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COEJMHEHUA U ITYTHU UX TIPUMEHEHUSA JIA OBJIEI'YEHUSA
CHMIITOMOB, CBAA3AHHBIX C MEHOIIAY30M

O0JacTh TEXHUKH H300peTeHus1

Hacrosimmee mu3oOpereHne OTHOCHTCS K TOPMOHO3aMECTHTEIBHON Tepanuu, K CBSI3aHHBIM C
Hel COEAMHEHWsIM W K CBA3aHHBIM C Hell YNAaKOBOYHBIM €IUHHLIAM JUI OOJerdeHus
CHUMIITOMOB, CBSI3aHHBIX C MEHOIAy30M, NMPHU 3TOM Takasl Tepanusi OCHOBaHA Ha BBEACHUU
CaMK€ MJIEKOMUTAIOIEro 3CTETPOJILHOIO KOMIIOHEHTAa B YKa3aHHBIX CYTOYHBIX [103aX,

HE00s13aTEILHO B KOM6I/IHaLII/II/I C MPOreCTOr¢HHbIM KOMITIOHECHTOM.

Kak momgpoOHO ommcaHO B JaHHOM JOKYMEHTE Jaiee, Takas Tepanus AeMOHCTPHPYET
CTaTUCTUYECKH 3HAYUMYyK 3((EeKTUBHOCTb BMECTE€ C ONaronpusiTHBIM npoduiaeM s
noOo4YHbIX 3((EeKTOB MO CpPaBHEHHWIO C JAOCTYIHBIMH B HACTOsIIEe BpeMs CrocodaMu

o0JierueHust CHMITOMOB, CBSI3aHHBIX C MEHOIAy30MH.
IIpeanochliku co3gaHus H300peTeHHs

Tepmun «ropmonosamecturenbHast tepamusy (HRT) wucnonbsyercs mns ommcanus b0
NPUMEHEeHHs] CBOOOIHOIrO 3CTPOreHa (Uil SKEHINHH, MEePEHECUINX THUCTEPIKTOMHIO), JIHOO
KOMOWHHPOBAHHOW 3CTPOTreH-NPOTeCTUHOBON Tepanuu (ISl JKeHLIWH, Y KOTOPBIX MaTKa
coxpaneHa). llensto HRT sBnsieTcss ycTpaHeHHE CHMIITOMOB MEHOINAy3bl, MPEKIE BCEro
Ba30MOTOPHBIX cuMnTOMOB (VMS), Takux kak npriuBel. Jlpyrue 3a001eBaHus] U CUMITOMBI,
CBsI3aHHBIE C MIEPUMEHOINAY30i U MEHOIAy30H, KOTOPbIe OTBEYAIOT HAa TEPAIMTUIO SCTPOTEHOM,
BKJIFOUAIOT OCTEOIOPO3, BAarMHAIBHYIO aTPOPHUIO M HApPYIIEHHs CHAa (KOTAa OHH CBSI3aHBI C

NPUIIMBAMH).

VMS 3augacTyi0 BO3HHKAIOT B MO3AHUNA MEHONAy3aJbHbIH MEPEeXOA U PAHHIOK IOCT-
MeHonay3y. VMS npencraBnsioT co0oil Hanbojee 3HaYUTEIbHbIE KaJoObl IPH MEHOTAy3€.
ITo ouenkam, mpubIM3UTENHEHO 75% >KEHIIMH BO3pacToM Oosiee yem S50 et OynyT cTpanmaTh
ot npunmusoB (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).

BONBIIMHCTBO HMCHBITHIBAIOT MNPpUIIUBBI B TCUCHUEC HpI/I6J'II/ISI/ITeJ'IbHO ABYX JIET, XOTs OKOJIO
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10% ctpanaror B Teuenue Oonee yem 10 net (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 cnocoOGcTBoBaTh (PU3NIECKOMY U
NICUXOCOLIMAIbHOMY HApPYLIEHHIO C TMOCJIEAYIOIIMM CHIDKEHHEM KauecTBa JKU3HH H
NPEACTABISIIOT COOOM OOHY M3 OCHOBHBIX IIPUYMH TOTO, IIOYEMY JKEHLIMHBI MOTYT
o0pamarbesi 32 MEIUIIMHCKON MOMOIIBIO B Tiepuo MeHomnay3bl (Santoro, 2008 »Symptoms of

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

OnuTenuanbHas BBICTHJIKA BJIAraliMIa W YPETPbl OYEHb YYBCTBUTEJIbHA K SCTPOTEHY, U
HEJIOCTATOK S3CTPOr€Ha MNPUBOIUT K HMCTOHYEHHIO OOOUX SIUTENHEB. JTO MPHBOAHT K
ByJIbBOBaruHaibHOU atpoduu (VVA) u skamobaM mpu MOUYEHCIYCKAHWUH, YTO BbI3bIBAET
CHMITTOMBI CYXOCTH BO BJIAraJIMINe, 3y/a, TUCTIAPEYyHUH, TU3YPHUH, HYACTOTO MOYEUCITY CKAaHUsI
U TOBBIIEHHOIO PUCKA PELMIMBHPYIOIINX HH(PEKIHH MOYEBBIBOASIIMX MyTeil. B Hadase
2014 r. MexxayHapoaHOe COOOIIECTBO MO UCCICAOBAHUIO KEHCKOTO CEKCYaTbHOTO 3I0POBbSI
(ISSWSH) u CeBepoamepukanckoe 001mecTBo o u3ydeHnto MeHomnay3sl (NAMS) yTBepaniu
HOBYI0 TEPMHUHOJIOTHIO «MOYENOJIOBOM cuHAPOM MeHonay3bl (GSM)», 3aMeHSOIyIo
tepmuHONOrHI0 VVA. OOOCHOBaHME [JIsi HCIOJIb30BAaHMUS 3TOH HOBOW TEPMHUHOJOTHU
3aKJIFOYAETCs B TOM, 4TO TEPMUH VVA OBl CIIUIIKOM OrPaHUYUTEIbHBIM, TOTJa KaK TEPMHUH
GSM Opin Oonee IIMPOKHUM M BKIKOYAJI CHMITOMATHUECKYyr0 VVA, a Takke CHMITOMBI
HIDKHUX MOYEBBIBOMSALINX IMyTeH, CBSI3aHHBbIE C HIU3KHUMHU YpOBHsIMHU dcTporeHos (Portman et
al., 2014, «Genitourinary syndrome of menopause: new terminology for vulvovaginal atrophy
from 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 TPUHSATA B PYKOBOACTBE JUIS TMPOMBILLIEHHOCTH,
BeinyeHHoH FDA u EMA, a cienoBaTesibHO B TAHHOM JOKyMEHTe OyJeT UCIOJIb30BaThCS

TepmuHoJorus VVA.

Tepamuss 3CTPOre€HOM OCTAeTCsl 30JOTHIM CTAHAAPTOM UL OCJAOJIEHHS CHMITTOMOB
MeHonay3bl, B yacTHocTd VMS. Tlo Bceil BHAUMOCTH, BCe CIIOCOOBI BBEACHUS OJUHAKOBO
spdexTuBHBl Ui OCnabNieHUs CHMIITOMOB, OJHAKO WX MeTa0omuueckue 3(PQeKTs
OTIIMYAIOTCA. OJCTPOTeHbl HEOOXOOMMO BBOAWMTH  HENPEPHIBHO, MPOLLIBIE  CXEMBI,
BKJIFOUAIOIIME BBEACHUE 3CTPOreHa OT AHsA 1 10 aHA 25 KalneHJapHOro Mecsua, CYUTAKTCS

yCTapeBUINMHU. 3a4acTy0 y KEHIIMH BO3HUKAIOT VMS B TeueHHe NHEH mepepbiBa, U MpPH
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9TOM OTCYTCTBYIOT KakHe-JIMOO H3BECTHbIE npeumMymecTtsa Ajid OCTAHOBKH B TCUCHUC

HECKOJBbKHUX THEN KA KIbIM MECSILI.

C nomompro cymectsyromeii HRT Bce keHIIMHBI CO 340pOBONH MAaTKOW HY’KAAIOTCS B
IIPOreCTUHE, B JOMOJHEHUE K 3CTPOreHy, M NPeayPeKIeHNs TUIEPIUIa3Ul SHAOMETPUS U
NOCJIEAYOLIEH KapLIUHOMBI, KOTOpasi BO3HUKAET yke yepe3 6 MeCsLeB Tepanuy 3CTPOT€HOM.
ITporecTH MOXKHO BBOAHMTH HEMPEPHIBHO WJIM TMOCIenoBaresibHO (Hampumep, ot 10 mo 14

IHEU KaKIblii MECSL WK B TeueHue 14 nHe Kakabie 3 Mecsna).

Tepanus scTporeHoM npencrasisier codoit Hanbonee s dexruHoe eyerne VMS B nepuon
meHomnay3bl, npumensieMoe B CIITA u Espone. Ilocie mpobiiem 6e30MacHOCTH, OMUCAHHBIX B
NepBUYHBbIX MyOnukanusx MHMIMATHBBI MO OXpaHe 3710poBbs JkeHUIMH (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 c
NPOOJKEHNUEM 3aIIPOCOB CYOBEKTOB B OTHOLIEHHH JIEYCHHS, Y Bpaueil BO3HUKIIA MPoOJeMa,
KOTOpasi 3aKJIoYajach B ONPENEIeHUHd CaMON HU3KOW 3()()EeKTHUBHOW MO3bI 3CTPOreHa IJis
oOnerueHust cMMNTOMOB MeHonay3bl (Simon et al., 2007, «Menopausal hormone therapy for
vasomotor symptoms: balancing the risks and benefits with ultra-low doses of estrogen»
Expert Opin Investig Drugs 16(12): 2005-2020). Kpome Toro, cnoxHo paspaboraTe Oojee

0e30macHbIi A3CTPOreH, YeM Te, KOTOPbIe IPUMEHSIOTCS B HACTOSIIEE BPEeMs.

B ny6mukxanuu 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) coolmmaercsi 0 4aCTUYHO PAHAOMHU3UPOBAHHOM MCCIIEIOBAHUH MHOTOKPATHOTO
NOBBIIIEHHsT J103bl 0€3 KOHTpons Imianebo y 49 JKeHIIMH B MOCTMEHOMay3e, KOTOpbIE
noJiy4ajiy ubo 2 Mr 3CTeTpoJia, OO 2 Mr 3CTpaauojia-Baiepara B CyTKH B TedeHue 28 nHel
(paHIOMM3MPOBAHHAS YACTh UCCIIEAOBAHMUS) C TIOCENY FOIIUM yBearndeHneM 10361 10 10, 20 u
40 Mr scrterpoia B CyTKH (HEpaHIOMH3HPOBAHHAS YacTb HCCIENOBAaHUS). ABTOpPBI
HACTOSIIIEro n300peTeHust cpaBHIIN 3()(PEKTUBHOCTD 3CTpanuoia-pajepaTa (2 Mr) U TOJBKO
aByX 103 screrpona (2 u 10 Mr) B OTHOLIEHUN OCNabJIeHUsT MPUIUBOB y CYOBEKTOB € > 35
NPUINBOB B HEAENIO NMPU CKPUHHUHTrE (MpUMedaHue a. K Tabmuue 1). ABTOpBI HACTOSLIETO
M300peTeHNst COOOINAOT O CHIKEHUN CPEAHEro KOJIMYECTBA PHIIMBOB U MOTOOTACIICHHUS YIKe
Ipu 03¢ 2 MI 3CTETpONa B CYTKHM, B TO BpeMsl Kak ObUIO OOHApPYKEHO, YTO TOJIIHUHA
SHOMETPHsI ObUTa CTAOMIIBHOM B TPYIIE 2 MI 3CTETPOJIA, HO yBENIWYMBajiach B rpymnmne 10 mr

acTerposia (BKparue).
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W3 naHHOTO HCCNIeIOBaHMS, TIOCKOJIBKY aBTOPBI HACTOSIIETrO N300peTeHus He u3mepsuin VMS

B rpymnmnax screrposa 20 mr u 40 mr, cienuanucty OyaeT O4eBUAHO, YTO aBTOPBI HACTOSIIIETO
H300peTeHNs pacCMaTPUBAIU TOJIBKO Oojiee Hu3kue 103blI (2 Mr 1 10 Mr) moaAXonsALIMME 1Jist
neuennss VMS. Kpome Toro, crieruanuct nolMer, 4To CyTOYHAas 03a 2 MI' 3CTETPOJIa CTOJIb
xe 3pdexkTuBHa, kKak M cyTouHas mosa 10 Mr screrpona Uil YMEHBLICHUS KOJHYECTBA
NPUIMBOB B CyTKH (cM., Hampumep, ¢urypy 3 B Coelingh Bennink et al., Maturitas, 2016).
Kpowme Toro, B myOMKaumy CeHUaIMCTy COOOMAET s, YTO CyTOYHAS 1032 2 MI' HE U3MEHSIET
TOJIIIMHY SHIOMETPUS, B TO BpeMsl Kak CyTouHas no3a 10 Mr oOka3plBaeT 3HAYHTEJIbHBIN
3¢ ¢eKT B OTHOIIEHUH TOJIIHHBI SHAOMETpUs (cM., Hanpumep, purypy 2 B Coelingh Bennink
et al., 2016). Takum 0Opa3oMm, CrIEUATUCT CMOT OBI CIIEaTh BHIBOI O TOM, YTO MUHUMAJIbHAS

s¢dexTrBHAs 1032 3CTETpOIa s iedeHuss VMS cocTaBiisieT 2 Mr B Cy TKU.
Kpatkoe onucanue usodpereHust

B KOHTeKCTE€ BBIIEW3JIOKEHHOTO aBTOPBl HACTOSINEr0o HM300pETEeHHs HEOXKUJAHHO
OOHapy KWK, YTO MHHUMAasbHas 3(@dexkTuBHas no3a dcTeTpoia mns obnerdenus VMS vy
KEHIIMH B TMEPUMEHOINay3€e U IOCTMEHOIAay3e COCTaBJISAeT MNPUONU3UTENBHO 15 Mr

€KECYTOUHO.

Onpenenenve MUHUMAJIbHONH 5()PEKTUBHON 03Bl JOEHCTBUTENIBHO 3aBUCUT OT psiza
IIapaMeTpPoOB, KOTOPbIE YUHUTHIBAIOT HE TOJBKO cpenHee konuuecTBO VMS B cyTku (kak B
npuseneno B Coelingh Bennink et al B Maturitas, 2016), Ho u TspkecTb VMS, a Takxke

B3BCHICHHY IO OLICHKY 3a HEACIIIO, KaK JOIIOJIHUTEIbHO OMNPEACICHO B JAHHOM JOKYMCHTE.

Takum oOpaszom, ¢ Touku 3peHus 3PPEeKTUBHOCTH HEOKHMIAHHO ObLIO OOHAPYIKEHO, YTO IS

noJy4eHus onpeneneHHoro 3¢ dexra B orHomernnn VMS TpeboBanack cyTouHas 1o3a 15 mr.

Kpome Toro, aBTOpBI HACTOALIEr0 M300peTeHUs OOHAPY KUJIHM, YTO HEKOTOpbIE MOOOYHBIE
3¢ }eKThl TaHHOTO JIEYECHUS], BbIPAKAIOLIUECS, HAPUMEpP, B KOJHMYECTBE BO3HHKIIUX MOCIE
Hauana JedeHuss HexenarenbHelx siBieHuil (TEAE), wim B KOmMYecTBE MaLUEHTOB,
BBIXOZSIIIUX W3 WCCJICAOBAHUS B KaKAOW TPYIE, WM B YHCIEe OWOICHI, MPOBEACHHBIX B
KOKIOWU TpymIe, CTPEMATCS K AOCTWKEHMIO IUIATO MpU A03€ OKOJO 10 Mr B CyTKM U HE
YXYALIAOTCS TP JaJbHEHIIEM MOBBINEHHH 103bl. HeoxknmaHHO OBLIO YCTAaHOBJIEHO, YTO
HEKOTOpBIE M3 3THX IMapamMeTpoB (PaKTHUECKH BO3BPAINAIOTCS K MPEIbIAYLINM 3HAYEHUSM OT
10 Mr 1o 15 Mr execyTOYHO, yKa3biBasi TAKUM OOpa3oM Ha TO, YTO HEXKEJIATEJIbHBIC SIBJICHHS

MOTyT ObITh O0JIee TEPIUMBIMH, B CIIy4dae €CJH 103a npeBbimaer 10 Mr B CyTKH.
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Ha ocHOBaHUM 5TOro HEOXKMIAHHOIO OTKPBITUS U B PE3YyJIbTATE U3MEPEHUN, IMPOBEICHHBIX

IpU BBEAECHUU CYTOYHBIX 7103 20 Mr u 30 Mr, aBTOPBI HACTOSINErO M300PETEeHUs] MPHUILIA K
HEOXXMJAHHOMY BBIBOJly O TOM, YTO ONTHMAJIbHAS CYyTOYHAs 1032 SCTETPOJA Il OOJIerdeHust
VMS y XeHIIMH B MOCTMEHOIAy3€ HaXOAUTCA B Auana3oHe oT 15 mr po 25 mr. JlaHHBIH
AMAna3oH /03 AEHCTBUTENBPHO JaeT BO3MOXKHOCTb HAOMIONATh CTATUCTHYECKU 3HAYHMBIE
s¢dexTsl B oTHOIIEHNH VMS, Kak Moka3aHo B mpuMepax, odecreunsast Ipy 3TOM yAep:KaHue

no00YHBIX 3P PEKTOB JIeUSHHST B IPUEMIIEMOM JHANa30He 3HAYSHUN.

B cnenyromux npoHymMepoBaHHBIX NyHKTax 1-14 omnmcaHbl BapuaHTBl OCYILECTBIICHUS

HACTOSIILETO U300PETeHUSI.

1. KOMHOSI/ILII/ISI AJIA IPUMCHCHUS B o0er4eHuu CHMIITOMOB, CBA3aHHBIX C MGHOH&yBOfI,
rAc YyKasaHHass KOMIIO3HUIHUA COACPKUT 3CTeTpOJ'IbHI:>II\/'I KOMIIOHEHT, U TA€ YKa3aHHYIO
KOMIMNO3ULUIO BBOAAT B CYTOYHOM KOJIMYCCTBE, SKBUBAJICHTHOM OT HpI/I6J'II/ISI/ITeJ'IbHO 15 mr J0

NpUOIM3UTENBHO 25 MI 3CTETPOIA.

2. KOMHOBI/IHI/IH AJiil TIpUMCHCHUA B o0eryeHnun BA30OMOTOpPHBIX  CHMMIITOMOB,
BbI6paHHbIX U3 MPUITHUBOB, MPUCTYIIOB MOTIUBOCTH, CJIIyYacB HOYHOH MOTJIMUBOCTH, CIIydacCB
03H06a, MOBBILIECHHOI'O0 TMOTOOTACIICHUA, CJIYYa€B YYalllCHHOr'O CepI[I_Ie6I/IeHI/Iﬂ Hn HX
KOM6I/IHaI_II/II\/’I, A€ YKasaHHasd KOMIIO3UIHSA COACPIKUT 3CTeTpOJ'IbeII\/'I KOMIIOHCHT, MU TOC
YKa3aHHYI0  KOMITO3UIIHUIO BBOOAT B CYTOYHOM  KOJIMYUCCTBEC, OSKBUBAJCHTHOM  OT

NpUOIU3UTENBHO 15 Mr 10 MpUOIU3UTENBHO 25 MI 3CTETpOIIA.

3. Komnosuuuss st npuMeHeHuss B OOJErdYeHWHu SMOLMOHANBHBIX — ACTIEKTOB
MEHOMNAay3aJbHOTO TMepPexoa, BBIOPAHHBIX U3 JEMPECCHH, Pa3IpakKUTEbHOCTH, NEPEMEH
HACTPOEHHsI, OECCOHHHIIbI, HAPYLICHUS CHA, TPEBOXKHOCTH, HEPBHOTO HANPSUIKEHUS U UX
KOMOWHAIMH, TI7ie YKa3aHHAs KOMITO3ULMS COIEPXKHUT 3CTETPOJIbHBIA KOMIIOHEHT, U THe
YKa3aHHYI0 KOMIO3MLIMIO BBOAAT B CYTOYHOM KOJIUYECTBE, SKBUBAJIEHTHOM OT

npUOTU3UTENBHO 15 Mr 10 MPUOIM3UTENBHO 25 M 3CTETpOa.

4. Komnosmuuss 1i1st npuMeHeHHMss B OOJerdeHud (HU3HOJNIOTUYECKHX — ACIEKTOB
MEHONAay3aJbHOTO MEePexXo/a, BEIOPAaHHBIX M3 OOJHM B CyCTaBaxX, MOTEPU IUIOTHOCTH KOCTEH,
uH(pEKINH MOUEBBIBOAALINX IyTEH, HENEp’KaHWs MOYM, CYXOCTH BJIArajidina, OIyINEHUs
MaTKH, U3MEHEHHH B TEKCType KOXH, HaOopa Beca, QUCIAPEYHUH, CEePIeYHO-COCYAHMCTHIX

3a0oneBaHnii, nuabera W WX KOMOHMHALMH, TI7e VYKa3aHHAs KOMIIO3UIUS COAEPIKHUT
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3CTeTpOJIbeII>'1 KOMIIOHECHT, U I'’I€ YKa3aHHYI0 KOMITIO3MIUKO BBOAAT B CYTOYHOM KOJIMYCCTBE,

SKBUBAJIEHTHOM OT MPUOIU3UTENBHO 15 Mr 10 mpubnu3uTeapbHo 25 Mr scTeTpoa.

3. Komnosunuss s npuMeHeHUss B CHIDKEHUHM d4acToTel VMS, Tsxectu VMS,
B3BELIEHHON OLIEHKM MPHJIMBOB 3a HENENI0, CYXOCTH BJAarajuila, IUCHApeyHUH U HX
KOMOMHAIMHA WM JJIsl NPUMEHEHHs B YJYYIIEHHH KavecTBa JKU3HH B COOTBETCTBHU C
onpocHrkamu MRS w/mnu MENQOL, raoe ykazaHHast KOMIIO3ULHSI COAEPIKHUT SCTETPOJIbHBIH
KOMIIOHEHT, M TJ€ VYKa3aHHYI0 KOMIIO3MLIMIO BBOASIT B CYTOUYHOM KOJIUYECTBE,

SKBUBAJIEHTHOM OT MPUOJIU3UTENHHO 15 MT 10 MpuOIU3UTEIBHO 25 M 3CTeTpoa.

6. Komno3uuus 11t MpuMeHeHHsT COTIIACHO JIFOOOMY M3 IPUBEIEHHBIX BBIIIE MyHKTOB |-
5, rae KOMIIO3ULIUIO BBOJAT €XKECYTOYHO B T€UEHHUE MO MEHbIIEeH Mepe 1, Mo MeHbluel Mepe

2, o MeHbLIeH Mepe 4, TI0 MeHbIIeH Mepe 6, o0 MeHbLIEN Mepe 12 Henenb.

7. Komnosuuusi 1i1sf TOpuUMEHEHHs COIJIacHO Jro0OMy H3 TYHKTOB 1-6, rrhe
JOMOJHUTENBHO MPUMEHSIOT BTOPYK) KOMIO3MLMIO, COAEPXKAUYI MPOreCTOreHHBIN

KOMIIOHEHT.

8. Komnosuuus aist NpUMEHEHHs! COMIACHO MYyHKTY 7, TI€ yKa3aHHbIN MPOreCTOreHHbIN

KOMITIOHEHT BBIOPAH U3 JPOCIHPEHOHA, IPOreCTEPOHA U TUAPOreCTEPOHA.

9. Komnosunus and NpUMEHEHHUs COIJIACHO MyHKTy 7, TAe NpOrecTepoH BBOAAT B

cyTo4HOM 1o3e oT 50 mr 10 200 mr.

10. Kommosuiiuss 1ajis  TOpUMEHEHHUs COMJIACHO JioOOMy U3 TyHKTOB 1-6, rhe

JOTIOJTHUTETHHO MPUMEHSIIOT BTOPYI0 KOMITO3UIHIO, COAep KaIly 0 OazenokcudeH.

1. Komno3uuus 11si mpUMEHEeHUs1 COrjlacHO JIoboMy H3 MyHKTOB 7-10, rae yka3aHHas
BTOpast KOMIIO3ULMSI, COAep:Kalasi MpPOTeCTOreHHbIH KOMIIOHEHT Wi 0Oasenokcuden,

SIBJISIETCS AQHAJIOTUYHOW KOMIIO3ULIMY, COAEPIKALLEH 3CTETPOJIbHBIN KOMITOHEHT.

12. Komnosuuusi s npuUMEHEHHs corjacHo Jirobomy w3 mnyHkrtoB 1-11, roe
3CTETPOJIBHBIM KOMIIOHEHT IIPENCTABIsieT COOOH 3CTeTpPOJ, MPEANOYTUTENBHO 3CTETPOJA

MOHOTHPAT.

13.  Komnosuius 1isi IPUMEHEHUs] B COOTBETCTBUU C JIFOOBIM U3 MPEABIAYINNUX ITyHKTOB,

A€ KOMIIO3ULUA COCTABJICEHA B BUAC CAWHULIBI JO3UPOBAHUA IJIS IEPOPATIBHOI'O BBEACHU.
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14. Komnosuuus st npuMeHeHusl COrJIaCHO NMYyHKTY 13, rae eguHuua JO3UPOBAHUS AJIS

NEPOpaJbHOrO BBEACHUA COCTABJICHA TaK, 4TOOBI COOTBETCTBOBATD CAMHUIEC OO3HMPOBAHUA C

CYyTOYHOM 1030M.

B crnenyromux nmpoOHyMEpPOBaHHBIX MyHKTax 15-28 omucaHbl NOMOJHUTEIbHbIE BapUAHTHI

OCYILIECTBJICHU HACTOALIETO I/I306peTeHI/I$I.

15.  Cnocob6 oOnerdeHuss CHMITOMOB, CBS3aHHBIX C  MEHOINAy30H, KOTOPBIA
NpeayCMaTPUBAET BBEAEHHE KOMITO3MLIUM, CONEpPIKALIel SCTETPONIbHBI KOMIIOHEHT, B
CYTOYHOM KOJIMYECTBE, SKBHBAJEHTHOM OT MPHUONU3UTENBHO 15 Mr 10 MpUOIU3UTENBHO

25 Mr acrerpoda.

16. Cnoco® oOnerdeHusi Ba3OMOTOPHBIX CHMIITOMOB, BBIOPAaHHBIX W3 MPUJIMBOB,
NPUCTYNIOB TOTJIMBOCTH, CIIy4aeB HOYHOH MOTIMBOCTH, CJIy4aeB O3HOOA, TMOBBILIEHHOTO
MOTOOT/IENICHHUs], CJIy4aeB YYAIEHHOro cepauedueHuss W MX KOMOHMHAUMWH, KOTOPBIM
NpeayCMaTpUBAeT BBEACHHE KOMIIO3UIMM, COJEpKalllell 3CTeTPONbHbI KOMIIOHEHT, B
CYTOYHOM KOJIMYECTBE, SKBHBAJIEHTHOM OT MPUOIM3UTENBbHO 15 Mr no npuOIM3HTENbHO

25 Mr acreTpoda.

17.  Cnoco® oOnerdeHuss SMOLMOHAJBHBIX AaCIEKTOB MEHOIAy3aJbHOIO Iepexona,
BBIOPAHHBIX W3 JENPECCUH, Pa3APAKUTENBHOCTH, TEPEeMEH HACTPOeHMs, OECCOHHHUIIBI,
HApYIIEHHUs] CHA, TPEBOXXHOCTH, HEPBHOTO HANPSDKEHHS W HMX KOMOMHAIMH, KOTOpPBIH
NpeIyCMaTPUBACT BBEACHHE KOMIIO3ULMM, COAEpKalel 3CTETPONbHBIA KOMIIOHEHT, B
CYTOYHOM KOJIMYECTBE, SKBHUBAJIEHTHOM OT MNPUOIM3UTENBHO 15 Mr n0o npuOIM3HTENbHO

25 Mr acrerpora.

18. Crnocob obnerdeHus (HpU3MOJIOTHYECKHX aCMEKTOB MEHOMAy3aJbHOrO Tepexona,
BBIOpaHHBIX M3 OOJIM B CyCTaBaX, MOTE€PH IUIOTHOCTU KOCTeW, MHPEKILMHA MOYEBBIBOISIINX
nyTel, Hemep KaHUsi MOYH, CYXOCTH BJarajiuina, ONyIIeHHs MaTK{, U3MEHEHHH B TEKCType
Koku, Habopa Beca, AUCHAPEYHHH, CEPIASYHO-COCYIUCTHIX 3abojeBaHuil, muabera W uX
KOMOMHAIMH, KOTOPBIH  NpPeAyCcMaTPUBAeT  BBEACHHE  KOMIIO3UIUH,  COAEpIKallei
SCTETPOJIbHBIA KOMIIOHEHT, B CYTOYHOM KOJHMYECTBE, YKBUBAJICHTHOM OT MPHUOJM3HTEIBHO

15 Mr 1o npuOAM3UTENBHO 25 MT 3CTETPOIA.

19. Crniocob cHmxernus: yactotel VMS, Tskectit VMS, B3BEIIEHHON OLIEHKH MPUIIMBOB 32

HEJeJF0, CYXOCTH BJIAraliuIlNa, TUCIAPEYHUH M WX KOMOWHALMN, WJIN yJIyYIICHUS KadecTBa
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JKU3HU B cooTBeTCTBHU ¢ onpocHukamMu MRS w/umn MENQOL, koTopbIii ipenycMaTpuBaeT

BBCACHHEC KOMITO3UIINH, conepmameﬁ 3CTeTpOHbeII>'I KOMIIOHEHT, B CYTOYHOM KOJIMYECTBE,

SKBUBAJIEHTHOM OT MPUOIU3UTENBHO 15 Mr 10 mpubmu3uTeapbHo 25 Mr scTeTpoa.

20. Cnocob cornacHo r000My M3 MPHUBEACHHBIX BbIIIE MyHKTOB 15-19, roe koMno3uuuro
BBOZAT €KE€CYTOYHO B TEUEHHUE MO MEHbIIEH Mepe 1, o MeHbLIel Mepe 2, 0 MEeHbLIEeH Mepe

4, no MeHblIeH Mepe O, o MeHblel Mepe 12 Henenb.

21.  Cnocob cornacHO Jr0OOMy U3 MyHKTOB 15-20, rie AOMOJHHUTENBHO BBOISAT BTOPYEO

KOMIIO3ULUIO, COACPIKAITY O HpOFeCTOFeHHbeI KOMITIOHECHT.

22. Crnoco® cornmacHo myHKTY 21, TA€ YKa3aHHBIA MPOTeCTOr€HHbI KOMIIOHEHT BBIOpaH

N3 JPOCIHUPEHOHA, MPOreCTepoOHa U AUAPOTreCTEPOHA.

23. Criocob cornacHO MyHKTY 22, rae MporecTepOH BBOIST B CyTOYHOM 03¢ oT 50 Mr 1o
200 mr.
24.  Cnocob cormacHO J00OMy W3 MyHKTOB 15-20, rie AONOJHHUTENBHO BBOISAT BTOPYIO

KOMTIO3HIIHIO, CoeprKainyro 6asenokcudeH.

25.  Cnocob coriacHO moOOMYy M3 NMyHKTOB 21-24, rne ykasaHHas BTOpask KOMITO3HIIMS,
colepiKalasi MPOTreCTOTeHHBbI KOMIOHEHT WM 0Oa3emoKCH(]eH, SBISIETCS aHAJOTMYHOM

KOMITO3ULIUH, COAEPIKALIEH 3CTETPOIbHBIN KOMITOHEHT.

26. Crocob cormacHo J000OMy M3 MyHKTOB 15-25, rae 3CTETPONBbHBIA KOMIIOHEHT

npeACTaBysieT COOOH 3CTETPOI, MPEANOYTHTEIBHO SCTETPOIA MOHOTHAPAT.

27.  Cnocob cornacHo JFOOOMY U3 MPEIbIAYyLINX MyHKTOB, I7I€ KOMIIO3HIHS COCTABJICHA B

BUAC €AMHHULIBI JO3UPOBAHUA I MEPOPAJIBHOI'O BBEICHUA.

28. Croco® cormacHo mnyHKTY 27, TOE €AMHULA JO3UPOBAHUS MJISI TEPOPATBHOTO
BBECJICHHA COCTAaBJICHA Tak, 4TOOBI COOTBETCTBOBATD CAUHULEC OO3HUPOBAHUA C CYTOHHOP'I

TIO30H.

B crenyromux npoHyMEpOBaHHBIX NMyHKTax 29-42 omucaHbl JONMOJHUTEIbHBIE BaPUAHTHI

OCYyHIECTBJIICHUA HACTOSALICTO I/1306peTeHI/I$I.
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29.  Ilpumenenme 53(¢dexTHBHOrO  KONIUYECTBA  OCTETPOJBHOIO  KOMIIOHEHTa B

HU3rOTOBJICHHHM KOMIIO3HULIMH JJIA obJierueHust CHUMIITOMOB, CBA3aHHBLIX C MeHOHay30ﬁ, rac
3CT€TpOJ’IbeIﬁ KOMIIOHCHT TMPUMEHAKOT B CYTOYHOM KOJIMYECTBE, OJSKBUBAJCHTHOM OT

npUOIU3UTENBHO 15 M 10 MpUOIU3UTENBHO 25 MI 3CTETpoIIA.

30.  Ilpumenenume 5(GQEKTHBHOTO  KOJIMYECTBA  SCTETPOJILHOIO  KOMIIOHEHTa B
HU3TOTOBJICHUU KOMIIO3HUIIUUN OJIsA o0eryeHus Ba3OMOTOPHBIX CHMIITOMOB, Bbl6paHHbIX us3
NPUJIMBOB, TPUCTYIOB TMOTJIUBOCTH, CJIy4aeB HOYHOH TNOTJIMBOCTH, CJIy4aeB O03HOOA,
MOBBIICHHOT'O MOTOOTACICHUA, CIIYYaCB YYAILICHHOI'O CepI[LIe6I/IeHI/I$I Hn HUx KOM6I/IHaLlI/II\/'I, rac
3CTeTpOHbeII>'I KOMIIOHEHT TMPUMEHAKOT B CYTOYHOM KOJIMYECTBE, OSKBUBAJICHTHOM OT

npUOTU3UTENBHO 15 MI 10 MPUOIM3UTENBHO 25 MI 3CTETpOa.

31. IlpumeHenne 5((GEKTUBHOrO  KOJNMYECTBA  ACTETPOJBHOTO  KOMIIOHEHTa B
W3TOTOBJICHUH KOMITO3UIIMH Uil OOJIETYeHHs] SMOLIMOHAJIBHBIX ACIEKTOB MEHOIMAy3aJbHOTO
mepexona, BBIOPAHHBIX M3 JICMIPECCHH, Pa3APAKUTENbHOCTH, TIEPEMEH HACTPOCHUS,
OeCCOHHUIIBI, HAPYIIEHHUsI CHA, TPEBOXKHOCTH, HEPBHOTO HATIPSDKEHHS M X KOMOMHALMH, Tae
SCTETPOJIbHBIM KOMIIOHEHT TPUMEHSIOT B CYTOYHOM KOJIMYECTBE, HKBHUBAJEHTHOM OT

npuOIU3UTENBHO 15 Mr 10 MPUOIM3UTENBHO 25 MI 3CTETpOa.

32.  IlpumeHenue 5(p(PEKTUBHOrO  KOJIMYECTBA  OACTETPOJIBHOTO  KOMIIOHEHTAa B
M3TOTOBJICHUH KOMITO3ULIUH ISl O0JIerdyeHus: (PU3HONOrHYeckuX acrekTOB MEHOIAy3aJIbHOTO
nepexona, BBIOpaHHbIX U3 OONM B CycTaBax, IOTEPH IUIOTHOCTH KOCTEH, HHGEKIHH
MOYEBBIBOJAIINX TyTeH, HeAepKaHWs MO4YM, CYXOCTH BJIarajivina, ONYyINEeHHs MAaTKH,
U3MEHEHUH B TEKCType KOkH, Habopa Beca, IUCMAPEYHHH, CEpIeYHO-COCYAMCTHIX
3aboneBannii, nquabera M MX KOMOWHALMMN, TZI€ 3CTETPOJIbHBIA KOMIIOHEHT MPUMEHSIOT B
CYTOYHOM KOJIMYECTBE, SKBHBAJIEHTHOM OT MNPUOIM3UTENBHO 15 Mr no npuOIM3HTENbHO

25 Mr acrerpoda.

33. IlpumeHenne 5(p(GEKTUBHOrO  KOJMYECTBA  ACTETPOJBHOTO  KOMIIOHEHTa B
W3TOTOBJICHUH KOMITO3ULMU JAJisl CHI)KeHUs 4acToThl VMS, Tsbxkectu VMS, B3BelneHHOMN
OLIEHKH TNPWJINBOB 33 HEIEN0, CYXOCTH BJAraliviNa, AUCTAPEYHHH U WX KOMOWHAIMH, WIIH
yJIyYIIEeHUs] Ka4eCTBa JKM3HU B COOTBETCTBUH ¢ ompocHukamu MRS w/wimm MENQOL, rae
SCTETPOJIbHBIM KOMIIOHEHT IPUMEHSIOT B CYTOUYHOM KOJUYECTBE, 3KBUBAJIEHTHOM OT

npuOIU3UTENBHO 15 Mr 10 MPUOIM3UTENBHO 25 MI 3CTETpOa.
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34. IIpumeHeHne cornacHo JOOOMYy U3 MyHKTOB 29-33 Bbllle, I71€ KOMIO3ULIUIO BBOIAT

€XEJTHEBHO B TEUEHHUE 0 MEHbLIEH mMepe 1, Mo MeHblueld mMepe 2, Mo MeHblIeH Mepe 4, no

MEHbLIEH Mepe O, o MeHblIel Mepe 12 Henens.

35.  Ilpumenenue corjacHo JOOOMy U3 MyHKTOB 29-34, rme NONMOJHUTENBHO BBOIST

BTOPYIO KOMITO3HUILIMIO, COIEPIKAIIYIO MPOreCTOr€HHbIH KOMITIOHEHT.

36. IIpumenenune cornacHO MyHKTY 35, rae yKa3aHHbIA MNPOreCTON€HHBI KOMIIOHEHT

BBIOpAH U3 IPOCHHPEHOHA, MPOreCTEPOHA U TUAPOTECTEPOHA.

37. IIpumenenune cornacHO MyHKTy 35, rae MPOreCTepoH BBOAAT B CyTOYHOM 103€ OT
50 mr go 200 mr.
38.  IlpumeHeHHMe COrJlacCHO JTIOOOMY M3 NYHKTOB 29-34, rae MOMOJIHHUTENBHO BBOIST

BTOPYIO KOMIIO3HIIHIO, CONEPKAIYI0 Oa3eToOKCU(eH.

39. IIpumenenne cornacHo JrOOOMy u3 mNyHKTOB 35-38, rme ykasaHHas BTOpas
KOMITO3ULMSL, COAeprKallasl MPOTreCTOreHHbIH KOMIIOHEHT win OasenokcueH, sBiseTcs

AQHAJIOTUYHOW KOMIIO3ULMH, COAEPKALEH SCTETPOIbHBIN KOMIIOHEHT.

40.  IIpumeHeHHe cOracHO JMOOOMY U3 MYyHKTOB 29-39, rne 3CTETPOJIbHBIH KOMIIOHEHT

NpeaACTaBJIAICT coboii 9CTCTPOJI, IPCANTOUTUTEIILHO 3CTETPOJIAa MOHOTUAPAT.

41.  IlpumeHeHue coOrNacHO JFOOOMY U3 MPEABIAYINUX MYHKTOB, I7€ KOMITO3HIMS

COCTaBJICHA B BUAC CAWHULIBI JO3UPOBAHUA OJIA NMEPOPAIbBHOTO BBCACHUSA.

42. IIpumenenune cornacHo MyHKTy 41, rae enuHMIA AO3UPOBAHUS IJIs NEPOPATBHOTO
BBEJICHUSI COCTABJIEHA TaK, 4TOOBI COOTBETCTBOBATH EIMHUIIC JO3UPOBAHUS C CYyTOYHOM

TIO30H.

B crenyromux npoHyMepoBaHHBIX NyHKTax 43-50 omucaHbl JOMOJHUTEIbHBIE BapUAHTHI

OCYyHIECTBJIICHUA HACTOALIECTO I/1306peTeHI/I$I.

43. YnakoBo4yHas €IWHMLA, COJAEpXKallas MO MEHbIIEH Mmepe 14, mpeAnoYTUTENBHO MO
MeHbLIeH Mepe 21, eme 0ojee MPeArnoUTUTENBHO 10 MEHbIeld Mepe 28 KOHTEHHEpOB I
XPaHEHUs] OTAEJbHO YINAKOBAHHBIX W OTAEJIBHO M3BJIEKAEMBIX TBEPABIX JIEKAPCTBEHHBIX
dopma 1y mEepopaNbHOrO BBEACHMS C CYTOYHBIMHM J03aMH, I7l€ KaKIbli KOHTEHHEp

COIEPKUT 10 MEHbIIEH Mepe OAHY TBEPAYIO JIEKAPCTBEHHYIO (OpPMY IUIsl MEpOpPaTbHOTO
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BBEJICHUS C CyTOYHOH 030M, COAEPIKALIYI0 OT MPHOIM3UTENBHO 15 Mr 10 MpHOIM3UTEIBHO

25 mr acreTpoda.

44. YnakoBouHass €IMHHMLA COMJIACHO IMYyHKTY 43, rae yHNakoBO4YHAas €JMHULA
JOTMOJMHUTENBHO COOEPKUT MO MeHbinel wMepe 10, mnpeamoututensHo 12, Oonee
NPEANOYTUTENBHO 14 OMONHUTENBHBIX KOHTEHHEPOB Il XPAaHEHMsI OTAENIbHO YIIaKOBAHHBIX
U OTHENbHO M3BJIEKAEMbIX, MPEANOYTHTEIBHO TBEPABIX JIEKAPCTBEHHBIX (GopM s
NEPOPATBbHOTO BBEAEHUS C CYTOYHBIMU A03aMHU, € KaKIbIM JONOJHUTEIbHBIN KOHTEHHEp
COIEPIKHT 1O MEHbINEH Mepe OIHY, MPEANOYTUTENIBHO TBEPAYIO JIEKAPCTBEHHYO (HOpMY ISt

MEPOPaATHbHOTO BBEAEHUS C CYTOYHOM T030H, COMEPIKAIIy 0 MPOreCTOreHHbIM KOMITOHEHT.

45. VYnakoBoyHass eAVHULA COMNIACHO MYyHKTY 44, rne Kaxkablil JONOJHUTENbHBIN
KOHTEHHep Il XpPaHEeHHUS JIEKAPCTBEHHBIX (POPM, COAEPIKAIINX IPOTeCTOreHHbIH KOMIIOHEHT,
OTAENbHO BU3YQJIbHO pACHOJOXKEHBl PSAAOM C KOHTEHHEPOM, COAEpKALIUM TBEPAYHO
JIEKapCTBEHHYI0 (POpMy, KOTOpasi COAEPKUT 3CTETPOJ, B CIydae €CNIU OTH JBE TBEPIbIE

JieKapCTBeHHbIE (POPMBI HEOOXOUMO BBECTH B OJIUH JCHb.

46. VYnakoBouHass enMHMLA COrjnacHo nyHkrtaM 44 wmm 45, rae  yka3aHHbIU

MPOTreCTOreHHBIN KOMITIOHEHT BBIOPAH U3 APOCTIMPEHOHA, IPOreCTePOHa U TUAPOTreCTEPOHA.

47. YnakoBoyHas €IMHULIA COMNIACHO NyHKTY 46, rhe YKa3aHHBbIM INPOreCTOreHHbIN
KOMIIOHEHT TpEACTaBlsieT COOOH MporecTepoH, M TIAe KaKAbIH W3  YKa3aHHBIX
JOTIOJIHUTENIbHBIX KOHTEHHEPOB COMAEPIKUT IO MEHbIIEH Mepe OZHY JIEKapCTBEHHYIO (GopMy
IUI TIEpOPAJIbHOTO BBEICHMS C CYTOYHOM J030M, coiepraulyro npudmusutenbHo 200 mr

HPOrecTepoHa.

48. VYnakoBoyHass e€IMHMLA COIVIACHO MYyHKTY 43, rAe yHNakoBO4YHAs €JUHULA
TOTIOJIHUTENBHO COAEPKUT TAKOE >K€ KOJMYECTBO JOMOJHUTEIbHBIX KOHTEWHEPOB IS
XPaHEHUs] OTAEJIbHO YINAKOBAHHBIX U OTAENBHO HU3BJIEKAEMBIX, MPEANOYTUTEIBHO TBEPIBIX
JIEKapCTBEHHBIX (OPM UL MEPOPATBHOTO BBENEHUsS] C CYTOUHBIMU J103aMH, 1€ KayKIbIH
NOTIOJIHUTENbHBI KOHTEMHEP COAEP>KUT 10 MEHbIIEH Mepe OAHY, MNPEANOYTUTEIBHO
TBEPAYIO JIEKapCTBEHHYIO (OpMy JMJsl IMEpOpPaibHOTO BBENEHHS C CYyTOYHOHW MO301,
COIEpKAINYI0  IPOreCTOT€HHbIH  KOMIIOHEHT, T[A€  NPEANOYTUTEIbHO  YKa3aHHBIN
NPOTeCTOreHHBbI KOMIIOHEHT BBIOPAaH M3 APOCIUPEHOHA, NMPOreCTEPOHa M AHIPOTreCTEpPOHa,
rae eme Oojiee MPEeNNnOYTHTEIbHO YKa3aHHBIN MPOTreCTOreHHBbI KOMIIOHEHT IPEICTaBIISET

co0O0ii MPOreCcTepPoH, U e YKa3aHHBIN IOTOJHUTEIbHBIA KOHTEHHEP COAEPKUT MO MEHbIIEH
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Mepe OnHY JIeKapCTBEHHYIO (pOopMy Ui MepopalibHOTO BBEAECHUS C CYTOYHOH [TO30H,

comepskamyto mpudausuTenbHo 100 Mr nporecTepoHa.

49. VYnakoBouHass €AMHMLA COINacHO NyHKTYy 43, rae no Menepumed wMepe 10,
NpeanoYTUTENbHO 12, Oonee mpennodYTuTenbHO 14 M3 yKa3aHHBIX TBEPIBIX JIEKAPCTBEHHBIX
dopM NS MepopambHOrO BBEAEHHSI C CYTOYHBIMH J03aMH JOIOJHUTEIBHO COAEpIKaT

HpOFeCTOFeHHblﬁ KOMITOHECHT.

50. VYnakoBouHas €OMHMLA COIJIaCHO MNyHKTY 43, rae Kaxaas yKa3aHHas TBEPAbIX
JIEKapCTBEHHBbIX (HOPM Ui TEPOPATBbHOIO BBEINEHHUS C CYTOYHOW IO30H OIMOJHUTEIHHO

COACPKUT MPOTreCTOTE€HHbIN KOMIOHEHT.

Cnemmanucty OyZger TOHSATHO, 4YTO  BAapUAHThl  OCYLIECTBJICHHUS, OINMCAHHBIE B
NPOHYMEPOBAHHBIX MyHKTax 44-50, 5KBUBAJIEHTHO MOTYT ObITh MpPEACTABIEHBI BHIE Habopa
YacTel, CofepIKaIlero nepByr YIMaKOBOUHYIO €IUHHILY, HAIPUMEp, ONMCTEPHYIO YIIAKOBKY,
COIEpKAINYI0 €AWHHULBI AO3UPOBAHMS AJIsl MEPOPAIBHOTO BBEACHHUS] CYTOUYHBIMU J103aMH,
cozep Kallie 3CTETPOJIbHBIM KOMIIOHEHT, W BTOPYIO OTAEJIBHYIO YINAKOBOYHYIO E€AUHULY,
HampuMep, BTOPYIO OTENbHYI0 OJIUCTEPHYI0 YIAaKOBKY, KOTOpas COAEPIKUT eIUHHIIBI
NO3UPOBAHUSL JJIs1 NEPOPAIbHOTO BBEAECHHMA C CYTOYHBIMH J03aMH, COJEpXKallue

HpOFeCTOFeHHbIﬁ KOMITIOHCHT.

Cneumanmucty Takke OyneT MOHSTHO, YTO B mpenenax oObeMa HACTOSIEro M300peTeHHs
KaXIas YNaKOBOYHAS €OUHUIA, HampuMep OJucTepHas YIaKOBKa, MOXeT ObITb

NPOHYMEPOBaHA WJIM MAPKUPOBAHA KAKHM-THOO HHBIM 00pa3oM.

B mpenenax oObema HacTOsiero W300peTeHHs Kajkhas YINaKOBOYHAS EOUHHIIA MOKET
NPEACTaBJISITh COOON 3amedyaTaHHyl0 OJIMCTEPHYIO VIAKOBKY C KAapTOHHOM, OyMa’kHOM,

(onBrIpOBaHHON MIACTUKOBOH MOUIOKKOH U 3aKJI0YEHA B MOAXOSIIYI0 KOPOOKY.

B KOHKpPETHOM BapuaHTe OCYLIECTBJICHUS HACTOSINEro M300pPETEeHUs! YIIAaKOBOYHAS €IUHHIA
COZEpKUT 28 KOHTEHHEPOB WM KOJUYECTBO, KPaTHOE 28 KOHTEeHHEepaM, Halpumep, oT 2 10

12.
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IToapoOHoe onucanue u3odpeTeHust

Onpenenenus

TepMUH «3CTETPONIBHBIM KOMIIOHEHT», HCHOJb3yEeMblil B JAHHOM JOKYMEHTE, OXBATbIBAET
BELIECTBA, BHIOPAHHBIE U3 IPYIIIBL, COCTOALIEH M3 HCTETPOIA, CIOKHBIX 3(UPOB 3CTETPOIIA,
IZIe aTOM BOJOPOAA IO MeHbILIeH Mepe OAHOM W3 THUAPOKCIIIBHBIX TPyNI ObUT 3aMelneH
AlWJIbHBIM ~ PAJMKAJIOM  YTJIEBOAOPOAHOH KapOOHOBOW, CYJIb(OHOBOH KHCIOTHI  MJIH
cyab(paMUHOBOH KHUCJIOTHI W3 1-25 atomMoB yriepoma, W ux komOuHaumi. Eme Oonee
NPEANOYTUTENIBHO 3CTETPOJIbHBI KOMIIOHEHT MpPEACTABIseT COOOW 3CTeTpos (BKIIFOYAS
ruzapat scretposa). Hanbonee nmpennoYTuTeIbHO 3CTETPONIBHBIN KOMIIOHEHT, COAep KaIuiics

B €IMHULIE JO3UPOBAHMSL, IPEACTABISIET COOOM 3CTETPOJIa MOHOTHIPAT.

TepMHH «3CTETPON», HCHONB3YEMbIH B JaHHOM JOKyMeHTe, orHocutcst K 1,3,5(10)-
acTparpuen-3,15-anbda,16-anbda, 1 7-6era-Terpony unu  15-anbpda-ruApoKCUICTPUONY, a

TaKKe TUApaTaM 3CTETPOJIa, HAlPUMEP 3CTETPOJIa MOHOTUAPATY .

TepMHH «TIPOreCTOreHHBIN KOMITOHEHT» OINpPENessieTCsl, KaK BEeIleCTBO, KOTOPOE CIIOCOOHO
BBI3BIBATh NPOTECTOr€HHBIH OTBET IN VIVO, WIM NPEAIIECTBEHHUK, KOTOPBIH CrnocoOeH
BBICBOOOXKIATh Takoe BemecTBO in vivo. Kak mpaBuiio, mporecToreHHble KOMIIOHEHTBI

CITIOCOOHBI CBSI3BIBATHCS C MPOreCTOr¢HHbIM pCLUCIITOPOM.

B xoHTEekcTe HacTOAIero M300peTeHNsT MOXKHO MPUMEHSTh APYIHe COSJUHEHUs, BMECTE C
3CTETPOJIbHBIM KOMIIOHEHTOM, JJIs1 BBEIEHHS SKCHIIUHAM, Y KOTOPBIX HMMEETCs MaTKa.
BrlpakeHHe CeNeKTUBHBIE MOIYJSITOPBI 3CTPOreHoBbIX peuentopoB (SERM) o3nauaer
KaTerOpUI0 TAaKMX COEJUHEHUMN, KOTOPBbIE PAaCCMATPUBAIOTCS KaK IOJIE3HbIE TOMOJHEHUS K
3CTETPOJBHOMY  KOMIIOHEHTY B crmocobax MO  HACTOALIEMY  HM300pETeHHIO.
IMpennournrensibiv SERM 1yl mpuMeHEHHsT B KOHTEKCT€ HACTOSLIETO H300peTeHHs

siByisieTcs: 6azenokcudeH.

CJ'IGI[YGT IMIOHUMATh, YTO B criocobax u KOMITIO3HMLUAX, JOIIOJHUTECIIBHO OIIMCAHHBIX B JTaHHOM
AOKYMEHTE, B CJIyda€ €CJIM YINOMHUHACTCA ((HpOFeCTOFeHHbeI KOMIIOHECHT», — TaKO¢€

ynomuHanue Bkmoudaer SERM u, B uactHOCTH, 6a3enokcuden.

Bpra)KeHI/Ie ((HpI/I6J'II/I3I/ITe.]'II:>HO», HUCIOJIB3YEMOE B JAHHOM JOKYMECHTC, OTHOCHUTCA K
U3MEPSACMOMY 3HAYCHHUIO, TAKOMY KaK IMapaMeEeTp, KOJIHUYICCTBO, MNPOAOJIKUTEIBHOCTH IIO

BPEMEHH M T. I, IIPU 3TOM IOJPAa3yMEBAETCs, YTO OHO OXBaTbIBaeT Bapuauuu +/- 10% wmn
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MeHblIe, OoJiee MpeanoYTUTENbHO +/- 5% wiu MeHsblile, eme Ooiee npeanoYTHTENbHO +/- 1%

WIA MEHbIE OT YKa3aHHOTO 3HA4YEHHUs 0 TeX MOp, MOKa TaKUe U3MEHEHUs MOAXOMAT AJis
OCYIIECTBIIEHHsI B PACKpbITOM wu300pereHnu. Tem He MeHee, CleQyeT I[OHMMAaThb, YTO
3HAQ4YEHUe, K KOTOPOMY OTHOCUTCS MOAU(UKATOP «IPHONU3UTETBHO», CaMo NO cede TaKke

crielu(pUIeCKu PaCKphITO.

TepmuH «3p(HEeKTUBHOE KOJIMYECTBO» OTHOCHTCS K KOJHYECTBY, HEOOXOIUMOMY IS
nojiyueHus pusnonorudeckoro sdgdexra. @usnonorudeckuii 3hHexT MokeT ObITh TOCTUTHY T

C IIOMOIIBIO OHHOﬁ A03bl WX TOBTOPSACMBIX HO3.

TepMuH «mepuUMeHONay3a», HUCIONb3yEMbIi B JaHHOM IOKyMEHTE (TakKe€ B KOHTEKCTE
«KEHIIUHBI B IEPIMEHOTAY3e» U «CYOBEKT B MEPUMEHOMAY3€» H T. I1.), OTHOCUTCS K IIEPHONY
JKM3HH, KOTOPBIH HAYMHAETCS OT NPUMEPHO TPEX [0 YEThIPeX JIeT 10 MeEHOMay3bl U
3aKaHYMBAETCS Yepe3 IOf IOCe IOCIEIHEro MEHCTpyalbHOro mepuoxaa. llepumenomnaysa
XApaKTepU3yeTCss  YCTOWYHMBBIMH  HEPEryJSIPHBIMH ~ MEHCTPYaJbHBIMH  LIUKJIIAMH,
SKCTPEMAJIbHBIMU KOJIEOAHUSIMHU YPOBHEH TOPMOHOB, YaCTOH aHOBYJISILIMU U BO3HUKHOBEHHEM
VMS (cm., Hanpumep: Harlow et al., Menopause, Vol. 19, No. 4, 2012, «FExecutive 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
3TOTO MEPEXOAHOr0 NMEPUOJAa MEHSETCS aKLeHT KIMHUYecKol nomoinu. Hecmotpst Ha To, uTO
JKEHIIUHBI BCE €Ie HYXKAATCS B 3((PEKTHBHON KOHTPALEIHN B TeUSHUE NTEPUMEHOIAY3bI,
TaKke HEOOXOIUMO PELINTh MPOOJIEeMBbl, BKIOYANOLINE IOTEPI0 MHHEPAJIbHOW IUIOTHOCTH
KOCTEH, W3MEHEHHSI MEHCTPYaJIbHOTO I[HMKJIA W  BAa3OMOTOPHYK  HECTaOMJIbHOCTb.
3HAaYUTENbHOE KOJIUYECTBO JKCHIIMH TAK)KE HMCIBITHIBAET CUMITOMBI NEMPECCUH, TAKHE Kak
nepenanbl HACTPOEHUS], Pa3IPaKUTENBHOCTh M IUIOXYHO KoHUeHTpauuto (Bosworth et al.,
Psychosom Med., 2001, Jul-Aug; 63(4):603-8, «Depressive symptoms, menopausal status,

and climacteric symptoms in women at midlife).

TepMHH «IOCTMEHOMAy3a», HWCIONb3YEMbIi B ITaHHOM JOKYMEHTE (TakKe B KOHTEKCTe
«KEHIIUHBI B IOCTMEHOMAY3e» M «CyOBEKT B MOCTMEHOMAY3€» H T. I1.), OXBATHIBAET MPEXKIE
BCE€ro JKCHINUH CO CIIOHTAHHOM HOCTMeHOHaYSOfI, T. €. JKCHIIWUH, KOTOPBLIC CTOJIKHYJIUCH C
€CTEeCTBEHHON MEHOMNAay30H, ONpenensseMON Kak MOCTOSHHOE MPEKPALEHUe MEHCTPYaJIbHOIO
LIKJIa, ONPEAENEHHOEe PETPOCIEKTUBHO IOCJE TOro, KakK >KEeHIIWHA nepeHecna 12 mecsies
amMeHopen 0e3 KakoW-1uOO Ipyroi OUEBHIHOW MATOJOTHYECKOW WM (DU3UOJOTUIECKON

NPUYUHBL. JTO MPOUCXOAUT B CcpeAaHeM B Bo3pacTe 51,4 roga y 370pOBBIX JKEHIUUH HU
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ABJIIETCA OTPAXKCHUEM MOJHOI'O WKW MOYTH IIOJHOIO HCTOLICHUA (1)OJ'IJ'II/IKYJ'IOB SIMYHUKOB C

BO3HMKAIOIIEH B pe3yJIbTaTe TMIIO3CTPOreHeMHeN (C yPOBHIMH 3CTPAANOIa 3a4acTyr0 HUXKE
20 nr/mi) ¥ BBICOKUMH KOHLEHTPAUUSIMHU (POJUTUKYJIOCTUMYJIUPYIOIIEro TOpMOHa (YPOBEHb
FSH > 40 ME/n). TepMuH «TOCTMEHOMAay3a» TaK»e BKIOYaeT MEHOMay3y Kak CJIeICTBHE
NPEKAEBPEMEHHON  HENOCTaTOYHOCTH  SIMUYHUKOB, XHPYPrUu4e€CKOro  BMELIATeNIbCTBA
(HampuMep, OBAPHAKTOMHHM), XMMUOTEPAITUN HJIH JIYYeBOW TEparnuu paka M ONpPeNeeHHBIX

3aboneBaHui (Harpumep, HHPEKIHA WK TUITOTUPE03a).

Tepmua «VMS», uCHonb3yeMblli B TaHHOM AOKYMEHTE (B KaueCTBE aJbTEPHATUBBI, B €r0
HECOKpPAIIIEHHOW (OopMe «Ba30MOTOPHBIA  CHMIITOM»), COOTBETCTBYET HapyIIEHHUSIM
TEPMOPETYJISLMY, XapakKTePHbIM JUIsi MeHomay3bl. VMS BKIIOYaeT MNpWIUBbI (MHOTAA
dopMyaHpyeMble Kak «TOps4He MPWINBBDY), TPUCTYIBl MOTJIUBOCTH, HANPUMEp, CIydau
HOYHOW MOTJIMBOCTH, Ciydad O3HOOA, a TAKKEe TMOBBILIEHHOE MOTOOTAEJCHHE, U Clydyau
y4ameHHoro cepauedbuenns. VMS mpenctaBisitoT co0OM 3mu30Abl  OOWJIBHOTO  Kapa,
COMPOBOXKAAIOLIErOCs] MOTOOTACICHUEM U TMOKPACHEHHEM, MPEHMYIIECTBEHHO B 00JacTH
rOJIOBBI, LIEW, TPYAN U BepxHel dactu cnuHbl. Kak ompeneneno Huwke, VMS nenstcs Ha

JIETKY}0, YMEPEHHYIO U TSDKENYI0 KaTerOpUU.

TepMI/IH «CHUMIITOMBI, CBA3aHHBIC C MeHOHaYSOI\/'I», HCHOJ’IBSyeMbeI B NTaHHOM JOKYMCHTC,
UCTIONb3yeTCs  [UId  onmcaHus VMS, Kak OmpemeneHo Bblle, HO TaKXKe BKIIOUYAET
SMOLIMOHAJIbHbIE AaCMeKTbl MEHOMay3ajJbHOro rmnepexona (Bkjouas 0e3 OorpaHudYeHUs
AETIPECCHIO, Pa3Ipa’KUTENbHOCTh, MEPEeMEeHbl HACTPOEHUs, OECCOHHHIy, HapyLIeHHE CHa,
TPEBOKHOCTb M HEPBHOE HAmpsDKeHHE) U (PU3HOJOrHMYecKHe acCIeKThl MEHOINAy3aJIbHOTO
nepexona (Bkiouass Oe3 orpaHudeHuss OOJb B CyCTaBaX, MOTEPI0 IUIOTHOCTH KOCTEH,
WH(EKIMM MOYEBBIBOISINUX IMyTeH, HEAEPKAHWE MOYH, CYXOCTh BJIAraJiuINa, OIYIIECHHUE
MaTKH, U3MEHEHHsI B TEKCType KOkH, HaOOp Beca M OMCIAPEYHHIO, a TaKKe CepredHO-

COCyIUCTBIE 3a00eBaHms U [uader).

Hcnonp3yeMblii B TAaHHOM JOKYMEHTE TEPMHH «KadeCTBO KU3HW» (U cokpamerne «QoLy)
OTHOCUTCSI K TapaMmeTpy, KOTOpPbIi MOXeT ObITb OLEHEeH, HampuMep, C TOMOLIBIO
BOMPOCHUKOB, TaKMX Kak, B KauyecTBe mpumepa u 0Oe3 orpaHuueHus, onpocHUk «Illkama
oueHkn MeHomay3b (Heinemann et al., 2003, “Infernational versions of the Menopause
Rating Scale (MRS)" Health Qual Life Outcomes 1: 28; Heinemann et al., 2004, «7he
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; xak Oomee

nopobHO onucaHo Hwke B npumepe 1, pazgen C) win onpocank MENQOL (OnpocHuk ajist
OLIGHKH KadecTBa *ku3HU B niepuon menonayssl (MENQOL), Hilditch et al.; Maturitas 1996; 4
menopause-specific quality of life questionnaire: development and psychometric properties;,

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

Ucnosnp3yemMblii B TaHHOM JTOKyMeHTe TepMuH «BMI» (MM «MHAEKC Macchl Teja» B €ro
HECOKpPALIEHHOW (hOpME) OTHOCUTCSI K WHIEKCY, CBI3AHHOMY C BECOM U POCTOM CYOBEKTa,
KOTOPBIH PACCYUTHIBACTCS My TEM AENIEHHs Beca CyObekTa B KIJIOrpaMMax Ha pocT cyObekTa B
MeTpax B kBaapate. BMI 273 wunu Oonblne knaccuuuupyer CyObEeKTa->KEHIIMHY Kak
UMEIOIIYI0 «M30BITOYHBIN BeC Teay, B TO BpeMst kak BMI 30 mu Gosbine kinaccudummpyer

CyOBEKTa KaK «CTPATJAIOINETrO OXKHUPEHHEM .

OmnpeneneHne MUHUMAJIbHOU 3 hekTHBHON N03bI

Jns onpenenenuss MuHUManbHOU 3¢¢ektuBHoN no3pl (MED), mpexne Bcero Kputepuu
BbIOOpa TpeboBasy, 4TOOBI MALMEHTHI HCTIBITHIBAIN MO MeHbIueld Mepe 7 VMS/cyTku, oT
YMEpPEHHBbIX 10 TSDKENbIX, WIM 1Mo MeHbleill mepe 50 VMS/Henens, OT yMEpEeHHBIX IO
TSDKENBIX, B TEYEHHWE HeNeNM, NpPEeAIlecTBYIOUed paHaoMuzauuu. Bo-BTopeX, rpymma
iane0o OblIa BKIIIOYEHA IBOWHBIM CJIETBIM METOAOM. B-Tperbux, oOliee KOIM4eCcTBO
NALMEHTOB OBUIO TAKMM, YTO MOKHO OBUIO MOJYYHUTh CTATUCTUUECKYIO 3HAYMMOCTH MEXIY
OTZEJNbHBIMU TPy NIIaMH HCCIEAOBaHUS. B-ueTBEepTHIX, yUNTHIBAIOCH a0COIIOTHOE N3MEHEHHUE
4acToThl VMS, OT yMepeHHBIX A0 TsDKENbIX, 32 HEAENI0 10 CPaBHEHHIO C HCXOJHBIM
ypoBHeM.  Kopapuaumonubiii  aHanmuz  (ANCOVA)  mnpoBogmim  Ha  OCHOBE
HETPaHC(HOPMUPOBAHHOTO H3MEHEHMsT 4YacTOThl VMS, OT yMepeHHBIX A0 TSDKENbIX, 3a
HEJIeJII0 [0 CPAaBHEHHMIO C HCXOAHBIM ypPOBHEM. B 3axiodeHue, OLEHUBAJIN H3MEHEHHE
TSDKECTH 10 CPABHEHUIO C HCXOIHBIM YpOBHEM. JIJIsi 3TOro CyOBEKTbI HOKYMEHTHPOBAIH

CUCTEeMy OLIEHKH TspkecTH VMS crenyrommm odpazom:
o orneHka cinabobipaxkeHHOe (1) B OTHOIIEHUY OINY IEHHUS jkapa 0e3 MOTOOTASICHHUS,

. OLIEHKa YMepeHHOe (2) B OTHOLIECHUH OINYIISHHS Kapa ¢ MOTOOTASICHUEM/TIPH 3TOM

CyOBeKT ciocoOeH MPOAOIIKATh AESITEIbHOCTD, U

. OLIeHKA TspKesoe (3) B OTHOIIEHUH OLIY LIEHUS JKapa ¢ MOTOOTEICHHEM/YTO BbI3BIBAET

MNPEKpaAIICHUE NCATCIIBHOCTH.
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Kpowme Toro, oneHka TsKeCTH HOJIb OblUla BBICTaBJICHA MAalMeHTaM, KoTopble uctbiranu 100%

ocnabnenne VMS B TedeHHE YKa3aHHON HENleIH.

ITo 3>TUM OLIEHKaM HCXOAHYIO TSKECTb PACCUUTHIBAIM C Y4Y€TOM TOJIBKO YMEPEHHBIX U
TsoKenbIx VMS, Tak uto ofmee KoOnMM4ecTBO yMmepeHHbIX VMS B TeueHume 7 nHEH OT
UCXOIHOW HEIeNN YMHOXaJH Ha 2 1 100aBisiiM K o0IueMy KOJM4YecTBY Tshkenblix VMS B
TeueHue 7 JHeW OT MCXOMHOW HeNnesd, YMHOKEHHOMY Ha 3. 3aTeM MOJyYeHHOE NETHIN Ha

o011ee KOJMUeCTBO YMEPEHHBIX U TsKeNbIXx VMS B TeueHne UCXOMHON HeeH.

Tsokects B Hemenu 4 u 12 paccuuThIBAIM TO clenyroeil Gpopmyne ans Ka)aod U3 3THX

HEZENb.

. KOJIM4YECTBO ciaboBbIpaxkeHHbIX VMS 3a 7 nHel, yMHOKeHHOe Ha 1
. KOJIU4eCTBO yMepeHHbIX VMS 3a 7 qHel, yMHOKEHHOE Ha 2;

° KOJIU4ECTBO TshKeNbIx VMS 3a 7 nHel, yMHOKEHHOE Ha 3;

U CIIO’KEHHE 3 Pe3yJBTUPYIOLINX YHCEN Tepen AeIeHHEM 3TOH CyMMBbI Ha 00Iee KOJIMIeCTBO

C1a0OBBIPAKEHHBIX, YMEPEHHBIX U TSKENbIX VMS B Teuenue 7 nHelt Henenu.

ﬂaHHbeI criocod MNPUMCHAIN [JIsI MOJYYUCHUA HOaHHBIX, HOMOJHUTCJIbHO BKIIKOUCHHBIX B

npumep | Hioke B paszaene A. b) «rskects VMSy.

B anprepHaTHBHOM BapHaHTE OCYILECTBJIEHHMsA CTelneHb TsbkecTd VMS  ouenuBanu
CIEAYIOMMM OOpa3oM: HCXOOHYI0 TSKECTh TAaKXKe PAaCCYUTHIBAIM C YYE€TOM TOJBKO
YMEPEHHOTO U Tskeoro VMS, Tak 4To o0lnee KOJU4eCTBO yMepeHHbIXx VMS B Teuenue 7
IHEW OT MCXOMHOHN Helelu YMHOXaiu Ha 2 U JH00aB/Isid K OOLEMy KOJUYECTBY TSKEIBIX
VMS B TedeHue 7 nHEW OT MUCXOMHOW HENENU, YMHOXXEHHOMY Ha 3. 3aTeM MOJy4YeHHOEe

NN Ha o0lee KOJIMYeCTBO YMEPEHHBIX U TSKeNbIX VMS B TeueHne UCXOTHON HeNeH.

Tem He MeHee, TsokecThb B Hemenu 4 u 12 pacCcYuThIBAIM MO Clenyromieil ¢opmyie s

Ka)KIOW U3 3TUX HEAEJb!
. KOJIU4eCTBO yMepeHHbIX VMS 3a 7 qHel, yMHOKEHHOE Ha 2;

] KOJIU4ECTBO TspKeNbIXx VMS 3a 7 nHel, yMHOKEHHOE Ha 3;
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U CJIOKEHHE 2 Pe3yJBTUPYIOLINX YHCEN Tepen AeIeHUEM 5TOH CyMMBbI Ha 00Iee KOJIHIeCTBO

YMEPEHHBIX U TspKeNIbIX VMS B TeueHue 7 nHeN Henemnu.

B npyrom BapuaHTe OCYIIECTBJICHHS OLIEHKY TSDKECTH MOYKHO PacCYUTaTh B COOTBETCTBUHU CO
criocobom, onucanHbM B Archer et al, 2014. (4 randomized, double-blind, placebo-controlled
study of the lowest effective dose of drospirenone with 17A4-estradiol for moderate to severe
vasomotor symptoms in postmenopausal women; Menopause, 2014; 21(3); p.227-235).
CornacHo IaHHOMY CIIOCOOY €KEIHEBHYIO OLIEHKY TSDKECTH PACCUUTHIBAIOT IO CIEAYIOIIeH

dbopMyJie 1 KasKAOoro OHsS B T€YEHUe 7 JTHEU:

. KOJIU4eCTBO yMepeHHbIXx VMS 3a 1 neHb, yMHOKEHHOE Ha 2;

. KOJIU4eCTBO TspKeNbIx VMS 3a 1 neHb, yMHOKEHHOE Ha 3;

. 2 MOJy4EHHBIX YUCJIAa CKJIAJIBIBAIOT BMECTE,

. pe3yJIbTaT CIOXKEHUS], B CBOIO OUepellb, AT Ha olmiee konmdecTBO VMS B TeueHue

TOTO e AHs (YMEPEHHBIX U TSDKETIBIX).

Ty xe GopMmysly IpUMEHSIOT B TeUeHHE 7 MOCHEAYIOUINX AHEH, 7 pe3yJbTHPYIOLINX YHCEe
CYMMHPYIOT BMECTE U JEJIAT Ha 7 [JIs1 BBIYUCIICHUS [TOKA3aTeNsl KCPEIHEIHEBHOU TSKECTH 32

Heaemo» 11 VMS, 0T yMEpEeHHBIX A0 TSHKEIbIX.

Kpome Toro, TepMUH «B3BEIIEHHAs! OLIEHKA MPUIMBOB 33 HEJEJNIOY, UCIIOIb3yEeMbIil B JaHHOM
JIOKYMEHTE, COOTBETCTBYET OLEHKE, YYHUTHIBAIOIIEH YacTOTy M TSDKECTh, KOTOPYIO
pPACCUHTBHIBAIOT TMyTEM HKCIIOJNB30BAHUS OLIGHKU TsDKEeCTH (Kak paccumraHo Beime): [(1x
KOJIMYECTBO cyaboBbIpakeHHbIX VMS) + (2 x konmuectBo ymepeHHbIx VMS) + (3 x

KOJIMYECTBO TsDKeNbIX VMS)] B TeueHne neproaa BpeMeHu 7 THEH.

Takast B3BelICHHAs1 OLIEHKA, Hampumep, ucnosb3oBanack B Notelovitz et al. (“Initial 17p-
Estradiol Dose for Treating Vasomotor Symptoms”; Obstetrics and Gynaecology, Vol. 95(5),
May 2000, p. 726-731).

3Ty OLCHKY HCIIOJIb30BaJIM AJIA TOJYUCHUA JaHHBIX, JOTIOJHUTEIIbHO BKIIFOUCHHBIX B IIPUMED

1 Hwke B pasgene A. ¢) «B3BelieHHas OLeHKA MPITUBOB 32 HEETIOY.

B AJIBTCPHATHUBHBIX BapUAHTAX OCYLICCTBJICHUSA .]'II-O6y1-O KOM6I/IHaLII/II-O OIIMCAHHBIX BBIIIC

CIIOCO0OB MOKHO MPUMEHSTD Il OLIEHKH TSDKECTU /MK 4acToTel VMS 32 Heperro.
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T'opMoHO3aMecTUTEIbHASL TEPAITUS

Hacrosimasi Tepamuss OOBIMHO TpeAIojiaraeT HENpPepbhIBHOE BBEAEHHE OSCTETPOJILHOTO
KOMIIOHEHTa B TEYEHHE IEepUOAA BPEMEHH, COCTaBJIIOIIEro no MeHblel mepe 10 nHew,

NPEANOYTUTENBHO 110 MeHblIel Mepe 20 nHel.

OCTETPOSIbHBII KOMIIOHEHT BBOASIT B CYTOYHOW J03€ OT MNpUONIM3UTENBbHO 15 Mr mo

NpUOTU3UTENBHO 25 MT.

B KOHKpPETHOM BapHWaHTE OCYILECTBJIEHUS 3CTETPOJIbHBIM KOMIIOHEHT BBOJAT B CYTOYHOMU

103€ OT MpuOIU3UTETHPHO 15 Mr 1o MeHee dem 20 mr.

B npyroM KOHKPETHOM BapHaHTE OCYIIECTBJIECHUS 3CTETPOJIbHBIM KOMIIOHEHT BBOIAT B

CYTOYHOH 103€ OT Oonee 4yem 20 Mr 10 NPUOTU3UTEITBHO 25 MT.

B OOHOM BapHUAaHTE OCYLICCTBJICHUA HACTOAIIYI TEPANHWIO BBOAAT MAUCHTAM, KOTOPbIM HE
MNpOBOAUIIN TUCTEPIKTOMHUIO. B KOHKPETHOM BapUAHTEC OCYLICCTBIJICHUA HACTOALAA TEPAIUs
BKIIFOHACT CXCIHCBHOC BBCIACHHC HpI/I6J'II/ISI/ITeJ'IbHO 20 mr SCTCTPOJIbHOIO KOMIIOHECHTA,

NpEeATTIOYTUTECIIBHO MAIUEHTAM, KOTOPbIM HE MMPOBOAUIIU TMCTCPIKTOMUIO.

B Tex CIydasax, KOoraa HaACTOAIIYHO TEpalukdo BBOAAT TMALIMECHTY, MEPCHECIIEMY
T'MCTEPIKTOMHUIO, 3CT€TpO.]'[beII>i KOMIIOHCHT TIPCANOYTUTCIBHO BBOIAT B  KAYCCTBE

CANMHCTBEHHOI'0 aKTUBHOI'O UHI'PCOAUCHTA.

B cnydae ecniu HaCTOSILIYIO TepaNUIO BBOJAAT MALUEHTaM, HE MOJIBEPraeMbIM I'MCTEPIKTOMUM,
— BCTETPOJIbHBIM KOMIIOHEHT MOKHO BBOAUTb B KAyeCTBE €IWHCTBEHHOIO AKTHBHOIO
WHTPEIMEeHTa WM MOXHO BBOJUTh BMeECT€ C HeoOs3aTebHBIM MPOTreCTOreHHBIM
KOMIIOHEHTOM. Y Ka3aHHbIH HEOOS3aTeNIbHbIM MPOTeCTOreHHbI KOMIIOHEHT MOKHO BBOJUTH
HETNPEPBIBHO (T. €. KaXKIble CYTKH B JOMOJHEHHWE K JCTETPOJIBHOMY KOMIIOHEHTY) WJIH
TOCJIEIOBATENBHO (TIPU 3TOM «IIOCJIEIOBATEIBHO» O3HAYAeT BBEACHHE MPOTeCTOTEHHOTO
KOMIIOHEHTa B TeueHue, Hanpumep, 10-14 nHell kaxaplii mecsn wid B TedeHue 14 nuei

KaXIble 3 MecsIa).

TepMuHBI « HENPEPBIBHBII/«HETIPEPBIBHO», UCTIONb3Y EMbIE B JAHHOM JIOKYMEHTE, 03HAYAOT,
YTO KOMIIOHEHTbl BBOJSATCSI C OTHOCHTENBHO pEryJSIPHBIMH  HHTEpBalaMu  0e3
(TepameBTMUECKH)  3HAYUTENBHBIX  IepepbIiBOB.  ECTECTBEHHO, MOIYT  BO3HHUKATh

HE3HAUUTECJIbHBIC TMEPCPBIBbI, KOTOPBIC HEC BJIMAIOT Ha O6H_Iy1-0 B(I)q)eKTI/IBHOCTb HaCTOAIICTO
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cnoco6a, u B HeﬁCTBHTeHbHOCTH TaKuC OTKJIOHCHHA OXBATBIBAOTCA  HACTOAIINM

u3zobpereHreM. B mpenmouTuTeNbHOM BapuaHTe OCYINECTBICHUsS, U Ooyee apupMeTHIecKH,
PEXUM BBEACHHS CUHUTACTCA HCMPCPBIBHBIM, C€CJIN CaMBbIH HHHHHbIﬁ HUHTECPBAJ MCXAY ABYMsl
HOCJIEY FOIMMHU BBEACHUSIMH He OoJiee ueM B 3,5 pasa mpeBblinaeT cpeqHuil natepsai. Eme
Oonee MpennOYTUTENIBHO YKa3aHHBIN CaMblii JUIMHHBIA MHTEpBaj He Oonee yeMm B 2,5 pasa,

HaunboJiee MPeanoYTUTENBHO He Oosiee yeM B 1,5 pasa npeBbllIaeT CpeaHui HHTEPBAL.

B onHOM BapuaHTe OCYINECTBJEHHs HEOOs3aTeNIbHBIN MPOreCTOreHHbIN KOMIIOHEHT BBOMSIT
MOCPEACTBOM IyTH, OTJIIMYHOIO OT MEpPOpajbHOIO, HAIpuMep, C HUCIHOJIb30BAHUEM
BHyTpuMaTo4yHoro ycrpoiicta (IUD). B ogHOM BapmaHTe ocymiecTBieHus: ykazaHHoe [UD
JOCTaBJIACT HpOFeCTOFeHHbeI KOMITIOHCHT JICBOHOPTCCTPEIL. B OOJHOM TaKOM BapHUaHTE

ocymectenenus: [UD npencrasisier coboii [lUD Mupena® wiu ITUD Levosert®.

B opnHOM BapuaHTe OCYINECTBJCHHS HACTOALIAs Tepamus BKIKOYAET MepPOpajbHOE,
cyOnuHrBajbHOE, OYKKANIbHOE WM CyONa0uanbHOE BBEIEHHE 3CTETPOJBHOTO KOMIIOHEHTA.
Oty nocienHue 3 pexxruMa BBeIEHHs 00Iaal0T MPEUMY IECTBAMU, 3aKTFOYAOIIMMUCS B TOM,
qTO BCTeTpOHbelﬁ KOMIIOHEHT HE€ AOJIKCH MPOXOAUTHh YCPE3 MUIICBAPHUTCIBHYO CUCTEMY, U
JaeT BO3MOXKHOCTh M30€)kaTh BO3JEHCTBHSA HA ME4YeHb IPU MEPBOM MpoxoxneHun. Kpome

TOTO, 3TU CIIOCOOBI BBEICHUsI 00€CIIeUNBAIOT OBICTPOE HAYAJIO NeHCTBUS.

Hcnonb3yeMblii B JaHHOM JOKYMEHTE TEPMHUH «CyOJIMHIBAJIbHBII» OTHOCHUTCS K
(bapMakoJIOTH4eCKOMY IMyTH BBEICHHS, MMOCPEICTBOM KOTOPOTO 3CTETPOJIbHBIN KOMITOHEHT

IMPOHUKAET B KPOBb YE€PE3 TKAHU IMOA A3BIKOM.

Ucnosnp3yeMblii B~ JAHHOM  JOKYMEHTe TepMUH  «OYKKaJbHBII»  OTHOCHTCA K
(bapMakoJIOrH4ecKOMy IMyTH BBEIEHHS, MOCPEICTBOM KOTOPOTO 3CTETPOJIBHBIA KOMITOHEHT
NPOHUKAET B KPOBb 4Yepe3 TKAHU INEYHOro MpennBepus — o0JacTh BHYTPU PTa MEXKIY

CIMU3UCTON 000I04KOH ImeKH (OYKKaIbHOM CIM3UCTON 00OJIOUKOH) 1 3y 0aMu/IeCHAMU.

Tepmun «cyOnabuanbHbI» B KOHTEKCTE HACTOSIIETO  OMHCAHUS  OTHOCHUTCS K
(hapMaKoJIIOTUYECKOMY IMyTH BBEICHHSI, TOCPENCTBOM KOTOPOTO 3CTETPOJIbHBIA KOMITOHEHT

MOMEIIAeTCSI MKy TyOOH U TECHOM.

B cnocobe mo HacTosmeMy H300pETEHUIO 3CTETPOJ U MPOTeCTOTEHHBIN KOMIIOHEHT MOKHO

BBOAUTb B OTACJIbHBIX C€AWHULAX OO3UPOBAHUA. Tem He MCHCEC, TaKXKE€ BO3MOXHO H
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HeﬁCTBHTeHbHO O4YCHb YI[O6HO O6’beI[I/IHI/ITb OTH [ABa KOMIIOHCHTa B OJHY CIAUHHLY

TO3UPOBAHUSI.

B cniocobe no HacTosmeMy H300peTeHHI0 KOMOWHALIMIO POr€CTOT€HHOTO U 3CTETPOJIBHOTO
KOMIIOHEHTa LeJIeCOOOpa3HO BBOAWTH HENPEPHIBHO B TEYEHHE NEepPHOAA BPEMEHH,

COCTABJISIIOLIETO MO MeHbIIel Mepe 10 gHel.

Hacrosimee n3o0pereHne MoxkeT OBITh MOAXOAAIINM 0Opa3oM Peasn30BaHO HA NMPAKTHKE B
dopme MHOXKECTBA CIIOCOOOB BBENIEHHSI, KOTOPBIE H3BECTHBI CIIELHAJIICTY B JaHHOI obiacTu.
Cpenu »>THX crmocoOOB MPEnCTaBlIeHbl CIIOCOObI, B KOTOPBIX MPUMEHSIOT OXHO(Da3HbIE
npenaparbl, KOTOPbLIE COACPKAT CAUHUIBI AOO3UPOBAHHA C TMMOCTOAHHBIM KOJIHNYECTBOM

SCTCTPOJIbHOTO KOMIIOHECHTA U HE00s3aTEILHOIO NpOreCTOr€HHOrO KOMIIOHCHTA.

B BapHUAHTEC OCYLICCTBJICHHUA HACTOSALICTO I/1306peTeHI/I$I, rae BbI6paHO MOCJIECAOBATEIbHOC
BBCACHUE TMPOTCCTOTCHHOIO KOMIIOHCHTA, TAaKXKE BO3MOXKHO U YI[O6HO O6’I:>CI[I/IHI/ITI:>

KOMIIOHCHTBI B OAHY €AWHULY JO3UPOBAHUA B TC JHU, KOTAAa BBOOAT ABAa KOMIIOHCHTA.

B omgHOM BapmaHTe OCYILIECTBIEHHS HACTOALIET0 H300PETEHHs TOPMOHO3aMECTUTEIIbHY IO
TEPAITHIO BBOASAT CYOBEKTY B MEPUMEHONay3e. B 1aHHOM BapuaHTe OCYLIECTBIEHHS CyOBbEKT
Oynmer momy4aTh MOJB3y OT oOnerdeHuss VMS mocpencTBoM BBeNEHHMsS KOMITO3HLIMU 10
HACTOSIIEMY H300PETEHHIO, OJHOBPEMEHHO IIOJy4asl IOJIb3y OT IPOTHBO3a4aTOYHOTO
sdpdexra. B KOHKpETHON MOMYJSAIMU B NMEPUMEHONAy3€ NEHCTBUTENBHO 4YacTo TpedyeTcs
KOHTpALEMNUUsl U, MOCKONbKY VMS MNOSBIAIOTCS B JAHHBIA MEPHOJ >KU3HU, JICUEHHUE I10
HACTOSIIEMY H300PETEHHIO OJHO3HAYHO YJOBJIETBOPSIET 3TH IBE MOTPEOHOCTH B paMKax

OOHOrO MPOCTOrO JICUCHUA.

B npyrom BapuaHTe OCYIIECTBIEHHS HACTOSILErO HU300PETEHHS TOPMOHO3aMECTUTEIIbHY O

TEPAITHIO BBOIST CYyOBEKTY B IIOCTMEHOIIAY3€.

B KOHKPETHOM BapHaHTe OCYIIECTBJICHUS HACTOSAIIErO n300peTeHus
TOPMOHO3aMECTUTENBHY O TEPAIHUIO LeJIECO00Pa3HO BBOAUTH AJIS IONYUEHHs IPEUMYLIECTBA
B BHIE OTCYTCTBHs 3(deKTa craryca KypeHus: CyObeKTa B OTHOIIGHHH TEpPAINUH 10
HacTOsIIEMY H300peTeHHi0. [leficTBUTENbHO, NAaBHO HM3BECTHO, YTO KypEHHE 3HAYHMTENBbHO
CHIDKAeT KOHLIEHTPALMIO 3CTPOr€Ha B CHIBOPOTKE KPOBH, O 4Y€M, HANpUMep, cooOiaercs B
aHaM3e KIMHMYeCKUX uccienosaHuil 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 OOHAPY KHMJIH, YTO B TPYIINE SCTPOr€HOB KypPEeHHE NMPUBOIUT K 3HAYUTENBHO Oolee

HU3KHUM yPOBHSIM KaK 3CTPOHA B CHIBOPOTKE, TaK U 3CTPAZHOJIA B CHIBOPOTKE BO BCE MOMEHTBI
BPEMEHHU II0CJI€ PaHIOMM3ALMHU, B TO BpeMs Kak B rpymnmne mianedo He HaOI0[aIoch
pa3nuuuii MeXay KypsALIMMU U Hekypsiumu. Bjarnason et al. mpuium k BBIBOAY O TOM, YTO
KyPEHUE CHUYKAET YPOBEHb 3CTPOI€HOB B CBIBOPOTKE KPOBH KaK HA UCXOJHOM YPOBHE, TaK U
gyepe3 2 4. y JKEHUIMH B MOCTMEHOMNAy3€ NpH JICYEHUHM 3CTPOreHaMM, a TakKe O TOM, 4TO
3¢ ¢eKT KypeHuss B OTHOLICHUH KOHLIEHTPALMH SCTPOTE€HOB IOJIHOCTBIO BBIPAXKAETCS Y
JKEHIIMH, BBIKYPHBAIOLINX 1O JECSATh WM MEHbINE CHrapeT B €XKEeCyTOYHO, U 4TO 3(PQeKT
KYpEHHsI B OTHOIICHWH METa0OJU3Ma 3CTPOTEHOBOM TEpAIMU SIBJIIETCS] MMOCTOSIHHBIM U 0€3

3aBUCHUMOCTHU OT AO3bI OJId CTaHAAPTHBIX MHTEHCUBHOCTEN KYpPE€HUA.

B naHHOM KOHKPETHOM BapUaHTE OCYILECTBJICHHS, OCHOBBIBASICh HA HEOKUTAHHOM OTKPBITHH
TOTO, YTO Ha TEPANHIO [0 HACTOSIIEMY M300PETEHHIO HE BIIUSET CTaTyC KYpPEeHHs CyOBEKTa,
TOPMOHO3aMECTUTENBHYIO TEPAIHUI0 MPEANOYTUTEIPHO HA3HAYAIOT TMOMYJISIUN IMallMeHTOB,
BBIKYPUBAIOIIMX 1O S5 win Ooiee curaper exeCyTOYHO, TMOMyJSIUK IallueHTOB,
BbIKypuBatomux mo 10 wiu Ooublle CUraper €KeCyTOYHO, WIIM TOMYJISILIUN TMALHUEHTOB,

BBIKY pHBAOLINX 1O 15 1 Oosiee curaper eskecy TOUHO.

B eule OHOM BapUaHTE OCYLIECTBIICHUS HACTOSILIIETO n300peTeHus
rOPMOHO3aMECTUTENBHY O TEPATIHIO 1eJ1eCO00Pa3HO BBOAUTD JUJIS MOJYUYEHUs MPEUMYIIeCTBa
B Buae orcytcTBui 3(pdekra craryca BMI B OTHOIIEHMM Tepamuu IO HACTOSILIEMY
m3o0pereHno. JIeHCTBUTENBbHO, HEOXHUAAHHO OBLIO OOHAPYKEHO, YTO B OTIMYHE OT
TOPMOHO3aMECTUTENIbHOM TEpanuu U3 TPEAbIAYIIEro YPOBHS TEXHHKH Ha 3(PQPEKTUBHOCTH
TEpanvu IO HACTOSIIEMY H300peTeHu0 He Biusier 3HadeHne BMI cyObekra. B manHOM
KOHKPETHOM BapUaHTE OCYILIECTBJIEHUS TOPMOHAJbHYI) TEPANUI IO HACTOALIEMY
M300pETEHNI0 MPEINOYTHTEIBHO HaszHadaT cyObekTy, BMI koTtoporo cocrasisier 25 wiu
oounbire, 28 unu Oosbine, 30 unu Oombine, 33 wian Oonblie, 35 v Oosbine, 37 winu OONbIIE
win 40 unu OGonpime. B TaHHOM KOHKPETHOM BAapUaHTE OCYINECTBICHHS TOPMOHAJBHYIO
TEpaNUI0 IO HACTOALIEMY H300PETEHHIO MPEONOYTHTENBHO HA3HAYAT CYOBEKTy ¢

U30BITOYHBIM BECOM WJIH CYOBEKTY ¢ OXKHPEHUEM.

beuto oOHapyskeHO, YTO TOPMOHO3aMECTUTENbHAsl Tepamlus MO HACTOSIEMy H300pETeHUIO
0COOEHHO MOJie3Ha JJIs1 OOJIErYeHNsI CUMIITOMOB, CBSI3AHHBIX C MEHOIAY30H, B TO K€ BPeMsI
OKa3bIBasl YPE3BBIYAMHO OrPAHUYEHHOE BIIUSHUE Ha OOJNBIIOE KOJUYECTBO IMEYEHOUHBIX,

réMOCTaTHYECKUX, SHIOKPHHHBIX U METaOONINYEeCKUX MapamMeTpoB. JleficTBUTENbHO, clyyail
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Buno0B jedeHuss HRT u3 npeapinyliero ypoBHsl TEXHUKH UMEJI HEraTUBHOE BIUSIHUE HA OTU

napamMeTphl. HeoxxuganHbpIM U OU€Hb ITOJIC3HBIM SIBJISIETCS TO, UTO ObLIO 06Hapy>1<eHo, 4qTO
JICHCHUE TI0 HACTOALIEMY I/I306peTeHI/II-O, HalnpoOTHUB, HC HU3MCHACT WU JIMIIb MHWHHUMAJIBHO

u3MeHsieT OOJBLIMHCTBO MapaMeETPOB.

Komnosuruu

3CTeTpOJIbeII71 KOMIIOHCHT TII0 HaCTOAILIEMY I/1306peTeHI/II-O OXBaTbIBA€T BECLICCTBA,
BBIOpAHHBIE W3 TPYMIIBL, COCTOSIENH M3 3CTETPOJIa, CIOXKHBIX 3(PHUPOB 3CTETpONA, T aToM
BOJIOPOJA TIO MEHbIIEH Mepe ONHOW W3 TMAPOKCHIIBHBIX TPYII ObUT 3aMELIeH alHIbHBIM
pPaaMKaIoOM YTJIEBOJOPOAHOM KapOOHOBOMW, CyJIb(OHOBONW KHCIOTHI WM CyJb(aMHHOBOI
KUCJIOTBI, cocrosimmed w3 1-25 artomoB yrueponma;, u uX KoMmOuHaumid. bornee
NPEANOYTUTENbHO, 3CTETPOJIbHBI KOMIIOHEHT MPEACTAaBIsIeT COOOW 3CTEeTpon (BKIIFOUAsS
ruzapart scretpoia). Hanbonee npennoYTuTeIbHO 3CTETPONIBbHBIN KOMIIOHEHT, COAep KaIuiics

B €IMHULIE JO3UPOBAHMSI, IPEACTABISIET COOOM 3CTETPOJIa MOHOTHIPAT.

OCTETPONbHBIII KOMIIOHEHT [0 HACTOSINEMY HW300pPETEHUIO MPUMEHSIOT B CYTOYHOH
SKBUBAJICHTHOW J103€ OT MPUONM3HTENBHO 15 Mr 1o npubIU3UTEIBHO 25 MI' 3CTETpojia
MoHoruzapara. J[pyrumMu ClIoBaMH, €CIIM 3CTETPOJIbHBIN KOMIIOHEHT CaM IO cebe He sIBIISETCs
3CTETPOJIa MOHOTUAPATOM, TO CYyTOUHYIO O3y 3CTETPOJBHOTO KOMIIOHEHTAa KOPPEKTUPYIOT C
NOJy4eHHeM  TepameBTH4Yeckoro 5¢{¢dexra, HSKBUBAJEHTHOIO CYTOYHOM 103€  OT

NpUOIU3UTENBHO 15 Mr 10 MpUOIU3UTENBHO 25 MI 3CTETPOJIa MOHOTHPATA.

B 0co0eHHO mNpennouTHTEIHPHOM BapHaHTE OCYINECTBJICHUS HACTOSINErOo H300peTeHUs
(dapmanieBTHYECKasE KOMIIO3HMLUSI [0 HACTOSALIEMY H300PETeHUIO TIpeIHA3HA4YeHa IS
€KEHEBHOTO BBEACHUS, T. €. OHA MPEACTaBIsIeT OO0 eNMHUIy NO3UPOBAHUS C CYTOYHOH

TIO30H.

B ciyuae mepopanpHOroO BBENEHMs €AMHHULA AO3UPOBAHMS A MEPOPAIBHOIO BBEIECHUS B
COOTBETCTBHUH C HACTOSIIIUM H300pETEHHEM MPEACTABISIET COOOM TBEPAYIO UIIH MOy TBEPIY O
JEKapCTBEHHYIO (OpPMy, TaKyr Kak TaOJeTKH, KaICyJibl, OONATKH, MEJJIEThbI, MHJIFOJIH,
NOPOIIKH U TpaHyJbl. TepMHUH «TBepHas WM IMOJYTBEpPAAs JEKapCTBEHHas (popma» Takke
OXBAaTbIBAET KAIICYJIbl, KOTOPbIE COAEPXKAT >KUAKOCTb, HAIIPUMEP MAaCJO, B KOTOPOM AAHHBIN
SCTETPOJIBHBIM KOMITIOHEHT W/HIIM HEOOsI3aTeNbHBIN MPOTreCTOreHHbIH KOMIIOHEHT PacTBOPEH
Wiy aucnepruposad. TaOneTku M SKBUBAJIEHTHBbIE TBEPIbIE U MOJYTBEPAbIE JIEKAPCTBEHHbIE

(dopMBI MOTYyT MOAXOASIIUM OOpPa3oM COAEpkKaThb MaTepHalibl, TaKue KakK CBS3YIOIIHE
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B€IICCTBA (Haan/IMep, THUAPOKCUTNIPOMUIMETHIILCIIIIFOJIO3Y, MOJIUBUHHUIIIIUPPOIIUAOH, APYTrUeC

LIEJUTIOJIO3HBIE MaTepUaNbl U KpaxMai), pazdaBurenu (Hampumep, JAKTO3y M ApyTHE caxapa,
Kpaxmaj, IuKaipluipochaT W LEJUIIOJO3HbIE MaTepualibl), CPEACTBA IS YJIyYIIEHHS
pacnagaeMocTd TabJeTOK (HampuMep, MOJUMEpPhl Kpaxmalia M LEeJUTIOJIO3HbIE MaTepualibl) U
CMa3bIBAIOIINE CPEACTBA (HAMpPUMEp, CTeapaThl M TaibK). DTU TaOJETKH M SKBUBAJIECHTHbBIC
TBEpIble JIeKAPCTBEHHbIE (OpPMbI MOTYT OBITh IOJy4Y€HBI MOCPEICTBOM  BJIAXKHOI
IPaHyJSILMK, HAMpPUMEP, C HCIOJNB30BAHHEM BOJHOTO PAcTBOpa HIJIM OPTraHUYECKOTO

pacTBOpA, a TAKKE C MIOMOLIbIO HETTOCPEACTBEHHOT'O IMPECCOBAHUS.

B cnydae  cyOnmuHrBasibHOTO, OYKKaJIbHOTO  WiIM  CyONaOWaibHOTO  BBEIEHUS
bapMarieBTUYECKasi KOMITO3HUIIMSI B COOTBETCTBHHM C HACTOSIIHMM H300pETEHHEM SIBJISETCSI

OUCHEPTUPYEMOH B MOJIOCTH PTa €AMHULIEH TO3UPOBAHUS.

Tepmun «aucneprupyemMasl B HOJOCTH PTa €AUHALA JO3UPOBAHUS», UCIIOJIBb3Y€EMBIH B TaHHOM
IOKYMEHTE, OTHOCHTCS K €OUHHLE JO3MPOBAHMUS, KOTOpas IMpeqHa3HaueHa i ObICTPOro
pacnaza B MOJOCTH PTa IPU KOHTAKTE CO CIFOHOM U AJIs1 JUCHEPTUPOBAHUS SCTETPOJIBHOIO
KOMIIOHEHTA B CIIFOHE C T€M, YTOObI OH TOTJIOLIAJICS Yepe3 CIU3UCTYI0 OOOJIOUKY POTOBOM

IIOJIOCTH.

B cnyuae ecnu equHNLA JO3UPOBAHUS NMPEACTABISIET COO0H TUCTIEPTUPYEMYIO B TTOJIOCTH PTa
eIUHMIY JO3MPOBAHMs, — CKOPOCTh BBICBOOOXKIEHHS OCTETPOJBHOIO KOMIIOHEHTa W3
eIUHMIBl JO3UPOBAHUS MOXET OBITh COOTBETCTBYIOIIMM O0pa3oM oOmpeneneHa ¢
UCTIOJIb30BAaHHEM TeCTa Ha pacmanaemMocTth B cootBercTBuu ¢ Ph. Eur. 2.9.1 («Disintegration
of tablets and capsulesy) u USP <701> («Disintegration»), Hanpumep, ¢ HUCTOJIb30BAHUEM
BOJbI B KA4eCTBE Cpenbl M pacmana. Jlucrneprupyemasi B NOJOCTH pTa TBepAas €IHHHULE
JO3UPOBAHUS MO HACTOSIEMY H300PETEHHIO, MOABEpraeMasi yKa3aHHOMY BBIIIE TECTy Ha
pacmazaeMocTb, OOBIMHO pacrmajaercss B TEYCHHE MeEHee 4dYeM S5 MHUHYT, Ooee
MPENOYTUTENIbHO MEHee 4eM 2 MUHYT, elle OoJjiee MNPeANOYTHTENbHO MeHee 4eM 1,5
MHHYTBI, eme 0oyiee MPeanoYTHTENBHO MeHee YeM | MHUHYTHI, emie 0oyiee MpennoYTHTENbHO

MeHee 4yeM 45 CeKyHI U HanOoJiee MPeanoYTUTENIbHO MeHee YeM 30 CeKyHI.

B clydac €CJIM y MAIUCHTKU BCE €IIEC MMECTCA MaTKa, — MOXHO BBECTU I[OHOJ'IHPITCJ'II:HI:;I?I

HpOFeCTOFeHHbIﬁ KOMIIOHCHT, B JOIIOJIHECHUE K 3CTETPOJIbHOMY KOMIIOHCHTY .

IIpumMepsl MPOreCTOreHHbIX KOMITIOHEHTOB, KOTOPBIE MOTYT OBITH MOAXOMSLINM CIOCOOOM

HCIIOJB30BaHbI B COOTBCTCTBUHU C HACTOAIIHUM I/1306peTeHI/IeM, BKJIFOYAKOT:. JICBOHOPICCTPEII,
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HOPreCTHMAT, HOP3TUCTEPOH, IUAPOTeCTEPOH, APOCIUPEHOH, 3-0eTa-TuIpOKCHAE30TeCTpel,

3-keronesorectpen, 17-ne3aneTuiHOprecTUMaTt, 19-HopnporecTepoH, aleTOKCUIIPErHEHOJIOH,
ANIMJIECTPEHON, AMIECTOH, XJIOPMAIWHOH, LUIPOTEPOH, JEMEreCTOH, MIe30TeCTpel,
AMEHOTeCT, AUTHAPOTreCTEPOH, TUMETUCTEPOH, 3TUCTEPOH, ITHHOAUOJANALIETAT, (PTOPrecCTOHA
arerar, T'aCTPUHOH, TeCTOJIEH, I€CTPUHOH, THAPOKCUMETUIIIIPOT€CTEPOH,
T'HAPOKCUIIPOT€CTEPOH, JIMHECTPEHOJ, MELUPOreCTOH, MeIPOKCHIIPOreCTEPOH, MEreCTpOJib,
MEJIEreCTPOJl, HOMEreCTPOJ, HOPITUHAPOH, HOPATHHONpEN, Hoprectpen (Bkimouas d-
Hoprectpen u dl-HoprecTpesn), HOPreCTPUEHOH, HOPITUCTEPOH, MPOTeCTEPOH, KBHHIECTAHOJ,
(17-anbta)-17-runpokcu-11-merunen-19-vopnperna-4,  15-nuen-20-mn-3-oH,  THOOJIOH,
TPUMETeCTOH, aJIbIeCTOH-aleTOPEeHNA, HECTOPOH, NPOMETeCTOH, CJIOKHBbIE 3¢pupsl 17-
TUAPOKCHUIIPOrecTepoHa, 19-Hop-17-ruapokcunporectepos, 17-anbha-3THHUITECTOCTEPOH,
17-anbda-3THHUI- 1 9-HOPTECTOCTEPOH, d-17-6era-anerokcu-13-6era-stun-17-anpda-
STUHWITOH-4-3H-3-0H OkcHM, 0-Oeta, 7-Oeta;15-0era, 1 6-6eTa-numernnen-3-okco-17-nperaa-
4,9(11)-nuen-21, 17-Oera-kapOOJAKTOH WJIM TAHANPOTET M TPENLIECTBEHHUKH 3THX
COEAMHEHUH, KOTOpBIE CIIOCOOHBI BBICBOOOXKIATH STH MPOTECTOreHbl 1N VIVO MpH

HCIIOJIB30BAHHUHU B 1aHHOM criocobe.

Kpome TOro, mporecToreHHblii KOMIIOHEHT, UCIOJb3yEMblil B TAaHHOM criocode, BbIOpaH u3
IPYNIBL, COCTOSILIEN U3 MIPOreCTEPOHA, IPOCIUPEHOHA, TUAPOreCTEPOHa, MPEAIIECTBEHHUKOB

OTHUX MPOreCTOr¢HOB U UX cMeceH.

B OIHOM BApUAHTE OCYIIECTBJICHUSA HaCTOALICC I/1306peTeHI/Ie NpeacCTaBJACT
KOM6I/IHI/IpOBaHHy}O KOMITIO3ULIUIO, COACPIKAIIYHO BCTeTpOJIbeIfI KOMIIOHEHT BMECTE C

MpOreCTCPOHOM.

B omHOM  BapuaHTe  OCYLIECTBJIEHHMS  HACTOsINee  M300peTeHHe  NPEACTaBIIAET
KOMOWHHPOBAHHYIO KOMIIO3HLIMIO, COAEPKAIIYID 3CTETPOJIbHBIA KOMIIOHEHT BMECTE C

APOCTTHPEHOHOM.

B OJHOM BapHUaHTE OCYyHIECTBJIICHUA HaCTOAIICE I/1306peTeHI/Ie NpeACTAaBIIACT
KOM6I/IHI/IpOBaHHy10 KOMITIO3UIUIO, COACPIKAIIYHO 3CT6TpOJ’IbeIfI KOMIIOHCHT BMECTEC C

AUAPOTreCTEPOHOM.

B cnydae ecnu mporecTOreHHbIH KOMIIOHEHT I10 HACTOSIIEMY H300pPETEHHIO NPEACTaBIISIET
co0O# APOCTHPEHOH, — €ro MPEATIOYTHTEIbHO MPUMEHSIOT B CYTOYHOH no3e oT 0,5 mr mo

10 wmr, emre Gosee MpeanoOYTUTENBHO OT 1 Mr 710 4 Mr.
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B ciydae ecnm mporecTOreHHbIHi KOMIIOHEHT I10 HACTOSIIEMY HM300pPETeHHIO NPEACTaBISET

COOOH AMOPOTreCTepOH, — €ro MPEeANIOYTHUTENIbHO MPUMEHSIOT B CYTOYHOM 103€ OT
npUOIU3UTENBHO S MT A0 npubnusuTenbHo 10 Mr, Oosee IpeArnouTUTENBHO B CYTOYHOM 103€

NPHUOIU3UTENIBHO S5 MT.

B ciyuae ecny mporecTOreHHbI KOMIIOHEHT 10 HACTOSLIEMY H300pETeHUIO MPEACTaBIAET
co0O0# MPOrecTepOH, ero MPEANOYTHUTENILHO MPUMEHSIIOT B CyTOUHOM 03¢ oT 50 1o 200 mr. B
OIHOM BapHaHTE OCYIIECTBJEHUS MPOreCTePOH MPUMEHSIOT B CyTOYHOH no3e ot 50 mr no
100 Mr B ciaydae HENpPepbIBHOIO MpUMEHeHus. B apyrom BapuaHTe OCYLIECTBIEHUS
IPOreCTEPOH MPUMEHSIOT B CyTOYHOW no3e oT 100 mMr go 200 mr, B ciay4dae eciu ero
NPUMEHSIFOT MTOCNIEIOBATEIbHO, HAPUMED, €CIH €r0 BBOAAT B TE€UEHUE NMPUOIH3UTEIBHO 14

IHEN KaXKObIid MECSILI.

ITpu BCroMp30BaHUU APYTOTrO MPOTre€CTOINEHHOIO KOMIIOHEHTA CY TOYHYIO 03y KOPPEKTHPYIOT
TaKUM 00pa3oM, 4TOOBI OJIYYHUTh TAKOH ke Ppapmakosornueckuii 3pdexr, kak U nmpu 103€ OT

50 no 200 mMr nporectepoHa.

B npeamodTuTensHOM BapHaHTE OCYIIECTBJICHHS HACTOSINErO HM300pPETeHHS KOMITO3ULIUS
OOBEIUHSIET 3CTETPOJIbHBI KOMIIOHEHT M HEOOs3aTeNbHBI NMPOreCTOreHHbIH KOMIIOHEHT B
OZIHY €AUHULY AO3UPOBAHMS, MPEANOUYTUTEIBHO EAUHNLYY 1O3UPOBAHUsA C CYyTOYHOM 10301, B
Oonee MPEANOYTHTENILHOM BapHAHTE OCYLIECTBJIEHHS HACTOSAIIEr0 M300peTeHHsl yKa3aHHas
KOMOMHHUpPOBAaHHAsl €IWHHLA JO3MPOBaHMSA C CYTOYHON m030# mpencrasisier coboit

KOMOWHHUPOBAHHY IO €IMHULLY JO3HUPOBAHUS JIJISl MEPOPATLHOTO BBEICHHUS C CYTOUHOM A030i1.

B omHOM  BapuaHTe  OCYINECTBJIEHHs  HACTosllee  M300pETeHHE  TPEeACTaBIISIeT
KOMOMHHMPOBAHHY O €IMHULYY TO3UPOBAHUS JJISl TIEPOPATHHOTO BBEIEHUS ¢ CYTOYHOMN 0301,

coziepKallei 3CTETPONIbHBIN KOMIIOHEHT U MPOTr€CTEPOH.

B omHOM BapmaHTe  OCYINECTBJIEHHs  HACTOsllee  M300pETeHHE  TPEACTaBISIET
KOMOMHHPOBAHHYIO €IMHULLY JO3UPOBAHUS JJISl TIEPOPATHHOTO BBEIEHUS ¢ CYTOYHOMN O30,

CoJIeprKalllell 3CTETPONIbHBII KOMIIOHEHT U APOCTIMPEHOH.

B omHOM  BapmaHTe  OCYINECTBJIEHHs  HACTosAllee  M300pETeHHE  TPEACTaBISIET
KOMOMHHUPOBAHHYIO €IMHULY TO3UPOBAHUS JJISl TIEPOPATHHOTO BBEIEHUS ¢ CYTOYHOMN O30,

cozepKallle 3CTETPOJIbHBINA KOMIIOHEHT U JUAPOTreCTEPOH.
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B mpeamnouTuTenpHOM BapHaHTE OCYINECTBIIEHHS] HACTOSILETO M300pETEHHUs] NMpPEeACTaBJeHA

KOMOMHHUPOBAHHAS €IMHUIIA TO3UPOBAHUSA Ul MEPOPAIBHOTO BBEAEHUS C CYTOYHOM JTO30H,
OO0BbeAUHSIONAsT 3CTETPOJ B CYTOUHON [03€ MpHOIM3uTenpHO 20 MI ¢ NPOrecTepoHOM B

CyTO4YHOM 03¢ npudamsuTepbHo 100 mr.

B npyrom BapmaHTe OCYLIECTBJIEHHS HACTOSINErO M300pETEHMs] 3CTETPOJIbHBIN KOMIIOHEHT
BBOISIT TALMEHTY, y KOTOPOrO BCE €lle HMEETCs MaTka B COYETAHUH C CEJNIEKTHBHBIM
MOAyJsITOpoM — perientopoB  sctporeHa (SERM), B 4YacTHOCTM B COYETaHUU C
6azenokcudenom. IlpenmouturenpHo, Oa3emokcudpeH BBOAAT B CYTOYHOH J03€ OT
npubmmsutensio 10 mr go 50 mr. Bonee mpeamouturenbHo, Oa3enokCH(eH BBOISAT B

CYTOYHOH J103€e MpuOIM3UTeNbHO 20 MT.,

B omHOM  BapuaHTe  OCyLIECTBJIEHHMS  HACTOsIee  M300peTeHHe  MPEACTaBIIAET
KOMOWHHPOBAHHYIO TEPAIHI0, MPEAyCMATPUBAIOIIYIO 3CTETPOJIbHBIA KOMIIOHEHT BMECTE C

6azenoxcudeHoMm.

B omHOM  BapmaHTe  OCYINECTBJIIEHHs  HACToOsllee  M300pETeHHE  NPEACTaBISIET
KOMOMHHMPOBAHHYIO €IMHULY JO3UPOBAHUS JJISl TIEPOPATHHOTO BBEIEHUS ¢ CYTOYHOMN JT030M,

CoZiepIKalIel SCTETPONIbHBIN KOMIIOHEHT U Oa3enoKcHu(eH.

Hacrosimee mn3oOpereHne ObUIO OMUCAHO BBILNIE CO CCHUIKOW HAa PsAI MIUTFOCTPATHUBHBIX
BApUAHTOB OCYILIECTBJIEHHs. BO3MOXHBI MoAM(UKALMKU M aNbTEPHATUBHBIE BAapPUAHTBI
peanu3aly HEKOTOPbIX 4acTell MM 3JIEMEHTOB, KOTOPblE BKJFOUEHBI B OOBEM 3allHTHI,

OTpeNIeNIEHHbIN B pHIaraeMoii popmyJie n300peTeHusl.
IIpumepsni

Ilpumep 1. Hccneoosanue noobopa 003wl 01 6b160pa CymodHOU REPOPULLHON 003bl

scmempoiia (E4) 0na nevenusn 6a30MOMOPHHIX CUMNIMOMOG Y JHCEHWUH 6 ROCIMMEHONAY3e

BxiroueHre B HCCIIENOBAHNE U €TI0 TPOAOLKHTEIFHOCTD

Brxurouenne numnock npuMepHo 18 mecsieB. YdacTue OTneIbHbIX Cy OBEKTOB MPOIOJIKAIOCH
He Oosee 27 Henmenb: He Ooyiee 6 Hemenb N0 CKPUHUHTA W BbIBEACHHs, He Ooyiee 4 Henenb
CKPUHUHIa W BBOIHBIA mnepuox, He Oomee 91 mus (13 Hemenb) neuenust E4/mmanebo c
nocienyomumu 2 Hegensmu (14 nHei) nporeCTHHOBOM Tepanuu U KOHTPOJIBHBIM BH3HTOM

yepe3 1 Hememro mocie 3aBepLICHUs] NPOTeCTHHOBOM Tepamuu TOJNBKO y CyOBEKTOB, He



10

15

20

25

WO 2019/202141 PCT/EP2019/060220

28
MOABEPIIINXCst TUCTEPIKTOMUM.

OcHoBHas 11e1b 3P HEeKTHBHOCTH

Omnpenenenne MuHUManbHOH d>¢dexTuBHol n03bl (MED) nepopanbHOi no3el E4 myTtem
OLIEHKH W3MEHEHHH YaCTOThl U TSDKECTH Ba30MOTOPHBIX cUMNTOMOB (VMS), OT yMepeHHBIX

A0 TSAXKEJIbIX.

Metonnka

JlaHHOe  UWCCJIeIOBaHHE  MPEACTABISUIO  COOOH  NMPOCHMEKTHBHOE, MHOTOLIEHTPOBOE,
PaHIOMHU3MPOBAHHOE, IUIALCO0-KOHTPOJHPYEMOe JBOHHOE ClIernoe HCCIENOBAHUE C

noa0o0poOM 103.

THonvyasuus cyObEKTOB

INomxopsimumu cyObeKTaMu OBUTH KEHIIMHBI, MMOJBEPTIINECS TUCTEPIKTOMUY, U JKEHIIHHBL,
HE MOABEPrimIMecss TUCTEPIKTOMHUM, B IOCTMEHomayse B Bospacte or 40 nmo 65 et
BKJIFOUUTENIbHO, Yy KOTOPBbIX HAONMIOAANUCh TMO MeHbIneHd Mepe 7 TNPUIMBOB B CYTKH, OT
YMEPEHHBIX J10 TSKENbIX, WU [0 MeHblIel Mepe 50 NPUINBOB B HEAENIO, OT YMEPEHHBIX 10

TAKECJIbIX.

JMarao3 v KpUTEepHU BKIFOYESHHS

CY6"beKTbI COOTBETCTBOBAJIX BCEM CJICAYIOLIUM KPUTCPUAM BKIIHOYCHUA TIIPU BU3UTE

paHOOMHU3alHH. Ot KPUTCpUH OLUCHUBAJIN BO BPEMA CKPUHUHI'OBOI'O II€pUoaa:

1. XXenmuuel B Bo3pacte oT 40 10 65 jeT BKIIOYHUTENBHO, Y KOTOPBIX HAOJOMAETCs MO
MEHbIIENH Mepe 7 NPUINUBOB, OT YMEPEHHBIX A0 TSLKENbIX, B CYyTKU WM 110 MeHbluel mepe S50
NPWJINBOB, OT YMEPEHHBIX [0 TSKENbIX, B HEAEN0 32 HEAENI0, NPEIIIECTBYOLIYIO

PaHAOMM3ALIIH.
2. Manexc maccol Tena (BMI) ot 18,0 no 35,0 K1/M?, BKIIFOUHTEIBHO.

3. IlocTMeHOMay3anbpHbI CTATYyC OMpEAeNseTcss KaKk YPOBHH (DOJUIMKYJIOCTUMYJIHPYOLIETO

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

- aMeHOpes B TeYeHHUE N0 MEeHbIIeH Mepe 12 nocnenyomnux Mecsiles nin
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- aMeHopesl B TeueHHe MeHbIIell Mepe 6 Mecsues ¢ sctpanuonoM (E2) < 20 nr/mu, wnm

- HeoOXomuMO MO MeHbIIel Mepe 6 Hemenb MOCIEONEepAIOHHON IBYCTOPOHHEH
OBapHAKTOMMHU C FMCTEPIKTOMUEH MK Oe3 Hee ¢ KOIHel OTueTa O MaToJIOTUU MIIN BBITUCKOM

Ha (pupMeHHOM OJIaHKE OT JIeyalero Bpaya, IMOATBePKAAIOIEH yaaneHne 000NX SUYHUKOB.

4. Jlnst sxeHIUH 0Oe3 THUCTEPIKTOMHUM. COXPAaHEHHAs MaTKa C TOJIIUHON JBYXCJIOHHOIO

sHpometpusi < 5 mm Ha TVUS.
5. OTpuuaTeNnbHBINA TECT Ha OEPEMEHHOCTb.

6. Xopoiee pU3MUECKOe U IMICHXUIECKOe 3I0POBbEe N0 MHEHHUIO I1aBHOTO uccienonarens (PI)
Ha OCHOBaHMH MCIHLHMHCKOIO, XUPYPruiceCKoro U T'MHCKOJOTHYECCKOI0 aHaMHE3a,
MEAUIUHCKOTO OCMOTpAa, TMHCKOJIOTMYECKOIro OCMOTpa, JaHHBIX KJIMHUYECKOU J'Ia60paTOpI/II/I

U MOKa3aTeNeil JKU3HEHHO BaJKHBIX (DyHKIIUH.

7. Ilepen DOMYCKOM K HCCIENOBAHMIO CYOBEKT MPENOCTABUI MOAMUCAHHOE U AATUPOBAHHOE

NMICbMEHHOE HH(POPMHUPOBAHHOE COTJIACHE.

8. CyObekT crmocobeH MOHMMAaTh M COOMOaTh TPeOOBAaHUS MPOTOKOJA, MHCTPYKLHUH H

OrpaHHU4CHUA, YCTAHOBJICHHBIC ITPOTOKOJIOM.

Kpurepun uckiaroueHust

HOTCHLII/Ia.HbeIX CY6'beKTOB HUCCIEAOBAHUA HCKIIIOYAJIN, €CJIKW MPU BU3UTE PAaHAOMU3ALUU
NMpUCYyTCTBOBAJI OAWH M3 CJICAYHOIUX KPUTEPHUEB UCKIIKOYCHHA. OtHn KPUTCPUH OLCHHBAJIU BO

BpPEMs1 CKPUHMHIOBOT'O NIEPUOJA!

1. J{nst skeHIOUH Oe3 TUCTePIKTOMHH: 3a00JIeBAHUE MATKH WJTH MATOJIOTHYECKOE COCTOSIHUE, B

TOM YHUCJIE:
a. TOJILMHA JIBYXCJIOMHOrO 3HA0MeTpus > 5 MM 1o faHHeM TVUS;

b. HanMuUMe MUOMBI(MHUOM), KOTOpasi(-bl€) 3aTPyAHSAET(-I0T) OLIEHKY YHIOMETPHS C MOMOIIBIO

TVUS;

C. paK MaTK1 B aHAMHE3€ HUJIU €TI0 HAJIUYUEC,

d. HamMuMe runepIUIa3uy SHAOMETPUS,
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€. HAJIMYUEC MOJIUIa SHAOMETPUA C TUIIEPINIACTUICCKHUM WUJIN 3JI0OKAaUCCTBCHHBIM 3TTUTCIIUEM.

2. HeycTaHOBIEHHOE BarnHaJbHOE KPOBOTEUECHUE 32 MOCAEeIHUE 12 MeCsLEB.

3. Kaxue-nmubo 310KkauecTBEHHbIE HOBOOOPA30BaHKs B aHAMHE3€e, 38 HCKIIIOYEHNEM 0a3aJIbHO-
KJIETOUHOM (UCKIIIOUEHO, ecnu HabJrojajach B TEeYeHHE TMPEObIAyLIMX 2 JIeT) WIH
IUIOCKOKJIETOYHOH (MCKJIIOYEHO, eciu HaOmopasach B TeUeHHe NPENbIIyLIero Troja)
KapuuHOMBI KOKU. Kakue-nmnbo KIMHUYECKH 3HAYMMbIE Pe3yJIbTaThl OOCIENOBAHUS TPYIH
w/umm Mammorpaduu ¢ TIONO3PEHMEM Ha 3JI0KAYeCTBEHHOE HOBOOOpAa30BaHUE TIPY.H,
KOTOpble TOTpeOOoBail Obl JOMOJHHUTENBHBIX KIMHUYECKUX HCCICIOBAHUNA C IEJIbEO
UCKJIFOYEHHsT paka Tpyau (OOHAKO AOMYCKaJMCh MPOCTbIE KHCTBI, TOATBEPKACHHBIE C
NOMOIIBIO YJIbTpa3Byka). IIpumedanue: TpeOoBanach CKpHHUHIOBask MaMMorpadus, eciu y
cyOBeKkTa He OBUIO MICbMEHHON JAOKYMEHTAIlMH O MaMMOrpaduH, BHIMOJIHEHHOH B TE€UEHUE

HOCJIEAHUX 9 MecsILIEB.

4. Mazok Pap u3 meiiku MaTKu ¢ MPU3HAKAMH MATOJIOTHH Y CYOBEKTOB, HE TOABEPraBIINXCS
TUCTEPIKTOMUH (TMCbMEHHAsi JOKYMEHTALMs O MPeAbIAyIeM TecTe B TeueHue 18 mecsies
WIN TECTe MPH CKPUHUHTOBOM HCCIIENOBAHMM), C NMPU3HAKAMH AUCIUIA3UM LIEHKU MAaTKH
Oosee BBICOKOH CTENEHH, YeM IUIOCKOKJIETOYHOE MHTPA’IMTENNATIbHOE MOpPakeHHE HU3KOM
crenean (LSIL). B uccnenoBanue ObUTM BKIIFOYEHBI JKEHIIUHBI C JUATHO30M ATHITUYHBIC

TUIOCKOKJIETOYHBIE KJIETKH HeyCTaHOBJIeHHOH 3Hauumoctu (ASCUS).

5. Cuctonuyeckoe aprepuanbHoe nasineHue (AJl) 3a npenenamu auanazona ot 90 go 140 mm
pT. cT., nuacronmdeckoe A/l 3a mpenenamu nuanaszoHa ot 60 1o 90 MM pPT. CT. W/HIIK YacTOTa
CepIeYHbIX COKpalleHui 3a mpeaenamu nuanazoHa oT 40 mo 100 ya./mun. CyOBekTOB C
JIETKOM WJIM YMEPEHHON apTepualbHON THIEPTEH3UEH, KOTOPble HAXOAUIUCH MO KOHTPOJIEM
CTa0MJIBHOTO AHTUTHIIEPTEH3MBHOTO PEXKHMMA, BKJIOYAIA B HCCIECIOBAHHE, €CIH OHH

COOTBETCTBOBAJIU KPUTEPHUSIM BKITFOUESHUS/UCKITFOYESHHSI.
6. Kakue-11u00 KIMHUYECKU 3HAYMMBbIE OTKJIOHEHHUS, BhisiBJieHHbIe Ha DKI ' B 12 OTBEIEHUSIX.

7. BeHO3HOE WK apTepuaibHOE TPOMOOIMOOINYECKoe 3a00ieBaHNe B aHAMHe3e (Hampumep,
TpoMOO03 TIyOOKUX BeH, TPOMOOIMOOHS JIETOYHOH apTepUH, HHCYJIBT, HHPAPKT MUOKapIA,
CTCHOKapaus U T. Il.), HU3BCCTHAA KOaryJionatusa Wi aHOMAJIbHbIC q)aKTOpr CBCPTbIBAHUA

KPOBU B aHAMHE3E.

8. CaXaprIfI zma6eT C IJIOXHUM KOHTPOJIEM TIJIMKEMHU B TCUCHUC ITOCJICAHUX 6 MCECAILICB,
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onpeaeNieHHbI M0 JTaOOPaTOPHBIM YPOBHSIM TIIFOKO3bI 32 MpeAesiaMu JUara30HOB HOPMBI U

TJIMKUPOBAHHOTO reMOryio0nHa Bbiie 7%.

9. JlucnumonpoTeMHEMHUs]  NpenpacroyaraeéT K  aTepoCKJIePOTHYECKOMY  CepAevHO-
cocynuctomy 3abosesanuto (ASCVD). Ecnu y cyobekra B Teuenue 10 et HaOmonancs Gam
no ASCVD > 5%, paccuuranHblii ¢ ucrnons3oBanueMm oueHku pucka ASCVD (PykoBoactso
no oueHke cepaevyHo-cocymucroro pucka ACC/AHA, 2013), ero He BKIIOYAId B
uccnenoBanne. Bo Bcex ciywasx ypoBeHb xojecrepuHa LDL > 190 mr/mn wiu ypoBeHb

TPUIIIULEPUAOB B I1a3Me KPOBH > 400 MI/JT SIBJISIIICH KPUTEPUSAMU UCKITFOUESHHS.

Ecmn cyOpexT mojydan THUMONUNMAEMUYECKYI0 TEPaIHio, TO €€ JIeueHHe MOJDKHO OBILIO
NPOBOAMTHCS TIOCPEACTBOM CTaOWIIBHOW 1030i B TeUeHHE MO MeHbIued mepe | mecsua 1o

CKPUHHHTA, W JOJLKHBI OBUTH UCTIOJIb30BATHCS TAKUE K€ KPUTEPUU OTOOpA.

10. Kypenne > 10 curaper/cytkn wnu ynortpediaerne > 1 MiI/CyTKM HHUKOTHHCOIEp KaInen

FKUAKOCTHU IJIA SJICKTPOHHBIX CUTapeT.

11. 3aboneBaHue KEIIHOTO My3bIPsl B AHAMHE3E MIIN HAJTMUNE TAHHOTO 3a00JIeBaHuUs, €CITH HEe

BBINOJTHSIACH XOJIELIUCTIKTOMUSI.
12. CuctemHast KpacHasi BOJYaHKA.

13. PaccesiHHBIN CKIIEPO3.

14. Octpoe man XpoHUYECKOe 3a00JIeBaHUE TIEUEHH.

15. OCTpaSI WM XPOHHUYECKas IMOYCHHAA HEOAOCTATOYHOCTDH, BKIIHOYUAA TSAXKECIYHO IMOYCYHYHO

HEIOCTAaTOYHOCTb.
16. HekoHTpONMpyemMble HapyIIE€HNs LIUTOBUIHOM JKEJe3bl.

17. CyOBekT umMen B aHaMHe3e OOJIBIION JenPeCCUBHBIN SMU30/ WIH MOCTTPABMATHYECKOE
ctpeccoBoe pacctpoiictBo (PTSD) B TeueHue 2 jner wiu Apyroe Cepbe3HOe MCHXUYECKOe
paccTpoiicTBO B aHamHe3e B Jroboe Bpems (Hampumep, MWH30(peHHs, OUMoIsApHOe

pPacCcTPOMCTBO U T. 11.).

18. IlpumeHeHne JeKapCTBEHHOTO(-bIX) mpemapaTta(-0c), ComepsKalero(-ux) 3CTPOreH WIH

nporectuH. /o mepuona BeiBeneHus1 TpeOyeTcst BBOAHBIN MEPUOA B CIIy4Yae MPUMEHEHHUS:
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a. BarvHAJIbHBIX TOPMOHAJIBHBIX IPOAYKTOB (KOJbIA, KPEMbL, T€JIH) — BBIBEACHUE IIO

MEHbLIEH Mepe 4 Heneny,

b. TpaHCIEPMAIBHOTO 3CTPOreHA HIIH SCTPOr€HA/TIPOTeCTHHA — BbIBEACHUE 110 MEHbILIEH Mepe

4 Hepeny,
C. IEPOPAIBHOTO 3CTPOreHa W/IJIH MPOTreCTHHA — BBIBEACHUE [0 MEHbIIEH Mepe 4 Heneny,
d. BHyTPMMAaTOYHOI MPOreCTUHOBO TEPANUU — BHIBEACHUE 110 MEHbLICH Mepe 4 HeleNu.

TGKYH_II/IG MOJIb30BATENIM  MPOr€CTUHOBBLIX HMILIAHTATOB HWJIW TIOJYYarOIIUE TEPAIUrO
NMOCPEACTBOM HHBEHUPYEMOI'0 JICKAPCTBEHHOT'O IMpf€riapara TOJbBKO 3CTPOIr€HOM  HE
AOIY CKaJIMCh K YYaCTUIO, €CJIU JICUCHUC HE ObLIO MPEKPAICHO Oosee yem 3 MECsLIa Hasan.
TGKYH.II/IG MOJIb30BATECIIN, MOJYyYarOIUE TEPAIUO MOCPEACTBOM MEJJIET C SCTPOTCHOM HIIU
TEPANIUIO TMOCPEACTBOM HHBECHUPYEMOIO JICKAPCTBCHHOIO IIpfrapata MOPOreCThuHa, HE

A0y CKaJHCh K YyHaCTHUIO, €CJIN JICHCHUEC HE ObLIO MPEKpPaICHO Oosee ueM 6 MECALICB Ha3anq.

19. IlpumeHeHne HErOPMOHAIBHBIX BUAOB JICYEHUs [JIsl YMEHBIICHHs] MPUIUBOB. B ciydae
NPUMEHEHUS HErOPMOHAJIBHBIX PELENTYyPHbIX U Oe3pelenTypHbIX BHIOB JICUCHHS B
OTHOLICHWH TIPWIMBOB (HAmNpUMep, AHTHIENPECCAHTOB MApPOKCETHHA, OSCILUTAIONPAMA,
BeHJaakcuHa, AecBeHnadakcuHa U KJIOHUANHA, Win (PUTO3CTPOT€HOB, BOPOHLIA KPACHOTO U
T. 1.) Iepea BBOAHBIM MEPHOIOM TpeOOBajCs mepuos BbiBeAeHUs B Teuenue 1 Henenun. Ecnu
OIMH U3 JTUX KypCOB JICUEHUs MPUHUMAJICS OJHOBPEMEHHO C OCTPOr€HOM WU
IPOreCTHHCOAEPIKAIIUM JIEKAPCTBEHHBIM MPENapaToM, TO NEPHOABI BBIBEIEHHSI MOKHO OBLIO

KOM6I/IHI/IpOBaTb U He 00s13aTENbHO OCyIECTBJIATE NOCJICAOBATCIBHO.

20. TlpumeHeHHe JIEKapPCTBEHHBIX IPENapaToB, KOTOPbIE MOTYT BIHUATb HA pPE3yJIbTAThI
paboThl KOHEYHBIX TOYeK VMS, B TeueHue 28 mHel 10 BBOIHOTO MEPHOAA. DTO BKIFOYAIIO
(6e3 orpanmuenus): SSRI [cenekTrBHBIE WHTHOWTOPBI OOPATHOrO 3aXBaTa CEPOTOHHHA],
SNRI  [uHruOuTopel  OOpaTHOro  3axBaTa  CEPOTOHMHA W HOPAApPEHAJIMHA],
nodpaMUHEPTUYECKHEe WM aHTHAO(AMUHEPIHYeCKHe JIEKAPCTBEHHBIE TMpenapaTbl N

rabaredTuH.

21. Anneprus B aHaMHe3e WJIM HajluuMe ajUIeprMM Ha WUCCIEAyeMblH MNPOAYKT WM
JIEKapCTBEHHBIE IIPEemNapaThl AAHHOIO KJjacca, WIM HaJIW4YUME B aHAMHE3€ aJuIeprud Ha
JIEKAPCTBEHHBIN IMpenapar WX APYrol aJjiepruy, KOTOpash MO MHEHUI MCCIENOBaTelNs

npencTaBisiia cOOON MPOTHUBOMOKA3aHUE ATl yUacTusi CyObeKTa.
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22. Anneprus B aHaMHE3€ WM HaJUYWE HENEePEHOCHMOCTH JIFOOOro KOMIIOHEHTa

HCCJIEly EMOT'O IPOAY KTa.

23. 3noymnorpebyieHHe alIkOorojeM WU TCHXOAKTUBHBIMU BELIECTBAMH B aHAMHE3€ WU
3aBUCHMOCTb B TedeHHe |2 MecsIeB, Kak ONpPEeAeJeHO HCCIeNOBaTeNieM, T.€. CYObeKT
yHnoTpeONisil  4Ype3MEepHOEe  KOJMYECTBO  AJIKOTOJIS,  3JIOYMOTPeOssy  HAPKOTHYECKHUMHU
npenapaTaMi MM HUMEJ COCTOSIHHE, KOTOPOE MOIJIO MOCTABHUThH MOJ Yrpo3y CIOCOOHOCTB

CY6"beKTa COOTBETCTBOBATDH Tpe6OBaHI/I$IM HuccjaenoBaHus 10 MHEHHIO UCCIICA0BATEIIA.

24. Cnioucop, uiu cotpyaauku KoHTpakTHOH ucciaenoBatenbekoi opranuzauuu (CRO), wm

COTPYAHUKHU OTAECTIa UCCIIEA0BATEA U POACTBEHHHUKH, CBA3aAHHBIC C JaAHHBIM HCCJICAOBAHUEM.

25. CyobexTsl ¢ mopdupueid U CyObeKThl ¢ U3BECTHBIM WJIH TPEIONAraéMbIM KIIHHUYECKH
3HAYUMBIM CHUCTEMHBIM 3a00JieBaHHEM, HECTaOWIBbHBIMU MEIUIUHCKAMH HapYIIEHUSMHU,
OMACHBIM  JUJIsl  JKU3HM  3a00JieBaHMEM WM  TEKYIIMMH  3JIOKAYeCTBEHHBIMHU
HOBOOOPA30BaHUSIMHU B aHAMHE3€, KOTOPBIE IO MHEHHIO HCCJIEOBATENSI MOTYT MPEACTABIISATh

OIACHOCTb IS CYOBEKTA.

26. VYyactue B ApPYrOM KIMHHUYECKOM MWCCIEIOBAHUU HCCIEAYEMOro JIEKAPCTBEHHOIO
npenapara B TedeHne | mecsina (30 gHel) wim mojiyuyeHHe UCCIIEeNyeMOro JIEKapCTBEHHOTO

npernapara B TeueHue nocienHux 3 mecsies (90 nHeit).
27. Ilpu3HaHue UCCIIEOBATENIEM HEIPUTOJHBIM 0 KaKOH-TNO0 MPUYHHE.

KonuuectBo cyOBEKTOB

IIpunyun 6 omnoutenuy nNAYUEHmMos, nodﬂe:)fcamux JAEYEHUIO

JIaHHBIN TPUHLMIT YTBEPKAAET, 4TO 3(P(HEKT OT NOJUTHUKHU JICUCHHUST MOKET OBITh JIyUIIIe BCETO
OLIEHEH Ha OCHOBE HAMEPEHHsI JIEUUTh CYOBeKTa (T. €. 3aIUIAaHUPOBAHHON CXEMBI JIEYCHHS), a
He (PaKTUYEeCKOTrO HA3HAYEHHOTO JieueHus. BenencTeue 3Toro 3a cyObeKTaMu, OTHECEHHBIMU
K JeueOHOH rpymre, crienyer HabMroAaTh, OLEHNBATh U aHAJM3HPOBATh KAaK WIEHOB JaHHOM

I'PYIIIbI, HE3ABUCUMO OT CO6J'II-OI[6HI/I$[ HHUMMH 3aIUIAaHUPOBAHHOI'O KypcCa JICUCHUA.

KpOMe TOr'0, NPUHLMUIT B OTHOICHUH MAITUCHTOB, MOAJIC)KAIUX JICUCHUIO, B 3aBUCUMOCTU OT
HAa3HAUCHHOT'O JICUCHHSA MNOApPa3yMEBACT, YTO HepBH"IHbeI AdHAJIN3 NOOJIKCH BKIIKOYATH BCEX

PaHIOMU3HUPOBAHHBIX CYOBEKTOB.
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CoxpaHeHHe HWCXOMHOW pPaHIOMHU3ALMM B aHAW3€ BAKHO UIA MPEAYPEKIECHUs
CHUCTEMATHUUECKOU OI_III/I6KI/I )41 o6ecnequI/I${ Hal[e)KHOfI OCHOBBI MJIA CTATUCTHUYECCKUX TECTOB.
Bo MHOrMX KJIMHMYECKMX HCCIENOBAHHUAX HCIONb30BAHHE TMOJIHOTO Habopa aHaJIM30B
obecrieynBaeT KOHCEPBATHBHYIO CTpaTerv0. BO MHOrMX CHOy4asx OH MOMKET TakKkKe
NPEAOCTaBUTh OIEHKH 3((EKTOB JIEYeHHs, KOTOpble C OOJNbIIel BEPOSTHOCTHIO OyayT

oTpaxatb 3P eKThl, HAOIMOJaeMbIE B MOCIETYIOIIEH MPAKTHKE.

B HaCTOALEM HMCCIICAOBAHUHN TIpyIIla MNAUCHTOB, IMMOMJICKAIIUX JICYCHUIO, BKJIHOYalla B

0o0LIEeN CIIOKHOCTU 257 NALUEHTOB.

CyObekToB ciyyaiiHbiM 00pa3oM pacripenesisuia B ONHY U3 5 TPYII JIeYeHUs] B COOTHOIICHUU

1:1:1:1:1. Parnomusanuro cTpaTu(UIUPOBAIIH 11O [IEHTPY.

BusuTel ucciienoBaHus

O06o3HayeHus,
HCITIONIBb3yEMBIE BO
Henens Buszur BCeX TaOJHIIaX, YacTb uccnenoBaHus
MEPEUUCIICHUSIX U
¢urypax
Busur 1 (mo
Henens ot -7 no -4 (o V1 CxpuHUHT
CKPUHHUHTA)
Henens ot -4 no -3 | Busur la (ckpuHuHr) Vla CxpuHUHT
Busur 2 (ucxoaHblit
Henens -1 3 (ucxon V2 Pannomusanus
YPOBEHb)
Henens 5 Busur 3 V3 Ilepuon neyenus
Henens 13 Busut 4 (EOT) V4 OkoHYaHuEe JeUeHUs
Henens 16 Busur 5 (EOS) V5 Oxorrarme
UCCJIeTOBAHUS

TecTUpyeMbIi IPOAVKT U IIPENapaT CPaBHEHHS, 1034 U cI1ocob NPpHUMCHECHUA

Bce cniocoObl nedeHust (3CTeTpos1, najiee B JaHHOM nokymeHte E4, kamcyna [2,5 mr, 5 wr,
10 mr, 15 wmr]) BBOmmim onuH pa3 B cyTku (QD) per os B TedeHHME 1O MEHbLIEH Mepe
12 mocnenyomux HEAENb O BBIMOJHEHHUs MOcenHell OHOJIOrndeckol OLEeHKH (MaKkCUMyM
91 nenn).

ITnane6o, 1 kamcyny Beommim QD per os B TeueHHe MO MEHbIIeH Mepe 12 mocienyrommx

HEJIeJIb 10 BBIMOJIHEHUS TTOCIETHUX OMOIOrHYECKUX OLEHOK (MakcuMyM 90 mHeid).
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Ecnu B xonme uccnenosanust Ha TVUS BbIABIsIIM BOHHON CJION 3HAOMETPUsI TOJIIHHON

> 15 MM, W/WIH JKEHIIMHA, HE MOJIBEPraBIIasiCs TUCTEPIKTOMHH, coodmana 00 aHOMaJIbHOM
MAaTOYHOM KPOBOTE€UEHMM (IO 3aKJIIOYEHHI0 THHEKOJIOra C TOYKH 3PEHHUsl Teparuu
SCTPOr€HOM), TO OHa IMOABEprajach OMOICHUHU HHIOMETPUs M mojydajia nporectud (10 mr
auaporectepona) 1 pa3 B cyTku 10 KoHUa Henenu 11 mocnenoBaTenbHbIM 0Opa3om (T. e. 14-
THEBHBIN MEPUOJ JIEYEHUs] MPOTreCTUHOM C MOocieayowmed 14-nHeBHON may30il B J€UEHUH
NPOreCTUHOM), B JOmNoOJHeHue K JyedeHno E4/mnanedo. Ecnm Ouorncust sHIoMeTpus
JEMOHCTPHPOBAJIA THUMEPIUIA3UI0 JHIOMETpUs, TO yd4acTue CcyObekTa HEeMEeJIEHHO
npekpalianid W JIedeHHe TUNepIia3uyd  MNPOBOAUIM B COOTBETCTBHM C MECTHBIMU
UHCTPYKLUsAMHU. Eciiu aHoManbHOE MaTOUHOE KPOBOTEUEHNE BOSHUKAJIO CHOBA IOCIIE MEPBON
HOPMaJIbHON OWONCHM SHAOMETPHUS, TO MPOBOAWIHM TIIATEIBHOE T'MHEKOJIOTHYECKOE
obcnenosanme u TVUS. IIpu HeoOXOAMMOCTH, TIO PEIISHUIO THHEKOJIOTa MPOBOIUIH BTOPYIO
OMOTICHIO YHIOMETPHSL.

ITocne nepuona neuennss E4/mnanebo Bce CyOBEKTH 0€3 THCTEPIKTOMUM (BKIJIFOYAS TEX, KTO
paHee moJyyai MPOreCTHH) MOJyYaid MPOreCTHHOTEPANNIO B TeueHne 14 IHEel ¢ MOMOLIbIO
10 mr quaporectepona QD.

PesyapTarhl

A. Ba3omMoTOpHbIE apaMeTphl Ul KaKIAOW U3 S TPy JEYEHUs

a. YacTora VMS

AbcomoTHOE U3MeHeHne (CpeaHee U3MEHEHHE OT MCXOIHOTO YPOBHsI) 4acTOThl VMS

3a HEZIEJI0, OT YMEPEHHBIX JI0 TSKEJbIX

a) Ilo HepensiM ISt KasKJIOM TPy IITbI
2,5 Mr Swmr 10 mr 15 mr IInaue6o
SD
Henen (cranz Cpenu Cpenu Cpenu Cpenu
Cpennee ee ee ee ee
1 ped apTHOC SD SD SD SD
3HAUCHHC 3HAYCH 3HAUCH 3HAUCH 3HAYCH
OTKITO
ne ue ue ue
HCHIC)

0,00 0,00 | 0,00 | 0,00 | 000 | 0,00 | 000 | 0,00 | 0,00 | 000

1728 1971 | -15,04 | 17,36 | -13,37 | 19,39 | -14.86 | 16,45 | -16,65 | 16,24

2510 2391 | 21,68 | 1926 | 23,47 | 2474 | 29,19 | 20,25 | -27.38 | 23.16

32,46 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 QN | 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 | -38,35 | 23,54 | -44.46 | 2330 [ -4835 | 1975 | -38,13 | 21,69

9 4519 | 3691 | -39,34 | 23,51 | -45,19 | 2422 | -49.62 | 18,97 | -39.25 | 22,74

10 4554 | 3793 | -39,83 | 23,79 | -45,93 | 23,58 | -48.88 | 20,04 | -41,12 | 21,82

11 4474 | 3930 | -41,46 | 23,59 | 45,90 | 23,57 | 49,92 | 19.42 | -42,50 | 22,68

12 45,04 | 3891 | -40,60 | 24,37 | -47,21 | 22,87 | -50,94 | 18,38 | -42,97 | 22,31

I[J'ISI aHaJIn3a HOAaHHBIX, 3apE€ruCTpUpPOBAaHHBIX B JaHHOM HCCJIICAOBAHUH, T'PYIIIIbI JICHCHHSA

cpaBHuBaiM ¢ ucnoib3oBaHueM ANCOVA (KOBapHAlMOHHOTO aHajiu3a) B OTHOIIECHUH

M3MEeHEeHUs! 4acToTel VMS, OT yMepeHHBIX A0 TSXKENbIX, 32 HEeI0 OT UCXOIHOTO YPOBHS 10

Henenb 4 u 12. Monens ANCOVA Brurouana jedeHne («trtl»), 1 uccinenoBaTebCKuil HEHTP

(«SITEPOOLY) B kauectBe pukcupoBaHHOro 3¢dexra, 1 NCXOAHBIH YPOBEHb (KHCXOMHYIO

TOYKY») B KaU€CTBE KOBApHATHI.

b) KosapuarHoe 3HaUYeHHE

B Tabnune Hibke IpeACTaBIeHO CPABHEHHUE 110 BCEM TPYIIIaM JICUEHUSI.

Momenm epemenu ananusa Kosapuama P 3HayeHue
N)

trtl 0,0164

Hcxonnast Touka <0,0001
SITEPOOL 0,2214
12 trtl 0,0384

12 Hcxonnast Touka <0,0001
12 SITEPOOL 0,2706

ITpu pacCMOTPEHUH CUUTANIOCH, YTO 3P PeKT, 00y CIOBICHHBIA HCCIENOBATEIBCKIM LIEHTPOM,

He o4eHb BakeH, 1 BTOpoii ANCOVA BbInoHsIH O€3 y4ueTa HCCIeN0BaTENbCKUX IEHTPOB.

Be3 no0ouHbIx 3¢ dexToB

Momenm epemenu Kosapuama p 3Hauenue
ananusa (N)
4 trtl 0,0130
4 HcxonHas Touka <0,0001
12 trtl 0,0254
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Hcxonnas Touka

PCT/EP2019/060220

<0,0001

o HEACJIC U JICUCHUIO.

c) B tabnuue Hike NMpeACTaBIeHbI CpefHEeEe N3MEHEHHE OTHOCHUTENIBHO HCXOJHOTO YPOBHS

Momenm Ompezynuposannoe | Huowcnuit 95% | Bepxuuii 95%
8pemeHuU 3annanuposannoe | cpeonee 3naueHue | 0o8epumevHblil | 006epUmenbHblili
ananusa (N) Jneyerue (me) LS npeoen npeoe
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 no0ounbix 3¢dexToB
Momenm Ompeeynuposannoe | Huowcnuii 95% | Bepxnuit 95%
8pemeHuU 3annanuposannoe | cpeonee 3naueHue | 0o8epumevHblil | 006epUmens bl
ananusa (N) Jeyenue (me) LS npeoen npeoe

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 craructudeckue TeCTbl MOATBEPKAANINCH NPEACTABICHUEM OTPEryJHPOBAHHOIO
cpemHero 3HavyeHUss LS, BBIUHCIEHHOrO METOAOM HAMMEHBIIUX KBaApaToB (CpenHee
3HaueHue ¢ nompaBkod Ha LS: cpenHue 3HaueHus Tpynmbl MOCJIE KOHTPOJS KOBapHaThl,
TAK)K€ Ha3bIBA€MblE MPENEIbHbIMU CPEIHUMHU 3HAYEHUSIMU WIH OLCHEHHbIMHU NPENeIbHbIMU
CpPEeAHMMHU 3HaueHusiMH), U 95% nOBepUTENBHBIMU HMHTEPBAJIaMU IJI COOTBETCTBYHOIIUX
spdexToB neueHus. DTH OTPEryJMpOBAaHHBbIE cpenHue 3HaueHus LS u moBepuTesbHbIE

HHTEPBAJIbl OCHOBAHbI HA CTATUCTUYCCKUX MOOCIIAX, UCITOJIB3YEMbIX IJIA aHAJIU3a.

JloBepuUTENbHBIE HHTEPBAJIbI TOIPA3yMEBAIOT, YTO €CJIM OJJHA H Ta K€ MOMYJIALUS OTOUPAETCs
HECKOJIbKO pa3 U B KAXKJOM CJIy4ae BBINOJHSAIOTCS MHTEPBAJIBHBIE OLIEHKH, TO INMOJYyYE€HHbIE
UHTEPBAJIBI Oy Iy T BKIIFOYATh B CKOOKM MCTUHHBIN MapaMeTp COBOKYITHOCTH B MpUMEPHO 95%

CJIy4aes.

d) B tabnuie HuKe NpeACcTaBIEHbI Pa3INUMs C TALeO0 MO HeAee U JICYSHHIO.

bonee
Momenm | evicox | bonee Bepxnuii
epemenu as nuskas | Ompeeynuposan | Huowenuii 95% 95%
ananuza | oosa oo3a Hoe cpeOHee | dosepumensHulil | 0ogepume.ns
(N) (me) (me) suauenue LS npeoein Hblil 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 no0ouHbIx 3¢ dexToB
Momen
m Ompezynupos
epemenu | bonee bonee aHHOE Huorcnuit 95% | Bepxnuii 95%
AHAMU3A | BBICOKAA |  HU3KAS cpeonee oosepumeinvH | 008epuUmenvH
(N) |0o3a (me) | 0osa (me) | 3nauenue LS blil npeoen blil npeden | p 3HAYeHue
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 anHoe Huoienuit 95% | Bepxnuii 95%
AHANU3A | BbICOKAA |  HU3KAS cpeonee dosepumeinvH | 0o8epumenvH
(N) |oosa (me) | 0o3a (me) | 3nauvenue LS blil npeoen blil npeden | p 3Hauenue
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 2,918185 -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 3Tux Tabnum BUAHO, YTO CyTO4YHas Ao3a 15 Mmr obecrnedynBaeT MOYTH CTATHCTUYECKH
3HaYNMOe pasnuune ¢ 1anedo uepes 4 Hemenn (p-3HaueHwe 0,10653 B mepBom
craructudeckoM aHanmuse u 0,06834 B aHanuze Oe3 LeHTpa ucciaenoBanus) U B 12 Hexensb (p-
5 3HaueHue 0,10838 B mepBoMm cratuctuyeckoM aHammuze u 0,07057 B aHamuze Oe3 LeHTpa

UCCJICZIOBAHMS).

il. OTtHocutenpHOe m3MeHeHHne (Yo OT UCXOMHOTO YPOBHs) 4acToThl VMS 3a Henenro, oT

YMEPCHHBIX O TAXEJIbIX

a) ITo HenensiM 1St KaXKIOH TPy MBI
2,5 mr Swmr 10 mr 15 mr IInaneoo
Henen | Cpenu Cpenn Cpen Cpen Cpenn
§ 3Heaeqe SD 3H§2eH SD 3::; SD 311:112; SD 3Hzeqe SD
HHUE ue HHUE HHUE HHUE
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%




WO 2019/202141 PCT/EP2019/060220
40
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%

U3 370l Tabnuipl BUIHO, YTO CyTOYHAs 103a 15 Mr mpHBOAMIA K CHH)KEHHUIO Ha Oojiee ueM

80% yacTorel VMS, OT yMEPEHHBIX 0 TSIKEJbIX, TTO CPABHEHHUIO C UCXOAHBIM YPOBHEM.
b) KosapuarHoe 3Ha4YeHUE

B Tabnune Huske NpeACTaBIeHO CPABHEHHUE 110 BCEM TPy IIIaM JICUEHUSI.

10

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 HcxonHast Touka 0,1490
12 SITEPOOL 0,0958
Be3 nodounbix 3¢ dexToB
Momenm epemenu Kosapuama p 3Hauenue
ananuza (N)

4 trtl 0,0107

4 HcxonHast Touka 0,2264

12 trtl 0,0065

12 HcxonHas Touka 0,0774

c) B tabnune Hike TpeNCTaBICHO CpeqHee OTHOCHTENbHOe n3MeHeHne (%) OTHOCHTEHHO

HUCXOOHOI'0O YPOBHA IO HEAECIIC U JICHCHUIO.
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Momenm Sannanuposannoe Ompezynuposannoe |  Huoicnuii 95 %w Bepxnuit 95% )
epemeHU cpeoHee 3HaueHue | 008epumenvuslil | 008epUmebHblil
ananusa (N) newerue (v) LS npeoe 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 nodouHbIx 3¢dexToB
Momenm Sannanuposannoe | Ompezynuposannoe | Huoxcnuii 95% Bepxnuit 95%
epemenu nevenue (me) cpeoHee 3HayeHue | 0osepumenvHulil | 008epumeIbHblil
ananusa (N) LS npeoei npeoe
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 Ta0nue Huke mpencTaBieHbl pa3inyus ¢ mwianedo 1o Hepesne U JISYSHUTO.
Moxen | . . | Doree | Ompeaynuposann | Huoncnuit 95% | Bepxuuii 95%
m svicoxa | 3K oe cpeonee oosepumensn | oosepumensu | L=
ép e;weH ooz | 2‘3 . snauenue LS viil npeoe viil npeoen ue
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ananu3 (me) (m2)
a(N)

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 0,92218
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 310l TaOMUIBl BUIHO, YTO CYTOYHAs 7032 15 Mr BbI3bIBAET CTATUCTHUYECKH 3HAYMMOE
pasnuune ¢ ruranebo uepes 12 Hemenb (p-3HaueHwe 0,03771) WM MOYTH CTATHCTUYECKH

3HaYMMOe pazimdue ¢ anedo yepes 4 Hepenn (p-3Hauenue 0,05622).

OcobeHHO HEOXKMIAHHO HAOJIONATh HU3KWE P-3HAYEHMs, MOJIyYeHHbIe AJs 103bI 15 Mr, mo

CPaBHCHUIO C MOBBIICHHBIMU P-3HAYCHUAMMU, MMOJTYHCHHBIMUA AJIs1 JO3bI 10 mr.

be3 nodounbix 3¢gdhexToB

Momeum | bonee bonee | Ompeeynupo | Huocnuii 95% | Bepxnuit 95% | p 3uauen
8peMEHU | GbICOKAS | HU3BKAA 8aHHOe dosepumenvl | 006epuUmeNsH ue
aHanusa 0o3a oo3a cpeonee blil npeoen blil npeoen

(N) (me) (me) sHauenue 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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W3 31Ol TaONMLBI BHAHO, YTO B CTATHCTUYECKOM aHAJM3€, HE YUUTHIBAIOIIEM JIOKAJIbHBIE

s¢dexTsl, cyTouHas 1o3a 15 Mr odecnedunBaeT CTAaTUCTHYECKH 3HAYUMYIO PasHHULY C ruianedo

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

Oco0eHHO HEeOXKUIAaHHO HAOMIOAAaTh HU3KUE pP-3HAYCHUS, MOJIyYeHHbIE Ui 03Bl 15 Mr, mo

CPaBHCHUIO C MOBBIIICHHBIMU P-3HAYCHUAMH, IMOJYIYCHHBIMHU IOJISI JO3bI 10 mr.

H3mMeHeHust 4aCTOThI B IPYIINAX PECHIOHAEHTOB B yacToTe VMS 32 Henesnto, OT yMEepPEeHHBIX 110

TSJKEJIBIX
Yactory VMS Taxke u3ydanu nyTeM rpyInUpOBaHUs MallMEHTOB M0 CTENEeHHU UX OTBETA.

IToproraBnuBanu MEpBYIO TPyMIy MNALMEHTOB, MPOAEMOHCTpUpoBaBIIUX OTBeT 50% wunu
Oonblre (OTHOCHTENBHOE M3MEHEHHE OT HMCXOAHOro ypoBHs). COriacHO 3TOMY aHajH3y B
Heneno 12 rpymma ¢ cyTouHoil mo3oit 15 mr comepxkana 91,8% pecrnoHAeHTOB, a rpymnmna
mianedo coxmepkana 65,5% pecrnonneHToB. PasHua Mexxay 3TUMHU IByMsl TPyIIIaMU UMela
p-3Hauenue Hwke 0,01, Torma xak pasHuMLa MexAy TPyNInon ¢ CyTO4HOW no3ou 10 mr u

rpynmoi mianedo He sIBIsUIaCh CTATUCTUYECKU 3HAaUUMOH (p-3Hadenue > 0,1).

IloproraBnuBanu BTOPYH TPyMNIly NALMEHTOB, MPOJAEMOHCTPUPOBABLINX OTBEeT 75% wunu
Oompie. CoriacHO 3TOMY aHaJu3y B Hepero 12 rpymma ¢ CyTo4HOH 10301 15 Mr coxepikana
77,6% pecrnioHneHTOB, a rpymmna miauedo coxepskana 43,6% pecnionneHToB. PasHuna Mexay
5TUMHU ABYyMs IpynnaMu uMmena p-3Hadenue Hwxke 0,001, Toraa kak pasHuLia MEXAy Tpynmnon
¢ cyTo4HO# no3oi 10 Mr u rpynmoii mianebo He sIBIsIach CTATUCTHYECKH 3HAUYUMOU (p-

3"aueHue > 0,05).

b. Taxecrr VMS

AbcomoTHOEe N3MEHEeHNE (CpeHee N3MEHEHNEe OT UCXOIHOTO YPOBHs) TskecTH VMS

3a HEJEJ0, OT YMEPEHHBIX 10 TKEJIBIX

a) Ilo HemensiM 1T KaXKIOH IPyTIIIBI

2,5mr Smr 10 mr 15 mr ILnane6o
Henens Cpennee Cpennee Cpennee Cpennee Cpennee
3HAYEHHE 3HAaYEHHUE 3HAYEHHUE 3HAYEHHUE 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

Jlns nydinero aHanusa AaHHBIX, 3aPErUCTPUPOBAHHBIX B JAHHOM HCCIEAOBAHHUM, TPYIIIIbI
JedeHusi cpaBHuUBaIM ¢ wucnonb3oBanneM ANCOVA (KOBapuUAllMOHHOTO aHajn3a) B
OTHOILEHUHU H3MEHEHUs TskecTU VMS, OT yMepeHHbIX 10 TSDKEJBIX, OT UCXOAHOTO yPOBHS
5 10 ciabOBBIPAXKEHHBIX, YMEPEHHBIX U TsoKeIbIX VMS B Henemo 4 u Henemo 12 1t Kaskaoro
AKTUBHOTO JICUEHHUs MO CpaBHEHHIO ¢ ruianedo. lns skeHiuH, kotopeie ucmbitaiu 100%
ocnabnenne VMS B Hememo 4 w/unn Hememo 12, ObUIO NMPUCBOEHO HYJIEBOE 3HAYEHUE.
Mognens ANCOVA Bxmouana snedenue («trtl») B xauectBe pukcupoBaHHOTO >ddexra u

UCXOIHBINA YPOBEHb (KMUCXOAHYIO TOUYKY») B KAUeCTBE KOBAPUATBI.
10b) KoBapuatHOe 3HauUeHHE

B Tabnure Huke IpeACTaBIeHO CPABHEHUE 110 BCEM TPy IIIaM JICUEHUSI.

Momenm epemenu | Kosapuama | p snauenue
ananusa (N)

4 trtl 0,0119
Hcxonnas 0,3781

TOYKa
12 trtl 0,0032
12 Hcxonnas 0,7990

TOYKa
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¢) B Tabnuie Hmwke MpeACTaBIeHbI CpeqHEe U3MEHEHHE OTHOCUTENIbHO UCXOMHOTO YPOBHS

IO HEACJIC U JICUCHUIO.

Momenm Ompezynuposannoe | Huowcnuit 95% | Bepxuuii 95%
spemenu 3annanuposannoe | cpeounee 3nauenue | 0oeepumenvHulll | 006epUMeNbHbIl
ananusa (N) nevenue (me) LS npeoei 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 talnuime Huke NMpeAcTaBIEeHbI Pa3INyus C Tanedo Mo HeAee U JISYSHHIO.

Momenum | bonee | bonee

spemenu | gvicokas | nuskas | Ompeeyruposa | Huoscnuii 95% | Bepxuuii 95%

ananuza | 003a oosa HHOe cpednee | 008epumenvH | 008epumeivH

(N) (me) (m2) suauenue LS vlil npeoe blil 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 s1oit TaOmuiel BHIHO, YTO CYTOYHAs 032 15 MI BbI3bIBAET CTATUCTHUYECKH 3HAYMMOE

pasnnune ¢ ranebo uepes 4 mexenu (p-3Hauenue 0,0486) u uepes 12 Henmenb (p-3HaUeHUE
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0,0489). Taxum obpazom, no3a 15 mMr 3HAaUUTENBHO yiy4Inaer Tskectb VMS B Henenu 4 u 12

10 CPaBHEHMIO ¢ Tuianedo.

Uro kacaercs TakkKe MapaMerpa TSDKECTH, pasHuua Mexay nosamu 10 mr m 15 wmr

BIICHAT/IAOLIAsA. 3TO BBIPAXKACTCA, NPEKAEC BCECTO, B CPEAHUX HUBMCHECHUAX OT HCXOOHOIO

YPOBHS, NIPEACTABIEHHBIX B TaOJHMIEe U3 pas3zena C) Bbllle, I7ie, HapuMep, depe3 12 Henenpb

OTperyJupoBaHHOe cpenHee 3HaueHue LS st 10 mr cocrasisio -0,69 (10 cpaBHEHUIO C -

0,66, yCTaHOBJIEHHBIM IUJIsl TPymmbl Ianedo), B TO BpeMs Kak OHO cocTaBisuio -1,04 ms

Ipynnbl CyTOYHOM 103kl 15 Mr. JlaHHOE SIBHOE pa3inyue MOATBEPKAAIOCH MOYTH 8-KPAaTHBIM

yJIydlLIeHHEeM p-3HaueHus depe3 4 Hexenu rpu nepexoxne ¢ 10 mr Ha 15 Mr B cyTku u Oosee

yeM 20-KpaTHBIM YJIy4LIEHHEM p-3HaueHus depes 12 negens npu nepexone ¢ 10 mr go 15 mr

B CYTKHU.

il. OtHocutenpHOE M3MeHeHHe (Yo OT UCXOMHOTO YPOBHS) TsokecTH VMS 3a Heneno, OT

YMEPCHHBIX 1O TAXEJIbIX

a) ITo HenmesM JUTst KKIOM TPy IITbI
2,5mr Swmr 10 mr 15 mr IInane6o
Henens Cpennee Cpennee Cpennee Cpennee Cpennee
3HAYEHHE 3HAYEHHE 3HAYEHHUE 3HAYEHHE 3HaYEHHE
0 0% 0% 0% 0% 0%
1 -71% -4% -8% -3% -1%
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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U3 37011 Tabnuiel BUAHO, YTO CyTOYHAs 032 15 Mr mpuBOAMJIA K CHI)KEHHIO Ha Oojee ueM

40% tspxectt VMS, OT yMEPEHHBIX 10 TSKENbIX, [0 CPABHEHUIO C UCXOAHBIM YPOBHEM.
b) KoBapuaTHoe 3HaueHue

B Tabnuie Huke nMpeacTaBiIeHo CpaBHEHUE 1O BCEM IPYIIIAM JICYEHUSL.

Momenm spemenu
ananusa (N) Kosapuama |p 3nauenue

4 trtl 0,0126

4 Hcxonnas 0,6594
TOUKa

12 trtl 0,0031

12 Hcxonnas 0,1651
TOUKa

c) B Tabnuume HIoke NPEACTaBICHO CpenHee OTHOCHTEIbHOE W3MEHEHHE OTHOCHTEIBHO

HNCXOAHOT'O YPOBHS IO HEACIIC U JICUCHULO.

Momenm Smnauposannoe Ompezynuposannoe |  Huowcnuii 95 %v Bepxnuit 95% )
epemeHu cpeonee 3Hauenue | 00eepumenvHslil | 0ogepumenvHulil
ananusa (N) newenue () LS npeoei npeoen
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 tabnune Huke MpeaCcTaBIEHBI Pa3INyus C TIanedo Mo HeAeie U JISYSHHIO.
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Momen
m bonee boxee
nuska | Ompeeynupoeann | Huowcnuit 95% | Bepxnuit 95%
epemen | 8vicOKa p 3Hauen
A oe cpeonee oogepumenvH | 0osepumeivH
u 50030 N N ue
oosa 3nayenue LS blil npeoe blil npeoen
ananu3z (me) (we)
a(N)
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 3roit Tabnamubl BUAHO, YTO CYTOYHAS 1032 |5 Mr BbI3bIBAE€T IMOYTH CTAaTHCTUYECKU
3HaYNMOe paznnune ¢ rmanebo yepes 12 venens (p-3nadenne 0,0568). Cyrounas nosa 15 mr
obneruaer TsokecTh VMS B Henenm 4 u 12 no cpaBHeHUo ¢ ruianebo, Toraa Kak CyTO4YHas

5 nmo3a 10 Mr B JaHHOM JIOKYMEHTE CHOBA, OISITh-TAKH, HE OTIIMYAETCS OT IU1anedo, OCOOEHHO

yepes 12 Henens.

C. B3BemenHas OLCHKA NPUJIHUBOB 34 HEACTIO

AGcomoTHOE 3MEHEeHHe (CpeIHee U3MEHEHUE OT UCXOIHOTO YPOBHSI) B3BELICHHOM

OLICHKH 3a HEACIIO

10 a) ITo HenensaM Ansa KakION TPy b

2,5mr S wmr 10 mr 15 mr ILnaneoo
Henens Cpennee Cpennee Cpennee Cpennee Cpennee
3HAYCHHE 3HaYEHHE 3HaYeHHe 3HAYCHHE 3HAYEHHE

0 2,4151 1,8297 2,3773 2,219 2,0545

1 -40,805 -33,7092 -31,4591 -33,1745 -38,203
2 -58,6163 -49,1319 -54,0849 -67,6983 -64,1272

3 -74,8798 -56,9697 -73,5189 -85,1915 -70,45

4 -82,75 -64,8344 -87,2673 -98,8329 -77,936
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5 -84,6062 -71,6181 -93,4648 -105223 -83073
6 -89,9842 -88,2337 -101,646 -110,268 -89,6742
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 -98,5424 -93,5117 -111,764 -121,777 -104,292

b) KoBapuaTHoe 3HaueHue

B Tabnune Hiske IpeACTaBIeHO CPABHEHHUE 110 BCEM TPYIIIaM JICUECHUSI.

Momenm epemenu Kosapuama p 3Hauenue
ananuza (N)
4 trtl 0,0128
4 Hcxonnas <0,0001
TOYKA
12 trtl 0,0107
12 Hcxonnas <0,0001
TOYKA
c) B Tabnuie Hke NpPEACTaBICHBI CpPEIHEE W3MEHEHHE OTHOCHTENBHO HCXOIHOTO
YPOBHSI 1O HEAIEJIE U JICYSHHUIO.
Momenm Ompezynuposannoe | Huowcnuit 95% | Bepxnuii 95%
spemeHu Sannanuposantoe | cpeonee 3HaueHue | 0osepumensHulil | 008epumebHolil
ananusa (N) Jeyerue (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
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Momenm Ompezynuposannoe | Huowcnuit 95% | Bepxnuii 95%
epemenu Sannanuposannoe | cpeonee 3HayeHue | 0oeepumeivHbiil | 006epume bl
ananusa (N) Jevenue (me) LS npeoein npeoein
12 10 -109,760136 -125,917663 -93,602609
12 15 -130,594733 -147,540056 -113,649411
d) B Tabnuie Huke NMpencTaBieHbl pa3inyus ¢ manedo 1o Heaesne U JISYSHHURO.
Momenm | bonee | bonee Huocnuii
spemen | gvicokas | Huskas | Ompe2ynuposan 95% Bepxnuit 95%
ananuza | 0osa oo3a HOe cpeOHee | dosepumensH | 008epumeivH
(N) (me) (me) sHauenue LS blil npeoen blil npeden | p 3HAYeHue
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. OtHocurenpHOe n3MeHeHHe (% OT HMCXOMHOTO YPOBHsI) B3BELIEHHON OLIEHKH 3a
HeJeJT0
a) ITo HenmensiM JIs1 KaKIOH Py IITbI
2,5mr 5 mr 10 mr 15 mr ILnaneoo
Henens Cpennee Cpennee Cpennee Cpennee Cpennee
3HAYCHHE 3HaYEHHE 3HaYEHHE 3HAYCHHE 3HAYEHHE
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%
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7 -53% -56% -64% -78% -57%
8 -55% -56% -66% -78% -57%
9 -57% -58% -67% -80% -58%
10 -57% -59% -68% -79% -62%
11 -56% -61% -69% -80% -64%
12 -57% -60% -70% -82% -65%
b) KoBapuaTHoe 3HaueHUe

B Tabnune Huke NpeACTaBIeHO CPABHEHHUE 110 BCEM TPy IIIaM JICUECHUSI.

Momenm epemenu

ananusa (N) Kosapuama p 3Hauenue
4 trtl 0,0108
4 Hcxonnas Touka 0,4181
12 trtl 0,0024
12 HcxonHas Touka 0,0593

5 C) B Tabauue Humke NpeaCTaBJICHO CPEAHCC OTHOCUTCIIbHOC U3MEHCHUE OTHOCHUTCIIBHO

HUCXOOHOI'0 YPOBHs IO HEACTIE U JICUCHUIO.

Momenm Samianuposantoe Ompezynuposannoe |  Huowcnuii 95 %u Bepxnuit 95% )
epemeHu cpeonee 3HaueHue | 006epumenvbHslii | 008epuUmenbHulil
ananusa (N) nevenue (1) LS npeoe 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
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d) B ta0nuue Huke npencTaBieHbl pa3inyus ¢ mianedo 1o Hepesne U JISYSHUIO.
Monenm bonee Bonee -\ Ompeayupo Huocnuit 95% | Bepxnuii 95%
spemeHuU HU3KAS 8aHHOe
8bICOKAS 0osepumenvH | 006epuUmensH | p 3HaueHue
AHATEA 5 o3a (me) dosa cpeonee blil npeoen blil npeoein -
(N) (me) sHauenue LS P P
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 -0,9020061 -0,722368 0,0276

U3 s1oit TaOMUIBl BHIHO, YTO CYTOYHAs 7032 15 MI BbI3bIBAET CTATUCTHUYECKH 3HAYMMOE
pasnuune ¢ ranedo depes 4 nenenu (p-3Hauenue 0,0267) u uepes 12 Henmenb (p-3HauUeHUE

0,0276).

Oco0eHHO HEeOKUIAHHO HAOMIOAAaTh HU3KUE P-3HAYECHUS, MOJIyYeHHbIE Ui 03Bl 15 Mr, mo

CPaBHCHUIO C MOBBIIICHHBIMU P-3HAYCHUAMU, IMOJYIYCHHBIMU IOJISI JO3bI 10 mr.

B. Basomotopuble mapamerpbl i rpyorn 10 mr u 15 Mr no cpaBHEHHIO ¢ 1ianebo u

HeshdexTuBHbIMU 103aMU (2.5 Mr U 5 MT), CIPYIIIUPOBAHHBIE BMECTE

Ha ocHoBaHuM pe3ynbTaToB, MOJy4YEHHBIX B pasfene A Bbllle, CTalO OYEBUAHO, YTO JBE
caMble HH3KHE NPOTECTUPOBAHHbIE 103l (2,5 Mr B CyTKM M S5 MI B CYTKH) He
npoaeMoHCTpupoBaiu 3¢ ¢dekTuBHOCTh. Takum oOpa3om, ObUT MOATOTOBIEH AAJIbHEHIIHIA
aHaJN3 Pe3yJIbTaTOB, B KOTOPOM JaHHBIE U 3TUX ABYX 103 OBUIM CIPYNIIUPOBAHBI C AO30M

wianedo U 1o cpaBHEHHIO ¢ no3amMu 10 Mr u 15 mr.

1. OraocutenbHoe m3MeneHne (% OT MCXOMHOTO ypPOBHs) 4acToThl VMS 3a Hememo, ot

YMEPCHHBIX JO TAXKEJIbIX

a) ITo HenemsiM 11 KaXXI0H Iy IITbI
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10 mr 1S mr IInauedo ¢ 2,5 u S Mr
Henens
Cpennee 3nauenue | SD | Cpennee 3Hauenue | SD | Cpennee 3Hauenue | SD
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) KoBapuantHoe 3HaueHHE
Momenm epemenu
ananusa (N) Kosapuama p_3Hauenue
4 trtl 0,0039
4 HcxonHast Touka 0,3935
4 SITEPOOL 0,3308
12 trtl 0,0017
12 HcxoaHast Touka 0,1244
12 SITEPOOL 0,0957

¢) ITonapusle cpaBHeHUs ¢ ruanedo (Bkovast HeappeKTHBHBIE O3Bl 2,5 MT U 5 Mr)

Moenm Ompezynuposannoe |  Huocnuii 95% Bepxnuit 95%
gpemenu | 3annanuposannoe . N
cpeoHee 3HaQueHue | OosepumebHulil | 008epUmMeNbHbII
ananusa nevenue (me)
LS npeoei npeoen
(N)
4 0 -0,46779276 -0,521579 -0,414007
4 10 -0,54424142 -0,634204 -0,454279
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4 15 -0,64752092 -0,741851 -0,553191
12 0 -0,61799510 -0,669162 -0,566828
12 10 -0,70075417 -0,786337 -0,615172
12 15 -0,80058459 -0,890322 -0,710847
d) Otanuus ot mianedo (Briouas HedhHeKTUBHbIC 03I 2,5 MI U 5 Mr)
Momenm Bonee bonee | Ompezynupo Huocamii 95% Bepxnuit
épemen HU3KAsA B8aHHOE 95%
8bICOKAS odosepumeinsvH p_3HaueHue
anansa | o (n2) 0o3a cpeonee i npeden odosepumens
(N) (me) sHauenue LS P Hblil 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

Kak y>xe ynoMuHanoch Bbillle B pasaene A), 0COOEHHO NMOPa3UTENbHO HAOMIOAaTh HU3KHUE P-

SHA4YCHUs, TMOJIYYCHHBIC IJIA CYTOLIHOI\/'I J03bl 15 MI, IO CPABHCHUIO C TIOBBIIICHHBIMU P-

3HAYEHMsIMH, TMOJYYEHHBIMU IJI1 CYTOYHOM 103bl 10 MI, 4TO AEMOHCTPUPYET YHUKAIbHOE

ocabneHne, MoJy4YeHHOe C CyTOUHOM 1030# 15 mr.

2. OtHocuTenbHOE U3MeHeHne (% OT UCXOMHOTO YPOBHsI) B3BELICHHOW OLIEHKH MPHJINUBOB 32

HEOCJIIO

a) ITo HenmemsiM 111 KaXIOH TPy IITbI

10 mr 15 mr Ilnauedo ¢ 2,5 u S mr
Hepens
Cpennee 3nauenue | SD | Cpennee 3Hauenue | SD | Cpennee 3Hauenne | 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%
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7 -64% 32% -75% 25% -55% 31%
8 -66% 34% -76% 26% -56% 32%
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) KoBapuaHTHOE 3HaUYEeHME
Momenm epemenu ananusa
(N) Kosapuama p 3Hauenue
4 trtl 0,0037
4 Hcxonnas Touka 0,5294
4 SITEPOOL 0,3783
12 trtl 0,0015
12 Hcxonnas Touka 0,0770
12 SITEPOOL 0,0487
¢) [TonapHeie cpaBHeHUs ¢ mianedo (Bkirouas Hea(pHeKTHUBHbBIE T03bI 2,5 MI U 5 Mr)
];;[;j;e;}z: Sannanuposantoe Ompezynuposannoe |  Huocnuii 95% ) Bepxnuit 95% )
S nevenue (vz) cpeoHee 3HayeHue | 0osepumenvHulil | 008epumebHblil
) LS npeoe npeoein
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) Otmruus ot mane6o (Brimodas HedpheKTHBHBIE HO3bI 2,5 MI U 5 Mr)
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Momenm Bonee bonee | Ompezynupo Huoenuii 95% Bepxnuit
epemenu HU3KAA BAHHOE 95%
8bICOKAS odosepumensvH p_3Hauenue
anansa | o - (n2) 0o3a cpeonee i npeden doeepumens
(N) (me) snauenue LS P Hblil npeoen
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 ysxe yImoMHHAJIOCh BbIIIE B paszaene A), U3 3TOH TabJUIbl BUAHO, YTO CYyTOUYHAs 103a 15
MI' BBI3BIBAET CTATUCTHYECKH 3HAYMMOE paszyinuue ¢ ruanedo depe3 4 Hemenu (p-3HaUCHUE

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

Kpome Toro, 0cobeHHO HEOKUAAHHO ObLIO HAOMIOAATh HU3KHUE P-3HAYESHHUS, TIOJYYEHHBIE IJIs

703bI 15 MI, MO CPAaBHEHUIO C MOBBILICHHBIMU P-3HAUYCHUSAMH, MOJYY€HHBIMU JUIs1 A03bI 10 Mmr.

C. IlTkana OLIEHKHA MEHOIIAY 351

IMIxana ouenku meHonay3bl (MRS) npencrasnser codoli mkany KadecTBa KU3HH, CBSI3AHHYIO

CO 3I0pPOBbEM, [AIOIIYI0 BO3MOXKHOCTb HW3MEPUTh TSKECTh Kajod, CBA3aHHBIX C
BO3pacTOM/MeHOIay30i, mytem oneHku npodumis cumntomoB (Heinemann et al., 2003,
“International versions of the Menopause Rating Scale (MRS)" Health Qual Life Outcomes 1:
28; Heinemann et al., 2004, «7he 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).

OneHka MOBBIIIAIACH IO MyHKTAM C MOBBIIICHHEM TSKECTH CYOBEKTUBHO BOCTIPHHHMAEMbIX
#aynod mo kaxnomy u3 11 mMyHKTOB (TsKeCTh BbIpakajack oT 0 1o 4 0alljioB MO KaXIOMy
nyHKTY). OTMETHB 3TH 5 BO3MOJKHBIX STUEEK «TSKECTH» ISl KaKIOTO M3 MyHKTOB aHKETHI,
pecToOHeHT BhIpakasl cBoe JnyHoe Bocmpusitre. OOmmuit 6amnm MRS Bapwuposan ot 0
(beccumnromHO) 1o 44 (BBICIIAs CTENEHb kajo0). MUHUMaIbHbIE/MAKCUMAJIbHbBIE OauTbl
BapbUPOBAIM TIO TPEM MapaMeTpaM, B 3aBHCUMOCTH OT KOJHYECTBA 3Kajio0, OTHECEHHBIX K
cooTBeTCTByIOIEMy mapamerpy cumnrtomoB (Heinemann et al.,, 2003, Health Qual Life

Outcomes 1: 28):
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I. ¢usnonornueckue cumnromel: ot 0 no 16 GammoB (4 cuMmnroma — Aenpeccus,
Pa3pasKUTENbHOCTD, TPEBOTa, HCTOLIEHNE),
2. coMaTo-BereTaTuBHble cumnromel: or O go 16 OammoB (4 cumnroma —

HOTIIMBOCTB/TIPUIINB, >KaJoObl Ha paboTy cepAua, HApyLIEHWs CHa, kajgoObl Ha Oomu B

CyCTaBax M MBbIIILAX);

3. yporeHutaibHble cUMOTOMbI: OT O 1mo 12 GamioB (3 cuMnTOMa — CEKCyasibHbIE

npoOJieMbl, KaioObl HA MOYEHCITy CKAHUE, CYXOCTh BJIAraIUINA).

OOuuii 6amn MRS
2,5 Mr 5 mr 10 Mr 15 mr IMnane6o
H Cpen Cpenn Cpenn Cpenn
enens
Hee | op ee SD ee SD Cpennee SD ee SD
3Haue 3Haue 3HAa4YeH 3HaYEHUE 3HA4YEH
HUE HUE ue ue
Hcxonubiii
yPOBEHb 16,5 | 7,2 | 16,5 | 7,3 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
Henens 12 95 (67| 11,0 | 7,7 9,7 6,9 8,1 5,8 11,4 7.8

Illkana ouenku meHomay3bl (MRS) ykasbiBaeT Ha oOlee yjaydllleHHE KayeCcTBa KH3HH, C
HaunOosee cuibHbIM 3(dexrom anst no3br 15 mr. Ilpu 3TOM 103 CTATUCTUYECKHU 3HAYMMBbII
a¢dext HabMOgANICS O CpaBHEHHIO ¢ Tuianedo Ha 4 Hexene ¢ p-3HadenueM 0,0113 u moutu

CTaTHCTUYECKHU 3HAUMMBbIH 3 dexT Habmonancs B Henento 12 ¢ p-3HaueHuem 0,0694.

D. CUMIITOMBI CO CTOPOHBI MOUEMNOI0BOH cucTtemMbl (GSM)

beimn 3apeructpupoBaHbl M3MEHEHMs CleAyromux cuMntoMoB GSM mo cpaBHEHHIO C

UCXOIHBIM YpOBHEM 110 Hexenn 12 (camoonierka VVA).

a) CyxocTs Biaranuia (OIyIIeHHe CYXOCTH HITH JKKEHHUST BO BJIATAJIUIIE, OTCYTCTBYET =

0, cnaboBeIpaskeHHast = 1, yMepeHHas = 2 WK CHJIbHAS = 3):
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Tosa E4 (wr) Hcxonublii ypoBeHb Hepeas 12 pc-:)::::::foﬂco
(cpeanee 3Hauenue = SD) | (cpeaHee 3Hauenue £ SD) n1aneso
2,5 1+£0,90 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
15 1,1+1,04 0,5+0,68 0,0291*
[Tnaue6o 1,3+£1,10 0,9+1,02
* p < 0,05 no cpasnenuro ¢ nnayedo 6 neoenro 12.
b) Paznpakenue/3yn  Braranuina WM BYJIbBBI  (OINyINEHWE  HEHOPMAJBHOTO
pasopakeHUss WM YyBCTBHTENBHOIO COCTOSIHUSI BO BJarajiuine, OTCyTcTByer = O,

cmaboBBIpaskeHHOE = 1, yMepeHHOe = 2 WK TsDKeoe = 3):

HcxoaHblii ypoBeHb p-3natienne
Ho3a E4 Henens 12 (cpeaHee 3HaueHue no
(mr) (cpennee 3uatuenue = SD) CPABHEHHIO C
SD) niane6o
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) Jusypusi (omnyuieHne OOMM WM 3aTPyJHEHHOE MOUYEHCITyCKaHHE, OTCYTCTBYeT = 0,

cnaboBbIpakeHHast = 1, yMepeHHass = 2 Win CHIIbHAs = 3):

Toaa E4 (vr) Hcxoaublil ypoBeHb Henens 12 pc-;::::f;zfonco
(cpeanee 3Hauenue = SD) | (cpenHee 3Hauenue £ SD) miane6o
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
Ilnane6o 0,2+ 0,60 0,3+0,55
d) bonp BO Biaranuine, cBsi3aHHast C CEKCYaJbHON aKTUBHOCTBIO (OLIylieHne O0onu mpu

IIOJIOBOM aKTe OTCYTCTBYeT = 0, ca0oBbIpaXkeHHas = 1, yMepeHHast = 2 UJIM CHJIbHAs = 3):
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Hcxonublii ypoBeHb Hepeas 12 P-3HAYCHHUE IO
Ho3a E4 (mr) CPABHEHHIO C
(cpeanee 3Hauenue = SD) | (cpeaHee 3Hauenue £ SD) n1aneso
2,5 0,6 +0,77 0,3+0,73 0,0763
5 1+1,07 0,5+0,78 0,0246*
10 0,6 +0,77 0,2+0.36 0,0004**
15 0,7+ 0,90 0,3+0,54 0,0006**
Inane6o 1+£1,14 0,7+ 1,01

* p < 0,05 no cpasuenuro ¢ niayebo 6 nedemo 12; ** p < 0,001 no cpasuenuro ¢ niayedo 6

neoenro 12.

e) BaruHanpHOe KpOBOTE€UEHHE, CBSI3aHHOE C CEKCYaJIbHOM aKTUBHOCTBIO (KPOBOIIOTEPS

IIPH TIOJIOBOM aKTe; MPUCYTCTBYET = | MO CPaBHEHHUIO C OTCYTCTBUEM = 0):

HcxoaHblil ypoBeHb Henens 12
No3za E4 P-3HaYeHue
(mr) IIpucyrcreue | OtcyrcrBue | IlpucyrcrBue | OTcyrcTBHE no
(%) (%) (%) (%) CPABHEHHIO
¢ niauebo
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
TLaaue6o 3,6 92,7* 3,6 96,4

#
yH@KOmOPblx nayuenmos CeKCyilbHAA AKMUGHOCHb OMCYmcmeosaia

Paspurne cumnromoB VVA ykasbiBaeT Ha o0liee yJay4lleHue, Py 3TOM Haubosee CUIIbHbINH
3¢ eKT NpOSIBIISIICS TPU CYTOYHOM 03¢ 15 Mr. B oTHOIIeHNH BarnHanbHOMN O0H, CBS3aHHOMN
C CEeKCYaJIbHOUM aKTUBHOCTBIO, 3HAYMMBIE Pa3IU4us ¢ mianedo Habarogamuch mpu ago3ax S5, 10
u 15 mr B cytku ¢ p-3Hauenusimu 0,0246, 0,0004 u 0,0006, coorBeTcTBeHHO. Tem He mMeHee,
CYyXOCTb BJIarajivina, KOTOpas OOBMMHO CYHUTAETCS HauOOJiee HEMPUSTHBIM CHMIITOMOM,

3HAYUTENIbHO YMEHBINAJIACh TOJIBKO MpU IpuemMe 15 Mr CyTO4YHOU 103bl CO p-3HAYEHUEM

0,0291.

E. UsMepenusi, cBsi3adHbIe ¢ TOOOYHBEIMU 3ddexramMu geueHus

1. KonmuecTBo MalueHTOB, KOTOPBIM MPOBOAMIINA OHOTICHIO
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2,5 mr 10 mr

KonuuecTBo 4 4 5 11 9
MALMEHTOB,
KOTOPBIM
TIPOBOJIUJIH
OHOTICHIO

I'pynmna neuenus: | ITnane6o 5wmr 15 Mr

2. HexxenatenbHblie siBienus (AE)

I'pynna neyenus Ilnauedo | 2,5 mr Swmr 10 mr 15 mr

Konuuectso AE, nposiBUBIINXCS 71 61 63 95 82
3a Bpemst neuenus (TEAE)

IIpoueHT nauueHToB ¢ 9,1 7,7 10,6 7,4 6,1

2 2 2
TsokeneiMiu TEAE

IIpouenT nanmentos ¢ TEAE, 3,6 1,9 6,4 5,6 4.1
KOTOpPBIE MPUBENH K

MPEKPALIEHUIO UCCIEA0BaAHUS

W3 npuBeneHHOW BbIIEe TAONULBI BUAHO, YTO MAIMEHTHI B Ipymnmne 15 Mr uMenn MeHbIne
TEAE, uem nauuenTsl B rpynmne 10 mr. B rpynne 10 Mr nauueHTos, y kotopbix uMmenuch AE,
B cpenHeMm Obuto 3,2 AE Ha maumenrta. [Ina cpaBHeHus, B rpynne 15 Mr namueHTOB, Y
xoropeix umenuch AE, B cpennem Obuto 2,6 AE. B 1nienom, 3T gaHHbIE MOKa3bIBAKOT, YTO
cyTouHast 103a 15 mr obecrieunBana 3HauMTeNbHOE ociiabnenne VMS Oe3 BOSHHKHOBEHHSI
JOTIOJIHUTENBHBIX TO00YHBIX 3((ekToB y manueHToB. Kpome Toro, tpeboBanoch MeHbIIe

Ouorncuii B rpynme 15 mr B cyTku, yem B rpymmne 10 Mr B CyTKH.

3TO MOATBEPKAANOCH CIEAYIOMUM CTaTUCTUYECKUM aHanu3oM. C HCMONb30BaHUEM MOJETU
perpeccun Ilyaccona co ciay4aifHbIM 3¢ (HEeKTOM IS MAEeHTa U TPYIIIbI JICYSHUS] B KAYeCTBE
KOBapuathl 1J1s1 MoaenupoBanus noxacyera TEAE B pasnuuHbIX Ipynmnax Je4eHUs, MOXKHO
NIOKA3aTh, YTO CTATHCTUYECKAsl PA3HHULIA MEXIY IPYMITAMH JICYCHUSI OTCYTCTBYET (p-3HAUCHUE
0,099). Bo-BTOpBIX, MPUMEHSTH KPUTEPUH XU-KBAApAT JJIsl OLIEHKH TOTO, ObUla JIM CXOXKEH
pacpoOCTPaHEHHOCTh MalMeHToB, coobmarmux o TEAE, B kaxmol rpynme JedeHus.

CratucTHuecKOl pasHUIBl MEXIY TIPyNIIaMy JIeYeHHs He ObUIO OOHapyskeHO (p-3HaueHHue

0,575).

3. IlaMeHThl, MOKUAOIINE UCCIIEAOBAHNE
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I'pynna nevenuss | Ilmane6o | 2,5 mr 5wMmr 1I0mr | 15wmr
Konuuectso 14 9 11 15 8
MaLUEHTOB,
NOKUJAOLIUX
UCCJIEI0BAHUE

F. U3sMmepeHus: npOBOMUIIN OPU CYTOUYHBIX g03ax 15 mr u 20 mr

Jinag nydiiedl OLIEHKHM BO3MOKHOCTH YBEJIMYEHHs] CYTOYHOM J03bl CBEPX MHUHUMAJIbHOU

53¢ ¢exTuBHON 103bI 15 Mr B CyTKH, B MCCIIEJOBAHHHU, B KOTOPOM 3CTETPOJ MPHUMEHSUIA B

YBEJIMUEHHOH 103€ 20 MI' B CYTKH, OTCJICKUBAIIU PSALl MAPAMETPOB.

1. YpoBHU TpUriuuepunoB (MMOJIb/JT)

OxoHuyaHue jedyeHus ™
Hcxoanblii Tounoe Tounoe
Jleuenue Mapamerp ypoBeHb 3HAYEHHE H3MEHEHHE OT
HCXOAHOI0
YPOBHS
Cpensee 132 1,61 0,20
3HAYEHUE
B4, 15 wr SD 0,64 0,94 0,82
Cpennee
3HAYCHUE 1,21 1,40 0,15
BBIOOPKHU
Cpennee 1,43 1,53 0,10
3HAYEHUE
E4, 20 mr SD 0,47 0,63 0,44
Cpennee
3HAYCHUE 1,40 1,40 0,10
BBIOOPKH

* Orkonyanue nevenus nacmynano yepes 28 ouneti 0ns 003t 20 me u yepes 12 neoenwv 0151 003bi

15 me.
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2. YpOBeHb TIIFOKO3bI (MMOJIB/JT)

OxoHuyaHue jedeHus ™

HcxoanbIii Tounoe TouHoe
Jleuenne HMapamerp ypOBeHb 3HAYEHHE H3MEHEHHe OT
HCXOTHOT0
YPOBHSI

Cpenpee 477 479 0,02
3HAYEHHE

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

3HAYCHUE 4,72 4,77 0,05
BBIOOPKH

Cpenuee 5,53 5.44 -0,10
3HaYEHHE

E4. 20 ur SD 0,54 0,50 0,22
Cpennee

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

* Orkonyanue nevenus nacmynano yepes 28 oneti 0ns 003t 20 me u yepe3s 12 nedenwv 0151 003bi

15 me.

3. YpoBeHb xonecTepruHa (MMOJIb/J)

OxoHuyaHue JeyeHus ™
Hcxoaublii Tounoe Tounoe
Jleuenne Mapamerp ypoBeHb 3HAYeHHE H3MEHEHHE OT
HCXOHOTO
YPOBHS
Cpennee 551 5.63 0,12
3HaYeHHe
E4, 15 mr SD 0,83 0,97 0,73
Cpennee
3HAYCHUE 5,62 5,71 0,08
BBIOOPKH
Cpenuee 6,27 6,09 -0,18
3HaYeHHE
E4, 20 mr SD 0,90 0,96 0,65
Cpenree 6.25 6,10 20,20
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3HaYEHHE
BBIOOPKHU

* Oxonuanue nevenus nacmynaino uepes 28 oueil 015 003wt 20 me u uepe3s 12 neoenv 015 003bl

15 me.

4. Yposenb HDL-xonecteprna (MOJIb/J)

OxoHuyaHue jedyeHus ™
Hcxoaublii Tounoe Tounoe
Jleuenne Mapamerp ypoBeHb 3HAYEHHE H3MEHEHHE OT
HCXOAHOI0
YPOBHS
Cpenuee 1,73 1,89 0,16
3HAYEHUE
E4, 15 mr SD 0,46 0,41 0,24
Cpennee
3HAYCHUE 1,66 1,81 0,17
BBIOOPKH
Cpenuee 1,68 1,97 0,29
3HaYEHUE
E4. 20 wr SD 0,37 0,36 0,14
Cpennee
3HAYCHUE 1,60 1,90 0,35
BBIOOPKHU

* Oxonyanue neyenus nacmynano yepes 28 oueii 015 003t 20 me u uepes 12 neoenw 02151 003bl

15 me.

5. Vposensr LDL-xonecrepuna (MMOJIb/ 1)

Oxonuyanue JjiedyeHusa™

HUcxoanbii Tounoe TouHoe
Jleuenne IMapamerp ypoBeHD SHAYCHHE H3MEHeH e OT
HCXO0IHOI0
YPOBHSI
Cpennee 3.05 314 0,00
3Ha4YEHHE
E4, 15 mr SD 0,85 0’95 0745
Cpennee 3.22 395 0.10

3HA4YCHUC

2
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BBIOOPKH
Cpenuee 3,94 3.43 0,51
3HAYCHHE

E4, 20 ur SD 0,98 1,05 0,56
Cpennee
3HAUYCHUE 4,00 3,45 -0,65
BBIOOPKH

* Oxonyanue nevenus nacmynano yepes 28 oueii 015 003t 20 me u uepes 12 neoenw 02151 003bi

15 me.

%3 MPUBCACHHBIX BBILIEC 5 Ta6.]'II/ILI MOKHO 3aMETUTb, YTO S5THU JIMIIUAHBIC TApaMETPbI U

YPOBEHb IJIIOKO3bl CYIIECTBEHHO HE OTJWYAJUCh NMPU UCHOJIB30BAHUU CYTOYHOW A03bI 20 Mr

BMECTO CYTOYHOMU 03B! 15 Mr.

6. C-xkonnesoii Tenonentun (CTX-1) (ar/mn)

OxoHuyanue JjiedyeHusa™

HcxoanbIii Tounoe TouHoe
Jleuenue Hapamerp ypOBeHb 3HAYEHHE HU3MEHEHHE OT
HCXOIHOTO
YPOBHSI
Cpenuee 416,0 320,9 95,0
3HAYEHHE
E4, 15 r SD 286,16 359,65 442,18
Cpennee
3HaYEeHUE 339,0 197,5 -142,5
BBIOOPKH
Cpensee 422.50 274.9 -147.60
3HAYEHUE
E4. 20 wr SD 134.8 953 70.6
Cpennee
3HavYeHUe 416,5 267,50 -138.,0
BBIOOPKH

* Orkonyanue nevenus nacmynano yepes 28 oneti 015 003t 20 me u uepes 12 neoenwv 0151 003bi

15 me.

CTX-1 sBnsiercs cienuuuecKuM MapKepoM pe3opOunn KOCTH.
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W3 mnpuBeneHHOH BhIle TAaONMLBI BHIHO, YTO CyTO4YHas no3a 15 Mr mnpuBoamia K

HEOOJIBIIIOMY CHIDKEHHIO Pe30pOIMH KOCTHON TKaHH, U JaHHBIN 3¢ ekt Gojiee BbIpaXKeH MpH

CYyTOUHOM 7103€ 20 Mr y:ke nociie 28 nHel JeYeHusl.

G. Hsmepenust NpOBOAMIN C CYTOYHBIMU no3aMu 15 mr u 30 mr

Crenyrouue BUIBI JEUSHHs HA3HAYAJIH 3IOPOBBIM JKEHIIMHAM (B Bo3pacte oT 15 mo 50 mer

BK.HIO"II/ITG.HBHO) B COOTBETCTBHHU C KOAOM paHIOMU3ALIUH.

e [Ilnane6o (n=16).

e ['pymma 15 Mr: ogHOKpaTHas mepopaiibHast 103a 15 Mr screTpona/3 Mr ApocnupeHoHa
(n=10) ¢ mocenyIUMH, TTOCIIE BIBEICHUS B TeueHne 14 qHel, MHOTOKPATHBIMHU
nepopasibHbIMU 103aMH 15 mr acrerpona/3 mr ngpoctmperoHa (n=10) oguH pa3 B
CYTKHU B TeueHue 14 nHen.

e ['pymma 30 Mr: ogHOKpaTHast nepopaibHast 103a 30 Mr 3cTeTposia/3 Mr ApOoCIUPEHOHA
(n=10) ¢ mocenyIIMH, TTOCJIE BBIBEICHUS B TeueHne 14 qHeH, MHOTOKPAaTHBIMHU
nepopayibHeIMU 103amMu 30 Mr acrerposna/3 mr gpocnuperoHa (n=10) oquH pa3 B
CYTKHU B TeueHue 14 nHen.

He>xenatenpHble SBJIEHHs PErUCTPUPOBAIM C MOMEHTAa IEPBOM TOCHUTAIU3ALMUU 10

3aBepLIEHUs] KOHTPOJBHOTO rocemmeHus (0T 37 1o 42 nHel mocie mepBoro THS JEUSHUs).

Bosnukmue 3a Bpemst neuenust AE (TEAE) B Ilnanedo 15 mr 30 mr
3aBUCHMOCTH OT HUCCIIETy EMOTO JIEKAPCTBEHHOTO
npenapara
Bcero 75% 80% 70%
3aBucCHT 31% 50% 50%
He 3aBucur 75% 50% 50%

% = Konuyecmso cyovexmos, coobwasuiux 06 oOHom unu neckorvkux AFE, 6 npoyenmax om

067/1/;620 Kojquyecmea Cy6’b€k‘m06 6 coom@emcm@yiou;eﬁ Zcpynne jie4enus

B nenom, nprem oJHOKpPATHOH J03bI M MIPUEM MEPOPATBHOIO 3CTETPOIIA/ IPOCTIMPEHOHA OAMH
pa3 B CyTKu B TeueHue 14 mHell B nuama3zoHe OT 15 mr screTpona/3 Mr IDpOCHUPEHOHA IO
30 Mr scretpona/6 Mr apocnHpeHOHa ObutH Oe30MacHBIMH M XOpPOLIO TMEePEHOCHIINCH
3A0POBBIMH KCHIMHUHAMU B AJaHHOM HCCICOOBAHUUN. HpI/I YBEJINYCHUHA OI[HOKp&THOfI u
MHOKECTBEHHOM 103 3CTeTpOJa/ApocnupeHoHa (no3a Obuia yABOGHA) HE HAOIIOAAIoCh

yBEJNINYEHHUs HU IporieHTa cyobekTos, coodmaromux o TEAE, au xonnuectsa TEAE.
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Takum o00pa3oMm, pa3yMHO MpEeOyCMOTPETb TOPMOHO3aMECTUTENBbHYI0 TEPANUi0 IS

oOJIer4yeHusi CUMIITOMOB, CBSI3aHHBIX ¢ MEHOIAY30M, MPU KOTOPOU JHEBHAs 1032 3CTETPOIIa
cocTaBiiseT oT 15 Mr, MuHUManbHas 3¢ QexTuBHas 103a, 10 20 Mr UK naxe 25 Mr, 4To 1acT
BO3MOXKHOCTb JIyUllle OLIEHUTh COOTHOIIEHHE NOJb3bl U pucka. [IoBeIlIeHHE O3Bl 3CTETPOIIA
CBEPX MHUHHUMAJIBHON 3((eKTHBHOW M03bI 15 Mr B CYyTKHM AEHCTBUTENBHO OOECIEUHT elle
ayqmyro 3¢ dekTuBHOCTb B ocinabnennn VMS u B mapaMeTpax, TaKUX Kak pe3opOuusi KOCTH,
NpU  COXPAHEHUH OTIMYHOro mnpoduist Oe3omacHOCTH (BKJrOUass Oe3 OrpaHUYEHHs
HE’KeJaTeNIbHBIC SIBJIEHUS], KaK NMpeacTaBieHo Bbime B pasnenax E), 2) u G), u, B 4aCTHOCTH,
napamerpax JIMIHIOB U YPOBHS TJIFOKO3BI, MPENCTABIEHHBIX BhIlIe B pasaene F) ot 1) mo 5).
IToBbIeHHE TO3bI 3CTETPOJIA CBEPX MHUHUMAJIBHOM 3((HEKTUBHON 03Bl 15 MI' B CYTKH TaKxke
IacT BO3MOXHOCTh OBICTpee IOCTHTHYTh OCHaONieHHs, KOTAa TMAlUeHTbl HAYHHAKOT

FOPMOHO3aMECTUTECIIbHY FO TEPATIIHIO.



10.

I1.

12.

dopmy.Jia uzodpereHust

IIpumeHeHNe KOMMO3UIMM B OOJNErdYeHHMH CHMIITOMOB, CBSI3aHHBIX C MEHOIAy30H,
BBIOPAHHBIX M3 TPYIIIBl, COCTOALIEH M3 TIICUXOJOIMYECKHUX CHUMIITOMOB, CBSI3aHHBIX C
MeHomnay3oi, Oomu B cycraBax W aualera, TA€ YKa3aHHAs KOMIIO3ULMS COAEPIKUT
3CTETPOJIbHBIM KOMIIOHEHT U Iie YKa3aHHasl KOMIIO3ULIUS BBOJUTCSI B CYTOYHOM KOJIMYECTBE,
SKBHMBAJICHTHOM OT NPUOIU3UTENBHO 15 Mr 10 npuOaM3UTENBHO 25 MI 3CTETPOIIA.
IIpumenenre mo m. 1, roe CUMITOMBI, CBS3aHHBIE C MEHOIAY30M, MPENCTaBJSIOT COOOH
NICHXOJIOTMYECKHE CUMIITOMBI, CBSI3aHHBIE C MEHOIAy30H, BBIOPAHHBIE U3 TPYIIIIbI, COCTOSIIEH
u3 OECCOHHUIIBI, HAPYIIEHHs CHA, TPEBOXKHOCTH, HEPBHOTO HATIPSKEHUS] K UX KOMOWHAITHIA.
IMpumenenune mo 1. 1, roe CHUMITOMBI, CBSI3aHHBIE C MEHOIAy30W MPEACTABISIFOT COOOH
NICUXOJIOTMYECKHE CHMIITOMBI WJIM AUA0eT, TMPEANOUTUTENBbHO I71€ CUMIITOMBI, CBSI3aHHBIE C
MEHOMNAay30#, MpPEACTABISIOT COOOH TIICHXOJIOrMYeCKHe CHMOTOMBI WM AWA0eT, U TAe
yKa3aHHas KOMIO3MLIUA BBOJAUTCA B CYTOUYHOM KOJMYECTBE, O3KBHUBAJEHTHOM OT
npuOIU3UTENBHO 15 Mr 10 MPUOIM3UTENBHO 25 MT 3CTETpONa.

ITpumenenue no 1. 1, rme CUMOTOMBI, CBSI3aHHBIE C MEHOMAY30M, MPEACTABIISIOT CO00H O0Jb
B CyCTaBax, M TI7l€ YKa3aHHas KOMIIO3ULMS BBOJUTCS B CYTOYHOM KOJHYECTBE,
SKBUBAJIEHTHOM OT NPpUOIU3nUTENbHO 20 M 10 MPUOIM3UTENIBHO 25 MI 3CTETPOIIA.
IIpumenenne no mobOomy u3 mm. 1-4, rae KOMMO3ULKSA BBOAUTCS B CYTOYHOM KOJIMYECTBE,
SKBUBAJICHTHOM NPHUOIN3UTENBHO 20 Mr.

ITpumenenue no mobomy u3 mm. 1-5, rae KOMIO3UIMS BBOAMUTCS €KEIHEBHO B TEUCHUE IO
MEHbLIEN Mepe 4, IPEeANOYTUTENLHO IO MeHbIIeH Mepe 12 Henenb.

[Tpumenenue o Jr0OOMy u3 mm. 1-6, re AOMOJHUTEIBHO IPUMEHSETCSI BTOPasi KOMITO3HULIHS,
cozeprKalasi MpOreCTOreHHbI KOMITOHEHT.

[IpumeHeHnre mo 1.7, TrA€ YKa3aHHBIH MPOTECTOTCHHBIH KOMIIOHEHT BBIOpaH U3
IPOCIUPEHOHA, MPOreCTePOHa U TUAPOreCTEPOHA.

IIpumenenue no 1. 8, rae NporecTepoH BBOAUTCA B CyTOYHOM 103€ oT 50 mr 1o 200 mr.
[TpumeHnenwue o yro6oMy u3 mm. 1-9, rne AOMOTHUTEIBHO IPUMEHSETCS] BTOPast KOMITO3HLIHS,
conepskarasi 0azeoKCu(peH.

IIpumenenne no n. 10, rae ykasanHas BTOopash KOMIIO3HLMsS, COAEp Kallash MPOreCTONeHHBbIN
KOMIIOHEHT WiIH Oasefnokcu(eH, SBIAETCS aHAJOTUYHOW KOMITO3UIHMH, COAepIKalnei
3CTETPOJIbHBINA KOMIIOHEHT.

ITpumenenne no modomy u3 mm. 1-11, rae 3cTeTPOSbHBI KOMIOHEHT MPENCTaBIsAET COOOH

OCTETPOJI, IPCANIOUTUTEIIBHO 3CTETPOJIAa MOHOTrUApar.



13.

14.

15.

16.

17.

18.

19.

20.

IMpumenenne mo mobOomy u3 mm. 1-12, rae KOMIIO3WLMS COCTaBJieHA B BHIE EIUHHIIBI
NO3UPOBAHMS JIs IEPOPATIBHOTO BBEICHUS.

IIpumenenue no n. 13, roe eauHUNa TO3UPOBAHUA IJIs1 IEPOPATBHOIO BBEAECHUSI COCTABJICHA
TaK, YTOOBI COOTBETCTBOBATh €MHULIEC JO3UPOBAHUS C CyTOYHOW O30M.

Ilpumenenne mo mobomy wu3 mm. 11-14, roe ykasaHHass KOMIO3WIMS TIPEICTABIECHA B
yIIaKOBOYHOM €MHULIE, COAEp Kallleld O MeHbllel Mepe 14, mpeanouTUTENbHO MO MEHbIIEH
mepe 21, naxke Oosee MpearnoYTUTENBHO MO MEHbLIeH Mepe 28 KOHTEHHEpOB JUIsl XPaHEHUsI
OTIENbHO YIAaKOBAHHBIX U OTAEJBbHO H3BJIEKAEMBIX TBEPABbIX E€AWHULl AO3UPOBAHMS IS
NIEPOPATIBLHOTO BBEAEHUs C CYTOYHOM 1030H.

IIpumenenue no m. 15, roe ykazaHHasi ynakoOBOYHAsl €UHULIA JOMOJHUTENBHO COAEPKUT IO
MeHblei Mepe 10, mpenmoututensHo 12, Oojiee MPEeANOYTHTENHHO 14 JOMONHUTENBHBIX
KOHTEHHEPOB U1 XPAHEHUs OTAEIbHO VYIAKOBAHHBIX M  OTAEIbHO HW3BJIEKAEMBIX
MPEANOYTUTENBHO TBEPABIX €AUHULl JO3UPOBAHUS sl EPOPATBHOIO BBEAECHUS C CYTOYHOU
N030M, TNe KaXAbId [OMNOJHUTENbHbI KOHTEHHEpP COMAEP>KUT MO MEHbIIEH Mepe OAHY
MPEANOYTUTENBHO TBEPAYHO €IMHULYY JO3UPOBAHUS [JIsl IEPOPAIBLHOIO BBEAECHUS C CyTOYHOU
T030H, COAEPIKALIYH) MPOreCTONeHHbIN KOMIIOHEHT.

Ilpumenenne no 1m. 16, rae Kaxabld W3 JOMOJHUTENBHBIX KOHTEMHEPOB ISl XPAHEHHUs
€AVHUL] JO3UPOBAHMS, COMAEP>KAIIMX IPOreCTOreHHbIH KOMIIOHEHT, OTAENIBHO BHU3YaJbHO
PacCIoJIOKEH PIOM C KOHTEMHEPOM, COAEPIKALIUM TBEPAYHO €AUHULY JO3UPOBAHUS, KOTOpas
COZIEPKUT OCTETPOJI, B CIIy4ae €CJIIM 3TH JBE TBEPAbIE €IMHULIbI AO3UPOBAHMS IOIJIEKAT
BBEJICHUIO B OJIUH JI€Hb.

IMpumenenuie o 1. 16 wim n. 17, rae yka3aHHbIA MPOreCTONEHHBIM KOMIIOHEHT BBIOpaH W3
IPOCIUPEHOHA, MPOreCTePOHA U TUAPOTreCTEPOHA.

ITpumenenne mo 1. 18, yKa3aHHBIA NPOTECTOTCHHbIH KOMIIOHEHT TMPEACTABIsIET COOOM
NPOreCTEPOH, M T[A€ KaXKIAbI YKa3aHHBIM JOMOJHUTENbHbI KOHTEMHED COAEPKUT IO
MEHBIIEH Mepe OHY €UHULY AO3UPOBAHMS AJI IEPOPATBHOIO BBEAEHUS C CyTOUYHOMN A030M,
coziep KalIyro oT mpudm3uTensHo SO Mr 1o npudamsuTeabHo 200 Mr mporecTepoHa.
Ilpumenenne no m. 16, roe ynmakoBOYHAsl €AWMHULA AOMOJHUTENBHO COAEPKUT TAKOE XKe
KOJIMYECTBO [ONOJIHUTEJBHBIX KOHTEMHEPOB [UIsl XPAHEHMs OTHENbHO YINAKOBAHHBIX U
OTAENBbHO U3BJIEKAEMBbIX MPEANOYTUTENBHO TBEPABIX  €AWHULl JO3UPOBAHUA  JUIA
NEPOPATbHOrO BBEAEHUSI C CYTOYHBIMH AO3aMH, € KaKAbIM JONOJHUTEIbHBIN KOHTEHHEp
COIEPKUT MO MEHbILIEH Mepe OAHY MPEANOYTUTENBHO TBEPAYI €AWHMLYY IO3UPOBAHUS AJIS
NEPOPaAIbHOrO BBEACHMs C CYTOYHOU TO30H, COAEPIKALLYIO MPOreCTOreHHbI KOMITIOHEHT, '€

NpeaAnoYTUTECIIBHO yKa3aHHblﬁ HpOFeCTOFeHHbIﬁ KOMIIOHCHT BbI6paH U3 ApOCIIHUPEHOHA,



IporecTepoHa W JUAPOTECTEPOHA, TIA€ eme Oojee MNPEeANOYTHTENbHO YKa3aHHbIH
NPOTeCTOr€HHBIH KOMIIOHEHT MPEACTABIIET COOOH MPOrecTepoH.

21. Ilpumenenne mo m. 15, rme mo wmenbuieit mepe 10, npenmouturensHo 12, Oonee
NPEANOYTUTENbHO 14 W3 yKa3aHHBIX TBEPAbIX €IMHUL JO3UPOBAHUA AN MEpOPATIbHOIO
BBEJICHUSI C CY TOYHBIMU A03aMHU JOTIOJHUTEIBHO COAEPKAT MPOreCTOr€HHbIM KOMIIOHEHT.

22 Ilpumenenue no 1. 21, rae kaxnaas ykasaHHas TBepAas €AVHMLIA JO3UPOBAHMA I
NEPOPAIBHOIO BBEAECHHUS C CYTOYHOM 030 OMOJHHUTENBbHO COAEPKUT MPOreCTOreHHBIN

KOMIIOHEHT.
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