THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

BPU30TOH"®

(BRIZOTON)

CKkn1ao0:
Oitoui pevuoguHu: OpUH30JIaMifl, TUMOJIOJTy MajiearT;

1 M7 cycnienaii mictuth OpuH30maminy 10 Mr, TuMonony Maneaty (y nepepaxyBanHi Ha 100 %
pedoBuHy) 6,84 Mr, 110 €KBiBaJIEHTHO TUMOJIOJNY 5 MT;

0onoMmidcHi peyoguHU: TUIIOKCAIOJ, KapOoMep, MUHATPiI0 emeTaT, 0eH3AIKOHII0 XJIOPUI, MaHIT
(E 421), narpito xmopufi, 1 M po3uuH HaTpiio rifpokcuny, 1 M po34uH KUCIOTH XJIOPHUCTOBOTHEBOI,
BOMA [OJIs iH €KIIiH.

JlikapcbKa ¢popma. Kparmri ouHi.

OcHogHi ¢izuko-ximiyHi 81acmueocmi: 6ina abo Malixke Oinla ogHOPigHA CyCIeH3is.

dapMakoTepaneBTHYHA rpyna. 3acobu, sKi 3aCTOCOBYIOTLCS B 0PTamIbMOIIOTii. AHTUTTIAYKOMHIi
mpenapaTy Ta MioTH4Hi 3aco0u. B-6mokatopu. Kom ATX SO1E D51.

®Papmako102iuHi 8 1acmueocmi.

dapmakoOuHamika.
MexaHniaMm mii

Ouni kpamti Bpu3oToR” MiCTATH [Bi aKTHBHI pe4OBHHM: OpPHH30IaMif i THMonony Manear. i
[Ba KOMIIOHEHTHU 3HUXKYIOTh MiABUIIEHUY BHYTPIIHb004YHUM TUCK (BOT) muisaxom
3MEeHIIIeHHS CeKpellii BHYTPIllTHbOOYHOI PiguHHU, ane pobIIsTh Lie 3a JOIIOMOT0I0 Pi3HUX
MexaHi3miB fmil. KombiHoBaHM e(eKT ITUX IBOX aKTUBHUX PEYOBUH IIPU3BOIUTH 10
nogaTtkoBoro 3MeHuIeHHsa BOT mopiBHSAHO 3 e(eKTOM, SKUU OOCATAETHCS IIPHU 3aCTOCYBaHHI
OyOb-9KOT0 3 IIMX KOMIIOHEHTIB OKPEMO.

Bpun3onaMin — cunbHOAif0Yuy iHridiTop Kapboanrigpasu II (KA II) mioguHu, 0OMIHYI04OTO
i3odepmeHnTy oKa. [IpurHivenHs KapOoaHTigpas3u y IuJliapHUX BiIPOCTKAaX OKa 3HUKYE
BUIIEHHS BHYTPIIIHBOOYHOl PiIWHY, TOJIOBHUM YHHOM 3a PaxyHOK CIOBiIIbHEHHS YTBOPEHHS



ioHiB 6iKkapOoOHAaTy 3 HAaCTYITHUM 3MEHIIEHHSIM TPaHCIOPTYBaHHS HATPil0 Ta PiAUHM.

Tumorson — 1e HeceNleKTUBHUM OJI0KAaTOp B-agpeHepriyHux pelenTopiB, IKUM He Mae
BHYTPIIIHBOI CUMIIaTOMIMETHYHOI Ta MeMOpPaHOCTa0ini3y0u0i aKTUBHOCTI, & TAKOXK HE
YyUHUTH 6e3MocepeqHbO] MPUTHiYyBabHOI Oil Ha Miokapma. ToHorpadis i
dbryopopoTOMETPUYHI HOCTIAXKEHHS Y TI0AeH MigTBEPOUIIN, III0 OCHOBHA MOTO [is ITOB’sI3aHa
31 3HMXKEHHSAM YTBOPEHHS BHYTPIITHbOOYHOI PIAVHY i HEBeTMKUM 30ibIIeHHSIM 1i BiITOKY.

®apmakoOuHamiyHa 0is

Kniniuni epextu

Y mBaHAOUATUMICAYHOMY KOHTPOJILOBAHOMY KJIIHIYHOMY OOCIIiIZKEHH] y ITalll€HTIB 3
BiDKPUTOKYTOBOIO T'7IayKOMOI0 a00 0YHOIO TilepTeH3i€lo, 5IKi, Ha AYMKY [OCIigHUKIB, MOTJIN
OTpUMAaTH KOPHCTH BiJf 3aCTOCYyBaHHS KOMOiHOBaHOI Teparllii Ta sSIKi Maiu cepegHe 3HaYeHHs
BOT Bim 25 go 27 MM pT. cT., cepenHe 3unkeHHsa BOT npu 3acTocyBaHHI KoMOiHalIil
OpUH30JIaMigy/TUMOJIONY B OUHUX KpaIlIsix 2 pa3u Ha o0y CTaHOBUIIO Bif 7 Mo 9 MM pT. CT. ¥
BCiX YaCOBUX TOYKAaX IIiJ] Yac BCiX Bi3UTiB nalieHTiB cepenne 3HuxKeHHd BOT mpu
3acTocyBaHHI KoMOiHalii gop3omamin 20 MT/Ma TUMOJIOIN 5 MT/MII He TTEPEBUIITYBao
aHaJoTiyHuY edeKT IIPU 3aCTOCYBaHHI KOMOiHallii OpUH30IaMiTy/TUMOIIONY.

Y mectuMicaYHOMY KOHTPOJIbOBAHOMY KJTiHIYHOMY AOCJIIIXKEHH] y IaI[i€HTiB 3
BiDKPUTOKYTOBOIO T'JIayKOMOI0 a00 0YHOIO TrinepTeH3ieio i3 cepennim 3HauenHsM BOT Big 25
mo 27 MM pT. CT. cepenHe 3HuxkeHHs BOT mpu 3acTocyBaHHI KoMOiHaii
OpuH30JIaMigy/TUMOJIONTy B OUHUX Kparisix 2 pa3u Ha o0y CTaHOBUIIO Bifg 8 mo 9 MM pT. CT.,
110 Ha 3 MM PT. CT. IEPEBUIIyBano edheKT Ipu 3acToCyBaHHi OpuH30maminy 10 mr/mMi 2 pasu
Ha 700y i Ha 2 MM PT. CT. IePeBUIIYyBano eQeKT Ipu 3aCTOCYBaHHI TUMONOIY 5 MT/M 2 pa3u
Ha mo0y. CrocTepiramocst CTaTUCTUYHO 3HAUYIIEe 3HUKEHHS cepeaHboro 3HaueHHs BOT
TIOPiBHSIHO i3 3aCTOCYBaHHAM OPMH30aMify i TUMOJIOJY IIif Yac yCiX Bi3UTIiB MPOTSATOM
OOCIIIIKEeHHS.

Y TpBOX KOHTPOJIbOBAHUX KIiHIYHUX AOCTIOKEHHSIX OYHUM AUCKOMOOPT MHiCd iHCTUIIALIL
KoMOiHaIlil 6prH30/IaMigy/TUMOJIONYy B OUHUX Kparuisix OyB 3HaYHO MEHIINUM, HiX MIpH
3acTocyBaHHI KoMOiHa1ii qop3osamin 20 Mr/MI TUMOJION 5 MT/MIL.

dapmakoKiHemuxka.

AGcopbirist

[Ticns MiciieBOTo 3aCTOCyBaHHS B 0KO OpHH301aMif i THMOI1071 aBcopOyI0ThCS Yepe3 POTiBKY Y
CHCTEMHHUM KPOBOTIK. Y (hapMaKOKiHETHYHOMY HOCIIiIXKEHHi 300poBi JOOPOBOJIbIII IpUiMaIy
nepopasbHo OpuH30MaMif 1Mo 1 Mr 2 pa3u Ha go0y MPOTATOM 2 THUXKHIB, 11100 CKOPOTUTH 4ac
NOCSATHEHHS cTabibHOI KOHIIEHTpAllil mepef] m04aTKOM 3aCTOCYBaHHS KoMOiHaIlil
OpUH30/IaMigy/TUMOJIONY B OUHKX Kpamisax. [1icisa 3acTocyBaHHSa koMOiHaii
OpPUH30/IaMiTy/TUMOJIONY B OYHMX Kpamisax 2 Pas3u Ha o0y mpoTsaroM 13 THXKHIB KOHIIEHTPAIlis
OprH301aMiny y uepBoHUX KpoB’ sHuUX Tinblsax (HKT) y cepemHbOMY CTaHOBHIIA

18,8 + 3,29 MmxM, 18,1 + 2,68 mxM Ta 18,4 + 3,01 MM BigmoBiguo yepes 4, 10 ta 15 THXKHIB,
BKa3ywouu Ha Te, 10 y YKT nigTpumyeTbcst cTabinbHa KOHIIEHTpAllisl OpuH30Iaminy.

[Tpu gocsirHeHHi cTabiNbHUX KOHIIEHTpPALil Iic/is 3acToCcyBaHHS KoMOiHalii 6prH30/1aMify/TUMOIONY



B OYHHKX KpAIlJIIX CEPeNHE 3HaUeHHs MaKCUMaIbHOl KOHIleHTpalril (C,,,,) TEMOJIONY y Maa3Mi
KPOBi Ta 3HaYeHHs «KOHUeHTpauis-yac» (AUC,.,,,,,) CTAaHOBUIIY BinmoBigHO Ha 27 % i 28 % MmeHIIe
(Cprax: 0,824 £ 0,453 ur/mit; AUC 5, 4,71 + 4,29 Hrer/Mi1) IOPIBHAHO i3 3aCTOCYBAHHAM TUMOJIOIY
5 mr/mn (C.: 1,13 £ 0,494 mr/Mmim; AUC 5, 6,58 + 3,18 Hrer/min). Hu3pKkui CUCTEMHUY BIITIUB
TUMOJIOJY TiCJISl 3aCTOCYBaHHS KOMOiHaIli 6pMH30/IaMify/TUMOIONY B OYHUX KpaIiax He € KIIHIYHO
3HauywuM. [licng 3acTocyBaHHS KoMbiHaLil 6pPUH30JIaMify/TUMOJIONY B OYHUX KPAIUISIX CEPENHE
3HaueHHd C,,, TUMOJIOJNY Y IJIa3Mi KpoBi gocsaranocs yepes 0,79 + 0,45 rogusu.

max

Po3nopin

3B’si3yBaHHS OpuH30JaMify 3 6iTKoM Ij1a3Mu KpoBi € moMipHuM (rpubnusHo 60 %). 3aBOsgKu CBOIN
BHCOKiil ciopigHeHocTi 3 KA-II Ta Tpoxu MeHI0i0 Mipoio - 3 KA-I 6pun3onamif nponukae y YKT.
Horo akTuBHMI MeTabOJIT N-me3eTunOpuH30IaMin TakoXK akyMmymioeThbest B UKT, me mepeBaxkHO
3B’s13yeThes 3 KA-1. Ciopiguenicts 6pun3onaminy i metabomnity 3 YKT i KA TKaHUHU IPU3BOAUTD [0
HM3bKO1 KOHIIEHTPallil y Ia3Mi KpOoBi.

IaHi 1m0m0 po3mominy y TKaHWHAX OKa Y KPOJIiB IPOJeMOHCTPYBAJIH, III0 TUMOJION MoXe OyTH
KIJIbKiCHO BU3HAYEeHUY YV BHYTPIIIHBOOYHIN PifuHi IpoTATroM 48 ronuH miciis 3aCTOCyBaHHS
KOMOiHaI[il OpPHH30IaMify/THMOJIONY B OUHUX Kpamsax. [Py HocArHeHHi cTabilbHOI KOHIIEHTPallil
TUMOJIOJI MOKe OyTH BU3HAUEHUH Y MJIa3Mi KPOBi JTIONUHY IPOTIroM 12 roguH micis 3aCTOCYBaHHS
KoMOiHa1lii 6puH30I1aMiTy/TUMOJIONY B OUHUX KPAIlIsX.

Mertabonizm

Inaxu MeTabomizaMy OpuH30/IaMify BKII04aloTh y cebe N-meankinyBauus, O-geankinyBaHHS Ta
OKuCHeHHS Moro N-mpominoBoro 6iuynoro nanutora. N-ge3etunbpruH3oaMi € TOJIOBHUM MeTabosTiToM
OpuUH30IaMify, 110 YTBOPIOETHCS Y NIOHEH, SKUM TaK0oX 3B’13yeThcs 3 KA-I 3a HAasIBHOCTI
Opun3onaMiny Ta akymymnioeTscs ¥ YKT. [TocmigkeHHSs in vitro mpogeMOHCTPYBaJy, 110 MeTabomizm
OpuH30IaMigy TOJIOBHAM YMHOM T0B’s3aHui i3 CYP3A4, a Tak0oXK MpHHANMHI 3 Y40TUPMa iHIIUMU
isopepmentamu (CYP2A6, CYP2B6, CYP2C8 ta CYP2C9).

Trumomnon MeTaboTi3yeThCsl ABOMA HUIsIXaMu. [1epInuii MgxX M0B’ I3aHUM 3 YTBOPEHHSIM
€TaHO0JIaMiHOBOT'0 0iYHOTO JIQHIIIOTa y TiOAia30/IbHOMY KiJIbIli, @ iHIINH OB’ sI3aHUM 3 YTBOPEHHSIM
€TaHOJIbHOT0 6IYHOTO JTaHIora y MOPQOoIiHa30Ti Ta Apyroro noxiéHoro 6iyHOro JaHIOra 3
KapOOHITBHOIO IPYIIO0, CYMiXKHOI0 3 a30ToM. MeTab0J1i3M TUMOJIONY OB’ I3aHUM TOJIOBHUM
yyrHOM i3 CYP2DG6.

Exckperrig

BpuH30/maMif BUBOOUTLCS IepeBaxkHo HUpKamu (mpubnausno 60 %). Maiixke 20 % [03u BUSIBIIEHO B
ceui y ¢popmi meTabority. bpun3onamin Ta N-ge3eTun6pruH30/1aMili € OCHOBHUMU KOMIIOHEHTaAMH,
BUSIBJIEHUMH Y Cedi pa3oM 3i crigamMu MeTaboriTiB N-ge3ameTokcumnporiny ta O-geamertuny (< 1 %).

Tumoron Ta #oro MeTabosiTH BUBOOATHCS ITepeBakHO HuUpKaMu. [Ipubnu3no 20 % mo3u TEMOJIONY
BUBOIUTHCS i3 CeUelo y He3MiHEeHOMY BUTTISIII, a 3aJIMIIOK BUBOOUTHCS TaKOX i3 cedero y hopMi
meTabonitiB. [Tepion HaniBBUBeEHHS TUMOJIONY 3 IJIa3MU KpOBi (t,,) CTAaHOBUTSH 4,8 TOOUHYU IIiCIsA
3acTocyBaHHS KoMOiHalii 6puH301aMily/TUMOIIONY B OUHUX KPAIJIiX.

TokaiHiYHi OaHi 3 6be3neku

bpuH3onamin



IokminiyHi maHi BKa3yloTh, 1110 HEMAE HiSIKOT'0 PU3UKY /I JTIOOUHYU IIPU 3aCTOCYBaHHI OpMH30IaMiny,
PO 110 CBimyaTh (papMaKOJIOTiYHi OCHiIXKEeHHS TOKCUYHOCTI ITPY OOHOPA30BOMY BBEMIEHHI,
OOCIIAXKEHHS TOKCUYHOCTI IOBTOPHUX 003, TeHOTOKCUYHOCTI, KaHLIEPOTreHHOr 0 II0TeHIialy Ta
OOCTiIXKEeHHS MiCIIeBOTO IIOOPa3HEHHS O4el.

Y mportieci mocmimkeHb TOKCUYHOCTI Ha KPOJISIX IIPYU BBEIEHHI MepopaibHUX 103 OpHH301aMigy oo

6 Mr/kr/mo0y (v 214 pasiB Ginbllle peKOMEeHI0BaHOI IIIOAeHHOI KITiHiYHOI I03H, 10 CTAaHOBUTH

28 MKr/Kr/moby) He OyJi0 BUSBIEHO BIUIMBY Ha PO3BUTOK IIJIOfa, He3BaXKaloYX Ha 3HAYHUM TOKCUYHUN
BIIJIUB Ha caMKy. AHaJIOTiYHi HOCTiAKeHHS Ha IypaxX BUSBUIIM He3HAUHe 3MeHIIeHHS ocudikarii
KiCTOK yepera Ta I'PYIHUHU IIJIOFA Y CaMOK, SIKi ofepxKyBanu OprH30aMif y KinbkocTi 18 Mr/kr/mo0y
(y 642 pasu 0Ginblile peKOMeHI0BaHOI IOAEeHHOI KITiHiYHOI 1031). AJle y caMOK, 5IKi 0epKyBaIu

6 Mr/kr/mo0y, 1oro edeKTy He crocTepiranocsk. Lli pe3ynbraTu 6ynu ogepKaHi Ipu [03ax, 110
CIIPUYMHUIIKA MeTaboJIiYHU aIlua03 3i 3MEHIIIEHHSIM IIPUPOCTY MacCH Tijla CaMOK Ta 3MEHIIIEHHSIM
Macu mopa. Croctepiranocs 3ajexHe Bifl 03U 3HUKEHHS MacCH IJIOfa y CaMoK, SKi OflepKyBaiu
OpUH30/IaMifl TepopaIbHO: Bi HE3HAYHOTO 3HUKEHHS (Tpubnu3Ho 5-6 %) npu mo3i 2 Mr/kr/goby 1o
npubnu3no 14 % mpu gosi 18 mr/kr/mo0y. Ilig yac makTariii mpu 3acTocyBaHHi 5 Mr/Kr/mo0y mobiuHoi
Oil Ha IIJTiT He CIocTepiranocs.

Tumonon

IToKmiHIYHI faHi BKa3yoOTh, 1[0 HEMa€E HiIKOT0 PU3UKY AJIS TIOAUHU IPU 3aCTOCYBaHHI TUMOJIONY, PO
110 CBigYaTh JOCIiAXKEHHS TOKCUYHOCTI IIPY OAHOPA30BOMY BBEeI€HHI, JOCTiIXKEeHHSI TOKCUYHOCTI1
IIOBTOPHUX 103, TEHOTOKCUYHOCTI, KaHIIEPOT€HHOI'0 IIOTEHLIiaJly Ta AOCHiAXKEHHS MiCLIeBOr0
IIOApPa3HeHHS OYei.

HocmigKeHHSI TOKCUYHOTO BIJIMBY TUMOJIOJNY Ha PENPOAYKTHUBHY (DYHKIIiIO TOKA3aIu CIIOBIIbHEHY
ocudikaliio 1mIofa y 1ypiB Mpy BiICyTHOCTI MOOIYHUX peakiiil Y MOCTHATAIbHOMY Iepiofi (mpu
no3i 50 mr/kr/go0y, mo y 3500 pa3iB nmepeBuliye moaeHHy KiliHiuHy 103y 14 MKr/Kr/mo0y) Ta
migBuIeHy pe3opOirio miona y kpornis (Ipu BBegeHHi no3u 90 Mr/kr/mo0y, mo y 6400 pasis
IIePEBUIIYE MIOOEeHHY KIiHIYHY J03Y).

Kniniuni xapakKTepuCTHKH.
Iloka3zaHHA.

3HUKEHHS BHYTPIIIHLOOYHOTO TUCKY Y JOPOC/IMX NalliEHTiB 3 BiIKPUTOKYTOBOIO TJIayKOMOI0 a0
OYHOIO TilepTeH3i€lo, y AKUX 3aCTOCYBaHHS MOHOTepaIllil He IPXU3BeJo 00 JOCTaTHbOTO 3HUKEHHS
BHYTPIIIHBOOYHOT O TUCKY.

IIpomunoka3aHHs.
[TimBuIlleHa YyTIMUBICTH [0 [iI0UUX PeYOBUH ab0 0o OyOb-IKUX [OIMOMIXKHUX PEUOBUH IIpernapary.
[TigBuIleHa YyTNUBICTH OO iHIMUX B-67T0KATOPIB.
[TigBuIeHa YyTIUBICTh [0 cynbdoHaMimiB (auB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

CraHy, sIKi CyIpOBOIXKYIOTECS TiepPeakTUBHICTIO AUXAIbHUX LIUIAXIB, BKIII0Yal04u OpOHXiambHy
actMy abo OpoHXianbHY aCTMy B aHaMHe3i, TIXKKe XpOoHiuyHe 00CTPYKTUBHE 3aXBOPIOBAHHS JIETEHb.



CunycoBa OpaguKapmis, CHHAPOM c1abKOCTi CHHYCOBOTO By3J1a, CHHOAYPHUKYIsApHa O6/10Kaza,
aTpioBeHTpUKyspHa 61okama I abo III cTymeHs, He KOHTPOIbOBaHA KaPAiOCTUMYJISITOPOM.
BupaxeHa ceplieBa HEOOCTATHICTh, KapLiOr€HHUM IIIOK.

THAXKKUYU ajepriyHuil PUHIT.
limepxnopeMiunui anumo3 (OUB. po3min «Crocid 3acToCyBaHHS Ta HO3U»).

- Ts2KKa HUPKOBa HEIOCTaTHICTE.

B3aemodisa 3 iHwumu nikapcoKumu 3acobamu ma iHwi eudu e3aemoditi.

TocnifXkeHs OYHUX Kpanenb bpu3oTor” 100 iX B3aeMOfii 3 iHIIMMH TiKapCLKUMH 3aC00aMHU He
IIPOBOOUJIH.

Xoya oyHi Kpamii Bpu3soTon®, siKi MiCTSTh OpHH301aMif, iHribiTop KapboaHrigpasu, Cif
3aCTOCOBYBaTH MICIEBO, ITpenapaT adbcopOyeThCsl CUCTEMHO. [1pu mepopanbHOMY
3aCTOCyBaHHI iHTi6iTOPiB KapOoaHTigpa3y MOBITOMIISIN PO TOPYIIEHHS KACITOTHO-TTyKHOTO
GanmaHcy. V mamieHTiB, sKi 3aCTOCOBYIOTh 04YHi Kparti Bpu3oToH®, citif BpaxoByBaTH TaKUi
IIPOSIB B3a€EMOl.

IcHye iMOBipHICTh BUHUKHEHHS afUTUBHOTO e(PEKTY OO BXKe BiJOMHUX CUCTeMHUX e(PeKTiB iHTibiTOPIB
KapOoaHTigpa3y y MallieHTiB, IKi MIpuiiMaloTh iHri6iTopy KapOoaHTigpasu nepopanbHO Ta 0YHi Kparti
Opun3onamigy. OgHOYaCHE 3aCTOCYBAHHS OYHUX KpaIesb, 1[0 MiCTITh OPHH30/1aMif, i mepopaibHuX
inribiTopiB KapOoaHTigpa3u He PEKOMEHOYETHCS.

[30dhepmenTu nutoxpomy P450, ski BinmoBigaoTh 3a MeTabosmiam 6puH30maminy, BKimodaoTs CYP3A4
(ocuoBuuit), CYP2A6, CYP2B6, CYP2C8 ta CYP2C9. OuikyeTncs, mio inribitopu CYP3A4, Taki K
KETOKOHA30J1, iTpaKOHAa30JI, KJIOTPMMa30JI, PUTOHABIP Ta TPOJieaHAOMIINH, OyIyTh IPUTHIUYBATH
MeTaboi3m OprH301aMiny, moB’ a3auuil 3 i3odpepmerToM CYP3A4. Crip 6yTé 00epeXHUMU IIPH
CYIyTHbOMY 3acTocyBaHHi iHribitopis CYP3A4. OnHak HakKonM4eHHsI OPUH30/IaMify €
MaJIOMMOBIPHUM, OCKiJTbKM BiH IepeBakHO BUBOAUTLCA HUPKaMu. bpuH3onamin He € iHTribiTopoM
i3opepmenTiB nuToxpomy P450.

IcHy€ iMOBIpHICTh BUHUKHEHHS afUTUBHUX e(EeKTiB, 110 IPU3BOASATH OO apTepiaibHOl TinoTeH3il
Ta/ab0 BUpaxeHoi OpafivKapAil Mpy 3aCTOCYBaHHI OYHUX Kpalmesib, IKi MiCTATh B-010KaTOpU
OOHOYACHO 3 IIepopabHUMU a00 BHYTPIIHbOBEHHUMU 6J10KaTOpaMU KalbllieBUX KaHaJIiB
(munTiazem), p-610KaTOpPaMHU, aHTHAPUTMIYHUMHY 3aco0aMu (BKJTIOYAOUYH aMiogapoH), TIiKo3ugaMu
HalepCTIHKY, TapacuMIaToMiMeTUKaMHy, TyaHeTUIMHOM Ta Pe3epITiHOM.

B-61oKaTOPU MOXKYTh 3HMKYBATH UYTJIUBICTh 0 afipeHasiHy IIpH JTiKyBaHHI aHadiTaKTUUHUX
peaktiit. Oco06nuBO 06epekHUMU CJIif OyTH MallieHTaM 3 aTomieio abo aHadinakcieio B aHaMHe3i
(muB. po3min «OcoOMMBOCTI 3aCTOCYBaHHS»).

[Tpu nputiomi B-6710KaTOPiB MOKE IIOCUTIOBATHCS TillepTeH3UBHA peakilis y pa3i parnToBoro
IPUIMHEHHS 3aCTOCYBaHHA KIIOHIANHY. PekoMeHOyeThCsA OyTH 00epeKHUM IIPU 0HHOYAaCHOMY
3aCTOCYBaHHI 0YHMX Kpalnesb Bpu3oTon® Ta KIOHITHHY.

[Tpo mocuneHHs CUCTEMHOI fil B-6710KaTOPiB (HAIPUKIIAM, 3HUXKEHHS YaCTOTH CePIIEBUX CKOPOUYEHb,
[emnpeciioo) moBiIOMIISANHU Mif Yac KoMOiHOBaHOTO JIiKyBaHHS iHribiTopamMu CYP2D6 (Hanpukmafp,



KBiHiTUHOM, (JIYOKCETHHOM, TaPOKCETHHOM) Ta THMOJIOJIOM. PeKOMEHOYETHCS 3aCTOCOBYBATH
KoMOiHa1ii 3 06epexkHiCTIO.

B-67OKaTOPU MOXKYTh ITOCUIIOBATHU TillOTTiKeMiuHuM eeKT npoTrugiabeTuuynmx 3acob6is. Takox -
6710KaTOpPU MOXKYTh MacCKyBaTH O3HAKHU i CUMIITOMH TinormikeMii (quB. po3pin «Oco6nuBocTi
3aCTOCYBaHHS»).

[HOAi mOBiMOMIISATIOCS PO BUHUKHEHHS Mifipia3y Ipy OOHOYAaCHOMY 3aCTOCYBaHHI 0()pTanbMOJIOTIUHUX
B-61okaTopiB Ta ampeHaniny (emiHehpuny).

Oco06.1ueocmi 3acmocyeaHHsi.

CucreMHi edhekTH

Bpun3onamif i TuMos0 abcopOyThCst cucTeMHO. Yepe3 HasiBHICTh B-agpeHepriyHoro
aKTHBHOI'0 KOMIIOHEHTa TUMOJIOJY IIPY 3aCTOCYBaHHI IIpernapaTy MOXYTh BUHUKHYTHU Ti XK
no6iuHi peakiil 3 00Ky ceplieBO-CyIUHHOI CUCTEMH, JIETEHIB Ta iHII mo0iuHi peakiiil, 1o i
IIPK CUCTEMHOMY 3aCTOCYBaHHi 6710KaTOpiB B-agpeHepriyHux pelenTopis. Yacrora
BUHUKHEHHSI CUCTEMHUX IO0IYHUX peakliil Ipyu MiclieBoMy O(pTaabMOJIOTiYHOMY 3aCTOCYyBaHHI
HUXK4a, HiXK ITPY CUCTEMHOMY 3aCTOCYyBaHHi. [ Toro, 1100 3MEHIIUTHA CUCTEMHY aOcopOiiito, OuB.
po3min «Croci6 3acTocyBaHHS Ta HO3U».

OcCKinbKy Ipenapar abcopOyeThCs CUCTEMHO, Y TAI[i€HTIB, sKi 3aCTOCOBYIOTh OYHi Kpart Bpu3oTon®,
MOXKJIMBEe BUHUKHEHHS peaKI[ii TinepuyTAUuBOCTI, 1[0 IpUTaMaHHi BCIM ITOXiTHUM
cynb(hOHaMIifiB, 110 BKIII0Ya0Th CHHAPOM CTiBeHCa-[[?)KOHCOHA Ta TOKCUYHUMI
elimepManbHUE HeKpoi3. ITim yac JiKyBaHHS OYHHMH KpaIiaMu Bpr30oToH® mallieHTiB
HeoOximHO MpoiHdOPMYyBaTH PO 03HAKYU Ta CUMIITOMM peakilili TinepuyyTaIuBOCTi Ta Mpo
HeOoOXiTHICTh peTeIbHO KOHTPOJIIOBATH Peakilil MKipH.

[MopyuieHHd 3 60KY ceplid

B-61mokaTopu ciif 3 00epekKHiCTI0O 3aCTOCOBYBATH IAI[iEHTaM i3 KapAioBaCKy/ISIpPHUMHU
3aXBOPIOBAHHAMH (HaAIPUKJIa[, illeMiyHa XxBopo0a ceplisi, CTeHOKapHis [IpuHIMeTana Ta ceplieBa
HENOCTaTHICTh), apTepianbHOIO TIMOTEH3IEI0 Ta TPU HEOOXIMHOCTI PO3TISHYTH MOXKJIUBICTh TiKYBaHHS
iHmyMu npenapataMu. Crif yBaXKHO CIIOCTEpIraTy 3a NalieHTaMy 3 KapAioBacKyJIIPHUMUA
3aXBOPIOBAHHAMH, 11100 He IPOIMYCTUTH CHMIITOMIB ITOTipIIaHHS IUX 3aXBOPIOBaHb Ta MOOIiYHUX
peaxiii.

BHACTINOK HEraTMBHOIO BIJIMBY Ha Yac IPOBENEeHHs IMIyIbCy B-010KaTOpH CIif 3 00epeXHICTIO
IpPU3HAYaTH TilbKY NalliEeHTaM i3 IepIIuM CTyreHeM 6J10Kagy ceplis.

CyOuHHI IOPYIIEeHHS

JlikyBaTH MaIli€HTIiB 3 TIXKKUMHU NOPYLUIEHHSIMN/XBOpobaMu mepudepruyHoro KpoBooOiry (Hampukiag,
TsAKKi popmu xBopobu PeitHo a6o curapoM Peiino) HeoOXimHO 3 06epexkHICTIO.

limepTupeoinuam

B-61moxaTopu MOXKYTh MacKyBaT! CUMIITOMHU TillepPTUPEOIIU3MY.



M’ga308Ba cnabKicTe

[ToBimoMIISiNK PO MiICUIEHHS MTPOSIBiB M’130B01 C1aOKOCTi, TOB’sI3aH01 3 MiaCTeHIYHUMU
CHMIITOMaMu (HallpUKIIaf, OUILJIONIS, ITO3 i 3araibHa ClnabKiCTh), SIKi MPOSBISIUCS MIPU
3aCTOCyBaHHi 6710KaTOPiB B-agpeHepPriuHuX PELenTopiB.

[MopyieHHs GYHKIIII OPraHiB IUXaHHS

[ToBimomusiniocs PO peaktii 3 60Ky AuXalbHOI CUCTEMH, B TOMY YHUCJIi JIeTallbHUM HaCJigoK, Yepe3
BUHUKHEHHS OPOHXOCIIa3My Y IMallieHTiB 3 aCTMOIO ITiCJIsT 3aCTOCYBaHHS IeTKuX 010KaTOpiB B-
aJipeHepriyHuX PelenTopiB AJs MiClleBOro 0(TaabMOIOTiYHOTO 3aCTOCYBaHHS.

Ouni kpamni BpusoTton® ¢yl 3 00epeXKHICTIO0 3aCTOCOBYBATH IAIliEHTAM i3 IETKAM/TIOMipHUM
CTyIeHEM XPOHIYHOTO OOCTPYKTUBHOTO 3aXBopioBaHHS jiereHb (XO3JI) i muiite Tomdi, KOmu
OYiKyBaHa KOPUCTH [IEPEBULLY€E TOTEHUINHUY PUBUK.

loornikemisg/miabet

BrniokaTopu B-ampeHepriuHux pelenTopiB Ciif 3 06epezkHICTIO 3aCTOCOBYBATH NallieHTaM, CXUITbHUM
[0 CIIOHTAHHOI TinornikeMii abo XBOpUM Ha [IeKOMIIEHCOBaHUM mia0eT, OCKinbKu O10KaTOpH
B-ampeHOpeLenTopiB MOXKYTh MAaCKyBaTH CUMIITOMU Ta O3HAKU I'OCTPOI TillOTTiKeMil.

ITo PYIIIEeHHA KUCIIOTHO-JTYXKHOTI'O 6aHchy

Ouni kpami Bpuzoton® MiCTATH OpUH30IaMifl, KU € CynbdoHamimoM. [Ipu mMicueBoMy
3aCTOCYBaHHI ITpemapaTy MOXKYTb BUHUKATH Taki XK M0GiYHi peakilii, 1110 ¥ Ipy 3aCTOCYBaHHi
cynbpoHaMifiB. [ToBigoOMIANM PO MOPYIIeHHS KMUCIOTHO-IYKHOTO 6aaHCy Mpu
IIepopaybHOMY 3aCTOCYBaHHi iHTi6iTOpiB KapOoaHTigpa3u. OCKiNbKY € pU3UK BUHUKHEHHS
MeTaboIigHOr0 anuao3y, Mpemnapar Citif 3 00epexkHiCTI0 3aCTOCOBYBATH IallieHTaM i3
PU3UKOM BUHUKHEHHS YpaXXeHHS HUPOK. Y BUIIa[Ky BUHUKHEHHS CUMIITOMIB CEPHUO3HUX
peaxiriii abo migBUINEHOI YyTIMBOCTI 3aCTOCYBaHHS IIpemapary CJIif TPUIUHUTH.

Po3yMoBa akTUBHICTE

[TepopantbHi iHribiTOpU KapOoaHTiApa3y MOXKYTh MOTIPIIUTH 30AaTHICTh BUKOHYBATH HiA/IbHICTH, SIKa
norpeGye po3yMoBoi aKTHBHOCTI Ta/ab0 ¢isumuHoi KoopmuHamil. OuHi kpamti 5pu3oTon”
a0bcopOyI0ThCS CUCTEMHO, TOMY 3a3HaueHi epeKTH MOXKYTh BUHUKATH i IPU MiCIIeBOMY
3aCTOCYBaHHI KpareJs.

AvadiTakTUYHI peakirii

[Tig yac 3acTocyBaHHS B-agpeHepriyHuxX 0JI0KATOPIB NallieHTH 3 aTOII€I0 B aHaMHe3i ab0 TAXKKUMU
aHa(inakTHYHUMY PeaklliIMu Ha pi3Hi ajiepreHy B aHaMHe3i MOXKYyThb Oi/lbIlI aKTHBHO pearyBaTi Ha
IIOBTOPHI OTpaIIHHA 1[UX aJlepreHiB Ta He pearyBaTé Ha 3BAUYaVHI 103U afpeHaliny, saKi
3aCTOCOBYIOTH IJIfl JIIKyBaHHS aHa(piIaKTUYHUX peaKIil.

BigmapyBaHH;{ CyEI/IHHOI 000JIOHKH OKa

[ToBimomIsinK NpO BiflIapyBaHHS CyIMHHOI 000JIOHKY OKa IIpHU JIiKyBaHHI, Ke Oy/0 cpsgsMoBaHe Ha
3HUKEHHS CeKpellil BHyTPIIIHbOOYHOI PiIVHY (HalIpUKJIa[, TUMOJOJ, alleTa301aMif) micus
TpabeKynoToMil.



Xipypriuta aHecresisd

[Tpu miciieBoMy 3acTOCYBaHHI B 0KO 0710KaTOPH B-afipeHepriYHUX PelenTOPiB MOXKYTh OJI0KyBaTH
cucTeMHi 6eTa-aroHiCTUYHI eeKTH, HaPUKIIaf afpeHasiHy. Ko NalieHTy Tpu3HadeHo TUMOJIOJ,
aHecTe3iosor TOBUHEH OyTH MPOoiH()OPMOBaHUM IIPO IIE.

OpHOoYacHe 3aCTOCYBaHHSA

Brnnus Ha BOT abo BigoMi cucTeMHi epekTu B-0710KaTOPiB MOXKYTh MOCUITIOBATUCS IIPU 3aCTOCYBaHHi
THMOJIONY TallieHTaM, SIKi BXKe OTPUMYIOTh CUCTeMHi B-61mokaTopu. Criig peTesbHO CIIOCTEPIraT 3a
TAKUMHU TallieHTaMU. 3aCTOCyBaHHS [BOX MicueBux B-6710kaTopiB abo gBox iHTibiTOpiB
kKapOoaHTigpa3u MiclieBO He PeKOMEHAYETHCS (IUB. po3ain «B3aeMofia 3 iHIKUMY JTiKapChKUMU
3acobaMu Ta iHIIi BUOU B3a€MOil»). [cHye iMOBipHiCTh BUHUKHEHHS agUTHUBHOTO e(pEKTY OO BXKe
BimoMux cucteMHUX e(eKTiB iHTibiTOpiB KapOoaHTifpa3u y NallieHTiB, SKi IpUAMaloTh iHTi0iTOpH
KapOoaHTipa3yu mepopabHo Ta 0uHi Kpamti Bpusoton®. CyIMyTHE 3aCTOCYBaHHS OYHHUX KPaIeb
Bpu30ToH"® i mepopanbHuX iHribiTOpiB KapOoaHTigpa3u He MOCIiIXKyBaI0Cs, TOMY He
PEKOMEHAYETHCS (AUB. PO3MiN «B3aeMomis 3 iHIMMMYU TiKapChKUMHU 3ac00aMu Ta iHII BUOU
B3aEMOJIiN»).

Odranbmornoriyfi ebekTr

HocBim 3acTocyBanHsT KOMOiHAaIil OPUH30IaMily/TUMOJIONY B OYHUX KPAIISIX OIS JIIKYBaHHS
TallieHTiB i3 MceBOoeKCc@oTiaTUBHO0 IrIayKoMo0 abo MrMeHTHOIO TJIayKOMOI0 00MeXKEHUIH.
Cnipm Oyt 00epeXHUM IIpHU JIiKyBaHHI TaKUX MaIli€HTIB, peKOMEHAYEThCSA 3MiMCHIOBATH
nocTivauy MoHiTOpUHT BOT.

[licng mpunMHEHHS 3aCTOCYBaHHS IIpenapaTy 04iKyeThCs, 110 3HuKeHHd BOT TpuBaTUMeE IPOTATrOM
5-7 OHIB i MOTEHIIMHO MOXKe BUHUKATU e(PEeKT BiIMiHMU.

Ouni kpami Bpu3oTor® He HOCTIAKYBaId Y TAI[€HTIB i3 3aKPUTOKYTOBOIO TJIAYKOMOI0, TOMY iX
3aCTOCYBaHHS MM KaTeropil malieHTiB He peKOMEHOYEThCH.

OdTanpMmornoriuni 6eTa-0710KaTOPH MOXKYTh CIIPUUMHSATH CYXiCTh OKa. [1allieHTiB i3 xBopobamMu
poriBku criif mikyBaTH 3 00epeKHiICTIO.

MoxnuBuii BB OpHUH30/IaMify Ha (YHKIIiI0 eHO0TeIii0 POTiBKY Y NallieHTiB i3 YIIKOAXKEHOI0
POTiBKOIO (30KpeMa y Malli€HTIB i3 HU3bKOIO KiNTbKiCTI0O €eH0TeTianbHUX KIIITUH) He OOCHiAKYBaH.

Oco0uBYy yBary Ciifi 3BepHYTH Ha IAIliEHTIB, SKi HOCATh KOHTAKTHI JTiH3U, OCKIJIbKY JOCTiAXKEHb Y
ITi€l KaTeropil NaIieHTiB He TPOBOAUNINA. TOMYy PEKOMEHIYETHCS PETENIbHUM HAT/IAL 38 TAKUMU
nalieHTaMy IIpU 3aCTOCYBaHHI OpMH301aMify, OCKinbKy iHTibiTopu KapboaHTimpa3u MOXKYTh
BIIJIUBATH Ha TigpaTariio poriBku. lle MoxKe mMpu3BeCTH [0 HAOPSKY Ta HeKOMIIEHCAIlil poriBKH, TOMY
BUKODPUCTAHHS KOHTAKTHUX JIIH3 MOXKe IMiIBUILIATY PU3UK YIIKONXKEHHS POriBKYU. [Ipy iHImMX
YIIKOIOKEeHHAX POTiBKY, HANPUKJIA[ y MallieHTiB 3 I[yKPoBUM fiabeToM ab0 AuCTPOGi€io POTiBKH,
TaKO0X PEKOMEHMYEThCS PETEIbHUY HaTJIAf,.

Ouni kpami Bpu3oTon® MOXKHA 3aCTOCOBYBATH IIifl YaC HOCIHHS KOHTAKTHUX JIiH3 I
PEeTeNbHUM HarasaaoM (OIUB. HUXKYe PO31in «beH3anKoHio XIopum»).

beH3ankoHi0 XJI0puI

Ouni kpami Bpu3oTor” MiCTATH OEH3ATKOHII0 XTTOPH, KU MOXKe CIPHYUHSITH IOpa3HeHHS



OKa i 3He0apBiI0OBaTH M'gIKi KOHTAKTHI JTiH3U. [10TpiOHO YHUKATHA KOHTAKTY JIiIKapChKOT0O
3aco0y 3 M'SIKUMHU KOHTAaKTHUMU JTiH3aMu. CJlif IomepeuTy MallieHTiB PO Te, 110 HeoO0XigHo
3HIMaTV KOHTAKTHI JTiH3M Iepeq 3aCTOCYBaHHSIM OYHHUX Kpamenb bpu3oToH® i 3auekaTtu 15 XB
micyg iHCTUALI, TepIn HiXK 3HOBY HafsSTaT KOHTAKTHI JIiH3M.

[ToBimomnsiny, 1m0 6€H3aNKOHII0 XJIOPU MOXKe CIPUYMHSATA TOUKOBY KepaTomnaTiio Ta/abo TOKCUYHY
BHPA3KOBY KepaToraTiio. Heo6XigHO MpOBOAUTY peTebHUY MOHITOPUHT IMAIiEHTIB IIPX YacToMy abo
TPHBAJIOMY 3aCTOCyBaHHI KpalleJb.

[Mopvienas GVHKINL IeYiHKT

IIpenapat BpusoTon® Cyif 3 06€peXKHICTIO 3aCTOCOBYBATH IMAIliEHTAM i3 IOPYIIeHHIMHE
GYHKIII TEeYiHKY TAKKOTO CTYIIEeHs.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
BariTHicTh

HeMmae BigmoBigHUX JaHUX IIO0 3aCTOCYBaHHS OpPUH30JIaMifly Ta THMOJIOJY BariTHUM XKiHKaM.
HocmigxeHHs OpHH30JIaMifly Ha TBapuHaX IIPOAEMOHCTPYBaIU HasgBHICTh TOKCUYHOTO BILIUBY Ha
PemponyKTUBHY QYHKIi0 (AuB. po3min «JlokmmiHiuHi naHi 3 6e3nexu»). OuHi Kpamti bpuzotos”® He
CJIifl 3aCTOCOBYBATH y mepiof BariTHOCTI. [[o0 3MeHIUTH cucTeMHY abCcopOIlito, AUB. PO3MiN
«Croci0 3aCTOCYBaHHS Ta [I03U».

EnigeMiosnoriuni gocnigkeHHs He BUSBUJIM HETaTUBHOIO BIJIMBY Ha (pOpMyBaHH IIJIOAA, ONHAK IIpU
IIepOpaIbHOMY 3aCTOCYBaHHi B-0710KaTOPIB IMOKA3ayd PU3UK [JIST BHYTPIITHbOYTPOOHOTO PO3BUTKY.
Kpim Toro, npu 3acTocyBaHHi B-6710KaTOPiB [0 IOJIOTIiB Y HOBOHAPOMXKEHUX CIIOCTEPIraaucs 03HaKu
Ta cuMnToMu B-0710Kamu (Hanmpukiiafd, Opagukapmis, apTepianbHa TinoTeH3ist, peclipaTopHu
OUCTpPecC Ta rinormikemist). HoBoHapomKeHi MOBUHHI OyTH Iifl peTeIbHUM HarJIsgIoM IIPOTSATOM
MIepIINX OHIB XKUTTS, AKII0 MaTy 3aCTOCOBYBaJla OYHi Kparuii BpusoTor® reper mojoraMu.

BpaxoBytouu, 110 flaHi I[OJI0 3aCTOCYBaHHS OpPMH307aMify BariTHUM XKiHKaM BigCyTHi abo 1x
KiJTbKiCTh 0OMexKeHa Ta JOCIIiIXKeHHs Ha TBapHHAX IIPOIEeMOHCTPYBAaId HASBHICTH TOKCHUYHOTO
BIIJINBY Ha PENPONYKTUBHY QYHKIIiIO, HE CIIii NMpU3HAdYaTH Iey Ipelapar y Iepion BariTHOCTI Ta
JXKiHKaM pPempomyKTUBHOTO BiKy, SIKi He 3aCTOCOBYIOTh KOHTPAlIEIITUBHI 3aco0H.

[Iepion rogyBaHHSA TPYOOI0

Hesimomo, yu npoHuKae OpUH301aMif] ¥ TpyIHe MOJIOKO JTIOguHU. [10CTigKeHHs Ha TBapuHax
IIPOIEMOHCTPYBa/IM eKCKpellito OprH301aMifly y TPyIHE MOJIOKO IIPU ITepOpabHOMY 3aCTOCYBaHHi
(ouB. po3min «Crocib 3acToCcyBaHHS Ta HO3U»).

B-6110KaTOPH MPOHUKAIOTH ¥ TPYAHE MOJIOKO ofnuHu. OgHAK IIPU 3aCTOCYBaHHI TeparneBTUYHUX 103
THMOJIOJTY B OKO MaJIOMMOBIPHO, III0 #OT0 HASIBHICTh Y TPYAHOMY MOJIOIIi € JOCTATHHOIO [AJISI TOTO, 11106
CIIPUYMHUTH KJTiHIYHI cuMnToMHu B-6710Kafu y HeMOBJAT. [1[06 3MeHIIUTH CUCTEMHY a0CcOpOIliio, AUB.
po3min «JlokmiHiuHi maHi 3 6e3neku». OmHaK He MOXKHA BUKITIOUUTHU PU3UK [JI DUTHHU Y ITepiof
TPYOHOTO TOAYBaHHS. PillleHHS 1010 MPUIIMHEHHS TPYIHOTO TOOyBaHHS a00 yTPUMaHHS Bif
3aCTOCYBaHHs OYHUX Kpamnesb bpu30oTon” IIOBUHEH NMPUEMATH JIiKap, BPaXOBYIOUM KOPUCTE IS
XKIHKY Ta PU3UK OJII OJUTHUHU.



PenponvkTuBHa QVHKIIA

IocnifeHb 015 OL[IHKY BIUIMBY Ha PENPOAYKTUBHY QYHKIII0 JTIOAUHYU IIPU MiCLIEBOMY
o(TanbEMONIOriYHOMY 3aCTOCYBaHHI MpenapaTy Bpu3oToH” Y BUTTIAII OYHUX Kpallesb He
IIPOBOJUIIN.

IokmniHiyHi JaHi He TPOIEMOHCTPYBAIX XKOTHOTO ePeKTy OpUH30JIaMiTy Y¥ THMOJIONY Ha
PEeNpPONYKTUBHY (PYHKIIIO V Y0JTOBiKiB a00 KiHOK ITiC/IsT TepPOpasbHOTO 3aCTOCYBAHHS.

IIpu 3aCTOCYBaHHI OYHMX Kpamnenb Bpu3oTon” He 0YiKyeThCS XKOTHOTO eeKTy Ha
PENPONYKTUBHY (DYHKIIiI0 YOJIOBIKiB a00 XKiHOK.

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

Ouni xpamti Bpr30ToH® MaloTh MiHiMaabHKI BIJIMB Ha 3[ATHICTh KEPYBAaTH TPAHCIOPTHUMH
3acobamu abo mpalroBaTH 3 MexaHi3MaMHu.

TuM4acoBe 3aTyMaHeHHs 30py a6o po3nanu 3 60Ky 30py MOXKYTh BINIMBATH Ha 3MATHICTh KEPYBATH
TPAHCIOPTHUMH 3acobamMu abo IMpalfoBaTH 3 MexaHi3MaMu. AKINO 3aTYMaHEeHHS 30py BUHUKAE IIif
Yyac 3aKanyBaHHs, MAIliEHTy He0OXiMHO 3aYeKaTH, IOKH 3ip MPOSICHUTHCS, IEePII HiXK KepyBaTH
TPAHCIOPTHUMH 3acobaMu abo mpaIfioBaTH 3 MeXaHi3MaMH.

IuribiTopu KapOoaHTiIpa3u MOXKYTh MOTIPUIUTH 3OATHICTh BUKOHYBATH 3aBHAHHS, III0 BUMAaraloTh
PO3YMOBOiI aKTUBHOCTI Ta/abo (isuuHOl KoopauHallii (quB. po3min «OcoO0MMBOCTi 3aCTOCYBAaHHS»).

Cnoci6 3acmocyeaHHs1 ma do3u.

3aCcTOCYBaHHS JOPOCIKM, BKIII0YAKYH NAI€HTIB JITHLOTO BiKY

Io3a CTaHOBUTH 1 KPaIlIio OYHHUX Kparmesb bpu30ToH® ¥ KOH IOHKTHBAIBHUN MILlIOK YPaXKeHOoTro
oka (ouel) 2 pa3u Ha m00y.

CucteMHa abcopO11ist 3HUKYETHCS, SKIIO IPUTUCHYTH B HiNSHI HOCOCIHO30BOTO OTBOPY ab0 3aKpUTH
noBiku. Ile 3HUXKYe cucTeMHi MOOIYHI peakuii Ta migBUIYe MiCIleBY aKTUBHICTb (IUB. PO3MiN
«Oc06IUBOCTI 3aCTOCYBaHHS»).

FAKI0 003y NPOMYIIEHO, JIIKyBaHHS CJIif IPOLOBXKYBaTH, 3aCTOCOBYIOYHY HACTYIIHY A03Y 3TiHO 31
CXeMOI0 3aCTOCyBaHHS. [03a He TOBMHHA NTePEBUIIyBaTH 1 Kparmiio B ypaxkeHe 0KO (04i) 2 pa3u Ha
no0y.

IIpu 3aMiHi iHIIOT0 0TaIEMOIOTIYHOr0 aHTUITIAYKOMHOT0O 3aC00y OYHMMM KParaaMid Bpru30ToH"®
3aCTOCYBaHHS iHIIOTO 3acO0y CIIifl MPUIMHUTH, PO3MOYABIIYN 3aCTOCYBAHHS OYHUX Kpallellb
Bpu30TOH" 3 HACTYIIHOTO MHS.

[NauieHTH 3 MOPYIIEHHAMU QYHKITI MeYiHK1 Ta HUPOK

He nposopuiny 6yab-9KKX HOCIIiAKeHb Ipenapaty bpu3oTon® ab0 OYHKUX KpaIeslb THMOJIOIY
5 MT/MJI y TTalli€eHTIB i3 mopymeHHAMY QYHKIII MeviHKu Ta HUPOK. HeMae HeoOXigHOCTI y



KOpUTYBaHHI [03U Mpelaparty MallieHTaM i3 mopyuIeHHAMU QYHKII] Ie4iHK a0o malieHTam
i3 mopyIeHHAMYU QYHKIII HUPOK JIETKOro ab0 CEPeIHhOT0 CTYTIEHS TSIXKKOCTI.

He mpoBomuy JOCTiKEHHs penapaty Bpu3oTon® P 3aCTOCYBAHHI MMaIlieHTaM 3 TAXKKUM
CTyIIeHEM HUPKOBOI HEIOCTATHOCTI (KitipeHc KpeaTuHiny < 30 My/xB) abo mallieHTaM 3
rinepxiopeMiyHUM alumo30M (OuB. po3min «IIpoTtunokasanHsa»). Ockinbku OpUH30IaMin Ta
1Oro OCHOBHHUY MeTa0O0JIiT BUBOOATHCS TOJIOBHUM YMHOM HHPKaMH, IpemnapaT bpu3oTon®
IIPOTUIIOKA3aHUM AJIS TIKyBaHHS I[i€l KaTeropil mami€eHTiB (AuB. po3ain «IIpoTunoka3aHHS»).

IIpenapat BpusoTon® CyIif 3 00€PEXKHICTIO 3aCTOCOBYBATH IAIlIEHTAM i3 MOPYIIEeHHSIMH
GYHKINI MeYiHKK TAKKOTO CTyIeHs (quB. po3min «OcobIUBOCTI 3aCTOCYBAHHS ).

Cnoci6 3acTocyBaHHS

[n1s1 0TambMONIOTiYHOTO 3aCTOCYBaHHS.
[TauieHTy ciif peKoMeHayBaTH Ho0pe 300BTyBaTH (PJ1aKOH Iepef 3aCTOCYBaHHSM.

[Ticns mepioro BigKpUTTa (JlakKOHa CIIifi 3HATH 3aXKCHE Kifblle, IPU3HaYeHe A7 KOHTPOJIIO
MIEPIIOTO BiOKPUTTS.

[ITo6 momepenuTy 3a0pyNHEHHS KiHYMKa KpaleJIbHUI Ta BMICTy (iakoHa, He00XigHO JOTPUMYBaTUCh
00epeKHOCTI Ta HEe TOPKATHUCS IOBIK, IPUJIETINX OiITHOK abo0 iHIINX MMOBEPXOHDb KiHYMKOM (prIakoHa-
KpanenpHULi. [TalieHTy cig peKoMeHAyBaTU LIiIbHO 3aKpuBaTH (JIaKOH IiC/Is 3aCTOCYBaHHS
Kparneb.

Ao MiciieBo 3aCTOCOBYBaTH Oifblile OMHOT0 0 TabMOIOTiYHOTO 3aco0y, iHTepBaI MixX iX
3aCTOCYyBaHHSIM ITOBMHEH CTAHOBUTHU He MeHIIe 5 XBUIKWH. O4Hi Ma3i 3aCTOCOBYIOTh B OCTaHHIO Yepry.

Himu.

Be3neka Ta eeKTUBHICTh 3aCTOCYBaHHs OYHMX Kpamenlb bpu3oToH” miTsaM BikoM mo 18 pokis He
BCTaHOBIIeHi. [laHi 110[10 3aCTOCYBaHHS IIili KaTeropii maIfieHTiB BigCyTHi.

Ilepedo3yeanHns.

[Tpu BuIIafIKOBOMY IIPOKOBTYBaHHi BMICTy (pilakOoHa CUMIITOMU IIepefio3yBaHHs B-O10KaTopaMu
MOXKYTb BKJTIOYaTH OpagrKapmilo, apTepialbHy TiloTeH3ilo, ceplieBy HeJOCTaTHICTh Ta OPOHXOCIIAa3M.

V BUNafIKy IIepeno3yBaHHs OYHUMH KparisMu bpu3oTon” TiKyBaHHS TOBHHHO Oy TH
CUMIITOMATUYHUM Ta MigTpuMyouuM. Yepes BMiCT OpHUH30/IaMifly MOXKe BUHUKHYTH
eJIeKTPOiTHUH fucOanaHC, PO3BUHYTUCH allUI03HUY CTaH, a TaK0K MOXKJIMBUY BIIJIUB Ha
IIleHTPaJIbHy HepPBOBY cucTeMy. HeoOXigHO KOHTPOIIOBATU PiBeHb €JIEKTPOJIITIB ¥ CUPOBATII
KpoBi (0co6uBO Kasiio) Ta piBeHb PH KpoBi. [locnigKeHHs TPOOeMOHCTPYBaIH, 1110 TUMOJION
BaXXKO BUBOLUTHCS 3 OpraHi3My LIJIIXOM Aiai3y.



ITobiuni peakuii.

KopoTkuii ornsgn gaHux 3 6e3meku

Y kniHIiYHKUX TOCTimXKEeHHIX

HaWYaCTIiIMMU MOGIYHUMM peakilisMu Oy 3aTyMaHEeHHS 30Dy,

nogpa3HeHHs oKa Ta 0ifib B o11i, 110 BUHUKAJK NPUOIU3HO y 2 - 7 % MallieHTiB.

KopoTkuii ornsn mo6iyHUX peakilivi, HaBegeHu v ¢hopMi Tabuiri

[Tig yac KmiHIYHUX DOCTimXKeHb KoMOiHallil 6pHH30IaMioy/TUMOIIONY B OYHUX KPAIIIX 1
KOMIIOHEHTiB OpMH30J/IaMifly Ta TUMOJIOJY, Ta Y IOCTMapKETUHTOBUY IIePiof, MOBiAOMIISII0CS
PO HaBefeHi Hux4Ye 1mobiuHi peakilii, o KnacudikyBaaucs HACTYIIHUM YMHOM: OyXKe 4acTo
(=1/10), gacto (=1/100 mo <1/10), HewacTto (=1/1000 mo <1/100), pigko

(=1/10000 mo <1/1000), myxe pigko (<1/10000), yacToTa HeBigoMa (HEMOXKJIMBO OLIHUTH 3
HasIBHUX JlaHUX). Y Mexkax KOXKHOI rpynu no0ivyHi peakilil 3a3Ha4eHi y MOPSAAKY 3MEHIIeHHS

X CTyIeHs TSIKKOCTI.

Bungu oprasiB Ta cucTeMm

IMoOiuni peakiii
(BignmoBiguuu Tepmin MedDRA (8. 18.0))

[HbeKITivHI Ta
[mapa3uTapHi
3aXBOPIOBAHHS

JacToTa HeBinoMa: pUHOGAPHUHTIT , GapUHTIT’, CUHYCUT , PUHIT’

3aXBOPIOBAHHSA KPOBI 1
miM@aTUYHOI CUCTEMU

HeyacTo: 3HUAKEHHS KiTbKOCTi IeAKOIMTIB"

YacToTa HeBimoMa: 3HUXKEHHS KiJTbKOCTL epI/ITpouHTiB3, MigBUIIEHHS
DiBHS XJIOPHUAIB y KPOBI®

3 00Ky iMyHHOI CUCTEMHU

YacToTa HeBigoMa: aHadinakcia’, aHadiTakTHYHKI MIOK', CUCTEMHI
asiepriyHi peakirii, BKI0Yal04y aHTiOHEBPOTUYHUN Ha6p${K2, JIOKaJIbHI Ta
reHepasli3oBaHi BUCHIIAHHS , MiBUIeHa YyTIMBICTh', KPOIMB'SHKA’,
CBepOix’

3 00Ky 00MiHYy PEUYOBUH

[JacToTa HeBigoMa: TimoTyTiKeMis’

[IcuxiyHi po3nagu

Pinko: 6e3CoHHS .

YacToTa HeBimoMa: raloLUHALil’, Hempecisa’', BTpaTa maM’Ti’, anaris’,
MpUTHiUeHHS HaCTPOIO® , 3MeHIIeHHs Nibino’, Hiugi KommMapu™,
HepBO3HICTH

3 60Ky HEPBOBOI CHCTEMU

YacTo: oucressis'.

HacToTa HeBifjoMa: ilemisa CyauH roJI0OBHOTO M03Ky2, iHcyanz, BTpaTa
CBiZOMOCTI’, TIOCHJIEHHST CUMIITOMIB MiaCTeHii gravisz, COHJIUBICTE’,
MOpYILIeHHSI MOTOPUKK , aMHe3is1’, OTipIIeHHs naM’aTi’, mapecTesisa™’,

TpeMop’, rimecresis’, BTpaTa CMaky’, 3alaMOPOYeHHs ", TOJIOBHUIA 6ib’




OdTanbpMomnoriyxi
MOpPYIIeHHS

YacTo: TOYKOBMI KepaTUT', 3aTyMaHeHHs 30py’, Gi/tb B o4ax’,
Monpa3HeHHs o4eir'.

HedacTo: KepaTuT *°, CyXicTb oueii', 3a6apB/IeHHS POTiBKK', BUIiIECHHS
3 o4eli', cBep6ixk odeil"’, BifUyTTS CTOPOHHBLOIO Tifla B 04ax', O4Ha
rinepemisi’, riepeMisi KOH'IOHKTUBY .

PiIKo: epo3is poriBKu', omanecleHIis y nepefHii Kamepi oka',
CBiTNIO6OSI3HB', MigBUIEHA CIILO30TEYA , TillepeMisi CKIIepH', epuTeMa
MOBIK', YTBOPEHHS JIyCOYOK 10 KpasixX MOBIK .

YacToTa HeBigoMma: 30iTbIIeHHs eKCKaBallil [uCKa 30p0BOro Hepaa’,
BifIIapyBaHHA CyIHMHHOI 000JIOHKM OKa Hic/s TpabeKyn1oToMil’ (IuB.
po37in «OCoBIMBOCTI 3aCTOCYBaHHA»), KEPaTOHaTia’, AedeKT emiTeio
POriBKY’, MOPYIIEHHS 3 60Ky eMiTesliio POTiBKK’, MiIBUIIEHHS
BHYTPIIIHEOOYHOTO TUCKY®, IPELMIITATH B OLi’, 3a6apBIeHHs POTiBKH’,
HaOpsK POTiBKK', 3HUKEHHs 9yTIMBOCTI POTiBKK’, KOH IOHKTHBIT',
MeiOoMiiT’, mumnomia™’, migBuUIIeHa Yy TIUBICTh N0 SCKPABOro CBiTIa’,
(boTomcis’, 3HMKEHHS TOCTPOTH 30py, MOTIPIIEHHS 30Dy, ITEPHUTiyM’,
OYHMI AUCKOMOOPT®, CyXuil KepaTOKOH IOHKTUBIT’, riecTesis oka’,
MirMeHTallis CKIepy’, CyOKOH I0HKTHBasbHa KicTa’, HOPYLIEHHS 30Dy,
HaOpsK oueli’, ajepriudi npossu 3 60Ky odeii’, Magapo3’, MOPyIIeHHS 3
6OKy HOBIK’, HaOPSIK MOBIK', ITO3

3 60Ky OpraHiB CIIyXy Ta
piBHOBaru

YacToTa HeBimoOMa: BEPTUTO’, IIYM Y ByXax’

3 60Ky CepIieBol CUCTEMH

YacTo: 3HUKEHHS YaCTOTH CepLeBUX CKOPOUYEeHb/3MEeHIIeHHs yJILCY .
YacToTa HeBigoMa: 3yIMHKa Cepls’, IOTipIIeHHs QyHKIII ceps’,
3acTiiiHa ceplieBa HeIOCTaTHICTL , aTPiOBEHTPHUKYIApHa 6I0Kana’,
Kapyio-pecIipaTopHUil AUCTPeC’, CTeHOKapHid®, 6panukapmisa™’,
HeperyISpHiCTh 4aCTOTH CepleBUX CKOPOYeHb’, apUTMisi™’, IpuCKopeHe
cepueOuTTa>’, Taxikap/isa®, migBUIlEHA 4acToTa CeplieBUX CKOPOUeHb’,
0inb y rpynsax’, HabpsK

CynvHHI TOPYIIEHHS

HedacTo: 3HMKEHHS apTepianbHOro TUCKY .

UacToTa HeBigoMa: apTepiaibHa TillOTeH3is’, apTepianbHa rinepTeHsisa’,
MifBUINEHHS apTepianbHOro THCKY', GeHoMeH PeiiHo’, I0X0NIoaHHs
KiHI[iBOK"

3 60Ky muXabHOI CHCTEMH,
TOpakKasbHi i
MegiaCTHUHAJIbHI
[OPYIIEHHS

HedacTo: Kalens .

Pimko: 6inp y roTHi', puHOpes .

YacToTa HeBimoMa: GPOHXOCHa3M’ (IepeBakHO y HalLlicHTIB 3
MOIepenHbO iCHYYNM OPOHXOCIACTHYHUM 3aXBOPIOBAHHAM), 3aHIIKa
acTMa’, HOCOBa KpOBOTeda', FilepaKTUBHICTL GPOHXiB®, HOApa3HEHHS
ropna’, 3aKIafeHicTh Hoca’, 3aCTill y BepXHiX [UXalbHUX IUIAXax,
HaJJIMIIKOBA CEKpellis HOCOTTIOTKOBOTO CIM3y’, YXaHHA', CyXiCTh y HOCI®

3 60Ky HITYHKOBO-
KHWIIIKOBOTO TPAKTy

YacToTa HeBigoMa: 6I0BaHHSA ", Ginb y BepXHill 9acTuHI XKuBoTa'"’, ik
y XKUBOTI’, Aiapes”’, cyxicTs y poTi', HymoTa', e3odarit’, gucnencis™’,
a6moMiHanbHUH [UCKOMPOPT’, TECKOMGPOPT y IUTYHKY', TTOCUIEHHS
MepPUCTAIbTUKY KUIIEYHUKY', PO3/Iafy IITyHKOBO-KMIIKOBOTO TPAKTY",
rilecTesis poTOBOI OPOXHUHK, TAPECTEe3is POTOBOI TOPOKHUHN',
MeTeopusM’

3 60Ky MeviHkKu i
PKOBYOBUBIOHUX IIISIXiB

YacToTa HeBigoMa: BifXWJIEHHS Bifi HODMM IIOKA3HUKIB IeYiHKOBUX Ip0o6°




3 60Ky LIKip¥ Ta YacToTa HeBigoMa: KPOIUB THKA®, MaKyJI0-any/Ib03Hi BUCUIaHHT ",
MiAMIKIDHAX TKAHUH reHepasli3oBaHuil CcBepOixk’, yIIiTbHEeHHS MIKIpK®, IepMaTUT , alonemnis’,
ncopia3onofi6Hi BUCHIaHHs ab0 3ar0CTPeHHs Icopiady’, BACUIAHHS
eputema'”, curmpoM CriBeHca-J[K0oHCOHA' / TOKCUYHUH elifepManbHuii

Hekpois'
3 60Ky CKeleTHO-M'5130B01 [JacToTa HeBimoma: Mianrisi', cmasmu M’s3i8’, apTpanris’, 6ins y cruni’,
CHCTEMU Ta CIIOJTYYHOl 6inb y KiHI[iBKax’
TKaHUHH
3 60Ky HUPOK Ta HevacTo: HassBHICTb KPOBi B cedi'.
CE4YOBUBIIHUX IIJIAXIB YacToTa HeBigoMa: 6iflb y AifAHII HUPOK, HONaKiypis’
[lopyleHHs YacToTa HeBigoMa: HOPYLIEHHS epeKIlii’, cTaTeBa MUCOYHKIISA’,

PENPOAYKTUBHOI PYHKLII  |3HMKeHHS Ti6ino>
Ta GYHKII MOIOYHOI

3271031
TlopyiueHHs 3arajbHOro  [HewacTo: He3myKaHHS .

XapakTepy Ta CTaHH, YacToTa HeBigoMa: 6inb y rpyasax’, 6ins’, migBuIeHa BTOMIIOBaHICT
TOB’sI3aHi 3 MicleM acteris™’, qucKoMbOPT y TPyAHiN KIiTHi’, BifUyTTs TPUBOTH',

BBE[ICHHS MpaTiBNUBiCTL’, mepubepuyHui HaOPSK , 3aIMIIKH JIIKapCHKOro 3aco0y’

JTaGopaTopHi MOKa3HUKY  |HewacTo: MifBUIIEHHS piBHSA KaJlilo B KPOBi', ifBUIIEHHS piBHA
makTaTIerigporeHasu B KpoBi'

'Tlo6iumi peakuii, AKi cocTepiraaucs Ipu 3aCTOCYBaHHI KoMOiHaIil 6pUH30/1aMify/THMOIONY B
OYHMX KPAIIsiX.

* TomaTKOBi m06iYHiI peaxiil, SKi CIIOCTepiramucs Ipy 3aCTOCYBaHHI TUMOJIONY SK MOHOTEpaii.

*TomaTkoBi mo6ivHi peakiii, gKi crocTepiranucs mIpu 3aCTOCYBaHHI GpUH30/IaMify K MOHOTepamii.

Omnwuc meskux MOOIYHUX peakilin

Iusressis (ripkuit abo He3BUYHUY IPHUCMaK Y POTIi IMic/ig 3aKanyBaHHs) Oyja CHCTEMHOIO T00iYHO0
peaxtiieio, MOB’I3aH0I0 i3 3aCTOCyBaHHAIM KOoMOiHallii OprH30IaMify/TUMOJIONY B OUHUX KPaIix, IIPo
Ky 4acTO TOBIIOMJISIY y KJTiHIYHUX OOCHiAXKeHHAX. BoHa, iMOBipHO, Oya IoB’g3aHa 3
OpUH30JIaMigOM Ta CIPUYKMHEHA IMOTPAIJITHHSIM OYHMX Kpallejb Y HOCOTJTIOTKY 4epe3
HOCOCJTi3HUY KaHasl. [IpuTUCHEeHHS y OiNsSHIII HOCOCIb030BOI0 KaHaly abo o0epexHe
3aKPUTTS MOBIK IIiCIISA 3aKallyBaHHS MOXe 3MEHIIUTH BipOTiAHICTh I[bOTO MPOSIBY (OUB.
po3min «Crmoci0 3aCTOCYyBaHHS Ta [IO3U»).

Ousi xpamti Bpu3oTor® MICTATH OPUH30IaMIf, SKKi € iHribiTopoM KapOoaHTifnpasu
cynbhoHaMigHOI rpynH, 1m0 abcopOyeThCS CUCTEMHO. 3a3BU4al IIpX 3aCTOCYBaHHi
CUCTeMHUX iHTibiTOPiB KapOoaHTigpa3u BUHUKAIOTH IITYHKOBO-KHUIITKOBI, HEPBOBI,
reMaToJIOTiuHi, HUPKOBi Ta MeTabomiuHi po3nagu. Taki XK TUIU MOOIYHUX peakIil, sgKi
BJIACTHUBI IMepopabHUM iHTibiTOpam KapOoaHTigpa3u, MOXKYTh BUHUKHYTH i IIpH IX MiciieBoMYy
3aCTOCYBaHHI.

Tumomnon abcopOyeThCst Y CUCTEMHUYM KPOBOTIK. 1le MoXe CIIpUYMHUTY TaKi XK mobiuHi peakiril, sKki
BJIACTHBI cucTeMHUM B-6110KaTopaM. HaBeneHi mo6iuHi peakiiii BKITI0OYalOTh peakilii, mpuTaMaHHi
KJ1acy o TanbMOJIOTiYHUX B-67I0KaTOPIB.

Buie HaBefieHi momaTKOBi mo6iuHi peakiril, MoB’si3aHi i3 3aCTOCYBaHHSAM OKPEMUX KOMIIOHEHTIB, SKi
MOKYTh IOTEHIIiHO BUHUKATH IPH 3aCTOCYBaHHI 09HUX Kpanenb bpusotor®. YacToTa



BUHUKHEHHSI CUCTEMHUX IMOOIYHUX PeakKIlii Mmicys MiciieBoro oTaabMOJIOTiYHOTO
3aCTOCYBaHHS € HUXKYOIO, HiXK NPU CUCTEMHOMY 3aCTOCYBaHHi. [I71 3MeHIIIeHHS CUCTEMHO1
abcopbuii muB. po3min «Crocid 3aCTOCYBaHHS Ta MO3U».

[MoBimomunsinu mpo Taki moOiuHi peaxii mig 4ac Teparii i3 cuCTeMHUM 3aCTOCYBAHHSIM THUMOJIONY:
HaOpSK NereHiB, 3HMKEHHS PiBHSA (Pi3MYHUX HaBaHTAaXKeHb, HMiABUINEHA MITIUBICTh, eKChHOTiaTUBHUM
IepMaTUT, 3HUKEHHS KOHIIEHTpallil, yCK/laflHeHe CeYOBUIYCKaHHS, TilepriikeMis, Xpumuy,
Hecmelu@piyHa TPOMOOLMTONIEHIYHA ITyPITypa.

ITogidomaeHHs npo ni0o3prosaHi nobiuHi peakuii

[ToBimomneHHs mpo mo6iuHi peakilil micis peecTpallii TikapchbKoro 3aco0y Ma€ BaXK/IuBe 3HaYEHHS.
Lle nae 3MOry IpOBOAUTYU MOHITOPUHT CIIIBBiIHOIIEHHS KOPUCTH/PU3UK IIPU 3aCTOCYBaHHI IIbOTO
JIiKapCchKOro 3aco0y. MeguuHuM Ta (apMalleBTUYHUM IIpalliBHUKAM, a TaKOX IallienTaM abo ix
3aKOHHUM ITIpeCTaBHUKAM CJIiT TIOBiTOMJISITH IIPO YCi BUITAAKHK MMiI03PI0BAaHUX MOOIYHUX Peakiii Ta
BiICYyTHICTh e(peKTUBHOCTI JTikapChKOTr0 3aco0y uepe3 aBTOMaTU30BaHy iHpOpMaLiliHy CUCTEMY 3
(dhapmakoHarisAny 3a nocunaHHAM: https//aisf.dec.gov.ua.

Tepmin npudamHocmi.
2 POKH.
TepMiH IPUAATHOCTI MiC/s MepIoro BifKpUTTS (rakoHa - 28 mib.

He 3acTocoByBaTu npenapart IIic/i 3aKiHYeHHS TEPMIiHY IPUOATHOCTI, BKA3aHOI'0 Ha yIIaKOBII.
YmoBH 30epiranss.
[Tpenapat He noTpeOye creniaTbHUX YMOB 30epiraHHs.

30epiratu B HEAOCTYIHOMY OJIS1 OiTE€W MiCIIi.

VYnaxoBka.

[To 5 mn y ¢nakoxi. [To 1 ¢pnakory B madii.

Kareropis Bigmycky. 3a perenTtom.

Bupoonuk. AT «®apmak».



Micie3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBAi2KeHHsI HOTO Tis/TbHOCTI.

Ykpaina, 04080, m. Kuis, Byn. Kupunisceka, 74.



