IHCTPYKIIIA
IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y
BPIHEPA

(BRINERA)

Cknao:

Oitoui peuosuHu: OpUH30JIaMif], TUMOJIOJI;

1 M7 cycnenaii micTuTh OpuH30Maminy 10 Mr, TEMOI0Ty ManeaTy 6,83 Mr eKBiBaJleHTHO TUMOJIONY
5 MT;

donomidcHi pewosuHu: 6eH3aNKOHiI0 xnopun, MaHiT (E 421), kap6omep 974P (kapOomep
roMoIIoIiMep TUIl B), TUIOKCAIon, fUHATPio efeTaT, HaTPilo XJI0PUI, KUCIIOTa
XJIOPHCTOBOMHEBA Po3BefieHa Ta/abo HaTpio rimpokcup (mas Kopekil pH), Boma ms
iH'eKIIin.

Jlikapcbka ¢popma. Kpani ousi, cycnensis.

OcHosHi (pizuko-ximiuHi 81acmugocmi: CycIieH3is Bif 6ioro mo mMaiixke 6i10ro KOJIboOpy.

dapMakoTepaneBTHYHA rpyna. 3acobwu, siKi 3aCTOCOBYIOTHCS B O TATbMOJIOTil. AHTUTTayKOMHi
IperapaTy Ta MioTu4Hi 3acobu. B-6710KaTOPH.

Koxm ATX SO1E D51.

dPapmakono02iuHi e1acmusocmi.

dapmakoOuHamika.

MexaHi3M mil

Oumni kpanni BPIHEPA MicTATh [Bi aKTUBHI pe4oBUHU: OpUH30JaMifl i TuMonoay Maneart. Lli gBa
KOMIIOHEHTH 3HUXKYIOTh IMiABUIIEHUYN BHYTPIlTHbOOUHUY TUCK (BOT) misixoM 3MeHIIIeHHS CeKpelril
BHYTPILIHEOOYHOI PiTHHU, ajie PoOJISATH 1Ie 3a MOMOMOT0I0 Pi3HUX MexaHi3MiB mii. KomGiHoBaHUM!
edeKT IIUX MBOX aKTHBHUX PEYOBUH NPHU3BOAUTD 0 NOIATKOBOr0 3MeHIeHHsT BOT mopiBHSHO 3
eekToM, SKUM NOCATAEThCS MIPU 3aCTOCYBaHHI OyIb-IKOTO 3 LIUX KOMIIOHEHTIB OKPEMO.

Bpunsonamin — cunbHOmitouuit inribiTop kapboanrigpasu II (CA-II) moguHu, HOMiHYIOYOTO
i3opepmeHTy OKa. [IpurHiueHHs KapOoaHTiApa3y y UKJTiapHUX Biipi3Kax OKa 3HWXKYE BUIiEHHS
BHYTPIIIHbOOYHOI PifWHHU, TOJIOBHMM YMHOM 3a PaXyHOK CIIOBiIbHEHHS YTBOPEHHS ioHiB GikapOoHaTYy
3 HaCTYIIHUM 3MEHIIEeHHSIM TPaHCIOPTYBaHHS HATPII0 Ta PiAUHU.



TruMomnon — 1e HeceneKTUBHUM 0710KaTOp B-afpeHepriYHuX PelenTopiB, SIKUU He Ma€ BHYTPIMIHbO1
CHMITaTOMIMETHYHOI Ta MeMOpaHOoCTa0ili3yi040oi aKkTUBHOCTI, @ TAaKOXK He YNHUTH 6e31M0CepeaHbOoi
IPUTHIYYyBalIbHOI Ail Ha MioKapfa. ToHorpadis i pnyopodoToMeTpryHi HOCTiOXKEHHS V TIOAEN
MigTBEPAWIY, 0 OCHOBHA MOTO [is OB 3aHa 3i 3HNKEHHSIM YTBOPEHHS BHYTPIIIHBOOYHO! PiAVHY i
HEBEJIMKUM 30iIbIIIeHHIM 11 BiITOKY.

®apMakogrHaMiYHa [id
KniHiuHi e(pexmu:

Y mBaHAOUATUMICAYHOMY KOHTPOIBOBAHOMY KITIHIYHOMY HOCIIIAKEHH] y Talli€HTiB 3
BiIKPHUTOKYTOBOIO I'JITayKOMOI0 ab0 OYHOIO TinmepTeH3i€lo, sKi, Ha yMKY JOCHiTHUKIB, MOTJIM OTPUMATH
KOPHCTD BiJf 3aCTOCyBaHHS KOMOiHOBaHOI Teparii i ski Manu cepente 3HaueHHs BOT 25 - 27 MM pT.
CT., cepenHe 3unKeHHs BOT npu 3acTocyBaHHI OUHUX Kpamesb OpuH3oaaminy 10 Mr/Mi THMOIOTY 5
Mr/M1 2 pa3u Ha o0y CTaHOBUIO 7 - 9 MM pT. CT. Y BCiX YaCOBUX TOYKAX IIif] Yac BCiX Bi3UTiB
malieHTiB 6yJI0 IPOOeMOHCTPOBAHO, 1110 cepenHe 3HuKeHHsT BOT mpu 3acTocyBaHHi mop3onaminy 20
MT/MJI TUMOJIOJTY 5 MTI'/MJI He TIepeBHUIIyBaJi0 aHaJIOTiyHUK e(DeKT IPU 3aCTOCYyBaHHI IIpemnapaTy
OpuH30mamig 10 Mr/MyI TEUMOJIOI 5 MT/MII.

Y mecTuMiCAYHOMY KOHTPOJILOBAHOMY KIIIHIYHOMY AOCIIiAXKEHH] y MallieHTiB 3 BITKPUTOKYTOBOIO
riaykoMoio abo o4HOIO TrinepreHsieio i3 cepengHiMm 3uaueHHsIM BOT 25 - 27 MM PT. CT. cepenHe
3uuxkeHHs BOT mpu 3acTocyBaHHi 0uHUX Kparnenas 6prH30naMig 10 Mr/mMi1 TUMOJION 5 MT/MJI 2 pa3u
Ha JeHb CTAHOBUJIO 7 - 9 MM PT. CT., I1J0 Ha 3 MM PT. CT. IEPEBUIIYBa0 e(peKT IPH 3aCTOCyBaHHi
Opunzonamigy 10 Mr/mn 2 pasu Ha go0y i Ha 2 MM PT. CT. — IIPH 3aCTOCYBaHHI TUMOJIONY 5 MT/MJT 2
pas3u Ha mo0y. CriocTepiramocst CTaTUCTUYHO 3HAUYIIE 3HUXKEHHS CepeNHboro 3HayeHHsT BOT
TIOPiBHSHO i3 3aCTOCYBaHHSIM OPUH30JIAMIily i TUMOJIONY IIifl Yac YCixX Bi3UTiB IPOTSITOM JOCITiIXKEHHS.

Y TprOX KOHTPOIBOBAHUX KIIHIYHUX OOCTIAXKEHHAX OUHUU OUCKOMGOPT MiCNIs iIHCTUIAI OYHUX
Kparmesb OpuH3omamin 10 Mr/ma TUMOII0n 5 Mr/mit 0yB 3HaYHO MEHIIMM, HiXK IIPU 3aCTOCyBaHHi
nop3osiaMminy 20 Mr/MJ1 TUMOJIONY 5 MI/MII.

dapmakoKiHemuka.

AGcopbirist

[Ticns MiceBOTo 3aCTOCyBaHHS B 0KO OpHMH301aMif i THMOI01 aBcopOyIOThCS Yepe3 POTiBKY Y
CHUCTEeMHUY KPOBOTIK. Y (hapMaKOKiHETUYHOMY [OCIiIKEeHH] 3[0pOBi HOOPOBOJIBIII TpAMau
nmepopanbHO OpuH30MaMin mo 1 Mr 2 pa3u Ha o0y IPOTATOM 2 TUXKHIB, 1100 CKOPOTUTH Yac
IDOCSATHEHHS CTabiTbHOI KOHIIEHTpAIlil Tepeq I0YaTKOM 3aCTOCYBAHHS OYHUX Kpareiab OpHH30IaMif
10 mr/mn TuMorston 5 mr/mit. I[licis 3acTocyBaHHS OUYHMX Kpanesnb OpuH3oaamin 10 Mr/mMa TUMOIION 5
Mr/Mn 2 pa3u Ha go0y npoTsaroM 13 THUXKHIB KOHIIEHTpalis OprH30JIaMifly V Y4epBOHUX KPOB'STHUX
tinpusx (YKT) y cepenaromy ctanoBuna 18,8 + 3,29 MM, 18,1 + 2,68 MxM Ta 18,4 = 3,01 MM
BigmoBigHO uepe3 4, 10 Ta 15 TuXHiB, BKa3yiouu Ha Te, 1m0 y YKT migTpumyeThcst cTabinbHa
KOHIIEeHTpallisg OpuH30/IaMiny.

[Tpu mocsarHeHHi cTabinbHUX KOHIIEHTpAIii IMic/Ist 3aCTOCYBAHHSI OYHUX Kparienb OpuH30mamin 10
MT/MJI TUMOJION 5 MT/MJI cepefHe 3HaUeHHs MaKcuMaibHoi KoHneHTpanii (C,,,) THMOIOMY y I1a3Mi
KPOBIi Ta 3HAYEHHs «KOHLEHTpauisg-4ac» (AUC ;) CTAaHOBUIH BiAIOBiNHO Ha 27 % i 28 % MeHIIe
(Cprax: 0,824 £ 0,453 ur/mim; AUC 50, 4,71 + 4,29 Hr-r/MIi1) NOPIBHAHO i3 3aCTOCYBaHHAM TUMOJIOINY 5
mr/mi (C,.:1,13 = 0,494 ur/mn; AUC ., 6,58 + 3,18 Hr-r/mi). HU3bKMM CUCTEMHUN BIIJIUB
TUMOJIOJTY IiCJIS 3aCTOCYBaHHS OYHUX Kparneib OpuH3onamifn 10 Mr/Mi TUMOJION 5 MI/MJI He €
KJTiHiYHO 3HauuMuM. [Ticns 3acTocyBaHHS OYHUX Kpanesb 6pruH3onaMin 10 Mr/MI TUMOJION 5 MT/MJT



cepenHe 3HauyeHHd C,,, TUMOJIONY y MJIa3Mi KpoBi gocaranocs yepes 0,79 + 0,45 roguHu.

Po3mopin

3B’s13yBaHHS OpuH30JaMiny 3 0iTKOM maa3Mu KpoBi moMipHe (mpubnu3Ho 60 %). 3aBOsaKu CBOIX
BHCOKifi criopigaenocTi 3 CA-II Ta y Tpoxu MenmIi# Mipi - 3 CA-I 6pua3onamif nporukae y YKT. Horo
aKTHBHMM MeTabomiT N-me3eTun0puH30JIaMifl TaK0K aKyMmymoeTbes B YKT, ne mepeBaxHO
3B’s13yeThcs 3 CA-I. CriopimHeHicTs 6pun3onaminy i Metabornity 3 UYKT i CA TKaHUHY TPU3BOTUTD [0
HU3bKOI KOHIIEHTpallil y m1a3Mi KpoBi.

IaHi 100 Po3MoAiNy y TKaHWHAX OKa Y KPOJIiB IPOJeMOHCTPYBAJIH, 10 TUMOJION MoXe OyTH
KiNBbKICHO BU3HAUYEHUY y BHYTPIMIHBOOYHIN PifKHI NPOTATOM 48 TONUH MiC/IsA 3aCTOCYBaHHS OYHUX
Kparenab OpuH3onamin 10 Mr/mn TuMonon 5 mMr/mi. ITpu mocsirHeHHi cTabinbHOI KOHIIEHTpAIlil
TUMOJIOJ MOXKe OyTH BU3HaYEHUH Y IIa3Mi KpOBi JTIIOAUHY NPOTSAToM 12 rofuH micis 3aCTOCYyBaHHS
OYHMX Kpanesnb OpuH3oaamig 10 Mr/mMm TUMOJION 5 MI/MIL.

Mertabonizm

Inaxu MeTabomizaMy OpuH30/IaMify BKII04aloTh y cebe N-meankinyBauus, O-geankinyBaHHS Ta
oKkucHeHHS Moro N-mpominoBoro 6iynoro nanmtora. N-ge3eTun6pruH3o1aMi € TOJIOBHUM MeTabosTiToM
OpuUH30IaMifTy, 110 YTBOPIOETHCS Y NIONEH, SKUU TaK0XK 3B’13yeThcs i3 CA-I mpu HassBHOCTI
Opun3onaMiny Ta akymymnioeTscs ¥ YKT. [locmigkeHHSs in vitro mpogeMoHCTPYBaJy, 110 MeTaboizm
OpuH30aMigy TOJIOBHUM YMHOM T0B’s3aHui i3 CYP3A4, a Tak0oXK MpHHANMHI 3 Y40TUPMa iHIIUMU
izopepmentamu (CYP2A6, CYP2B6, CYP2C8 ta CYP2C9).

Trumonon MeTaboJTi3yeThCsl JBOMA HUIsIXaMu. [1epInuii MgX M0B’ I3aHUN 3 YTBOPEHHSIM
€TaHO0JIaMiHOBOT'0 OiYHOTO JIQHITIOTA y TiOAia30/IbHOMY KiJIbIli, @ iHIINM OB’ sI3aHMUM 3 YTBOPEHHSIM
€TaHOIBHOT0 6IYHOTO JTaHIIora y MOPQOIiHa30Ti Ta APyroro noxi6Horo 6iyHOro JaHIOra 3
KapOOHiTbHOIO TPYIIOI0, CYMiXKHOI0 3 a30TOM. MeTa00J1i3M THMOJIONTY OB’ I3aHUi TOJIOBHUM YMHOM i3
CYP2DG6.

Ekckperrig

BpuH30MmaMify BUBOOUTLCS IepeBaxkHo HUpKamu (mpubnausno 60 %). Maiixke 20 % 1031 BUSIBIIEHO B
ceui y ¢popmi MmeTabority. bpunsonamin Ta N-ge3eTun6puH301aMill € OCHOBHUMU KOMIIOHEHTAMH,
BUSIBJIEHUMH Y Ccedi pa3oM 3i crigamMu MeTaboritiB N-ge3ameTokcunporminy ta O-geamertuny (< 1 %).

Tumormon Ta #oro MeTabosliTH BUBOOATHCS IepeBakHO HuUpKaMu. [Ipu6nu3no 20 % mo3u TUMOJIONY
BHUBOIUTHCS i3 CeUel0 y He3MiHEeHOMY BUTTISLI, a 3aJIMIIOK BUBOOUTHLCS TaKOX i3 cedero y hopmi
MeTabomnitis. [lepion HaniBBUBeAEHHS TUMOJIONY 3 IJIa3MU KpOBi (t,,, CTaHOBUTH 4,8 TOAUHY MiCTA
3aCTOCYBaHHS OYHHUX Kpareb OpuH3o0mamin 10 Mr/Ma TUMOJION 5 MT/MII.

IokniHIuHI OaHi 3 6be3neku

bpun3onamin

IokiHiuHi JaHi BKa3yIOTh, 10 HeMa€ OyOb-KOT0 PU3UKY IJIS TIOOUHU IIPU 3aCTOCYBaHHI
OpuH30aMify, Ipo 110 CBim4aTh (hapMaKOJIOTiuHi JocmigKeHHs 6e3MeKHu, NOCTimKeHHS TOKCUYHOCTI
IIOBTOPHUX [103, TEHOTOKCHUYHOCTI, KaHLIEPOT€HHOT 0 NOTEHIliany.

Y nportieci gocnigKeHb TOKCUYHOCTI Ha KPOJISIX TIPU BBEIEHHI epopaibHUX 03 OprH301aMingy oo 6
Mr/Kr/mo6y (y 214 pagsiB 6inblile peKOMeHJ0BaHO]I 0ieHHO1 KITiHiYHOI J03H, 1[0 CTAaHOBUTH 28
MKT/Kr/no0y) He Oyn0 BUSBIE€HO OyIb-IKOTO BILIMBY Ha PO3BUTOK IIJIOA, HE3BaXKAlOUM Ha 3HAUYHUN



TOKCUYHUY BIIJIUB HA CaMKy. AHAJIOTiYHi JOCTiAXKeHHS Ha Iypax BUSBUIM He3HAUHE 3MEHIIeHHS
ocudikarrii KiCTOK yeperna Ta TPyIHUHMU IIJIOAA Y CaMOK, SKi omepKyBaau OpuH30j1aMifl y KinbkocTi 18
Mr/Kr/moby (y 642 pa3u Oinblie peKOMeHI0BaHOI IOeHHOI KITiHiYHOI 1031). A7lle Y CaMOK, SKi
omepxKyBanu 6 Mr/kr/mo0y, 11boro edekTy He crocTepiranocs. Lli pe3ynbraTtu Oynu ofepxkKaHi mpu
[03ax, 10 CIIPUYUHUIN MeTaboIiYHuY allu03 3i 3MEeHIIeHHSIM IIPUPOCTY MacH Tila caMoK Ta
3MeHIIeHHSM MacH iofa. CrocTepiranocs 3ajiexHe Bifl 403U 3HUKEHHS MacCH IIJI0fla ¥ CaMOK, SIKi
oflepKyBanu OpUH30IaMif] TIepopaIbHO: Bil HE3HAYHOTO 3HUKEHHS (IpuOIN3HOo 5-6 %) mpu mo3i 2
Mr/Kr/mo6y npubnusso 1o 14 % mpu po3i 18 mr/kr/mo6y. ITif yac makrauii mpu 3acTocyBaHHi 5
Mr/Kr/mo6y moOiuHoi mil Ha mJIim He crocTepiramocs.

Tumonon

HoxminiuHi gaHi BKa3yioTh, 110 HeMa€ OyIb-IKOT0 PU3UKY IJIS TIOAUHU IIPU 3aCTOCYBaHHI TUMOJIONY,
PO 110 CBi4YaTh hapMaKoJIOTiuHi HOCTiXKeHHs 0e3neKy, HOCTigKEeHHS TOKCUYHOCTi TOBTOPHUX [103,
TeHOTOKCHUYHOCTI, KaHIIEPOreHHOI'0 IoTeHLiany. [JoCniakKeHHsI TOKCUYHOTO BIJIUBY TUMOJIOY Ha
PEeNpPOAyKTUBHY (QYHKIIIO II0Ka3alIu CIOBiIbHEHY OCHU(iKallilo I0fa y IIypiB Ipu BiACYTHOCTI
no0iyHKX e(peKTiB y MOCTHaTaNIbHOMY Iiepioxi (mpu go3i 50 mr/kr/mo0y, mo y 3500 pa3iB mepeBuUIye
IIOOEHHY KITiHiYHY 003y - 14 MKr/Kr/mo0y) Ta migBulleHy pe3op0Oiliio mi1ofga y KpPoliB (Ipu BBeIeHHi
mo3u 90 mr/kr/mo0y, 1o y 6400 pa3iB mepeBuIye IOAEHHY KITiHIYHY [03Y).

KininiuyHi XxapaKTepHUCTHKH.
Iloka3anus.

3HUXKEHHS BHYTPILIHROOYHOT'O TUCKY Y HOPOC/IUX MAIliE€HTIB i3 BITKPUTOKYTOBOIO T'TayKOMO0 abo
OYHOIO TinepTeH3i€lo, y AKUX 3aCTOCYBaHHS MOHOTepalil He IPU3BeJIo 00 JOCTATHHOTO 3HUXKEHHS
BHYTPIIIHEOOYHOI'O TUCKY.

IIpomunoka3aHHs.

e [ligBUIlleHA YYTIUBICTE OO Hil0OUMX PEUOBUH ab0 [0 OyOb-IKOI 3 OIOMIXKHUX PEYOBUH
mpenapary.

e [limBuieHa YyTIUBICTH [0 iHIIUX B-O7T0KATOPIB.

[TigBuIeHa YyTNUBICTL [0 CynbdoHaMifiB (IuB. po3min «OcobIUBOCTI 3aCTOCYBAHHS»).

e CTaHH, SKi CyIPOBOIXKYIOThCS TieppPeakKTUBHICTIO AUXAJIbHUX IUISXIB, BKIIOYA4YU

OpoHxianmbHY acTMy a00 OpoHXialbHY aCTMy B aHAMHe3i, TSXKKe XPOHiuHe 00CTPYKTUBHE

3aXBOPIOBAHHS JIETEHb.

CunycoBa GpaguKapmis, CAHAPOM CJ1abKOCTi CHHYCOBOTO BYy3J1a, CHHOQYPUKYJIsIpPHa OJI0Kama,

aTpioBeHTpUKYyIspHa 61okana II abo III cTymneHs, He KOHTPOIbOBaHA KapaiOCTUMYJISITOPOM.

BupaxkeHa ceprieBa HEJOCTATHICTh, KapAiOTeHHUM ITIOK.

TsKKUYU anepriyHuil pUHIT.

limepxmopeMiunu# anuno3 (ouB. po3din «Crmocib 3aCcTOCyBaHHS Ta JO3U»).

e Ts:kKa HUPKOBa HEIOCTATHICTh.

B3aemodina 3 inwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodili.

HocnimxeHnb ounux Kpamnenb BPIHEPA momo ix B3aeMopil 3 iHIIUMY JTiKapChbKUMHU 3aco0aMu He



TTPOBOIYIIH.

Xoua ouHi kpamni BPIHEPA, gki micTaTs 6puH301aMif, iHribiTop KapOoaHTifpasu, 3aCTOCOBYIOTh
MicIieBo, mpemnapat abcopOyeThcs cucTeMHO. [Ipy mepopaibHOMY 3aCTOCYBaHHI iHTiOiTOPIB
KapOoaHTigpa3u MOBigOMJISNIY PO MOPYIIEHHS KUCIIOTHO-TYKHOTO 6anaHncy. Y nauieHTis, ki
3acTocoByloTh 0uHi Kpamyi BPIHEPA, crig BpaxoByBaTU TaKuii IIPOSIB B3a€EMOil.

IcHy€E iMOBIpHICTh BUHUKHEHHS afUTUBHOT'0 eEeKTy 10 BXKe BioMux cucteMHuX edekTiB iHribiTOpiB
KapOoaHTigpas3y y MallieHTiB, SKi mpuiMaloTh iHriOiTopy KapOoaHTigpa3u mepopasbHO Ta 0YHi Kparti
Opun3onaMigy. OmHOYacHE 3aCTOCYBAHHS OYHUX Kparlellb, 1[0 MiCTSATh OpUH30JIaMif, i mepopasbHUX
inribiTopiB KapboaHTiApa3u He PeKOMEHIYEThCS.

[30depmenTy nutoxpomy P450, sKi BifmoBigaioTh 3a MeTabosiam OpuH301aMiny, BKinodaioTe CYP3A4
(ocuoBuuit), CYP2A6, CYP2B6, CYP2C8 ta CYP2C9. OuikyeThcs, mio inriditopu CYP3A4, Taki K
KETOKOHA30JI, iTpaKoHa30J1, KJIOTPHMAa30J1, PUTOHABIP Ta TPOJeaHOOMIIIMH, OyayTh MPUTHIUYBATH
meTabosi3m 6puH30aMiny, o’ s3auuit 3 isobepmenToM CYP3A4. Cnin 6yt 06epeXHUMU IPH
CyNyTHBOMY 3acTocyBaHHi iHri0iTopiB CYP3A4. OgHak HaKOMUYeHHS OPUH30JIaMiny MaoMMOBipHE,
OCKiJTbKM BiH IIepeBazkHO BUBOOUTLCS HUPKaMu. bpuH30maMin He € iHridiTopoM isodhepMeHTiB
utoxpomy P450.

IcHy€e iMOBIpHICTh BUHUKHEHHS afUTHBHUX €(EeKTiB, 110 IPU3BOAATH OO apTepianbHOl TilnoTeH3il
Ta/ab0 BupaxkeHol OpafiuKapii mpy 3aCTOCyBaHHI 0YHUX Kpariesb, sIKi MiCTITh B-0110KaTopu
OJHOYACHO 3 IepopalbHUMHU ab0 BHYTPIITHEOBEHHUMHU 0JI0KaTOpaMu KabllieBUX KaHaliB
(munTiasemy), p-610KaTOpaMH, AaHTHAPUTMIYHUME 3aco0aMu (BKIIIOYAIOYH aMiOfapoH), TTiKO3uIaMu
HaIepCTSAHKY, TapaCUMIIaTOMIMeTUKaMH, TYaHETUANHOM Ta PE3EPIIiHOM.

B-06710KaTOPH MOXKYTh 3HUKYBATH UYTIUBICTh 0 afipeHaliHy MpH JiKyBaHHI aHA(iTaKTUYHUX
peaxtiit. Oco6uB0 00epekHUMU CITif OyTH MallieHTaM 3 aToImieio abo aHadinakcieo B anamMHe3i (IuB.
po3min «Ocob6IUBOCTI 3aCTOCYBaHHS»).

[Tpu npuiiomi B-6710KaTOPiB MOKeE IIOCUTIOBATHCS TillepTeH3UBHA peakilis y pa3i parnToBoro
IPUIIMHEHHS 3aCTOCYBaHHS KIIOHiAWHY. PeKoMeHyeThCs OyTH 00epekHUM IIPU OJHOYAaCHOMY
3acTtocyBaHHI oyHux Kpanens bPIHEPA Ta KnoHiguHY.

[Tpo mocuneHHs CUCTEMHOI fil B-6710KaTOPiB (HAMPUKIIaA 3HUXKEHHS YaCTOTH CePIIEBUX CKOPOUYEHb,
[emnpeciioo) moBiIOMIISANHU Mif Yac KoMOiHOBaHOTO JIiKyBaHHS iHri6iTopamMu CYP2D6 (Hanpukmafp,
KBiHiIMHOM, ()ITyOKCETUHOM, TapOKCETUHOM) Ta TUMOJIOJIOM. PEKOMEHAYETHCS 3aCTOCOBYBAaTH
KoMOiHa1ii 3 00epexkHiCTIO.

B-6110KaTOPU MOKYTh ITOCUIIOBATHU TillOTNTiKeMiuHUM eeKT npoTuaiabeTuuHnx 3acobiB. B-610KaTOPH
MOXKYTh MAaCKyBaTH O3HAKM i CHMIITOMH Trinoryikemii (muB. po3min «Oco6IMBOCTI 3aCTOCYBAHHS»).

[HOmi mOBimOMIISINIM ITPO BUHUMKHEHHS Migpia3y Npu OgHOYaCHOMY 3aCTOCYBaHHI 0()TalbMOJIOTIYHUX B-
6110KaTOPiB Ta agpeHaniny (emineppuny).

Oco6 1ueocmi 3acmocyeaHHsi.

CucrteMHi edheKTH

- BpuH3omaMin i TuMosnon abcopbyioThcsa cucTeMHO. Yepe3 HasIBHICTh P-agpeHepriuHoro akTUBHOTO
KOMITOHEHTa THMOJIOJTY IIPX 3aCTOCYBaHHI IIpenapaTy MOXYTh BUHUKHYTH Ti XK HeOaxkaHi peakiii 3



00Ky ceplieBO-CyAUHHOI CUCTEMH, JIETeHiB Ta iHII mo0iyHi peaxiiil, 110 i TpU CUCTEMHOMY
3aCToCyBaHHi 6710KaTOPiB B-agpeHepriunux peuenTopiB. YacToTa BUHUKHEHHS] CUCTEMHUX MOGIYHUX
peaxtiil Ipu MicIeBOMy O(pTarIbMOJIOTiYHOMY 3aCTOCYBaHHI HUXK4Ya, HiXK IIPU CUCTEMHOMY
3acTocyBaHHi. [I71s1 Toro 1100 3MEHIIUTU CuCcTeMHY abcopbiito, muB. po3min «Cmocib 3acTocyBaHHSI Ta
LO3U».

Ockinpku mpemnapaTt abcopOyeThCst CUCTEMHO, Y ITAIli€HTIB, SIKi 3aCTOCOBYIOTh OYHi Kpari
GPIHEPA, MOoXJiBe BUHUKHEHHS peaKlid rinepyyTIUBOCTI, 1[0 IPUTaMaHHi BCIM MOXiTHUM
cynbdoHamifis, 1110 BKIOYa0Th CUHAPOM CTiBeHCa — [[2KOHCOHA Ta TOKCUYHUU
enigepMmanbHuY HEeKpodi3. I1ig yac nikyBaHHS ouHMMU KpamnnaMu BPIHEPA nauieHTiB
oTpiOHO mpoiHdopMyBaTH PO O3HAKYU Ta CUMIITOMU IMOOIYHUX pPeakilid i mpo HeoOXimHICTh
peTebHO KOHTPOJIIOBATH peakliil IIKipH.

[NopymieHHs 3 60Ky cepllsd

B-6110KaTOPH CITifl 3aCTOCOBYBATH 3 00€PEKHICTIO MAIliEHTaM i3 KapaioBaCKyISIPHUMU
3aXBOPIOBAHHSIMH (HaIpPUKIa[ ieMiyHa XxBopoOa ceplisi, CTeHOKapmis [IpuHIIMeTana Ta cepiieBa
HEeJOCTaTHICTh), apTepiabHOIO TiTOTEH3i€l0 Ta IPU HEOOXiTHOCTI PO3TISHYTH MOXKJIUBICTD JIIKYBaHHS
iHmumMu npenapaTtaMu. CIif yBaXKHO CIIOCTEpIraTy 3a MHallieHTaMu 3 KapaioBaCKyJISpHUMUI
3aXBOPIOBaHHSIMY, 11100 He MPOMYCTUTU CUMIITOMIB IOTipPIIAHHS IIMX 3aXBOPIOBaHb Ta MOGIYHUX
peaxtiiu.

BHacmigok HEraTUBHOTO BIJIMBY Ha 4Yac IIPOBeeHHs iMIyIbCy, B-0okaTopu Ciiif 3 00epekHiCTIo
IIpU3HAYaTH TiJIbKY MallieHTaM i3 IepIIuM CTymneHeM 6JI0Kafu CepIis.

CyOuHHI IOPYIIEHHS

JIikyBaTH TAIi€HTIB 3 TSIXKUMHU MOPYIIEHHSIMHI/XBOPOOaMu epupEePHIHOTO KPOBOOOITy (HampuKIIaf,
TAKKi popmu xBopobu Peitro a6o curapoM Peiino) He0OXimHO 3 06epexkHICTIO.

limepTupeoiguam
B-0110KaTOPH MOXKYTh MaCKyBaTh CUMIITOMH TillepTUPEOIAU3MY.

M’ga308Ba cnabkicTe

[ToBimoMIISINIM TIPO MiICUIEHHS MTPOSIBiB M’130B01 CIaOKOCTi, TOB’sI3aH01 3 MiaCTeHIYHUMU
CHMIITOMAaMH¥ (HaIpUKJIaM, TUIIJIONIS, ITO3 i 3arasbHa CIa0KiCTh), SKi MPOSBISIIACS IPH
3aCTOCyBaHHI 010KaToOPiB B-afpeHEePrivHNX PELEenTOpiB.

[NopymieHHs QYHKIINI OpraHiB guXaHHS

[ToBimoMISANIK TIPO peakilil 3 60Ky AUXaabHOI CUCTEMHU, B TOMY YMCIIi JIeTaJIbHUN HACJIiIOK, Yepe3
BUHUKHEHHS OPOHXOCIIa3My y MallieHTiB 3 aCTMOIO IiC/IS 3aCTOCYBaHHS AesKUX 0JI0KaTopiB B-
aJpeHepriyHuX PelenTopiB [AJs MiClieBOro oTaabMOIOTiYHOTO 3aCTOCYBaHHS.

Ousni kpanni BPIHEPA crnif 3acTocoByBaTé 3 00€pekKHiCTIO MallieHTaM i3 JIeTKAM/TIOMipHUM
CTyIIeHeM XPOHIYHOTr0 06CTPYKTUBHOTO 3aXBOpioBaHHS jereHs (XO3JI) i mure Tomi, KOu MOTEHIIiMHA
KOPUCTh IIEePEBUIIYE TOTEHLINHNUN PU3UK.

loornikemig/miabet

BrnokaTopu B-afipeHeprivHUX PEIEenTOoPiB CIIif 3aCTOCOBYBaTH 3 00ePeXKHICTIO MallieHTaM, CXUJIbHUM



[0 CIOHTAHHOI rimoriaikeMil abo XBOpUM Ha IeKOMIIeHCOBaHUY Oia0eT, OCKiIbKU OI0KaTopH -
agpeHOpPeLEeNnTOpiB MOXKYTh MaCKyBaTH CUMIITOMU Ta O3HAKM TOCTPOI TiMOTTiKeMil.

[TopyleHHS KUCIOTHO-TYKHOTO 6amaHCcy

Ousi kpamni BPIHEPA micTsaTh 6puH301aMin, kuil € cynbpoHaminoM. [Tpu MiclieBoMy 3aCTOCYBaHHi
IpenapaTy MOXKYTh BUHUKATH Taki X HebaXKaHi peakiiil, 110 ¥ IpU 3aCTOCYyBaHHi Cy/Ib(QOHaMIfIB.
[ToBigoMMsAIK PO MOPYLIEHHS KUCJIOTHO-TYKHOTO 6aiaHCy IIpu IepopalbHOMY 3aCTOCYBaHHi
inribiTopiB Kap6oaHrigpa3u. OCKiTbKY € PU3UK BUHUKHEHHS MeTa00JIiYHOT0 allu03y, Ipemapar CJIif
3aCTOCOBYBaTH 3 00€peXkKHICTIO MallieHTaM i3 pU3WKOM BUHUKHEHHS ypaXKeHHS HUPOK. Y BUIAOKY
BUHUKHEHHSI CUMIITOMIB CEpHO3HUX peakiliii abo mifgBuIeHol YyTIMBOCTi 3aCTOCYBaHHS IIpemapaTy
CITifl IPUTIUHUTH.

Po3yMoBa akTUBHICTE

[TepopanbHi iHTibiTOPU KapOoaHTiApa3y MOXKYTh MOTIPIIUTH 30AaTHICTh BUKOHYBATH Hi/IbHICTS, SIKa
noTpebye Po3yMoOBOl aKTUBHOCTI Ta/abo ¢dizrynol koopauHatii. Ouni kpamnai BPIHEPA a6copOyioThes
CHCTEMHO, TAaKMM YMHOM 3a3HadeHi e()eKTH MOXKYTh BUHUKATH i IPU MiClIeBOMY 3aCTOCYBaHHi
Kpariesb.

AHadiTakTHYHI peakirii

[Tig yac 3acTocyBaHHS B-agpeHepriyHuxX 0JI0KaTOPIB NallieHTH 3 aTOII€I0 B aHaMHe3i ab0 TAXKKIMU
aHa(inakTUYHUMY PeakllisMu Ha pPi3Hi ajiepreHy B aHaMHe3i MOXKYTh aKTUBHillle pearyBaTy Ha
IIOBTOPHI IOTpaIIHHA L[UX aJlepreHiB Ta He pearyBaTy Ha 3BUYHI 103U afpeHalliHy, AKi
3aCTOCOBYIOTH A7 JIiIKyBaHHS aHa(hiTaKTUYHUX PeakIlii.

BimmapyBaHHS CYOIUHHOI 000JIOHKH OKa

[ToBigoMnsinu PO BiflIapyBaHHS CyAUHHOI 000JIOHKY OKa MpH JiKyBaHHi, siKke OyJI0 CIpsIMOBaHe Ha
3HUKEHHS CeKpellil BHyTPIIIHbO0YHOl PiIVHY (HaIpUKIIak, TUMOJOJ, alleTa30IaMif) micis
TpabeKynoToMii.

XipypriyHa aHecTe3iqa

[Tpu miciieBoMy 3aCTOCYBaHHi B 0KO 6710KaTOPH B-afpeHepriYHuX PelenTopiB MOXKYTh OJI0KYBaTH
CHUCTEMHI B-aroHiCTHYHI epeKTH, HapUKJIa[ agpeHaniny. fAKIIo malieHTy Ipu3HadeHo TUMOJIO]I,
aHecTe3iosor MoBUHEH OyTH MPoiHGOPMOBaHUM PO 1ie.

OpHoYacHe 3aCTOCYBaHHS

Brnius Ha BOT a6o Bigomi cucteMHi epexty B-6110KaTOPIiB MOKYThH ITIOCUIIOBATUCS TIPY 3aCTOCYBaHHI
THUMOJIOJY TallieHTaM, SKi BXKe OTPUMYIOTh CUCTeMHi B-61okaTopu. Criif peTenbHO CriocTepiraTtu 3a
TaKMMH TallieHTaMHu. 3aCTOCYBaHHS [IBOX MiclleBuX B-0110kaTopiB abo gBox iHTiGiTOpiB
KapOoaHTigpa3y MiCclieBO He PeKOMEHAYEThCS (AUB. po3ain «B3aeMofiia 3 iHIIUMHU JTiKapChKAMU
3acobamu Ta iHII BUOM B3aEMOfili»). ICHy€e iMOBIpHICTh, BUHUKHEHHS agUTUBHOTO e(heKTy I0 BXKe
Bimomux cucteMHux eekTiB inribiTopiB KapboaHTigpa3u y MalieHTiB, SKi TpUiiMaloTh iHTibiTopU
kKapOoaHrigpa3u nepopanbHo Ta ouHi Kpanyi BPIHEPA. CymyTHe 3acTOCyBaHHSI OUHUX Kparliellb
BPIHEPA i nepopanbuux iHri6iTOPiB KapOoaHTigpa3u He [OCTiIXKYyBaIl, TOMy HE PEKOMEHIYEThCS
(muB. po3min «B3aemopmis 3 iHIMMMY JTiKapChbKUMM 3ac00aM¥ Ta iHIII BUAY B3aEMOIii»).

Odranbmornoriuni ebekTn



IocBinm 3acTocyBaHHs ouHuX Kpanenb bPIHEPA nns nmikyBaHHS MallieHTIB i3 mceBmoekcdotiaTuBHOIO
rJTayKoMo10 abo MirMeHTHOIO rjaykKoMoio oOMexenuii. Crig 6yTu 06epeXHUMHU IIPY JTiKyBaHHI TaKUX
Malll€eHTiB, pEKOMEHOYEThCS 3OIMCHIOBATH MTOCTiMHUYM MOHITOPUHT BOT.

[Ticns npunuHEHHS JIiKyBaHHS IIpernapaToM O4YiKyeThes, 110 3HuKeHHd BOT TpuBaTrMe IpPOTATrOM
5-7 mHiB, MOTEHIIIMHO MOXKe BUHUKATU e(PeKT BigMiHH.

Ousi kpanni BPIHEPA He mocmigkKyBanu y Nalli€HTiB i3 3aKPUTOKYTOBOIO TJIayKOMOI0, TOMY 1X
3aCTOCYBaHHS Lill KaTeropil MallieHTiB He PEKOMEHYETHCH.

Odranbmonoriuti B-6710KaTOPU MOKYThH CIPUUUHSITH CYXiCTh OKa. [1amieHTiB i3 xBopoOaMu poriBku
ciip mikyBaTH 3 00€epexkKHICTIO.

MoxnuBuii BIIMB OpUH30/IaMify Ha QYHKIIiI0 eHOO0TENIil0 POTiBKY Y Malli€HTiB 3 YIIKOIXKEHOI0
POTiBKOIO (30KpeMa y MallieHTiB i3 HU3bKOIO KiJIbKICTIO €eHO0TeNlialbHUX KITiITUH) He OOCIiIXKYyBaslu.

Oco06nuBy yBary Ciif 3BepHYTH Ha IAIi€HTIB, SKi HOCATh KOHTAKTHI JIIH3U, OCKIIbKY HOCTiAXKEHb V
ITi€l KaTeropil nalieHTiB He IPOBOAUIOCh. TOMYy PEKOMEHAYEThCS PETEIbHUN HaTrJIAa 3a TaKUMU
nalieHTaMH IIpY 3aCTOCYBaHHI OpMH30/IaMify, OCKiNbKY iHTibiTOpu KapOoaHTiApa3y MOXYTh
BIIJIUBATH Ha TigpaTaliio poriBku. lle Moxke mpu3BeCcT 10 HAOPSAKY Ta JeKOMIIEHCAllil pOTiBKH, TOMY
BUKOPUCTAHHS KOHTAKTHUX JIiIH3 MOXKeE IMiABUILIATY PU3UK YIIKOOXKEHHS POriBKU. [1py iHIIMX
VIIKOMZKEHH X POTiBKY, HAIIPUKJIA Y MallieHTiB i3 myKpoBuM fiabeToMm abo gucTpodi€io poriBky,
TaKOXK PEKOMEHOYEThCS PETENIbHUM HaTJIsf.

Ouni kpamni BPIHEPA mMoxkHa 3aCTOCOBYBaTH IIiff YaC HOCIHHS KOHTaKTHUX JIiH3 Iifi pETeJIbHUM
HarasaooM (IuB. HUXKYe Po3min «beH3anKoHi0 XJToOpUm»).

beH3anKoHi0 X10pun

Ouni kpamti BPTHEPA MicTsTh 6eH3alKOHII0 XJIOPU, SIKUH MOXKe CIPUYUHSTY IOAPa3HEeHHs OKa i,
SIK BioMo, 3HeOapB/IIOBAaTH M’SIKi KOHTAKTHI /TiH3u. CJIif YHUKATH KOHTAKTY 3 M’ SIKUMU KOHTAKTHUMU
nmin3amu. CIlip momepeguTH MAlli€eHTiB PO Te, 10 HeoOXigHO 3HiMaTH KOHTAKTHI JIiH3U Iepe;
3acTocyBaHHSIM o4yHUX Kparenb BPIHEPA i 3auekaTu 15 XB micnst iHCTUIIAIL, TIEPII HiXK 3HOBY
OISTaTH KOHTAKTHI JTiH3M.

3adikcoBaHo, 1110 O€H3aIKOHII0 XJIOPU[ MOXKe CIPUYMHATH KpandacTy KepaTomnaTiio Ta/abo TOKCUYHY
BHPa3KOBY KepaTormnaTiio. HeoOXigHO MPOBOAUTH peTeIbHNY MOHITOPUHT IMAIiEHTIB IIPX YacToMy abo
TPUBAJIOMY 3aCTOCYBaHHI KpalleJb.

[NopymieHHS QYHKIII TeYiHKN

[Tpemapart ciif 3 06epekHICTIO 3aCTOCOBYBATH NallieHTaM i3 mopylIeHHAMY QYHKIII IediHKH
TSKKOT'O CTYIIEHS.

3acmocysaHHs y nepiod eazimHocmi abo 200y8aHHA 2py0010.
BaritHicTb
HeMae BignoBigHMX JaHUX LI0O0 3aCTOCYBaHHS OPUH30JIaMifly Ta TUMOJIONY BariTHUM XKiHKaM.

,HOCJ'IiJI}KeHHH 6pI/IH30HaMiJIy Ha TBAPHHAX IIPOOEMOHCTPYBAIN HasIBHICTh TOKCUYHOTO BIIJIUBY Ha



PenponyKTUBHY GQYHKITIO (IuB. po3min «JokminiuHi gani 3 6e3meku»). Ouni kpamnni BPIHEPA He crnif
3aCTOCOBYBaTH y mepion BariTHocTi. 1106 3MeHIIuTH cucTeMHy abcopOitito, auB. po3min «Crocid
3aCTOCYBaHHS Ta JO3U».

Enmipemiomnoriuni JocnigKeHH He BUSIBUJIM HETATUBHOTO BILIMBY Ha (pOpMyBaHHS IIJI0fa, OGHAK IIPU
IIepopasibHOMY 3aCTOCYBaHHi B-0710KaTOPiB MOKa3aIu PU3UK AJIS BHYTPIIHEOYTPOOHOTO PO3BUTKY.
Kpim Toro, nmpu 3acTtocyBaHHi B-6710KaTOPiB 0 IOJIOTiB ¥ HOBOHAPOOKEHUX CIIOCTEPIranucs 03HaKu
Ta cuMITOMHM B-O1oKany (Hampukian, OpaguKapmis, apTepianbHa TinoTeH3is, pecripaTopHui
OUCTpPecC Ta rinoraikemist). HoBoHapoaKeHi MOBUHHI OyTH Mif] peTeIbHUM HarjsgfoM IPOTATrOM
IepIIKX OHIB XKUTTH, AKIIO MaTu 3acTocoByBasa o4Hi kpamnsi BPIHEPA nepep monoramu.

BpaxoByiouy, 1110 faHi 000 3aCTOCYyBaHHS OpMH30/IaMifly BariTHUM XKiHKaM BificyTHi a0o0 iX KilIbKiCTh
oOMexeHa Ta OOCITIKeHHs Ha TBapHHAX IPOAEeMOHCTPYBaIN HasIBHICTh TOKCUYHOTO BIIJIUBY Ha
PenponyKTUBHY (QYHKIIIO, He CHIifl Mpu3HavyaTH 1ei IpemnapaT y Mepiof BariTHOCTI Ta XKiHKaM
PENPONYKTUBHOTO BiKY, SIKi He 3aCTOCOBYIOTh KOHTPAIIEIITUBHI 3aCO0H.

[Iepion rogyBaHHSA TPYOOI0

Hesigomo, 1 mpoHUKae OPUH30JIaMifl y TPyIHE MOJIOKO TIOOUHHU. [I0CTigKeHHs Ha TBapruHaxX
IIPOJIEMOHCTPYBAJI €KCKpellito OprH30JIaMifly y TPyAHEe MOJIOKO ITPH ITepPOpaJbHOMY 3aCTOCYBaHHI
(ouB. po3min «Crocib 3acToCcyBaHHS Ta HO3U»).

B-6110KaTOPH MPOHUKAIOTH ¥ TPYIHE MOJIOKO ionuHu. OgHAK IIPU 3aCTOCYBaHHI TeparneBTUYHUX 103
THMOJIOJIY B OKO MaJIOMMOBIPHO, III0 #OT0 HASIBHICTh Y TPYAHOMY MOJIOLi JOCTATHS AJIS TOTO, 11100
CIIPUYMHUTH KJTiHIYHI cuMnToMu B-6710Kamu y HeMOBJAT. [1[06 3MeHIIUTH CUCTEMHY abCcOpOIliio, IUB.
po3min «JlokmiHiyHi gaHi 3 6e3neku». OgHAK He MOXKHA BUKJIIOYUTH PU3UK AJIS OUTHHU Yy Tepiof
TPYOHOTO TOAYBaHHS. PillleHHS 11010 MPUITMHEHHS TPYIHOTO TOOyBaHHs a00 yTPUMaHHS Bif
3acTocyBaHHA o4HUX Kpamnens BPIHEPA moBrHeH npuiMaTy jIikap, BpaXOBYHYU KOPUCTH [JIs KiHKU
Ta PU3UK OJII OUTHUHU.

PenponovkTuBHA GOVHKIIS

HocmigeHb A7 OLiHKY BIIJIUBY Ha PEMPOAYKTUBHY GYHKINIO TIOOUHYU IIPU MiCIIeBOMY
odranemornorigyHoMy 3acTocyBaHHi npenapaty BPIHEPA y Burnspi o4HUX Kparejib He ITPOBOIUIIOCS.
IokniHiuHI JaHi He TPOJEeMOHCTPYBaJX XKOOHUX ePeKTiB OprH301aMigy abo TUMOJIONY Ha
PENpPOAYKTUBHY (PYHKIIIO V¥ YOJIOBIKiB a00 XKiHOK.

[Tpu 3acToCyBaHHi IpenapaTy He 049iKyeThCs KOOHUX e(eKTiB Ha PENPOOYKTUBHY (PYHKIIiIO YOJIOBIKiB
abo XKiHOK.

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

Oumni kpannti BPIHEPA matoTh MiHiMaIbHUM BIJIUB Ha 3[aTHICTh KEPYBATH TPAHCIIOPTHUMU 3acobaMu
abo mpailroBaTy 3 MexaHi3MaMH.

TuMuacoBe 3aTyMaHeHHS 30py a00 po3nany 3 00Ky 30py MOXKYTh BIIJIMBATH Ha 30ATHICTh KepyBaTU
TPAHCIOPTHUMH 3acobamu abo mpaloBaT 3 MexaHi3MaMu. JKIINO 3aTyMaHeHHS 30py BUHUKAE IIif
yac 3aKanyBaHHS, MMallieHTy HeoOXiIHO 3aYeKaTH, TIOKY 3ip MPOSICHUTHCS, MEePII HiXK KepyBaTu



TPAHCIOPTHUMHU 3acobamu abo IpaloBaTy 3 MeXaHi3MaMHu.

[uribiTopu KapOoaHTipa3u MOXKYTh MOTIPUINTH 30AaTHICTh BUKOHYBATH 3aBaHHS, 110 BUMaraloTh
PO3yMOBOI aKTUBHOCTI Ta/abo (pisnuHoi KoopauHallil (guB. po3gin «Oco0IMBOCTI 3aCTOCYBaHHI»).

Cnoci6 3acmocyeaHHsi ma 0o3u.

3aCcTOCyBaHHSA OOPOCIXM, BKIIOYAKYY MAIiE€HTIB TITHEOTO BIKY

Ilo3a ctanoButh 1 Kpammio ounux kpanenb bPIHEPA y KoH'IOHKTHMBaIbHUN MIIIOK YpaskeHOro OKa
(oueit) 2 pa3u Ha go0y.

CucremHa abcop01iisg 3HUKYETHCS, SKIIO MPATUCHYTH B OiSHIII HOCOCIHO30BOT'0 OTBOPY a00 3aKpUTH
noBiku. Lle 3HMKY€E cucTeMHi M00iYHI peaxilii Ta MigBUIIY€E MiClleBy aKTUBHICTh (IXB. PO3MiN
«Oco6MMBOCTI 3aCTOCYBaHHS»).

AK110 K03y IPONYIEHO, JiKyBaHHS CIIiJ IPOAO0BKYBaTH, 3aCTOCOBYIOUYM HACTYIIHY 403y 3TigHO 31
CXeMOI0 3aCTOCyBaHHA. [103a He IOBMHHA [TePeBUIyBaTU 1 Kparmiio B ypaxeHe 0KO (04i) 2 pa3u Ha
no0y.

[Tpu 3amiHi iHII0r0 0PTANBMONOTIYHOT0 AHTUTTAYKOMHOT0 3aco0y ounuMu kpamnnsimu bBPIHEPA
3aCTOCYBaHHS iHIIOTO 3aco0y CIIif IPUIMHUTH, PO3MI0YaBIIN 3aCTOCYyBaHHSA 04HUX Kpanenb BPIHEPA
3 HACTYIIHOTO OHS.

[NamieHTH 3 MOPVIIEeHHIMHI GVHKIT] DeYiHKKA Ta HUPOK

He npoBopumnocs 6yab-gskux gociimxkens npenapaty BPIHEPA a6o o4uHUX Kpamnesb TUMOJIONY 5 MI/MIT
y TaIlieHTIB i3 mopymeHHsaMu GQYHKIIII MedyiHKK Ta HUPOK. HemMae HeoOXimHOCTI y KOPUTYBaHHI 03K
npernapary MnalieHTaM i3 MopyueHHIMY QYHKII] meviHKy abo MallieHTaM i3 mopyueHHIMU QyHKITI
HUPOK JIETKOT0 a00 CepefHbOro CTYIEHS TSIXKKOCTI.

He npoBogunucsa gocnigxennd npenapaty bPIHEPA npu 3acTocyBaHHI namieHTaM 3 TSXKKAM
CTyTIeHeM HUPKOBOI HEIOCTaTHOCTI (KiipeHc KpeaTuHiny < (30 mn/xB) abo maiieHTaM i3
rimepxaopeMiyHUM alnuao3oM (OuB. po3nin «I[IpoTunoka3zanHsa»). Ockinbku OprH30IaMin Ta Horo
OCHOBHUY MeTabOoJIiT BUBOASATHCS TOJIOBHUM YMHOM HUpKaMu, mpenapat bPIHEPA npoTumnoka3aHnuii
[JIs TiKyBaHHS Li€l KaTeropil nauieHTiB (ouB. po3nin «[IpoTumnoka3aHHS»).

[Tpenapar cip 3 00epekHICTI0 3aCTOCOBYBATH TAlliEeHTaM i3 mopyIIeHHAMY QYHKII mediHku
TS2KKOT'O CTYIIeHs (TuB. Po3ain «Oco06nMUBOCTI 3aCTOCYBAHHST»).

Cnoci6 3acTocyBaHHS
1151 opTambMOJIOTiYHOTO 3aCTOCYBaHHS.
[TauieHTy cif peKoMeHOyBaTA H00pe 300BTyBaTH (PyIaKOH Ieper 3aCTOCYBaHHSM.

[Ticns mepiioro BimKpUTTS (prakoHa CIIif 3HATU 3aXUCHE KiNlblle, TpHU3HadYeHe [T KOHTPOII0
MIEePIIOTO BiIKPUTTS.

[ITo6 monepenuTy 3a0pynHEHHS KiHYMKa KpalelbHUI Ta BMICTy (iakoHa, HE00XigHO JOTPUMYBaTUCh
00epeKHOCTI Ta HEe TOPKATUCS IOBIK, MPUJIETINX OiNTHOK ab0 iHIINX MTOBEPXOHDb KiHUMKOM (prakoHa-
KparnenabHULi. [1allieHTy clig peKOMeHOyBaTH LIiJTbHO 3aKpUBaTH (JIaKOH ITiC/IsA 3aCTOCYBaHHS



Kparneb.

fAK110 MicIleBO 3aCTOCOBY€EThCS OinbIlle OGHOTO 0(TaIbMOJIOTIiYHOTO 3aco0y, iHTepBas MiX ixX
3aCTOCYBaHHSIM TIOBUHEH CTAHOBUTU He MeHIe 5 xBuIKuH. O4YHi Ma3i 3aCTOCOBYIOTh B OCTAHHIO YEPTY.

Himu.

Besneka Ta epextuBHicTh 0uHMX Kpanenb bPIHEPA y miteii BikoMm o 18 pokiB He BcTaHOBINeHi. [laHi
10710 3aCTOCYBAHHS IIpenapary il KaTeropii maieHTiB BigCyTHi.

Ilepedo3yeaHHs.

[Tpu BUMTaIKOBOMY ITPOKOBTYBaHHi BMIiCTY (hlakOHA CHMIITOMHU Iepefo3yBaHHs B-0oKaTopaMu
MOXKYTh BKJII0YaTH OpaguKapilo, apTepiaabHy TinoTeH3ilo, cepleBy HEOOCTaTHICTh Ta OPOHXOCIIa3M.

Y Bumapky nepeno3yBaHHs ouyHuMU KparuisiMu BPIHEPA mikyBaHHS TOBUHHO OYTH CUMITOMATUYHUM
Ta migTpuMyouuM. Yepes BMiCcT OpHH30IaMigy MOXKe BUHUKHYTH €JIeKTPOJIiTHUM qucOaraHc,
PO3BUHYTHUCH allUO3HUN CTaH, @ TAKOX MOXKJIMBUY BIIJIUB Ha LIeHTPaJIbHY HEPBOBY CUCTEMY.
Heo06xigHO KOHTPOJIIOBATH PiBEHb €JIEKTPOJIITIB Y CUPOBATIIi KPOBi (0co0MMBO KaJliio) Ta piBeHs pH
KpPOBi. [loCIiaKeHHs IPOAEeMOHCTPYBay, 10 TUMOJIOJ BaKKO BUBOOUTHCS 3 OPraHi3My IIISIXOM
miamisy.

Io6iuni peakuii.

KopoTkuit ornsan naHux 3 6e3meku

Y KJTiHIYHUX JOCHIXKEeHHIX HalgacTilIuMy Mob6iYHUMY peakLisMu OyIu 3aTyMaHeHHS 30Dy,
ofipa3HeHHs OKa Ta Oisib B OI1i, 1110 BUHMKAJIU IPUONIU3HO y 2 - 7 % mallieHTis.

KopoTkuii orngn no6iyHUX peakiliv, HaBeqeHu v GopMi Tabauil

[Tig yac KTHIYHUX JOCTigXKEeHb 0YHUX Kpamenab OpuH30maMig 10 Mr/Mir TEMOJION 5 MT/MIT i
KOMITOHEHTiB OpHMH30/IaMily Ta TUMOJIONIY Ta y IIOCTMapPKETHHTOBUY II€Piof MOBiHOMIISIHN IIPO
HaBeJeHi HUXK4e Mo0iYHi peakil, 10 Kacu}ikyBaaucs HaCTYyIHUM YUHOM: qyxkKe dacTo (=1/10),
yacTo (=1/100 i <1/10), mHewacto (=1/1000 i <1/100), pigko (=1/10000 i <1/1000) myxe pigko
(<1/10000), yacTtoTa HeBifoMa (HEMOXKIMBO OLIHUTH 3 HasBHUX JaHUX). Y MexKax KOXKHOI rpynu
nobiyHi peakiii 3a3HayeHi y MOPSIOKY 3MEHILIEHHS IX CTYIIeHS TSKKOCTI.

[To6iuni peaxkuii

(BipmoBigHu# Tepmin MedDRA (8. 18.0))

Indexuifini Ta mapasuTapai YacToTa HeBimoMa: pUHOGAPUHTIT’, GapUHTIT’, CHHYCUT , PHHIT®
3aXBOPIOBAHHS

Knacu ta cucteMu opraHis

3 60Ky KpOBi HeuacTo: 3HUKEHHS KiNbKOCTI JIeHKOIHUTIB .
1 miM¢paTHYHOI CUCTEMH YacToTa HeBiIoMa: 3HUKEHHS KilTbKOCTi epUTPOLHTIB’,

MiBUINEHHS PiBHA XJIOPUMB Y KPOBi®



3 00Ky iMyHHOI CUCTEMHU

3 60Ky 00MiHYy PEYOBUH
[IcuxiyHi po3nanu

3 60Ky HEPBOBOI CUCTEMU

3 60Ky opraHiB 30py

3 00Ky OpraHiB CITyXy Ta
piBHOBaru
3 6oKy cepist

CynvusHI IOpyLIeHHS

YacroTa HeBigoMa: aHadinakcia’, aHabiTakTHYHKI MIOK
CHCTEMHi aJlepriuHi peakilil, BKII0YalOUY¥ aHTiOHEBPOTUYHUM
Ha6pHK2, JIOKaJlbHi Ta reHepasi3oBaHi BUCHUIIAHHS’, MiIBUIIEHA
9yT/IMBICTH', KPOIHUB SHKA’, CBEPOixk’

YacToTa HeBigoMa: rimornikemis’

Pinko: 6e3coHHs'.

YacToTa HeBimoMa: femnpecisi', BTpaTa maM’dTi’, anatis’,
IPUTHIYeHHS HaCTPOI®, 3MeHIIeHHs Nibifo’, HiuHi Xxaxu™,
HepBO3HiCTH

Yacro: mucressis’.

YacToTa HEBioMa: ileMist Cy[uH TOJI0BHOTO MO3KY’, iHCYIIBT’,
BTpaTa CBiMOMOCTi’, TIOCHJIEHHS 03HAK Ta CUMIITOMIB MiacTeHii
gravis’, COHIUBICTE’, IOPYIIEHHS MOTOPUKH®, aMHe3isd’,
TmoripimeHHs maM’saTi’, mapectesis™’, Tpemop’, rinecresisa’, BTpara
CMaxy’, 3allaMOpO4YeHHs *, TOJIOBHUIA 6ib’

YacTo: Kpam4acThil KePaTUT' , 3aTyMaHeHHs 30py’, Oi/lb B 09ax
nofpasHeHHs oueil’.

HeuacTo: KepaTut"*®, CyxXicTb oueli', 3a6apBIeHHS POTiBKY
BUJIi/IEHHS 3 ouell’, cBep6ixk o4eir™’, BifUyTTS CTOPOHHLOTO TiNla B
ouyax', OYHa rimepeMis’, rinepeMis KOH'IOHKTHBH .

Pinko: epo3ist poriBku', omaecleHIis B IepeHiil KaMepi oka',
CBiTNI0603HE', MiABHUINEHA CIbO30TeYa', TillepeMid cKiepu’,
epuTeMa IOBIK', yTBOPEHHS JIyCO4OK 10 KPasx MOBIK .

YacTtoTa HeBimoMa: 30inblIeHHS eKCKaBallil AuCKa 30pOBOT0
HepBa3, BifllapyBaHHS CYOUHHOI 000JIOHKH OKa IIiCys
TpabeKynoToMii’ (AuB. po3ain «OCOBIMBOCTI 3aCTOCYBAHHS»),
KepaTonarTisa’, JedeKT emiTeiio poriBKy’, IOPYLIeHHS 3 GOKY
emiTesnilo poriBKy’, MiABHUINEHHs BHYTPIiIIHLOOYHOTO THCKY,
NPeLUIiTaTy B OIli’, 3a0apBIeHHs POriBKY , HAaGPSK POTiBKH’,
3HMKEHHS YyTIMBOCTI POTiBKK’, KOH' IOHKTUBIT’, MeiGOMiiT’,
IUIUIONis >, MigBUIIEeHA YYTJIABICTH [0 SICKPABOTO cBiTIA®,
doromncia’, 3HUKEHHS TOCTPOTH 30py~", HOTIPIIEHHS 30Dy,
NTepuriyM’, 04Hui TECKOMPOPT’, CyXHii KepaTOKOH IOHKTHBIT
rinecresis oka®, mirMeHTaris ckiepu’, CyOKOH IOHKTHBAIbHA
Kicta®, mopymeHHs 30py’, HabpsK odeir’, anepriufi mposBu 3 60Ky
oueii’, Mafapo3’, mopymeHHs 3 60Ky IOBIK’, HaOPAK MOBiK', IT03.
YacToTa HeBiloMa: BepTUTO’, IIyM Y ByXax’

YacTo: 3HMKEHHS YAaCTOTH CeplIeBUX CKOPOYeHb/3MeHIIeHHS
IyJILCY .

YacToTa HeBiIoMa: 3yIHHKa CepIis’, HOTipIIeHHs QYHKIII cepus’,
3acTiliHa ceplieBa HeJJOCTaTHICTh’, aTPiOBEHTPHUKYNIsAPHA G1I0Kaza’,
Kappio-pecipaTopHuil AUCTpeC’, cTeHoKaphia®, 6pagukapmia™’,
HeperyIsSpHICTh YaCTOTH CeplieBUX CKOPOYeHb’, apUTMis™,
TIIpHCKOpeHe ceplebuTTa™’, Taxikapmis’, migBuIeHa YacToTa
CepIeBUX CKOPOYeHs’, Gillb y TpyAsax’, HaOpsK’

HeyacTo: 3HMKEHHS apTepialbHOro THCKY .

YacToTa HeBimoMa: apTepiasbHa TiloTeH3is’, rimepreHsis’,
TiIBUIIEHHS apTepianbHOTo TUCKY', peHoMeH Peiino?,
TIOXOJIONAHHS KiHIIiBOK’



3 00Ky guxanbHOI cuCTeMu, HeudacTo: Kallems .

TOpaKallbHi i MefiacCTUHAMbHI Pifgko: 6inp y rioTmi', puHopes'.

IOPYLIEHHA YacroTa HeBigoMa: 6poHX0CcIa3M’ (IIepeBakHo y Iallie€HTIB 3
TIOTIEPETHBO iICHYIOYHMM OPOHXOCIIAaCTUYHHUM 3aXBOPIOBAHHSIM),
3aMIIKa’, acTMa’, HocoBa KpOBOTeua', TilepakTHBHICTh GPOHXIB’,
MIoApa3HeHHd ropﬂa3, 3aKJIafeHicTh Hoca®, 3acTiit Y BEPXHIX
MUXaJbHUX IUISXaX , Ha[JIMIIKOBaA CeKpelis HOCOrTIOTKOBOTO
CNM3y’, YXaHHS', CyXiCTh Y HOCI’.

3 60Ky IITYHKOBO-KHMIIKOBOT0 YacToTa HepigoMa: 6moBaHHa ", Giflb Y BepXHill YacTHHI KKBoTa'",

TPaKTy 6inb y KuUBOTI’, miapes'”, cyxicTs y poti', Hymora', e3odarit’,
mucrencis™’, abgoMiHanbHui TECKOMPOPT’, TUCKOMPOPT y
IIYHKY’, HOCHIEHHS IePUCTaNbTHKY KUIIEYHUKY , PO3Tagy
IITYHKOBO-KHIIIKOBOTO TPAKTY’, TillecTe3is pOTOBOI IIOPOXKHUHL',
TlapecTes3is poToBOI MOPOXKHUHK', METEOPU3M’

3 OOKy MeyiHKy i YacToTa HeBimoMa: BiTXuIeHHS Bil HOPMU MOKA3HUKIB EYiHKOBUX
JKOBYOBHUBIOHUX IIIIAXIB npo6’

3 60Ky wIKipy Ta MmifmKipEEX YacToTa HeBigoMa: KPOIKB'SHKA', MaKyJo-Iamlylbo3Hi

TKAHUH BUCHIIAaHHA ', TeHepani3oBaHuil cBep6ixk’, yIIiIbHeHHS MKipy'®,

IepMaTUT’, aJlomelis’, ICopia3ononi0Hi BucunanHs abo
3aroCTpEeHHS IICopia3y’, BUCUIAHHSA', epuTeMa’”’, CHHAPOM
CriBeHca — [I;KOHCOHA/TOKCUYHUY ellimepManbHUI HEKPOIi3 (OuB.
po3min Oco6MUBOCTI 3aCTOCYBAHHS).

3 60Ky CKeneTHO-M'si30B01  YacToTa HeBigoMa: Mianris', cmasmu M’s3is’, apTpanris’, 6inb y

CHCTEeMHM Ta CIIONyYHOi ciuHi’, 6ib y KiHIiBKax’

TKaHUHH

3 60Ky HUPOK Ta HeuacTo: HasgBHICTb KPOBi B ceyi',

CEYOBMBIHUX IIJISIXiB YacToTa HeBinoMa: 6ifTb y AiAHII HEPOK', HOIaKiypisa’.

ITopymeHHs penponyKTiBHOI YacToTa HeBifoMa: OPyIIeHHS epeKIii, craTeBa AUCHYHKIIA,
byHKIil Ta GyHKIII MOJIOYHOL 3HUKEHHS NTi6ino>

3a503u

TTopymIeHHs HeuacTo: He3gyXaHHA".

3arajibHOTO XapaKTepy Ta YacToTa HeBimoMma: 6inb y rpyasax’, 6iis’, migsuieHa

CTaHH, IIOB'A3aHi 3 MiCIIEM  promrioBaHicTh'’, acTeHia™’, AUCKOMOPT y IPYAHIN KITiTIi’,

BBEMICHHA Bi[9yTTsl TPUBOTH’, [PATIBIMUBICTL’, TepU(epHYHHI HAOPAK',
3QJIMIIKA JTiKapChKOro Iperapary’
JTabopaTopHi MOKAa3HUKHU Heuyacro: mifBumeHHs piBHS KaJlilo B KpoBi', MifBUILEHHS PiBHA

JIaKTaTOerifporeHasu y KpOBi1
'TIo6iuHi peaxkiiii, SiKi ciocTepiraaucs Ipy 3aCTOCYBaHHI Ipenapary.

‘IlomaTkoBi mMoGiuHi peakiii, IKi crocTepiranucs Mpu 3aCTOCYBaHHI TUMOJIONY SIK
MOHOTepaIil.

‘IMomaTKoBi moGiuHi peakiii, SIKi crocTepiraaucs mpy 3aCTOCYBaHHI OPUH30IaMIiNy K
MOHOTepalril.

Onuc geskux TOOIYHUX PeakIlii

Iusressis (ripkuit abo He3BUYHUY IPHUCMaK y POTI Micyg 3aKanyBaHHs) Oyaa CHCTEMHOIO T00iYHOI0
peaxili€to, MoOB’sI3aH0I0 i3 3aCTOCYBaHHSIM OYHUX Kpamnesnb OpuH3oaamin 10 Mr/mMa TUMOJION 5 MI/MII,
PO Ky YacTO MOBigOMIIAIM y KITiHIYHUX JocTimkeHHsX. BoHa, iMoBipHO, Gyra 1moB’s3aHa 3
OpuH30J1aMigoM Ta CIIpUYMHEHA MOTPAIITHHSIM OYHUX Kpalesib Y HOCOTJIOTKY Yepe3 HOCOCIi3HUM
KaHasl. [I[pUuTUCHEHHS B OiNISIHIII HOCOCIILO30BOI'0 KaHany abo o6epekHe 3aKPUTTS IMOBIK IMicIis



3aKalyBaHHS MOXkKe 3MEHIINTH BipOTimHICTb IbOT0 MPOSIBY (AUB. po3min «Crocib 3acTocyBaHHS Ta
OO3U»).

Ousni kpanni BPIHEPA micTaTs OpuH301aMif, sikul € inribiTopoM KapOoaHTrifpasu cyabhoHaMigHOI
rpyny, 1o abcopOyEeTHCSA CUCTEMHO. 3a3BUYal IPU 3aCTOCYBaHHI CUCTEMHUX iHTiOiTOPIB
KapOoaHTigpa3y BUHMKAIOTh IITYHKOBO-KUIIKOBi, HEPBOBi, reMaTOJIOTiYHi, HUPKOBi Ta MeTabomiuHi
po3namu. Taki K Tunu MoOiYHUX peakliii, SKi BIaCTUBI IepopasbHUM iHTibiTOpaM KapOoaHTigpasu,
MOXKYTh BUHUKHYTH i IIPH 1X MiClIeBOMYy 3aCTOCYBaHHi.

Tumonon abcopOyeThCs B CUCTEMHUM KPOBOTIK. L]e MOxKe CIPUYMHUTH TaKi XK mMo6GiuHi peakiii, aki
BJIACTHBI cucTeMHUM B-6110KaTopaM. HaBeneHi mo6iuHi peakiiii BKITI0OYalOTh peakllii, mpuTaMaHHi
KJ1acy 0 TanbMOJIOTiYHUX B-6JI0KaTOPIB.

Buinie HaBefieHi momaTKOBI M06iuHi peakilil, TOB’s3aHi i3 3aCTOCYBaHHSAM OKPEMUX KOMIIOHEHTIB, SKi
MOXKYTb [IOTEHI[INHO BUHUKATU IIPU 3acTOCyBaHHI ouHuX Kpanenb bPIHEPA. YacTtoTa BUHUKHEHHS
CUCTEMHUX MOOIYHUX peakiliii micis MicueBoro opTaabMOIOTiYHOT0 3aCTOCYBAHHS HUXKYaA, HiXK ITpU
CHCTEeMHOMY 3aCTOCyBaHHi. [IJ1s1 3MeHIIeHHsT CUCTeMHOi abcop6irii muB. po3min «Crocib 3acToCcyBaHHS
Ta JO3U».

3adikcoBaHo Taki moOiyHi peakuii mig yac Tepamil i3 CHCTEMHUM 3aCTOCYBaHHSAM THUMOJIONY: HaOpsSK
JIETeHiB, 3HNKEHHS pPiBHA (Di3MYHUX HaBaHTaXKEeHb, IMigBUINEHA MTIUBICTh, eKCHOTiaTUBHUA
IepMaTUT, 3HUKEHHS KOHIIEHTpallil, yCKJIafiHEHe CeYOBUIYCKaHHS, TilleprilikKeMisi, XpUIIH,
HecnelupiyHa TPOMOOLUTOEHIYHA ITypIIypa.

Tepmin npudamHocmi.

2 poku. He BukopucTOByBaTH Ginbille 4 TUXKHIB IIiC/IS MEPIIOro PO3KPUTTS (IaKoHa.

YMoBu 30epiranssi.

I mpemapaTty He MOTPiOHi cremianbHi yMOBU 30epiraHus.

36epiraté y HEOOCTYIIHOMY IJIST OiTe# MiCIIi.

VnakoBka. [10 5 M1 y QrakoHi 3 KpamnenbHUIER; 110 1 (/1aKoHY 3 KpaneabHULE y
KapTOHHIN KOPOOIIi.

Kareropist Bimmycky. 3a peLerToM.

BupoOHHK.

Cenricc ®apwma IIBT. JITH., IHAiA.
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