CUJIAEHA®ILJI 50 AHAHTA
CUJIAEHA®ILJI 100 AHAHTA

(SILDENAFIL 50 ANANTA
SILDENAFIL 100 ANANTA)

Cknao:

oitoua pevoguna.: cunaeHadi;

1 Tabnerka, BKpHUTa IUTIBKOBOIO OOOJIOHKOI, MICTHTh CWIJACHAa(ITy LUTpaTy EKBIBaJCHTHO
cungenadiny 50 mr a6o 100 mr;

OONOMINCHI peyosunu’ TEI0I03a MIKPOKPUCTAJIiYHa, KalbLilo Tixpodocdar Oe3BOIHUIA, HATPIO
Kpockapmeno3a, MarHito creapat, Opadry II Onaxutauit 31K80956 (;akTo3u MoHOriapar,
rinpomeno3a, turany giokcua (E 171), tpuanerwnn, imaurokapmia (E 132)), Opadry mposopwii
02K 19253 (rimpomernosa, TpUaleTHuH), BOAa OUUIICHA.

Jlikapcbka ¢opma. TabreTku, BKPUTI TUTIBKOBOIO 0OOJIOHKOIO.

OcHo8HI Pi3uKO-XIMIUHI 81ACMUBOCI:

TabseTKy 1o 50 Mr: CUHI KPYTJIi JBOOIYKJI1 Ta0IEeTKH, BKPUTI IJTIBKOBOIO 000JIOHKOIO, 3 TACHEHHSIM
«125» 3 oqHOTO OOKY Ta THCHEHHSIM «J» 1 JIIHIEI0 PO3JIOMY — 3 1HIIIOTO;

TabseTku mo 100 Mr: cHHI KPYTIIi ABOOMYKIII TaOIETKH, BKPUTI TIIBKOBOIO 000JIOHKOIO, 3 THCHEHHSIM
«126» 3 oqHOTO OOKY Ta THCHEHHSIM «J» 1 JITHIEIO PO3JIOMY — 3 1HIIOTO.

dapmakoTepaneBTHYHA rpyna. 3acodu, 10 3aCTOCOBYIOTHCS MPH EPEKTHIIBHIN TUCYHKIIII.
Kox ATX G04B EO03.

Dapmakonoziuni e1acmueocmi.

Dapmaroounamixa.

MexanizM aii. Cunzaenadin € npenapaToM Ui HEpOPAIBbHOTO 3aCTOCYBAHHS, MPU3HAYCHUM IS
JTiKyBaHHS epeKTiibHOI aucdyHkii. [Tpu cexcyanbHOMY 30yIKEHHI MTpenapat BiTHOBIIIOE 3HIDKEHY
ePEeKTHIIbHY (DYHKIIIIO IIJIIXOM MOCUJICHHSI PUTOKY KPOBI JI0 MEHica.

®Di310JI0TIYHUNA MEXaHI3M, 0 3yMOBIIIOE €PEKIlif0, BKJIIOYA€ BUBLIbHEHHS okcuay a3zoTy (NO) y
KaBEpPHO3HUX TLJIaX MiJl 4ac CeKCyallbHOTO 30yPKeHHs. BUBIJIbHEHUH OKCUT a30Ty aKTUBYE (pepMEHT
TyaHUIaTIHKIIA3y, 0 CTUMYJIIOE TiABHUINEHHS PiBHS HUKIIYHOTO ryaHo3uHMoHO(pochary (il MD),
1110, Y CBOIO Yepry, CIPUUYUHSE PO3CIA0IEHHS I1aK0I MyCKYJaTypyU KaBEpHO3HUX Till, CIPUSIOUU
MPUTOKY KPOBI.

Cunnenadin € moTy>XKHUM Ta celeKTUBHUM iHribitopom 1l M®-cneundiynoi docdomaiecrepazu 5
(®JES) y xaBepHo3nux Tinax, ae ®JIES Biamosimae 3a posman ul M®. Brmus cunaenadiny Ha
epekuito Mae nepudpepunyHuit xapakrep. CungeHadin He cpuunHsie 6e3M0CepeTHbOI pelaKkCcyodol
i1 Ha 130JIbOBaHI KABEPHO3HI Tijla JIOAWHH, aJie IIOTYKHO MOCHITIOE po3cinadimrorogy airo NO Ha naHy
TkaHuHy. [Ipu aktuBamii metabomiunoro nuisixy NO/nI'M®, mo BigOyBaeTbcs NpH CTaTeBIN
cruMyisanii, inriOyBanaa cuinpeHadinom OJES npuszBoaute no miaumieHHs piBHA 1l MO y
KaBEepHO3HUX TuTax. TakuM 4YWHOM, Mg TOro, mo0 cuiaeHadial COPUYUHHUB HEOOXI1THUI
(bapmakosoriyauii eeKT, HeoOXiTHE CeKCyalbHe 30y IKSHHSI.

Bmive Ha dhapmakoauHamiky. JlocmikeHHs IN Vitro mokasajiy CeeKTHBHICTh BIUTUBY CHIIACHADITY
Ha ®JIES, o 6epe akTUBHY y4acTh y mpoiieci epekuii. Brmus cunaenadiny va @JIES noTyxHimmii,
HDK Ha iH1I1 BioMi dpocdomaiectepasu. Lleit edpext y 10 pasiB noryxHimmi, Hixk edekt Ha DJIEO6, mo
Oepe ydacTth y mporecax (OTONMEpeTBOpeHHsT y CiTkiBHi. [Ipum 3acTocyBaHHI MaKCHMaTbHHX
PEKOMEHIOBaHUX J103 CeleKTUBHICTh cmiaeHadiny mo DJIES y 80 pasiB mepeBulnye iHoro
cenektuBHICTh 70 DJIE1, y 700 pasiB Buma, Hixk 1o ®AE2, ®JIE3, ®/IE4, OJAE7, ®JIES, ®JIE9,
OJIE10 Ta DJIE11. 30okpema, cenextuBHIcTh craeHadiny 1o ®JIES y 4000 pasiB nepeBuirye Moro
cenektuBHICTh 10 DJIE3 — ntAM®-cnierdiunoi i3odopmu docdomaiecrepasu, mo 6epe yuacTb y
peryJsiii ceprieBoi CKOPOTIUBOCTI.

Dapmaxokinemuxa.




Abcopbuis. Cunaenadin mBuako abcopOyeThes. MakcuMaibHa M1a3M0Ba KOHLEHTpallis Ipenapary
nocsaraetbest npotsaroM 30-120 xBunuH (13 MeaiaHoro 60 XBWIMH) micis HOro mnepopagbHOTOo
3actocyBaHHA Hatuie. CepeqHs abcontoTHa O10OCTYMHICTh MICHIS HNEPOPATBbHOrO 3aCTOCYBAHHS
ctaHoBuTh 41 % (3 miama3oHoM 3Ha4eHb Big 25 10 63 %). Y peKoOMEeHIOBAaHOMY Jiama3oHi J103
(Bix 25 no 100 mr) nokasauku AUC ta Cmax cunaeHagty miciis Horo nepopagbHOro 3aCTOCYBaHHS
T ABHUIYIOTHCS TPOTIOPLIHHO 70 T03H.

[Ipu 3acrocyBanHi cunaeHadiTy Mg 4ac IpuioMy 1K1 CTymiHb abcopOLii 3HUKYETHCS 13 CEpeAHIM
010BXKEHHAM Tmax 10 60 XBUIIUH 1 cepeHIM 3HIKEHHAM Cmax Ha 29 %.

Posnonin. CepenHiii piBHOBa)KHUM 00°eM po3noziny (Vd) craHoBuTh 105 miTpiB, 110 CBITYUTH MPO
pO3MOJIT Tpenapary y TKaHHHaX opraHizmy. [liciast oqHOKpaTHOro mepopaibHOrO 3aCTOCYBAHHS
cunneHadiny B 1031 100 Mr cepeHs MakcHMalbHa 3arajibHa M1a3MoBa KOHIICHTpaIlis cuiaeHadity
cTaHOBUTH MpuoOIM3HO 440 Hr/min (koedimienT Bapiamii craHOBUTH 40 %). OCKUIBbKH 3B’SI3yBaHHS
cungeHadiy Ta Horo roioBHOTO N-IecMeTHI-MeTa0oiTy 3 OlIKaMH TIa3Mu KpoBi nocsrae 96 %,
cepelHs MaKCHMajbHA IUIa3MOBa KOHIIEHTpAIlisi BUTRHOTO cwineHadiny pgocsrae 18 Hr/mi
(38 amomp). CrymiHb 3B’sA3yBaHHS 3 OLIKaMHU IUIA3MHU HE 3aJICKUTh Bijl 3arallbHUX KOHIIEHTpAIlii
cwieHadTy.

€ naHi, 110 y 30pOBUX JOOPOBOJIBIIIB, SKi 3aCTOCOBYBAIU cHiAeHa]in oqHOKpaTHO B 1031 100 mr,
gyepe3 90 XxBUIHMH B esKysTi Bu3Havanocs menre 0,0002 % (B cepenapomMy 188 Hr) Bij 3acToCOBaHOi
JI03H.

Biorpancdopmanis. Metabomnism cuigeHadiny 3MIHCHIOETBCS, TOJOBHUM YHHOM, 3 YYacTiO
MikpocomanbHUX 130(pepmenTiB neuinku CYP3A4 (ronoBuuil nuiax) ta CYP2C9 (npyropsanuit
nuisix).  [omoBHUN  HUPKYITIOIOUMA  METaOOIT  yTBOPIOETHCS HUIAXOM  N-IE€METHUITIOBAHHS
cungeHagpiny. CenekTuBHICTh MeTabonity BigHocHO OJIES mnopiBHSHHA 3 CEJIEKTUBHICTIO
cwineHadily, a akTUBHICT, MeTtabomity BigHOocHO DJIES cranoButh mnpuOmmsao 50 % Bix
AaKTUBHOCTI BUXiJHOI pe4oBUHU. [11a3M0OBa KOHIIEHTpaIlis OTO META0OIITy CTAaHOBUTH MPUOIN3HO
40 % Bin koHIeHTpamii cwiieHadiry y rmia3Mi KpoBi. N-IeMETHIBOBaHHA METAOONIT 3a3HA€E
MOJJAJIBLIOr0 MEeTaboi3My, a Mepioa Horo HamiBBUBEIEHHS CTAHOBUTH MPUOIU3HO 4 TOJMHU.
EniMinanis. 3aranpHuid KiTipeHC cuigeHadiny crtaHoBuTh 41 1/Tof, MO 3yMOBIIOE Tepion HOro
HaMiBBUBEICHHS TPUBATICTIO 3-5 roauH. SIK micist IepopaabHOTro, TaK 1 Micis BHYTPIIIHEOBEHHOTO
3aCTOCYBAaHHS €KCKpeIlis CiieHadiTy y BUIIISII METaOOIITIB 3MIHCHIOETHCS, TOJIOBHUM YHUHOM, 13
kajoM (mpu6sm3Ho 80 % BijJ BBEACHOT NEPOPAIbHOI J031) Ta MEHILIOIO MipOI0 — 3 cedero (MpUOIM3HO
13 % Bijx BBeIEHOT EPOPATHHOI JO3H).

Dapmaxokinemuka 8 0coOIUBUX epYN NAYIEHMIB.

[amieHTH JITHBOTO BiKY. ICHYIOTH JaHi, IO Y 30POBHX JOOPOBOJBIIB JIITHHOTO BiKy (BIKOM BiX
65 pokiB) BiJ3HAYANOCS 3HWKEHHS KIIpeHCY cuiaeHadity, [0 3YMOBIIOBAIO IiABUIIECHHS
IJTa3MOBUX KOHIIEHTpaMid cuiieHadisty Ta HOro akTHBHOTO N-IEeMETHILOBAHOTO METa0ONITy
npubauzHo Ha 90 % MOpPIBHAHO 3 BIAMOBIAHUMH KOHIICHTPAIUSIMU Y 3JI0POBUX JOOPOBOIIBIIIB
momomoro Biky (18-45 pokiB). ¥V 3B'S3Ky 3 BIKOBUMH BiJIMIHHOCTSIMH Y 3B's3yBaHHI 3 Oinkamu
IJ1a3MU KPOB1 BINOBIIHE MiBUIICHHS TJIa3MOBOT KOHIIEHTpAIlii BUTBHOTO cHieHa(iTy CTAaHOBHUIIO
npubau3Ho 40 %.

HupkoBa HepoCTaTHICTb. Y MAI€HTIB 13 MOPYUIEHHAMHU (YHKII HHUPOK JIETKOTO Ta MOMIPHOIO
crynens (xmiperc kpeatutiny Bix 30 mo 80 mu/xB) ¢apmakokiHeTHKa cuiieHadTy 3aiulnanacs
HE3MIHEHOIO TICIIs HOTro OJHOKPATHOTO MepopalibHOTO 3acTocyBaHHs y 1031 50 mr. Cepenni AUC Ta
Cmax N-nemernnboBanoro Merabounity miaBuiryBanucs Ha 126 % Ta 73 % BiANOBiAHO MOPIBHIHO 3
TaKMMU MMOKa3HUKaMH y JOOPOBOJIBIIB TAKOTO K BIKY 0€3 mopyiieHb GyHKIii HUpoK. OgHak yepes
BUCOKY IHIWBiAyaJIbHy BapiaOeNnbHICTh 1 BiAMIHHOCTI HE OyJIM CTAaTUCTHYHO 3HAUYIIUMH. Y
JTOOPOBOJIBIIIB 13 TSHKKUMH TOPYIICHHIMHU (DYHKINT HUPOK (KIipeHC KpeaTuHiHy HUx4e 30 MI/XB)
KIIipeHC cuiieHad LTy 3HHKYBaBCsI, 0 npu3BoAwio 1o cepenanix miapumenb AUC ta Cmax Ha 100 %
Ta 88 % BIAMOBIIHO MOPIBHSIHO 3 AOOPOBOJIBLISAMU TAKOTO X BiKy 0e3 mopyuieHb (YHKIIT HUPOK.
Kpim Toro, 3naueHHss AUC Ta Cmax N-IeMeTninp0BaHOTO METa0oIIiTy 3HAUYIIE MiABUIIYBATICS Ha
200 % Tta 79 % BiAmoOBIigHO.

IlediHKOBa HEIOCTATHICTh. Y AOOPOBOJMBLIB 13 IIMPO30OM IMEUIHKH JIETKOTO Ta MOMIPHOTO CTYTEHS
(xmaciB A ta B 3a knmacudikariero Yanna-I1"10) kiipenc cunaeHad ity 3HIKYBaBCS, 10 TPU3BOINAIIO
no migBumeHs AUC (84 %) ta Cmax (47 %) TOpIBHSAHO 3 BIANOBITHMMHU TIOKa3HUKAMHU Y




JTOOPOBOJIBIIB TAKOTO X BiKy 0e3 mopyiieHb GpyHKIiNH nedinki. PapMaKoKiHETUKY cuiaeHadiTy y
MAIIEHTIB 13 TOPYIICHHAMHU (YHKIIN TIEUiHKU TSHKKOTO CTYTICHSI HE BUBYAIIH.

Kainiuni xapakrepucTuku.

Ilokazanns.

[Ipemapar peKOMEHAYETHCS 3aCTOCOBYBAaTH YOJIOBIKAM 3 E€PEKTWIBHOIO JHUC(HYHKINE, sKa
BU3HAYAETHCS K HE3JIaTHICTh JOCITTH a00 MiATPUMATH €pPEeKIIil0 CTATEeBOrO WiIeHa, HEOOXITHY AJs
YCIIITHOTO CTaTEBOTO aKTYy.

Jlna ebexTHBHOI Ai1 mpenapary NoTpiOHe cekcyallbHe 30y IKEHHS.

Ilpomunoka3zannus.

— IlimBHIeHa 9y TIAUBICTH 10 aKTUBHOI PEYOBHHH a00 OyIb-IKO1 3 JOMOMIKHUX PEYOBHH Mperapary.
— OHOYacHe 3aCTOCYBaHHS 13 JJOHOPaMM OKCHJy a30Ty (TaKMMHM SIK aMUTHITpUT) abo HITpaTtaMu y
Oynp-sKid (hopMi TPOTHIIOKA3aHE, OCKIIBKMA BIiIOMO, MO CHIIeHA(iT Mae BIUIMB HA MUISIXU
MeTabodi3My OKCHAY a30Ty/IUKIIYHOrO ryaHo3uHMoHodochary (II'M®P) Ta mNOTEHILI0E
TMOTeH3UBHUN €(EKT HITPATIB.

— OpnHouacHe 3actocyBaHHs 1Hri6iTopiB @JIES (y Tomy umcni cuineHadiiry) 31 CTUMYJIATOpaAMU
TyaHUIATIMKJIA3W, TaKUMH SK pIOUUTyaT, MPOTHIIOKAa3aHE, OCKUIBKM MOXKE MPHU3BECTH IO
CUMIOTOMATUYHOI TiMOTeH311 (AuB. po3ain «B3aeMonis 3 1HIIMMHU JIKAPCHKUMHU 3aco0aMU Ta 1HIII
BHJIA B3AEMOIII).

— Cranu, npH sIKUX HE PEKOMEH]IOBaHA CTaT€Ba aKTHUBHICTh (HAMPUKIIAM, TSKKI CEpLEBO-CYIUHHI
po3maay, Taki sk HecTaOlbHa CTEHOKap/is abo ceplieBa HEJOCTATHICTh TSHKKOTO CTYTIECHS).

— Brpata 30py Ha ofHe OKO BHACIIIOK HeapTepialbHOI MEePEeAHbO1 1IEMIYHOI HelpomnaTii 30pOBOTo
HEpBa HE3aJIS)KHO BiJl TOTO, YU MOB’s3aHA IS TATOJIOTIS 13 MOMEPEIHIM 3aCTOCYBaHHSAM 1HTI0ITOPIB
@JIES.

— IlopymenHst QyHKIIi MEUiHKA TSHKKOTO CTYTEHS, apTepiaibHa TIiMOTEH3is (apTepiadbHUN THCK
Hmwx4de 90/50 MM PT. CT.), HEUIOJABHO TMEPEHECeHUN I1HCYIBT abo iH(aApKT MioKapaa Ta BigoMi
CTaJIKOBi JIET€HEPATUBHI 3aXBOPIOBAHHS CITKIBKH, TaKi K MITMEHTHHIA PETUHIT (HEBEIMKA KiTBKICTh
TaKUX MaIl€HTIB Mae TeHeTHYH1 po3ianu GocdomiecTepas CiTKIBKH), OCKITIbKU Oe3neka cunaeHadiny
HE J0CIIKyBaJlacs y TaKMX MIATPYIax Mali€HTIB.

B3aemooia 3 inwumu nikapcoKkumu 3acodamu ma inuii 6uou 63aEmMo0iil.

Bnaue inwux nikapcokux 3acobis na cunoenaghin.

Mertabomizm cuiaenadiny BiOyBaeThCs MEPEeBaKHO 3 ydacTio i30popmu 3A4 (TONIOBHUIA IUISIX) Ta
130popmu 2C9 (apyropsinauil musix) nuroxpomy P450 (CYP). Tomy inribitopu mux i3odepmMeHTiB
MOXYTbh 3HW)KYBATH KIIIPEHC CHiieHadiTy, a iHAYKTOPH IUX 130()epPMEHTIB MOXYTh ITiIBUIYBaTH
KIipeHc cumaeHadiny.

Byno nponeMoHCTpoBaHO 3HMKEHHS KIIPEHCY cuiieHadTy Ipy HOro oJHOYacCHOMY 3aCTOCYBaHHI
3 iuribitopamu CYP3A4 (TakumMu $K KETOKOHA30J, EPUTPOMILMH, IHMMETHAMH). Xoya MpHU
OJTHOYACHOMY 3acTocyBaHHI cuineHadiry ta inriditopie CYP3A4 3pocTaHHS 4acTOTH TOOIYHHX
SIBUII] HE CIIOCTEPIrajgocs, peKOMEH/J0BaHa I104YaTKOBa J103a CUiJIeHa(ly CTAaHOBUTH 25 MT.
OnnouacHe 3acTocyBaHHs iHTi0iTOpa BlJI-mpoTeasu puronasipy, mTysxe motyxHoro iHriditopa P450,
y cTaHi piBHOBaXHOI KoHIeHTpartlii (500 mr 1 pa3 Ha no0y) Ta cunaenadiny (pa3zosa mgoza 100 mr)
pU3BOAMIIO 110 MiBUIIEHHS Cmax cruiieHadimy Ha 300 % (y 4 pa3u) Ta nigsumeHHs miazmosoi AUC
cungenadiry Ha 1000 % (y 11 pasi). Uepe3 24 roguHu 1uiasMoBi piBHI cuiieHadily Bce Ie
cTaHoBWIM NpuOAM3HO 200 HI/MI MOPIBHSHO 3 piBHEM MPUONM3HO 5 HI/MII, XapaKTEepHUM IS
3aCTOCYBaHHs cujieHadiTy OKpeMo, 10 BIJAMOBiIa€ 3HAYHOMY BIUIMBY PUTOHABIpYy Ha IIUPOKHI
crnekTp cyocrpatiB P450. Cunnenadin He BIuinBae Ha (papMakOKiHETUKY PUTOHABIPY. 3 OTJIsAY Ha L
(hapMaKOKiHETHYHI J1aH1 OTHOYACHE 3aCTOCYBAaHHS CUiIZicHA(dLTy Ta pUTOHABIPY HE PEKOMEHAY€ETHCS,
y Oynb-iKOMYy BWIIQJIKy MaKCHMalbHa J03a cuijeHadimy 3a >KONHUX OOCTaBHH HE IIOBHHHA
MEePEeBUILYBATU 25 MT TIPOTIToM 48 TOJIUH.

OnnouacHe 3acrocyBaHHA iHTiOITOpa BlJI-poTteasu cakpinasipy, iHridiropa CYP3A4, y nosi, mo
3abe3mnevye piBHOBaXHY KoHIeHTpaliro (1200 Mr tpudi Ha 100Yy), Ta cunaeHadiny (100 Mr pa3oBo)
npu3BoaAnio a0 miaBuiieHHS Cmax cunaeHadiny Ha 140 % Ta 30ibIIeHHS CHCTEMHOI €KCITO3HUITIT



(AUC) cungenadinmy nHa 210 %. He BusBieHo BmiuBy cuijaeHadiny Ha ¢apMaKOKIHETHKY
cakBiHaBipy. IlepenbadaeTpes, mo Oinpm motyxHi iHTiIOiTopr CYP3A4, Taki SK KETOKOHA30J Ta
1TpaKoHa30J1, OyIyTh MaTH O1NbII BUPAKEHUI BILIUB.

[Tpu 3acrocyBanHi cunaenadiny (100 Mr pa3oBo) Ta eputpominuHy, momipaoro iHriditopa CYP3A4,
y piBHOBaxkHOMY cTaHi (500 mMr aBiui Ha M00y HPOTATOM 5 MHIB) CIOCTEpIranocs MiABUIICHHS
cUCTeMHOI excno3utii cumaenadiny Ha 182 % (AUC). V 3mopoBux J0OPOBOJIBINB YOJIOBIYOI CTATI
He crnocTepiranocs BIUMBY azutrpominuny (500 mr Ha 100y npotsirom 3 1i6) Ha AUC, Cmax, Tmax,
KOHCTaHTY IIBHJKOCTI eJliMiHaIlii Ta MmojaibIIuil 1mepio] HamiBBUBEISHHs cuiieHadiry ado Horo
TOJIOBHOTO  IMpKyJiotoyoro Merabomity. Ilumerumun (imribitop wutoxpomy P450 Ta
Hecnierudivamii  iaTiOiTop CYP3A4) y nmo3i 800 Mr mpu  ogHOYACHOMY 3aCTOCYBaHHI 13
cungeHadiaoM y a031 50 Mr y 310poBUX J0OPOBOJIBIIB MPU3BOAUB 10 MiABHILEHHS IMIa3MOBHX
KOHIIEHTpaIlii cwineHadiny Ha 56 %.

I'peiindpyroBuii cik € crnabkum iHridiropom CYP3A4 y CTiHII KHIIEYHUKY 1 MOXKE CIIPUYUHSITH
MOMipHE MiJBUIIEHHS I1a3MOBUX PiBHIB CHIACHA(LTY.

OpHOKpaTHE 3aCTOCYBaHHS aHTAI[UAHUX 3acO0iB (MarHil0 TiAPOKCUAY/ATIOMIHIIO T1IPOKCHIY) HE
BIUIMBA€E HA 010J0CTYIHICTh CHUJIICHA(LITY.

Xoua 1ocniKeHb Ceu(IIHOT B3aEMO/II1 3 yciMa JTIKapChbKUMH 3ac00aMu He POBOIUIIH, 32 JaHUMH
MO JIALIHHOTO (PapMaKOKIHETUYIHOTO aHai3y apMaKoKiHETHKa criiieHad Ty He 3MIHIOBaJIacs IpU
HOro OAHOYAaCHOMY 3aCTOCYBaHHI 3 JIKapChKUMHU 3aco0aMu, 110 HajekaTh J0 TpyNu 1HTi0ITOpiB
CYP2C9 (ronbyramin, Bapdapus, ¢enitoin), rpynu iariOiTopiB CYP2D6 (Takux SK CelIeKTHBHI
1Hr161TOpH 3BOpOTHOrO 3axoruieHHs cepoToHiny (CI33C), TpULUMKIIYHI aHTUAENPECAHTH), TPYNH
TIa3UTHUX Ta TIA3HJIOMOMIOHUX JIyPEeTHKIB, METIHOBUX Ta KaTii30epirarounx [iypeTHKiB,
1HT101TOPIB AHT10TEH3MHIIEPETBOPIOBAILHOTO (DEPMEHTY, AaHTATOHICTIB KaJlbLlil0, aHTAarOHICTIB OeTa-
aZipeHopenenTopis ado iHaykTopiB meradbomizmy CYP450 (Takux sk pudamminus, 6apOitypaTn).

VY Xxomi JDOCHIIKEHHA 3 y4YacTIO 3J0POBUX JOOPOBOJIBIIB-YOJIOBIKIB OJHOYACHE 3aCTOCYBAHHS
aHTaroHicTa eHnoteniny OoceHtany (momipuuii iHmykrop CYP3A4, CYP2C9 Ta, MOXIuBO,
CYP2C19) y piBHOBaxkHOMY cTaHi (125 mr aBiui Ha 100y) Ta cuiageHadiay y piBHOBaXHOMY CTaHi
(80 mr Tpuui Ha 100y) npu3BoauI0 10 3HMKEeHHS AUC Ta Cmax cuiieHadiny Ha 62,6 % Tta 55,4 %
BIAMOBIHO. TOMY OZIHOUAcCHE 3aCTOCYBaHHS TakUX MOTYXHHUX 1HAYKTOpiB CYP3A4 sx pudammin,
MOJKE TIPU3BOJIUTH JI0 OUTBII BUPa)KEHOTO 3HM)KEHHS KOHIIEHTpAIIi1l cuiieHadiry y mia3Mi KpoBi.
Hikopanaun sBisie coOoro riOpua akTUBaTOpa KaibIieBUX KaHamiB Ta HiTpary. HitpaTHwmii
KOMITOHCHT 3YMOBJIFOE MOXKITUBICTh HOTO Cepio3HOI B3aEMOIIT 3 CHIIIeHA(1TIOM.

Bnnue cundenaghiny na inwi nikapcoki 3acoou.

Cunpnenadin — cnabkwii iHTi6iTOp 130hopMm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4 tutoxpomy P450 (IKso
> 150 MkMouib). OCKUIBKM MIKOBI IJIA3MOBI KOHIEHTpaLii cuiieHaduly AOPIBHIOIOTH MPUOIU3HO
1 MKMOJIB, BIUIHB IIpeTapary Ha KIipeHc cyOcTpaTiB HX 130(hepMEeHTIB MaIOMOBI pHUH.

BincyTHi gani momao B3aemo/ii cunaeHadiny ta Takux HecenudiuHux iHri0iTOpiB hocdoaiectepazu
K Teo(TiH Ta AU PUIAMOT.

Ockinpkd BIiIOMO, MO0 cuigeHadil Mae BIUIMB Ha MeETa0oNi3M OKCUAY a30Ty/IUKIIYHOTO
ryaHo3uaMoHoochary (ul M®D), Oyino BCcTaHOBIEHO, IO MpenapaT MOTEHIIOE TIMOTeH3UBHY JIi0
HITpaTiB, TOMY HOro 0JlHOYaCHE 3aCTOCYBaHHs 3 TOHOPAMHU OKCHY a30Ty a0o 3 HiTpaTaMH y Oy/b-
SIK1M (popM1 IPOTHUIIOKA3AHE.

Pionuryat. JIoKMiHIYHI JOCTIIKEHHS MPOAEMOHCTPYBAIN aIMTUBHUN CUCTEMHHI €(DeKT 3HIKCHHS
apTepiaJbHOTO THCKY IPH OJHOYACHOMY 3acTocyBaHHI iHrioiTopiB ®JIES 3 pionuryatom. Kniniuni
JTOCJTIDKEHHS MTPOIEMOHCTPYBAIIH, IO PIOIUTYAT IMMOCUIIIOE TIMOTEH3UBHY Jito 1Hr10iTopiB OJIES. ¥V
MAIIE€HTIB, sIKi Opajiy y4acTh y IOCIIKEHHI, HE CIHOCTEPIraaocs MO3UTUBHOTO KIIHIYHOTO e(eKTy
pu oJHOYacHOMY 3actocyBaHHI 1HTiIOITOpiB DJIES 3 pionuryarom. IIpoTunokazane omHo4YacHe
3acTocyBaHHA pionuryary 3 iHriditopamu @JIES (y Tomy uucmi i3 cuigeHadisoMm) (IuB. po3zin
«IIpoTumnokazanHus»).

OpnHouacHe 3aCTOCYBaHHS cuiieHadiTy Ta 6J0KaTOpiB ajab(a-aapeHOPEeLenTOPiB MOXKE MPU3BECTH
JI0 PO3BUTKY CHUMITOMATHYHOI TIMOTEH31i y JACSIKUX CXWIBHUX JO IHOTO MaIieHTiB. Taka peakiris
HaifuacTile BHHHUKA€E MPOTATOM 4 TOAMH MIC/s 3aCTOCYBaHHS cHiAeHapiTy. Y XOAi JOCHTiKEeHb
crieni(i9HOT B3aeMO/IIT JTIKapChKHUX 3ac001B OJI0KaTOp anb(a-aapeHOPEIENTOPIB JOKCA303UH (4 MT
ta 8§ Mr) ta cuiaeHadin (25 mr, 50 mr ta 100 Mr) 3acTOCOBYBAJIMCS OJHOYACHO TAIliEHTaM 13



JTOOPOSKICHOIO TIMepIUIa3iero mepeaAMiXypoBoi 3al103u, cTadii3allis cTaHy SKUX Oyla TOCSITHYTA MPH
3aCTOCYBaHHI JOKCA303UHY. Y IHMX MOIMYJIALIAX CIOCTEPIrasiocss CEpeaHe JONATKOBE 3HMKCHHS
apTepialibHOTO THCKY Y MOJO0XEHHI Malli€eHTa Jiexkauu Ha 7/7 MM PpT. cT., 9/5 MM pT. cT. Ta 8/4 MM pT.
CT. Ta CepelIHE 3HIKEHHS apTepialIbHOTO THCKY y MOJIOKEHHI cTOsiun Ha 6/6 MM pT. cT., 11/4 MM pT.
cT., 4/5 MM pT. cr. BigmosigHo. IIpu 0gHOYACHOMY 3aCTOCYBaHHI cuiaeHadiny Ta JOKCa303HUHY Y
MaIfieHTiB, cTalimizamiss craHy sSKHX Oyia IOCATHyTa NpW 3aCTOCYBaHHI JTOKCAa303WMHY, 1HOII
MOBIIOMJISUTM TIPO PO3BUTOK CHUMITOMATHYHOI OPTOCTATUYHOI TiMmoTeH3ii. Y IMX MOBIAOMIIEHHSX
HIIIOCS PO BHUIAAKH 3aIIaMOPOUYEHHSI Ta CTaH Iepel HeMPUTOMHICTIO, ajie 0e3 CHHKOTIE.

He cnocrepiranocs >KOIHUX 3HAYYLIMX B3a€MOJIIN MPU OJAHOYACHOMY 3aCTOCYBaHHI cuieHadimy
(50 mr) 1 TonbyTaminy (250 mr) ado Bapdapuny (40 mr), o meradomizytorscst CYP2C9.
Cunnenadin (50 Mr) He IpU3BOAMB 10 TOJOBXKEHHS Yacy KpOBOTEUl, CIIPUYUHEHOT 3aCTOCYBAHHAM
aneTuicanuuiaoBoi kuciaotu (150 mr).

Cunaenadin (50 Mr) He MOTEHIFOBAB TMIOTEH3UBHY iF0 aJKOTOM0 Y 3A0POBHX JTOOPOBOJIBIIIB MTPH
CepeHIX MaKCUMAJIBHUX PIBHIX €TaHOy B KpoBi 80 mr/m.

V mari€enTiB, SIKi 3aCTOCOBYBAJIM CHJACHA(LI, HE CHOCTEpIranocs *KOAHUX BIAMIHHOCTEH Npodiito
noOiYHNX e(eKTiB MOpIBHAHO 3 IUTaed0 TpPU OJHOYACHOMY 3aCTOCYBaHHI TaKHX KIIaciB
TINOTEH3UBHUX JIIKAPCHKHUX 3aC00iB AK JIypeTUKH, OIOKAaTOpU OeTa-aipeHOPEIenTopiB, IHT1O0ITOpH
AII®, antaronicTu anrioteH3uny ll, aHTUrinepTeH3UBHI JIiIKapchKi 3acO00H (CYTMHOPO3MIMPIOBAIBHI
Ta IEHTpPalbHOI 1ii), OJOKAaTOpU aJpeHEepriyHUX HEUPOHIB, OJIOKATOPU KaJbI[I€EBUX KaHAIIB Ta
OsokaTopu anb(ha-aapeHoperenTopiB. Y CHeIiaIbHOMY JOCTIKEHHI B3a€MOIIi TIPH OJTHOYACHOMY
3actocyBaHHi cuiaeHadinmy (100 Mr) Ta aMmoauIiHy Mali€eHTaM 3 apTepialbHOIO0 TIMEPTEH3I€I0
CTIOCTEPITraocs JOAATKOBE 3HIKEHHS CHCTOJIIYHOTO apTepialIbHOTO THUCKY B MOJIOKEHHI JIS)KadH Ha
8 MM pT. cT. BianoBigHe 3HWKEHHS A1aCTOIIYHOTO apTepialIbHOTO TUCKY CTAaHOBMIJIO 7 MM PT. CT. 3a
BEJIMYMHOIO IIi JIOJATKOBI 3HMKEHHS apTepiaIbHOTO THCKY OyJM TOPIBHIHHUMH 3 THMH, IO
criocTepiranaucs mpu 3aCTOCYBaHHI1 JIMIIE CHIACHA(LTY Y 310pOBUX JOOPOBOJIBIIIB.

Cunnenadin y no3i 100 Mr He BriBaB Ha (hapMaKOKiHETHYHI OKa3HHUKH iHT10iTOpiB BIJI-TipoTeasmy,
CakBiHaBipy Ta pUTOHaBIpY, sKi € cyOcTpatamu CYP3A4.

VY 3710poBUX TOOPOBOJIBIIIB YOJIOBIYOT CTAaTI 3aCTOCYBaHHS CHIACHA(]ITy y piBHOBa)XHOMY CTaHI
(80 mr Tpuui Ha 100Y) nmpu3BoamiIo 10 miasuiieHHs AUC 1a Cmax 60ceHTany (125 mr aBivi Ha 100Y)
Ha 49,8 % Ta 42 % BiAIOBIAHO.

Ocobueocmi 3acmocyanHs.

Jlo mouatky Tepamii ciil 310paTi MeIUYHUI aHaMHE3 MaIlieHTa Ta MPoBeCcTH (Pi3uKaIbHE 00CTEKEHHS
JUTSL TIarHOCTHKH €PEKTHIILHOI AUCHYHKITT Ta BU3HAYCHHS 11 MOXKIIMBHUX TIPUYHH.

Daxmopu  puzuxy  cepyeso-cyouHHux  3axeoproganv. OCKIJIBKH CEeKCyalbHa aKTUBHICTb
CYIIPOBOJIKYETHCS TIEBHUM PU3UKOM 3 OOKY CepIis, 0 TOYaTKy Oyab-SKOT0 JIIKyBaHHS €PEKTHIIHHOT
TUCYHKINT JiKap Ma€ OLIHUTU CTaH CepIeBO-CyAMHHOI cucTemH mnaiieHta. CungeHadin mae
CYIMHOPO3IIMPIOBATBHUAN €(EKT, IO TPOSBISAETHCA JIETKUM Ta KOPOTKOYACHUM 3HIDKCHHIM
apTepianbHOTO TUCKY. [0 mpu3HadeHHs cuiieHadiy Jikap Ma€e peTenbHO 3BAXKUTH, Y MOXKE TaKUH
e(eKT YMHUTU HECTPUATIMBUMA BIUIUB Ha TAIIE€HTIB 13 TMEBHUMH OCHOBHUMH 3aXBOPIOBAHHSAMH,
0c0o0JIMBO y KOMOIHAIIIT 13 CeKCyallbHOIO aKTUBHICTIO. Jl0 Malli€HTIB 13 MiABUILEHOO Yy TJIUBICTIO 10
Ba30MJIATATOPIB HAJNEXKATh TMAIlEHTH 3 OOCTPYKII€I0 BHBITHOTO TPAKTy JIBOrO MUTYHOUYKA
(HampuKIaa, CTEHO3 aopTH, TimepTpodidyHa OOCTPYKTHBHA KapaioMiomnaris) a0o TaIli€eHTH 3
PIAKICHUM CHHIPOMOM MYJIBTHCUCTEMHOI aTpodii, OXHUM 13 HPOSIBIB SIKOI € TSHKKE MOPYIICHHS
peryJisiii apTepiaabHOTO THCKY 3 O0KY BET€TaTUBHOI HEPBOBOI CHCTEMH.

[Ipenapar NOTEHIIIOE TIMIOTEH3UBHUN €(EeKT HITPATIB.

[ToBimomisi TIpo TSDKKI TOO1IYHI peakilii 3 00Ky ceprieBO-CyIMHHOI CUCTEMH, BKIIOYAI0Un 1HPapKT
MiOKapJa, HecTaOlIbHY CTEHOKAap[ilo, pamToOBY CEpLEBY CMEpTh, IIIYHOUYKOBY apHUTMIIO,
1epeOpOBACKYJIAPHI KPOBOBUJIMBH, TPAH3UTOPHY IMIEMIUHY aTaKy, apTepiajbHy TINEPTEH31I0 Ta
apTepiajbHy TIMOTEH3iI0, SKi 32 4acoM 30irajmucs i3 3aCTOCYBaHHAM cuieHadury. Y OuIbIIOCTi
TAIIIE€HTIB, aJIe He Y BCiX, ICHYBaIM (DaKTOpH PU3HKY CEPIIEBO-CYIMHHMX 3aXBOPIOBaHb. baraTo Takux
NMOOIYHMUX peakIiil crocTepiraigocs miJx yac abo ofpasy MICIs CTaTeBOrO akKTy, 1 JHUIIE KiIbKa
TPanUIIOCsS HEBIOB31 ITICIIS 3aCTOCYBaHHS ITpenapary 0e3 ceKcyaabHOT aKTUBHOCTI. TOMY HEMOKITUBO
BU3HAYMTH, YU MTOB’I3aHUN PO3BUTOK TaKMX MOOIYHHUX peaKiliii 0e3rmocepeIHbo 3 haKTopaMu pU3UKY,



YH iX pO3BUTOK 3yMOBJICHUI 1HIIUMH YUHHUKAMHU.

Ipianizm. 3acobu nmns JTiKyBaHHS €PEKTHIBHOI AUCQYHKIII, y TOMy 4ucii 1 cuigeHadin, cimifg
MpHU3HAYaTH 3 OOEPEeKHICTIO MallieHTaM 3 aHATOMIYHUMHU JAedopmarisiMi TeHica (TaKuMHU SK
aHTYJISIIIS, KaBepHO3HUH (hi6po3 abo xBopoba Ileiiponi) abo mamieHTaMm 31 cTaHAMU, IO CIIPUSIOTH
PO3BUTKY TpiamizMy (TakuMU SK CEpHONOAIOHOKIITHHHA aHeMis, MHOXXHHHa MieioMa abo
nevikemis).

[ToBigoMmsiiM MO BUMAIKH MOAOBXKEHOI epeKiii Ta mpiamizMy. SIKIo epexiiis TpuBae OUTBII HiX
4 TOMHM, TAIIEHTaM CJiI HeraiHO 3BEpHYTHCS 3a MEIUYHOIO JOTIOMOTrOor0. Y pasi BiICYyTHOCTI
HeraifHOro JIIKyBaHHS Mpialli3M MOK€ MPU3BECTH 10 MOUIKO/HKEHHS TKaHHWH IeHica Ta 10 CTiiKoi
BTPATH MOTEHII].

Oonouacne 3acmocyganns 3 inwumu inzioimopamu @/ES abo inwumu npenapamamu OJis 1iKy8aHHS.
epexmunbHol oucghynxyii. be3neky Ta eeKTHBHICTh OJHOYACHOTO 3aCTOCYBaHHS CHIIIeHAdiTy 3
iHmmMu iHribiTopamu @JIES abo iHmmMH mpemapaTamu JUisl JiKyBaHHS TillepTEH3il JIereHeBOi
aprepii, fki MicTATh cwineHadisn, 4u 3 IHIIMMHU MpernapaTtaMu s JTKYBaHHS E€PEeKTHIBHOT
nucyHKINT He BUBYAIU. TOMY 3aCTOCYBaHHS TaKUX KOMOIHaIlI HE peKOMEHIOBaHE.

Bnaueg na 3ip. Hagxonunu CrioHTaHHI TTOBiTOMJICHHS TIPO BUHUKHEHHS IEEKTIB 30py acoIiiOBaHO
13 3acTocyBaHHAM cuiaeHadiny Ta iHmmx iHriditopis ®JAES (quB. posain «Ilobiuni peakiii»). [Ipo
BUIIQ/IKM HEApTePiaIbHOI MepeTHBO1 1eMiTHO1 HEBPOTIATii 30pOBOT0 HEPBA, IO € P1IKICHUM CTaHOM,
HAJXOJWIN CIIOHTAHHI MOBIAOMJIEHHS Ta TMOBIJOMJSUIM Yy HArJIAJOBOMY JAOCHI/DKEHHI SIK IPO
acoIiifoBaHi i3 3acToCyBaHHsAM cuiacHadury Ta iHmmX iHrioiTopiB ®ES (muB. po3ain «I[lobiuni
peakuii»). IlamieHTiB cnmif momepenuTH, MO Y pa3i panTOBOrO MOPYLIEHHS 30py 3aCTOCYBAHHS
npernapary CiIiJl HPUIUHATH Ta HeTaifHO 3BEPHYTHCS A0 JIiKaps (IuB. po3ain «IIpoTunokasanHs»).
Oonouacne 3acmocyeanns 3 pumonagipom. OAHOUACHE 3aCTOCYBAHHS CHUIIICHA]ITYy Ta pUTOHABIPY
HE PEKOMEHIYETHCS (IUB. po3ail «B3aeMomis 3 iHIIUMHU JIKAPCHKUMHU 3ac00aMH Ta 1HIIN BUAM
B3aEMO/TI» ).

Oonouacne 3acmocysanns 3 6nokamopamu o-adpenopeyenmopis. IlamieHTaM, sKi 3aCTOCOBYIOTh
OJIOKaTOpH 0-aIPEHOPELICTITOPIB, 3aCTOCOBYBATU CHIIIEHA(DIN CIIiJl 3 00EPEXKHICTIO, OCKITBKUA TaKa
KOMOIHaIlii MOXX€ TPU3BECTH [0 CHUMIITOMATUYHOI TINOTEH31l Yy NEAKHX CXHIBHHX 10 IOTO
naiieHTiB. CUMITOMAaTUYHA TIOTEH31 3a3BUYail BUHUKAE MPOTATOM 4 TOJUH MICHs 3aCTOCYBAaHHS
cungeHadiny. 3 METO0 MiHIMi3allii MOKIIMBOTO PO3BUTKY MOCTYPAIBbHOI TMOTEH31i y MaIli€HTIB, SKi
3aCTOCOBYIOTH OJIOKATOpU 0-aJPEHOPEIENTOPIB, X CTaH MOTPIOHO CTabiTi3yBaTH 3a JOMOMOIOIO
OmokaTopiB 0-aJpEHOPEIICTITOPIB JI0 MOYaTKy 3aCTOCyBaHHs cuineHadiry. Takox ciing
PO3IIISIHYTH MOKJIMBICTh 3aCTOCYBaHHS ITOYATKOBOI 103U 25 MT (1uB. po3aia «Crocid 3acTocyBaHHS
ta g03m»). Kpim Toro, ciim mpoiHdopMyBaTH MAIli€HTIB, SK MIATH y pa3l MOSBH CHMIITOMIB
OpPTOCTATUYHOI T1MOTEH3].

Bnause na kposomeui. JlocmipkeHHS TPOMOOIUTIB JIIOJHUHHM POAEMOHCTPYBaIM, Io IN Vitro
cuneHad11 MOTEHIIII0E aHTHArperaiiiiHi edekTy HaTpito HiTponpycuay. Hemae sxoaHoi iHdopmartii
moao Oe3NeKH 3acTOCyBaHHA CWIIeHA(UTy MarieHTaM i3 HOpYHICHHSMH 3TOpTaHHS KpOBi a0o
TOCTPOIO NENTUYHOIO BUPa3Kow0. TakuM YMHOM, 3aCTOCYBaHHS CUIIIeHA(1Ty MalieHTaM i€l rpynu
MO>KJIMBE JIMIIIE ITiCIIsI PETEIHHOT OI[IHKH CITiBBITHOMIEHHS KOPHUCTI Ta PU3HKIB.

[TniBkoBa 00OMOHKA TaONETOK MICTUTH JIAKTO3M MoOHOriapaT. Ilpemapar He ciia 3acTOCOBYBAaTH
YOJIOBIKAM 13 TaKUMU PIIKICHUMHU CNAaJKOBUMHU IOPYLIEHHSIMM SIK HENEPEHOCHMICTh TalaKTO3H,
HEJIOCTATHICTH JiakTa3u Jlamma abo ManbaOcopOIist TITIOKO3U-TATaKTO3H.

Depmunvuicms. Ilicns 3actocyBanHs 1034 100 Mr 310pOBUMHU JOOPOBOJIBISIMUA HE CITOCTEPIranocs
BIUTUBY Ha MOP(QOJIOTII0 M PyXOMICTh CIIEPMATO30i/IiB.

Bmpama cnyxy. Jlikapsm ciii nopaauTH NalieHTaM NPUIMHUATH 3acTocyBaHHs iHTi0iTOpiB D/IES,
BKJIIOYAIOYN CHUJIZieHA(, Ta HETAaWHO 3BEPHYTHUCS 32 MEIAMYHOIO JIONIOMOTOIO Yy pa3i pamTOBOTO
3HWKEHHs1 a00 BTpatu ciyxy. IIpo 1i siBuIa, sIKi TaKOX MOXYTh CYIPOBOJKYBAaTHUCS J3BOHOM Y
ByXaXx Ta 3allaMOPOYCHHSM, TIOBILIOMJISIITM 3 acOIliaIli€lo y vaci i3 3actocyBaHHsM iHT101TOpiB DJIES,
BKJIIOYAIOUM Tpernapatd cuigeHadiny. BusHauutu, un moB’s3aHi Li SBHINA 13 3aCTOCYBaHHAM
iurioiTopiB ®JIES, uu 3 iHmmMu pakropamu, HEMOKIUBO.

Oonouacne 3acmocyeanns i3 cinomenzuenumu npenapamamy. CungeHail YUHUTh CUCTEMHY
CYIMHOPO3IIUPIOBATILHY IO Ta MOXKE Y MOJAIBIIIOMY 3HHKYBATH apTepialbHUIN TUCK Y TAIIEHTIB,
SK1 3aCTOCOBYIOTH T'ITOTEH3MBHI JIKapchKi 3acobu. B okpeMomy mociipKeHH1 TiKapchKoi B3aeMOAIT



MIPH OJTHOYACHOMY 3acTOCyBaHHI amnoAuminy (5 mr ado 10 mr) Ta cunnenadiny (100 mr) nepopansHo
CTIOCTEPITaocs CEPEIHE JOJATKOBE 3HIKEHHS CUCTOJIIYHOTO TUCKY Ha 8 MM PT. CT. Ta {IaCTOIIYHOTO
—Ha 7 MM pT. CT.

3axeoprosanns, wo nepeoaromsvcs CMamesum WiAXoM. 3acTOCYBaHHS cuiieHadly He 3aXUIIAE Bif
3aXBOPIOBaHb, 110 MEPENalThCsl CTaTeBUM HUIIXOM. ClliJi pO3IIISIHYTH MOXJIUBICTh 1HHOPMYBaHHS
MAII€HTIB MI0JI0 HEOOXITHUX 3aM001KHIX 3aC001B JJIS 3aXUCTY BiJl 3aXBOPIOBAHb, IO MTEPEIAOTHCS
CTaTEeBHUM IIUISIXOM, BKJIFOYAIOUHU BipyC IMyHOAEDIUTY JTFOANHH.

3acmocysanns y nepioo eacimuocmi abo 200y8anus 2py0oio.
[IpenapaT He mpU3HAYCHU IJIs1 3aCTOCYBAHHS JKIHKaM.

30amuicmov enaueamu Ha WEUOKICMb peaxyii npu Kepy8aHHi A8MOmMpAHCNOpmom abo IHUUMU
MexaHizmamu.

[Ipemapat Moke MaTW HE3HAYHWH BIUIMB Ha KEPyBaHHS aBTOTPAHCIOPTOM abo IHIIMMH
MeXaHI3MaMH. OckinbkM TpU  3aCTOCYBaHHI cuUieHadUly MOBIAOMIISIIM PO  BHUIAJKU
3aIraMOPOYCHHS Ta TIOPYIICHHS 3 00Ky OpraHiB 30py, IEPEI THM K CiIaTH 3a KEPMO TPAHCTIOPTHOTO
3aco0y abo mpaloBaT 3 IHIIMMH MeXaHi3MaMH, MallieHTaM HEeOoOXiTHO 3’SCyBaTH, SKOKO € IXHS
IHAWBIAyaTbHA PEaKIlis Ha 3aCTOCYBAaHHS Tperapary.

Cnoci6 3acmocysanna ma 0o3u.

[Ipenapat 3acTOCOBYBaTH MEPOPATBHO.

Jopocai.

PexoMenoBana 103a npemnapaTty cTaHOBUTH 50 MT, 3aCTOCOBYBATH Y pa3i HEOOX1AHOCTI MPUOIU3HO
3a TOAMHY JI0 CEKCyaJlbHOI aKTUBHOCTI. 3aJIe)KHO BiJ €()eKTUBHOCTI Ta NMEPEHOCUMOCTI TpenapaTy
03y MoxkHa 30impmmTé 70 100 Mr a6o 3MeHmuTH 10 25 Mr. MakcumanbHa peKOMEHI0BaHa /1032
ctanoBuTh 100 mMr. YacToTa 3acToCyBaHHS MaKCHUMaJIbHOI PEKOMEHAOBAHOI 103 TMperapaTry
cTaHoBUTH 1 pa3 Ha noOy. [Ipu 3acTocyBaHHI penaparty MmiJ yac mpuioMy iXxi Ais Ipenapary Moxe
HacTaBaTH Mi3HIlIE, HIX MPU HOro 3aCTOCYBaHHI HaTIIIE.

Hayienmu nimnb020 GiKY.

HeoOxigHicTh y KOpEKIIii 1031 MallieHTaM JIITHBOTO BiKY (> 65 pOKiB) BiJICYTHSI.

Tayienmu 3 HUPKOB0OIO HEOOCMAMHICMIO.

JIJis maIrieHTiB 13 HUPKOBOKO HEIOCTATHICTIO JIETKOTO Ta IMOMIPHOTO CTYIICHS TSXKKOCTI (KIIIpEHC
kpeatuHiny Big 30 mo 80 mi/XB) pekOoMeHJ0BaHa J03a MpemapaTy € aHaJIOTIYHOIO /1031, HaBEACHIH
BHUIIE Y po3aiil «Jlopociy.

OCKUIbKH Yy MAIEHTIB 13 HUPKOBOIO HEOCTATHICTIO TSKKOTO CTYHEHs (KJIIPEHC KpeaTHHIHY HUXK4Ye
30 mur/xB) KIipeHC cwiaeHadiTy 3HWKCHHN, PEKOMEHIOBaHA Ji03a MperapaTy CTaHOBUTH 25 MT.
3anexHO BiJ €(PEeKTHMBHOCTI Ta MEPEHOCHUMOCTI Mpemnapary 103y MoO)kHa 30u1bmuTa 10 50 Mr ta
100 wr.

Tlayiecumu 3 neuinko6oio HedoCmamHuicmio.

OCKUTBKH Y TAIIEHTIB 13 MEYiHKOBOIO HEJOCTATHICTIO (HAIIPHUKIIA] IIUPO30M) KITIpEHC CHieHadiLTy
3HIDKEHUH, pPEeKOMEHIOBaHa J03a Mpernapary CTaHOBUTh 25 Mr. 3aleXKHO BiJ €PEeKTUBHOCTI Ta
MIEPEHOCUMOCTI TIperapaTy 103y MokHa 30U1bIuTH 10 S0 Mr Ta 100 M.

Tayienmu, axi 3acmoco8yoms iHWi 1iKapCcobKi 3acoou.

PexomenioBaHa moyaTKoBa J103a IpenapaTy MaiieHTaM, siKi 3acTocoByoTh iHrioiTopu CYP3A4, 3a
BHHITKOM PUTOHABIPY, 3aCTOCYBaHHS SIKOTO Pa30M 13 CHIIZIeHA(]1JIOM HE PEKOMEHIY€EThCS, CTAHOBUTH
25 wmr.

3 MeTOr0 MiHIMI3aIlil pU3HUKY PO3BUTKY OPTOCTATHYHOI T1MOTEH311 CTaH MAIliEHTIB, SIKi 3aCTOCOBYIOTh
O6mokaropu anb(a-aApeHOpeenTopiB, MOTPIOHO cTabimi3yBaTH [0 TOYATKy 3aCTOCYBAaHHS
cunaeHadiny. PekomennoBana moyaTkoBa J03a cuiieHad1Iy CTAaHOBUTD 25 MT.

Himu.

[Ipenapar He moka3zaHMiA AJIsl 3aCTOCYBaHHS 0co0aM BikoM 10 18 pokiB.

Ilepeoosysanna.



[Tpu 3acTocyBanHi pa3oBoi no3u cuiaeHadiny no 800 Mr mobiuHi peaxiii Oyau MoAIOHUMU J0 TUX,
IO CHOCTEPIraiucs MpU 3aCTOCYBaHHI CWIIEHA(UTy Y HHKYUX J103aX, ajlé BUHUKAIM YacTille Ta
Oymu GBI TSDKKUMHE. 3aCTOCOBYBaHHS cuuiaeHadiny y 1031 200 Mr He TPU3BOAUIIO A0 MiABUILEHHS
e(EeKTUBHOCTI, aje CIHPUYMHSIIO 3POCTAaHHS KUIBKOCTI BHITQJKiB PO3BHUTKY IOOIYHUX pEaKIii
(rosoBHOTO 0010, MPUIUIHMBIB, 3alIAMOPOYCHHS, AUCIEICi, 3aKIaIeHOCTI HOCa, TOPYILIEHb 3 OOKY
OprasiB 30py).

VY pasi mepeno3yBaHHs, SKIIO MOTPIOHO, BAAIOTHCS A0 3BUYANMHHUX MIATPUMYIOUHX 3aXOJiB.
[TpuckopenHs KiIipeHcy cuiineHadiTy mpy reMoTiani3i MaToiMOBIpHE BHACIIZIOK BUCOKOTO CTYTICHS
3B’sI3yBaHHs Mpemnapary 3 OUTKaMu M1a3Mu KPoOBi Ta BIICYTHOCTI eniMiHaIiil cuiiaeHadiny i3 cedero.

Il06iuni peaxuii.

Haiiyacrime MOBIAOMIISUTH TPO Taki MOOIYHI peakilii sSIK TOJOBHHWH OuTh, TMPHUILTABHU, JUCTICIICIS,
3aKJIQICHICTh HOCa, OlIb y CIHHI, 3allaMOPOYEHHS, HYI0Ta, NPUIUIMBU Kapy, HOPYLIEHHS 30Dy,
L[1aHOTICISI Ta 3aTYMaHEHHS 30Dy .

[To6iuHi peakIiii HaBeACHO HIDKYE BIAMOBIAHO A0 Kiacudikaiii «Cuctema-opran-kiacy» Ta 4acTOTH:
ayxe gacto (> 1/10), gacro (> 1/100 - < 1/10), mewacto (> 1000 - < 1/100) ta pixko (> 1/10000 -
< 1/1000). ¥ Mexax KOXKHOT 4aCTOTHOI IpyIu NOOI4HI peakiii HaBeIeHO y MOPSAAKY 3MEHIIEHHS 1X
MPOSIBIB.

Ingpexyii ma insasii.

Heuacro: punir.

3 60Ky imynnoi cucmemu.

Hewacro: rinepuyTiuBicTb.

3 60Ky Hepsosoi cucmemu.

Jly»e 4acTo: roloBHUH OLJIb.

Yacro: 3a11aMOpOYEHHS.

HeuacTo: COHIIMBICTD, T1IIECTE31A.

Pinko: iHCYnbT, TpaH3UTOPHA 1llIEMiYHA aTaka, CyIOMU*, PELIUIUBU CYyJOM™, CHHKOTIIE.

3 6oky opeanie 30py.

YacTo: nopyuieHHs COpUHHATTS KOJIbOpY**, po3iaau 30py, 3aTyMaHEHHs 30py.

Hedacro: posnanu cipbo30BHAUICHHS***, 011 B o4ax, (oTtodoOis, dororcis, rimepeMis ouei,
SICKpaBiCTh 30pY, KOH FOHKTHUBIT.

Pinko: HeapTepianbHa nepeaHs ileMidHa HEHpOIaTisi 30pOBOT0 HEpBa™®, OKIO3isl CyIUH CITKIBKU™,
pETUHANBHUN KpPOBOBUJIMB, apTEPIOCKIEPOTUYHA PETHHOMNATISA, MOPYIIEHHS 3 OOKY CITKIBKH,
riiaykoma, Je(eKTH oIt 30py, AUILIONISI, 3HUKCHHS TOCTPOTH 30PY, MIOIIis, aCTCHOITis, TUTaBar0Yi
MMOMYTHIHHS CKIIUCTOTO Tijla, MOPYLICHHs 3 OOKY pai1y>kHO1 000JIOHKH, Mifpia3, MOsBa CAIOYUX Kil
HABKOJIO JDKEpesa CBiTia (Trano) y 1ot 30py, HaOpsK odei, IpUIyXJIiCTh 04Yeil, MopyIIeHHs 3 00Ky
ouel, rimepemisi KOH IOHKTUBH, MOJAPAa3HEHHs OYeil, aHOMallbHI BIIYYTTS B O4Yax, HAOPSK MOBIK,
3HEOAapBIICHHS CKIICPH.

3 60Ky opeanis cyxy ma eecmubyIApHO20 anapamy.

Heuacro: 3amamMmopoueHHs, 13B1H Y ByXax.

Pinko: rmyxora.

3 6oky cepys.

Heuacro: Taxikapmisi, mocuieHe ceprieOnTTs.

Pinko: panToBa cepueBa cMepTh*, iH(MAPKT MioKapnaa, IIIYHOYKOBA apuTMis™, ¢iOpusmis
nepecepib, HecTablIbHA CTEHOKAPis.

3 60Ky cyoumn.

YacTo: mpuIIuBY KPOBi 10 OOIMYYS, TPUIIUBH JKapy.

Heuacro: rinepTeHsis, TinoTeHsis.

3 b6oky pecnipamopHoi cucmemu, opeanie epyoHoOi KIimKu ma cepedoCmiHHtsL.

YacTo: 3aKIaIeHICTh HOCA.

HeuacTo: HOcOoBa KpoBOTeUa, 3aK/IaJ€HICTh IPUAATKOBUX Ma3yX HOCA.

Pinko: BiIYyTTsSI CTUCHEHHS Y TOPJIi, HAOPSK CIM30BOi 000IOHKH HOCA, CYXiCTh Y HOCI.

3 60Ky WIYHKOBO-KUWKOBO20 MPAKMY.

Yacro: Hy10Ta, TUCTIETICIS.



Hewacro: ractpoezodareansna pedurokcHa XxBopoOa, OroBaHHS, 017 Y BEpXHil YacTHHI KUBOTA,
CYXICTb Yy POTI.

Pinko: rimecresist poTOBOT HOPOKHUHHU.

3 60Ky wiKipu ma niOWKIPHOT MKAHUHU.

HeudacTo: Bucunanss.

Pinxo: cunapom CriBeHca-/[>koHCOHA™, TOKCHYHUN €MiepMaIbHUN HEKPOJIi3™.

3 60Ky onopHo-pyxoe02o anapamy ma Cnoxy4yHoi MKaAHUHU.

Heuwacro: mianris, 611k y KIHIIBKaX.

3 60Ky ceuosudinbHoi cucmemu.

Heuacro: remarypisi.

3 60Ky penpodykmuenoi cucmemu ma MOJIOYHUX 3ATL03.

Pingko: kpoBOTeUa 31 CTaTEBOTO WiIEHA, Mpiami3M™, reMaTocrepMis, TOJ0OBXKEeHA EPEKIIis.

3acanvui posnadu ma peakyii y micyi 66e0enHs.

Heudacro: 6i5b y TpyasiX, MiIBUIIICHA BTOMJTFOBAHICTh, BITUYTTS JKapy.

Pinko: monpa3HeHHs.

Obcmedicenns.

HeudacTo: niBHIIleHa 4acTOTa CEPLIEBUX CKOPOUYEHb.

* TTOBiTOMJISIITH JIMTIIE TTiJT 9ac JOCIIKEHHS TIC)IS BUXOLy CHIICHA(1Ty Ha PHHOK.

** [lopyuieHHS COPUMHATTA KOJBOPIB: XJIOPOIICiS, XPOMATOICis, MIaHOMCIS, EpPUTPOIICis,
KCaHTOIICISI.

*** [lopyIieHHs CIbO30BUIIICHHS: CYXiCTh B O4YaX, MOPYLICHHS CIbO30BHUIICHHS Ta MiABUILEHHS
CJIbO30BU/IICHHS.

Hwuxueszasznaueni sBuma crocrepiraaucs y < 2 % mNamieHTIB y X0l JOCHTIKEHb; MPUYNHHHMA
B3a€MO3B’SI30K HE BH3HAaYeHHA. [I0OBIIOMIICEHHS BKIIIOYAIIN SIBUINA, [II0 MAJIM BipOTiIHUI 3B’ 430K i3
3acTOCYBaHHSM cuieHadiTy. SBuiia, ski He Oynu 3a3HaueH1, OyIu JETKUMHU Ta TOB1IOMIICHHS OyIH
Iy*e HeTOYHUMH, 00 MaTH 3HAYCHHS.

3acanvui: HAOpsIK 00aMYYsL, peakuii (HOTOUYTIMBOCTI, IIIOK, aCTEHis, Ol1b, panToBe MajaiHHsA, OUIb y
KHUBOTI, PalITOBE MOIIKOKESHHS.

3 boky cepyego-cyounnoi cucmemu: CTeHOKapais, AV-010kaaa, MirpeHb, HOCTypalibHa TiloTeH3is,
imeMiss Miokapna, TpoMmOO3 CYIWUH TOJIOBHOTO MO3KY, panToBa 3YMUHKA CEpIs, BiIXWUICHHS
noka3znukiB EKI', kapaiomionatis.

3 60Ky WIYHKOBO-KUWIKOB8020 MpaKkm)y: TIIOCHT, KOJIIT, nuc(arisi, raCTpUT, FaCTPOCHTEPUT, e30(arit,
CTOMATUT, IOPYIICHHS PE3yJIbTATIB MEYIHKOBUX MPOO, peKTalbHa KPOBOTEYA, T1HTIBIT.

3 6oxy cucmemu Kpogi ma nimpamuynoi cucmemuy. aHEMisl, TCUKOIICHIS.

Poznaou memabonismy ma xapuysanws: chpara, HaOpsK, nojarpa, HecTaOuIbHHI mia0er,
rinepriikemisi, nepudepruaHi HAOPAKH, TIEPyPHUKEMIs, TITOTITIKEMIs, TiepHaTpiEMis.

3 6oky ckenemno-m’s3060i cucmemu: APTPUT, apTPO3, PO3PUB CYXOKHIUIS, TEHOCUHOBIT, OLIb y
KICTKaX, MiacTEeHIs, CUHOBIT.

3 60Ky Hepeo6oi cucmemu. aTakcisl, HEBpairis, HeHponaris, mapecTesis, TpeMop, BEPTUTO, JeMpecis,
0€3COHHS, aHOMaJIbH1 CHOBU/JIIHHS, 3HUKEHHSI pe(IIeKCIB.

3 6oky ouxanvHOi cucmemu: actMa, JUCIIHOE, JIAPUHTIT, (PapUHTIT, CUHYCUT, OPOHXIT, IMOCHJICHE
CIIMHOBHIICHHS, TOCUJICHHS KaIILTIO.

3 60Ky wikipu: KponuB’sTHKa, TepIieC, CBEPO1K, MITIIMBICTh, BUPA3KU IIKIPH, KOHTAKTHUHA JEPMATHT,
eKc(oiaTUBHUN 1€PMATUT.

Cneyughiuni gioyymms: pantoBe 3HWKEHHS a00 BTpara ciyxy, Oidb y ByXaX, KPOBOBHIIUB B OKO,
KaTapakTa, CyXiCTh B OYaXx.

3 60Ky ypoeeHimanvHoi cucmemu: IUCTUT, HIKTYpis, IIIBHUIIEHA YacTOTa CEYOBHITYCKaHb,
301IBIICHHS. MOJIOYHUX 3aJ103, HETPUMAHHS Ce4i, MOPYIICHHS esIKYJIALi1l, HAOpSK CTaTeBUX OpPraHiB,
aHoprasmis.

1lo6iuni peaxyii, npo sKi HAOXOOUIU NOBIOOMIEHHSL 810 nonyaayii Hegioomoi uucenrvrocmi. 11i sBuIa
Oynu 3a3HadeHl sK Yepe3 1X CEepHO3HICTh, YaCTOTy IIOBIIOMJIEHHS, BIJCYTHICTh YITKOTO
QJIBTEPHATHBHOTO 3B’ 513Ky, TaK 1 uepe3 KOMOiHaLi0 X (aKTOpiB.

Cepyeso-cyounni ma yepebposackyiapHi ssuwa. T1oBIAOMIISIIM PO CEPHO3HI CEPIICBO-CYIUHHI,
1epeOpoBacKyysipHi Ta CyAMHHI SBUINA, BKIIOYAIOUM IEepeOpOBACKYISIPpHY  KpPOBOTEUy,



cybapaxHOinajdbHy Ta BHYTPILIHbOLEpEOpaNbHy KPOBOTEUY Ta JIETEHEBY KpOBOTedy, IO Oynu
OB’ sI3aH1 y 4aci i3 3aCTOCYBaHHSM criieHadTy. Y OUTBIIOCTI MAIIEHTIB, aJie He Y BCiX, OyJIM HasBHI
(akTOpH CepleBO-CYJUHHOrO pu3uKy. [loBiqomisiiu, mo 6arato 3 Hux sIBUIL BUHUKIM MiJ 4ac abo
OJIpa3y TiCIisl CEKCyaJbHOI aKTHBHOCTI Ta JEKUIbKA SBHI BHHHUKIW OJpa3y IICIs 3aCTOCYBAaHHS
cunneHadiny 06e3 cekcyalbHOT aKTHBHOCTI. [HIIN SBHIIA BUHUKIHM MPOTATOM HACTYMHUX TOAMH a00
JTHIB TICJISI 3aCTOCYBaHHS CUIZIeHA(UIy Ta CEeKCyalbHOI aKTUBHOCTI. HeMOXKIIMBO BCTAHOBUTH, UM LI
SIBHUINA TIOB’S3aHI 13 3aCTOCYBaHHSAM CHUIACHAa(]iTy, 13 CEKCyalbHOIO AaKTHBHICTIO, 13 HasBHUMH
(bakTopamMu pU3HMKY M 3 KOMOiHaIi€r0 X (pakTopiB, 4u 3 iHIIUMU (PaKTOpaMu.

3 6oky kpogonocHoi ma nimgpamuunoi cucmem. Ba300KITIO3UBHUM Kpu3. Y HEBEIUKOMY 3aBYACHO
MPUITMHEHOMY JOCHI/DKEHHI 3aCTOCYBaHHS CWIEHAdiIy 3 ydYacTIO TMAli€HTIB 13 JIETEHEBOIO
apTepiaNbHOIO TINEPTEH31€10, BTOPHHHOIO IIOJI0 CEPIIONOIOHOKIITUHHOT aHeMii, MPU 3aCTOCYBaHH1
cwigeHagily TPO PO3BUTOK BA300KIIO3UBHUX KpH3IB, IO TOTPeOyBa M ToOCIiTai3allii,
MOBIAOMJISUTH YaCTIllIe, HDXK MPHU 3acTocyBaHHI miarne6o. Kininiune 3naueHHs miel iHpopMmarii as
TMAIlI€HTIB, SIKi 3aCTOCOBYIOThH MIPEMApaT 3 METOIO JIIKYBaHHS €PEKTUIBHOT TUCYHKIII, € HEBITOMUM.
3 60Ky Hepeosoi cucmemu: TPUBOKHICTb, TPAH3UTOPHA TJ100aIbHA aMHE3s.

Cneyugiuni giouymms.

3 6oky opeanie cayxy. I10BITOMIISUIN PO BUMAIKHU PAIITOBOIO 3HWKEHHS YU BTPATH CIyXY, [TOB’s3aHi
y 4aci i3 3acTocyBaHHAM cHiZieHadiny. Y AeIKUX BUITAKaX MOBIIOMIISUIH PO HASBHICTh MEIMYHUX
CTaHiB Ta iHMHKX (HAKTOPIB, 1110 MOTJIH BIAIrpaTH POJib Y PO3BUTKY MOOIYHUX PEaKIliil 3 00Ky CIyxy.
VY OaraThOX BMMAJKax 1HQOpMAIS MO0 MOAAIBIIONO0 MEAMYHOTO CIOCTEPEKEHHS BIJICYTHS.
BusHauuty, uu 1i BUIIA TPSMO OB’ I3aH1 13 3aCTOCYBaHHSAM CHIIIeHadTy, 3 HASBHUMH (DaKTOpaMu
PHU3UKY BTpATH CITyXy, 3 KOMOIHAII€r0 X (HaKTOpiB UM 3 IHIIUMHU (PaKTOPAMU, HEMOKITHBO.

3 60Ky opeanie 30py: TUMUYACOBa BTpaTa 30py, NOYEPBOHIHHA OYeH, NEUiHHS B OYax, MiABUILEHHS
BHYTPIIIHFOOYHOTO THCKY, HAOpSK CITKIBKM, CYIMHHI 3aXBOPIOBaHHS CITKIBKM a0O KpOBOTEYa,
BiJIIIApyBaHHsI CKJIUCTOTO Tifa.

[ToBimomIsIH TIPO BHITAJKK HeapTepialbHOI MEPEAHBOT IIEMiYHOI HEBPOIaTii 30pOBOT0 HEPBa, IO
€ MPUYMHOIO 3HUKEHHS 30pY, BKJIIOYAIOUM TOCTIMHY BTpaTy 30py, sKi Oynu moB’s3aHi y yaci i3
3acrocyBaHHAM iHTi0iTOpiB ®/IES, BRiIrOUatoun cuneHadin. Y 0aratbox IMali€eHTIB, aje HE y BCIX,
Oynu HasBHI aHATOMI4HI a0o0 CyauHHI (DakTOpH PHU3UKY PO3BUTKY HeapTepialabHOI MepeaHbOi
imIeMi4HOT HEBpOIaTii 30pOBOTO HEpBAa, BKIIOYAIOUM (ajle HE OOMEXYIOUHCh) TaKi: HHU3BKE
CIIBBITHOIIICHHS JiaMeTpa eKCcKaBallil Ta IUCKY 30pOBOTO HEpBa (3aCTIMHUN JUCK 30POBOTO HEPBA),
BiK Bim 50 poKiB, TiMepTEH3ist, 3aXBOPIOBAaHHA KOPOHAPHHUX apTepid, rimepiimiaeMis Ta MajiHHs.
HeMoxxnuBo BU3HAUMTH, YM 1Ii SBUIIA MPSIMO TOB’sA3aHi 13 3acTocyBaHHAM iHTi0iTOpiB DJIES, un 3
HasSBHUMH aHATOMIYHUMH a00 CyTWHHMMH (AaKTOpaMu PH3UKY, UM 3 KOMOIHAIIEI0 LUX BCIX
(hakTOpiB, YM 3 IHIIUMHU (DAKTOPAMH.

36imyeanus npo nido3prosari nodiuni peakyii. 3BITYBaHHS MPO M1TO3PIOBaHI MOOIYHI peaKIii micis
peecTpallii JTiKapchKOro 3acody Mae BaxJiuBe 3HaueHHs. Lle mae 3mMory npoBoauTu Ge3nepepBHUI
MOHITOPHUHT CITiBBiTHOIICHHSI KOPHCTI 1 PU3UKIB, OB’ 3aHUX 13 3aCTOCYBAHHSAM ILIHOTO JIIKAPCHKOTO
3aco0y. Jlikapsim crmifg 3BiTyBaTu mpo Oy.b-sKi MiAo3proBaHi MoOIYHI peakiii BiMOBIAHO 1O BUMOT
3aKOHO/IaBCTBA.

Tepmin npuoamuocmi. 2 poxu.

YMoBu 30epiranns. 30epiraTu B OpUTiHANbHINA YMAaKOBLI Y HEAOCTYHHOMY JJIsl AiT€H Micii mpu
temMriepatypi He uie 25 °C.

Ynakoska. 1o 4 Tabierku y Gmictepi, mo 1 GicTepy B madii.
Kareropis Biamycky. 3a perientom.

Bupoonuk.
Aptypa ®apmacerorikan3 I1sT. JIta.

Micue3HaxoakeHHsI BUPOOHUKA Ta ajgpeca Micusi NPOBaJKeHHs HOro AislJIbHOCTI.



1505 Tloptis Poyn, lpi Citi CE3, CersiBeny Manpgan, paiion Yittop - 517 588, mrar Annxpa
[Mpanem, [umis.

3agBHUK.
Amnanta Menikeap JItn.

Micue3Haxo/:KeHHs 3asiBHMKA Ta/a00 NMpeJACTABHUKA 3asiBHUKA.
Cetor 1, 2 Creitira Kopt, Imnepian Bapd, Tayamen Poan, @ymnxawm, Jlonaon, Bennka bpuramist.
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