BuHaxig HanexuTb A0 ranysi 4omnosiyoi i/abo »xiHouoi ctaTeBOi AMUCOhYHKUIT. KOHKpETHIlle BMHaxia
CTOCYETbCS 3aCTOCYBaHHA Ha BUMOry 3-anbda-aHgpocTeHAiony, nepeBaXkHO, B NOEAHAHHI 3 iHribitopom
drochoniectepasu 5 tuny (PDES).

CrateBa gucdyHkuia y yvonosikis (MSD) ctocyeTbCcsa pisHMX nopylweHb abo HeJoCTaTHOCTI cTaTeBol
dyHKLiT y YONOBIKIB, BKNOYaUK 3aranbMoBaHe cekcyanbHe baxanHa (ISD), epexktuneHy ancdyHkuio (ED)
abo iMnoTeHUilo | nepeayvacHy eskynauito (PE, TakoxK BigoOMy §K LLUBMAKA €AKYNAUiA, paHHa eakynsauis abo
NnpucKopeHa eakynAuisa) i aHoprasmito. ED ycniluHO BUNIKOBYETHCS 3 BUKOPUCTAHHAM iHribiTopiB PDES, Takux
K cungeHadvin, sapgeHadin i Taganadin. CyyacHi ycniwHi npenapaTtu anda nikysaHHa PE BKnwo4aloTb
aHecTe3ylodi kpemu (Taki Ak nigokaiH, npunokaiH i komOGiHauil), AKi 3HWXKYIOTb YyTNMBICTbL MNeHica, i
aHTuaenpecant 3 rpynu SSRI (CenekTMBHMIA iHFGITOp 3BOPOTHOIC 3axOMNMEHHS CEPOTOHIHY), Takux SK
NapoKCEeTUH, PNYOKCETUH i cepTpaniH. Ha agaHMii MOMEHT HeBIAOMI pe3ynbTaTuBHI 3acobM ANA NiKyBaHHSA
ISD.

CrateBa gucdyHkUia y xiHok (FSD) cTocyeTbes pisHUX NopyLlueHb abo HEZOCTaTHOCTI cTaTeBoi PyHKUT,
BKIIOYAKOYM BTPATy iHTEpPECY A0 CTaTeBOl aKTUBHOCTI, MOBTOPIOBAHY HE3JATHICTb A0 AOCATHEHHS abo
NiATPUMKU CTaTeBOro 30Yy[)KEHHS, HE3[ATHICTb A0 AOCATHEHHA OprasMmy NiCnsi AOCTaTHLOTO 30YAXKEHHS.
HegasHimn gocnigxeHHaMmu sctaHoBneHo, wo B CLUA 43 % XiHOK cTpaxkgaloTb Big cTateBoi AuceyHkuii [1].
Hu3bkuii cTaTeBuin NoTar (MOWMPEHICTb 22 %) i npobnemn 3 ctaTeBUM 30YIKEHHAM (NMOLMPEHICTL 14 %)
Haneatb A0 HambinbLl NOLLUMPEHUX KaTeropin crareBoi AucoyHkuii y iHok. Lli kateropii 3py4Hi B
opmyBaHHi poB0oYMX BUSHAYEHDb | NPUWHATOrO NEKCUKOHA ANSA AOCMIAHMKIB i NpakTuKylounx nikapie. OgHak
MOXe OyTU MOMWUMKOBUM PO3rNsia UMX po3nagis gk abCcomnMOTHO He3aneXHMX OAWH Bid 0aHOro. TeMaTuuHi
OOCRiQXKeHHA, Tak caMO fAK | enigemionoridHi AOCRiAXeHHS, AEeMOHCTPYIOTb, WO Ui po3nagn MOXyTb
nepekpuBaTuca i MOXyTb OyTM B3aemosanexHi. Y Aedkux Bunagkax MOXKIUBO BCTAHOBUTU NEPBUHHE
3aXBOPIOBaHHA, KE NPUBENO A0 iHWKX, ane B 6aratbox BUNagkax Le HEMOXKITUBO.

3-Anbda-aHapocreHgion onucaHuii B nateHTi CLLUA 6242436 B1 ak anbTepHaTtuBa Tepanii HaCMYEeHHA
aHApOreHomMm i 3acibé nikyBaHHs npobnem, NoB'A3aHUX i3 3MEHLUEHHAM/BUCHAXEHHAM aHAPOTEHy y NIOANHMN.
OnucaHa mMeTa Ui€l 3aMiHM MONsira€é B TMOMNOBHEHHI CyOMIi3ioNnoriYyHMX CUPOBATKOBUX KOHLUEHTpAaLUin
aurigpotectoctepoHy (DHT) wnaxom npusHaveHHa 3-anbda-aHgpocteHaiony. Takox, 3rigHoO 3 naTeHToOM
CLUA 6242436 B1, MmexaHiam edeKkTy 3HWXKEHHS npobnem, MOB'A3aHMX i3 3MEHLUEHHSAM/BUCHAXKEHHAM
aHaporeHy, nonsarae B nonoBHeHHi (DHT). BucHaxxeHHs1 aHAporeHy MoXe 3HW3UTU CceKkcyarnbHY MOTUBALI.
OpHak 3HWKEHHA CeKcyarnbHOT MOTUBALT YacTO HE BUKITMKAHE aHOMANbHUMMW KOHLEHTpaUiaMn aHapPOreHy.

Ina nikyBaHHs1 CTaTEBUX po3najiB y YonoBikis i/abo xiHok OyB 3anponNOHOBAHUI | 3aCTOCOBYBABCS LIiNui
pag pisHux Buaie Tepanii, Oinbw abo MeHw ycniwHux. Hanpuknag, B WO 2005/107810 onucaHe
3aCTOCYBaHHA TECTOCTEPOHY i iHribiTopy dhocdoaiectepasu 5 Tuny (PDES), npuyomMy Ui KOMNOHEHTW NOBUHHI
BUBINbHATUCA B NEBHOMY MOPSAAKY i Yy BCTAHOBSEHI YacoBi paMK/ 3 ypaxyBaHHAM CTaTeBOl aKTUBHOCTI. Xo4a
us Tepania gana 6aratooBiuslodi pes3ynbTati, BUKOPUCTAHI 4acoBi pamku po3rnsgalTbes sk HebaxkaHo
[JOBIi B KOHTEKCTi NepeaYacHoi crateBoi akTMBHOCTI. BinbLue Toro, Tepanis, onucaHa 8 WO 2005/107810, €
OOCUTb CKIaZHO, OCKiNbKM, B 3aneXHOCTi Big KOMNO3WULIT aKTUBHUX IHIPEAIEHTIB, aKTUBHI iHrpedieHTn
MOBWHHI BBOAMTUCA B MEBHOMY nopaaky i/abo y BCTAHOBNEHi 4acoBi pamMku. [Ona iHAMBIAIB, He Ayxe
akypaTtHUX Npu NPUAOMI HANEXHUX aKTUBHUX iHTPEAIEHTIB B NOTPIOHI YacoBi TOUKK, MeTa NiKkyBaHHs CTaTteBol
ANCYHKUIT Moxke ByTu He focarHyTa abo JOCArHyTa NULLIE YaCTKOBO.

Y paHOMy BUHaxoA4i PO3KPUMBAETLCH, IO NpuioM 3-anba-aHApOCTEHAIONY CAPUYUHAE NigBULLEHHS
cekcyanbHOT MOTUBAULT i NiABULLIEHHSA yBarn A0 CEKcyanbHMX curHanis y vyonosikie 3 MSD i xiHok 3 FSD. Le
nigBMLLEHHA MOTMBAUIi, WO 3anexuTb Bid npurnomy 3-anbda-aHAPOCTEHAIONY | yBarn HesanexHi Big
nonepeaHix isionorivHMX KOHUEHTpauih aHaporeHy, npusHadeHHs 3-anbda-aHapocreHgiony 6yae
niaBuLLYyBaTK CekcyaribHy MOTUBALIO | yBary 40 cekcyanbHUX CUrHaniB y YONOBIKIB i XKIHOK SIK 3 HOpManbHUM
(To6T10, hidionoriyHMM), Tak i cydisionorivHMM piBHAMU aHAPOTEHY B PiBHIA Mipi.

Hani B gaHoMy BMHaxXo4i pO3KPUBAETLCSA, LLO 4acoBi paMKKU MK NOrMUHAHHAM aKTUBHUX iHIPEAIEHTIB i
CEKCYanbHOW AaKTUBHICTIO MOXyTb OyTM 3MeEHLUeHi npu BUKOPUCTAHHI 3-anbda-aHapocTeHgiony (B
MOPIBHAHHI 3 TECTOCTEPOHOM NPU Mig'a3uvHomy npuiomi) i iHribitopom PDES. Binbwe Toro, B ogHoMy 3
BapiaHTiB 34iNCHEHHS BUHaxX04y aKTWUBHI iHrpeaieHTn MOXHA NPUIUMaTU B OAMH i TOW e Yac, TakuM YMHOM,
SHWKYIOMM PUBKUK 3a0yTU MPUIRHATU OAMH 3 IHIPEdieHTiB BYACHO abo He NPURHATUM 30BCIM. OTpuMaHi
pesynbTatu MOPIBHAHHI 3 pe3dynbTaTamu, OTPUMAHWMMK MPWU BUKOPWUCTaHHI cnonyk, onucaHux B WO
2005/107810. MoxHa BBaxkaTu L€ AMBHMM, OCKiNbkM 3-anbda-aHapocteHaion sensde coboi Habarato
Oinbw crnabkuin aHApPOreH B MOPIBHAHHI 3 TECTOCTEPOHOM, a TakoX TOMy, WO 3-anbda-aHapocTeHgdion
NpmbnM3HO HaZa€ BNAMB Ha iHwmMi peuenTop, GABAA peuenTop [2] (3HOBY B NOPIBHAHHI 3 TECTOCTEPOHOM).
[HWoW nepeBaroto 3-anbda-aHapocTeHAiony nepea TECTOCTEPOHOM € Ginbl cnabki nobidHi edekTn Ha
MackyriHizauito i 3HUXKEHWUA PU3NK PO3BUTKY paky, OCKINbKWM TECTOCTEPOH HE NPUAMAETLCA i, OTXKE, HE MOXE
OyTun BiAHOBNEHUIA A0 ecTpagiony.

Y nepwiomy BapiaHTi 34iNCHEHHSA BUHaxig nepeabadae 3acTtocyBaHHs 3-anbha-aHapocteHaiony Ans
OTPUMAHHA nikapcbkux 3acobiB and nikyBaHHa cTaTteBOi AucdyHkuii. TepmiH crtareBa aucdyHkuia
CTOCYETbCA CTATEBOT AMCYHKLIS y YONOBIKIB i/ab0 XiHOK.
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MeTaboniTiB TECTOCTEPOHY. TeCcTOoCTEPOH MOxe OyTu nepeTBopeHun B 5a-gurigpotectocrepoH (DHT)
depmeHTammn 5a-peaykrasamu. MNMotim DHT gani nepeTBopioeTbes B 3-anbda-aHApoCTEHAI0N 3a AONOMOroIo
depmeHTy  3a-rigpokcuctepoigaerigporeHasn  (Takox  Bigomoro 9k 3-okcugopeaykrasa i 3a-
rigpokcucTepoigokcnaopeaykrasa, TyT i ganmi B pgaHomy onuci 3a-HSD pepykrasa). lMepeTBopeHHsA
TectoctepoHy B DHT € oagHoHanpasneHum; nepetBopeHHa DHT B 3-anbda-aHgpoctengion €
ABOHanpasneHHuM: 3a-HSD okcuaasm Takox MOXYTb nepetBopioBatu 3-anbda-aHgpoctengion B DHT.
PisHoBara 3a-HSD pegayktasa/okcugasa, ik BUSBUIIOCH, € CAMOPEryNbOBaHOI 32 PAaxyHOK LIMPKYMIOKYMX
CTEPOIAHMX TOPMOHIB, Taknx Ak TectocTepoH, DHT i 3-anbda-aHapocTeHaion, a TakoX eCTPOreHy, ropMoHy
POCTY i 3yMOBMNEHUX CTPECOM [TOKOKOPTUKOIZIB [3]. Y noauHu ichyloTe Tpu isodopmu 3a-HSD peaykrasu,
ABi 3 SKMX Takox 3HangeHi B Mo3ky (h3a-HSD2 i 3, Takox Bigomi ak AKR 1C2 i AKR 1C3).

3rigHO 3 JaHUM BMHaxXO0AOM piBeHb BiNbHOro 3-anbda-aHaApPOCTEHAIONY Ha niky piBHS B nnasmi,
NepPeBa)KHO, MOBUMHEH CKNactTu He MeHw Hik B 10-100 pasiB i, nepeBakHo, B 5-100 pasiB 6GinbLue
HOpMarnbHUX CUPOBAaTKOBUX PiBHIB [4] (To6TO 0,6-6 i, nepeBaxHo, 0,3-6 HI/N ANs XiHOK i 2,2-22 i, nepeBaXHO,
1,1-22 Hr/n, aAns 4YONOBIKIB), LIO 3BMYaNHO BiabyBaeTbcA depes 1-60 xBunuH nicna npuiioMy 3-anbda-
aHapoCTeHaiony.

3-Anbcha-aHapocTeHaion, nepeBakHO, HadaHWMW Yy BUrNSAi Takol KOMMO3uuii, 3a AONOMOrOK SKOI
[ocAraeTbca piske i weuake 36inblieHHs 3-anbda-aHapoCTEHAIONY B KPOBOTOLUI NauieHTa, SkoMy BiH OyB
BBeaeHUNn. OTxe, BUHaxia nepeabayae Take 3acTOCYBaHHSA, KOnu 3-anbda-aHapoCTEHAION NpeacTaBneHuni
B hopmi KOMNO3uUii, WO BBOAWUTLCA MiA'A3UYHO, Takoi AK Nig'a3udHa KOMMNO3uuis, WO MICTUTb AK HOCIW
UMKNOAEKCTPUHU. |HWUMMKM NpUKNagamMu BiaMoOBiAHMX LINAXiB BBeAEHHA € OykanbHWi (3aulivHuin) abo
iHTpaHasanbHWW, SKi TAKOXK MOXKHA 34IWCHIOBATU NPU BUKOPUCTaHHI KOMNO3ULiT HA OCHOBI LUKNOAEKCTPUHIB
abo iHWKNX 3BUHMANHUX EKCLUUMIEHTIB, PO3YMHHUKIB | TOMY noAidHe. TMNOBMIA NpUKNaa KoMNo3uuii AaeTbCs ansi
rigpokcunponin-6eta UMKNOAEKCTPUHY, ane daxiBuaM B AaHin ranysi BigoMi iHWi 6eTa UMKNoAEKCTPUHN i
iHWi 3BMYANHI €KCUMNIEHTU, PO3YNHHUKKM | TOMY nodibHe Ans cknagaHHsa Nikapcbkoi opMu, LLO MICTUTL 3-
anbda-aHapoCTEHaIoN, 3 AKOT 3-anbda-aHApPOCTEHAI0N NO CYTi BECb BMBINbHAETLCA 3a 04WH KOPOTKOYACHWIA
CMNecK BMBINbHEHHS. BkasaHuii cnneck 3su4anHo 6yae npoxoauTu B KOPOTKUIA Nepiod yacy (Hanpuknag, 3a
60-120 cekyHa, 6inbl nepeBaxkHo, B Mexax 60 cekyHa) nicnsi BBEAEHHS, BUKIMKAIOMM NIKOBUI pPiBEHb 3-
anbda-aHapocTeHgiony B KpoBi npubnmaHo udepes 1-60 XBUNUH i NPOAOBXYHOUYNUCH LLOHaMeHwwe 180
XBUITMH 3 Yacy NpUrUomMy.

3-Anbda-aHapocTeHdion B KPOBOTOKY 3B'A3yeTbca SHBG (rnobyniHoM, 3B'A3YO4UM CTEPOIAHI TOPMOHN)
i anbbyMiHOM. BaknuBo, K BCTAHOBMNEHO B AAHOMY BMHAaxoAi, WO HA MiKOBOMY piBHI B mnasmi 3-anbda-
aHApPOCTEHAIoN NPUCYTHIW | UMPKYNIOE y BUrNAA4i BinbHOro 3-anbda-aHapocteHaiony, To6To dpakuii, He
noB'a3aHol 3 anbbymiHom i SHBG. Omxke, ao3a 3-anbda-aHAPOCTEHAIONY, WO HAAA€ETbCS, NOBUHHA OyTU
JOCUTb BUCOKOI, wWo6 cTanocd HacuydeHHs anbbymiHy i SHBG (o610 koHueHTpauia 3-anbda-
aHApoCTeHaiony noBMHHA OyTM [O0CUTbL BUCOKOW, LWOG nepekpuTu MNOBHE 3B'A3yBaHHA 3-anbda-
angpoctrengiony SHBG abo anbbymiHoM), abo noBMHEH OyTWM PO3POBNEHMA HWWMA WAX, WOO YHUKHYTU
3B'A3yBaHHA 3 anbOymiHOM abo SHBG, Takum fK BUKOPUCTAHHSA PEYOBMHM, KOHKYpylodoi 3 3-anbda-
aHapoCcTeHaionom 3a cant 3B'A3yBaHHa Ha SHBG.

Y NpOTUNEXHICTb iHLWIMM cnocobam MnikyBaHHsSI cTaTeBoi AMCAYHKLIT HA OCHOBI 3-anbda-aHapocTeHaiony,
3actocyBaHHA (i cnocib), onucaHe B AaHOMY TEKCTi, Mae Ha MeTi TMUMYacoBe NiABULLEHHSA piBHA 3-anbda-
aHgpocTeHaiony y nauieHta. |Hwi cnocobu HanpaBneHi Ha BiAHOBNEHHS/NOBEPHEHHS/KOMMEHCALil0 pPiBHA 3-
anba-angpocrengiony (abo woro metabonitie, Takux gk DHT) go HopmanbHoro (10610 (hi3ionoriyHoro)
PiBHSI, IO BUABNAETbLCA Yy HOpManbHOro cyb'ekra. Y nepeBakHOMYy BapiaHTi 3A4ilCHeHHs1 3-anbda-
aHAPOCTEHAION BUKOPUCTOBYHOTb TaKMM UYMHOM, WO JOCAracTbCA KOPOTKOMACHUW (AeKinbka roauH)
HagdisionoriyHui nik piBHA 3-anbha-aHApPOCTEHAIONY B KPOBOTOUi nauieHTa, sskomy BiH BBeaeHui. [licns
LbOro piBeHb NOBEPTAETLCA A0 6a30BOro (To6To piBHA A0 BBEAEHHS).

B iHwomy BapiaHTi 34iicHEHHA BuHaxia nepeanbauae 3acTocyBaHHA 3-anbda-aHapocTeHaiony i
iHridiTopa ocogiecrepasu 5 tuny (PDES) ans oTpumaHHa nikapcbkoro 3acoby Ans nikyBaHHA cTaTeBoi
ANcAYHKUIT. TepMiH cTateBa AUCHYHKLIA CTOCYETLCS CTaTEBOT ANCAYHKLISA Y YOMNOBIKIB i/ab0 XIHOK.

Ak onucaHo BuULIE, OAHIE 3 Npodnem, NOB'A3aHMX 3 CyYaCHUMKU METOAamMU NiKyBaHHS, 3anuLlaeTbes
OOBroTpuBana 3satpumka MK MPUAOMOM aKTUBHUX IHFPedieHTIB | CTaTeBOI0 aKTUBHICTIO. Y BapiaHTax
3[IMCHEHHS AaHOro BMHaxody 3 BUKOPUCTaAHHAM 3-anbdya-aHapOCTEHAIoNy 4acoBa 3aTpuMKa CKOpoYeHa
npubnusHo Bia 4 roanH Ao npubnusHo 1 roamHu. Lle npuBoguTb A0 3MEHLUEHHS NPUOMM3HO Ha 3 roauHu.
HoctynHa mHOxuHa iHribitopis PDES. Mpuknagom iHribitopa PDES € Bapaenadin HCI, aknii pospobnenui
XiMiYHO Ak ninepasuH, 1-[[3-(1,4-aurigpo-5-mMeTun-4-okco-7-nponinimigaso[5,1-f][1,2,4]Tpuasun-2-in)-4-
eTokcucpeHin]cynbdoHin]-4-etun-, MoHorigpoxnopua. Y AONOBHEHHS A0 aKTUMBHOTO  iHrPedieHTY,
BapaeHadiny HCI, koxkHa TabneTka MICTUTb MIKpOKPUCTArIYHY LENONo3y, KPOCMNOBIAOH, KONOIAHWUI Aiokcua
KPEMHIil0, cTeapaTr MarHito, rinpomMenosy, NONieTUNEHrnikonb, AiOKCUa TWUTaHy, >KOBTWUW OKCuA 3anisa i
YEPBOHMIM OKCUA 3anisa. Ak iHWMIA NpuKkNaa npuBeAeHUA cunaeHacdiny uyutpar, Skuin po3pobrneHnin XiMmiuHo
ak uyutpat 1-[[3-(6,7-aurinpo-1-meTun-7-okco-3-nponin-1H-nipasonol4,3-d] nipumignH-5-in)-4-eTokcudeHin]
cynbdoHin]-4-meTunninepasnHy. Y OONOBHEHHA OO0 aKTUBHOIMO iHrpeaieHTy, cungeHadiny uutpary, KoxkHa
Tabnetka MICTUTb HACTYMHI iHrpedieHTU: MIKpoKpUCTaniyHy uenonoldy, 6e3soaHuii gukanbsuinoptodocdar,



KpockapMeno3y HaTpilo, cTeapaT MarHitlo, riapokCUnponinMeTunuenionosy, Aiokeug TUuTaHy, nakTosy,
TpnaueTuH i anomidieend nak FD & 3 Blue Ne2. Ak iHwwiA npuknag npusedeHuin taganadin, SKun
pospobneHmin  ximidHO gk nipasuHo[1',2":1,6]nipnao[3,4-blingon-1,4-gioH,  6-(1,3-6eH3oaiokcon-5-in)-
2,3,6,7,12,12a-rekcarigpo-2-metun-,(6R,12aR.)-. ¥ AONOBHEHHA A0 aKTUBHOIO iHrpedieHTy, Taganadiny,
KOXXKHa TabneTka MICTUTb HACTYNHI iHrpeaieHTu: KpOCKapMEno3y HaTpito, [igpoKCUNpOoninuentonosy,
rinpoMenosy, OKcWA 3anisa, MoHoriapat nakTo3u, cTeapar MarHilo, MKpOKpUcTaniyHy Uenionosy,
naypuncynbar HaTpilo, TanbkK, 4iOKCUA TUTaHY | TpUaUeTUH.

Yucno iHribitopie PDES BCe e po3wupseTbes, i iHWKMMKU HEODMeEXKyBanbHUMK npuknagamu €: E-4021,
E-8010, E-4010, AWD-12-217 (3anpuHacr), AWD 12-210, UK-343,664, UK-369003, UK-357903, BMS-
341400, BMS-223131, FR226807, FR-229934, EMR-6203, Sch-51866, IC485, TA-1790, DA-8159, NCX-911
abo KS-505a, abo cnonyku, onucani B8 WO 96/26940.

Ona daxisua B AaHiin ranysi o4eBUAHO, LLIO aKTUBHI IHTPeAieHTU, NepeBaXKHO, BBOAATLCA/BUBINBHAIOTLCS
TakuMm YMHOM, LLIO iX Nikn BNNMBIB (TOOTO iX aKTUBHICTb) X04a 6 4aCTKOBO NEpPEKPUBAOTLCA/CNiBNaAaoTbes i,
nepeBakHO, NOBHICTIO NEpPeKpUBalOTLCA. Y BiHOLLEHHI TECTOCTEPOHY i 3-anbda-aHaApoCTeHAIoNy Nik BNSMBY
03Ha4Ya€e MakcumanbHe MiABULLIEHHS yBarm A0 epoTUYHMX CTUMYNIB i cekcyanbHOT MoTuBauii. [ns iHribiTopa
PDE5 nikoBum BAAMBOM € MakcumanbHe nigeBuwleHHs aktueHocti NANC  (HeagpeHeprivHoro,
HEXOIIHEPTiYHOrO) LUNSAXY aBTOHOMHOI HepBOBOT cucTteMu. Lla meta moxe OyTu gocarHyta Agekinbkoma
wnsixamu. MNMpueeaeHnin 0anH HeoBMeEXXyBanbHUM NPUKNaa.

Y nepeBakHOMY BapiaHTi 34iICHEHHS BKasaHun 3-anbda-aHgpocTeHgion i BkasaHui iHribitop PDES
BUBINbHAIOTLCA NO CYTi 0AHOYACHO. TEPMiH "MO CyTi 0AHOYACHO" MOTPIOHO PO3YMITU SIK BKA3YIOUYMI HA Te, L0
nepesaxkHo 3-anbda-aHgpocrengion i iHribitop PDE5S gocaraoTb CBOIX NIKOBUX PIiBHIB B CMPOBATLi NauieHTa
B Mexax 30 XBUNMWH OAMH 3a OAHWUM, NepeBakHO, 25-30 xBunuH, Binbl nepeBaxkHo, 20-25 XBUNWH, wWe
Ginbw nepeBaxHo, 15-20 abo 10-15 xBunMH i, HaMGiNbll NEpPEBaXHO, ABi CMONYKM BUBINbHAKOTHCA Y
nauieHta B mexax Bia 0 4o 10 XBUNUH 0gHa 3a O4HOIO.

Ak BKaszaHo BuLLE, ANA onTMManbHoro edekty 3-anbda-aHgpoctengiony i iHriditopa PDES noTpibHui
36ir nikoBux BnnueiB 060x cnonyk. OgHaK HaBITb AKLLO MIKOBI BNNMBU NEPEKPUBAIOTLCA MULLIE YACTKOBO, LE,
npoTe, NPUBOAUTL A0 HeoOXxigHoro pesynbTaty (Hanpwknag, npu nikyBandHi FSD). Ona edexkty 3-anbda-
aHapocTeHaiony icHye 3anisHeHHss npubnuaHo Ha 1-60 xBUNUH (a nepopanbHe BBeAeHHs 3-anbda-
aHapocTeHaiony MoXe HagiTb 30inbuMTM Uen 4ac), | edekTt Big 3-anbta-aHaApoOCTEHAioNy TpuBae
npubnusHo npotarom 3 roauH. IHribitopu PDES, Taki sik BapaeHadin i cunaeHadin, 3suyanHo 40caraiTb
NiKOBOT KOHUEHTpauii B nnasMi (Aka noBMHHA cknagatu He meHwe 35 Hr/mn anga cungeHadpiny, 2 Mkr/n ans
BapaeHadiny i 40 mkr/n ana Taganadiny) npubnusHo 4vepes 1 roguHy nicns BBEAEHHS, | NOTIM TX BNNMB
TakoXk Mae micue. lMpu BuBINbHEHHI 3-anbda-aHapocTeHgiony i iHribitopa PDE5S no cyti ogHo4yacHo ix
BMMNMBKM Xo4a 6 4acTKOBO cniBnagatoTh. [na dhaxisua B AaHin ranysi oMeBMAHO, WO 3-anbda-aHapocTeHgion
i inrioitop PDE5 moxkyTe B6yTu CknageHi B nikapcbky hopmy Tak, wobd iX BUBINMbHEHHA Oyno ynoBinibHEHUM.
Hanpuknag, akTueHi iHrpegieHTn 3abesnedeHi abo oToueHi 060MNOHKOW, KA PO3UUHAETLCS Yepes 2 roAuHM.
Y TakoMy BunNagky, akTUBHI iHrpeadieHTH Tpeba npuiimatu 3a 2-3 rogMHu A0 CTareBoOi aKTUBHOCTI. IHLLI
BapiaHTK Nerko 3AiNCHEHHI haxiBLeM B AaHii ranysi i Bxoaatb B 06'€M AaHOro BUHaxoay.

Y gaHOMy OMUCI NOCUIMAaHHA Ha cTaTteBy AMCKYHKUiO BKMOYMAeE cTateBy AMCAYHKLiO y YonoBikiB i/abo
>KiHOK. [locunaHHa Ha cTaTeBy AUCAYHKLIA Y YONOBIKIB BKIIOYaE 3aranbMoBaHe cekcyanbHe baxkanHsa (ISD),
epekTuneHy aucdyHkuito (ED) i nepeguacHy eakynsauio (PE). NocunaHHa Ha ctateBy AUCAYHKLIIO Y >KIHOK
BKITIOYAE TiNOAKTMBHMIA po3nag ctatesoro notara (HSDD), posnag »xiHo4oro crateBoro 30yaxeHHs (FSAD) i
>KiHOUMI opra3mivyHui posnag (FOD).

Ona paHoro BMHaxody LWNSAXWM BBEAEHHA BUOMPAIOTLCS TakMMKU, $SIKi € HaWMeHLU iHBa3WBHUMM
(Hanpuknaga, nepopanbHuil, 6ykanbHuin abo iHTpaHasanbHui). Ha moTuBaLilo A0 CeKCyarnbHOT NOBEAIHKM He
NOBWHHi HEFraTUBHO BNNAMBATKU iHBA3WUBHI cNOCOOU BBEAEHHS.

3aCToCyBaHHS, AK ONUCAHO B AAHOMY AOKYMEHTI, MOxe OyTn chopMynbOBaHe anbTEPHATUBHO SK:. 3-
anba-angpocrtengion i inriditop PDE5S anga 3actocyBaHHa B cnocobi MikyBaHHA CTaTEBOT ANCHYHKLIT.

Y nepeBa)kHOMY BapiaHTi 34iNCHEHHs1 BMHaxXia nepeabavae 3acTtocyBaHHA 3-anbda-aHapOCTeHAiony i
iHridiTopa pochogiecrepasu 5 tuny (PDES) ans oTpumaHHs nikapcbkoro 3acoby Ans nikyBaHHA cTaTteBol
ONCYHKLIT y XKiHOK. B iHWOMY nepeBa)kHOMY BapiaHTi 34iMCHEHHA BKasaHa crtarteBa AUCKYHKLUIA Yy KIHOK
asnsge coboro posnag KHo4oro crateBoro 30yaxeHHsa (FSAD) i/abo rinoakTUBHUI po3naj cTaTeBoro notdara
(HSDD) i/fabo xiHouui oprasmivyHuii posnag (FOD).

B iHWOMY nepeBa)kHOMY BapiaHTi 34iNCHEHHA BKa3aHa cTaTeBa AUCKYHKLIA € cTaTeBO0 AUCHYHKUIED Y
YONOBIKIB.

BuHaxig Takox nepeabavae papMaleBTUYHY KOMNO3ULILO, WO MICTUTb 3-anbda-aHapoCTEHAIOoN.

3-Anbda-aHapoCcTeHion nepeBaxHo npeacTaBneHuin B GopMi KOMNO3NLT ANA Mig's3sUYHOro NpuiomMmy,
Hanpuknag, Komnosuuii Ans nia'asu4Horo NPUIAOMY, WO MICTUTb K HOCIH UMKMOAEKCTPUHKW. [HWUMK
npuknagamy BiANOBIAHUX LWINSIXiB BBEAEHHS € ByKanbHMIA (3aLliMHUi) abo iHTpaHasanbHUA, SIKi TAKOXK MOXKHA
34iMCHIOBATY MPU BUKOPUCTAHHI KOMMNO3ULIT HA OCHOBI LMKNOAEKCTPUHIB 400 iHLUMX 3BUYARHUX EKCLUMIEHTIB,
PO3YMHHUKIB | TOMYy nodibHe. Y nepeBaKHOMYy BapiaHTi 34iWCHEHHs dapmaueBTUYHUIA npenapar
po3pobneHnii AN nig'a3MdHOro BBeAEHHS i, we OGinbll NepeBa)kHO, BKa3aHa KOMMO3WUIA MICTUTb Taki



UMKNOAEKCTPUHM, SK  rigpokcunponin-6etaymMknoaekcTpud.  TunoBui  HeoOMeKyBanbHUIA  Mpuknag
oTpuMaHoro npenapara 3-anscpa-aHgpocrengiony (ana 0,1-0,5 mr 3-anbdha-aHapocteHgiony) cknagaerbcd
3 0,1-0,5 mr 3-anba-aHapocrenaiona, 5 Mr rigpokcunponin-6etaumknoaekCTpuHiB (HOCin), 5 Mr etaHony i 5
MM BOAM, ane KO)Ha 3 KiNbKOCTEN LUUX PeYoBUH MOXe OyTu Binbluoto abo MeHworw. B iHWOMYy BapiaHTi
34iCHEHHA BUHaxig nepeadavae apmaueBTUUHY KOMMO3WLIK, WO MICTUTL 3-anbda-aHapocTeHaion i
iHriditfop PDE5. ®apmMaueBTMdHa KOMNO3uuig, wWo MicTUTb iHribitop PDES, nepeBakHO MICTUTD,
LwoHanMeHwe, 25 mr cunagenadiny (abo 5 mr apaeHadiny, abo 5 mr Taganadiny) i He Ginbw HidxXK 100 Mr
cunaeHacdpiny (abo 20 mr BapaeHacpiny, a6o 20 mr taganadiny) abo NOpPiBHSAHHI 403K iHLWMX iHriGiTOpIB
PDE5. Ui go3n mMoXyTb 3MIHIOBAaTMCA B 3aneHOCTi Big Bark naudieHTa i, NnepeBakHO, BU3HAYalOTbCH
NIKYO4YUM fiKapeM.

Y nepeBakHOMy BapiaHTi 34iNCHEHHA BMHaxig nepeabavae hapmaueBTUHHY KOMNO3ULIHO, LLO MICTUTb 3-
anbda-aHgpocteHgion i inriditop PDE5S, ae BkasaHa KOMMO3uMLiSA Npu3HavyeHa ANsl BUBINbHEHHSA BKA3aHOro
3-anbda-aHgpocTeHgiony i BkasaHoro iHriditopa PDE5 no cyTi ogHovyacHo. ®apmaueBTuyHa KOMNo3uuis
MOXke OyTu pospobneHa Takum YUHOM, WO 3-anbda-aHapocteHgion i iHribitop PDE5S BuBinbHAIOTHCA
(besnocepenHbO) nicna BBEAEHHs, abo Takum 4nMHOM, wo 3-anbda-aHgpocrengion i iHribitop PDE5S
BUBINbHAIOTLCA NiCNS NEBHOro Yyacy (Hanpuknag, 2 roauHn). Lle sanexuTb Big BUKOPUCTOBYBAHOT NMiKapCbKoT
dopMu OBOX IHIPeiEHTIB.

AKTUBHI iHrpegieHTun (Hanmpuknag, 3-anb(a-aHgpocteHgion i iHribitop aPDE5S) wmoxyte OyTtu
npeacraeneHi B Oyab-AKin BignoBigHin dopMi, Takin sk Tabnetku, kancynu, aeposoni, reni, Tabnerku,
NOKPUTI OBOMNOHKOI, PO3YMHU abo CycneHsii, i MOXyTb MICTUTU PO3YMHHUMKM i/aBo ekcuunieHTn i/abo

3B'A3yl0Yi peyoBUHU /abo posnylwiyBadi i/fabo nybGpukaHTu i/abo 3abapBniolodi pevyoBUHKU. TaKOoX MOXKHA
3aCTOCOBYBATH Pi3Hi BUAN BUBINbHEHHS, Taki Ak 6e3nocepeHe BUBINbHEHHS abo ynoBiNbHEHE BUBINbHEHHA.

Ockinbkn eeKkTn pisHUMX aKTUBHUX iHFPEMIEHTIB MOBUHHI xo4a O 4acTKOBO CniBNagaTtu i, NepeBaxkHo,
crniBnagaTtu NoOBHICTIO, BUHAXia TaKOX, NEPEBaXKHO, nepeabavac iHCTPYKUIT NO BBEAEHHIO. Y 3B'SA3KY 3 LUM,
BUHaxig Takox nepeadadae Habip KOMMOHEHTIB, LU0 BKMNIOYaE, LUOHANMEHLIE, OAHY dapMaueBTUYHY
KOMMNO3KUitlo, WO MICTUTL 3-anbda-aHapocTeHaion, i, WoHanMeHLwe, oaHy bapmaueBTUYHY KOMNO3ULI, WO
MicTUTb iHribitop PDE5S, pne BkasaHui Habip 4oAaTKOBO MICTUTh iHCTPYKUIT BiAHOCHO BBEAEHHS BKa3aHUX
KOMMO3MLin.

BuHaxig Takoxx nepeabdavae Habip KOMMNOHEHTIB, WO MICTUTb papMaLUEeBTUYHY KOMMO3ULO, K OMUCAaHO B
JAaHOMYy JOKYMEHTi, TO6To dhapMaueBTUUHY KOMMNO3ULI, WO MICTUTh 3-anbda-aHapocTeHaion i iHribitop
PDES.

3 MeTOK A04aTKOBOTO MiABULLEHHS] €(PEeKTUBHOCTIi HABOPy KOMMNOHEHTIB 3riIHO 3 BMHAxX040M, BKasaHui
Habip Moxke, KpiM TOro, MiCTUTK 3acobu KOTHITMBHOTO BNNMBY i cTumynAuii. MoaibHa iHbopMmauis moxxe 6yTtu
NPUCYTHBLOIO Ha Oyab-akomy Hocii gaHux (namip, CD, DVD), nacusHomMy abo iHTEpakTMBHOMY, ab0o MOXe
ABNATU coBOI0 MOCUNAaHHS Ha Be6-CanT, AKMI, LOHAWMEHLUE 4aCTKOBO, po3pobneHuint 3 METO BKasaHol
KOTHITUBHOT CTUMYyRNAUil. |HOAI nepeBakHO HagaBaTW BKasaHy MidHaBamnbHY CTUMYNIOKOYY iHdopmaLilo
nigceigomo, Hanpuknag, cybniMiHanbHo.

OnucaHi B gaHOMY AOKYMEHTI KOMOiIHALl akTMBHUX iHIPEdi€HTIB, KPiM TOro, MOXyTb OYTW OOMOBHEHI
iHLLMMW BIANOBIAHUMMU HIpEediceHTaMMu.

BuHaxig, kpim Toro, mepeabauvae cnoci® nikyBaHHs YOMOBIKIB i >KIHOK, CTpa)Kaaw4ux Big craTeBol
ANCAYHKUIT, WnAxoM 3abe3nevyeHHs BKasaHWX YONOBIKIB abo >KiHOK eEKTUBHOI KiMbKICTHO koMOiHaUii 3-
anba-aHgpoctengiony i inribitopa PDES.

BuHaxig 6yae nosicHeHui 6inbLU A€TanbHO HACTYMHUMKU HEOOMEXKYBANbHUMK NpUKNagamMm.

EkcnepumeHTanbHa YactuHa

EkcnepumeHT 1: 3-anbda-aHgpoctengion i cungenadin npu FSD

EdbekTuBHICTL CMiNbHOrO BBEAEHHA 3-anbda-aHgpocteHaiony i iHribitopa PDE5S - cungeHadbiny - Ha
VPA (nynbcoBa amnniTyga nixsu) y BignoBigb Ha epoTUYHI enisoan dinbmy y >iHok 3 FSD.

Y paHaomisoBaHOMY MNOABIMHOMY CRiNOMY AOCNIAKEHHI 3 KOHTponem no nnauebo i nepexpecHum
AU3aNHOM rpyna 3 16 >KiHOK 3 >KiHO4O cTaTeBolo ancdyHkuieto (FSD) oTpumye

1. 3-anbda-anapocrergion (0,1 mr) i cungenadin (10 wmr)

2. Tinbkn 3-anba-anapoctenaion (0,1 mr)

3. nnauebo

B 3 OKpEMUX OHS EKCMEPUMEHTY.

MNynbcoBa amnniTyga nixasu BUMIPIOETLCS Y BiANOBIAb HA HENTPArbHI | €pOTUYHI enisoan dinbmy, Biapasy
nicna BBeAEHHs nikapcbkoro 3acoby i 4yepe3 1 roAuHy nicna BBEAEHHSA nNiKapcbkoro 3acoby. Tpu
eKcrnepuMeHTanbHUX AHi  po3aineHi (woHaWmeHwe) TPUAEHHUM MPOMiKKOM. [lpu  BCiX BBEOEHHAX
nikapcbKkoro 3acoby nauieHTu OTPUMYIKOTb OAHY Kancyny, wo MictuTb abo cungeHadin, abo nnauebo, i ogHy
piaky komnosudito 3 3-anbda-aHgpocteHaionom ado nnauebo. | kancyny, i piaky KOMNO3uLilo NpMAMaTb B
OAWH | TOW e 4ac, 3a roguMHy nepeg ekcnepumeHtom. Edpekt nig'ssnyHoro npuiiomy 3-anbca-
aHgpocTteHaiony 6yae nepekpuBaTUCS BUCOKMMU CUPOBATKOBMMM KOHUEHTpaudismu cungeHadiny (Tmax
cungenadpiny 30-120 xB.; T1/2=3,5 roguHun) 3aBAsKN CXOXKOCTI TX 3aTpMMOK y vaci (0-1 roauHa).

Mig Yyac ekcnepuMeHTanbHOro ceaHcy NauieHTU NOBUHHI BBOAWUTU BariHanbHUi 30H4 B hopMi TaMnoHa



(botonnetnsmorpach) 3 meTolo BuMiptoBaHHa VPA. MNoTim nauieHTn neperngHyTb 10-XBUNUHHUIA ddparMeHT
HENTpanbLHOro 3MICTy, 3 NoganblUUM 5-XBUNIMHHUM €POTUYHUM dhparMeHToM inbmy. lNicna uMx BUMipoBaHb
MOYaTKOBOrO PIiBHA MAaUiEHTU OTPUMYIOTb OJHY 3 YOTMPbOX KOMOIHAUIM nikapcbkoro 3acoby, sik ONUCaHo
BuLle. lNicns npuinomy nikapcbKoro 3acoby NoKasyeTbCs iHWNUIA psig 3 HERTPanbHOro (5 XBUNKUH) | EPOTUYHOTO
(5 xBunuH) pparmenTie inbMy. MNoTiM BariHanbHUI 30HA BUTATYIOTb. Yepes 4 roanHn 6yayTe NPpOBOAUTUCS
HacTynHi BuMiptoBaHHA VPA y BianoBigb Ha HenTpanbHWUi (5 XBUMKH) | epOTUYHUIA (5 XBUNWH) (bparmMeHTK
dinbmy. MNpoTAroM BCiX eKCnepuMeHTanbHUX OHIB BiACTEXYIOTbCA KPOB'AHUA TUCK (B MOMNOXEHHI Nexadun Ha
CMWHI | CTOAYM), YacToTa NyNbCyY, YacToTa AuxXanbHUX PyxiB i Temneparypa Tina.

ExcnepumeHTy nepeaye Biabip nig vac BigBiayBaHb. Y ubomy Bigbopi npoBoasaTtb cnisbecigy 3
nauieHTamu i 0OCTEXXEeHHA NpeacTaBHUKOM AenapTameHTy riHekonorii Flevo Hospital, Almere, 3 MeTo10
fdiarHoctukn FSD i BM3HAYEHHA MpuAaaTtHOCTI ANA y4yacTi B AOCNigKeHHi. lauieHTiB npocaTb 3anoBHUTU
aHKETY 4S8 BU3HAYEHHS CEKCyanbHOro PYHKUIOHANbLHOTO iHAeKcy XiHku (FSFI). MauieHTiB nigaatots Bigdbopy
3 METOI0 BUKIMIOMEHHS BUMNAAKIB BaritTHOCTi abo rpyaHOro rogyBaHHs, BariHanbHUX iHEKUiR, CEepMo3HMX
onepadin Ha nixei i/abo 30BHILLHIX CTaTEBMX OpraHax, MPUXOBaHUX CEPNO3HUX FNHEKOTONYHUX 3aXBOPIOBaHb
abo He3'ACOBHMX THEKOMNOrivMHUX CKapr. BMMIpOOTb Bary, picT, KPOB'SHUM TUCK (B MONOMEHHI Nnexadn Ha
CMWHI i cToaumn). Ha npeamMeT HasBHOCTI 3HAYHUX BiAXMNEHb aHani3yloTb CTaH CEPUEBO-CYANUHHOT CUCTEMM i
nepesipatotb EKI. TMaudieHTn 3 icTOpi€ld  €HAOKPWUHOMOTYHMX, HEBPONOridHMX abo neuxiatpuvHux
3axXBOPIOBaHb i/ab0 nikyBaHHA Takux. [MpoBOASATb CTAHAAPTHWUWA reMaTtonoriYHMin aHanis i xiMiuHuMi aHanis
KPOBIi. YYaCHWKUN HE MOBUHHI NPUIAMAaTK ankoronb abo NCMXOTPONHi Nikapcbki 3acobun yBevepi HanepeaoaHi i
B A€Hb EKCNEPUMEHTY. Y nepioa MeHCcTpyauil NauieHTiB He TECTYIOTb.

EkcnepumeHT 2: 3-anbda-aHgpoctengion i cungenadin npu MSD

EdbekTuBHICTL CRiNbHOrO BBEAEHHA 3-anbda-aHapocreHgiony i iHriditopa PDE5 — cungenadiny - Ha
cTateBy OyHKLiIO YOMNOBIKIB y BigNOBigb HA €POTHYHI enisoau inbmMy y yonosikis 3 MSD.

Y paHaomi3oBaHOMY MNOABIMHOMY CRiNOMY AOCNIAKEHHI 3 KOHTponeMm no nnauebo i nepexpecHum
AW3anHOM rpyna 3 16 4onoBikiB 3 YONOBIHOK cTaTEBOI AUChyHKUiew (MSD) oTpumyioTb

1. 3-anbda-anapocrergion (0,5 mr) i cungenadin (10 wmr)

2. Tinbkn 3-anba-anapocrenaion (0,5 mr)

3. nnauebo

B 3 OKPEMUX [IHA €KCNEPUMEHTY.

BumMiptoloTb HabyxaHHS | >XOPCTKICTb CTATEBOr0 YneHa y BiANOBiAb Ha ayaioBidyanbHy CTUMYNALiO
LUMSAXOM NOKa3y HEWTpansLHOro i epotudHoro dinbmie (VSTRY), Biapasy nicna BBEAEHHS NMikapcbkoro 3acoby i
yepes 1 rogumHy nicna BBeAEHHA nNikapcbkoro 3acoby, 3a 4um 6e3nocepeaHbO WAE BUMIPIOBAHHS 4dacy
3aTpUMKKU  eskynsauii npu BiOpoTakTUnbHin ctumynayii (VTS-ELT) i nocTeAkynaTopHOro epekTUrbHOro
pedpakTepHoro nepiogy. Tpu ekcnepumeHTanbHUX AHi po3aineHi (WoHanMeHwe) TPUAEHHUM MPOMIKKOM.
Mpwn BCiX BBEAEHHAX NiKAPCbKOro 3acoby nauieHTn OTPUMYIOTh OAHY Kancyny, Wo MIiCTMTb abo cungeHadin,
abo nnauebo, i ogHy pigky komnosuuito 3 3-anbda-aHgpocreHgionom abo nnauebo. | kancyny, i piaky
KOMNO3MWLilo NpUiMaloTb B OOWH | TOW Xe 4vac, 3a roguHy nepea ekcnepumeHtom. EcdpbekT nig'asuyHoro
npuiioMmy 3-anba-aHapocreHgiony 6yae nepekpuBaTUCA BUCOKMMU CUPOBATKOBUMM KOHLEHTpaUisiMu
cungenadiny (Tmax cungeHadiny 30-120 xs.; T1/2=3,5 roguHun) 3aBAAKA CXOXOCTI IX 3aTpuMok y Jaci (0-1
roguHa).

ExcnepumeHTy nepeaye Biabip niga yac BiaeiayBaHb. Y uUbOMy Bigbopi npoBoaAtb cnisbeciay 3
nauieHTamu i 0OCTEXXEeHHA NpeacTaBHUKOM AenapTameHTy riHekonorii Flevo Hospital, Almere, 3 MeTo10
fdiarHoctukn MSD i BM3HA4YeHHA NPUAATHOCTI AN y4acTi B AOCHIMKEHHi. [auieHTiB npocaTb 3anoOBHUTU
aHKeTYy ANs BU3HAYEeHHA MiKHapoaHoro iHAekcy epektunbHoi dyHkuii (IIEF). BumiploioTb Bary, picr,
KPOB'SHUA TUCK (B MNOJIOXKEHHI Nexayu Ha CnuHi i cTtoaun). Ha npeameT HasiBHOCTI 3HA4YHMX BigXWUIIEHb
aHani3ylTb CTaH CepuUeBO-CYAUHHOT cUCTeMU i nepeBipatoTb EKI. YYaCcHUKK HE NOBUHHI NpuiiMaT ankorosib
abo NCMXOTPONHI Nikapcbki 3acobu yBevepi HanepeaoHi | B A€Hb EKCNEPUMEHTY.

EkcnepumenT 3: TBapuHHa mogens FSD

Bnnue cninbHOro BBeaeHHS 3-anbda-aHgpocteHaiony i iHriditopa PDES Ha xiHOYy cTaTeBy YHKLIO.

byae pocnigxeHa ais BBeaeHHa 3-anbda-aHapocTteHaiony i cungeHadpiny Ha XiHo4y cTaTeBy NOBEAIHKY
y LWypiB. BinblW KOHKPETHO, NPOTAroM nepioay TPbOX roguH nicna iH'ekuil i nigcagkyBaHHA CeKcyarnbHO
aKTUBHOMO camus Lypa y caMmvub LLYPIB OLIHIOITL NPOoUEnTMBHY NOBeAiHKY ("3anuuaHHa", Yac couianbHoi
B3aemogii, 0OHIOXyBaHHSA) i peLuenTUBHY NOBEAIHKY (NMOPA03).

ExcnepumeHT npoBOAATH $IK paHAOMI30BaHE cnine JAOCMIMKEHHST 3 KOHTporem no nnauebo i
nepexpecHUM AnM3anHOM Ha rpyni i3 32 300poBUX, JOPOCNUX CEeKCyarnbHO akTUBHUX caMuub Wypis. CamMudi i
camui wypiB NOBMHHI YTPUMYBATUCA PO34iNbHO NPOTArOM ABOX TUXHIB A0 (NEPLUOro) AHA eKcnepuMeHTy. Bcei
nikapcbki 3acobu i nnauebo noTpidbHO BBOAUTU LUMAXOM €AMHOT BHYTPILUHbOYEPEBUHHOT iH'ekuil. [do3u
nikapcbKkoro 3aco®y BM3HAYalOTb 3rigHO 3 niTepaTypHuMu gaHumn. OkpeMux LWypiB NiagatoTb He BinbLu HixK
ABOM npoueaypam, po3aineHuM y Yaci Ha OauH TUXKOEHb.

EkcnepumeHT 4. TBapuHHa mogens MSD

Bnnue cninbHOro BBeaeHHS 3-anbda-aHapocteHaiony i iHriditopa PDES Ha Yonosivy ctaTeBy (OyHKLIIO.

byae pocnigxeHa Aia BBeaeHHs 3-anbda-aHApPOCTeHAioNy i cungeHadiiny Ha YOnNoBivy craTteBy



NoBediHKY Yy wWypiB. Binbll KOHKPETHO, MPOTAroM nepiogy TpbOX roAuMH nicnsa iH'ekuil i niacagkyBaHHS
CeKkcyanbHO aKTMBHOT camuui Lypa y camuiB LUYpPiB OUIHIOIOTb NATEHTHICTb Cagku, 4acToTy cagkw,
NaTEeHTHICTb HTPOMICIT, YacTOTy IHTPOMICII, NAaTEHTHICTb eAKynAuil i NOCTEAKYNATOPHUWA iHTepBan camuiB
LLypIB.

ExcnepumeHT npoBOAATH $IK paHAOMI30BaHE cnine JAOCMIMKEHHST 3 KOHTporem no nnauebo i
nepexpecHuM auMsaHOM Ha rpyni i3 32 340poBUX, JOPOCNNX CEKCYanbHO akTUBHUX camuiB wwypiB. Camuui i
camui wypiB NOBMHHI YTPUMYBaTUCA PO34iNbHO NPOTATOM ABOX TUXKHIB A0 (NEPLUOro) AHSA eKcnepuMeHTy. Bcei
nikapcbki 3acobu i nnauedo noTpibHO BBOAMTU LUMSAXOM €AMHOT BHYTPILUHbOYEPBUHHOT iH'eKuii. [o3u
nikapcbKkoro 3acody BM3HAYalOTb 3rigHO 3 niTepaTypHuMu gaHumn. OkpeMux LypiB NigaatTb He Binbl HiXK
ABOM npoueaypam, PO3HECEHUM Y Yaci Ha OANH TUXKAEHb.
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