IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BEPAITAMIIY I'TOPOXJIOPHU]

Cknao:
ditoua pevosuHa: verapamil;
1 TabneTKa MiCTUTh BepamaMiny rigpoxnopuny y nepepaxyBanti Ha 100 % pedoBuny 40 mr;

0onoMIidCHI pe4oBUHU: JTaKTO3U MOHOTIAPaT, KPOXMaib KyKyPyA3sHUM, IIyKOp, IOBiIOH, MarHio
cTeapar.

Jlikapcbka ¢popma. TabneTku.

OcHosHi pisuko-xiMiyHi 8aacmusocmi: TabneTku 6i1oro yu 6iIoro 3 JKOBTYBAaTUM BifiTIHKOM KOJIBOPY,
13 IBOOIIYKIIOKO IIOBEPXHEIO.

®dapMakoTepaneBTU4YHA rpyna. CejleKTUBHI aHTAarOHICTU KaJblilo 3 IIepeBaXHO0 i€ Ha Ceple.
[Toxigni dpeninankinaminy. Kog ATX CO8D A01.

dapmakonoziuHi e1acmueocmi.
®apmakoduHamika.

Bepamawmin 6510Kye TpaHCMeMOpaHHUY MOTIK 10HIB KaJIbIlil0 ¥ KAPOIOMIOIIUTHY Ta KITITUHU TagKuX
M’s13iB cyguH. Bin 6e3mocepenHbo 3MeHIye noTpeby Miokapaa y KMCHi 3a paxyHOK BIIJIUBY Ha
eHepreTUYHO 3aTpaTHi mpollecu MeTabomi3My y KIiTHHAX MioKapaa Ta HEIPSIMUM YMHOM BIIJIUBA€E Ha
3MeHIIEeHHS TOCTHaBaHTaXXeHHs. 3aBASKY 0JI0KyBaHHIO KaJIbI[iEBUX KaHaJiB KJIiTUH TIagKol
MYCKYJIaTyp4 KOPOHAPHUX apTepiy MPUIIUB KPOBi 40 MioKapaa IIOCUJIIOETHCS, HaBITh y
IIOCTCTEHOTUYHUX OIISHKAX, Ta YCYBAEThCA ClIa3M KOPOHAPHUX apTepii. AHTUTiIepTEeH3UBHA
e(heKTHUBHICTh BepanaMiny 3yMoBIeHa 3MeHIIEHHSIM OII0PY NepupepuyHux CyauH 6e3 30imbiIeHHS
YaCTOTHU CEePIIEBUX CKOPOUYEHb K pedreKTopHoi BinmoBini. HeOaxkaHux 3MiH ¢i3ionorivyHux Benu4uH
THCKY KPOBi He criocTepiraeThcsi. BepamaMin YUHUTH BUPaXKeHy aHTUAPUTMIUHY Aif0, 0COOINBO IIPH
Ha[IUTYHOYKOBiM apuTMii. BiH 3aTpuMye IpoBefeHHS iMITy/IbCy B aTPiOBEHTPUKYISIPHOMY BY3Ii,
BHACJIIIOK YOTO0, 3a/Ie3KHO Biff TUIY apuUTMil, BiTHOBIIIOETHCS CUHYCOBUM PUTM Ta/abo YyacToTa
CKOpOYeHb LITyHOYKIB HOpMai3yeTbcsi. HopManbHUM piBEHb YACTOTU CEePLEBUX CKOPOUYEHD HE
3MiHIOETHCS @00 HE3HAUHOI0 MipOI0 3HUXKYETHCS.

dapmaxkoKiHemuxka.

Bepamawminy rimpoxmopup siBisie o000 paleMiyHy CyMilll, 0 CKIagaeThCs 3 PiBHUX



YaCTUH R-enaHTioMepy Ta S-eHaHTioMepy. BepamaMin akTUBHO MeTab0mi3y€eThCS.
Hopsepamnawmin € oguuM i3 12 meTabo71iTiB, 1110 BU3Ha4aloThCs y cedi, Mae 10-20 % dapmakosoriyHoi
aKTUBHOCTI BepalnaMiyly Ta CTaHOBUTh 6 % BHBEOEHOTO0 IIpenapaTy. PiBHOBaXKHi KOHIIeHTpallil
HOpBepalaMily Ta Bepanamisny y 11a3Mi KpoBi € OMHAaKOBUMU. PiBHOBaxkKHa KOHLIEHTpaALisd
mocaraeThcs yepel 3-4 [Hi micng 6araTopa3oBoro npuiioMy npemnapary 1 pas Ha mo0y.

Abcopbuis

Bineire 90 % Bepanaminy miciis nepopaabHOr0 MPUKXOMY IIBAAKO Ta MaWkKe IIOBHICTIO BCMOKTYEThHCS
y ToHKi# kumii. CepenHs 6i0M0CTyIHICTE Y 300POBUX HOOPOBOJIBIIIB IiC/ISI OMHOPA30BOTO IIPUHOMY
IpernapaTy CTaHOBUTD 22 %, 110 MOSICHIOETLCS €KCTEHCUBHUM IeYiHKOBUM MeTab0/1i3MOM IIepIIoro
IPOXOAXKeHHs. BiomoCTynHICTh 30iMbIIyEThCA ¥ 2 pa3u miciisg 6araTopa3oBoro MPUIoMy.

MakcuMasbHa KOHIIEHTpAllid BepanaMify y [IJla3Mi KPOBi JOCATAEThCA yepe3 1-2 ToauHuU micis
npuitoMy TabIeTOK 3 HeTalHUM BUBIJIbHEHHSIM, HOpBepanaminy - 4epe3 1 roguny. [IpuitoM ixi He
BIIJIUBA€E Ha 0i0gOCTYIHICTh Bepamaminy.

Po3noodin

Bepamawmin mrpoKo PO3MOAINSIETHCS Y TKaHNHAX OPraHi3My, ¥ 3M0POBUX K0OPOBOIIBLIIB 06'eM
po3mofiny cTaHoBuUTH Bif 1,8 mo 6,8 n/kr. 3B’g13yBaHHs Bepamnaminy 3 OiTkaMu IIa3Mu CTaHOBUTD
npubnauzuo 90 %.

Memab6oaism

Bepamnawmin akTuBHO MeTab0mi3yeThcs. Y X0mi mocifKeHb MeTalo1i3My in vitro BCTaHOBIIEHO, 110
Bepanamin MeTabosi3yeThCst 3a momomoro nutoxpomy P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 i
CYP2C18. BcTaHOBIEHO, 1110 IiC/Is IEPOPANIbHOTO IIPUMOMY IIpenapaTy 3M0POBUMU 10OPOBOIbLSMU
Y0JIOBiYOI CTAaTi Bepanaminy rigpoxJIopup MmignaeThCcsl iHTEHCHBHOMY MeTabo0I1i3My y medinti 3
yTBOpeHHSIM 12 MeTa0oJIiTiB, OIMBIIICTE 3 IKWX BU3HAYanacs B CIiOBUX KinbKOCTIX. OCHOBHI
MeTabomiTy 6ynu Bu3HaueHi K pi3Hi N- i O-meankinoBaHi npoaykTu Bepanaminy. Cepen ux
MeTaboIiTiB TiIbKM HOPBepanaMisl YMHUTH (papMaKoIoTiuny gifo (mpubau3uHo 20 % mo4aTKoBoOl
CIOJTyKH), 1110 6yJI0 BCTAHOBJIEHO Y XOfi HOCTigXKeHb Ha cobaKax.

BusedenHs

[lepion HaniBBUBEOEHHS CTAHOBUTH 3-7 TOAMH IIPU EPOPabHOMY 3acToCyBaHHI. bnuspko 50 %
BBEIEHOI 031 BUBOAUTHCS HUPKaMu npoTsiroM 24 rogus, 70 % - npoTtsrom 5 pHiB. [Jo 16 % mo3u
BUBOOUTHCS 3 peKamiamu. bausbko 3-4 % mpemnaparty, 1[0 BUBOAUTLCS HUPKAaMU, BUBOOUTELCS Y
He3MiHeHOMY CTaHi. 3arajJbHUM KJIipeHC BepalaMiny MalXke TaKU¥ CaMUU BUCOKUM, fK i I€YiHKOBUU
KPOBOTIK, i CTaHOBUTH IpuOMu3H0 1 n/rom/kr (miama3oH: 0,7-1,3 n/ron/kr).

Ocobuei epynu nayieHmia

Himu. [aHi mongo GpapMakoKiHeTUKY BepamnaMiny y mited oOMexeHi. [Ticis mepopanbHOTO
3aCTOCYBaHHS IIpellapaTy PiBHOBaXKHI KOHIIEHTpAIlil Y IJIa3Mi KpOBi TPOXH MEHIIII Y giTel MOPiBHSIHO
3 OPOCTIUMH.

ITauieHmu aimHb020 8iKy. Bik MOXKe BIIMBaTU Ha (papMaKOKiHETHKY BepalaMiy y IMalli€HTiB 3
aprepianbHoIo TimepTeH3ieio. [Tepion HamiBBUBeleHHS M0oXKe OyTH ITOIOBXKEHUH y MAI[iEHTIB JIITHHOTO
BiKy. BcTaHOBJIEHO, 1110 aHTUTINTEPTEH3UBHUM e(DEeKT BepamnaMiny He 3ajIeXKUTh Bifl BiKy.

ITauienmu 3 HuUpkoeoiw Hedocmamuicmto. [TopyuieHHsT PYHKINI HUPOK HE BIIJIUBA€E Ha



(dhapMakKoKiHeTUKY Bepanaminy, o MpogeMOHCTPOBAHO Y XOfli TOPIiBHSANMBHUX OOCTIIXKEHb Y MAIli€HTiB
3 HUPKOBOIO HEOCTATHICTIO TePMiHAIbHOI CTafil Ta 0ci6 3 HOpMaIbHOI (PYHKITEI0 HUPOK. Bepamamin
1 HOpBepamaMisl He BUOANSAOTHCA 3a JOIIOMOT 00 reMofianisy.

ITauienmu 3 neuiHko8ow Hedocmamuicmio. [1epion HaniBBUBEIEHHS 3POCTAE y MAalli€HTIB 3
TIOPYIIeHO0 QYHKITEI0 MeYiHKy 3aBAsSIKN HU3bKOMY KJIipEHCY Ta BeJIMKOMY 00’eMy PO3IMOMiny.

KriniuHi XxapaKTepHCTHKH.
Iloka3anns.

[memiuyHa xBopoOa cepiisi, BKIIIO4Yaoun: CTabiIbHY CTEHOKAPilo HApyKeHH; HeCTabibHY
CTEHOKapAilo (mporpecyioda CTEHOKapPAis, CTEHOKapAisa CIIOKOI0), Ba30CIaCTUYHY CTEHOKAPHilo
(BapiaHTHa CTeHOKapHis, cTeHOKapis [TpuHIMeTana), IOoCTiHpapKTHY CTEHOKaPIilo y MallieHTiB 6e3
CeplleBOl HeJOCTATHOCTI, SKIIO He IMoKa3aHi b-agpeno6mokaToOpH.

ApuTwMmil: mapokcu3ManbHa HagIUIyHOYKOBA TaXiKap[is; TPIMOTiHHS/MepeXTiHHS Iepeacepnb 3i
IIBUAKOIO0 aTPiOBEHTPUKYJISIPHOIO MIPOBIOHICTIO (3a BUHATKOM cuHApPOoMY Bonbda-IlapkincoHa-Yaiita
(WPW).

ApTtepianbHa rinepTeH3sis.

IIpomunoka3aHHA.
linepuyTnuBicTh KO Bepanaminy abo no Oyab-SKOTo iHIIIOT0 KOMIIOHEHTa IIpenapary.
KappioreHHuu oK.

AtpioBenTpukynsapHa 61okaga II abo III cTynens (Kpim nauieHTiB 3 QyHKIIIOHYIOUUM IMITYYHUM
BOMIiEM PUTMY).

CunpapoM cabKoCTi CHHYCOBOTO By37Ia (KpiM MallieHTiB 3 QYHKIIOHYIOUUM IITYyYHUM BOMIiEM PUTMY).

CeplieBa He[IOCTATHICTh 3i 3HUKEHHSAM (Ppakilil BuKugy mMenie 35 % Ta/abo THCKOM Y JIeTeHeBil
aprepii Buiie 20 MM pT. CT. (SKIIO TiTbKY BTOPMHHA HaAIIUIYHOUYKOBA TaXiKapAisi He MifJaeThCs
BIIJIUBY Teparllil BepamnamisioMm).

®i0punAList/TpinoTiHHA epefcepab IPU HAsBHOCTI JOJATKOBUX MPOoBigHUX mgxiB (WPW-cuaapom
ta LGL-cuHgpoMm). ¥ Takux maliieHTiB IpU 3aCTOCYyBaHHI BepalaMisly rifipoXJI0OpPUAY € PU3UK PO3BUTKY
IIIJTYHOYKOBOI TaxiapuTMii, BKJTIOYAl0YH IITYHOUKOBY Gibpumnsiiio.

[Tig yac nmikyBaHHS IpenapaToM He 3aCTOCOBYBaTH OJHOYACHO BHYTPIITHEOBEHHO B-
agpeHo0I0KaTOPH (3a BUHSITKOM iHTEHCHUBHOI Tepartii).

B3aemodia 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

HocnimxeHHsT MeTa00J1i3My BeparnaMiny rifpoxIopumay in vitro mokasaiw, 10 BiH MeTabomi3yeTbCs
mmuroxpomoM P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 ta CYP2C18. Bepanawmin € inribiTopom



dbepmenTiB CYP3A4 ta P-ruikomporeinis (P-gp). [ToBimomnsnocs mpo KIiHIYHO BaXKJIKMBi B3aEMOii 3
inri6iTopamu CYP3A4, 1110 CynpoBOAXKYBaIKUCS MiABULIEHHSIM PiBHS BepanaMiny y mia3mi Kposi, Toxi
gk iHgykTopu CYP3A4 cnpruMHANY 3HUKEHHS I1JTa3MOBUX PiBHIB BepanaMiny riipoxJIOopuay, TOMY
HeoOXigHO ITPOBOIUTH MOHITOPHHT IIOJ0 B3AEMOIil 3 iHIMMMU JTIKAPCHKUMHU 3ac00aMu.

[MoTeHIiViHI B3aeMomii, ToB’A3aHi 3 hepMeHTHOI0 cucTemMoo CYP-450

ITpa3osuH: migBuienHs C,,, mpa3o3uny (~40 %) 6e3 BIIUBY Ha Iepiof HaIliBBUBEOEHHSI. ATUTUBHUN
TinmoTeH3uBHUN e(EKT.

Tepaso3uH: nigpuiieHHs AUC (~24 %) ta C,,,, (~25 %) Tepa30o3uHy. AQUTUBHUY TiIOTEeH3UBHUU
edexT.

XiHiOuH: 3MeHIIeHHS KJIipeHCy XiHiguHy (~35 %) mpu mepopanbHOMY IpriioMi. MOXKJIMBHY PO3BUTOK
aprepianpHOi rinoTeHsii, a y mauieHTiB 3 rinepTpodiuHoio 06CTPYKTUBHOIO KapAiomiomnarieto - Habpsk
JIET€eHIB.

@ ekaiHiOuH: MiHIMaTbHUY BIIJIUB Ha KJIipeHC ¢ieKalHiguHy y mi1a3Mi Kposi (<~10 %); He BIinBae
Ha KJIipeHC Bepamnaminy y maa3mi KpoBi (quB. po3min «Oco6IuBOCTI 3aCTOCYBaHHS »).

TeoiniH: 3HUKEHHS OPABHOT'0 Ta CUCTEMHOTO KJTipeHCy mpubnu3Ho Ha 20 %, y KypiiB - Ha 11 %.

Kapbama3zeniu: migsuients AUC kapOama3eriny (~46 %) y XBopux i3 pedpakTepHO MapiiaabHO0
ellinenciero; mifBUIeHHs PiBHIB KapbaMa3eliny, 1110 MOXe CIPUYUHATH 00iuHi epekTn
kKapbaMaseminy, Taki sSIK AUIIONis, TOIOBHUM 6inb, aTakcisi abo 3arraMoOpOYeHHs.

deHimoIH: 3HWKEHHS KOHIIEHTpallil BepanaMiny y Ijaa3Mi KPoBi.
Iminpamin: 36inbmenHs AUC (~15 %) imimpaMiny 6e3 BIIMBY Ha aKTUBHUN MeTa0OJIiT Ie3unpaMiH.
I'7i6ypud: migsumenHs C,,, rnibypuny npubausso Ha 28 %, AUC - Ha 26 %.

Koaxiuun: 36inpmennst AUC (mpu6mu3Ho y 2 pasu) ta C,,, (mpubnusHo y 1,3 pa3a) KOIXilluHy.
PexoMeHOy€eThCS 3MEHIIUTHU J03Y KONXIIUHY (AUB. IHCTPYKIIiIO A1 MEAUYHOI'0 3aCTOCYBaHHS
KONXILIUHY).

KaapumpomiyuH, epumpoMil,uH, meaimpomiuuH: MOXKJIABe [IiIBUIIEHHS PiBHIB Beparnamimny.

PugpamniyuH: MOXNIMBe 3HUXKEHHS TinoTeH3uBHOT0 epekTy. 3HuxKeHHs AUC Bepanaminy (~97 %),
Coax (=94 %), GiogOCTYIIHOCTI IIicyIs IepopabHOr0 3aCTOCYBaHHA (~92 %).

IlokcopybiyuH: Ipu 0OJHOYACHOMY 3aCTOCYBaHHI JOKCOPYOIIMHY Ta Bepanaminy (mepopaibHo)
nigBummyeTbcss AUC (~104 %) ta C,,,, (~61 %) mokcopy6iluHy y maa3Mi KpoBi y XBOPUX i3
IPiOHOKJIITUHHUM PaKOM JIET€eHiB.

deHobapbima MigBUINYE OpaIbHUM KITipeHC Bepanaminy y 5 pasis.
BycnipoH: 36inpments AUC ta C,,,, 6ycmipony y 3,4 pa3a.
Midazonam: 36inpmenHs AUC mima3onamy y 3 pasu ta C,,, - Y 2 pasu.

Memonposoa: 360inemennass AUC metonponony (~32,5 %) ta C,,, (~41 %) y mairieHTiB 3i
CTeHOKapgieio (quB. po3fin «Oco6IUBOCTI 3aCTOCYBaHHS»).



ITponpaHonaoa: 30inbimenns AUC mpompanonony (~65 %) ta C,,, (~94 %) y mattieHTiB 3i
CTeHOKapgieio (quB. po3fin «OcoB6IUBOCTI 3aCTOCYBAHHS»).

[uzokcuH: y 3mopoBux moO6poBoblliB 30inbueHHs C,,,, IMTOKCUHY (~44 %), C,, (~53 %), C,,
(~44 %), AUC (~50 %). PekoMeHOOBaHO 3MEHIIUTHU O03y OUTOKCUHY (OUB. TAKOXK PO3MAiN
«OCc06IUBOCTi 3aCTOCYBAHHS»).

JlueimokcuH: 3MeHILIeHHS KIIiPeHCY AUTITOKCHHY (~27 %) Ta eKCTpapeHanbHOro KiipeHcy (~29 %).

IMumemuoduH: 36insmyetbcas AUC R-Bepanaminy (~25 %) Ta S-Bepanaminy (~40 %) 3 BignoBigHUM
3HUXKEHHAM KiipeHCy R- Ta S-Bepamawminy.

LuxkaocnopuH: 30insmenHs AUC, C,,.,, C, IHKI0CTIOpUHY Tpubau3Ho Ha 45 %.

Esepoaimyc: 36inbmenns AUC eBepomimycy (mpubnu3so y 3,5 pasa) ta C,,,, (mpubnusHo y 2,3 pa3a).
36inpmenHs C,,,,, Bepanaminy (npubau3Ho y 2,3 pasa). Moxe OyTu HeOOXiIHUM TOYHE BU3HAYEHHS
KOHIIEHTpAllil Ta 031 eBePOJIiMyCy.

Cupoaimyc: 30inbmennss AUC (mpubnu3Ho y 2,2 pasa) cupomnimycy, 30insmenas AUC (mpubnu3Ho y
1,5 paza) S-Bepamaminy. Moxe 6yTu mOTpiOHMM BU3HAYEHHS KOHIIEHTPALN Ta KOPEKIis 103K
CHDOIIIMYCY.

Takpoaimyc: MoXKuBe 30iIblIEHHS PiBHS IIbOT0 IIPeNapary y mia3Mi Kposi.

Jlinido3HudcysanvHi 3acobu (iHeibimopu I'MI-KoA-pedykma3su (cmamuHu)): nikyBaHHS iHribiTopamu
'MT-KoA-penmyKTa3u (CUMBaCTaTHH, aTOPBACTATHH, JIOBACTATHH) [OJIg NALI€HTIB, IKi IPUUMAIOTh
Bepanamis, CJIif po3mouYnHaT 3 HAaWHUKYNX MOXKJIUBUX 03 Ta IOCTYIIOBO iX 30inbiryBaTH. AKIIO
TallieHTy, KU BXKe MpuiiMae Bepamnamin, HeoOxigHe mpru3HadeHHs iHTi6iTopy ['MI-KoA-penyKkTasy,
CJIifl BpaxyBaTH HeoOXiflHe 3HMKEHHS 03U CTaTUHIB i mimidpaTtu qo3yBaHHS BiANOBIAHO [0
KOHIIEHTpAIlil X0lIeCTEPUHY Y T11a3Mi KPOBI.

AmopsacmamuH: MOXKJIUBE MiABUIIEHHS PiBHSA aTopBacTaTuHy. ATopBacTtaTuH 30inbirye AUC
Bepanaminy npubausso Ha 43 %.

JlogsacmamuH: MOXKIIMBE MiABUINEHHS PiBHSA noBacTaTuHy. 30inpmenHs AUC (~63 %)i  C,. (~32
%) Bepamnaminy.

CumeacmamuH: 36inbuienHs AUC cuMmBacTaTury npubnusHo y 2,6 pa3sa, C,,,, CHMBaCTaTUHY - Y
4,6 pa3sa.

@ 1ygacmamuH, npagacmamuH ma po3ysacmamuH He MeTabomi3yioTbcs muroxpomMoM CYP3A4 ta
MalTh MEHIITy iMOBIPHICTh B3a€MOZI1 3 BepamnaMioM.

Aamompunmat: 36inpimerss AUC Ha 20 %, C,,, - Ha 24 %.

Cyb@iHnipa3oH: MiABUIIEHHS OpaIbHOTO KJIipeHCy BepanaMiny B 3 pa3u, 3MeHIIeHHS
6iomocTynHoCTi - Ha 60 %. MoxXe criocTepiraTucs: 3HUXKEHHS TiNOTEeH3UBHOTO e(EKTY.

I'petingppymosutl cik: 36inbiryetscss AUC R-Bepamaminy (~49 %) ta S-Bepanaminy (~37 %),
36inbmyetses C,,, R-Bepamaminy (~75 %) Ta S-Bepamaminy (~51 %) 6e3 3minu mepiony
HalliBBUBE[EeHHS Ta HUPKOBOIO KiipeHCy. Crif YHUKATU BXKUBaHHS I'PEUNI(PPYyTOBOIO COKY 3
BepanaMijioM.



38ipobitl npodipasaerutl: 3menIyeTbcss AUC R-Bepamaminy (~78 %) ta S-Bepamaminy  (~80 %) 3
BifITOBIIHUM 3HUKEHHAM C, ..

Iu1i B3aemogmii

ITpomueipycHi (BIJI) 3acobu: 4yepe3 3maTHICTh AesIKUX IPOTUBIPYCHUX 3aC00iB, TaKUX SIK PUTOHABID,
IpurHiyyBaTy MeTa0o0J1i3M I71a3MOBi KOHIIEHTPallil BepalaMiny MOXKyThk 3pocTaTd. [Ipu3HavaTy 3
o0epexHicTI0O a60 MOKe BUHUKHYTU HEOOXiIHICTh V 3HUKEHHI 03U Bepamnaminy.

JIimit: mOBimOMIIANIOCS PO MifiBUIEHY HEUPOTOKCHYHICTB JIiTil0 IPU OOQHOYACHOMY 3aCTOCYyBaHHI
BepanaMiny TrigpoxJIopuay Ta JiTito 6e3 a0o 3 migBUIEHHSIM PiBHIB JIiTii0 ¥ ma3Mi KpoBi. OgHaK y
IIaLieHTIiB, AKi IOCTIMHO OTPUMYBAIU OOHAKOBY 4O3Y JIiTii0 IepOpasbHoO, NOAaBaHHS BepanaMiny
TigpOXJIOpUAY MIPU3BOAUIIO N0 3HUKEHHS PiBHIB MiTii0 y m1a3mi KpoBi. [TallieHTH, SIKi OTPUMYIOTh
obumBa JiKapchKi 3aco0u, MOBHUHHI mepe0yBaTH IIifl peTeIbHUM HaTJISIoOM.

Helipom’si308i 610Kkamopu: KIiHiYHi JaHi Ta JOCTigKeHHS Ha TBapWHAX CBiIYaTh, II0 BepamaMiny
rimpoxmopua MOXke MOTEHII0BaTH aKTUBHICTh HEMPOM I30BUX O7I0KATOPIB (KypapenomidHux Ta
[eTosApru3younx). Moxke BUHUKHYTH HEOOXIIHICTh ¥ 3HUKEHHI 03U BepalnaMiny TrigpoxIopuny
Ta/ab0 mo3u HelpoM’'si30BOT0 G110KaTopa MpU OMHOYACHOMY iX 3aCTOCYBaHHI.

Auemuscaniuuaoa Kucaoma: mifBUILleHa MOXKJIMBICTh KPOBOTEYI.
Emanoa (anx020/v): NigBUIEHHS PiBHS €TAHOJY y IJ1a3Mi KPOBI.
AHmueinepmeH3ugHi 3acobu, diypemuku, 8a300us1amamopu: MOCUJIEHHS TilTOTEeH3UBHOTO e(EKTY.

MemeopmiH: ogHOYACHE 3aCTOCYBaHHS 3 BepalaMiioM MOXe 3MEHIUTH epeKTUBHICTh MeThOPMIiHY.

Oco6.1ueocmi 3acmocyeaHHs1.
TocTpu# iHGapkKT MioKapma

[Tpemapart CJIif 3aCTOCOBYBaTH 3 00€PEeKHICTIO NallieHTaM 3 TOCTPUM iHpapKTOM MioKapaa,
yCKIagHeHUM OpafiuKapmi€elo, BUPaXXeHO0I0 apTepialbHOIO TimoTeH3ieio abo AuchyHKINE TiBOTO
IIIYHOYKa.

CepruieBa 6110Kafia/aTpioBeHTPUKYAIPHa O1m0Kana I cTyneHs/6paguKapis/acucTois

Bepanawminy rigpox/jopup BIJIMBA€E Ha aTPiOBEHTPUKYJIAPHUM Ta CUHOATPiaJbHUM By3/IH Ta
IIPOJIOHTYE Yac aTPiOBEHTPUKYJIIPHOI MPOBIAHOCTI. 3aCTOCOBYBaTH 3 00€peXkKHICTIO, Yepe3 Te 10
PO3BUTOK aTpioBeHTPUKYNISpHOI 61okamu 11 abo I1I cTynens (1o € mpoTUnoKa3aHHsIM) abo
OJHOIIYYKOBOI, IBOMTYYKOBOI a00 TPUITy4KOBOI O10Kagu HixkKM ['ica moTpebye BimMiHM HACTYIHUX 003
BepanaMminy rigpoxJIopuay Ta MpH3HaYeHHS BigNoBifHOI Teparii B pa3i moTpeobwu.

Bepamnawminy rifpoxyiopup BIIJIMBA€ Ha aTPIOBEHTPUKYJISIPHUN Ta CHHOATPiaJIbHUY BY3J/IM Ta AyXKe
PiIKO MOXKe CIPOBOKYBaTH BUHUKHEHHS aTPioBeHTPUKysipHol 6mokanu II abo III cTymens,
OpapuKappiio Ta HaA3BUYalHO PiAKO - acuCTOMi0. Binbil BipoTigHo, 1110 TaKi CUMITOMH OyIyTh
CIIOCTEpIiraTucs y Mali€HTiB i3 CHHAPOMOM CJTabKOCTi CHHYCOBOTO By3Jla (CHHOATpialbHa By3JI0Ba
xBopo6a), AKUY YacTillle 3yCTPiva€eThCSA y MAIiE€HTIB JIiTHBOTO BiKY.

AcHCTOmMis y alli€HTIB, SIKi He MalOTh CUHAPOMY CJIabKOCTi CHHYCOBOT'O By3JIa, 3a3BU4ait



KOPOTKOTpHUBaa (KilmbKa CeKyHI abo MeHIIe), 3i CIIOHTaHHUM IIOBEPHEHHSIM 10
ATPiOBEHTPUKYIISIPHOTO By3Jla a00 HOPMaJIbHOTO CHHYCOBOT'O PUTMY. SKIIIO Iie SBUIIE He
IIBUIKOIIMHHE, CJIifl HEraHo PO3MoYaTH BifMOBiAHY Tepamito (quB. po3min «ITo6iuHi peakirii»).

AHTHapuTMiuYHi 3aco6u, b-agpeHo6a0KaTOPH

B3aeMHe nocuieHHS KapAioBacKyIsSPHOI Ail (TiABUIIEHHS CTYIIeHS aTPiOBEHTPUKYIIPHOL OI0Kagu
BHCOKOT'0 CTyII€HS, 3HaUHe 3HWXKEHHS YaCTOTHU CEPIIeBUX CKOPOUYEHb, II0sIBa CEPIIeBOl HEJOCTATHOCTI,
3HayHe 3HUIKEHHS apTepia/bHOTO TUCKY). AcuMITOMaTH4Ha Opagukapmisa (36 ynu/xB) 3 O1yKaloquM
BOZIEM PUTMY Ilepefcepas CIocTepiraaacs y MalieHTiB, AKi OTpUMYyBajy CYIIyTHIO TEPAIil0o OUYHUMUA
KpanasaM#i 3 TUMOJIOIOM (b-ampeHo610KaTOP) Ha TIIi JIiIKyBaHHS BepamaMiny
TiIPOXTIOPUIOM.

EI/ITOKCI/IH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI BepanaMiny 3 JUTOKCHHOM CIIif] 3MEHIIUTH J03y OUTOKCUHY (IUB.
po3min «B3aemMopist 3 iHIMMMU JTiIKapChKUMHU 3acob0aMu Ta iHIII BUOKW B3aEMOTIN»).

CepliieBa HEIOCTATHICTh

[Tepen moyaTKOM JTiKyBaHHS BepalamisioM HeoOXiflHO KOMIIEHCYBaTH CePIieBy HEMOCTATHICTD Y
TIallieHTiB i3 Ppakiriero Bukumy Ginbine HiXK 35 % Ta agekKBaTHO KOHTPOJIIOBATH IIPOTITOM yChOTO
nepiony NiKyBaHHS.

IuribiTopu 'MI'-KoA-penyKTa3u (CTaTUHHU)

IwB. po3min «B3aemoist 3 iHIIMMY TiKapChKUMHU 3aco0aMu Ta iHII BUOU B3a€MOMIIN».

[TopylleHHS HEPBOBO-M'130B01 IPOBIAHOCTI

Bepanaminy rifpoxyiopup ciig 3aCTOCOBYBaTH 3 00€peXKHICTIO TPU HAsIBHOCTi XBOPOO 3
TIOPYIIeHHSIMU HEPBOBO-M 130B01 TPOBigHOCTI (MiacTeHis (Myasthenia gravis), curgpom JlamGepTa-
IToHa, mporpecyioda M’g30Ba gucTpodis [roiieHa).

HupKoBa HEIOCTATHICTh

Xoua [aHi DiATBePAXeHNX NOPIBHIAIBHUAX OOCIIIKEHb ITI0Ka3ally, 110 HUPKOBA HEMOCTATHICTh HE
BII/INBA€ Ha (papMaKOKiHETHKY BepallaMily y Ialli€HTiB i3 TEpMiHaJIbHOIO CTafi€l0 HUPKOBOL
HeJ0CTaTHOCTI, 6y/I0 KilbKa IOBiOMIIeHb, SIKi CBiTYaTh PO Te, IO MallieHTaM i3 HUPKOBOIO
HEeJOCTaTHICTIO CJIiJ] 3aCTOCOBYBAaTH Bepamnamis 3 06epekHIiCTIO Ta IIifi peTeIbHUM HaTJIS0M.
Bepamnamin He BUBOOUTHCS 3a AOMIOMOTOI0 reMOfiami3y.

ITeuiHKOBa HEJOCTATHICTh

[TamieHTaM 3i 3HAUYHUM IOPYIIEHHAM (QYHKII1 IIeYiHKHU CJIifl 3aCTOCOBYBATH BepamaMii 3
o0epexHicTiO (AuB. po3ain «Crocib 3acTOCyBaHHS Ta [TO3U»).

fAK1o y nalrjienTa BCTAHOBJIEHA HEIIEPEHOCUMICTD NeKUX LYKPIB, CIIifi IPOKOHCYILTYBATUCS 3
JiKapeM, NepIl HiXK NpUuiMaTu el TiKapchKuii 3acio.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.



Yitki Ta goOpe BUBUYEHi HaHi 3aCTOCYBaHHS IIpelapaTy BariTHUM XKiHKaM BifCcyTHi. [JocnigkeHHST Ha
TBApMHAX He BUSBUIIU IMPSIMOT0 a00 HEMPSMOTro IMIKiITMBOTO BIJIMBY CTOCOBHO PENPOAYKTUBHOI
TOKCUYHOCTi. OCKIZIbKY [aHi, OTpUMaHi B pe3yJbTaTi PENPOAYKTUBHUX OOCIIAXKEHb Ha TBapuHaX, He
3aBXKAY MOXKHAa €KCTPAIlOJII0BaTy Ha JII0AUHY, IIpernapar CJIif 3aCTOCOBYBATH y Iepiof BariTHOCTI
TiTBKY B pa3i HarajgbHOI MOTpebu.

Bepanawmin npoHuKae yepes IaleHTy Ta BU3SHAYAEThCA Y IIYIIOBUHHIN KPOBI.

Bepamawmin Ta #oro MmeTa0oJIiTH IPOHUKAIOTE Y TPyaHE MoI0oK0. OOMeKeHi maHi 00 epopaabHOT0
IPUAUOMY 3 y4acCTIO TIONUHYU CBiuaTh, 110 [03a BepalaMiny, sKa Iomnagae B OpraHiaM
HOBOHapomXKeHoro, € Hu3bK0I0 (0,1-1 % mo3u, mpuiHATOI MaTip’i0), TOMY 3aCTOCyBaHHS Bepalaminy
Moxke OyTH CyMiCHUM 3 TOfyBaHHSM I'PYAAI0, ajle PU3UK I HOBOHAPOOKEeHUX He MOXKHa
BUK/TIOUUTH. 3BaKAlOYM Ha PU3UK MOSBU CEPHO3HUX MOOIYHUX Peakilii y HOBOHAPOMXKEHUX, TKUX
TOAYIOTh TPYAM0, Bepamnamis y mepiof rogyBaHHs IPYAAI0 MOXKHa 3aCTOCOBYBATH TiJIbKU Y pasi
HarajbHOI OTPeOu Mg MaTepi.

30amnicms eniueamu Ha weudKicmb peakuii npu KepyeaHHi asmompaHcnopmom a6o
iHwumMu mexaHizmamu.

Yepes aHTUTIIEPTEH3UBHUM e(DEeKT BepanaMiny TrigpoxJIopuny, 3ajeXHO Bif iHAWBiTyanbHOL peakiii,
3[aTHICTh KEPYBATH TPAHCIOPTHUMU 3aco0aMu, IIpaIloBaTé 3 MexaHiaMamu abo mpaloBaTi B
Hebe3MmeyHuX yMoBax Moxe OyTu mopyuieHa. OcobIHBO 11e CTOCYEThCS MOYAaTKOBOI (pa3u JiKyBaHHS,
IIPY MiABUINEHHI 03K, IIPY 3MiHi riTOTEH3UBHOI0 IIpemnapaTy, a TaKoX IIPU OAHOYaCHOMY IIPUKOMI
IIperaparty 3 ajJkorosjeM. Bepamnamin Moxe MifiBAIYBaTHA PiBeHb aJIKOTOJII0 B I1JIa3Mi KPOBi Ta
YIIOBUIBHIOBATH MOT0 BUBENEHHS, TOMY [ifl aJIKOTOJI0 MOXKe ITifCUTIOBATUCS.

Cnoci6 3acmocyeaHHss ma do3u.

[lo3u BU3Hay4ae JIiKap iHAUBigyanbHO A1 KOXHOTO IalieHTa. [Ipenapat ciif npuiMaTtu He
PO3CMOKTYIOYH Ta HE PO32KOBYIOUYH, 3 HOCTAaTHBHOI KiNIbKICTIO PiguHM (Hanmpukiag 1 CKIsSTHKa BOOH, B
JKOIHOMY BUIIAJKy He TpelndpyToBui Cik), Kpalle 3a Bce mif yac abo ogpasy micmus igu.

Llopocai ma nioaimku 3 macoro miaa 6invwe 50 kK2

TwemiyHa xgopoba cepys, NnapoKkCcu3MaabHa HAOWAYHOYK08A maxikapdisi, mpinomiHHsA/MepexmiHHs
nepedcepob

PekxomengoBaHa no0OoBa fmo3a ctaHoBUTh 120-480 Mr, po3mineHa Ha 3-4 nmpuiiomu. MakcuMalnbHa
no6oBa mo3a - 480 mr.

ApmepiaabHa 2inepmeH3sis
PekxomennoBaHa no6oBa mo3a ctaHoBUTh 120-360 Mr, po3nofineHa Ha 3 IPUMOMH.

Limu cmapwo2o 00wKinbHO20 8IKY 00 6 POKI8 Mi/AbKU NPU NOPYWEHHAX Cepueso20 pummy:
peKoMeHJoBaHa fio3a - y Mexkax 80-120 mr Ha moby, po3mofineHa Ha 2-3 IPUUOMH.

Limu 6-14 pokis misbkKu npu NOpyweHHAX cepueso2o pummy: peKOMeHJ0BaHa q03a - B MexKax
80-360 mr Ha mo0y, po3nofineHa Ha 2-4 MPUKOMH.



ITopyweHHA pYHKUII HUPOK

HocTymnHi faHi omrcaHo B po3aini «OcobnuBoCTi 3acTocyBaHH». [1allieHTaM 3 HUPKOBOIO
He[IOCTATHICTIO BepallaMify TiipOXJIOPU CJIifl 3aCTOCOBYBaTH 3 00ePEXKHICTIO Ta Iifl peTeIbHUM
HarJIsgoM.

IMopyweHHA pyHKUII neviHKu

Y xBOpUX i3 MOPyILIeHHSIMU (PYHKIIiHM IeYiHKY 3aJIe’KHO Bifl CTYIeHs TSIKKOCTI Ais BepamaMiny
TiOpPOXJIOPUIY OCUIIOETHCS Ta MOOOBKYETHCS Yepe3 YIIOBIIbHEHHS PO3Iay IiKapChKoro 3acoby.
Tomy B TaKMX BUIIQKax JO3YBAHHS CJIiJ BCTAHOBIIIOBATH 3 0COOIMBOI0 006€PEeKHICTIO Ta PO3MOYNHATH
3 Manvx 103 (HaIpUKIIaM, OIS XBOPUX 3 MOPYIIEeHHIMH QYHKIIIM MeYiHKU Crio4aTKy 2-3 pa3u Ha moby
o 40 mr, BigmoBigHOo 80-120 Mr Ha moby), guB. po3min «OcoGIMBOCTI 3aCTOCYBaHHS».

He npuiiMaTtu npenapart y MOJIOXKEHHI JIeXKayuM.

Bepanawminy rigpoxnopup He MOXHA IpuU3HadYaTy XBOPUM 3 iH(apKTOM MioKapha IPOTAroM 7 OHIB
micis momil.

[Ticns TpuBasol Tepallii Ipenapar CJIif BiIMiHUTH, TOCTYIIOBO 3HUXKYIOUH [03Y.

TpuBasnicTe JiKyBaHHS BU3HA4Ya€ThCA JIiKapeM iHAUBINyalbHO Ta 3ajIeKUTh Bifi CTaHy NallieHTa i
nepebiry 3axBopioBaHHS.

Himu. Bepanaminy rigpoxyjiopug MOXHa 3aCTOCOBYBATH [OiTSIM TiIbKY IIPU MOPYIIEHHSIX CEPLIEBOTO
putMy (ouB. po3gin «Crocib 3acTocyBaHHS Ta HO3U»).

Ilepedo3yeanns.

Cumnmomu: apTepianbHa rimoTeH3is, 6pafuKapis [0 aTPiOBEHTPUKYIISIPHOI 0710Kagy BUCOKOTO
CTYIIE€HSI Ta 3yIIMHKYU CUHYCOBOTO By3Jia, TOCTPUU PECIipaTOPHUY JUCTPEC-CUHAPOM, Tilepriikemis,
CTymop Ta MeTtabomniyHuil anuao3. CrocTepiranucs geTanbHi BUIAAKU B Pe3yIbTaTi Iepefo3yBaHHs.

JIiKysaHHA neped03yB8aHHA 8epanamisy 2i0poxaopudy MOBUHHO OyTU TOJIOBHUM YMHOM
NiATPUMYIOYKM Ta iHAUBiIyanbHUM. b-afpeHepriuda CTUMYyALisa Ta/abo BHYTPIIIHbOBEHHE BBEIEHHS
IpenapariB Kablliio (KalbIlito XJI0pua) eheKTUBHO 3aCTOCOBYIOThCS [IJIST YCYHEHHST CUMIITOMIB
HaBMUCHOTO IIepef0o3yBaHHs [IPU IIepOpaIbHOMY 3aCTOCYyBaHHI BepalaMisny rifpoXIopuny.

Y pasi 3HauHol apTepianbHOl rimoTeH3ii abo aTPiOBEeHTPUKYIAPHOI 67I0Kafy BUCOKOTO CTYIIEHS
HeoOXiTHO 3aCTOCOBYBATH 3acobu, 110 MigBUIIYIOTh apTepiaTbHUN TUCK (CYOUHO3BYXKYBaJbHi), ab0
KapAioCTUMYISATOPH, BigmoBigHo. [Ipy acucTomii omHOYaCcHO 3 3aCTOCYBAHHSIM 3BUYaWHUX 3aXO0fiB
CJIif 3acTocyBaTd b-agpeHepriyHy CTUMYJIALi0 (HanpuKiaz i30IpoTePeHOI1y TiApOXIOpUL), iHIIi
3aco0u, CIIPSIMOBaHI Ha MiIBUIIEHHS apTePialbHOTO TUCKY, a0 IPOBECTH BiTHOBJIEHHS CEePIIEBOI
OiSITBHOCTI Ta OUXAHHS.

Bepanaminy rigpoxyiopup He BUBOJUTHCS 3a JOTIOMOTO00 reMOfiaiay.

ITobiuni peakuii.



Haiiuacrirme crocTepiranucs Taki mobiuHi peakiiil: TonoBHUM 6ib, 3alIlaMOPOYEHHS; IUTYHKOBO-
KUIITKOBI PO3/Iafiu: Hy[I0Ta, 3amop Ta Oifib ¥ XKUBOTI; Tak0K OpafuKaphis, TaXikapmis, BiggyTTs
cepuebUTTs, 3HUKEHHS apTepiaTbHOTO TUCKY, TinepeMmis, nepudepuuHni HaOPSK Ta BTOMJTIOBAHICTE.

3 6oky iMyHHOI cucmemu: TinepYyTIUBICTS.

Hegpos02iuHi po3aadu: 3a1aMOpOYeHH, TOJIOBHUM ik, TapecTesis, TpeMop, eKcTpamnipaMifHi
po3nagy, mapatiy (TeTpanaped)*, enminenTuyHi Hamagu.

3 60Ky 06MiHYy pevyosuH, memaboai3my: HeBiIOMO - TimepKasieMis.
ITcuxiyHi nopyweHHA: COHIUBICTE.
3 6oky opaaHis cayxy ma eecmubya5ipHO20 anapamy: O3BiH y ByXax, BEPTUTO.

3 60Ky cepueso-cyOuHHOi cucmemu: OpafuKapis, rinepemisi, 3HUXKEHHS apTepiaJbHOTO TUCKY,
Bim4yTTS cepleOUTTS, Taxikappis, aTpioBeHTpuKynsapHa 6nokapna I, IT a6o III cTyneHns, cepiieBa
HEOOCTaTHICTh, 3yIIMHKA CHHYCOBOTO BY3Jla, CHHYCOBa OpafguKapmis, aCUCTOi.

3 boky OuxaabHOi cucmemu, opa2aHie 2py0HOI Kaimku ma cepedocmiHHA: GPOHXOCTIa3M, HEBIIOMO -
[UCITHOE.

Il nyHKOBO-KUWKOBI po31adu: HyLOTa, 3amopH, Oinb ¥ KUBOTI, O/1I0BaHHS, AUCKOMGMOPT Y KUBOTI,
KUIITKOBa HEIPOXI[HICTS, rinepiasis siceH (TiHriBiT Ta KpoBOTEYa).

3 6oky wkipu i niOwKipHOi KAiMmKoBUHU: Tieprigpo3, aHTi0HEBPOTUYHUY HAOPSK, cuHapoM CTiBeHCa-
IxoHCOHa, MynbTU(HOPMHA ePUTEMA, MAKYJIOTANYIbO3HUY BUCHUII, aJIOTellisi, KpOIUB' THKA, BiIUyTTs
cBepOexy, cBepbixK, mypImypa.

3 60Ky onopHO-pyx080i cucmemu i CnoayYHOI MKAHUHU: MialTist, apTpairis, M’s30Ba Cl1a0KiCTb.
3 60Ky HUPOK ma cevyosudinbHOI cucmemu: HEBiIOMO - HUPKOBA HEIOCTATHICTE.

3 60Ky penpodyKkmueHoi cucmemMu ma MO/A0YHUX 3d/103: EPEKTUIbHA OUCOYHKIIIS, TiIHEKOMACTIS,
rajiakTopes.

3azanvHi po3aadu: nepudepuyHu HaOPSK, BTOMJTIOBAHICTE.

JlabopamopHi NoKa3HuUKU: TMiIBUINEHHS PiBHIB MeYiHKOBUX (EPMEHTIB Ta PiBHS IMIPOIAKTUHY B
CHAPOBATI] KPOBI.

*V xopi mOCTMapKeTUHTOBUX CIIOCTePeXkKeHb OOUH Pa3 IMOBiMOMIISIIOCS PO Maparid (TeTpamnapes),
acoliioBaHUY 3 KOMOIHOBAaHMM 3aCTOCYBAHHSM BepanaMiny Ta Konxinuay. Lle Moxe OyTH 3yMOBIIEHO
IIPOHUKHEHHSIM KOJIXII[UHYy Yepe3 reMaToeHIedaniyauil 6ap’ep BHACTIOOK IPUTHIYeHHS
Bepanaminom CYP3A4 ta P-gp, muB. po3min «B3aemopis 3 iHIMKUMHY JTiKapChKUMK 3ac06aMu Ta iHIImi
BUIIM B3aEMOTIN».

Tepmin npudamHocmi. 5 POKiB.

YmoBH 30epiranns. 30epiraTy B OpuriHaibHill yakoBIi npu TemnepaTypi He Buie 25 °C.



30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YmnakoBka. Ta6netku Ne 10x2 y GicTepax y mayii.

Kareropis Bignmycky. 3a peLenToM.

BupPOOHHK.
ToBapucTBO 3 06MexkeHOI0 BigmoBiganbHicTiO «[Jocmigauit 3aBon «THLIJIC», a6o
TOBAPHICTBO 3 OBEMEXXKEHOIO BINTTOBITAJIBHICTIO «KOPITOPAIIIA «30OPOB’'4», abo

ToBapucTBo 3 06MexkeHOoW BifnoBimanbHicTI0O «PAPMEKC I'PYTI».

Micue3HaxoaKeHHsI BUPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaaKeHHsI Tis/TbHOCTI.
Ykpaina, 61057, XapkiBceka 00:1., MicTo XapkKiB, Bynulsg BopoOiioBa, OyauHOK 8.
(Tosapucmeo 3 obmedceHow 8ionosidanvHicmio «[locaioHutl 3a8o0 «I'HLIJIC»)

Ykpaina, 61013, XapkiBceka 0071., MicTo XapkiB, Bynuus [IlleBueHKa, OyIUHOK 22.
(TOBAPHCTBO 3 OBMEXEHOIO BIOTITOBIOAJIBHICTIO «KOPITOPALIIA «30OPOB’f»)
Vkpaina, 08301, KuiBckka 0011., MicTo Bopucmine, Bynuis [IleBuenka, 6ymuaok 100.

(Tosapucmeo 3 obmedceHow gionosidansvHicmio «PAPMEKC I'PYIT»)



