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MpumeHeHuA OpemMenaHoTUaa B Tepanum XXeHCKON ceKkcyarnbHON aucyHKunm

MEPEKPECTHAA CCbITKA HA POACTBEHHbBIE 3AABKA

Hacroswas 3asiBka ucnpalumBaeT NpMOPUTET U NPEUMYLLECTBO B Nogaye npeaBapuTENbHOI

3aaBKM Ha nateHT CLUA ¢ nopsgkosbiM HoMepoMm 61/722511 noa HasBaHuem "MpUMEHEHUA aroHUCTOB
MENaHOKOPTMHA B Tepanuu >KEHCKOW CekcyanbHOW AncdyHKuuKn", noaaHHon 5 Hos6psa 2012 roaa, u
npeasaputensHon 3asBku Ha nateHT CLUA ¢ nopsaagkoBbim HomepoM 61/770535 noag HasBaHuem
"MpuMeHeHne OpemenaHoTuaa B Tepanuu XXEHCKOW ceKkcyanbHOM AucdyHkuun", nogaHHon 28
depansa 2013 roga, onucaHue u copMyna M3oBpeTeHNss KOTOPbIX BKIKOYEHbI B AAHHbLIA JAOKYMEHT
NoOCpPeaCTBOM CChISTKA.

MPEAOMOCLUIKN MSOBEPETEHNA

ObnacTtb n306peteHns (06nacTb TEXHUKMN)

Hacroawee wun3obpeTeHne OTHOCUTCA K COCTaBaM W cnocobam mnevYeHus CekcyarbHOW
ANCYHKLUMKM, BKMKOYAS >KEHCKYIO CEKCyamnbHYK AWCKYHKUMIO, NyTEM BBEAEHMSA BbIOpaHHbIX 03
aroHMcTa MenaHokopTuHa. B yacTHocTH, HacToswee u3obpeTeHne OTHOCUTCA K cnocobam neyeHus
YKEHCKOW NMONOBOW AUCKHYHKUUN NPU YMEHBLUEHMN UMW CBEAEHUU K MUHUMYMY NOBGOYHbIX 3¢hbhekToB
unu HebnaronpuATHbIX 3MEKTOB, aCCOLUUPOBAHHbLIX C BBEAEHWEM arOHUCTOB MENaHOKOPTUHA.
Bonee KOHKpeTHO, HacTosiee u3obpeTeHWe OTHOCUTCA K hapMaueBTUYECKUM KOMMNO3ULMAM, B
KOTOPbIX arOHMCTOM MENAHOKOpPTUHA sABNseTca OpeMenaHoTui, U cnocobam, B KOTOPbIX AaHHbIE
dapMmaueBTUYECKMUE KOMMO3MLMN BBOAAT NauueHTam AN NeYEeHUs XKEHCKOW NOMoBOW AUCAYHKLUMMN,
BKIIOYAA B OCOOEHHOCTU KEHCKYIO CEKCyambHYK AWCYHKUMIO Y KEHWWMH B NPEMeEHonayse, npu
YMEHbLUEHWUN NN CBEAEHNN K MUHUMYMY NOBOYHBIX 3P (DEKTOB.

Onucanne NpeaLecTBYIOLIErO YPOBHSA TEXHUKN

Obpartute BHUMaHUE, YTO NPUBEAEHHOE HIDKE 00CYKOEHME CCbINaeTcs Ha psAa nyGrvkaumii no
aBToOpy (aBTOpamM) U rogy nybnukauuu, U B CBA3W C HedaBHUM ONMyGNMKOBAHWEM OMpPeAeEneHHble
nyénukauum He CcnegyeT paccMatpuMBaTb B KauyeCcTBe MNpPEALIeCTBYIOLLErO YPOBHA TEXHUKU
OTHOCMTENbHO HacTosilero usobpeteHus. OGCyxaeHWe Takux nybrnukauuin B JaHHOM AOKYMEHTe
npuBeaeHo aAnsi 6ornee MNOMHONO NPEACTaBNEHUS MPEANOCHIIOK HACTOSILLEro K306peTeHus M He
JAOJDKHO  UCTONIKOBLIBATbCA  Kak MpU3HaHWe TOro, 4TO Takue nybnukaumu OTHOCSTCS K

NPeALLIECTBYIOLLEMY YPOBHIO TEXHUKM ANS LENei onpeaeneHus nateHTocnocobHOCTH.,



10

15

20

25

30

WO 2014/071339 2 PCT/US2013/068386

MN3BeCTHO, YTO aroHUCTbI PELIENTOPOB MENaHOKOPTHHA, U, B YAaCTHOCTH, aroHUCTbI PELLENTOPOB
MenaHokoptuHa 4 (MC4-R), MOXHO NPUMEHATb AnA NeYeHna cekcyanbHoW AucyHkuyun. Cwm.,
Hanpumep, L.H.T. Van der Ploeg, W.J. Martin, A.D. Howard, R.P. Nargund et al., A role for the
melanocortin 4 receptor in sexual function. Proc. Natl. Acad. Sci. USA 99:11381-86 (2002).
Linknnyeckuii rentTanenTuaHbIA arOHUCT peuentopoB MenaHokopTuHa Ac-Nle-cyclo(-Asp-His-D-Phe-
Arg-Trp-Lys)-OH ¢ npucBoeHHbiM emy B CLLIA HenaTeHTOBaHHbIM Ha3BaHMeM BpeMenaHoTua U paHee
M3BECTHbIN Kak PT-141, KOTOPbIN AONONMHUTENBHO packpbiBaeTca B nateHTax CLUA NeNe 6579968 u
6794489, NpMMEHANCA B KIMHUYECKUX WUCCNEOOBaHUAX CeKCcyanbHOW AUCAYHKUMKU, BKIKOYas Kak
apekTunbHylo ancyHkumio (ED) y My>KUMH, Tak W KEHCKYID CeKCyanbHY AUCHYHKUMIO WK
paccrtporicteo (FSD).

B onpeaeneHun u knaccudpukauum psaa paccTponcTB, koTopble obpasyior FSD, 6bin
JOCTUMHYT 3HauuTenNbHbI nporpecc. B uyeTBepTOoM wusgaHuu PykoBoACTBa MO AUArHOCTUKE W
cTaTuctudeckon obpaboTke AaHHbIX NO NCUXMYECKUM paccTponctBam (Diagnostic and Statistical
Manual of Mental Disorders, DSM-IV) BblAenAOTCA 4YeTblpe OCHOBHbIE HapPYLUEHUS, KOTOpblE
onpefensoT FSD: CHUXEHWE CeKCyarlbHOro BMEYEHUsl, CHUXKEHUE CeKCyamnbHOro BO3DYXAEHMS,
aucnapeyHua u TpygHoOCTU B AOCTMXKEHUN opradma. American Psychiatric Association. Diagnostic and
Statistical Manual of Mental Disorders. 4™ ed, text revision ed. Washington, DC: American Psychiatric
Publishing, Inc., 2000. B CoegunHeHHbIX LLUTaTax npumepHo y 43% B3POCHbIX XEHLUMH BCTpPeYaeTcs
kakas-nubo copma paccTporcTBa cekcyanbHOro Bo36yaeHus y xeHwmuH (FSAD) n/unu cCHUXeHHOro
cekcyanbHoro BrnieveHus (HSDD), n npumepHo 22% U3 3TUX XKEHLUH COOBLLIANM O NEPEXMBAHUAX MO
noBoay MMeEIoLENcs y HUX cekcyanbHon auceyHkuun. E.O. Laumann, A. Paik and R.C. Rosen,
Sexual dysfunction in the United States: prevalence and predictors. JAMA 281:537-544 (1999); n J.L.
Shifren, B.U. Monz, P.A. Russo, A. Segreti and C.B. Johannes, Sexual problems and distress in
United States women: prevalence and correlates. Obstet Gynecol 112:970-978 (2008). B nocneaHem
(natom) wu3gaHum PykoBoACTBA MO AMArHOCTMKE W CTaTUCTMYECKOW 0OpaboTke AaHHbIX No
ncuxmyeckum paccrpouncteam (Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition
(DSM-5)), BbinywieHHoMm B Mae 2013 roga AMeEpUKaHCKOW accouuauuend nceuxuarpos, Obina
nepecMoTpeHa knaccudukaumsi >XEHCKOW cekcyanbHoW aucdyHkumm, n FSAD, n HSDD Obinu
3aMeHeHbl HOBbIM JMarHO30M PacCTPOMCTBA JKEHCKOTO CEKCyarnbHOro BREYEHUS U CeKCyanbHOro

BO3OykaeHns y >xeHwuH (FSI/AD), a Takke pacwmpeHa cyuwecTtsywwaa kKoHuenums FSD ¢
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BKIIOYEHNEM BOCMPUMMYMBOCTM K CEKCyasnbHOW aKTMBHOCTM W €€ WMHUUMauMM  Kak  4acTtu
ANarHOCTMYECKOro 93BPUCTUYECKOro anroputMa. Tem He MeHee, onpegeneHus FSAD u HSDD
NPOAOSPKAKOT UCNONb30BaTh, U OHW COOTBETCTBYIOT ONMUCAHMUIO YKEHCKOW CeKCyarnbHOW AMCHYHKUUK B
TekyLwen sepcun MexxgyHapogHoro knaccudukaropa 6onesHen (ICD-10).

Tepanusa cekcyanbHbIX PaccTPOWCTB U obpasoBaTenbHasl AeATENbHOCTb B 9TOM obnactu B
HacToswee BpeMs popMmupytoT ocHoBy neveHna FSAD n/unn HSDD. CpeacrBa MeanKamMeHTO3HOro
nevyeHna orpaHuyeHbl; B Hactoswee Bpems B CLUA He 0go6peHo HM O4HO NEKapCTBEHHOE CPEACTBO
AN NPUMEHEHUs NO 3TUM MNOKa3aHUsIM, U OJHO NEKapCTBEHHOE CpeacTBO Oblno o0gobpeHo B
EBponeiickom Coto3e, HO B nocneaywollem Obino O0TO3BaHO (INTRINSA®, TpaHcaepmarnbHbIi
nnacTbipb C TECTOCTEPOHOM, paHee BbinyckaBwminca komnanmen Warner Chilcott).

LInkn cekcyanbHOW peakuuu Y >KEHLUMH SBMAETCH CMOXHBLIM W 3aBUCUT OT (PU3NONOTMYECKNX,
MCUXOMOTUYECKUX U coumanbHbiX PAkTopoB. [OnA MHOMX >KEHLUMH CMNOHTAHHOE BIIEYEHUE HE
ABMNAETCA MOTUBMPYIOLUMM (DakTOpOM AN y4acTUs B CEKCyamnbHOM akTMBHOCTWU. YacTo BneyeHue
ABMNAETCA CNEACTBUMEM CYOBEKTUBHOIO CEKCyanbHOrO BO30YXKOEHUS, BbI3BAHHOTO pPa3fUYHbIMU
ceKkcyanbHbIMKU CTUMynamu. [OHMMaHWE UMKNa CEeKCyanbHOW peakumu y XeHwuH obecneuyuBaet
OCHOBY ANSA NNaHWpoOBaHUA U pa3paboTkn hapMakonormvyeckux BO3AEWCTBMIA AnA nedeHuss FSAD
nmnn HSDD.

MexaHn3mbl U COOTBETCTBYIOLLME CPEACTBA MEANKAMEHTO3HOIO neyeHus, obycnaenusaioLlme
JKEHCKYIO CEKCyambHYl0 peakuuio, OTNM4aloTcs OT TeX, KOTOpble fnexaT B OCHOBE MYXKCKOW
ceKkcyanbHOW peakuuu. Hanpumep, cekcyanbHasi peakuusi y My>XHUMH BKIIOYaeT Kak (PYHKUMIO
LeHTpanbHOW HEPBHON CUCTEMBI, TaK U NPOAYLMPOBaHUE OKCMAA as3oTa, NPUBOASALLEE K YBENTMYEHUIO
NpUTOKa KPOBU K MOSIOBOMY 4mneHy. M HaoGopoT, B NONMOBOW peakuuu y >KEeHLMH npeobnagaet
YHKUMS LUEHTPanbHOW HEPBHOW CUCTEMbI, a MyTb NPOAYUMPOBaHUS oOKcuaa asota UMeeT
BTOPOCTENEHHOE 3HAYEHUE NO CPABHEHUIO C pe3ynbTaTamun y MyxHuH. CnegoBaTenbHO, B TO BPEMS
KaKk TepaneBTUYECKME CpeacTBa ANS JEYEHUS MYKCKOW MOMOBOW AMCHYHKUMM MOTYT ObITb
cneundUYHO HanpasneHbl Ha Kakon-nMbO M3 AaHHbIX MEXAHW3MOB AEWCTBUS MM Ha o0a AaHHbIX
MexaHu3Ma AENCTBUS, TepaneBTUYECKUE CpeacTBa AN NEeYEHUs NOMAOBOW ANCHYHKLUMN Y >KEHLLWH,
KaK NpaBuno, OIMKHbI ABMATHCA Y3KOHANPABAEHHLIMU U AOJBKHbI YYUTBIBATb (DYHKLMIO LIEHTPArbHON
HepBHOW cuctembl. A.M. Shadiack, S.D. Sharma, D.C. Earle, C. Spana and T.J. Hallam,

Melanocortins in the Treatment of Male and Female Sexual Dysfunction. Current Topics in Medicinal
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Chemistry 7:1137-1144 (2007). Takum obpasom, uHrudbutopsl pocdoanacrepassl 5 (PDE-5), Takue
Kak cungeHadpun, Taganadun wunu BapaeHadun, SBRAKTCA IPQPEKTUBHBIMA Y MYXKYMH C
APEKTUNBHON AMCYHKUMEN U OEWCTBYIOT MOCPEACTBOM MeEXaHuW3Ma, BKIOYaloLEro CeriekTUBHOE
uHrnénposanune PDE-5, Tem caMmbiM npegoTepaLlas ruaponus LUKNMYeckoro ryaHosnHMmoHodocdara,
pesynbTaToOM Yero SBMSAETCA YBENUYEHUE MPUTOKA KPOBWU K MOMIOBOMY 4YNneHy. TeM He MeHee,
HECMOTPS Ha TO, YTO Y XXEHLUMH C cekcyamnbHou AaucdyHkumen uHrnbutopbl PDE-5 okasbiBaioT
onpeaeneHHoe BNUSIHUE HAa NPUTOK KPOBW K MOSOBbIM OpraHam, AaHHble NeKapCTBEHHbIE CpeacTBa
OKa3blBAlOT HE3HAYUTENbHOE BIUSHUE WM HE BIMAIOT HA JIEYEHME JKEHCKOM CEKCyarnbHOMN
ANCAYHKUMK, BKMOYAs NeYeHne HapylleHun cekcyanbHoro Bo3Gyxaewusa. M.L. Chivers and R.C.
Rosen, Phosphodiesterase type 5 inhibitors and female sexual response: faulty protocols or
paradigms? J. Sex. Med. 7:858-72 (2010).

Wcecnegosannsa, NpOBEAEHHbIE Kak HAa XXMBOTHbIX, TaKk M Ha YernoBeke, nokasamu, 4To
OpemMenaHoTH OKa3blBAET BIIMAHMS Ha LIEHTPAarbHYIO HEPBHYIO CUCTEMY, HE CBA3AHHLIE C MECTHLIM
MPUTOKOM KPOBU B MOMOBbLIE OpraHbl. B oOMbiTax Ha >KMBOTHbIX, MPOBEAEHHbLIX HA CaMKax KpbIC,
Habnpancsa cenekTMBHoe (hapmMakonorMyeckoe BAnsHME Ha anneTUTMBHOE NOSIOBOE NOBEAEHUE, rae
MOAKOXKHLIMA MHBEKUNSMKU BpemenaHoTnga MHAYLUpoBanu CUHTE3 MpOoAYKTa HEeMeANEeHHO-PaHHEero
reHa Fos B pasnuyHbIX MMMOMYECKUX U TMNOTaNaMUYECKNX CTPYKTYpPaXx, a Takke NOBbILLEHNE YPOBHS
aohammHa B MeauanbHoi npeontudeckon obnactu. J.G. Pfaus, A. Shadiack, T. Van Soest, M. Tse
and P. Molinoff, Selective facilitation of sexual solicitation in the female rat by a melanocortin receptor
agonist. Proc. Natl. Acad. Sci. USA 101:10201-4 (2004); J. Pfaus, F. Giuliano n H. Gelez,
Bremelanotide: an overview of preclinical CNS effects on female sexual dysfunction. J. Sex. Med.
4:269-279 (2007). Y moaen Obino 3aperucTpupoBaHO CTaTUCTUYECKM 3HAYMMOE YYBCTBO
CEKCyanbHOro BO3DYKAEHUS Yy JKEHLUMH C AMarHO30M HapYLUEHWS CEKCyanbHOro BO3OYXAEHMS,
KOTOpoe Habnganocb Nocne OAHOKPATHOrO MHTPaHasansHoro BeeaeHnsa bpemenanotTuaa B gose 20
MF, OAHAaKO, OTCYTCTBOBANU CTaTUCTUYECKM 3HAYMMbIE Pa3nMuMa MO CPaBHeHMO ¢ nnauyedo no
nokasarenam amnnuTtyabl nynscauuu snaranuuwa. L.E. Diamond, D.C. Earle, J.R. Heiman, R.C.
Rosen, M.A. Perelman and R. Harning, An effect on the subjective sexual response in premenopausal
women with sexual arousal disorder by bremelanotide (PT-141), a melanocortin receptor agonist. J.
Sex. Med. 3:628-638 (2006). Takon acppekT oTnuyaeTca ot HabngaeMoro y My unH ¢ guarHo3om

APEKTUNBHON AUCHYHKUMKM, TAe OTMevancs CTaTUCTUYECKM 3HAYMMbIN SPEKTUSbHbIA OTBET MO
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cpaBHeHuo ¢ nnayebo, KOTopbI ONPEAEnAanU ¢ NOMOLLBIO NNETU3MOrpaduUyeckoro ycTponcTea ans
OLEHKN peakuuy MONIOBOro YfeHa, ¢ CONyTCTBYIOLMM YBENMYEHNEM KPOBOTOKa B 06nactu nonoBbiX
OpraHoB NOCrie NOAKOXHON MHbeKUMKM BpemenaHoTuga B gose 4 unu 6 mr. Shadiack, 2007, cMm. BbILIE.

B nutepatype coobwanocb, 4to aroHuctbl MC4-R uMHAYUMPYIOT agpeHepruyeckuini oTeeT,
KOTOPbI MPUBOAMT K MOBBLILUEHUIO AaBMEHUS KPOBU W 4acTOTbl CEpAEYHbIX CcoKpalleHuir. Cwm.,
Hanpumep, J.J. Kuo, A.A. Silva and J.E. Hall, Hypothalamic melanocortin receptors and chronic
regulation of arterial pressure and renal function. Hypertension 41:768-774 (2003); J.J. Kuo, A.A. da
Silva, L.S. Tallam and J.E. Hall, Role of adrenergic activity in pressor responses to chronic
melanocortin receptor activation. Hypertension 43:370-375 (2004); U. Nordheim, J.R. Nicholson, K.
Dokladny, P. Dunant and K.G. Hofbauer, Cardiovascular responses to melanocortin 4-receptor
stimulation in conscious unrestrained normotensive rats. Peptides 27:438-443 (2006).

MpuM NPUMEHEHMM aroHUCTOB MENAaHOKOPTMHA, BKMOYaa OpemenaHoTua, Habnwganucb
HebnaronpuATHbIE ABMEHNS, rMaBHbIM 00pa3oM KacalLUecsa NOBLILEHNS AABEHUSA KPOBU, a TaKke
TOLUHOTHI M PBOTHI, KOTOPbIE ObINK KaK HEMEANEHHBIMMW, TAK U OTCPOYEHHBLIMM.

CyLuecTByeT NoTpebHOCTL B TEpPaneBTUYECKOM CMocobe neyveHns cekcyanbHOW ANChYyHKUMK,
Bknovas 6e3 orpaHudeHnss FSD, nocpeacTtsOM BBEAEHWS aroHUCTA MENAHOKOPTUHA, KOTOPbIN
obecnevnBaeT xenaemoe TepanesTU4EecKoe JeNCTBUE, HO KOTOPbIN HE BbI3bIBAET UMW HE BbI3bIBAET B
3HAYUTENbHON CTENEHW, UMM YMEeHbLUAeT, UKW CBOAMT K MUHUMYMY HebnaronpusTHble cepaeyHo-
COCyaAnCTbIE U apyrue adhekThbl, rae Takue HebnaronpusaTHble 3PdEKTbI BKMOYaoT 6€3 orpaHnyeHmns
MOBbILUEHME CUCTOJNIMYECKOrO [JaBEHWS KPOBM, AWACTONUYECKOr0 [JaBfeHWst KPOBM, 4acTOThbl
CEpAEeYHbIX COKpAaLUEHUI WM 4acToTbl CMy4yaeB TOLUHOTHI WMAM pBOTbl. C y4yeToM 3TOro O6bino
paspaboTaHo HacTosiLee U30BpeTEHME.

KPATKOE OMNCAHWE N3OEPETEHNA

B naHHOM goKyMeHTe npeanaratorcst cnocobbl neveHnss FSD y nauMeHTku ¢ anarHosom FSD,
npeanonaralpLLeN CekcyanbHYO akKTUBHOCTb, MyTEM BBEAEHUS HU3KON A03bl OpemenaHoTuga unm ero
dapmaueBTMYECKM NpuemnemMon conu. Huskas posa MoXxeT OblTb BBEAEHaA NyTEM MOAKOXHOMN
UHbekuun. Huskme p[osbl OpemenaHoTuga wnum  ero  dapMaueBTUYECKM NPUEMIIEMOW  COMMW,
NpeayCMOTPEHHbIE B JAHHOM AOKYMEHTE, okasanucb 3(PeKTUBHbIMW, HECMOTPSA Ha npeabiayluime
YyKa3aHua Ha To, 4To Ans neyveHna FSD moryT TpeboBaTbCA BbICOKME A03bl. Takke Oblno 06HapYKeHO,

YTO HU3KME J03bl BpeMenaHoTuga unu ero papmaleBTUYECKU NPUeMNeMoit Conu, NPeayCMOTPEHHbIE
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B JAaHHOM [OKYMEHTE, acCOLMMPOBaHbl C MEHBLLUMM YUCNOM NOOOYHBLIX 3PMEKTOB MO CPABHEHUIO C
BBEEHMEM [JAHHOrO0 coeauHeHuss B Oonee BbICOKMX Ao3ax. [pu BBegeHUWM NyTeM MNOAKOXKHOM
UHbeKkuMn koappuumeHt Bapuauymm (%CV) npu NUKOBOWM KOHUEHTpauuu B nnasme B rpynne
nauneHToB Obln 3HAYUTENbHO HUXKe, Yem %CV npu NMKOBOW KOHUEHTpauuu B nnasme B rpynne
NauueHToB, KOTOPbIM WHTPaHasanbHO BBOAWNM OpemenaHoTMa unu ero hapmaueBTUYECKU
npuemnemyro conb. Komnosnymm n cnocobbl, NpeanioXKeHHble B AJaHHOM AOKYMEHTE, Bkovyasa 6e3
OrpaHNYEHNs1 BBEAEHUE NYTEM MOAKOXKHOW MHBLEKLWUWU, MOTYT AOMOMHUTENBHO acCOoLMUPOBATLCA C
Gonee HM3KOW 4acToToW NOBGOYHbIX 3(P(EKTOB MO CPaABHEHUIO C MHTpaHasanbHbIM BBEAEHUEM
aHanorM4yHow [Jo3bl, Kak, Hanpumep, TakoW [03bl, KOTOpas SABMAETCA aHarorM4yHow, WUCXoAs U3
MMKOBOW KOHLEHTPauuMnM B Mia3me, KOTOPYK MNofy4alT B TeyeHue 60 MUHYT nocne BBEAEHUSA
O6pemMenaHoTuaa.

B ogHOM acnekTe HacTosillee n3obpereHne npeanaraet cnocod nevyeHna FSD y nayueHTku ¢
anarHosom FSD, npeanonaralowen cekcyanbHYyl0 akTUBHOCTb, MNPU  YMEHbLUEHUM MNOBOYHbIX
3ahPeKTOB, acCCOLMNPOBAHHbBIX C MPUMEHEHMEM DpeMenaHoTuaa, BKIOYaloLWWin BBEAEHNE NaLUEHTKe
nyTemMm MOAKOXHOW WMHBEKUMM KOMMO3MUuKM, coaepxkawen He Oonee npubnuautenbHo 1,75 wr
OpemenaHoTuaa unu papmMaueBTUYECKU NpUemMnemMon conu BpemenaHoTuaa, ¢ U3neyYeHmeM Takum
o6pasom FSD npu yMeHbLUEHUN HexenaTenbHbIX NOO0YHbIX 3(hchekToB. B 04HOM acnekTe gaHHoro
cnocoba He Oonee 1,25 wmr OpemenaHoTuga wunu apMaueBTUYECKM NPUEMIIEMON COMU
OpemMenaHoTuaa BBOAAT NyTEM NOAKOXKHOW MHbEKUMU. B opyroMm acnekre BBOAAT OT NpUGNU3NTENBHO
1,00 no 1,75 mr 6pemenadoTnaa unu hapMaLeBTU4ECKM npuemnemon conu bpemenaHotuaa. B ewe
OOHOM acrekTe BBOAAT OT npubnusutensHo 1,25 ao 1,75 mr 6pemenaHotTuaa unu dapmaneBTUYHECKN
npuemnemMon conu GpemenaHoTuga.

Komnosunumsi Ansi nNOAKOXXHOW WHBLEKUUM MOXKET MNpeAcTaBnAaTb COOOM BOAHbLIA PacTBOP,
cogepxawmii auetat GpemenaHoTuga v rmuuepvH. B ogHOM acnekte kOMnos3uuusa npeacraBnser
coboli BOAHbLIA pacTBOP, COCTOSALUUA B OCHOBHOM M3 aueTata bpemenaHotuaa u 2,5% rnuuepuHa
(Bec/obbem). CoaepkaHme conu auertata OpeMenaHoTMaa B BOAHOM pacTBope OpemenaHoTuaa
MOXET COCTaBNATb OT NpuBNM3anTensHo 6% a0 12% (Bec/Bec) B NepecyUeTe Ha YKCYCHYIO KUCNOTY. B
OOQHOM acnekTe KOMno3uuus xapakrepusyetcss pH, cocrtasnsiowmMm npubnusntensHo 5,0, u

JOMOJIHUTENbHO COAEPXUT CPeAcTBa ANS PerynupoBaHus pH, npu STOM Takue cpeacTBa Anst
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perynupoBaHuss pH MoryT Bkntoyatb 0€3 OrpaHu4eHuidi XIOPUCTOBOAOPOAHYIO KUCIIOTY U TMAPOKCUA,
HaTpus.

B apyrom acnekrte ymeHbLUaeMble HexenarternbHble NoboyHble 3pdekTbl BbIOpaHbl U3 rpynnbl,
COCTOSALLEN W3 TOLUHOTbI, PBOThbI, TMNEPEMUN W MOBLILLEHUA AaBNEeHUA KpoBu. B oaHoOM acnekre
nauveHtka npebbiBaeT B npemeHonay3e, a B APYIOM acnekre nauueHtka npebbiBaeT B
nocTMeHonayse.

HacToqawee n3obpeTeHue Take npegycmaTrpuBaeT NpUMEHEHWE J03bl COCTaBa, CoAaepKaLlel
He 6Gonee npubnusutenbHo 1,75 mr GpeMmenaHoTMga WnNu apmaueBTUYECKM MPUEMINEMON COMK
O6pemMenaHoTuaa, B MPOU3BOACTBE npenapara Ansi MOAKOXHbIX MHbeKUun ans nedeHus FSD vy
nauuMeHTkn ¢ anarHos3om FSD, npeanonararollel CEKCyanbHYIO akTUBHOCTb. B 6nuskomM acnekre aosa
cocTtaBa coaepxut ot npubnusmutensHo 1,00 go 1,75 mr 6pemenaHoTvaa unu dapmaueBTUYECKN
npueMnemon conu GpeMenaHoTuaa, unu ot npubnuautensHo 1,25 go 1,75 mr 6pemMenaHoTuaa unm
drapmanleBTUUECKN NPUEMMNEMON conu BpemenaHoTuaa.

B nAapyrom acnekte Hactoswee un3obpeTeHue npeaycMaTpuBaeT  MNpeaBapuUTENbHO
3aMOMHEHHYIO €4MHNLY A03MPOBaHUA, COAEpPXaLlyld BOAHLIA pacTBop auetata bpememnaHoTuaa, ¢
cogepxkaHmem GpemenaHoTuga He b6onee npubnusutenbHo 1,75 mr. NpeaBapUTENbHO 3aNONHEHHAas
eQuHuLa [O03MPOBAHMA MOXKET BKMOYaTh MpedBapuTENibHO 3anoOfHEHHbIM LWNpuL unu  MoXeT
BKNIOYATb KapTpuaX, afanTUpOBaHHbIN ANS NPUMEHEHUS B YCTPOWCTBE JOCTAaBKW MEKAPCTBEHHOMO
cpeAcTsa A5 NOAKOXHOTO BBEAEHUS.

B euwe oaHOM acnekte Hactosillee u3obpeteHue npeanaraetr cnocob nedeHusa FSD vy
nauyneHTkn ¢ amarHo3om FSD, npeanonararollein CeKkcyanbHYl akTUBHOCTb, NPU YMEHbLUEHUN UMK
CBEAEHUN K MUHUMYMY NOOOYHbIX 3h(PEKTOB, acCOLUNPOBAHHBIX C MPUMEHEHNEM BpemenaHoTuaa,
BKIIOYAIOLLMIA BBEAEHNE MAUMEHTKE MYTEM MNOAKOXKHOW MHBEKLMM KOMMO3ULMK, COAEPXKaLLEn
OpemenaHoTug wnv  papmMaueBTUYECKM MPUEMSIEMYIO CcOnb OpeMenaHoTuga B KONMMYECTBE,
AOCTaTOMHOM AN NONYYEHUS Y MAUUEHTKM MUKOBOW KOHUEHTpauuu B nnasme B TeyeHue 60 MUHyT
nocne BBeAeHUst OpemenaHoTuaa, cocTaenslower He ©Gonee npubnusamtensHo 120 Hr/mn, ¢
usneyeHnem Takum obpasom FSD npu ymeHbLUEHUM HEXenaTenbHblX NoBoYHbIX 3dpekToB. B
OnM3KOM acnekTe Hacrtosilee u3obpeteHne npeanaraer cnocod® neyvenHna FSD y nauueHTkn ¢
anarHosoMm FSD, npeanonaratollen cekcyasbHY aKTUBHOCTb, MPU YMEHbLUEHUMM WUSIM CBEAEHUU K

MUHUMYMY NOGOYHbIX 3¢PPEKTOB, aCCOLMUPOBAHHBIX C MPUMEHEHMEM BpeMenaHoTuaa, BKIoYatoLmii
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BBEJEHME MAaLMEHTKE MyTEM MOAKOXKHON WHBLEKUMM KOMNO3WUMKM, codepxaluern GpemenaHotna wnm
hapMaLeBTMYECKN NPUEMIIEMYIO COMNb BpemenaHoTuaa B KoNu4yecTse, 4OCTaTOMHOM AMS MOMyYeHus
MMKOBOW KOHUEHTpauuu B nnasme B TedeHue 60 MUHYT B pesyrnbTaTe NoAKOXKHOro BBEAEHUS [03bl,
cogepxawen ot npubnusutensHo 1,0 mr go 1,75 mr GpemenaHoTnga unu dapmaueBTUYHECKU
npuemnemon conu OpemenaHoTuaa, € u3neyeHWeMm Takum obpasom FSD npu ymeHbLUeHWUK
HexkenaTenbHbIX MOB0YHbIX 3AEKTOB.

B euwe ogHoOM acnekte Hactosillee u3obpeteHue npeanaraet cnocob nedyenHua FSD vy
nauyneHTkn ¢ amarHo3om FSD, npeanonararollein CeKkcyanbHYl akTUBHOCTb, NPU YMEHbLUEHUN UMK
CBEAEHUN K MUHUMYMY NOOOYHbIX 3H(PEKTOB, aCCOLUUPOBAHHLIX C MPUMEHEHneM BpemenaHoTuaa,
BKIIOYAIOLLMIA BBEAEHNE NAUWMEHTKE MyTeM MOAKOXKHOW MHBLEKUUM KOMMO3ULMK, COAEPXKALLEW He
6onee npubnuautenbHo 1,75 Mr 6pemenaHoTnaa wunu apmaueBTUYECKM NPUEMINEMON COMU
OpemenaHoTUaa, C usneyeHremM Takum obpasom FSD npu yMEHbLUEHNN HEXENATENbHbIX OAHOIO UMK
HECKONbKNX MOBOYHbIX 3PMEKTOB MO CPABHEHUIO C UHTpaHasanbHbIM BBEAEHMEM OpemenaHoTuga
unu apMaueBTUYECKM MNPUEMNEMON conm OpemenaHoTuaa B SKBUBANEHTHOW [03MpPOBKE. B
HEKOTOPbIX BapuaHTax OCYLUEeCTBNEHMS MNoBOOo4YHble 3h(eKTbl BKMIOYAIOT O4HO MIN HECKONbKO U3
cnegywowyx: TOLWHOTA, rMnepemMusl, ronoBHas 060nb, U3MEHEHMSA CUCTOMNMYECKOro AAaBMEHUA KPOBM,
M3MEHEHUS ANacTONMYECKOTO AABMEHNS KPOBMW, N3MEHEHMSA YacTOThl CEPAEYHbIX COKpaLLEeHuUid, ppoTa
U runepteHsns. SKBMBaNeHTHasa Jo3upoBka OpemenaHoTuaa unu apmaueBTUYECKM NpUemMeMon
conu BpemenaHoTuaa npegycmarpuBaeT A03y, MPUBOASALLYIO K MONYYEHWIO aHanorM4yHOW no CyTu
MMKOBOWM KOHLEHTpauunm B nnasme B TedeHue 60 MUHYT nocne BBeAeHuA OpemenaHoTuaa no
CPaBHEHWIO C NOAKOXHOW MHBbEKUMEN KOMNO3ULUK, coaepKallient He Bonee npubnuautensHo 1,75 mr
OpemenaHoTuaa unm apMaueBTMYECKU NMPUEMIEMON conu BpemenaHoTuaa. AHanornyHasi no cytu
MMKOBAsA KOHLEHTPauMsa B Mia3mMe MOXET NPeAcTaBnATb coOOW CPEAHIO MUKOBYKD KOHLEHTPALMIO
OpeMenaHoTuaa B nnasme OT npubnuantenbHo 60 ao 120 Hr/mMn y COBOKYMHOCTM NauueHToB. B
OOQHOM acnekte aaHHoro cnocoba He Gonee 1,25 mr 6pemenaHoTvga unu dapmaleBTUYECKU
npuemnemMoln conu BpeMenaHoThaa BBOAAT NYTEM NOAKOXKHOW UHBEKUMK. B gpyrom acnekre BBOAAT
oT npubnmautensHo 1,00 ao 1,75 mr 6pemenaHoTuga unu dapMaueBTUYECKN NPUEMMNEMON CONU
OpemMenaHoTuaa, WNM B Ka4eCTBE anbTEpHATUBbI BBOAAT OT npubnuautenbHo 1,25 go 1,75 wmr
OpemMenaHoTuga unu papmaueBTUYECKM npueMnemon conu 6pemenaHotuga. Komnosuuusa no

JaHHOMY cnocoby MOXeT npeactaBnAaTb CoOOW  BOAHbLIM  pacTBOpP, coaepxawuin auetar
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OpemMenaHoTuaa W rULUEPUH, U OHa MOXET COCTOATb MO CyTU M3 aueTtarta bpemenaHotnaa u 2,5%
rnuuepvHa (Bec/ob6bem). B Takom pacTBope cogepkaHuWe Conb auetat OpeMenaHoTMga B BOAHOM
pactBope BpemenaHoTuaa CoctaBnseT OT npubnusntenbHo 6% Ao 12% (Bec/Bec) B nepecyeTe Ha
YKCYCHYIO KMCROTY. KoMnosumumsa MOXeT xapakTepu3oBaTbCs pH, cocTaBnsiowmMm npubnusnTenbHO
5,0, n QONONMHUTENBHO coAepXaTb OAHO MIIM HECKOMbKO CPeacTB ANs perynuposaHus pH, B ToM
yucne OOHO WMIM HECKONbKO CPeACTB AN perynupoBaHus pH BKNOYAKOT XMOPUCTOBOAOPOAHYIO
KUCMOTY M rMapoKkena Hatpusi. B gaHHOM cnocobe naumeHTka MOXKeT npebbiBaTh B NpeMeHonayse unm
B KAYECTBE anbTEepHaTUBbLI B MOCTMEHONAay3e. Bapnauus nMKOBON KOHLEHTpaLuK B Niasme B TEYEHNE
60 MWHYT nocne BBeAEHUS NYTEM MOAKOXHON MHBbEKUMKM xapaktepusyetca %CV, cocTtaBnsomm
MeHee 30. YMeHblleHne noBoYHbIX 3GEKTOB 3aKMo4aeTcd B TOM, 4YTO Bapuauuss MNUKOBOMN
KOHUEHTpauum B nnasMe B TedeHue 60 MUHYT nocne BBEAEHMA MYTEM MNOAKOXKHOW WHBEKLUN
KoMnosuuumn, coaepxaillen He 6Gonee npubnuantensHo 1,75 wMr OpemenaHoTnaga unu
dhapMaLeBTUYECKN NMPUEMNEMON conu BpemenaHoTnaa, MeHbLUE BapuaLun NMKOBON KOHUEHTpauun B
nnasmMe B TeyeHne 60 MUHYT MOCME MWHTPaHasanbHOr0 BBeAEHWa OpemenaHoTnga wnm
drapmaueBTMYECKN NpuemMnemMon conu dpemenaHoTnga. Bapmayusa nMKOBON KOHUEHTpaUMK B nnasme
B TeuyeHne 60 MUHYT NOCNe MHTPaHa3anbHOro BBEAEHMS MOXET xapakrtepusopatbca %CV 6onee 30.
Bapuauuio nMkoBON KOHLEHTpaLun B nnasme MOXKHO ONpPeaenuTb Y COBOKYNHOCTW NaUNEHTOB.

B ewe ogHOM acnekte Hactoswee u3obpeteHue npegnaraetr cnocob neyeHus FSD y
naumMeHTkn ¢ guarHo3om FSD n npegnonaratowen cekcyanbHyl0 akTUBHOCTb, BKIOYAIOLMIA BBEAEHNE
NnauueHTKE NyTEM MOAKOXKHOW MHBEKLIMM KOMMO3WULIMK, coaepxkallen He 6Gonee npubnusntensHo 1,75
mr GpemenaHoTunga wnu papmaueBTUYECKM MPUEMIIEMON conmm BpeMenaHoTuaa, C u3neyvyeHnem
Takum obpasom FSD, rae neueHne xapakrepusyeTcsi NOBbILUEHHON 3h(PEKTUBHOCTLIO MO CPABHEHUIO
C WHTpaHa3anbHbiM BBeAeHMEeM OpemenaHoTuaa wunu (apmaueBTUYECKN MPUEMIIEMON  CONU
OpemMenaHoTUAaB B OKBMBANEHTHOW J03MPOBKE. B HEKOTOpbIX BapuaHTax OCYLUECTBIIEHWUS Ha
MOBLILUEHHYIO 3M@PEKTUBHOCTb YKA3bIBAET MOBLILLEHWE 4YAaCTOTbl MOMOBLIX aKTOB, MNPUHOCALLMX
YyAOBNETBOPEHUE, B pe3ynbTaTe BBEAEHNA OpemenaHoTuga nnv ero hapmaLeBTUYECKU NpUueMnemMon
conu. Ha noBbILWEHHYIO 3P@PEKTUBHOCTN MOXKET yKasblBaTb MOBbLILUEHME Y4acCTOThl MOJIOBbIX aKTOB,
NPUHOCALLMX YAOBNETBOPEHUE, B PE3yNnbTaTe BBEAEHMA ODpeMenaHoThaa nnu ero papmaueBTuHecKu
NpUeMNEMON CONWU, UMM ynydweHne oOLLUEen cekcyanbHOW (YHKUMW, BKMOYAA Te cnyvau, Koraa

ynydweHne obuen nonoBon YHKUMM OLEHUBAKOT NO WMHAEKCY >XEHCKOW CeKcyanbHOM (yHKUMK
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(Female Sexual Function Index, FSFI), Hanpumep, npu ynydweHun OOLUEro MHAEKCA >XEHCKOMN
cekcyanbHon yHKuun, coctasnsawwem 3 6anna unu 6onee. Ha NOBbIWEHHYIO 3(EKTUBHOCTb
TaKke MOXET YyKasbiBaTb YMEHbLUEHWE COMyTCTBYIOLLEro AWCTPEecca, CBA3AHHOTO C CeKCyarlbHOW
AncyHKUMER, BKMOYaa Te crnyyau, Korga ymMeHbLUeHWe COMyTCTBYIOLLEro AUCTpecca, CBA3AHHOMO ¢
CeKcyanbHON AUCHYHKUMEN, OLIEHMBAIOT NO LUKAaNe XXEHCKOro cekcyansHoro gucrtpecca DAO (Female
Sexual Distress Scale-DAO, FSDS-DAO). B pgaHHOM cnocobGe 3KBMBaneHTHas [A03MPOBKa
OpemenaHoThaa unu papmMaleBTUYECKU NPUEMNIEMON COnn BpeMenaHoThaa NpeaycMaTpuBaeT 4oasy,
NPUBOAALLYIO K MOMYYEHUIO MO CYTU aHanoOrm4yHoW NUKOBOW KOHUEHTpauuu B nnasme B TeyeHue 60
MUHYT MOCNe BBeAEHMA OpemenaHoTuia no CPaBHEHWUK C NOAKOXKHOW MHBLEKUMEN KOMMO3ULUMW,
cogepxawen He OGonee npubnusantensHo 1,75 wmr OpemenaHoTvaa unu  dapmaueBTUYECKU
npuemnemMon conu bpemenaHoTnaa. AHanoOrMYHas nNo CyTu NMMKOBAA KOHLEHTpauUs B Mrasme MOXeT
npeacTaBnAaTb COOOW  CPEAHIO MUKOBYID KOHUEHTpauuiwo OpemenaHotuga B nnasme oT
npnbnusnTtenbHo 60 40 120 HI/MN y COBOKYNHOCTU NauMeHToB. B 0gHOM acnekTe gaHHoro cnocoba He
6onee 1,25 mr 6pemenaHoTuga unu papMaueBTUYECKM NpUemMnemMon conn 6pemenaHoTuaa BeoaAaT
nyTem MOAKOXHON MHBLEKUUWU, UNIN B Ka4yecTBe anbTepHaTuBbl BBOAAT OT npubnusutensHo 1,00 go
1,75 mr 6pemenadoTuaa nnu apmMaueBTUYECKM NpuemnemMon conu 6pemenaHoTuaa, Unn B Ka4eCTee
anbTepHaTuBbl OT npubnuautenbHo 1,25 po 1,75 mr 6pemenaHotnga wunu dapmaueBTUYECKU
npuemnemon conu GpemenaHoTuga. Komnosuumsi B AaHHOM cnocobe MOXEeT NpeacTaBnATb cOOOMN
BOZHbIN pacTBOp, cCoaepxaLumin conb auetat 6pemenaHoTuaa v rmuuepuH, U OHa MOXET COCTOATb MO
cyTM u3 conu auetata 6pemenaHotuaa u 2,5% rnuuepuHa (Bec/obbem). B Takom pacTteope
cogepkaHue comm auetata GpemenaHoTunga B BOAHOM pacTBope OpemenaHoTMaa COCTaBnsieT oT
npubnusntenbHo 6% a0 12% (Bec/BeC) B NEpPecYEeTe Ha YKCYCHYIO KUCMOTY. KoMnosuuus MOXeT
xapakrtepusoBartbca pH, cocTaBnawwum NpubnmanTenbHo 5,0, 1 MOXKET AOMOSNIHUTENBHO coaepXaTb
OOHO WUNM HECKONbKO CPEACTB ANS PerynupoBaHns pH, B 4aCTHOCTKU, OOHO WM HECKOJIbKO CPEACTB
ANS perynupoBaHnsa pH BKNIOYAOT XITOPUCTOBOAOPOAHYIO KUCNOTY U TMAPOKCUA HaTpus. Mpu gaHHOM
cnocobe nauueHTka MOXeT npebbiBaTb B MNPEMEHONAay3e WM B KAYEeCTBE anbTEpHaTMBbl B
nocTMEHonayse.

B ewe ogHOM acnekte HacTosilee u3obpeTeHue npeaycMaTpuBaeT MNPUMEHEHME [03bl
cocTaBa, cogepxkawen He 6onee npubnusntensHo 1,75 mMr 6pemenaHoTnga unu apmaueBTUYECKN

npuemnemon conu GpemenaHoTuaa, B NPOW3BOACTBE NEKapCTBEHHOrO npenapata Anst NOAKOXHbIX
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WHBbEKUMIA, NpuMeHseMoro ansa neyvenua FSD y nauymeHTku ¢ aunarHosoMm FSD u npegnonaratowlen
CeKCyarnbHYK aKTUBHOCTb. Takon COCTaB MOXET coaepykatb He Gonee 1,25 mr 6pemenaHoTmga unm
dhapMaLeBTMYECKN Mpuemnemoin conu BpemenaHoTuaa, U MOXET AOMNOMHUTENBHO coaepxatb OT
npubnusntenbHo 1,00 go 1,75 mr OpemenaHotTvaa wnu apMmaueBTUHECKM MPUEMIIEMON COMK
OpemenaHoTMaa, WnM B KavyecTBe anbTepHaTuBbl OT npubnuautensHo 1,25 po 1,75 wr
OpemenaHoTuaa unu dapMmaueBTUYeckn npuemnemorn conu GpemenaHotuga. CocraB Ans Takoro
NPUMEHEHUS MOXET TNpeacTaBnATb CoOOW BOAHLIA  pPacTBOpP, COAep)Kalumih conb  auertar
GpemMenaHoTUAA U rMULEPUH, U MOXET COCTOSITb MO CYTM U3 CONnU auetara bpemenaHotuaa n 2,5%
rnuuepuHa (sec/obbem). B Takom pacTtBope coaepkaHue conu auetara 6pemenaHoTuaa B BOAHOM
pactBope 6pemenaHoTuaa COCTaBnseT OT npubnuantenbHo 6% a0 12% (Bec/BeC) B nepecyeTe Ha
YKCYCHYIO KncnoTy. CocTaB MOXET XapakrepusoBatbesl pH, cocraBnsiowmm npubnusntensHo 5,0, n
AOMONHUTENBHO COAEepXKaTb OAHO WUNU HECKONbKO CPEACTB ANS PEerynupoBaHus pH, B 4acTHOCTH,
OOHO UMM HECKONbKO CPeACTB AN perynupoBaHms pH BKMAOYAKT XJIOPUCTOBOAOPOAHYIO KUCMOTY U
rMAPOKCUA HaTPUS.

OCHOBHOW 3aga4ven HacTosILLEro n3obpeTeHns sIBMAETCa NpeaocTaBneHne cnocoboB neyveHns
FSD, B KOTOpbIX MPUMEHSIETCA OpemenaHoTuda, npu OorpaHudeHun HebnaronpuaTHLIX SBIIEHUW,
BKIIOYaOLLMX 0€e3 OrpaHnyYeHust MOBbILUEHWE CUCTONUYECKOro AaBfEHUSA KPOBW, AMACTOSNIUYECKOrO
[AaBneHus KpPOBW, 4YacTOTbl CEpPAEYHbIX COKPaLLUEHWW MMM 4acTOTbl BO3HUMKHOBEHUS TOLUHOTHI WK
pBOTHI.

Ewe oagHon 3apavelt HacTosiLero u3obpeTeHuss SBMNSIETCS NpPeAocTaBneHue Ccrnocobos
nedyenna FSD, B KOTOpbIX MNpUMEHAETca OpeMenaHoTua, npyv YMEHbLUEHWM HebnaronpusATHbIX
ABMEHUIA, BKM4as ©0e3  orpaHWYeHns  NOBLILWIEHWE  CUCTONIMYMECKOTO  AABNEHUS  KPOBM,
ANacCTONNYECKOTO JAaBMNEHNS KPOBU, YaCTOThl CEPAEYHbIX COKPALLEHUA MU 4acTOTbl BOSHUKHOBEHUSA
TOWHOTBI WMAM  PBOTbl, MO CPaBHEHWIO C anbTEPHATUBHLIMW, WCMOMb3YEMbIMU B  paMKax
NpeaLIECTBYIOLLETO YPOBHS TEXHUKK, 403aMU U cnocobamu BBeAEHUS OpemenaHoTuaa.

Ewe oagHon 3apauvert Hacrtoswero u3obpeteHus SABNSETCS nNpeaocraBneHue cnocobos
nedyenna FSD, B KOTOpbIX MpUMEHSeTca OpemenaHoTuh, Mpu  CBEAEHUM K  MUHUMYMY
HeBnaronpuATHLIX ABNEHWIA, BKIOYaOLWUX 6e3 orpaHUYeHns NOBLILUEHUE CUCTONMYECKOTO AaBMEHUS

KpOBW, AWACTONUYECKOrO JaBfIEHUA KPOBM, YacTOTbl CepAeudHblX COKpalleHUWW WM 4acToTbl
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BO3HWKHOBEHWS TOLLUHOTbI UM PBOTHI, MO CPABHEHUIO C anbTEPHATUBHLIMU, MPUMEHSEMbBIMU B pamMKax
npeaLecTBYIOLLEro YPOBHSA TEXHUKA, A03aMuU U cnocobamun BBeAeHUs OpemenaHoTuaa.

Ewe ogHoM 3agadvert HacToAwero u3obpeTeHuss SBNAETCA npeaocTaBnieHne  Ao3bl
OpemenaHoTUaa, TakoW Kak gosa, BBOAMMAs NyTeM MOAKOXHOW WHBLEKUMM, KOTOopas SBMSETCH
acpdbekTuBHON Ansa nedeHuss FSD, HO KOTOpas He BbI3bIBAET UIIM HE BbI3bIBAET B 3HAYUTENbHOW
CTeneHn HebnaronpuaTHblE SABMEHUS, aCCOLUUMPOBAHHLIE C MPUEMOM FEKapCTBEHHOrO CPEeACTBa,
BKNoYaAa ©6e3 OrpaHMYeHus MOBbILUEHUE CUCTONMYECKOTO AAaBfeHUA KPOBW, AWACTONMYECKOrO
JaBMneHnsa KpPOBU, YacCTOTbl CEPAEYHbIX COKPALLUEHWIA MM 4acTOTbl BO3HUMKHOBEHUSA TOLUHOTHI WK
pBOTHI.

Opyrne acnektbl M HOBbIE XapakTEPUCTUKA, a Takke O0ObEM MPUMEHEHUA HACTOALLErO
n3obpeteHns OyayT 4YaCTUYHO M3NOXKEHbI B NPUBEAEHHOM Janee nogpobHOM onucaHun B
COBOKYMHOCTM C MnpuniaraembiMu rpadvyeckumMn mMatepuanamu, n 4acTudHo OyayT OYeBMAHbI AN
CNeunanucToB B AaHHOW 00nacTu NOCne U3y4eHWs HbKecneaylowen nHpopmauumn, unm moryTt ObiTb
onpegeneHbl B X04€ MPUMEHEHUSA HACTOALWEro M300peTeHus Ha npakTuke. ACNEeKTbl HaCTOALLEro
n300peTeHnss Moryt ObiTb MPUMEHEHbI W peanu3oBaHbl NOCPEACTBOM CPEACTB U KOMOWMHauuW,
KOHKPETHO YKa3aHHbIX B npunaraemon opmyne n3odpereHus.

KPATKOE OMUCAHUE PAOA MPEACTABIEHHBIX TPAOUYECKNX MATEPUATIOB

Mpunaraemble rpadudeckne Matepuanbl, KOTOPbIE BKNIOYEHbI B ONMMCAHME U COCTaBMAIOT €ro
4YacTb, UMMIOCTPUPYIOT OAMH UM HECKONbKO BApWMAHTOB OCYLLECTBEHUSI HACTOALLEro U300peTeHus u
BMECTE C ONMMWCAHWEM CNyXXaT AN NOSACHEHWUSI MPUHLMNOB HacTosiero n3obpetenns. Mpaduyueckne
Matepuanbl NPUBEAEHbl NULLb C LENbo UNNIOCTPALUN OQHOTO UM HECKOMbKUX MPeanoYvTUTENbHbIX
BAPWMAHTOB OCYLUECTBNEHUSA HACTOSALLIEro U300peTeHUss U He JOIKHbl WUCTONKOBLIBATLCA Kak
orpaHMymMBalroLLMeE HacTosLlee nsobpeteHue. B rpadmueckux matepuanax:

Ha dur. 1 npeacTaBneH rpaduk, Ha KOTOPOM MokKasaHbl NONy4YaeMble NMUKOBbIE KOHLIEHTpALMK
OpeMenaHoTuaa B Nrasme, BbIpaXKEHHbIE B HI/MM, NOCNE MHTPaHasanbHOro BBeaeHua 5; 7,5; 10; 12,5
u 15 mr 6pemenaHoTMga B BOAHOM PacTBOPE M MOAKOXHOro BBeAeHWUs 2,5 mr 6pemenaHoTuaa B
BOAHOM pacTBOpe.

Ha dwr. 2 npeacrasneH rpadyuk, Ha KOTOPOM MoKasaHbl CpegHWe 3HAYEHUA KOHUEHTpauuu
O6pemenaHoTuga (ocb X) B nnasme (B Hr/Mn) y 340POBbIX B3POCHbLIX MYXHMH B TE€YEHME nepuoaa

BpemeHu (ocb Y, B 4acax) nocre nogkoxxHoro seegeHns 0.3 (o), 1,0 (o), 3,0(0), 5,0 (TpeyronbHuUk,
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C BEPLUMHOW, HanpaBneHHON BBePX), 7,5 (NnepeBepHYTLIA TPEYrofbHUK, C BEPLUMHOW, HaNpaBfi€HHON
BHM3) 1 10 ( e ) Mr 6pemenaHoTMaa B BOAHOM pacTBOpE.

Ha dwr. 3 npeacrasneH rpadyuk, Ha KOTOPOM MOKasaHbl CpefHWe 3Ha4YeHUs KOHLEHTpauuu
OpemMenaHoTuga B nnasme (B Hr/Mm) y XXeHWMH B MeHonay3e ¢ gnarHo3om FSD B TeyeHue nepuoga
BPEeMeEHU nocne noakoxHoro seeaeHust 0,75, 1,25 n 1,75 mr 6pemenaHoTnaa B BOAHOM pacTBope.

Ha dour. 4A npeacraBneH rpaduk, Ha KOTOPOM MOKa3aHo CpeaHee M3MEHEHNE Yncna NonoBbIX
KOHTAKTOB, NpPUHOCAWMX yaoBneTBopeHne (SSE), oT wucxogHoro nepuoga ABOWHOrO CRnenoro
UCCreaOBaHNA A0 OKOHYaHWMSA ABOMHOTO Crenoro UCCrefoBaHus cpeamn MauveHToB, NPUHUMAKLLMX
NeKapCcTBEHHOE CPEACTBO Ha AOMY, B MccnegoBaHun us npumepa 1. CpegHee abCOMOTHOE 4MCHo
SSE B TeueHne MecsLa NpoBeaeHUs CKpUHUHIa (mecsal 6e3 nevyeHns) u MCXoaHoOro nepuoaa B OAWH
Mecsal (mecsay npumeHeHns nnaue6o) sapbuposano ot 0,7 4o 0,8 n ot 1,5 a0 1,9, COOTBETCTBEHHO. P
< 0,05 ansa gosbl 1,75 Mr, cornacHo pesynbTaram Tecta BaH 3nTepeHa.

Ha dwur. 4B npeacraeneH rpadmk cpegHero uaMeHeHua obuwero Ganna MHAEKCa XKEHCKOMN
cekcyanbHon dyHkumn (FSFI) oT ucxogHoro nepuvoga ABOWHOrO CRENOro UccneaoBaHua Ao
OKOHYaHUsi ABOWHOIO CrEenoro UCCrneaoBaHus cpeau NauueHTOB, MPUHUMAIOLMX FEKapCTBEHHOE
CpeAcTBO Ha AOMY, B uccneaosaHum u3 npumepa 1. Cpeanuin abcontotHbin 6ann FSFI B TeueHune
MecsLa NpPoBeAeHUs CKpUHUHIa (mecsy 6e3 neyeHns) 1 MCXOAHOro nepuoja B oAuH Mecsy (Mecsy
npuMmeHeHusa nnauebo) sapbuposan ot 17,09 go 18,22 n ot 21,52 go 22,75, cooTBeTCcTBEHHO. O6LLNMIA
BO3MOXHbIN Gann coctaBnsaeT oT 2 go 36. Bonee Bbicokuii Gann ykasbiBaeT Ha Oonee BbICOKUN
YPOBEHb cekcyanbHoW yHKkumMn. 3HaueHune P ana aosbl 1,25 mr coctasnano < 0,05, a ana aosbl 1,75
Mr coctaenano < 0,01, cornacHo pesynbtaram Tecta BaH SntepeHa.

Ha cwur. 4C npeacraBneH rpadmk CpeaHero uaMeHeHusa obulero 6anna no ikane >KEHCKOro
CEeKCcyanbHOro AucTpecca-BneveHune/cekcyanbHoe Bo3OyxaeHue/oprasm (FSDS-DAO) oT MCXOAHOrO
nepuoga ABONHOIO CRENOro UCCNEAOBAHMA A0 OKOHYAHWMA ABOWHOIO CNEMNOro UCCNefoBaHus cpeau
NayMeHToB, NPUHUMAKLWMX NEKAapCTBEHHOE CPEACTBO HA AOMY, B MCCNegoBaHuu u3 npumMepa 1.
CpeaHnii abconoTHbii 6ann FSDS-DAO B TeuyeHWe MecdAlua NPoBeAEHMA CKpUHUMHra (mecsy 6es
NeYeHnst) 1 UCXOAHOro nepuoaa B oAuH Mecsal (Mecsuy npuMmeHeHus nnauebo) Bapbuposan ot 38,9
no 41,7 n ot 30,5 no 33,2, coorBeTCTBEHHO. OOWMIA Gann MoxeT BapbhpoBaTb oT 0 ao 60. bonee
BbICOKMI Bann ykasbiBaeT Ha Bonee BbICOKYIO CTENEHb AUCTPECCa, aCCOLMMPOBAHHOIO C CEKCyarnbHOM

anccpyHkumen. P < 0,001 ana gossl 1,75 Mr, cornacHo pesynbtatam TeCTa BaH OnTepeHa.
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Ha cwur. 5A npeacraeneH rpaduk cpegHero nsmeHeHms 6anna gns nogobnactu BneveHue
wkansl FSFI OT McxogHOro nepuoga ABOWHOIO CREMNOro UCCrefoBaHWs A0 OKOHYaHWSA OBOWHOrO
CMnenoro MccnefoBaHuA cpeau NauMeHToB, MPUHUMAIOLUX NEeKapCTBEHHOE CPEeACTBO Ha AOMY B
uccregosaHum us npumepa 1. **p < 0,01, cornacHo pesynbtatram aHanmsa ANCOVA, ANOVA unu
TecTa BaH JnrepeHa.

Ha cour. 5B npeacraBneH rpaduk cpeaHero nuameHeHus 6anna anst nogodnactu cekcyanbHoe
BO3OyxaeHune wwkanbl FSFI oT ncxogHoro nepuoaa ABOWHOrO CNENOro UCCNEAOBaHMSA A0 OKOHYaHUS
ABOWMHOIO Crenoro MCCnefoBaHus Cpeau MauueHToB, MPUHUMMAIOLLMX NEKapCTBEHHOE CPeAcTBO Ha
AOMy, B uccrnegoBaHum n3 npumepa 1. **p < 0,01, cornacHo pesynstatam aHanuza ANCOVA, ANOVA
UK TecTa BaH JnTepeHa.

Ha cwur. 5C npeacraBneH rpadmk cpegHero usmeHeHust 6anna ansi nogobnactu BreveHue
wkansl FSDS-DAO (nyHkT 13) OT WUCXOAHOrOo nepuoga [ABOWHOrO CRENoro uccrnegoBaHua ao
OKOHYaHUs1 ABOWHOIO CrEenoro UCCreaoBaHUs CPeau NauMEHTOB, MPUHUMAIOLMX FEKapCTBEHHOE
CpeacTBO Ha AOMY, B uccnegosaHuu u3 npumepa 1. **p < 0,01, cornacHo pesynbtaram aHanusa
ANCOVA, ANOVA nnu Tecta BaH OnTepeHa.

Ha c¢our. 5D npeacraeneH rpadmk cpeaHero nameHeHua 6anna gna nogobnacrtu cekcyanbHoe
Bo30OyxkaeHne wkanbl FSDS-DAO (nyHkt 14) OT uMCXOAHOro nepuoga ABOWHOrNO CRenoro
nccrneaoBaHna 40 OKOHYaHWA ABOMHOrO Cremnoro UccrefoBaHus cpeiun MauueHToB, NPUHUMAOLLIMX
nekapcTBEHHOE CPeACTBO Ha AOMY, B uccnegosaHumn u3 npumepa 1. *p < 0,05, cornacHo pesynbtatam
aHann3za ANCOVA, ANOVA unu tecta BaH OnTepeHa.

Ha cwur. 6A npeacraeneH rpacuk cpegHero nameHeHus obuiero 6anna no wkane FSFI ot
MCXOOHOTO0 Mnepuoja ABOWHOIO CrEnoro  MCCnegoBaHuMA 40  OKOHYaHUS  [ABOWHOIO  Crenoro
UCCREAOBaHNSA Cpean NauMeHTOB, NMPUHUMAIOLLMX JIEKAPCTBEHHOE CPEACTBO Ha AOMY, C AMArHO30M
cmewaHHoe HSDD/FSAD B uccrnegosaHun u3 npumepa 1. *p < 0,05, cornacHo pesynbtatam Ans
KpUTEPUA CYMMbl PAHTOB YUITKOKCOHA.

Ha cwur. 6B npeacraeneH rpaduk cpegHero nameHeHus obuwero 6anna no wkane FSFI ot
NCXOOHOTO nepuoja [BOWHOIO CMEnoro MCCNefoBaHMA 40 OKOHYaHMA [BOWHOIO  CREnoro
UCCreaOBaHNsA CPean MauMeHTOB, NMPUHUMAIOLLMX NIEKAPCTBEHHOE CPEACTBO HA AOMY, C AWArHO30M
Tonbko HSDD B nccnegosaHun us npumepa 1. **p < 0,01, cornacHo pesynbTatam Ans KpuTepus

CYMMbI PaHIOB YWUIKOKCOHA.
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Ha dur. 7A npeacraeneH rpacduk cpegHero nameHenns obuero 6anna no wkane FSFI B
TEeYeHune Tpex MecsLEB OT UCXOAHOTO Nepuoja ccneaoBaHus Npu NOAKOXKHOM BBeAEHUM nnauebdo ( ¢
Yurm 0,75 (m), 1,25 ( A ) unn 1,75 ( @ ) mr 6pemenaHoTuga B uccrnegosaHuy n3 npumepa 1.

Ha ¢our. 7B npeacrasneH rpaduk cpeaHero nusmeHenns obwero 6anna no wkane FSDS-DAO
B TEYEHME TPEX MECALEB OT UCXOAHOIO Nepuoja UCCneaoBaHua npy NOAKOXKHOM BBeAeHun nnauebo
(¢)um 0,75 (m), 1,25 ( A ) unn 1,75 (@ ) mr 6pemenaHoTnaa B UccneaoBaHumn us npumepa 1.

Ha c¢ur. 8 npeacrasneH rpaduk sasucumoctn Cmax (Hr/mn) ot AUC ana nepuoga ot 0 go 2
YacoB (BpeMs B Yacax, YMHOXEHHOE€ Ha Hr/mm), AN NOCTPOEHMA KOTOPOr0 MCNOMb30BaHbI
06bEANHEHHbIE AaHHbIE BU3UTOB 5 WM 7 MCMbITATENBHOIO WCCNEAOBAHUA U3 npuMepa 1, KOTOpPbIN
MoKa3blBAET HANMMYME NIMHENHOW 3aBUCMMOCTU MEXAY AaHHBIMU NapaMeTpamu.

MoAPOBHOE OMNCAHME N3OBEPETEHNA

OnpedeneHus. OnNuCaHUO HacToAWEro u300peTeHnss MNpPeaLecTBYOT  onpeaeneHus
HEKOTOPbIX TEPMUHOB, U3NOXEHHbIX B JAHHOM JOKYMEHTE HUXKE.

Mcnonb3yeMble B HacTosAWEM U300peTeHun "amuHokucnota" W "aMMHOKMCNOTHLI", M
COOTBETCTBYIOLUME TEPMUHbI, KOTOPbIE WCMOMb3YIOTCA B ONucaHuu un3obpeTteHus u dopmyne
N300pETEHNS, BKIIOYAIOT WU3BECTHbIE aMWUHOKWUCMOTHI €CTECTBEHHOIO MPOUCXOXAEHUS, BXOoAALME B
coctaB 6enkoB, KOTOpble 0003HaYEHbI Kak UX OBLIENPUHATLIM TPEXOYKBEHHBLIM COKPALLEHUEM, TakK U

0aHOOYKBEHHbIM cokpalleHuem. CMm. 8 ocHosHoMm Synthetic Peptides: A User's Guide, G. A. Grant,

editor, W.H. Freeman & Co., New York, 1992, ngen KOTOpPOro BKMIOMEHbl B AaHHbIA AOKYMEHT
MOCPEACTBOM CChIMNKW, BKMOYas TEKCT U Tabnuuy, NpUBEAEHHblE HA cTpaHuuax ¢ 11 no 24.
YKa3aHHbI BblEe TEPMUH "aMUHOKMCNOTA" Talkke BKIOYAET CTEPEeOM3OMepbl U Moaudukaumm
AMUHOKUCIIOT E€CTECTBEHHOIO MNPOUCXOXOEHUS, BXOAAWMX B COCTaB OenkoB, Hebenkosble
AMUHOKUCIIOTbI, MOCTTPAHCKPUMNUMOHHO  MOAUMUUUPOBAHHBIE  AMUHOKUCAOTbI, (PEPMEHTATUBHO
CUHTE3UPOBAHHbLIE  aMWHOKUCMOTHI, AEPUBATUSUPOBAHHLIE  AMUHOKUCIIOTHI, KOHCTPYKUMM  UNK
CTPYKTYPbl, CKOHCTPYMPOBAaHHbIE ANA MMUTAUMWM aMWHOKWCAOT, W T.n. MoanduunpoBaHHbie wunu

HecTaHAapTHbIE aMUHOKUCIIOTbI onucaHbl B OCHOBHOM B pykoBoacTee Synthetic Peptides: A User’s

Guide, ynomuHaBemcs Bbile; a Takke B pabdotax V. J. Hruby, F. Al-Obeidi and W. Kazmierski:
Biochem. J. 268:249-262, 1990; n C. Toniolo: Int. J. Peptide Protein Res. 35:287-300, 1990; ugeun

BCEX 3TUX pa60T BKIIOYEHbI B AAHHbIN AOOKYMEHT nocpeacrBOM CCbIJTKU.
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B cnucke coeaMHEHMn NO HaCTOAWEMY M30OPETEHWUO TEPMUH "aMUHOKUCNOTHbIE OCTaTKW"
ynotpebnserca B cBoem 00LweynoTpedbutensHoM 3HadeHuu, koTopoe npueeaeHo B Chapter 2400,

Manual of Patent Examining Procedure, 8" Ed. Takum o6pasom, "Nle" o603Ha4aeT HoprenyuH; "Asp"

ob03HayaeT acnaparuHoByl kucrnoty; "His" o6o3HavaeT ructuauH; "D-Phe" o6osnavaeTr D-
deHunanaHux; "Arg" o603HavaeT apruHuH; "Trp" ob6osHavaeT TpuntodaH; u "Lys" o603Ha4vaeT nuauH;
"AC" OTHOCUTCS K aueTUNUPOBAHHON NENTUAHONW UMK aMUHOKWUCIIOTHOW nocneaoBaTensHocTu [(CHa)-
CO-].

TepMuH "koMno3numna" B KOHTEKCTE dhapMaueBTUYECKOW KOMNO3MUMM npegHasHavyeH Aans
oxBaTa MPOAYKTa, COAEPXKALUEero akTuUBHbIN(e) uHrpeaneHT(bl) U WHEPTHLIW(E) WHrpeaneHT(bl),
COCTaBMAIOLLME HOCUTENDb, a Takke NOOON NPOAYKT, MOSTy4aeMbli NPSAMO UIU KOCBEHHO B pesyrnbrare
KOMOMHaLUMK, KoMNnekcoobpasoBaHUs unu arperaumm nmodbix AByX uUnu 6onee WHrpeauMeHToB, UMK
anccoumanmmn 0gHOT0 UM HECKOSNBKUX MHTPEAWNEHTOB, UM NOCPEACTBOM APYrMX TUMOB PEaKLMn Uin
B3aUMOZENCTBUA OAHOrO WM HECKONbKMX WHrpeaneHToB. COOTBETCTBEHHO, WCMONb3yEMbIE B
HacTosweM wu3obpeTeHun apMaueBTUHECKME KOMMO3NLMWM OXBaTbIBAKOT FIOOYI0  KOMMO3ULMIO,
MOMYYEHHYID NYTEM CMELUMBAHMA  aKTUBHOTO WHIPEAMEHTa W OAHOTO  WAM  HECKOJbKMX
dapmMaueBTUYECKN NMPUEMITEMbBIX HOCUTENEN.

"CekcyanbHasa aucyHkuma" o3HavaeT noboe coCcToaHue, KOTOpoe nogaBnseT unu ocnabnser
HOpPMarsibHYIO CeKCyaribHYl (PyHKUMIO, B TOM 4WUCrEe TMOMOBOW akr. TepMWH He oOrpaHuyeH
dHU3MONOTNYECKUMU COCTOSTHUSAAMU U BKIHOYAET NCUXOr€HHbIE COCTOSHUA UMK OLLyLLIaeMO€e HapyLUeHne
6e3 cdopmManbHOro aguarHosa naTtonoruu unu paccrponcrea. CekcyanbHass AMCHYHKUUSA BKMNOYaeT
3PEKTUMBbHYIO ANCYHKLUMIO Y MIIEKONUTAKOLWETO MYXKCKOTo nona n FSD y mnekonutatoLero >KeHCKoro
nona. "OpektunbHas aucdyHkuua" (ED) npeactaBnser coboW  HapylleHue, BKMYaloLlee
HECMOCOOHOCTb MITEKONUTAIOLLErO MYXKCKOro nona AoCTudb (DYHKLMOHAMNbHOW 3pEKUNn, 3aKynauun
UNM M TOTO, W [JPYroro. JOpeKkTunbHasg AUCKYHKUKUS SBMSAETCH, COOTBETCTBEHHO, CUHOHUMOM
UMMOTEHUMM U BKIKOYAET HECMOCOOHOCTb JAOCTMYbL  9PEKUMU MMM MOAAEPXKUBATb  3PEKLUIO
JOCTaTOYHOW >KECTKOCTU, HEOOX0AMMOWN AN NONOBOro akTa.

PykosoactBo DSM-IV xapaktepusyeT "cekcyamnbHylo AuWChYHKUMIO Yy XeHwuH" (FSD)
YETbIPbMS OCHOBHbIMW HAPYLUEHUSMU, KOTOPbIE €€ ONPEAENSIOT: CHUKEHNE CEKCYarbHOIO BNEYEeHus,
CHIKEHME CEKCyarnbHOro Bo30yKaeHus, gucnapeyHusa n TpyaAHOCTU B JOCTIKEHUM oprasma. B yensax

ONarHoCTMKM U Tepanuu B onpegeneHne FSD MOryt OONOSHUTENbBHO BKMAOYAaTbCH PacCTPOMCTBO
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ceKkcyanbHoro Bo3byxaeHus y >eHwuH (FSAD) 1M CHUXeHHOoe cekcyanbHoe Bnedenune (HSDD). B

pykosoactee Draft Guidance for Industry, Female Sexual Dysfunction: Clinical Development of Drug

Products for Treatment, U.S. Food and Drug Administration, May 2000, nepeuyucneHbl 4eTbipe

NMPU3HaHHbIX KOMMOHeHTa FSD: CHWXKeHUEe CeKCyarbHOro BIeYEHUS; CHUXEHWE CeKCyanbHOro
BO30Y)XAEHWSA; AMCnapeyHus; a Takke CToNKasa TPYAHOCTb B JOCTUMXEHUU UM HECNOCOOHOCTb J4OCTUYb
oprasma, BKIOYAA KOMMOHEHTbl, CBSI3aHHblE C JIMYHbIM AUCTPECCOM, COIMAacHO OMpeaeneHunio
KEHWWUH, crpagawowmx FSD. >KeHckaa cekcyanbHass AOWMCHYHKUMA MOXET Takke BKMAYaTb
nogaBneHne oprasma 1 AUCNapeyHuto, KoTopasa o3HavyaeT O0NEe3HEHHbIN UK 3aTPYAHEHHbIN NONOBON
akT. XKeHckasa cekcyanbHas AWCYHKUMSA BKkNodaeT 6e3 orpaHudeHuns pag kateropui 3abonesanunm,
COCTOSIHUA U HapyweHun, B ToM uucne HSDD, cekcyanbHyld aHreaoHuio, pacCTPONCTBO
CEeKCyanbHOro BO30YXAEHUA, AMCNAPEYHUIO U BarnHM3Mm. CHWKEHHOE CeKcyanbHOe BreYeHune
npeacTaBnseT co00N HapylLUeHMe, NMPU KOTOPOM CeKCyarbHble (PaHTasumn n XenaHue CekcyarbHON
AKTMBHOCTU MOCTOAHHO UK MEPUOANYECKU ABMAIOTCH CHWXKEHHBIMU UMM OTCYTCTBYIOT, B pe3ynbraTe
Yero OTMEeYaeTCca AUCTPECC UNKU TPYAHOCTU MEXIMYHOCTHOTO 00LeHns. CHIMKEHHOE CeKcyarnbHoe
BMeYeHne MOXeT ObiTb CBA3AHO C OLUYLEHWEM CKYKM WM HECYacTbs B AMNUTENbHbIX OTHOLLEHUSX, C
Aenpeccueri, 3aBMCMMOCTBIO OT ankorons UNu NCUXO0aKTUBHbLIX NEKAPCTBEHHbIX CPEACTB, NOOOYHLIMK
appekTamy  peuenTypHbIX NEKapCTBEHHbIX CpeacTB unu geduyutoMm ropMoHoB. CekcyarnbHas
aHreJOHWUA BKIKOYAET CHWXKEHUE WKW OTCYTCTBME YAOBOMbCTBUA OT CEKCyanbHOW aKTUBHOCTW.
CekcyanbHasa aHreoHNs MOXET ObITb Bbi3BaHa Aenpeccuent, NPUeMOM NEeKapCTBEHHbIX CPEACTB UMK
hakTopaMm MEXIIMYHOCTHbLIX OTHOLLUEHWA. HapylueHue cekcyanbHOro BO30OYXAEHUS MOXET ObITb
BbI3BAHO  CHWXXEHWEM YPOBHS  3CTPOreHOB, 3aboneBaHWeM WAM  NPUEMOM  AUYPETUKOB,
AHTUTMCTaMUHHBIX CPEACTB, aHTMAENPECCAHTOB UIM aHTUTUMEPTEH3UBHLIX CPEACTB. JucnapeyHusa u
BarMHWM3Mm NpeacTaBnsaloT cobol cekcyanbHble B0neBble pacCTPONCTBA, KOTOPLIE XapaKTEpPU3yTCS
BGONE3HEHHbIMU OLLYLLEHUAMU B pE3ynbTaTe BarMHanbHOMO NPOHUKHOBEHWUS U MOTYT ObiTb BbI3BaHbI,
Hanpumep, NPMEMOM NEKAPCTBEHHbIX NPENapaToB, KOTOPLIE CHUXKAKT BbIPabOTKY CMa3ku, HanM4mem
SHAOMETPMO3a, BOCMANUTENbHbIX 3aboneBaHui OpraHoB Tasa, BOCMNANUTENbHLIX 3aboneBaHuii
KMLIEeYHMKa unv 3aboneBaHnaMn MOYEBbLIBOAALLIMX NYTEN.

TepMyH "aroHUCT" peUenTopoB MENAHOKOPTUHA O3HaYaeT BELUECTBO WM COEAUHEHUE
SHAOMEHHOTO UMM NEKAPCTBEHHOIO NPOUCXOXKAEHUS, BKNIOYAs TAKOE COEANHEHNE Kak BpemenaHoTua,

KOTOPOE MOXET B3aUMMOAENCTBOBATb C peuenTopaMyu  MenaHOKOpPTMHA W MHULMKUPOBATb
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dhapMakonormyecknii OTBET, BKMoYas 6e3 orpaHM4yeHUs akTMBMPOBaHUE afeHUNaTLMKNasbl, KOTopoe
XapaKkTepHO ANs PeLenTopoB MENAHOKOPTHUHA.

CokpaweHne "%CV" o3HauaeT koadbduUMEHT Bapuauumn, KOTOpbIM NpeacTtaBnseTr cobon
OTHOLUEHNE CTaHAAPTHOro OTKINOHEeHUs (SD) kK cpeaHeMy 3HAYEHUIO 1 BbIPAXKAETCA B NPOLEHTaX.

B onucaHun HacTosLwero n3obpeTeHnsa n hopmyne HacTosLEro M300peTEeHNs Npu CCbISIKe Ha
cogeprkaHue no Becy 6pemenaHoTuaa unu dapmMaueBTU4ecku NpUeMnNeMon conu GpemenaHoTunaa B
ogHonm po3e (kak, Hanpumep, BBeAEeHME [03bl, coaepxawen 1,75 mr 6GpemenaHoTmaa wumnm
dapmaLeBTUYECKM NPUEMNEMON conu BpeMenaHoTuaa) cneayet NOHUMAaTh, UTO TakOW BEC O3HAYaeT
YACTLIN BEC NEenTMaa Wunu, COOTBETCTBEHHO, YMCTbIM BEC CONMM B crnydae dapMaleBTUYECKU
npueMnemMon conu.

[MpumeHeHue 8 KrnuHu4ecKol npakmuke

Cnocobbl M apMaueBTUHECKUE KOMMO3WLUK, PAaCKPbITbie B AAHHOM [AOKYMEHTE, MOXHO
UCMOMNb30BaTb Kak ANA NPUMEHEHWS B MeAWUMHE, TaK U B >KMBOTHOBOACTBE WM BETEPUHAPHON
MeauumHe. Kak npaBuno, 3Tu CnocoObl MPUMEHSAIOTCA ANA YENOBEKA, BKOYAS KOHKPETHO >KEHLLVH,
HO TaKXKe MOryT NPUMEHATLCA ANS APYrux mrekonutatowmux. TepMUH "nauneHT" npegHasHadeH anga
0603HaYEeHNSI MHAUBUAYYMA-MAEKOMUTAIOLLETO M B TAKOM 3HAYE€HUW UCMONb3YeTCA BO BCEM ONUCAHUK
n dopmyne Hactoawero msobpereHusa. OCHOBHbIE OOBLEKTbI, Y KOTOPbIX MPUMEHSAIOT HACTosALEe
n300peTeHne, BKIIOYAOT NaLUUEHTOB-KEHLLMH, OQHAKO HacTosiLee n3obpeTeHne MOXHO NPUMEHATb B
OTHOLLEHUN nabopaToOpPHbIX, CENbCKOXO3SANCTBEHHbIX, COAEPXKAaLUMXCA B  300Mapkax, AUKUX,
AOMaLLUHUX, Y4aCTBYIOLLMX B CMIOPTUBHbIX COPEBHOBAHUAX UMW APYINX XKUBOTHbIX.

CoeduHeHus rno Hacmosuwemy usobpemeHuro

B npeanoyTMTENbEHOM BapuaHTe OCYLLECTBINEHUSA NO HACTOALLEMY N30OPETEHNIO arOHUCTOM
PEeLENTOPOB MENAHOKOPTMHA ABNSAETCA:

Ac-Nle-yukno(-Asp-His-D-Phe-Arg-Trp-Lys)-OH (6pemenaHoTua)

BbpemenaHoTna, npeacrasnsiowmn cobon nentua, umeetr dopmyny CsogHgsN14Oq0 M umnCTYIO
MOTNEKynapHyto Maccy 1025,18. 3ToT nentug MOXET ObiTb CUHTE3UPOBAH C MOMOLLbIO CTAHAAPTHBIX
cnocoboB, BKNoYas >uakodasHbli unu TeepaodasHbll NENTUAHBIA CUHTE3, N OYMLLEH A0 CTENeHu
unctoTbl 6onee 99% no gaHHbiM cornacHo HPLC ¢ nony4yeHuem 6enoro nopoluka, KOTOpbIi B BOAE

ABNSIETCA NPo3payHbiM GeCLBETHLIM PAacTBOPOM. BpemMenaHoTua UMeeT CReAYIOLLYIO CTPYKTYPY:
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B opgHOM BapuaHTe OCYLUECTBMEHUA MO HACTOALLUEMY m$o6peTeHmro OpemenaHoTug
CUHTE3MPYIOT MyTeM TBepAodasHOro CUHTE3a U O4YMWAKT B COOTBETCTBMM CO cnocobamu,
M3BECTHLIMU B AaHHOW obrnactu. Ons nonyyeHus OpemenaHoTuia MOXKET NPUMEHATbLCA Nobon u3
MHOXXECTBA M3BECTHbLIX CMOCOOO0B, B KOTOPbIX UCMOMb3YIOTCH PasfMYHbIE CMOSbI U PEAreHTbI.

BpemenaHoTMa MOXET npucyTcTBOoBaTb B dhopme Nobon dapmaueBTUYECKU NPUEMNEMON
conu. ConuM nNPUCOEAMHEHUS KUCIOT MO HacTosAweMy W300peTeHuo nonyvarwT B NOAXOASLLEM
pactBopuTene wn3 nentuga UM KU30ObITKA  KUCMOTbl, TakOW KAk  XOPUCTOBOAOPOAHASA,
6pomucToBOAOPOAHAs, cepHasi, doccopHas, yKcycHasi, TpudpTopykcycHas, sbnodyHasi, NMMMOHHas,
BMHHasA, LaBeneBas, sHTapHas unum metaHcynboHoBasa kucnota. dopma B BUAE aueTara sBnsieTcs
0COBEHHO NPUMEHUMON.

B npeanoytutensHOM BapuaHTe OCYLUECTBNEHUs OpemenaHoTug npucyTcTByeT B hopme
auertaTta, M cocTtaBneH B 3aly(epeHHOM BOAHOM pacTBOpE, BKIIOYAKOLLEM [TIULEPUH, a Takke
npeasaputenbHo pacdacoBaH B LWNAPWUL WM aBTOMaTUYECKOE WHBEKLUUMOHHOE YCTPOWCTBO. B
anbTEPHaTUBHLIX BapuaHTax OCYyLECTBNeHna OpemenaHoTua npucytcteyeT B dopme moboii
dapmaleBTUYECKM MPUEMINEMON CONMM U COCTaBneH B NOOOM (papMaueBTUYECKM NPUEMMEMOM
BOOHOM pacTBOPE, TA€ TakOW BOAHbIM PacTBOP HEOOA3aTENbHO COAEPXKUT OAHY WUIIM HECKOJIbKO
CONeEN, TaknX KaK Xnopua Hatpus, O4HY UMK HECKOJSIBKO KUCIOT, TAKUX KaK IMMOHHAs KACNOTa, U OAUH
UM HECKOMbKO AOMNOSHWTENBHbLIX WHIPEAWEHTOB, BKMIOYaA UENono3y WM €e NpOou3BOAHbIE,
caxapuabl Uiy nonmcaxapuibl, Takue Kak 4ekcrposa, u noboe u3 LIMpoKoro cnekrpa NoBEPXHOCTHO-

aKTUBHbIX BELLECTB, XeNaToo6pasyloLLnX CPeCTB U KOHCEPBAHTOB.
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[aHHaa 3asBka ABNSeTcs POACTBEHHOW MO OTHoweHuto K nateHtam CLUA NeNe 6579968
(3asgBka Ne 09/606501), 6794489 (3asBka Ne 10/040547), 7176279 (3asska Ne 10/638071), 7235625
(3asgBka Ne 11/139730), 7417027 (3asBka Ne 10/756212), 7473760 (3anska Ne 11/267271) n 7897721
(3aaBka Ne 12/348489), n ngewn, Bknodasa onucaHme n3obpeteHus, popmyny nsobpeTeHns nu NCToputo
paccMOTPEHNUA BO3PAKEHUIN MO KaXKAOW U3 BblLUEYKa3aHHbIX 3a5BOK, BKIOYEHbI B AAHHbIW JOKYMEHT
nocpeacTBOM CCbISKK, Kak €crin 6bl OHK GbINK U3NOXEHbI B NONIHOM 06bEME.

lMpumeHeHus 6pemenaHomuda. bonee 2500 cybbekToB nony4unu GpemenaHoTua B oOLUEN
cnoxHoctn B 30 KIMUMHMYECKMX WCCNEAOBaHWUAX, rae OpemMenaHoTMg BBOAMIM BHYTPUBEHHLIM,
WHTpaHa3anbHbIM WM NOAKOXHbIM MyTeM. BOMbLUMHCTBO NPOBEAEHHLIX MCCNEAOBAHWUI BKIHOYaNM
MY>XYMH C AMArHO30M 3pekTunbHasd aucdyHkuus. BpemenaHoTua npu vHTpaHasanbHOM BBEAEHUM
AEMOHCTPUPOBAN NEPCNEKTUBHYIO KITMHUYECKYIO aKTUBHOCTb Y XEHLUMH B NMped- M NOCTMEHONayse ¢
FSAD. OgHako npv UHTpaHasanbHOM BBeAEHMM Habnoganach 3Hadynmast Bapmaums C. U nnowaau
noa KpuBon "KoHUeHTpauus-speMs”" (AUC) 6pemenaHoTuaa no CpaBHEHUIO C NOAKOXHbIM BBEAEHWEM,
Kak B LENOM MokasaHo Ha ur. 1 (gaHHble NOMy4YeHbl OT MYKYMH, MOMy4YaBLUMX OpemenaHoTuj
WHTpaHa3anbHO UAu NOAKOXHO).

B hapmakoknHeTnyecknx mccnenoBaHusAX MOAKOXKHOMO BBEAEHUS OpemenaHoTuga B rpynne
300POBbIX B3POCMbIX MYXYMH KOHUEHTpauunm OpemenaHoTuaa, NOAAAKLUECH KONMYECTBEHHOMY
onpejeneHuvto, oTMevanu B nnasme B TevyeHne 15 MUHYT nocne NoAKOXKHOro BBEAEHWS, Mpu 3TOM
MeaunaHa 3HadeHust T, Habmoganace B nepuoa ot 0,50 go 1,0 yacoB nocne BBeAeHus. CMOTpU
dur. 2. PesynbTaTbl 3HAYEHUN Tmax CPABHUBANN Npy NOAKOXHOM BBeAeHUN (SC) n MHTpaHasanbHOM
(IN) BBeaeHMM pasnuuHbIX A03 OpemenaHoTuaa, Kak nokasaHo Ha dwur. 1. Wmena mecto
CYLLECTBEHHAA U 3Ha4YMMas Bapuauusi 3Ha4YEeHUI NUKOBOM KOHLUEHTpauun BpeMenaHoTuaa B nnasme
npu MHTPaHa3arnbHOM BBEAEHUW, B TO BPEMSA Kak NOAKOXHAA MHBLEKUMA J03bl 2,5 Mr npuBoguna K
CYLLECTBEHHO 0Oonee y3kOMy pasMaxy MNMKOBbIX KOHUEHTpauui OpeMenaHoTuaa B nnasme ¢
HeBOMNbLUMM OTKIIOHEHUEM WS OTCYTCTBMEM OTKITOHEHMSA 38 NPEAErbl 3a4aHHbIX NapaMeTPOB.

B aByx wuccrnepoBaHusx 2 pasbl ObINO MOKa3aHO, YTO MpPWU MHTPaHasanbHOM BBEAEHUU
OpemMenaHoTH, MOBLILLAET CEKCyarlbHOE BIIEYEHWE W CEKCyarbHOE BO30Y)KAEHME NO CPaBHEHWIO C
nnauebo y xxeHwyH ¢ FSAD kak B npeMeHonay3se, Tak 1 B NOCTMeHonay3se. OgHaKko UHTpaHasanbHoe
BBEAEHME OpemenaHoTnia accouunpoBanocb C NOBLILEHWEM YacTOTbl HEONMArONPUSATHLIX SABMEHUN

Nno cpaBHEHMIO ¢ Nnauedo y XXEeHWWH Kak B NpeMeHonayse, Tak u B NOCTMeHonayse, npu atom 92,5%
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cybbekToB, NpMHUMaloLWuX BpeMenaHoTua B nepmoj npeMeHonaysbl, coobuanm 0 BOSHUKHOBEHUN Y
HUX MO MEHbLLEN MEPE OAHOr0 HEXeNaTenbHOro sIBMeHusd, nNo cpaBHeHuio ¢ 61,1% B rpynne nnaue6o,
1 100% cyGbekToB, NpUHUMaKOLWNX OpeMenaHoTua B NOCTMEHONay3e, coobLanm 0 BO3HUKHOBEHUN Y
HUX NO MEHbLUEN MEPE OAHOr0 HEXenaTenbHOro ABAEHMS No cpaBHEHUIO ¢ 47,7% B rpynne nnayebo.
B rpynne, nonyyaBwer OpemenaHoTua B npemeHonayse, y 42,5% cyObekToB neyeHue Obino
NpepBaHO B CBA3W C TUNEPTEH3MEN, TOLUHOTOW, PBOTOW unu Muanrmein. CyObeKTbl nonydanu
WHTpaHa3anbHo Jo3y OpemenaHotuga 10 Mr, npu 9TOM y CyOBLEKTOB B MpPEMEHONayse CpeaHss
KOHLEHTpauusa B nnasmMe coctasnsana 88,5 £ 51,9 Hr/mn un %CV coctaensn 58,6, a y cyGbekToB B
NOCTMEHONay3e cpeaHas KOHUEeHTpauus B nnaame coctasnana 93,2 £ 68,5 Hr/mn n %CV cocrasnan
73,5. YPOBHU MUHUMASbHOW U NMUKOBOW KOHLUEHTPaUUKW B NNasMe ANA BCEX XEHLUMH Yepes3 Tpuauatb
MUHYT Mocne BBeAeHus A03bl BapbupoBanu ot 0,0 Hr/mn go 207,0 Hr/mn. CyObekTbl, Y KOTOPbIX
Habnwopganacb pBOTa WWNKM TOWHOTA MNOCME BBEAEHWA [03bl B YCMOBUAX KIUHWKU, WUMENW
CYLLECTBEHHO 0Gomnee BbICOKYID (PApPMaKOKMHETUYECKYIO KOHUEHTpauuio OpemenaHoTuga, 4Yem
CyObeKTbI, KOTOPbIE HE UCMBITLIBANM 3TM CUMNTOMbI. Kpome Toro, ctpatudukauma gonn cyobLekTosB, y
KOTOpPbIX BO3HMKAaNoO CeKcyanbHOe BO3OYXXAEHWE, UM YPOBEHb YacTOTbl YCMELUHbIX CIy4yaeB
BO3HWKHOBEHUS  CEKCyanbHOrO BfliEYeHUA MO rpynnaMm  pasnuyHon  (hapMakOKUHETUYECKON
KOHUEHTpauuun, nokasana 3HauyuTenbHOe W3MEHEeHMe [0nM CYOBbEKTOB, Y KOTOPbIX BO3HMKano
BO3OY)XEHWE, N YaCTOTbl YCMELUHbIX Cly4aeB BOSHUKHOBEHUS CEKCyarnbHOro BReYeHus 3a nepuoj ot
MCXOAHOTr0 nMepuoaa UCCNefoBaHus A0 OTAENbHbIX BUUTOB y CYOBLEKTOB, Y KOTOPbIX KOHLEHTpauums
6pemMenaHoTuaa cocrasnsana ot 50 o <100 Hr/mn, N0 CpaBHEHUIO ¢ cyObekTaMmu ¢ Bonee HU3KOW unu
6Gonee BbICOKON KOHLIEHTpaLUuen 6pemenaHoTuaa.

B aBoriHOM cnenom, nnaueb0o-KOHTPONMMPYEMOM UCCNEAOBAHMMN C MOBbILLEHNEM 403 1 hasbl,
NPOBOAMMOM C BBEAEHMEM CyObekTam OAHOKPATHOW [03bl U HamnpaBfiEHHOM Ha ONpeaeneHune
MaKCUMarbHO MEPEHOCHMON J03bl Y 340POBbIX B3POCHbIX CYOBLEKTOB XEHCKOIo nona, bpemenaHoTug
B gosax ot 0,3 go 5,0 mr (0,3, 1,0, 3,0 n 5,0 Mr) BBOAUNN NYTEM NOAKOXHOW UHbeKUUU. OaHaKo B
3TOM WCCNEAOBAHMU CMEeuUanbHO UCKMIYanUChb XKEHLWMHbI ¢ guarHo3oMm FSD, u, cnegoBaTenbHo,
ahbdekTuBHaa nosa ana nedeHnss FSD He morna ObITb onpeaeneHa B AaHHOM MCcneaoBaHuu. B
UCCNEAOBaHNM  MPUMEHANM  OuUEeHKY d)apMakoguHaMudeckoro adpdpekta, Onpeaensaemylo  Kak
YBENWYEHNE peaKkuMnm CeKCyanbHOro BO30OYXKOEHWA B MNPUCYTCTBUM BU3YamnbHOM CEKCyarbHON

CTUMYNAUMKN, YTO U3MEPSANOCb MO CKOPOCTU BarMHanbHOro KPOBOTOKA METOAOM BaruMHaribHOK
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doTonneTuamorpadmmn (C MCMNONb3OBaHUEM U3MEPUTENBLHOrO YCTpoWcTBa cornacHo Geer), npwu
KOTOPON WU3MEpsSeTca amMnnuTyga nynbcauuu Bnaranuwa. Tem He MeHee, Mo 3TOMY MoKasaTento
CTaTUCTMYECKN 3HAYMMBbIN (hapMakogUHAMUYECKUI 3(PEKT OTMEUancs TONMbKO y CyObEKTOB, KOTOPbIE
nonyyanu no 3 u 5 mr 6pemenaHoTuaa, B TO BPeMs Kak HUKakoro Buanmoro dpapmakogmHammuyeckoro
adhpekta Mo cpaBHeHWIO ¢ nnauyebo unm MCXOAHbIMU YPOBHAMK He Habnoaanocb Npu BBEAEHWM
nosbl 6pemenanoTuaa 0,3 nnu 1,0 wr.

[o uccnegosaHus, onucbiBaeMoro ganee kak npuMep 1, He ObiNo NPOBEAEHO Kakux-nmbo
UCCNEe0BaHUN, MOCBSILLEHHbIX M3y4eHUo 3PdEKTUBHOCTU OGpeMenaHoTMaa B OTHoweHun FSD c¢
NMPUMEHEHNEM MNOAKOXHOTO BBeAeHus. B uccnegoBaHuax 1 pasbl, NpoBOAUMBIX C y4acTUEM
340pOBbIX A0OPOBONbLIEB XEHCKOrO Mona, Kak OnucaHo Bbile, dapmakoguHaMu4eckun sddekT
oTMeYanu TONbKO Npu NOAKOXHOM BBEAEHUM OpemenaHoTuga B gosax 3 mr unu donee.

He >xenasa yrnybnsatbCca B Kakylo-nuboO KOHKPETHYIO TEOopuio, nonaraiwT, 4to bpemenaHotuj
MOXET OKa3blBaTb CBOE nevyebHoe BnusHMe Ha FSD B nepByl ouyepeab NOCpeACTBOM MeEXaHu3Ma
OENCTBUSA LEHTPanbHONW HEPBHOW CUCTEMbl C MWHUMANbLHOW WHHEPBaUWEN WU aKTUBHOCTbLIO B
obnacty MOMOBbIX OPraHoB. 3TOT MEXaHU3M AENCTBUA OTNMYaeTcda OT MexaHusma AencTBus,
MMEIOLLIEr0 MECTO B JIEYEHUU MYXKCKOW CeKcyanbHOW ANCAYHKUMW, MPU KOTOPOM 3(PPEKTUBHOCTb
CUIbHO KOPPENnuUpyeT C MHHEpBaUMUEN UKW AENCTBMEM B 00MNacTM MOMOBbIX OPraHoB, U, B YaCTHOCTH,
BbI3bIBAET 3PEKLMIO.

B oaHOM acnekte HacToswero usobpeTteHnss Bapuauus NUKOBOWM KOHLUEHTpauuu B nnasme B
TeyeHne 60 MUHYT MOCRNEe BBEAEHMA NYTEM MOAKOXXHOM WHbeKUuun xapakrepusyetca %CV,
COCTaBMAKLLMM MeHee npudnuantensHo 30, unu B kKayecTBe anbTEPHATUBbI MEHEE NPUONU3NTENBHO
25, UnNn B Ka4eCTBE anbTepPHaTUBbI MeHee npubnuantenoHo 20. Bapuauusa nMKOBOW KOHLEHTpaUun B
nnasme B TeyeHMe 60 MUHYT nocne WHTpaHasanbHOro BBeAeHuA Xxapaktepusyetca %CV,
cocTaBnsaoWmMm 6onee npubnu3anTenbHO 25, NK B KAYECTBE anbTepHaTUBbl 6onee NnpuGnNU3UTENbLHO
30, unn B Ka4eCTBE anbTepHaTuBbl 6onee NpMbnuMantTenbHo 40, Nn B Ka4eCTBE anbTepHaTuBLI Bonee
npnbnusntenbHo 50, UM B Ka4yecTBe anbTepHaTuBbl Gonee npubnuautenbHo 60, unu B Ka4yecTBe
anbTepHaTuBbl 6onee npubnusutensHo 70.

HebnazonpusmHsie deneHus npu nodkoxxHoMm esedeHuu. NoakoxHOe BBEAEHWE npenaparta
nsydanu B 5 nccnegosanuax 1 dasbl (3 y XKEHWMH, 2 Y MY>K4NH) U OAHOM uccregoBaHum 2 dasbl (y

MyxuH). Hanbonee pacnpocTtpaHeHHbIMKU HEGNAronpUATHLIMU SIBNEHWUSIMW, acCOLMUPOBABLUMMUCS C
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BBEJEHMEM OJHOKpATHOW A03bl OpemenaHoTuga noakoxHo (uccnegosaHusa -14, -06 u -10), Obinu
COHNUBOCTL (30%), runepemus (15%), TowHoTta (19%) n peota (10%).

B uccnegosaHumn, npoBEAEHHOM Yy MY>KUUH, ¥ 1 13 6 cyObekTOB, NonyvaBLumMx Ao3y 5 mr, y 1 u3
6 cybbekToB, nonyyaswmx aosy 7,5 mr, n y 3 n3 6 cybvekros, nonydyaswmx o3y 10 mr, BoO3HMKana
pBOTa NErkoW UNM cpeaHei CTEMNeHU WMHTEHCUBHOCTM 4eped 6-15 4acoB nocne BeBeaeHusa. PeoTta
mMorna ObiITb NpekpaweHa BHYTPUMbILLEYHbIM BBEAEHUMEM OHOAHCETPOHa (QHTaroHUCT 5-
rmapokcuTpuntamuHa-3). OaHoKpaTHble MOAKOXHbIE BBeAeHUA GpeMenaHoTuaa B Ao3ax 4 n 6 mr
nokasanu ynyylleHWe NEPEHOCUMOCTU Y CYOBLEKTOB MYXCKOTO nmorna ¢ ED u cyuwecteylowlen paHee
rMnepTeH3nen.

B nccnegosaHun, NPOBEAEHHOM Y XKEHLUMH C OXUPEHMEM, PEXMM A03MPOBAHMA BKIOYan
NoAKOXHbIE MHbeKUMKN BpemenaHoTuaa unu nnauebo 3 pasa B AeHb B TeveHue 15 aHen, uto B 0bLLel
CINOXHOCTW COCTaBnAno 45 3annaHupoBaHHbIX A03. B aeHb 1 nepsas gosa cocrasnana 1,25 wr, a
nocneaytowme ao3bl — no 1,0 mr. B aHn ¢ 2 no 15 nepeaga 4yactb CyTOYHOW A03bl cocTaBnana 2,5 wmr, a
BTOpas M TPeTbs 4YacTuU CYTOYHOW A03bl - N0 2,0 Mr. B aTOM nccnegoBaHWMM He MPOBOAUSIU OLEHKY
cekcyanbHow peakuun. Tpu cyObekta Obinv JOCPOYHO BbIBEAEHbI W3 UCCNEAOBAHMSA B CBSA3M C
HebnaronpuATHBIMKU ABNEHMAMU, BKMOYaBWMMK pBOTY (rpynna nnauebo), runepreHsunio (oTmeyeHa
A0 Hayana exeaHeBHOro BBeAeHWs [o03, rpynna OpemenaHoTuga) W TOWHOTY (rpynna
OGpemenaHoTUaa), COOTBETCTBEHHO, BCE 9TU ABMEHMSA OLEHWBANUCHL KaK MMeloLme NErkyio CTeneHb
WHTEHCUBHOCTU U BEPOSATHO (PBOTA U TUNEPTEH3UA) WM BO3MOXHO (TOLLUHOTA) CBSA3aHHbIE C
nuccrneayembiM NeKkapCTBEHHbIM CPeacTBOM. Bee 3 ABneHus Obinm yCTpaHEeHbl K MOMEHTY OKOHYaHUSA
nccrneaoBaHns. Y BcexX CyObeKTOB, KOTOPblE MPUHMMANU ydacTue B MCCMeAOBaHuM, oTMedanu no
MeHbLUEN Mepe 1 BO3HMKLLEE B MPOLECCE NedeHns HebnaronpusaTHOE ABMEHNUE, U Y BCEX CyOBLEKTOB
oTMeYanu No MeHbLUEN Mepe 1 CBA3AHHOE C NeYeHneM HebNaronpruaTHOE ABNEHNE.

OnpedeneHue aghchekmusHocmu. B KNMMHNYECKUX UCCIIEA0BAHNUAX ANS ONpeaeneHus
3(pHEKTMBHOCTU NEKAPCTBEHHbIX CPEACTB U cnocoboB neveHnsa FSD ncnonb3yeTca Kakon-nnbo ns
psiaa BanMauMpOBaHHbIX OMPOCHUKOB MO Ucxodam, coodaemMsiM nauneHTammu. K HUm oTHocATCS:
FSEP-R YKeHCKUIn gHEBHUK CeKCyanbHbIX OTHOLLEHWIA — NEPECMOTPEHHbIN
FSDS-DAO LLIkana »KeHCKOro cekcyanbsHOro gucrpecca —

BNeYeHue/cekcyanbHoe Bo30yKaeHne/oprasm

FSFI MHaekc XkeHCKon cekcyanbHOn PyHKLUNN
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GAQ Bonpochkl no obLen oueHke
SIDI-F AHKeTa enaHus U CeKcyasibHOro BNeYeHNUs — XeHLWmuHa
WITS-9 AHKeTa y40BNETBOPEHHOCTU NNEYEHUEM ANS XKEHLWNH

YCTpoICTBa ANA BEAEHNS SNEKTPOHHOIO AHEBHMKA MOTYT ObITb UCMONb30OBaHbI AN 3an0fHEHUS
cybbekTamu OnNpOCHUKOB, BKNtoYas 6e3 orpaHuyeHnsa onpocHuk FSEP-R, koTopbIi MOXET
3anoNHATLCA 3a Npeaenamu KNMHUKK (oMa) nocne nomoBoro akra.

Ucnonb3oeaHue  npedsapumersibHO  3arlOfIHEHHbIX — WIAPUY08 U asmomMamu4yecKux
UHBEKUYUOHHBIX ycmpolicms. B 0QHOM acnekTte MOXET NPUMEHATLCA NPeABapUTENbHO 3aNOSfTHEHHbIN
wnpuud, HeobA3aTeNbHO C aBTOMATMYECKUM WMHBEKLUUOHHBLIM YCTPOWCTBOM, KOTOPbLIA MO3BOMSET
naymeHTy ObICTPO M MNPOCTO CaMOCTOATENbHO BBOAMTL cebe MoAKoXHO A03y OpemenaHoTuga.
BbpeMenaHoTua Ana WHLEKUWMWA, NapeHTepanbHbld JIEKapCTBEHHbIM Npenapat Ans NOAKOXKHbIX
UHBLEKLWIA, COCTABIIEH B BUAE BOAHON CUCTEMBI, coaemkawen 2,5% Bec/o6bem rmmuepuHa npu pH 5.
OH pacdacoBaH B OAHOpa3OBble MPeABaApPUTENbLHO 3anofiHEHHblE LWNApUUbl M3 cTekna | Tuna
€MKOCTbIO 1 M C HECBEMHbIMK Urnamu 29 kanudpa, ANMHON NONAKAMA, OCHALLEHHbIMU 3aLLMTHBIMU
Konnaykamy AN Uri; Wnpuubl OCHALLEHbI cepbiMU yNnoTHUTenAMK Flurotec Ha nopluHe. Bo-BToOpbIX,
nepBMYHas ynakoBKa OCHALLeHa LUTOK-MOPLUHEM AnA MpPUMBEAEHUs YCTPOMCTBA B AEWCTBUE U
3aLUMTHBIM YCTPOMCTBOM ANS NPEeAOTBPAaLLEHUs CrydaHOro AoCTyna K Urfe nocre Ucnofb30BaHus.
Kakgoe ycTpOiCTBO 3anonHEHO AN 4OCTaBKM MUHUManbHOro obvema 0,3 mn.

Hwxxe npuBegeH CNUCOK BCEX KOMMOHEHTOB, UCMONb3YEMbIX B NPON3BOACTBE NEKAPCTBEHHOTO
npoaykra:

e bpemenaHotua API (akTuBHbIN (hapmaLeBTUHECKUI UHTPEANEHT).
e [nunuepun, USP (dPapmakoneda CLLUA), paCTUTENBHOIO NPOUCXOXKAEHUS.
e XnopucrosoaopoaHas kucnota, NF (HaumonanbHbn dopmynsap) (npu HeobxoaMMOCTH) ANs
perynupoBaHus pH.
e [uapokcua Hatpus, NF (npu HeobxoaMMoCTH) ansa perynupoBaHus pH.
¢ Bopa ana unbekunin, USP nnu crepunbHasn Boga ana unbekunin, USP.
KonunuyecTBeHHbIN COCTAaB KOMMO3ULMK OIS UHBEKLMOHHOIO JIeKapCTBEHHOIO NPOAYKTA Ha
OCHOBe GpemenaHoTuaa
BpemenaHoOTUA B UHBEKLMOHHON (popMe (KONMYeCcTBO B
OAHOM wWnpuue)

0,75 mr/0,3 mn 1,25 mr/0,3 mn 1,75 mr/0,3 mn
(2,50 mr/mn) (4,17 mr/mn) (5,83 mr/mn)

KoMnoHeHT u pyHKumnA




WO 2014/071339 25 PCT/US2013/068386

BpemenaHoTug API* 0,75 mr 1,25 mr 1,75 mr

MmuuepuH, USP, pacTUtenbHOro
NPOUCXOXKAEeHUS [CpeacTBo, 7,5wvr 7,5wvr 7,5 wvr
perynupyowiee TOHUYHOCTb]

X opucToBogopoaHasa KucnoTa,

NF Ona perynuposaHus Ona Ona perynuposaHus
[ana perynuposaHusa pH] PH perynuposatys pH PH
Mapokcua Hatpua, NF [na perynupoBaHus Ons Ina perynupoBaHus
[ana perynuposaHus pH] pH perynupoaHusa pH pH

Boaa ana nnvekunn, USP CKOnbKoO CKOnbKO CKonbKo
[pasbaButens u notpebyetca ao 0,3| notpebyetca oo | notpebyetcs ao 0,3
conodunusnpyoLliee cpeacrso] MnN 0,3 mn M

*Yuerbin 6pemenaHoTng (B sKkBuBaneHTe k 6e3soaHoMy, CBOOGOAHOMY OCHOBaHUIO)

JlexapCTBEHHbIVM NPOAYKT HA OCHOBE BpeMenaHoTmaa Anst NOAKOXHbIX MHbEKUMIA pacdacoBaH

B OAHOPA30BbIE NPEABAPUTENBHO 3aMONIHEHHbIE WNPULLI ¢ ynnoTHuTensMmu Flurotec onsa nopLuns,

5  LUTOK-MOPLUHEM ANS NPUBEAEHNS YCTPOWCTBA B AEWCTBUE W NNACTUKOBBLIM 3aLLUUTHLIM YCTPONCTBOM.

CocTaBnsioLwye sNeMeHTbl YNakoBKU JOMONHUTENbHO ONUCaHbl HUXE:

LWnpuy;: BD Hypak SCF - wnpuy ¢ yunuHgpom Ha 1 mn ¢ urnon 29G x %" ¢ 5-rpaHHon
3atoykon, coctas BD260 (nepsBuyHas ynakoBka, CTEPUIIbHBLIA, YUCTbIA U FOTOBbLIN K
3anonHeHuto) (BD, dparknuH Jenkc, Hoto-xepcn, CLUA).

10  YnnotHutenb: BD Hypak NSCF - AgnuHHbIE ynnoOTHUTENb HA NOPLUHE AN wnpuya Ha 1wmn,
nokpbITbin coctaBom W4023 Flurotec Daikyo (nepBuuHasi ynakoBka, CTEPUIbHbIN,
YACTbIN W FrOTOBLIN K 3anonHeHuto) (BD, ®paHknuH Nenkc, Hoto-Mxepcu, CLUA).

LLIToK-nopLUEHb: BD Hypak - wrok-nopweHb W3 nonunponuieHa Ana wnpuvua Ha 1 Mn

(Haxoautcs BHE NEPBUYHON YyNakoBKKW, HeCcTepunbHbIn). (BD, dpanknuH Jlelike, Hobto-
15 bkepcu, CLUA).
ABTOMATUYECKUI UHBEKTOP: YpsoMate - aBTOMaruvyeckoe WHLEKUMOHHOE YCTPOWCTBO Ans

npeaBapuTenbHO 3anofiHEHHOro wnpuya, npoussoactso Ypsomed (Bypraopd,

LLisenyapus).
Mpumep 1
20 MpoBoAUNM MHOTOLEHTPOBOE, Nnauebo-KOHTPONMPYEMOE, PaHAOMU3UPOBAHHOE, C y4acTUEM

napannenbHbIX FPynn UCCNEAOBaHME C (PUKCHPOBAHHBIMI YPOBHSIMU AO3UPOBAHUSIMU, HAaNpPaBleHHOE
Ha onpeeneHne noaxoaswmx Ao3 OpemenaHoTuaa, BBOAWMbBIX NYTEM MOAKOXHOW WHBEKLUU

>keHwmHam ¢ FSAD w/mnu HSDD B npemeHonayse, B yCNOBUSIX AOMALLHEr0 npuMeHeHus. CyobekThbl
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noslyyYanu o4HOKpaTHylo A03y nnauebo (¢ ocnenneHnem cybbeKToOB) B KIMHUKE, a 3aTeM nonyyanu B
TeyeHue 4 Hepenb neyeHue nnauebo Ha AOMY TaKkKe C OCNEnneHMeM CyObekToB (CyObekTbl
CaMOCTOSITENbHO BBOAMNM Npenapart no mepe Heobxoaumoctn). CyObeKTbl, KOTOpblE NPOAOIKANU
COOTBETCTBOBaTH TpebOBaHWSAM AN y4acTUs B UCCNEA0BaHNUM, Aarnee nosyyanu B YCNoBUSAX KIMHUKK
2 OfHOKpaTHble [03bl PaHAOMU3MPOBAHHOIO HAa3HAYEHHOT0 feyYeHus (OBOMHOE OcrenseHue, ¢
NPOMEXYTKOM MPUMEPHO B OJHY HeAento), a 3aTeM B TeyeHue 12 Hefenb Mnomnydanu ne4veHue,
Ha3HaYeHHOE C [IBOMHbLIM OCMEMNNEHNEM, Ha A0MY (CYOBbEKTbI CAMOCTOATENBHO BBOAMNM Npenapar no
mepe HeobxoanmocTu). icxoaHble XapakTepucTUkM cybbeKTOB NokasaHbl B Tabnuue 1 Huxke.

Ta6nuua 1. UcxoaHble xapakTepuCcTUKU CyOBeKTOB

Xapakrepuctuka lpynna Fpynnbl ¢ 6pemenaHoTUAOM
nnaue6o 0,75 mr 1,25 mr 1,75 mr
(N =97) (N =100) (N =99) (N =98)
Bospacrt (ner), 37,0 (7,7) 37,6 (7,8) 35,7 (7,2) 37,0 (7,6)
cpeaHun (SD)
Paca, n (%)
Benas 75 (77%) 71 (71%) 65 (66%) 70 (71%)
YepHasd 19 (20%) 25 (25%) 32 (32%) 23 (23%)
Opyras 3 (3%) 4 (4%) 2 (2%) 5 (5%)
Bec Ha MOMeEHT 164,4 (42,1) 168,2 (37,9) 174,0 (43,2) 179,2 (45,9)°
CKpyHUHra (PyHTbI),
cpeaHun (SD)
OnarHos, n (%)
FSAD 4 (4%) 3 (3%) 3 (3%) 2 2%)
HSDD 24 (25%) 20 (20%) 24 (24%) 24 (24%)
CwmeLlaHHoe 69 (71%) 77 (7T7%) 72 (713%) 72 (712%)
PerynsipHbii 72 (714%) 75 (75%) 86 (87%) 79 (81%)
MEeHCTpyarnbHbIA LMK,
n (%)
Mprem nepopanbHbIX 12 (12%) 15 (15%) 11 (11%) 15 (15%)
KOHTpaLenTuBOB B
TeyeHune 30 aHen,
npeaLecTBYOLLMX
Busuty 1, n (%)
N = 97.

FSAD, paccTpONCTBO CEKCyanbHOro Bo3byaeHus y xeHwuH; HSDD, CHUeHHOE cekcyanbHoe

BneyveHune; SD, cTaHAapTHOE OTKNOHEHME.

CybbektoB paHaomusupoBanu (1:1:1:1) B oaHy M3 YeTbipex rpynn nedeHus (nnauyebo wunm
[03bl C 4uCTbiM BecoM OpemenaHotuaa 0,75, 1,25 wrm 1,75 wmr). PaHaomusauuss mMena MecTo
HENOCPEACTBEHHO NepPe] BBEAEHNEM NEPBON 403bl B KMMHMKE B paMKax ABOWHOIO CMENOro NeyYeHus.

WNccneayemoe nekapcTBEHHOE CpeacTBO UM nnauebo npegoctasnsinu B popMe NpPeaBapuUTEnbHO
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3anofHEeHHbIX Wwnpuyes B oo6beme 0,3 mMn, a CyObekTbl MOMyYUSIM UHCTPYKTAXK MO CaMOCTOATENBHOMY
NPOBEAEHNIO MHBEKUMI B NEPESHIO0 YacTb Beapa unu B >KUBOT.

AMOYnNaTopHOe MOHMTOPMPOBaHUE AAaBMNEHUS KPOBW NPOBOAWUIMMW Kak B rpynne nnauebo, Tak u
B paHOOMM3MPOBAaHHBLIX Fpynnax feyeHus nocne BBEAEHMSA npenapaTta B knuHuke. Bknwovanu Tpu
nepvoaa amOynaToOpHOr0O MOHWTOPWMPOBAHMA AABMEHWA KPOBMW, MEPBLIM Nepuog npoaosnkanca ¢
MOMEHTa nepes BBeAEHMEM A0 24 4acoB MOCNEe OQHOKPATHOro BBEAEHMA A03bl Nnauebo B KIMHUKE
(Ana NonyyYeHna UCXOAHOTO YPOBHS); BTOPOW M TPETUW Nepuodbl NpoAoIKanucb ¢ MOMEHTA Nepea
BBEAEHNEM A0 24 4acoB NOCMe KaXaoro u3 2 BBEAEHUN OAHOKPATHOW A03bl B KNUHUKE, NPOBOANMbIX
C [BONHOM OCMENMEeHMEM C TMPOMEXYTKOM Mexay BBeaeHusMu 14 paHen. OOGpasubl KpPOBW,
ncnomnb3yemble Ana  (papmMakOKMHETUYECKOro adHanu3a, oToéupanu nepes KaxkablM BBEAEHUEM
OOHOKpaTHOM A03bl OpeMenaHoTuaa B knuHuke u vepes 0,5, 1,0, n 2,0 4 nocne Ka)aoro BBEAEHUS
OOHOKpaTHOM A03bl OpemMenaHoTMaa B KNMHUKE (TONbKO ANA ABOMHOIO CMENOro neyveHus), vtobbl
obecnevnTb BO3MOXHOCTb aHanv3a 3aBUCUMOCTH MEXAY KOHLEHTPaLMEN n OTBETOM.

BknoveHHbIMM B MccnegoBaHue cyObekTamu Obinv KEHLWMHBI B MPEeMeHonayse, KoTopble
COOTBETCTBOBaNN AnarHoctuyecknum kputepuam FSAD, HSDD unu kputepusm guarHosa CMeLLaHHOro
FSAD/HSDD, gna 4ero nNpuUMEHANM PyKOBOACTBO NO AMAarHOCTUYECKOMY CKPUHUHIY, BKMOYas
Knaccuukaumio cekcyanbHOW AMCAYHKUMKU Kak npuobpeTeHHaa (B CPaBHEHMM C MOXU3HEHHOMN) K
reHepanu3oBaHHas (B CpaBHEHUU C CUTYaLUOHHOW). BknioyeHHble B uccnegoBaHme CyObekTbl paHee
Obinn  "PYHKUMOHAmNbHbIMK" B CEKCyanbHOM OTHOLUEHMU, TO €CTb WCMbITbIBANM CeKCyarbHOe
BO3OY)XAEHNE B XOA€ CEKCYyanbHON aKTUBHOCTU U/UMNWN HOPMAanbHbI YPOBEHb XKENAHUS B KaKON-nubo
nepuoa npOLUMOro Ha MNPOTSHDKEHMM MO MeEHbLUen mepe 2 net. B Tabnuue 2 HuxXe npuBEAEHbI
nokasarenun FSD B WUCXOAHbIM NepuUo, KOTOPbIM MNPOBOAUNKU C ABOWHLIM OCMENMEHUEM, YTO
onpeaendaeT rpynny ¢ wmoaucpuumpoBaHHbiM ITT (rpynna nayueHToB € MOAUPULUUPOBAHHLIM
Ha3Ha4Y€HHbIM NEYEHNEM).

Tabnuua 2. Nokasatenu FSD y cy6beKTOB B UCXOA4HbIN Nepuoa, KOTOPbIN NPOBOAUIN NMPU

OBOWHOM ocnenneHum

MapameTtp FSD Mpynna nnaue6o Fpynnbl ¢ 6pemenaHoOTUAOM
(N =91) 0,75 mr 1,25 mr 1,75 mr
(N =879 (N =75) (N =74"
SSE B TeueHue 28
JHEN a0
paHgomMusaumm

Cpeatee (SD) 1,7(1,9) 1,9 (2,1) 1,5(1,6) 1,8 (2,6)
Meauana [auanaso] 1,0 [0-9] 1,0 [0-10] 1,0 [0-8] 1,0 [0-16]
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O6Lwmn 6ann no
wkane FSFI 21,94 (5,94) 22,75 (5,43) 21,52 (5,42) 21,65 (4,98)
CpepHee (SD)

O6wwmn 6ann no
wkane FSDS-DAO
CpegHee (SD) 32,1 (12,8) 30,5 (12,4) 32,7 (13,8) 33,3(12,7)

a0na SSE, N = 85.
*Ons SSE, N = 73,

BknioyeHHbIM B uUccneaoBaHue cybbektam Obinu NpeaocTaBneHbl 3NMEKTPOHHbIE AHEBHUKU
(eDiary) ¢ vHCTpyKUMsIMM NO 3anonHeHuto onpocHuka FSEP-R npu ka)kgom nonoBoM KoHTakTe. B
X0A€e OTAENbHbIX BU3UTOB B KIMUHUKY CYObEKTbl 3aNONHANU APYrMe OLEHOYHbIE OMPOCHUKK, BKIHOYas
SIDI-F, FSDS-DAO, FSFI, GAQ u WITS-9. Kpome T0ro, B Xxoae OTAENbHbLIX BU3UTOB NPOBOAUNIACH
OL€HKa Pa3NUYHbIX XXM3HEHHO BaXKHbIX PYHKLMIA 1 3a60p 06pasLoB KPOBU U MOYMN.

AHanua gaHHbIx 327 xeHwuH ¢ FSD B npemeHonay3e nNo NepBUYHON KOHEYHONM TOYKE NoKasarn
KNUHUYECKN 3HAYUTENBHOE U CTAaTUCTUYECKU 3Ha4Yumoe ynydwenue (p = 0,018) no yacTtoTe NONoBbIX
KOHTaKTOB, NPUHOCALLMX yaoBneTBopeHue (SSE), y xeHLWuH, npuHuMaBLumx 6pemenaHoTna (cpeaHee
U3MEHEHNE COCTaBNANO yBeNnMYEeHUe nokasarena ot 1,6 B uCxoaHbln nepuoa Ao 2,4; o6beanHeHHble
JaHHble ana o3 1,25 mr n 1,75 Mr) no cpaBHeHuto ¢ nnauebo (cpegHee M3MEHEHME COCTaBRIANO
yBenuyeHune nokasartens ot 1,7 B ucxogHbln nepuog Ao 1,9 B Te4eHMe nepuoga UCCrefoBaHus, yYTto
nNpvMBOAMUIIO K NOBbLILLEHNIO HA 50% uncna SSE npu neyennn GpemenaHoTuaom no cpaBHeHuo ¢ 12%
npu npueme nnauebo. MccneaoBaHue JAOCTUINO NEPBUYHONW KOHEYHOW TOYKU, AEMOHCTPUPYSA
KNMUHUYECKN 3HAYMTENBHOE W CTAaTUCTUYECKU 3HAYMMOE YIy4ylleHWEe B W3MEHEHMM OT WCXOAHOro
nepuoga A0 KoHUA uccnegosaHus B uucne SSE. OueHuBaemblii Nepuoa onpeaensnu Kak 4Ymcro
KOHTaKTOB B TE€YEHWE MOCNEAHUX YEeTbIpEX HeAeNb NEYEHUss MUHYC YUCINO KOHTAKTOB B TEYEHUE
UCXOZHOTO nepuoda, a WCXoAdbl OTHOCMMUCH K OObEAMHEHHbIM pe3ynbTatam ANs KEHLLWH,
nony4yaBlUMX [JBE Camble BbICOKME A03bl OpemenaHoTuga no cpaBHeHuO ¢ nnauebo. Huke
npuBeaeHbl 3HaveHus P ansa usMeHeHun B uncne SSE ana Tpex ao3 GpemenaHotuaa u Ans
06beaAnHEHHbIX 403 1,25 1 1,75 Mr 6peMenaHoTUAA 3a OLEHUBAEMbIN NEPUOA;

BpemenaHoTua (06beanHeHHble A03bl 1,25 1 1,75 mMr no cpaBHeHuio ¢ nnauyebo) p = 0,0180

BpemenaHnoTtua (1,75 mr no cpaBHeHuto ¢ nnauebo) p= 10,0215

BpemenanoTtug (1,25 mr no cpaBHeHuto ¢ nnauebo) p = 0,0807

Bpemenanotug (0,75 mr no cpaBHeHuto ¢ nnauebo) p = 0,4430
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MpeaBapuTEnbHbIN aHanNU3 OCHOBHbIX BTOPWUYHbLIX KOHEYHbIX TOYEK MNoKasan KIMHWUYECKU
3HAYUTENbHOE U CTATUCTUYECKN 3HAYMMOE YNyYLLEHNE Y NaLNEeHTOB, NoNy4aBLumMx 6pemenaHoTua no
cpaBHeHWO ¢ nnauebo (cpegHee U3MEHEHWe OT UCXOAHOro nepuoja A0 KOHLA WCCNeaoBaHus;
o6beanHeHHble aosbl 1,25 mru 1,75 mr 6pemenaHotTuga):

e YrnyywieHne oOLLero cekcyanbHOro (pyHKLMOHUPOBaHKUSA, OLEHMBAEeMOe MO WMHAEKCY
»KEHCKoM cekcyanbHon dyHkuun (FSFI). FSFI npeacraenset coboi onpocHuk ns 19
NYHKTOB, KOTOPbIA MpeaycMaTtpuBaeT AOMNOMHUTENbHYIO OUEHKY W3MEHEHUA B
TEYEHME ANUTENbHOTO NPOLUEALIETO BPEMEHMN.

o YnydweHue obuwero 6anna no wkane FSFI (cpeaHee nsmeHenue 3,55 no
cpaBHeHuto ¢ 1,88, p=0,0017)

e YMEHbLUEHNE CONYTCTBYIOLLErO AUCTPECCA, CBA3AHHOIO C CeKCyanbHON ANCKYHKUNENR,
OLIEHMBAEMOrO MO LUKaNe XEeHCKOro cekcyanbHoro gucrtpecca DAO (FSDS-DAO).
FSDS-DAO npeactaensaet coboi ONpOCHUK U3 15 NyHKTOB, KOTOPbIA NpeaHasHaJeH
ONS KaYeCTBEHHOW W KONMWYECTBEHHOW OLEHKM M3MEHEeHMn JNUYHOro AUCTpecca,
accounnpoBaHHoro ¢ FSD.

o YnydweHune B obwem Ganne no wkane FSDS-DAO (cpeaHee n3MeHeHue
coctasnano -11,1 no cpasHeHuio ¢ -6,8, p=0,036).

Obwmn 6ann no wkane FSDS u obwwuii 6ann no wkane FSFlI B 3HauuTENbHON CTENEHU
koppenuposanu ¢ gosomn (p=0,00277 n 0,00767, COOTBETCTBEHHO); Koppenauus Mexay ymcnom SSE u
npumeHsieMoni 3(pbdEKTUBHONW 0301 He Oblna CTaTUCTUYECKM 3Hauumon. OTHOLUEHME Mexay
OCHOBHbIMW KOHEYHbIMW TOYKaAMWU OLEHKN 3PEEKTUBHOCTU U HOPMArM30BAHHOM NO BECY A030M1
(mr/kr), nokasbiBaeT, u4to obwmri OGann no wkane FSDS-DAO cratuctuyeckm aOCTOBEPHO
KoppenupoBan ¢ HOpManu3oBaHHOM No Becy Ao3on. O6wwui 6ann no wkane FSFI uMen TeHAEHUMIO K
CTaTUCTMYECKN 3HAYMMON Koppensiuuu. Tonbko obwmun Gann no wkane FSDS-DAO A0CTOBEPHO
koppenupoan ¢ Cmax. Kak o6wmin 6ann no wkane FSDS-DAO, Ttak n obwmin 6ann no wkane FSFI
[OCTOBEPHO koppenupoBanu ¢ AUC (0-2 v) (p<0,0485). Takum obpasom, koppensauust Mexay obmm
6annom no wkane FSDS-DAO n Cmax 6bina CTaTUCTUYECKM 3HAYMMOR, KaK U KOPPENsUMn Mexay
obwum OGannom no wkane FSDS-DAO u obwmm 6Gannom no wkane FSFI ¢ AUC (0-2u).

CoOO0TBETCTBEHHO, A03a 1,75 mr 6bina Hanbonee oNTUMAanNbHOW B OTHOLLEHUN 3P (PEKTUBHOCTMN.
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CpegHune 3HayeHns apMakOKMHETUYECKUX MapamMeTpoB ONpeaensnu Ans  pasHbiX A03
OpemenaHoTMAa U pasHbIX BM3UTOB, BKMoYasa onpegeneHus Cmax (HauBbiCLIas KOHUEHTpauusa B
Hr/mn vyepes 0,5 unu 1 yac nocne sBeegeHns) n onpegeneHne AUC yepes aBa yaca u Ansg nogrpynnbl
CyObEKTOB B pamkax KaXkaow rpynnbl Yepes YeTbipe yaca. Pesynbrarthl NokasaHbl B Tabnuue 3 HUxe:

Tabnuua 3. CpegHue 3HaYeHuA papMaKOKMHETUYECKUX napaMeTpoB B 3aBUCUMOCTU OT A03bl
OpemenaHoTuga U BU3UTa

Busur 5 Busur 7
Nosa AUC(0- AUC(0-
6pemenanoTnaa | Craructuueckuii| Cmax |AUC(0-24)l  44) Cmax 24) [AUC(0-44)
(mr) napameTp (ur/mn) | (v-ur/mn) | (M-Hr/MA) | (HE/MA) | (4-HE/MN) | (Y4-HE/MA)

0,75 N 95 95 31 86 86 27
CpeaHee 37 53 84 38 53 80

MeanaHa 36 52 80 37 52 79

%CV 27 24 23 27 24 20

MuHumMmym 17 25 50 20 26 51

Makcumym 60 85 126 78 92 120

1,25 N 96 96 31 81 81 26
CpeaHee 60 86 138 60 84 142

MeanaHa 56 81 136 60 84 144

%CV 31 25 20 33 25 25

MuHUMyM 29 42 86 18 24 39
Makcumym 126 148 187 150 144 199

1,75 N 92 92 31 86 86 27
CpegHee 77 112 178 78 112 184
MeanaHa 78 112 179 77 111 180

%CV 25 23 29 25 25 25

MuHUmMyM 15 17 25 27 28 72
Makcumym 115 171 289 127 176 276

%CV - koahpuuymeHT Bapuauyun; AUC - nnowaab nog kpusoi; Cmax - MakcumansHas Habniogaemas
KoHUeHTpauus; AUC(0-4 4) paccunTbiBanu Anst MeHbLUEro yucna cybbektoB, yemM AUC(0-24), B
CBA3M C NuKBMAauuen obpasLoB KpPOBU, OTOOPaHHbIX Yepe3 4 yaca, BHECEHHbIMW B MPOTOKOMOM B
X0J€e UCCNef0BaHuA.

Cmax Ans noCTPOEHUSA KPUMBOW CPEAHMX 3HAYEHWUW ObINO paccunuTaHo nyTeM OnNpeaeneHus
CpeaHUX 3HAYEHNN KOHUEHTpaUuin B Kaxabli MOMeHT BpemeHn (0,5, 1, 2 n 4 yaca), kak nokasaHo Ha
dowmr. 3.

OTmevanu BbICOKYK Koppensauua mexay Cmax u AUC, kpoMe TOro mexay AaHHbIMK
napaMeTpamMmu CyLECTBYET NMHENHAA 3aBUCUMOCTb, KaK NokasaHo Ha ¢ur. 8. CnegosartenbHo, nobon
U3 9TUX NapaMeTpoB MOXHO WCMONb30BaTb MPU OLIEHKE KOPPenauun (HapMakOKUHETUKM C [030W,

3(pPEKTMBHOCTLIO MMM B6E30NACHOCTLIO.
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CpegHne 3HayYeHUs U3MEHEHUW B MOKasaTensdx AaBneHus KPOBM OLUEHMBanu Ans BCeX
CyObEKTOB Ha OCHOBE MOCNEAOBAaTENbHOIO KOHTPONMMPYEMOrO MOAKOXKHOIO BBeAeHus nnauebo ¢
OOHOCTOPOHHUM OCRENnfeHneM W ABYX 03 pPaHAOMW3UPOBAHHO HAa3HAYEHHOro UCCNeayemoro
nekapcTtBeHHOro cpeacrtea. [lepBUYHbIN  aHanNu3 CpeaHuX 3Ha4YeHUW U3MEHEHUN  BKIYarn
onpeJeneHue pasnuuuMi Mexay rpynnamu nedeHus npu nepexoge ot nnauyebo, BBOAUMOINO C
OOHOCTOPOHHUM OCMENMEHUEM, K PaHAOMUSUPOBAHHO HA3HAYEHHOMY JNEKApPCTBEHHOMY CpeacTBY
(BM3UT 2 NO CpaBHEHUIO C BU3UTaMK 5/7). ST nsmMeHeHns npuBeaeHsl B Tabnuue 4. Kaxgas rpynna
neyeHns, NonyyasLLasa onpeaeneHHyto 03y, Bkntovana ot 86 4o 100 cyGbekToB.

Tabnuua 4. Otnuuma rpynn nevyeHus (OoT nnauebo) NO 3HAYEHUO CpeaHero U3MeHeHus

AaBrieHns KpoBuU No CpaBHEHUH C COOTBETCTBYHWWUM nepuoaom nnaue6o, npoBoaAMMbIM C
OAHOCTOPOHHUM OcCrenrieHnem

Jo3sa MpousseaeHue HR-
BMT | UuTepBan SBP DBP Mynsc BP
(mr) (4) V5 V7 V5 V7 V5 V7 V5 V7
0-4 1,8 1,1 1,5 10,6 -52* | -4,8* -492 8* -491,9*
075 4-8 0,9 1,6 1,3 |17 -6,2* | -5,5* -676,5* -503,3*
' 8-24 0,9 1,6 1 1,3* -0,4 0,1 52 114,9
0-24 1,1 1,5 1,1 1 1,3* -22* | -16 -187,7 -82,3
0-4 2,4 21* |3,0* [ 2.2* -52* | -6,1* -436,4* -583,3*
125 4-8 1,4 1,3* 122 (0,9 -6,1* | -6,5* -621,0* -669,7*
' 8-24 0,7 1,5* 1,4 |1 1,7* -1,5 -0,7 -127.,4 42
0-24 1,1 1,6* 1,9* |1 1,7* -29* | -2,6% -265,9 -206,5
0-4 317 2,5 |32* |26 -4.6* | -4,7* -305.9 -375,4*
175 4-8 2,1 2,2 2,3 | 2,2* -6,6* | -6,6* -608,1* -624,5*
! 8-24 0,9 0,6 1,4 11,4 -0,8 -0,5 -23,7 -31,3
0-24 1,6 1,3 1,9* | 1,8* -22* | -2,2* -139,1 -184 1

Cokpawenusi: BMT - 6pemenanotua; DBP - anactonudeckoe aaesneHue kpoBu; HR-BP - vactoTa
cepaeyHbIX COKpalleHun - gaBneHue kposu; SBP - cuctonuueckoe gasneHue Kposu; V - BU3WUT.
3Be3a04kM o3HavatwT P < 0,05.

PesynbTaTbl B OTHOLLEHUN 3PEDEKTUBHOCTU NPUBEAEHDbI B hopMe rpadymka Ana pasHbixX 403 U
pas3nu4yHbiX anarHo3oB FSD Ha ¢ur. 6. o0 BCEM OCHOBHbLIE KOHEYHbIM TOYKaM MOWUCKOBLIM aHanus
nokasan CTaTUCTUYECKU 3HAUUMYI0 IMPEKTUBHOCTL WM KIMHWUYECKW 3HAYMMYIO TEHAEHUMIO MO
CpaBHeHWO ¢ nnauebo B noarpynnax ¢ AuMarHo3om Tonbko HSDD u AnarHo30M CMELLAaHHOEe
HSDD/FSAD ansa gos 1,25 mr, 1,75 Mr n/unn o6beanHeHHbix Ao3 1,25/1,75 wmr.

JaHHble Tarke nokasanu, YTo cpegHee 3HauYeHWe U3MEHEHU OT MCXOAHOro nokasaTtens Ans
6annos FSFI n FSDS-DAO no-npexHeMy MOBLILLANOCH B TEYEHUE TPETLEr0 MEcsALa NeveHus:, Kak

nokasaHo Ha dwur. 7. Kpome TOro, nmouckoBbii aHanu3 nokasan, uto y 6onee BbICOKOro NpoueHTa
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>KEHLUMH, KOTOpbIM BBOAMNM OpemenaHotug (No cpasHeHuto ¢ nnauebo), B KOHUE WUCCreaoBaHus
6ann no wkane FSFI n obwwii 6ann no wkane FSDS-DAO coctasnsanu 6onee 26,5 n 18.

Haubonee 4yactbiMM HebNaronpuATHbIMU SABMAEHUSAMW, BO3HMKAKOLWMMWU B XOA4€ INEYeHus
nccrneayembiM NeKapCTBEHHbIM CPEACTBOM (KOTOpble BCTpevanucb y >5% B Kakow-nubo u3 rpynmn)
OblNMU TOLWHOTA, rMnepemMus U ronoBHas 6onb. Y cyObeKToB, NOMyYaBLUMX NIEKapCTBEHHOE CPEACTBO,
Habnaganocb M3MEHEHUE AaBMEHNSA KPOBU HA ~2 MM PT.CT., MPEUMYLLECTBEHHO B T€YEHNE 4 4acoB
nocne BBEAEHMS [03bl; MaUUEHTbl, COOTBETCTBYKOLUME MNPEABAPUTENbLHO 3a4aHHbIM KPUTEPUSIM
JOCPOYHOTO MNpEKpaLLeHns y4acTus B UCCReAOoBaHUM MO MokasatenaAMm AaBneHus Kposu Obinu
pPaBHOMEPHO pacnpeaeneHbl Mexay rpynnon nnauebo u rpynnamM akTMBHOIO nedenus. U3 7
CEPbE3HbIX HEDONAronpUATHLIX SABMEHWA HE OAHO HE Oblo MNPU3HAHO CBA3AHHBIM C JIEYEHUEM
6peMenaHoTUAOM.

BeegeHne OpemenaHotuga npuBoAMNO K HEBOMbLUOMY MOBBLILUEHUIO CUCTOSNIMYECKOTO MU
ANacTONNYECKOTO AABMEHNUS KPOBU, MPU 9TOM MakCMManbHOE W3MEHEHME CUCTONMYECKOTO AaBNEHNS
cocraensAno 3,15 MM pT.CT. (CpeaHee 3Ha4YeHne B MOMEHTbI BUSUTOB 5 1 7) n Habnoganoch B rpynne,
nonyyaswen gosy 1,75 mr. MameHenua 3a nepuon oT 0 Ao 4 yacoB CTaTUCTUYECKU LOCTOBEPHO
oTnMYanncb OT TakoBbiX B rpynne nnauebo (95%-Hbln goBepuTenbHbii MHTepBan (Cl), He
nepecekatowmincsa ¢ 0) Tonbko B 2 rpynnax, fnonyyasluMX BbICOKME [03bl. BaHO OTMETUTb, 4TO
MOBbILUEHWE CUCTONIMYECKOTO AaBEHN KPOBU Habnoganu Tonbko B TeYeHMe NepebixX 4 4acoB nocne
BBeAeHMA OpemenaHoTuga. Bo Bcex cnyyasix 3HayeHus B UHTepBanax oT 4 Ao 8 4acoB M B
AanbHENLMX BPEMEHHbIX MHTEPBAaNax CTaTUCTUYECKM 3HAYMMO HE OTnMyanuck ot nnauyebo.

HeGonbluMe M3MEHEHUA  CUCTONMMYECKOTO WM AMacCTONUYECKOr0  OABNIEHUA  KPOBU
COMPOBOXAAnUCb YMEHbLUEHMEM 4acTOTbl CEpAEYHbIX COKpalleHur Ha 3-6 yaapoB B MUHYTY. 3Tu
M3MEHEHNS BbInNKM CTaTUCTUYECKU pasgenMMbiMK U 0TMevanueb B nepuog 0-8 yacos nocne BeeaeHus
OpeMenaHoTuaa. XoTa HE M3BECTHO, OTOOPAXKAKOT NK 3T U3MEHEHUs pednekc 6apopeLenTopoB Ha
MOBLILUEHNE [ABMNEHUA KPOBU, LIEHTPAanbHbIA MPOLECC MM HEKOTOPYK KOMOMHAaUMK MNpOLECCOB,
UMEIOLLMECH AaHHbIE MOKAa3bIBAKOT, YTO YMEHbLUEHUE NynbCa M 3HAYEHUA NPOU3BEAEHUS Nyrbca Ha
JaBrneHne KpoBM MOXeT ObiTb (PUBUONMOMMYECKM aganTUBHbIM W MOXKET CHUXATb BO3MOXHbIN
Kapauonormyecknini  puck HebOoNbLUOro OAHOBPEMEHHOTO MOBBLILUEHWA CUCTOSNIMYECKOTO [aBrieHus

KpOBMW.
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XOoTA MMEeno MeCTO YBENWYEHME YMCRa BbIMajaloWwmx 3HAYEHUn ANd MakCUmMarnbHbIX
M3MEHEHUN CUCTONMYECKOrO AaBMEHWS KPOBU OT WUCXOAHOrO YPOBHS Y MaUUEHTOB, MOMAy4YaBLUMX
neKapCcTBEHHOE CPEeACTBO, MPOAOIDKUTENBHOCTb 9TUX ABMEeHWW Obina BeCcbMa OrpaHUYEHHOMN.
WHTepBan 3anpoca BO Bpems OLEHOK B pamkax aMOynaTtopHOro MOHWUTOPWUHIa AAaBMEHUSA KPOBM,
COCTaBMABLUMA 15 MWHYT, NO3BONAMN ONPeAenuTb MaKCUMasbHYI0 MPOAOIDKUTENbHOCTb TaKux
konebGaHun 3HaveHuih. Kak BuaHO u©3 Tabnuubl 5 HWXKE, B HEMHOIMX Cnyvasix W3MEHEHUs
CUCTONUYECKOTO AaBrneHusa 6onee yeM Ha 10 MM pT.CT. npoagomkanucb 6onee 30 MUHYT, B TO BpEMSI
Kak HA B OJHOM Criydae MOBbILUEHUSA CUCTOMMYECKOro AaBneHusa bonee yem Ha 15 MM pT.CT. He
anunuce 6onee 30 MUHYT. 3TU BKMNIOYEHHbIE AAHHbIE HE COPTMPOBANM C Y4E€TOM COMYTCTBYIOLLEN
aKTMBHOCTK, TNPUEMa COMNYTCTBYKOLMX MPENaparoB WAM  APYIMX  KIMHUYECKMX  (DAKTOPOB,
NOTEHUMAaNbHO OKa3blBAKOLMX BAUSHUE HA pe3ynbTaT. Ecnu n nMeeTca KMMHNYECKoe 3HaYEeHUe 3TuX

N3MEHEHWI, TO OHO ABNSAETCA HE3HAYUTENbHbIM.

Tabnuua 5. KonebaHusa cUCTONMUYECKOro AaBrNeHUA KPOBU MO NMPOAOIDKUTENIBHOCTU

Fpynna nevyeHus ASBP > 10 mm pT. CcT,, ASBP > 15 mm pT. cT.,
NpPOAOIMKUTENBLHOCTL > 30 MUHYT | NPOAOIMKUTENLHOCTL > 30
MWUHYT
Mnaue6o 1 1
BMT 0,75 mr 1 0
BMT 1,25 mr 2 0
BMT 1,75 mr 0 0

CokpalleHusa: A - U3MEHEHUE;
BMT - 6pemenaHoTua; SBP -
CUCTONNYECKOE AABMNEHUE KPOBM.

BpemMenaHoTua XOopowo MepeHocunca BO BpeMs  uccnegoBaHud. Haubonee yacto
BCTpeYatloLmecs Buabl HEONaronpUSTHLIX SBNEHWIA, BO3SHMKAIOLLMX BO BPEMS JIEUYEHUS, KOTOPbIE YaLle
permcTpupoBanu B rpynnax, nonyyaslunx OpemMenaHoTui, BKOYanu rMnepeMuto nuua, TOLLHOTY,
PBOTY M ronoBHy 6onb. B nccnegosannn 395 nauMeHToB neyveHue nony4danu. Beero 26 naumeHToB
JOCPOYHO WCKIIOYUAN M3 UCCNEAO0BaHUSA, WCXO0AA U3 NPeaBapuTENbHO 3a4aHHbIX KPUTEPUEB
U3MEHEHNUS OAaBNEHWA KPOBWU, MPW 3TOM 3TU MauMEHTbl ObiNM pacnpedeneHbl No BCEM rpynnam
uccnegosanua (N = 26, nnauebo: 6, rpynnbl OpemenaHotTuga - 0,75 mr: 4; 1,25 mr: 9; 1,75 wmr: 7). 19

nayneHToB MUCKNMIO4YMIM 13 uccnegosaHuAa, ncxoga mn3 He6J'IaFOI'IpVIFITHbIX SABIEHUN, KOTOpbIE Obinn
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pacnpoctpaHeHbl no sceM rpynnam (N = 19, nnauebo: 5, rpynnel 6pemenadotuaa - 0,75 wr: 2; 1,25
mr: 4; 1,75 mr: 8). HeGnaronpusitHbiMn ABNEHUSIMU, KOTOPbLIE YaLle BCEr0 NPMBOAUNN K NPEKPALLEHNIO
yyacTtusa B uccneaoBsaHmm (MOMMMO COOTBETCTBUS KPUTEPUAM OTHOCUTENbHO AABMEHUS KPOBM), Obinu
rmnepemMmusi, TOWHOTa M pBoTa. Ha ocHoBe pe3ynbTaToB aHanu3a 6e30nacHOCTU, NPOBEAEHHOro
He3aBNCMMbIM KOMUTETOM MO MOHWUTOPUHTY AAHHbLIX, HUKAKWX CYLLECTBEHHbIX BONPOCOB UK Npobnem
6e30nacHOCTM B XOA4€ WUCCReaOBaHUs BbISBMEHO He Obino. He 6bino 3aperncrpMpoBaHO HUKaKUX
CEpbE3HbIX HEeONaronpuATHbIX SABNEHWIA, OTHOCAWMXCA K OpemenaHoTugy. HebnaronpuatHble
ABMNEHUA, Habnwgaemble B X04€ nepuoga ABOWHOrO CNEnoro feveHus, NpuBeaeHsl B Tabnuue 6
HUXKeE.

Ta6bnuua 6. He6naronpuaTHbIie ABNEHUA B Xo4e NevyeHUs ¢ ABOWHbLIM OCTensieHneM

HebnaronpusatHoe Mpynna nnaue6o Mpynnbl 6pemenaHoTnga
ABNeHue (N =97) 0,75 mr 1,25 mr 1,75 mr
(N =100) (N =99) (N =98)
Mo6oe® 49 (51%) 64 (64%) 61 (62%) 67 (68%)
TolwHoTa 3 (3%) 18 (18%) 22 (22%) 24 (24%)
mnepemus 0 17 (17%) 14 (14%) 17 (17%)
ronosHas 6onb 3 (3%) 9 (9%) 9 (9%) 14 (14%)
Bonb B mecte 3 (3%) 6 (6%) 6 (6%) 7 (7%)
BBEAEHNSA
WHdeKuns BepxXHUX 4 (4%) 8 (8%) 5 (5%) 4 (4%)
AblXaTenbHbIX NyTEN
3ya B mecTe 0 4 (4%) 4 (4%) 6 (6%)
WUHBEKLUMK
Tloboe, npusoasLLee K 5 (5%) 2 (2%) 4 (4%) 8 (8%)
AOCPOYHOMY
nperau.LeHmo
nevyeHus
PBoTa 0 0 1 (1%) 3 (3%)
MnepTeHsns 2 (2%) 2 (2%) 0 1 (1%)
ToLHoTA 0 0 0 3 (3%)
mnepemus 0 0 1 (1%) 1 (1%)

dYkasaHHbIe TUMbI SIBMEHNI BKMIOYAIOT Takne, KOTOPble BCTPEYanuchb ¢ 4actoTon =5% cpeam
cybbekToB, nonyyaBLUnX 6peMenaHoTua B kakon-nubo aose.

®Yka3aHHbIe TUMbl ABMEHMWIT BKIIOYAIOT TaKUe, KOTOPblE BCTPEYanuch y >1 cyGbekTa, nonyyasLUero
OpemenaHoTUA, B rpynnax pasfuyHon JO3MPOBKU.

Takum 06pasoM, y XKEHLUMH B MPeMeHonayse ¢ pasnuyHbiMu Tunammn FSD, 6pemenaHoTua,
CaMOCTOSITENbHO BBOAUMbIN AOMA NOAKOXHO B Ao3ax B 1,25 n 1,75 mr, Obin 3pPeKTUBEH B CHUXKEHUN
ANCTpecca, yBenmyeHun Bo30yKaeHue 1 xxenadve n ysenuyennn yucna SSE, npu atom Habnwoganm
YCTONYMBYIO 3aBUCUMMOCTb OT A03bl M CUCTEMATUYHOCTbL 3(PdeKkTa BO BCEX OCHOBHBLIX KOHEYHbIX
Toukax. SPPEKTMBHOCTL Habnwganm kak B nonynsauumn nuy ¢ HSDD, Tak 1 y nuy ¢ COYETaHHbIM

anarHosom HSDD/FSAD. 3Tu ynyyweHus npoaosrkanucb B TEYEHME BCEro nepuoja neveHus,
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yKasblBas Ha TO, YTO COCTOSHME MaUUEHTOB MOXET MPOAOIDKAThL YNyqLwaTbCs U NOCNe TPEX MECALEB

neveHuna. Y XeHWuH, nonyyaeswmx dpemenaHotua, Obina Gonee BbiCOKas BEPOATHOCTb, YEM Cpeau

YKEHLUMH, MonyyaBLumx nnauebo, A0CTMXKEHUS OCHOBHBLIX NMOPOroBbIX 3HAYEHUN nokasaTensa B Gannax

kak rno wwkane FSFI, Tak n no FSDS-DAO. bpemenaHoTug, Kak npasusio, XOpoLUo NepeHoCUrica.
Mpumep 2

CpaBHeHNe pe3ynbTaToB MCCNeaoBaHusa U3 npumepa 1 ¢ pesynbTatamy NpeaLecTBYLWmUX
UCCNEeI0BaHU C MHTpaHasanbHbIM NPUMEHEHMEM OpemenaHoTuaa y xeHwmH ¢ FSAD B nepuoa
npemMeHonay3bl M B MOCTMEHONAy3e MOKa3ano 3HaYMTENbHbIE pasnuuuMa napameTpoB Kak B
OTHOLLEHNN SPPEKTUBHOCTU, Tak M HeONaronpusitHblX ABNEHWA. Pe3ynbTartbl, NONydYeHHble Ans
JKEHLMH, npebbiBalowyx B NpemeHonayse B nnauebo-KOHTPONMPYEMOM, PaHAOMU3MPOBAHHOM,
ABOWHOM CMenom, NpoBOAMMOM B NapanmnernbHbIX rpynnax Ha oMy NpeaBapuTENbHOM UCCIELOBaHNUN
no oueHke 3PPEKTUBHOCTM U OE30MaCHOCTU WHTPaHasanbHOro npuMeHeHua OpemenaHoTuga
cybbekTam C pacCTPOWCTBOM CeKCyamnbHOro BO30yaeHust y »xeHwuH (FSAD), cpaBHuBanu ¢
pesynbTaTamu uccrnegoBaHua n3 npumepa 1. B uccnegoBaHuu ¢ MHTpaHasanbHbIM NMPUMEHEHUEM
paHaoMU3MpoBanu B 06LLEN CNOXHOCTU 76 cyObekToB, NpebbiBalOLWMX B NpeMeHonayse, npu stom 40
cybbekToB nonyyanu 6peMmenaHotug u 36 cybwekroB nonyyanu nnauebo. [isaguats agsa cybbekra,
nony4aswmx 6pemenadotTua, n 29, nonyyaswmx nnauebo, nccneaosaHue 3apepLumnu, npyu aTom 16
cybbekToB, nonydyaswmx OpemenaHotug (40%), npekparunu ydyactue B UCCReaoBaHWM B CBA3U C
HeGnaronpusATHbIMKU ABREHNSAMU. STO CONOCTABUMO C NoKasaTensamu uccnegoBaHus us npumepa 1, B
KOTOPOM, Kak nokasaHo B Tabnuue 6, Tonbko 8% cyObekToB, nonydaBlumx 1,75 Mr nOAKOXHO,
npekpaTuny y4actue B UCCrea0BaHUM NO NPUYMHE HEONAronpPUATHLIX ABNEHNUNA.

B wuccnegoesaHum ¢ MHTpaHasanbHbIM - MPUMEHEHUEM  JKEHLUMHbI, npebbiBalome B
npeMeHonayse, CaMoCTOATENLHO BBOAMNK cebe uHTpaHasanbHo ao3y 10 mr. Yepes 30 muHyT nocne
BBEAEHNA [03bl cpegHee 3HadeHume Cmax coctasngano 88,5 + 51,9 Hr/mn, MmegnaHa Cmax
coctaBnsana 81,1 Hr/mn, %CV cocrasnsan 58,6, MMHMManNbHoe 3Ha4eHne Cmax coctasnsano 0 Hr/mMn 1
MakcumarnbHoe 3HadeHune Cmax coctasnano 207 Hr/mn. Ona cpaBHeHWs, B UCCReaoBaHUU U3
npumepa 1 npuv BBEAEHWMM MOAKOXKHO A03bl 1,75 Mr, cpegHee 3HayeHne Cmax coctasndano 77,2 £
19,5 Hr/mn, MeamaHa coctaBnana 78 Hr/mn, %CV cocraBnsan 25, MUHMMAanNbHOE 3HAYeHue

cocTtaBnsaAno 15 Hr/mn n makcumanbHoe cocrasnano 115 Hr/mn.
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Y cyObeKkTOoB, KOTOpbIE€ WCMbITbIBANM PBOTY, TOWHOTY wunu oba 9TU SABAEHUS nocne
WHTpaHa3anbHOro BBEAEHWs npenapara B YCMNOBMAX KMWHMKW, OTMEYanu 3HaduTenoHo Oonee
BbICOKYIO (hapmakokmHeTnyeckyo (PK) koHUeHTpauuio, YeM y CyObEKTOB, Y KOTOPbIX HE Habnwganu
JaHHble cUMNTOMbI. Takum obpasom, Bapuauus dapmakokmHeTudeckux (PK) napametpos npu
MHTpaHa3anbHOM BBEJEHWUMN OKasbiBana HENocpeaCTBEHHOE BIIMSAHUE HA HEOnaronpuATHbIE SABMEHUA
M BHOCMNA BKMag B pasBUTWE AaHHbIX HEONaronpuATHbIX SABMEHUW. AHanornyHbiM 06pasom,
cTpatudukaumss Aonu cyGbekToB, Yy KOTOPbIX BO3HUKANO BO3OYXOEHME, M 4acTOTbl YCMELUHbIX
Crny4YaeB BO3HWUKHOBEHUA CEKCyanbHOro BREYEHMSA NO rpynnam C pasnuyHon (papmMakOKMHETUYECKON
KOHUEHTpauuen, nokasana 0Oonee BbICOKOE MW3MEHEHUE 4YacTOTbl BO3HMKHOBEHUSI CEKCyasbHOTO
BO3OY>XAEHNSA Yy CYOBLEKTOB, M YaCTOTbl YCMELUHbIX CMy4aeB BO3HUKHOBEHUSA CEKCYarnbHOIo BIEYEHUS
3a nepuoa OT UCXOAHOW TOYKM UCCREOBAHNUS 40 BU3UTOB 3 U 4 B UCCNESOBAHNN C MHTPAHA3asbHbIM
npuMeHeHnem BpemenaHoTuga y cy0bekToB, y KOTOPbIX KOHLUEHTpauusa bpemMenaHoTuga cocraenana
oT 50 go <100 Hr/mMn, no cpaBHeHUO C cybbektamu ¢ 6Gonee HU3KOWM uMnu Gonee BbICOKON
KOHUEHTpauuen bpemenaHoTuaa.

HecmoTpa Ha TO, 4TO Hactoduee u3obpetreHne ObiNo NoApPOOGHO OMUCAHO C KOHKPETHOMN
CCbINIKOW Ha [JdaHHble NPeanoyvTUTENbHbIE BapuaHTbl OCYLLECTBMEHUS, B APYrMX BapuaHTax
OCYLLECTBIEHNUA MOTYT AOCTUraTtbCa Te ke pesynbTatbl. Bapuwauun n moandmkauum HacTosLwwero
nsobpeteHna OyayT oyeBMAHbI cneyuanucTtam B JaHHOM obnactu, WM npeanonaraeTcs, 4To
HacTosiLee n3obpeTeHne OxXBaTbiBaeT BCE Takne moaudukaumm n aHanoru. MonHoe packpbiTue BCex
CCbINIOK, 3asBOK, NATEHTOB U NyOnUKaLMA, KOTOPble€ YNOMWHANUCb BbILIE, BKMOYEHbI B [aHHbIN

AOKYMEHT NocpeaCTBOM CCbIJIKK.
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POPMYJIA NBOBPETEHNA

1. Cnoco® neyeHnss XKEHCKOW CeKcyanbHOM AMCKYHKUMM Y NAUMEHTKM C AWarHO3oMm
JKEHCKasi CcekcyanbHas AMCAYHKUMA, HO npejnonaralollen CeKkcyanbHYK akTUBHOCTb, Mpu
YMEHbLUEHUN UNU CBEAEHUU K MUHUMYMY MOOOYHbIX 3PEKTOB, aCCOUUNPOBAHHBIX C NPUMEHEHNEM

6pemenaHoTHAA, BKITHOYAOLWWNA

BBEAEHME NaUMEHTKE NYTEM MOAKOXHOW WHBLEKUMM KOMMO3NUMKM, coaepallen He Oonee
npubnusntenbHo 1,75 wmr ©GpemenaHotTuaa unu  apMaUeBTUYECKM NPUEMIIEMON  COMK

B6pemMenaHoTnaa,

C WU3NEeYeHNEM TakuM 0Opa3oM MEHCKOW CeKcyamnbHOW AWCGYHKUUWM NPU YMEHbLUEHWUW UMK
CBEAEHUM K MUHUMYMY MNOGOYHbIX 3ChHEKTOB MO CPABHEHUIO C WHTpaHasanbHbIM BBEAEHUEM
6pemenaHoTuga unu apmaueBTUYECKU MpUeMNeMoin conu GpeMenaHoTuga B 3KBUBANEHTHOM

JI03UPOBKE.

2. Cnoco® no n.1, rae noboyHble SPAEKTH BKIKOYAKT OAHO WU HECKONMbKO K3
cneaylwyx: TOLWHOTA, rMnepemMus, ronosHaa 6onb, U3MEHEHMS CUCTONMYECKOrO AaBfEHUSA KPOBM,
U3MEHEHNS ANACTONNYECKOro AABMNEHNA KPOBU, MU3MEHEHUA YaCTOTbl CEPAEYHbIX COKPALLEHUIA, pBOTA

N TMnepTeH3ns.

3. Cnoco6 no n.1, rae SKBMBANeHTHas J03uMpoBka OpemenaHoTuaa wunu
dapMaLeBTMYECKN MpUEMNEMon conu BpemenaHoTuaa npeaycmatpuBaeT 03y, NPUBOASALLYIO K
NONYYEHUIO NO CYTW aHanOrMyHONW MUKOBOW KOHLEHTpauuu B nnasme B TedyeHue 60 MuHYT nocne
BBeAEeHMA OpemenaHoTuga no CPaBHEHUIO C MOAKOXKHOW MHBEKUMENW KOMMO3ULMK, COAEPKALLEN He
6onee npubnuautenbHo 1,75 Mr 6GpemenaHoTuaa wunu apmaleBTUUECKM NPUEMINEMON COMU

O6peMenaHoTuaa.

4. Cnoco® no n.3, rae aHanormyHasg no CyTU MUKOBAasl KOHLUEHTpauus B nnasme
npeacraBnsgeT Co0OM CPEHIO  MUKOBYID KOHUEHTpauuiwo OpemenaHoTuga B nnasMe  oOT

npnbnusntenbHo 60 40 120 HI/MN y COBOKYNHOCTU NALMUEHTOB.

5. Cnoco6 no n.1, rae He Gonee 1,25 mr GpemenaHoTvaa unm hapmaueBTUYECKU

npuemnemon conu 6peMmenaHoTuaa BBOAAT NyTEM NOAKOXKHOW| MHBbEKLUN.
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6. Cnoco® no n. 1, rae BBOAAT OT npubnuantensHo 1,00 go 1,75 mr 6pemenaHoTuga unu

drapmaneBTMYECKN NPMEMEMON conu BpemenaHoTuaa.

7. Cnocob no n. 1, rae BBOAAT OT npubnusntensHo 1,25 go 1,75 mr 6pemenadHoTnga unm

dapMaLeBTMYECKN NPUEMNEMON conn BpemenaHoTuaa.

8. Cnoco6 no n.1, rae KomMnosuuusa npeacraBnseT CcobOoW BOAHLI  PacTBOP,

coflepxaLluit conb auetat GpeMenaHoTuaa U rmuLUepuH.

9. Cnoco® no n. 8, rae KomMno3uuus nNpeacraBnsieT coboi BOAHbIA pacTBOP, COCTOSILLUNA

no cyTu u3 conu auertara 6pemenanoruga u 2,5% rnuuepuHa (sec/o6beMm).

10. Cnoco6 no n.8, rae conb auerar OpemenaHoTMaga B BOAHOM pacTBOpE
OpemMenaHoTuaa CoCTaBnsieT OT nNpudnuantensHo 6% a0 12% (Bec/BeC) B NepecyeTe Ha YKCYCHYIO

KMCIOTY.

11. Cnoco®6 no n.10, raoe komnosuuuMs xapakrepusdyerca pH, cocraBnsiowmum
npubnuanTensHo 5,0, 1 AONOMHUTENBHO COAEPXKUT OAHO WUIM HECKONbKO CPEACTB AN PErynupoBaHus

pH.

12. Cnoco6 no n. 11, rae 04HO UK HECKOMNbKO CPEACTB ANA perynuposanusa pH BknovaioTt

XMOPUCTOBOAOPOAHYIO KUCTOTY U TMAPOKCUI HATPUS.

13. Cnoco6 no n. 1, rae naumeHTka npebbiBaeT B NpeMeHonayse.
14. Cnocob no n. 1, rae nayneHTka npebbiBaeT B NOCTMEHONAYy3e.
15. Cnoco6 no n. 1 unu n. 3, rae Bapuauusi NMKOBON KOHLEHTPALUUWX B NNasme B TEYEHUE

MWHYT MOCHEe BBEAEHUSA MNyTEM MNOAKOXKHOW MHbeKkuun xapaktepusyetcsa %CV, TaBNAOLLUM
60 ocne BBege e O KOXHO e apakrepusyetca %CV, cocta 10

meHee 30.

16. Cnoco6 no n. 1, n. 3 unu n. 15, rae Bapnaunsa NMMKOBOM KOHLUEHTpaUuKM B MnasMe B
TeyeHne 60 MUHYT MOCNe BBEAEHWS NYTEM MOAKOXHOW MHBLEKLMU KOMMNO3WMLMW MEHbLUE Bapuauum
MMKOBOW KOHUEHTpauuu B nnasme B TedeHue 60 MUMHYT MOCne WHTpaHas3anbHOro BBEAEHUSA

6pemenaHoTuaa unu apmaleBTUYECKU NpUeMnemMon conu GpeMenaHoTuaa.
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17. Cnoco6 no n. 16, rage Bapuauus NUKOBOW KOHUEHTpauuu B MnasMe B TedeHune 60
MUHYT nocne BBeAEHUSA NYTEM MNOAKOXKHOW MHBbEKUUU xapakTepusyetcs %CV, COCTaBnALWMM MEHee

30.

18. Cnoco6 no n. 17, rae Bapuauusi NUKOBOW KOHUEHTpauuu B nnasme B TedeHue 60

MWHYT MOCIE MHTPaHa3anbHOro BBeAeHUst xapakrepuayetcsa %CV, coctasnaowmm 6onee 30.

19. Cnoco6 no n. 16, rae Bapuauuio NMUKOBOW KOHLEHTpauuu B Nnasme Oonpeaensitor y

COBOKYMNHOCTHU NayneHTOB.

20. Cnoco® nevyeHUs XKEHCKOW CeKkcyanbHOM AMCAHYHKUUM Yy NAUUEHTKW C AUArHO3oMm

YKeHCKas cekcyanbHas AUCHYHKUMS U NpeanonaratoLLen CEKCyarbHYIO akTUBHOCTb, BKITOYAIOLLWIA

BBEJEHWE NALUMEHTKE MNyTEM MNOAKOKHOMW WHBLEKUMM KOMMO3MUMKU, cofepxawen He Gonee
npubnusntenbHo 1,75 wmr ©GpemenaHoTvaa unu  apMaUeBTUYECKM NPUEMIIEMON  COMK

OpemenaHoTnaa,

C M3NeYeHMeM Takum obpasoM XKEHCKOM CeKCyanbHOW ANCHYHKUMW, TAe JevYeHue
XapaKkTepusyeTcs MNOBbILLEHHOW 3(PEKTUBHOCTLIO MO CPaBHEHWKO C WHTpaHasanbHbIM BBEAEHUEM
OpemenaHoTMga wunu apmMaueBTUYeCcKu MNpuemMnemMon conu OpemMenaHoTMaa B 3KBUBANEHTHOW

[103UPOBKE.

21. Cnoco6 no n. 20, rae Ha nNOBbILIEHHYD 3MPEKTUBHOCTb YKA3bIBAET MOBbILUEHWE
4YacTOTbl MOJOBbLIX aKTOB, MPUHOCALUMX YAOBNETBOPEHNE, NOCNEe BBeAEHUA BpemMenaHoTuaa unm ero

dapMmaueBTUYECKN NPUEMIIEMON COMN.

22. Cnoco6 no n. 20, rae Ha NOBbILLEHHYIO 3PEEKTUBHOCTb YKA3bIBAET yny4lleHne obLuen

cekcyanbHON PYHKUUN.

23. Cnoco® no n. 22, rae ynydweHue oOWEN cekcyanbHOW (OYHKLUUM OLIEHMBAIOT MO

WHOEKCY YKEHCKOW CEKCyanbHOW PyHKUNN.

24. Cnoco® no n.23, roe ynydweHWe WHAEKCa >KEHCKOM CeKcyanbHOW (pyHKUMK

coctasnseT 3 6anna unu 6onee.



10

15

20

25

WO 2014/071339 4 PCT/US2013/068386

25. Cnoco® no n. 20, rae Ha NOBbIWEHHYK 3MGEKTUBHOCTL YKa3biBAET YMEHbLUEHMWE

COMYTCTBYIOLLIErO ANCTPECCA, CBA3AHHOIO C CeKcyasibHOM UCHYHKUMNEN.

26. Cnoco® no n. 25, rae ymMeHblUeHWEe COMNYTCTBYIOLEr0 AUCTPEecca, CBS3AHHOIO C

ceKkcyanbHOW ANCKYHKUMEN, OLIEHMBAIOT MO LUKane >KeHCKOro cekcyanbHoro aucrpecca DAO.

27. Cnoco6 no n.20, rae SKBMBaNeHTHast [J03MpoBka OpeMenaHoTMaa uWnu
dapMaLeBTMYECKM MPUEMNEMON conu BpemenaHoTnaa npeaycmatpuBaeT 03y, NPUBOAALLYIO K
NONYYEHUIO aHANOrMYHON MO CYTU MUKOBOW KOHUEHTpauuu B nnasme B TedyeHue 60 MUHYT nocne
BBeAEeHMA BpemenaHoTuga no CPaBHEHUIO C MOAKOXKHOW MHBEKUMEN KOMMO3WULMKM, COAEPXKALLEN HE
6onee npubnuautenbHo 1,75 Mr 6pemenaHoTuaa wunu apmaueBTUYECK NPUEMINEMON COMU

OGpemMenaHoTuaa.

28. Cnoco® no n.27, rae aHanorMyHasi no CyTM MUKOBAas KOHUEHTpauus B nnasmMe
npeacraBnsger CcobOOM CPEegHIo  MUKOBYKD  KOHUEHTpauuio OpemenaHoTuga B nnasme  oT

npnbnusntenbHo 60 40 120 HI/MN y COBOKYNHOCTU NALUEHTOB.

29. Cnoco6 no n. 20, rae He Gonee 1,25 mr GpemenaHoTuaa wnu apmMaleBTUYECKU

npremsnemMon conu GpeMenaHoTuaa BBOAAT NyTEM NOAKOXHOW MHBEKLMM.

30. Cnoco6 no n. 20, rae BBOAAT OT npubnusutensHo 1,00 go 1,75 mr 6GpemenaHoTnaa

unu bapmaleBTUHECKU NPUEMIIEMON Conn GpemenaHoTnaa.

31. Cnoco6 no n. 20, rae BBOAAT OT nNpubnuautenbHo 1,25 ao 1,75 mr 6pemenaHoTuaa

unu chapMmaleBTUYECKM NpUemnemMon conn dpemenaHoTuaa.

32. Cnoco6 no n.20, rae komMno3uuusi npeactaBnsieT coboi BOAHLIA  PacTBOP,

cofiepxaLluit conb auetat GpeMenaHoTUaa u rmuLUepuH.

33. Cnoco® no n. 32, rae KOMNo3numsa npeacraBnsaeT cobon BOAHbLIA pacTBOP, COCTOSILLIMA

no cytu u3 conu auetara 6pemenaHornga u 2,5% rnuuepuHa (sec/o6beMm).

34. Cnoco6 no n.32, rae conb auetrar OpeMenaHoTuga B BOAHOM pacTBOpe
OpemMenaHoTuaa CoCTaBnsieT oT npudnuantensHo 6% a0 12% (Bec/Bec) B NepecyeTe Ha YKCYCHYIO

KMCIOTY.
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35. Cnoco® no n.34, raoe KomMnosuuuMs xapaktepudyetca pH, cocTtaBnsioWmm
npubnuanTensHo 5,0, N AONOMHUTENBHO COAEPXKUT OAHO UITM HECKOMbKO CPEACTB AN PErynMpoBaHUs

pH.

36. Cnoco6 no n. 35, rae 04HO UNKU HECKOMNbKO CPeAcTB ANs perynupoBaHusa pH BknovaioT

XTOPUCTOBOOPOAHYIO KUCIIOTY W TMAPOKCUA HATPUS.

37. Cnoco6 no n. 20, rae nauneHTka npebbiBaeT B NpeMeHonayse.
38. Cnoco6 no n. 20, rae nauyneHTka npebbiBaeT B MOCTMEHONAY3e.
39. Cnoco® neyeHuss >KEHCKOW CeKcyanbHOM AWCKYHKUMM Yy NALMEHTKW C AUarHo3om

JKEHCKas cekcyanbHasi AMCGYHKLMS, Npeanonaratolleil cekcyanbHylo akTUBHOCTb, NPU YMEHbLUEHUU
UMM CBEAEHMM K MUHUMYMY MOOOUHBIX 3(PEEKTOB, acCOLUMMPOBAHHLIX C MNPUMEHEHUEM

OpemMenaHoTuaa, BKIOYaoLnii

BBEJEHWE NAUMEHTKE MNyTEM MOAKOKHOW WHBEKUMM KOMMO3MUMKU, cofepxkalwen He Oonee
npubnusntenbHo 1,75 wmr OpemenaHotMaa unu  papmaueBTUHECKM MPUEMMEMON  COMMU

OGpemMenaHoTnaa,

C u3neyeHnem Takum o0Opa3oM >KEHCKOW CeKcyanbHOW AWCKHYHKUMU NpU  YMEHbLUEHUM

HexkenaTenbHbIX NOGOYHbIX 3P AEKTOB.

40. Cnoco6 no n. 39, rae He Gonee 1,25 mr 6pemenaHoTuaa wnu cdapmMaLeBTUYECKU

npuemnemMon conu 6peMenaHoTaa BBOAAT NyTeM NOAKOXHOM UHBEKLIMM.

41. Cnoco6 no n. 39, rae BBOAAT OT npubnusutensHo 1,00 ao 1,75 mr 6peMenaHoTuaa

unu chapMmaleBTUYECKM NpuemnemMon conu dpemenaHoTuaa.

42. Cnoco®6 no n. 39, rae BBOAAT OT nNpubnuantenbHo 1,25 go 1,75 mr 6peMenaHoTuaa

unu papMmaleBTUYECKM NPUEMEMONR conn BpemenaHoTuaa.

43, Cnoco® no n.39, rae komMno3uumsi npeacrtaBnsieT coboi BOAHLIA  PacTBOP,

coJepxaLluit conb auetat 6peMenaHoTUaa u rmuuepuH.
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44, Cnoco® no n. 43, rae KOMNO3numMa npeacrasnaeT cobon BOAHLIM pacTBOP, COCTOSILLMA

no cytu u3 conu auetara 6pemenadotuga u 2,5% rnuuepunHa (sec/o6bem).

45. Cnoco6 no n.40, rae conb auetar OpeMenaHoTuga B BOAHOM pacTBope
OGpemenaHoTUAa COCTaBMAET OT NpuMbnuanTensHo 6% A0 12% (BeC/BEC) B MepecyeTe Ha YKCYCHYIO

KMCIOTY.

46. Cnoco6 no n.45, rae komnosuuusi xapaktepusyetca pH, cocTtaBnsioLMM
NpuoNU3NTENLHO 5,0, M AONOMHUTENBHO COAEPXKUT O4HO UIN HECKONBKO CPEACTB ANA PErYNMpPOBaHNS

pH.

47. Cnoco® no n. 46, rae 0AHO UK HECKOMNbKO CPEACTB ANSA perynupoBanusa pH BknovaioT

XIIOPUCTOBOAOPOAHYIO KUCIIOTY W TMAPOKCUA HATPUS.

48. Cnoco6 no n. 39, rae HexenarenbHble MOOGOYHbIE 3HPEKTbI BKMIOYAKT OAHO WUIU
HECKONbKO U3 Cneaylwmx. TOLUHOTa, TUnepemMusi, ronoBHast 005b, M3MEHEHWA CUCTONNYECKOro
AaBMNEHNA KPOBU, U3MEHEHUS ANACTONMYECKOro AaBfEHUs KPOBM, M3MEHEHUSA 4acTOTbl CEpAeYHbIX

COKpaLLEHWii, pBOTA M TMMEPTEH3NS.

49. Cnoco6 no n. 39, rage Bapuauua NUKOBOW KOHUEHTpauuu B nnasMe B TeyeHue 60
MUHYT MOCNe BBEAEHUSA NMYTEM MOAKOXKHOW MHBbEKLMU XapakTepusyetca %CV, cocTaBnsaowmm MeHee

30.

50. Cnoco® no n.39 unu n.49, rge Bapuauust NMUKOBOW KOHLEHTpaUuW B Nnasme B
TedyeHne 60 MUHYT NOCNe BBEAEHWUS KOMMO3UUMK NYTEM MOAKOXHOM WHBLEKLMM MEHbLUE Bapuauun
MMKOBOW KOHUEHTpauuu B nna3me B TedeHne 60 MUMHYT MNOCNe WMHTPaHa3anbHOro BBEAEHUSA
OpemenaHoTuga wunu apMaueBTUYECKM MNPUEMIIEMON COnMM OpeEMenaHoTMaa B 3KBUBANEHTHOM

J03UPOBKE.

51. Cnoco® no n. 50, rae Bapuauus NUKOBOW KOHUEHTpauuu B MnasMe B TeyeHue 60
MWUHYT Nnocne BBeAEHUSA NYTEM MOAKOXKHON MHBbEKUUU XapakTepusyetcs %CV, COCTaBnALWMM MEHee

30.
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52. Cnoco® no n. 50 wunu n.51, rge Bapuauus NMUKOBOM KOHLUEHTpauuu B Mnasme B
TeyeHne 60 MMHYT Mocne WMHTpaHasanbHOro BBeAeHuA Xxapakrepusyetrca %CV, cocTaBngiowmm

6onee 30.

53. Cnoco6 no n. 50, n. 51 unu n. 52, rae Bapuauuio NUKOBON KOHLEHTpaUMK B nrasme

onpeaensitoT y COBOKYMHOCTU NAaLMEHTOB.

54. Cnoco6 no n. 39, rae nauneHTka npebbiBaeT B NpeMeHonayse.
55. Cnoco6 no n. 39, rae nauyneHTka npebbiBaeT B NOCTMEHONAY3E.
56. MpuMeHeHne [03bl COCTaBa, cogepxalwen He OGonee npubnuantenbHo 1,75 wr

6pemenaHoTMaga wnu ¢apMaueBTUYMECKM NpueMnemMoil conu GpemenaHoTuaa, B NPOM3BOACTBE
NEKApPCTBEHHOTO MpenapaTa Ans MNOAKOXHbIX WHBEKUWA ANsl NEYEHUS] XKEHCKOW CEeKCyarbHO
ANCHYHKUMM Yy MaUUeHTKW C [AWArHo3oM >KEHCKasl cekcyanbHasi AUCKYHKUMS, npeanonaratoLled

CeKCyalibHYIKO aKTUBHOCTb.

57. MpumeHeHne no n. 56, rae coctas coaepkut He Gonee 1,25 mr GpemenaHoTuaa unu

drapmaueBTMYECKN NPUEMEMON conu BpemenaHoTuaa.

58. MpumeHeHne no n. 56, rae cocraeB cogep>ut ot npubnusutenbHo 1,00 go 1,75 wmr

6pemenaHoTuaa Unu papMaueBTUYECKN NPUEMIEMON cony GpemenaHoTmaa.

59. MpumeHeHne no n. 56, rae cocraB coaep)kUT oT npubnusutenbHo 1,25 ao 1,75 wmr

6pemenaHoTuaa unu apmaueBTUYECKM NpUemMnemon conu GpeMenaHoTuaa.

60. MpumeHeHne no n. 56, roe cocraB npeacraBnsieT cobGoW  BOAHBLIA  pacTBOp,

cofiepxalluit conb auetat 6peMenaHoTUaa u rmuLepuH.

61. MpuMeHeHune no n. 56, rae cocras NpeacTaBnseT cobon BOAHbIA pacTBOP, COCTOSALLMIA

no cytu u3 conu auetara 6pemenanoruga u 2,5% rnuuepuna (sec/o6beMm).

62. MpumeHenne no n. 61, rae conb auerar bpemenaHoTmaga B BOAHOM pacTBOpe
OpemMenaHoTuaa CocTtaBnsieT oT nNpudnusantensHo 6% a0 12% (Bec/Bec) B NepecyeTe Ha YKCYCHYHO

KMCIOTY.
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63. MpumeHeHne no n.61, roe cocrtaB Xxapaktepusyetca pH, cocrtasnsowmm
npubnuanTensHo 5,0, 1 AONOMHUTENBHO COAEPXKUT O4HO NN HECKONBKO CPEACTB ANA PEryNnMpoBaHns

pH.

64. MpumeHeHne no n. 63, rae OQHO UMM HECKOMbKO CPeacTB Ana perynuposanua pH

BKMIOYAIOT XIMOPUCTOBOOPOAHYIO KUCTNOTY W TMAPOKCUA HATPUS.

65. BpemenaHoTMa AnNa nNPUMEHEHUss B Crnocobe neyvYeHus XKEHCKOW CeKcyamnbHOW
ANCPYHKUMK, TAe yKasaHHbI cnoco® BKMOYAET BBEAEHUE NYTEM NOAKOXKHOW MHBEKLMU KOMMO3ULIUN,
cogepxauwen He Oonee npubnuantensHo 1,75 wmr OpemenaHoTuaga unum  papMalUeBTUYECKN

npuemnemon conu GpemenaHoTuaa.

66. MpuMeHeHne no n. 65, rae coctas coaepxut He Gonee 1,25 mr 6GpeMenaHoTuaa unu

drapmanleBTUUECKA MPUEMMNEMON CONKU BpemenaHoThaa.

67. MpumMeHeHne no n. 65, rae cocraB cogepxut ot npubnusutenbHo 1,00 go 1,75 wmr

6pemenaHoTuaa unu papmaueBTUYeckn NpuemMnemon conu GpeMenaHoTuaa.

68. MpumeHeHne no n. 65, rae cocraB cogep>unt ot npubnusutenbHo 1,25 go 1,75 wmr

6pemenaHoTuaa unu papmaueBTU4eckn npuemsiemMon conu 6peMenaHoTuaa.

69. MpumeHeHne no n. 65, rge coctaB npeacraBnseT cobol  BOAHbLI  pacTBOp,

cofiepxaLluit conb auetat 6peMenaHoTuaa u rmuLUepuH.

70. MpumMeHeHune no n. 65, rae cocrtaB npeacTaBnseT coboi BOAHbLIA PacTBOP, COCTOSALLNIA

no cyTu u3 conu auertara 6pemenanoruga u 2,5% rnuuepunHa (sec/o6beMm).

71. MpumeHeHne no n. 69, rae conb auerar 6pemenaHoTuaga B BOAHOM pacTBOpe
OpemMenaHoTuaa CoCTaBnsieT OT nNpubnuautensHo 6% a0 12% (BeC/BeC) B MEpPecyeTe Ha YKCYCHYIO

KMCIOTY.

72. MpumeHeHne no n. 70, rae cocraB xapakrepusyetrca pH, cocrtasnswowum 5,0, u

JOMOJHUTENBHO COAEPXKUT OHO UMM HECKONIbKO CPEACTB ANs PErynupoBaHus pH.
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73. MpumeHeHne no n. 72, rae OAHO WM HECKONbKO CpeacTB ANA perynuposaHus pH

BKIMIOYAIOT XITOPUCTOBOAOPOAHYIO KUCINOTY W TMAPOKCUA HaTpus.

74. MpeaBapuTenbHO 3anofIHEHHaA eauHWua  O03MpOoBaHUA, coAepkawas BOAHbIN
pacTBoOp conu auetara 6pemenaHoTuga ¢ cogepxaHuem bpeMenaHotTuga He 6onee npubNU3UTENbLHO

1,75 mr.

75. MpeaBapuTenbHO 3anofiHEHHAas e€auHULA A03UPOBaHUA NO N. 74, AOMNOMHUTENbHO

BKMIOYalOLLAs NPEABaAPUTENBHO 3aNONMHEHHbIA LUMPULL.

76. MpeaBapuTenbHO 3anoflHEHHAas €auHUUa A03UPOBaHUA NO M. 74, AOMNOSHUTENbHO
BKITIOYAIOLLIASA KapTPUaK, aAanTUPOBAaHHbIA ANA NPUMEHEHNSA B YCTPOWCTBE J0CTABKN NEKAPCTBEHHOIO

cpeficTBa AN NOJKOXHOTO BBEAEHUS.

77. MpeaBapuTenbHO 3anoflHEHHas eauHUUa A03UpoBaHWUSA No N. 74, AOMOSHUTENbHO

cogepxawasa 2,5% rnuuepuHa (Bec/obbem).

78. MpeaBapuTenbHO 3anofiHeHHaa eAuHuua A03UpoBaHWA no M. 75, rae conb auetar
OpemMenaHoTuga B BOAHOM pacTBope OpemenaHoTuga coctaBnaeT OT npubnuanTenbHo 6% a0 12%

(Bec/BeC) B nepecyeTe Ha YKCYCHYIO KUCNOTY.

79. MpeaBapuTenbHO 3anofnHeHHasa eguMHuLa 403MpoBaHnA no n. 78, rae BOoAHbIN pacTBOp

COCTOWT NO CYTU U3 COMnu aueTata bpemenaHotTuaa u 2,5% rnuuepuHa (Bec/obbem).

80. MpeaBapuUTEnbHO 3anofIHEHHAs eAnHULA A03UMPOBAHUA NO N. 79, rae BOAHbLIN pacTBop
Xxapakrepusyetca pH, coctasnawowmmM npudnuantensHo 5,0, 1 AONONHUTENBHO COAEPXKUT OAHO UMK

HECKONbKO CPEACTB ANsl perynupoBanusi pH.

81. MpeasapuTenbHO 3anofiHEHHaA eauHuua [osumposaHua no n. 80, rae O4HO unu
HECKONbKO CpeacTB ANsl perynupoBaHusa pH BKITHOYAOT XJTOPUCTOBOAOPOAHYIO KUCIOTY U TMAPOKCHA

HaTpus.

82. Cnoco® neyeHnss KEHCKOW CeKCcyanbHOW AWMCKYHKUMWM Y NAUMEHTKM C AWarHo3om

JKEHCKas cekcyanbHasi AUCKYHKUUSA, NpeanonaratLleil CeKCyanbHylo akTUBHOCTb, MPW YMEHbLUEHUU
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WM  CBEAEHMM K MUHUMYMY MOOOUYHbIX 3(pdEKTOB, acCOUMMPOBAHHLIX C MNPUMEHEHUEM

OpemMenaHoTuaa, BKoYaoLuii

BBEJEHUE NaLWEHTKE NyTEM NOAKOXHOW MHBEKLUM KOMNO3ULMK, cofepxkalleil GpemenaHoTua
unu capMaueBTUYECKM NPUEMIIEMYIO COMb OpemenaHoTuaa B KONMYECTBE, [OCTaTOMHOM Anst
MONy4YeHUs MUKOBOI KOHLIEHTPALMK B nnasme GpemenaHoTuaa B TedeHne 60 MUHYT nocrne BBeAEHUs

GpemMenaHoTuaa NauneHTKe, cocTaBnsoLlen He 6onee npudnuantensHo 120 Hr/MN,

C WU3NeYeHWEM TakuM 0Opa3oM XKEHCKOWM CeKCyamnbHOW AMCYHKLMUM NP YMEHbLUEHUU UMW

CBEAEHUM K MUHUMYMY HEXemnaTenbHbIX NOOOUHbIX 3 HEKTOB.

83. Cnocob no n. 82, rae NUKoBas KOHUEHTpauuss 6pemMenaHoTuaa B nNnasMe CoCTaBnsieT

Nno MeHbLUEW Mepe NpUBNM3nTENbLHO 60 Hr/mI.

84. Cnoco® no n. 82 unu n. 83, rae nNMKoBas KOHUEHTpauusa B Mnasme COCTaBMSIET He

6onee npubnusntensHo 100 Hr/MN.

85. Cnoco® no n.82, rae noGouHble 3PMEKTbl BKMAYAOT OAHO WM HECKOSIbKO U3
cneaylowyx: TOLWHOTA, TMNepemMusi, ronoBHas 60nb, U3MEHEHNUS] CUCTOSNIMYECKOTO AaBMEHUSA KPOBM,
U3MEHEHNS ANACTONNYECKOro AABMEHNA KPOBU, MU3MEHEHUA YacCTOTbl CEPAEYHbIX COKpaLLEHWUA, pBOTa

N TMNepTeH3unA.

86. Cnoco6 no n. 82, rae He Gonee 1,25 mr GpemenaHoTuaa unu dapmMaLeBTUYECKU

npuemnemMon conu 6pemenaHoTaa BBOAAT NyTeM NOAKOXKHON UHBEKLIMM.

87. Cnocob6 no n. 82, rae BBOAAT OT npubnusutensHo 1,00 ao 1,75 mr 6peMenaHoTuaa

unu cpapMmaleBTUYECKM NpuemnemMon conu dpemenaHoTuaa.

88. Cnocob6 no n. 82, rae BBOAAT OT nNpubnuantenbHo 1,25 go 1,75 mr 6peMenaHoTuaa

unu papMmaleBTUYECKM NpUemMnemMon conu dpemenaHoTuaa.

89. Cnoco® no n. 82, rge koMno3uuus npeacraBnseT coOOM BOAHbLIA PacTBOP,

coJepxalluit conb auetat GpeMenaHoTUaa u rmuUepuH.
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90. Cnoco® no n. 89, rae KOMMNO3nUmMA NpeacTasnaeT cobon BOAHLIA pacTBOP, COCTOSILLMA

no cytu u3 conu auetara 6pemenanotuga u 2,5% rnuuepurHa (sec/o6bem).

91. Cnoco6 no n.90, rae conb auetar OpeMenaHoTMga B BOAHOM pacTBope
OGpemenaHoTUAa COCTaBMAET OT NpuMbnuanTensHo 6% A0 12% (BeC/BEC) B MepecyeTe Ha YKCYCHYIO

KMCIOTY.

92. Cnoco6 no n.91, rae Komnosuuusi xapakrepusyeTcsa pH, cocraBnsiowum
NpuoNU3NTENLHO 5,0, M AONOMHUTENBHO COAEPXKUT O4HO UIN HECKONBKO CPEACTB ANA PErYNMpPOBaHNS

pH.

93. Cnocob no n. 92, rae 0AHO UK HECKOMNbKO CPEACTB ANSA PerynupoBanusa pH BknovaioT

XIIOPUCTOBOAOPOAHYIO KUCIOTY W TMAPOKCUA HATpUsI.

94. Cnoco® no n. 82, rae nauneHTka npebbiBaeT B NpeMeHonayse.
95. Cnoco® no n. 82, rae nayneHTka npebbiBaeT B MOCTMEHONAy3e.
96. Cnoco6 no n. 82, rae Bapuauusa NUKOBOW KOHLUEHTpauuu B nnasme B TeyeHue 60

MUHYT Mocne BBEAEHUS NYTEM MOAKOXKHON MHBbEKUMK xapakTepusyeTcs %CV, coCTaBnsaoWmMM MeHee

30.

97. Cnoco6 no n.82 wnu n. 96, rae Bapuauusi NMUMKOBOW KOHUEHTpauuu B nrasme B
TedyeHne 60 MUHYT MOcne BBEAEHWUS KOMMO3UUMW NYTEM MOAKOXHOW WHBLEKUMWM MEHbLUE Bapuauun
MMKOBOW KOHUEHTpauuu B nna3me B TeyeHne 60 MUHYT nocne WHTpaHasanbHOro BBEAEHUSA
OpemenaHoTuga wunu apMaueBTUYECKU MNPUEMIIEMON CONMM OpeEMEenaHoTMaa B 3KBMUBANEHTHOM

JO3UPOBKE.

98. Cnoco6 no n. 97, rae Bapuauus NUKOBOW KOHUEHTpauuu B MnasMe B TeyeHue 60
MWUHYT Nnocne BBeAEHNS NYTEM MOAKOXKHOW MHBbEKUMU XapakTepusyeTtcs %CV, CoCcTaBnsaoWmMM MeHee

30.

99. Cnoco® no n. 97 wunu n. 98, rge Bapuauus NMUKOBOM KOHUEHTpauuu B Mnasme B
TeyeHne 60 MUHYT MOCREe WHTpaHasanbHOro BBEAEHMA XapakTtepusyetca %CV, cocTaBnsiommMm,

6onee 30.
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100. Cnoco6 no n. 96, n. 97, n. 98 unu n. 99, rae Bapvauuio NUKOBOW KOHLUEHTpauuu B

nrnasmMe onpeaensioT y COBOKYNHOCTU MaLMEHTOB.
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