Ckian

Oito4a pevyosuHa: verapamil;

1 TabreTka MiCTUTBH BepamaMiny rigpoxjIopuny y nepepaxyBatti Ha 100 % pedoBUHY
40 wMrT;

OONOMIJHICHI pe4yoB8UHU: TaKTO3W MOHOTIApaT, KpoxXMalb KYKyPYyO3sTHUHU, IIYKOP,
IIOBiIOH, MarHilo cTeapar.

JIikapcbKa ¢opMma

TabneTku.

OcHOBHI (i3uko-ximiuHi 81acmueocmi: TabneTKu 0inioro 4u 6isIoro 3 JKOBTYBaTUM
BIATIHKOM KOJIbOPY, 13 OBOOIIYKJIOI IIOBEPXHEIO.

®dapMaKoTepalneBTHYHA Irpyna

CeJleKTUBHI aHTaroOHICTU KaJIbLil0 3 IlepeBaXHOM fAieto Ha cepile. [ToxigHi
denimankinaminy. Kog ATX C08D AO1.

dapMakKogHHaMiKa

Bepamnamin 6710Kye TpaHCcMeMOpaHHUM MMOTIK i0HIB Kasbllilo y KapaioMionuTu Ta
KJIITUHU TIagKuxX M’ s13iB cynuH. Bin 6e3mocepeqHb0 3MEHIIYE ToTpedy MioKapmaa v
KHMCHIi 3a paxXyHOK BIIJINBY Ha €HEPreTUYHO 3aTPaTHI ITpollecu MeTabosi3My y KIIiTUHAX
MioKappa Ta HelIpssMUM YUHOM BIIJIUBA€ Ha 3MEHIIIeHHs [IOCTHaBaHTAaXXEHH. 3aBOAKU
0JIOKYBaHHIO KaJIbI[iEBUX KaHAaiB KJIITUH TJIagKOl MYCKYyJIaTypU KOPOHAPHUX apTepiu
IIPUIJIUB KPOB1 JO MioKapa IIOCUJIIOETHCSA, HABITh Y IIOCTCTEHOTUYHUX OUJISHKAX, Ta
YCYBa€ETHCS CIla3M KOPOHapHUX apTepili. AHTUrinepTeH3uBHa e(peKTUBHICTh
Bepanaminy 3yMoBJieHa 3MEHIIIEHHSIM OIIOPY NepudepudHux CyquH 6e3 30inbIIeHHS
YaCTOTH CEPIIEBUX CKOPOYEeHb SIK pediieKTopHOI BignoBimi. HebaxaHux 3Mmin
(pizionoriyHMX BeTMYHUH TUCKY KPOBi He CIIOCTepiraeThCcsa. BepamaMin 4MHUTH
BHPaXXeHy aHTUapPUTMIiUHYy Iif0, 0COOIMBO IIPU HAAIIIYHOYKOBiM apuTMil. Bix
3aTpUMYy€ IPOBEOEHHS IMITyJIbCY B aTPIOBEHTPUKYJIIPHOMY BY3JIi, BHACJIIIOK 4YOrO,
3a71e’KHO Bifl TUNY apUTMii, BIIHOBJIIOETHCS CUHYCOBUM PUTM Ta/ab0 dacToTa
CKOPOYEeHb LIJIYHOUYKIB HOpMaJli3yeTsCsa. HopManbHUM PiBEHb YaCTOTU CePLEeBUX
CKOpPOYEeHb He 3MiHIOETHCSI ab0 He3HaYHOI0 MipOI0 3HUXKYETHCS.

dapMaKOKiHeTHKa



Bepanawminy rimpoxnopup siBisie CO00I0 palleMiuyHy CyMilll, 1110 CK/IaJa€EThCs 3 PiBHUX
yacTuH R-eHaHTioMepy Ta S-eHaHTioMepy. Beparamin akTuBHO MeTab0JTi3yEThCS.
Hopsepanamin € omauM i3 12 meTabosmiTiB, 1110 BU3HavaloThcsa y ceui, Mae 10-20 %
(apMakomoriuHOil aKTUBHOCTI BepaliaMily Ta CTaHOBUTHL 6 % BUBEOEHOTO IIpemnapary.
PiBHOBaKHi KOHIIeHTpallil HOpBepalaMily Ta BepanaMiny y Ijia3Mi KpPOoBi €
ogHakKOBUMHU. PiBHOBaxKHa KOHIIEHTpPAallisd OOCITraeThbCcad yepe3 3-4 OHi micns
faraTopal3o0BOro NpuioMy mpemnapary 1 pa3 Ha mo0Oy.

Abcopbuis

Binpmie 90 % Bepamnaminy micis mepopajlbHOr0 IPUUOMY IIBUAOKO Ta MalzKe IIOBHICTIO
BCMOKTYETBLCS y TOHKIiM Kumili. CepenHs 6i0JOCTYIIHICTh Y 3TMOPOBUX TOOPOBOJIBIIIB
Iic/Isi OMHOPAa30BOT0 IPUNOMY IIpenapaTy CTaHOBUTH 22 %, 1110 HOSACHIOETHCS
€KCTEeHCUBHUM MEeUYiHKOBUM MeTab0J1i3MOM MEePIIOro MIPOoXoaXKeHHA. biogocTynHicTh
30ibIIyETHCA V 2 pa3u micsst 6araTopasoBOTO IPUNOMY.

MaxkcuMaribHa KOHIIEHTpallis BepanaMiny y Ijta3Mi KpoBi JoCATaeThCa yepe3 1-2
TOOWHU MicJs TpuioMy TabJIeTOK 3 HeralHUM BUBiIIbHEHHSIM, HOpBepalaMiny - yepes
1 roguny. IIpuiioM 1Ki He BIIJIMBa€ Ha 0iOMOCTYIIHICTh BepalaMminy.

Po3noodina

BepamnaMin mmpoko po3nominseTbCs y TKAHMHAX OpPraHi3aMy, YV 3TOPOBUX JOOPOBOIbIIIB
006’eM po3nofiny ctaHOBUTS Big 1,8 mo 6,8 n/kr. 3B’a3yBaHHs BepalnaMiny 3 OinmkaMu
IJIa3MU CTAaHOBUTH Npubau3Ho 90 %.

Memaboaizm

Bepanamin akTuBHO MeTabO0Ii3yeEThCS. Y XO0i HOCHiaKeHb MeTaboi3My in vitro
BCTAHOBJIEHO, 1110 BeparaMin MeTaboti3yeThCs 3a AOIIOMOT 00 ITuToxpomy P450
CYP3A4, CYP1A2, CYP2CS8, CYP2C9 i CYP2C18. BcTtaHOBJIEHO, III0 HiC/IA
IepopasbHOTO IIPUMOMY IIpenapaTy 340POBUMHU JOOPOBOJILIIMU YOJIOBIYOI CTaTi
BepanaMiny rifpoXJIOpHuL MiggaeThCsa iIHTEHCUBHOMY MeTabo01i3My y mediHi 3
yTBOpeHHAM 12 MeTabomiTiB, OINBIIICTh 3 AKMX BU3HaYasacsd B CIIiTOBUX KilTbKOCTSX.
OcHoBHIi MeTabosiTu 6ysiu Bu3Ha4deHi K pi3Hi N- i O-mearnkinoBaHi IpOOyKTHU
Bepanawminy. Cepen nux MeTaboOJIiTiB TiTbKY HOpBEpPAaIaMisl YMHUTH (papMaKoJIOTiuHYy
mito (mpubnus3Ho 20 % moYaTKOBOI CIIONYKH), 110 OyJI0 BCTAHOBIEHO Y XOMi MOCIIiIXKeHb
Ha cobakKax.

BugedeHHA

Ilepion HamiBBUBEOEHHS CTAHOBUTH 3-7 TOOWH IIPU IepPOPaJIbHOMY 3aCTOCYBaHHI.
bnussko 50 % BBeOeHOl1 03U BUBOOUTHCA HUPKaMu npoTarom 24 roguH, 70 % -
npoTsiroM 5 gHiB. [1o 16 % mo3u BuBOOuTHCA 3 pekanisMmu. bnuspko 3-4 % npenapary,



I110 BUBOOUTHCS HUPKAMU, BUBOOUTHLCS Y HE3MIHEHOMY CTaHi. 3arajbHuUM KJIipeHC
BepalraMijly MauzKe TaKUd caMuU BUCOKUH, SIK i I€YIHKOBUM KPOBOTIK, i CTAHOBUTH
npubnusxo 1 na/ron/Kr (miana3oH: 0,7-1,3 n/ron/kr).

Ocob6.auei epynu nauieHmis

Himu. JaHi mjomo ¢papMaKOKiHETUKY BepalaMiity y miTerd ooMexkeHi. [Ticns
IIepopaJbHOr0 3aCTOCYBaHHS IIpellapaTy PiBHOBaXKHI KOHIIEHTpAallil y mj1a3Mi KpPOBi
TPOXY MEHIII y OiTel IIOPIBHSAHO 3 JOPOCIUMHA.

ITauienmu nimHvo20 8iKy. Bik MOXKe BIIJIMBaTH Ha (papMaKOKiHETUKY BepalaMiny y
MallieHTiB 3 apTepianbHOIO rinepTeH3i€lo. [lepion HamiBBUBEIEHHSI MOXe OyTH
MIOAOBXKEHUN Y MalliEHTIB JIITHLOTO BiKy. BCTaHOBIIEHO, 1110 aHTUTIIEPTEH3UBHUU
e(ekT Bepanaminy He 3aJIeKUTh Bif BiKY.

ITauienmu 3 Hupkogow Hedocmamuicmto. ITopymeHHs QyHKIIl1 HUPOK He BIJIMBA€E Ha
(bapmMakoKiHETHKY BepallaMiny, 110 IPOAEMOHCTPOBAHO Y XOi ITIOPiBHSAIBHUX
OOCITiIKeHb y MalliEHTiB 3 HUPKOBOIO HEJOCTATHICTIO TEPMiHAIbHOI CTafil Ta ocib 3
HOpMaJbHOIO (PYyHKIIi€I0 HUPOK. Bepamamisn i HopBepanaMia He BUOAIAIOTECS 3a
OOIIOMOI 00 reMofiai3y.

ITauienmu 3 neuiHkogow HedocmamHicmtio. Ilepion HaNiBBUBEOEHHS 3POCTAE Y
Mali€HTiB 3 OPYIIEHO0 PYHKITI€EI0 MEeYiHKN 3aBASKU HU3BKOMY KJIIPEHCY Ta BEJIMKOMY
006’eMy po3nominy.

IToxa3zaHHSA

e ImemiyHa xBopoOa cepiis, BKIOYadu: CTabiIbHy CTEeHOKap/ilo HallPpyKEeHHS;
HecTabiNMbHY CTEHOKapHiio (IIporpecyiodya CTeHOKAPHisi, CTEHOKApP/isi CIIOKO0I0),
Ba30CHaCTUYHY CTEHOKapAilo (BapiaHTHa CTeHOKapHisi, CTeHOKapisa
[TpuHIIMeTasna), noCcTiHGpapKTHY CTEHOKapP[ilo y IallieHTiB 6e3 cepiieBoi
HeJIOCTATHOCTI, SIKII0 He mMoKa3aHi b-agpeHo610KaTOPH.

e ApuTMil: mapokcu3MasibHa HaAIIyHOYKOBa TaxiKap[is; TPIMMOTiHHS/MepeXTiHHSA
rnepencepnb 3i MIBUOKOI aTPIOBEHTPUKYJISIPHOIO POBIAHICTIO (38 BUHATKOM
cungpomy Bonbda-Ilapkincona-Yarita (WPW).

e ApTepiasbHa rinepTeH3sid.

IIporunnoka3aHHs
e I'imepuyTnuBicTh MO Bepamnaminy abo mo 6yab-sIKOT'0 iHIITOTO KOMIIOHEHTAa

npemnapary.
e KapmioreHHuu mioK.



AtpioBeHTpuKynsapHa 61okaga II abo III ctynens (KpiMm naiieHTiB 3

(PYHKIIIOHYIOUUM IITyYHUM BOLIEM PUTMY).

e CuHOpPOM c1abKOCTi CHHYCOBOT'O By3Jjia (KpiM Iali€eHTiB 3 QYHKIIIOHYIOYUM
IITYYHUM BOJIEM PUTMY).

e CeplieBa HeOCTATHICTD 3i 3HMKEHHAM (pakiiii Bukugy meuiie 35 % ta/abo
THCKOM Yy JIeTeHeBili apTepil Builie 20 MM PT. CT. (SKIIIO TiTbKM BTOPUHHA
HaAIIIYHOYKOBA TaXiKap[isa He Iigga€eThCs BIJIMBY Tepallil BepanaMijioM).

o QiOPUIALS/TPIIOTIHHS ITepeacepab NPHU HasIBHOCTI JOOAaTKOBUX IIPOBiTHUX
uuisaxiB (WPW-cuugpom ta LGL-cuEApoM). Y TakKux MallieHTIB IIPU 3aCTOCyBaHHI
BeparaMiiy TigpoxXJIOpuay € PU3UK PO3BUTKY IIIIYHOUYKOBOI TaxiapUTMii,
BKJTIOUAIOYH IITYHOYKOBY (PiOpUNIALIifO.

e Ilim yac yniKyBaHHSA IpenapaToM He 3aCTOCOBYBaTU OOHOYACHO BHYTPIIITHBLOBEHHO

B-agmpeHo60KaTOPHU (3a BUHSITKOM iHTEHCHUBHOI Teparrii).

B3aeMogisi 3 iHIIHMH JTiKapCLKHMH 3aCO00aMH Ta iHIII BHIHM B3a€EMOIiN

IocnigkeHHs MeTab0JIi3My BepalaMiny rigpoxJIopuny in vitro mokasanwu, IIo BiH
MeTabomi3yeThscs nmutToxpomom P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 ta CYP2C18.
Bepamnamin € iuribitopom pepmentiB CYP3A4 ta P-rnikomnporeiniB (P-gp).
IToBigoMIISIJIOCS ITPO KITiHIiYHO BaxkKJIMBi B3aemoyii 3 iHriditopamu CYP3A4, 1110
CYIIPOBOKYBaJIUCA MMiABUILIEHHAM PIBHA BepalaMily y Ijla3Mi KpoBi, TOAOl sIK
inmykTOopu CYP3A4 cupuuYuHSIN 3HUKEHHSA [1JIJa3MOBUX PiBHIB BepalaMiny
TigpoxJIopuny, TOMy HEOOXiZHO ITPOBOAUTH MOHITOPUHT W00 B3a€EMOZI] 3 iHITUMU
JIIKapChbKUMHU 3aCOo0aMmu.

IToTeniHi B3aeMopil, moB’s13aHi 3 pepMeHTHOIO cucTteMoio CYP-450

IIpa3o3uH: migBUILIEHHS CmaX nmpa303uny (~40 %) 6e3 BIIMBY Ha Ilepion
HalliBBUBEOEHHS. ADUTUBHUU TiMIOTEH3UBHUU e(PEKT.

TepaszosuH: migBuiieHHss AUC (~24 %) Ta CmaX (~25 %) Tepa3o3uHy. ADUTUBHUU
rinmoTeH3uBHUU e(PeKT.

XiHiIOUH: 3MEeHIIIeHHS KITipeHCy XiHiguHy (~35 %) npu repopaabHOMY IIPUNOMI.
MozkIuBUM PO3BUTOK apTepiabHOI TIIOTEH3il, a y Halli€HTIB 3 rirnepTpodivHOIO0
OOCTPYKTUBHOIO KapaioMiomnaTi€io - HaOpsK JIereHis.

®nexkaiHiOuH: MiHiMaIbHUU BIJIUB Ha KJIipeHC ¢IeKalHiguHy y naa3Mi KpoBi (<~10
%); He BIIJINBA€E Ha KJIipeHC BepanaMiny y Ijia3Mi KpoBi (guB. po3ain «OcoOmuBoCTi
3aCTOCYBaHHS»).

Teo@iniH: 3HNKEHHSI OPAJIbHOTO Ta CUCTEMHOTO KJTipeHcy mmpubnusHo Ha 20 %, y
KypuiB - Ha 11 %.



Kapbamaszenin: ninBuinienHss AUC kap6ama3zemniny (~46 %) y XBopux i3 pedppaKkTepHOIO
MapIliabHOIO eIlijIerncie€lo; MigBUIIeHHS PiBHIB KapOaMa3emniny, 1110 MOXKe COPUYNHSATH
mobiuHi epekTn KapbaMa3eniny, Taki sIK AUIIIONisA, TOJIOBHUM 0inb, aTakcisg abo
3arraMOpPOYEeHHS.

deHimoiH: 3HUKEHHS KOHILIEHTPallil BepanaMiny y mjaa3Mi KpoBi.

Iminpamin: 36inbmenss AUC (~15 %) iminpaminy 6e3 BIJIMBY Ha aKTUBHHUM MeTabOJIiT
oe3unpamis.

I'7i6ypud: nigBUIIEHHS Cm < rnioypuny nmpubdnusxo Ha 28 %, AUC - Ha 26 %.

a

KoaxiuuH: 36inbmennus AUC (mpubnu3Ho y 2 pa3u) Ta CmaX (mpubnu3uHo y 1,3 pa3sa)
KOJIXilluHy. PEKOMEHOY€ETHCSA 3MEHIIINTU 003y KOIXIINHY (OUB. IHCTPYKIIiO A1
MEOWYHOI'0 3aCTOCYBaHHS KOJIXIIIUHY).

KaapumpomiuyuH, epumpomiyuH, meaAimpoMilyuH: MOXKIINBE HiABUILIEHHS PiBHIB
Bepanaminy.

PugamniyuH: MOXKIIMBE 3HUXKEHHS TiIIOTEeH3UBHOTO epeKTy. 3HuKeHHss AUC
Bepanaminy (~97 %), Cmax (~94 %), 6iogOCTYITHOCTI ITicJIg TTepopaibHOTO
3acTtocyBaHHA (~92 %).

IlokcopybiyuH: IpU OOHOYACHOMY 3aCTOCYBaHHI TOKCOPYOIIIMHY Ta BepanaMiny
(mepopanbHO) nigBuinyeTbca AUC (~104 %) Ta Cmax (~61 %) mokcopyOiuHYy y
I1J1a3Mi KPOBi y XBOPUX i3 APiOHOKIIITUHHUM PaKOM JIeTeHiB.

deHobapbima TigBUIITy€E OpaIbHUM KIIipeHC BepamaMiny y 5 pasis.
BycnipoH: 36inbiierHss AUC Ta Cmax Ooycmipony y 3,4 pa3a.
Midazonam: 36inbmieHHss AUC miga3onaMy y 3 pa3u Ta Cmax -y 2 pa3u.

Memonpoaoa: 36inbmenus AUC metomnponony (~32,5 %) Ta Cmax (~41 %)y
MalieHTiB 3i cTeHoKapmaieio (AuB. po3mi «OcoOIUBOCTI 3aCTOCYBAHHST»).

ITponpaHoaoa: 36inbuierHss AUC mporpanonony (~65 %) ta Cmax (~94 %) y natieHTiB
3i creHoKapmi€eio (quB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

Jlu2okcuH: y 3mOpoBUX JOOPOBOBIIB 30i/TbIIIEHHS Cmax OUTOKCHUHY (~44 %), C12h
(~53 %), CSS (~44 %), AUC (~50 %). PekoMeHIOBaHO 3MEHILIUTHU O03Y OUTOKCUHY

(muB. TaKOX po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

JueimoKcuH: 3MeHIIeHHS KJIIPEeHCY OUTITOKCUHY (~27 %) Ta eKCTpapeHaJlIbHOTO
KiipeHcy (~29 %).



LlumemuouH: 36inbmyeThess AUC R-Bepanaminy (~25 %) Ta S-Bepanaminy (~40 %) 3
BIAIIOBIOHUM 3HUKEHHSM KiIipeHCy R- Ta S-Bepamawminy.

LluxaocnopuH: 36inbienus AUC, Cm < CSS IIMKJIOCTIOPUHY npubn3Ho Ha 45 %.

a

Egepoaimyc: 36inbuieHHst AUC eBeportiMmycy (mpu6bnu3sHo y 3,5 paza) ta C
(mpubnu3Ho y 2,3 pa3za). 30inbimenus C

max

trough Bepamnaminy (mpubnu3Ho y 2,3 pasa).

Moxe 0yTH HeoOXimHMM TOYHe BU3HAYEeHHS KOHIIEHTpAIlil Ta M031 eBepPosIiMycCy.

Cupoaimyc: 36inbimenas AUC (mpubnusHo y 2,2 pa3a) cuponimycy, 30inbiieHHss AUC
(mpubnu3Ho y 1,5 pasa) S-Bepamnaminy. Moxke 0yTu OTpiOHMM BU3HAYEHHS
KOHIIEHTPALii Ta KOPEKIlis J03U CUPOJIIMYCY.

Takpoaimyc: MOXKIUBe 30iMbIIIEHHS PiBHS I1IHOTO IpelapaTy y MmjIa3Mi KpoBi.

JIinido3HuocyeanvHi 3acobu (iHe2ibimopu I'MI-KoA-pedykma3su (cmamuHu)):
nikyBaHHA iHri6iTOopamMu 'MI'-KoA-penykTa3u (CHMBacTaTUH, aTOPBACTaTHH,
JIOBaCTaTHUH) [JId MAIi€HTIB, SKi IPUUMalOTh BepallaMifi, CJIifi PO3MO4YUHATHU 3
HaWHUXKYUX MOXKJIMBUX 03 Ta MOCTYIOBO 1X 30ibITyBaTH. AKIIIO MAIliEHTY, IKUN BXKe
IIpuiiMa€e BepamnaMis, HeoOxigHe npu3HadeHHs iHribiTopy I'MI'-KoA-penyKkTas3u, Ciif
BpaxyBaTU HeOOXimHe 3HMKEHHS 031 CTAaTHUHIB i mimiOpaTy mo3yBaHHS BiOIOBIOHO [0
KOHIIeHTpallil X0JIeCTEPUHY Y IJIa3Mi KPOBi.

AmopsacmamuH: MOXJIMBE MiIBUINEHHS PiBHSI aTOPBACTaTUHY. ATOPBACTAaTHH
30inbiye AUC Bepamnaminy npubau3Ho Ha 43 %.

JloeacmamuH: MOXKJIUBe IIiABUIIIeHHS piBHA JloBacTaTuHy. 30inbmerHHss AUC (~63 %) i
C (~32 %) Bepamnaminy.
max

CumeacmamuH: 30inbuieHHss AUC cuMBacTaTuHy npubnu3Ho y 2,6 pa3sa, Crn
CcUMBacCTaTUHY - y 4,6 pa3a.

aXx

® 1ysacmamuH, npagacmamuH ma po3ysacmamuH He MeTab0J1i3yI0ThCS IIUTOXPOMOM
CYP3A4 Tta MaioTh MEHITy iMOBIpHICTh B3a€MOZIl 3 BepanaMiJiOM.

Aamompunmat: 36inbienHss AUC Ha 20 %, CmaX - Ha 24 %.

Cy1biHNipa3oH: NigBUILIEHHS OPaJIbHOI0 KJIipEeHCYy BepamnaMiny B 3 pa3u, 3MeHIIeHHS
biogocTymnHOCTi - Ha 60 %. Moxke crnocTepiraTucs 3HUXKEHHS TiMOTEeH3UBHOTO e(eEKTY.

I'petingppymosuli cik: 36inbimyetsess AUC R-Bepanaminy (~49 %) Ta S-Bepanaminy
(~37 %), 30inbIIyETHCS CmaX R-Bepamnaminy (~75 %) Ta S-Bepamnawminy (~51 %) 6e3
3MiHM IIepioay HaliBBUBEAEHHS Ta HUPKOBOIO KilipeHCy. Ciif YHUKaTU BXKUBaHHS
rpeundpyToBOro COKY 3 BepalaMijioM.



38ipobitll npodipsieaeruli: 3meHIyeTbcst AUC R-Bepamaminy (~78 %) ta S-

Bepanaminy (~80 %) 3 BiATIOBiZHUM 3HUKEHHSIM Cmax'

[HI11i B3aeMomil

ITpomusipycHi (BIJI) 3acobu: yepe3 3maTHICTh OeIKUX ITPOTUBIPYCHUX 3aC00iB, TaKUX
sIK PUTOHAaBip, IPUTHIYyBaTH MeTa0O0Ii3M IIJ1a3MOBi KOHIIEHTpAallil BepalmaMijly MOXYyThb
3pocTtaTtu. [Ipu3HayaTu 3 oO6epexkHiCcTI0O ab0 MOXKe BUHUKHYTH HEeOOXigHICTD y
3HU2KEHHI 03U BepalaMmimny.

JIimit: IOBiOMIISITIOCS IIPO HiABUINEHY HEMPOTOKCUYHICTS JITiI0O IPY OOHOYAaCHOMY
3aCcTOCyBaHHi BepamaMiiy rimpox/jopuay Ta iiTito 6e3 abo 3 MmigBUIIIeHHSIM PiBHIB JIiTii0
y m1a3Mi KpoBi. OgHakK y Mali€eHTiB, sKi IOCTIMHO OTPUMYBaJI OOHAKOBY OO3Y JIiTitO
IIepopasibHO, OJaBaHHS BepallaMily rigpoxXJIOpuUAy IPU3BOOUIIO OO 3HUXKEHHS PIBHIB
JIiTito y 11a3Mi KpoBi. ITaltienTH, gKi oTpUMyIOTh 00MIOBa JIiKapChKi 3acobu, ITOBUHHI
nepeOyBaTH IIif peTeNbHUM HaTJISII0M.

Hetipom’s1308i 610Kamopu: KITiHiYHiI JaHi Ta JOCiIXKeHHs Ha TBapWHAaX CBim4YaTh, IO
BeparaMiny rigpoxJIopua MoXe IMOTeHIIiIoBaT! aKTUBHICTh HEMPOM I30BUX OJIOKATOPIB
(KypapenofiOHUX Ta AenoNapu3yioumnx). Moxke BUHUKHYTU HEOOXiOHICTh y 3HUKEHHI
003U BepalaMiiny rimpoxaopuny Ta/abo qo3u HeMpoM si30BOro 6j10KaTopa mpu
OOHOYACHOMY 1X 3aCTOCYyBaHHi.

Auemuscaniyua08d Kuc/0mad: MiaBUIIeHa MOXKJINBICTh KPOBOTEUI.
Emanos (an1K0204b): TiOBUILIEHHS PiBHSA €TAHOJIY Yy IIJIa3Mi KPOBI.

AHmuzinepmeH3ueHi 3acobu, diypemuku, 8a300U1amMamopu: ITOCUJIEHHS
TiIIOTEH3UBHOTO €(EKTY.

MemaopmiH: omHOYACHE 3aCTOCYBaHHS 3 BepanaMijioM MOXKe 3MEeHIIINTHA
e(peKTuBHICTL MeTHOPMiHY.

Oco006/1MBOCTi 3aCTOCYBaHHS

T'ocTpui iHDapKT MioKapaa

[IpemaparT ciig 3acTOCOBYBAaTH 3 00€PEKHICTIO IMalliEHTaM 3 TOCTPUM iHpapKTOM
MioKapma, yCKiIagHeHUM OpaguKapai€io, BUpaXKeHoI0 apTepialbHOIO TirmoTeH3ie abo
OnCGYHKITIEIO JIIBOTO IMITYHOYKa.

CepiieBa O0710KaOa/aTPioBEeHTPUKYISIPHA O1oKaga I cTyneHss/OpaguKapnist/aCucToIisa

Bepamnawminy rigpoxyiopuz BIIJIMBA€E Ha aTPiOBEHTPUKYISPHUN Ta CUHOATPiaIbHUU
BY3/IU Ta IIPOJIOHTYE Yac aTPiOBEHTPHUKYIISIPHOI IIPOBiAHOCTI. 3aCTOCOBYBaTH 3



00€epekKHICTIO, Yepes Te 110 PO3BUTOK aTPioBeHTPUKYIsApHOiI 61mokanu II ado III
CTyIleHs (110 € MPOTUIIOKa3aHHAM) a00 OJHOIIYYKOBOI, IBOTYYKOBOI ab0 TPUNYUYKOBOI
6s10kamu HixkKM 'ica moTpedye BimMiHM HACTYIHUX 03 BeparaMinly rigfpoXJIopUay Ta
MIpHU3HaYeHHSs BiAIIOBigHOI Teparil B pa3i moTpeodu.

Bepamnawminy rigpoxjopuz BIIJIMBA€E Ha aTPiOBEHTPUKYJISIPHUN Ta CUHOATpPiaJlbHUU
BY3/IU Ta OyXKe PigKO MOKe CIPOBOKYBaTU BUHUKHEHHS aTPiOBEHTPUKYIAPHOL
6mokanu II a6o III ctymensi, 6paguKapmiro Ta HaaA3BUYAWHO PiIKO - aCUCTOit0. Bimbi
BipOTiZHO, III0 TaKi CUMIITOMU OYOyTh CIIOCTEPIraTUCS Yy IalliEHTIB i3 CUHOAPOMOM
c1abKOCTi CHHYCOBOT'O By3/a (CMHOAaTpialbHa By3/10Ba XBopo0a), IKUM dacTille
3yCTpiYaeThCA y HMALi€HTIB JIITHHOTO BIKY.

AcucTomnis y malli€eHTiB, IKi He MalOTh CHHOPOMY CJ1a0KOCTi CHHYCOBOTO By3711a,
3a3BUYal KOPOTKOTPUBAa (KilbKa ceKyHp abo MeHIe), 31 CIOHTAaHHUM IIOBEPHEHHSIM
0 aTPiOBEHTPUKYISIPHOIO By3Jjila a00 HOPpMaJIbHOTO CUHYCOBOTO PUTMY. SKIIIO 11
sIBUIIle He IIBUOKOIUIMHHE, CIIif HeraHO pPO3II04YaTH BiANOBIOHY Teparmiio (OUB. PO3Oin
«ITobiuHi peakirii»).

AHTHapUTMiUHI 3acobu, b-agpeHob10KaTOPH

B3aeMmHe nmocuneHHs KapAioBacKyJIAPHOIL fil (MigBUIEHHS CTyIIEeHS
aTPiOBEHTPUKYJIIPHOI 6JIOKaOu BUCOKOTO CTYII€HS, 3HauHe 3HUKEHHS YaCTOTHU
CepleBUX CKOPOYEHb, IOSIBa CEPLIEBOl HEJOCTATHOCTI, 3HAYHE 3HUXKEHHS
apTepianbHOTO TUCKY). AcUMIITOMaTH4YHa Opagukapmis (36 ya/xB) 3 OnyKanoduM
BOJIEM PUTMY IIepencepasa CIoCTepirajacs y MalieHTiB, SKi OTpUMyBall CyIIyTHIO
Tepalilo OYHUMU KpanjasiMU 3 TUMOJIOTIOM (b-agpenobnokaTop) Ha Tii
JIIKyBaHHS BepaliaMiny TigpoXJI0pHUOOM.

IIUTOKCHUH

IIpu ogHOYacHOMY 3aCTOCYBaHHI Bepalamiily 3 QUTOKCUHOM CJIil 3MEHIIUTHU 003y
OUTOKCUHY (OUB. po3[inn «B3aemMopis 3 iHIIMMH JTiKapChbKUMU 3aco0aMu Ta iHII BUOU
B3aEMOOIN»).

CeplieBa HEJOCTATHICTh

[Tepen moyaTKOM JIiKyBaHHS BepaliaMijioM HeoOXigHO KOMIIEHCYBaTU CEPIIEBY
HEeOOCTaTHICTh Yy MallieHTiB i3 ¢pakiliero BUKuUAy Oinbiile HixK 35 % Ta ageKBaTHO
KOHTPOJIIOBATU IIPOTATOM YChOT'O IIEPIOAY JIIKYBaHHS.

Iariditopu 'MI'-KoA-penyKTa3u (CTAaTHHU)

IuB. po3min «B3aeMopis 3 iHIIMMH JIIKAPCHKUMU 3aco0aMM Ta iHII BUOM B3a€EMOi».

IMTopyIiieHHSI HEPBOBO-M’ sI30BO1 ITPOBITHOCTI




Bepamnaminy rimpoxiopup ciifi 3aCTOCOBYBaTH 3 00€peKHICTIO IPU HAasIBHOCTI XBOPOO 3
MOPYUIEHHSIMHA HEPBOBO-M I30BO1 MPOBigHOCTI (MiacTeHiss (Myasthenia gravis),
cunapoM JlamGepTa-IToHa, mporpecyiodya M’si3o0Ba quctpodis [lioiieHa).

HupkoBa HEJOCTATHICTD

Xo4ya [aHi DiATBEPOXKEHUX IIOPIBHAJILHUX OOCIIIOXKEHD IT0Ka3au, 110 HUPKOBa
HeIOOCTaTHICTh He BIIMBa€ Ha (papMaKOKIHETHKY BepamnaMily y Malli€HTiB i3
TePMiHaJIbHOIO CTaOi€l0 HUPKOBOI HEAOCTATHOCTI, OYJI0 KilTbKa MOBiHOMIIEHb, SIKi
CBiu4aTh IIPO Te, 1110 HallieHTaM i3 HUPKOBOI HEOOCTaTHICTIO CJIil 3aCTOCOBYBaTHU
BepamnaMij 3 00epexKHiCTIO Ta ITiJi peTeJIbHUM HarjsaaoM. Beparamin He BUBOOUTHCS 3a
DOIIOMOI 00 reMofiai3y.

IleuinkoBa HEOOCTATHICTH

[NTamieHTaM 31 3HAYHUM IIOPYIIEHHSAM (QPYHKIIil IeYiHKY CJIif 3aCTOCOBYBaTH BepamnaMin
3 o0epexHicTIO (OuB. po3din «Crocib 3aCTOCYBaHHS Ta [O3U»).

fAK110 y naiieHTa BCTaHOBJIEHA HEIIEPEHOCUMICTh OesAKUX LYKPIB, CIIifg
ITPOKOHCYJIbTYBATUCS 3 JIiKapeM, MepIl HiXK ITpuiMaTu el JTikapChbKuu 3acio.

3maTHiCTh BIUDIMBATH HA IIBHIKICTH peakilili Mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a0o0 iHmIMMHu MexaHi3MaMHu

Yepe3 aHTUTINIEPTEH3UBHUMN e(pEeKT BepanaMily TigpoxXJI0puAay, 3ajIeKHO Bif
iHOMBiOmyasibHOI peakilil, 34aTHICTh KepyBaT¥ TPaHCIOPTHUMM 3acoO0aMu, IpalfoBaTH 3
MexaHi3MaMu abo0 mpallfoBaTH B HeOE3IMeYHUX YMOBaxX MoxKe OyTHU MopyllIeHa.
Oco6MBO 11e CTOCYETHCSA MOYATKOBOI (ha3u JIiKyBaHHS, IPU IMiABUIIEHHI 03U, ITPU
3MiHi riMOTEH3UBHOIO IIpenapary, a TaKoXK IIPU OJHOYaCHOMY IIPUKMOMI IIpenapary 3
asikorosieM. Bepanamin MozKe HigBUILIYBAaTU PiBEHb aJIKOT'OJIO B I1J1a3Mi KPOBi Ta
VIIOBIJIbHIOBATH MOT0 BUBEOEHHS, TOMY i aJIKOTOJI0 MOXKe MiJCUJTIOBATUCH.

3acTocyBaHHs y nepios BariTHOCTi a0o rogyBaHHS IPyaaio

YiTki Ta moOpe BUBYEHI laHi 3aCTOCYBaHHS IpelapaTy BariTHUM KiHKaM BiICyTHI.
IocmimXeHHs Ha TBapUHaX He BUSBUJIM IIPSIMOTr0 a00 HEIIPSIMOTO IIKiAJIMBOTO BIIJIUBY
CTOCOBHO PETNPOAYKTHUBHOI TOKCUYHOCTI. OCKiNbKM OaHi, OTpuMaHi B pe3yabTaTi
PEenponyKTUBHUX OOCIIIAXKEHb Ha TBapUHaX, He 3aBX/OXU MOXKHAa €KCTpaIlojloBaTyu Ha
JIIOOWHY, IpemnaparT CJIif 3aCTOCOBYBaTHU Y II€Piofd BariTHOCTI TiIbKM B pa3i HarajabHOIL
moTpeou.

Beparmnawmin npoHvKae yepes MialeHTy Ta BU3HAYA€EThCA Y IIYIIOBUHHINU KPOBI.



Bepanamin Ta #ioro MetaboJIiTH IPOHUKAIOTh V IPpyaHe MoioKo. OOMexKeHi gaHi 1momo
IIepOopaybHOr0 IPUUOMY 3 YYacCTIO JIIOOUHU CBigYaTh, 110 403a BepalaMiny, siKa
oIlaJla€ B OpraHi3aM HOBOHaPOOKeHoro, € Hu3bpKoi (0,1-1 % mo3u, npunHsSITOl
MaTip’10), TOMYy 3aCTOCYBaHHS BepaliaMily Moxke OyTH CYMICHUM 3 TOAyBaHHSAM
rpPynnio, aje PU3UK [OJ11 HOBOHAPOOXKEeHUX He MOXKHa BUKJIIOUWTHU. 3BaXKal4yu Ha
PHU3UK II0SIBU CEPUO3HUX IMTOOIYHUX peakiliii y HOBOHAPOIXKEHUX, TKUX TOOYIOTh
TPYAO0, BepalaMisn y mepiofg rogyBaHHS I'PYAO0 MOXKHa 3aCTOCOBYBATHU TiJIbKM y pasi
HaraJabHOI ITOTpebu OJisg MaTepi.

Cmocid 3acTocyBaHHs Ta I03H

o031 BU3HaA4ae JIiKap IHOMWBIOyaJlbHO OJI KOXKHOIO mnartienTa. [Ipemapart ciig
IpUU¥MaTU He PO3CMOKTYIOUYU Ta He PO3XKOBYIOYM, 3 JOCTATHHOK KUIBKICTIO PiIVHU
(Hammpuknazn 1 CKIsSTHKa BOOH, B 2KOOHOMY BHUIAAKy He rpeunpyTOBUH CiK), Kpallle 3a
Bce ITig 4ac abo oxpa3y micis iou.

Iopocai ma nioaimku 3 macorw miaa b6iavwe 50 K2

TwemiyHa x8opoba cepus, NapoKCcu3mMaabHaA HAOWAYHOUKO8A maxikapois,
mpinomiHHsA/mepexmiHHA nepedceplb

PekomeHpoBaHa mo6oBa go3a cTaHOBUTE 120-480 Mr, po3mineHa Ha 3-4 IPUNOMU.
MakcumarsnbHa goboBa go3a - 480 mr.

ApmepiaabHa 2inepmeH3is
PekomenpoBaHa mo6oBa mo3a cTaHOBUTE 120-360 Mr, po3mnofiieHa Ha 3 TPUKOMHU.

imu cmapwo2o 0owKinbHO20 B8iKYy 00 6 pOKie mijibKu Npu NOPYWeEHHAX cepu,eso2o
pummy: peKoMeHaoBaHa go3a - y Mexkax 80-120 mr Ha moOy, po3mnopineHa Ha 2-3
IIPUUOMU.

Himu 6-14 pokie misabKu npu NOpyweHHAX cepueso20 pummy: peKOMeH0oBaHa go3a -
B Mexkax 80-360 Mmr Ha moOy, po3mnofineHa Ha 2-4 TpUioOMHU.

ITopyweHHsA ¢pyHKUII HUPOK

IocTtymHi maHi onrcaHo B po3mini «OcobmIuBOCTi 3acTocyBaHHs». [lalieHTaM 3
HUPKOBOIO HEOCTaTHICTIO BepanaMily IigpoXJIOPUL CJIif 3aCTOCOBYBaTH 3
00epexXKHICTIO Ta ITil peTeIbHUM HarJIsIoM.

ITopyweHHs ¢yHKUil neuiHKu

Y xBopuX i3 nopyumeHHEAMU QYHKIIIM MEeYiHKHA 3aJ1€KHO Bifl CTyIIeHs TSIKKOCTI Ois
BepanaMijy riipoxXJIopuay MOCUTIOETHCS Ta MOAOBXKYETHCS Yepe3 YIIOBIIbHEHHS



po3mnany jikapchkKoro 3aco0y. ToMy B TaKUX BUITAOKaX JA03YBAaHHS CJIig BCTAHOBJIIOBATHU
3 0C00/TBOI0 00EPEXKHICTIO Ta PO3MOYMHATUA 3 MaIUX M03 (HAIIPUKIIAI, /IS XBOPUX 3
MopyIlieHHsAMU GYHKIIN ITediHKu cnodaTKy 2-3 pa3u Ha moby mo 40 mr, BimmosigHO 80-
120 mr Ha moOy), ouB. po3ain «OcoOIUBOCTI 3aCTOCYBaHHS».

He nmpuiiMmaTu mpemnapar y IIOJI0XKeHHi JTexKauu.

Bepanawminy rimpoxiopupg He MOXKHa ITpU3HadYaTH XBOPUM 3 iH(papKTOM MioKapaa
IPOTATOM 7 OHIB IiCIs MOMil.

[Ticns TpuBaiol Teparlil Ipemnapar CJIif BiDIMIHUTH, IIOCTYIIOBO 3HUXKYIOYHU I03Y.

TpuBasicTh JIIKyBaHHA BU3HAYA€ETHCA JIIKapeM IHOWBIAyaJIbHO Ta 3aJIEKUTh Bifl CTaHY
nairieHTa i mepebiry 3axBoploBaHHS.

itk

Bepanawminy rigpoxiopug MOXKHa 3aCTOCOBYBATHU OiTAM TiJIbKU IIPU MOPYIIEHHSIX
cepieBoro putmy (OuB. po3min «Criocib 3aCTOCyBaHHS Ta OO3U»).

Ilepeno3yBaHHA

Cumnmomu: apTepianbHa TinoTeH3iss, OpaguKapAis 0O aTPiOBEeHTPUKYIIAPHOI 67I0Kagu
BUCOKOT'O CTYIIEHS Ta 3yIMHKU CHHYCOBOI'O By3Jla, TOCTPHUU PECIIipaTOPHUU OUCTPEC-
CUHIIPOM, TilepriikeMis, cTymop Ta MeTtabomiuHui anmungo3. CrocTepiraaucs meTanbHi
BUIIAaJKM B pe3yJbTaTi Iepeno3yBaHHS.

JIikygeaHHA nepedo3yB8aHHA 8epanaminy 2i0poxa10pudy MOBUHHO OyTU T'OJIOBHUM
YUHOM MiATPUMYIOYUM Ta iHOUBiOyanbHUM. b-afpeHepriuHa cTUMYIAIisA Ta/abo
BHYTPIIIIHbOBEHHE BBEAEHHS IIperaparTiB KaJbllilo (KaJbIlifo XJI0OpUA) e(PeKTUBHO
3aCTOCOBYIOTHCS [JIs1 yCYHEHHS CUMIITOMIB HABMUCHOTO Iepefo3yBaHHSA IIPU
IIepopajibHOMY 3aCTOCYBaHHI BeparnaMily rigpoxjiopuny.

Y pa3si 3HauHOIl apTepianbHOI rinoTeH3il abo aTPiOBEHTPUKYISAPHOI OJI0Kagu BUCOKOTO
CTymneHs HeoOXigHO 3aCTOCOBYBaTHU 3aco0H, 110 IMiABUILNYIOTh apTepialbHUN THUCK
(cymuHO3BYXKYyBaJlbHi), a00 KapoioCTUMYISTOPH, BigmoBimHo. ITpu acucTosii
OOHOYACHO 3 3aCTOCYBaHHAM 3BHYAWHUX 3aXOMiB CJIiT 3acTOCyBaTu b-agpeHepriuny
CTUMYJISIIiIO (HallpuKIIa i300pOoTepPeHoy TigpoXIopun), il 3acobu, CIipsiMoOBaHi Ha
ITiIBUIIIEHHS apTepiabHOT0 TUCKY, ab0 MPOBECTH BiJHOBJIEHHS CEPIIEBOI OisIIbHOCTI
Ta OJUXaHHSI.

Bepanaminy rigpoxyiopug He BUBOOUTHCA 3a JOIIOMOTOI0 reMofiati3y.

IToOiuni peakmii



Hattyacrimie cnocrepiranucs Taki mob6iuHi peaxiiii: TojioBHUM 0iflb, 3allaMOPOYEHHS;
IIJTYHKOBO-KUIIIKOBI pO3j1afu: HyOoTa, 3amop Ta 0ifb y 2KMBOTi; TaK0XK OpaguKapmis,
TaxXikapmis, BimuyTTs ceplieOUTTs, 3HUXKEHHS apTepialbHOTO THUCKY, TimepeMis,
nepudepudHN HaOpPSK Ta BTOMJIIOBAHICTh.

3 60Ky iMyHHOI cucmeMu: TiIepPUYyTIUBICTb.

Heepoo2iuHi po3aadu: 3aiaMOpPOYEHHS, TOOBHUM Oinb, mapecTesis, TpeMop,
eKCTpalipaMifgHi po3nagu, napaid (TeTpanapes)*, emijienTUYHI Halnagu.

3 60Ky 06MiHY peuo8uH, Memaboai3mMy: HEBITOMO - TillepKasieMis.
IlcuxiyHi nopyweHHA: COHJIUBICTS.
3 60Ky opeaaHie cayxy ma eecmuby/1sipHO20 anapamy: O3BiH y ByxXaX, BEPTUTO.

3 60Ky cepueso-cyOuHHOI cucmemu: OpaguKapmis, rimepeMist, 3HUKEHHS
apTepiambHOTO TUCKY, BiTUyTTs CepueOUuTTs, TaXikapdisi, aTpioBEeHTPUKYIIIPHA
6mokapa I, I abo III cTyneHs, ceplieBa HEIOCTATHICTh, 3yIIMHKA CUHYCOBOTO By371a,
CUHYCOBa OpaguKapisi, aCUCTOIIis.

3 60Ky OuxasnvHOi cucmemu, op2aHie 2pyOHOI KAIMKU ma cepedoCmiHHS:
OpOHXOCIIa3M, HEBIIOMO - IHCITHOE.

IIInyHKOBO-KUWKOBI po3aadu: HynooTa, 3aropu, 6inb y XKUBOTi, 6/1I0BaHHA, TUCKOMGPOPT
y KUBOTIi, KUIIIKOBa HEIIPOXiAHICTS, Tillepnsasia gceH (TiHTiBiT Ta KpoBOTeYa).

3 60Ky wkKipu i nidwWKIipHOI KAIMKOBUHU: Tieprigpos, aHTiOHEBPOTUYHUMN HAOPSK,
cungpom CriBeHca-[[2KOHCOHa, My/TbTU(OPMHA epuTeEMa, MaKyJIONanyIbO3HUW BUCHII,
aJsioriellisi, KPONUB ' sTHKA, BigUyTTs cBepbexky, cBepbixK, mypIiypa.

3 60Ky onopHo-pyxo080i cucmemu i CnoAy4HOI MKAHUHU: Mianris, apTpanris, M’ s130Ba
crnabKiCcTh.

3 60Ky HUPOK ma ceuyosudinbHOI cucmemu: HEBIMOMO - HUPKOBA HENOCTATHICTh.

3 60Ky penpodyKkmueHOi cucmemu ma MO/104YHUX 3A/103: ePeKTUIbHA TUCHYHKIIIS,
riHeKoOMacCTis, rajakTopes.

3azanvHi po3aadu: nepudepuyHuil HaOPsSIK, BTOMJIIOBAHICTh.

JlabopamopHi NnOKa3HUKU: MigBUIIEHHS PiBHIB me4iHKOBUX (pepMeHTIB Ta PiBHS
IIPOJIaKTUHY B CUPOBATIIi KPOBI.

*¥Y xomi moCTMapKeTUHTOBUX CIIOCTEPEXKEHb OOUH pa3 IIOBIIOMIISIJIOCA PO Ilapasiy
(TeTpanape3), acolliiioBaHu# 3 KOMOiHOBaHMM 3aCTOCYBaHHSIM BepalaMiny Ta



KonxinuHy. Ile Moxke OyTH 3yMOBJIEHO TPOHUKHEHHSIM KOJIXIITUHY Yepes
reMaTtoeHIledaniuHui 6ap’ep BHACTIIOK npurHivenHs Bepamnaminom CYP3A4 ta P-gp,
OUB. PO3Oia «B3aeMofisi 3 iHINIMMU JTIKaPChKUMHU 3acoO0aMu Ta iHIIN BUOW B3a€EMOIiM».

TepMmin npugaTHOCTI
5 pOKiB.
VYMoBHM 30epiranus

36epiraTy B OpUTiHAJIbHIN YIIAKOBIIi IIpK TeMrepaTypi He Buie 25 °C.

30epiraty y HeIOCTYIIHOMY OJIS OiTE€U MicCIIi.

VYnakoBka

ITo 10 TabneTok y 6ricTepi, 1o 2 61icTepu B KapTOHHIM mayiii.

Karteropis Bignycky

3a penemnTomMm.

BupooHuK

ToBapucTBO 3 00MEexKEeHOI0 BifinoBimanbHicTiO «Jlocnigauit 3aBon «[THLIJIC».

Micue3Haxo/dKeHHsI BHUPOOHHMKA Ta HOro aJgpeca MicIisi IPpoBaJaXKeHHSI
IisIIHLHOCTI

Ykpaina, 61057, XapkiBcbKa 0071., MicTO XapKiB, Bysuilsi Bopob6iioBa, OyouHOK 8.

(Tosapucmeo 3 obmedceHor gionogioanvHicmio «JocaioHutll 3a800 «I'HI[JIC»)
[Ixepesno iHCTPYyKIil

[HCTpYKIIito TiKapChKOro 3aco0y B3sTO 3 oQilliiHOTO mKepesia — [lepKaBHOTO PEECTPY

JIiIKapChKHX 3ac00iB YKpaiHu.
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