IHCTPYKIIA
AJIS1 MEIUYHOT0 32CTOCYBAHHS JIIKAPCHKOI0 3aC00y

EPOTOHP
(EROTON)

Cknao:

oitoua peyosuna: sildenafil;

1 TabneTka MICTUTb cHIIZICHAa( LTy LIUTPATy y 103aX, ekBiBaneHTHUX 50 mr a6o 100 mr cungenadiny;
00NnoMIdICHI peyoguHu. KaJbIliio TinpodocdaT auriapar, meara03a MiKpOKpUCTAIIIHA, KOTTOBITOHKPEMHIIO
JIOKCHUT KOJIOiHMI Oe3BOHMH, TaJIbK, MAaTHIIO CTeapar, HaTpil0 KPOCKapMeso3a, KpOXMaib KapTOIUISTHUI.

Jlikapcbka gopma. TabneTkw.
OcnosHi hizuxo-ximiuni enacmusocmi. TAOIETKU O110r0 KOJIBOPY, IBOOIYKIII, IIECTUrpaHHi ((hopmu
«HEXAGONY), 3 mo3Haukoro «®» 3 060X OOKiB.

dapmakoTepaneBTHYHA rpyna. 3acolu, siKi 3aCTOCOBYIOTh IPH epeKTWIbHIN auchyskii. Cunnenadin. Kox
ATX G04B EO03.

Dapmakonoziuni e1acmueocmi.

Dapmarxoounamika.

Mexani3m nii.CunaeHadin € nepopajJbHUM MpenapaToM, 1110 3aCTOCOBYIOTh IS JIIKYBaHHS OPYILIEHb €PeKIii y
yooBikiB. [Ipu cTareBoMy 30yKeHHI ITpenapar BiJHOBIIOE 3HUKEHY €PEKTHIIbHY (DYHKIIIIO HUIAXOM ITOCHICHHS
IIPUTOKY KPOBI JI0 MEHica.

di3ion0riuHui MexaHi3M, 1110 3yMOBIIIO€ €pEeKIiI0, BKII0UaE BUBUIbHEHHS OKUCY a30TYNO) y KaBepHO3HUX Tijlax
MiJT 9ac CTaTeBOro 30y/KeHHs. BUBITbHEHUN OKCHT @30Ty aKTUBYE (PEPMEHT ryaHIATIIHKIIA3Y, 0 CTUMYITIOE
HiABUILEHHS PIBHS LUKIIYHOTO ryaHo3uHMOHOGochaty (il MD), 1110, y CBOIO Yepry, COPUIHHSE PO3CIA0ICHHS
TJIAJKOI MYCKYJIaTypH KaBepPHO3HHX TiJl, CIPUSIOYH IIPUTOKY KPOBI.

Cunnenadin € HOTyXKHUM Ta CeIeKTUBHUM iHTi6iTOpoM ul M®P-cnienudiunoi pocdoaiecrepazu 5 (PLES) y
KaBepHO3HUX Tinax, Ae ®JES Bianosigae 3a poznaa ul M®. Edextu cunaeHadiny Ha epekiio MaloTh
nepudepuunmii xapakrep. CunaeHadin He YMHUTH Oe3MOCepeHbOI PENaKCy0vOoi il Ha 130Jp0BaHI KABEPHO3HI Tila
JIIOJIMHMU, ajie MOTYXHO MOCHITIoE po3caadmiorouy nito NO Ha nany TkaHuHy. [Ipu aktuBarii MeTaboIiuHOro HUIsIXy
NO/ul'M®, mio BinOyBa€eThCs IPH CTATEBIN CTUMYJIALIT, 1HTOyBaHHs cuiaeHadinom OJIES npusBoauts 10
nigBuiieHHs piBHA Ul M@ y kaBepHO3HUX T1aXx. TakuM YuHOM, JJi TOTO, 100 CUIZieHa(L1 CIPUYNHSB
notpiOHuUil papmakosoriunuii edpexrt, HeoOXiHe cTaTeBe 30y IKEHHS.

Dapmakoxinemuxa.

Abcopbuis. Cunaenadin meuako abcopOyeTbes. MakcuManbHi I1a3MOBI KOHIEHTpAIlii Tpenapary J0CAraroThes
npotsiroM 30-120 xBuiuH (13 MeaiaHoo 60 XBUIMH) TIC/S HOTO MEpOpaIbHOIro 3acTocyBaHHs HaTie. CepenHs
a0comoTHa 610JOCTYITHICTb MICHIS NEPOPATBHOTO 3aCTOCYBaHHS CTaHOBUTH 41 % (3 iana3oHOM 3Ha4YeHb BiJ 25
1o 63 %). Y pekoMmennoBanoMy miama3oHi 103 (Bix 25 mo 100 mr) mokazauku AUC Ta G, cunaeHad iy micis
HOro mepopanbHOro 3aCTOCYBaHHS MABHILYIOTHCS MPOMOPLIHHO 10 103H.

[Tpu 3actocyBanHi cuiaeHadUTy MiJ 4ac IpuioMy iK1 CTyIiHb aOcOpOLii 3HUKY€EThCA 13 CEpEeIHIM MOIOBKEHHIM T
max A0 60 XBUIUH 1 cepeiHIM 3HIKEHHAM Cpyax Ha 29 %.

Posznonin. Cepenniit piBHOBaXKHUH 00’ eM posnofiny (Vy) ctanoBuTh 105 MITPIR 1110 CBIAYUTE NPO PO3MOJILIT
npernapary y TKaHuHax opradizmy. Ilicis oJHOKpaTHOro nepopaibHOTo 3acTOCyBaHHs cuiieHadiny B 1031 100 Mr
cepelHsl MaKCMMallbHa 3arajbHa Ia3MoBa KOHLIEHTpallisl cuiiieHadiry cTaHOBUTH Npudn3Ho 440 Hr/mi
(xoeimient Bapiauii cranoBUTH 40 %). OckiIbKM 3B’ 13yBaHHs cuiieHadiy Ta HOro roaoBHOro N-aecMeTHII-
MeTabotiTy 3 OiIKaMu m1a3Mu focsirae 96 %, cepenHs MakcuMaibHa TIa3MOBa KOHIICHTpAIlis BUTBHOTO
cunnenadiny gocsarae 18 ur/mi (38 amons). CTyniHb 3B’ s3yBaHHs 3 OLIKaMU IJ1a3MU KPOB1 HE 3aJI€KUTh Bij
3arajJbHUX KOHIIEHTpAIiH criaeHadiTy.

VY 310poBUX JOOPOBOJIBIIIB, SIKI 3aCTOCOBYBAIM cHilAeHa(]1s oqHOKpaTHO y 1031 100 mr, uepe3 90 XBUIMH B
esskynsTi BusHavanocst menmie 0,0002 % (y cepeaabomy 188 HT) 3aCTOCOBaHOI 103H.
Biotpancdopmaitis.Merabounizm cuineHadiy 3a1CHIOETHCS TOIOBHUM YHHOM 3 YYacTIO MIKPOCOMAJIbHUX




130¢epmentiB nevinku CYP3A4 (ronosuuii muisax) Ta CYP2C9 (npyropsaauii nuisx). I'ogoBHUN HHPKYITIOI0OYHNA
METa0OJIT YTBOPIOETHCS NUIIXOM N-emeTritoBaHHs cruieHadiny. CenektuBHicTh MeTadomity BimHOocHO DJIES
MOPIBHSHHA 3 CEJIEKTUBHICTIO cHieHadiTy, a aKTUBHICTh MeTa0omiTy BimHocHO DJIES cTaHOBUTH MPUOIU3HO

50 % axkTUBHOCTI MOYAaTKOBO1 pedoBHHHU. [11a3M0OB1 KOHIIEHTpallii IbOr0 METabOoMITy CTAHOBIATH NMpUOIN3HO 40 %
KOHIEHTpallli cunaeHadiny y mia3mi Kposi. N-IeMeTUILOBaHHM MEeTa0O0IT 3a3Ha€ MOAAIBIIOT0 MEeTaboIi3My, a
nepio1 KOTro HaIIBBUBEICHHS CTAHOBUTH NMPUOIM3HO 4 TOJIMHHU.

Eniminatis.3aransHuii KiipeHc cuiieHadury ctaHoBUTh 41 J1/roz1, 3yMOBIIIOIOUH MEepio]] HOTro HalliBBUBEIECHHS
TPUBAIICTIO 3-5 ToAMH. fIK Miciis NepOpaTIbHOr0, TaK 1 MIC/sI BHYTPIIIHBOBEHHOTO 3aCTOCYBAHHSI €KCKpPELIis
cuiifieHadiny y BUTTIAAL METaOoIITIB 3A1MCHIOETHCS TOJIOBHUM YHMHOM 13 KanoM (mpubsmnzHo 80 % 3acTocoBaHoi
MepopajIbHOI 103H) Ta MEHIIOK Mipoto 3 cedeto (mpubausHo 13 % 3acTocoBaHOi MepopanbHOT JO3H).
Dapmaxokinemuxa 8 0coOIUBUX epYN NAYIEHMIB.

[NarieHTH JITHHOTO BiKY.Y 30POBUX JOOPOBOJIBIIB JIITHHOTO BiKYy (BIKOM Bij 65 pOKiB) Bil3HAYAIOCs 3HUKEHHS
KIIIpeHcy cuieHadiny, o 3yMOBIIOBAJIO MiABUIICHHS I1a3MOBUX KOHIICHTpAIlii cuieHadiny Ta HOro akTHBHOTO
N-nemeTtunboBaHoro MeTadboiTy mpuban3Ho Ha 90 % nopiBHSAHO 3 BIANOBIIHUMHU KOHIIEHTPALISIMU Y 3I0POBUX
JOOPOBOJIBIIB MOJIOAIIOrO Biky (18-45 pOKiB)|V 3B’SI3KY 3 BIKOBMMH BIIMIHHOCTSIMH V 3B’ sI3YBaHHI 3 6in1<a1\41/1
BiJIMTOBITHE ITiBUIIICHHS IJIA3MOBO1 KOHIIEHTPAIIii BUTHOTO CHIIICHA(]1TY CTAaHOBUIIO TIPUOTH3HO
40 %.

HupxoBa He1oCTaTHICTD. Y AO0OPOBOJIBLIB 13 MOPYLIEHHIMH (PYHKIIIi HUPOK JIETKOTO Ta MOMIPHOT'O CTYIIEHS
(xmipenc kpeatuniny 30-80 M/xB) hapmakokiHeTHKa cuiiaeHadTy 3aauiaiacs He3MIHEHOO Mics Horo
OJIHOKPATHOTO TepopaibHOro 3actocyBanHs y 1031 50 mr. Cepenni AUC Ta Gy ax N-1€eMeTUIIOBAaHOTO META0OIIITY
nigBuiryBaiucs Ha 126 % ta 73 % BiAMOBIAHO MOPIBHSHO 3 TAKUMH MOKa3HUKAMHU Y JOOPOBOJIBIIIB TAKOTO XK BIKY
6e3 mopymens QyHKIIT HUpoK. OHAK Yepe3 BUCOKY 1HIMBITyalbHy BapiaOeNbHICTh i BiAMIHHOCTI HEe OyJIH
CTaTUCTUYHO 3HAYYIIUMU. Y T0OPOBOJIBLIB 13 TSHKKMMHU HOPYIIEHHAMH (PYHKIIT HUPOK (KJIIpEeHC KpeaTUHIHY
Hwk4e 30 MI/XB) KITipeHC cuiieHadTy 3HIDKYBABCS, IO MPU3BOAMIO 10 cepenHix miaBuiienb AUC Ta fax HA
100 % Ta 88 % BiANOBIAHO MOPIBHAHO 13 JOOPOBOJIBISIMU TAKOTO K BiKy 0€3 nopyieHb GyHKIil Hupok. Kpim
toro, 3HaueHH AUC Ta Cpax N-IeMETHIIL0BAHOTO META0O0MITY 3HaUYyIIE TiaBUIyBaitucs Ha 79 % ta 200 %
BIJIIIOBITHO.

[TeuiHKOBa HEJIOCTATHICTE. Y TOOPOBOJIBIIIB 13 IIMPO30M MEUIHKH JIETKOTO Ta MOMipHOTO cTyneHs (kinaciB A ta B 3a
knacudikamiero Yaiinaa-I110) kiipenc cunaeHadiny 3uuxkyBancs, mio npussoauio no nigsumienas AUC (84 %) ta
Cmax (47 %) mopiBHSHO 3 JOOPOBOJIBISIMHA TAKOTO K BiKy 0€3 mopymens QyHKIiH nevinkn. @apMakoKiHETHKA
cuneHad Ty y MalieHTIiB i3 MOPYIIEHHAMU (QYHKIIIH TEUiHKH TSHXKKOTO CTYIICHSI HE BUBYAJIAC.

KuiniuHi xapakTepucTukm.

Ilokazannusa.

[IpenapaT peKOMEHIY€EThCS 3aCTOCOBYBATH YOJIOBIKAM 3 €PEKTHIBLHOIO AUCHYHKINIE0, STKa BA3HAYAETHCS 5K
HE3JIATHICTh TOCSTTH a00 MATPUMATH €PEKIliF0 CTATEeBOTO WICHA, HEOOXIIHY JUIsl YCIIITHOTO CTAaTeBOTO aKTy.
Jlns edexkTrBHOI i mpenapaTy HEOOX1THE cTaTeBe 30y IKEHHS.

Ilpomunokazanna.

[TiaBuieHa Yy TIIMBICTH 10 cuiaeHadiy a6o Oyib-sK0i 3 JOMOMIXKHUX PEYOBUH MpenapaTyyHOYacHe
3aCTOCYBAHHS 13 JOHOPAMH OKCHITY a30TYy (TaKUMHU SIK aMUTHITPUT) ab0 HiTpatamMu y Oynb-sKiit ¢popmi
MIPOTHUITOKA3aHe, OCKIJILKH B1JIOMO, 1110 CHIIICHA(1T Ma€ BIUIMB HA MIJISXH META00II3My OKCHUTY a30TY/IIMKITYHOTO
ryaHosuaMoHodocaty (ul M®P) Ta NOTeHLII0€ TIMOTEeH3UBHUHN e(EKT HITPATIBCTaHU, IPH IKUX CTaTeBa
aKTUBHICTh € HE0aXKaHOIO (TSDKKI CeplLIeBO-CYAMHHI PO3JIai, TaKl K HecTaOllbHA CTEHOKap/is abo ceplieBa
HEIOCTaTHICTb TSHKKOTO CTYTIEHS).

[Tpuiiom mpemnapaty MpOTHITIOKA3aHUH MaIlieHTaM, SKi BTPaTWIH 3ip Ha OJTHOMY OIli BHACIIOK HeapTepiaabHOi
MepeaHOI 1MeMIvYHOT HEHpoIaTii 30pOBOTO HEPBA HE3AJIEKHO Bij TOTO, MOBI3aHA 115 TATOJIOTS 13 TTOTIEPETHIM
3actocyBaHHsAM iHri6iTopiB ®ES un Hi.

HasiBHICTh TaKkuX 3aXBOPIOBaHb SIK MOPYIIEHHS (DYHKIIIT NEYIHKHU TSHKKOTO CTYTIEHS, apTeplajibHa ToTeH31s
(aprepianpauii TUCK HIDKYE 90/50 MM pT. CT.), HEIOJIABHO MTEpEHECEHUH 1HCYIBT a00 1H(pAPKT MioKap/a Ta BigoMi
CHaJIKOBI IET€HEPATUBHI 3aXBOPIOBAHHS CITKIBKH, TaKi K MNIIT'MEHTHUH PETUHIT (HEBEIUKa KIIbKICTh TAaKUX
MaIi€HTIB Ma€ TeHeTUYH1 po3naau ¢ocdomiecTepas CITKIBKU), OCKIIbKH Oe3meka cuineHadiry He JoCTipKyBaiacs y
TaKHUX MiATrpynax MnaieHTiB.



B3aemooia 3 inmumu nikapcoKumu 3acovamu ma iHuwii 6UOU 63a€Mo0ill.

Edexmu inwux nikapcokux 3acobie na cundenagin.

Jocmiyukenns in vitro. MetabomnizM cunaeHad iy BigOyBaeThCs MEPeBayKHO 3 ydacTio i30¢opmu 3A4 (ronoBHUAN
nusix) Ta i3opopmu 2C9 (apyropsanuiil nuisax) muroxpomy P450 (CYP). Tomy iHrib6itopu mux i3odepmMeHTiB
MOXYTb 3HI)KYBATH KIIIPEHC cuiieHadiny, a iIHIyKTOpH IIUX 130()epMEHTIB MOKYTh ITiABHIILYBATH KIIIPEHC
cuneHadiy.

Hocnimkenns in vivo. [Tonynsidauii papMakOKIHETHYHUH aHAMI3 JAaHUX KITHIYHUX JOCIIKCHb
MIPOJIEMOHCTPYBAaB 3HIDKEHHS KIIpeHCy cuiiieHadily mpu oro 0IHOYaCHOMY 3aCTOCYBaHHI 3 1HT1OITOpaMu
CYP3A4 (Takumu SIK KETOKOHA30JI, EpUTPOMILIMH, IUMETHIUH). X04a IPU OJHOYACHOMY 3aCTOCYBaHHI
cungeHadiny Ta iHriditopiB CYP3A4 3pocTanHs yacTOTH MOOIYHUX SIBUIL] HE CIIOCTEPIraaocs, CIil po3rIsHyTH
MOJKJTUBICTh 3aCTOCYBaHHS TIOYaTKOBOI JJ03M cHiieHadiry 25 Mr.

OpnnouacHe 3actocyBaHHs iHT10iTopy BlJI-npoTeaszu puronasipy, nye noTyxkHoro iHridiropy P450, y crani
piBHOBaXkHOi KoHueHTpatlii (500 mr 1 pa3 Ha 100y) Ta cuinenadiny (pa3oBa g03a

100 mr) npuzBoauiio 1o miaBuieHHs Cpax cunaenadiny Ha 300 % (y 4 pa3u) Ta niasumeHHs mwia3moBoi AUC
cuinenadiny Ha 1000 % (y 11 pasiB). Uepe3s 24 roauHu 11a3MOBI piBHI cHiieHa(UTy BCe e CTAHOBWIIH
npubar3Ho 200 HI/MJ MOPIBHSAHO 3 piBHEM MPHUOIN3HO 5 HI/MJI, XapaKTepHUM JAJIsl 3aCTOCYBaHHS cuiiaeHadiTy
OKpEeMO, 1110 BiJIMOBiIa€ 3HAYHOMY BIUIMBY PUTOHABIpPY Ha MIMPOKHIA cieKTp cyoctpariB P450. Cunnenadin He
BIUIMBA€ HA (papMaKOKIHETHKY PUTOHABIPY. 3 OMJIALy Ha Li (hapMaKOKIHETHYHI J1JaH1 OJHOYACHE 3aCTOCYBaHHS
cuiieHad Ty Ta pUTOHABIPY HE PEKOMEHIYEThCS (AUB. po3ail «OcoOIMBOCTI 3aCTOCYBaHHY); y Oy Ib-IKOMY
BUIAJIKy MaKCUMaJlbHa 7032 CUieHa(Ty 3a )KOJJHUX OOCTaBUH He MOBHHHA MEPEBUILYBAaTU 25 MI POTAroM 48
TOJIVH.

OpnHouacHe 3actocyBaHHs iHr10iTopY BlJI-npoteasu cakpinaBipy, inriditopy CYP3A4, y no3i, o 3abe3neuye
piBHOBaXkHY KoHIeHTpallito (1200 mr 3 pas3u Ha 100y), Ta cungeHadiry (100 Mr pazoBo) NpuU3BOAUIIO 10
nigBuiieHHs Cyax cunaeHadiny Ha 140 % Ta 36inbmenss cuctemuoi ekcriosuiii (AUC) cungenadiny Ha 210 %. He
BUSIBJICHO BIUTUBY cHuIZieHa(iny Ha (papMaKoKiHETHKY cakBiHaBipy (IuB. po3naii «Crocid 3acToCyBaHHS Ta I03U»).
[TepenbauaeTnes, mo Oiabi noTyXkHi 1Hri0iTopu CYP3A4, Taki sik KETOKOHA30J]1 Ta ITpaKOHA30J1, OyAyTh MaTH OLIbII
BUPAXECHUI BILUINB.

ITpu 3actocyBanHi cunaeHagry (100 Mr pa3oBo) Ta eputpominuHy, noMipHoro iHri6iropy CYP3A4, y
piBHOBaxxHOMY cTaHi (500 Mr 2 pa3u Ha 100y MPOTATOM 5 JTHIB) CITOCTEPIiraiocs MiJBUIIEHHS CHCTEMHOT
excriozuuii cunaenagury Ha 182 % (AUC). Y 310poBHX 100pOBOJIBIIB YOJIOBIUOI CTaTi HE CIIOCTEPIranocs BILTUBY
azutpominuHy (500 mr Ha 100y npoTsirom 3 1i6) Ha AUC, Ghax Tmax KOHCTAHTY HIBHJIKOCTI eTiMiHAI] Ta
MoajbIINN TIEPio] HaMliBBUBEACHHS cuiieHadiny abo HOro roroBHOro HUPKYIIOYOro Metadomnity. Humeruann
(iaribitop roxpomy P450 ta mHecnenudiunmii inriditop CYP3A4) y no3i 800 Mr npu o1HOYaCHOMY 3aCTOCYBaHHI
13 cunaeHadinom y 103i 50 Mr y 310pOBHX JOOPOBOIIBLIIB MPU3BOAMB JI0 IMiIBUIIICHHS IJIA3MOBUX KOHIIEHTpPALIii
cuineHadiny Ha 56 %.

I'peiindpyrosuii cik € caabkum iHri6iropom CYP3A4 y cTiHII KMIIEUHUKY 1 MOKE CIIPUYUHHUTH TIOMipHE
iIBUIICHHS PiBHIB cHIIeHa]iTy y Mm1a3mi KpoBi.

OnHokpaTHE 3aCTOCYBaHHS aHTALUIIB (MarHio TAPOKCUAY/ATIOMIHIIO T1IPOKCUAY) HE BIUTMBAJIO Ha
01070CTYHICTH cHIeHaAITy.

Xoua gocmiKeHb cuenugiqHol B3aeMo il 3 yciMa JIIKapChbKUMH 3ac00aMH He TTPOBOAMIIOCS, 32 JaHUMHU

MO JISIHHOTO (hapMaKOKIHETUIHOTO aHami3y, papMaKkoKiHETHKa CHIIieHadiTy He 3MiHIOBaJlacst pH HOTo
0JIHOYaCHOMY 3aCTOCYBAaHHI 13 JIIKAPCBKUMHU 3ac00aMu, 10 HajiexaTh 10 rpynH iHridiTopiB CYP2C9 (TonbyTamin,
BapdapuH, GeHiToiH), TpynH iHridiTopiB CYP2D6 (Takux sk CeIeKTUBHI IHT10ITOPH 3BOPOTHOTO 3aXOTUICHHS
CEPOTOHIHY, TPUIIUKIIIYHI aHTUACTIPECAHTH ), TPYIIH Tia3UTHUX Ta Tia3UAOMONIOHUX J1ypETHKIB, TETIHOBUX Ta
KaJii30epiralounx JiypeTrKiB, iHT10ITOPIB aHT10TEH3WHIIEPETBOPIOBAILHOTO (DEPMEHTY, aHTArOHICTIB KaJIbIIifO,
aHTaroHICTiB B-agpeHopenentopiB abo iHAYKTOpiB MeTabonizMy CYP450 (Takux sk pudamminuH, 6apoiTypaTh).



OpHouacHe 3aCTOCYBaHHS aHTArOHICTa eHA0TeNiHy 6oceHTany (nomipHuit iHxykTop CYP3A4, CYP2C9 Ta,
moximBo, CYP2C19) y piBHOBaskHOMY cTaHi (125 Mr aBivi Ha 100y) Ta cuiineHadiny y piBHOBaKHOMY CTaHi

(80 mr 3 pasu Ha n00y) nmpuzBoauio o 3HmwkeHHs AUC Ta Cp ¢ cunaenadiny Ha 62,6 % ta 55,4 % BianoBiaHo.
ToMy oHOUYACHE 3aCTOCYBaHHS TaKMX MOTYXHHUX 1HIYKTOpiB CYP3A4 sik pudamiiin Moke IpU3BOAUTH 0 OLITBIIT
BHUPaXKEHOTO 3HMKEHHSI KOHILIEHTpallii cuiieHadiay B ria3mi KpoBi.

Hikopanaun siBiisie co00¥0 TiOpHT aKTUBAaTOPa KaIbI[IEBUX KaHAJIB Ta HiTpaTy. HiTpaTHU KOMIIOHEHT 3yMOBITIOE
MO>KJIUBICTB HOTO Cepiio3HOT B3aeMoii 3 cunaeHadiiom.

Edpexmu cunoenaginy na inwi nixapcwki 3acoou.

Jocnijukenns in vitro. Cunaenagin — cnaOkuit iHrioitop i3odopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3Afiuroxpomy
P450 (IK509 > 150 Mmxmoutb). OCKITBKY MIKOBI TTa3MOBI KOHIICHTpAIIii cHiieHadiTy TOpiBHIOIOTH TPUOIH3HO |
MKMOJTb, BILTUB TIpeTapaTy Ha KJIipeHC cyOCcTpaTiB IuX 130(hepMEHTIB MaIOMMOBIpHUH.

BincyTHi maHi momo B3aeMoii cuiieHad iy Ta TakuxX Hecnenudigaux iHridiTopi hocdomiectepasu, sk TeodiaiH Ta
TUTIPUIAMOI.

Jocmiyukenns in vivo. OCKUTBKY BiIOMO, 10 cHulieHa]isT Mae BIUIMB Ha METab0IIi3M OKCHITY a30TY/IIUKITIYHOTO
ryanHo3uaMoHoocdaty (ul MD), 6y0 BcTaHOBIIEHO, IO CHIIIeHA( 1T MOTEHITIOE TIMOTEeH3UBHY JIiI0 HITPATIB,
TOMY HOTO OJJHOYACHE 3aCTOCYBaHHS 3 JJOHOPAMH OKCHTy a30Ty abo 3 HiTpatamu y Oynb-sKiii popmi
npoTuIokasane (AuB. po3ain «IIpoTunokazanusy).

OpHouacHe 3acToCcyBaHHS CHIIIeHA(]TY Ta OIOKATOPIB 0-aIPSHOPEIIEIITOPIB MOKE TIPU3BECTH JI0 PO3BUTKY
CUMITOMATUYHOI apTepiaibHO1 TIMOTeH31T y JEeSKUX CXUIBHHUX A0 I[bOT0 MaiieHTiB. Taka peakiiis HaifyacTiiie
BHUHUKAJIA TIPOTATOM 4 TOIMH ITiCIIsl 3aCTOCYBaHHs cruiaeHadiny (auB. po3nin «Crocio 3acToCyBaHHS Ta JO3M» Ta
«Ocob1MBOCTI 3aCTOCYBaHH»). Y X0/l AOCHIIKEHb crielin(iuHOT B3aeMO/Iii TIKapChbKUX 3ac00iB OI0KaTOP O
aJIpEHOPEIENITOPIB T0Kca303uH (4 Mr Ta 8§ mr) Ta cwineHadin (25 mr, 50 mr ta 100 Mr) 3acTOCOBYBAIIM OJTHOYACHO
MaIieHTaM i3 T0OPOSIKICHOIO TIMEePIIa3ielo mepeaMixypoBoi 3ano3dcm6ini3aui;1 CTaHy SIKUX OyJa JOCSATHYTa ndn
BacrocyBauHi gokcazosuny Y mux MO JISAIISIX CIIOCTEPIraiocs CEpeHE I0IaTKOBE 3HIKEHHS apTepiaIbHOTO
TUCKY y MOJIO’KEHHI JIe)Kauu Ha 7/7 MM PpT. CT., 9/5 MM pT. cT. Ta §/4 MM pT. CT. Ta CepeIHE 3HUKCHHS
apTepiabHOTO TUCKY Y TOJIOKEHHI CTOSTYU Ha 6/6 MM pT. CT., 11/4 MM pT. cT., 4/5 MM pT. cT. BianmosiaHo. [1pu
0JIHOYAaCHOMY 3aCTOCYBaHHI CuiieHad 1Ty Ta TOKCA303UHY Y HaHi€HTidCTa6iJIi3aI_Ii$I CTaHy SIKUX Oyya I[OC}IFHy’l'a
[MpH 3aCTOCYBAHHI JIOKCA303MHY, 1HOJII HOBLIOMJISIIIOCS PO PO3BUTOK CHMITOMATHYHOI OPTOCTATHYHOT riHOTeHsili.
Y X MOBiZOMICHHSIX HIILIOCS PO BUIAAKH 3aIIaMOPOYCHHS TA CTAH IEpe/i HSPUTOMHICTIO, alie 6e3 CHHKOIIG
He cniocrepiranocs »K0JHUX 3HaYYIUX B3aEMOJIIH MPU 0JJHOYACHOMY 3acTocyBaHH1 cuiieHadury (50 mr) 1
TondyTaminy (250 mr) abo Bapdapuny (40 mr), mo metabomizyrorbes CYP2CO.

Cunnenadin (50 Mr) HE IPU3BOIMB 10 MTOIOBKEHHS Yacy KPOBOTEYi, CIPUIMHEHOI 3aCTOCYBAHHSAM
aneTuiIcaTinuiIoBoi kucaotu (150 mr).

Cunnenadin (50 MT) HE OTEHITIFOBAB TIMOTEH3WBHY [0 aJIKOTOJIO Y 3I0POBHUX TOOPOBOJIBIIIB MPU CEPEHIX
MaKCHMaJbHHUX PIBHSAX €TaHOMY KpoBi 80 mr/mi.

V mami€eHTiB, AKi 3aCTOCOBYBAJM CHIIIeHA]1JT, HE CIIOCTEPITraaocs KOIHUX BIIMIHHOCTEH TPOQisIto MOGIIHNX
e(eKTiB MOPIBHIHO 3 T1a1e00 MPU OJHOYACHOMY 3aCTOCYBaHHI TaKMX KJIACiB TIIOTEH3WBHUX JIIKAPCHKUX 3aC001B
K JIlypeTUuKH, 6J10KaTopu B-aapeHopernenTtopis, iHri0iTopu AII®D, anTaroHicTi aHrioreHsuny II,
aHTHUTINIEPTEH3UBHI JIIKApChKi 3aCO0M (CyIMHOPO3UIUPIOBANIbHI Ta IIEHTPAIBHOI /i1), OJI0KATOPHU aIlpeHEePriuHUX
HENpPOHIB, OJIOKATOPH KaJbLIIEBUX KaHAIB Ta OJIOKATOPHU 0-apEHOPELENITOPIB. Y CHEiaIbHOMY AOCTIIKEHH]
B3a€MO/I1 MPU OJJHOYACHOMY 3acTocyBaHH1 cunaeHadiny (100 Mr) Ta ammoaumniny naiieHTam 3 apTepialbHOI0
TIIEPTEH31€I0 CIIOCTEPITATIOCs AOJATKOBE 3HUKEHHS CUCTOJIIYHOTO apTEePIabHOTO TUCKY B MOJIOKEHHI JIS)KAuX Ha
8 MM pT. cT. BiinoBigHe 3HIKEHHS A1aCTONMIYHOTO apTePiaTbHOTO TUCKY CTAHOBUIIO 7 MM pT.cﬂBa BE/IMMMHOIO 1
JI0JIaTKOBI 3HWKEHHS apTEP1aJIbHOTO TUCKY OYJIM MOPIBHIHHUMH 13 TUMH, 1110 CIIOCTEPIraiucs Mpu 3aCTOCYBaHH1
nuie cuiaeHady y 310pOBUX T0OPOBOIBIIB (AUB. po3aia «PapMaKOIOTiUHI BIACTHBOCTI»).

Cunnenadin y mo3i 100 mr He BIuTMBaB Ha (hapMaKOKIHETHYHI MMOKa3HUKY iHTi0iTOpiB BIJI-ipoTeasu, cakBinaBipy
Ta pUTOHaBIpy, 1o € cyocTpatamu CYP3A4.

VY 310poBUX JOOPOBOJIBIIB YOJIOBIYOI CTATi 3aCTOCYBAaHHS CHiieHa( LTy Y piBHOBakHOMY cTaHi (80 Mr 3 pa3u Ha
no0y) mpuzBoauio o migsumieHass AUC ta Gyax 60cenTany (125 mr 2 pasu Ha 100y) Ha 49,8 % 42 % BiAMOBIIHO.

Ocoobnusocmi 3acmocyéanns.
Jlo modatky Teparmii cinij 3i0paTu MeAMYHUN aHAMHE3 MAIli€EHTa Ta MPOBECTH (Hi3HKATBHE 00CTEHKCHHS IS
JIarHOCTUKHU €PeKTUIBHOI TUCHYHKINT Ta BU3HAYECHHS i1 MOKIIMBUX MIPUYKH.



Daxmopu pusuxy cepyego-cyoOuHHUx 3axeoproeanb. OCKUIbKH CTaTe€Ba aKTUBHICTh CYIPOBOKYETHCS IEBHUM
PHU3UKOM 3 OOKY cepIisi, 0 TOYaTKy OyIb-sIKOTO JIKYBaHHS €peKTHIIbHOT TUC(YHKIIIT JIIKap Ma€e OLiHUTH CTaH
CepLEeBO-CYIMHHOT cucTeMHt naijienTa. CunaeHadin YMHATh CYAUMHOPO3IIUPIOBATIBHY 110, 110 MPOSIBIISETHCS
JIETKUM Ta KOPOTKOYACHUM 3HMKEHHSIM apTepiasibHOTO TUCKY (AuB. po3aun «Dapmakonunamikay). o
NpU3HAYECHHS CHIACHA(LTY JIIKap Ma€ peTesIbHO 3BAKUTH, YU MOXKe TaKui e(peKT HECIPUATINBO BIUIMBATH HA
MAIIEHTIB 13 ICBHUMHU OCHOBHUMH 3aXBOPIOBAHHSIMH, OCOOTUBO Y KOMOIHAIIIT 31 CTATEBOIO aKTUBHICTIO. J[0
MAIEHTIB 13 MiABUILEHOIO YyTJIHUBICTIO 10 Ba30IMIaTaTOPIB HAJEXKATh MAIIEHTH 3 OOCTPYKIIIEIO BUBITHOTO TPAKTY
JBOTO NITYHOUYKA (HAIIPHUKIIAI, CTEHO3 a0pTH, TinepTpodidHa 00CTPYKTHBHA KapioMiomaTisi) ado MamieHTH 3
PILAKICHUM CHHIIPOMOM MYJIBTHCUCTEMHOI aTpoii, O/HUM 3 MPOSIBIB SKO1 € TSHIKKE MOPYIICHHS PErysiii
apTeplaJbHOTO TUCKY 3 OOKY BEreTaTMBHOI HEPBOBOI CUCTEMH.

[IpemapaT moOTeHITO€ TIMOTEH3UBHUM ePeKT HITpaTiB (AuB. po3ain «[IpoTunokazanusm»).

Y MOCTMapKETHHTOBOMY Tepio/li TOBITOMIISUTIOCS PO TOKKI OOIUHI peakiii 3 00Ky cepleBO-CyIMHHOI CUCTEMH,
BKJIIOUAIOYH 1HPAPKT MiOKapAa, HeCTabIIbHY CTEHOKAP/Ii0, PATOBY CEPIIEBY CMEPTh, IINTYHOUKOBY apUTMIiIO,
1epeOpOBACKYIISIPHI KPOBOBHIIMBH, TPAH3UTOPHY 1IIEMIYHY aTaKy, apTepiajbHy TillEpPTEH3il0 Ta apTepiayibHy
riOTeH3i110, 10 32 YaCOM 30iranucs i3 3aCTOCYBaHHAM cuiieHadiny. Y OUIbIIOCTI Nalll€HTIB, ajle He Y BCiX,
icHyBaJIM (DaKTOPH PU3UKY CEPIICBO-CYAMHHHUX 3aXBOPIOBaHb. baraTo Takux MOOIYHUX peakiliid criocTepiraaocs i
yac abo o/pa3y Mmiciisi CTATeBOTrO aKTy 1 JIUIIE KiIbKa TPAMHIOCS HEBIOB31 MiCHs 3aCTOCYBaHHS cuieHadiny 6e3
CTaTeBO1 aKTUBHOCTI. TOMY HEMOXKJIMBO BU3HAYHTH, YH MTOB’SI3aHUN PO3BUTOK TAaKUX MOOIYHUX PEaAKIIii
Oe3nocepeHbo 3 (paKTOpaMu PU3UKY, UM iX PO3BUTOK 3yMOBJICHUH 1HITUMH YUHHUKAMHU.

Ipianizm. 3aco0u TSt TIKYBaHHS €PeKTHIIBHOT TUCYHKIIIT, Y TOMY YHCHI 1 cruiaeHadis, ¢l npu3HavaTy 3
00€epekHICTIO MaIll€eHTaM 3 aHATOMIYHUMH AepopMallisiMu TMeHica (TaKUMU SIK aHTYJISIIs, KaBepHO3HUH (i6po3 abo
xBopobOa [lefiponi) abo marieHTaM 3i CTaHAMH, IO CIIPUSIIOTH PO3BUTKY Tpiani3My (TaKHMH 5K
CEepronoIiOHOKIITUHHA aHeMisl, MHO)KMHHA MiesoMa abo JIeHKeMis).

[Ticns Buxomy cuineHadiry Ha pUHOK MTOBIIOMIISIIIOCS TIPO BUTIAIKH MTOIOBKEHOI epeKIii Ta mpiamizmy. ko
epeKlisl TPUBA€E JIOBIIE HIX 4 TOJIMH, MAI[IEHTaM CJIi/1 HeraifHo 3BEpHYTHCA 32 MEIMYHOIO I0TIOMOrot0. Y pasi
BiJICYTHOCT1 HETAItHOTO JIIKyBaHHS Tpialli3M MOE MPU3BECTH JI0 TIONTKO/KEHHS TKAaHUH TEeHica Ta 10 CTIHKOL
BTpaTH MOTEHIII].

Oonouacne 3acmocygans 3 inwumu ineioimopamu @/ES5 abo inwumu npenapamamu 015 iKy8aHHs
epexmunbHoi oucghynxyii. besnexky Ta eeKTUBHICTh OJTHOYACHOTO 3aCTOCYBaHHs CUIACHA]ITY 3 IHIIUMU
iridiTopamu @JIES abo iHImmMMu npenapaTaMu 1S JIIKyBaHHS TiepTeH311 IereHeBoi apTepii, 10 MiCTATh
cunneHadin (Hanpukian Pesaitio), uu 3 iHIIUMU MpenapaTaMu AJis JTIKyBaHHS €peKTUIBHOI JUCYHKIIIT He
BUBYAIM. TOMy 3aCTOCYBaHHS TaKWX KOMOiHAIliil HE PEKOMEH/IOBAHE.

Bnnué na 3ip. CHOHTaHHI OB1IOMJICHHS TTPO BUHUKHEHHS Ae(EKTiB 30py HAJAXOIMIH acOIliilOBaHO 13
3aCTOCYBaHHAM cuiaeHad ity Ta inmux inriditopis ®JIES (muB. posnin «Ilobiuni peakmiin). [Ipo Bunaaku
HeapTepiaibHOT MepeHbOI IIEMIYHOT HEBpOMNaTii 30pOBOT0 HEPBA, 110 € PIAKICHUM CTaHOM, HAIXOJAUIU CIIOHTaHH1
TTOB1JIOMJICHHSI Ta TIOBIIOMJISITOCS Y HATJISZIOBOMY JIOCTIIPKEHHI aCOIIHOBAHO 13 3aCTOCYBaHHAM CHIACHA(TY Ta
inmux iHriditopiB ®AES (nuB. posnin «[1obiuni peakuii»). [TaieHTiB ciig monepeanTH, MO Y pa3i parnToBOro
MOPYUICHHS 30py 3aCTOCOBYBAHHS CHIIeHA(TY CIIiI MTPUITMHUTH Ta HETaifHO 3BEPHYTHCS 10 JIiKapsl (IUB. PO3ILT
«IIpoTunokaszanus»).

Oonouacue 3acmocyganus 3 pumonagipom. OJHOYACHE 3aCTOCYBaHHS CHIIIeHA]ITy Ta pUTOHABIPY HE
peKoMeHny€eThbes (AUB. po3ain «B3aemois 3 IHITUMU JIIKAPCHKUMHU 3aC00aMHU Ta 1HII BUIU B3a€MOJII»).
OonouacHe 3acmocysanis 3 baokamopamu o-aopenopeyenmopis. IlamieHTam, siki 3aCTOCOBYIOTh OJI0KaTOpH O~
aJIpEHOPEIENTOPIB, 3aCTOCOBYBATH CHIIIeHADIT CITif] 3 00EPEKHICTIO, OCKIIBKH Taka KOMOIHAIliSl MOYKE TPU3BECTH
JI0O CHMITTOMATHYHOI apTepiaibHOI TIMOTEH31i y IeSKUX CXUIBHUX J0 IIHOT0 MmamnieHTiB. CHMIToMaTnIHa
apTepianbHa TIOTeH31sd 3a3BHuail BUHUKAE MPOTATOM 4 TOAMH Micis 3aCTOCYBaHHs cuiieHadiry. 3 METor
MiHiIMi3aIlil MO>KJIMBOTO PO3BUTKY IMOCTYPATBHOI MIOTEH311 Y TAIi€HTIB, K1 3aCTOCOBYIOTh OJIOKaTOPH 0L
aJIpEHOPEIENTOPIB, X CTaH MOTPiIOHO cTab1NIi3yBaTH 3a JOMOMOTOI0 OJOKATOPIB 0-aApEHOPELENTOPIB A0 MOYATKY
3acTOCOBYBaHHS cuiifieHaduTy. Takox Ciifl pO3rIsTHYTH MOXJIMBICTh 3aCTOCYBaHHS MOYaTKOBO1 J03H 25 MT (IUB.
poznin «Croci6 3actocyBaHHs Ta 1031»). Kpim Toro, ciij npoiH(opMyBaTH Nali€HTIB, SK IIATH y pa3i HOsSBU
CUMITOMIB OPTOCTaTUYHOI MIOTEH31].



Bnnue na kxposomeui. JlocnigxeHHs: TPOMOOIIMTIB JIOUHH MPOIEMOHCTPYBAIIH, 1110 i1 Vitro cunaeHadin
MIOTEHIIIFOE€ aHTHArperaniiHi e)eKTH HATPiro HiTponpycuay. Hemae sxoaHOT iHpOpMaIIii oo 6e3nexu
3aCTOCYBaHHS CHJACHa( LTy Mali€eHTaM 13 MOPYLIEHHSIMH 3rOpTaHHs KPOB1 200 TOCTPOIO MENTHUYHOIO BUPA3KOIO.
TakuM 4MHOM, 3aCTOCYBaHHS CUJIACHA]UTY MalllEHTaMU L1€] IPYNU MOXJIMBE JIUILIE MICIsI pETENIbHOT OLIHKH
CHIBBIIHOIICHHS KOPHCTI Ta PU3HKIB.

[Ticiist 3actocyBausst 1o3u 100 MT 340pOBUM JOOPOBOJILIISIM HE COCTEPITAIOCS BINIMBY Ha MOP(OJIOTIIO qdi
PYXOMICTh CIIEPMATO30111B (IUB. PO3OiI «CDapMaKOI[I/IHaMiKa)b.

Bmpama cnyxy. Jlikapsim ¢ mopajguTH MalieHTaM MPUITMHATH 3aCTOCYBaHH 1HT10iTOpiB OJIES, BKIIIOUaroun
npernapar, Ta HeraifHoO 3B€pHYTHCS 32 MEJUYHOTO JOMOMOTOI0 Y BUMAIKaX PanToOBOI0 3HM)KEHHS YU BTPaTH
ciyxy. [Ipo mi siBHIIa, M0 TaK0XX MOXKYTh CYITPOBOIKYBATHCS J3BOHOM Y ByXax Ta 3allaMOPOYCHHSIM,
MOBIAOMJISLIIOCS 3 acollialli€elo y yaci 13 3actocyBanHsM iHTi0iTopiB OJIES, BKItoyatroun npenapat. Buznauntu, uu
Il SIBUIA TIPSIMO TIOB’s13aHi 13 3acTocyBaHHsM iHTi6iTOpiB @JIES, un 3 iHmmmMu pakropamu, HEMOKIIUBO.
Oonouacne 3acmocysanns i3 2inomeHzugHumu npenapamamu. IIpenapar Y4MHUTH CUCTEMHY
CYJIMHOPO3UIMPIOBAIIbHY JIII0 Ta MOKE Y MO/IaJIbIIOMY 3HMKYBATH apTepiajJbHUI TUCK y MAlll€HTIB, SKI
3aCTOCOBYIOTh TITOTEH3UBHI JIIKAPCHKI 3aCO0H. Y OKpeMOMY JOCIIPKEHHI JIIKapCchKOi B3a€MOJII1 OJHOUACHE
3acTocyBaHHs amsonuminy (5 mr ado 10 mr) ta cunaenadizy 100 Mr) mepopaibHO CIIOCTEPIranocs cepeaHe
JIOJJaTKOBE 3HM)KEHHS CUCTOJIIYHOTO TUCKY Ha 8 MM PT. CT. Ta J1aCTOJIIYHOTO — Ha 7 MM PT. CT.

3axeoprosanns, wo nepeodaromvcs cmamesum uwiisaxom. 3aCTOCyBaHHA cuiifieHaTyHe 3aXHUIIAE Bl 3aXBOPIOBAHbD,
1110 MepealoThCsl cTaTeBUM HUIIXOM. CIIii pO3MJISHYTH MOXJIMBICTh MPOIHCTPYKTYBATH MAIiEHTIB 11010
HEOOX1THUX 3an001KHUX 3aC00IB JIJIS 3aXHCTY BiJl 3aXBOPIOBAHb, IO IMEPEIAOTHCS CTATEBUM IIITXOM, BKIIOYAIOTH
BipycC IMyHOJEDIIUTY JTIOANHH.

3acmocysanns y nepioo eazimnocmi abo 200y8anHs 2pyooio.
[Ipenapat He npU3HAYECHUI JIJIs1 3aCTOCYBAHHS KIHKAM.

30amuicmob enusamu Ha WEUOKICMb peakyii npu Kepy8anHi agMompancnopmom abo 3 iHumMu MexaHizmamu.
Jocnimkenp BIUIMBY MpernapaTy Ha 3JaTHICTh KepyBaTH TPAHCIIOPTHUMHU 3ac00aMHU Ta MPaLIOBATH 3 IHITUMHU
MeXaHi3MaMH He TPoBOIIA. OCKIIBKY Y X0/ KIIHIYHUAX JTOCITIHKCHD 3aCTOCYBAHHSI CUIICHA(DLTY ITOBIOMIISIIOCS
PO BUMAAKHU 3alIaMOPOUCHHS Ta MOPYIICHHS 3 OOKY OpraHiB 30py, Iepe/ TUM SIK CIIaTH 3a KePMO TPAHCIIOPTHOTO
3aco0y abo mpaIroBaTH 3 MeXaHi3MaMU, MaIlieHTaM HeOOXi/THO 3’CyBaTH, SIKOIO € TXHS 1HIUBIAyabHA peaKIlis Ha
3aCTOCYBaHHS Ipernapary.

Cnocio 3acmocysanns ma 003u.

[TpemapaT 3aCTOCOBYBATH MEPOPATHHO.

Jlopocni. PekoMeH10BaHa 103a Ipenapary cTaHOBUTH S0 MT, 3aCTOCOBYBATH Yy pa3i HEOOXiTHOCTI MpuOIU3HO 3a 1
TOAMHY IO CTaTE€BOI AKTUBHOCTI. 3aJIeKHO BiJ €()eKTUBHOCTI Ta NEPEHOCUMOCTI Mpenapary 103y MOKHa
30uTbuTH A0 100 Mr abo 3MenmuTH 10 25 Mr. MakcumanbHa peKoOMeH10BaHa f103a ctaHoBUTH 100 mr. YacToTta
3aCTOCYBaHHS MaKCHUMaJbHOI PpEKOMEHIOBAHOI JTO3M Mpenapary cTaHOBUTH 1 pa3 Ha no0y. [Ipu 3acTocyBaHH1
npenapary i 9ac nmpuiomMy Kl Jis mpenapaTy MOXe HacTaBaTH MI3HIIIE, HK MTPU HOTo 3aCTOCYBaHHI HATIIIE.
Tayienmu nimuvozo 6ixy. HeoOXiqHICTh Y KOPEKIIil 1031 MaIliEeHTaM JITHBOTO BiKY (> 65 pOKiB) BiJICYTHS.
Tlayienmu i3 Hupxogoi nHedocmamuicmro. IlarieHTam 13 HUPKOBOIO HEIOCTATHICTIO JIETKOTO Ta TIOMIPHOTO
CTyIeHs TSKKOCTI (kiipeHe kpeatuHiny 30-80 Mil/XB) pekoMeH10BaHa /1032 MpenapaTy € Takolo X, sIK HABEICHO
BHIIIE Y po3iTi«/opocniy.

OCKUIBbKH y MAIIEHTIB 13 HUPKOBOIO HEJJOCTATHICTIO TSDKKOTO CTyTEHs (KiipeHe KpeatuHiny < 30 Mi1/XB) KiipeHc
cuiaeHad Ty 3HIKSHHUH, CITiT PO3TISHYTH MOKJIUBICTh 3aCTOCYBAHHS J03H 25 MT. 3aJIe)KHO BiJl €()eKTUBHOCTI Ta
MIEPEHOCUMOCTI TIpenapaTy npu HeoOXiTHOCTI 103y MOXHA 301TbIIUTH OCTYoBO 10 50 Mr Ta 10 100 Mmr.
Tlayienmu i3 neuinkogor nHeoocmamuicmro. OCKUIBKA y TIAIIIEHTIB 13 MEYIHKOBOIO HEJOCTATHICTIO (HAPUKIIAI,
IIUPO30M) KJIIpeHC CHIIieHaiTy 3HMKEHUH, CITiJT pO3TIITHYTH MOXKIIUBICTD 3aCTOCYBaHHA 03U 25 MT. 3alie)KHO Bij
€(EeKTUBHOCTI Ta MEPEHOCUMOCTI TpermapaTy Mpu HEOOX1THOCTI J03y MOXHA 30IIBIITUTH MOCTYIOBO /10 SO MT Ta 10
100 wmr.



Tayienmu, axi 3acmoco8yroms iHWi TIKapcobKi 3acobu. SIKIO Mali€eHTH 0JJHOYACHO 3aCTOCOBYIOTH 1HT10iTOpH
CYP3A4 (muB. po3aist «Bzacmoois 3 iHuumu 1iKapCoKumu 3acooamu ma iHui uou 3aEmoo0iil), CIiI pO3TIASTHYTH
MOJKJIMBICTh 3aCTOCYBaHHS IIOYATKOBOI 03U 25 MT (32 BUHSATKOM PHUTOHABIPY, 3aCTOCYBaHHS SIKOTO OJTHOYACHO 13
cuwieHad17I0M He peKOMEHAYETRCS, TUB. PO3ik OcoOausocmi 3acmocy8anHsy).

3 MeTOI0 MiHIMi3allil MOXKJIMBOI'O PO3BUTKY MTOCTYPAIbHOI MIOTEH311 Y Nalli€HTIB, K1 3aCTOCOBYIOTh OJIOKaTOpH 0.
aIpeHOPELENTOPIB, X CTaH MOTPIOHO CTabUII3yBaTH 3a JOIIOMOT0I0 OJIOKATOPIB 0-apEHOPELIENITOPIB 0 MOYATKY
3aCTOCOBYBaHHS cuiiieHadiny. Takox ciii po3IIIHYTH MOXIIMBICTh 3aCTOCYBaHHSI TIOYATKOBOT 103U 25 MT (IMB.
po3ain «Ocobausocmi 3acmocy8anHsy Ta « B3aemoois 3 inwumu iKapCoKumMu 3acodamu ma iHui 8Uuou 83aEmooiiy
).

[Tpu npusHaveHHi cuaeHadry y 1031 25 Mr 3aCTOCOBYBATH IpenapaT y BiANOBITHOMY 103yBaHHI a00 JIiKapChKii
dopmi.

Jimu. Ilpenapat He MOKa3aHU 710 3aCTOCYBaHHs 0co0am BIKOM 10 18 pokiB.

Ilepeoo3ysanns.

ITix yac 3acTocyBaHHs pa3oBoi A03u cuiaeHadiny 1o 800 Mr mobiyHi peakuii Oyau NOTIOHUMH O TUX, IO
CIIOCTEPITATUCS TP 3aCTOCYBaHHI CIIIICHADUTY Y HUKYHX JI03aX, ajie 3yCTPIYaIucs JacTinie Ta Oyinu Oiibin
TSOKKUMU. 3aCTOCOBYBaHHS cuiieHadiny y 1031 200 Mr He TpU3BOAMIIO 10 MiABUIICHHS e(heKTUBHOCTI, ae
CHPUYHHSIIO 3pOCTaHHS KITBKOCTI BUITAIKIB PO3BUTKY IMOOIYHHX peakiliii (rOJI0BHOTO OO0, TPUILIHBIB,
3araMOpOYEHHS, AUCIIETICIi, 3aKJIaJeHOCTI HOca, MOPYIIeHb 3 OOKY OpraHiB 30py).

V pasi nepeno3yBaHHs MPHU HEOOXITHOCTI CIIi/T BAABATUCS 10 3BUUANHUX MiATPUMYIOUNX 3ax0/iB. [IprckopeHHs
KIIIpeHcy cuiiaeHadiny mpu reMoiani3i MaJoiMOBipHE BHACIIIOK BUCOKOTO CTYTICHS 3B’ sI3yBaHHS Mpenapary 3
OiTKaMU IJ1a3MH KPOBI Ta BIICYTHOCTI eiMiHaIii cuiieHadiny i3 cedero.

Ilo6iuni peakuii.

HaiiuacTime moBigoMIIsiocs po Taki MOOIYHI peakIlii K TOJIOBHHUM Oi1b, IPUIUIUBH, TUCIICTICIs, 3aKIaICHICTh
HOCa, OUTb y CITUHI, 3a11aMOPOYCHHS, HYA0Ta, IPUTUIMBH Kapy, OPYIICHHS 30Dy, IaHOTICIA Ta 3aTyMaHEHHS 30pYy.
VYci KITiHIYHO 3HaYYII MOOIYHI peaKIlii, 0 CIIOCTEPIiraaucs i 9ac KINHIYHUX JOCTIIKEHb YacTilIe, HiK PH
3aCTOCYBaHHI IU1ae00, HaBeIEHO HIKYE BIMOBIIHO 70 Kiacudikamii «CrucremMa-opran-Kiac» Ta 4acTOTH: JIyKe
gacto (> 1/10), gacto (> 1/100 - < 1/10), meuacto (> 1000 - < 1/100) Ta piako (= 1/10000 - < 1/1000). Kpim Toro,
4acTOTa KIHIYHO 3HAYYIIUX MOOIYHUX PEeaKIii, mpo SKi MOBILIOMIISIIOCS Y paMKax JOCBITy 3aCTOCYBaHHS MiCIIs
BUXOJly Ha PHHOK, BU3HAYCHA SIK HEBiZIoMa. Y MeXaX KOKHOI YaCTOTHOI rpymH MOOIYHI peakilii HaBeIeH] Y OPSIIKY
3MEHIIIEHHS 1X CepilO3HOCTI.

IndexiiiiHi Ta iHBa3WBHI 3aXBOPIOBAHHSL.

Heuacmo: puHiT.

3 OOKy iIMYHHO{ CHCTEMHU.

Heuacmo: TinepuyTIuBICTb.

3 OOKY HEpPBOBOI CHCTEMH.

Iyoice wacmo: TOTOBHUM O11Tb.

Yacmo: 3a1aMOpOYCHHSI.

Heuacmo: coHnuBiCcT, TinecTesis.

Pioko: iHCYnBT, TpAaH3UTOPHA 1IIEMiYHA aTaka, CyJIOMU™, pEIUIUBU CyAOM™, CHHKOIIC.

3 OOKy OprasiB 30py.

Yacmo: OpyIIEHHS CIPUXHATTS KOJIBOPIB**, po31aau 30py, 3aTyMaHEHHS 30Dy .

Heuacmo: po3naay cnib030BUAUICHHS*** | OB B 04ax, poTodo0ist, GoTormcis, rinepemisi 04eid, SCKpaBicThb 30py,
KOH FOHKTUBIT.

Pioxo: HeapTepianipHa nepenHs imemMiuHa HeWpomnarist 30poBOro HepBa*, OKIII03is CyAMH CITKIBKU™®, peTUHATBHUHA
KPOBOBWJIMB, apTEPIOCKIEPOTHYHA PETHHOIIATIS, MOPYIIECHHS 3 OOKY CITKIBKH, IITayKoMa, 1e()eKTH MoJIs 30py,
JUTUIONIS, 3HMKEHHS TOCTPOTH 30Dy, MIOIIisl, aCTEHOITsl, TUIaBal0Yi MOMYTHIHHS CKJIOBUIHOTO Tijia, MOPYIICHHS 3
00Ky paiay>kHO1 000JIOHKH, Mijipia3, MOsiBa CAIOYUX KPYTiB HABKOJIO JHKepesia CBiTia (Tajo) y Mol 30py, Ha0psIK
ouel, MPUIYXJIICTh O4eH, TOPYIICHHS 3 OOKY OueH, rinepemMisi KOH IOHKTHBH, MTOIPa3HEHHS 0uei, aHOMaJIbHI
BIIUYTTs B 0Yax, HAOPSK MOBIK, 3HEOAPBICHHS CKIICPH.

3 OOKy OpraHiB CIIyXy Ta BECTHOYJIAPHOTO anapary.




Heuacmo: BepTHrO, 13BiH y ByXax.

Pioko: rnyxora.

3 GOKy ceplisl.

Heuacmo: Taxikap[is, HOCUJIEHE CEpLIEOUTTSI.

Pioko: panToBa cepiieBa cMepTh*, iH(MAPKT MioKap/a, HUTYHOUYKOBA apuUTMis™, piOpuItsiis nepeacepab,
HecTalOlIbHA CTEHOKAp/Iisl.

3 OOKy Cy/UH.

Yacmo: TPUILUIUBY KPOB1 A0 0OJINYYsI, PUITUBU Kapy.

Heuacmo: aptepianbHa rinepTeH3is/TinoTeHsis.

3 OOKY pecnipaTOpHOi CUCTEMU, TPYAHOI KIITKU Ta CEPEAOCTIHHS.

Yacmo: 3aKknafieHiCTh HOCA.

Heuacmo: HOCOBa KpOBOTEYA, 3aKIaICHICTh MPUAATKOBUX Ma3yX HOCA.

Pioko: BITuyTTs CTUCHEHHSI y TOPJIi, HAOPSIK CIIM30BOi 00OIOHKK HOCA, CYXICTh Y HOCI.

3 OOKY HUTYHKOBO-KHUIIIKOBOT'O TPAKTY.

Yacmo: Hy10Ta, AUCTIETICISL.

Heuacmo: ractpoe3odareansHa peduirokcHa XBopooa, OroBaHHS, OUTh Y BEpXHii YaCTHUHI )KUBOTA, CYXICTh Y POTI.
Pioko: rinecte3is pOTOBOI MOPOKHUHU.

3 OOKY IIKIPU Ta TAMKIPHOT TKAHUHHU.

Heuacmo: Bucunanss.

Pioko: cunapom CriBeHca-J[)xoHCcOHA™, TOKCHUHMI eTiiepMaIbHUN HEKpOTi3™*.

3 GOKY OIIOPHO-PYXOBOIO anapary Ta CIOIY4YHOI TKAHWHHU.

Heuacmo: mianrisi, OU1b y KiHIIIBKAX.

3 OOKY CEYOBMIILHOI CUCTEMH.

Heuacmo: rematypis.

3 60Ky penpoayKTUBHOI CUCTEMH Ta MOJIOYHHUX 3aJ103.

Pinko: kpoBoTEUa 31 CTATEBOTO WICHA, Mpiani3M™*, reMaTOCTIePMisi, IIOJIOBKEHA SPEKITis.

3arajibHi po3JIaH.

Heuacmo: 6151b y TpyasiX, NIJBUIIEHA BTOMIIIOBAHICTb, BIIUYTTS Kapy.

Pioko: mogpazHeHHS.

OO6cTexKEHHS.

Heuacmo: nijBuIleHa YacTOTa CEPLEBUX CKOPOUECHb.

* T1oB1MOMIISLIIOCS JIUIIIE TT1]1 Yac AOCTIIKEHHS MICHIsl BUXOy MpernapaTy Ha pUHOK.

** [lopyIIeHHs CIPUHHSTTA KOJIBOPY: XJIOPOICisl, XPOMATOTICIsI, 1[1aHOTICIsI, PUTPOIICisl, KCAHTOIICIsI.

*** [lopyieHHs CITbO30BUIIIICHHS: CyXICTh B OYaX, MOPYIIEHHS CIbO30BUIIJICHHS Ta MABUIIICHHS
CJIO30BHIIJICHHS.

HuxuesasHaueHi siBuia cnoctepiranucs y < 2 % nalieHTiB; IPUYMHHUNA B3a€EMO3B’ 30K HE BU3HAUEHUH.
[ToBitoMIIEHHS BKIIIOYAJIH SIBHILA, 1110 MAJIM BIpOT1AHUMN 3B’ 30K 13 3aCTOCYBaHHAM Ipenapary. SIBuila, ki He
Oynu 3a3HaveHi, OyJIU JISTKMMH Ta MOBIIOMIICHHS OYJIH Jy’Ke HETOYHHMH, 00 MAaTH 3HAYCHHS.

3acanvui. HaOpsix o6nuyus, peakiii poTodyTIMBOCTI, IIOK, aCTEHis, O1Ib, panToBe NajiHHA, O17b Y )KUBOTI, PaliTOBE
TIOIITKOKCHHSI.

3 6oky cepyego-cyounnoi cucmemu: CTeHOKapis, AV-0610kaza, MirpeHb, OCTypallbHa TMOTEH3is, 1eMis
MiOKapza, TpoM003 CyJIMH TOJIOBHOTO MO3KY, palToBa 3yIMHKa ceplis, nopyieHHs pe3yibrariB Ha EKT,
KapAioMiomarisi.

3 60Ky WIYHKOBO-KUUWKO8020 MPAKNy: TIIOCHT, KOJIIT, fuc(daris, TaCTpHUT, TaCTPOSHTEPHUT, €30(arit, CTOMaTHT,
MOPYIIEHHS Pe3yIbTaTiB MEUiHKOBUX MPOO, peKTalbHa KPOBOTEYA, T1HTIBIT.

3 boky cucmemu Kpo6i ma aimamuunoi cucmemu: aHeMisl, TICUKOTICHIS.

3 6oky memabonizmy ma xapuyeanHs: crpara, HaOpsK, ojarpa, HecTabUIbHUN Aia0eT, rinepriikemis,
nepudepudHi HaOPSIKY, TEepypPUKEMis, TIIOTIIIKEMIs, TiepHATPIEMIs.

3 60Ky ckenemno-m 'a3060i cucmemu: apTPUT, apTPO3, PO3PUB CYXOKUIIJIS, TCHOCUHOBIT, OLIb y KICTKaxX, MiacTeHis,
CUHOBIT.

3 60Ky Hepgogoi cucmemu: aTakcis, HEBPAITis, Helponaris, mapecresis, TPEMOp, BEPTUTO, JIeNpecisl, 0€3COHHS,
aHOMaJIbHI CHOBU/IIHHS, 3HIDKEHHS Pe(IIEKCiB.




3 6oxy ouxanvHoi cucmemu: acTMa, TUCITHOE, JIAPHUHTIT, (PAPUHTIT, CHHYCHUT, OPOHXIT, OCUJICHE CIIMHOBUIICHHS,
TIOCHJICHHS! KaIILTIO.

3 60Ky wiKipu: KpOIIUB THKA, repriec, CBepO1XK, MITIUBICTb, BUPA3KH LIKIPH, KOHTAKTHUHN JI€pMaTHT,
eKc(oiaTUBHUHN IePMATHT.

Cneyughiuni 8iouymms: panToBe 3HWKEHHS UM BTpaTa CIyxXy, OiIb y ByXaxX, KPOBOBUJIMB Y OKO, KATapaKTa, CyXiCTh
B OYax.

3 60Ky ypozenimanvhoi cucmemu: WACTUT, HIKTYPIs, MiBUIIEHA YaCTOTA CEYOBUITYCKaHb, 301JIBIIEHHS MOJIOYHUX
3aJ103, HETPUMaHHsI ceyl, IOPYLIEHHs eAKYJIAL11, HAOPSIK CTaTEBUX OpPIaHiB, aHOPra3Mis.

JocBin 3acTocyBaHH micis BUXoay Ha puHok.Ilicns Buxony cuiaeHadiny Ha pUHOK OyJH 11eHTU(IKOBaHi
HIDKYe3a3HaueHi moo6iuHi peakii. OCKIIBKY MPO Taki peaxilii moBiJOMISIFOTh JOOPOBUIEHO Ta IMOBIIOMIICHHS
HA/IXOJSITh Y HEBIJJOMIHN KIIBKOCTI, HE 3aBX/IM MOKHA JJOCTOBIPHO OLIIHUTHU iX 4aCTOTY T4 BCTAHOBUTU NPUYMHHUIN
3B’S130K 3 €KCIO3HIII€I0 JIIKapchKkoro 3aco0y. L1i siBuma Oynu 3a3HaueHi sk uepes3 iX cepio3HiCTh, YacTOTy
MOB1AOMJICHHSI, BIICYTHICTh YITKOTO aJbTEPHATUBHOTO 3B 53Ky, TaK 1 uepe3 KoMOiHaIii0 UX (HaKTOpiB.
Cepyeso-cyounni ma yepebposackyiaphi seuwya. [TIoBIIOMIISLITOCS PO CepPHO3HI CepIICBO-CYAUHHI,
1epeOpOBACKYIISIPHI Ta CYJMHHI SBUINA, BKIIOYAI0UYH LEpeOpOBACKYIISIpHY KPOBOTEUY, CyOapaxHOiaJlbHy Ta
BHYTpIIIHBOLIEPEOpaTbHY KPOBOTEUY Ta JISTEHEBY KPOBOTEUY, IO OyJIM TIOB’s13aHi B Yaci i3 3aCTOCYBaHHIM
cunneHady. bimbIIicTh MaIieHTIB, aje HEe BCi, MAIH iICHYI0Y1 (JAKTOPHU CEPIIEBO-CYAMHHOTO PUHKY.
[ToBigomisiocs, 1o 6araro 3 IUX SBUL BUHUKIIM M1 4ac a00 oJpa3y MICJs CTaTeBOI aKkTUBHOCTI, Ta IEKIJIbKA
SIBUILl BUHUKIIU BiApasy Mij 4ac 3aCTOCyBaHHs cuieHadinyes3 cekcyaabHOi aKTUBHOCTI. [HIII sIBUIIIa BUHUKITU
NPOTSTOM HACTYITHHUX TOJIUH YH JTHIB MiCIIs 3aCTOCYBaHHS criiieHadiry Ta cTaTeBoi akTUBHOCTI. HemoximBo
BCTaHOBUTH, Y1 MAIOTh L1i SIBUIIA IPSIMUH 3B’ SI30K 13 3aCTOCYBAaHHSM IIpenapary, 31 CTaTeBOI0 aKTUBHICTIO, 3
HasBHUMH (DaKTOpaAMH PH3HUKY UM 13 KOMOIHAIlI€r0 X (PaKTOpiB, UM 3 iIHIIUMU (PaKTOpaMHu.

Kpoeonocna ma nimgpamuuna cucmemu: Ba300KIIO3UBHUN KpHU3. Y HEBEIMKOMY 3aBUYACHO IPUITUHEHOMY
JIOCJIIJDKEHH1 3aCTOCYyBaHHs npenapaty PeBarmo (cunaenadin) asis MamieHTiB 3 JIETEHEBOIO apTepialbHOI0
rinepTeH3i€0, BTOPUHHOIO II0/I0 CEPIIONOAIOHOKIIITUHHOI aHeMii, pU 3aCTOCYBaHH1 cuiieHad Ty PO PO3BUTOK
Ba300KJIIO3UBHUX KPU3iB, 10 MOTPEeOyBaK TOCIITANI3a1lil, MOBAOMIISIIOCS YacTillle, HiXK MPU 3aCTOCOBYBaHHI
tane6o. Kniniyne 3HaueHHs 11i€l iHGopMarlii s HalieHTiB, SKi 3aCTOCOBYIOTh CHJIIeHA(1Ty 3 METOIO JIIKYBaHHS
epeKTHIILHOT TUCHYHKITIT, € HEBIIOMHM.

Hepesosa cucmema: TpUBOXKHICTh, TPAH3UTOPHA TTI00aTHHA aMHE31S.

Cneyughiuni giouymms.

Cayx. Ilicns BUX0ly Ipenapary Ha pUHOK MOB1IOMIISIIOCS NPO BUMA/IKK PANITOBOIO 3HI)KEHHS YU BTPATH CIIyXY,
MOB’s13aH1 Y Yaci 13 3aCTOCYBaHHSIM cuiiieHaury. YV nesKkux BUNAIKax MOBIIOMIISIOCS PO HASBHICTh MEAMYHUX
CTaHIB Ta IHIIMX (aKTOPIB, 0 MOIJIM BIAIrPATH POJIb Y PO3BUTKY MOOIYHUX peakiiiil 3 60Ky ciyxy. Y Garatbox
BUTIA/IKAX 1H(OpPMAIIis III0I0 MOJATBIIOT0 MEINYHOTO CITIOCTEPEKEHHS BiICYTHS. BU3HAYNTH, Uu i SIBHIIA TTPSIMO
OB s13aH1 13 3aCTOCYBAHHSAM Npenapary cuiieHadiny, 3 HasBHUMH (DaKTOpaMu pU3UKY BTPaTH CIyXY, 3
KOMO1Hali€r0 IUX (aKkTOpiB UM 3 IHIIKUMHU (PAKTOPaMU, HEMOKIIHBO.

3ip: THMYacoBa BTpaTa 30py, HOYEPBOHIHHS OYEH, EUiHHS B 04ax, MiABUILEHHS BHYTPIIIHBOOYHOT'O TUCKY,
HaOPSIK CITKIBKH, Cy/IMHHI 3aXBOPIOBAHHS CITKIBKM UM KPOBOTEYA, BiAMIapyBaHHS CKIIOMOIIOHOTO Tija.

[Ticna BUXoay npemnapary Ha pUHOK PiKO MOBIIOMIISIIOCS PO BUMAIKK HeapTepialbHOI NepeHbO1 1IeMi4HO1
HEBPOIIaTii 30pOBOT0 HEPBA, 1110 € MPUYUHOIO 3HWKEHHS 30pY, BKJIIOUAIOUU MOCTIHHY BTpaTy 30Dy, SK1 OyIu
MOB’s13aH1 y Yaci i3 3acTocyBaHH:M iHri0iTopiB @JIES, Brirouaroun cunaeHadiny. bararo 3 nmaifienris, aje He BC,
MaJIi HasiBHI aHAaTOMIi4HiI a00 CyIMHHI (PaKTOpH PU3HKY PO3BUTKY HeapTepialbHOI MepeIHbOI IMIeMIYHOT HEBpPOTIATIl
30pOBOT0O HEpPBa, BKIIIOUYAIOYH (aj1e He0OOB I3KOBO 0OMEXKYIOUMCH) TaKi: HU3bKE CITIBBIIHOIIICHHS AlaMeTpa
€KCKaBallli Ta JUCKY 30pOBOI0 HEpBa (3acTIHHUMN AUCK 30pOBOr0 HEpBA), BiK BiA 50 poKiB, apTepiaibHa rinepTeHsis,
3aXBOPIOBaHHS KOPOHAPHUX apTepild, rinepiniaemis Ta naaiHHsa. HeMoxIMBO BUBHAYUTH, UM 111 SBUILA TPIMO
NOB’s13aHi 13 3acTocyBaHHAM iHTiOiTOpiB ®JIES, N 3 HAsIBHUMU aHATOMIYHUMH 200 CYAMHHUMH (pakTopamMu
PHU3UKY, UM 3 KOMOIHAIII€I0 IUX BCiX (PaKTOPIB, U 3 IHIIUMH (PaKTOpaMH.

36imyeants npo nido3proeani nooiuni peakui|. 3BiTYBaHHS OPO HiI03PIOBaH] HOOIYHI peakiii mics peeCTpaLki'l'
TiKapchbKOro 3aco0y Mae BaskinBe 3HaueHHs. Ile mae 3Mory npoBoauTu Oe3nepepBHHI MOHiTOpI/IH]i‘
CIiBB1AHOIIEHHST MI’K KOPHUCTIO 1 PU3UKAMU, OB’ SI3aHUMH 13 3aCTOCYBAHHSIM IILOTO JIIKAPCHKOTO 3aC00Y. HiKap;JM
(CJTiJ1 3BITYBATH PO OYAb-AKi Hia03proBaHi N0oOIYHI peakiii BiAIOBIAHO 10 BUMOT 3aKOH0naBCTBb.




|T epMin npudamuocmzﬂ 4 DOKI/I.|

YmoBu 30epiranns.
30epiraTy B OpUriHAIBHIN YIAKOBIII MTpH Temreparypi He Buiie 2C.
306epiraTé y HEIOCTYITHOMY JJIS JIITEH MICIII.

YnakoBka.

Tabnerkn o 50 mr, mo 100 mr Ne 1 (1x1), Ne 2 (2x1), Ne 4 (4X1“y oaicrepi, y naquﬂ.

Kareropis Bignmycky.
3a pelenTom.

Bupoonuk.
[TAT «®itodapmm».

Micue3Haxo/:KeHHsI BUPOOHUKA Ta HOT0 ajjpeca Micusi NPOBaJIKeHHS AislJIbHOCTI.
VYkpaina, 84500, [lonenpka 00:1., M. ApTreMiBChK, Byn. CubipiieBa, 2.



