IHCTPYKIOIA

IJIs1 MeIHYHOT' 0 3aCTOCYBAaHHSI JIIKapCHLKOT0 3ac00y

EPOTEKC IOJIf1 9OJIOBIKIB

(EROTEX DLIA CHOLOVIKIV)
Cknao:
ditoua pevosuHa: sildenafil;

1 TabneTka, BKpUTa IUTIBKOBOIO 000JI0HKOIO0, MiCTUTh CUJIeHadiny IUTpaTy y IepepaxyBaHHi Ha
cungenadin 50 mr abo

1 TabGneTka, BKpUTa IUTIBKOBOIO 000JI0HKOIO0, MiCTUTh CUJIeHadiNy IUTpaTy y IepepaxyBaHHI Ha
cunpeHadin 100 mr;

00OnoMidiCHI peyosuHU: TaKT03a, MOHOTIOpaT; 1e0i03a MiKpoKpUcTanidyHa; moBigoH K 29-32; HaTpiio
KpOoCKapMeJi03a; MarHito creapat; Opadry Blue 03F20404 (rimpoMenosa, Tutany piokcup (E 171),
Makporon 6000, ingurokapMiHy aalOMiHIEBUY JTaK).

JIikapcbka ¢opma. TabneTKu, BKPUTI ITiIBKOBOIO 060JI0HKOIO.
OcHosHi (pi3uko-xiMiyHi 8 1acmusocmi:

50 Mr: 671aKUTHI IBOOIYKII TabIeTKM, BKPHUTI IIJIiIBKOBOIO 000JIOHKOIO, OBaJIbHOI (POPMH, 3 HAAIIKCOM
«SL50» 3 ogHOrO 0OKY;

100 mr: 671aKUTHI OBOOMYKJIi TaOIeTKH, BKPUTI IIiBKOBOIO 000JI0HKOIO, OBa/IbHOI (hOPMH, 3 HAOIIUCOM
«SL100» 3 ogHOTO OOKY.

dapMakoTepanmeBTHYHA rpyna. 3aco0w, 110 3aCTOCOBYIOTLCS IIPHU €PEKTUIIbHINA TUCHYHKIIII.
Cunpenadin. Kog ATX G04B E03.

dPapmakono2iuHi e1acmueocmi.
dapmakoOuHamika.

Mexani3M mii

Cunpenadin - e mikapchKui 3aci, M0 3aCTOCOBYETHCS AJIS JIIKYBaHHS €PEKTUIIBHOI HUCHYHKIIII.
[Tpu cexcyanbHilt CTUMYISIII BiH BiTHOBIIIOE TIOPYIIEHY €PEKTUIBHY GYHKIIi0 MIIIX0M 30i/TbIIeHHS



IPUTOKY KPOBi 10 CTAaTEBOTO YJIEHA.

dizionoriyHuii MexaHi3M, 110 BigIIOBifja€ 3a epeKlilo CTaTeBOT0 YJieHa, BK/II0Ya€ BUBIIbHEHHS OKCUTY
asoty (NO) mo KaBepHO3HOT0 Tifla Iif Yac cekKcyanbHol cTuMynsiiil. [TotiMm NO akTuBy€e pepMeHT
TyaHINaTIUK/Ia3Hy, 10 BUKJIMKAE MiJBUIIEHHS PiBHS HUKIIIYHOTO r'yaHO3uHMOHOMochaTy (uI'Md),
IIPU3BOISYY 00 PO3CiabiieHHs TTIafKoTo M’'s13a y KaBEPHO3HOMY Tifli i BUKJTMKAIOYU IIPUTLIIUB KPOBI.

CunpgeHadin € moTyKHUM ceJleKTUBHUM iHTiOiTOpoM I’ MO-crierudiunoi pochoniecrepasu 5-ro Tumy
(POEDS) y kaBepHO3HOMY Tini, e ®IIES BimmoBimae 3a merpapanito ul’ M®. CunpgeHadin mie Ha
epexiito mepudepitino. CungeHadin He BUSBIISE MPSIMOTO PO3CIabIi0l0490ro BIJIMBY Ha i30JIbOBaHe
KaBepHO3He TiJlo TIOAKWHHU, ajle AyxKe Mifcuioe po3ciaabniondy aito NO Ha 1o TKaHuHy. Konu usax
NO/uI'M® akTuBOBaHUY, GK IIe BifOyBa€ThCS IIPU CeKCyasbHil cTUMyALil, npurHidenHs OIIES 3a
[OIIOMOT 010 CuifeHadiny Npu3BOOUTE A0 HigBuineHHS piBHA Ul M® y KaBepHO3HOMY Tini. TakuM
YUHOM, CEKCyalbHa CTUMYJIAILIS MOTPiOHA A7 moCATHEHHS (GapMaKoJIoTiuHoro ehekTy cunmeHadimy.

dapMakoguHaAMiYHUN ehEKT

HocmimxeHHs in vitro TPoaeMOHCTPYBalH, 110 cungeHadin € cenektTuBHuM o ®IES, o 6epe
aKTUBHY y4acCTb y IIporeci epekii. Bunus cunpenadiny Ha ®IES nmoTyXHimMM, HiXK Ha iHIII BigoMi
dochoniectepasu. Llett sruB y 10 pasiB noryxuimmi, Hix Brius Ha OIIEG, mo 6epe y4acTs y
npoiecax poTomepeTBOpeHH y CiTKiBLi. [Ipy 3acTOCyBaHHI MaKCMMaIbHUX PEKOMEHIOBaHUX 103
cenekTuBHICTh cunpgeHadiny go O®IIES y 80 pasis nepesuiye 1oro cenektusHicTs fo ®IE1, y 700
pagiB Bullla, Hixk go ®IE2, ®IIE3, ®[IE4, ®IE7, ®IES, ®[IE9, ®IIE10 ta ®JIE11. 30kpema,
ceneKTUBHICTb cunpeHadiny mo ®IOES y 4000 pa3iB nepeBuiiye 1#oro cenektuBHicth 1o ®IE3 -
TAM®-cienudivnoi izodopmu pochomiectepasy, 1o 6epe ydyacTs y perysiiii cepieBoi
CKODPOTIHBOCTI.

dapmakoKiHemuka.

AGcop0iris

Cunpenadin mBupko abcopbyeTbcsi. MakcuManbHa KOHIIEHTpAIlis mpemapaTy B mi1a3mi Kposi (C,,.,)
nocsiraetbes nmpotsaroM 30-120 xB (3 MenmiaHO0 60 XB) IMiCIIs KOT0 IEPOPAJIBHOTO 3aCTOCYBaHHS
Hatile. CepenHs abcomoTHa 0i0JOCTYIIHICTH IMiCIIs TepOpaibHOT0 3aCTOCYBaHHS CTaHOBUTE 41 % (3
Iiarma30HOM 3Ha4eHb Bif 25 10 63 %). Y pekoMeHmoBaHOMY fiana3oHi 703 (Big 25 go 100 mr) mnoma
g papMaKOKiHETUYHOIO KPUBOIO «KOHI[eHTpalis-dac» (AUC) i C,,, cungeHadiny micis #1oro
IIepPOpaIbHOT0 3aCTOCYBAHHS MiABUIIYIOTHCS IIPOMOPLIMHO JO03i.

[Tpu 3acTocyBaHHi cungeHadiny mig yac BXKUBaAHHS 1Ki CcTymiHb abcopOilii 3HUKYETHCS 3i cepeHiM
TIOJTOBXKEHHSAM 4acy [OCATHEHHS MakKcuMasbHOI KoHneHTpanii (T,,,) 7o 60 xB i cepeiHiM 3HUKEHHSIM
Coox Ha 29 %.

Po3mnopin

CepeqHiit piBHOBaxHUY 00’'eM po3nominy (V,) cunpgernadiny ctanoButh 105 71, IKUN CBITYUTD PO
PO3MOMiN penapaTy B TKAHUHAX opraHiamy. Iliciisg oqHOPa30BOro MepopalbHOr0 3aCTOCYBaHHS
cungenadiny B §o3i 100 Mr cepenHs MaKCUMallbHa 3arajibHa KOHI[eHTpalis cunmeHadiny B mna3mi
KpOBi cTaHOBUTH mpubmu3Ho 440 Hr/mn (koediuienT Bapianii - 40 %). OcKinbKu 3B’I3yBaHHS
cunpeHadiny (ta #ioro ronosHoro N-mecmeTusn-MmetabosiTy) 3 6inkamu m1a3Mu KpoBi ckiamgae 96 %,
cepegHs MaKCHMMaJbHa KOHIIEHTpAIlid BiIbHOTO CUIfeHadiny B Ia3Mi KpOBi CTaHOBUTH 18 Hr/Mn

(38 amornb). CTymiHb 3B’93yBaHHS 3 6iTKaMu 11JIa3MHU KPOBi He 3aJIeKUTh Bifl 3arajibHOL
KOHIIEHTpAllil cungeHadiny.



Y 3mopoBux MOOPOBOJIBIIIB, SIKi 3aCTOCOBYBau cunmeHadin omHopa3oBo B mo3i 100 mr, yepe3 90 xB B
eskynsaTi BudHavanocs < 0,0002 % (y cepenuabomy 188 Hr) Big IpUUHSATOL JO3M.

Mertabomizm

MeTabori3M cunpeHadiny 3miiiCHIOETECS TOJIOBHUM YHHOM 3a y4acCTI0 MiKpoCOMaJlbHUX i30(0epMeHTIB
nevinku CYP3A4 (ronosuui mnsax) Ta CYP2C9 (mpyropsaaHuii miisx). [0M0BHUN HAPKYITIOOYUM
MeTabOoJIiT YTBOPIOETHCS IITITXOM N-IeMeTunoBanHs cunneHadiny. ITpodinb ceneKTUBHOCTI LIHOTO
MeTabomiTy 1mono ¢pochomiectepasu 5-To TUITY CXOXKUHN HA TaKUM cunmeHadiny, a akTUBHICTb
MeTabomity mono ®IES ctaHoBUTh npubnau3Ho 50 % aKTUBHOCTI BUXigHOI pedoBuHHU. [11a3moBa
KOHIIEHTPaIlisd Iboro MeTaboJliTy cTaHOBUTD MpuOnu3Ho 40 % KoHIleHTpalil cungeHadiny B mnna3mi
KpoBi. N-neMeTunboBaHu MeTaboJIiT MeTab0Ii3yeThCs Haflasi, a ioro mepio] HaliBBUBEeIeHHS
CKJIafa€ MpuOIu3HO 4 TOTUHU.

BuBeneHHdA

3aranbHUY KJIipeHc cungeHadiny cTaHOBUTSH 41 71/Tof, 3yMOBJIIOI0YM II€Piof M0T0 HalliBBUBEIEHHS
TPUBaMICTIO 3-5 TOOUH. AK micis MepopanbHOro, Tak i micis BHYTPIIIHBOBEHHOTO 3aCTOCYBaHHS
eKckpelis cunneHadiny y Burisami MeTa0oJiTiB BigOyBaeThCsI TONIOBHUM YMHOM 3 KaJIoM (MpubIu3HO
80 % Bim BBeEHOI MepopasbHO O03H) i MEHIII0I0 MipoIo - 3i ceyero (mpuOmu3uo 13 % Bim 3aCTOCOBAHOI
IIepopaibHO [NO03H).

®apMakoKiHeTHKa B 0COOIMBUX IPYIIaX HAIliEHTIB

ITayieHmu AiMHb0O20 BIKY

Y 3p0poBUxX JOOPOBOIBIIIB MITHHOTO BiKY (BikOM Bifl 65 pOKiB) Bif3Hayanocs 3HUKEHHS KITipeHCY
cunpeHadiny, mo 3yMOBIIIOE MiIBUIIEHHS I1JIa3MOBUX KOHIEHTPAI[iN CUIAeHadiy Ta 10ro akTUBHOTO
N-meMeTunboBaHOro MeTabomity npubnusno Ha 90 % MopiBHSIHO 3 BiAMOBIAHMMY KOHIIEHTPAIIIMU Y
3[0POBUX MOOPOBOIIBLIIB MOIOAIIOro BiKy (18-45 pokiB). V 3B’s13KY 3 BiKOBUMU BiIMiHHOCTSIMU TIPU
3B’3yBaHHi 3 GiTKaMu IJIa3MU KPOBi BiiTIOBifHE MiIBUILIEHHS 11JIa3MOBOI KOHIIEHTPallil BiTbHOTO
cunpeHadiny cranoBuso npubausuo 40 %.

Hupkoea HedocmamHicmb

Y 1o6poBoIbIIiB i3 mopyIIeHHAMY GYHKIIII HUPOK JIETKOTO Ta IMTOMIPHOTO CTYIIeHS TSAXKKOCTI (KJlipeHc
KpeaTuHiny ctanoButh 30-80 M/xB) papMaKOKiHETHKa cuifeHadiny 3anuianacsd He3MiHEHOIO MiCcsa
10r0 OJJTHOPa30BOT0 IIepopabHOro 3acTocyBaHH y 0o3i 50 mr. Cepegui AUCiC,,, N-
IeMEeTHILOBAHOT0 MeTa00iTy HifIBUIIyBaIKuCcsI MakKcuMyM Ha 126 % i 73 % BifmoBigHO MOPiBHSAHO 3
THUMH XK TI0OKa3HUKaMU y JOOPOBOJIBIIIB aHAIOTiYHOTO BiKy 6e3 nopyiieHs QyHKIll HupoK. OgHak
yepe3 BUCOKY iHAUBigyabHY BapiaOenbHICTS ITi BiTMiHHOCTI He Oy/IM CTAaTUCTUYHO 3HAUYIIUMU. Y
noOPOBOJIBLIIB 3 TSAXKKUMHU MTOPYIIEHHSIMHU GYHKII HUPOK (KitipeHc KpeaTuHiHy < 30 MJI/XB) KJlipeHC
cungeHadiny 3HUKYBaBCS, 110 IPU3BOAUIIO A0 cepenHix migBuinenb AUC i C,,, Ha 100 % i 88 %
BiITIOBigHO MOPIBHSHO 3 BiANIOBIAHUMY ITOKa3HMKaMHK OOOPOBOJIBIIB aHAIOTiYHOT0 BiKy 6e3 mopyIIeHb
dyukiii Hupok. Kpim toro, 3nauenns AUC ta C,,,, N-IeMeTHUIb0BaHOTO MeTa0O0IITy 3HAYYIIE
nigsuinyBanucy - Ha 200 % ta 79 % BifmoBigHO.

ITeuiHKkosa HedocmamHicmb

Y mo6poBOIBbIIIB 3 IIMPO30M IEUiHKM JIETKOTO Ta MOMIPHOTO CTYIIeHs TSXKKOCTi (kKytacu A i B 3a
Knacudikauiero Yainpma-I1'10) KnipeHc cungeHadiny 3HMXKYyBaBCS, 1110 IPHU3BOTUIIO [0 MigBUILIEHHS
AUC (84 %) i C,,., (47 %) nopiBHSIHO 3 TAaKUMHU y JOOPOBOJIBLIIB aHAIOTiYHOTO BiKy 6€3 IopyIIeHb
¢byskuil nevinku. PapMakoKiHeTHKa CUIgeHadisly y IalieHTiB 3 MOPYLUIEHHSIMU (PYHKI1 IeYiHKI



TSA2KKOT'O CTYIIEHA HE BHBYAJIaCsd.

KrinigHi xapaKTepHCTHKH.
IToka3zanus.

Jlikapcbkuit 3aci6 EpoTekc [y 40I0BiKiB peKOMEHIYETHCS 3aCTOCOBYBATH YOJIOBiKaM 3
€PEeKTUIIbHOIO MUCOYHKIIIEI0, TKa BU3HAYAETHCS SK HE3NATHICTh JOCATTH ab0 migTpUMaTH epekKIliio
CTaTeBOro 4YjeHa, HeoOXigHy AJig YCHIITHOTO CTaTEBOTO aKTy.

Ins epekTuBHOi fil npemapaTty EpoTekc aiist 401oBikiB IoTpibHEe cekcyabHe 30ymKeHHS.

IIpomunoka3aHHs.

- TligBuIeHa Yy TIUBICTh 0O aKTUBHOI pe4oBUHM a00 M0 OyAb-5SKOI 3 OTIOMiXKHUX PEYOBUH
nmpenapary.

- OpHOYacHe 3aCTOCYBAaHHS i3 JOHOPAMM OKCHAY a30Ty (TaKUMHM SIK aMiHITpuUT) abo HiTpaTamu y
Oynmb-siKift hopMi IpPOTHUIIOKa3aHe, OCKIIBKY BiloMoO, 1110 cuigeHadin Ma€e BIJIUB Ha HMUISIXU
MeTabomizmy NO/I'M® Ta moTeH1if0€e TimoTeH3UBHUM e(DeKT HiTpaTiB.

- OpHouacHe 3acTocyBaHHs iHTiOiTOpPiB ®IES (Y TOMY umcini cunmeHadiny) 3i cCTUMynsiTOpaMu
TyaHINaTIUKIa3}u, TAKUMU K PIOLUTyaT, IPOTUIIOKa3aHe, OCKIJIbKY MOXKe IIPU3BECTH [0
CHMIITOMATUYHOI TinoTeH3il (quB. po3min «B3aeMopmis 3 iHIMMMY NTiKapChbKUMU 3ac00aMu Ta iHIII BUOK
B3aEMOMIN»).

- CraHu, Ipu IKUX He peKOMeHJ0BaHa CeKCyajbHa aKTUBHICTh (HapUKIIak, TAXKKi CepleBO-CyqUHHI
po37nany, Taki 9K HecTabilbHA CTeHOKapPMis abo ceplieBa HeJOCTATHICTh TSIKKOTO CTYIIEHS).

- Brpata 30py Ha ofiHe 0KO BHACJIiIOK HeapTepiaabHOl IepefHbO] illeMiuHOl HelpomaTil 30p0oBOro
HepBa He3aJIeXXHO Bif TOro, TOB’si3aHa 1151 IAaTOJIOTis i3 monepegHimM 3acTocyBaHHAM iHTriOiTOpiB ®IES
Yy Hi.

- HasBHICTh TaKUX 3aXBOPIOBaHb, K MOPYLIEHHS (QYHKIIII TEYiHKY TSKKOTO CTYIIEeHS, apTepianbHa
rinoteHn3is (apTepianbHuit THCK HUXKYe 90/50 MM PT. CT.), HEIIOABHO ITepeHeCceHuH iHCYIbT abo
iHapKT MioKapaa Ta BiloMi CITagKOBi JereHepaTHBHI 3aXBOPIOBAHHS CiTKiBKH, TaKi SK IMirMeHTHUMN
PETHHIT (HeBeNKKa KibKICTh TaKUX MAI[il€EHTiB Ma€ TeHeTUUYHI po3nnaau ¢pocdopiecTepas CiTKIBKY),
OCKinbKM Oe31eKa 3aCTOCyBaHHS cuifeHadiny He mOCTiAXKyBanacs y TaKuX MiATpyIax Malli€eHTiB.

B3aemodisa 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

BnnuB iHmux mikapchbKux 3aco0iB Ha cunpgeHadin

LocaidxcenHA 8 ymoasax in vitro

Cunpenadin MeTabo1i3yeThCs TOTOBHUM YMHOM 3a AomoMoroio izohopm 3A4 (ocHoBHUM muisax) i 2C9
(opyropspaui muisax) muroxpomy P450 (CYP). Takum unHOM, iHTiIOiTOPH X i30pepPMEHTIB MOXKYTh
3MEHIIUTHU KJIipeHC cungeHadiny, a iHIyKTOpH X i30pepMEeHTIB MOXKYTh MiABUIIUTH KJTipEHC



cungeHadiny.
LocaidxceHHA 8 ymoagax in vivo

[MTonynsauiiau# papMaKOKiHETUUHUM aHai3 JaHuX KIIiHIYHUX BUIPOOyBaHb IPOJIEMOHCTPYBAB
3HUKEHHS KIIipeHCy cunfeHadiny Ipu CymyTHbOMY 3aCcTOoCyBaHHiI 3 iHridiTopamu CYP3A4 (TakuMu 5K
KETOKOHA30JI, EPUTPOMIIINH, IUMETUANH). X04a 30ibIIIEHHS BUMIQKiB BUHUKHEHHS MMOOIYHUX SBUII]
He CIIOCTepirasocs y Uux MallieHTiB, IpU BBefeHHi cungeHadiny omHouacHo 3 inribitopamu CYP3A4
CJIi[l PO3TJIIHYTH MOXKJIMBICTh 3aCTOCYBaHHS [109AaTKOBOL [03U cungeHadiny 25 mr.

CynyTHe BBefleHHs iHribiTOopa mpotea3u BIJI puToHaBipy, KUl € cuibHOMi0YUM iHTiGiTOpOoM P450, y
cTaHi piBHOBaxkHOI KoHIeHTpallil (500 mMr 1 pa3 Ha moby) 3i cungenadinom (omHOpa3oBa go3a 100 mr)
npu3Bonuio fo 300 % (y 4 pa3u) 36inspmenns C,,,, cungeHadiny i 1000 % (B 11 pasiB) 36inmbIneHHS
AUC cunpenadiny y nna3mi kposi. Yepes 24 roguHu KOHIIEHTPaMis cunmeHadiny B maa3Mi Kposi
craHoBwIa npubnmu3no 200 Hr/MII, ToHi SIK IPU 3aCTOCYBaHHI TibKY cuigeHadiny s KOHIeHTpalis
craHoBuia 5 Hr/mi. Lle BifmoBigae momiTHiM Ail puTOHABIPY Ha BEIUKY KiNbKicTb cy6cTpaTiB P450.
Cunpgenadin He BIIMBa€ Ha (papMaKOKiHETUKY PUTOHaBipy. Ha migcraBi Iux (hapMaKOKIiHETUYHUX
pe3yIbTaTiB CyIyTHE BBEOEHHS CcuifeHadiny 3 puTOHaBipOM He peKOMeHIoBaHe (OUB. PO3MiN
«Ocob6IMBOCTi 3aCTOCYBaHHS»), @ MaKCUMaJlbHa [103a CUIgeHadiny y KOOgHOMY pa3i He MOBUHHA
IepeBULlyBaTy 25 Mr 3a 48 roguH.

CynyTHe BBefieHHs iHribiTopa mpotea3u BIJI cakBinaBipy, sikuii € inribitopom CYP3A4, y mosi, 1m0
3abe3neuye piBHOBaxHY KOHIeHTpario (1200 mMr 3 pa3u Ha mo06y), 3i cunpenadinom (100 mr
OHOPa30B0) Mpu3BoauII0 10 140 % 36inbimenus C,,, cungenadiny i 210 % 36inbuenns AUC
cungenadiny. Cunmenadin He BIIMBa€E Ha ¢papMaKOKiHETHKY CaKBiHaBipy (ouB. po3min «Crocid
3aCTOCYBaHHS Ta [03u»). [lepembayaeTnes, 1m0 Ginmbin moTyxkHi iHri6iTopu CYP3A4, Taki sk
KETOKOHAa30J1 Ta iTpakoHa30J1, 6yayTh MaTu OiNbIn BUpaXKeHUY BIIJIUB.

[Tpu BBeOeHHI 0MHOPA30BOl 003U cungeHadiny, mo ctaHoBuTh 100 Mr, 3 eEpUTPOMILIMHOM - IOMipHUM
inriitopom CYP3A4, y piBHOBaxkHOMY cTaHi (500 Mr 2 pa3u Ha 700y MPOTATOM 5 IHIB)
croctepiranocs 36insimenHs AUC cunpenadiny Ha 182 %. 3m0poBi 4010BiKK-T06POBOIIBII He
IIPOJIEMOHCTPYBAJIX XKOOHUX N0oKa3iB epekTy azutpominuny (500 Mr Ha go0y npoTarom 3 fi0) Ha
AUC, C,,,, T,.. KOHCTAQHTY IIBUAKOCTI emimMiHallil abo momasnbliie HammiBBUBEOeHHS cungeHadiny abo
10T0 OCHOBHOTO ITUPKYI0l04oro Metabomity. Llumetupun (800 Mr), 1110 € iHTiGiTOPOM IIUTOXPOMY
P450 i Hecnenudiunum inribitopom CYP3A4, BUK/IKMKaB MiIBUILIEHHS KOHIIEHTpalii cungeHadiny B
11a3Mi KpoBi Ha 56 % Ipu CynyTHbOMY BBefieHHi 3i cunpeHadinoM (50 Mr) 3mopoBUM J0OPOBOIBIISM.

['peindpyToBuii cik, sikuii € cmabkumM inribitopom CYP3A4, BunuBae Ha MeTab01i3M y CTiHII
KHUIIeYHUKY i MOXKe BUKJIUKATU ITOMipHe MifBUIIeHHS KOHIIEHTpallii cunfgeHadiny y mnna3mi Kpoai.

OpHOpa30Be 3aCTOCYBaHHS aHTAUMOHUX 3aco0iB (MarHilo rimpoKcuy/amoMiHilo TiTpoKcuay) He
BIIJIMBAJIO Ha 0i0JOCTYIHICTh cunmeHadiny.

Xoua cnenudiuHi qocHimKeHHsS B3aEMOIl He TPOBOOUIIKCS IS BCiX JTiIKapChKUX 3aC00iB,
MONYNALINHUY papMaKOKiHETUUHUYN aHalli3 He MMPOAEMOHCTPYBaB Oyb-sIKOTO BILIMBY Ha
dbapMakoKiHeTUKY cunmeHadiny cymyTHboI Tepanil iHribitopamu CYP2C9 (TakuMu K TONOyTaMiz,
BapdapuH, ¢peniToin), iHriditopamu CYP2D6 (TakuMU SK CEJIEKTHUBHI iHTiOiTOpH 3BOPOTHOTO
3axOIIJIEHHST CEPOTOHIHY, TPUUUKIIIYHI aHTUIeTTPECAHTH) 3 TPYIIOI0 Tia3UTHUX Ta Tia3ugOMOiOHUX
IiypeTHKiB, MEeTIHOBUMHU Ta Kanliii3bepiraiouuMu AiypeTukamu, iHridbitopamu
aHTi0TEH3WHIIEPETBOPIOBAIbHOTO pepMeHTy (AIID), aHTaroHicTaMM KaibllieBUX KaHaJliB,
6110KaTOopaMu B-agpeHepriuHuX penenTtopis abo ingykropamu Metabomnizamy CYP450 (Hanpuknag, i3
pudamminmaoM, 6apbiTypaTamMu). Y mocmigKeHHi, 10 TPOBOAUIOCS 3@ YYaCTI0 3TOPOBUX YOJIOBIKiB-



noOPOBOJIBIIIB, CYIIYTHE BBEIEHHS aHTArOHiCTa eHOOTENiHY, a caMe O0CeHTaHy (TOMipHUM iHOYKTOPD
CYP3A4, CYP2C9 i, moxmnuBo, CYP2C19), y piBHOBaxkHOMY cTaHi (125 Mr 2 pa3u Ha mo6y) 3i
cunpeHadinoM y piBHoBaxHOMY cTaHi (80 Mr 3 pa3u Ha go0y) mpusseno mo 3uuxkenHs AUC ta C,,,,
cunpeHadiny Ha 62,6 % i 55,4 % BigmoBigHO. TaKMM YHUHOM, CYIIyTHE 3aCTOCYBAaHHS CUJIBHUX
ingykTopiB CYP3A4, Takux sk pudaMIIilliH, TPU3BOAUTH [0 OiNIbIIOr0 3HUKEHHS KOHIIEHTpallii
cungeHadiny B miua3Mi KpoBi.

Hixopanpun € ribpumoM akTUBaTOpa KajieBUX KaHaliB Ta HiTpaTy. Yepe3 HiTpaTHUN KOMIIOHEHT BiH
Ma€ MOTEeHIlial OO0 CeP03HO0I B3aEMOIl 3i cungeHadinom.

BronuB cunnenadiny Ha iHImmi mikapchbKi 3aco6u

IlocaidoceHHs 8 ymoasax in vitro

Cunpenadin e cnabkuM inribitopom uutoxpomy P450 isodopm 1A2, 2C9, 2C19, 2D6, 2E1 i 3A4 (IC;,
> 150 MkM). BpaxoByiouu miKOBi KOHIIeHTpallil cunaeHadiny B maa3Mi KPOoBi, 10 CTaHOBIATh
npubau3HOo 1 MKM ITicIst BBeIeHHS PEKOMEHIOBaHUX 03, JTiKapChKui 3aci0 EpoTekc miist 40moBikiB
HaBpSO YU 3MIiHUTD KJIipeHC cyOcTpaTiB Iux i30pepMeHTiB.

Hani mpo B3aeMofito cunpeHadiny 3 HecnenupivHuMu iHribiTopamu docdoaiecrepasu, TaKUMU K
Teodinin abo gumipugaMon, BifCyTHi.

LocaidxceHHA 8 ymoaax in vivo

BigmoBigHO Mo BimoMux BIIUBIB Ha misaxu MeTabonizmy NO/II'M® cunpmeHadin mpomeMoHCTPYBaB
TIOCUJIEHHS TilOTeH3UBHOI [iii HiTpaTiB, a 10T0 CYIyTHE BBeIeHHS 3 IOHOPaAMH OKCHAY a30Ty abo
HiTpaTaMu y OyOb-sKiit popMi, TAKMM YUHOM, TPOTUIIOKa3aHe (OUB. Po3min «[IpoTumnokasaHHg»).

Piomuryart. [loKmiHi4HI JOCTiAXKEHHS NIPOAEMOHCTPYBaId afUTUBHUYN CUCTEMHUY e(eKT 3HUKEHHS
apTepianbHOTO TUCKY IIPH OMHOYACHOMY 3acTocyBaHHi iHribiTopiB ®IIES 3 piouuryatom. Kniniusi
IOCTiAKEeHHS IPOAEMOHCTPYBaIH, 110 PiONUTyaT OCUJIIOE TiNOTEeH3UBHY Aito iHTribiTopiB ®OES. Y
nali€eHTiB, sIKi 6paay y4acTh y OOCTiIXKeHHi, He CIIOCTepiraaoch MO3UTUBHOIO KITiIHIYHOTO epeKTy Ipu
OHOYAaCHOMY 3acTocyBaHHi iHri6iTopis ®IE5 3 piounuryatom. IIpoTunokasaHe ogHOYaCHe
3acToCyBaHHS piouuryarty 3 iHribiTopamu ®JIES (y Tomy uucri 3i cunmeHadinom) (OUB. po3min
«IIpoTUNIOKa3aHHS»).

CymnyTHe 3acToCcyBaHHS cungeHadiny 3 a-6710KaTopaMu MOXKe BUKIMKATHA CUMIITOMaTUYHY
TinoTeH3i0 y HeBeIUKOI KiTbKOCTi YyTNIMBUX 0Ci0, 110 iMOBipHIIlle CIIOCTePiraTUMeThCs IPOTAToM 4
TOMIMH IiCIis BBEOEHHS 103U cunmeHadiny (qus. po3minu «OcoO0nMuBOCTI 3acTocyBaHH» Ta «Crocio
3aCTOCYBaHHS Ta J03W»). Y TPhOX CIenu(pivHUX OOCTimKEeHHSIX B3a€MOIi JTiKapChKUX 3aco0iB a-
0110KaTOp mOKCca303uH (4 Mr i 8 mr) i cunpgenadin (25 mr, 50 mr a6o 100 Mr) BBOgUIM OGHOYACHO
nalieHTaM 3 oOPOSKiCHOIO Tinmepriia3ieio mepeaMixypoBol 3a103H1, SIKi OTpUMYBaJid JOKCA303UH s
crabinizarii IXHBOTO CTaHy. Y KX MAI[iEHTIB CIIOCTepiranucs cepenHi fOAaTKOBI 3HUKEHHS
apTepiasbHOTO TUCKY Y NOJIOKEHHI JlexXayy, 110 CKIaganu 7/7 MM pT. €T., 9/5 MM pT. CT. i 8/4 MM pT.
CT., @ TAaKOXK [0JaTKOBi CepefHi 3HNUKEHHS apTepiaJbHOT0 TUCKY B MOJIOXKEHHI CTOSYH, 110 CKITafain
6/6 MM pT. CT., 11/4 MM PT. CT. i 4/5 MM PT. CT. BignoBigHo. Konu cungeHadin i ;okca303uH BBOAUIN
OJHOYACHO TallieHTaM, SKi OTpUMYBaIu NOKCA303uH IS cTabimizallii iXHbOTro CTaHy, 3'IBASIUCS
He4vacTi MOBiTOMJIEHHS ITPO BUHUKHEHHST CUMIITOMATHYHOI IIOCTYPaJIbHOI TiloTeH3ii, 3arraMopodyeHHs
Ta IePeNHENPUTOMHUN CTaH, ajle 663 CHHKOIIE.

2KomHuX CyTTEBUX B3a€EMOIiN He 0YI0 BUSBIEHO IIPU CYITyTHROMY 3aCTOCyBaHHI cungeHadiny (50 mr)
3 TonOyTamimoM (250 mr) abo Bapdapurom (40 Mr), oOuABa 3 SKUX MeTabO0JIi3yI0ThCS 3a JOTIOMOI 010



CYP2C9.

Cunpenadin (50 Mr) He BUKIHKAB 30iNbIIeHHS YaCy KPOBOTeYi, CIPUYMHEHOI alle TUICATIIIAIOBOI0
Kucnaororo (150 mr).

Cunpenadin (50 Mr) He MmigCHITIOBaB TiOTEH3UBHY [0 aJIKOTOJII0 ¥ 3[0POBUX TOOPOBOJIBIIB 3i
cepenHIM MaKCUMaJIbHUM PiBHEM ajKOroJt0 B KpoBi 80 mMr/m.

Y matieHTiB, sKi 3acTOCOByBaiu cuifeHadin, He CocTepiranaocs XOOHUX BigMiHHOCTEN MTPOdiio
mo6iuHuX eheKTiB MOPiBHSHO 3 IyIanedo Mpu 0OJHOYACHOMY 3aCTOCYBaHHI TaKUX KJIaciB
rinoTeH3UWBHUX JIiIKaPChKUX 3ac00iB, K AiypeTuku, 610KaTOpu B-agpeHopelenTopis, inribitopu AIlQ,
aHTaroHiCTH aHTioTeH3uHY II, aHTUTiepTeH3UBHi JTiKapChKi 3acobu (CyIMHOPO3UINPIOBAJIbHI Ta
IIEeHTPAJIbHOI [il), 6JT0KAaTOPHU afipeHePrivHuX HEeHPOHiB, 0JI0KaTOPH KaJbIliEBUX KaHAJIiB Ta OJI0KaTOpH
a-afipeHopenenTopiB. Y cnenudiuHOMY [OCTiXKEHHI B3aeMoii, y skoMmy cunpeHadin (100 mr)
3aCTOCOBYBAJIM Pa30M 3 aMJIOOUIIIHOM IallieHTaM i3 TinepToHiYHO0 XBOp0o00i0, CIIOCTEPIranocs
IO0JaTKOBe 3HUKEHHS apTepiaJbHOTO CUCTOJIIYHOI0 TUCKY Y IIOJI0KEHHI 1eXkKayH, 1110 CTAHOBUJIO

8 MM pt. cT. CriocTepiranocs BiANOBiAHE NOOAaTKOBE 3HUKEHHS apTepiaJbHOT0 OiaCTOIiYHOTO
TUCKY, 110 CKlagasno 7 MM pT. cT. Lli 4ogaTKoBi 3HUKEHHS apTepialbHOr0 TUCKY Oynu momgibHUMM [0
THUX, III0 CIIOCTEPIraloThCs MPU MOHOTepaIii cungeHadinoM y 3mopoBux K0O6POBOIIBLIB (IUB. PO3MAiN
«®apMaKoIOoriuHi BJaCTUBOCTI»).

IomaBaHHS pa30Boi 103U cufeHadiny no cakybiTpuiy/BaicapTaHy B piBHOBaXKHOMY CTaHi y
TallieHTiB 3 apTepialbHOIO TinepTeH3i€lo OyI0 0B’ 13aH0 3i 3HaYHO OiNbIIMM 3HUKEHHSIM
apTepiaabHOTO TUCKY MOPIBHSHO i3 3aCTOCYBaHHIM CaKyOiTpuiy/BamcapTaHy okpeMo. ToMy ciim 3
00epekHICTI0O PO3MOYMHATH 3aCTOCYBaHHS cUIgeHadiny namieHTaMm, siKi OTPUMYIOTh
cakyO6iTpu/BanicapTaH.

Cunpgenadin (100 mr) He BiuBaB Ha (papMaKOKiHETHKY B piBHOBaXXHOMY CTaHi iHTiGiTOpiB poTeasu
BIJT cakBiHaBipy Ta puTOHaBipy, o0unBa 3 skux € cyocrtpatamu CYP3A4.

Y 3m0poBUX 4OJIOBiKiB-TOGPOBOJIBINIB 3aCTOCYBaHHS cunigeHadiny B piBHOBaxkHOMY cTaHi (80 mr 3
pasu Ha mno0y) npu3ssesno a0 30inbimenHs AUC 6ocentany Ha 49,8 % i C,,,, 6ocenTany (125 mr 2 pa3u
Ha m0o0y) Ha 42 %.

Oco06.1ueocmi 3acmocyeaHHsi.

ITo moyaTKy Tepartii ciif 3i0paTu MegUYHWM aHaMHE3 IalliEeHTa Ta TPOBECTH (i3uKanIbHe
00CTexKEeHHS [Is MiaTHOCTUKU €PEeKTHIbHOI TUCHYHKIIII Ta BU3HAYEHHS 11 MOXKJIMBUX ITPUYHUH.

daxmopu pu3uky cepueso-CyOUHHUX 3ax8opto8aHb. OCKINTbKK CeKCyallbHa aKTUBHICTh
CYTIPOBOMKYETHCS TEBHUM PUIUKOM 3 OOKY CepIIsi, OO MOYaTKy OyIb-sIKOT0 JIIKyBaHHS €PEeKTUIIbHOI
ouchYHKII1 JTiKap Ma€ OL[iIHUTH CTaH CePIeBO-CYAMHHOl CUCTEMH NanieHTa. CunaeHadin YUHUTD
CyIMHOPO3IINPIOBAIbHY [0, 110 IPOSBASETHCS JIETKUM Ta KOPOTKOYaCHUM 3HUXKEHHAM
apTepianbHOTO TUCKY (HuB. po3min «dapMakogrHaMika»). [lo mpu3HadeHHs CUIAeHadiny gikap Mae
PEeTEeNbHO 3BaXKUTH, UM MOXKe TaKuit eDeKT HeCIIPUSITIMBO BIIMBATH Ha IMAIiEHTIB i3 IEBHUMU
OCHOBHUMM 3aXBOPIOBAaHHSIMHU, 0COOIMBO y KOMOiHaIlil 31 CeKCyanbHOIO aKTUBHICTIO. [0 TMaIlieHTiB i3
IiABHUINEHO0 YyTIUBICTIO MO BAa30AUIATATOPIB HaleXaTh MallieHTH 3 0OCTPYKITi€I0 BUBIIHOT'O TPAKTY
JIiBOTO IIJTYHOYKA (HAIPUKJIIaM, 3i CTEHO30M a0pTH, TinepTpodiuHOI0 00CTPYKTHBHOIO
KapaioMiornaTieio) Ta MallieHTH i3 PiiKiCHUM CUHIPOMOM MYJIbTUCHCTEMHOI aTpodii, OmHUM i3 IPOSBiB
KOl € TSKKe IOPYIIeHHS PeryJislil apTepialbHOro TUCKY 3 O0KY BereTaTuBHOI HEPBOBO1 CUCTEMH.



EpoTekc mist 40JoBiKiB MOTEHIIIIOE TiMOTeH3UBHUY eheKT HiTpaTiB (IUB. po3Mmin «I[IpoTUIIOKa3aHHSI»).

Y nocTMapKeTHHTOBOMY II€Piofii TOBiMOMIISIOCS PO TSIXKKi 1M06iuHi peakilil 3 00Ky ceplieBO-CyIHHHOI
CHCTeMHU, BK/II0Ualo4u iHdapKT MioKapfa, HecTabilbHy CTeHOKApZilo, palTOBY CEePLeBY CMEPTh,
IIJTYHOYKOBY apuUTMilo, 1epeOpoBacKyISIpPHI KPOBOBUIMBY, TPAH3UTOPHY illIEMiYHY aTaky,
apTepianbHy rinepTeH3ilo Ta apTepianbHy TioTeH3i0, IKi 3a YacoM 30iranucs 3i 3aCTOCYBaHHSIM
npemnapaty EpoTekc asist 4onoBikiB. YV OinbiIocTi naiieHTiB icHyBanu GpakTopu pU3UKY CepIeBO-
CYOMHHUX 3aXBOPIOBaHb. baraTo Takux MoOiYHUX peakliiil criocTepiranocs mig yac abo ogpasy micis
CTaTeBOTr0 aKkTy i Julle KijnbKa Bil3Ha4a0Csl HEBOOB3I MMiC/Is 3aCTOCYBaHHA IIpenapaTy EpoTekc ans
Y0JI0BiKiB 6€3 CeKCyanbHOI aKTUBHOCTI. TOMY HEMOKJIUBO BU3HAUUTH, [TOB’I3aHUM PO3BUTOK TaKUX
no0iuHuX peakuiit 6e3mocepenHbo i3 hakToOpaMu PU3UKY UM IX PO3BUTOK 3yMOBJIEHUY iHIIMMU
YUHHUKaMH.

IIpianiam. 3aco0u s NiKyBaHHS €PEKTUIbHOI AUChYHKILI, y TOMY yuchi i cungenadin, cmig
npu3HavaTH 3 00epeXHICTIO MallieHTaM 3 aHaTOMIYHOIO fedopMalli€lo meHica (aHTymsIis,
KaBepHO3HUM ¢idpo3 abo xBopoba I[TelpoHi) Ta malieHTaM 3i CTaHaMH, 110 CIPUYUHSIOTH PO3BUTOK
npiamniaMy (ceprnonopiOHOKIITHHHA aHeMis, MHOXKMHHA MienoMa abo nernkeMis).

[Ticnsa Buxomy npenapaTy Ha PUHOK IIOBIIOMIISNIOCS IIPO BUIIQIKX TTOMOBXKEHOI epeKIlil Ta Ipiami3my.
AKo epekuis TpuBae OinbIle HiXK 4 TOOUHY, NallieHTaM CJIifi HerailHO 3BePHYTHUCH 3a MEOUYHOIO
OOTIOMOT00. 3a BiACYTHOCTiI HETaHOTO JIiKyBaHHS IIpialli3M MOXKe MPU3BECTHU [0 MOIIKOAXKEHHS
TKaHWH IIeHica Ta [0 CTiKKOl BTPATHU MOTEHIIil.

O0HouacHe 3acmocyBaHHA 3 iHwWumu iHeibimopamu ®IE5 abo iHwumu npenapamamu 045 AiKYy8aAHHA
epekmuvHol ducpyHkuii. be3neka Ta eheKTUBHICTb OMHOYACHOT'0 3aCTOCYBaHHS culigeHadiny 3
inmumu iHribitopamu ®IES abo iHmMME IpeapaTaMu [ JiKyBaHHS TimepTeH3il nereHesoi
apTepii, aki MicTaTh cunneHadin (Hanpukiaz, i3 PeBaruo), yu 3 iHIMMMY IIpenapaTaMy ajIst
JiKyBaHHS epPeKTUJIbHOI JUCOYHKII He BUBYAINCSA. TOMy 3aCTOCYBaHHS TaKUX KOMOiHAIIiN He
peKoMeHJ0BaHe.

Bnaue Ha 3ip. Hagxonunu CIIOHTaHHI [TOBIMOMJIEHHS IIPO BUHUKHEHHS Oe(eKTiB 30py, 110
acCoI[iloBaIuCs 3i 3aCTOCYBaHHAM cuifeHadiny Ta iHmux inriditopis ®JE5 (gus. po3min «Ilob6iusi
peaxii»). [Ipo Bunagku HeapTepialbHOI IEPEIHbBO] illeMigHOl HelpomnaTil 30p0BOT0 HEPBA, 10 €
PIOKICHUMM CTaHOM, HaJXOOWUJIM CIIOHTaHHI OBIAOMJIEHHS Ta MOBIAOMIIANIOCS Y HATJISLOBOMY
MOCTiAKEeHH] SIK ITPO acolliioBaHi 3i 3acTocyBaHHAM cunpeHadiny Ta inmux inribitropis ®IES (mus.
po3min «ITo6iuni peakirii»). [TallieHTiB CIlif IOMEPEOUTH, 10 Y pa3i palToBOro MOPYIIEHHS 30PY
3aCTOCyBaHHA npemnapaTty EpoTekc Oy 4OJIOBIKiB CIIifl IPUNIMHUTYU Ta HETallHO 3BEPHYTUCH [0 JiKaps
(muB. po3min «IIpoTUnoKa3aHHI»).

OodHouacHe 3acmocy8aHHA 3 pumoHasipoM. OmHOYACHe 3aCTOCYyBaHHS CUAeHadiny Ta puTOHaBipy
He PeKOMEHIYEThCS (OuB. po3min «B3aemopmis 3 iHIIUMHU JTiKapCbKUMHU 3aco0aMu Ta iHIN BUOU
B3aEMOJIIN»).

OdHouacHe 3acmocysaHHs 3 baokamopamu a-adpeHopeuenmopis. IlalieHTaM, Ki 3aCTOCOBYIOTh
6110KaTOPU (-agPEHOPEIENITOPIB, 3aCTOCOBYBATH CUAeHadin ciifg 3 00epexkKHiCTI0, OCKITbKY TaKa
KoMOiHalliss MOXke MPU3BECTH 00 CUMIITOMATUYHOI TiOTeH3ii y IesAKUX CXUIbHUX A0 I[bOTO MAalli€HTiB.
CuMnTomMaTHyHa TinoTeH3isd 3a3BU4ail BUHUKAE IIPOTATOM 4 TOAMH IiC/IS 3aCTOCYBaHHSI
cunpeHadiny. 3 MeTor0 MiHiMi3allil MOXK/IMBOTO PO3BUTKY IOCTypPaIbHOI TiMOTeH3il y MaIlieHTiB, AKi
3aCTOCOBYIOTh OJIOKATOPU O-agpPEHOPEIENTOPIB, IX cTaH MOTPiOHO cTabinidyBaTu 3a OTIOMOT0I0
6110KaTOPiB O-aPEeHOPEIENTOPIB 0 MOYaTKy 3aCTOCYBaHHS cunpgeHadiny. Takox cif
PO3TITHYTH MOXKJIMBICTH 3aCTOCYBaHHS ITOYATKOBOI f03U 25 MT (OuB. po3min «Crocib 3acTocyBaHHS
Ta [103u»). KpiM Toro, cnif npoiHdopMyBaTy Malli€HTIB, K OiATH y pa3i MOSBU CUMIITOMIB



OPTOCTAaTUYHOI TiMmoTeH3il.

Bnaue Ha kposomeui. [JoCHifKeHHS TPOMOOIUTIB TIOAWHY IPOAEMOHCTPYBaIH, 110 in Vitro
cusnmeHadin MOTeHIiI0e aHTHarperaliliHi eekTn HaTpio HiTponpycuny. Hemae xxonHol iHopmaii
oo 6e3meKy 3aCTOCYBaHHS CufeHadiny nalieHTaMu i3 IOpYIIeHHAMY 3rOpTaHHS KPoBi a6o
TOCTPOI0 NIENTUYHOI BUPa3K00. TaKUM YMHOM, 3aCTOCYBaHHS CUILeHa(Diy NalieHTaMu i€l TPynn
MOZKJIMBE JIMIIIE ITiCJIs PEeTEeNIbHOI OI[iIHKY CIIiBBiMHOIIIEHHS KOPUCTI Ta PU3UKIB.

[TniBkoBa 00010HKa TablIeTOK MiCTUTH JTaKTOo3Yy. [Ipemapat EpoTekc [ 40IIoBiKiB He CIif
3aCTOCOBYBaTH YOJIOBIKaM i3 TAKUMU PiKICHUMU CIaJKOBUMU IOPYILIEHHSAMY, SIK HEIIEPEHOCUMICTh
rajlakTo3H, HeIOCTaTHICTh nakKTa3u Jlanma a6o MambabcopOiIlist TITI0K03U-TalaKTO3M.

[Ticns 3actocyBanHs mo3u 100 Mr 3gopoBUME DOOPOBOJIBISIMU HE CIIOCTEPIranocs BIUIMBY Ha
Mop@osorito abo pyXIUBICTh CIIepMaTO30iMdiB (quB. po3min «PapMaKoguHaMiKa»).

Bmpama cayxy. Cnip mopafguTy NallieHTaM IPUIMHUTH 3aCTOCyBaHH iHribiTopis ®JIES, BKII0O4Yal0Yn
npenapaT EpoTekc [y 40I0BiKiB, Ta HeTaHO 3BEPHYTHUCS 3a MEIUYHOTO JOTIOMOT010 Y pa3i
paIToOBOr0 3HUXKEHHS YU BTPATU CIyXy. [1po 11i aBullla, SKi TAKOXK MOXYTh CyIIPOBOAKYBATUCS
I3BOHOM Y ByXaX Ta 3allaMOPOYEHHSIM, MOBIAOMIIAIOCS SK IIPO acoILliMOBaHi ¥ 4aci 31 3aCTOCYyBaHHAM
inribitopis ®JIE5, BKII0O4Ya0oyy mpemnapaT EpoTekc a1 4osoBikiB. Bu3HauuTH, OB’ s3aHi I1i BUINA i3
3acTtocyBaHHSIM iHTiOiTOpiB ®ES un 3 iHmUMYU pakTOpaMu, HEMOXKJIIHUBO.

OO0HouacHe 3acmocy8aHHA 13 2inomeH3u8HUMU npenapamamu. EpoTeKc [is 90/I0BiKiB YNHUTH
CHCTEMHY CYIUHOPO3IIKPIOBAIbHY [il0 Ta MOXKE B ITOAAIBIIOMY 3HUXKYBATU apTepiaTbHUN TUCK y
TIAIlieHTIB, SIKi 3aCTOCOBYIOTH TilIOTEH3UBHI JTiKapChKi 3aco0u. Y 0KpeMoMy [OCiIzKeHHi JTiKapChKol
B3a€EMOil OgHOYACHe 3aCTOCyBaHHS amioputiny (5 Mr abo 10 Mr) Ta mpenapaty EpoTtekc ans
4y0510BiKiB (100 Mr) mepopabHO CIOCTEPIranocs cepefHe TOAAaTKOBE 3HMXKEHHS CUCTOIIYHOTO TUCKY
Ha 8 MM pPT. CT. Ta 4iaCTOJIIYHOTO - Ha 7 MM PT. CT.

3axeoprosaHHs, W,0 nepedarmuCs cmamesum WaAaxXoM. 3aCTOCyBaHHS mpemnapaTy EpoTekc mms
YOJIOBiKiB HE 3aXHUILA€ Biff 3aXBOPIOBaHb, 1110 ITePeJaloThCS CTaTeBUM wgxoM. Crig moiHdopMyBaTu
TIPO 1ie MAIliEHTIB Ta MPOIHCTPYKTYBATH 100 HEOOXiMHUX 3am00iKHUX 3aXO0/iB [JIs 3aXUCTY Bif
3aXBOPIOBaHb, 1110 ITepefaoThCSa CTaTEeBUM LIJITXOM, BKIIIOYalYHY BipyC iMyHOmEDIIUTY TIOOUHH.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

EpoTekc ais 40no0BiKiB He MPU3HAUYEHUH [JIS1 3aCTOCYBaHHS XKiHKaMU.

30amuicmb 8niusamu Ha weudKicmbe peakyii npu KepysaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

EpoTekc g5 40noBiKiB MOXKe MaTH He3HAUHUM BIJIMB Ha KepPYBaHHS aBTOTPAHCIOPTOM abo0 iHIMUMU
MexaHizMamu. OCKilbKY Y MPOIIeCi KTHIYHUX JOCTigXKeHb 3aCTOCYBaHHS cuigeHadiny
TIOBITOMJISIIIOCS ITPO BUITAAKK 3allaMOPOYEHHS Ta MOPYIIeHHs 3 00Ky OpraHiB 30py, mepemd THM 5K
cimaTy 3a KepMO TPAHCIIOPTHOIO 3aco0y abo MMpaIfoBaTH 3 iHIIMMU MeXaHi3MaMH, MallieHTaM
HeoOXifTHO 3'ICYBaTH, KOO € IXHS iHAMBiMyasbHa peakllis Ha 3aCTOCYBaHHS IIpernapaTy EpoTekc [ 40JIoBiKiB.



Cnoci6 3acmocyeaHHss ma do3u.
[Tpenapat 3aCTOCOBYIOTH II€POPANIBHO.

Ilopocai. PekoMeHOBaHa J03a CTAHOBUTH 50 MT, 110 TPUUMAETHCS yV Pa3i moTpedu mpubau3Ho 3a
OJHY TOOMHY [0 CTAaTEBOI0 aKTy. Ha 0CHOBi e(eKTHBHOCTI i IepeHOCUMOCTi 03y MOXKHA 30iMbIIUTH
o 100 mr a6o 3umM3uTH 00 25 Mr*. MakcumasnbHa PeKOMEeHOOBaHa f03a CTaHOBUTH 100 Mmr.
MakcumasnbHa peKOMeHIoBaHa YacToTa npuiiomy - 1 pas Ha mo6y. Akimo EpoTekc nis 40noBikiB
IpUUMaEThLCA 3 1Kelo, T0YATOK [iii mpenapaTty Moxe OyTH BigKJlafieHU! MTOPiBHSHO 3 MPUHOMOM
HaTIIe.

ITauieHmu aimHv020 8iKY. [1J14 TaIlieHTIB JIITHHOTO BIKY (BiK = 65 POKiB) KOPUT'YBaHHS 103U He TOTPiOHE.

ITauienmu 3 HUPKOBOI HedocmamHicmio. TlallieHTaM i3 HUPKOBOIO HEIOCTATHICTIO TIETKOTO Ta
IIOMIPHOTO CTYIIeHS TSXKOCTi (KinipeHc kpeaTuHiny 30-80 Mj1/XB) peKOMeHO0BaHa 4o3a Iipenapary €
TaKOI0 X, SIK HaBe[eHO BUllle ¥ po3aiii «Jlopoci».

OcCKinbKHY y MAalieHTiB 3 HUPKOBOIO HEJOCTATHICTIO TAKKOTO CTYIIeHd (KJIipeHC KpeaTUHIHYy

< 30 m1/xB) KiipeHC cungeHadiny 3HUKEHNUH, CIIif PO3TISHYTA MOXKJIABICTh 3aCTOCYBaHHS 03U
25 mr*, 3anexHo Bif eeKTUBHOCTI Ta IEPEHOCUMOCTI IIpenapaTy npu HeoOXimHOCTI 03y MOXKHa
30inmbIUTH TOCTYIIOBO M0 50 Mr Ta mo 100 mr.

ITauienmu 3 neuiHko80w Hedocmamuicmio. OCKINIbKY KITIPEHC CUIAeHa(ily 3HUKYETLCS Y Nalli€HTiB
3 IIeYiHKOBOI HEJOCTaTHICTIO (HAalpXKJIaf, y Ialli€HTiB 3 IUPO30M MEeYiHKHU), CIIiT PO3TNISHYTH
MOXKJIUBICTh 3aCTOCYyBaHHA [03u 25 Mr*. Ha mifcrasi maHUX e(eKTUBHOCTI i IePEeHOCHMOCTI 103y
MO2KHa IMOCTymnoBo 36inmbimuT 1o 50 Mr i go 100 Mr y pa3i HeoOXiTHOCTI.

3acmocysaHHA nauieHmam, siKi nputimaroms iHwi Aikapcvki 3acobu. 3a BUHATKOM PUTOHABIPY, OIS
SKOT'0 CYIIyTHE BBeJ€HHS 3i cungeHadinoM He peKoMeHAoBaHe (IUB. po3ainu «B3aeMopis 3 iHIIMMU
JiKapChKUMU 3acob6aMu Ta iHIIi BUOK B3aeMofini» Ta «OCoONMMBOCTI 3aCTOCYBaHHS»), [JIS MAIliEHTIB,
SIKi IIPOXOMSITh CYIyTHE JikyBaHHA iHriGiTopamu CYP3A4, ciif po3rassHyTH IOYaTKOBY 03y 25 Mr*,

s Toro, mo06 3BECTH N0 MiHIMyMy MOXKJIMBICTb PO3BUTKY IIOCTYPAIbHOI TilIOTEH3i] y MallieHTiB, SKUX
TiKyI0Th 0-0J10KaTOpaMu, CTaH MallieHTiB HeobxigHO cTabini3yBaTy 3a OMOMOT0I0 a-6JI0KAaTOPiB 1O
I0YaTKYy JIiKyBaHHS cunpeHadimoM. KpiM Toro, moyaTKoBy Tepamiio cuingeHadiioM Cif po3riaiafaT y
no3i 25 mMr* (muB. po3minu «B3aemois 3 iHIMKMME TiKapChKUMH 3aco0aMu Ta iHIIM BUOU B3a€MOMil» Ta
«Oco0IMBOCTI 3aCTOCYBaHHS»).

*3aCTOCOBYBATH Y BiANOBIIHOMY [IO3yBaHHi.

Himu.

EpoTekc ais 40n0BiKiB HE 3aCTOCOBYIOTh HAiTAM (BikoM 0o 18 pokiB).

ITepedo3yeaHHs.

Y no6poBobILIiB, AKi MpuiiMaau ogHOPa30By Ho3y mo 800 Mmr, mobiyHi peakiii 6y aHaNOTiYHi THM,
SIKi criocTepiranucst mpu OiNbIl HU3BKUX 003aX, ajle YaCTOTa BUHUKHEHHS Ta CEPHO3HICTh MOOIYHUX
peaxkiiv Oynu mipBuieHi. [1o3u, ki cranosunu 200 Mr, He MigBUINYBaIu ePEKTUBHICTh, @ YaCTOTa



BUHUKHEHHS MOOIYHUX peakiiii (roToBHUM 0ifib, MPUIIIMBY KPOBi, 3aIIaMOPOYEHHS, TUCIETCis,
3aKJIafeHiCTh HOCa, MOPYIIeHHS 3 00Ky OpraHiB 30py) 3pociia.

Y pasi nepeno3yBaHHS HEOOXIMHO BXKUTU 3arajIbHUX MiATPUMYIOUNX 3aXO0fiB, SKIIO Ie MOTPiOHO.
[TpuckopeHHS KIIipeHCy cunpeHadiy Ipu reMofianisi MaJoiMOBipHE BHACIIIOK BUCOKOTO CTyIIE€HS
3B’sI3yBaHHS IIpemaparty 3 OinKkamu njaa3Mu KPoBi Ta BifCyTHOCTI enmiMiHarii cungenadiny 3i cevero.

Io6iuni peakuii.

[Tpodins 6e3nmeru cunmgeHadiny 6a3yeTbca Ha JaHUX, OTpUMaHUX Bifg 9570 naiieHTiB y 74 moaBiiHUX
CIinux 1nnaane60-KOHTPOIbOBAHUX KIIHIYHUX HOCHIIXKEHHAX. Y KITiHIYHUX JOCTIIXKEeHHSIX cepeq
nalieHTiB, SKi npuitManu cungeHadin, HalyacTile IOBiKOMIANY PO Taki nobiuHi peakuii, K
TOJIOBHUY OiNlb, MPUIIIMBY KPOBI, IUCIIEICis, 3aKIaAeHiCTh Hoca, 6inb ¥ CIIMHI, 3allaMOpPOYeHHS,
Hy[IOTa, IPUIIJIUBY Xapy, IOPYIIEHHS 30PY, LiaHOIICis Ta 3aTbMapeHHS 30py.

[ToGiyHi peaxiii, mpo sIKi MOBiMOMIISITIOCS TIifl YaCc IMOCTMAPKETHHTOBOTO CIIOCTEPEXKEHHS, OyIu
3ibpani 3a mepiox >10 pokiB. Ockinbku He mMpo Bci mobiyHi peakiiii 6y1o moBimoMIeHO Ta He BCi
no0iyHi peaknii Oynmu BKIOUeHi B 6a3y gaHux 3 6e3meKy, 4acToTa BUHUKHEHHS 1IUX peakiliii He Moxke
OyTy TOUYHO BH3HaYEHA.

Y Tabmuili HUK4Ye 3a CUCTEMHO-OPTaHHUM KJIaCOM Ta YaCTOTOI0 BUHUKHEHHS IepetiueHi BCi BaK/IuBi
3 MeIMYHOI TOUKM 30py IM0OiuHi peaktii, sSiKi criocTepiranucs mif 4ac MpoBedeHHs KITiHIYHUX
BUIIPOOyBaHb i BUHUKAIM YaCTillle, HiXK MMPY 3aCTOCYBaHHi mamebo (myxe gacto (=1/10), vacto
(=1/100, <1/10 ), Heyacrto (=1/1000, <1/100), pigko (=1/10000, <1/1000)). Y KoxkHiii rpymi 3a
4YacTOTOI0 Mo0iYHi peakilii mpefcTaBieHo B MOPSAKY 3HUKEHHS CEPHO3HOCTI.

Cucrema-opras-Kiac [To6iuHi peaxirii
[HeKiliHi Ta iHBa3UBHI
3aXBOPIOBAHHSA

3 00Ky iMyHHOI cucteMu |Heyacmo: peakilil IifiBUIIEeHOI YyTIUBOCTI.

/[yoice yacmo: TONOBHUM Oinb.

YJacmo: 3ar1aMOpPOYEHHS.

3 60Ky HepBOBOi cUCTeMHU |Heyacmo: COHIMBICTS, TiecTesis.

Pi0KO0: IHCY/IbT, TPQH3UTOPHA illleMidyHa aTaka, CyIoMU*, peluauBU
CyZoM*, HEIPUTOMHICTh, CHUHKOIIE.

Yacmo: OpyIIeHHs CIPUUHATTS KOIbopy**, po3nagu 30py,
3aTbMapEHHS 30DY.

[Heuyacmo: po3nafy CIbO30BUAIIEHHS ¥, Oinb B 0uax, poTodobis,
(dboTorcis, rinepeMist 04ei, ICKPaBiCTh 30py, KOH IOHKTHUBIT.

Pi0k0: HeapTepiajbHa IlepefHs illleMiuHa HeUponaTisi 30pOBOT0
HepBa*, OKJII03is1 CyOUH CITKiBKY, KDOBOBUJIUB Yy CITKIBKY,
ATEepPOCKJIEPOTAYHA PETUHOIATISA, YpaKeHHs CiTKIBKH, TJIayKoMa,
nedeKTy oS 30py, OUIIONIs, 3HUXKEHHS TOCTPOTH 30pY, MioIisg,
ACTEHOIIis, MIaBaloyi MOMYTHIHHS CKJIUCTOTO Tijla, MOPYLUIEHHS 3 O0KY
panayKHOI 060JI0HKH, Mifipia3, mosiBa CSII0YUX KPYTiB HABKOJIO
mKepesa CBiTa (rajo) y mosi 30py, HaOpsK o4del, MPUIYyXJIiCTh 04Uel,
nopyLIeHHs 3 60Ky ouel, rimepeMisi KOH I0HKTHUBHU, TOAPa3HEHHS
ouel, aHOMaJbHi BifUyTTs B 04aX, HabpsK MOBiK, 3HEOapPBIEHHS
CKJIEDU.

Heuacmo: puHIT.

3 00Ky opraHiB 30py




3 00Ky OpraHiB CITyXy Ta
BeCTUOYISPHOTO arnapaTty

[Heyacmo: BepTUro, O3BIiH y ByXax.

Pi0K0: TIIyXO0Ta.

3 6oKy cepist

[Heuacmo: Taxikappisi, mocuieHe ceprebuTTsi.

PiOK0: panToBa ceplieBa CMepTh*, iHdapKT MioKapaa, IIJTyHOYKOBa
apuTMis,* Gibpunsmis nepencepnsb, HecTabilbHa CTEHOKAPMis.

3 6OKy CynuH

Yacmo: TPUIINBY KPOBi 10 00IMYYs, IPUIINBYU XKapy.

Heuacmo: rinepTeHsis, rinoTeHsis.

3 60Ky pecmipaTopHOi
CHCTEMH, OpraHiB rpymHOl
KJIITKY Ta CepefoCTiHHSA

Yacmo: 3aKj1afgeHicTh Hoca.

[Heyacmo: emicTakCcuc, 3aKIafieHiCTh TPUOATKOBUX MAa3yxX HOCA.

PinKo: BimuyTTs CTUCHEHHS y TOpJIi, HaOpSK CIM30B0Oi 060I0HKY HOCA,
CYXiCTb Y HOCI.

3 60Ky LITYHKOBO-
KWIIIKOBOTO TPAKTy

Yacmo: HyfoTa, OUCIIENCis.

[Heyacmo: ractpoe3odareanbHe pedIrOKCHE 3aXBOPIOBaHHS,
GrioBaHHS, 6inb y BEPXHilM YaCTUHI KUBOTa, CYXiCTh y POTi.

PiOK0: TimecTe3isg pOTOBOI MTOPOXKHUHM.

3 6OKy LIKipu Ta
MiOIIKipHOI TKaHUHU

Heyacmo: BUCUIIQHHS.

Pioko: cuampoM CriBeHca-[I2KOHCOHA*, TOKCUYHUY ellimepMalbHUN
HEKpOIi3*,

3 60Ky OIIOPHO-PYXOBOTO
amaparty Ta CIIOJy4YHOI
TKAHUHU

[Heuacmo: Mianris, 6inb y KiHITiBKax.

3 00Ky Ce40BUMOiNMbHOI
CHCTeMU

Heuacmo: reMaTypis.

3 00Ky penponyKTHBHOI
CUCTEMH Ta MOJIOUHUX
327103

[Pi0K0: KpOBOTeYa 3i CTaTEBOT0 4JeHa, IIpiami3aM*, reMaTocnepMis,
[TOI0BXKEHA epeKllid.

3aranbHi po3nagu Ta
peaxiril y MicIii BBeleHHS

[Heuacmo: 6inb y TPYASX, MigBUINEHa CTOMITIOBAHICTD, BifUYTTS XKapy.

Pi0KO0: IOIpa3HeHHS.

TTociimXeHHsa [Heuacmo: migBuIlleHa 4aCTOTa CEPLIEBUX CKOPOUYEHb.

* [ToBimOMIIANIOCS JTUILE ITifl Yac AOCIIAXKEHH IIiC/Is BUXOAY IIpelapaTy Ha PUHOK.
** [TopylUeHHSI CIPUMHATTS KOJIbOPY: XJIOPOIICisi, XpOMATOIICis, LIiaHOIICisg, ePUTPOIICisA, KCaHTOICis.

*** TlopylleHHS CIIbO30BUIINIEHHS: CyXiCTh B 04YaX, MOPYILIEHHS CIIbO30BUIINIEHHS Ta MiABUILEHHS
CJIbO30BU/iJICHHS.

Huxue3a3HaueHi sgBUllla criocTepiranucs y <2 % MalieHTiB y Npolieci KOHTPOJIbOBaHUX KITIHIYHUX
OOCTiIKeHb; MPUYNHHUYM B3a€EMO3B’ 130K He BU3HaYeHUM. [10BimOMIEeHHS BKIIIOYAIX SBUINA, III0 MaJlx
BiporigHu# 3B’430K i3 3aCTOCyBaHHSM IIpenapary. fABuila, gKi He Oyau 3a3Ha4yeHi, OyIu JTerkuMu Ta
TIOBifOMIEHHS OyIM IyKe HETOYHUMH, 1100 MaTH 3HaYEeHHS.

3aeanvui. Habpsk o6muyys, peakiiii GOTOUYTINBOCTI, 110K, acTeHis, 6ifib, panToBe magiHHsg, Oinb y
JKWBOTi, PanTOBe MOUIKOOKEHHSI.

3 6oky cepueso-cyOuHHOi cucmemu: CTeHOKapmis, AV-6110Kafa, MirpeHb, TOCTypaibHa TiMOTEH3is,
imemis Miokapzga, TpoM0603 CyOuH T'OJIOBHOTO MO3KY, panToBa 3yMKUHKA CEPIs, BiIXUIeHHS
noka3HukiB EKI', kapmgiomionaris.

3 60Ky WAYHKOBO-KUWKOB020 MpaKmy: TJIOCUT, KOJIT, gucdaris, raCTpUT, TaCTPOEHTEPUT, e30¢arir,
CTOMAaTHT, IOPYIIEHHS Pe3yJIbTaTiB MEeYiHKOBUX P00, peKTasibHa KPOBOTEYA, TiHTIBIT.

3 boky cucmemu Kposi ma AiMpamuyHoi cucmemu: aHEMIisI, TEUKOTIEHiS.



Posznadu memaboaizamy ma xapuyeaHHs: clipara, HaOpsK, momarpa, HecTaOinbHUM miaberT,
rineprnikemis, nepudepuyni HabPsSKY, TinepypukeMmis, rinornikemis, rinepHatpiemis.

3 60Ky ckesemHo-M’ 530801 cucmemu: apTPHUT, aPTPO3, POIPUB CYXOKUIIISI, TEHOCUHOBIT, OiNlb y
KiCcTKax, MiaCTeHisI, CHHOBIT.

3 6oky Hepeoeoi cucmeMu: aTakCis, HeBpaTis, HEUPOIATisi, TapecTesiss, TPeMop, BEPTUTO, [ETIPECis,
0e3COoHHS, aHOMaJIbHi CHOBUIIHHS, 3HUKEHHS pedIIeKcis.

3 6oky OuxaabHOi cucmemu: acTMa, IUCITHOE, TAPUHTIT, HapUHTIT, CHHYCUT, OPOHXIT, IOCUIIEHE
CIIMHOBUMIJIEHHS, TOCUJIEHHS KalIlJTio.

3 60Ky wKipu: KpOHB'THKA, TepIec, CBepOixK, miaBuilleHa MiTIUBICTh, BUPA3KK LIKipH, KOHTAKTHUN
nepMaTuT, eKchomiaTUBHUM IepMaTHUT.

CneuuciuHi 8i0uymms: panToBe 3HUXKEHHS YU BTpATa CIyXy, 6inb y ByXax, KDOBOBUJIUB Y OKO,
KaTapakTa, CyXiCTh B O4ax.

3 60Ky ypoeeHimasvHOI cucmemu: TUCTUT, HIKTYPist, MigBUINIEHa YaCTOTA CEYOBUITYCKAHb,
30i/TbIIIEHHST MOJIOYHHUX 3aJ103, HeTPUMaHHS Cedi, MOPYILIeHHS esKYIIsIil, HaOpsK CTaTeBUX OPraHiB,
aHOprasmisd.

IocBig 3aCTOCYBaHHS Mic/isl BUXONY Ha pUHOK. [Ticns Buxony cunpeHadiny Ha puHOK Oynu

imeHTH(iKOBaHI HUXYe3a3HauyeHi mobiuHi peakmii. OCKimbKY PO TaKi peakiiii MoBimOMIISIOTh
noOpOBiTBEHO Ta IOBIOMIEHHS HAAXOASATh Bif] IOMYJIALil HEBiIOMOI YMCETbHOCTI, HE 3aBXKON MOXKHA
IOCTOBIPHO OIIIHUTH 1X YACTOTy Ta BCTQHOBUTH IPUYMHHUN 3B’SI30K i3 €KCIIO3HUIII€I0 JIIKaPChKOTO
3aco0y. LIi siBuia 6ynu 3a3HaveHi K Yyepes iX Cepho3HiCTh, YaCTOTY IOBiIOMIIEHHS, BiICYTHICTh
YiTKOT'0 aJIbTEPHATUBHOTO 3B'I3KY, TaK i yepe3 KombiHaIliio mux GpakTopis.

Cepueso-cyouHHi ma uepebposackyaapHi seuw,d. TToBimoMIsSIOCsS IPO Cepio3Hi cepIrieBO-CyquHHi,
11epeOPOBaCKYIIIPHI Ta CyIMHHI SIBUIA, BKITIOYA0uK 11epe0poBaCKyISPHY KPOBOTEYY,
cybapaxHoigasbHy Ta BHYTPIlIHbOIIEpeOpaTbHy KPOBOTEYY i JIeTeHEBY KPOBOTEYY, 110 OyiIH
IIOB’sI3aHi ¥ 4aci 3i 3aCToCyBaHHAM cugeHadiny. BinpIIicTs mamieHTiB Many iCHy104i (paKTopu
CepleBO-CYAUHHOTO pu3ukKy. [loBigoMisiiocs, o 6araTo 3 IuX SBUIL BUHUKIIU ITif Yac abo Bigpa3y
iCJIsT CeKCyanbHOl aKTUBHOCTI Ta [eKinbKa SIBUILl BUHUKIIU Bimpa3y ITiJ Yac 3aCTOCYBaHHS
cunpeHadiny 6e3 cekCyanbHOI aKTUBHOCTI. IHII sSIBUIIA BUHUKIIM IIPOTSITOM HACTYITHUX TOOUH YU OHIB
iCJIs 3aCTOCYBaHHS cufeHadiny Ta CeKCyalbHOI aKTUBHOCTi. HEMOXK/IMBO BCTAHOBUTH, YA MalOTh IIi
sIBUILla IPSAMUM 3B'S30K i3 3aCTOCYBaHHAM IIpenapary, i3 CeKCyalbHOI0 aKTHUBHICTIO, 3 HAIBHUMU
dakTopaMu pHU3UKY UM 3 KoMOiHaIli€lo ux ¢akTopiB, UM 3 iHIIUMHU (paKTOpamu.

3 60Ky Kpo8oHOCHOI ma nimpamuyHoi cucmemMu: Ba300KIIO3UBHUM KpU3. Y HEBEJIMKOMY 3aBYacHO
IPUNUHEHOMY OOCIIiAXKEeHH] 3aCTOCYBaHHS CUIfeHadily AJd MallieHTiB 3 JIereHeBO apTepiaabHOK
TimepTeH3i€0, BTOPHHHOIO 11010 CEPIONOAiOHOKIIITUHHOI aHeMil, IPU 3aCTOCYBaHHI cunmeHadiny mpo
PO3BUTOK Ba300KJIIO3UBHUX KPU3iB, 1110 MOTPeOyBaIu TOCIiTali3allil, TOBiqOMIIsIIOCS YacTilne, Hix
IIPH 3aCTOCYBaHHi I1ane6o.

3 60Ky Hepsosoi cucmemu: TPUBOTA, TPAH3UTOPHA I/100aTbHA aMHe3is.
Cneuuciuni giouymmas

Cayx. [ToBigomMnsAnocs Ipo BANAAKY PAlTOBOIO 3HUXKEHHS YU BTPATH CJIyXy, II0B’s3aHl y 4aci 3i
3aCTOCYBaHHAM cuifeHadiny. Y meskux BUNagKax IOBigOMIISIOCS IIPO HAasBHICTh MEJUYHUX CTaHIB
Ta iHmwux HakTopiB, 110 MOTJIM BigirpaT poyib y PO3BUTKY MOGIYHUX peakiliit 3 60Ky ciyxy. ¥



OaraThox BUITaAKaX iH(pOpMallis 00 IOJaIbIIor0 METUYHOTO CIIOCTEPEXKEHHS BiICyTHS.
BusHauuTH, 4M IIi IBUIA IPSIMO MIOB’sI3aHi i3 3aCTOCYBaHHAM cuiigeHadiny, 3 HasBHUMU (HaKTOpaMu
PU3UKY BTPATH CIyXy, 3 KoMOiHAIl€ 11X (aKTOPiB 4u 3 iHIMKUMY (paKTOpaMHu, HEMOKIIUBO.

3ip: TUM4YacoBa BTpaTa 30py, I0YEPBOHIHHA O4el, [1evid B 04YaX, MiABUIIeHHS BHYTPIITHEO0YHOI'0
TUCKY, HaOpSK CiTKiBKM, CyIMHHI 3aXBOPIOBAHHS CiTKiBKM a00 KpOBOTeYa, BiflIapyBaHHS
CKJIOIIOmiOHOrO Tina.

Pigko moBimoMisnocsi Ipo BUIIAAKXA HeapTepiaabHOl IepeaHbol ileMiyHOl HelponaTil 30p0BOT0
HEepBa, 1110 € IPUYNHOI0 3HUKEHHS 30Dy, BKII0Yal0Uu MOCTIKHY BTPATY 30Dy, IKi Oy/u 1MOB’g3aHi y
yaci 3i 3acrocyBaHHsAM iHribiTopiB ®IIED, BKIodalouu cunneHadin. baraTo maiieHTiB Manu HasgBHi
aHaToMiuHi abo cymuHHI (paKTOpY pHU3UKY PO3BUTKY HeapTepialbHOI IepefHbOl illeMigyHOol HelpomnarTil
30pOBOTO HEPBA, BKIIIOYAIOUH (ajie He 000B’I3K0BO 00OMEKYIOUHCh) TaKi: HU3bKE CITiBBiIHOIIEHHS
IiamMeTpa eKCKaBallil Ta I1CKa 30POBOr0 HepBa (3aCTiiHUil OUCK 30POBOT0 HepBa), Bik Oinbie Hix 50
POKIiB, apTepianbHa TrinepTeHsis, 3aXBOPIOBAaHHS KOPOHAPHUX apTepii, TimeprimigeMisa Ta MaliHHA.
HeMoXMBO BU3HQUUTH, YU IIi SBUINA IIPSIMO OB sI3aHi 3i 3acTocyBaHHSIM iHTi6iTOpiB ®IEDS, un 3
HasIBHUMH aHaTOMiUHUMU a00 CyIUHHUMU (HaKTopaMy PU3UKY, YU 3 KOMOiHAIli€I0 X BCiX (paKTOPIB,
Yy 3 iHMUME (paKTOpaMHu.

[ToBigoMIIeHHS PO Mimo3pioBaHi mo6ivHi peakiii

[ToBimomIeHHS IIPO Migo3pioBaHi MOOGiYHI peakiii Mmic/isg OTpUMaHHS HO3BOJIY Ha MPOMaXK JIiKapChKOTOo
3aco0y € BaxnuBUM. Lle mae 3MOTy IPOMOBXKYBaTH MOHITOPUHT GanaHCy KOPUCTh/PU3HUK JTiKapChKOT0
3aco0y. JlikapsiM ctif 3BiTyBaTH mpo OyOb-sKi migo3pioBaHi mobiuHi peakiii BigmoBiIHO 10 BUMOT
3aKOHO/IaBCTBA.

Tepmin npudamHocmi. 3 POKH.

YMoBu 30epiranHsi.

30epiratu B OpuriHanbHi¥ ymakosi, mpu Temnepatypi He Bute 30 °C.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MicCIIi.

VYnaxoBka.

I[To 1 a6o 1o 4 TabmeTKu, BKPUTI ITiIBKOBOIO 00010HKOI0, Y 6iticTepi; mo 1 61icTepy y KapToHHiN
navyii.

Kareropis Bigmycky. 3a perenTtom.

BupoOHHK.

AxTaBic JIta.



Actavis Ltd.

Micue3HaxoKeHHsI BUPOOHHKIB Ta afpeca Miclsi MPOBaKeHHS iX isyIbHOCTI.
BLB 015, Byne6en Iugactpian Ecteut, m. 3etitys, ZTN 3000, ManbTa/

BLB 015, Bulebel Industrial Estate, Zejtun ZTN 3000, Malta.

BLB 016, Byne6en Ingactpian Ecteit, M. 3etityH, ZTN 3000, ManbTa/

BLB 016, Bulebel Industrial Estate, Zejtun ZTN 3000, Malta.

3asiBHHK.
CITIEPKO IHTEPHEIIHJI JIIMITEQ.

SPERCO INTERNATIONAL LIMITED.

Micne3HaxoIXKeHHsI 3asiIBHHKA.
Cnupy Kunpiany, 57, BUBJIOCEPB BISHEC-LIEHTP, 2-it moBepx, 6051, JlapHaka, Kimp.

Spyrou Kyprianou, 57, BYBLOSERVE BUSINESS CENTER, 2nd Floor, 6051, Larnaca, Cyprus.



