAYECHHUS, IOy YEHHBIE IS

o3kl 15 MTI, IO CPABHEHUIO C ITOBBIMICHHBIMU P-3HAYCHUSAMHU, IMOJTYHYCHHBIMHA AJIs1 1O3bI 10 mr.

C. ITkaa oleHKH MEHOTMay 3bI

ITkana ouenkn meHonay3bl (MRS) npencrasnsier coOol ImKany KauecTsa )KU3HU, CBA3AHHYIO
CO 3I0pOBbEM, JAIOINYI0 BO3MOXKHOCTb H3MEPHUTb TSDHKECTh KOO, CBS3aHHBIX C
BO3pPAcTOM/MEHONAy30H, myTeM oueHkn npodmisi cumnromoB (Heinemann et al., 2003,
“International versions of the Menopause Rating Scale (MRS)" Health Qual Life Outcomes 1:
28; Heinemann et al., 2004, «The Menopause Rating Scale (MRS) scale: A methodological
reviewy. Health Qual Life Outcomes 2: 45; Heinemann et al., 2004, «The Menopause Rating
Scale (MRS) as outcome measure for hormone treatment? A validation study». Health Qual

Life Outcomes 2:67).

O1eHka MOBBIIIANACH MO MyHKTAM C MOBBIIIEHUEM TSKECTH CyOBbEKTHBHO BOCIIPUHHUMAEMbIX
xanod mo kaxmomy u3 11 myHKTOB (TspkecTh Bhipaskajiach OT O 10 4 0aioB MO KaXKAOMY
nyHKTY ). OTMETHB 3TH 5 BO3MOKHBIX SIY€EK (TSDKECTH» JJISl KaKIOTO U3 MyHKTOB AHKETHI,
PECTIOHAECHT BBIpaXkasl cBoe Ju4dHOoe Bocmpusitue. OOmuii 6amn MRS Bapbuposan ot 0
(beccummnromHO) 10 44 (BBICIIAsl CTEMeHb 3kajio0). MuHUMalbHBIE/MaKCUMAJIbHBIE OajiTbl
BapbHUPOBAIH O TPEM Mapamerpam, B 3aBHCHMOCTH OT KOJUYECTBA KaJloO, OTHECEHHBIX K
COOTBEeTCTByIOIEMy mapamerpy cumnTtomMoB (Heinemann et al., 2003, Health Qual Life

Outcomes 1: 28):

I. ¢usnonornueckne cuMnToMel: or 0 mo 16 GammoB (4 cummTomMa — Hemnpeccws,

Pa3ApaKUTEILHOCTD, TPEBOTa, UCTOLIEHHE),
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2. coMaTo-BereraruBHble cumnromel: or 0 go 16 OammoB (4 cumnroma —

NOTJINBOCTH/TIPUJINB, >KaJIoObl Ha paboTy cepAaLa, HAapyIIEHHs CHA, >kajgoObl HAa Ooiu B

CyCTaBax M MBbIIIIAX ),

3. yporeHutaipHble cumMnromsl: oT O mo 12 GamnoB (3 cuMnToMa — CEKCyajbHbIE

npoOJIeMBl, *KaJl00bl HA MOUEUCTTy CKAHUE, CYXOCTh BJIATAJIHIIA).

OO6uwuii 6amr MRS
2,5 mr 5 mr 10 mr 15 mr IIname6o
- Cpen Cpenn Cpenn Cpenu
enens
Hee | ¢y ee SD ee SD Cpennee SD ee SD
3Haue 3Haue 3HaueH 3HauUeHHe 3HauYeH
HUE HUE ue ue
Hcxonnblii
yPOBEHb 16,5 | 7,2 | 16,5 | 73 17,6 | 7,6 16,4 8,1 18,2 8,9
Henens 4 10,3 | 5,6 | 10,5 | 6,7 11,7 | 6,8 8,7 6,2 12,8 8,0
Henemns 12 95 (67| 11,0 | 7,7 9,7 6,9 8,1 5,8 11,4 7,8

Illkana ouenku menomnay3bl (MRS) ykaspiBaeT Ha oOlmee yiydileHHE KadecTBa KU3HH, C
Haubonee cuibHbIM 3dexTom mms no3er 15 mr. IIpu 3TOM n03€ CTATUCTUYECKU 3HAYMUMBIH
a¢ ekt HabMOmAJICS MO CPaBHEHHIO ¢ Tuianebo Ha 4 Hexene ¢ p-3HadenueMm 0,0113 u moutu

CTaTHCTUYECKHU 3HAYMMBbIH 3 dexT Habmonancs B Henemo 12 ¢ p-3Hauenuem 0,0694.

D. CuMnroMsl co CTOpOHBI MOUEronoBoi cuctembl (GSM)

beimn 3apeructpupoBaHbl H3MEHEHHs cienyromux cuMntomMoB GSM mo cpaBHEHUIO C

UCXOJHBIM YPOBHEM 110 Hepenu 12 (camoonieHka VVA).

a) CyxocTp Biaranuima (OLIy eHHe CyXOCTH W ACKEHHS BO BJIATAJUINE; OTCYTCTBY €T =

0, cnaboBbIpaskeHHast = 1, yMepeHHas = 2 WM CHIIbHAst = 3):

Hcxoanblii ypoBeHb Henens 12 P-3HAIEHHME 1O
Ho3a E4 (mr) CPABHEHHIO C
(cpennee 3Hauenue = SD) | (cpeanee 3Hauenne + SD) naane6o
2,5 140,90 0,5+0,77 0,3345
5 1,3+0,94 0,7+ 0,86 0,1202

10 1+0,93 0,5+0,75 0,0798
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15 1.1+ 1,04 0,5+ 0,68 0,0291*
Tnane6o 13+1,10 0,9+ 1,02
*p < 0,05 no cpasuenuro ¢ niayedo 6 neoenio 12.
b) Pazppakenwe/3yn  Biarajvimma WA BYJBBBI  (OIMyIIEHWE  HEHOPMAJIHHOTO
pasopakeHuss WM YYyBCTBUTEJBHOIO COCTOSIHMSI BO BlIArajuine, OTCyTcTByeT = O,

C1aboBBIpaAKEHHOE = 1, yMEepeHHOe = 2 WUJIH TsDKejoe = 3):

Hcxoanblii ypoBeHb p-3Havenne
Ho3za E4 Hepnens 12 (cpeanee 3Ha4yeHue + no
(mr) (cpenHee 3HAYeHHE * SD) CPABHEHHIO ¢
SD) niaanebo
2,5 0,7 + 0,96 0,3 + 0,60 0,1717
5 0,6 £ 0,90 0.4+ 0,65 0,9618
10 0,7+ 0,87 0,3+0,64 0,2487
15 0,5+ 0,85 0,4+0,70 0,931
Ilnauedo 0,8 £0,92 0,5+0,77
c) Jusypust (ouryuieHue OOMU MM 3aTPyAHEHHOE MOYEHCIyCKaHUe, OTCyTCTByeT = O,

cnaboBbIpakeHHast = 1, ymepeHHast = 2 WK CHIIbHAsI = 3):

Tosa E4 (wr) Hcxoanblii ypoBeHb Henens 12 pc-:):f;:fa:zfonco
(cpennee 3Hauenue = SD) | (cpeanee 3Hauenune + SD) maane6o
2,5 0,2+0,56 0+0,19 0,2942
5 0,2+0,56 0+0,20 0,3488
10 0,2+0,58 0,1+0,23 0,3386
15 0,3+0,58 0,3+0,61 0,643
Inanedo 0,2 + 0,60 0,3+0,55
d) Bonp BO Biaranmuine, CBsi3aHHAsI C CEKCYaJIbHON aKTHBHOCTBIO (OLIyIIeHHE OONH MpU

TMIOJIOBOM aKTe OTCYTCTBY T = 0, cimaboBbIpakeHHas = 1, yMepeHHast = 2 WM CUJIbHAs = 3):

HcxoaHblii ypoBeHb Henens 12 p-3Hatenue no
Ho3a E4 (mr) CPABHEHHIO C
(cpennee 3Hauenue = SD) | (cpeanee 3Hauenne + SD) nIane6o
2,5 0,6 +0,77 0,3+0,73 0,0763
5 1+1,07 0,5+0,78 0,0246*
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10 0,6 +0,77 0,2+0.36 0,0004**
15 0,7+ 0,90 0,3+0,54 0,0006**
Ilnauedo 1+1,14 0,7+ 1,01
* p < 0,05 no cpasuenuro ¢ niayebo 6 neoenro 12; ** p < 0,001 no cpasnenuro ¢ niayedo 6
neoeio 12.
e) BarunanpHOe KpOBOTEUEHHE, CBSI3aHHOE C CEKCYaJbHOH aKTMBHOCTBIO (KPOBOMOTEPS

IIPH TTOJIOBOM aKTe, IMPUCYTCTBYET = | 1O CpaBHEHHUIO C OTCyTCTBUEM = 0):

Hcxoanbii ypoBeHb Hepens 12
Ho3a E4 P-3HaUYeHue
(mr) Hpucyrcreue | OtcyrcrBue | IlpucyrcrBue | OTcyrcTBHE no
(%) (%) (%) (%) CPABHEHHIO
¢ miauedo
2,5 0 100 0 100 0,9958
5 6,4 91,5 0 100 0,903
10 0 100 0 100 0,9955
15 0 97,9 4,2 95,8 0,9308
IL1aune6o 3,6 92,7" 3,6 96,4

#
yH@KOI’YlOpblx nayuernmoe CeKCYilbHAAl AKMUBHOCNTb OMCYmMCmeosaia

Paspurue cumnromoB VVA ykasbiBaeT Ha o0lnee yJaydlleHue, Ipu 3TOM HauOosee CUIIbHBIN
3¢ exT NposIBIISIICS NPU CYTOYHOM 103¢e 15 Mr. B oTHOIIEHNH BarnHaIbHOMN O0JH, CBSI3aHHOMN
C CEKCYaJIbHOUM aKTUBHOCTBIO, 3HAYMMBbIE Pa3IU4us C Tianedo HaO roaauch mpu no3ax S5, 10
u 15 mr B cyTtku ¢ p-3HaueHusimu 0,0246, 0,0004 u 0,0006, coorBeTcTBEHHO. TeM He MeHee,
CYXOCTb BJIarajuina, KOTOpas OOBIYHO CYHTAETCS HauOojee HEMPUSTHBIM CHUMIITOMOM,

3HAQYUTENIbHO YMEHbIIAJNACh TOJIBKO MpPU IpueMe 15 Mr CyTOYHOR O3Bl CO P-3HAYEHUEM

0,0291.

E. UsMmepenusi, ¢cBsizaHHbIE ¢ TOOOYHBIMU 3 dexramu neueHns

1. KomruecTBo MalueHTOB, KOTOPBIM MPOBOIMIH OHOTICHIO

I'pynna newenns | [TmaneGo | 2,5 mr Sw™mr 10mr | 15wmr
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KomuuecTBo 4 4 5 11 9
MALMEHTOB,
KOTOPBIM
TIPOBOIUITN
OHOMCHUIO

2. HexxenarenbHble siBnerus (AE)

I'pynna neyenus Ilnanedo 2,5 mMr Swmr 10 mr 1S mr

Konunuectso AE, nmposiBUBIINXCS 71 61 63 95 82
3a Bpemst neueHus (TEAE)

IIpouenT nauueHToB ¢ 9,1 7,7 10,6 7.4 6,1
TsoxensiMu TEAE

IIpouent nanuentos ¢ TEAE, 3,6 1,9 6,4 5,6
KOTOpbIE PUBENH K
MPEKPALEHUIO UCCIEAOBAHUS

41

W3 npuBeneHHO# Bble TaOMMIBI BUIHO, YTO MALMEHTHI B rpymnmne 15 Mr mMenu MeHblie
TEAE, uem nmauuenTs! B rpynmne 10 mr. B rpynme 10 Mr nanueHToB, y KOTOpBIX nMenuch AE,
B cpenHeM Obuio 3,2 AE Ha mauwmenra. [{ns cpaBHeHus, B rpymnme 15 Mr manueHTOB, Y
kotopbix umennuch AE, B cpennem Obuto 2,6 AE. B mesnom, 3Tu IaHHBIE MOKA3BIBAKOT, YTO
cyTo4Has n03a 15 Mr obecrneuuBana 3Ha4uTeNbHOE OocinadieHre VMS 0e3 BOSHHUKHOBEHHSI
JOTOJHUTEIBHBIX MOOOUHBIX 3(dexToB y mammentoB. Kpome Toro, TpeboBasoch MEHbIIE

Ouorncuii B rpymnme 15 Mr B CyTku, uem B rpynme 10 Mr B CyTKH.

3TO MOATBEPKAANOCH CIEAYIOIUM CTaTUCTUYECKUM aHanu3oM. C HCIONb30BaHUEM MOJENIU
perpeccun [lyaccona co ciny4aifHbIM 3G (HEKTOM JUIs MAlUeHTa U TPy bl JICYCHUS] B KAYeCTBE
KOoBapuathbl s MogenuposaHus noacuetra TEAE B pasnuyHbIX rpynmnax J€4eHHs, MOXKHO
NOKa3aTh, YTO CTATHCTUYECKAsK Pa3HHULIA MEXY TPYIIIAMHU JIEYEHHUSI OTCYTCTBYET (p-3HAaYCHUE
0,099). Bo-BTOpBIX, MPUMEHSUTN KPUTEPUI XU-KBAApPaAT AJISI OLEHKH TOro, ObUIa JIM CXOXKEH
pPacmpOCTPAaHEHHOCTh MalueHToB, coodmarmux o TEAE, B kaxkmoi rpyrmnme JedeHus.

CrarucTHueckoil pasHUIBI MEXIYy TPyNIaMH JieueHHs He OblIo OOHapy)keHO (p-3HauYeHHe

0,575).

3. TlaitueHThl, MOKUIAOIINE UCCIICTOBAHNE

I'pynna newenns | [TmaneGo | 2,5 mr Sw™mr 10mr | 15wmr
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KomuuecTBo 14 9 11 15 8
MaIUEHTOB,
MMOKHU A0 LIUX
HCCIIENOBAHIE

F. U3MepeHus npoOBOAWIN OIPU CYTOYHBIX o3axX 15 mr u 20 mr

Jna sydmeidl OLEHKHM BO3MOXKHOCTH YBEJIWYEHHs] CYTOYHOM JO3bl CBEPX MHUHHUMAJIbHOU
3¢ dexTuBHON A03bI 15 MIr B CyTKH, B MCCJIEOBAHHHU, B KOTOPOM 3CTETPOJ NMPHUMEHSIUA B

YBEJIMYEHHOM 103€ 20 MI' B CYTKH, OTCJIEKUBAJIN PSAI TAPAMETPOB.

1. YpoBHU TpUriMuepuaoB (MMOJIB/ )

OxoHuaHue JieyeHus *
Hcxomubii Tounoe Tounoe
Jlevenue IapameTp ypOBeHb 3HAYEHHE M3MeHEeHHe OT
HCXOAHOTO
YPOBHSI
Cpennee 132 1,61 0,20
3HAYEHHE
E4, 15 mr SD 0,64 0,94 0,82
Cpennee
3HAYEHUE 1,21 1,40 0,15
BBIOOPKHU
Cpennee 143 1,53 0,10
3HAYEHHE
E4, 20 wr SD 0,47 0,63 0,44
Cpennee
3HAYEHUE 1,40 1,40 0,10
BBIOOPKHU

* Okonuanue neyenusi HACMYnAno yepes 28 oueii 01a 0o3vt 20 me u yepes 12 neoenv 0Jis 003vl

15 me.
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2. YpoBeHb MIFOKO3bI (MMOJIB/JT)

OxoHuaHue JeyeHus *

Hcxomnblii TouHoe TouHoe
Jleuenue Mapamerp ypOBeHb 3HAYEHHE H3MEHEHHEe OT
HCXOIHOTO
YPOBHsI

Cpennee 477 4,79 0,02
3HAYCHHE

B4, 15 ur SD 0,37 0,58 0,56
Cpennee

3HAYECHUE 4,72 4,77 0,05
BBIOOPKHU

Cpennee 5,53 5.44 -0,10
3HAYECHHE

E4, 20 mr SD 0,54 0,50 0,22
Cpennee

3HAYEHHUE 5,60 5,60 -0,15
BBIOOPKH

* Okonuanue neyenuss HACMynano yepes 28 oueil 01 0o3vl 20 me u yepes 12 neoenv 0 003vl

15 me.

3. YpoBeHb xojiecTeprHa (MMOJIB/J)

OxoHuaHue JieyeHus ™
N cxoanbIii Tounoe Tounoe
Jlevenue ITapameTp ypoBeHb 3HAYEHHE H3MEHEHHE OT
HCXOHOI'0
YPOBHS
Cpennee 5.51 5.63 0,12
3HaueHHe
E4, 15 mr SD 0,83 0,97 0,73
Cpennee
3HAYCHUE 5,62 5,71 0,08
BBIOOPKHU
Cpenuee 6,27 6,09 -0,18
3HaueHHe
E4, 20 mr SD 0,90 0,96 0,65
Cpennee 6,25 6,10 -0,20
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3HAYCHHUE
BBIOOPKHU

* Okonyanue neyenuss HACMYnAno yepes 28 oueii 01 0o3vt 20 me u yepes 12 neoenv 0Jis 003vl

15 me.

4. Yposenb HDL-xonectepuna (MoJib/)

OxoHuyaHue JIedyeHusa ™

Hcxonubii Tounoe Tounoe
Jleuenue Mapamerp ypOBeHb 3HAYEHHE H3MEHEHHEe OT
HCXOIHOTO
YPOBHSI
Cpennee 1,73 1,89 0,16
3HAYECHHE
E4, 15 Mr SD 0,46 0,41 0,24
Cpennee
3HAYEHHUE 1,66 1,81 0,17
BBIOOPKHU
Cpennee 1,68 1,97 0,29
3HAaYEHHE
B4, 20 wr SD 0,37 0,36 0,14
Cpennee
3HAYCHUE 1,60 1,90 0,35
BBIOOPKHU

* Okonyanue neyenuss HACMYnano yepes 28 oueii 011 0o3vl 20 me u yepes 12 neoenv 0Jis 003vl

15 me.

5. Vposens LDL-xonecrepuna (MMOJIB/ 1)

OxoH4YaHue JIedeHusa ™

N cxoaubrii Tounoe TouHoe
Jleuenne IHapameTp YpoBeHb SHAYEHHE H3MEHeHME OT
HCXOTHOIO0
YPOBHSI
Cpennee 3.05 314 0,09
3HAYEHHE
E4, 15 MI SD 0’85 0’95 0’45
Cpennee 399 3.25 010

3HA4YCHUC

2

2
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BBIOOPKHU
Cpennee 3,94 3.43 0,51
3HAaYEHHE

E4, 20 mr SD 0,98 1,05 0,56
Cpennee
3HAYCHUE 4,00 3,45 -0,65
BBIOOPKHU

* Okonyanue neyenus HACMYnAno yepes 28 oueii 01 003vt 20 me u yepes 12 neoenv 0Jis 003vl

15 me.

"z NPpUBCACHHBIX BBILIC 5 Ta6J'II/II_I MOXHO 3aM€TUTb, YTO I3THU JIUIIUAHBIC IMAPaMETPbl U

YPOBEHb IJIOKO3bI CYLIECTBEHHO HE OTJIWYAJINUCh MPU UCMHOJBb30BAHUM CYTOYHOW A03bI 20 Mr

BMECTO CYTOYHOM 103bI 15 Mr.

6. C-xonuesoii Tenonentun (CTX-1) (ar/m)

OxoHYAHHUE JIeYeHHA ™

Hcxoanbrii Tounoe Tounoe
Jleuenne IapameTp ypOBeHb 3HAYEHHE M3MeHEeHHe OT
HCXOHOI0
YPOBHsI
Cpennee 416,0 320,9 -95.0
3HAueHHe
B4 15wt SD 286,16 359,65 442,18
Cpennee
3HAuEHIE 339,0 1975 -142,5
BBIOOPKHU
Cpennee 422.50 274.9 -147.60
3HaueHHe
B4 20 wr SD 1348 953 70.6
Cpennee
3HAueHME 4165 267,50 -138.0
BBIOOPKHU

* Okonyanue neyenus HACMYnAno yepes 28 oueii 0 0o3vt 20 me u yepes 12 neoenv 0Jis 003vl

15 me.

CTX-1 sBnsiercs cnenuuuecKuM MapKepoM pe30opOIK KOCTH.
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W3 mnpuseneHHOW Bblme TaOMMLBI BHIHO, YTO CYyTO4YHas nao3a 15 Mr mpuBogmna K

HEOOJBIIIOMY CHI)KEHUIO PEe30pOLIMH KOCTHOW TKaHH, U JaHHBIN 3(d ekt Oonee BrIpaskeH Npu

CyTO4HOM 103€ 20 Mr y:xe nocie 28 AHeN JeYeHUsl.

G. M3sMmepenns IpOBOAWIINA C CYTOUYHBIMH J1o3aMu 15 mr u 30 mr

Crnenyromue BUIBI JEUSHHUs HA3HAYAJIH 30POBBIM JKEHIIMHAM (B Bo3pacte oT 15 mo 50 mer

BKJ'II-O"II/ITGJ'II:;HO) B COOTBETCTBUU C KOAOM PAaHAOMU3ALIUH.

e Ilnanebo (n=16).

e [I'pynma 15 mr: oqHOKpaTHas nepopasbHasi 103a 15 Mr acrerposna/3 mMr IpocnupeHOHa
(n=10) ¢ nocnenyoLUUMH, IOCJIE BbIBEEHHS B TeueHHe 14 nHel, MHOrOKPaTHBIMU
nepopajgbHBIMU 103aMu 15 mr scterpona/3 mr apoctmpenona (n=10) oxuH pa3 B
CYTKH B TeueHHue 14 aHeil.

e I'pymnna 30 Mr: onHOKpaTHas epopaibHas 103a 30 Mr 3cTeTposa/3 Mr ApOCIIUPEHOHA
(n=10) ¢ mocneayINUMH, IOC/IE BHIBEEHHS B TeUeHHe 14 THel, MHOTOKPATHBIMH
nepopajgbHbIMU 103aMu 30 Mr acTerpona/3 Mr apocnupeHoHa (n=10) oxuH pa3 B
CYyTKM B TeueHue 14 nHeil.

HexenarencHble SIBJIEHHS pPETUCTPUPOBAIM C MOMEHTAa IMEPBONM TOCHUTAIU3ALUU JI0

3aBePIIECHUS] KOHTPOJILHOTO mocernenus (0T 37 1o 42 nHel nmociie mepBOro THs JICUEHHUSs ).

Boznukmme 3a Bpems jeuenus AE (TEAE) B Ilnauedo 1S mr 30 mr
3aBHCHUMOCTH OT HCCJIEYeMOTO JISKAPCTBEHHOTO
npenapara
Bcero 75% 80% 70%
3aBucUT 31% 50% 50%
He 3aBucur 75% 50% 50%

% = KOMUYecmeo cyovexkmos, cooduasuiux 00 oonom unu neckonvkux AE, 6 npoyenmax om

067/1/;620 Kojiyecmea Cy6’b€k'm06 6 coomeemcmeyiou;eﬁ CPYRNe Jie4erHUA

B nenom, mprem oJHOKpPATHOH J03bI M IPHEM TEPOPATBHOIO 3CTETPONIA/ POCITUPEHOHA OAHH
pa3 B CyTKH B TeueHue 14 mHeil B nuamasoHe OT 15 mr screrposa/3 Mr ApOCHHPEHOHA O
30 Mr scretpona/6 Mr apocnHpeHoHa ObuTM 0€30MacHBIMH U XOpPOIIO MNEePEHOCHIINCH
300POBBIMH KCHIIUHAMHW B JAaHHOM HUCCICIOBAHWU. HpI/I YBCIINMYCHUU OI[HOKpaTHOfI u
MHOKECTBEHHOM JI03 3CTeTpojia/ApocnupeHoHa (mo3a Obuia yaBOeHA) He HAOIHOAaNoCch

yBEJNINYEHUS HHA NpoLieHTa cyOobekToB, coodbmaromux o TEAE, au kommuectsa TEAE.
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Takum o00Opa3oMm, pasyMHO NPEIyCMOTPETh TOPMOHO3AMECTUTENIbHYI0 TEPANHI0 I

o0JierdyeHusi CHUMIITOMOB, CBSI3aHHBIX C MEHOIAy30MH, MPH KOTOPOH JHEBHAs 1034 3CTETPOJIA
cocTaBiseT OT 15 Mr, MUHUMAanbHas 3G peKTUBHAsK 1032, 10 20 Mr Wi gaxe 25 Mr, 9To AacT
BO3MOXKHOCTb JIy Il OLIEHUTh COOTHOIIEHHUE IMOJIb3bl U pHcKa. [IOBbIIIEHNE T03bI 3CTETPONIA
CBEpX MHMHUMAaJbHOW 3((eKTUBHON 03Bl 15 Mr B CyTKHM HOEHCTBUTENBPHO OOECHEUUT ele
ayqmyro 3¢dexruBHOCTh B ocnabnennn VMS 1 B mapaMeTpax, TaKuX Kak pe3opOLust KOCTH,
IpU COXPAHEHHMH OTIMYHOro mnpoduus Oe3zomacHocTH (BKIKOYass Oe3 OrpaHHYeHUs
HE’KeJaTeNbHbIE SIBIEHUS, KaK MpeACcTaBleHo Boime B pa3aenax E), 2) u G), u, B 4aCTHOCTH,
napameTpax JIMIUIOB U YPOBHsI IIFOKO3BI, MPEICTaBIeHHBIX Bbille B pasaene F) or 1) no 5).
IToBbIlIeHNE AO3bI 3CTETPOJIA CBEPX MUHUMAIBbHOH 3 (HeKTUBHON 10361 15 Mr B CyTKH TaKxe
JacT BO3MOXHOCTb OBbICTpeE€ IOCTHTHYTh OCHaONeHHs, KOTAa TMALUeHTbl HAYMHAIOT

FOPMOHO3aMECTUTECIIbHY IO TCPAIIHIO.
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dopmyna nzodpereHust

1. KOMHOSI/ILII/UI AJI IPUMEHECHUSA B ober1eHuu CHUMIITOMOB, CBA3aHHBIX C MeHOHaYSOfI,
A€ YyKa3daHHasdA KOMIIO3ULUA COACPIKUT 3CTeTpOJ'IbeII‘/'I KOMIIOHCHT, W T[A€ YyKa3aHHasa
KOMIIO3ULUA BBOAUTCA B CYTOYHOM KOJIMYECTBE, SKBUBAJICHTHOM OT l'IpI/I6J'II/ISI/ITe.]'IbHO 15 mr

10 MPHUOJIM3UTENIBHO 25 MT 3CTeTpoJIa.

2. KOMHOSI/ILII/UI AJisT IPUMEHCHUA 110 11 1, rac AOMIOJHHUTCIbHO NPHUMEHSCTCA BTOpPas

KOMIIO3ULuA, COACpKallast HpOFeCTOFeHHbIﬁ KOMIIOHCHT.

3. Komnosuuus aj1st npUMEHEHUs 1O 1. 2, TAe YKa3aHHbIA NPOreCTONeHHbIM KOMIIOHEHT

BBIOpaH U3 IPOCHHPEHOHA, IPOreCTEPOHA U TUAPOTECTEPOHA.

4. Komnosunus ans npUMeHEHus No 1. 2, TAe NPOreCTepOH BBOAUTCS B CYTOYHON 103€

ot 50 mr go 200 mr.

5. Komnozurust s MPUMEHCHUSA IO II. l, ra¢ OONOJJHUTEIBbHO NPUMECHSCTCA BTOpas

KOMITO3HULMSI, coneprkatas 0azenokcudeH.

6. Komnosunus mjisi mpuMeHeHHs 1o JrodoMy u3 mm. 2-5, roe yka3aHHasi BTOpas
KOMIIO3ULUA, COoacpKauas HpOFeCTOFeHHbIﬁ KOMITIOHEHT WJIH 63,36I[OKCI/I(1)6H, ABJIACTCA

AQHAJIOTUYHON KOMIO3ULMH, COAEPKALEH ICTETPOIbHbIN KOMIIOHEHT.

7. Komno3uuus 11is npruMeHeHHst 1o JI'000oMy U3 M. 1-0, rie 3CTeTpONIbHBIA KOMIIOHEHT

NPENCTaBIsieT COOO0I HCTETPOII, MPEAMOYTUTEHHO SCTETPOJIA MOHOTH/IPAT.

8. KOMHOSI/ILII/UI Al NPUMEHEHHSA 110 .HIO6OMy U3 MNpeabIaymmnx IMYHKTOB, TIA€

KOMIIO3ULUA COCTaBJICHA B BUAC €AUHULBI JO3HPOBAHUA OJI NIEPOPAJIBHOTO BBEACHUA.

9. Kommno3uuus ans npuMeHeHus no 1. 8, rlie €eAMHULA AO3UPOBAHUS ISl IEPOPATBHOTO
BBEJICHUS] COCTaBJIEHA TakK, 4TOOBI COOTBETCTBOBATH €IMHUIIE NO3UPOBAHUS C CYTOUHOU

TIO30H.

10. VYnakoBouHasi equHMIA, COAEpKallas MO MeHblIed Mepe 21, mpeanouTUTENIbHO IO
MeHbIIEH Mepe 28 KOHTEHHEpPOB Ul XPAaHEHMsl OTAEIbHO YIAKOBAHHBIX U OTHEJIBbHO
U3BJICKAEMBIX TBEPIBIX JIEKAPCTBEHHBIX (POPM IJIsI MEPOPATBHOTO BBEIAEHUS C CYTOUHBIMU

N03aMH, TIA€ KaKAbl KOHTEHHEpP COAEPKUT MO MEHbIIEH Mepe OJHy TBEPAYIO
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JeKapCTBEHHYIO (pOpMy IUIsl TepopasibHOTO BBEACHMS C CYTOYHOHM A030H, COAEp KAy OT

npuOIU3UTENBHO 15 Mr 10 MPUOIM3UTENBHO 25 MI 3CTETPOIIA.

11. VYnakoBouHass enuHuna no mn. 10, rae ynakoBOYHAas €AWHULIA JONOJHUTEJIbHO
comepkuT 1o MeHbiield mepe 10, mpemmourwrensHo 12, Oonee mpeanodTuTeNnsHO 14
JOMOJIHUTENbHBIX KOHTEHHEPOB JJIs1 XPAaHEHUs OTHENbHO YMNAKOBAHHBIX U  OTHEJIBHO
U3BJIEKAEMbIX, MPEANOYTUTENHO TBEPABIX JIEKAPCTBEHHBIX (OPM Ui IEpPOPaIbHOrO
BBEJICHUs, T1€ KaKAbIA NOMOJHUTEIbHBIM KOHTEHHEP CONEPIKUT MO MEHbIIEH Mepe OHY,
NPEATIOYTUTENbHO TBEPAYIO JIEKAPCTBEHHYIO (OpMy IJIsl NEpPOPANbHOTO BBENEHUS C

CYTOYHOM 1030, COAEPIKALIYH) MPOreCTOr€HHBIN KOMIIOHEHT.

12. YnakoBouHass eauHuna no m. 11, rae ykasaHHBIM IPOreCTON€HHBI KOMIIOHEHT

BBIOpPAH U3 IPOCIUPEHOHA, MPOTreCTePOHA U AUAPOTreCTEPOHA.

13. VYnakoBouHast eauHMLA MO M. 12, rAe yKa3aHHBIM NPOTeCTOT€HHBbI KOMIIOHEHT
NpEeCTaBJIsIeT COOON MPOTreCTePOH, U Iie KaX/blil YKa3aHHBIN JOMOJHUTENbHBIA KOHTEIHEp
COIEPIKUT 1O MEHbIIEH Mepe OAHY JIEKAPCTBEHHYIO (pOpMy JUIs MepOpabHOIO BBEAEHUS C

CYTOYHOM 1030, CoaepKalnyro mpudau3nuTesbHo 200 Mr mporecTepoHa.

14. VYnakoBouHass eauHuna no n. 10, rae ynakoBO4YHAas €AMHHULA JOMOJHUTEIbHO
COZIEPIKUT TaKOE€ K€ KOJUYECTBO AOMOJHUTENbHBIX KOHTEWHEPOB ISl XPAHEHUs OTHEIbHO
YIAaKOBAHHBIX U OTAEJIBHO M3BJIEKAEMBbIX, MPENNOYTHTEIBHO TBEPBIX JIEKAPCTBEHHBIX (hopm
IUIsl TIEpOPAJIbHOTO BBEAEHUS C CYTOYHBIMH J03aMH, TA€ KaXKAbli JOMNOJHUTEIbHBIN
KOHTEHHEp COAEP>KUT MO MEHbILIEH Mepe OAHY, NPEANOUYTUTEIbHO TBEPAYIO JEKAPCTBEHHYIO
¢dopMy I TEpOpaNbHOTO BBENEHHS C CYTOYHOW JO30H, CONEpIKAaIlyr MPOTreCTOreHHBIN
KOMIIOHEHT, I7l€ MPEeNNOYTHTEIbHO YKAa3aHHBII MPOTEeCTOreHHbI KOMIIOHEHT BbIOpaH U3
APOCTIMPEHOHA, TPOTeCTepOHa M AMAPOTeCTepOHA, TAe eme Oonee NPEeArnoYTUTEHEHO
YKa3aHHBbI TPOTeCTOTeHHBII KOMITOHEHT TMpPEACTaBJsieT COOOH MpOrecTepoH, W rae
YKa3aHHbBII JOMOJHUTENbHBIN KOHTEHHEP COAEPKUT MO MEHbLIEH Mepe OJIHY JIEKAPCTBEHHYIO
dopMy I mEepopaNbHOTO BBENEHHS C CYTOYHOW MO30H, COAEp KaIlyro MPHOIH3UTEIBHO

100 mr nporecrepoHa.

15. VYnakosouHass equHuna no n. 10, rae kaxaas ykasaHHas TBepAas JEKApCTBEHHAs
dopmMa nIsT MEpOpPaNPHOTO BBEAEHUS C CYTOYHOH JO030H JOMOJHUTEIBHO COHEPIKUT

HpOFeCTOFeHHbIﬁ KOMIIOHCHT.
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