IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

BEPAITIAMUJI-TAPHUIIA

(VERAPAMIL-DARNITSA)

Cknao:
ditoua pevosuHa: verapamil;
1 TabneTka MiCTUThL Bepamnaminy rigpoxmopuny 80 mr;

IOTOMiXHi pEYOBMHHU: JIAKTO3a MOHOTIIpAT, LIe/I0JI03a MIKPOKPUCTAJliuHa, KYKYPYA3IHUN
KpOXMaJlb, TilIpoMeso3a, KpockapMesio3a HaTpilo, KPeMHII0 OiOKCUL KONIOoIgHUY Oe3BONHUM,
TaJIbK, MarHilo cTeapar, cemidinm 752 6inuii, makporoin 4000.

JIikapcbka ¢opma. TabneTku, BKPUTI IJTiIBKOBOIO 000JI0HKOIO.

OcHosHi (pi3uko-xiMiuHi 81acmueocmi: TaONETKH, BKPUTI MJTiBKOBOIO 000JI0HKOI0, KPYTI0i (hopmy,
6i710r0 KONIbOPY, 3 HBOOIYKJIOK IIOBEPXHEIO.

dapMmakoTepaneBTHYHA rpyna. CenekTuBHi 6J10KaTOpX KasbI[iEBUX KaHAJIIB 3 IPAMUMHU epeKTaMu
Ha cepue. [ToxigHi ¢peninankinaminy. Bepanamin. Kog ATX C08D A01.

Papmakono2iuHi e1acmueocmi.
®apmakoduHamika.

Bepamawmin 6;10Kye TpaHCMeMOpPaHHUY MOTIK i0HIB KaJbIIil0 ¥ KIITHHU Ceplis Ta rIaJleHbKUX M'S3iB
cymuH. Bin 6e3nocepenHbo 3MeHInye moTpedy Miokapaa B KMCHi 3aBOSKY BIIMBY Ha €HEPTeTHYHO
3aTpaTHi npoiecu MeTaboIi3My B KJIiTHHAX MioKapa Ta BHACJiIOK 3MEHIIIeHHS IOCTHaBAHTaXKeHHS.

3aBasiky OI0KYBaHHIO KaJIbI[iEBUX KaHAIB IMIafieHbKOi MyCKYIaTypyu KOPOHAPHUX apTepiit MpUmimus
KPOBI 10 MiOKapa MOCHUIIOETHCS, HaBiTh Y IOCTCTEHOTUYHUX JiITHKAX, 1 cClla3M KOPOHapHUX apTepin
3HIMA€ETHCA.

AuTHTinepTeH3uBHA e(peKTUBHICTD JTikapchKoro 3aco0y Bepanamin-llapHutis 3yMoOBIeHa
3MEHILIEeHHSIM 0Iopy neprudepnyHux cynuH Oe3 30ibIIeHHS YaCTOTH CEPLEBUX CKOPOUYEHDb B SKOCTi
pednekTopHoi BiAnosigi. Hebaxanux 3MiH (izionorivHux mokKa3HUKIB TUCKY KPOBi He



CIIOCTEPIraeThC.

Jlikapcekuii 3aci6 Bepamnawmin-IJapHulls Ma€ BUpaXxeHy aHTUaPUTMIiYHY [Iif0, 0COONIUBO IIpH
HaJIUTYHOYKOBiM apuTMii. BiH 3aTpuMye IpoBeeHHS iMITy/IbCYy B aTPiOBEHTPUKYISIPHOMY BY3i,
BHACJIIIOK YOTO0, 3a/Ie3KHO Biff TUIY apuUTMil, BiTHOBIIOETLCS CUHYCOBUM PUTM Ta/ab0 YyacToTa
CKOPOYEeHb LIJTyHOYKIB HOPMaIi3y€eThCH.

dapmakokiHemuxka.

Bepanawmin mBUAKO Ta MaiiKe IIOBHICTI0 BCMOKTY€ETHCS B TOHKOMY KUIIEYHUKY. CTyIiHb
BCMOKTYBaHHS CTaHOBUTH 90-92 %. MakcuManbHa KOHLIEHTPALIiS Y [1JIa3Mi KPOBI JOCATAETHCS Yepes
1-2 ropuHu nicng npuiiomy go3u. [lepion HamiBBUBeNeHHS CTAHOBUTH Bif 3 A0 7 TOOUH. 3B’ I3yBaHHS
3 6inkamu mna3mu ctaHoBUTH 90 %. Bepamamin matizke moBHICTIO MeTab0Ii3y€eThCSI, BHACIIOK YOT0
YTBOPIOIOTLCS pi3Hi MeTabomiTu. Cepen 1ux MeTaboJIiTiB TinbKKM HOpBepanaMin apMaKoIorigyHo
aKTUBHUI. BepamaMin i HopBepanamin He BUBOASATHCS 3a JOIIOMOT0I0 TeMOiami3y.

Bepanamin Ta 1ioro MeTaboIiTi BUBOASATLECS B OCHOBHOMY HUPKaMy; nuie 3-4 % BUBOOATLCS Y
He3MiHeHOMY cTaHi. 50 % BBeOeHOI 03U BUBOOUTHCS MPOTATOM 24 romuH, 70 % BUBOOUTHLCS
npotsiroM 5 gHiB. [To 16 % mikapchkoro 3aco6y BUBOOUTHCS 3 deKamisiMu. HelomaBHO ofepKaHi maHi
CBiguaTh, III0 HEMAE Pi3HUI Y HhapMaKOKiHETHIII BepalaMiny y /ofel 3i 30pOBUMH HAPKaMU Ta y
TIAIliEHTIB i3 TepMiHANbHOIO CTafi€l0 HUPKOBOI HeJocTaTHOCTI. [lepiof HamiBBUBeieHHS 30iTbIIYETHCS
y TAI[iEHTIB i3 IMPO30M MEUiHKM 3a PaXyHOK HU3bKOTO KJIipEHCY Ta BEJIMKOTr0 00’eMy PO3IOAiny.

CepepnHs abcomoTHa 6i0MOCTYIHICTD Y 3OPOBUX CY0’€KTIB IMiC/IsI OMHOKPATHOTO IIPUHOMY
NiKapchKoro 3aco0y CTaHOBUTH 22 %, 110 OSICHIOETHCS €KCTEHCUBHUM NIe4iHKOBUM MeTaboi3sMoM
IIepIIOro IPoXoaXKeHHs. BiogocTynHicTs 30inburyetses y 1,5-2 pas3u micns 6araTopa3oBoro NpuioMy.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

[mremiuyHa xBopo0Oa ceplisi, BKII04alo4u: CTabilbHy CTEHOKAP/il0 HapyXKeHHs; HecTa0inbHy
CTeHOKapAilo (mporpecyrwda CTeHOKapis, CTEeHOKapAis CII0KO0), BA30CIaCTUYHY CTEHOKapPAio
(BapiaHTHa CcTeHOKapHis, cTeHoKapmis [IpuHIiMeTana), MocTiHdapKTHY CTEHOKAPIilo y Malli€eHTiB 6e3
CepIIeBOl HEMOCTATHOCTI, SIKIII0 He MOKa3aHi b-ampeHo06I0KaTOPH.

ApuTMii: mapokcu3MaibHa HaAIIIYHOUYKOBA TaXiKap/is; TPIMOTiHHS/MepeXTiHHS Mepeacepab
3i MIBUKOI0 aTPiOBEHTPHUKYIISIPHOIO IPOBiAHICTIO [3a BUHATKOM cuHApPoMY Bosbda-TlapkincoHa-
Yatita (WPW)].

AprepianbHa rinepreH3sis.

IIpomunoka3aHHs.
KappioreHHu# IIOK.

TsKKi OPYyIIEeHHS IPOBITHOCTI: aTpioBeHTpUKynsapHa (AB) 6mokapa I1 i Il cTynmens (kpim
MAIEHTIB, IKUM iMIIJTAaHTOBAHUY IITYYHUN BOOIN PUTMY).



CunppoM cabKOoCTi CHHYCOBOTO By371a (KpiM MAIi€HTiB, SKUM iMIJIaHTOBaHUM IITYyYHUN BOMiN
pUTMY).

linepuyyTnusicTs K0 Bepanaminy abo no 6yab-IKOT0 KOMIIOHEHTA JIiKapCchKOoro 3aco0y.

CepIieBa HEJOCTATHICTh 31 3HUKEHHSAM (Ppakiil BuKugy MeHIie 35 % ta/abo THCKOM y
JereHeBid apTepil Bume 20 MM pT. CT. (IKIIO TiIbKM BTOPUHHA HAALIITYHOYKOBa Taxikapmid He
IigJaeThCS BIUIUBY Tepallii BepamamisioM), BupaxkeHa Opagukapmis (MeHie 50 ygapiB 3a XBUTUHY).

[ocTpuii iHpapKT MioKapaa, yCKIagHeHUY OpaguKapAi€io, BUPaxkeHoo TinoTeH3ie abo
JIiBOLLIJTYHOYKOBOIO HEJOCTATHICTIO.

®iOpumnALiss/TPiNOTiHHS Mepefcepasb IPU HasBHOCTI JOJATKOBUX MPOBiAHUX HIisaxiB [WPW-
cunzpoM ta LGL-cunpmpoMm (curgpoM JlayHa-I aHonra-Jlesida)]. V Takux HMalli€HTiB IPH 3aCTOCYBaHH]
BeparaMisy TiIpOXJIOPUAY € PU3UK PO3BUTKY LIIYHOUYKOBOI TaXiapATMil, BKII0YAI4Yy IUTYHOYKOBY
Gibpunsitio.

3acTocyBaHHs y KoMOiHatii 3 iBabpaguHoM (quB. po3Min «B3aemopis 3 iHIIUMHU JTiKAapChbKUMU
3aco0aMH Ta iHIII BUOU B3aE€MOLIN»).

[1ig yac niKyBaHHS BepalaMijioM He 3aCTOCOBYBAaTU OTHOYACHO
BHYTPIIIHbOBEHHO B-ampeHoOMOKaTOPH (32 BUHSITKOM iHTEHCUBHOI Teparrii).

[TpoTunoka3aHe ogHOYACHE BXKUBAHHS I'PEUNIPPYTOBOTO COKY.

B3aemodisa 3 iHwumu nikapcekKumu 3acobamu ma iHwi eudu e3aemoditi.

HocnimxkeHHS MeTa0oJi3My BepalnaMiny TifpoXJIopumy in vitro mokasai, 1o BiH MeTab0/mi3yeThCa
nuToxpomoM P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 ta CYP2C18. Bepamnawmin € inribitopom
depmenTiB CYP3A4 ta P-ruoikonporelnis (P-gp). [ToBimomnsnocs mpo KIiHIYHO BaXKJIKBi B3a€EMOil 3
inriitopamu CYP3A4, 1110 CyIIpOBOAKYBaJUCS MiABUILEHHSIM PiBHS BepamaMiny y mia3Mi KpoBi, Tofi
gK iHgykTopu CYP3A4 cipuyrHANY 3HUXKEHHS IJIa3MOBUX PiBHIB BepalaMiny rigpoXJI0pUmy, TOMY
HeoOXigHO TPOBOIUTYH MOHITOPHUHT IIIO0 B3AEMOIl 3 iHIMMU JTIKAapCHKUMHU 3ac00aMu.

CyMicHe 3acTOCyBaHHS BepallaMiny Ta JliKapChbKuX 3aco0iB, SIKi B OCHOBHOMY MeTab0/Ii3yI0ThCS
CYP3A4 a6o € cyocTpaTtoM P-gp, Moxke OyTH ITOB’si3aHe 3 MigBUILIEHHSIM KOHIIEHTpAIil LUX
JiKapchbKUX 3aco0iB, 110 MOxe 30inbInyBaTH a00 TOOBXKYBaTH K TepaleBTUYHi, Tak i HECIPUATIINBI
e(ekTH CymyTHBOTO JTiIKapChKOTo 3acoly.

[oTeHMiMHI B3aeMomil, TOB’'sA3aHi 3 hepMeHTHOI cucteMoio CYP450.

ITpasosuH: nigsuteHHs C,,, 1pa3o3uny (~40 %) 6e3 BIIMBY Ha Iepiof HaiBBUBENEHHSI. ATUTUBHUN
TinmoTeH3uBHUU e(EKT.

Tepaszo3uH: nigpuineHHs AUC (~24 %) ta C,,,, (~25 %) Tepa303uHy. AQUTUBHUY TilOTEH3UBHUU
edexT.

XiHiOuH: 3MeHIIeHHS KJlipeHCy XiHiguHy (~35 %) npu nepopaibHOMY NpuoMi. MOXINBUY PO3BUTOK
apTepianbHOI rimoTeH3il, a y malieHTiB 3 rinepTpodivyH0I0 0OCTPYKTUBHOIO KapaioMionaTi€io - HaOpsK
JIET€EHiB.



[ToemHaHHS BepallaMily Ta aHTHAPUTMIYHUX 3aC00iB MOXKe IIPU3BECTH [I0 afUTUBHOI CEPIIEBO-
cymuHHOI mii (Hampukiam, AB-61okamga, OpaguKkapmist, TinOTOHis, ceplieBa HeOCTATHICTB).

®ekaiHiO: MiHiMaTbHUY BIIJIMB Ha KilipeHC ¢ekaiHigy y mia3Mi Kposi (< ~10 %); He BIJIMBa€ Ha
KJIipEeHC BeparnaMiny y mia3mi Kposi (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

TeoginiH: 3HNKEHHS OPAJbHOTO Ta CUCTEMHOTO KiipeHcy nmpubnu3no Ha 20 %, y KypuiB - Ha 11 %.
[TigBuienuy piBeHb TeodiniHy B CUPOBATIi KPOBi MOXKe NMPU3BECTH [0 TOCUJIEHHS MOOIiYHUX e(deKTiB.

Kapbama3zeniu: migsuiernts AUC kapOama3eriny (~46 %) y XBopux i3 pedpakTepHO MapiiaabHO0
elliyencielo; mifBuIeHHs PiBHIB KapbaMa3eminy Moxe CIpUYuHUTY Mo0iuHi epekT KapbaMaseriny,
TaKi SIK OUIIIOINisl, TOJIOBHUHE 0ifib, aTakcist abo 3alTaMOPOYEeHHS.

®eHimoIH: 3HWXKEHHS KOHIIEHTpallil BepanaMiiy y Iaa3Mi KpPoBi.
Iminpamin: 36inbmenHs AUC (~15 %) imimpaminy 6e3 BIIMBY Ha aKTUBHUN MeTabOJIiT Ie3unpaMmiH.

LlaHmposieH: ipu 0OGHOYACHOMY 3aCTOCYyBaHHI BepalaMijly 3 BHyTPIIIHbOBEHHUM JAHTPOJIEHOM MOXKEe
BUHUKHYTHU TiIIOTOHISA, Jenpecis MioKapha Ta rinepkaiieMis, TOMy LbOr0 IOEIHAHHSA CIIil YHUKATH.

I'7i6ypud: migsumenus C,,, rnibypuny mpubausso Ha 28 %, AUC - Ha 26 %.

Koaxiuun: 36inpmennst AUC (mpu6mu3Ho y 2 pa3u) ta C,,, (mpubnusHo y 1,3 pa3a) KOIXilluHy.
PexoMeHOy€eThCS 3MEHIIUTHU J03Y KONXIIUHY (AUB. IHCTPYKIIiIO A1 MEAUYHOI'0 3aCTOCYBaHHS
KONXILIUHY).

Konxiuusn € cy6ctpatom 5K oyt CYP3A, Tak i fyig TpaHCcopTepa BUTOKY, P-rmikonporeiny  (P-gp).
Bepamawin, sik Bigomo, inrioye CYP3A ta P-gp. Konu Bepanamin Ta KOIXIiIIMH BBOASTHCS Pa3oM,
inribyBanus P-gp Ta/a6o CYP3A BepamaminioMm MoKe NMPU3BECTU [0 ITOCUJIEHHS BIIJIUBY KOJIXIIIMHY,
TOMYy KOMOiHOBaHe 3aCTOCYBaHHS He PEKOMEHIYEThHCS.

KaapumpomiyuH, epumpoMil,uH, meaimpomiluuH: MOXKJIMBE MMiABUILIEHHS PiBHIB Bepamnamimny.

PugamniyuH: MOXKIMBe 3HUKEHHS TiOTeH3UBHOTO0 edekTy. 3HuKeHHSI AUC Bepanaminy (~97 %),
Cax (<94 %), GiomoCTYIHOCTI IiCIIsT TepopabHOTO 3aCTOCYBAHHS (~92 %).

[loxcopybiyuH: TPY OOHOYACHOMY 3aCTOCYBaHHI TOKCOPYOIIIMHY Ta BepamnaMiny (ImepopajbHo)
nigsuimyeTtbcss AUC (~104 %) ta C,,, (~61 %) mokcopy0iluHy y Ija3Mi KpoBi y XBOPUX 3
NpiOHOKIIITUHHUM PaKOM JIereHiB. Y XBOpUX B CTaflil TPOrpecyoyoi MyXJIMHUA 3HAYHUX 3MiH
(bapMakoKiHETUKY TOKCOPYOIllMHY IIPY OOHOYACHOMY BHYTPIIIHLOBEHHOMY 3aCTOCYBaHHi Bepamnaminy
HE CIIOCTEPIraeThCs.

deHobapbima: MigBUIEHHS OPAJIbHOTO KJIipeHCy BepamnaMiny y 5 pasis.

BycnipoH: 36inements AUC ta C,,, 6ycroipony y 3,4 pa3a.

Midazonam: 36inpmennss AUC mimazonamy y 3 pasu ta C,,,- V 2 pa3u.

Bepamawmin Moxe 30iblIyBaTH IIJ1a3MOBi KOHIIEHTpallii B-0710KaTopiB, 1110 MOXKe IIPHU3BECTH [0
agUTHBHOI CeplieBO-CyAuHHOI Oil (Hanpukian, AB-61okana, Opafukapmis, TinoTeHsis, cepiesa

He[oCTaTHICTh).

BryTpimHboBeHHi B-010KaTOPH HE CIIif 3aCTOCOBYBATH MalliEeHTaM, 5IKi mepebyBaloTh Ha JTiKyBaHHI



BepanaMiioM.

Memonposoa: 36inementas AUC meTonponony (~32,5 %) ta C,,,, (~41 %) y maiiieHTiB 3i
CTeHOKapmieio (muB. po3min «Oco6IUBOCTI 3aCTOCYBAHHS»).

ITponpaxonoa: 36inementss AUC mpompanonony (~65 %) ta C,,,, (~94 %) y martieHTiB 3i
CTeHOKapgieio (quB. po3min «Ocob6IUBOCTI 3aCTOCYBaHHS»).

[lu2oKcuH: y 3mopoBuX KOOPOBOIIBLIB criocTepiranocs 36inbineHHs C,,, IUToKCUHY (~44 %), Ciy,
(~53 %), C, (~44 %), AUC (~50 %), Tomy ciig qoTpuMyBaTHCS 00€PEXKHOCTI [0I0 TOKCUYHOCTI
HalepCTIHKU. PEKOMEHI0BaHO 3MEHIINTH 03y OUTOKCHHY (OuB. po3min «Oco0nuBOCTi
3aCTOCYBaHHS»).

[u2imoxcuH: 3MeHILIeHHS KIiPeHCYy OUTITOKCUHY (~27 %) Ta eKCTpapeHanbHOro KiipeHcy (~29 %).

ITumemuouH: 36inbimenHs AUC R-Bepanaminy (~25 %) Ta S-Bepanaminy (~40 %) 3 BigmoBigHuM
3HUXKEHHAM KiipeHcy R- Ta S-Bepamaminy.

LuxaocnopuH: 36inpmenHs AUC, C,,.,, C, IUKIOCTIOpUHY mpubnu3Ho Ha 45 %.

Eseposimyc: 36inbimenHs AUC eBeponimycy (mpubnusso y 3,5 pasa) ta C,,,, (mpubau3Hoy 2,3
pasa). 30inmpmenss C,,,,, Bepanaminy (mpu0iu3Ho y 2,3 pa3a). Moxe 3HaJOOUTUCS TOYHE
BM3HAYEHHS KOHIIEHTpallil Ta 03U eBEPOTIMYCY.

Cupoasaimyc: 36inpuenass AUC (mpubnu3sHo y 2,2 pa3sa) cuponimycy, 30insmenss AUC (mpubnu3Ho y
1,5 paza) S-Bepanaminy. Moxe 3HagoOUTHCS BU3HAUEHHS KOHIIEHTPALli# Ta KOPEKIIis H03K
CHUPOJIIMYCY.

Takpoaimyc: MoXKIuBe 30ibIIEHHS PiBHS IIHOT0 JiKapChKOT0 3aco0y y I1a3Mi KPOoBi.

I'inoainidemivHi 3acobu (iHzibimopu I'MI-KoA-pedykmasu (cmamuHu): nikyBaHHs inribiTopamu I'MTI-
KoA-penykTa3u (cuMBaCTaTUH, aTOPBaCTaTUH, JIOBACTAaTUH) A IAlli€HTIB, SKi IPUUMAaIOTh
Beparnamis, cjifl po3mouYnHaTy 3 HaWHUKYUX MOXKJIMBUX [03 Ta ITOCTYIIOBO iX 30inbuIyBaTH. AKII0
TallieHTy, KU BXKe MpuiiMae Bepamamin, HeoOxigHe mpru3HadyeHHs iHTi6iTopy ['MI-KoA-penyKkTa3wy,
CJIifl BpaxyBaTH HeoOXifiHe 3HUKEHHS 03U CTATUHIB i mifidpaTu m0o3yBaHHS BiANIOBIAHO [0
KOHIIEHTPaIlil X0JIeCTEPHHY Y IJIa3Mi KPOBi.

Bepamawmin Moxe MigBUITyBaTH I171a3MOBi KOHIIEHTPAIlil aTOpBaCTaTUHY, JIOBACTaTUHY Ta
CAMBACTaTHUHY.

AmopeacmamuH: MOXKJIUBE iABUIIEHHS PiBHSA aTOpBacTaTuHy. ATopBacTaTéH 30inbirye AUC
Bepanaminy npubau3uo Ha 43 %. Xoda IpsAMUX KITiIHIYHUX JaHUX in vivo HEMAE, € CUIbHUMN IOTEeHIlia
[IJIs1 BepalaMisly CyTTEBO BIIJIUBATH Ha (papMaKOKiHETHUKY aTOPBACTATUHY, @ TaKOXK IS
cuMBacTaTUHY abo noBacTaTuHy. Crig OTpUMyBaTUCS 00€PeXHOCTI TP 0JHOYaCHOMY 3aCTOCYBaHHI
aTopBacCTaTUHY Ta BeparaMimny.

JlosacmamuH: MOXKJIUBeE MigBUILeHHS PiBHS oBacTaTury. 30inbmenHs AUC (~63 %) i C,,,, (~32 %)
Bepamnamimny.

Cumeacmamut: 30inbureHHss AUC cuMBacTaTUHY npubnusHo y 2,6 pa3a, C,,, CHMBaCTaTUHY - Y
4,6 pa3sa.

@ 1ysacmamuH, npagacmamuH ma po3ysacmamuH: He MeTabomi3yoTbcs urtoxpomom CYP3A4 ta



MalTh MEHIIY iMOBIpPHICTh B3a€MOIl 3 BepamaMiioMm.
Aamompunmat: 36inbimenss AUC Ha 20 %, C,,. - Ha 24 %.

Cyb@iHnipa3oH: MigBUIIEHHS OpalbHOT0 KJIipeHCy BepanaMiny B 3 pa3u, 3HUKeHHS 0i0J0CTYIIHOCTI
- Ha 60 %. MoxXe cniocTepiraTucs 3HUKEHHS TIIOTEH3UBHOTO €(PEeKTY.

IlabizampaH: Bepamamin y ¢popmi TabeToK i3 HeraiHuM BuBimbHEeHHSAM 30inbiye C, ., (mo 180 %) Ta
AUC (go 150 %) mabiraTpany. He 6yno momiueHo 3HauyIIol B3a€MOZii Ipu BBeNEHHI BepanaMiny
yepes 2 rofuHYU Ticns gabiratpany etekcunarty (36inbmenHs C,,, npubau3so Ha 10 % ta AUC
npubnu3no Ha 20 %). [TigBUIIYETHCS PU3UK KPOBOTEYi, TOMY PEKOMEHAYETHCS PeTelbHe KIiHiuHe
CIIOCTEepexXeHHsI, 0COOIMBO IIPH BUHUKHEHHI KPOBOTEUi Ta 3a HAsIBHOCTI JIeTKOT0 ab0 IOMipHOTO
nopylieHHs QyHKIlil HUPoK. [Ipy ogHOYaCHOMY 3aCTOCYBaHHi 3 IIepopabHUM BepalaMiioM MoXke
3HaHoOUTHUCS 3MEHIIeHH] 103U fabiraTpaHy (OUB. iHCTPYKILiIO 71 MEIUYHOTO 3aCTOCYBaHHS
mabiraTpaHy IIOO TO3YBAaHHS).

IHwi nepopaavHi aHmukoazyasasHmu npsamoi 0ii (ITAIT]]): nigpumieHHs: abcopOitil ITATIII, oCcKinbKu
BOHM € cyOcTpaTtamu P-gp. A Takox 3HuxeHe BuBeneHHs [TAIIII, ski metabomisyiotecss CYP3A4,
MO2Ke TIPU3BECTH [0 30inbienHs cucTeMHol 6iomocTymuocTi TTATT]I.

3rigHo 3 HesIKUMU HaHUMHU, 30iIbIIYETHCS PU3UK KPOBOTEYi, 0COGIUBO V MALi€HTIB 3 OIAaTKOBUMHU
dbakTopaMu pu3uKy. Moxke 3HamobuTucs ameHieHHs no3u [TAII]l mpu 3acTOCyBaHHi 3 IEPOPaTbHUM
BeparaMisioM (OUB. iHCTPYKIIIO AJIT MEOUYHOT'O 3aCTOCYBaHHS I0A0 mo3yBaHHA [TAIIII).

IsabpaduH: ogHOYACHE 3aCTOCYBAaHHS 3 iBaOpaiMHOM ITPOTUIIOKAa3aHe Yepe3 NOJaTKOBUM e(peKT
3HUXKEHHS YacCTOTHU CeprieduTTs BepanaminoM (quB. po3min «IIpoTumoka3aHHs»).

I'petingppymosuti cik: 36inpmenus AUC R-Bepanaminy (~49 %) Ta S-sepamaminy (~37 %),
36inbimenHs C,,, R-Bepamaminy (~75 %) ta S-Bepanaminy (~51 %) 6e3 3minu nepiomy
HaIliBBUBEJIEHHS Ta HUPKOBOTO KiipeHcy. Crifg YHUKATH BXKUBaHHS I'PeHIIQPyTOBOTO COKY 3
BepamnaMiioM.

3eipobiti npodipasaeruti: 3meHnentss AUC R-Bepamnaminy (~78 %) Ta S-Bepamaminy (~80 %) 3
BiIIOBImHUM 3HUXKEHHIM C, ..

IHI1Ti B3aeMomii.

ITpomusipycHi (BIJI) 3acobu: yepe3 30aTHICTh AesIKUX IPOTUBIPYCHUX 3aC00iB, TAKUX SIK PUTOHABIP,
npurHiyyBaTy MeTabo0JIi3M, II71a3MOBi KOHIIEHTPAIlil BeparnaMily MOXYTh 3pocTaTu. [Ipu3HaydaTu 3
o0epexHicTI0. MoXe BUHUKHYTH HEOOXiIHICTh Y 3HUKEHH]I 031 BepanaMiny.

JIimiti: mOBimOMIIANIOCS PO MifiBUIEHY HEUPOTOKCHUYHICTS JIiTiI0 IPU OOQHOYACHOMY 3aCTOCYyBaHHI
BepanaMiy TigpoxJIopuay Ta JiTito 6e3 a0o 3 migBUIEHHIM PiBHIB JIiTii0 ¥ ma3Mi KpoBi. OfgHaK y
IAI€HTIB, AKi IOCTIMHO OTPUMYBaJIX ONHAKOBY 03y JIiTii0 IIepOpaibHO, JOJaBaHHS BepamnaMiny
TiApOXJIOpUOY IPU3BOAUIIO OO0 3HUXKEHHS PIBHIB JIiTiI0 y Iy1a3Mi KpoBi. [lanienTy, aKi OTpUMYIOTh
obumBa JikapchKi 3acobu, MOBKMHHI mepe0yBaTH IIifl peTeIbHUM HaTJISIoOM.

Helipom’s308i 610kamopu: KIiHiYHi faHi Ta JOCTigKeHHS Ha TBapWHAX CBiYaTh, II0 BepamaMiny
rigpoxopu MoXe MOTEHII0BaTH aKTUBHICTh HEMPOM 130BUX O7I0KATOPIB (KypapenomioHux Ta
[enosipu3younx). Moxke BUHUKHYTH HEOOXiTHICTh Y 3HUKEHHI 1031 BeparaMiny rigpoxIopumy
Ta/ab0 mo3u HelpoM's130BOr0 O710KaTopa Mpy OMHOYACHOMY 1X 3aCTOCYBaHHI.

Auemuscaniyuaos8a Kuca0omd: MigBUINEHHS MOXKIUBOCTI KPOBOTEYI.



EmanHoa (ank020b): MigBUIIEHHS PiBHS €TAHOJY Y Ma3Mi KPOBi Ta YIIOBIIbHEHHS MOTO BUBEAEHHS.
Tomy mist ankoromo Moxe OyTH 30inblIeHa.

AHmueinepmeH3usHi 3acobu, diypemuku, 8a300u/1amamopu: TOCUIEHHS TilTOTEH3UBHOTO eheKTy
yepe3 MOXKI/IMBY afIUTUBHY [i0.

Oco6.1ueocmi 3acmocyeaHHsi.

Coctpuii iHbapKT MioKapaa.

Jlikapcekui 3acib cif 3acTocoByBaTH 3 06epeKHICTIO MallieHTaM 3 TOCTPUM iH(papKTOM MioKappa,
yCKJlafiHeHUM OpafiKap/ieio, BUpaXkKeHo0 apTepianbHOIO TinoTeH3ieio abo auchyHKIIi€0 JIiBOTO
[ITyHOYKa.

CepiieBa 6nokana/AB-61mokana I ctynens/OpaguKapmis/acuCcTOmis.

Bepanawminy rifpoxyiiopup BIIJIMBA€E Ha aTPIOBEHTPUKYJIIPHUY Ta CHHOATPIaJIbHUYU BY3JIU Ta
IIPOJIOHTYE Yac aTPiOBEHTPHUKYJIIPHOIL MPOBiAHOCTI. 3aCTOCOBYBaTH 3 00€pEXKHICTIO, Yepes Te, 1110
po3BuToK AB-6nokanu II a6o III cTymens (1o € mpoTunokasaHHSIM) abo OMHOIYYKOBO1, ab0
IBOIIYYKOBOI @00 TPUITy4KOBO1 O110Kagy HixkKu ['ica moTpebye BiAMiHM HACTYIHUX 003 BepamnaMiny
rigpoxyiopupny Ta nmpu3HayeHHS BiANOBiIHOI Teparmil B pa3i moTpebu.

Bepanawminy rigpoxyiopup BIUIMBA€E Ha aTPiOBEHTPUKYIIIPHUY Ta CUHOATPiaJbHUM By3J/IM Ta OyXKe
pimkKo Moxke cripoBOKyBaTu BuHUKHEeHHs AB-61okanu II abo III ctynens, 6pagukappmiio ta
HaJ3BUYANHO PigKO - aCUCTOJIiI0. BinbIn BiporifHo, 110 Taki cCuMITOMU OYOYTh CIIOCTEPIraTUCS y
TIAIliEHTIB i3 CMHAPOMOM C1abKOCTi CHHYCOBOTO By3Jla (CMHOATpialbHa BYy3/10Ba XBopoba), SKui
YacTille 3yCTpiYaeThCA Yy MaLi€HTIB JITHBOT'O BiKY.

AcucTomisl y nallieHTiB, sIKi He MaloTh CUHAPOMY C1aOKOCTi CHHYCOBOT'O By3J1a, 3a3BUYal
KOPOTKOTpPHBasa (Kinbka CeKyH[ abo MeHIIe), 3i CHOHTaHHUM ITOBEPHEHHSIM J10
aTPiOBEHTPUKYISIPHOTO By371a ab0 HOPMaIbHOTO CUHYCOBOT'0 PUTMY. fKIIO 1ie SBUIIE HE
IIBUKOIIMHHE, CJIifl HeraHO PO3MOYaTH BifMOBIAHY Tepatmito (quB. po3min «ITo6iuHi peakirii»).

[is Bepanaminy Ta B-agpeHo010KaTOPiB @00 iHIIKX JIiKapChKUX 3ac00iB Ha MPOBIAHICTS i Ha
CKOPOYEHHS Ceplls Moxe OyTu IocusieHa, TOMY Cifl 6yTH 06epeXHUM IIPH iX OMHOYaCHOMY
3acTtocyBaHHi. OCO0GIMBO 11e CTOCYETHCS OYIb-SIKOTO BHYTPITHEOBEHHOTI'O JIIKaPCHKOTO 3aC00y.

AHTHapuTMiYHi 3aco6u, b-agpeH0610KaTOPH.

B3aeMHe nocuieHHs KapAioBacKyIsSpHOI mii (mimBuineHHs cTyneHs AB-0710Kagy BUCOKOTO CTYTIEHS,
3HaYHe 3HUXKEHHS YaCTOTH CEePIEBUX CKOPOUYEHb, IT0SBa CEPLIEBOl HEJOCTAaTHOCTI, 3HaYHe 3HUXKEHHS
apTepianbHOTO TUCKY). AcuMnToMaThYHa Opapukapmis (36 ya/xB) 3 67TyKal04uM BOMiEM PUTMY
Iepencepns CruocTepiranacs y Nali€eHTiB, SKi OTPUMYBaIM CYIIYTHIO Tepallilo OYHUMU KPAIlIAMU 3
tuMososoM (b-ampeHo6I0KaTOP) Ha TIIi JIiIKyBaHHS BepamnaMily TigpoXIopumy.

IUTOKCHH.

[Ipu ogHOYACHOMY 3aCTOCYBaHHI BepalaMiny 3 JUTOKCHHOM CIIif] 3MEHIIUTH J03y OUTOKCUHY (IUB.
po3min «B3aeMomist 3 iHIMMMY JTiIKapChKUMHU 3aco0aMu Ta iHIIi BUOKW B3aEMOTIN»).

CeplieBa HeJOCTATHICTb.



Bepamawmin Moxe BIJIMBAaTH Ha CKOPOTJIMBICTH JIiBOTO IMUTyHOUKa. EQeKT HeBeNnuKuii i 3a3Bu4ail He
BaxknuBui. OJHaK HassBHA CeplieBa HEJOCTATHICTh MOXKe IIOCHUITIOBATHCS abo mporpecyBaTtu. Tomy
nepeq Mo4YaTKoM JIiKyBaHHS BepalnaMiioM HeoOXifHO KOMIIEHCYBaTU CeplLeBy HENOCTATHICTD Y
TallieHTiB i3 Pppakiriero Bukumy Ginbine Hik 35 % (Hanpukiaj, mpernapaTaMy HallepPCTSHKH) Ta
aJeKBaTHO KOHTPOJIIOBATH IIPOTATOM YChOTO IIEepiofy NNiKyBaHHS.

IuribiTopu I'MI'-KoA-penyKTa3u (CTaTHHHU).

IwB. po3min «B3aemoist 3 iHIIMMY TiKapCHhKUMH 3ac00aMu Ta iHIIT BUOU B3a€MOMIIN».

[TopylleHHS HEPBOBO-M'5130B01 IPOBiAHOCTI.

Bepanaminy rigpoxyopup ciiig 3aCTOCOBYBaTH 3 00€peXKHICTIO TPU HAsIBHOCTi XBOPOO 3
TIOPYIIEHHSIMH HEPBOBO-M's130B01 IPOBifKHOCTI (Myastenia gravis), cuagpoM Jlambepra-IToHa,
mporpecyioda M’'sg30Ba guctpodis [ioieHa).

Y nartienTiB 3 ¢ibpumnALieo/TPINOTIHHAM Tepefcepab Ta HOOATKOBUMY IIITXaMy (HaIpPUKJIIaf,
curapoM Bonbda-TlapkiHcoHa-YaiTa) pifKo MoXke CIIOCTePIiraTucs MOCUIEeHHS IMPOBIAHOCTI Yepes
aHOMaJbHUM LIUISAX, & IUTYHOYKOBA TaXiKapmis Moxke OyTH IOCUTIEHA.

HupKkoBa HEOCTATHICTE.

Xoua [aHi DiATBePaXeHNX NOPIBHIAIBHUAX OOCIIIKEHb ITI0Ka3ally, 110 HUPKOBA HeMOCTATHICTh HE
BII/INBA€ Ha (papMaKOKiHETHKY BepallaMily y Iali€HTiB i3 TepMiHaJIbHOIO CTafi€l0 HUPKOBOL
HeJ0CTaTHOCTI, 6y/I0 KillbKa IOBiOMIIeHb, SIKi CBiTYaTh PO Te, IO MallieHTaM i3 HUPKOBOIO
HEeJOCTaTHICTIO CJIiJ] 3aCTOCOBYBATH Bepamnamis 3 06epekHIiCTIO Ta Iifi peTeIbHUM HaTISI0M.
Bepamnamin He BUBOOUTHCS 3a JOIIOMOTOI0 reMOfiami3y.

ITeuiHKOBa HEJOCTATHICTh.

OcCkinbKY BeparnaMisl MUPoKo MeTaboi3yeThCs B eUiHIli, He0OXiHO PeTebHO TUTPYBATH AO3Y
Beparamisny Ojisd MalieHTiB i3 3aXBOPIBaHHIMY MMEYiHKMN.

[MTamieHTaM 3i 3HAUYHUM TOPYIIEHHAM (QYHKII IeYiHKHU CJIifl 3aCTOCOBYBATH BepamaMis 3
obepexkHicTIO (DuB. po3min «Cmocib 3aCTOCyBaHHS Ta MO3U»).

Bascausa iH(hopmauisi npo 00NOMIHCHI peHoB8UHU.

Lleit mikapchbKu# 3acib MiCTUTH JTaKTO3y, TOMY IalliEeHTaM i3 pigKiCHUMU CIIafikOBUMHU (HopMaMu
HEIIePeHOCHMOCTI TajlakKTo31, HEJOCTATHICTIO TaKTa3u a00 CUHAPOMOM TIII0K030-TaTaKTO3HO1
ManbabcopO1iii He CITig 3aCTOCOBYBATH LieH JIiKapChKUM 3acio.

Lleit mikapchKu# 3acib MiCTUTh HATpPili, TOMYy IallieHTaM, IKi JOTPUMYIOThCS Oi€ETH 3 KOHTPOJILOBAHUM
BMiCTOM HaTpio, cnig 6yTu 06epeKHUMHU IIiJ Yac HOT0 3aCTOCYBaHHS.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2pyodoto.
Baeimuicme.

Yitki Ta qoOpe BUBYEHi HaHi IIION0 3aCTOCYBAHHS BeparaMiny BariTHUM XKiHKaM BiiCyTHi.
HocmimKeHHS BepallaMily Ha TBapuHax He BUSIBUIIA PETPOAYKTUBHOI TOKCHYHOCTI. OCKiNTbKY MlaHi,
OTpPHMaHi B pe3yJbTaTi PeNPONyKTUBHUX [OCIIIXEHb Ha TBapHUHAX, HE 3aBXKIU MOXKHA



eKCTparoJoBaTH Ha JIIOAUHY, JTiKapChKUM 3aci0 CIifl 3aCTOCOBYBATH y IEPIOf BaTiTHOCTI TiJTbKY B
pasi HarayibHOI TOTPebu.

Bepanawmin npoHuKae yepe3s IJIaleHTy Ta BU3HAYAETHCA Y IYIIOBUHHIN KPOBI.

[Tig yac nikyBaHHS HEOOXioHO BpaXOByBaTH BIACTUBICTh BepamnaMily CIPUUUHATH PO3CcaabIeHHs
M’g3iB MATKH.

T'odyeaHHA epy00io.

Bepamawmin Ta #oro MeTaboJIiTH TPOHUKAIOTE ¥ IPyoHe Monoko. O6MexKeHi aHi 100 TIOUHA
CBiO4aTh, IO KIIBKICTh BepallaMily, fKa [I0TPaIlIf€ B OpraHi3M HOBOHAPOAKEHOI'0, € HU3bKOIO
(0,1-1 % nepopanbHOI H03U, MPUHHSTOI MATip’10), TOMY 3aCTOCYBaHHS BepalaMiny Moxke O0yTu
CYMICHHUM i3 rOiyBaHHAM TPYAAI0, ajle PU3UK [J1s1 HOBOHAPOIXKEHUX He MOXKHA BUKJTIOUUTH.
3BaXkalo4yu Ha PU3UK IOSBU CEPUO3HUX MOOIYHUX peakiliii y HOBOHAPOMXKEHUX, BepallaMin y nepiof
rogyBaHHS I'PYAII0 MOXKHA 3aCTOCOBYBATH TilIbKU Y pPa3i HaraibHOI MOTPeOu [y MaTepi.

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

Yepes aHTUTINIEPTEH3UBHUN e(DEeKT BepamaMiny TigpoxIopumy, 3ajekHOo Bifl iHAWBiTyanbHOI peakiii,
30ATHICTb KePYyBaTU TPAHCIIOPTHUMH 3aco0aMu, MPAIlOBaTH 3 MeXaHi3aMaMu a0o IpalioBaTh y
HebOe3MeyHruX yMOBaxX Moxe OyTH MOpyIIeHa 4epes3 BiTdyTTsI COHTUBOCTI, 0COOTHMBO HAa MOYATKY
JiKyBaHHS, V pa3i NigBUIIEHHS N03H, 3MiHU TiOTEH3UBHOT'O JTiKapChKOTro 3acoby, a TaKoxXK
OJHOYACHOT'0 IPHUIOMY JTiKapChKOTO 3aco0y 3 ankorosyieM. Bepamamin Mozke IifBUIyBaTU piBeHb
aJIKOT0JII0 B IJIa3Mi KPOBi Ta yIOBLIbHIOBAaTH MOT0 BUBEIEHHS, TOMY Aisl aJIKOTOJII0 MOXKe

i CHUIIOBATHCS.

Cnoci6 3acmocyeaHHsi ma do3u.

Ho3u migbupaty iHAUBiMyanbHO A7 KOXKHOTO MalieHTa. Jlikapchbkuil 3acib ciim npuiiMatu He
PO3CMOKTYIOUM Ta He PO3KOBYIOUH, 3 JOCTAaTHHOIO KiNbKICTIO piguHU (HampuKiap, 1 CKIsTHKa BOLOH, B
JKOOHOMY BUIIQ[IKy He TpelndpyToBUi CiK), Kpallle 3a Bce Iif yac abo ogpasy micns igu.

ITopocai ma nidaimku 3 macow mina 6isvwe 50 Ke.

TwemiyHa x8opoba cepus, NAPOKCU3MAAbHA HAOW AYHOYK08d Maxikapdisi, mpinomiHHA/MepexmiHHs
nepedcepob.

PexomengoBaHa no6oBa mo3a cTaHoBUTE 120-480 Mr, po3mopinenux Ha 3-4 mpuiiomu. MakcuMaabHa
moboBa mo3a - 480 mr.

ApmepiaabHa einepmeHsii.
PekomenpoBaHa no6oBa go3a cTaHoBUTH 120-360 MT, po3mofineHux Ha 3 TPUHOMHU.
Ilimu cmapwo2o 0owKinbHO20 iKYy 00 6 POKi8, MiAbKU NPU NOPYWEHHAX Cepu,eso20 pummy.

PexomeHpoBaHe 103yBaHHA B Mexkax 80-120 mMr Ha go0y, po3nofineHux Ha 2-3 IPUHOMH.



Ilimu 8ikom 6-14 pokis, miAbKu Npu NOPYWeHHAX cepu,eso20 pummy. PeKoMeH0BaHe NO3yBaHHS B
Mmexkax 80-360 mr Ha f00y, Po3AiNeHux Ha 2-4 MPUAOMHU.

ITopyweHHA pyHKUII HUDPOK.

HocTynHi gaHi omrcaHi B po3gini «Oco0nmBOCTi 3acTocyBaHHS». [lallieHTaM i3 HUPKOBOIO
He[IOCTATHICTIO BepaltaMify TiipOoXJIOPUA CIifl 3aCTOCOBYBaTH 3 00€PEXKHICTIO Ta Iifl peTeTbHUM
HarJIsSg0M.

ITopyweHHA pyHKUII neviHKu.

Y xBOpUX i3 MOPyIIeHHSIMU (PYHKIIII MeYiHKM 3aIeKHO Bifl CTyIeHS TSIKKOCTI [ig BepanaMiny
TiIpOXIOpUIy MOCUITIOETHCS Ta MOOOBXKYEThCS Yepe3 YIOBiTbHEHHS PO3Maay JIiKapChKOro 3acofy.
Tomy B TaKMX BUIIaKax JO3YBAHHS CJIiJ] BCTAHOBIIIOBATH 3 0COOMMBOI0 006€PEXHICTIO Ta MOYMHATH 3
MaJiux 03 (IS XBopuX 3 00MexkeHOoI0 QYHKIIi€0 MeYiHKK CIovaTKy 2-3 pa3u Ha feHb 40 T,
BigmoBigHOo 80-120 Mr Ha mo0y (AuB. po3min «OcoONMMBOCTI 3aCTOCYBAHHS»).

Y pazi HeobxigHOCTI 3acTocyBaHHS H0o3u 40 MT CITiJl 3aCTOCOBYBATH JIiKapChKUM 3acib y BignmoBimHOMY
N03yBaHHI.

He npuiiMaTy iKapchbKui 3acib y MOon0XKeHHi JIeXKauu.

Bepanawminy rigpoxnopup He MOXXHa ITpU3HadYaTh XBOPUM 3 iHPapKTOM MioKapfa IPOTATroM 7 OHIB
micas momil.

[Ticns TpuBamoi Tepartrii mikapchKui 3acib i BigMiHSTH, IOCTYIIOBO 3HUXKYIOUH 03Y.

TpuBasnicTe JiKyBaHHS BU3HAYa€ThCA JIiKapeM iHAUBINyalbHO Ta 3ajIeKUTh Bifi CTaHy NallieHTa Ta
nepebiry 3axBopioBaHHS.

Himu.

Jlikapcekui 3acib y maHi# jmikapchKili ¢hopMi MOKHA 3aCTOCOBYBATH HiTSM TiJIbKU TP MOPYIIEHHSX
cepleBoro putMmy (auB. po3min «Crocib 3acTOCyBaHHS Ta JO3KU»).

Ilepedo3yeanns.

[Tepebir cuMIITOMIB ITpU iHTOKCHUKAIIl BeparnaMisioM 3a7eKUTh Bifl MPUUHSTOI KiIbKOCTi, MOMEHTY, B
SIKUY BXKUBAIOThCS 3aX0OU 3 METOKCHUKAIlil, Ta CKOPOTIUBOCTI MioKapya (IoB’s13aH0i 3 BiKOM).

Cumnmomu: apTepianbHa TillOTeH3is (YacoM 0 3Ha4YeHb, SIKi He MOXKHa BUSBUTH), IITOKOBI
CHUMIITOMH, BTpaTa cBigomocTi, AB-6nokapnu I Ta II cTynens (9acto sk siBuille BeHKe6axa 3 puTMOM
rasiony abo 6e3 HbOT0), ToTanbHUM AB-0710K i3 3aranbHOI0 AB-gucoIialli€o, puTM rajoiy, aCUCTOJIis,
Opapukapmis mo AB-610Kagu BUCOKOTO CTYIIEHS Ta 3YIIMHKKA CUHYCOBOTO BY371a, TimepriikeMis,
CTymop Ta MeTtabomniuyHuit anuno3. CrocTepiraaucs aeTanbHi BUIAAKU B Pe3yIbTaTi Iepeno3yBaHHs.

JIlixyeaHHA nepedo3yB8aHHA eepanaminy 2i0poxa0pudy: mepeBaxkHo MiATPUMYI0Ye Ta iHOUBimyalbHE.
OcHOBHI 3ax0a1, IKi 3aCTOCOBYIOTH AJjId YCYHEHHS CUMIITOMIB HABMUCHOTI'O IIepef0o3yBaHHs IPU
IIepopaJbHOMY 3aCTOCYBaHHI BepanaMify TiIpoXJIOpuAy: YCyHEHHS KapAiogenpeCuBHUX e(PeKTiB,
rinoteH3ii abo 6paguKapaii HsixoM B-agpeHepriuyHol cTuMynsiil. CuenudidyHUM aHTUIOTOM €



Kasnbuii, Hanpukiaag 10-20 M 10 % po34uHy I/IIOKOHATY KaJbl[il0 BBECTU BHYTPIIIHBOBEHHO
(2,25-4,5 mMmo71b), 3a HeOOXiMHOCTI BBeIeHHS IIOBTOPUTH ab0 BBECTH Y BUTJISAI Oe3mepepBHOi
KparnenabHol iHdy3il (Hanpukiag, 5 MMOJIB/TON).

TepamneBTUYHI 3aX0[U, K1 CJIif BXKUTH, 3ajieXKaTh Bif Yacy, B IKUM IIpUMMalid Bepamnamii, TUMY Ta
BHPAXKEHOCTi CHMIITOMIB iHTOKCHKaIlil. [Ipu iIHTOKCHKAIIiIX BEIMKOIO KiNTbKICTIO TiKapchKuX 3acobiB 3
TIOBiIbHUM BUBiTbHEHHSIM BUBiTbHEHHS aKTUBHOT'O JTIKAPCHKOTO 3aC00y Ta BCMOKTYBaHHS B
KUIIeYHUKY MOXKe 3aliHATH Oinbline 48 ronuH.

Crnip BpaxoByBaTH, 1110 110 BCi# JOBXKUHI IMITYHKOBO-KUIIIKOBOT'O TPAKTy MOXKYTh OyTH IPYyJOUYKU HE
TIOBHICTIO PO3YKMHEHUX TabJIeTOK, SKi (YHKIIOHYIOTh SK aKTUBHI [EI0 JTIiIkapChKOTo 3aco0y (3anekHo
Bif] 4acy, 1[0 MUHYB IIiCJII IPUKOMY).

3azanvHi 3axo0u, AKi €1i0 8xcumMu: IPOMUBAHHS NITyHKA pPa30M 3i 3BUYalHUMHU 3al001KHUMU
3axofiaMH¥, HaBiTh OiNbII HiXK Yepe3 12 TOAUH Miciig NIPUXOMY BCEpEOUHY, SKII0 He BUSBIEHO XKOMHOI
MOTOPUKY IIJTYHKOBO-KUIIIKOBOTO TPAKTY (IE€PUCTAIbTUYHI 3BYKH).

[Tpu nimo3pi Ha iHTOKCUKAIIiIO TiIKapChKUM 3ac000M i3 Moau¢ikoBaHUM BUBITbHEHHSM ITOKa3aHi Taki
3ax0fH, K iHAyKOBaHa 0/1I0BOTA, BUAATEHHS BMIiCTY IJIYHKA Ta TOHKOI KUINKY [l €HJ0CKOIIi€lo,
IIPOMMBAHHS KUIIEYHHKA, 3aCTOCYBAHHS IIPOHOCHUX 3ac00iB, OYKCHI KJTi3MHU. 3aCTOCOBYIOTHCS
3BMYalHI iHTeHCUBHI peaHiMalliiini 3axou, Taki K cepreBo-TereHeBa peaHimaris, mediopuisiis
Ta/ab0 Teparis KapaioCTUMYIISITOPOM.

Y pasi 3HauHOi apTepianbHOI rimoTeHsii abo AB-6110kafy BUCOKOTO CTyIEeHsS He0OXiIHO
3aCTOCOBYBaTH 3aco0w, 10 MiABUIYIOTh apTepiaibHUi TUCK (Hampukian godpaMiH, foOyTamis,
HOpaApeHariH).

[Tpu acuctosii, AB-6nokagi I1 uu III cTynens, cuHycoBiii OpafguKap/ii 0MHOYACHO 3 3aCTOCYBAHHSIM
3BMYaMHUX 3aX0MiB CJIifl 3aCTOCYBaTH P-aflpeHEPTiuHy CTUMYIALi0 (HapuKiay i3onpeHariH,
OpLUIIPEeHAaJliH), IHII 3aX004, CIPSAMOBAHI Ha MiIBUIIEHHS apTepialbHOI0 TUCKY, KapOiOCTUMYJISLII0
abo MpoBeCTH BiIHOBJIEHHS CEPIIEBOI MisTbHOCTI Ta AUXaHHS.

AKII0 € 03HAKM TPUBaAJIOl HEIOCTATHOCTI MioKapfa - 3aCTOCOByBaTu fodamin, noOyTaMiH, Ipu
HeoOXiTHOCTI - MMOBTOPHI iH'€KIIii KabIIito.

Bepanaminy rigpoxyiopup He BUBOJUTHLCS 3a JOTIOMOT00 reMofiai3y.

ITo6iuni peakuii.

[Tpo HUXKYe3a3HAYeHi M00iYHi peaxiii MOBITOMIISIOCS ¥ X0l KIiHIYHUX OOCITioKEHb, IIPH
IIOCTMApPKETUHTOBOMY 3aCTOCYBaHHi BepamnaMiny a6o y IV dasi kminiyaux BunmpoOyBaHb.

I K0XKHOI cucTeMu opraHiB mobiyHi peakirii KimacudikyOThCS 3a/1€2KHO Bifl YaCTOTHU IOBiLOMJIEHb:
nyxe 4dacTto (= 1/10); gyacto (= 1/100 go < 1/10); HewacTo (= 1/1000 mo < 1/100); pigko (= 1/10000
no < 1/1000); myxe pigko (< 1/10000); HeBigoMo (4acTOTy HE MOKHA BCTAHOBUTH 3 HAaIBHUX AAHUX).

Haituacrirme crocTepiranucs Taki mobiuni peakirii: ronoBHu# 6inb, 3aTaMOPOYeHHS; IUTYHKOBO-
KMIIKOBI po3/7afu: HyJoTa, 3arop Ta 0inb y XKKUBOTI; TaK0XK OpafguKapmis, Taxikappis, BiguyTTs

CeplLebuTTs, 3HUKEHHS apTepiaTbHOTO TUCKY, TinepeMis, nepudepruHnil HaOPSK Ta BTOMJIIOBaHICTE.

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



3 60Ky pecnipamopHoi cucmemu, opa2aHie 2pyoOHoi KAimKu ma cepedoCMiHHA: HEBIIOMO -
OpOHX0CIa3M, IUCITHOE.

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY: 4acTO - Hy[I0Ta, 3all0pH; HeYacTo - Oifib y XKUBOTI; PigkKo -
O1t0BaHHS; HEBITOMO - IUCKOMGOPT V KMUBOTi, KMIIIKOBA HEIIPOXigHICTE, Timepiasis sceH (TiHriBiT Ta
KpoBoTeya). ['imepmiasis siceH Moxe OyKe Pifko BUHUKATH IPU 3aCTOCOBYBAHHI JTIKAPCHKOTO 3aC00y
IIPOTATOM TPUBAJIOTO IePioAy Ta MOBHICTIO 3HUKAE IiCIIs KOT0 BiIMIiHH.

3 60Ky HUPOK ma ce4osudinbHOI cucmeMu: HeBiIoMO - HUPKOBa HEJOCTATHICTh.
3 60Ky 06MiHYy pevyosuH, memaboai3my: HEBIIOMO - TimepKasieMis.

3 60Ky Hepsosoi cucmemMu: 4acTO - 3allaMOPOYEHHS, TOJIOBHUY 6iflb; PifKO - mapecTesisi, TpeMop,
COHJIMBICTB; HEBIIOMO - eKCTpallipaMifaibHi po3iafy, napaiiy (TeTpanapes)*, eniienTuYHi Halaau.

3 60Ky cepueso-cyOuHHOI cucmemMu: 4acTo - OpafuKapmis, TimepeMisi, IPUIIIUBY, 3HUXKEHHS
apTepiaybHOTO TUCKY, AUCTOHIS; HEYacCTo - BiIUyTTs cepeOuTTs, Taxikappis; HeBimomo -  AB-
6mokapa I, II a6o III cTymens, cepiieBa HeJOCTAaTHICTh, 3yIIMHKA CUHYCOBOTO BYy3J1a, CHHYCOBa
OpamguKkapisi, acucTosis, Opamiaputmis mpu Gibpumnsilii mepencepmb.

3 60Ky iMyHHOI cucmemu: HEBITOMO - TillePYYTIUBICTb.

3 60Ky wkipu ma nidwKipHOi KAiMKOBUHU: PiTKO - TiMeprigpo3; HEBiHOMO - AaHTIOHEBPOTUYHUHN
Habpsk, cuHapoM CTiBeHca-[[2KOHCOHA, MyIbTU(HOPMHA epUTeEMa, MaKyJIOIanyIb03HUN BUCHII,
asomelis, KpOnuB gdHKa, BifuyTTs cBepOexy, cBepbixk, MypIypa, epuTpoMeIaris.

3 60Ky onopHO-pyx080i cucmemu ma Cnoay4YHOI MKAHUHU: HEBIJOMO - Mianrisi, apTpaniris, M’sg30Ba
cnabKiCTh.

3 60Ky penpodykmueHoi cucmemu ma (pyHKUii MOAOYHUX 3a/103: HEBIIOMO - €PEKTUIIbHA
oUC(YHKINiA, TiIHEKOMACTis, rajakTopes. ['iHeKoMacTis cocTepiranacs B fyXKe PiiKiCHUX BUNAAKax y
YOJIOBIKiB JIITHROTO BiKYy Iif] Yac TPUBAJIOl Tepallii BepamamisioM i 6yia moBHICTIO 000pOTHA Y BCiX
BUITQ[IKaX BiIMiHM JTIKapChKOTO 3ac00y.

3azanvHi po3aadu: 4acTo - nepudepuyHi HabpPSIKK; HEYACTO - BTOMIIOBAHICTh.

JlabopamopHi NOKa3HUKU: HEBIIOMO - MiABUINEHHS PiBHIB MEYiHKOBUX (GEPMEHTIB Ta PiBHS
IIPOJIAaKTHUHY B CUPOBATLi KPOBI.

*Y xomi mOCTMapKeTUHTOBUX CIIOCTePekKeHb OOUH pa3 IMOBiJOMJISIIIOCS PO Maparid (TeTpamnapes),
acoIifioBaHu 3 KOMOiHOBAHUM 3aCTOCYBaHHSM BepalaMiny Ta KoJxinuHy. Lle moxe OyTu
00yMOBJIEHO TPOHUKHEHHSIM KOJIXIl[MHY Yepe3 reMatoeHuedaniuauit 6ap’ep BHACTIOOK IPUTHIYEHHS
Bepanaminom CYP3A4 ta P-gp (ouB. po3min «B3aemopmis 3 iHIIMMY JTiKapCbKUMHK 3aco0aMu Ta iHI
BUIHM B3aEMOTIN»).

ITogidomaeHHsA npo ni0o3pr8aHi nobiyHi peakuii.

[ToBimomeHHs PO Mimo3poBaHi MoGiYHI peakii micisg peecTpariil 1iKapchKOro 3aco0y € BaxKTUBOO
npouenyporo. Lle mo3Bosise NPOAOBKYBAaTH MOHITOPUHT CIIiBBIHOLIEHHS «KOPUCTh/PUSUK» OJIS
BiATIOBigHOTO iKapchKoro 3aco0y. Megu4yHUM IIpalliBHUKaM He0OXiTHO MOBiqOMIISATH PO Oymb-sKi
nimo3pioBaHi moOiuHi peakilil Yepe3 HalliOHaIbHY CHUCTEMY IIOBiOMIIEHb.



Tepmin npudamuocmi. 3 POKH.
YMmoBH 30epiraHHsi.
30epiraTu B OpUTiHANbHIN YIIaKOBI Ipy TeMIepaTypi He Buie 25 °C.

30epiraTu y HeIOCTYITHOMY [JISI OiTeH MicCIii.

YnakoBka.

[To 10 TabneToK y KOHTYPHIi# YapyHKOBIiH YIIaKOBIl; 10 5 KOHTYPHUX YapyHKOBUX YIIaKOBOK y MayYlli.
Kareropis Bignmycky. 3a penentom.
Bupoonuk. [IpAT «®apmarieBTryHa pipma «JapHUALIT>.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afjpeca MicCIsi IPOBaIKeHHs MOro Jis/IbHOCTI.

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

HHCTPYKIIUA

M0 MEJUITHHCKOMY IIPHMEHEHHIO JIEKAPDCTBEHHOI' 0 CpeJICTBa

BEPAIIAMWIJI-TAPHUIIA

(VERAPAMIL-DARNITSA)

Cocmaae:
deticmaywujee sew,ecmao: verapamil;

1 TabneTka comepXKUT BepanaMuia rugpoxaopuna 80 mr;



8cnomozame ibHble 8eu,ecmad: 1akTo3a MOHOTUAPAT, LeJII0I03a MUKPOKPUCTAJITNYecKasi,
KYKYPY3HBIN Kpaxmall, TUIIPOMEJII03a, KpOCKapMeJlo3a HaTpus, KpeMHUS OUOKCHU[ KOTIJIOUIHBIN
0e3BOOHEIM, TANTbK, MarHus cTeapart, cemudunm 752 6emsiit, Mmakporos 4000.

JlekapcTtBeHHas (popMa. TabeTKH, MOKPHITHE IIJIEHOYHON 000I0YKO.

OcHogHble (pu3uKko-xumuveckue ceolicmea: TabneTKH, TOKPHITEE MIJIEHOYHON 000710YKOM, KPYTJI0OH
dopmbI, 6e510T0 1IBETA, C ABOSKOBBITYKJION TOBEPXHOCTHIO.

dapMakoTepaneBTHYeCKas rpymnna. CeneKTUBHbIE OI0KATOPH KaIbLMEBLIX KAHAJIOB C MIPSIMBIMU
addekTamu Ha cepaue. [IpousBoaHbie henunankunaMuta. Bepamamun. Kog ATX C08D A01.

dapmakos02uyeckKue ceolicmea.
dapmakoOuUHaAMuKa.

BepaHaMI/IH 6J'IOKI/IpyeT TpaHCMeMﬁpaHHBII;I IIOTOK MOHOB KaJIbITMA B KJIETKH CEPAlld U I'IaAKNX MBIIIII]
COCyHoB. On HEeIIOCPeJCTBEHHO YMEHbIIAeT HOTpe6HOCTB MHOKdpOa B KHCJIOPOAE 3a CYHET BIIMAHUSA Ha
9HEePreTu4eCKu 3aTpaTHEIE IIPOILIEeCChL MeTabomu3Ma B KJIeTKax MHOKapaa 1 BCJIEOCTBHE YMEHbIIEHUA
IMOCTHArpy3KHU.

Brnarogapst 6710KMPOBAaHUIO KaIbIIMEBLIX KAHAJIOB I'TTAAKON MYCKYJIaTyphl KOPOHAPHBIX apTepuit
IIPUTOK KPOBU K MUOKAPAY YCUJIUBAETCS, Jaxe B TOCTCTEHOTUYECKUX yUyacCTKax, U Clla3M
KOPOHAPHHIX apTepui CHUMAETCS.

AuTurunepTeH3uBHas 3¢ (HEeKTUBHOCTH JIeKapCTBEHHOTO cpeficTBa Bepanamun-lapHuiia o0ycioBiIeHa
YMEHbBIIEHHEM COIPOTUBIIEHUS TEPUPEPUIECKUX COCYIOB 063 YBETUUEHUS YACTOTH CEPHAEYHBIX
COKpallleHU# B KauecTBe pedIeKTOPHOTO OTBeTa. HexkenaTenbHEIX H3MEHEHUH (QU3M0I0THYECKUX
TIoKa3aTesiel aBieHusI KPOBU He HaOII0gaeTcsl.

JlekapcTBeHHOE CpencTBO Bepamamun-IlapHulla UMeET BeIpaXkeHHOe aHTUapUTMUYECKOe IeCTBUE,
0Cco0eHHO IIPY HagXKeIynouyKoBor apuTMuu. OH 3aiepKUBaeT MPOBEIeHNe UMITY/IbCa B
aTPUOBEHTPUKYJISIPHOM y3Jjie, BCIIEACTBHE Yero, B 3aBUCUMOCTH OT THUIIa apUTMUH,
BOCCTaHAaBJIMBAETCSA CHHYCOBBIM PUTM U/UJIM YaCTOTa COKpallleHU KeJTyL04YKOB HOPMaIu3yeTCs.

dapmakKoKuHemuxd.

Bepamamum ObICTPO ¥ MTOYTH ITOTHOCTHIO BCACHIBAETCS B TOHKOM KuIeyHUKe. CTereHb BCaChIBAHUS
coctaBmnseT 90-92 %. MakcumanbHas KOHIIEHTPAIIKMS B I1a3Me KPOBHU [IOCTUTAETCS yepe3 1-2 Jaca
1ocJie IpueMa o3kl [lepuon momyBEIBEIEHUS COCTaBAsAeT OT 3 Mo 7 YyacoB. CBsI3kIBaHUE C OeNTKaMu
nna3Mbl coctaBisaeT 90 %. BepamaMusl o4ty MOTHOCTHI0 MeTa0OIM3UPYETCS, BCIEOCTBUE YET0
o0Opa3yoTcs pa3Hble MeTabomuTH. Cpeau 3TuX MeTaboIUTOB TOILKO HOPBEpPAIaMuil
(dhapMakKoI0TMYeCKM aKTUBHBIM. BepanmamMun 1 HopBepallaMull He BHIBOASTCS C TIOMOIIBIO
reMoJHanmn3a.

Bepamamun u ero MeTaboMuTH BEIBOASTCS B OCHOBHOM ITOYKAMM; TOJIBKO 3-4 % BBIBOOUTCS B
Hen3MeHeHHOM Bume. 50 % BBeOeHHOU MO3H BEIBOOUTCS Ha MPOTaXKeHuu 24 4acoB, 70 % BEIBOOUTCS



Ha NpoTsaxKeHuu 5 gHel. [Jo 16 % nekapCTBEHHOTO CPefCTBa BEIBOOUTCS C PpeKanuaMu. HemaBHo
IOJIy4eHHbIE aHHbIE CBUETEIbCTBYIOT, UTO HET pa3nu4us B (hapMaKOKMHETHKE BepanaMusa y
JIIOJIEX CO 3[OPOBHIMU IIOYKaMU U Y HalleHTOB C TEPMUHAJIbHOU CTafuel I04eYHou
HEIOCTaTOYHOCTHU. [lepron moyBLIBEOEeHNS YBEJIMUUBAETCS y TAIIMEHTOB C IIUPPO30M IeYeHHU
6rmaromaps HU3KOMY KJIMPEHCY U 00JIbIIOMYy 00beMy pacipeneieHus.

CpernHss abcomoTHasl OMOOOCTYIIHOCTD ¥ 3MOPOBLIX CYOBEKTOB I10CTIE OMHOKPATHOTO IIpreMa
JIeKapCTBEHHOTO CPefiCTBa cocTaBngeT 22 %, 94T0 00BSICHAETCS 9KCTEHCUBHEIM I1€YeHOYHEIM
MeTab0I1M3MOM IIEPBOTO IPOX0XKAeHUA. bruomocTynHOCTh yBenuuuBaeTcs B 1,5-2 pa3a mocie
MHOTI'0Pa30BOro IIpueMa.

Knuanyeckue XxapaKTepUCTHKH.
IToka3anus.

Hmemuyeckas 60j1e3Hb CepAlla, BKIOYasi: CTabUIbHYI0 CTEHOKAPAUIO HATIPSIKEHUS;
HECTaOMIBHYIO CTEHOKAPAWIO (ITPOrPecCUpyIoInasi CTeHOKaPaus, CTEHOKaPAUS IOKOS),
BA30CIIAaCTUYECKYI0 CTEHOKAPAHUIO (BapraHTHasI CTEHOKAPOWS, CTeHOKapaus [IpuHIIMeTana),
TIOCTUH(APKTHYIO CTEHOKAPOUIO y MAlueHTOB 6e3 CeplievyHol HeJoCTaTOYHOCTH, €CJTH He TTOKa3aHEH
b-agpeH0610KaTOPHI.

ApuTMUM: TTapOKCU3MasbHas HalXKeTyooYKoBas TaXUuKapOus; TperneTaHue/MepLaHue
npencepauil ¢ OBICTPOM aTPHOBEHTPUKYIISIPHOM ITPOBOAUMOCTHIO [3a HCKITIOYEHHEM CHHIPOMA
Bonbda-TlapkuHcona-Yaiita (WPW)].

ApTepuanbHas TUTIEPTEH3US.

IIpomueonoka3aHus.
KapauoreHHbIN IIO0K.

Tskenvle HapyIleHXWS TPOBOOUMOCTH: aTPUOBEHTPUKYIsipHas (AB) 6mokana II u 111 crenenu
(KpoMe mauK¥eHTOB, KOTOPHIM UMIIJIAaHTUPOBAH UCKYCCTBEHHBIN BOOUTEIb PUTMA).

CunpapoM c1ab0CTH CHHYCOBOT'O y3J1a (KpoMe HalMeHTOB, KOTOPHIM MMIIJIaHTUPOBAH
HCKYCCTBEHHBIN BOTUTENIh PUTMA).

FI/IHep‘-Iy'BCTBI/ITeHbHOCTb K BepallaMUJIy UJId K J'II-O6OMy KOMIIOHEHTY JIEKaPCTBEHHOT' O
cpencTBa.

CepredHas HEOCTATOYHOCTh CO CHUXKeHHNEM Gpakuuu BeIOpoca MeHee 35 % u/unu
IaBJIeHUEM B JIETOYHOU apTepuu Bhimle 20 MM pT. CT. (€CIU TOJIBKO BTOPHYHASA HaOKeTyLo4KoBas
TaxWKapaus He MOANAETCS BIUSHUIO Tepaluy BepalaMuioM), BEIpaxkeHHas Opagukapaus (MeHee 50
yIapoB B MUHYTY).

OcTpelit mHGAPKT MUOKApAa, OCII0KHEHHBIM OpaguKapaue, BHIpakeHHOM TUTIOTeH3NeN Uu
JIEBOXKEIyAOYKOBOM HEAOCTAaTOYHOCTHIO.

Oubpunnsauus/TpeneTanue Mpeacepauii Mpyu HaTuYUU OOTOTHUTETbHBIX ITPOBOASIINX TyTeN



[WPW-cunmgpom u LGL-cunnpom (curmpoM JlayHa-I'anoHra-JIeBuHa)]. Y Takux maiueHTOB IIpU
HCI0/Ib30BaHUM BepanaMuiia TUAPOXIOPUAA CYLIeCTBYEeT PUCK Pa3BUTHUS XKeNyT0YKOBOU
TaXMapUTMUHU, BKITIOYAS XKeJTyTOYKOBYI0 GrbpUIIAINIO.

[IpumeHeHue B KOMOWHAIMYU ¢ ©BabpaguHOM (CM. pa3men «B3auMomeicTBUe C OPyruMu
JIeKapCTBEHHBIMU CPELCTBaMU U OPYTHE BUIOEl B3aUMOLEUCTBUN» ).

Bo BpeMsi 1eueHus BepalaMUIOM He IPUMEHSTh OMHOBPEMEHHO BHYTPHUBEHHO
B-ampeHO00OI0KATOPH (32 UCKITI0OYEHHEeM HHTeHCUBHOM TePaIlyu).

[TpoTHBOMIOKAa3aHO OMHOBPEMEHHOE YIoTpebeHne TpeirndpyToBOro COKa.

B3aumodeiicmeue ¢ dpy2umMu 1eKapcmeeHHbiMu cpedcmeamu u dpyaue eudvi
e3aumodeiicmeull.

HccnemoBaHus MeTaboIM3Ma BeparnaMuiia TUAPOXJIOPHUAA in vitro moKasaiu, 4To OH
MeTabonuaupyercs nutoxpomom P450 CYP3A4, CYP1A2, CYP2C8, CYP2C9 u CYP2C18. Bepamamun
saBnsieTcs: uurnéuTopoM dpepmentoB CYP3A4 u P-rmukonpotennos (P-gp). Coob1manock o
KJIMHUYECKH BaXKHbBIX B3aUMOOeNCTBUAX ¢ mHrubutopamu CYP3A4, compoBOXKAaBIIUXCS
IIOBHIIIIEHVEM YPOBHS BepallaMuiia B IIJla3Me KPOBHU, Toraa Kak MHAYKTOPsl CYP3A4 BEI3BIBaIU
CHHUXKeHNe IJIa3MeHHBIX YPOBHEH BeparnaMusia TUAPOXJIOpUAa, I03TOMY HeOOXOAMMO ITPOBOIUTD
MOHUTOPHUHT OTHOCUTEJIBHO B3aUMOMEUCTBUS C OPYTUMU JIEKaPCTBEHHBIMU CPECTBaMU.

CoBMecTHOe IpUMeHeHHe BepallaMila U 1eKapCTBEHHBIX CPEICTB, KOTOPhIE B OCHOBHOM
meTtabonusupyotcs CYP3A4 unu sBnsioTcs cyocTpaToM P-gp, MOXKeT OBITh CBSI3aHO C IOBHIILIEHUEM
KOHIIEHTPAIMH 3TUX JIeKapCTBEHHEIX CPEACTB, UTO MOXKET YBEJIMYMBATD UM YAJUHATH Kak
TepaneBTUYECKNE, TaK U HeOnaronpusaTHbe 3¢(GEKTH COMYTCTBYIOIIETO JIEKapCTBEHHOT'0 CPENCTBRA.

[ToTeHIMANbHBEIE B3aUMOIENCTBUS, CBI3aHHbLIE C PepMeHTHOU cucTemou CYP450.

ITpas3o3uH: noBhienue C,,, npa3o3uHa (~40 %) 0e3 BNUsSHUS Ha IePUO ITOIYBHIBEIEHUS.
AQOUTUBHBIA TUTIOTEH3UBHBIN 3G (EKT.

Tepaszo3uH: nosuimenue AUC (~24 %) u C,,, (~25 %) Tepa3o3uHa. AIOUTUBHBLIN TUIIOTEH3UBHBIN

adexr.

XuHuUOuH: yMeHbllIeHUEe KJIUPeHca XuHuanHa (~35 %) npu nepopaibHOM IIpreMe. Bo3MOXKHO
pas3BUTHE apTepPUaIbHOM TUIIOTEH3UH, a Y TAllUeHTOB C TUIEPTPOPUIECKOM 00CTPYKTUBHOM
KapOUOMUOIIaTHeN - OTEK JIETKUX.

CoueTaHue BepallaMula 1 aHTUAPUTMUYECKUX CPEICTB MOXKET IIPUBECTHU K afiIUTUBHOMY CEPHOEYHO-
COCYOUCTOMY mercTBUIO (HampuMmep, AB-61okafa, OpaguKapaous, TUIIOTOHUS, CepAeYHas
HEeIOCTAaTOYHOCTD).

®1eKkauHuO: MUHUMAJIbHOE BIUSHYE Ha KJIUPEHC (ieKanHua B maa3Me KpoBu (< ~10 %); He BauseT
Ha KJIMPEHC BepalaMuJia B Ijia3Me KpoBu (CM. pa3men «OCoOeHHOCTH MPUMEHEHUSI»).

TeouaiuH: CHUXKEHUE OPaJIbHOTO U CUCTEMHOTO KiIupeHca npubnu3utenbHo Ha 20 %, y
KYpPUNIBIIAKOB - Ha 11 %. [ToBLIIEHHEIN YPOBEHDb TeO(UIINHA B CHIBOPOTKE KPOBU MOXKET IIPUBECTHU K
yCUIIeHHUI0 MTOO0YHEIX 9PPEKTOB.



KapbamasenuH: nosrimenue AUC kapbamasemnuHa (~46 %) y 60bHBIX ¢ pedpakTepHOH
napIaabHON SMUTEINCHel; TOBHIIeHNE YPOBHEeH KapOaMa3eniHa MOXKET BEI3BaTh TOOOYHEIE
3bdekTH KapbaMa3enuHa, TakKue Kak IUIJIONUS, TOJI0BHas 00/1b, aTaKCHUS UJIU TOJI0BOKPYXKEHUE.

®eHUMOUH: CHUXKEHHUE KOHIEHTPAIOXNU BePallaMHJIa B IIJIa3Me€ KPOBHU.

HmunpamuH: yBenuuenue AUC (~15 %) umunpaMruHa 0e3 BIUSHUS Ha aKTUBHBIM METa0OTUAT
He3UlpaMuH.

IlaHmpoieH: Tpu OTHOBPEMEHHOM IIPUMEHEeHUHU BepallaMuia C BHYTPUBEHHEIM TaHTPOJIEHOM MOXKET
BO3HUKHYTb T'MIIOTOHUS, NEPECCHUs MIUOKApPOa U TUIIePKaINeMHUsi, I03TOMY 3TOTO COUETAHUS CIIelyeT
n30erars.

I'nubypuod: noseimenue C,,, rmubypuna npumMepHo Ha 28 %, AUC - Ha 26 %.

KoaxuyuH: yBenudyenne AUC (nmpuMepHO B 2 pa3sa) u C,,, (mpuMepHO B 1,3 pa3a) KOIXUILKHA.
PekxoMeHOyeTCsT yMEHBIIUTD NO3Y KOMXUIMHA (CM. MHCTPYKIIUIO OIS MEIUIIMHCKOTO IPUMEHEHUS
KOJIXUIIMHA).

Komxumun siBnsgetcs cyoctpaToM Kak st CYP3A, Tak u [ TpaHCIOpPTePa OTTOKaA, p-
rnukonpoTenHa (P-gp). Bepanamun, kak ussectHo, uarubupyet CYP3A u P-gp. Kornma Bepamamun u
KOJIXUIIMH BBOOSITCSI BMecCTe, nHTubupoBanue P-gp u/unu CYP3A BepamaMuiioM MOXKET ITPUBECTH K
YCUJIEHUIO BIUSHUS KOJIXUIIMHA, I09TOMY KOMOWHUPOBaHHOE IPYMeHeHNe He PEKOMEHIyeTCs.

KaapumpoMuyuH, 3pumpomMuyuH, meaAumpoMul,uH: BO3MOKHO ITOBHIIIIEHE YPOBHS BeparnaMuia.

Pugpamnuy,uH: BO3MOXHO CHUXKEHNE TUNOTeH3UBHOT0 3pdekTa. Cuuxenue AUC Bepanamuna (~97
%), C,ax (~94 %), OMOIOCTYIIHOCTHU TIOCTIE TTIEPOPaIbHOTO puMeHeHus (~92 %).

HokcopybuyuH: Tpu OMHOBPEMEHHOM IIPUMEHEHNH NOKCOPYOUIMHA ¥ BepanaMua (IepopajbHo)
nosrimaercss AUC (~104 %) u C,,, (~61 %) mokcopyOulivHa B Iij1a3Me KPOBHU Y OOJIBHEIX C
MEJIKOKJIETOYHEIM PAaKOM JIETKUX. Y OOJIbHBEIX B CTAAUU IIPOrPECCUPYIOLIE OIyXO0JId 3HAUUTENIbHBIX
n3MeHeHUu! papMaKOKMHETHUKY OOKCOPYOUIMHA IIPU ONHOBPEMEHHOM BHYTPUBEHHOM IIpUMEHEHUN
BepallaMuiia He HabJII0gaeTcs.

deHobapbuma: MOBHIIIIEHUE OPAJIbHOTO KITMPEHCA BepanaMuia B 5 pas.
BycnupoH: yBenuuenue AUC u C,,, 6ycniupoHa B 3,4 pa3a.
Muodaszonam: yennuenne AUC mupa3onama B 3 paza u C,,, - B 2 pa3sa.

BepamaMun MoXeT yBeTHYKUBATE IIJTa3MEeHHbIe KOHIIEHTPAIUuH B-0/I0KaTOPOB, YTO MOXKET IMPUBECTH K
AIOUTUBHOMY CePIeYHO-COCYyIUCTOMY meHcTBHUI0 (HanmpuMmep, AB-Ormokama, Opagukapous,
TUIIOTEH3Us, CepaevHast HeJOCTaTOYHOCTH).

BHyTpuBeHHEIE B-07I0KATOPH HE ClIeayeT MPUMEHSTh IallieHTaM, KOTOPEIE HAXOOsaTCs Ha JIeYeHUU
BepPaIlaMHIIOM.

Memonpoaoa: yBenuuenne AUC meTtonponona (~32,5 %) u C,,, (~41 %) y mauueHTOB CO
cTeHoKapauei (cM. pasgen «Oco6eHHOCTY IPUMEHEHHUS»).

ITponpaHonoa: yBenuduenue AUC nponpanosnona (~65 %) u C,,, (~94 %) y nauveHToB CO
creHoKapauen (cM. pasgen «Oco0eHHOCTH TPUMEHEHUS»).



ITu2okcuH: y 3MOPOBEIX 0OOPOBOIBIIEB Habmomamock ypenuuenue C,, ourokcuHa (~44 %), C,,,

(~53 %), C, (~44 %), AUC (~50 %), moaToMy crnenyeT coO0gaTh OCTOPOKHOCTh OTHOCUTEIIBHO
TOKCUYHOCTH HANIEPCTSHKU. PEKOMEHIyeTCS YMEHBIIUTh 103y OUTOKCHHA (CM. pa3men «Oco0eHHOCTH
IPUMEHEHUI»).

[u2umokcuH: yMeHbIIIeHUE KITUPEHCa TUTUTOKCUHA (~27 %) ¥ 9KCTpapeHaIbHOT0 KIIMPEHca
(~29 %).

IMumemuouH: yBenuuenue AUC R-Bepamamuna (~25 %) u S-eepanamurna (~40 %) c
COOTBETCTBYIOILIMM CHUKEHUEM KupeHca R- 1 S-Bepanamura.

LukaocnopuH: ysenuuenue AUC, C,,,, C,, IUKJIOCIIOpUHa IpUMePHO Ha 45 %.

Jeepoaumyc: yBenudenne AUC speponumyca (mpuMepHo B 3,5 pa3a) u C,,, (mpuMepHo B 2,3 pasa).
Veenuuenue C,,,q, BepanaMua (IpuMepHo B 2,3 pa3a). MoxeT noTpeboBaThCs TOYHOE OIpefiesIeHue
KOHIIEHTPAIIMU U HO3bI 9BEPOJIUMYCA.

Cupoaumyc: yBenuuenne AUC (mpuMepHO B 2,2 pa3a) cuponumyca, yenuuenne AUC (IpuMepHO B
1,5 pa3a) S-eepanamuna. MoxeT moTpeOOBaThCS ONpeneieHrne KOHIEHTPAIUN U KOPPEKIIUS JO3BI
CHUpOIUMYyCa.

Taxpwzumyc: BO3MOZKHO ITOBBRIMNIEHKE YPOBHA 3TOI'0 JIEKAPCTBEHHOT'O CPEACTBA B IIJIa3M€E KPOBH.

TI'unoaunudemuyeckue cpedcmea (uHaubumopwvt I'MI-KoA-pedykmassl (cmamuHbl): medyeHue
nurubuTopamu I'MI'-KoA-pengykTassl (CMMBAacTaTHH, aTOPBACTAaTHH, JIOBACTATHH) AJIS MAIlUEHTOB,
IPUHUMAIOIIKX BepamnaMuJl, cleqyeT HauuHaTh C CaMBIX HU3KHUX BO3MOXKHBIX /103 ¥ TIOCTEIIEHHO UX
yBeNMU4uBaTh. ECIU mMalmeHTy, KOTOPHIY y2Ke IPHHUMAET BeparnaMul, Heo0XoIuMo Ha3HaueHue
uurubuTopa I'MI'-KoA-penyKTashl, cliefyeT y4ecTb Heo0X0guMoe CHUXKEHME N03bl CTATUHOB U
nomo6paTh TO3UPOBKY B COOTBETCTBHUY C KOHIIEHTPAIIMEH X0JIeCTePUHA B IJIa3Me KPOBH.

BepanaMHn MOZKET IIOBHIIIATH IMJIa3MEHHBIE KOHIIEHTPAIINNU daTOPBACTATHHA, IOBACTATHUHA K
CUMBaACTaTHHaA.

AmopsacmamuH: BO3MOXKHO IOBHIIIIEHNE YPOBHSI aTOpBacTaTuHa. ATopBacTaTuH yBenuuuBaeT AUC
Bepanamuiia npuMepHoO Ha 43 %. X0Ts NPSAMBIX KJIMHUYECKUX OaHHBIX iN ViVO HET, CYLIeCTBYeT
CUJIbHBIY NTOTEHIMa [JIs BeparnaMuia CyIIeCTBEeHHO BIUATH Ha (hapMaKOKMHETUKY aTOpPBaCTaTHHA, a
TaKyKe CHMBacCTaTHHa WUJK JIoBacTaTuHa. CrieflyeT cob6IofaTh OCTOPOKHOCTE IIPH OJHOBPEMEHHOM
IIpUMEeHEeHNH aTopBacTaTAHA U BepamnaMura.

JlosacmamuH: BO3MOXKHO IOBHIILIEHNE YPOBHA jloBacTaTuHa. YBenuuenue AUC (~63 %) u C,., (~32
%) Bepamamura.

CumeacmamuH: yBenudenne AUC cuMBacTaTAHa IPUMEPHO B 2,6 pa3sa, C,,, cuMBacTaTiHa - B 4,6
pasa.

@ 1ygacmamuH, npasacmamuH u po3ysacmamun: He MeTabonu3upyiorcs uroxpomom CYP3A4 u
MMEIOT MEHBIIYI0 BEPOATHOCTh B3aUMOIENCTBUS C BepalaMusioM.

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

Cy/b(uHNUPA3oH: TIOBHIIIEHNE OPaJIbHOTO K/IMpeHca BepanaMuia B 3 pa3a, yMeHbIlIeHNe
6uomocTynHOCTH - Ha 60 %. MoxeT HabmogaThC CHUKEHUE TUIIOTEH3UBHOT0 3¢ deKTa.



[labueampaH: Bepamamun B popme TabIETOK C HEMENJIEHHBIM BHICBOOOXKIEHNEM yBenuduBaeT C, .
(mo 180 %) u AUC (mo 150 %) maburaTtpana. He Ov1710 3aMe4eHO 3HAYMMOTO B3aUMOOEHCTBUS TIPH
BBe[IeHUY BepalaMuiia yepes3 2 daca rmocje gaburatrpaHa aTekcunara (ypenudenue C,,, IpUMEPHO Ha
10 % u AUC npumepHo Ha 20 %). [ToBrIIIaeTCS PUCK KPOBOTEUYEHUS, IO3TOMY PEKOMEHIYETCS
TIATENIbHOE KIUHUYeCcKoe HabmoneHre, 0CoOeHHO TpY BOSHUKHOBEHUY KPOBOTEYEHUS U MIPU
HaJIM4YUU JIETKOTO UJIM YMEPEHHOI 0 HapylleHus GYHKIUY o4YeK. [Ipyu 0mHOBpeMeHHOM IIpUMEHEHUN
C IIepopajbHEIM BeparnaMuIoM MOXKeT OTpeboBaThCSl YMeHbIIeHNEe N03bl JaburarpaHa (CM.
WHCTPYKIIKIO 110 TPUMEHEHUIO faburaTpalHa KacaTelbHO JO3UPOBKY).

LIpyaue nepopasvHble aHMuKoazyAsiHmMbul npsimozo delicmsus (ITAII]]): noBeiieHUEe abcopOuun
[TAT1]], mTOCKONIBKY OHM SIBNISIIOTCS cyOcTpaTaMu P-gp. A Takke moHUKeHHOe BeiBemeHue [TATI,
meTabonuaupytomuxcss CYP3A4, MoXKeT IPUBECTH K YBeTMUEHUIO CUCTEMHON OMOIOCTYIIHOCTH

[TAII[.

CoryacHo HEKOTOPHIM IaHHBIM YBETHYUBAETCSI PUCK KPOBOTEUEHUSI, 0COOEHHO V IalleHTOB C
IOIOTHUTEIbHBIMY (paKTOpaMu pucka. MoxkeT noTpeboBaThCst yMeHblleHre no3bl [TAII]l mpu
IIPHMEHEHUHU C IIepOpaJbHEIM BepanaMuiIoM (CM. HHCTPYKLHXIO 10 MEOUIIMHCKOMY IIPHMEHEHHUIO
KacaTenbHO mo3upoBKu [TATII).

HeabpaduH: omHOBPEMEHHOE ITPUMEHEHKEe C WBaOpaJuHOM MPOTUBOIOKA3aHO 1U3-3a
MOIOTHUTEILHOTO 3¢ (HeKTa CHUXKEHUS YaCTOTH CepAleOueHus BepanaMuiioM (CM. pa3fien
«IIpOTHBOMIOKA3AHUS»).

I'petingppymosniti cok: yBenuuenre AUC R-Bepanamuina (~49 %) u S-sepanamuna (~37 %),
yBenuuenue C,,. R-Bepanamuna (~75 %) u S-Bepanamuina (~51 %) 6e3 u3aMeHeHUs Iepruomia
TIOJTyBBIBE[IEHUS M TI0YeYHOTO0 KinpeHca. CrnenyeT u3berath ynoTpebaeHnus TPeUnngpyToBoro coka ¢
BeparaMuioM.

38epobotl npodvipsisaeHHbil: yMmeHblleHre AUC R-Bepamamuna (~78 %) u S-Bepanamura (~80 %) ¢
COOTBETCTBYIOIIUM CHUXKeHUEM C, ..

,ﬂ,pyrne BBaI/IMOEeI;ICTBI/Iﬂ.

ITpomusosupycHbie (BHUY) cpedcmaa: depe3 CrioCOOHOCTh HEKOTOPHIX TPOTUBOBUPYCHBIX CPELCTB,
TaKWX KaK PUTOHABUD, NTOAABIATL MeTab0I13M, Ila3MeHHble KOHIIEHTpalli BepanaMuiia MOTyT
pactu. HazHavaTh C OCTOPOXKHOCTBIO. MOXKET BO3HUKHYTh HEOOXOOUMOCTb B CHUKEHUY [O3bI
BepanaMuia.

Jlumuti: coo6I11an0Ch 0 MOBHIIEHHON HEMPOTOKCUYHOCTH JIUTHS IIPU ONHOBPEMEHHOM NIPUMEHEHUN
BepanaMuia TUOPOXJIOpUAa U NUTUS 6e3 UK C TIOBHIIIEHUEM YPOBHEN JTUTHS B IIJIa3Me KPOBH.
OnHako y malyeHTOB, IOCTOSIHHO IOJIy4YaBUINX OOUHAKOBYIO NO3Y JIUTHUS IIepopalbHo, fobaBlieHne
BepallaMHiJla TUAPOXJIOPHOa IIPUBOAUIIO K CHU2KEHHIO ypOBHeﬁ JINTUA B IIJIa3Me€ KPOBH. HaI_II/IeHTbI,
noydarourye o0a 1eKapCTBEHHbBIe CPEeNCTBa, JOJIKHBI HaXOOUTHCS MIOJ TIaTeIbHEIM HaOII0geHuEM.

HelipombliweuHble 610Kamopbl: KTUHAYECKKE NaHHbIe U UCCIIeOBAHKUS Ha KHUBOTHBIX TOKA3LIBAIOT,
YTO BeparaMuia THIPOXJIOPHUI MOXKET IOTEHIIMPOBATh aKTUBHOCTh HEHPOMEIIIIEYHEIX 0JI0KAaTOPOB
(KypapemomoOHBIX U IemOoJIIpU3yIuuX). MoxXeT BO3HUKHYTh HEOOXOIUMOCTh B CHUKEHUH 03B
BepalaMuiia TUAPOXJIOPHIA H/UIK JO3bl HEHPOMBIIIEYHOT0 0710KaTOpa IIPH X OMHOBPEMEHHOM
IPUMEHEHUH.

AU,QTTHUICG/IUMUJIOBGH Kucsioma: IOBEIIIEeHNEe BO3MOZKHOCTH KPOBOTEUYEHHUA.

9maHon (a1K0201v): TIOBLILLIEHTE YPOBHS 3TaHOJIa B IIJIa3M€ KPOBU U 3aMeJIEHHE €TI0 BEIBEJEHUA.



HOSTOMY JlefICTBI/Ie aJIKOT0JISI MOKET OBITh YBEJINYEHO.

AHmuaunepmeH3ugHble cpedcmad, Ouypemuku, 8a300U1amamopbl: yCUIIEHUE TUTIOTEH3UBHOTO
3¢ dekTa 13-3a BO3MOKHOT0 agAUTHBHOTO NEWCTBUS.

OcobeHHocmu npumMeHeHusl.

OcTpriit nHOAPKT MUOKApIa.

JlekapCTBEHHOE CPEMICTBO CIIeAyeT IPUMEHSATh C OCTOPOKHOCTHIO TTAI[HEHTAM C OCTPHIM UH(DAPKTOM
MUOKap[a, OCJI0XKHEHHEIM OpaguKaparen, BEIpaXkKeHHOM apTepuaabHON TUIIOTeH3UeH uiu
nucyHKUMeH TeBOTo XKelyaoukKa.

Cepneunas 6mokana/AB-6nokana | crenenn/0paguKapansi/aCUCTONINS.

Bepanamusa rufpoxiopuf BIusgeT Ha aTPUOBEHTPUKYISPHBEIA U CUHOATPUAJIBHBIN Y3JIBL U
IIPOJIOHTUPYET BPEMS aTPHUOBEHTPUKYIISIPHOU IIPOBOOUMOCTHU. [IpUMEHSATEH C OCTOPOXKHOCTLIO,
moToMy, 4To pa3utue AB-6mokapmsl I wmm III cTemenu (4TO SABISETCS ITPOTUBOIIOKA3aHUEM) HITH
OJHOIIYYKOBOM, UJTX OBYXITYYKOBOM MU TPEXITYYKOBOM OJI0Kambl HOXKKY ['ca TpebyeT OTMEHEI
CIIeyIOIINX 003 BepanaMuia THAPOXJIOPUAA U Ha3HaUYeHUsI COOTBETCTBYIOIIEN TEPAlUU B CIydae
HeoOXOOUMOCTH.

Bepanamumna rufpoxiopus BIusgeT Ha aTPUOBEHTPUKYISPHBEIA U CUHOATPUAJIbHBIN Y3JIBl U 0Y€Hb
PernKo MOXKET CIPOBOIIMPOBAThL BO3HUKHOBeHUEe AB-Omokans! II unu 111 cTenenu, OpaguKkapauio u
Ype3BBIYAaMHO PEMIKO - aCUCTOINIO0. Bojlee BEPOSITHO, UTO TaKue CUMIITOMEI OyAyT HaOMI0maThCs y
TIALMEeHTOB C CHHAPOMOM C1a00CTH CHHYCOBOTO y3j1a (CHHOATpHalbHas y310Bast 601€3Hb), KOTOPHIH
Yallle BCTpeYaeTCcsd y alueHTOB II0XKUJIOTO BO3pacTa.

AcucTonus y IallMeHTOB, He UMEIOIIUX CUHAPOMa C/1ab0CTH CHHYCOBOTO y3J1a, O0BIYHO
KpaTKOBpeMeHHas (HeCKOJIbKO CeKYHI UJIM MEeHbIIIe), CO CIIOHTaHHBIM BO3BpallleHUEM K
aTPUOBEHTPUKYJIIPHOMY y3Jy WM HOPMaJlbHOMY CUHYCOBOMY PUTMY. EClu 3TO ABIeHUE HE
MHUMOJIETHOE, CIeJyeT HeMeNJIeHHO HayaTh COOTBETCTBYIOIIYIO Tepanuio (cM. pa3nen «[1o6o4yHbIe
peaknuu»).

JevicTBue BepanaMuia u B-afpeH00JI0KaTOPOB UJTH APYTUX JIEKapCTBEHHBIX CPENICTB Ha
TTPOBOAMMOCTD U Ha COKPAIIEHUs CePAlla MOXKeT ORITh YyCUIIeHa, I03TOMY CIEAYeT OBITh
OCTOPOKHBIMHU ITPY UX OOHOBPEMEHHOM IpuMeHeHuu. OcoOeHHO 3TO KacaeTcs Tr00ro

BHYTPUBEHHOTO JIEKaPCTBEHHOTO CPEJICTBA.

AHTI/IapI/ITMI/I‘-IeCKI/Ie CpelncCTBa, ﬁ-au QGHOGJ’IOK&TO PEIL.

B3anMHOe ycuneHre KapauoBaCKYISIPHOTO OeUCTBUS (MOBLIIIEHNe cTereH:u AB-010Kabl BHICOKOM
CTeleH!, 3HAaYUTENTbHOe CHUXKEHME YaCTOTH CEePIEeYHbIX COKPAIIeHUH, TOSBIeHNe CePOeYHON
HEJIOCTaTOYHOCTH, 3HAUYUTEIbHOE CHUKEHNEe apTepHalbHOr0 JaBjieHus). ACUMIITOMaTUYeCcKas
Opamukapaus (36 yn/MuH) ¢ 6yXKIA0IIMM BOIUTEIEM PUTMa IIpeacepaus Habomanacs y
TAIMEHTOB, TTOIYYaBIINX COMYTCTBYIONIYIO TEPAMUIO I'Ta3HBIMHU KAIJIIMU C TUMOJIOJIOM (b-
agpeHo010KaTop) Ha (GoHe JIeYeHUsT BepalaMuia TUAPOXIOPUIaA.

IIUTOKCHH.

HpI/I OOHOBPEMEHHOM IIPUMEHEHUHN BePallaMuJia C JUTOKCUHOM CJIeJyeT YMEHBIIUTE N03Y ODUTOKCHUHA



(cMm. pa3gen «B3auMopeicTBue C APYTUMHU TI€KapPCTBEHHBIMU CPECTBAMU U OPyTue BUIBI
B3aHMOJENCTBHUI»).

CepreyHas HeIOCTAaTOYHOCTh.

Bepamamui MoXkeT BIUSATH Ha COKPATUMOCTD JIEBOTO XKeJyfo4yka. IhheKT HeOoIbIIoh 1 00EYHO He
uMeeT 3HaueHud. OgHaKO UMeLascs cepaedyHas HeJOCTaTOYHOCTh MOXKET YCUIUBAThCS TN
nporpeccupoBath. [109TOMY mepeq HayasioM JieueHus: BepanaMuiioM Heo6X0nUMO KOMIIEHCHPOBATh
CepHeyYHyI0 HeJOCTaTOYHOCTh y IAlMeHTOB ¢ ¢pakiuei Bribpoca 6osee 35 % (HampuMep
IIpenapaTaMy HallepCTSHKY) ¥ afleKBaTHO KOHTPOJIUPOBATh B TeUeHUe BCETO Ieprofa JedeHus.

Hurunbutoper [MI'-KoA-penyKTa3sl (CTATUHEL).

CM. pa3pen «B3auMomencTBue C OIPYTUMU JIEKaPCTBEHHEIMU CPeNCTBAMU U APYrUe BULEL
B3aMMOOEUCTBUUN».

HapyieHre HepBHO-MBIIIIEYHOU IPOBOOUMOCTH.

Bepamamusa rugpoxJIOpHUL cliefyeT MPUMEHSTh C OCTOPOXKHOCTBIO TP HaTU4YUK 00JIe3HEH C
HapYyIIeHUSIMU HEPBHO-MHIIIIEUHOM ITpoBoguMocCTH (Myastenia gravis), cuaapoM JlamOepTta-HUToHa,
Iporpeccupymolas MeledyHas guctpodus [ioieHa).

YV nauueHToB ¢ QuOpUIAIMEl/TpeeTaHNEM MTPeICEPAUH U TOIOTHUTEIbHEIMU MY TSIMHU IIPOBEIEHUS
MMITyJIbCOB (Hampumep, cuaapoM Bomnbda-ITlapkuHCcoHa-YaiiTa) pegko MoxkeT HabmogaThCs yCUuneHue
IIPOBOAMMOCTH Yepe3 aHOMaJIbHBIY My Th, a JKeIyNoYKoBas TaxuKapaus MOXKeT ObITh yCUIEeHa.

[ToyeyHast HEOOCTATOYHOCTb.

XO0Ts maHHEBIE MOOTBEPKIEHHBIX CPAaBHUTEILHEIX HCCIIeNOBAHMH ITOKA3a/Id, YTO II0YeUHas
HEJOCTaTOYHOCTh He BIIUSeT Ha (apMaKOKMHETHKY BepalaMuiia y IalueHTOB C TEpMUHAIbHOU
CcTaprel Io4YeyHO! HeJOCTaTOYHOCTH, OBIJI0O HECKOJIBKO COOOIIEHUH, CBUIETEILCTRYIOIIKX O TOM, YTO
MalKreHTaM C TI0YeYHOM HeJOCTaTOYHOCThIO CITeIyeT MPHUMEHSITh BepamaMuil ¢ OCTOPOKHOCTEIO U 10T
TIATENIbHEIM Ha0mogeHneM. BepanaMust He BEIBOOUTCS C TIOMOIIBIO TeMOOUau3a.

ITeyeHOYHasa HEIOCTATOYHOCTE.

[ToCcKOJIBKY BEpaaMull IMPOKO METa00TU3UPYETCS B TeYeHH, HE0OXOOUMO TIIATETEHO TUTPOBATH
03y BepalaMusia OJid alueHToB ¢ 3a001eBaHUSIMY IIeYeHU.

[TareHTaM CO 3HAUUTEbHEIM HapylneHneM (QyHKIMY TeYeHU CIefyeT MIPUMEHSTh BepalaMuil C
OCTOPOKHOCTBIO (CM. pa3men «Crocod MpUMeHEeHUS U TO03bI»).

BaoicHas UHd)OpMCIU,Uﬂ 0 8Cnomoz2ameJibHblX Bew.ecmaedax.

9TO TeKapCTBEHHOE CPENICTBO COMEPKHUT JIAKTO3Y, TO3TOMY IallieHTaM C PeAKUMU
HACJIe[ICTBEHHEIMU (HOPMaMi HeIIePeHOCUMOCTH TalaKTO3hI, HEIOCTAaTOYHOCThIO JTAKTA3kl UITH
CHHIPOMOM TJTFOK030-TaIaKTO3HON MaibabcopOuuu He claenyeT IPUMEHSITh 3TO JIeKapCTBEHHOe
CPemncCTBo.

9TO MeKapCTBEHHOE CPEICTBO COIEPKUT HAaTPUH, IIO3TOMY IalleHTaM, KOTOpPEIe TPHAEPKUBAIOTCS
[HETH C KOHTPOJIUPYEMEIM COiepzKaHUeM HaTpHs, CJIeAyeT COOII0aTh OCTOPOKHOCTD IIPU €T0
IPUMEHEeHWH.



ITpumeHeHue 8 nepuod bepeMeHHOCMU UAU KOPMAEHUSA 2DPY0bH0.

bepemenHocmb.

YeTKre ¥ XOPOIIO H3y4YeHHEIe JaHHbIe [T0 MIPHMEeHEeHH!I0 BepanaMuiia 6epeMeHHbIM XKeHIMHaM
OTCYTCTBYIOT. MicCliemoBaHus BepalaMuia Ha XKUBOTHEIX He BHISIBUIIM PEIPONYKTUBHON TOKCUYHOCTH.
TTOoCKONBKY JaHHbIE, TIOyYEHHEIE B Pe3y/IbTaTe PEIPONYKTUBHEIX KCCTENOBAHUY Ha KUBOTHEIX, HE
BCET7la MOKHO 9KCTPATOIMPOBaTh Ha YeJI0BEeKa, IeKapCTBEHHOE CPENCTBO CEeOyeT IPUMEHSTh B
nepuof 6epeMeHHOCTH TOJIBKO B CTy4ae KpalHel HeoOX0JUMOCTH.

BepaHaMI/IH IIPOHUKAET Yepe3 IIJIAIEHTY U OIIPpenesIdeTCd B Hyr[OBPIHHOfI KPOBH.

Bo BpeMs JIeHeHusg HeOGXOJII/IMO YYHUTEIBATh CBOICTBO BepallaMuJjia BEISEIBATH paccna6neHHe MBIIIII]
MaTKH.

KopmieHusa 2pyovio.

Bepamamun u ero MeTab0oMuTH IPOHUKAIOT B TPYAHOE MOJIOKO. OrpaHUYeHHbIe faHHbIE KacaTeIbHO
Ye0BeKa CBUIETENbCTBYIOT, UTO KOJIMYECTBO BepalaMuiia, KOTOpoe MomnafaeT B OpraHu3M
HOBOpOXAeHHOT0, Hu3Koe (0,1-1 % nepopanbHOX [03b], IPUHATOM MaTEPhI0), I03TOMY IIPUMEHEHNE
BepanaMuiia MoXeT OBITb COBMECTHMO C KOPMJIEHUEM TPYIbI0, HO PUCK 1151 HOBOPOXKIEHHBIX HEJTb3s
VCK/TIOUUTh. YUUTHIBASI PUCK IOSIBIIEHUS CEPhE3HBIX TOOOUYHBIX PEAaKIUH ¥ HOBOPOXKIEHHBIX,
BepallaMuJl B IepUOL KOPMJIEHUS IPyIbI0 MOXKHO IIPUMEHSATh TOJIBKO B CIydae KpauHeu
Heo0XOMUMOCTH I MaTEPH.

Croco6HOCTH BITUSATH Ha CKOPOCTh PeaKIIUy MPHY yIPaBIeHUH aBTOTPAHCIIOPTOM UM APYTUMU
MeXaHU3MaMHu.

M3-3a aHTUTUIIEPTEH3UBHOTO 3 PeKTa BepanaMuia THIPOXI0PUA, B 3aBUCUMOCTH OT
WHOVBUIYaIbHOM peakKlyu, CIIOCOOHOCTD YIPAB/ISATh TPAHCIIOPTHEIMY CPEICTBaMM, paboTaTh C
MeXaHH3MaMH UK PaboTaTh B OMACHEIX YCIOBUSX MOXKeT ORITh HapyIlleHa M3-3a YyBCTBA
COHJIMBOCTH, 0COOEHHO B Hayase Jie4eHus, IIPY IOBHIIIeHUK NO3k], CMEeHe THIIOTeH3UBHOT0
JIeKapCTBEHHOTO CPEMCTBA, a TaKKe OJHOBPEMEHHOM IIpreMe JIeKapCTBEHHOTO CPeCTBa C
anIKorojeM. BepamaMuil MOKeT IIOBHIIIATE YPOBEHb aIKOTOJIS B IIJIa3Me KPOBH ¥ 3aMEJISTh €I
BBIBEI€HIE, I03TOMY [eHCTBHE aJIKOTOJISI MOXKET YCUIUBATHCS.

Cnoco6 npumeHeHus u 003bl.

o3e! momOupaTh MHOUBUAYAIbHO /IS KaXKOOT0 MalueHTa. JIeKapCTBeHHOe CPeICTBO CIedyeT
IPUHUMATh HE PacCackiBas ¥ He Pa3KeBhIBas, C JOCTATOYHEIM KOJIMYECTBOM XKHUIKOCTH (Hampumep, 1
CTaKaH BOMHI, HU B KOEM CJIy4Yae He TPeUI(PyTOBLIA COK), TydIlle BCET0 BO BPeMs UITH Cpa3y Mociie
eJlHL.

B3pocavie u noOpocmku ¢ maccoli meaa 6oaee 50 ke.

Hwemuyveckas 601e3Hb cepoud, NapokKcu3MaabHas HAdice1y004k08ds maxukapous,
mpenemaHue/mMepuarue npedcepouli.



PexomeHnnyeMasi cyTouHas fo3a cocTasiseT 120-480 mr, pa3meneHHBIX Ha 3-4 mpueMa.
MakcuManbHas CyTouyHas mo3a - 480 mr.

ApmepuaabHaa eunepmeH3us.

PexomeHpyemas cyTouHas fo3a coctasnseT 120-360 Mr, pa3nesieHHEIX Ha 3 IpUeMa.

Lemu cmapwez20 0owKoa1bHO20 803pacma 0o 6 sem, MoAbKO NPuU HAPYWeHUAX cep0eyH020 pummd.
PexomeHnnyeMas mo3upoBka B nnpefenax 80-120 mMr B cyTKH, pa3feleHHBIX Ha 2-3 Ipuema.

Lemu 6-14 nem, moabKo npu HapyweHuax cepdeyHoz20 pumma. PekoMeHgyeMas JO3UPOBKa B
npepenax 80-360 Mr B CYyTKH, pa3feJieHHBIX Ha 2-4 mprueMa.

HapyweHus ¢pyHKUUU noyvex.

IocTymnHBIE JaHHBIE ONMCAHKI B pa3feiie «Oco0eHHOCTH TpUMeHeHus». [lallneHTaM C IoYeyHou
HEOOCTAaTOYHOCTHIO BeparaMuia TUAPOXIIOPU ClIefyeT IPUMEHSITh C OCTOPOKHOCTBIO U O[T
TIIATEeJIbHLIM HaOII0eHIEeM.

HapyweHus ¢yHKyuu neveHu.

Y GONBbHBIX C HAPYIIeHUSIMU GYHKLIUY TeYEeHW B 3aBUCUMOCTH OT CTEIIEHU TSIXKECTH, NeUCTBUE
BepallaMuJia TUAPOXJIOpUa YCUIMBAETCS U IIPOJJIeBAETCS U3-3a 3aMeiJIeHUs paclafa
JIEKapCTBEHHOT'0 CpeficTBa. [109TOMy B TaKUX CITydasx MO3UPOBKY CJIEAyeT YCTaHaBIHUBATh C
0Co0EeHHOM 0CTOPOXKHOCTHIO M HAUYWHATE C MaJIbiX 103 ({715 O0NIbHBIX C HApyIIeHHOM QyHKIMen
Ie4YeHU CHayvasa 2-3 pa3a B geHb 40 Mr, cooTBeTcTBeHHO 80-120 Mr B CyTKH (CM. pa3fen
«OCco0EeHHOCTU IPUMEHEHUS»).

[Tpu HEOOXOAMMOCTH TPUMeHeHus 03kl 40 MT cliefyeT NPUMEHSTh JTeKapCTBEHHOE CPENCTBO B
COOTBETCTBYIOLIEN JO3UPOBKE.

He mpuHUMATH JIEKapPCTBEHHOE CPEMICTBO JIEKA.

Bepamamuia rugpoxJIOPU[ Hejlb3sl Ha3HavyaTh OOIbHEIM C MHPAPKTOM MHOKApIa B TeueHue 7 JHeH
[1ocJjie COOLITHA.

[Tocrne AMUTEeNbHON TepaIluy JIEKapCTBEHHOE CPENCTBO CIIelyeT OTMEHSTh, IOCTEIIeHHO CHUXKAs 03y .

I muTEeTbHOCTD JTIeYEHUS ONPEesIIeTCs BpauoM HHAWBUIYAIbHO ¥ 3aBUCUT OT COCTOSTHUS MAlMeHTa U
TeueHUs 3a00IeBaHud.

Ilemu.

JlekapCTBEHHOE CPENCTBO B JAHHOU JIEKAPCTBEHHOU (OPMe MOKHO IPUMEHSITh JETSIM TOJIBKO IIPU
HAPYIIEHUSIX CEPIeYHOro puTMa (cM. pasnen «Crmocod MpUMEHEeHUS U HO3BI»).

Ilepedo3upoeka.

TeueHne CUMIITOMOB ITPY MHTOKCHUKAITMH BepParlaMuIOM 3aBUCHUT OT IPUHSTOTO KOJIMYECTBA,
MOMEHTA, B KOTOPBIM MPUHUMAIOTCSI MEPHI 110 IETOKCUKAIIMY, ¥ COKPAaTUMOCTH MHUOKapya (CBI3aHHOM



C BO3pacToMm).

CumMnmombl: apTepuanbHas TUNOTeH3us (MHOTOa 00 3HaYeHU, KOTOPhe Helb3s ONPeNeNuTh),
IIIOKOBBIE CHMIITOMEI, TTOTePst co3HaHus, AB-6mokans! [ u Il cTenenu (4acTo Kak ssBjeHue Benkebaxa
C PUTMOM Tajorma unu 6e3 Hero), ToTanbHLEIA AB-6710K ¢ 061meit AB-muccoluanyei, puTM rajora,
acuctonus, Opagukapaus 0o AB-610Kabl BHICOKOM CTEIeHH U OCTAHOBKY CHHYCOBOTI'O y3I1a,
TUIEePTIIUKEMHUs, CTYyIIOp U MeTabomuueckui anuno3. HabGmomanuce netanbHble ClTydad B pe3yabTaTe
IIePEemO3UPOBKH.

JleueHue nepedo3uposKku sepanamuaa 2u0poxa0pudd: IPeuMyIeCTBEHHO MTOAAePXKUBaAIOIIee U
MHOUBHUAyanbHOEe. OCHOBHBIE MEPONIPUATHS, KOTOPhIE IPUMEHSIOT [AJ1s yCTPAaHEHUSI CUMIITOMOB
IIpegHaMepPeHHO! Mepeqo3uPOBKY IIPY epopaabHOM IpUMEeHEeHUU BepalnaMuiia T'uapoXIopyaa:
yCTpaHeHHe KapouoaenpecCUBHEIX 3(h()EeKTOB, TUIIOTEH3UN UK OpaguKapOouu IyTeM B-
agpeHeprudeckor ctumynsauuu. CruenupruiyecKuM aHTUIOTOM SIBISE€TCS KaJbLWM, HallpuMep

10-20 mn 10 % pacTBOpa I'/TIOKOHATa KaJbIKsI BBECTH BHYTPUBEHHO (2,25-4,5 MMOL), IpH
HeoOXOOMMOCTH BBeJIeHME ITOBTOPSITh, UJIM BBECTH B BHIEe HENPEPLIBHOM KalelbHOU UHPY3UU
(Hampumep, 5 MMOJIb/Y).

TepameBTHYECKKME MepHl, KOTOPHIE CIIeyeT MPUHSITh, 3aBUCST OT BpEeMEHHU, B KOTOPHIH TPHHUMAIN
BepalaMul, THIIA ¥ BHPaXKEeHHOCTH CUMIITOMOB MHTOKCHKALIKHU. [Tp¥ MHTOKCUKALKSIX OOJBIINM
KOJIMYEeCTBOM JIEKAPCTBEHHEIX CPEICTB C ME/JIEHHEIM BEICBOOOXKIEHHEM CIIENYET OTMETHTh, UTO
BEICBOOOXKIEHNME aKTHBHOT'O JIEKAPCTBEHHOTO CPEICTBA M BCAChIBAHUE B KMIIEYHUKE MOXKET 3aHSITh
Oosee 48 4acos.

CnenyeT yYUTHIBATD, YTO 110 BCEH IJIMHE KeJyNOYHO-KUIIEeYHOT0 TPAaKTa MOTYT OBITh KOMOUKY HE
TIOJTHOCTBIO PACTBOPEHHBIX TabIETOK (B 3aBUCHMOCTH OT BPEMEHH, IIPOIIEMIIero ocie Ipruema),
KOTOpPHIEe QYHKIIMOHUPYIOT KaK aKTUBHEIE [IETIO JIEKapCTBEHHOI'O CPEJiCTRa.

Obujue mepul, Komopble c1edyem NpPuHAMb: IPOMBIBAHNE XKeTyoKa C OOBIYHEIME MepaMu
IIPENOCTOPOXKHOCTH, Haxke 0ojiee yeM uyepe3 12 9acoB IOCTEe IpHeEMa BHYTPb, €CITU He 00HAPYXKEHO
HUKAKO¥ MOTOPHUKHM XKeNyJoYHO-KUIIeYHOT0 TPaKTa (IepucTaabTHUYeCKue 3BYKH).

[Tpu og03peHUH Ha MHTOKCHUKAIUIO JIeKaPCTBEHHBIM CPEICTBOM C MOIU(UIIMPOBaHHBIM
BEICBOOOXKIEHMEM TIOKa3aHbl TaKWe MEPH], KaK UHAYIIMPOBAHHAS PBOTA, yAalleHUe COOEPKUMOTO
JKenyoKa U TOHKOHM KUIIKH IT0[l 9HIOCKOMKUeH, TPOMbIBaHWe KUIIeUHNKA, IPUMEeHEeHe CITa0UTeTIbHBIX
CPEeICTB, OYUCTUTEIbHEIE KIU3MEL. [IpUMEHSI0TCST 0OBIYHEIE MHTEHCUBHBIE PeaHUMAI[HOHHBIE
MEPONIPUATHS, TaKue KaK CepaevHO-IeroYHast peaHuMalius, neubpusnsauus u/unm Tepanus
KapAUOCTUMYJIATOPOM.

B cnyyae 3HAUUTENbHOM apTepHUaNbHON r'UIOTEeH3uN uiu AB-6710Kaibl BLICOKOM CTeIleHr He00X0IuMO
IIPUMEHSITh CPEMICTBA, ITOBHIIIAIOIINE apTepualibHOe NaBiieHne (HanpuMmep podamuH, fo6yTaMuH,
HOpaApeHaluH).

[Tpu acuctonuu, AB-6imokapst I unu III cTrenenu, cuHycoBo# OGpagrKapauy OIHOBPEMEHHO C
IpUMeHeHeM OOBIYHBIX MEPOTIPUSATHH CIeAyeT IPUMEHUTD B-agpeHepruiecKyio CTUMYISAIUIO
(HampuMep U30NpPeHanuH, OpUUIIpeHalrH), Ipyrue CpefCcTBa, HalpaBIeHHbIE Ha TOBLIIIEHNE
apTepuanbHOrO0 AaBleHUs, KapAUOCTUMYIISALNIO UIU IPOBECTU BOCCTaHOBIIEHNUE CEPAEYHOU
OesiTeIbHOCTH W JbIXaHUS.

Ecnu ectn IIPU3HAKHU OIUTEILHON HEJOCTATOYHOCTH MHOKapOa - IPUMEHUTDb JIO(baMI/IH, JIO6YTaMI/IH,
Inpu HGO6XOHI/IMOCTI/I - IIOBTOPHBIE NUHBEKIIUU KaJIbIH .

Bepamamuia rugpoXI0py/ He BEIBOOUTCS C MTOMOIIBIO TeMOIHaIN3a.



ITo6ouHble peakuuu.

HuxenpuBemeHHbIe TOOOYHBIE PEAKIIMH OTMEYallld B X0[le KIIMHUYECKUX UCCIeIOBAaHUM, IPH
ITOCTMApPKETUHTOBOM ITPUMEHEHHUHU BepanaMmuia unu B IV pase KIMHUYECKUX UCIBITAaHUH.

I71s KaXXa0¥ CUCTEeMBI OpTraHoB M0O0YHEIE PeaKIuy KIaCCUPUITMPYIOTCS B 3aBUCUMOCTH OT YaCTOTHI
coobuienuii: oueHs 4acto (= 1/10); vacto (= 1/100 mo < 1/10); HeuvacTto (= 1/1000 o < 1/100);
pexko (= 1/10000 go < 1/1000); ouens peako (< 1/10000); Hen3BEeCTHO (YaCTOTY HENIb3d YCTAHOBUTh
II0 MMEIOIIUMCS JaHHEIM).

HaubGonee yacto HaOmoganuch Takue MOO0YHEIE PEAKIIUHU: TOJIOBHAS 00/Ib, TOJIOBOKPYKEHUE;
JKeIyooYHO-KUIIIeYHble PACCTPOMCTBA: TOILTHOTA, 3amop ¥ 601K B KHUBOTE; TaKxkKe OpagukapOus,
TaxXMKapOus, OIylleHre cepaeOueHns, CHUKeHNe apTepPHaabHOTO NaBJIeHUS, TUIIepeMHuSs,
nepudepuyecKuii 0TEK U YTOMJIIIEMOCTS.

Co cmopoHbl 0P2aHo8 CAyXd U 8ecmubyAApHO20 aNNApama: PegKo - 3BOH B yIlaX; HEU3BECTHO -
BEPTHTO.

Co cmopoHbl pecnupamopHOU cucmembl, 0p2aHo8 2pyYOHOU KaemKu U cpedoCmeHUA: HeN3BECTHO -
OpOHXOCIa3M, IUCITHOE.

Co cmopoHbI JHce1yO004YHO-KUWeYH020 MpPaKma: 4acTo - TOIIHOTA, 3aIll0phl; HeYacTo - 60/Ib B XKHUBOTE;
PEeIKO - PBOTA; HEM3BECTHO - JUCKOMMOPT B XKUBOTE, KUIIEUHAsI HEIIPOXOJUMOCTD, THIIEPIIIa3Hs
IeceH (TMHTUBUT U KPOBOTeueHue). [Uepria3us NeceH MOXKeT 04eHb PeIKO BO3HHUKATh MPH
IPUMEHEHUHU JIeKaPCTBEHHOT'0 CPeMICTBA B TeUEHUEe [JIUTEIbHOT0 MePHUOo/ia ¥ IOJTHOCTHIO HCYe3aeT
IIOCJIE er0 OTMEHHI.

Co cmopoHbl NoYeK u MoyesbideaumenbHOU CucmeMmbl: HEM3BECTHO - TI0YeYHast HeJOCTAaTOYHOCTb.
Co cmopoHbl 06MeHa seujecms, Memabo.1u3md: HeU3BECTHO - TUTIEPKATHEMHUSI.

Co cmopoHbl HepBHOU cucmeMbl: 9aCTO - TOJIOBOKPY2KeHHe, TOJI0BHAas 00J1b; PEKO - IIapecTe3us,
TPEMOP, COHIMBOCTh; HEM3BECTHO - 9KCTpalvpaMuaalbHble PaCCTPOMCTBA, ITapanuy (TeTpamnape’)*,
SMUNIENITUYECKUE TTPUCTYIIHL.

Co cmopoHbl cep0eyHo-cocyoucmoll cucmeMbl: 9acTo - OpaguKapaus, TUIIEPEMUS, TPUITUBHI,
CHUXKEeHVEe apTepuanbHOr0 JaBeHUs, IUCTOHUS; HEYacTo - OIIyIleHue cepauebueHus, Taxukapaus;
Heu3BeCTHO - AB-6nokapa I, IT unu III crenenu, cepaeyHasi HeJOCTaTOYHOCTh, OCTAHOBKA CUHYCOBOTO
y37a, CuHycoBas 6paguKapaus, aCUCTONUs, OpaguapuTMus npu GpubpUIISLUY IPENCePLui.

Co cCMOpOoHbL UMMYHHOU CUCMeMbl: HEU3BECTHO - TUII€PYYBCTBUTEJIbHOCTE.

Co cmopoHbl K0JHCU U NOOKONHCHOU KAemuyamKu: pegKo - TUIIEePTUAPO3; HEU3BECTHO -
aHTMOHEBPOTUYECKHUM OTEK, CHHApPOM CTuBeHCa-[|;KOHCOHA, MyIbTA(POPMHAS SPUTEMA,
MakKyJjIonamnyJje3Has ChIIlb, aJoNelns, KpaluBHUIIA, OIIyIIeHNue 3yaa, 3y[, ypIypa, epUTPOMeENarus.

Co cmopoHbl ONOPHO-08U2aMeAbHOU cucmeMbl U COeOUHUMEeNbHOU MKAHU: HEU3BECTHO - MUAJITHUS,
apTpaTus, MBEIIIeYHast CIaboCTb.

Co cmopoHbl penpodyKmueHOU cucmeMbl U (PYHKUUU MO/I0YHbIX JiCe1e3: HEU3BECTHO - 3PEeKTUIbHas
nucyHKIIMS, THHEKOMACTHs, TalakTopesi. [MHeKOMacTHsI HabIi0anachk B 04eHb PEIKUX CIydasx y



MY2KYHWH ITIOZKHJIOT'0 BO3PaACTa IIpU OJIUTEIbHON Tepalliu BePallaMUuJIOM 1 OBlIa ITOJTHOCTHIO 06paTI/IMa
BO BCe€X CJIy4adX OTMEHEI IEKaPCTBEHHOT'O CPEeACTBa.

Obuwue HapyweHUsi: 9acTo - mepudpepruieckue 0TEKH; He4acCTO - YTOMIISIeMOCTb.

JlabopamopHble nokazameu: HEU3BECTHO - MOBHIIIIEHNE YPOBHEH MMeYEHOUYHBIX (PEPMEHTOB U YPOBHS
IIPOJIAaKTHAHA B CEIBOPOTKE KPOBH.

*B xofle TOCTMapKETUHTOBEIX HAOMIOMEHWH OOUH pa3 COO0IIaNoch 0 Iapaaruye (TeTpamnapes),
aCCOIMUPOBAHHOM C KOMOMHUPOBAHHLIM IPUMEHEHNEM BepalaMuiia U KOJIXUIIMHA. ITO MOXKET ObITh
00yCII0BIIEHO TPOHUKHOBEHNEM KOJIXHIIMHA Yepe3 reMaTosHIledanudeckuit 6apbep BCIENCTBHE
yraetenus BepanamunoMm CYP3A4 u P-gp (cM. pa3men «B3aumopeincTBue C ApyTUMHU
JIEKapCTBEHHBIMY CPELCTBaMU U APYTHeE BUIOEL B3aUMOIEUCTBUN» ).

CoobuieHus 0 no0o3pesaemMbix NOOOYHbIX PEAKUUSIX.

Coo011eHus 0 TON03PEBAEMEIX TIOGOYHEIX PEAKIHUSX [OCTIe PETUCTPAIMU JIEKaPCTBEHHOTO CPECTBA
SIBJISIETCS Ba2XKHOU IIPOLIEOYPOii. DTO IO3BOJISET IPOHOIKATh MOHUTOPUHT COOTHOIIEHHUS
«II0JTb3a/PUCK» M[JISE COOTBETCTBYIOIIETO JIeKapCTBEHHOT0 CPeACcTBa. MegUIIMHCKUM PabOTHUKAM
He00X0auMO cOo00IIaTh O JIIOOIX MO03PeBaeMbIX ITOOOYHEIX PEAKIUAX Yepe3 HallMOHAbHYI0 CUCTEMY
COOOIIEHUH.

Cpok 200Hocmu. 3 rofa.

YcnoBusi xpanenusi.

XpaHuUTh B OPUTMHAJILHOM yIIaKOBKE IIPU TeMIepaType He Bhie 25 °C.

XpaHUTh B HE[IOCTYITHOM [IJIs IeTeW MecTe.

YnakosBka.

[To 10 TabneToK B KOHTYPHOU S4EUKOBOY yIIaKOBKE; II0 5 KOHTYPHBEIX SYE€UKOBBIX YIIAKOBOK B ITaUKe.

Karteropust ornycka. [1o penenry.

IIpoussogurens. YAO «DapmalieBTHUECKas pupMa «JapHUIIA».

MecToHaxoxKaeHue MPOHU3BOIUTEJIA H aJIpeC MeCTa OCYIIeCTB/ICHHUSA ero JesiTeJIbHOCTH.
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