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IHCTPYKUIA

ANA MeAUYHOro 3aCTOCyBaHHS JlikapCbKOro 3acoby

BAJIAPOKC

(VALAROX®)

Cknap:

Aitoya pe4yoBuHa: po3yBacTaTuH, BasiCapTaH;

1 Tabnetka, BKpuTa nAiBKOBOK 0O60MOHKOK, MICTUTb 10 Mr po3yBacTaTUHY Yy
BUINSA4I po3yBacTaTUHY KanbLito Ta 80 mr BasicapTaHy abo 20 mMr
po3yBacTaTUHY Yy BUIrNs4i po3yBacTaTuUHy Kasnbuito Ta 80 Mr BancaptaHy, abo
10 ™Mr posyBacTaTuHy Yy BUrIa4i po3yBacTaTMHyY Kanbuito 1a 160 Mr
BasicapTaHy, abo 20 Mr po3yBacTaTuHy Yy BUrNgaA4i po3yBacTaTUHY KanbLito Ta
160 Mr BancapTaHy;

AOMOMIDKHI peYOoBUHM: LEeNnnono3a MikpokpucrtanidyHa (tun 102), nakTo3u
MOHOrigpaT, HaTPil0 KpOCKapMeno3a, KpeEMHIIO AioKkcna KonoigHmin 6e3soaHunn,
MarHito cteapart, MaHiT (E 421), nosigoH K 25, HaTpito naypuncynbdart, okcua
3anisa xostunn (E 172);

rnaiBkoBa ob0J/10HKa: NONIBIHINOBUW cNUpT, TUTaHy aiokema (E 171), makporon
3000, Tanbk, okcua 3aniza vyepsoHun (E 172) (okpiMm gosysaHHa 20 mr/ 160
Mr), okcua 3aniza xoetun (E 172) (okpim gosysaHHsa 20 mr/ 80 mr ta 10 mr/
80 mr).

Jlikapcbka cpopmMa. Tabnetku, BKpUTi NAiBKOBOKO 060/10HKOIO.

OCHOBHi @i3nKo-XiMiYHI B/1aCTUBOCTI:

Tabnetkn 10 mr/ 80 Mr: TeMHO-pOXeBi, Kpyrni, 3nerka ABOONYK/i, BKPUTI
NAiBKOBOKO 060MOHKO TabneTkm 3i CKOWEHHMMU KpasiMu Ta rpaBitOBAHHAM

«K4» 3 ogHoro 6oky;

Tabnetkn 20 Mr/ 80 Mr: TeMHO-pOXeBi, KancysoBWUAHI, 37erka ABOONyKni,
BKPUTI NNiBKOBOK 06010HKO TabneTku 3 rpasitoBaHHAM «K3» 3 ogHOro 6oky;

Tabnetkn 10 Mr/ 160 Mr: TeMHO-pOXeBi, OBasjbHi, ABOOMYKNi, BKPUTI
NAiBKOBOK 060N0HKOK TabneTku 3 rpasBitoBaHHAM «K2» 3 ogHOro 6oky;
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Tabnetkn 20 mr/ 160 Mr: 37nerka KOpMYHEBATO-XXOBTi, OBasibHi, ABOONYKI,
BKPUTI NNiBKOBOK 060/10HKOIO TabneTkn 3 rpasitoBaHHAM «K1» 3 ogHOro 60Ky.

dapMmakoTepaneBTUYHa rpyna. linoninigemMiyni 3acobu. IHribéitopu IMI-
KoA-peaykTasu, iHwi kombiHauii. Kog ATX C10BX10.

®apmMakos10riyHi B/1aCTnBOCTI.

®apmakoanHamika.

BancaprtaH

BancapTaH € akTMBHUM i cneymdiyHMM aHTaroHiCTOM peLenTopiB aHrioTEeH3UNHY
IT, wo Npu3HayYeHnn ANs BHYTPIWHbLOrO 3acTOCyBaHHSA. BiH aie BMbipkoBO Ha
peuenTtopu niatuny AT1, AKi € BiaAnoBiAanbHMMK 3a edeKkTn aHrioTeHsnny II.
MigBuweHi piBHi aHrioteHsmHy II BHacnigok 6nokaan AT1-peuenTopiB
BasiCAapTaHOM MOXYTb CTUMynOBaTM He3abnokoBaHi AT2-peuenTtopu, LWO
MalTb npoTunexHi ATl-peuentopaM edekTu. BancaptaH He Ma€ XOAHOI
aroHiCTMYHOI aKTMBHOCTI BigHOCHO AT1-peuenTopiB i Mae HabaraTo 6inblwy
(npnbnnsHo y 20000 pasiB) cnopigHeHicTb 3 AT1-peuentopamun, Hix 3 AT2-
peuenTtopamu. HesigoMo nNpo Bunagku, WwWob BancapTaH BCTYNaB y B3aEMOAIIO
abo 6nokyBaB peuenTopu iHWKNX rOPMOHIB abo iOHHI KaHanwu, §Ki, K BiAOMO,
BiAirpatoTb BaXXNMBY posib y perynsuii @yHKUin cepueBo-CyaMHHOI CUCTEMMU.

BancaptaH He MpUrHidye aHrioTeH3nHnepeTBoptoBanbHU dhepMmeHT (AMNOD),
BiAOMWUN TaKOX Mig Ha3BOK KiHiHa3n II, aKMi NepeTBOPIOE aHriOTEH3MH I B
aHrioteH3uH II i pynHye 6pagunkiHiH. OCKinbKK BancaptaH He BrnsinBae Ha AlNd®
Ta, BIiANOBIAHO, He nNigBUWYE piBHI 6paaunkiHiHy abo peyoBuHM P,
MasnoMMOBIpHO, WO BiH 6yae acouditoBaTuca 3  KawseM. Y  KAIHIYHKUX
AOCNIAXEHHAX, Ae BancapTaH nopiBHioBaBcs 3 iHribitopom AlMN®, yacToTa
BMNaaKiB cyxoro kaws 6yna 3HayHo meHwow (P < 0,05) y nauieHTiB, aKi
NiKyBanucs BasncapTaHOM, HiX Yy NaUiEHTIB, AKi npuManu iHribitop AMNo® (2,6
% nopiBHAHO 3 7,9 % BigNoBiAHO). Y nNauieHTIB, SAKi paHiwe nikyBanucs
iHri6iTopoM AlN®, po3BMBABCA CYXMW Kallenb, Npu flikyBaHHiI BancapTaHoOM Le
yCcKknagHeHHs 6yno Bia3HaveHo y 19,5 % Bunagkis, a npu NikyBaHHI Tia3naHUM
AiypeTnkom — y 19 % Bunagkie, y TOM vac SK y rpyni XBopux, SKi oTpuMyBanu
nikyBaHHSa iHribitopom AlN®, kawenb cnoctepiraesca y 68,5 % Bunaakis
(P < 0,05).

ApTepiasibHa rinepreH3is
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3acTocyBaHHS npenapaTy NauieHTaM 3 apTepiasibHOK  TrinepTeH3ietn
NPU3BOANTb A0 3HMXXEHHS apTepiasibHOro TUCKY, He BNJIMBAKOYM Npu LbOMY Ha
4acToTy MyJsibCy.

Y 06inbwocCTi nauieHTiB nicna npuM3HayYeHHsa pa3oBOi A03M  npenaparty
BHYTPILWHbO @HTUriNepTeH3UBHUN edeKT PO3BUBAETLCA MPOTAroM 2 roguH, a
MaKCMMasibHE 3HUMXXEHHS apTepianbHOro TUCKY [OCAraeTbCAa B Mexax 4-6
rOAUH.

AHTUriNepTeH3NBHUIN edeKT 36epiraetbca binbwe 24 roguH nicnsg npumnomy
pa3oBOi 403X npenapaTy. 3a YMOBM perynsapHOro 3acTtoCcyBaHHSA npenapaTty
MaKCMManbHUN TepaneBTUYHUN edeKT 3a3BuYan AOCAraeTbCA NpoTArom 2-4
TUXHIB | YTPUMYETLCA Ha AOCATHYTOMY PiBHI B Xo4i TpuBanoi Tepanii.

Y kKoMbiHaUii i3 riapox/0poTia3anaoM AOCAraETbCA 3Ha4YHe 404ATKOBE 3HUXKEHHS
apTepianbHOro Tucky (AT).

PanTtoBa BigMiHa BancapTaHy He NpuU3BOAMTb A0 BiAHOBJ/IEHHSA apTepiasibHOI
rinepteHsii abo A0 iHWKNX NOBIYHUX KIIHIYHUX A9BULL.

IHWwe: noaBiviHa 6710Kkaaa peHIiH-aHrioTeEH3UH-a/1bA0CTEPOHOBOI CUCTEMU

(PAAC)

Mpu 3actocyBaHHi KoMb6iHauii iHri6itopy AMN® 3 6nokaTopoM peuenTopis
aHrioTeH3uHy II y nauieHTiB 3 HasABHICTIO B aHaMHe3i cepueBo-CcyanHHOro abo
LepebpoBacKynpHOro 3axBOpOBaHHSA, abo uykpoBoro aiabety 2 tuny i y
nauieHTiB 3 UyKpoBMM AiabeTom 2 Tuny Ta AiabeTnyHolw HedponaTiewn Yy
NOPIBHSAHHI 3 MOHOTEepaniel cnocTepiraBcs MiABULWEHUA PU3BUK PO3BUTKY
rinepkaniemii, rocTporo ypaxeHHs HMpokK Ta/abo rinoteHsii. bepyun no ysaru
iX noAaibHi papMakoaAnHaMiIYHi BNAaCTUBOCTI, Ui HACNiAKN TaKOX € AINCHUMMK ANS
iHWKX iHri6iTopie AMN® Ta 6s10kaTopiB peuenTopiB aHrioTeH3nHy II.

TaknM 4mHOM, iHri6iTopn AMN® Ta 6nokaTopu peuenTopiB aHrioteH3nHy II He
Ccnia oAHOYaCHO 3aCTOCOBYBATWM MNaUi€EHTaM, sKi CcTpaXaakTb Ha AiabeTunyny
HedponarTito.

Mpw popaBaHHI anickipeHy A0 cTaHAapTHOI Tepanii iHribitopom AMN® abo
6nokaTopoM peuenTopiB aHrioteH3nHy II y nauieHTiB 3 uykposum aiabetom 2
TUNY | XPOHIYHUM 3aXBOPOBAHHSAM HUPOK, CEpLEBO-CYAUHHUM 3aXBOPIOBAHHSAM
abo i TMM i iHWKMM BMNAAKK CMepTeN B pe3ynbTaTi cepueBo-CyaMHHOI naTonorii
Ta iHCYNbTy 6ynu (B YNCIOBOMY BifHOLWEHHI) 6inblW YacTuMK y rpyni Nnpunomy
anickipeHy, Hix y rpyni npuromy nnauebo, a npo nobivHi sBMLa Ta CEpUO3HI
nobiyHi gBMWa, WO nNpeacTaBNsaAlTb 0cobnmBUI iHTepec (rinepkaniemis,
rinoTeHsis Ta nediHkoBa AUCHYHKLUIA), MOBIAOMAANOCA dacTiwe y rpyni
NPUNOMY anickipeHy, HiXX y rpyni npunomy nnauebo.
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Po3yBacTtaTuH

Po3yBacTaTuH € CETIEKTUBHMM KOHKYPEHTHUM iHribitTopom FMIM-KoA-peaykTtasm,
depMeHTy, WO BM3HAYAE WBWUAKICTb peakuii Ta nepeTBOprE 3-TigpOKCM-3-
MEeTUNrnyTapun-koeHsum A Ha MeBasioHaT, rnonepeaHuK XoJsiecTepuHy.
MepBMHHUM MicLeM Aii po3yBacTaTUHY € NeYiHKa, OpraH-MilleHb 419 3HUXEHHS
KOHLEHTpauii XonecrtepuHy.

Po3yBacTaTuH 36inbLlIYE KiNbKiCTb peuenTopiB NinoNpoTeiHiB HU3bKOI LWiNbHOCTI
(JIMHLL) Ha noBepxHi KNITUH nediHkK, 36inblwyo4vn 3axonseHHs Ta kataboniam
JINMHL, wo npn3BoanTb A0 NPUrHIYEHHS CMHTE3Y B NediHUi 1inonpoTeiHiB AyXe
HU3bKOI wWinbHocTi (JIMAHLL), 3MeHwy4Yn TUM caMMM 3arasjbHy KifbKiCTb
yacTtok JIMNHLW, Ta JINAHLL.

Po3yBacTtaTMH 3HUWXYE nNigBuLleHUN piBeHb XxonectepuHy (XC) JIMHLL,
3arasibHOro xonecrepuHy Tta Tpurnidepuais (TI), a TakoX NiABULLYE piBEHb
X0NecTepuHy ninonpoTeiHiB BUCOKOI WinbHOCTI (XC JIMBLL). BiH TakoX 3HUXYE
piBeHb anonpoTeiHy B (AnoB), xonectepuHy He-JIMBL (XC He-JINBL),
xonectepuHy JINAHLL (XC JIMHLL), Tpurnivepuais JINAHLL, a TakoX nigBuLlye
piBHi anonpoteiHy A-I (AnoA-I) (aus. Tabnuuyio 1). TakoX po3yBacTaTWUH
3HMXYE cnisBigHoweHHa XC JINMHLL/ XC JINBLL, 3arancHnn XC/ XC JIBL, Ta XC
He-JIMBLL/ XC JINBLL i AnoB/ AnoA-I.

Tabnuusa 1

EdeKkTUBHICTb 403K Yy NaUIeHTIB 3 NepBUHHOLO rinepxonecrepuHemieto (tun Ila
i IIb) (ckopuroBaHa cepefHs 3MiHa y BiACOTKax Bif NOYATKOBOroO piBHSA)

[Jdo3a KinbkicTt XC 3aranbHu XC T XC Ano | AnoA
b JIMH n XC JNB He- B -1
LLL L JnB
LLL

Mnaueb 13 -7 -5 3 -3 -7 -3 0

o]

5 17 — 45 - 33 13 (-3 | -44 |- 38 4
5

10 17 - 52 - 36 14 (-1 | -48 (-42 4
0

20 17 - 55 — 40 8 -2 | -51 |-46 5
3

40 18 - 63 — 46 10 |-2 | -60 [(-54 0
8

TepaneBTUUYHUN edeKT [OCAraETbCA NPOTAroM 1 TWXKHA Nicna nodaTky
3acTtocyBaHHsa npenapaty, 90 % MakcMManbHOro edekTy 4yepes — 2 TUXHI.
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MakcuManbHuUi edeKkT, sK NpaBuI0, LOOCATaeTbCA 4yepe3d 4 TUXKHI Ta
NiAoTPUMYETLCA Hagani.

PosyBacTtaTnH e(peKTUBHUN Y AOPOC/NX MALIEHTIB 3 rinepxonecTtepnHeMiero, 3
rineptpurniuepuaemieto abo 6e3, HeszanexHo Big pacu, ctaTti abo Biky, Ta y
MauieHTIB, 3 LYKpOBMM aiabeToM abo i3 CiMEMHOIO rinepxosiecTepuHEMIELo.

Hanbinbw nownpeHmMmn nobiyHMMM peakuismm, WO BeayTb A0 MPUNUHEHHS
3aCTOCYBaHHS po3yBacTaTWUHY, € Mianria, abaoMmiHanbHun 6inb, BUCKUN.
Hanuactiwmmm nobiyHMMKN peakuisimmn, WO BUHUKANM oaHakoBo abo weualle,
Hi)XK NpW 3acTocyBaHHi nsauebo € iHdekuii cevyoBMBIAHOI CUCTEMMU,
Ha3odapuHriT, 6inb y cnuHi Ta Mianris.

®apMaKoKiHeTHKa.

BCcMOKTYBaHHS

BancapraH

[Micha nepopanbHOr0 3acCTOCYyBaHHA MpernapaTty MaKCUManbHI KOHUeHTpauii
BancaptaHy y nna3mi KpoBi (Cmax) AOCAratoTbCs NpoTaAroMm 2-4 roauviH, y
BUrNS4i po3unHy - yepe3 1-2 roanHun. CepenHa abcontoTHa 6i040CTYyNHICTb
TabneTok Ta po34ynHy npenapaTy ctaHoBUTb 23 % i 39 % BianosigHo. MNpunom
DKi 3HMXKYE eKkcrno3uuito Ao BancaptaHy npubnmsHo Ha 40 %, MakcMManbHY
KOHUeHTpauito y nna3Mmi KpoBi (Cmax) npubnmsHo Ha 50 %, xo4a npmbnmsHo
yepe3 8 roamH nicng 3acToCcyBaHHS npenapaTy KOHUeHTpauil BascapTaHy Yy
nAasMmi KpoBi € aHaNOryHMMKM y rpynax NpunoMy npenapaTy HaTwe i nicng
BXMBAHHA DKi. OAHak Take 3HMXEHHSA eKCrno3uuii He CynpoBOAXYETbCA
KNiHIYHO 3HAYYyLWMM 3HUXXEHHAM TeparneBTUYHOro edekTy, i TOMy BancapTaH
MO>XHa 3acTocoByBaTu abo nig yac npmrMomy ixi, abo Mixk npnmnomamu.

Po3yBacratuH

MakcuManbHa KOHLUEHTpaLlia po3yBacTaTUHY Y Na3Mi JOCAraETbCA NpUBAN3HO
yepe3s 5 rogumH nicng NpuMoMy BHYTPiWHBLO. A6cCoNTHa 6i0A0CTYMHICTb
cTaHoBUTb 6nm3bko 20 %.

Po3noain
BancapraH

O6’eM po3noainy BancapTaHy y ctabiibHOMY CTaHi MiCi9 BHYTPILLHbOBEHHOIO
BBeAEHHS CTaHOBUTb NpubAn3HO 17 N, BKasyw4yum Ha Te, WO BancapTaH He
PO3MOAINAETbCA Y TKAHUHW eKCTeHCUBHO. BancaptaH nobpe 3B'A3yeTbcsa 3
6inkamMu cupoBaTkn KpoBi (94-97 %), 3aebinbworo 3 anbbyMiHOM.
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Po3yBacratuH

Po3yBacTaTMH eKCTEHCMBHO MNEepeTBOPKETLCA B MeYiHUi, sika € MepBUHHUM
LLEHTPOM CUHTE3y XOoJsieCcTepUHy Ta KhipeHcy xonectepuHy JIMHLL. O6’em
po3noainy po3yBacTaTUHy CTaHOBUTb npubnusHo 134 n. lMpunbnusHo 90 %
po3yBacTaTuHy 3B'A3yl0oTbCsd 3  6inkamMm nnasMm, rONOBHUM UYMHOM 3
anbbyMiHOM.

MeTabonism
BancapraH

BancaptaH He 6i0TpaHCPOPMYETLCA 3HAYHOK MIpPOKD, OCKINIbKK Nnie 611M3bKo
20 % po3un BuBoamTbCca Yy dopMi MeTaboniTie. TligpokcmmeTabonit 6yB
BM3HAYeHUN Yy nrasMi KpoBi y Manin KoHueHTpauii (MeHw 10 % AUC
BancapTaHy). Llen metabonit € dapMakonoriyHoO HEakKTUBHUM.

Po3yBacratnH

MeTaboniaM posyBactatuHy obmexeHun (npubnmsHo 10 %). [ocnigXeHHS
mMeTabonismy in vitro i3 3aCTOCyBaHHSAM renaToumTiB JOANHN BKa3YlOTb Ha Te,
WO po3yBacTaTUH € Ayxe cnabkmm cybctpatom ang mMetaboniamy Ha OCHOBI
umtoxpomy P450. CYP2C9 6yB OCHOBHWUM i30(epMeHTOM, WO 6bpaB y4dacTb Yy
mMeTaboni3mi, Toai sk isodepmeHTn 2C19, 3A4 Ta 2D6 6ynn 3anydeHi MEHLIOO
Mipoto. OCHOBHMMK BU3HA4YeHUMKU MeTabonitTaMm € N-ge3MeTun Ta JIaKTOH.
Metabonit N-peametun € npubnnsHo Ha 50 % MeHWw aKTUBHUN, HIX
po3yBacTaTuH, a dopMa NaKTOH BBAXXAETbCS K/iHIYHO HEAKTMUBHOILO.

BuBeneHHs

BancapraH

BancaptaH nokasy€e MynbTUEKCNOHeHUianbHy KiHeTukKy po3nagy (tia < 1
roanHu Ta ti2g NpubAN3HO 9 roanH). BancapTaH rolIOBHUM YMHOM BUBOAUTHLCS
yepes XOBYOBUBIAHI WAAXM 3 pekaniamm (6nmsbko 83 % [03M) Ta HUPKAMMK i3
ceyeto (6nm3bko 13 % posn), 34ebinbworo y HesMmiHeHoMy Burnsgi. icng
BHYTPIiLLHBOBEHHOIO BBEAEHHS MNJ1Aa3MOBUW KNipeHC BasicapTaHy CTaHOBMUTb
npmbnnsHo 2 n/roa, a Noro HUPKOBUN KJlipeHc cTaHoBUTb 0,62 n/roa (61n3bKO
30 % 3aranbHOro knipeHcy). lMNMepioa HaniBBMBEAEHHS BancapTaHy CTaHOBUTb
6 roguH.

Po3yBacratuH
MpnénnsHo 90 % [03M po3yBacTaTUHY BMBOAUTLCHA Y HE3MIHEHOMY BUMNsAAi 3

dekaniamn (cknapaetbca 3 abcopboBaHoi Ta HeabcopboBaHoi Aito4oi
peyYoBMHM), @ 3a/IMLOK BUBOAUTLCS i3 cedveto. MNpnbnunsHo 5% BuBOAUTLCA Y
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He3MiHeHOMY BUrNg4i i3 ceyetro. lNepiog HaniBBUBEAEHHA 3 NJ1a3MU CTAaHOBUTDL
npnbnusHo 20 roamH. lMNMepioa HaniBBMBeAeHHS He 36iNblUIYETBCA NPU BUCOKUX
nosax. CepegHeE reomMeTpuyHe 3HAYEHHS MJ1a3MOBOro KJlipeHCy CTaHOBWUTb
npubnnsHo 50 n/rog (koediuieHT Bapiauii 21,7 %). Ak i y iHWKX iHri6iTOpIB
MIM-KoA-peanykta3un, 3axOnjieHHA Me4yiHKOK po3yBacCTaTUHY MPOXOAUTb 3a
y4yacTio MembpaHHoro TpaHcnopTepa OATP-C. Llen TpaHcnopTep Biairpae
BaXJIMBY pPOJib Y BUBEAEHHI pO3yBacTaTUHY 3 NeEYiHKU.

JTiHiNHICTb/HEeNiHINHICTb

Po3yBacratuH
CncteMHa ekcnosuuisi po3yBacTaTUHY 36iNblIYETbCS NponopuUinHO Ao03i. lMpu
NpUMOMiI  aeKkinbkox Ao06oBMx [03 (apMakoOKiHETUYHI NapaMeTpu He

3MiHKOOTbCA.

OKpeMi rpynu nawieHTIiB

Bik Ta crarb

Ha dapMakoKiHETUKY poO3yBacTaTUHY Y AOPOC/AMX BiK Ta CTaTb 3HAuylle He
BnamBann. ®apMakoKiHeTMKa po3yBacCTaTUHy Yy Aiten | nignitkie 3
reTepo3uroTHOK CiMEMHOIO rinepxonecrepuHeMieto 6yna noAibHow A0 Takoi y
aAopocnunx fobposonbuiB (AMB. «iTU» HUXKYE).

[MleBHe nigBUWEHHA €eKCrno3uuii BancapTaHy ChnocTepiranocsa Yy AesaKkux
NauieHTIB NiTHbOrO BiKy NOPIBHSAHO i3 0cobaMy MONOAOrro BiKY, 0AHAK, KNiHiYHe
3HA4YeHHSA UbOro HesigoMe.

Paca

dapMaKoKiHEeTUYHI AOCNIAKEHHA AEeMOHCTPYIOTb NigBULLEHHS NPpUOIN3HO B 2
pa3n MegiaHHMX 3HadeHb AUC Ta Cmax pO3yBacTaTUHy Yy NpeacTaBHUKIB
HapoaiB AS3ii (anoHuiB, KkuTawnuis, dininniHuiB, B’€THaMUIB Ta Kopenuis),
MOpiBHAHO 3 nMalUieHTaMMU €BPONEoIAHOI pacun; Yy IHAYCIB CNOCTepiraETbCs
36inbweHHa npumbnusHo B 1,3 pasa MediaHHMX 3HadeHb AUC Ta Cmax.
MonynauinHnn QapMakoKiHETUYHUIN aHani3 He BUSABWUB KIIIHIYHO 3Ha4yLwoi
pi3HMUI Y papMaKOKiHETULI MiXK NpeaCcTaBHMKAMW €BPONEOiAHOT Ta HerpoigHoi
pac.

lMopyLweHHs1 pyHKUII HUPOK

Mig 4yac gocnigXeHHs 3a ydacTi NauieHTIB i3 pi3HMM CTyrneHeM MnopyLUeHHS
dYHKUIT HUMPOK 3MiH MNa3MOBUX KOHLUEHTpauin po3yBacTaTUHY 4YM WOro
MeTabonity N-gesameTuny B nnasmi Kposi y oci6 3i cnabkoto abo nomipHOLo
HUPKOBOK HEAOCTATHICTIO BiA3HA4YeHO He 6yno. Y nauieHTiB 3 TSAXKUM
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nopyweHHAM (PyHKLUIiT HUPOK (KnipeHC KpeaTuHiHy < 30 MA/XB) KOHUEHTpauis
po3yBacTaTMHy B nna3Mmi 36inbwyBanaca y 3 pa3u, a KoHueHTpauia N-
aAesmeTtuny — y 9 pasis, NOPiBHAHO 3 BiANOBIAHMMM MOKA3HUKAMU Y 340POBUX
nobposonbuis. KoHueHTpauii po3yBacTaTuHy B nja3Mi KpoBi y cTtabinbHOMY
CTaHi y nauieHTiB, SAKi npoxoasTb remogianis, 6ynn npmbnmsHo Ha 50 %
BULLUMMMN, HIX Y 340p0BUX A06pPOBOSIbLIB.

OuikyBaHO ANS CMoslyK, HUPKOBUW KNipeHC SKux ctaHoBuTb nuwe 30 % Bia
3arasibHOro KJipeHcy njaa3mu, He CNoCTepirasiocs XXo4HOro B3aEMO3B'A3KY MiX
PYHKLUIE HUPOK i CACTEMHUM BMNJIMBOM BasicapTaHy. TOMy KOpUryBaHHS 403U
ANS NauieHTIB 3 nopyweHHsM dYyHKUIT HUMPOK (KipeHC KpeaTuHiHy > 10
MJ1/XB) He NoTpibHe. Hapasi BiaCyTHIM Aocsia won0 6e3neyHoro 3acToCcyBaHHS
nauieHTaM 3 KJ/ipeHCOM KpeaTuHiHy < 10 MA/xB Ta nauieHTaM, sKi
nepebyBaloTb Ha Aianisi, TOMy BasicapTaH C/i4 3aCTOCOBYBaTK 3 06epexHicTio
Lin KaTeropii nauieHTiB. BancaptaH Ma€ BUCOKMW CTyNiHb 3B'A3yBaHHA 3
6inkaMu nnasmMu KpoBi i HaBpsa4 UM Moxe 6yTW BUIYYEHWUN 3a AOMNOMOroko
remoAaianisy.

lMopyLeHHs pyHKUIT neviHku

Y pocnigXeHHi, B AKOoMy 6panu y4yacTb NauiEHTU 3 PI3HUMWU CTYNEHSAMU
nopyLlweHHa dyHKLUIi neviHkKM, He 6yNno BUSABAEHO O3HAK MNiABULWEHOrO BMNJINBY
pO3yBacTaTMHY Y NAUIEHTIB 3 OUiHKOK 7 abo HMxKYe 3a wkanow Yannga-r'io.
MpoTe y ABOX nNauieHTIB 3 ouiHkamm 8 i 9 3a wkanow Yanmnaa-M'ro
cnocTtepiranocsa 36iNblEeHHS CUCTEMHOrO BMJIMBY LOHAMMeHWe B 2 pas3u B
NOPIBHSAHHI 3 NaUiEHTAMWN 3 HUXXUYMMM NOKA3HMKaMKU 3a wKkanotw Yannpa-r'io.
JlocBigy npu3HavyeHHa npenapaTy nauieHTaM 3 OUiHKOK Bulle 9 3a WKasnoko
Yannga-MNn'o Hemae.

MpunbnusHo 70 % Big A03M BancapTaHy, WO BCMOKTanacss BUBOAUTBLCH 3
XKOBYIO, MepeBaxHO B HE3MIHEHOMY BUIMs4i. BancapTaH He NiAAAETbCS 3HAUHIN
b6ioTpaHcdhopmMauii. Y MOpiBHAHHI 3i 340pOBMMW MAUiEHTaMM Yy XBOPUX 3
NeyiHKOBOK HeAOCTaTHICTIO Bi4 Nerkoro Ao NOMipHOro CTyneHsa cnocrepiranocs
36inbweHHa AUC B aBa pa3su. lNpoTe He 6yfi0 BUSBNEHO XOAHOro 3B'3KYy MixX
KOHLUEHTpaLui€ BasicapTaHy B naa3Mi Ta CTyrneHeM nevyiHKoBOoi HeAOCTaTHOCTI.
[ia BancapTaHy y XBOpPUX i3 TAXKUM CTyYNeHeM MevyiHKOBOI He4OCTaTHOCTI He
BMBYanacs.

iTH

dapMaKoOKIHETUYHI NOKA3HUKK Yy nediaTPUYHUX MALIEHTIB 3 reTepo3nroTHO
ciMenHolo rinepxonecrepuHeMieto BikoM Big 10 ao 17 pokiB He 6ynu NOBHICTIO
OXapaKTepu30BaHi. HeBenuke papMakoKiHeTU4YHe AOCNIAXKEHHS
po3yBacTtaTuHy (y ¢dopmMi Tabnetok), B SKOMY B3s/1M y4acCTb NaLiEHTU BIKOM [0
18 pokiB, nokasano, WO BMAMB nNpenapaty Yy neaiaTpuyHMX NauieHTIB
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BiAMNOBIAAE BNAMBY npenapaTy y AOPOCAuUX nauieHTiB. KpiM Toro, pesynbtatu
BKA3ylTb Ha Te, WO He Ma€ 6yTn 3HAYHOro BiAXWUAEHHS NPONOpLUINHO A03aM.

Y pocniaXeHHi 3a yyacTio 26 giten 3 rinepToHi4yHOK xBopoboto (BikoM Bia 1 Ao
16 pokiB), SSKMM npu3Havanu OAHY A03Y CycneH3ii BancapTaHy (cepeaHe
3Ha4yeHHsa - Bia 0,9 go 2 Mr/kr, MakcmmaneHa go3a 80 Mmr), knipeHc (n/roa/Kr)
BanicapTaHy 6yB 3iCTaBHMM Yy BiKOBIiW rpyni Big 1 poky go 16 pokis i Bignosigas
KNipeHCcy y A0pOoCnunx, AKi OTpUMyBaan Takuin xe npenapar.

[eHeTMYHUIN noniMopdizm

Y dapmakokiHeTuui iHribiTopie peayktasm [MI-KoA, B TOMYy u4uchi
po3yBacTtaTuHy, 6epyTb ydyacTb TpaHcnopTHi 6inku OATP1B1 Ta BCRP. Y
XBOpUX 3 reHeTU4yHuM nonimopdismom SLCO1B1 (OATP1B1) i/abo ABCG2
(BCRP) icHye pu3nk nNigBMWeEHOro BM/JIMBY po3yBacTtaTuUHy. OkKpeMi
nonimopdizmm SLCO1B1 ¢.521CC i ABCG2 c.421AA noB’ga3aHi 3 6inbll BUCOKUM
BnaAmMBoM po3yBactaTuHy (AUC) nopiBHAHO 3 reHoTunamm SLCO1B1 k.521TT
abo ABCG2 k.421CC. LUe cneuudiyHe reHOTUNyBaHHA 3a3BMYaAN He
BMKOPUCTOBYETbCA B KNiHIYHIN NMpakTuui, afne nauieHTaM, y aKUX BUSABJEHI Ui
MM noniMmopdiamMy, peKoMeHAYETbCA MeHLWwa A060Ba A03a pO3yBacTaTUHY.

Aitn 3 nopyLieHHsIM @yHKUiT HUpOK

3acCcToCyBaHHS npenapaTy AiTAM i3 KnipeHCoM KpeaTuHiHy < 30 M1/XB Ta AiTaMm,
AKUM MpoBOAATbL Aiani3, He BMBYANOCH, TOMY BaJjicCapTaH HEe peKOMeHAYETbCH
TakMM nauieHTaM. [nsa giten i3 knipeHcCoOM KpeaTuHiHy > 30 Mi/XB Kopekuida
A03n He noTpibHa. Cnig peTenbHO KOHTpoOABaTU (MYHKLUIKD HUPOK Ta piBeHb
Kanito y cuposaTLi KpOBi.

KniHiyHi XapaKTepuUcTukm.
lMoka3aHHs.

Banapokc nokasaHun SK 3aMicHa Tepanisa apTepianbHOI rinepTeHsii y
AOPOCANX NALIEHTIB, CTaH SIKUX HANEeXHO KOHTPOJIIETLCA OAHOYACHUM
3aCTOCYBaHHAM BaiCapTaHy Ta poO3yBacCTaTUHY Y TUX CaMUX A03YBAHHAX i AKi
MalTb BUCOKNIN PU3MK MEPLLIOro BUHUKHEHHS cepueBOo-CYANUHHOIo
yCKnagHeHHs (Ansa npodinakTMkn cepueBo-CYANHHUX YCKNaAHeHb) abo npu
HasABHOCTI TaKMUX YMOB:

- nepBuHHAa rinepxonecrepuHeMis (tuny Ila, Bka4vatoum
CiMenHy reTepo3uroTHy rinepxonecrepnHemito) abo 3miwaHa aucninigemis
(Tnny IIb);

- rOMO3MUIroTHa CiMenHa rinepxosiectepmHeMis.
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[IpoTunokasaHHSs.

- MigBnuweHa 4YyTAMBICTb A0 aKTMBHOI cybcTaHuii abo ao 6yab-
AKOI 3 AONOMDKHUX peyYoBUH npenapary.

- 3axBOPIOBAHHA MeYviHKM B aKTUBHIN da3i, B TOMYy 4ucni
HeBiAOMOI eTionorii, CTinke NigBULLEHHS PiBHS TpaHCaMiHa3 y CMpoBaTLi KpOBi
Ta NigBULEHHS piBHA 6yab-sIKOI TpaHCaMiHa3n B cupoBaTui 6inbwe HixX y 3
pasun rnoHaj BEPXHIO MEXY HOPMMU.

- Ts)KKe nopyleHHs QyHKUiT HUPOK (KNipeHC KpeaTuHiHy < 30
MI/XB).

- MionarTis.

- CynyTHIN NPpMNOM LIMKIOCNOPUHY.

- BariTHictb  Ta nepioa roayBaHHA rpyaato. Takox
MPOTUMOKA3aHO >iHKaM penpoAyKTUBHOIO BiKYy, $Ki He BWKOPUCTOBYIOTb

BiANOBIAHI 3acobu KOHTpauenuil.

- TAKKiI NopyLWweHHs yHKUIi neviHku, 6iniapHUn UMpo3 neydiHku
abo xonecras.

- OaHo4vacHe 3acTocyBaHHA 3 aslicKipeHOM Ana nauieHTiB 3
LlYKpoBMM fiabeToM abo HMPKOBOK HeaocTaTHicTo (LUK® < 60 mn/xB/1,73M2).

- [iTy BikoM 8o 18 pokiB..

B3aemMmogpgisn 3 iHWUNMHN 1ikapCbKMMKN 3acobamu T1a iHWi Buagn
B3a€EeMoyin.

B3aemogii Banapokcy 3 iHWMMK nikapCbKnMm 3acobaMm He AOCNiAXKYyBanuCh.

B3aemMoaii, noB’a3aHi 3 BanicapTaHOM

lMoaBiitHa 6s10Kaga pPeHIH-aHrioTeH3uH-asibg0cTepoHoBoi cuctemn (PAAC)
npenaparamu rpyn APA, IAM® abo asnickipeHoM

[aHi pocnigXeHb NoKasylTb, WO noABiMHa 6nokaga peHiH-aHrioTeH3WUH-
anbpocrtepoHoBoi cuctemm  (PAAC) iHribitopammn  AMNO®, 6n1okatopamu
peuenTopiB aHrioTeH3nHy II abo anickipeHoM noB’dA3aHa 3 6inbW BUCOKOLO
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yacToTol NobiyHNX edekTiB, TaKMUX K apTepianbHa rinoTeH3is, rinepkaniemMis
i BHMXKEeHHS HUPKOBOI (MYHKLUIT (B TOMY 4MCni rocTpa HUPKOBA HEAOCTATHICTb),
B MOPIBHSAHHI i3 3acTocyBaHHsAM ogHoro 6siokatopa PAAC (auB po3ginu
«[MpoTnnokasaHHa», «OcobanMBOCTI 3aCTOCyBaHHA, «DapMakognHaMika»).

CynyTHE 3aCTOCYBaHHS HE PEKOMEHAYEThCS

JliTivi

MosigomMnanocs npo TMM4Yacose MigBULLEHHS KOHLUEHTpauin NiTito B cMpoBaTui
KPOBi Ta TOKCUYHICTb Mi4 Yac 04HOYACHOro NpumnomMmy NiTito Ta iHribiTopis AMO.
Akwo poseaeHa HeobXiAHICTb 3acTocyBaHHSA KoOMbOiHaUil, pekOMeHAYETbCSH
npoBeAEeHHS peTesibHOro MOHITOPUHIY pPiBHA NiTit0O B Nja3Mi KpoBi.

Kaninsbepiraroyi giypetnku, AobaBKu Kasito, 3aMiHHUKW COJli, L0 MICTSTh
Kanivi, abo iHwWi npenapaTtu, Lo MOXYTb 36i/1bLUNTN PIBEHb Kalito

AKwWwo icHye noTpeba B NpuoMi NikapCbKOro npenapaTy, Wo BMN/IMBAE Ha PiBHi
Kanito, B KoMbiHauii 3 BaficapTaHOM, peKOMEHAYETbCS NMPOBOAUTU MOHITOPUHI
pPiBHA Kanito B naasMi Kposi.

OaHoYacHe 3aCcToCcyBaHHS, 1110 NoTpebye 06epeXHOCTI

HecrepoigHi npotu3zanasnbHi npenapatn (HI3l1), BKawO4Yar4dn Ce/1€KTUBHI
iHri6itopn L|OI-2, ayerwncaniynyioBy Kucaoty > 3 /406y Ta HecCeslIeKTUBHI
HI13r1

Mpu oAHOYaCHOMY MPUMOMI aHTAroHIiCcTiB aHrioteHsmHy II 3 HIM3M Moxe
BUHUKaATU nocnabneHHss aHTUrinepTeH3nBHOro edekTy. TakoX oAHo4YacHe
3aCTOCYBaHHA aHTaroHIicTiB aHrioteHsmHy II Ta HIM3M nigBywye pusnk
noripweHHs MYHKLUIT HUPOK Ta MOXe NMPM3BECTU A0 MiABULLEHHS PIBHS Kanito B
CupoBaTLUi KpOBi.

TOMY peKOMEeHAYETbCS MOHITOPUHI YHKLUIT HUPOK Ha MNo4yaTKy J/liKyBaHHS, a
TAKOX AOCTaTHE 3abe3neyeHHs NauieHTa piAnHOLO.

TpaHcriopTepu

3a pe3synbTaTamMu AOCNigXeHb in  vitro BancaptaH € cybctpatoM  Ans
ne4vyiHKoBOro TpaHcrnopTtepa 3axonneHHs OATP1B1/OATP1B3 Ta nediHKOBOro
TpaHcnopTtepa BuBeAeHHS MRP2. KniHiyHe 3Ha4YeHHs uMX AaHUX HeBigoMe.
OaHouvacHe 3acTocyBaHHA iHribiTOpiB TpaHcnopTepa 3axornsieHHs (Hanpuknag,
pudamMniunHy, umknocnopuHy) abo TpaHcnopTepa BuBeAeHHS (Hanpuknag
pUTOHaBIpy) MoXe 36iNblNTN CUCTEMHY eKCrno3uuito BancaptaHy. Cnig
BXMBATU HaNeXHMX 3axodiB Ha no4vyaTky abo B KiHUi OAHOYaCHOro
3aCTOCYBaHHSA UMX Nikapcbknx 3acobis.
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He Bu3Hayasiocss B3aemosir

JocnigXeHHa He BUABWUAN XOAHOI KNiHIYHO 3HAYyLWol B3aEMOAIT BasicapTaHy 3
6yAb-SIKOK 3 TaKMX peYoBUWH: UMMeTUAWH, BapdapuH, dypocemia, ANFOKCHUH,
aTeHOoN0N, iHaQOMEeTauuH, rigpoxnopoTiasna, amnoaunid, rnibeHknamiag.

it

Ockinbkn npu apTepianbHiW rinepTeHsii y AiTen Ta nigniTkiB  CynyTHI
nopyweHHsa @YyHKLUiT HUMPOK € 4actumu, cnig 3 obepexHicTio oaHOYacHO
3aCTOCOBYBATW BasiCapTaH Ta iHWi pe4yoBuHU, sKi NpurHivyoTb PAAC, aka Moxe
36inblWKNTK piBeHb Kanito B cumposBaTtui Kposi. Cnig KOHTpontoBatun QyHKUIlO
HUPOK Ta piBEHb Kasito B CMpOBaTUi KPOBI.

B3aeMogaii, noB’g93aHi 3 po3yBacTaTUHOM

BrianB cynyTHIiX iKapCbKux 3acobiB Ha €KCrno3unLito po3yBacTaTuHy

IHri6iTopn TpaHCcropTHMUX BI/IKIB

Po3yBactatnH € cybcTpaTtoM AN NeBHUX TpaHCNOPTHUX 6iNKiB, BKAOYAKOUM
OATP1B1, wo 3abe3neyye nMe4vyiHKOBUWN TpaHCNopT, Ta edAKCHOro
nepeHocHuka BCRP. OgHo4acHe 3acToCyBaHHS 3 NiKapCbKMMKM 3acobamu -
iHriBiTOpaMM UMX TpaHCNOpPTHUX 6iNKiB MOXe CNpUYMHUTU  NiABULLEHHS
KOHLeHTpauii po3yBacTaTuUHy Yy nsa3Mi KpoBi Ta 36iNblUeHHS pu3uKy Mionarii
(avB. po3ainu «Crnocib 3actocyBaHHs Ta f03n», «Ocob6/IMBOCTI 3aCTOCYBaHHSA»,
i Tabnuuto 2).

LnknocriopmH

Y nepiog CynyTHbOro 3aCTOCYBaHHA poO3yBacTaTUHY Ta UUKIOCMOPUHY
3HayeHHa AUC posyBactatuHy 6ynu B cepeaHbOMYy Npubnn3HO y 7 pasis
BMLWMMM, HIX Ti, LWLO cnocTepiranuca y 340posux aobposonbuis (AmB. Tabnuuto
2). PosyBactatvMH nNpoTUNOKasaHWW NauieHTaM, SKi 0AHOYACHO OTPUMYIKOTb
umKnocnopuH (aAue. po3ain «lMpoTunokasaHHsa»). CynyTHE 3aCTOCyBaHHS He
BM/IMBANIO HAa KOHUEHTpauil ULMKNOCNOPUHY Y Nia3Mi KPOBi.

IHri6iTopn nporeasu

Xo4ya TOYHWM MexaHi3M B3aeMoAii HeBiAOMWUIN, oOAHOYACHE 3aCTOCyBaHHS
iHriBGiTOpiB NMpoTeasn MoXe 3HAa4yHO 36inblyBaTM €KCNOo3ULil0 po3yBacTaTUHY
(avB. Tabnuuto 2). Hanpuknag, y AocnigXXeHHi dpapMakoKiHETUKN OfHOYaCHe
3acTtocyBaHHs 10 Mr po3yBacTaTMHy Ta KOMbGIHOBAHOro NikapcbKoro 3acoby,
Lo MicTnB aBa iHribitopmn npoteasun (300 Mr atazaHaBipy/ 100 Mr puToHasipy),
y 340poBUMX [A06poBONbLLUIB CynpoBOAXYyBanocs nigsuweHHsM AUC Ta
Cmax po3yBactatuHy npubnusHo B 3 Ta 7 pasiB sBianosigHo. OgHo4vacHe
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3aCTOCYBaHHS NpenapaTy Ta Aesknx koMbiHauin iHribiTopie npoTeasn MoXxnmee
nicng peTenbHOro po3rnaay Kopekuii A03M po3yBacTaTUHY, BUXOAAYM 3
O4iKyBaHOro 3poCTaHHS Moro ekcnosuuii (ame. po3ainun «Cnocib 3acTocyBaHHS
Ta go3n», «0cobnnMBOCTI 3aCTOCYBaHHA», «B3aeMoais 3 iHWKMMM NiKapCbKUMU
3acobamum Ta iHWI BUAM B3aeMogin», Tabnuuio 2).

Femibpo3un ta iHwWi rinosinigemidyHi npenapatm

OaHouacHe 3acToCyBaHHSA po3yBacTaTuUHy Ta remdibpo3nny npumsBoanno Ao
3pocTaHHs AUC Ta Cmax po3yBacTtaTuHy B 2 pa3un (aAuB. po3ain «0cobnmseoCTi
3aCTOCYBaHHS»).

Buxogaumn 3 pgaHuUX cneudianbHUX — OOCAIAXKEeHb  B3a€EMOAil, 3Ha4dHOoI
dapmakokiHETUYHOI B3aeModii 3 deHodibpaTOM He O4iKyeTbCA, OAHaK
MoXnmBa dapMmakoAMHaMiyHa B3aemogid. emdibpo3unn, deHodibpaT, iHLWI
dibpatn Ta HiaumH (HiKOTMHOBA KucnoTa) Yy rinoninigaeMiyHmx posax (= 1
r/Aoby) niagBMLLYIOTb PU3MK PO3BUTKY MionaTii Npn CynNnyTHbOMY 3aCTOCYBaHHI
3 iHribitopammn [MI-KoA-pegykTasu, MOXAMBO TOMYy, LWO BOHW 3AaTHI
npuM3BoAMTM A0 MionaTil i Npu 3acTocyBaHHi okpemo. [lozyBaHHA 30 Ta 40 mr
NPOTUMNOKA3aHO Npu CYNyTHbLOMY 3aCTOCyBaHHi ¢ibpaTis.

JlikyBaHHSA y Takux BMnagkax cnig po3noymHaTtv 3 o3n 5 Mr.
E3zetumi6

OpHoyacHe 3actocyBaHHsA npenapaTty i3 10 Mr posyBactatuHy Ta 10 Mr
e3eTuMiby nauieHTaMm i3 rinepxonecrtepmHeEMIeEld NMPM3BOAMIO A0 3POCTaHHSA
AUC posyBactatmHy B 1,2 pasa (tabnuusa 2). He MOXHa BUKAKOYaATH
dapmakognHaMIYHOT B3aEeMoii MiXk npenapaTtoM Banapokc Ta e3eTumibomM, Lo
MOXe npu3BecT [0 HebaxaHux gasuw, (aumsB. po3apin  «0OcobnmneocTi
3aCTOCYBaHHS»).

AHTauuan

OaHo4dacHe 3acToCyBaHHA po3yBacTaTUHY 3 CYCMNeH3iaMu aHTauuais, LWo
MICTATb a/ItOMIHIN | MarHito rigpokcua, NpuU3Beno A0 3HMXXEHHSA KOHUeHTpauii
po3yBacTtaTuHy B nna3mi npubnmnsHo Ha 50 %. Uen edekt 6yB MeHLW
BUPaXXeHUn, KOMWM aHTauma BBOAWMAM 4epe3 2 roauMHW nicna Banapokcy.
KniHiyHa 3Ha4vyLWiCcTb Ui€l B3aEMOAIT He BCTaHOB/IEHA.

EputpoMiynH

OaHo4dacHe 3acCToCyBaHHS poO3yBacCTaTUHY Ta epUTPOMILUMHY 3HWUXYBAsIo
AUCpo3syBactatnHy Ha 20 %, a Cmax — Ha 30 %. Taka B3aemogia Mmoxe 6yTu
CNpUyYMHEHa nNigBULEHHSAM MepucTanbTUKM  KULWEYHWUKY BHACMigok  Ail
€pUTPOMILINHY.
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®epmeHTN yntoxpomy P450

PesynbTatn pocnigXeHb in vitro Ta in vivo cBigyaTb, WO poO3yBacCTaTUH He
iHribye | He cTumyne isodpepmeHTn umtoxpomy P450. OkpiM uUboro,
po3yBacTaTUH € CnabkuMm cybcTpaToM uUKMX i30depMeHTiB. TakMM YMHOM,
B3aeEMoAii 3  nikapcbkuMu  3acobamu B pe3ynbTaTi  MeTabonismy,
onocepeakoBaHoro P450, He o4ikyeTbcsa. He cnocTtepiranocs KiiHiYHO
3HaAYYyLWKMX B3AEMOAIN MiXK po3yBacTaTMHOM Ta ¢daykoHa3onoMm (iHribiTopoM
CYP2C9 Tta CYP3A4) abo keTtokoHa3onoM (iHri6itopom CYP2A6 Ta CYP3A4).

B3aemogii, 1o BuMararTb KOpeKLUii 403u po3yBacTtatuHy (ANB. TaKOX
Tabauyr 2):

Mpn HeobXiAHOCTI CynyTHbOro 3acCTOCyBaHHSA pO3yBacTaTUHY 3 iHWUMU
NnikapcbknMu 3acobamun, gKki 36inbWy0Tb €KCNo3uuito po3yBacTaTUHY, 403U
OCTAHHbOrO0 MatTb OyTM CKOpuroBaHi. SAKWO O4iKy€eTbCS 36iNblUEHHS
ekcno3uuii (AUC) npmbnunsHo B 2 pasu abo Buule NikyBaHHSA Cfig po3novynHaTH
3 5 Mr posyeactatmHy 1 pa3 Ha poby. MakcumanbHa pobosa p[o3a
po3yBacCTaTMHY MOBWMHHA 6yTW BigperynboBaHa TakKMM YMHOM, LWO6 ouvikyBaHa
eKcrno3unuisa posyBacTaTUHY He nepeBullyBasia eKCcno3uuito, Wo BigMIiYa€ETbCA
npu npunomi 40 Mr posyBacTtaTuHy Ha [06y 6e3 3acToCyBaHHS NiKapCbKUX
3acobiB, WO B3aeEMOAiOTb i3 nMpenapaToM. Hanpwuknag, npu 3acTOoCyBaHHI 3
remdibpo3nnomMm MakcumasnbHa Ao3a po3yBacTtaTUHy cTtaHoBuTuMe 20 mr (1,9-
KpaTHe 36inbleHHS) Ta npuv 3aCTOCYBaHHi i3 KoMbiHaui€to
aTasaHasip/putoHasip — 10 Mr po3yBacTtaTuHy (3,1-kKpaTHe 36inblUueHHs).

Tabnuusga 2

Bname cynyTHIX nikapcbknux 3acobiB Ha ekcno3uuito podyBactatuHy (AUC; y
nopsiaky 3MeHLWeHHS BeUYMHUM) 3a onybnikoBaHMMM AaHUMKU  KAIHIYHUX
AOCNigXeHb

PexxuMm  ao3yBaHHA  nikapcbkKoro|PexuM [o3yBaHHA|3MiHU AUC
3acoby, Wo B3aeMoaie pO3yBacTaTUHY po3yBacTaTuHy*

LmknocnopuH Big 75 mr go 200 mr|{10 Mr oamnH pa3 Ha|t 7,1 pa3a
ABidi Ha noby, 6 Micsauis noby, 10 gHiB

ATtazaHasip 300 mr/ putoHasip 100(10 mr, ogHopa3oBa|? 3,1 pa3sa
Mr oAWH pa3 Ha aoby, 8 gHiB Ao3a

Cumenpusip 150 mMr oamH pas Ha|l0 Mr, ogHopasoBa|t 2,8 pasa
noby, 7 gHiB [o3a

JloniHagip 400 mr/ putoHaBip 100 mr|20 Mr oanH pas Ha|t 2,1 pasa
ABidi Ha noby, 17 gHiB noby, 7 gHiB
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Knonigorpenb 300 mr|20 Mr, ogHopasoBa|t 2 pa3u
HaBaHTa)XxyBasibHa A03a, NiCna AKoi|ao3a

75 Mr Ha 24 roa

Femgibpo3nn 600 Mr asivi Ha noby, |80 Mmr, ogHopasosa|? 1,9 pasa
7 DHiB [03a

Entpombonak 75 Mr oamH pa3 Ha|l0 mr, ogHopasosa|? 1,6 pasa
noby, 5 gHis Ao3a

HdapyHasip 600 mr/ putoHasip 100|10 Mr ogmnH pa3 Ha|t 1,5 paza
MI ABidi Ha oby, 7 AHiB noby, 7 gHiB

TunpaHasip 500 Mr/ putoHaBip 200(10 Mr, ogHopa3oBa|? 1,4 pasa
Mr ABidi Ha noby, 11 gHiB Ao3a

OpoHenapoH 400 mr asivi Ha goby [Hesigomo 1 1,4 pa3za

ITpakoHazon 200 Mr oauMH pas Ha
noby, 5 gHiB

10 Mr, oaHopasosa
Ao3a

11,4 paza **

OHIB

[03a

Ezetnmi6 10 mr oamH pas3 Ha noby,|[10 Mr oauH pa3 Hal|? 1,2 pasza **
14 pHiB noby, 14 pHis
®o3zamnpenasip 700 mr/ putoHasip|10 Mr, ogHOpa3oBa
100 Mr gBiyi Ha noby, 8 gHiB no3a

Anernitaszap 0,3 mr, 7 gHiB 40 Mr, 7 gHiB
CwunimapuH 140 Mr Tpuyi Ha aoby, 5|10 Mr, ogHOopa3oBa
OHIB Ao3a

®eHodibpaT 67 Mr Tpudi Ha aoby, 7|10 mr, 7 AHis
OHIB

Pudamnin 450 Mr oanH pas3 Ha aoby, |20 mr, ogHoOpa3oBa

7 OHiB Ao3a

KeTokoHazon 200 mr gsidi Ha noby, |80 mr, ogHopa3osa

7 OHiB Ao3a

dnykoHaszon 200 mr oavH pa3 Ha|80 Mr, ogHopa3oBa
noby, 11 gHiB [o3a

EputpomiunmH 500 mr yotmpu pas3mn|80 mr, ogHopasoBa|| 28 %
Ha noby, 7 oHis Ao3a

BaikaniH 50 Mr Tpuyi Ha poby, 14|20 Mmr, ogHopasoBal| 47 %

* [laHi, NnpeacTaBneHi sik 3MiHa B X pasiB, BNASKOTb CO60K0 CNiBBIAHOLWEHHS MiX
3aCTOCYBaHHSM po3yBacTaTUHY y KOMbiHauii Ta okpeMo. [laHi, npeacTaBrieHi y
Burnagi % 3MiHKW, SBNSAOTb COB00 BIACOTKOBY Pi3HULIO BiAHOCHO MOKA3HWKIB

NpW 3aCTOCYBaHHi po3yBacTaTMHY OKPEMO.
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36inbLIEHHS NO3HAYEHO 3HAYKOM 1, BIICYTHICTb 3MiH — [~], 3MeHweHHs — |.

** byno npoBeAeHO Kinbka AoCnigXeHb B3aeMoaii npu  pi3HUX Ao3ax
po3yBacTaTuHy, y Tabnuui nogaHo Hanbinblw 3HavyLe CNiBBiAHOLWEHHS.

BnavB po3yBacTaTuUHY Ha JliKkapcbKi 3acobu npu 0AHOYACHOMY 3aCTOCYBAHHI

AHTaroHictn sitamiHy K

SK | Npn 3acTocyBaHHIi iHWKX iHribiTopie TMIM-KoA-peaykTtasu, Ha no4yaTky
nikyBaHHsa abo npu nigbopi [o3m Banapokcy ofHO4YacHe 3acCTOCYBaHHS
aHTaroHicTiB BiTaMiHy K (Hanpuknaa, sapdapuHy abo iHWOro KyMapmHoBOro
aHTUKOArynsaHTY) MOXe npu3BectM Ao  36ibleHHA  MiDKHapoAHOro
HopManizosaHoro cnissigHoweHHA (MHC). MpunuHeHHSA 3acTtocyBaHHA abo
3MeHLWeHHs A03n Banapokcy Moxe npuBectn A0 3MeHweHHa MHC. Y Takux
CuTyauiax 6axaHun BignoBigHUN KOHTponb MHC.

lNepopasibHi KOHTpauenTnueu/ ropMmoHo3amicHa teparnis (I'3T)

OaHo4vacHe 3acToCcyBaHHSA poO3yBacCTaTUHY Ta MnepopasibHUX KOHTpauenTuBiB
npussoanno o nigsunweHHa AUC eTuHinecTtpaaiony Ta HoprecTpeny Ha 26 %
Ta 34 % BignosigHoO. lMigBUWEHHA MJ1a3MOBUX PIiBHIB CNi4 BpaxoByBaTW Npu
nigbopi A03M nepopanbHUX KOHTpauenTtueiB. Hemae pgaHux WoOAO
dapmakokiHETUKM npenapaTiB Yy MNauieHTIB, $AKi OAHOYACHO MpUMUMalOTb
po3yBactatuH Ta 3T, TOMY MOX/MBICTb B3a€EMOAIl BUK/IKOYATU HE MOXHA.
OpHak Taky KoMb6iHauilo LWMPOKO 3acCTOCOBYBaNIM XiHKAM Yy KAIHIYHUX
AOCNiAXEHHSX, | BOHa nepeHocunach aobpe.

IHWIi nikapcbki 3acobu

LAnrokcuH

Buxopsaun 3 pgaHuxX cneuianbHUX AOCNIAXEHb, KNiHIYHO CYTTEBOI B3aeEMoAil 3
ANTOKCUHOM He OYiKYETbCA.

Qy3ug0oBa KucaoTa

Pu3nk mionartii, BkoYatoum pabaomionia, Moxe nigBuLLYBaTUCS 3@ paxyHOK
CYNYTHbOr0 CUCTEMHOr0 3acCTOCyBaHHS (Yy3MAO0BOI KUCAOTU 3i CTaTUHAMMU.
MexaHi3Mm ui€ei B3aemogaii (papmakoanHaMiyHmMin abo papMakoKiHETUYHNIA) MOKU
HeBigoMUK. Bynu nosigomneHHa npo pabaomionisz (BKAOYAKYM NeTanbHi
Hacnigkn) y nauieHTiB, SaKi oTpuMyBanum U KoMb6iHauito. AKWO cuctemHe
NiKyBaHHSA  Qy3nA0BOK KWUCAOTOK € HeobxiadHMM, TO 3aCTOCyBaHHSA
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po3yBacCTaTUHY Ma€ 6yTuM MPUNUHEHO MPOTAroM YCbOro nepioay JiKyBaHHS
dy3naosoto kucnoto (amB. po3ain «OcobnmBOCTi 3aCTOCYBaHHNA»).

it

AocnigxeHHa B3aemogii nposoannun nuwe y gopocnux. CTtyniHb B3aeMoaii y
AiTen HeBiAOMUN.

0Oco6/1MBOCTi 3aCTOCYBaHHS.
Brniive Ha HUpKn

Y nauieHTiB, AKi 3aCTOCOBYBasin po3yBacTaTUH Y BUCOKKUX Ao3ax, ocobnmeo 40
Mr, BiA3Hadanuca BUMAAKW MpoTeiHypii (BM3HAYeHOl 3a “TecToM CMYyXKu”),
nepeBa>XHO KaHaNbLeBOi 3a MNOXOAXEeHHAM Ta Yy O6inbwocTi BUMNaakis
Tumyacosoi abo HeTpuBanoi. [lpoTeiHypia He cBigunna npo rocrtpe abo
nporpecytoye 3axBOpOBaHHA HUPOK (aAmB. po3ain  «[MMobivHi  peakuii»).
HebaxaHi sBuwa 3 60Ky HUPOK Yy MOCTMApPKETUHIOBUW nNepios BiA3Ha4danu
yacTiwe Npu 3acTocyBaHHi Ao3n 40 Mr. Y nauieHTiB, SKi npuiMaloTb npenapart
y £03i 30 abo 40 Mr, pyHKUIIO HUPOK CNif NepeBipATN perynspHo. BiacyTHin
Aocsia 6e3nekn 3acTocyBaHHA NauieHTaM 3 K1ipeHCOM KpeaTuHiHy < 10 mn/xB
Ta nauieHTaM, WO 3HAaX0AATbCA Ha Aiani3i, TOMy BasnicapTaH C/ig 3aCTOCOBYBATH
3 obepexHicTio. ns A0pOoCnmMX MauieHTIB i3 KNipeHCOM KpeaTuHiHy >10 Mn/xB
HeMa€e HeobXxigHOCTI y Kopekuii Ao3n (amB. po3ainn «lpoTunokasaHHa» Ta
«B3aeMogis 3 iHWWMMKM nikapCbKMMK 3acobaMm Ta iHWI BMAW B3AEMOLIN>»).
OaHo4acHe 3aCTOCyBaHHA aHTAroHICTIB peuenTopiB aHFiOTEH3UHY, Y TOMY
ymncni BancapTtaHy abo iHribiTopiB aHrioTEH3UHMNEPETBOPOBasbHOIrO (epMeHTy
(IAN®), 3 anickipeHOM nauieHTaM 3 UYyKpoBMM aiabetoM abo HUPKOBOLO
HepgocTaTHicTio (LWLUK® < 60 mn/xB/1,73M2) npoTunokasaHo (AWB. po3ain
«[MpoTnnokasaHHa» Ta «B3aemopia 3 iHWKMMKM NikapCbKMMK 3acobamm Ta iHLWI
BUAN B3AEMOLIN>).

logsiviHa 6s10Kkaga peHiH-aHrioTeH3nH-aab40cTepoHoBoi cunctemu (PAAC)

Bigomo, o cynyTHE 3acToCcyBaHHS iHribiTopie AlN® Ta aHTaroHICTiB peLenTopis
IT aHrioTeH3nMHy abo anickipeHy 36inblWy€e puU3MK apTepianbHOI rinOTeHs3il,
rinepkaniemii Ta 3MiHM @QYHKUIT HWPOK, BKJKYa4YM TrOCTPY HUPKOBY
HeLOCTaTHICTb. Y 3B'A3Ky 3 noaBinHO 6nokagoto PAAC cynyTHE 3aCTOCYBaHHS
iHri6iTopis AlN® Ta aHTaroHicTiB peuenTopiB II aHrioTeH3nHY abo anickipeHy He
pekoMeHAYETbCA (AMB. po3ainu «lobivHi edpekTn» Ta «PapMakoKiHETUKa»). Y
BMNAAKY KpanHbOi HeOBXiAHOCTI noaBinHOI 6/10KaAM cnig nig Harnaaom nikaps
KOHTpO/ItOBaTN (YHKLIIO HUPOK, piBEHb €/1eKTPONITiB Ta apTepiasibHUM TUCK.
He cnig ogHo4acHO 3acTtocoByBaTu iHri6iTopn AMN® Ta aHTaroHiCTK peuenTopis
IT aHrioTeH3nHY NauieHTaM i3 aiabeTnyHo HedponaTieto.
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CTeHOo3 HUPKOBOI aptepii

be3neky 3acTtocyBaHHA BaJsicapTaHy naui€eHTaM 3 [ABOCTOPOHHIM CTEHO30M
HUPKOBUX apTepin abo CTeHO30M apTepii €ANHOI HUPKW HEe BCTAHOBMEHO.
KopoTKOCTpOKOBE 3aCTOCyBaHHA BancapTaHy 12 nauieHTaM i3 BTOPUHHOMO
Ba30peHasibHOW apTepianbHO rinepTeH3ieo Ta 0AHO6IYHNMM CTEHO30M HUPKWU
He CNPUYMHWUIO 3HAYHUX 3MiH HUMPKOBOI reMOAMHAMIKN, PIBHA KpeaTUHIHY B
cupoBaTui KpoBi abo piBHA ce4vyoBMHM Yy KpoBi. lpoTe iHWi peyoBUHMU, LWLO
BNAIMBAKOTb Ha PEHiH-aHriOTEeH3UMHOBY CUCTEMY, MOXYTb 36inblyBaTn piBeHb
CEYOBMHU Ta KpeaTUHIHY B CUpOBATLi KPOBi Yy NaUIEHTIB i3 0AHOGIYHUM
CTEHO30M HUPKW, TOMY CfiJ KOHTPOAOBATU (PYHKLiO HMPOK Yy MaUi€HTIB, WO
NpUMMatoTb BasacapTaH.

TpaHcrninaHTayiss HUpKu

BigcyTHiM pocBig 6e3neyHOro 3acToCyBaHHS BancapTtaHy nauieHTam 3
Hewo4aBHO NPOBEAEHO TPaHCM/IAaHTaUIE HUPKU.

lnepkaniemis

CynyTHin npuioM gobaBok Kanito, Kaninsbepiraroumx AiypeTukis, 3aMiHHUKIB
CoJi, WO MicTATb Kanin, abo iHWKX npenaparTiB, WO MOXYTb 36iNblLNTK piBEHb
Kanito (renapuvH, TOWO) HE PEKOMEHAYETbCS.

AKkwo icHye noTpeba B NpuioMi NikapCbKoro npenapaTy, WO BN/MBAE Ha PiBHi
Kanito, B KoMbiHauii 3 BancapTaHOM, peKOMEHAYETbCS NPOBOAUTU MOHITOPUHT
piBHIB Kanito B njaa3mi.

layieHTn i3 AepiunToM 06°eEMy LUNPKYIOOYOI piagnHn Ta/abo HaTpi B
OpraHi3mi

Y nauieHTiB i3 gediumtomMm 06’eMy umpKynwwdoi pignHun Ta/abo HaTpito B
OpraHiaMi BHaCNiAOK 3acCTOCyBaHHA BWCOKWUX [03 AiypeTuKiB piako Moxe
BMHMKaTKU CMMMTOMaTU4Ha apTepianbHa rinoTeHs3id, ocobnmeo nicna npunomy
nepLwoi 031 BancapTaHy. Taki CTaHW BMMaralTb NpoBeAeHHS 1X Kopekuii 4o
3aCTOCYBaHH4 BasicapTaHy, Hanpukiag 3MeHLWeHHS 403U AdiypeTuka.

Brniane Ha ckeneTHy MycKkynatypy

YpaXkeHHA CKefleTHOI MyCKynaTypu, Hanpukiaa Mmianriga, mionaTtia Ta pigko -
paboomionia cnocTtepirannuca y NauieHTIB NpU  3acTOCyBaHHiI  YyCiXx [03
po3yBacTtaTuHy, a ocobnmeso Ao3 > 20 wmr. lNpu 3acTtocyBaHHi e3eTuMiby y
KoMbiHauii 3 iHribiTopamMn TMIM-KoA-peaykrasu ayxe pigko noBigoMnsaaocb Npo
BMNAAKW poO3BUTKY pabaomionizy. He MOXHa BUKIOYATU MOXIMBOCTI
dapmakognHaMIUYHOT B3aeEMOii, @ TOMy Taky KoMbiHauito cnig 3actocoByBaTu 3
obepexHicTio (anB. po3ain «lMobivHi edekTn»). AK i Nig 4Yac 3acToCyBaHHSA
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iHWKX iHri6iTtopis TMIM-KoA peaykrtasun, Bunagku pabaomionisy, nos’sizaHi i3
3aCTOCYBaHHSAM po3yBacTaTMHY, Y MNOCTMApKEeTUMHIOBWI nepiog Tpannsaucs
yacTiwe npuv 3acTocyBaHHi Ao3u 40 mr.

Bu3HayeHHs piBHS1 kpeaTuHpochokiHasm (KOK)

PiBHi kpeaTuHdOCKHOKIHA3M He cnig BUMIpOBATU NICAA 3HAYHUX QI3UYHUX
HaBaHTaXeHb abo nNpu HAABHOCTI MOX/MBUX aNbTEPHATUBHUX MPUYNH
NiABUWEHHSA KpeaTUH(OCHOKiHA3KM, WO MOXYTb 3aBaxaTu iHTepnpeTauii
pe3ynbTaTiB. SKWO NOo4YaTKOoBI piBHI KpeaTUHMOCHOKIHA3M 3HAYHO NigBULLEHI
[> 5 x BMH (BepxHboOi Mexi HOpMK)], npoTsaroMm 5-7 aHiB HeobXxigHO 3pobuTHU
AOAATKOBUM NiagTBEpAHUW aHanis. {AKWwo pe3ynbTaT MOBTOPHOrO aHanisy
NiaATBEPAXYE MOYATKOBUN piBeHb > 5 X BMH po3nounHaTu fikyBaHHSA He cnijg,.

lNepes nikyBaHHAM
Banapokc, sk i pewTy iHribitopis TMIN-KoA peaykrtasu, cnig 3 obepexHicTio
npu3HayatM nauieHtam i3 dakTtopamum, WO  CrpuUaOTb  PO3BUTKY
mionaTii/pabaomMionisy. [1o Takmx pakTopiB HanexaTtb:

NopyLweHHA PYHKUIT HUPOK;

rinoTnpeos;

HasABHICTb B iHAMBiAyanbHOMY abo CiMEMHOMY aHaMHes3i
CNagKoBMX M'A30BUX 3aXBOPIOBaHb;

HasABHICTb B @aHaMHe3i ypaXKeHHs M'a3iB, CMIPUYNHEHOIO iHLWWUMH
iHriiTopamn NMMIMr-KoA-peaykrtasn abo dibpatamu;

3/10BXMBAHHA aJIKOrosieM;
Bik > 70 pokiB;
CUTyauii, WO MOXYTb MNpu3BecTu A0 nigBUWEHHSA PIBHIB
npenapaty Yy nnasmi kposi (amB. po3ginn «Crnocibé 3acTtocyBaHHA Ta [03M»,

«B3aemogis 3 iHWKMMKM NiKapCbKMMK 3acobaMu Ta iHWI BMAM B3AEMOAIN» Ta
«DapMaKoKiHeETUKa»);

oAHOYacHe 3acTocyBaHHS dibpaTis.

Y Takumx nauieHTiB MOTPIGHO MOPIBHATU PU3MK Ta MOX/MBY KOPUCTb MNpwU
3aCTOCYBaHHI NpenapaTty; TaKoX peKoOMeHAOBaHWUMN KNiHIYHUI MOHITOPUHI. He
cnig po3noymHaTWU JliKyBaHHSA Yy BMNAAKY 3HA4YHO MigBULLEHUX MNOYATKOBUX
piBHIiB KOK (> 5 x BMH).

Y nepiog nikyBaHHs
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MauieHTiB cniga nonepeaMTn MNpo HeOobXiAHICTb HeramHo MoBiAOMAATU Mpo
M'a30BUN 6iNb He3’'sicoBaHOro Noxoa)keHHs, M’a3oBy cnabkictb abo cymomum,
0CO6NMBO SAKLIO BOHM CYMPOBOAXYKTbCA He3AyXaHHAM abo nigBULLEHHAM
TemnepaTtypu. Y Takmx nauieHTie cnig BusHaunTtn pisHi KOK. Cnig npunmHmnTtm
NiKyBaHHSA, AKWoO piBHI KOK 3HayHO nigBuweHi (> 5 x BMH) abo akuwo M'a30Bi
CUMNTOMM TSXKKi Ta CMPUYNHAIOTE AUCKOM@POPT Y NOBCAKAEHHOMY XUTTi (HaBiTb
akwo piBHi KOK < 5 x BMH). AkwWo cuMnToMM MUHaKTb, a piBeHb KOK
noBepTaETbCs A0 HOpMU, Banapokc abo anbTtepHaTUBHUM iHri6iTop TMIM-KOA
MOXHa cnpobyBaTm 3acToCyBaTu 3HOBY, ajie y MiHiManbHMX Ao3ax Ta nig
peTesibHUM HarnsaoM. PerynapHuin kKoHTposib piBHS KOK y nauieHTiB 6e3
BULLEBKA3AHNX CUMMTOMIB He NOTPiIGHNIA.

[yxe pigko nosigoMnsnocsa nNpo iMyHOOOYMOBMEHY HEKPOTUYHY MionaTito
(IOHM) nig 4yac abo nicng nikyBaHHA CTaTMHaMW, B TOMY 4YuChi
pO3yBacTaTUHOM. IOHM KJIHIYHO XapaKTepU3yeTbCH cnabkicTio
npokcMManbHUX M'a3iB i nigsuweHnMm piBHem KOK, aki 36epiratotbcs,
He3BaXak4yn Ha NPUNMUHEHHS NiKyBaHHS CTaTUHAMMU.

Y  KAHIYHUX  OOCNIOKEHHAX Yy  HEBEeNIMKOI  KiNIbKOCTI  MauieHTiB, 4Ki
3aCTOCOBYBasIM pO3yBacCTaTUH Ta CYMNyTHi NnpenapaTun, NOCUIEHOro BMJIMBY Ha
CKeneTHy MyCcKynaTypy He Big3Hadasnocb. OgHak nigBuvweHa YyactoTa BMNaaKiB
MIO3MTY Ta MionaTil crnocTtepiranacb Yy Maui€HTIB, AKi 3acCTOCOBYKTb iHLWI
iHri6iTopn MMIMN-KoA-peaykTasu i3 noxiaHMMmM PibpoeBOT KUCIOTHN, B TOMY YuCAi
rem@ibpo3naoM, UMKNOCMNOPUHOM, HIKOTUHOBOK KMUCAOTOK, a30J/IbHUMU
npoturpubkoBumMn 3acobamu, iHribiTopamMnm npoTeasn Ta MaKpoOAigHUMU
aHTMbioTMkamMn. Tlem@ibpo3nn nNiABULLYE PU3MK PO3BUTKY MionaTii npwu
CYNyTHbOMY 3aCTOCYBaHHi i3 gesaknMmu iHribitopamm MMIMr-KoApenykrasm, Tomy
Banapokc He pekoMeHA0BaHO 3acTOCOBYBaTM Yy KOMbiHaUii i3 remdibpo3nnom.
MoTpibHO 3BaXXUTWU CNPUATAMBUA BMJMB NOJaNbLIMX 3MiH piBHA MinigiB npu
0AQHOYaCHOMY 3acTocyBaHHi Banapokcy i3 ¢ibpatamm abo HiaymHoM i
MOTEHUINHI pPU3NKKM NpW  3acCTOCyBaHHI Takoi KoMmbiHauii. OaHo4acHe
3aCTOCyBaHHA po3yBactatMHy y mo3i 30 mr abo 40 mMr Ta ibpaTis
NpoTUNOKasaHo (AUB. po34inn «B3aemoaia 3 iHWKMMK NikapCbKMMM 3acobamu
Ta iHWi BNAKW B3aemMoain» Ta «lobiuHi epekTn»).

Banapokc He cnig 3actocoByBaTW OAHOYACHO i3 ¢dy3maoBOK KUcnotor abo
NPOTAroM 7 AHIB NicNa MPUNUHEHHS NiKyBaHHA (y3MA0BOK KUCAOTOK. An4d
NauieHTiB, AN AKMX CUCTEMHE 3aCTOCYBaHHSA y3MA0BOI KUCNOTU BBAXAETLCS
HeOobXigHUM, NiKyBaHHS CTaTUHaAMU HeobXiAHO MPUMUHUTK MPOTHATOM YCbOro
nepioay nikyBaHHS dy3naoBOK KUCNOTOK. bynu nosigoMAeHHs Npo BUNaaKu
pabaomionizy (BKAOYAKOUM fieTanbHi HACNiAKM) Y NauieHTIB, AKi oTpuMyBanu
dy3ngoBy KuUCNOTy | cTatMHM B KoMbGiHauil. [MauieHT NOBWMHEH HeramHo
3BEPHYTUCH A0 Nikaps, SKWO BiH Big4yBae CUMMNTOMM, Taki GK M'A30Ba
cnabkictb, 6inb abo B'anicTtb. Tepania crtaTMHamMu Moxe O6yTM MNOBTOPHO
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npoBeaeHa 4epe3 7 AHIB Nicns 3acToCyBaHHS OCTaHHbOI 403U dy3MAoBOiI
KUCOTMW.

Y BUHATKOBUX BMMagKax, KON HeobxigHe TpuBane CUCTEMHE 3aCTOCYBaHHSA
dy31Ma0BOiI KUCNOTK, HaNpuKnag Ans NiKkyBaHHA BaXKuUX iHpeKUin, ogHo4YacHe
3aCTocyBaHHA Banapokcy i @y3uaoBoi KWUCAOTU MOXIMBE TiNbkKM  Nig
peTesibHUM MeaNYHUM HarnsaoM.

Banapokc He cnig 3acTtocoByBaTW MauieEHTaM i3 rOCTPUMMK, CEPUO3HUMM
CTaHaMu, WO CNpUSAOTbL PO3BUTKY MionaTii abo NiABULLYOTb pU3MK PO3BUTKY
HWMPKOBOiI HEAOCTATHOCTI Ha TNi pabaoMioniszy (TakMMm K Ccencuc, rinoTeHsis,
Be/MKe XipypriyHe BTPY4YaHHSA, TpaBMa, TAXKi MeTaboniuyHi, eHAOKPUHHI abo
€N1eKTPONITHI NOPYLUEHHS; HEKOHTPOJIbOBaHI CyL0oMM).

Brniine Ha nediHky

Ak i iHWi iHri6iTopu MI-KoA-peaykTtasn, Banapokc cnig 3 obepexHicTio
3aCToCOBYBaTU NauieHTaM, $Ki 3/10BXUBalOTb ankorosiem Ta/abo MakoTb
3aXBOPIHOBAHHA NeYiHKM B aHaMHesi.

QyHKLUi0 NEeYiHKN peKOMEeHA0BaHO NepeBipnuTU nepes noyaTtkoM 3aCTOCYBaHHS
npenapaTty Ta 4epe3 3 Micdaui NiKyBaHHSA. SAKWO PpiBeHb TpaHCaMiHa3 Yy
cupoBaTui KpoBi b6inblie HK YyTpUUi NepeBULLYE BEPXHIO MeXy HOpMMH,
3aCToCyBaHHS Banapokcy cnig npunmHUTKU. MNMpo cepro3Hi nopyweHHs pyHKUii
nediHkM (NepeBaxkHoO NiABULWEHHSA PpiBHA MeYiHKOBUMX TpaHcamiHas) vy
NOCTMAapKETUHIOBUI MNepios MOBIAOMAANMOCH YacTile npu 3acCToCyBaHHI 403U
40 Mmr.

Y nauieHTiB i3  BTOPUHHOK  rinepxosieCTepUHEMIED,  CMPUYUHEHOIO
rinotTupeo3om abo HepPOTUYHMM CUHAPOMOM, Crepwy cnig npoBecTu
NiKyBaHHSI OCHOBHOIoO 3axXxBOPKBAHHSA, a MOTIM MNOYMHATU 3aCTOCYBaHHA
Banapokcy.

Paca

Y pocnigKeHHSaX @(apMaKOKiHETUKM CrnocTepirasocsd 3pOCTaHHS CUCTEMHOI
eKkcno3unuii  npenapaTty Yy MNaUi€EHTIB  MOHros0iA4HOI pacu MNOPIBHAHO 3
€EBponenusamu.

IHri6iTopn nporeasu

MiagBMWeEHa CMCTEMHA eKCno3uLis po3yBacTaTUHY CnocTepiranacsa B ocib, ski
3aCTOCOBYBaAM po3yBacCTaTUH CYMyTHbO 3 PI3HMMUK iHri6iTOpaMmn npoTeasn y
NOEAHAHHI 3 puToHaBipoM. Cnig BpaxoByBaTU K KOPUCTb Bif 3HMXEHHS PiBHA
niniais 3a gonoMoroto npenapaty Banapokc y nauieHTiB i3 BIJI, ki OTpUMYIOTb
iHri6iTOpN nNpoTeasn, TakKk | MOXIMUBICTb NiABUWEHHS KOHUEHTpauin
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po3yBacCTaTUHY Yy Naa3Mi KpOBi Ha NoYyaTKy Tepanii Ta nNpu NiABULLEHHI 403U
Banapokcy Ans nauieHTiB, AKi OTpMMYIOTb iHribiTopn npoteasn. OgHo4vacHe
3aCTOCYBaHHSA npenapaTy 3 iHribitTopaMn NnpoTteasn He peKOMeHAYETbCS, AKLWO
A03a po3yBacTaTUHY He cKopuroeBaHa (AuMB. po3ainm «Cnocié 3acTtocyBaHHs Ta
Ao3n» Ta <«B3aemopis 3 iHWWMMKM nikapcbkKMMK 3acobamMm Ta iHWI BuAK
B3aEMOLIN>»).

IHTepcTnyiasibHe 3axXBOPIOBaHHS J1ereHb

MooanHOKI BMNAAKW  IHTEPCTULIaNbHONO 3aXBOPKOBAHHSA nereHb 6ynm
3apeeCTpoBaHi Mpu 3acTOCYBaHHI AesAKUX CTaTuHiB, 0cob6imMBO y BuNagkKy
AoBroTpueanoi Tepanii (amB. po3ain «MobiyHi edekTn»). o CUMNTOMIB
NOPYLEHHA HanexaTb AUCMHOE, HEenpoAYKTUBHUW Kawenb Ta MoripweHHS
3aranbHOro ctaHy (BToma, BTpaTa Macu Tifla Ta rapsadka). AKuWwo niao3ploeTbCs,
WO Y nMauieHTa pO3BUNOCb I[HTEpCTUUianbHE 3axBOPKOBAHHA Ji€reHb,
3aCTOCYBaHHS CTATUHIB MOTPIOGHO MPUMUHUTHU.

Llykposuii giabet

[eski pakTn ceigyaTtb, WO CTaTUHU MiABULLYIOTb PiBEHb MHOKO3M B KPOBI i Y
AesIKMUX MaUIiEHTIB 3 BUCOKMM PU3NKOM PO3BUTKY AiabeTy MOXYTb CAPUYUHATU
rineprnikemito, Takoro piBHSA, Aka BMMaratuMme nikyBaHHA. OQHaK, 3HMXEHHSA
PU3NUKY CYAUHHWUX MNOpYyWeHb MNpu 3aCTOCyBaHHI CTaTUHIB NepeBuULLYE L0
3arpo3y, i TOMy BOHa He Ma€e OyTW niaCTaBoK 4S9 NPUNUHEHHS Tepanii
CTaTMHaMKU. 3a NauieHTaMuU rpynm pusnky (piBeHb rAKO3M HaTwe 5,6—6,9
MMONnb/N, iHOekc ™Macu Tina (IMT) > 30 Kkr/mM2, niaBULIEHUA piBEHb
Tpuraiuepuais, aptepianbHa rinepteHsia) cnig BCTAHOBUTU K KIHIYHWUI, TaK i
6iOXiMIYHMM KOHTPONb 3riAHO 3 YNHHUMWU HACTAHOBAMM.

Y [OCnigXeHHAX 3apeecTpoBaHa 3arasbHa 4YactoTa uykposoro paiabety
ctaHoBuna 2,8 % vy rpyni npumoMy po3syBactatuHy Ta 2,3 % — y rpyni
nnauebo, nepeBaxHoO Yy NauieHTIB 3 piBHEM rnKo3M HaTwe Big 5,6 oo 6,9
MMONb/N.

lepBuHHWM rinepasib40CTEPOHI3M
MauieHTM 3 NepBMHHUM rinepanbAOCTEPOHI3MOM HE MOBWHHI 3aCTOCOBYBAaTWU
Banapokc, OCKilbKM 'y  HUX HE  aKTUBOBAHA  pPEeHiH-aHriOTEeH3UH-

abaoCTeEpPOHOBA CUCTEMA.

CreHO3 aoptu Ta MITpasibHOro KsaarnaHa, OOCTPpyKTUBHAa rinepTrpo@iyHa
KapAaiomionaris

AK i npu 3acTocyBaHHi HWKWX CyAMHOPO3LWKMPIOBaANIbHUX MpenapaTis, cnia 3
ocobnmeoo  obepexHiCTio  3acTtocoByBaTu Banapokc nauieHTaMm, sKi
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CTpaxaatTb Big CTEHO3y aopTM 4YM MiTpanbHoro knamaHa abo Big
rinepTpodiyHoi 06CTPYKTUBHOI KapaioMionarii.

BariTtHicTb

MpuinoMm aHTaroHictie peuentopiB aHrioteHsunHy II (APA II) He cnig
pO3MoYnHaTK y nepiod BariTHOCTI. AKLWO NPOAOBXEHHA Tepanil aHTaroHicTaMu
peuenTopiB aHrioteH3anHy II He BBaXa€ETbCs HeOO6XiAHMM, NAUIEHTOK, SKi
NAAHYIOTb BariTHICTb, CNig NepeBecTn Ha aslbTEPHATUBHE aHTUriNepTeH3UBHE
NiKyBaHHS npenapaTtamu i3 niaTeepaxXeHuMm npodinem 6esnekm 3acToCyBaHHS
nig 4Yac BariTHOCTI. SKLWO BUSABNEHA BariTHICTb, NikyBaHHA APA II cnig HeranHo
NMPUMNUHUTU, Ta, AKLLO LEe MOXMBO, CMi4 po3noyvyaTh anbTEpHATUBHY Tepanito
(avB. po3adinu «lpoTunokasaHHa» Ta «3aCTOCYBaHHSA Yy nepioa BaritHoOCTi abo
roAyBaHHS rpyaaro»).

AHriOHEBPOTUYHMN HAbPSIK B aHaMHeE3i

BUHMKHEHHA Habpsky KBiHKe (y TOMy umcni Habpsiky ropTaHi Ta ronocoBoi
WiNWHW, WO Npu3BOAUTL A0 OOCTpYKUii AnXanbHUX WNAXiB Ta/abo Habpsik
obnnyuna, ry6, rnotku Ta/abo A3MKa) cnocTepirasocb Yy MauieHTIB, SKi
OTpUMYyBanu BancapTaH, AesKi 3 uMx NauieHTIB Manu B aHaMHe3i Habpsk
KBiHKe npwu 3aCTOCyBaHHI iHWKWX npenapaTiB, Y TOMy 4ucni iHribitopis AMO.
Mpn po3BuTKY Habpsky KgiHke nikyBaHHS BanapokcoM cnig HeramHo
NPUNUHNTU. [TOBTOPHE 3aCTOCYBaHHA npenapaTy NpoTUNOKa3aHe.

Banapokc mMictute  J1aKTO3Y. MauieHTam 3 piAKICHOIO CNagKoBO

HenepeHOCUMICTIO ranaktosn, aediuMToM nakTtasu Jlanna abo MNopyLIEHHAM
BCMOKTYBAHHS TIIOKO3U-raslakTo3M He Cif 3aCTOCOBYBATKM LEM npenapar.

3acrocyBaHHS y repios BaritTHocTi abo rogyBaHHS rpyagto.
Banapokc npoTnnokasaHui nNig Yyac BariTHOCTI Ta roAyBaHHS rpyaato.
BariTHicTb

Po3yBacraTtuH

XiHkaMm penpoayKTMBHOro BiKy Cnig4 3acTocoByBaTWM BiANOBIAHI 3acobu
KOHTpauenuil.

OcCKinbKK XonecTtepuH Ta iHWI NPOAYKTU BiOCMHTE3y XONecCTepuHy CYTTEBO
BaXNMBI ANS PO3BUTKY Mjo4a, MNOTEHUINHMK pu3nK iHribysaHHa [MIM-KoA-
peayKTasn rMepeBuLLLYE MOX/IWUBY KOPUCTb Bi4 3aCTOCYBaHHA npenapaTty Yy
nepiog BariTHOCTi. Y [AedakuX [AOCNigKEeHHAX Ha TBapuHax BUSABJIEHO
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penpoAyKTUBHY TOKCUYHICTb. AKLLO NauieHTKa BariTHIE y nepio 3acToCyBaHHS
npenapaTy, NiKyBaHHSA CNig HEramHo NMpUNUHUTK.

BasicrapraH

3aCTOCyBaHHS  aHTaroHicTiB  peuentopiB  aHrioteHsunHy II (APA II)
NPOTUMNOKA3aHO NPOTAroM BariTHOCTI.

daHi  enigemionioriyHMx  AOCNiAXEeHb  pPU3WKY  TepaToreHHocCTi  nicng
3aCcToCyBaHHS iHri6iTopie AlN® nNpoTAroM neploro TPUMECTPY BariTHOCTI He
6ynn NepekoHNMBUMMK; MNpPOTe HeBeNMKe 3POCTaHHS PU3UKY BUKIKOYATU He
MOXHa. Xo4ya JaHi KOHTPOJIbOBaHWUX  enigeMionoriyHux  AOChigXeHb
aHTaroHicTiB peuenTtopiB aHrioteHsnHy II (APA II) BiaCyTHi, iCHYE pu3uK
TEepaTOreHHOCTiI Mpu 3acToCyBaHHI mMpenapaTiB uboro knacy. lNauieHToK, aKi
NAAHYOTb BariTHICTb, CNi4 nNepeBecTM Ha anbTepHATUBHI TiNOTEH3UBHI
npenapaTtn 3i nigTBepaXXeHnM rnpodinem 6e3nekn 3acToCyBaHHS B nepioa
BariTHOCTi. HAKWO nig 4ac NiKyBaHHA UMM  NiKapCbkuM  3acobom
NiATBEPAXYETbCSA BariTHICTb, MOro 3aCTOCYBaHHA CNig HEramHo NpUNUHUTK i,
AKWO HeobxiaHO, 3aMiHUTK IHWWM NiKapCbKMM 3acoboM, A03BOIEHMM A0
3aCTOCYBaHHA BariTHUM.

APA II B ApyromMy i TpeTbOMY TPUMECTPI, AK BiAOMO, YNHATb TOKCUYHY Ail0 Ha
nnig MoanHU  (3HMXXKEHHS HUPKOBOT YHKLUIT, onirorigpaMHioH, 3aTpuMKa
ocudikauii KiCTOK yepena) Ta HOBOHApoOAXeHOoro (HMpKOBa HeAOCTaTHICTb,
apTepianbHa rinoTeHsisa, rinepkaniemis).

Mpu 3actocyBaHHi APA II, no4yuHaw4yu 3 Apyroro TPUMECTPY BariTHOCTI,
PEKOMEHAYETbCSA YNbTPa3ByKOBe AOCAIAXKEHHS HUPKOBOI (YHKLUIT Ta KiCTOK
yepena naoja.

HemoBngaTta, maTtepi sknx npunmanu APA II, noBMHHI nepebyBaTth Nig NnUAbHUM
HarnsAoM Ha BUMAAOK pPO3BUTKY apTepianbHOi rinoTeHsii (AuB. po3a4inu
«[MpoTnnokasaHHa» Ta «OCobNMBOCTIi 3aCTOCYBaHHSA»).

FooyBaHHA rpyaaro

Po3yBacTaTMH TMpPOHWKAE Yy TrpyAHE MOJIOKO LWypiB. Hemae paHux woao
NPOHMKHEHHS pO3yBacCTaTUHY Y IrPyAHE MOJIOKO IIOAMHW.

Ockinbkn iHdopMauis Npo 3acToCyBaHHS npenapaTy Yy nepiog roayBaHHS
rpyanlo  BiACYTHS, MOro He peKOMeHAYETbCS 3aCTocoByBaTuM B nepioA
rogyBaHHsa rpyaal; 6axaHo 3acToCoBYBaTW anbTepHaATUBHI npenapaTtyn 3
BMBYEHMM npodinem 6e3nekn, o0cobnAnMBO B pasi rogyBaHHA rpyanto
HOBOHapPOAXeHNX abo HeaOHOLWEHUX AiTEeN.

PepTUNbHICTb
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BancapTaH He BN/IMBAE Ha penpoAyKTMBHY (YHKLUIO CaMUiB Ta CaMOK LWypiB
npn nepopanbHOMY 3acTOCyBaHHi y Ao3yBaHHi Ao 200 mr/kr/aeHb. Ua nosa y
6 pasiB NepeBULLYE PEKOMEHAOBAHY A03Y ANS NOAMHU B MI/M?2 (pO3paxyHKM
npu nepopanbHOMYy 3actocyBaHHi 320 Mr/aoby nauieHTy Barot 60 Kr).

34aTHICTb BM/IMBATU HAa LUBUAKICTb peakuii rnpu KepyBaHHi aBTOTPaHCopToM
abo iHWnMn mexaHiamMamu.

He npoBoaunn aocnigXXeHb WoA0 BU3HAYEHHS BNAMBY BanapoKCy Ha 34aTHICTb
KepyBaTu aBToMobineM Ta IiHWWMMKW MexaHiyHMMKu 3acobamu. OgHak npwm
KepyBaHHi aBToMob6ineM Ta iHWMMKU MeXaHiYHUMK 3acobaMu cnig BpaxoByBaTy,
WO Mi4 Yac NikyBaHHSA MOXe BUHUKHYTU 3arnaMOpOYeHHS.

Cnioci6 3acrocyBaHHsI Ta JO3M.

Jo3yBaHHA

[1o noyaTKy JfiKyBaHHS NauiEHTY HeobXigHO NpU3HAYUTU CTaHO4APTHY
rinoxonecrtepuHeMiyHy Ai€Ty, AKOI BiH MOBWUHEH A0TpMMyBaTUCA nMig 4ac
NiKyBaHHS.

PekoMeHaoBaHa go3a Banapokcy 1 TabneTtka Ha noby.
dikcoBaHa kKoMbiHauia He NiagXxoaAnTb ANA NOYaTKOBOI Tepanii.

[lo nepexoay Ha BanapokC cTaH nMaui€eHTIB MNOBUMHEH KOHTPOJIOBATUCS
CTabiNnbHUMKU [03aMUN OKPEMUX KOMMOHEHTIB NpU O0AHOYACHOMY 3aCTOCYBaHHi.
[o3a Banapokcy noBuHHa 6a3yBaTuUCsd Ha [03aX OKPEMUX KOMIMOHEHTIB
KoMbiHauii B MOMEHT nepexoay.

AKWwo noTpibHa 3MiHa 403K Byab-AKOT A4ito40i peyoBUHU (pikcoBaHOI KOMbGiHaUT
yepes 6yab-aKy NnpnunHy (Hanpuknag, sneplle AiarHoCTOBaHO 3aXBOPIOBaHHS,
3MiHa CTaHy nauieHTa abo B3aeMoais nikapcbknx 3acobiB), OKpeMi KOMMOHEHTH
NOBMHHI 6YTN 3aCTOCOBaHi MOBTOPHO A1 BU3HAUYEHHS 403MW.

JlogaTkoBa iHgpopmMmaLis 1L oA0 crieyiaslbHuX rpyrn HaceJaeHHs

[MauieHTn NiTHLOro BiKY

Kopekuis o3n He noTpibHa.

MauieHTV 3 NnopyweHHIM dbYHKLIT HUPOK.
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ONns nauieHTiB 3 flerkMMm Ta MNOMipHUM MNOPYLIEHHSAM (YHKUIT HUPOK HeMae
HeobXigHOCTI y Kopekuii A03M. 3acTtocyBaHHS Banapokcy npoTunokasaHe
nauieHTaM i3 TAXKMMM  NOPYLIEHHSAM  (YHKUii HUMpOK (AUMB. po34inu
«[MpoTnnokasaHHa» Ta «®PapMakokiHeTuka»). OgHo4YacHe 3aCTOCyBaHHS i3
anickipeHoM NpoOTUNOKAa3aHO MauieHTaM i3 nopyweHHAM pyHKUiT HUpok (LUK®
< 60 Mn/xB/1,73M2) (auB. po3ain «MpoTUnoKasaHHsa>»).

MNauieHT 3 NopyLeHHaM DYHKLIT NevYiHKu

He cnocTepiranoca 3poCTaHHA CUCTEMHOI €eKCno3uuii po3yBacTaTUHy Y
nauieHTiB 3 7 Ta MeHwe 6anamu 3a wkanotw Yamnga — M'to. MNpoTe nocuneHHs
CUCTEMHOI ekcno3uuii 6yno BiA3HAYEHO Yy NaUiEHTIB, CTaH SIKUX OUIHIOBABCS Y
8 Ta 9 6aniB 3a wkanot Yannpga — M0, Y Taknux nauieHTiB cnig nposoanTm
OUiHKY YHKLUIT neYviHkKn. [locBig 3aCTOCyBaHHSA npenapaTy Yy 0Cib 3 NOKa3HUKOM
6inbwe 9 6GaniB 3a wkanow Yawmnga — N'to  BiacyTHIN. Banapokc
NPOTUMNOKAa3aHUMN MauieHTaM i3 3aXBOPHOBaHHAMW MNEYiHKW B aKTUBHIN cTagii
(avB. po3ain «MpoTUNOoKa3aHHA»), TAXKKUM MNOPYLWEHHAM QYHKUII NediHkn,
6iniapHMM UMPO30OM nMeviHKM | nauieHTam 3 XxonecrtasoM (AMB. po34inu
«[poTnnokasaHHa», «0OcobnmBOCTI 3acTocyBaHHA» Ta «DapMaKOKiHETUKa»).
ONna nauieHTiB 3 NerkuMm i noMipHUM nopyweHHaM @yHKUiT nediHkn 6e3
X0necTasy Ao3a BajicapTaHy He NoBMHHaA nepesuuysaTtn 80 Mr.

Paca
Y nauieHTiB  MOHronoigHOI  pacu crnocTepirasaca nigBuuwieHa CUCTEMHA
ekcno3uuia npenapaty (aume. po3dinm «lpoTunokasaHHs», «0OcobnnBoCTi

3aCTOCYyBaHHA», «DapMaKoKiHETUKE).

eHeTnYHI noniMmopdizMu

Bigomo, wo cneumndivyHi TMNM reHeTUYHUX NoniMopdiamMiB MOXYTb NPU3BOAUTU
A0 36inbleHHs ekcno3uuii po3yBacTaTUHy. [lauieHTaM i3 HaSABHICTIO Takux
TUNIB NOMIMOP@i3My peKOMeHAYETbCS 3MeHWNTN A060BY 403y pOo3yBacTaTUHY.

CynyTH4 Tepanis

Po3yBacTtatuH € cybcTpaToM ANs pi3HMX TpaHCNOpTHUX 6inkiB (Hanpuknaa
OATP1B1 Tta BCRP). Pusunk mionarTii (Bkato4atoumn pabaomionis) niaBULLYETbLCS
npuM OAHOYACHOMY 3aCTOCYBaHHi pO3yBacTaTUHY 3 MNEBHUMMU JNiKAaPCbKUMU
3acobamu, 34aTHMMKU MNigBULLYBATU KOHUEHTpauil po3yBacTaTUHyY B MaasMi
KpOBi 4epe3 B3aeEMOAII0 3 UMMM TpaHCcnopTHMMM binkamun (Hanpuknag 3
LMKAOCMOPUHOM Ta AesKMMM iHribiTopaMn npoTeasn, BKAOYaOUM KOMbBiHaUii
PpUTOHaBipy 3 aTaHas3aBipoM, JfoniHasipoMm Ta/abo TunpaHasipoMm). Cnig
PO3rNIAHYTU anbTepHaTUBHE JliKyBaHHA i, SKWO HeobxigHO, TWMMYacoBO
NPUMNUHUTM Tepanito po3yBacCTaTUHOM. Y cCUTyauidX, KOJM O[HOYACHOro
3aCTOCYBaHHS UMX NiKapCcbknx 3acobiB i3 po3yBaCTaTUHOM YHUKHYTU
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HEMOX/TMBO, Cifl 3BaXWTU KOPUCTb Ta PU3UKM Bif, CYNMyTHbOIO 3aCTOCYBaHHS
Ta peTenbHO NiAbupaTu 403y po3yBacTaTUHY.

Hitn.

be3neka Ta edeKkTMBHICTb An4a giten (BikoM A0 18 poKiB) He BCTAHOBJIEHI.
Banapokc NnpoTuUnokasaHo 3aCTOCOBYBATM NauieHTaM BiKOM A0 18 pokiB.

lNMepeno3yBaHHSA.
CnMmnToMm

Pe3ynbTaToM Nnepeno3yBaHHs BasicCapTaHOM MoXe 6yTu BupakeHa apTepianbHa
rinoTeHsisa, WO MOXe npu3BecTu A0 MNPUrHIYEHHA CBIAOMOCTI, CYAWHHOI
HeLOCTaTHOCTI Ta/abo wWwoky.

JlikyBaHHS

TepaneBTUYHI 3axo4u 3anexaTb Bi4 4acy NpMMOMYy HaaMipHOI 03U, TUNY i
TAXKOCTI CMMNTOMIB; cTabinizauis KpoBoobiry cTraHy Ma€ neplo4yeprose
3HaYEeHHA.

Mpy BWHUKHEHHI apTepianbHOI riNOTeH3ii MauieHT noBuHeH nepebyBaTn y
NONOXEHHI Nexaudmn, TakoX Cij npoBecTu KopekLuito 06’eMy KpoBi.

ManonMoBipHO, WO BancapTaH MOXHa BMBECTM 3 OpraHiaMy WIAX0M
remogianisy. KopucTtb Big npoBefeHHs remogianizy MasonMoBipHa.

CneumndivyHoro nikyBaHHS Yy BMUMaaKy nepenosyBaHHA HeMmae. JlikyBaHHS
cMMNTOMaTU4He. Y pa3si HeobXiaHOCTI BXXMBATW NigTpUMyBanbHUX 3axoais. Cnig
nepeBipnTh piBHi KOK Ta npoBecTn TeCTU AN OUIHKN (PYHKUIOHANbHOIO CTaHy
MeviHKun.

Mo6iyHi peakuyii.

Hecnpuatnunei peakuii, SKi cCNOCTepiratoTbCA NpuY 3aCTOCYBaHHI pOo3yBacTaTUHY,
AK NpaBwuo, Nerki i Kopotko4yacHi. MeHwe 4 % nauieHTiB NPUNUHUAN NPUNOM
po3yBacTaTUHy 4epe3 NobiuHi peakuii.

Mpn 3acTocyBaHHi BancapTtaHy AOPOCAMM nNauieHTaM 3 apTepiasibHO
rinepTeHsielo 4yactota NO6IYHMX peakuin npu 3acTtocyBaHHi nnauebo
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BignoBigana TaKin nNpu 3acTOCyBaHHi BascapTaHy. YacTtota BUHUKHEHHS
nobiuHMX peakuin He noB’s3aHa 3 403010 abo TpMBaNICTIO NiKyBaHHS, @ TaKoX
NnoKasaHo BIACYTHICTb 3B’A3KYy 3i CTaTTiO, BiKkOM abo pacoto nauieHTa.

B Tabnuui Hwmxue npeactaesneHi nobidyHi  edekTM npu 3acToCyBaHHiI
po3yBacCTaTMHy | BasicapTaHy Ha nigctaBi  AaHUX  KJIHIYHUX i
NOCTMAapKETUHIOBUX AoChigkKeHb. HebaxkaHi peakuii kKnacndikyoTbCst 3a1eXHO0
BifL 4acCToTM | cCcuUCTeMM opradie: gyxe d4acto (= 1/10); yacto (3 1/100
— < 1/10); HevacTo (3 1/1,000 — < 1/100); piako (3 1/10,000 — < 1/1,000);
ayxe pigko (< 1/10000); HeBiaoMO (He MOXHa OUiHUTM 3@ HASBHUMUN AAHUMN).

Cucrema . YacroTa
. Heb6a)xaHi peakuii
opraHis BancapraH | Po3yBacraTtuH
3 60Ky KpOBI TpombouuTtoneHis Hesigomo Pioko
Ta 3HUXEHHSA piBHA
niMmpaTNYHOI remornob6iHy, HeBsizoMo
CUcTemMm reMaTokpuTy,
HEeUTponeHis
3 60Ky iMyHHOI | Peakuii rinepuyTnmeocCTi, PiaKo
CUCTEMMU BK/IKOUAKOYN aHrioegemy
Peakuii rinepyyTanBoCTi,
BKJ/IHOHAOUYN CUPOBATKOBY Hesigomo
xBopoboto
3 6oky
€HAOKPUHHOI LlykpoBui giabet?! YacTto
CUCTEMMU
3 60ky 06MiHYy | MigBULLEHHS piBHSA
peYyYoBUH Ta Kanito B cMpoBaTLi KPOBI, Hesigomo
XapyyBaHH4 rinoHaTpieMia
3 6oky . :
nCUXiKH Henpecia Hesigomo
3 6oky ) 3anaMopuongH9|, YacTo
HEepBOBOI rosiI0BHUN 6inb
CUCTeMU MoniHeBponarTida, BTpaTa .
nam’'aTi Ayxe piako
NepudepnyHa
HenponaTisa, po3naaun CHy HeBinoMo
(BkAtOYaoum 6e3CoHHS Ta
HIYHI XXaxu)
3 60Ky opraHiB
CNnyxy Ta BepTturo HeuacTo
nabipuHTy




¥ Hapopna anTeka

KpeaTuHiHY B cMpoBaTui
KpOBI

3 6oky cyanH Backynit HesigoMmo
3 6oky AvcnHoe Hesigomo
AnxanbHol
cucremm,
Sg;z:lc:. Kawenb HeuvacTto Hesigomo
KNITUHW Ta
cepenoCTiHHS
3 6oky Ab6pomiHanbHuI 6inb Heuvacto YacTo
LLITYHKOBO- HypoTta Yacto
KMLWKOBOIo 3anop YacTo
TpakTy NaHkpeaTut Pioko
Hiapes Hesigomo
3 6oky FenatuT Ayxe piako
YXOBYOBUBIAHOI | XKOBTAHMLSA Ayxe piako
cncrTemu ﬂI,D,I?VILLI,eHHﬂ piBHS _ Piako
NMnevyiHKOBMX TpaHCaMiHa3
MigBnweHHS 3HAYEHHS
nediHKkoBmMx nNpob, y Tomy
YUCNi KOHUEeHTpauil Hesigomo
6inipybiHy B cupoBaTui
KpOBI
3 60Ky LWKipun Bucun, ceepbix Hesigomo HeuacTto
Ta NigWwKipHUX | Kponue’sHka Heuacto
TKaHWH CuHapoMm CtiBeHca — )
Hesigomo
[>XOHCOHa
AHrioegema Hesigomo
3 6oky M'qa3iB Mianris Hesigomo YacTto
Ta Crony4yHol MionaTisa (BKAKOYHO i3 PinKko
TKaHWUHN MiO3UTOM)
Pabaomionis Piako
ApTpanris Ay>xe piako
IMyHoO6yMOBeHa
HEeKpOoTUYHa MionaTid Hesigomo
(IMHM)
3axBOpHOBAHHA
CYXO0XWNb, iHOAI Hesigomo
YCKNagHeHi po3pnBoM
3 60Ky HUpoOK | FemMaTypis Ayxe piako
Ta HnpkoBa HeAOCTaTHICTb
CEYOBMBIAHOI | abo nopyLieHHs dyHKLiT
cucrtemu HWUPOK, NiABULLEHHSA piBHA | Hesigomo
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3 6oky

cTaTeBux

OopraHiB Ta NHekomacTiqa Ayxe piako

MOJTOYHUX

3an103

3aranbHi AcTeHisa YacTto

NOpPYLUEHHSA Habpsk Hesigomo
BTomMntoBaHICTb HeuacTto

YacToTa 3anexuTb Bif HAsIBHOCTI 4M BiACYTHOCTI dakTopiB pu3uKy (piBeHb
rMIOKO3N HaTwe = 5,6 mmonb/n, IMT > 30 Kr/mM2, nigBulLEHWUI piBEHb
Tpurniuepuais, aptepianbHa rinepTeHsisa B aHaMHesi).

AK | npu 3acTtocyBaHHi iHWKX iHribiTopie MI-KoA-peaykrasm, 4acrtoTa
No6GIYHMX peakuin 3anexunTb, 9K Npasuno, Bi4 A03MU.

Onuc okpeMnx nobiyHMX peakLin

Brinivws Ha HUpKu:

Y nauieHTiB, 4Ki 3acCTocoByBaJin pPO3yBaCTATMH, CMNOCTepirasiMmCb BUNALKMU
NpoTEiHYpii, NepeBa)xHO KaHaNbLEBOro NOXoAXXeHHS (BM3HAYEHOI 3a «TEeCTOM
CMYXKW»). 3MiHM BMICTy b6inka y ceui Big BiACYTHOCTI un cnigis go ++ abo
binbwe 3apeecTpoBaHi yepe3 gesknn yac B < 1 % nauieHTiB, aKi npunManm
npenapat y gosi 10 mr ta 20 Mr, Ta nNpubnmsHo y 3 % nauieHTiB npu
3acTocyBaHHi Ao3m 40 mr. He3HauyHe 36inblieHHs 4acToTM BUNaAKiB
niasuweHHs 6inka y cedi Big BiaoCYTHOCTI abo cniagis Ao + cnocrepiranocs npu
3acToCyBaHHi go3m 20 Mr. Y 6inblIOCTi BMNagKiB BUPAXKEHICTb MpOTeiHypii
3MeHuWyBanacb abo 3HMKana CroHTAaHHO MNpW MNpPOAOBXEHHI 3acCTOCYBaHHS
npenapaty. lNepernag AaHUX KNIHIYHUX AOCNIAXEHb Ta MOCTMAPKETUHIOBUX
CNOCTepexXeHb He BUABUB MPUUYUHHOIO 3B'A3KY MiXK MPOTEIHYPIE Ta rocTpmuM
abo nporpecyuynM 3axBOPOBAHHSAM HUPOK.

femMaTypis crnocTepiranacb y Naui€eHTIB, SKi 3aCTOCOBYBa/IM poO3yBacCTaTUH, i
AaHI KNIHIYHMX AoCcNig)XeHb CBig4aTh Npo il HU3bKY 4acToTy.

Brniane Ha ckeneTHy MycKkynatypy

3MiHM 3 60Ky CKeneTHOI MycKynaTypwu, Taki 9K Mmianriga, mionaTisa (B TOMY 4nChi
MiO3UT) Ta piaKo — pabaoMionis i3 rocTporo HUPKOBOK HeaocTaTHICTIO abo 6e3
Hei cnocTepiranucs npu 3acToCcyBaHHi Oyab-aKMX [03 po3yBacTaTUHY, a
0cobnnBO Npu 3acTocyBaHHi o3 > 20 Mr. Mpo pigkicHi BUNagku pabaomionisy,
WO iHKOMKN 6yNKn acouinoBaHi 3 HUPKOBOK HeAOCTaTHICTIO, NOBIAOMNANOCS NMpwU
3aCTOCyBaHHIi po3yBacTaTUHY, @ TaKOX iHLWMNX CTAaTUHIB.



¥ Hapopna anTeka

Y nauieHTiB, AKi nNpuiMann po3yBacTaTWH, CMNOCTepiranocsa Ao303asiexHe
3pOCTaHHS piBHIB KpeaTuHdocdokiHazn (KDOK); y 6inbwiocTi Bunaakie asuuwe
6yno cnabkum, 6€3CMMNTOMHUM Ta TMMYacoBUM. AKwo piBHI KOK nigBuLeHi
(> 5 x BMH), nikyBaHHSA cnig npunuHUTK.

Brisins Ha nediHKy

SK i Npn 3acTtocyBaHHi iHWKX iHri6iTopie TMIMN-KoA pepykTtasun, y HeBesIMKOI
KiNMbKOCTI  MauieHTiB, €Ki nNpuAManuM  po3yBacTaTWH, CrocTepiranocs
Ao303asexHe 36iNbleHHA piBHA TpaHcaMiHas; y 6inblOCTi BUNaaKiB asuue
6yno cnabkmm, 6€3CMMNTOMHUM Ta TUMYACOBUM.,

MobiyvHi peakuii, SKi cnocTepiranCcb NpU 3aCTOCYBaHHI AEAKMUX CTATUHIB:
- ceKkcyanbHa agMchyHKLUis;

- BUHATKOBI BUMAAKU IHTEPCTUUIANBbHONO 3axXBOPIOBAHHSA JI€reHb,
ocobnmBO nNpu  AOBrocTtpokosin Tepanii (ameB po3gin  «OcobnumBoCTi
3aCTOCYBaHHSA»).

Pabaomionis, cepro3Hi nopyweHHa @GYHKUiT HUPOK i nediHku (nepeBa)HO
nonsararTb B NiABULEHHI NEYiHKOBUX TpaHCaMiHa3) cnocTepiraaucb 4vacTiwe
npu 3acToCcyBaHHI npenapaTy y Ao3i 40 mr.

ditn

Y piten Ta nigniTkiB nicng snpas abo 3HauUHMX Pi3NYHMX HAaBaHTaXKeHb YacTiwe
Big3Hadanu nigsuweHHa KOK > 10 x BMH Tta M’azosi cumntoMu. lNpodinb
6e3nekn polyBacTaTUHY Yy AiTeNn, NigniTKie Ta AOPOCAMX NOAIGHUN.

3BiTHICTb Npo nepeabavyBaHi Nob6iYHI peakuiii.

3BiTHICTb Npo nepeabayvyBaHi NobiYHI peakuii nicng peecTpauii NiKapcbKoro
3acoby Mae Benuke 3HaudeHHA. Lle gae 3Mory npoaoBXyBaTW MOHITOPUHE
CNiBBiAHOLEHHS KOPUCTb/pU3nK nikapcbkoro 3acoby. IHdpopmauito npo 6yab-
aKi nepeabadyBaHi nobiyHi peakuii cnig nogasaTuM BiAMNOBIAHO A0 BUMOr
3aKOHOA4aBCTBa.

TepMiH npmaaTHOCTI.

2 pOKMU.



¥ Hapopna anTeka

YMoBu 36epiraHHs.

Ona nikapcbkoro 3acoby He noTpibHi cneuianbHi TemnepaTypHi yMOBM
36epiraHHs.

36epiratv B opuriHanbHin ynakoBUi 4Na 3aXMUCTYy Big A4ii BONoru.

36epiratv y HeAOCTYNHOMY A5 AiTen Micui.

YnakoBka.

Mo 10 TabneTtok y 6nicTepi; no 3 abo 9 6nicTepiB y KapTOHHIN KOpobUi.

KaTteropisa Bianycky.

3a peuenToM.

Bupo6HuK.

KPKA, a.a., Hoso mecto/ KRKA, d.d., Novo mesto.

Micue3Haxoa)>keHHA BUPO6HMKA Ta MOro agpeca Micus nNpoBafXXEeHHSA
ARIANbHOCTI.

LLimap’ewka yecta 6, 8501 Hoso MecTo, CnoBeHissl/ Smarjeska cesta 6, 8501
Novo mesto, Slovenia.



