Ckian

Oitoua peuyosuHa: TepbiHadiH;
1 TabneTka mMicTuth TepOiHadiny rimpoxnopuny ekBiBajieHTHO TepOiHadiny 250 mr;

OONOMIJICHI pedoB8UHU: 11eJII0JI03a MiKpOKpHCTaliuHa, TaKkTo3a 0e3BoaHa, HATPilo
KpPOCKapMeJio3a, MOBiIOH, HAaTPil0 KPOXMaIbIMiKOIAT (TUO A), TajlbK, KPEMHIIO OJiIOKCHUL
KoJloigHuM O0e3BOAHMM, MarHilo cTeapar.

JIikapcbKa ¢opMma

TabneTku.

OcCHOBHI (pi3uko-ximMiuHi 81acmu8ocmi: oBajlbHi ABOOITYKJIi TabrmeTKH, Bif 6isioro oo
Matizke 0iJIoTo KOJIbopy, T'JIageHbKi 3 000X OOKiB.

®dapMaKoTepalneBTHYHA rpymna

[TpoTurpuOKOBi IIpenapaTy OJis 3aCTOCYyBaHHS y mepmaTtoioril. [IpoTurpubKoBi
IIpenapaTH [AjIsi CUCTEMHOTO 3acTocyBaHHS. TepbiHadiH.

Koo ATX DO1B A02.
®apMaKoOJIOridyHi BJIaCTHUBOCTI

dapmakoduHamika.

Tepb6inadin € animamMiHOM i Ma€e IMUPOKUM CIEKTP Hil MPOTU TPUOKOBUX iH(DeEKITiH
IIKipH, BOJIOCCS 1 HIT'TiB, CHPUYUHEHUX TaKUMM AepMaTtoditamu sk Trichophyton
(mammpuknag, T. rubrum, T. mentagrophytes, T. verrucosum, T. tonsurans, T.
violaceum), Microsporum (Hanpukiap, Microsporum canis), Epidermophyton
floccosum i gpixkpaxkoBi rpubku pony Candida (Hanpuknan, Candida albicans) Ta
Pityrosporum. Y HU3bKUX KOHIIEHTpPaLisaxXx TepOiHadiH YMHUTL QYHTIIIUOHY Aif0 IIIOJ0
nepMaTodiTiB, MIICHABUX i HesIKUX oUMOPGHUX I'PUOKiB. AKTUBHICTD IIIOMI0
OPizKIOKOBUX I'PUOKIB, 3a/1€2KHO Bif iX BUAYy, MOoXKe OyTu QyHTinumHOI0 abo
(pyHricTaTU4YHOIO.

Tepbinadin crienmdpiyHo MPUTHIYY€E paHHiM eTan 6i0CUHTE3Y CTEPHUHIB y KIIiTHHI
rpuba. Lle npu3BOOUTE A0 AeiIUTy eproCTEPUHY i 10 BHYTPIIIHbOKIIITUHHOT O
HaAKOIIMYEHHS CKBaJIeHy, 1110 CIPUYHHSIE 3arubdenb KIiTuHYU rpubka. Tepbinadin mie
IIJITXOM iHTiOyBaHHS (pepMeHTYy CKBaJleHEeIMOKCUAa3! y KIIITUHHIN MeMOpaHi rpubka.
Lle mpu3BOOUTHL A0 OeImUTy eprocTepoiny i 0 BHYTPIMIHbOKIIITUHHOTO HAKOITNYEHHST



CKBaJIeHYy, 10 COPUYHNHSE 3arubendb KiIiTuHU rpubka. Lleit depMeHT He HaJIeXKUTh OO
cuctemMu nqutoxpomy P450.

[Tpu 3acToCyBaHHI BHYTPIIHLO IpenapaT HaKOIMUYY€ETHCA Yy LIKIP1, BOJIOCCI 1 HIrTIX y
KOHIIEHTpalligx, 1110 3a0e31meuyioTh QYHTIIUOHY [ilo.

dapmakoKiHemuka.

I[Ticns mepopanbHOTO IpuiioMy TepbiHadin mobpe BcMokrTyeThes (7 70 %); abcommoTHaA
6iomocTymnHicTh TepOiHadiny, 10 BXOOUTH A0 cKinany Ex3udiny B TabneTkax, y
pe3ynbTaTi IIPecucTeMHOro MeTaboni3aMy cTaHOBUTDL Tpubnu3Ho 50 %. Pa3oBa
rmepopaibHa mo3a 250 Mr TepbiHadiny moka3aja cepegHe 3HaUYEeHHS MiKOBUX
KOHIIEeHTpaliu y rmaa3Mi KpoBi - 1, 30 Mkr/mi 4yepe3 1,5 TOQUHA IiCJIA IPUNOMY
npernapary. Y piBHOBaXXHOMY CTaHi ITIOPIBHAHO 3 OOHOPAa30BOI0 O30 MaKCHUMaJlbHa
KOHIIeHTpallisg TepbiHadiny Oyna B cepegHboMy Ha 25 % Buiila, a minasmoBa AUC
36inbiyBanacs y 2,3 pa3a. Ha ocHoBi 306inbienHus nna3moBoi AUC moxe OyTu
po3paxoBaHuil epeKTUBHUII Nepion HaniBBuBeneHHs (~30 roguH). Ixka nume
He3HaYHOIO Mipoio BONIMBa€E Ha OiogocTymnHicTh TepOiHadiny (30inbiienas AUC He
MeHIle Hix 20 %), ToMy KOpeKIisi Jo3u npemnapaTry He noTpidoHa. OgHo4YacHe
BXKVBAHHSA 12Ki 3 BUCOKMM BMiCTOM JKUPiB YIIOBIIbHIOE BCMOKTYBaHHS TepOiHadiHy Ta
30imbirye 6iomocTynHicTh mpubnu3Ho Ha 20 %.

Tepbinadin 3HaYHOIO MipoI0 3B’sI3yETHCA 3 OinmkaMu nna3mMu Kposi (99 %). O6’em
po3nopiny nepesuirye 2000 1. BiH IIBUOKO IPOHKUKAE KPi3b IOBEPXHEBUU IIap LWIKIpH 1
HaKONMUYYETHCS y IiMOPiTbHOMY POrOBOMY IIapi.

TepbinadiH TaKOXK MIPOHUKAE Y CEKPET CaIbHUX 3aJ103, 1110 CIPUYNHSE YTBOPEHHS
BHCOKMX KOHIIEHTpPAIi Y BOJIOCSIHUX (POJTiKyIaxX, BOJIOCCI Ta IIKipi, sKa 6ararTa Ha
canbHi 3an03u. [Toka3aHo TakKoX, 1110 TepOiHadiH TPOHUKAE Y HIrThOBI IIJTaCTUHKH Y
MepImi KiTlbKa TU2KHIB Biff MOo4YaTKy Teparlil. Hemae goctaTHIX JaHUX OO0 TOTO, YU
IMpoHUKae TepbiHadiH yeped nmnaleHTapHui 6ap’ep. Menm Hixk 0,2 % NPpUNUHATO] TO3U
€KCKPEeTYEThCA Y TPyAHE MOJIOKO.

Tepbinadin MeTab0Mi3yeETHCS MIBUAKO Ta EKCTEHCUBHO 3 y4acCTIO IPUHAUMHiI ceMu
i3opepmeHnTiB IuTOXpOoMYy P450, IIpu 1IbOMYy OCHOBHY POJIb BimirpaimTh i3opepMeHTH
CYP2C9, CYP1A2, CYP3A4, CYP2C8, CYP2C19. YHacnigok 6ioTpancdopmMariii
TepOiHadiHy yTBOPIOIOTLCS MeTabO0IiTH, 1110 He MalOTh ITPOTUTPUOKOBOI aKTUBHOCTI i
BUBOOSATHCS IMepeBaxHO i3 cedero. KiHIleBUl mepion HaoiBBUBEOEHHS CTAHOBUTL 17
roguH. [ToBigoMIeHb OO0 PO3BUTKY KyMYyJisdllil HeMa€e. He BUSIBJIEHO BILIMBY BiKy Ha
piBHOBaXKHY KOHIIeHTpalIlifo TepOiHadiHy y ma3mi KpoBi, ajie y Hmalli€HTIB i3
MMOPYIIeHOI0 (PYHKIIEI0O HUPOK abo IMeuiHKu MoxKe OyTH YIOBiIbHEeHA IIBUIKICTh
BUBEOEHHS IIpernapary, 110 IIPU3BOAUTDL OO0 BUIIUX KOHIIEHTpaIllill TepbiHadiny B KPOBi.



BiogocTynHicTh TepbOiHadiHy He 3alIeXKUTh Bifl MPUKOMY ixXi.

[ocnigkeHHs ¢papMaKOKiHETUKHM PAa30BUX OO3 IIpelapaTy 3 y4acTIO Halli€EHTIB 3
MOpYIIeHHsIM (YHKIII HUPOK (KilipeHc KpeaTuHiny © 50 Mii/xB) a00 3 yxkKe iCHYIOYNMHA
3aXBOPIOBAaHHSIMMU II€YiHKM TOKa3aJiy, 110 KJIipeHC npernapaTry Moxe OyTU 3MeHIIIeHUu!
npubnusxo Ha 50 %.

IToxka3aHHSA

['pubkoBi iHdekKiIril mKipu i HirTiB, cipuuyuHeHi Trichophyton (Hanpukmnan, T. rubrum,
T. mentagrophytes, T. verrucosum, T. violaceum), Microsporum canis Ta
Epidermophyton floccosum.

1. Ctpuryuust numau (Tpuxo@iTis rimagkol mKipu, TPUX0QiTisa IPOMEKUHH i
nepMmaTo@diTis CTOM) Y BUIIaAKaX, KOJIU JIOKasli3allis ypaxXKeHHs, BUpaXXeHicTb abo
MOMINPEHICTh iH(PEKIIil 3yMOBJTIOIOTh AOIJIbHICTE IepOpaabHOl Teparmil.

2. OHixoMiK03.

IIporunoka3aHHs

T'ocTpi ab0 XpOHiIYHI 3aXBOPIOBAHHS ITEYiHKH.

linepuyTtnusicThk mo TepbiHadiny abo go OyOb-IKUX OOMOMIXKHUX PEYOBUH IIpemnapary.
B3aemMogisi 3 iHIIMMH JTIiKapCHKHMH 3ac00aMH4 Ta iHIIII BHIH B3a€Moil

Bnaue iHwux aikapceKux 3acobie Ha mepbiHagiH.

Knipenc Tepb6inagdiny y nna3mi KpoBi Moxke OyTH MigBUILIEHUN ITpenapaTaMu, 1110
iHOyKyIOoTh MeTaboi1i3M, i MoKe OyTU 3HUKEHUU ITpenapaTaMy, 110 iHTiOyIOTh
utoxpom P450. Y Bunagky HeoOXigHOCTI CyIIyTHHOTO JIiIKyBaHHS TaKUMU
ImperapaTaMu J03yBaHHS TepOiHadiHy CIIim KOpUTyBaTU BiATIOBIiOHUM YMHOM.

Jlikapcoki 3acobu, W0 Mo} Cymb 3MeHWuUmMu 8naue abo naa3mosi KoHueHmpauii
mepbiHagiHy.

Pudamninun 36inbirye kinipesc Tepbinadiny Ha 100 %. [Tokasuuku AUC i Cmax

3HmxKyBanuca Ha 50 % i 45 % BigmoBigHO.

JIikapcoki 3acobu, w0 Moxcymsb 30inbWwumu enaue abo naa3mosi KoHueHmpauii
mepbiHagpiHy.



LlumeTuOuH 3HUXKYE KiipeHc TepOiHadiny Ha 30 %.

®nykoHa3051 30ibIllyBaB MOKA3HUKHU CmaX i AUC tep6inadiny Ha 52 % i 69 %
BiATIOBiAHO y 3B’A3KYy 3 ranbMyBaHHAM ¢pepMmeHTiB CYP2C9 i CYP3A4. Take X
30iIbIIIeHHS TTOKa3HUKIB MOXKE CIIOCTEepiraTucs Npu OOHOYACHOMY 3aCTOCYBaHHI 3
TepOiHadinoMm npenaparis, 1o npurHiuyoTb CYP2C9 i CYP3A4, Takux K a30JIbHi

dyHrinuou (KeTOKOHa30J1), MaKpOoIimHi aHTUOIOTUKM Ta aMiofgapoH.
Bnaue mepbiHagiHy Ha iHWi aikapcvki 3acobu.

Tepbinadin Mae He3HAYHUY ITOTEHIIial OJIs IPUTHIYeHHS a00 IMOCUJIeHHS KIIipeHCcy
Imperaparisb, 1110 MeTabo/Ii3yI0ThCS 3 y4aCTIO CUCTEMU IIMTOXpoMy P450 (Hanpukmnam,
TepdeHaguHy, Tpia3osaMy, TonOyTaMiHy abo IepopalbHUX KOHTPAIIENTUBIB), 3a
BHHSITKOM IIperapariB, 110 MeTabomi3yoThcs 3 ydacTio CYP2D6.

Cybcmpamu CYP2D6.

IocmigxkeHHs in vitro Ta in vivo BUsiBUY, 1o tepbinadin npuruiuye CYP2D6-
orocepenkoBaHui MeTabosi3M. Taki pe3ynbTaTu Oiibllle CTOCYIOTHCSA CyOCTaHIIiN, AKi
IepeBaxKHO MeTabO0/Ii3yI0ThCA 3 y4acTIO IbOTro (pepMeHTY, 0OCOOIMBO SKIIIO BOHU MalOTh
BY3bKHUU TepaneBTUYHMUM Aianma3oH. Lli gaHi MOXKyTh OyTHU KITiHIYHO BaXKJIUBUMHU OJISI
[Ialli€eHTIB, AKi OTPUMYIOTH IIpernapaT TaKUX KJIaCiB: TPUILIMKIIIYHI aHTUOEIPECAHTH,
OeTa-0JI0KaTOPU, CEIeKTHUBHI iHTiOiTOPHM 3BOPOTHOTO 3aXOIIJIEHHSI CEPOTOHIHY,
aHTHAPUTMIiuHI npenapaTH (BKmo4daouu Kjaac 1A, 1B ta 1C) abo iHriéitopu
MOHOaMIHOKCHUOa3u tuny B.

Tepbinadin 3MeHIIye KiTipeHC Ae3urnpaminy Ha 82 %, a AUC 306inburye y 5 pasis.

Y mBupkux metabomnidaTopiB CYP2D6 Tepbinadin 306inbiiryBaB KoeillieHT
MeTaboIiyHOol B3aeMofii mekcTpoMeTopdany/gekKcTpopdaHy B cedi y cepeIHbOMY B
16—97 pasis. Lle cBiguuTh Ipo Te, 1110 TepOiHadin ynoBinbHIOE MeTaboIi3M cyOCcTpaTiB
CYP2D6 y mBugkux MmeTtabosizaTopiB CYP2D6 («eKcTeHCUBHUX MeTabo0Ii3aTopPiB»),
TOOTO MeTabo0J1i3M y IMX NallieHTiB MaKCUMaJIbHO BiillOBimae MeTaboni3aMy y
MMOBiTEHUX MeTaboi3aTopiB (a came «cnabKux MeTabomi3aTopiB»).

THwWi memab6oaiuHi wasaxu.
Tepb6inadin 36inmbIIye KnipeHc uKnocnopuny Ha 15 % (3meninenHss AUC Ha 13 %).
Tepb6inadin He BIIMBA€E Ha KJIipeHC aHTUITIPUHY a0 OUTOKCUHY.

Kopuoro BunuBy TepOiHadiny Ha ¢papMaKoKiHETUKY (IIYKOHA30IY HE
crocTepiramnocs. 1o TOTro K, He CIIOCTepiranocs XKOOHOI KIiHIYHO 3HAYYII0l B3aEMOil
MiXK TepOiHadiHOM Ta CyNmyTHHO 3aCTOCOBYBaHUMH JIiKaPCHhKUMHU 3acobaMu 3
MOZKJIMBHUM IIOTEHITiaJIOM B3a€EMO/Iil, TAKUMH SIK KO-TPUMOKCA30J1 (TPUMETOIIPUM i



cynbdameToKcal3oim), 3uaoByouH abo TeodimiH.

[ToBigoMiIsANIv IIPO OEesIKi BUMIAOKU IIOPYILIEeHHSI MEHCTPYaJIbHOI'0 LIUKITY
(MizkKMeHCTpyaJibHa KpOBOTeYa i HEPETYISIPHUN MEHCTPYyaJIbHUM LIUKJII) ¥ MAIliEHTOK,
sIKi OTHOYACHO ITpuiiManu TepOiHadil 3 mepopalbHUMU KOHTPAIeNITUBAMU, X04a
YacCcToTa LMX MOPYIIeHb 3aIUIIa€ThCI Y MeXKaX 4aCTOTH IOOIYHUX peakiliil y
MalLi€eHTiB, Ki IPpUKUMalTh TiJIbKY IIepopaibHi KOHTpPalenTUBU.

TepbiHagiH mooce nidsuuw,umu enaus abo naasmosi KOHUeHmpauii makux aAikapcovkKux
3acobis: Kodein - TepbiHadiH 3MeHITYyE KITipeHC Kodeiny, 1110 BBOOUTHCS
BHYTPIIHBOBEHHO, Ha 21 %.

In vitro ta in vivo O0yno BUSIBIEHO, 1110 TepbiHadin npurxiuye CYP2D6 -
orocepefgkoBaHui MeTaboni3M. ToMy HeOOXigHUY MOCTIWHUY HAT/Isa[ 3a XBOPUMH, SAKi
omHo4YacHO 3 TepbiHadiHOM 3aCTOCOBYIOTH IIpeNapaTH, 110 MeTaboJIi3yI0ThCS 3 Y4acCTIO
CYP2D6, Takumu 5K TpunukiniuHi antugenpecantu (TCAs), 6eTa-6110KaTOpH,
CeJIeKTUBHI iHTi6iTOpU 3BOPOTHOTO 3axoniieHHs cepoToHiHy (SSRIS), anHTuapuTMiuHi
npemnapatu (BKimrodatouu kKnac 1A, 1B ta 1C), Ta inribitropu monoaminokcuga3u (MAO-
Is) Tuny B - y BunmagKy, KOJIu OOHOYACHO 3aCTOCOBaHUU IIpermapaT Ma€ MaJjiuu
miara30H TepalleBTUYHOl KOHIIeHTpalIlil.

Tepb6inadin 3MeHIIy€e KilipeHC ge3unpamMiny Ha 82 %.

Y xomi mocnimXeHb 3 y4acTIO 30O0POBUX MOOPOBOJIBIIIB, YV SKUX IIPoIlecu MeTaboIi3mMy
nekcTpoMeTopdaHy (IpPOTUKAIIILOBOTO IIpenapary i MapkepHoro cyoctpaty CYP2D6)
ITPOXOOUJIN IIBUAKO, TepOiHadin 30inmbiiryBaB KoedillieHT MeTab0JTiuHOl B3aEMOil
nekcTtpomeTtopdany/gekcTpopdaHny B cedi y cepeguboMy B 16—97 paziB. Takum
YMHOM, 3aCTOCyBaHHs TepOiHadiHy MOKe IPU3BOOUTH A0 3MiHH CTATYyCy IMIBUOKUX
MeTabomizaTopiB CYP2D6 Ha cTaTyc nmoBiibHUX MeTab0s1i3aTopiB.

TepbiHagpiH Modice 3MeHWUMU 8niue abo n1a3mosi KOHUeHmMpauii makux AiKapcvKux
3acobis.

Tepbinadin 30inbITyBaB KIipeHC IUKIIOCIOPUHY Ha 15 %.

Y nati€eHTiB, siKi oTpuUMYyIOTh TepOiHadiH ogHOYaCHO 3 BapdaprHOM, MOXKJIUBI 3MiHU
MMOKa3HUKIB MixXHapomHoro HopManidoBaHoro BigHomeHHs (INR) Ta/abo
mpoTpoMOiHOBOTO Hacy.

Oco006/1MBOCTi 1010 3aCTOCYBaHHSI

DYHKUIA NEeYiHKU.



Tepbinadin mpoTUoOKa3aHUM OJIsT 3aCTOCOBYBAHHSI ITAIliEHTaM i3 XpoHiYHUM abo
TOCTPUM 3axXBOPIOBaAHHSAM IediHKU. [lepen npu3HadyeHHSIM IpelapaTy CiIif OLiHUTHA
BCl BXKe ICHYIOYi 3aXBOPIOBaHHA II€YiHKU. Y AIli€HTIB 3 yKe iICHyIOYUMU
3aXBOPIOBAaHHSIMMU IT€YiHKU KJlipeHC TepOiHadiHy MOoxKe 3HUKYBAaTUCS IIPUOIU3HO Ha
50 %.

[ennaTOTOKCUYHICTh MOJKe BUHUKATH Y MAIi€HTIB 3 IIONIePegHIM 3aXBOPIOBaHHS
MmeviHKu Ta 6e3 HbOT'0, TOMY PEKOMEHIOBAHO MTePioaNYHO KOHTPOIIOBATU (QYHKIIIIO
nediHKM (depe3 4—6 TUXKHIB JIiKyBaHHS). [Ipy migBUIIeHHI TOKa3HUKIB (DYHKIIi1
NevYiHKY HeoOXimqHO HeralHO NIPUIIMHUTHA 3aCTOCYBaHHS IIpenapary.

Y nanieHTisB, sKi npuiiManu TepOiHadiH, OyxKe pigko OyM 3apeecTpoBaHi BUIIaAKHU
CepHro3HOI ITeYiHKOBOI HEJOCTATHOCTI (IesKi 3 HUX MaJiu JIeTaJIbHUM HACJigoK, mesKi
rnmorpedyBasu Iepecagky Medinku). Y OinbIIoCcTi BUIIagKiB Me4iHKOBOl HEJOCTATHOCTI
ralieHTy Majli CEPUO3HI OCHOBHI CUCTEMHI 3aXBOPIOBaHHS, a IPUYUHHO-HACIIIIKOBUN
3B’s130K 3 IIpurioMoM TepOiHadiny y TabneTkax OyB CyMHiBHUM (OuB. po3ain «ITo6iuni
peaxiii»).

IMamienTiB, gKi npuiiMaioTh TepOiHadiH, cIig momepeouTH PO Te, IO CIIig HeraHo
MoBigOMUTH miKaps mpo 6yab-siKi 03HaKu ab0 CUMIITOMH, III0 BKa3yIOTh Ha IMOPYILIEHHS
dbyHKIIil MeviHky, Taki sik cBepOixK, mocTiiHa HymoTa 6e3 IPUYUHYU, 3HUKEHHS
alleTUTy, aHOPEKCis, XKOBTSHUIIS, OJII0BaHHS, ITiIBUIIleHA BTOMJIIOBAHICTB,
ITPaBOCTOPOHHI 00J1i ¥ BepXHilMl YaCcTUHI )KUBOTA, TEMHUU KOJIp cedi, 3HeOapBieHi
BUIIOPOXKHEHH. [laljieHTaM 3 [UMU O3HaKaMU CJIif IIPUIIUHUTU 3aCTOCYBaHHSA
npemnapary, a GyHKIIiI0 Ie4YiHKH! CIIii HeraiHoO OIL[iHUTH.

IlopyweHHA cMmaky.

[Ipu 3acToCyBaHHI IpemnapaTy IIOBiHOMIIS/IM PO MOPYILIEHHS CMaKy Ta BTpaTy CMaky.
Lle MmoKe mpuU3BECTH [0 IOTIpIIEHHS alleTUTy, BTPaTU MacCH Tijla, 3aHEIIOKOEHHS Ta
OEeIIPeCUBHUX CUMIITOMIB. K0 BUHUKAIOTh CUMIITOMHU IIOPYILIEHHS CMaKy, IIPUIOM
npenapaTy CIifg IPUINHUTH.

ITopyweHHA HIOXY.

TakoK MOBIAOMIISAIU IIPO MOPYLIEHHS Ta BTpaTy HIOXY. Lli mOpyIlIeHHSI MOXKYTh
3HUKATH ITiCJIsI NPUIIMHEHHS Tepallil, ajle TaKoXX MOXYTb OyTH MMOA0BXeHUMHU (Oinblie
1 poky) abo mocTitHUMHU. ZFKII0 CIIOCTEPIraEThCSA MOPYIIEHHS HIOXY, ITPUNOM
npenaparTy CIifg IPUINHUTH.

IlenpecusHi cumnmomu.

[TpoTsiroM JIiKyBaHHS ITPenapaToM MOXYTh BUHUKHYTH JEIIPECUBHI CUMIITOMH, 1110
MOKe oTpeOyBaTH JTiKyBaHHS.



LlepmamonaoziuHi epexkmu.

[Tpu 3acTocyBaHHi TepOiHadiHy OyKe PimKo ITOBiMOMIISIIIN PO IIOSIBY CEPMO3HUX
peaxiriit 3 60Ky IKipHu, y T.4. cuHOpoM CTiBeHca-[[?:KOHCOHA, TOKCUYHUMU
enigepMaabHUM HEKPOJIi3. Y pa3i BUHUKHEHHS IIPOrPEeCYI0YMX BUCHUIIaHb Ha IIKipi
JIIKyBaHHS ITpellapaToM CIif NpUnuHUTU. TepOinadiH ciig 3 06epekHICTIO
3aCTOCOBYBATH ITalliEHTaM 3 IICOpPia30M 4YM MIKipHUM ab0 CUCTEMHUM YEPBOHUM
BOBYaKOM, OCKIJIbKM HAIXOOUJIU IOBIIOMJIEHHS PO OyXKe PioKiCHI BUIIagKu
3arOCTPEHHA IIUX 3aXBOPIOBAHL.

I'emamoano2iuHi e(pekmu.

[Tpu 3acTocyBaHHi TepOiHadiHy OyKe pPigKo Bim3HaudaJMCs aTOJIOTiYHiI 3MiHU 3 OOKY
KPOBi, y T.4. HEUTPOIEHisA, arpaHyJIOMTO3, TPOMOOIIUTOIEHisI, MaHIIUTOIIEHis.

Heo06xigHO OIIiHUTY NIPUYUHY BUHUKHEHHS OyOb-sIKO1 IaTOJIOTiuHOl 3MiHU 3 0Ky KPOBI
y MAIi€HTIB i PO3TJIAHYTHU NUTAHHS MI0O0 MOXKJIMBOl 3MiHU PEXXUMY OO3yBaHHS, y TOMY
YUCJIi IPUIIUHEHHS JIIKyBaHHSA IperapaToM.

Knipenc Tepbinadiny moxke OyTu ckopoueHui Ha 50 % y mallieHTiB 3 BxXKe iCHYyI0UUMU
3aXBOPIOBAHHSIMMU ITE€YiHKU.

Hupkoea ¢pyHKUiA.

[71a maIieHTiB 3 mopyumeHHaM (QyHKIIil HUPOK (KJIipeHC KpeaTuHiHy - MeHIIe 50 MI/XB
abo piBeHb KpeaTUHiIHYy B cupoBaTIili KpoBi Oinbine 300 MKMOJIB//T) 3aCTOCYBaHHS
TepOiHadiny He BUBYAJIOCS HaJIE?KHUM YMHOM i TOMY BOHO HE PEKOMEHYETHCH.

THwe.

Tepbinadin crig 3 06epeXHiCTIO 3aCTOCOBYBATH TAlliEHTaAM i3 Y4ePBOHUM BOBYAKOM,
Bijl3HaYaJKCs OyxKe PiAKiCHI BUIIaJKN 3arOCTPEHHS CUMIITOMIB Y4ePBOHOTO BOBYAKY.

3aeanvHi.

Cnig moTpuMyBaTHCS IPaBUJI OCOOMCTOI TirieHu OJisd momepemXxeHHsa peindexirii (3
iH(}ikoBaHOI HMXKHBOI OiJTM3HU, IIIKAPIETOK, B3y TTS TOIIO).

B3aemoOoii.

IocmigkeHHs in vitro Ta in vivo BUSBUIH, 110 TepOiHadiH € iHTibiTopoM hepMeHTy
CYP2D6. Crnig peTe/lbHO KOHTPOJIIOBATH CTaH MHAlli€HTIiB, AKIIIO BOHU OJHOYACHO
3aCTOCOBYIOTH IIperapaTH, siKi mepeBaKHO MeTab0JI1i3yI0ThCs 3 Y4acCTIO IIbOTO
dbepMmeHnTy (Hammpukian, TPUIMKITIYHI aHTUOEenpecanTu, 0eTa-6/10KaTOPU, CEIeKTUBHI
iHri6iTOpU 3BOPOTHOTO 3aXOMNJIEHHS CEPOTOHIHY, aHTHAPUTMIi4HI ITpemapaTu



(Bkrouarouu Kiac 1A, 1B ta 1C) abo iHriéiTopu MoHOoaMiHOKCHUOa3u TUNy B),
0COOJIMBO SIKIIIO BOHU MAalOTh BY3bKUIM T€PAIlleBTUYHUM dialla30H.

ITpumimka.

Ha BimMminy Big TepOiHadiHy mist MiclieBOro 3acTOoCyBaHHsI, TepOiHadin s
IIepopaabHOr0 3aCTOCYBaHHS He MOKa3aHUU AJIS JTiKyBaHHS Pi3HOOApPBHOTO JIUIIIAIO.

[IpenapaT MiCTUTB JTaKTO3y, TOMY MOT'0 He CJIil 3aCTOCOBYBaTH Ialli€eHTaM i3
PiAKiCHMMU CIlafKOBUMU (pOpMaMu HEIEPEHOCUMOCTI rajlakKTO3M, HEHOCTaTHICTIO
JJaKkTa3u ab0 CUHOPOMOM TJIIOKO30-TaIaKTO3HOI Maibabcopoirii.

3acmocysaHHsA y nepiod sazimHocmi abo 200y8aHHs 2py0010.

IIpoBeneHi Ha TBapHWHAaxX OOCJIIAXKEHHS IIIOL0 TOKCUYHOIO BIIJIUBY IIpenapary Ha IIifg
Ta (EePTUIbHICTbL He BUSIBUIIN HeOaKaHUX SBUIII.

Kninigyau#t gocsig 3acTocyBaHHs TepOiHadiHy A JIiKyBaHHS BariTHUX OyKe
oOMexKeHUM, TOMY MOT0 He CJIiZl 3aCTOCOBYBATH Y IIePiof] BariTHOCTi, OKPiM BUIIaAKiB,
KOJIM KJTIHiYHUYM CTaH XiHKM BUMAarae JiKyBaHHs IlepopaiabHuM TepbiHadinom Ta
OUiKyBaHa KOPUCTH OJIA MaTepi nepeBaxkae OyOb-IKMU NOTEHIIMHUY PU3UK OJId IIJI0AaA.

[IpemapaT npoHUKAE y TpyaHe MOJIOKO. ToMy y pa3i HeoOXigHOCTi TiKyBaHHS
IpenapaToM y BUTIsSAl TabJIeTOK Ha Iepiof Tepamii ciig IpUIUHUTY TOOYBaHHSI

I'pyAnio.

30amHicmb 8nausamu Ha weudKicmby peakuii npu KepysaHHi aemompaHcnopmom abo
[HWuUMuU MexaHiamamu.

[Tig yac nmiKyBaHHS y JesSKUX Ialli€HTiB MOXKJINBE BUHUKHEHHS IIOPYIIEHb 3 00Ky
IIeHTPaJIbHOl HEPBOBO1 CUCTEMU (TOJIOBHUU Oiib, 3allaMOPOYEHHS, Oelpecis,
TPUBOXKHICTh), TOMY CJIil yTPUMYBaATUCS BiJl KEPyBaHHS aBTOTPaHCIIOPTOM abo poboTu
3 IHIIUMU MexaHi3MaMu.

Cmocid 3acTocyBaHHsI Ta 03U

TpuBamicTh JIiKyBaHHS 3a/Ie2KUTh Biff XapaKTepy i TA2KKOCTi mepebiry 3axBOploBaHHS.
Ilopocaum mipenapatT npu3HavaTH y go3i 250 mr 1 pa3 Ha mo0y.

IHpexuii wkipu.

PekxomeHpoBaHa TpUBAJICTh JIIKYBaHHS:

e nepMmaToQdiTisa cTon (MiKnanblieBa, IIiOOIIOBHA/TUIIY «MOKACUHU»): 2—6 THUXKHIB;
e Tpux0QiTisl rIIageHbKOI MIKipu: 4 TUXKHI;



e Tpux0QiTisI TPOMEKMHM: Bif 2 00 4 THUXKHIB;
e KaHOMOO3 MIKipHU: 2—4 THUXKHI.

[ToBHe 3HMKHEHHS IIPOSBIB iHQEKIIl i CKapr, OB sI3aHUX 3 HEI0, MOXKe HaCTaTH JIUIIe
Yyepes KijlbKa TUXKHIB IIICJIA MIKOJIOTIYHOTO BUJIIKYBaHHS.

ITHekuii Boa0cuCMoOi YacmMuHU 20108U.
PekomeHOgoOBaHa TPUBAJICTD TiKyBaHHS:
e 'pUOKOBE yYpaxKeHHs BOJIOCUCTOI YaCTUHHU I'OJIOBU: 4 THUXKHI.

'pubKOBe ypaxKeHHS BOJIOCUCTOl YaCTUHU I'OJIOBU CIIOCTEPIraeThCSI IePEeBaXKHO y
miTen.

OHIXOMIKO3.

TpuBamicTh miKyBaHHS AJis OUIBIIIOCTI MALi€HTIB - Bif 6 TUXKHIB 10 3 MiCAIIiB.
JIiKkyBaHHSI TPUBAJIICTIO MeHIIe 3 MicsIliB MOXKHa IepenbadyyBaTH [ MMAlliEHTIB 3
ypaxKeHHAM HIr'TiB Ha IIajblgaX PYK, HIrTiB Ha HaabligX CTOI, KPIM BEJIMKOIO IaJIblid,
abo0 {14 mallieHTiB MOJIOAIIOro BiKy. [I7151 JTiKyBaHHS ypa’kKeHb Hir'TiB Ha IajablsiX CTOII
3a3BHUYAM JOCTATHHO 3 MICSIIB, X04Ua OJISI MEesIKUX MAlliEHTiB MOzKe 3HaOOOUTHUCS
JIIKyBaHHS TPUBAJIiCTIO 6 Mics1iB abo moBitie. Binbil TpuBase niKyBaHHS HeOOXimHe
naiieHTraM, y AKUX 3HUKEeHa IIBUAKICTh POCTY HIT'TiB IIPOTATOM IIE€PIIUX TUKHIB
JIIKyBaHHS.

[ToBHe 3HMKHEHHS O3HaAK i CUMIITOMIB iH(QEeKIIil MOKe He HacTaTu dyepe3s KijlbKa
THU2KHIB ITiCJIs1 MIKOJIOTIYHOI'O BUJIIKyBaHHs. Lle MOB’A3aH0 3 BiAPOCTaHHAM 300POBOTO
HIrTS.

Ocob.auei nonyasauii
INauieHmu 3 nopyweHHAM YHKUII NneviHKU.

Tepbinadin y TabneTkax He peKOMEHIYEThCSI 3aCTOCOBYBATH IalliEHTaM i3
XPOHIYHMMHU a00 aKTUBHUMH 3aXBOPIOBAHHSIMU IT€YiHKH.

ITauieHmu 3 nopyweHHAM pYHKUII HUPOK.

3acTtocyBaHHs TepOiHadiHy B TabneTkKax He OyJi0 HaJlleKHUM YMHOM BUBYEHO Yy
Malli€eHTiB i3 MOPYyHIEeHHAMY QYHKIIIN HUPOK i TOMYy HEe PEKOMEHOYETHCS il IPyIIi
XBOPUX.

ITauieHmu n1iMHBLO20 BIK).



IToka3siB TOro, 110 mallieHTaM JIiTHBOT'O BiKY CJIil 3MiHIOBAaTH O03y mpernaparty abo II1o y
HUX Bim3Ha4alrThCs MOOiIYUHi il, Ki BiIpi3HAIOTHCS Bil TAaKUX y MAIliEHTIB MOJIOIIIIOTO
BiKy, HeMae. Llii1 BIKOBiY Ipymi OpU 3aCTOCYBaHHI IIpenapaTy CJif B3sTHU 00 yBaru
MOZKJIUBICTh BUHUKHEHHS NOpPYyIIeHb QYHKIIiI ITediHku ab0o HUPOK.

ITpouedypa y pasi nponycky nputiomy 003u.

AxiIo mamieHT 3a0yB MPUNHSATH YeProBy O03Y, HACTYIIHY A03Y CIIiI IPUUHSITH SKOMOTa
IIBU[IIE, SIK TiIBKM BiH PO Iie 3raga€. OgHaK, BpaxoBylO4YMn (papMaKOKiHETUYHI
BJIACTUBOCTI TepOiHadiHy, IPOIIyIlleHy 103y He CIil MpuiMaTH, SKIIOo iHTepBal Mix
MIPUNOMOM MPOITYIEHO] 03H i IPUMOMOM HACTYIHOI JO3U CTAHOBUTH MEHIIE 4 TOOUH.

Himu.

OCKinbKM BiJOMOCTI IIIOJ0 3aCTOCYyBaHHS Ipenapary OiTAM oOMexXKeHi, 1oTo He
PEKOMEHOYETLCS MPU3HaAdYaTH IIili BiKOBill KaTeropil malli€HTiB.

Ilepemo3yBaHHs

[Tpu 3acTtocyBaHHi 5 T TepbiHadiHy IMOBiHOMIISAIM IIPO T'OJIOBHUM 0inb, Hy#OTY, Oilb B
emiracTpii, 3araMOpoOYeHHs, IIPU Ilepef0o3yBaHHI MOXKJINBE IOCUJIEHHS IIPOSIBiB
MoGiYHUX peakiriil.

JIiKy8aHHA: IPOMUBAHHS IIJIYHKA 1 3aCTOCYBAaHHS aKTUBOBAHOI'0O Byriinsg. [1pu
HeOoOXigHOCTi - CUMIITOMaTU4YHa Tepalris.

IToGiuni epexkTn

[To6iuHi peaxkiiili 3a3Bu4ay cnabKo i TOMipHO BUpaXkeHi Ta MalOTh CKOPOMUHYIITUHN
xapakTep. Huxye3zasHadeHi HeOaxKaHi peakilil CriocTepiraauch y XoOi KIIiHIigHUX
OOCITimKeHb ITpernapaTy abo y mpolleci TOCTMapKeTUHTOBOI'O MOCIiI>XKeHHSI.

II71 OILiIHKY YaCTOTH BUHUKHEHHS Pi3HUX NOOIYHUX peakllii BUKOPUCTAHO TaKy
Kilacu@ikaliifo:

nyxe 4dacto (=1/10); vacto (=1/100, [J1/10); HeuvacTo (=1/1000, [J1/100); pigko
(=1/10000, [J1/1000); oyxe pigko ([J1/10000), yacToTa HEBimOMa (He MOKHA BCTAHOBUTHU
Ha OCHOBI HasIBHUX OAHUX).

3 60Ky Kpoei ma aimpamuuHoi cucmemu.
IyXke piIKo - HEUTPOIEHisd, arpaHyJIOINUTO3, TPOMOOIIMTOINEHis, TaHIIUTOIIEHi.

YacToTa HeBigoMa - aHeMisi, IIaHIIUTOIIeHisd.



3 60Ky iMmyHHOI cucmemu.

Iyxke pinko - aHadinakToigHi peakirii (y Tomy uucii Habpsk KBiHke), MIKipHUY i
CHUCTEMHUY YePBOHUM BOBYAK.

YacToTa HeBigoMa - aHadimakKTHYHA peakliis, peakirii, mogiOHi ;o CUMIOITOMIB
CHUPOBATKOBOI XBOPOOM (B T.4. BUCUIIAHHS, CBepOiK, KPOIIUB THKA, HAOPSIK, apTpairis,
rapsiyka Ta HaOpsiK J1iMMOBY3JIiB).

3 60Ky Memaboai3mMy ma HcueseHHs.
Ily>Ke 94acTo - 3HUKEHHS aleTHUTy.

HeuacTo - BTpaTa Macu Tina (BHaCJIigoK aucrenasii). [ToBimoMIsimu mpo TSAXKKiI oKpeMi
BUIIAAKV 3MEHIII€HHS BXKUBaAHHS 1Ki, 1110 IPU3BOAUJIO IO 3HAYHOI BTPATU MacH Tifla.

ITcuxiuHi po3saaou.

YacTo - gemnpecis.

HeuacTo - Hecmokiu.

3 60Ky Hepsosoi cucmemu.
Ily>e 4acTo - TOJIOBHUM OiNlb.

YacTo - 3artaMOpOY€eHHs, QUCTEeB3id aX [0 BTpaTu cMaky. [lopyllleHHSa BiguyTTs
CMaKy, y TOMY 4YHCJIi BTpaTa CMakKy, 110 3a3BUYal BiTHOBJIIOETLCA Yepe3 OeKiIbKa
TUKHIB [iCJIs IPUIIMHEHHS IPUUOMY IIpenaparty. [yxKe piiKo IIOBIOOMIISAIN IIPO
TpUBaJie IMOPYUIEeHHS CMaKy, 110 iHOAi MPU3BOAUTE OO0 3MEHIIIeHHS BXKHWBaHHS 1Ki Ta
3HA4YHOI BTpAaTH MacCH Tina.

HeuacTo - nmapecre3sis, rinecresis.

IlyXe piOKoO - IOCTiHa OUCTeB3is.

YacToTa HeBimoMa - rimocMisi, BKJII04al04u MOCTIMHY aHOCMIil0, TimoCcMito.
3 60Ky opaaHis 30py.

YacTo - mopyLIeHHs 30py.

YacToTa HeBijoMa - HEYITKICTh 30pPY, 3HUXKEHHS T'OCTPOTHU 30pY.

3 60Ky opeaHie cayxy ma pigHosaau.

HewacTo - mrym y Byxax.



YacToTa HeBigoMa - TyrOBYXiCTh, IOPYIIEHHS CIIYXYy, BEPTUTO.
3 60Ky cyOuH.

YacToTa HeBimoMa - BaCKYJIiT.

3 60Ky WAYHKOBO-KUWKOB020 MpaxKmy.

Ily>Xe 4aCTo - IIJIYyHKOBO-KUIIIKOBI CUMIITOMH (Big4YyTTs IE€PENOBHEHHS IIIVHKA,
OUCIIeIICisi, HymoTa, Oilb y miNISHII XKUBOTA, miapest).

YacToTa HeBifoMa - MaHKpeaTur.
3 60Ky neviHKU ma 1#co8408uB8ioOHUX W15Xi8.

Pigko - BUmmagkKu cepio3HUX NOPYIIeHb QYHKIIi] IeYiHKY, ¥ TOMY YUCJIi Te4iHKOBa
HeOOCTaTHICTh, HiOBUIIIEHHS PiBHSA (pepMEHTIiB MeYiHKU, XKOBTSIHUIIH, X0IecTas i
renatuT. JKIo po3BUBAETHCS NOPYILIEHHS PYHKIII1 IediHKY, JTiKyBaHHSA EX3udin
HeoOximHO mpUnUHUTH. [lyKe pPigKo HaOXOOUIIU ITOBiJOMJIEHHS IIPO CEPUO3HY
MMeYiHKOBY HEJOCTATHICTh (JesKi BUlaKX 3 JIeTaJllbHUM HacCJIigKoM ab0 BUIIaAKH, 1110
nmorpebyBasnu mepecagku Medinku). Y OinbIIoCTi BUIIagKiB IMe4iHKOBOl HEJOCTATHOCTI
HalliEHTU MaJld CePHO3Hi OCHOBHI CHCTEMHI 3aXBOPIOBAaHHS, @ IPUYNHHO-HACIIOIKOBUM
3B’I30K 3 npuiiomoM TepbiHadiny OyB CyMHiBHUM.

3 60Ky wKipu ma nidwkKipHoOi KAiMmKOBUHU.
Ily>ke 9acTo - HEeTSAXKKi (OpMU peaxlil IMKipu (BUCUIaHHS, KPOIIMB' THKA).

HeuacTo - ¢poTouyTnuBicTh (Hampukiaaza, ¢oTomepMaTo3, peakilist ¢oToceHcubinizalii
Ta moaiMopdHUN GoTOOEepMaTo3).

Ily>xke pigko - cepio3Hi IMIKipHi peakilil (Hanpukinag MyIbTU(QOPMHA EPUTEMA,
cuHapoMm CriBeHcCa-lI)KOHCOHA, TOKCUYHUM edigepMalbHUU HEKPOIi3). Alomnelis.
JlikyBauHs Ex3ugin HeoOXimHO IIPUIIMHUTH, SKIIO Ha IIKipi cIoCcTepiraroThCs
BUCHUIIAHHSA IPOTrPECyrY0ro XxapakTepy.

[Ncopia3omnomi6ui Bucunanus abo 3arocTpeHHs mcopiady. Cepio3Hi MIKipHi peakilil
(HammpuKiag, TOCTPUM reHepalli30BaHUM €K3aHTEeMAaTO3HUU IMYCTYIbO03).

YacToTa HeBimoMa - BUCUIIAHHSA 3 €03UHO(DIIi€I0 Ta CUCTEMHUMU CUMIITOMaMMU.
3 60Ky ckesiemHo-M’ 30801 cucmemu ma CnoAYy4YHOI MKAHUHU.
Ily>Ke 4acTo - peakilii 3 60Ky CKeJIeTHO-M sI30BO1 CUCTeMHU (apTpasris, Mianris).

YacToTa HeBimoMa - pabmomiorris.



3azanvHi po3aadu.

YacTo - migBulilleHa BTOMJIIOBaHICTh.

Pigko - He3gyXaHHA.

HeuacTo - rapssuka.

YacToTa HeBigoMa - rpunononiOHI 3aXBOPIOBaHHS, ITipeKCis.
Pesyabmamu nabopamopHux 00CAi0HCEeHb.

YacToTa HeBimoMa - MigBUIIEeHHS KpeaTUHPOCPHOKiHA3U KPOBI.

THwi HebaokcaHi peakyii Ha npenapam, w,o 6yau 3apeecmpo8aHi nio uac
nocmmapkemuH208020 O0CAIOHCeHHA HA Nidcmasi CNOHMAHHUX NOBIOOM/1eHb.

Huxxye3asHaueHi HeOaxkaHi peakliii Ha ImpemapaT Oy/u BU3HA4YeHi Ha ITigcTaBi
TTOCTMaPKETUHTOBUX CIIOHTAHHUX Peakllifi Ta CUCTEMATU3YIOThCS 3a KJlacaMU CUCTEM
OpraHis.

OCKinbKM ITOBiHOMJIEHHS IIPO IIi peakirii HaaxXoOouau Ha HOOPOBiIbHIM OCHOBI Bif
MAalli€HTiB, KiIbKICTh IKHUX HEBiIOMa, He 3aBXKON MOXKHAa JOCTOBIPHO OILIIHUTH 1X
4acToTy.

3 6oky imyHHOI cucmemu: aHadinakTUuHiI peakirii, peakxiiii, momiOHi 10 CHUPOBATKOBO1
XBOPOOU, peaklilil rinmepuyTINBOCTi, BK/IIOYalo4Yu aJjiepriuni peaxkirii (y T.4.
aHa(inakcio).

3 60Ky Hepsosoi cucmemu: aHOCMisl, Y TOMY YUCIIi IIOCTiiHA aHOCMis, TimocMmis,
rimoecTe3sis, mapecTesis.

3 6oky opeaaHie 30py: 3aTyMaHEHHS 30pPY, 3HUXKEHHSI TOCTPOTH 30pY.
3 60Ky CyOuH: BaCKYJIiT.
3 60Ky WAYHKOBO-KUWKOB020 MPAKmMYy: TaHKPEeaTHUT.

3 60Ky wKipu ma niOwWKIpHOI KAiMKOBUHU: BUCUIIAHHS 3 €03uHOQITi€I0 Ta
CUCTEMHUMHU CUMIITOMaMHu, eKcdosiaTuBHUYM Ta OyJILO3HUN TepMaTHT.

3 60Ky ckesilemHOo-M’ 30801 cucmemu ma cno/Ay4HoOi mKaHuHu: padbmomiosnis.
3azanvHi po3sadu: TpUNONOAiIOHI 3aXBOPIOBAHHS.

IlocaiOxceHHA: TIiABUILIEHNH PiBeHb KpeaTuH(POCHOKiIHA3U KPOBi, 3MiHN
MpoTpoMOiHOBOTO Yacy (IMOmOBXKEHHS, CKOPOYEHHS) y IalliEHTIB, sIKi OMHOYAaCHO



npurManu BaphapuH.
VYMoBHM 30epiranus

30epiratu nipu Temnepatypi He Buile 30 °C. 306epiraté y HeMOCTYIITHOMY [JIS OiTeu
MiCLIi.

YnakoBKa

[To 7 TabneTok y GmicTepi; mo 1 abo 1o 2 GiicTepu B KapTOHHiM KOPOOITi.

Ha Omnictepi 3HaxomuThcs ronorpadiyHa cMyzKKa 3 Ha3BOIO 3aBOy BUPOOHUKA.
KaTeropis Bignycky

3a pelenToM.

BupoOHUK

OIIC JliMmiTen.

Micie3Haxo/dKeHHsI BHPOOHHMKA Ta aJpeca MiCIisi IPOBadXKXeHHsI HOTr o
OisIIHLHOCTI.

JI-56/57, ®eus II-II, Bepua Iugactpian Icteut, BepHa, Cancert, 'oa - 403 722, IHaid.



