IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BEPAIIAMIJI - JAPHUIIA

(VERAPAMIL - DARNITSA)

Cknao:
ditoua pevosuHa: verapamil;
1 TabneTka MiCTUThL Bepamnaminy rigpoxmopuny 40 mr;

[OIIOMIKHI PeYOBUHU: JTaKTO3a MOHOTIIpAT, LIe/I0J103a MIKPOKPUCTAJIiuHa, KYKYPYLA3IHUI
KpOXMaJlb, TilIpoMeso3a, KpockapMesio3a HaTpilo, KPeMHII0 OiOKCUL KONIOoIgHUY Oe3BONHUM,
TaJIbK, MarHilo cTeapar, cemidinm 752 6inuii, makporoin 4000.

JIikapcbka ¢opma. TabneTku, BKPUTI IJTiIBKOBOIO 000JI0HKOIO.

OcHo8Hi (i3uko - xiMiuHi 81acmueocmi: TabNeTKU, BKPUTI IIJIiIBKOBOIO 000IOHKOI0, 6iIor0 KOJILOPY,
KPyriol ¢opMH, 3 ABOOIYKIIO TOBEPXHEIO.

®dapmakoTepaneBTUYHA rpyna. CeJeKTHUBHI aHTArOHICTU KaJbIli0 3 TIepeBaxkKHOIO [Ii€10 Ha ceple.
[MoxingHi deninankinaminy. Kog ATX C08D AO01.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Bepamawmin 6;10Kye TpaHCMeMOpPaHHUM MOTIK i10HIB KaJIbIlil0 ¥ KAPOIOMIOIIUTH Ta KITITUHU T'agKuX
M’s13iB cyguH. Bin 6e3nocepenHbo 3MeHIIye moTpeOy Miokapaa y KMCHi 3a paXyHOK BIIJIUBY Ha
eHepreTUYHO 3aTpaTHi mpollecu MeTabomi3My y KIiTHHAX MioKapaa Ta HEIIPSIMUM YMHOM BIIJIUBA€E Ha
3MEHILIEHHS TOCTHaBaHTaXXeHHS. 3aBAsKM 0JI0KyBaHHIO KaJIbI[iEBUX KaHaJIiB I'TafleHbKOl
MYCKyJIaTypyu KOPOHAPHUX apTepiy MPUIIKUB KPOBi 40 MioKapaa IIOCUIIIOETHCS, HaBITh y
IIOCTCTEHOTUYHUX OiIAHKAX, i Clla3M KOPOHapPHUX apTepiil 3HIMaeThCs. AHTUTIIePTeH3UBHA
e(eKTHUBHICTh BepanaMiny 3yMoBIeHa 3MEeHIIEHHSIM OIIOPY NepupepuyHux cyauH 6e3 30imbIIeHHS
yacToTu cepiepux ckopouerb (HCC) sk pednekTopHoi Bigmosimi. HebaxkaHnux 3MiH diziomoriganx
BEJIMUYUH TUCKY KPOBI He CIIOCTepiraeTbCs. BepanaMin YMHUTH BUPaKeHY aHTUAPUTMI4HY A1,
0C00IMBO IIpY HAOUIIYHOUKOBiM apuTMii. BiH 3aTpuMye npoBefeHHS iMITyIbCY B



aTpPiOBEHTPUKYJISIPHOMY BY3Jli, BHACJIiIOK YOT0, 3a/I€3KHO Biff TUITY apUTMil, BiTHOBITIOETHCS
CUHYCOBUM pUTM Ta/ab0 4acTOTa CKOPOYEHB IITYHOUKiB HOpMai3yeTbcs. Hopmanbauit pisers YCC
He 3MIiHIOETHCS a00 HE3HAYHO 3HUKYETHCS.

dapmakokiHemuxka.

Bepanawmin mBUAKO Ta MaiiKe IIOBHICTIO BCMOKTYETHCS Y TOHKOMY KUIIEYHUKY. CTymiHb
BCMOKTYBaHHS cTaHOBUTE Oinbitie 90 %. Cepenns abcomoTHa 6i0MOCTYIHICTE ¥ 3MOPOBUX
moOPOBOJIBLIIB ITiCIIST OMHOPA30BOT0 MIPUMOMY IIPelapaTy CTaHOBUTE 22 %, II0 IOSICHIOETHCS
€KCTeHCUBHUM I1e4YiHKOBUM MeTab0/1i3MOM IepIIOTo IPOXoakKeHHs. BiomoCTyIHICTh 30inbIIyETHCSA Y
2 pasu micns 6araTopa3oBOT0 IPUHOMY.

MakcruMasnbHa KOHIIEHTpAIlid y IJ1a3Mi KpOBi AOCATAETHCS Yepe3 1 - 2 TONUHY MiCNIs MPUNOMY JO3H.
[Tepion HaniBBUBEEHHS CTAHOBUTH 3 - 7 TOAUH IIPU ONHOPa30BOMY IIPUIOMI Ta 4,5-12
TOIUH - TIPY KYPCOBOMY IpuiioMi. 3B’13yBaHHs 3 Oinkamu mima3Mu KpoBi cTaHOBUTE 90 %. Bepamamin
Maiixke MOBHICTI0O MeTabo0Ti3yeThCs, BHACIIMOK YOT0 YTBOPIOIOTHCS Pi3Hi MeTabomitu. Cepen mux
MeTaboIiTiB TiTbKKM HOPBepanamisn € papMakoIoTiYHO aKTUBHUM.

Bepanamin Ta #ioro MeTabo0/IiTi BUBOASTHECS B OCHOBHOMY HUPKaMH, nutite 3 - 4 % BUBOASATHCS Y
He3MiHeHOMy Burmiani. bauseko 50 % 3acTocoBaHOl 03K BUBOOUTECA npoTsaroM 24 roguH, 70 %
BUBOIUTHCS 5 OHiB. [Jo 16 % nikapckkoro 3aco0y BUBOOUTHLCS 3 dekanisMu. HeljomaBHo omepxKaHi
[aHi CBiAYaTh, 1110 HeMae Pi3HULll y (apMaKOKiHETHIIl BepalaMiny y Jofel 3i 3M0pOBUMU HUPKAMU Ta
y TAI[iEHTIB 3 TepPMiHaAIbHOIO CTafi€l0 HUPKOBOI HeJOCTaTHOCTI. [lepion HamiBBUBEEHHS 3POCTAE Y
TAIEHTIB 3 UPO30M MEYiHKU 3aBASKN HU3BKOMY KJTiDEHCY Ta BEJTUKOMY 00'eéMy PO3IOMiny.

Bepamnawmin i HopBepamnaMisl He BUBOAATHCA 3a JSOIIOMOTO0 reMofiaisy.

Kniniuni xapakKTepuCTHKH.
[Toxa3zanHs.

- [memiuna xBopo6a cepils, BKI0YAYH: CTabiIbHY CTeHOKAPIilo HAIPYKeHHs; HecTabimbHy
CTeHOKapAilo (mporpecyiwyda CTEHOKapis, CTEHOKapHis CIIOKOI0), BA30CIACTUYHY CTEHOKAPAilo
(BapiaHTHa CTeHOKapHisi, cTeHOKappis [TpuHIMeTana), IOCTiHPpapKTHY CTeHOKaP/Iilo y MallieHTiB 6e3
CepIIeBOI HEMOCTATHOCTI, SIKIIO He MOKa3aHi b - ampeHo610KaTOPH.

- ApuTMil: mapoKcu3MabHa HaJIUIYHOYKOBA TaxikKaphis; TPiNOTiHHS/MepexXTiHHS Ilepefacepab 3i
IIBUAKUM aTPiOBEHTPUKYJIIPHUM IPOBEOEHHAM (3a BUHATKOM CHHApoMY Bombda - IlapkiHCOHa -
Yaiita (WPW)).

- ApTepianbHa rinepTeHsis.

IIpomunoka3aHHs.
- KappioreHHu# II0K.

- TsIKKi mopyIeHHs mpoBigHOCTi: AV - 6;10kapa I1 1 I1I cTymeHs (KpiM mallieHTiB, SKUM
IMIIJTaHTOBAHUY LITYYHUU BOLIA PUTMY).



- CuHApPOM c1abKOCTi CHHYCOBOT'O By3/1a (KpiM Malli€eHTiB, SKAM iMIIJIaHTOBAaHUU IITYYHUHN BOTIN
pUTMY).

- BimoMa rinep4yTiauBicTh 70 BepanaMiny abo fo Oymb - IKOTO KOMIIOHEHTa JIiKapChKOro 3aco0y.

- CeplieBa HEIOCTATHICTD 3i 3HMKEHHAM (pakiil Bukuay MeHire 35 % Ta/abo THCKOM y JieTeHeBii
aprepii Buiie 20 MM pT. CT. (SKIIO TiTbKY BTOPMHHA HAAIUIYHOUYKOBA TaXiKapAisi He MifgaeThCs
BIIJIUBY Tepallil BepanamisioMm).

- QiOPUNALiSA/TPIOTIHHS MTepecepab IPU HagBHOCTI JOJATKOBUX MTPOBITHUX IIJISXiB (WPW -
cuHpgpoM Ta LGL - cuHupoM). YV Takux MallieHTiB IIpU 3aCTOCYBaHHI BepalaMily TiIpoXJIOpULy €
PU3KK PO3BUTKY IITYHOYKOBOI TaxiapuTMil, BKJII0UAIOYH IITYHOUYKOBY HiOPHUIIAILIiLO.

- I1ig 4ac TiKyBaHHSI BepallaMijioM He 3aCTOCOBYBATU OLHOYACHO BHYTPIITHEOBEHHO B -
ampeHo6JI0KaTOPH (3a BUHSITKOM iHTEHCHBHOI Teparrii).

B3aemodisa 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu é3aemoditi.

HocnimxeHHS MeTa00Ji3My BepalnaMiny TifpoxIopufy in vitro mokasanu, 1o MeTabomi3yeTbCs
muroxpoMoM P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 ta CYP2C18. Bepanawmin € inribiTopom
dbepmenTiB CYP3A4 ta P - rmikonporeinis (P - gp). [ToBigomisimocs Ipo KITiHIYHO BaXK/IUBi B3a€MOIl 3
inribiTopamu CYP3A4, 1110 cynpoBoOKyBa/IMCS MiABUIIEHHSIM PiBHS BepalnaMiny y mia3Mi Kposi, Tomi
gk iHgykTopu CYP3A4 cupruuHANY 3HUKEHHS I1JTa3MOBUX PiBHIB BepalaMiny riipoxJIopuny, TOMY
HeoOXigHO TPOBOIUTYH MOHITOPHUHT IIO0 B3AEMOIl 3 iHIMMMU JTIKAPCHKUMHU 3ac0baMu.

[ToTeHIIiMHI B3aeMoil, IOB’s3aHi 3 hepMeHTHO cucteMoio CYP - 450

ITpa3osuH: migBuiienHs C,,, npa3o3uny (~ 40 %) 6e3 BIIUBY Ha Iepiof HalliBBUBeIeHHS. ATUTUBHUN
TilOTeH3UBHUY €(EKT.

Tepaszo3un: nigpuiieHHs AUC (~ 24 %) ta C,,,, (~ 25 %) Tepa303uHy. AQUTUBHUY TiNIOTEeH3UBHUU
edexT.

XiHiOuH: 3MeHILIeHHS KIIipeHCy XiHiguHy (~ 35 %) mpu mepopanbHOMY IpuioMi. MOXKIUBUAY PO3BUTOK
apTepianbHOI rimoTeH3sii, a y mamieHTiB 3 rimepTpodiuyHoi0 00CTPYKTUBHOIO KapaioMionaTi€o - HaOpsK

JIereHiB.

@ 1eKaiHiOuH: MiHIMaIbHUN BIJIUB Ha KJIipeHC QJeKalHiguHy y mi1a3Mi KpoBi (< ~ 10 %); He BOIuBae
Ha KJIipeHC BepamnaMminy y maa3mi KpoBi (guB. po3fmin «Oco0IMBOCTI 3aCTOCYBaHHS »).

TeoiniH: 3HUKEHHS OPalbHOT0 Ta CUCTEMHOTO KilipeHCy mpubnu3no Ha 20 %, y KypitB - Ha 11 %.

Kapbama3zeniu: migsuients AUC kapOama3eriny (~ 46 %) y XBopux 3 pedhpakTepHOIO MapiiaabHO0
eliiernciero; migBuUIeHHs PiBHIB KapbaMaseminy, 110 MOXKe CIPUYMHUTH 1M06iuHi edeKkTH
kKapbaMaseminy, Taki sSIK AUILIONis, TOIOBHUM 6inb, aTakcis abo 3arraMOpOYeHHS.

dPeHimoiH: 3HNKEeHHS KOHIIeHTPallil BeparnaMiny y mia3Mi KpoBi.
Iminpamin: 36inpmennst AUC (~ 15 %) iminpaminy 6e3 BIIMBY Ha aKTUBHUY MeTa0OIiT He3unpamii.

I'7i6ypud: nigsumenus C,,, rnibypuny npubausso Ha 28 %, AUC - Ha 26 %.



KoaxiyuH: 36inemennss AUC (mpubnusHo y 2 pa3u) ta C,,, (mpubnusHo y 1,3 pa3u) KONXiluHy.
PekxoMeHOy€eThCS 3MEHIIUTH J03Y KONXIUHY (AUB. iIHCTPYKIIIO AJII MEAUYHOI'0 3aCTOCYBaHHS
KOJIXiLIUHY).

KaapumpomiyuH, epumpoMil,uH, meaimpomiluuH: MOXKJIABE MiABUILIEHHS PiBHIB Bepamnamimny.

PugpamniyuH: MOXNIMBe 3HUKEHHS TinoTeH3UBHOT0 epekTy. 3umxkeHHsI AUC Bepanaminy (~ 97 %),
Coax (~ 94 %), 6iomoCTyIIHOCTI IiCIIs TepopanbHOT0 3aCTOCyBaHHS (~ 92 %).

IlokcopybiyuH: Tpyu OJHOYACHOMY 3aCTOCYBaHHI JOKCOPYOIIMHY Ta Bepamaminy (mepopaibHo)
nipsuinyetbest AUC (~ 104 %) ta C,,,, (~ 61 %) mokcopy0binuHy y m1a3Mi KpoBi y XBOPUX 3
OpiOHOKJIITHHHUM PaKOM JIeTeHiB. Y XBOPUX B CTafil Mporpecyooyol NyxXJIMHU 3HaYHUX 3MiH
(bapMaKOKiHETUKH JOKCOPYOIlMHY ITPK OMHOYACHOMY BHYTPIIITHROBEHHOMY 3aCTOCYyBaHHI BepanaMiny
He CIIOCTEepiraeThCs.

deHobapbima migBUINYE OpaIbHUM KITipeHC Bepanaminy y 5 pasis.
BycnipoH: 36inements AUC Tta C,,,, 6ycnipony y 3,4 pa3a.
Midazonam: 36inbmienss AUC mima3onamy y 3 pasu ta C,,,- y 2 pa3mu.

Memonposoa: 36inbients AUC metonponony (~ 32,5 %) ta C,,, (~ 41 %) y marieHTiB 3i
CTeHOKapgi€io (uB. po3Min «OcoBIUBOCTI 3aCTOCYBaHHS»).

IIponpaHoaoa: 36inbuienHss AUC mpompanomony (~ 65 %) ta C,,, (~ 94 %) y mamieHTiB 3i
CcTeHOKappmi€io (muB. po3min «OcoOIUBOCTI 3aCTOCYBAHHS»).

[luzokcuH: y 3mopoBux foO6poBobLiB 30inbimenHs C,,, AUTOKCUHY (~ 44 %), C,,, (~ 53 %), C, (~ 44
%), AUC (~ 50 %). PekoMeHI0BaHO 3MEHIIUTH J03Y OUTOKCUHY (IuB. po3min «OcobnmuBoCTi
3aCTOCYBaHHS»).

[u2imoxcuH: 3MeHIlIeHHS KIipeHCYy OUTiTOKCUHY (~ 27 %) Ta eKCTpapeHalIbHOT0 KiipeHcy (~ 29 %).

IMumemuouH: 36inpimyeTbcss AUC R - Bepamaminy (~ 25 %) ta S - Bepamaminy (~ 40 %) 3
BIIIOBIIHUM 3HUXKEHHAM KiipeHcy R - Ta S - BepamaMiny.

Lukaocnopun: 36inbmenas AUC, C,,, C,, TUKJIOCIOPUHY NPUOIU3HO Ha 45 %.

Esepoaimyc: 36inbiennss AUC eBeponimycy (mpubnusso y 3,5 pasa) ta C,,,, (mpubnusuoy 2,3 pasu).
30inpmenss C,,,q, Bepanaminy (mpubnu3Ho y 2,3 pa3u). Moxe OyTd HeOOXiTHMM TOYHe BU3HAUYEHHA
KOHIIEHTPAIlil Ta 03U eBEPOIIIMYCY.

Cupoasnimyc: 36inbuerass AUC (mpubnu3sHo y 2,2 pa3a) cuponimycy, 30insmenss AUC (mpubnau3Ho y
1,5 paza) S - Bepanaminy. Moxke 6yTu nOTpiOHMM BU3HAYEHHS KOHIIEHTpAllill Ta KOPEKIlisd 1031
CHAPOJIIMYCY.

Taxposimyc: MOXKIHBe 30ibIIeHHS PiBHS LBOT0 JIiIKapPChKOTO 3ac0o0y y Ia3Mi KPoBi.

I'inoainidemivHi 3acobu (iHzibimopu I'MI - KoA - pedykma3u (cmamuHu)): TiKyBaHHS iHTiGiTOpamu
I'MT - KoA - pexmykTa3u (CUMBaCTaTHH, aTOPBACTATUH, JIOBAaCTATUH) [AJId MAI[i€HTIB, SKi IPUNMalOTh
BepanaMis, CJIifi po3MoYMHATU 3 HaWHUKYNX MOXKJIMBUX 03 Ta IOCTYIIOBO iX 30inbiIyBaTh. AKI0
NaLEHTY, AKUU BXKe IpUMa€e Bepamnamis, HeoOxinHe npusHadeHHs iHribiTopy I'MI - KoA -
pPemyKTa3H, CHIifl BpaxyBaTu HeoOXimHe 3HMKEHHS [I03U CTATHHIB i mimiOpaTy 4Oo3yBaHHS BigIIOBIIHO



10 KOHIIEHTPAIIil X0JIeCTEPUHY Y MJIa3Mi KPOBi.

AmopsacmamuH: MOXKJIUBE MiABUIIEHHS PiBHSA aTopBacTaTUHy. ATopBacTaThH 30inbirye AUC
Bepanaminy npubausso Ha 43 %.

JlosacmamuH: MOXKJIMBE MiABUINIEHHS PiBHSA oBacTaTuHy. 30inbmenHs AUC (~ 63 %) i C,,, (~ 32 %)
Bepanamimny.

CumeacmamuH: 36inpuenHs AUC cumBacTaTuny npubnusHo y 2,6 pasa, C,,, CMMBacTaTUHY - V 4,6
pasa.

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

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

Cyb@iHnipa3oH: MiABUIIEHHS OpaJIbHOTO KJIipeHCy BepanaMiny B 3 pa3u, 3MeHIIeHHS
6iomocTynHoCTi - Ha 60 %. MoxXe crocTepiraTucs: 3HUXKEHHS TiOTEeH3UBHOTO e(EKTY.

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

38ipobiti npodipsieaerutl: 3meHrInyeTscst AUC R - Bepanaminy (~ 78 %) Ta S - Bepamaminy (~
80 %) 3 BigmoBigHUM 3HUXKEHHAM C, ..

Iu11i B3aemomii

ITpomusipycHi (BIJI) 3acobu: 4yepes3 3maTHICTh AeSIKUX MPOTUBIPYCHUX 3aC00iB, TAaKUX SIK PUTOHABID,
IPUTHIYYBaTU MeTab0J1i3M, 1J1a3MOBi KOHIIEHTPAIll BepanaMiny MOXyThk 3pocTaTd. [Ipu3HavaTu 3
o0epexkHicTI0. MoXe BUHUKHYTU HEOOXiIHICTh Y 3HUKEHH] 031 Bepanaminy.

JIimit: TOBiHOMJISITIOCS TIPO MiABUINEHY HEMPOTOKCUYHICTS JIiTiI0 IIPH OGHOYACHOMY 3aCTOCYBaHHI
BepanaMminy rigpoxyiopuany Ta JiTito 6e3 a0o 3 migBUIEHHSIM PiBHIB JiTii0 ¥ ma3mi KpoBi. OgHaK y
MAIl€HTIB, SKi IOCTIMHO OTPUMYBaJIK OMHAKOBY 03y JIiTii0 IIepOpaibHO, JOfaBaHHS BepamnaMiny
TiOPOXJIOPUAY IIPU3BOAUIIO N0 3HUKEHHS PIBHIB JIiTiI0 ¥ I1a3Mi KpoBi. [lanienTy, AKi OTPUMYIOTh
oOupBa JikapchKi 3acobu, MOBHMHHI TepeOyBaTH Mifl peTeIbHUM HaTJISIo0M.

Helipom’s308i 610kamopu: KITiHiYHi faHi Ta JOCTigKEHHS Ha TBApXHAX CBig4arTh, IO BepamaMiny
TiOpOXJIOpU[ MOXKE MOTEHIIiI0BaT! aKTUBHICTh HEMPOM's130BUX OJI0KATOPiB (KypapenomgiOHux Ta
[eToApU3younx). Moxke BUHUKHYTH HEOOXIHICTh ¥ 3HUKEHHI J03U BepalnaMiny TigpoxXiaopumy
Ta/ab0 mo3u HeWpoM’ si30BOT0 6710KaTOpa MpU OMHOYACHOMY iX 3aCTOCYBaHHI.

Auemuscaniyuaosa Kucsoma: mifBullleHa iMOBIPHICTh KPOBOTEYi.
EmanHoa (ank020b): MigBUIIEHHS PiBHS €TAaHOJY Y Maa3Mi KPOBi.

AHmuzinepmeH3ugHi 3acobu, diypemuku, 8a300u1amamopu: MOCUIIEHHS TilIOTEeH3UBHOTO e(EKTY.

Oco06.1ue8ocmi 3acmocyeaHHsi.



TocTpu# iHdapkKT MioKapia

JlikapceKui 3acib ciifl 3aCcTOCOBYBaTH 3 00epeKHICTIO MallieHTaM 3 TOCTPUM iH(apKTOM MioKapha
yCKnagHeHuM Opagukaprielo, BUPaXKeHOl0 apTepianbHOI0 TioTeH3ie0 abo quchyHKILEO T1iBOTo
ITYHOYKaA.

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

Bepanawminy rigpox/jopup BIJIMBA€E Ha aTPiOBEHTPUKYJIIPHUM Ta CUHOATPiaJbHUM By3/IH Ta
IIPOJIOHTYE Yac aTPiOBEHTPUKYJIIPHOL IPOBiAHOCTI. 3aCTOCOBYBaTH 3 00€peXKHICTIO Yepe3 Te, 110
PO3BUTOK aTpioBeHTPUKYNISpHOI 61okamu 11 abo I1I cTynens (1o € mpoTUnoKa3aHHIM) abo
OJHOIIYYKOBOI, ABOMTYYKOBOI a00 TPUITyuKOBOi O10Kagu HixkKY ['ica moTpebye BiiMiHM HACTYIHUX 003
BepanaMiny rigpoxJIopuay Ta MpH3HaYeHHS BigNoBifHOI Teparii B pa3i moTpeobwu.

Bepanawminy rifpoxyiopup BIIJINBA€ Ha aTPIOBEHTPUKYJIIPHUN Ta CHHOATPiaJIbHUY BY3J/IM Ta AyXKe
PimKO MOXKe CIIPOBOKYBaTH BUHUKHEHHS aTPioBeHTPUKysipHol 6mokanu II abo III cTynens,
OpapuKappilo Ta HaA3BUYalHO PiAKO - acuCTOMi0. Binbil BiporigHo, 1110 TaKi cUMITOMH 6yIyTh
CIIOCTEpIraTUCs y MalLi€HTIiB i3 CHHAPOMOM CJ1TabKOCTi CHHYCOBOTO By3Jla (CHHOATpialbHa By3JI0Ba
xBopo6a), AKUY YacTillle 3yCTPiva€eThCSA y MAli€HTIB JIiTHBOTO BiKY.

AcHCTOmMis y Talli€EHTIB, sIKi He MalOTh CUHAPOMY CIa0KOCTi CHHYCOBOTO By3JjIa, 3a3BU4ai
KOPOTKOTPHUBAJIa (KimbKa CeKyH[I abo MeHIIe), 3i CHIOHTaHHUM ITOBEPHEHHSM [0
aTPiOBEHTPUKYJISIPHOTO By3Jla a00 HOPMaJIbHOTO CHHYCOBOT'O0 PUTMY. SIKIIO Iie SBUIlE He
IIBUIKOIIMHHE, CJIifl HEraHO PO3MoYaTH BiAMOBiAHY Tepamito (quB. po3min «I1o6iuHi peakirii»).

AHTHAPUTMIYHI 3aco6u, b - anpeH06I0KATOPH

B3aeMHe nocuneHHs KapAioBaCKyIspHOI Oil (ifBUllleHHS CTYIEeHS aTPiOBEeHTPUKYIIAPHOI O710Kaau
BHCOKOT'0 CTyIIeHS, 3HaYHe 3HWXKEHHS YaCTOTU CEPIIEBUX CKOPOUYEHb, II0sIBa CEPIIeBOl HEJOCTATHOCTI,
3HauHe 3HUKEHHS apTepialbHOT0 TUCKY). AcuMnToMaThdHa Opapukapmis (36 ya/xB) 3 611yKaiouuM
BOMIiEM PUTMY IIepefCcephs CIOoCTepiranaca y Nalli€HTiB, Kl OTPUMYBaIU CYIIyTHIO TEPAIil0 0YHUMHU
KparisiMu 3 TuMosonoM (b - agpeHo610KaTOP) Ha TJIi JTIiIKyBaHHS BepanaMiny rigpoxJIopuaoM.

EI/ITOKCI/IH

[Tpu ogHOYACHOMY 3aCTOCYBaHHI BepanaMiny 3 JUTOKCHHOM CIIif] 3MEHIIUTH J03y OUTOKCUHY (IUB.
po3min «B3aeMopist 3 iHIMMMY JTiIKapChKUMHU 3acob0aMu Ta iHIIIi BUIKW B3aEMOTiN»).

CepliieBa HEIOCTATHICTh

[Tepen moyaTKOM JTiKyBaHHS BepalamisioM HeoOXilHO KOMIIEHCYBaTH CePIeBy HEIOCTATHICTD Y
TIallieHTIB i3 Pppakiiieio Bukumgy Ginbiie HiXK 35 % Ta agekKBaTHO KOHTPOJIIOBATH IIPOTITOM yChOTO
nepiony NiKyBaHHS.

IuribiTopu I'MI - KoA - peoyKTa3u (CTaTUHH)

IwB. po3min «B3aemoist 3 iHIMMMY TiKapChKUMU 3ac00aMu Ta iHIM BUOU B3a€MOMIIN».

[TopyllleHHS HEPBOBO - M’A30BO1 MPOBITHOCTI

Bepanaminy rigpoxyiopup ciig 3aCTOCOBYBaTH 3 00€peXKHICTIO TPY HAsIBHOCTi XBOPOO 3
TIOPYIIeHHSIMHU HEPBOBO - M’130B01 ITpoBigHOCTI (MiacTeHisi (Myastenia gravis), cuagpom JlambeprTa -
IToHa, porpecyroda M’g30Ba gucTpodis [roieHa).



HupkoBa HEIOCTATHICTD

Xoua faHi miaTBepaXKeHUX MOPIBHAIBHUX OOCIiAXKEHb IT0Ka3aly, 110 HUPKOBa HeNOCTaTHICTh He
BII/IUBA€E Ha (papMaKOKiHETHUKY BepallaMiy y Ialli€HTiB i3 TEpMiHAbHOIO CTaHi€l0 HUPKOBOI
HEJO0CTAaTHOCTI, Oy/I0 KillbKa MOBiMOMIIeHb, SIKi CBiTYaTh PO Te, 10 MallieHTaM i3 HUPKOBOIO
HEJOCTATHICTIO CJIiJ] 3aCTOCOBYBATH Bepamamis 3 00epekHIiCTIO Ta IIifi peTeTbHUM HaTISI0M.
Bepanamin He BUBOOUTHCSA 3a HOIIOMOIO0 reMOfiai3y.

[TeuyinkoBa HEOOCTATHICTh

[NTauieHTaM 3i 3HAUYHUM NOPYIIEHHSAM (QYHKIl IEYiHKHU CJIifl 3aCTOCOBYBATH BepamaMin 3
obepexHicTio (muB. po3min «Crocib 3aCTOCYBaHHS Ta O3U»).

Bepanawmin - Hapauig Mictuts 31,4 Mr 1aKTO3U MOHOTiApaTy TOMY, SKIIO y Bac BCTaHOBIIEHO
HeIlePeHOCUMICTh [IeIKUX LYKPiB, IPOKOHCYJIbTYUTECH 3 JIIKapeM, IepIl HiX NPUUMaTH Len
JiKapChKUH 3acio.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.

Yitki Ta qoOpe BUBYEHi MaHi IIIOA0 3aCTOCYBAHHS JTiIKAPCHKOTO 3ac00y BariTHUM XKiHKaM BigCyTHi.
IocmimXKeHHS Ha TBAPMHAX HE BUSBUIM IIPSIMOT0 ab0 HEMPSIMOTO IIKiIJIMBOTO BILIMBY CTOCOBHO
PENPOAYKTUBHOI TOKCUYHOCTI. OCKiNIbKY JaHi, OTpUMaHi B Pe3yabTaTi PENPOAYKTUBHUX JOCTiAKEHb
Ha TBapMHaX, He 3aBXKOM MOXKHA eKCTPAIl0JII0BaTH Ha JIIOOUHY, JTIKapChbKUM 3acib cilif 3acTOCOByBaTH
IIifT Yac BariTHOCTI TiJIbKY B pa3i HarajabHOI MOTPEeOH.

Bepanawmin npoHuKae 4epe3s IjamneHTy Ta BU3HAYAETHCS Y IIYIIOBUHHIN KPOBI.

Bepamawmin Ta #oro MeTa0oJIiTH IPOHUKAIOTE Y TPygHE MO0K0. OOMeKeHi faHi 00 epopasbHOT0
IIPUUOMY 3a y4acCTIO JIIOOUHY CBig4aTh, 10 403a BepanaMiiy, sKa [IoTpaIisae B OpraHiam
HOBOHAPOMXKeHOoTo, € HU3bK010 (0,1-1 % mo3u, mpuitHATOI MaTip’i0), TOMy 3aCTOCYBaHHS BepamnaMiny
Moxke OyTH CYMiCHUM 3 TOIyBaHHSIM T'PYAAI0, ajle PU3UK [IJIsI HOBOHAPOIKEHUX He MOXKHA
BUK/TIOUUTH. 3BaKal0YX Ha PU3UK MOSBU CEPHO3HUX MOOIYHMX Peakllii y HOBOHAPOIXKEHUX, TKUX
TOAYIOTh FPYALL0, Bepanamis y 1epiof rogyBaHHs IPYAA0 MOXKHa 3aCTOCOBYBATH TiJIbKU Y pasi
HarajabHOI MOTPebu Iy MaTepi.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi aBmompaHcnopmom abo iHwumu
MexaHiamamu.

Yepe3 aHTUTINIEePTEH3UBHUM e(DEeKT BepamnaMiny TrigpoxJopumy, 3ajekHOo Bifl iHAWBiTyanbHOI peakiii,
3[aTHICTh KepyBaTU TPaHCIOPTHUMU 3aco0aMu, ITpalioBaTé 3 MexaHi3MaMu a0o MpaljfoBaTu B
He0e3MeyHUX yMoBaxX Moxke OyTu mnopyuieHa. OcoOIuBO 11e CTOCYETHCSA IIOYATKOBOI (a3 JIiKyBaHHS,
IIpY MiABUINEHHI 03K, IIpY 3MiHi 'iTOTEH3UBHOI0 IIpeapaTy, a TakoX IIPU OGHOYaCHOMY IPUKOMI
JiKapchKOTro 3aco0y 3 ajKorojeM. Bepanamin MoxXe miiBUIIyBaTH PiBeHb aIKOTOJIIO B IIJIa3Mi KPOBi
Ta YIIOBIILHIOBATU MOT0O BUBENEHHS, TOMY i aJIKOT0JI0 MOXKe IiICUII0BATUCS.

Cnocid 3acmocyeaHHsi ma do3u.



Io3u mipbupaloThCs iHAUBIMYaNbHO OJIS KOXKHOTO TMallieHTa. JIikapchkul 3acib ciifm npuiiMaTy He
PO3CMOKTYIOYH Ta He PO32KOBYIOUYHM 3 OCTAaTHHOK KiMbKICTIO PiAvHM (Hanpukiag, 1 CKIsHKa BOOHU, Y
JKOOHOMY BHUIIQ[IKy He TpelndpyToBUi CiK), Kpallle 3a Bce Iif yac abo ompasy micis ixi.

[Topoci ma nidaimku 3 macow miaa biasvwe 50 k2

TwemiuHa xeopoba cepysi, NAPOKCU3MAAbHA HAOWAYHOUYK08A Maxikapdisi, mpinomiHHA/MepexmiHHs
nepedcepdv: peKOMeHI0BaHa mo6oBa m03a cTaHoBUTh 120 - 480 Mr, po3momineHux Ha 3 - 4 MPUUOMH.
MaxkcumarnbHa go6oBa go3a - 480 mr.

ApmepianvHa 2inepmeH3is: peKoMeH0BaHa 1060Ba f03a cTaHOBUTH 120 - 360 Mr, po3Monine X Ha
3 IPUHOMHU.

Llimu cmapwo2o 0owKinbHO20 iKY 00 6 POKi8, Mi/AbKU NPU NOPYWEHHAX Cepl,e8020 pummy:
peKoMeHi0BaHe no3yBaHHS y Mexkax 80 - 120 mr Ha o6y, po3mofineHux Ha 2 - 3 pa3oBi HO3M.

Himu 6 - 14 pokis, miabku npu NOPYwWeHHAX cepueso20 pummy: peKOMeH0BaHe JO3yBaHHS y MexKax
80 - 360 Mr Ha moby, po3MileHuX Ha 2 - 4 pa30Bi HO3H.

ITopyweHHA pyHKUII HUPOK: OOCTYIIHI AaHi OmMcaHo B po3gini «Oco0IMBOCTI 3aCTOCYBaHHSI .
[TamieHTaM 3 HUPKOBOIO HEJOCTATHICTIO BeparaMiny riIpoXIopuy CIifl 3aCTOCOBYyBaTH 3 00ePEeKHICTIO
Ta MiJ peTeIbHUM HarjsamoM.

ITopyweHHA pyHKUiI neviHKu: ¥ XBOPUX 3 00MexkKeHOI0 (QYHKIII€I0 TeYiHKY 3a71e2KHO Bif CTyIeHs
TSI2KKOCTI Jisl BepallaMily FigpoXJIOpUAy IIOCUIIOETHCS Ta ITOOOBXYEThCS Yepes YIIOBIIbHEHHS
pos3many JikapchKoro 3aco0y. ToMy y TaKuX BUIIafKaX MO3yBaHHS CJIifi BCTAHOBIIOBATU 3 0COOIMBOIO
00epexkKHiCTIO Ta TOYUHATH 3 MaJIUX 103 (HaIpPUKIIafA, O XBOPUX 3 00MekeHo0 QyHKITi€I0 TeYinKu
crmoy4atky 2 - 3 pa3u Ha go0y 40 wmr, BigmosigHo 80 - 120 Mr Ha mo6y).

He npuiiMaTy JiKapchbKul 3aci0 y MONI0XKeHHi JIeXKadu.

Bepanawminy rigpoxiopup He MOXXHa ITpU3HadaTh XBOPUM 3 iHPapKTOM MioKapfa IPOTATroM 7 OHIB
micrg momil.

[Ticnsa TpuBaoi Tepartrii mikapchKui 3acib i BigMiHSTH, IOCTYIIOBO 3HUXKYIOUH J03Y.

TpuBaicTh JIiKyBaHHS BU3HAYAETHCA JliKapeM IHAUBiAyasIbHO Ta 3aJIeXUTh Bifj CTaHy IallieHTa Ta
nepebiry 3axBopioBaHHS.

Himu.

Bepanawmin - [lapauild y gaHii gikapchbKiil (¢opMi 3aCTOCOBYIOTH JiTSIM TiJIbKU IIPU MOPYILIEHHAX
CepIIeBOr0 PUTMY.

Ilepedo3yeanns.

Cumnmomu: apTepianbHa rinmoTeH3is, 6pafuKapis [0 aTpPiOBEHTPUKYIISIPHOI 0710Kagy BUCOKOTO



CTYIIEHS Ta 3yMMMHKU CUHYCOBOT'O By3J1a, TiepriikeMis, CTymop Ta MeTabomiyHu# alumo3.
CnocTepiranucs eTanbHi BUMIafKU B pe3yIbTaTi epefno3yBaHHs.

JIixyeaHHA nepedo3yB8aHHA eepanaminy 2i0poxa10pudy MOBUHHO OYTH T'OJIOBHUM YHUHOM
TiATPUMYIOYUM Ta iHAUBIMyaNnbHUM. b - afipeHepriyHa CTUMYALis Ta/ab0 BHYTPIIIHEOBEHHE
BBE[IeHHS IIpelnapaTiB KaJbllilo (Kasblilo XJI0pus) eheKTUBHO 3aCTOCOBYIOTHCS OIS YCYHEHHS
CUMIITOMIB HaBMUCHOTO [1epeN03yBaHHs IIPU [IEPOPaibHOMY 3aCTOCYBaHHI Bepanaminy rigpoxJI0opuny.

Y pasi 3HauHOI apTepianbHOI rimoTeH3ii a0 aTPioOBeHTPUKYIIIPHOI GI0Kagu BUCOKOTO CTYIIEHS
HeoOXiTHO 3aCTOCOBYBaTH 3aco0u, 110 MigBUIIYIOTh apTepiaTbHUM TUCK (CYIUHO3BYXKYBaIbHi) ab0
KapAioCTUMYISATOPH, BigmoBigHO. IIpy acucToii omHOYaCcCHO 3 3aCTOCYBAHHSIM 3BUYaHUX 3aXO0fiB
CJIifl 3aCTOCYyBaTH b- agpeHepriyny CTUMYJAIi0 (HalpUKIIaz i30IPOTEPEHOIy TiIpoXI0pun), iHimi
3aco0u, CIPsSIMOBAHi Ha IMigBUINIEHHS apTepPiaabHOT0 THUCKY, a00 MPOBECTH BiIHOBJIEHHS CEpIieBOl
OiITBbHOCTI Ta OUXAHHS.

Bepanaminy rigpoxyiopup He BUBOJUTHCS 3a JOTIOMOT00 reMofiai3y.

ITobiuni peakuii.

[Tpo HUXK4YeHaBemeHi MoOiYHi peakilil MOBiTOMIISIIOCS B XOMi KITIHIYHUX [OCTiIXKEeHb, TPpH
TI0OCTMapKeTUHTOBOMY 3aCTOCYBaHHi BepanaMiny abo B IV da3si kniniyHux BUnpoOyBaHs.

I K0XKHOI cucTeMu opraHiB mobiyHi peakirii KimacudikyOThCS 3a/I€2KHO Bifl YaCTOTH IIOBigOMJIEHb:
yacTto (=1 /10), vacto (=1 /100 <1/10), HewacTo (=1 /1000 mo <1/100), pigko (=1/10000 mo
<1/1000), myxe pigko (<1/10000), HeBinoMO (4acTOTy He MOKHa BCTAHOBUTH 3a HAasIBHUMU JaHUMH).

Hait6inbI yacTo crocTepiranucs Taki mobiuHi peakiiii: romoBHuM 0iflb, 3aIIaMOPOYEHHS; IITYHKOBO -
KMIIKOBI po3/7afu: HyJoTa, 3amop Ta 0inb y XKHUBOTI; TaK0XK OpafguKapmis, Taxikappis, BiguyTTs
CepuebUTTs, 3HUKEHHS apTepiaTbHOTO TUCKY, TinepeMis, nepudeprunnit HaOPSK Ta BTOMJTIOBaHICTE.

3 60Ky opaaHis cayxy ma secmubya5pHO20 anapamy: pifKo - A3BiH ¥ ByXax; HEBIOMO - BEPTUTO.

3 60Ky pecnipamopHoi cucmemu, opeaaHie 2pyo0HOi KAimKu ma cepedoCmiHHA: HEBIIOMO -
OpOHXOCIa3M, IUCIIHOE.

3 60Ky WAYHKO0BO - KUWKOB020 MPAKMY: 4acTo - HyJO0Ta, 3all0py; HevacTo - Oifib y KUBOTI; PimKo -
O1t0BaHHS, HEBIOMO - MHCKOMGOPT y KUBOTI, KUIIIKOBAa HEMPOXiAHICTS, Tinepinnalig siceH (TiHTiBIT Ta
KpOBOTEYa).

3 60Ky HUPOK ma cevyosudiibHOI cucmemu: HeBiTOMO - HUPKOBA HEIOCTATHICTb.
3 60Ky 06MiHYy pevuosuH, memaboai3my: HeBiIOMO - TimepKasieMis.

3 60Ky Hepeosoi cucmeMu: 4acTo - 3allaMOPOYEHHS, TOJIOBHUM 0iflb; pigKo - mapecTesii, TpeMop;
HEBiTOMO - eKCTpalipaMifanbHi po3naay, mapaid (TeTpamnapes)*, eminenTUYHi Halagu.

3 60Ky ncuxiku: pigKo - COHIUBICTS.

3 60Ky cepueso - cyOuHHOI cucmemu: 4acTo - OpaguKapmis, rimepemisi, 3HUXKEHHS apTepiaTbHOTO
TUCKY; HEYacTO - BiIUyTTs cepreduTTs, Taxikapmis; HeBimomo - 61okapa I, IT abo III cTymeHns,
ceplieBa HeIOCTATHICTh, 3yIIMHKA CUHYCOBOTO By3Jla, CUHYCOBa OpaguKapmisi, aCUCTOTis.



3 6oky iMyHHOI cucmemu: HEBITOMO - peakilil TimepyyTIXBOCTI BKITIOYAIOYM KPOMIUB' THKY, BiTUyTTS
cBepbexy, cBepOixK, mypmIypy.

3 60Ky wkipu ma nidwkKipHOi KAiMmKo8UHU: PiTKO - TiMeprigpo3; HEBiJOMO - AaHTiOHEBPOTUYHUMI
Habpsk, curgpoM CTiBeHca - [I2KOHCOHA, My/TbTU(GOPMHA epuTeMa, MaKyJIOMayIb03Hi BUCUTIAHHS,
asomellist, KponuB sHKa, CBepOixkK, MypIypa, epiTpoMeratis.

3 60Ky onopHoO - pyxoeoi cucmemu ma cnoAy4YHOi MKaHUHU: HeBimoMo - 6inb y M’s13ax, 6inb y
cyrimobax, M’'si30Ba CJIabKiCTh.

3 60Ky penpodykmueHoi cucmemu ma (pyHKUii MOAOYHUX 3d/103: HEBIIOMO - €PEeKTUIIbHA
nucyHKIliS, TIHEKOMACTis, rajJlakTopes.

3azanvHi po3nadu ma peakuii 8 micui 66e0eHHA: YacTo - epudepuyHi HAOPSAKY, PigKO -
BTOMJIIOBaQHICTE.

JlabopamopHi noKa3HukKu: HEBiIOMO - MiABUIIEHHS PiBHIB Me4YiHKOBUX (GEPMEHTIB i piBHS IPOTAKTHHY
B CHPOBATIII KPOBI.

*Y xomi mOCTMapKETUHTOBUX CIIOCTePEeXKeHb OOUH Pa3 IMOBiMOMIISIIOCS IIPO Mapariy (TeTpamnapes),
acoIlriioBaHui 3 KOMOGiHOBAHUM 3aCTOCYBaHHSM Bepanaminy Ta Konxinusy. Lle Mmoxe OyTu
00yMOBJIEHO TPOHUKHEHHSIM KOJIXil[UHY Yepe3 reMaToeHIedaniyauii 6ap’ep BHACTINOK IPUTHIYeHHS
Bepanaminiom CYP3A4 ta P - gp, muB. po3ain «B3aeMopis 3 iHIIMMMY JTiKapCchbKUMH 3acob6aMu Ta iHIIi
BUMM B3aEMOTIN».

Tepmin npudamHocmi. 3 POKH.

YMmoBH 30epiraHHsi.

30epiraTu B OpUTiHANbHIN YIIaKOBI Tpu TeMIepaTypi He Buile 25 °C.

30epiraTv y HeIOCTYITHOMY [JISI OiTeH MicCIii.

VYnaxoBka.

[To 10 Tab6neTOK Y KOHTYPHI! YapyHKOBIi# yIIaKOBIIi, 110 2 KOHTYPHi YapYHKOBI YITaKOBKH y MayIli.

Kareropis Bignmycky. 3a penentom.

Bupoonuk. [IpAT «®apMmaneBTuyHa ¢dipMa «JapHHUIS».

Micue3HaxoIKeHHsI BHPOOHHKA Ta MOr0 aJpeca MicCIisi IPOBaKeHHsI Tisl/IbHOCTI.

Ykpaina, 02093, m. Kuis, Byn. bopucninsceka, 13.



HHCTPYKIIUA

Mo MEJUITHHCKOMY IIPHMEHEHHIO IEKAPDCTBEHHOI' 0 CpeJICTBa

BEPAIIAMMII - TAPHUIIA

(VERAPAMIL - DARNITSA)

Cocmase:
deticmaywoujee sew,ecmao: verapamil;
1 TabneTka comepkKHUT Bepanamuia rugpoxaopuna 40 mr;

8cnomoz2amebHble geu,ecmesd: nakTo3a MOHOTHAPAT, IeJII0/103a MUKPOKPUCTaJIINdecKas,
KYKYPY3HBIN Kpaxmall, TUIIPOMEJII03a, KpOCKapMeJlo3a HaTpus, KpeMHUS OUOKCHU[T KOJIIOUIHBIN
0e3BOMIHLIM, TabK, MAarHUS cTeapart, cenudunm 752 O6emerit, Makporoy 4000.

JlekapcTBeHHast popma. TabneTKH, IOKPLITHE IIJIEHOYHOM 0007I04YKOH.

OcHogHble (pu3uKo - xumuyeckue ceolicmaa: TabeTKH, MOKPHITEE MIJIEHOYHOU 000J104K0i, 6e10r0o
IIBETA, KPYTJION (OPMEI, C IBOSKOBLIITYKIION ITOBEPXHOCTHIO.

dapMaKoTepaneBTHYeCKasl rpymnma. CeJeKTUBHbIE aHTarOHUCTHI KaIbIUS C ITPEUMYIIECTBEHHBIM
mercTBHEM Ha cepaie. [Ipou3BonHbe HeHUTANTKHIaMUHA.

Kom ATX C08D AO01.

dapmako02uyeckKue ceolicmea.
dapmakoOuHaMuKa.

Bepanamun 6710kupyeT TpaHCMeMOpaHHbIM TOTOK MOHOB KaJIbIUsl B KADAUOMUOLUTH U KJIIETKU
rIagKou MyCKynaTyphl cocymoB. OH HEITOCPeNCTBEeHHO yMeHbIIaeT IOTPeOHOCTh MHOKapaa B
KHCJIOPOJie 3a CYET BIUSHUS Ha SHEPTeTUYECKHU 3aTpaTHbIe IPOoIecCk MeTabou3Ma B KIeTKax
MHUOKap/a 1 KOCBEHHO BIIUSET HAa YMeHbIlIeHNe IOCTHArPy3Ku. bnarogapst 6;I0KMPOBaHUIO



KaJblIMEBHIX KAHAJIOB T'TIaJKUX MBIIII] KOPOHAPHBIX apTEePUl MIPUTOK KPOBU K MUOKAPOY YCUITUBAETCS,
faxe B IIOCTCTEHOTUYECKUX y4aCTKaX, ¥ CIla3M KOPOHaPHBLIX apTepUil CHUMAETCH.
AuTHTHTIePTEH3UBHASA 3G (HEKTUBHOCTh BepanaMuia 00yciIoBieHa YMEHbIIIEHHEeM COIPOTUBIEHUS
nepudepruyecKux cocynoB 6e3 yBenu4eHUs YaCTOTH cepaedHbix cokpamienuit (YCC) Kak
pedneKTopHOro oTBeTa. HexenaTenbHEIX U3MEeHEHNN (HU3NO0JIOTNYECKUX BEJIMUNUH [AaBJIeHUS KPOBU
He HabmiogaeTcs. Bepamamul oka3biBaeT BEIpaXkKeHHOE aHTHApPUTMUYeCKOe NelCTBUE, 0COOEHHO IPH
HaXKeJIyoo4ukKoBol aputMun. OH 3aepKUBaeT IIPOBENeHNE UMITYy/IhCa B aTPUOBEHTPUKYIIPHOM
y371€e, BCIIE[ICTBUE Yero, B 3aBUCUMOCTH OT THIIa apUTMUHU, BOCCTaHABIMBAETCS CUHYCOBHIN PUTM
V/UIY 4aCTOTa COKpallleHU XKeJlyfo4KoB HopManu3yeTrcsa. HopmaneHbin yposeHs YCC He
M3MEHSeTCs UM He3HAYUTEJIbHO CHUXKAEeTCH.

@apmaxoxw—temuna.

BepamaMuit OLICTPO ¥ IMOYTH IIOJTHOCTHIO BCACHIBAETCS B TOHKOM KHIIeyHHKe. CTEIIeHb BCACHIBAHUS
cocraBnset 6omee 90 %. CpenHsis aOCOMIOTHAS OMOLOCTYIIHOCTD V 3[I0POBEIX MOOPOBOJIBIIEB IIOCTIE
OOHOKPATHOTO IpHeMa IIperapara coCTaBseT 22 %, YTO 00bSICHSETCS 9KCTEHCUBHEIM II€YE€HOYHEIM
MeTab0TH3MOM ITePBOT0 IPOXOXKIEHU. BHONOCTYITHOCTh YBETUYUBAETCS B 2 pa3a I0CIe
MHOTOKPATHOTO IIpHUeMa.

MakcruMasbHas KOHIIEHTPAIUs B IJIa3Me KPOBU IOCTUTaeTCsd 4yepe3 1 - 2 yaca mocye mpueMa gO3Hl.
[Iepuop monyBBEIBEIEHNUSI COCTABIAET 3 - 7 4aCOB IIPYA OOHOKpaATHOM npueMe u 4,5 - 12 4acos - npu
KypcoBoM TipreMe. CBs3bIBaHUE C OellkaMu I1a3Mbl KpoBH cocTaBisaeT 90 %. BepanmaMun mo4ytu
IIOJIHOCTBIO0 MeTabOIU3UPYyeTCs, B Pe3yibTaTe Yero o0pa3yioTcs pa3nuyHble MeTabonuTel. Cpenu
3THX MeTabO0JIMTOB TOJILKO HOPBEPAaMUII SIBNIIeTCS (PapMaKOIOTrHYeCKH aKTUBHBIM.,

Bepanamun 1 ero MeTaboIUTH BEIBOOSITCS B OCHOBHOM IOYKaMH, NUIb 3 - 4 % BHIBOOSATCS B
HeusMeHeHHOM Buze. OKomo 50 % mpUHATOM J03bI BEIBOAUTCS B TeueHue 24 yacos, 70 % BHIBOOUTCS
5 gHen. 1o 16 % nekapCTBEHHOI0 CPeOCTBa BHIBOOUTCA C (heKanusiMu. HemaBHO IOTyYeHHbIE JaHHbEIE
CBU[IETENICTBYIOT, YTO HET PA3HUIIL B JapMaKOKMHETHKE BepalnaMuia y JTI0fiel CO 300POBHIMU
IIOYKaM¥ ¥ y MAallMEeHTOB C TEPMUHAJIBHOY CTafuel T0YeYHOU HeloCTaTOYHOCTHU. [lepuon
II0JTyBBIBE[IEHUS BO3pacTaeT ¥ MalleHTOB C IIMPPO30M IedyeHu Oriarogaps HU3KOMY KJIUPEHCY U
OomnbIIoMy 06beMY paclpeneneHus.

BepanaMHn " HOpPpBEpPAIIaMUJI HE BEIBOOATCA C IIOMOIIBIO TeMOOuaIn3a.

KinuHHYeCKHe XapaKTepPHCTHKH.
INoka3anus.

Hmemuyeckas 6051e3Hb Cepalla, BKI0Yasi: CTabUTbHYI0 CTEHOKAPAUIO HAIPSIKEeHUS;
HeCTaOMIbHYIO CTEHOKAPAUIO (IIPOrpeccupylomasi CTeHOKapaus, CTeHOKapAus IOKOs),
BA30CIIAaCTUYECKYI0 CTEHOKAPIUIO (BapraHTHast CTEHOKAPOUs, CTeHOKapaus [IpuHIIMeTana),
IOCTUH()APKTHYI0 CTEHOKAPAHUIO ¥ MAlMEeHTOB 663 cepaeyHOl HeOCTaTOYHOCTH, ECJTH He TI0Ka3aHH b
- agpeHo0I0KaTOPHI.



ApuTMUU: MTapoOKCU3MalbHas HafXKeNynouyKoBasl TaxuKapous; TpeneTaHue/MepliaHue
npencepauil ¢ OBICTPEIM aTPUOBEHTPUKYIISIPHEIM ITPOBeOeHNeM (3a UCKII0UeHreM CHHOpPoMa Bombda
- [TapkuHcona - Yaiita (WPW)).

ApTepuanbHas TUTIEPTEH3US.

IIpomueonoka3aHus.
KapaouoreHHbIN LIOK.

Tsaxensle HapylneHus mpoBoguMocTu: AV - 61okafa II u I1I cTenenu (KpoMe manueHTOB,
KOTODHEIM MMIIJTaHTUPOBAaH UCKYCCTBEHHEIN BOOUTENIh PUTMA).

CunpapoM c1ab0CTH CHHYCOBOTO y371a (KpoMe HalMeHTOB, KOTOPHIM UMIIJIaHTUPOBAH
HCKYCCTBEHHBIN BOTUTENIh PUTMA).

W3BecTHasa TUINIEePYYBCTBUTEJIBHOCTE K Be€PaIllaMHUJIy UJIK K J'I]E060My KOMIIOHEHTY
JIEKAPCTBEHHOI'0 CpeaCTBa.

CepmeuHast HEIOCTAaTOYHOCTb CO CHUXKEHHEeM (paKIiuu BeIOpoca MeHee 35 % u/vwnu JaBlIeHueM
B JIETOYHOX apTepuu Bhilie 20 MM PT. CT. (eCIU TOIBKO BTOPUYHAS HaOXKeTyJoYKoBas TaXuKapaus He
TIOfIHaeTCs BIUSHUIO TEPANIUK BEPAIlaMUIIOM).

OuOpuUnIALMs/TpeneTane Tpefcepauil Ipu Haluduy JOTIOTHUTEIbHBIX IIPOBOASLIINX Iy TEN
(WPW - cunagpoMm u LGL - curmpom). Y Takux MaleHTOB IIPU IPUMEeHEeHUH BepalaMuiia
TUAPOXJIOPUA €CTh PUCK PA3BUTUSA XKETYyIOYKOBOU TaXUapUTMUM, BK/II04as XKeIyL0YKOBYIO
GUOPUIISALIUIO.

Bo BpeMmsi TeueHrs BepallaMUIOM He IPUMEHSTh OMHOBPEMEHHO BHYTPUBEHHO

B - ampeHoOI0KATOPH! (3a UCKITIOYEHNEM HHTEHCUBHOM TEePAInH).

B3aumodeiicmeue ¢ dpy2umMu 1eKapcmeeHHbiMuU cpedcmeamu u dpyaue eudvl
e3aumodeiicmauti.

WccnemoBanus MeTa0oIu3Ma BeparnaMuiia THIPOXJIOPHUAA in vitro mokasasnu, 4To MeTaboIu3uPyeTCs
utoxpomoM P450 CYP3A4, CYP1A2, CYP2CS8, CYP2C9 u CYP2C18. Bepanamurn aBiseTcs
uuruobuTopom dpepmerToB CYP3A4 u P - rmukompotenHoB (P - gp). CoobIramocsk 0 KIMHUYECKH
BaXXKHBIX B3aUMOIeHcTBUsAX ¢ uHrubutopamu CYP3A4, KOTOpEIE COMMPOBOXK/IAINUCH ITOBHIIEHUEM
YPOBHS BepallaMujia B IJla3Me KpOBH, Torga Kak HHOYKTOpH CYP3A4 BhI3bIBaIM CHUKEHUE
IIJIa3MEHHBIX YPOBHEH BepallaMuiia TUAPOXJIOPU A, TI03TOMY HE0OX0OUMO ITPOBOAUTE MOHUTOPUHT
B3aMMOMEWUCTBHUS C IPYTUMHU JIEKaPCTBEHHBIMU CPENCTBAMH.

[ToTeHIMANIbHBIE B3aUMOMENCTBUS, CBSI3aHHbIE ¢ pepMeHTHOU cucTtemMou CYP - 450

ITpasosuH: noBwinenue C,,, npa3o3uHa (~ 40 %) 6e3 BIUSHUS Ha I€PUOJ, TIOTyBHIBEJEHUS.
ANOUTUBHBIA TUTIOTEH3UBHBIN 3G (EKT.

Tepaszo3uH: noBeimenue AUC (~ 24 %) u C,,., (~ 25 %) Tepa3o3uHa. AQOUTHABHBIA TUTIOTEH3UBHBIM



adexr.

XuHuUOuH: yMeHbllIeHUEe KNIUPeHca XuHuauHa (~ 35 %) npu nepopaibHOM IIpreMe. BO3MOXKHO
pas3BUTHE apTepPUaIbHOM TUIIOTEH3UH, a Y TAllUeHTOB C TUIEPTPOPUIECKON 00CTPYKTUBHOM
KapOUOMUOIIaTHeN - OTEK JIETKUX.

®1ekauHuUOuH: MUHUMAJbHOE BIIMSHUE Ha KIUPeHC (IeKanHuANHA B 1a3Me Kposu (< ~ 10 %); He
BIMSET Ha KJIMPEeHC BepalaMuiia B Ila3Me KpPoBH (CM. pa3fen «OcoOeHHOCTH IPUMEHEHUSI»).

TeouaauH: CHUKEHUE OPaIbHOTO ¥ CUCTEMHOTO KIUpeHca npuMepHo Ha 20 %, y KypUIbIIMKOB - Ha
11 %.

KapbamasenuH: noprimenue AUC kapbamasenuHa (~ 46 %) y 6051bHBIX ¢ pedpakTepHOH
napIaabHON SMUTEINCHel; TOBHIIeHNe YPOBHS KapOaMa3enuHa, YTO MOXKET BbI3BaTh MOOOUHEIE
3bdekTH KapbaMa3enuHa, Takue Kak IUIIJIONUS, TOJI0BHas 00/1b, aTaKCHUS UJIU TOJI0BOKPYXKEHHE.

®@eHUMOUH: CHUXKEHNE KOHIIEHTPAIIMX BepPallaMujia B I1Jla3M€e KPOBH.

HmunpamuH: yBenuuenue AUC (~ 15 %) umunpamuHa 0e3 BIUSHUS Ha aKTUBHBIA MeTa00IUT
NEe3UlIpaMuH.

I'nubypuod: noseimenue C,,, rnmubypuna npumepHo Ha 28 %, AUC - Ha 26 %.

KoaxuyuH: yBenudyenne AUC (mpuMepHO B 2 pa3a) u C,,, (mpuMepHO B 1,3 pa3a) KOIXUIKHA.
PekxoMeHOyeTCsT yMEHBIIUTD NO3Y KOMXUIMHA (CM. MHCTPYKITUIO OIS MEIUIIMHCKOTO IPUMEHEHUS
KOJIXUIIMHA).

KaapumpoMuyuH, 3pumpomMuuyuH, meaumpoMul,uH: BO3MOKHO ITOBHIIIIEHNE YPOBHS BeparmaMuia.
PugamnuyuH: BO3MOXKHO CHUXKEHME TUII0TeH3uBHOr0 3ddekTta. Cuuxkenne AUC Bepanamuia (~ 97
%), C,ax (~ 94 %), OMOIOCTYIIHOCTH ITOCTIE TTEPOPAIBHOTO MpuMeHeHus (~ 92 %).

Ilokcopybul,uH: TP OMHOBPEMEHHOM IIPUMEHEeHWY NOKCOPYOHUIMHA U BepalaMuia (IepopaIbHo)
nosrimaercss AUC (~ 104 %) u C,,,, (~ 61 %) mokcopyOuiliHa B IJ1a3Me KPOBH ¥ OOJIBHEIX C
MEJIKOKJIETOYHLIM PAaKOM JIETKHUX.

deHobapbuma: MOBHIIIAET OPAJIbHBIA KIMPEHC BepanaMuia B 5 pas.
BycnupoH: ysenuuenue AUC u C,,, 6ycriupoHa B 3,4 pasa.
Muda3zonam: yBenuuenue AUC mupma3onama B 3 paza u C,,, - B 2 pa3sa.

Memonposaoa: yeenuuenue AUC metompornona (~ 32,5 %) u C,,,, (~ 41 %) y HaI[eHToB CO
cTeHOKapauei (cM. pasgen «Oco6eHHOCTY IPUMEHEHUT»).

ITponpaHosoa: yBenudenue AUC nponpanosnona (~ 65 %) u C,,, (~ 94 %) y naliueHToB CO
cTeHOKapauen (cM. pasmen «OCcoOeHHOCTH TPUMEHEHHS»).

[Tu2oKcuH: y 3mopoBEIX HOoOPoBObIEB yBenudenue C,,, qurokcuna (~ 44 %), C,,, (~ 53%), Cy
(~ 44 %), AUC (~ 50 %). PekoMeHI0BaHO YMEHBIIUTD 003y AATOKCHUHA (cM. Pasgen «OcobeHHOCTH
IIPUMEHEHUS»).

[ueumoxcuH: yMeHbIIIeHNe KIIUpeHca JUTUTOKCUHA (~ 27 %) U 3KCTpapeHaIbHOI 0 KJIUpeHca
(~ 29 %).



ITumemuouH: yBenuuuBaeTcsi AUC R - Bepanamuna (~ 25 %) u S - Bepanamuna (~ 40 %) c
COOTBETCTBYIOIIMM CHUXKEHUEM KnupeHca R - u S - Bepanamuna.

IukaocnopuH: yBenuuenue AUC, C,,,, C. IUKJIIOCIIOpUHA IpUMePHO Ha 45 %.

Jeepoaumyc: yBenudenne AUC sBeponumyca (mpuMepHo B 3,5 pa3a) u C,,, (mpuMepHo B 2,3 pa3a).
Veenuuenue C,,,, BepanaMua (IpuMepHo B 2,3 pa3a). MoxeT noTpeboBaThCs TOYHOE OLpefeNieH e
KOHIIEHTPAIIMU U [03bl 9BEPOJIUMYCa.

Cupoaumyc: yBenuuenne AUC (mpuMepHO B 2,2 pa3a) cuponumyca, yenuuenue AUC (IpuMepHO B
1,5 paza) S - Bepanamuiia. MoxeT oTpeOOBaTLCS ONpefie/ieHre KOHIIEHTPAINi U KOPPEKITUS T03LI
CHPOJIUMYCa.

Takpoaumyc: BO3MOXKHO TIOBHIIIIEHNE YPOBHS 3TOTO IIpenapara B IIJla3Me KPOBH.
TI'unoaunudemuyeckue cpedcmaa (uHaubumopwvt 'MI - KoA - pedykma3sbl (CmamuHbl)): TedeHue
nuarubutopamu I'MI - KoA - penykTa3sbl (CHMBaCTaTHH, aTOPBACTATHH, JIOBaCTaTUH) [JI aleHTOB,
KOTOpHIE IPUHUMAIOT BepalaMuil, CleqyeT HauuHaTh C Hanbonee HU3KUX BO3MOXKHBIX 103 U
IIOCTEIIeHHO UX YBeNIMUMBaTh. ECIM malMeHTy, KOTOPHIY yKe MPUHUMAaeT BeparnaMull, Heo0X0oguMo
Ha3HaueHue uHruoburopa I'MI - KoA - pegykTasel, ClenyeT yuecTb He0OXOAUMOe CHUXKEHHE 03Bl
CTaQTUHOB U 1oA00paTh HO3UPOBKY B COOTBETCTBUU C KOHIIEHTpAIMElN X0IeCcTeprHa B IIJla3Me KPOBH.

AmopseacmamuH: BO3MOXKHO IOBHILIIEHNE YPOBHSI aTopBacTaTuHa. ATopBacTaTuH yBenuuuBaeT AUC
BepalaMuiia npuMepHo Ha 43 %.

JlosacmamuH: BO3MOKHO IOBHIIIIEHHE YPOBHS jToBacTaTuHa. YBenuuenue AUC (~ 63 %) u C,,, (~ 32
%) Bepamamura.

Cumsacmamun: yBenudenue AUC cuMBacTaTHHa IpUMEpPHO B 2,6 pa3a, C,,, CAMBacTaTHHa - B
4,6 pa3a.

@ 1ysacmamuH, npagacmamuH u po3ysacmamuH He MeTabonmu3upyroTcs muroxpomom CYP3A4 u
MMEIOT MEHBIIYI0 BEPOITHOCTh B3aUMOMEUCTBUS C BEpallaMUuoM.

Aamompunman: yBenudenue AUC Ha 20 %, C,., - Ha 24 %.

Cyab¢puHnupa3oH: OBHIIIIEHNE OPAJIbHOTO KJIMPEHCa BepanaMuia B 3 pa3a, YMeHbIIeHNe
6uomocTynHOCTH - Ha 60 %. MoxeT HaOmogaThCsI CHUKEHNE TUIIOTEH3UBHOTO 9P deKTa.
I'petingppymosyiii cok: yBenuuuBaeTcs AUC R - Bepanamurna (~ 49 %) u S - Bepanamuna (~ 37 %),
yBenuuuBaetrcs C,., R - Bepanmamuna (~ 75 %) u S - Bepanamuna (~ 51 %) 6e3 u3aMeHeHuUs Iepuoaa
TI0JTyBBIBE[IEHUS M TI0UeYHOTO0 KiupeHca. CrnenyeT u3berath ynoTpebaeHnus TPeUngpyToBoro coka ¢
BeparnaMuioM.

38epobotl npodvipssaeHHbil: ymenbiIaeTcss AUC R - Bepamamuna (~ 78 %) u S - BepanaMuia
(~ 80 %) c cooTBeTCcTBYIOIWIKM CHUXEHNEM C, ..

B,Q yrvue BBaHMOEeﬁCTBHH

ITpomusosupycHbie (BHUY) cpedcmeaa: U3 - 3a CIOCOOHOCTY HEKOTOPHIX IIPOTHBOBUPYCHBIX CPEJICTB,
TaKWX KaK PUTOHABUD, NTOAABIATL MeTaboI13M, Ila3MeHHbIe KOHIIEeHTpallii BeparnaMuiia MOTyT
pactu. HazHauaTh C OCTOPOXKHOCTBIO. MOXKET BO3HUKHYTh HEOOXOOUMOCTb B CHUKEHUU [[O3bI
Bepanamuia.

Jlumuti: coo6I11a70Ch 0 MOBHIIEHHON HEMPOTOKCUYHOCTH JIUTHS IIPU ONHOBPEMEHHOM IIPUMEHEHUN



BeparnaMuiia TUAPOXIOPUOA U TUTHS 0e3 UIH C IMOBBIIIIEHHEeM YPOBHS JIUTHS B IJTa3Me KpoBu. OmMHAKO
y TMaIMeHTOB, KOTOPBIE TIOCTOSTHHO MOIyYaii OOUHAKOBYIO HO3Y JIUTHS ITePopaibHO, moOaBIeHre
BepanaMuiia TUAPOXJI0pHIA MTPUBOAUIIO K CHUKEHHUIO YPOBHEH IUTHS B MJIa3Me KPOBU. ITaIlMeHTHI,
nojy4atoinye o6a JIeKapCTBeHHBIE CPEICTBA, NOJIKHBI HAXOOUThLCS II0]] TIAaTeIbHBIM Ha0IIoeHueM.

HetipomvliweuHvle 6,10Kamopsl: KTUHUYECKHe NaHHBIe ¥ UCCIIeNOBAaHMUS Ha JKHUBOTHAIX
CBUMIETEILCTBYIOT, YTO BeparaMuia THIPOXIOPU MOKET YCUIIMBAaTh aKTUBHOCTh HEMPOMBIIIIEYHBIX
6710KaTOPOB (KypapemnomoOHbIX U OeTOISIPU3UPYIONUX). M0oKeT BOZHUKHYTh HEOOXOOUMOCTE B
CHUXKEHUHU J03kl BeparaMuila THAPOXIOPUAA U/UTKM H03k HEHPOMBIIIIEYHOT0 OJI0KaTopa Ipu
OTHOBPEMEHHOM UX ITPUMEHEHUH.

Auemuscanauyua08asa Kucsa0ma: TOBHIIIEHHAS BEPOSITHOCTb KPOBOTEUEHUS.
9maHo (anK0201b): IOBHILLIEHNE YPOBHS 3TaHOJIA B IJla3Me KPOBH.

AHmuezunepmeH3usHble cpedcmea, Ouypemuku, 8a300uU/1amamopbl: YCUNeHre THIIOTeH3UBHOTO

adexTa.

OcobeHHOCMU NpuMeHeHUsl.
OcTpuit nHDAPKT MUOKApIa

JlekapCTBEHHOE CPENICTBO CIIeAyeT IPUMEHSATh C OCTOPOKHOCTHIO TAIIMEHTAM C OCTPHIM UH(PAPKTOM
MHUOKap[a OCJI0XKHEHHBIM OpafiuKapauel, BEIpaKeHHOM apTepuaabHON TUIIOTeH3UeH uiu
nucyHKUMeH JIeBOT0 XKelyaoukKa.

CepgeqHaﬂ 6n0Kagaz ATPUOBEHTPUKYIADHAA 6HOKaga I CTeHeHI/I[6QaEI/IKaQEI/IH[aCI/ICTOHI/IH

Bepanamusa rufpoxiopuf BausgeT Ha aTPUOBEHTPUKYISPHBEIA U CUHOATPUAJIBHBIN Y3JIBL U
IIPOJIOHTUPYET BPEMS aTPUOBEHTPUKYIIIPHOU IIPOBOOUMOCTHU. [IpUMEHATH C OCTOPOXKHOCTBIO, IOTOMY
YTO Pa3BUTHE aTPUOBEHTPUKYIsIpHOU Onokansl 11 umu I1I crenenu (4To sIBMIETCA
IIPOTUBOIIOKA3aHUEM) UJIM OOHOIIYYKOBOM, MIBYXITYYKOBOM MM TPEXITYYKOBOM 6JI0Kabl HOXKKM ['1ca
TpeOyeT OTMeHH! CIIeAYIOUIMX 003 BepallaMuia T’UAPOoXIopua U Ha3HaueHUsI COOTBETCTBYIOIIEH
Tepanuu B cIydae He0OXOOUMOCTH.

Bepanamumna rufpoxiopus BIusgeT Ha aTPUOBEHTPUKYISPHBIA U CUHOATPUAJIbHBIN Y3JIEl U 04€Hb
PEeIKO MOXKET CIIPOBOIMPOBATh BO3HMKHOBEHNE aTPUOBEHTPUKY IIpHOi Onokapsl 11 unu III crenenu,
OpaouKapauio ¥ Ype3BEIYAlHO PEIKO - aCUCTONUI0. bomee BeposiTHO, UTO TaKWe CUMIITOMH OyAyT
Ha0TI0MaTLCS YV MAIlMeHTOB C CHHOIPOMOM CJ1a00CTH CHHYCOBOT'O y3J1a (CMHOATpHaIbHAS y3JI0Bas
6071e3Hb), KOTOPHIM Yallle BCTpedaeTcs V MaleHTOB I0XKUI0T0 BO3pacTa.

AcucTonus y IallMeHTOB, He UMEIOIINX CHHAPOMa C1ab0CTH CHHYCOBOTO y371a, OOBIYHO



KpaTKOBpeMeHHas (HeCKOJIbKO CeKYH] UJIM MEHbIIIe), CO CIIOHTAaHHKIM BO3BPATOM K
aTPUOBEHTPUKYJIIPHOMY 3]y W1 HOPMaJIbHOMY CUHYCOBOMY PUTMY. EClu 3TO ABIIeHUE HE
MHMOJIETHOE, CTIeJyeT HeMeJIeHHO HayaTh COOTBETCTRBYIOIIYIO Tepanuio (cM. pa3men «[Io6ouyHbe
peaxknum»).

AHTI/IaQI/ITMI/I‘-IeCKI/Ie CpelncCTBa, ﬁ - aEQeHO@TOKaTO[:_)BI

BzaumHOe ycuneHue KapauoBaCKyISIPHOTO OeUCTBUS (IIOBLIIIEHNE CTEIEHN aTPUOBEHTPUKYIIIPHOMN
0JI0Kabl BEICOKOM CTEIIeHH, 3HAUHUTEIbHOE CHUXKEHNE YaCTOTHl CePAEYHBIX COKPAIeHHH, TOSIBJIIEHNE
CeprevyHOr HeMOCTaTOYHOCTH, 3HAYUTENIbHOEe CHUKEeHHE apTepPHuaIbHOTO NaBJIEHUS).
AcvMnToMaTrdecKas Opagukapaus (36 yo/MuH) ¢ 6yKaaloliuM BOOUTENIEM PUTMa MIpeficepauii
Habiomanach y MalueHToB, TOIy4YaBIIKX COMyTCTBYIOUIYIO TEePAMXIO IIIa3HbIMH KaIJIIMU C
TUMOJI07I0M (B - agpeH0610KaTOP) Ha (DOHE JTeueHHs BepalaMuiia THAPOXIOPHULOOM.

EI/IFOKCI/IH

[Tpy ogHOBPEMEHHOM NIPUMEHEHUY BepallaMuiia C JUTOKCUHOM CJiefyeT YMEHBIIUTh J03y JUIOKCUHA
(cM. pa3gen «B3auMopeicTBue C APYTUMHU TI€KapPCTBEHHBIMU CPEICTBAaMU U OPyTue BUBI
B3aHMOJEMCTBUI»).

CepreyHas HeOCTAaTOYHOCTD

[epen HayajaoM JIeUeHUS BepalaMuIoM HeoOX0muMO KOMIIEHCHPOBAaTh CepOeYHyI0 HeJOCTaTOYHOCTh
y maIlMeHTOoB ¢ (ppakimel Bri6poca 6omee 35 % 1 afleKBaTHO KOHTPOIMPOBATH B TEUEHKE BCETO
TIePUOfia JIEYEHHUS.

Wurubutoper I'MI" - KoA - penyKTa3sbl (CTATHHBI)

Cwm. pa3gen «B3auMopelCTBYE C IPYTUMU JIEKaPCTBEHHEIMU CPEICTBAMU U OPYTHe BUOBI
B3aMMOJIEUCTBUI».

HapymeHI/Ie HEPBHO - MBIIIEYHOI IIPOBOOMMOCTH

Bepamamusa rugpoxJIOpuz cliefyeT MPUMEHATh C 0CTOPOXKHOCTHIO TP HaJIM4YuX 00JIe3HEH C
HapyLIEHUSIMU HEPBHO - MBILIIEYHOU IPOBOTUMOCTH (MuacTeHus (Myastenia gravis), ciHIpoMa
Jlambepra - TOHA, MporpeccupymoLiei MeIIeYHoU qucTpoduu [liomeHa).

[ToyeyHasd HEeOOCTATOYHOCTh

XOoTs1 HaHHEIE MOATBEPKIEHHBIX CPABHUTEIILHBIX KCCIENOBAHUH [TOKA3aJIH, YTO IT0YeYHas
HEOCTATOYHOCTh He BIIUsSIeT Ha (apMaKOKMHETHKY BeparaMuiia V IalueHTOB C TePMUHAIbHOM
cTapuel IOYeYHOM HeJOCTATOYHOCTH, OBIJI0O HECKOJTBKO COOOIIEHU M, CBUIETEILCTBYIOIINX O TOM, YTO
TalKreHTaM C II0YeYHOM HeJOCTaTOYHOCThIO CITelyeT MPUMEHSITh BeparnaMuil C OCTOPOKHOCTEIO U IO
TIATEIbHEIM HabmogeHneM. BepanaMun He BEIBOOUTCS C IIOMOIIBI0 TeMOIHaIn3a.

IleyeHOYHAas HEIOCTATOYHOCTD

[MTareHTaM CO 3HAYUTEILHEIM HapylleHneM QYHKIIUU IeYeH) CIIeqyeT MPUMEHSITh BeparnaMul ¢
OCTOPOKHOCTHIO (CM. pa3gen «Crocod MpUMEeHEHUS U TO3bI»).



Bepamamun - [Tapauiia cogepxut 31,4 Mr 1akTo3bl MOHOTHpPATa, TI09TOMY, €Cli Y Bac ycTaHOB/IeHa
HeIepeHOCHMOCTb HEKOTOPHIX CaXxapoB, MPOKOHCYIbTUPYUTECH C BpauoM, IIpeXae YeM MPUHUMAaTh
3TO JIeKapCTBEHHOE CPELCTBO.

ITpumeHeHue 8 nepuod bepemMeHHOCMU UAU KOPM/eHUS 2py0bio.

YeTKUe U XOPOIIIO N3yUYeHHbIe JaHHbIE 10 TPUMEHEeHUIO JIEKapCTBEHHOTO CPefCcTBa OepeMeHHBIM
JKEeHIIIMHAM OTCYTCTBYIOT. FicCclieloBaHUS Ha XXKUBOTHBIX HE BHISIBUIIU IIPSIMOTO UJIA KOCBEHHOTO
BPEIHOT0 BO3[IEHCTBUS B OTHOIIEHUU PENIPOAYKTHBHOM TOKCUYHOCTHU. [I0CKONIBKY HaHHEIE,
IIOJTyYeHHbIE B Pe3y/IbTaTe PENPOOYKTHBHBIX UCCIeIOBaHUM Ha XKUBOTHHIX, HE BCETTla MOXKHO
3KCTpPAaIoJINpPOoBaTh Ha YeJI0oBeKa, IeKapCTBEHHOE CPENCTBO CIeNyeT IPUMEHSITh BO BpEMS
6epeMeHHOCTH TOJILKO B Cllydae KpaliHel HeoOXOJUMOCTH.

Bepamamus npoHUKaeT Yepe3 IJIalleHTy U OIPenesseTcs B IyIIOBUHHOW KPOBH.

Bepamamun u ero MeTabonMuTH IPOHUKAIOT B TPYIHOE MOJIOKO. OrpaHUYeHHbIe TaHHBIE 110
IIepopajbHOMY IPUEMY C y4acTHeM 4YelloBeKa CBUAETEIbCTBYIOT, UTO J03a BepanaMmuia, KoTopas
monagaeT B OpraHu3M HOBOpoxkaeHHOro, Hu3Kad (0,1 - 1 % [o3bl, IPUHATOM MaTephio), II03TOMY
IpUMEHEHNe BepallaMuiia MOXKeT OBITb COBMECTUMBIM C KOPMJIEHUEM T'PYIIbl0, HO PUCK [T
HOBOPOXKIEHHBIX HEJIb3S UCKITIOUNTh. YUYUTHIBAS PUCK IIOSIBIEHUSI CEPhE3HBIX TOOOUHBIX PEAKIUH Y
HOBOPOXK[EHHBIX, KOTOPBIX KOPMST IPYAbI0, BEpalaMusl B IEPUO KOPMJIEHUS TPYAbI0 MOXKHO
IIPUMEHSITh TOJIBKO B CIydyae KpaiHel HeoOXOOUMOCTH [JIsi MaTepH.

CriocoOHOCTH BNUSATH Ha CKOPOCTh PeakIui MpY yIIPaBIeHUHM aBTOTPAHCIIOPTOM HIH APYTUMHU
MeXaHU3MaMH.

W3 - 3a aHTUTHUINIEPTEH3UBHOT0 3 deKTa BeparnaMusa rugpoxJIopyuia, B 3aBUCUMOCTH OT
WHOWBUIYAIbHOM peaKIuu, CIOCOOHOCTh YIIPaBISATh TPAHCIIOPTHHIMY CPeCTBaMu, paboTaTh C
MeXaHU3MaMH UK PadoTaTh B OMMACHAIX YCIIOBHUSX MOXKET OBITh HapylieHa. OCOOEHHO 3TO KacaeTcs
HavaabHOU a3kl TeUeHHUs, IIPU IOBHIIIIEHUH NO3bl, PY U3MEHEeHUH TUIIOTeH3UBHOTI'0 IIperapara, a
TaK¥XKe IIPU OJHOBPEMEHHOM IIpUeMe JIeKapCTBEHHOT'0 CPefiCTBa C alIkorojieM. BepanaMunl MoXeT
TIOBHIIIATh YPOBEHD QIKOTOJIS B IIJIa3Me KPOBU U 3aMefJISITh €T0 BEIBefleHUe, TI03TOMY NeNCTBUE
aJIKOTOJISI MOXKET YCUIIUBAThCH.

Cnoco6 npumeHeHusi u 0o3bul.

Io3®l oOMpaTCs HHOAUBUAYaIbHO I KaXKA0ro MaiuenTa. JIekapcTBeHHOE CPENCTBO CIeAyeT
IPUHUMATh He paccachiBasi ¥ He Pa3KeBBIBAs C JOCTATOYHEIM KOJIMYECTBOM XKUIKOCTH (Hampumep, 1
CTaKaH BOJHI, HA B KOEM CJTy4ae rPeurngpyToOBLIN COK), Tydllle BCET0 BO BPeMs UJIU CPa3y IOCIe efHl.

B3pocsvle u nodpocmku ¢ maccol mesaa 6oaee 50 ke

Hwemuueckas 601e3Hb cepiua, NnapokCu3mMaabHas Haoxceayooukoeas maxukapous,
mpenemaHue/mepuaHue npedcepdull: peKoMeHayeMasi CyToYHas no3a coctasnseT 120 - 480 wr,
pa3geneHHbIX Ha 3 - 4 mpueMa. MakcuMalbHas CyTo4Hasd fo3a - 480 mr.

ApmepuaavHas czunepmeH3us. PekoMeHayeMas CyTodHas go3a cocTasmnsgeT 120 - 360 wr,



Ppa3deleHHBIX Ha 3 InpueMa.

emu cmapwez2o 0owkKo/1bH020 803pacma 0o 6 s1em, MoabKO NPpu HAPYWeHUAX cep0eyH020 pummda:
peKoMeHAyeMas OOo3upoBKa B nmpefenax 80 - 120 Mr B ieHb, pa3fefieHHBIX Ha 2 - 3 PA30BBIX [O3HL.

Hemu 6 - 14 aem, moabKo npu HaApyweHuAXx cep0eyHo20 pummda: peKoOMeHayeMas JO3UPOBKa B
npepenax 80 - 360 Mr B ileHb, pa3fieIeHHbIX Ha 2 - 4 pa30BbIX JO3HL.

HapyweHUﬂ d)yHKU,UU noyvex: JOCTYIIHBIE NAHHBIE OIIMCAHEI B Pa3eiie «OcobeHHOCTH IIPUMEHEHUI».
[TanmeHTaM ¢ TOYEYHON HEJOCTATOYHOCTHIO BepallaMuJia TUAPOXJIOPHUL CIIeOyeT IIPUMEHATE C
OCTOPO2KHOCTEIO U ITOJ IIPUCTAJIBHEIM IIPHUCMOTPOM.

HapyweHus ¢yHKuuu neyeHu: y O0IBHBIX C HAaPYIIEHHON QYHKI[UEeH TeYeHN B 3aBUCUMOCTH OT
CTeIleHU TAXeCTU [eUCTBUe BepallaMuila TUAPOXJIOpUAa YCUIUBAETCS U NIPOLJjieBaeTCs U3 - 3a
3aMeqJieHus pacliafia JIeKapCTBEHHOT0 CpencTBa. I103ToMy B TakKuX CiIy4dasix JO3UPOBKY ClIemyeT
yCTaHaBIUBATh C 0COO0M OCTOPOKHOCTHIO M HAYMHATH C MaJIbIX 103 (Hampumep, 4j1si O0IbHBIX C
HapylLIeHHOU (QyHKLIMeEU NeYyeHU CHadana 2 - 3 pa3a B cyTku 40 mr, coorBeTcTBeHHO 80 - 120 Mr B
CYTKH).

He npuHUMaTH IEKaPCTBEHHOE CPELICTBO JIEXKA.

Bepamamuia rugpoxJIOPU[ Hejlb3sl Ha3HAavyaTh OOIbHEIM C MHPAPKTOM MHOKApIa B TeueHue 7 JHeH
[1ocJjie COOLITHUA.

[Tocne gnuTENbHOU TepaIllny JIEKaPCTBEHHOE CIIegyeT OTMEHSATh, IIOCTEIIEHHO CHUXKAs O03Y.

I muTeTbHOCTDb JTIeYEHUS ONpPeaesseTcs BpauoM HHAWBUIYAIbHO ¥ 3aBUCUT OT COCTOSTHUS MAllMeHTa U
TeueHUs 3a00IeBaHId.

IHemu.

Bepamnamun - [lapHulla B JTaHHOW T€KapPCTBEHHOU (opMe IPUMEHSIOT JEeTSIM TOIbKO IpPHU
HapylIeHUsAX CepOedyHOro puTMa.

IIepedo3upoeka.

Cumnmomul: apTepuanbHas TUNIOTeH3us, OpafuKapaus A0 aTPUOBEHTPUKYISAPHON OI0Kaakl BEICOKOU
CTeTeHU ¥ OCTAHOBKYU CHHYCOBOTO y3J1a, TUIIEPTINKEMUS, CTYIIOP ¥ MeTabonn4eCcKuil arumos.
Habmntoganuch neTanbHble ClIydau B pe3yibTaTe epefo3uPOBKY.

JleueHue nepedo3uposKku sepanamuia 2u0poxa0pudd HOJIXKHO ObITh TTaBHEIM 00pa3oM
OAePKUBAIOIIMM ¥ MHOUBUAYAIBHEIM. b - agpeHepruyeckas CTUMYISALUS U/UTA BHYTPUBEHHOE
BBefleHUe IIpenapaToB Kanblus (Kaablus XJI0PHUA) 9PpGeKTUBHO IPUMEHSIIOTCS AJIS yCTPaHEHUS
CHMIITOMOB YMHIIIITIEHHOM ITepeN03UPOBKHU IIPU ITepopabHOM IIPHMeHEeHUN BeparnaMuiia
TUAPOXJIOPUTA.

B cnyyae 3HaUUTENbHOU apTepHaNbHON T'UIIOTEH3UU UM aTPUOBEHTPUKYIIIPHON O10Kagbl BHICOKOM
CTeneHu HeoOXOOMMO IIPUMEHSTh CPENCTBA, IOBLIIIAIOIINE apTepPUaIbHOE TaBIeHNe
(cocymocyzuBalolye) Uik KapAUuOCTUMYISATOPE, COOTBETCTBEHHO. [Ipy acuCTONUu OGHOBPEMEHHO C



IpUMeHEHUEeM 0OBIYHBIX MEP CllelyeT IPUMEHUTH b - agpeHeprudyecKyio CTUMYISALUIO (HalpuMep,
M30IIPOTEePeHOJIa TUAPOXJIOPUL), OPYTUe CPECTBa, HallpaBIeHHbIe Ha TOBLIIIEHNE apTepPUabHOTO
[aBJIEHUS, WU TPOBECTU BOCCTAHOBIIEHNE CEPAEYHON NEeATEIbHOCTU U IbIXaHUS.

BepaHaMHna TUOPOXJIOPH HEe BEIBOOUTCSA C IIOMOIIBIO TreMOOrualIn3a.

ITo6ouHble peakuuu.

O HuXenpuBeIeHHIX TOO0YHEIX PEAKITUIX CO0OIIANIOCh B X016 KIIMHUYECKUX UCCIeIOBAHUM, TIPH
ITOCTMApPKETUHTOBOM ITPUMeHEeHUHU BepanaMuia unu B IV Gase KIMHUYECKUX UCIBITAaHUH.

I71s KaXX0M CUCTEMBI OpTraHoB MOO0YHEIE PeaKIuy KIaCCUPUITMPYIOTCS B 3aBUCUMOCTH OT YaCTOTHI
coobmmenuii: yacto (=1/10), wacto (=1 /100 <1/10), mewacTo (=1 /1000 mo <1/100), penko (=
1/10000 k <1/1000), ouens penko (<1/10000), Henu3BeCTHO (4aCTOTY HENB35 YCTAHOBUTH I10
MMEIOIINMCS OAaHHEBIM),

Haubornee yacTo Habmoganuch Takue MOOOYHEIE peaKIuu: rojioBHAS 00JIb, TOJIOBOKPYKEHUE;
JKeIyOoYHO - KUIIIeYHbIEe PACCTPOMCTBA: TOIIHOTA, 3armop, 60/Ib B XKUBOTE; TaKkKe OpaguKapous,
TaxXMKapOus, OIyIleHne cepaieOueHns, CHUKeHIe apTepPHasbHOTO NaBJIeHUS, TUIIePEMHUS,
nepudepudeCcKuil 0TEK U YTOMIIIEMOCTD.

Co cmopoHbl 0P2aHo8 CAyXd U 8ecmubyAapHO20 anNNApama: PeOKo - 3BOH B yIIaX; HEU3BECTHO -
BEPTHTO.

Co cmopoHbl pecnupamopHoOU cucmembl, 0p2aHO8 2pYOHOU KAemKu U cpedoCmeHUA: HeN3BECTHO -
OpOHXOCIIa3M, IUCIIHO3.

Co cmopoHbl JHce1y004HO - KUWe4YHO020 MPAaKma: 4acTo - TOITHOTA, 3all0pkl; HevyacTo - 00JIb B
JKHBOTE; PEOKO - PBOTA, HEM3BECTHO - IUCKOMMOPT B XKUBOTE, KUIIEYHAS HETTPOXOIAUMOCT,
TUTEepNIa3us qeceH (TMHTUBUT U KPOBOTEUYEHUE).

Co cmopoHbl NOYEK U MOUYEB8bIBOOAWUX CUCTEMbl: HEU3BECTHO - TOYeYHAsI HeOCTaTOYHOCTb.
Co cmopoHbl 06MeHa seujecms, Memabo1u3md: HeU3BECTHO - TUIIEePKATHEMHUS.

Co cmopoHbl Hep8HOU cucmeMmbl: 4aCTo - TOJIOBOKPYXKeHUe, F0JI0OBHAsL 00JIb; PEKO - ITapecTe3uy,
TPEMOP; HEU3BECTHO - 9KCTPaNupaMuIanbHble PaCCTPOMCTBA, ITapanuy (TeTpamnape’)*,
SMUJIETITUYECKH e TTPUTIagKH.

Co cmopoHbl NCUXUKU: PEIKO - COHITUBOCTE.

Co cmopoHbl cepdeyHo - cocyducmotl cucmembl: 4acTo - OpaguKapaus, TUIIEPeMusi, CHUXKEeHHIe
apTepuajbHOTO [aBJIEHUS; HEYacTo - OIIyIleHue cepauebreHus, Taxukapays; Heu3BeCTHO - O10Kafa
I, Il unu III cTeneny, cepaeyHas HEOOCTaTOYHOCTL, OCTAHOBKA CUHYCOBOI'O y3J1a, CHUHYCOBas
OpaguKapausi, aCUCTOIHUS.

Co cmopoHbl UMMYHHOU CuCmMeMbl: HEU3BECTHO - PEAKIUH TUIIePYYBCTBUTEILHOCTH BKITIOYAOLINE
KPAIKUBHUIY, OIIYIeHHe 3yaa, 3yI, IyPIypy.

Co cmopoHbL KOXCU U NOOKOHCHOU K/AemyuamKu: pegKo - TUIIePTUAP03; HEU3BECTHO -
aQHTHOHEBPOTHUYECKUM 0TeK, CUHAPOM CTuBeHCa - [I;)KOHCOHA, My/IbTU(OPMHAs 3PUTEMA,



MaKYyJIOIIaIlyJIE3HAs CHIIIb, aJIONIeNd, KPalluBHHUIIA, 3y, IIYPIIyPa, SPUTPOMETaJINd.

Co cmopoHbl ONOPHO - 08U2aMENbHOU cucmeMbl U CoOe0UHUMeNbHOU MKAHU: HEU3BECTHO - MUANTHS,
apTpajrus, MeIIIeYHas c1aboCTh.

Co cmopoHbl penpodyKkmuBHoU cucmembl U YHKUUU MOA0UHbIX dHCe1e3: HEU3BECTHO - 9PEKTUIbHas
OUCHYHKIMS, THHEKOMaCTHS, TallaKTopest.

Obw,ue HapyweHUs U pedKuuu 8 Mecme 8sedeHuUs: 4acTo - IepudeprudecKre 0TeKH, PeOKO -
YTOMIISIEMOCT.

JlabopamopHble nokazameiu: HEU3BECTHO - MOBHIIIIEHNE YPOBHEH MMeYEHOUHBIX (PEPMEHTOB U YPOBHS
IIPOJIaKTHHA B CEIBOPOTKE KPOBH.

*B xofle TOCTMapKETUHTOBLIX HAOMIOIEeHN OOUH pa3 CooO0IIanoch 0 mapajauye (TeTpamapese),
aCCOIIMMPOBAHHOM C KOMOMHHUPOBAHHEIM IIPUMEHEHHEeM BeparaMuiia ¥ KOJIXUIIMHA. DTO MOXKeT OBITh
00yCIIOBIIEHO TPOHUKHOBEHNEM KOJIXUIIMHA Yepe3 reMaTosHIledanndeckuit 6apbep BCIENCTBHE
yraetenus Bepanamunom CYP3A4 u P - gp cM. pa3pen «B3aumonencTBre C OpyrumMu
JIEKapCTBEHHBIMU CPELCTBaMU U APYTHUE BUOH B3aUMOIEUCTBUL».

Cpok 200HoCcmu. 3 rofa.

YcnoBusi xpaneHusi.

XpaHUTHL B OPUTUHAIBHOM yIIaKOBKeE IIpU TeMIlepaType He Beiite 25 °C.

XpaHUTH B HEIOCTYITHOM [JI51 HETEN MecCTe.

VYnaxoBka.

[To 10 Ta6neToOK B KOHTYPHOU T4€WKOBOM yIIaKOBKeE, IT0 2 KOHTYPHEIE TYE€WKOBHIE YIIAKOBKY B IIAUKe.

KaTeropusi ormycka. [To perenry.

IIpousBogurenn. YAO «dapMalieBTHYecKas hupMa «JJapHUIA».

MecToHax0xKaeHHe MPOU3BOIUTEJISI H eT0 aJpec MeCTa OCYIeCTB/IeHHs NesATe/TbHOCTH.

Ykpauna, 02093, r. Kues, yn. bopucnonsckas, 13.



