IHCTPYKLIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

MAKCITPA
(MAXIGRA)
Cknap:
Aitoya pevoBuHa: cungeHadin,
1 TabneTka MiCTUTb CunaeHainy LMTpaT, WO eKBiBaneHTHO cungeHadiny 50 mr a6o 100 mr;
[OMNOMiI>KHI peyoBuHu: MaHiT (E 421), kpocnosifoH (Tun A), noBifoH K-30, KpoxManb KyKypyZA3sHUIA, HATPitO naypuncynbgar, MarHito creapar, KpeMHito fiokeug,
KONOigHNIA 6e3BOAHWIA,
060/10HKa: rinpomenosa, Mmarporon 6000, TuTaHy giokeng (E 171), TanbK, iHAMrokapmid (E 132).

JlikapcbKa thopma. TabneTku, BKPUTI NIBKOBOK 060/I0HKOHO.
OcCHOBHI (pi3MKO-XIMiYHI BNaCTUBOCTI: KPYrAi, 4BOONYK/I TabNETKN, BKPUTI M1IBKOBOK 060/IOHKOO ro/1y60ro Kosbopy.

dapmakoTepaneBTUYHa rpyna. 3acobu, Lo 3aCTOCOBYHTLCA NPY epeKTUNbHIN AnchyHKUii. CungeHadin. Kog ATX G04B EO03.

dapMako/oriyHi BnacTmeoCTI.

dapmakogrHamika.

MexaHi3m gil. CungeHadin € npenapaTom 415 NepopasibHOro 3aCTOCYBaHHSA, NPU3HaYeHUM A1 NiKYyBaHHSA ePeKTUNbHOT AUCHYHKLIT. Mpn cekcyaribHOMY 30YpKEeHHI
npenapar BiHOBJIHOE 3HVKEHY epeKTUNbHY (DYHKLILO LLISXOM MOCUMIEHHA NMPUTOKY KPOBI A0 MeHica.

®i3i0N0riYHNA MexaHism, L0 3yMOB/IHOE ePeEKLLit0, BK/OYAE BUBINbHEHHS okcuay a3oTy (NO) y kaBepHO3HMX Tinax Mif Yac CeKCyasbHOro 30ypKeHHs. BUBiNbHEHNI
OKCW[, a30Ty aKTUBYE (DEPMEHT ryaHifnaTumkniasy, Wwo CTUMY/IOE NiABULLEHHS PIBHSA LUMKIIYHOrO ryaHosvHmoHodocgaty (LrM®), wo 3i cBoro 60Ky, BUK/IMKAE
po3cnabieHHs rnagKoi MycKynaTypy KaBepHO3HMX Tifl, CNPUSAIOYM NPUTOKY KPOBI.

CungeHadin € NOTY>XKHUM Ta CeNeKTUBHUM iHri6iTopom LI M®-crneundiyHol docdogiectepasu 5 (PAES) y kaBepHO3HUX Tinax, e ®AES signosigae 3a posnag,
urMao. Edektn cungeHadiny Ha epekuito MaroTb nepudepuyHmnin xapakrep. CungeHadin He YaHMTL Ge3nocepeHbOT penakcyruol Ail Ha i30/1b0BaHi KaBepHO3Hi
Tina NoauHW, ane NOTY>KHO Nocuntoe poscnabntotody gito NO Ha faHy TKaHuHy. [Npu aktueayii metaboniyHoro wnsxy NO/urMa, o BifgbyBaeTbCst Npu CTaTeBIl
CTUMYNALIT, IHri6yBaHHA cungeHadinom ®OES npu3BoanTb A0 NiABULLEHHA PiBHA LI M® y KaBepHO3HMX Tiflax. Taknum YMHOM, AN TOro, Wwob cungeHadin BUKINKaB
HeoOXiAHWI hapMaKoNorivyHNiA etheKT, NOTPIOHE CceKcyanbHe 30y IPKEHHS.

Bnive Ha dapmakogmHamiky. JocnifKeHHS in Vitro nokasanu CeneKTUBHICTb BNMBY cungeHaginy Ha ®AES, wo 6epe akTMBHY y4yacTb Y npoleci epekuii. Edekr
cungeHadiny Ha ®1E5 noTyXHiWwWiA, HiX Ha iHWI Bigomi octopaiectepasn. Lleli edekT y 10 pasiB NOTY>XKHILLWIA, HiX edpekT Ha ®LIEB, 10 6epe yyacTb y npouecax
(hoTONepeTBOPEHHs Y CiTKiBUi. IMpu 3acTocyBaHHI MaKCUMa/lbHUX PEKOMEHOBaHUX 03 CENeKTMBHICTb cungeHadiny go ®AE5 y 80 pasiB nepeBulllye MoOro
cenekTuBHICTb o ®AEL, y 700 pasis Buwa, Hix go ®AE2, ®AE3, ®E4, PAE7, PAES, DAE9, ®AE10 Ta PAELL. 30Kpema, CeNeKTUBHICTL cungeHadiny go ®AES
y 4000 pasiB nepeBuLLYE MOro cenekTneHicTb 40 PAE3 — ulr M®-crneyudivHoT i3odopmn hocdoaiecTepasu, Lo Gepe yyacTb Y perynsauii cepueBoi CKOPOT/IMBOCTI.
dapmakoKiHe TVKa.

Abcopbuid. CunaeHadin WenAKo abcopbyeTbes. MakcMmasibHa KOHLEHTpaL s NikapcbKoro 3acoby y nnasmi KpoBi (Crgy) AocAraetbca npotarom 30—120 xsuanH (i3

meAiaHoto 60 XBMIMH) Nicns MOro nepopasbHOro 3acTocyBaHHs HaTle. CepeaHsa abcontoTHa 6i0f0CTYMHICTL NiCNSA NepPopasbHOro0 3aCTOCyBaHHS CTaHOBUTL 41 % (3
Aiana3oHoM 3HayeHb Bif 25 A0 63 %). Y pekoMeHAoBaHOMY fiana3oHi fo3 (Big 25 go 100 mr) nokasHukn AUC (mnowa nig gapMakoKiHETUYHOK KPUBOHD




«KOHLIEHTpaLifi-4ac») Ta Ciax CUIAEHADINY NiCNA MOro NepopanbHOro 3aCTOCyBaHHA MiABULLYIOTLCA MPOMOPLiAHO 40 [03K.

Mpw 3acTocyBaHHI cungeHadiny nif vyac BXWBaHHA DKi CTyNiHb abCOPOLLIT 3HVKYETLCA i3 CepeiHIM NOAOBXKEHHAM T ax 40 60 XBUNUH i cepefHiM 3HUXEHHAM Cpax
Ha 29 %.

Po3nogin. CepefHili piBHOBaXXHWIN 06°eM po3noginy (V) cTaHoBuTb 105 f1iTpis, WO CBIAYMTL NPO PO3NOAIN NpenapaTy B TKaHWHaX opraHismy. icns ogHOpa3oBoro

NepopasibHOro 3acTocyBaHHA cungeHadiny B fo3i 100 Mr cepefHs MakcMMasibHa 3arasibHa naasmoBa KOHLEeHTpauis cungeHadiny cTaHoBUTb NprbamsHo 440 Hr/mn
(KoedpinieHT Bapiauii ctaHoBUTb 40 %). OCKifNbKM 3B’A3yBaHHS cungeHadiny Ta noro ronoBHoro N-gecmeTuaiMeTabonity 3 6inkamu nnasmm gocsrae 96 %, cepegHs
MaKc/MasibHa Mna3moBa KOHLEHTpaLia BifibHOro cungeHadiny pocarae 18 Hr/mn (38 HMosb). CTyniHb 3B’A3yBaHHA 3 6ifIKaMy Nia3Mn He 3a/1eXUTb Bif, 3araibHUX
KOHUEeHTpauiv cungeHadiny.

Y 340p0BKX A06POBO/BLIB, AKi 3aCTOCOBYBa/IM cugeHadin ogHopas3oso B 4031 100 Mr, yepe3 90 XBUNUH B eAKYNATI BU3HaYanocs MeHwwe 0,0002 % (B cepefHbOMY
188 Hr) 3acTocoBaHOT 03MW.

bioTpaHcthopMmauis. MeTaboniam cungeHaginy 34iNCHIOETLCS TOMOBHUM YMHOM 3a Y4YacTH0 MiKpOCOMaslbHUX i30thepMeHTiB nediHki CY P3A4 (rofoBHWIA WNsX) Ta
CYP2C9 (gpyropsgHuii wnsx). FONOBHUIA LMPKYNOKUNIA MeTaboNIT YTBOPHOETLCA LWNAXOM N-AeMeTuntoBaHHA cungeHadiny. CenekTUBHICTL MeTaboniTy Woao
& IES nopiBHSAHHA 3i CENEKTUBHICTIO cungeHadiny, a akTMBHICTb MeTaboniTy woao ®AES ctaHoBUTL Npubnn3Ho 50 % akTUBHOCTI BMXIiAHOT peyoBMHK. Mna3mMoBi
KOHLeHTpaLil LUboro metaboniTy CTaHOBASTb NpM6AN3HO 40 % KOHLUeHTpauiin cungeHadiny B nnasmi Kposi. N-AeMeTWUbOBaHMIA MeTaboniT 3a3Hae NOAanbLLOro
mMeTaboni3my, a nepiof Noro HaniBBMBEAEHHS CTAHOBUTL NPUGIN3HO 4 rOAVHMN.

EnimiHauig. 3aranbHuin KnipeHe cungeHadiny ctaHoBUTb 41 N/roAnHy, Lo 3yMOB/IHOE Nepiog Moro HaniBeuBeLeHHS TpuBanicTio 3-5 roamH. Ak nicns nepopasbHoro,
TaK i Micns BHYTPiLUHbOBEHHOI 0 3aCTOCYBaHHA EKCKpPeLisi cungeHadiny y BUrnagi MetaboniTis 34iiCHIOETLCA FONOBHMM YMHOM i3 Kanom (nprn6amsHo 80 % BBeAeHOI
nepopasibHOI A03K) Ta MEHLLIOK Mipoto i3 ceyeto (NpubnnsHo 13 % BBeAEeHOT NepopanbHO A03K).

PapmMaKoKiHe T1Ka B 0CO6/IMBUX Py NaLieHTIB.

MalieHT NITHLOro BIiKY. Y 3[0pOBUX A06POBOMBLLIB MITHLOrO BiKy (BIKOM Bif 65 pOKiB) Bif3Hauyanocs 3HVKEHHS KipeHCy cungeHadiny, Lo 3yMOBHOBAO
NigBULLEHHS NI1a3MOBMX KOHLEHTpauiin cungeHadiny Ta Moro aktueHoro N-AemMeTunboBaHOro metabonity npu6amsHo Ha 90 % nopiBHAHO 3 BiAMNoOBIAHUMY
KOHLEHTpauiaMm y 340poBuX L0OPOBOMbLLIB MOMOAWOro BiKy (18-45 pokiB). Y 3B’A3KY 3 BIKOBUMW BIAMIHHOCTAMMW Yy 3B’A3yBaHHI 3 6ifikaMu njasmu Kposi
BiANOBiAHE NiABWLLEHHS N1a3MOBOI KOHLEHTpaL,iT BiIbHOro cungeHaqiny ctaHoBMI0 NpruoansHo 40 %.

HvpkoBa HeAOCTaTHICTb. Y [06pOBO/BLLIB i3 MOPYLUEHHAMU (YHKLUIT HUPOK fIErKOro Ta MOMIPHOro CTyrneHs (knipeHc kpeatuHiHy Big 30 o 80 mn/xs)
(hapMaKOKiHEeTVKa cunaeHainy 3anmwianacsa He3MiHEHO Micns NOro 04HOPa3oBOro NePOPasIbHOr0 3aCTOCYBaHHA Y A03i 50 mr. CepefHi

AUC T1a Cp o N-gemeTnnboBaHoro metabonity nigsuilysanvca Ha 126 % ta 73 % BignoBigHO NOPIBHAHO 3 TaKUMMW MOKa3HMKaMW y J06POBO/IbLIB Takoro X BiKy

6e3 nopyLueHb PYHKLIT HAPOK. OHaK Yepe3 BUCOKY iHAMBIAYaNbHY BapiabenbHICTb Wi BiAMIHHOCTI He BY/IM CTaTUCTUYHO 3HAYYLLMMKW. Y 006POBO/BbLIB i3 THXXKKUMN
MopYLUEHHAMU (DYHKLIT HUPOK (KNipeHC KpeaTUHIHY Hxkye 30 MJI/XB) KNipeHe cungeHadiny 3H1XyBascs, LU0 Npu3BoAno Ao cepefHix nigsuweHb AUC Ta Cppox Ha

100 % Ta 88 % BIANOBIAHO MOPIBHAHO 3 [OOGPOBOMBLLAMY TAKOT0 X BiKYy 6e3 nopyLueHb QyHKLiT HUpoK. Kpim Toro, 3HaveHHs AUC Ta Ciax N-AeMeTuiboBaHoro
meTaboniTy 3HauvyLe nigsuwysannca (Ha 200 % Ta 79 % BiAMNoBiLHO).

MeyiHKOBa HeAOCTaTHICTb. Y A06pPOBO/MBLIB i3 LMPO30OM MEYiHKM NErkoro Ta nomipHoro ctyneHs (knacie A Ta B 3a knacudikauieto Yaringa-’to) KnipeHc
cungeHadiny 3HMKyBascs, Lo npussoanio Ao nigsuweHHa AUC (84 %) T1a Chax (47 %) NOpiBHAHO 3 JOOPOBO/LLAMM Takoro X BiKy 6e3 nopyLueHb (yHKLiT

neyviHkn. dapMakoKiHeTMKa cunaeHadiny y nauieHTIB i3 NOPYLUeHHAMN PYHKLIT NeYiHKN TSAXXKOro CTyMNeHs He B1BYanacs.

KniHiYHI XapaKTepuUCTUKMN.
lNokKasaHHS.
JlikyBaHHS epeKTUIbHOT AUCHYHKLIT, O BU3HAYAETLCA AK HE34ATHICTb JOCArTM abo NiATPMMATK epeKLito CTaTeBOro YnieHa, HeobXiaHY AN1d YCrilHOro CTaTeBoro



aKTy.
[ns edheKTUBHOT Aii npenapaty Makcirpa noTpiéHe cekcyanbHe 30y IpKEHHS.

IMpoTnnoKasaHHA.

MigBuLeHa Yy TMBICTb 0 aKTUBHOT PEYOBUHM ab0 [0 OY/b-AKOi3 AONMOMDKHNX PeYOBMH Npenapary.

- OfHoYaCHe 3aCTOCYBaHHA 3 [OHOpaMK OKCUAy a3oTy (Takumu SiK aMifHITPUT) abo HiTpaTamMu y 6yAb-AKii (hopmi NpOTUMNOKasaHe, OCKifIbKMA BIAOMO, LU0
cungeHain Mae BrvMB Ha LWNAXU MeTaboni3mMy oKeuay asoTy/UMKAIYHOro ryaHo3mHMoHogocgaty (LMM®) Ta NoTeHLi0€e rinoTeH3UBHMI e(heKT HITpaTIB.

- OfHovacHe 3acTtocyBaHHSA iHribiTopis ®AES (y TOMy umcni cungeHadiny) 3i CTUMynsaTopamy ryaHinatuukiasy, TakMMu K piouuryar, npoTUroKasaHe,
OCKiNIbKM MOXKe NPU3BECTM A0 CUMITOMATUYHOT rinoTeH3iT (AMB. po3gin «B3aemogis 3 iHLWMMK NiKapCbK1MMKM 3acobamu Ta iHLLI BUAMN B3aEMOAIA»).

- CTaHu, Npu AKNX He PeKOMeHO0BaHa CeKCya/lbHa aKTUBHICTb (Hanpuknag, TSXKKI CepLeBo-CYAMHHI po3nafu, Taki SK HecTabifibHa CTEHOKapAia Ta cepuesa
HeAOCTATHICTb TAXKKOMO CTYMEHS).

- BTpata 30py Ha 0fjHe OKO BHacNigoK HeapTepiasibHOI NepefHbOI iLeMiyHOT HeilponaTii 30pOBOr0 HePBa, He3a/IEXHO Bif TOro, UM MOB’A3aHa LA NaTonoris i3
nonepeaHiM 3acTocyBaHHAM iHri6iTopis ®AES, um Hi.

- MopyLleHHs QYHKLIT MeYiHKM TSXKKOrO CTyMNeHs, apTepiasibHa rinoTeHsis (apTepianbHUin TUCK HdkYe 90/50 MM pT. CT.), HEWOAaBHO NepeHeceHnid iHCYNbT abo
iH(hapKT MioKapga Ta BifJoMi CNafKoBi fereHepaTUBHI 3aXBOPHOBAHHS CITKIBKM, TaKi K NirMeHTHWUIA PETUHIT (HeBeNMKa KiflbKiCTb TaKUX NawieHTIB Ma€e reHeTUYHI
po3naau ocgogiectepas CITKIBKM), OCKiNIbKM 6e3neYHICTb cuigeHadiny He focnimKyBanaca y nauieHTiB 3 TaKMMU 3aXBOPIOBaHHAMM.

B3aemogis 3 iHLLIMMW NiKapCbKUMM 3ac06aMu Ta iHLi BUAW B3AEMOSIA.

Bnnve iHWKX nikapcbKux 3acobiB Ha cungeHadin.

JocnigpkeHHs in vitro.

MeTaboni3m cungeHadiny BifbyBacTbCA NepeBaXKHO 3a yyacTio i30opmu 3A4 (ronoBHUIM WsSX) Ta isodopmu 2C9 (apyropagHuin wnsx) uutoxpomy P450 (CY P).
Tomy iHri6iTopK LmMX i30(hepMeHTIB 3[aTHI 3HMXYBATW KNipeHC cungeHaqiny, a iHAYKTOpY LUMX i30(DepMeHTIB MOXYTb MigBULLLYBaTK KNipeHe cungeHadiny.
JocnifyKeHHd in vivo.

MonynAuinHWA  (hapMakKOKIHETUYHWIA aHani3 faHUX KNIHIYHUX [OCNiLKeHb MNPOAEMOHCTPYBAB 3HVDKEHHS KipeHCy cungeHadginy npu HOro OfHoYacHOMY
3acTocyBaHHi 3 iHri6iTopamn CYP3A4 (TaknMu SK KETOKOHA30/1, EpUTPOMILMH, LMMETUAMH). Xo4a npyu 0AHOYaCHOMY 3aCTOCyBaHHI cuigeHadiny Ta iHriéitopis
CYP3A4 3pocTaHHs 4acToTK MOBIYHNX ABULL, He CNOCTepirasiocs, peKoOMeHA0BaHa novaTkoBa 4o3a cuigeHadiny cCTaHoBUTb 25 M.

OpfiHoYacHe 3acTOCyBaHHA iHribiTopa BIJ1-npoTeasn puToHaBIpy, AyXXe NOTYXHOro iHri6iTopa P450, y cTaHi piBHOBaXXHOT KOHUeHTpauii (500 mr 1 pa3 Ha goby) Ta
cungeHadiny (pasosa gosa 100 mr) npussoanno Ao nigsuweHHs Coa cungeHadiny Ha 300 % (y 4 pasu) Ta nigsuiLeHHa nnasmosoi AUC cungeHadiny Ha 1000 %

(y 11 pasiB). Yepe3 24 roaunHn nNnasMoBi piBHI cungeHadiny Bce we ctaHoBMAM Npu6am3Ho 200 HI/MN MOPIBHAHO 3 PiBHEM MPUGAN3HO 5 HI/M, XapaKTepHUM Ans
3aCTOCyBaHHS cungeHadisny OKpeMo, WO BiAMoBifae 3HAYHOMY BMIMBY PUTOHABIPY Ha LUMPOKMIA criekTp cy6cTtpaTie P450. CungeHadhin He BhnAvBae Ha
(hapMaKoKiHETUKY PUTOHABIPY. 3 Ornaay Ha ui (papMakOKiHETUYHI JaHi OfHOYaCHe 3aCTOCYBaHHA CuideHadiny Ta pUTOHaBIPY He PeKOMEHAYETbCS (AMB. po3Ain
«OC06MMBOCTI 3aCTOCYBaHHS»); Yy OyAb-AKOMY BUMNafKy MakCMMasibHa [o03a cunjeHainy 3a XOAHMX 06CTaBMH He MOBWMHHA NepeBuLlyBaTy 25 Mr npoTarom 48
FOAVH.

OpfHoYacHe 3acToCyBaHHS iHribiTopa BIJ1-npoTeasu cakBiHaBipy, iHri6itopa CY P3A4, y [03i, Wo 3abe3neyvye piBHOBaXXHY KOHLUeHTpauito (1200 mr 3 pa3u Ha fo6y),
Ta cungeHadginy (100 Mr pa3oBo) NpuU3BOAUNO A0 NiABULLEHHA Coax CNAeHadiny Ha 140 % Ta 36inbweHHs AUC cungeHadiny Ha 210 %. He BusBNeHO BNAnBY

cungeHadiny Ha hapmakoKiHETUKY cakBiHaBipy. MepeadayvaeTbes, WO GinbLL NOTYXXHI iHri6iTopn CY P3A4, Taki K KETOKOHa30/1 Ta iTpakoHason, byayTb MaTu 6ifbLu
BUPaXXEHWIA B/MB.




Mpn 3acTocyBaHHI cungeHadiny (100 Mr pa3oBo) Ta epuUTPOMILMHY, cneumdivHoro iHribitopa CY P3A4, y piBHoBaXHOMY cTaHi (500 mr 2 pasu Ha foby npoTarom 5
[HiB) crnocTepiranocs nigsuiieHHs AUC cungeHadiny Ha 182 %. Y 300poBuX 406POBO/LLIB YOIOBIYOT CTaTi He crocTepiranocs BNAMBY asuTpoMiyunHy (500 mr Ha
po6y npotarom 3 fi6) Ha AUC, Chax: Trax» KOHCTaHTY LUBMAKOCTI eniMmiHauii Ta nofanblumid nepiog HaniBBMBeLeHHS cunfeHaginy abo 1Moro ronosHoro

LMPKY/oKYoro Metabonity. LumetuanH (iHriéitop uutoxpomy P450 Ta HecneumdiuHmid iHrioitop CYP3A4) y aosi 800 Mr npu ofHOYacCHOMY 3aCTOCYBaHHi i3
cungeHadinom y gosi 50 Mry 340poBux 406POBO/bLIB MPU3BOAMB 40 NiABWLLEHHS NAA3MOBMX KOHLEHTpPaLiin cungeHadiny Ha 56 %.

I"peindpyToBUii Cik € cnabkmm iHriGitopom CY P3A4 y CTiHLiI KULLEYHNKY | MOXE BUKINKATK NOMIPHE MiABULLEHHSA M1a3MOBUX PiBHIB cunaeHadiny.

OfHOpa30Be 3aCTOCYBaHHA aHTaUUAHMX 3ac06iB (MarHito rigpokcuay/antoMiHito rigpokcuny) He BNAMBaE Ha 6i0A0CTYNHICTb cunaeHadiny.

Xouya pocnigpkeHb crneyugivyHoi B3aeMOAIl 3 yciMa NikapCbKMMK 3acobamy He MPOBOAMNOCSA, 3a AaHWMM NOMyNAUIAHOrO (PapMakKOKIHETUYHOIO aHanisy,
(hapMaKoKiHeT1Ka cungeHainy He 3MiHOBanaca Npu MOro 0gHOYaCHOMY 3aCTOCYBaHHI 3 NiKapCbKUMK 3acobamu, WO Hanexatb 40 rpynu iHriéitopis CYP2C9
(TonbyTamif, BapgapuiH, (eHIiToiH), rpynu iHrioitopie CYP2D6 (Takmx §AK CefeKTUBHI IHrIGITOPU 3BOPOTHOrO 3aXOMJIEHHA CEPOTOHIHY, TPULMKANIYHI
aHTMAENpPecaHTn), rpynu TiasugHWX Ta TiasuaonomdibHMX AiypeTuKiB, METNbOBMX Ta Kaniisbepiratoumx AiypeTukiB, iHFiGITOPIB aHrioTeH3MHNEPETBOPHOKOYOro
(hepMeHTY, aHTaroHiCTIiB Ka/lbLlit0, aHTaroHICTiB 6eTa-afpeHopeLenTopiB abo iHAYKTopiB MeTabonisMmy CY P450 (Takux SK pudamniynH, 6apbitypatn).

HikopaHaun sBnse co6or0 ribpuz akTMBaTopa Ka/lbLieBUMX KaHaniB Ta HiTpaTy. HiTpaTHWI KOMMOHEHT 3YMOB/IHOE MOX/IMBICTb MOr0 CEepiio3HOT B3aemopii 3
cungeHadinom.

Y npoueci AoCNiMXKeHHS 3a yyacTH 3[40pOBMX [0OPOBO/bLIB-YOMOBIKIB OflHOYACHE 3aCTOCYBaHHSI aHTaroHicTa eHAoTeniHy 6o0ceHTaHy (MOMIpHWIA HAYKTOP
CYP3A4, CYP2C9 1a, moxnunso, CYP2C19) y piBHOBaXKHOMY cTaHi (125 Mr 2 pa3u Ha Joby) Ta cungeHadiny y piBHOBaKHOMY cTaHi (80 Mr 3 pasu Ha [o6y)
npu3soauno 1o 3HmkeHHA AUC Ta Cp g CungeHadiny Ha 62,6 % Ta 55,4 % BignosigHo. ToMy 0fHOYaCHe 3aCTOCYBaHHA TakuX MOTYXHuX iHayKTopiB CY P3A4, gk

pudamMnic, MoXe NPU3BOAUTU A0 BifibLL BUPKEHOTO 3HMKEHHSA KOHLEHTpaL T cuifeHadiny B nnasmi Kposi.

Bnnve cungeHadpiny Ha iHLWI NiKapcbKi 3acoou.

JocnifkeHHd in vitro.

CungeHadin — cnabkuid iHri6itop isothopm 1A2, 2C9, 2C19, 2D6, 2E1 Ta 3A4 (IKsg >150 MKMonb) Lutoxpomy P450. Ockinbky NiKoBi NnasMoBi KOHLeHTpawil
cungeHadiny LOPiBHIOKTL NPUGAN3HO 1 MKMONb, BNAMB Npenapaty Makcirpa Ha KnipeHc cy6cTpartiB X i30()epMeHTIB MasIoMOBIPHUIA.

BiacyTHi faHi o0 B3aeMofii cungeHadiny Ta Takux HecrneyudgiyHmx iHrioiTopis ghocogiectepasu, SK TeoiniH Ta gunipnaamonn.

JocnifyKeHHd in vivo.

OcKinbKK BifoMo, WO cungeHadin snansae Ha metabonism NO/UrM®, 6yno BCTaHOBNEHO, L0 Ll NpenapaT MOTEHLIKE FiNOTEH3MBHY Ait0 HIiTpaTiB, TOMY MOro
OAHOYaCHe 3aCTOCYyBaHHS 3 JOHOpamu OKCuAy a3oTy abo 3 HiTpatamu B Oy Ab-AKiil (hopmi NpOTMNOKa3aHe (AMB. Po3ain «poTUMNOKa3aHHA»).

Pioumryar. [JOKNiHIYHI [LOCNIIKEHHA NPOAEMOHCTPYBaM aAUTUBHUIA CUCTEMHUIA e(eKT 3HWKEHHS apTepiaslbHOro TUCKY MNPU O4HOYACHOMY 3aCTOCYBaHHI
iHriéitopis ®AES5 3 pioyuryatom. KniHiuHi gocnigkeHHS NpoAeMOHCTPYBa/U, WO pioyuryat nocutoe rinoTeH3nBHY Aito iHribiTopis ®AES. Y nauieHTiB, AKi 6panu
y4yacTb Y [JOCNI[KEHHI, He criocTepiranocs MO3UTUBHOIO KNiHIYHOro ediekTy npu 0AHOYaCHOMY 3aCcToCyBaHHI iHri6iTopie ®LE5 3 pioyuryatom. MpoTunokasaHe
OfHOYaCHe 3aCToCyBaHHSA piouuryary 3 iHri6itopamu ®AES, y Tomy uncni i3 cungeHadginom (aue. po3gin «MpoTUnoKasaHHN»).

OfiHoYaCHe 3acToCyBaHHA cungeHadiny Ta 610KaTopis aibga-afApeHopPeLEenTOpPiB MOXe NPU3BECTM 40 PO3BUTKY CUMNTOMATUYHOI MNOTEH3IT Y AeAKNX, CXWUIbHUX [0
LbOro NawieHTiB. Taka peakLisi HayacTille BUHMKaA NPOTAroM 4 rofuH Nicns 3acTocyBaHHA cungeHadiny (ams. posginv «OcobamnBoCTi 3aCToCyBaHHS» Ta «Cnoci6
3aCTOCYBaHHA Ta J03u»). Y npoueci 3 AoCNifpKeHb cneumpivyHOT B3aEMOAIT NiKapCbKMX 3acobiB 6/10KaTop abda-afpeHopeLenTopiB fOKca303uH (4 Mr Ta 8 Mr) Ta
cungeHadin (25 mr, 50 mr ta 100 Mr) 3aCTOCOBYBa/IMCS OAHOYACHO NaljieHTam i3 J06POsKICHOK rinepniasieto nepeaMixypoBoi 3an03u, cTabinisalis cTaHy SKUX
Oyna focArHyTa npy 3aCTOCyBaHHI JOKCA303MHY. Y LMX NOMyNALIAX CNOCTEPIrasiocs CepefHe AOLATKOBE 3HVKEHHS apTepiailbHOro TUCKY Y NMOJMOXEHHI iexxaun Ha 7
/7 MM pT. CT., 9/5 MM pT. CT. Ta 8/4 MM PT. CT. Ta CepefHE 3HVKEHHS apTepialbHOro TUCKY Y MOMIOXEHHI CTOAYN Ha 6/6 MM pT. CT., 11/4 MM pT. CT., 4/5 MM pT. CT.
BiANOBIAHO. [py 0AHOYACHOMY 3aCTOCYBaHHI cunfeHainy Ta [0oKca303unHY naljieHTam, cTabinisalisa ctaHy sikux 6yna AocsrHyTa Mpu 3acToCyBaHHI JOKCA303UHY,
iHOAI NOBILOMAIANOCA MPO PO3BUTOK CUMMTOMATUYHOI OPTOCTATUYHOT FiMOTEH3il. Y LMX MOBIJOMIEHHAX MLLNOCA NPO BUNALKX 3anaMOpOYeHHs Ta CTaH nepeq




HEMPUTOMHICTIO, aie 6e3 CUHKONe.

He cnocTepiranocs »O0AHUX 3HaYyLMX B3aEMOAIA Npu ofHOYacHOMY 3acTocyBaHHi cungeHadiny (50 mr) i Tonbytamigy (250 mr) a6o BaptapuHy (40 mr), wo
meTabonisytotbea CY P2C9.

CungeHadin (50 Mr) He Npy3BOAMB A0 NOAOBXKEHHSA Yacy KpPOBOTeYi, CPUUYMHEHOT 3aCTOCYBaHHAM aLeTuncaniumnoBoi kucnotu (150 mr).

CunpgeHadin (50 Mr) He NOTEHLitOBaB rNOTEH3MBHY Ait0 aNKOro/k Y 340P0BUX A06POBO/LLIB MNPY CepeAHiX MakCUMaslbHUX PIBHAX eTaHo/y B KpoBi 80 mr/an.

Y nauieHTiB, AKi 3aCTOCOBYBa/M CUnfeHadisl, He CNOCTepiranocs >XOAHWX BigMIHHOCTe Npogifto NobivyHMX eqpekTiB MOPiBHAHO 3 nnauebo nNpu ogHOYacHOMY
3aCTOCYBaHHI TaKMX KNaciB rinoTeH3MBHUX NiKApPCbKMX 3ac06iB, SK AIYPeTUKN, 6110KaTopn 6eTa-agpeHopeLenTopiB, iHri6iTopy AMN®, aHTaroHICTK aHrioTeH3unHy I,
aHTUTiNepTeH3NBHI NiKapcbKi 3ac06M (CyAMHOPO3LWNPOBabHI Ta LEHTpasibHOI Ail), 6/10KaTopy afpeHepriyHnX HeMpoHiB, 610KAaTOPU KanbLIEBUX KaHaniB Ta
6nokatopu anbda-afpeHopPeLEenTopiB. Y cneljiabHOMY AOCNIIKEHHI B3aEMOAIT MPU 04HOYACHOMY 3aCcTOCyBaHHI cungeHadiny (100 mMr) Ta amnogmniHy nawieHTam 3
apTepiasibHOHO TiMnepTeH3iel0 CNocTepiranocs LOLATKOBE 3HVKEHHS CUCTONIYHOI0 apTepiasibHOro TUCKY B MOJIOXEHHI leXkaun Ha 8 MM pT. CT. BignoBifHe 3HVKeHHS
AiacToNIYHOro apTepiasibHOr0 TUCKY CTaHOBWIO 7 MM PT. CT. 3a BE/IMUMHOKO Li AOAATKOBI 3HVKEHHS apTepiaibHOro TUCKY Oynn NOPIBHAHHUMU 3 TUMW, LLO
crocTepiranmcsa nNpu 3aCTocyBaHHI nvLe cungeHadiny y 340poBux 406P0BO/bLIB (4MB. PO34in «PapmMakonorivyHi BlacTUBOCTI»).

CunpgeHadin y gosi 100 Mr He BN/MBaB Ha (hapMaKOKIiHETUYHI NOKa3HUKYM iHri6iTopis BIJ1-npoTeasn, cakBiHaBipy Ta pUTOHaBipy, siKi € cybcTpaTamm CY P3A4.

Y 300poBUX [06POBO/BLLIB YONOBIYOT CTATI 3aCTOCYBaHHA cungeHadiny y piBHoBaXHoMy cTaHi (80 mr 3 pasu Ha f06y) npu3soguno o nigsuiieHHs AUC Ta Crax

60ceHTaHy (125 Mr 2 pasu Ha AieHb) Ha 49,8 % Ta 42 % BiAnNoBiAHO.

Oc06/1MBOCT i 3aCTOCYBaHHSI.

[o noyatky Tepanii cnig 3i6patv MeAMYHWIA aHaMHe3 nauieHTa Ta NPOBeCTU (i3nKasibHe 0O6CTEXEeHHS A1 LIarHOCTUKM epeKTUNbHOT AUCHYHKLIT Ta BU3HAYEHHS Ti
MOX/IMBUX NPUYUH.

PaKTOopu prU3nKy CepLeBo-CyANUHHUX 3axXBOPtoBaHb. OCKIifIbKN CeKCyasibHa aKTUBHICTb CYMPOBOLKYETLCA NEBHUM PU3MKOM 3 GOKY cepus, [0 no4vaTKy Oyab-AKoro
NiKyBaHHA ePeKTUNbHOT ANCHYHKLIT liKap NMOBUHEH OLIHATK CTaH CepLeBo-CYyAUHHOT cucTeMm nauieHTa. CungeHadin BUSABNSE CYLMHOPO3LIMPIOBASIbHUIN eqeKT, LU0
MPOSABNAETLCA NNETKUM Ta KOPOTKOYACHWM 3HUDKEHHAM apTepiasibHOro TUCKY (AMB. po3fin «dPapmakofnHaMika»). [1o Npu3HayeHHsa cungeHadiny nikap noBvHeH
PETENIbHO 3BXKUTU, YN MOXKE TaKuA eqeKT YMHUTU HECNIPUATIMBUIA BM/IMB Ha NAUi€HTIB i3 MEBHUMM OCHOBHMMMW 3aXBOPHOBAHHAMM, 0CO6/IMBO Yy KOMOGIHAUIT i3
CeKCYa/lbHOI aKTMBHICTIO. [10 NauieHTIB i3 MiABULLEHOK YYTMBICTIO [0 BAa30AMIATATOPIB Ha/leXartb NauieHTy 3 06CTPYKLIE BUBILHOMO TPAKTY NiBOrO LLUTYHOUKa
(Hanpwvknag, CTEHO3 aopTK, rinepTpogiyHa 06CTPYKTUBHA KapAiomionaTis) abo nayieHTV 3 piAKiCHAM CUHAPOMOM MYNbTUCUCTEMHOT aTPodii, OAHUM i3 MPOSBIB AKOT
€ TSXKKE MOPYLUEHHA perynauii apTepiasbHOro TUCKy 3 60Ky BEreTaTvBHOI HEPBOBOI CUCTEMMU.

Makcirpa noTeHLito€e rinoTeH3MBHWI eheKT HITPaTIB (AMB. Po3Ain «MpoTUNOKa3aHHS:).

Y NOCTMapKeTUHrOBOMY Mepiofi NOBiJOMASN0CA MPO TSHKKI MOGIYHI peakuii 3 60Ky CepLeBO-CyAMHHOT CUCTEMMW, BK/IKOYaKOUM IH(APKT MioKapda, HecTabinbHy
CTEHOKapAito, panToBy CepLeBy CMEPTb, LUMYHOUKOBY apuUTMito, LIepebpoBacKynsipHi KPOBOBUIMBU, TPAH3UTOPHY iLLEMIYHY aTaky, apTepiasibHy rinepTeHsito Ta
apTepianbHy rinoTeH3it0, AKi 3a YacoM 36iranmcs i3 3acTocyBaHHsAM npenapaTy Makcirpa. Y 6ifblWOCTi NauieHTiB, ane He y BCIX, ICHyBaM (PaKToOpu PU3NKY
CepLeBO-CYANHHUX 3aXBOPLOBaHb. barato Takmx nobiyHMX peakuiin cnocTepiranocs nig yac abo ofpasy nicna CTaTeBoro akTy i nve KislbKa Tpanuiocs HeBAoB3i
nicns 3actocyBaHHs npenapaTy Makcirpa 6e3 ceKcyalbHOI aKTMBHOCTI. TOMY HEMOX/IMBO BW3HAYUTW, YW MOB’A3aHUIA PO3BUTOK TakMX MOGIYHMX peakLii
6e3nocepeHbO i3 hakTOopaMu pPU3MKY, UM IX PO3BUTOK 3YMOB/IEHNIA IHLLMMUN YNHHUKAMU.

Mpiani3am. 3acobu Ans NikyBaHHS epeKTUIbHOT ANCHYHKLIT, Y TOMY Yunchi il cungeHadin, cnif npusHadaTv 3 06epeXHiCTIO nalieHTam 3 aHaTOMIYHO fedopmaLieto
neHica (Hanmpuknag, aHrynauis, kaBepHO3HWn hibpo3 abo xBopobGa [MeipoHi) abo nauieHTaM 3i CTaHamu, WO CMAPUYMHAIOTL PO3BUTOK npianiamy
(ceprnionofibHOKNITUHHA aHeMis, MHOXWHHA Mienoma abo Nenkemis).

[Micng BuxoAy npenapaTy Ha PUHOK MOBILOMAANOCA MPO BMMNaKN NOAOBXEHOI epeKuiT Ta npianismy. AKLLO epeKuis Tpusae bifblie HXX 4 rofuHW, nauieHTam chifj
HeramHo 3BEPHYTUCH 3a MeAMYHOK AOMOMOroH. 3a BiACYTHOCTI HeraiHOro fNikyBaHHs npianiam MOXe Npu3BecTU 40 MOLIKO[KEHHS TKaHWH MNeHica Ta A0 CTiKoT



BTpaTh NOTEHLT.

OfiHoYacHe 3acTOocyBaHHA 3 iHWWMK iHriGiTopamn PAES abo iHWMMK npenapaTaMn And NiKyBaHHA epekTWIbHOT AWUCHYHKUIT. Be3neka Ta e(eKTMBHICTb
OHOYaCHOro 3aCTOCyBaHHs cugeHadiny 3 iHWKUMK iHriGiTopamy ®AES abo iHWKUMK nNpenapataMu AN1s NiKyBaHHA rinepTeHsil fereHeBoi apTepii, AKi MICTATb
cungeHadin (Hanpuknag, PeBaumo), un 3 iHWMMK Npenapatamy Ans NikyBaHHS €PeKTUbHOI AUCHYHKLIT He BUBYaA/IMCA, TOMY 3aCTOCYBaHHSI TaKMX KOMOIHaLii He
PEKOMEHLYETHLCH.

Bnivs Ha 3ip. CNOHTaHHI NOBiLOMIEHHS MNP0 BUHWKHEHHA AetheKTiB 30py HALXOAUN acoLiioBaHO i3 3aCTOCYBaHHAM cusifeHadiny Ta iHWuX iHriiTopis ®AES (aus.
po3ain «o6iuHi peakuii»). Mpo BMNaaKM HeapTepianbHOI NepeaHbOT iLeMiYHOI HeilponaTii, Wo € PiAKICHUM CTaHOM, HagXOAWIN CMOHTaHHI MOBILOM/EHHSA Ta
NOBIAOMAANOCA Y HarnsagoBoMy AOCAIMKEHHI acoLinoBaHOro i3 3aCTOCYBaHHAM cundeHadiny Ta iHWKX iHri6iTopis ®AES (AMB. po3fin «IMobiuHi peakuii»).
MauieHTiB Cnig nonepeanTy, WO Y pa3i panToBOro NOPYLUEHHS 30pYy 3aCTOCYBaHHS npenapaTy Makcirpa cnif npunuHUTK Ta HeralHo 3BepPHYTUCS [0 Nikaps (4uvB.
po3ain «poTUnoKasaHHs>).

OfHoYacHe 3aCTOCyBaHHSi 3 pUTOHaBipoM. OfHOYacHe 3aCTOCYBaHHA cugeHadiny Ta PUTOHaBIPY He PEKOMeHAYETbCA (AMB. po3gin «B3aemogis 3 IHLWMMU
NiKapcbK1MM 3aco6amu Ta iHLLI BUAN B3aEMOAIN»).

OfHovacHe 3acToCyBaHHS 3 GnokaTopamu anbha-afpeHopelenTopis. llauieHTaM, AKi 3aCTOCOBYHOTb 610KaTOpW anba-afpeHopeLenTopiB, 3acTOCOBYyBaTH
cungeHagin cnif 3 00epexHICTIo, OCKINIbKM Taka KOMOIHauis MOXe NpM3BecTM L0 CUMMTOMATUYHOT FINOTEH3IT Yy [AeAKMX CXWIbHUX A0 LUbOro NauieHTIB.
CumnToMaTMyHa FiNOTeH3is 3a3BMYail BUHMKAE MPOTArOM 4 roguH MNicns 3acToCyBaHHS cungeHadiny. 3 MeTow MiHiMisauii pu3nMKy pPO3BUTKY OPTOCTATUYHOT
rinoTeHsii Tepanito cungeHadinoM MoXKHa Po3noYMHaTK NnLe Y FeMoAMHaMIYHO CTabiNbHUX MaLieHTIB, AKi 3aCTOCOBYHOThL 6/10KaTopK anbiha-afpeHopeLenTopiB.
PekomeHA0BaHa NoYaTKOBa 032 TakMM naLiieHTaM CTaHOBUTL 25 Mr cunigeHadiny (ave. po3gin «Cnocib 3acTocyBaHHA Ta f03u»). Kpim Toro, cnif npoiHgopmyBsatu
navuieHTiB, K AiaT y pa3i NosBM CUMNTOMIB OPTOCTATUYHOT FiNOTeH3IT.

Bnnue Ha KposoTeui. JocnigpKeHHS TPOMOOLUTIB NOLMHM NPOAEMOHCTPYBa/IU, WO iNn Vitro cungeHadin NnoTeHLitoe aHTMarperauiiHi eekTn HaTpito HiITponpycuay.
Hemae »ofHoi iHhopmMauii Wwo40 6e3neKn 3acTOCyBaHHA cuigeHainy nayieHTam i3 NopyLeHHAMW 3ropTaHHA KPoBi abo rocTpoto MenTUYHOK BMPA3KoH. Takum
YMHOM, 3aCTOCYBaHHA cungeHadiny nayieHTam L€l rpynn MOX/IMBE iuLe NicNs peTenbHOI OLiHKX CNiBBIAHOLWEHHS KOPUCTI Ta PU3KKIB.

Micna 3actocyBaHHA fo3v 100 Mr 340poBUMK AOOPOBO/BLAMM He CMOCTepirasiocsd BrMBY Ha MOPMOsOrilo abo pPyxoMmiCTb CnepmaTo30ifiB (auB. po3gin
«®PapMaKoaMHaMiKa).

BTpaTa cnyxy. Jlikapam cnig nopaguti nauieHTaM NpUnMHUTK 3acTOCyBaHHA iHribiTopis ®ES, BKIoYatoum npenapat Makcirpa, Ta HeramHo 3BepHYTUCH 3a
MeUYHO0 JOMOMOrOK Y pa3i panToBOro 3HMXXEHHSA Un BTpaTh ciyxy. Mpo Ui ABnwa, AKi TakoX MOXYTb CyNpOBOKYBATUCA 3BOHOM Y ByXax Ta 3anamMopOYeHHsM,
NnoBiAOMANANOCA 3 acouialieto y yaci i3 3acTocyBaHHAM iHri6iTopie ®AES, BkAovatoum npenapat Makcirpa. BusHaumti, um Ui sBuLla nNpsMo nos’sd3aHi i3
3aCTOCYBaHHAM iHri6iTopis ®AES um 3 iHWIMMKU (haKTOpamMm HEMOXK/IBO.

OfiHo4acHe 3aCTOCyBaHHS 3 TIMOTEH3MBHUMK MpenapaTamu. Makcirpa YMHUTL CUCTEMHY CYAUHOPO3LUMPHOBA/IbBHY Ai0 Ta MOXE B MOAA/bLUOMY 3HVKYBATU
apTepianbHUA TUCK Yy NalieHTIB, SAIKI 3aCTOCOBYHOTb FMOTEH3UBHI /TIKAPCbKI 3aC06W. Y OKpemMoMy AOCNiIKEHHI NiKapcbKOT B3aEMOAIT OAHOYaCHe 3aCTOCYyBaHHS
amnoauniny (5mr abo 10wmr) Ta cungeHadiny (100 Mr) mepopasibHO CMOCTEPIranocs CepefHE A0AATKOBE 3HMMXEHHS CUCTONIYHOrO TUCKY Ha 8 MM pT. CT. Ta
[iacTOMIYHOr0 Ha 7 MM PT. CT.

3axBopioBaHHS, LLIO NepefaloThCA CTaTeBUM LUSXOM. 3aCTOCYBaHHA npenapaTy Makcirpa He 3aXu1LLae Bij, 3aXBOPIOBaHb, IO NepeaatoThes CTaTeBUM LWNSAXOM. Chig,
MPOIHCTPYKTYBaTK NaUieHTIB LWOAO0 HEOOXigHOCTI 3amobiKHUX 3ac06iB ANs 3aXMUCTY Bif, 3aXBOPHOBaHb, L0 MepefatoTbCA CTATEBUM LUIAXOM, BKIKOYAKOUN BIpYC
IMyHOAEMIUNTY NOANHN.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyagto.
MpenapaT Makcirpa He NpuU3HaYeHNiA 419 3aCTOCYBaHHS XXiIHKaMK.



30aTHICTb BNMBATU Ha LWBMAKICTb pPeakuii Npu KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMK MexaHi3MmaMmu.

JocnimpkeHb BNAVMBY NpenapaTy Ha 34aTHICTb KepyBaTu TPaHCNOPTHUMM 3aco6aMu Ta NpawLtoBaTy 3 IHWMMU MexaHi3Mamuy He MPoBOAMUIIOCS.

OCKIifIbKM Y KNIHIYHUX OOCMIIKEHHAX 3aCTOCYBaHHA CugeHadiny NoBiAOMAANOCA NPO BUMaAKM 3anamMOpOYeHHs Ta NopyLUeHHS 3 60Ky OpraHis 30py, nepes TUM, K
ciflaT 3a KepMmO TpaHCMOPTHOro 3acoby abo npautoBath 3 iHWWMK MexaHi3mamu, nauieHTam HeoOXifHO 3’AcyBaTW, SKOH € TXHA iHAMBIAyasibHa peakuis Ha
3acTocyBaHHA npenapaTty Makcirpa.

Cnocib 3acTocyBaHHA Ta [03Mu.

MpenapaT 3aCTOCOBYOTb NEPOPaSILHO.

[nsa edhekTUBHOT AT npenapaty Makcirpa noTpibHe cekcyaibHe 30y pKeHHS.

[opocni.

PekomeHf0BaHa fo3a npenapaty Makcirpa ctaHoBUTb 50 MI Ta 3aCTOCOBYETbCA Y pa3i Heo6XiZHOCTI NPUOMM3HO 3a FOAMHY [0 CTaTeBOro akTy. 3a/ieXHo Bif
e(heKTUBHOCTI Ta NepeHoCMMOCTi npenaparty 403y MoXHa 36inbwmnTi 4o 100 Mr abo 3HM3MTK go 25 Mr*. MakcrmaibHa pekomMeHoBaHa fio3a cTaHoBUTb 100 Mmr.
MakcvMasibHa pekOMeH0BaHa 4acToTa 3aCTOCyBaHHA npenaparty CTaHoBUTb 1 pa3 Ha fo6y. Mpu 3acTocyBaHHI npenapaty Makcirpa nig yac npuiiomy ki gis
npenapaTy MOXKe HacTaBaTy Mi3HiLLle, HXX NPW A0ro 3aCTOCYBaHHI HaTLLe.

MauieHTw NiTHLOrO BiKY.

HeoObXiAHICTb Y KOPeKLUii 4031 NawieHTaM NiTHLOro BiKy (= 65 poKiB) BigCyTHS.

MauieHTW 3 HUPKOBOK HELOCTATHICTIO.

MawieHTaM i3 HUPKOBOK HeIOCTATHICTIO NIerkoro Ta NoMipHOro ctyneHs (KnipeHc KpeaTuHiHy Big 30 4o 80 M/XB) peKOMeH/A0BaHa 03a rnpenapary aHasioriyHa Aosi,
HaBefEeHIn BuLLEe y po3gini «dopocnix.

OCKiNbKK y NauieHTiB 3 HAPKOBOK HEAOCTATHICTHO TSHXKKOMO CTYNeHs (KnipeHe KpeaTuHiHy Hdkye 30 MA/XB) KNipeHe cungeHadiny 3HWKeHWI, peKoMeHoBaHa 103a
npenapaty CTaHOBMTb 25 Mr. 3aNeXXHO BifJ eeKTUBHOCTI Ta NepeHOCUMOCTI npenapary A03Yy MoXKHa 36inbwntr 4o 50 mr ta 100 mr.

MauieHTK 3 NeYiHKOBOI HEAOCTATHICTIO.

OCKinbKK y NauieHTIB i3 NeYiHKOBO HeOCTATHICTIO (HanpuKnag, i3 LMpo3oM) KnipeHe cunaeHadiny 3HMKeHW, peKoMmeHA0BaHa 4o3a npenapary CTaHOBUTb 25 Mr*.
3anexHo BifJ e)eKTUBHOCTI Ta NEPEHOCMMOCTI npenapary A03y MoXHa 36inbwunTi Ao 50 mr ta 100 mr.

MauieHTw, AKi 3aCTOCOBYIOTb IHLUI NIKAPCLKI 3ac06K (HanpuKnag, KeTOKOHa30/1, epUTPOMILMUH, LUMETUAVH, PUTOHABIP).

PekomeHJ0OBaHa MnoyaTkoBa [03a Npenaparty nauieHTam, SKi 3acTocoByHOTb iHriGitop CYP3A4, 3a BMHATKOM PUTOHAaBIpY, 3aCTOCYBaHHS AKOro pasoM i3
cungeHadinomM He PEKOMEHAYETLCA, CTaHOBUTL 25 Mr* (avB. po3ginv «B3aemogis 3 iHWKMMK NiKapCbKMMK 3acobamu Ta iHWI BUAW B3aeMOfin» Ta «Oco6MBOCTI
3aCTOCYBaHHSA»).

3 MeTor MiHiMi3auil puU3nMKy PO3BUTKY OPTOCTATUYHOI TiNOTEH3iT CTaH MaujieHTiB, SKi 3aCTOCOBYHOTb 6/10KaTOpy anba-afpeHopeLenTopiB, MOBUHEH OYyTU
cTabinizoBaHUiA O NOYaTKy 3aCTOCYBaHHS cundeHainy. PekoMeH[oBaHa NoyaTkoBa f4o3a cungeHaginy ctaHoBUTb 25 Mr* (amB. po3ginv «Bsaemogist 3 iHWMMK

NiKapcbK1MM 3acobamu Ta iHLWI BUAM B3aEMOAii» Ta «OCOBMMBOCTI 3aCTOCYBaHHS»).
* 3acTOCOBYBaTM Y BiANOBIAHOMY A03YBaHHI abo NikapchbKiil hopmi.

aiTn.
MpenapaT Makcirpa He nokasaHuii A5 3aCTOCyBaHHS 0cob6amu BiKOM A0 18 pokiB.

NepenosyBaHHS.
Y KNIHIYHMX JOCNIIKEeHHSAX 3a y4acTio A06pOoBO/bLIB Mif Yac 3aCTOCYBaHHSA Pa30BOl 403 cundeHadiny o 800 Mr nobiyHi peakuii 6ynv nogioHMMK 40 TUX, L0



criocTepiranmcsa Npu 3aCToCyBaHHI CUngeHainy y HUXYMX [03ax, afe 3ycTpidanmncs yacTille Ta 0yim 6inbll THKKUMU. 3aCTOCyBaHHA cungeHadiny y fo3si 200 mr He
NPU3BOAMNO A0 NiABULLEHHS eEKTUBHOCTI, ane CNPUYMHSANO 3POCTaHHS KiNbKOCTI BUMAaAKIB PO3BUTKY MOGIYHMX peakuiit (ronoBHOro 6010, NpUnvBiB Kposi,
3anamMopoYeHHs, Aucnencii, 3aKnafieHoCTi Hoca, NopyLLUeHb 3 6OKY OpraHis 30py).

Y pasi nepefo3yBaHHA NpY HEOOXIAHOCTI BAAOTLCS A0 3BUYANHMX NIATPUMYHOUMX 3aX0f4iB. MPUCKOPEHHSA KNipeHCy cungeHadiny npu remogianisi MaionmoBipHe
BHACNiJOK BUCOKOrO0 CTYMNeHs 3B’A3yBaHHA npenapaTy 3 6isikamy nnasMu KpPoBi Ta BiCYTHOCTI efliMiHaLiT cungeHadiny i3 ceyeto.

Mo6iyHiI peakuil.

YCi KNiHIYHO 3HauyLi NO6IYHI peakLil, Lo CNoCTepirannca y KniHiYHMX AOCNIMKEHHSAX YacTille, HiXK NPy 3acTOCyBaHHI Nnaue6o, HaBeeHO HMXKYe BignoBigHO [0
Knacugikauii «Cuctema—opraH—Kiac» Ta 4acToTu: gyxe yacto (= 1/10), yacto (= 100 Ta < 1/10), HeyacTo (= 1000 Ta < 1/100) Ta pigko (= 10000 Ta < 1/1000). Kpim
TOro, YacToTa KNiHIYHO 3HaYYyLLMX NOGIYHMX peakLiid, NPo AKi MNOBIAOMANOCS Y paMKax MOCTMapKeTUHIOBOro OCBIiZY, BU3HauYeHa K HeBiJoMa.

Y Mexax KOXXHOT 4aCTOTHOI rpynu nobiyHi peakuii HaBeAeHi y MOPSAKY 3MEHLLEHHS CTYMEHS X TSHXKKOCTI.

IH(peKLiiHI Ta IHBa3WBHI 3aXBOPHOBAHHSI.

HeuacTo: puHIT.

3 60Ky IMYHHOT CMCTEMM.

HeuvacTo: nigBuLieHa YyT/IMBICTb.

3 60Ky HEPBOBOT CUCTEMM.

[y>ke 4acTo: ronoBHUM Ginb.

UacTo: 3anamopoYeHHs.

HeuacTo: COHNMBICTb, rinecresis.

PifIKO: iIHCYNbT, TPaH3UTOPHa iLeMiYHa aTaka, Cy4oMun* , peynanBem cyaoM* , CUHKOre.

3 60Ky opraHis 30py.

YacTo: NopyLUEHHA CNPUIRHATTA KONbOPY**, po3naawn 30py, 3aTbMapeHHs 30py.

HeuacTo: po3nagy cnbo30BUAINEHHA*** | 6inb B 04ax, (hoToobist, (hoToNCis, rinepemis 04eit, ACKpaBiCTb 30pYy, KOH’ FOHKTUBIT.

Pigko: HeapTepianbHa NepefHs illemivyHa HeliponaTis 30pOBOr0 HepBa*, OK/HO3iA CYAWH CITKIBKU*, peTUHa/IbHUIn KPOBOBW/INB, apTeEPIOCKNEpOTUYHA PeTMHOMATIS,
MopyLUeHHs 3 60Ky CITKIBKW, rnaykoma, [edpeKTn nosis 30py, AWUNJIONis, 3HVXEHHS TOCTPOTU 30pY, Mionis, acTeHonNis, naasatoyi NOMYTHIHHSA CKIONOAIGHOro Tina,
MOPYLLEHHS 3 6OKY paily>KHOI 060/10HKM, Migpia3, NosiBa CAYMX KPYTiB HABKOMO Axepena cBiTna (rano) y noni 3opy, Habpsk oyeid, NPUNYXicTb 0Yel, MOPYLLEHHS
3 6OKY 04el, rinepemisi KOH’FOHKTUBW, NOAPa3HeHHS 04Yeil, aHOMasIbHI BiJUyTTS B 04aX, HabpsK MoBiK, 3HeGaPBNEHHS CKNepu.

3 60Ky opraHis cnyxy Ta BeCTUOYnApHOro anapaTy.

HeuacTo: 3anamopoyeHHs, A3BiH Y ByXax.

Pigko: rnyxora.

3 60Ky cepus.

HeuacTto: Taxikapaisa, nocuneHe cepueobuTTa.

PifKko: panToBa cepLieBa CMepPTb*, IH(hapKT MioKapaa, LUNYHOUYKOBa apuTMis*, ibpunsauis nepeacepipb, HectabisibHa CTEHOKapAis.

3 60Ky CyauH.

YacTo: npunaveu KpoBi A0 06114Ys, MPUNANBK XKapy.

HeuacTo: apTepiasibHa rinepTeHsis, apTepiasibHa rinoTeHsis.

Posnaay 3 60Ky pecnipaTOpPHOT CUCTEMM, OpraHiB rpyAHOT KNI TKU Ta CepefoCTIHHS.

YacTo: 3aKknafeHicTb Hoca.



HeuacTo: HocoBa KpoBOTeYa, 3aKMaAeHICTb NPUAATKOBMX Nasyx Hoca.

PifKO: BiuyTTa CTUCHEHHSA Y ropni, HABPSK CNM30BOT 060/I0HKN HOCA, CYXICTb Y HOCI.

3 BOKY LU/TYHKOBO-KMLLKOBOTO TPaKTY.

YacTo: HyfoTa, Aucnencis.

HeuvacTo: ractpoesoareanbHa pegitokcHa XBopoba, 6/1t0BaHHS, 6i/lb Y BEPXHIN YaCTUHI XMBOTA, CyXiCTb Y POTi.

PifKo: rinectesisi pOTOBOI MOPOXHUHM.

3 60Ky LUKIpW Ta NifLWKIPHOT TKaHWHK.

HeuacTo: BUCUMaHHS.

Pigko: cuHapom CTiBeHca-[)KOHCOHA* , TOKCUYHWIA enigepManibHIUIA HEKPOis* .

3 60Ky OMOPHO-PYX0BOro anapaTy Ta Crnoay4yHOT TKaHUHW.

HeuacTto: mianris, 6ib y KiHLiBKaX.

3 60Ky CevoBUAINbHOT CUCTEMN.

HeuacTto: remartypis.

3 60Ky penpoayKTUBHOT CUCTEMMN Ta MOMIOYHMX 3aU103.

PifIKo: KpoBOTeYa 3i CTaTeBOro YsieHa, npianiam*, rematocnepMisi, NO4OBXeHa epeKLis.

3aranibHi po3nagy Ta peakuii y MicLi BBEAEHHS.

HeuacTo: 6inb y rpyasx, nifsuLLeHa CTOM/THOBAHICTb, BIAUYTTH Xapy.

PifKko: nofpasHeHHs.

O6CTEe>KEHHS.

HeuacTo: nifBuLLEHa YacTOTa CEPLEBUX CKOPOUEHD.

* T1oBigomanoca nuLe nif vyac LOCNIIKEHHS NICsA BUXOAY Npenaparty Ha pUHOK.

** [opyLUEHHA CNPUIRHATTA KO/IbOPY: X/I0POMCisi, XpOMaTONCis, LjiaHOMCis, epUTPONCIs, KCaHTOMCIS.

*** opyLUeHHS CNbO30BUAINMEHHSA: CYXICTb B 04ax, NMOPYLUEHHS C/IbO30BUAINEHHS Ta NIABULLEHHS CTIbO30BUAINEHHS.

HwuxyesasHayeHi aBua croctepiranmcs y < 2% nauieHTiB y Mpoueci KOHTPOMbOBaHWUX KNiHIYHWMX LOCNIIKEHb; MPUYMHHUIA B32EMO3B’A30K HE BW3HAYEHWIN.
MoBiJOMNEHHSA BK/IOYaM ABULLA, L0 Masiv BipOTigHWIA 3B’A30K i3 3aCTOCYBaHHAM npenapary. ABuLLa, sKi He 6ynn 3a3HaueHi, 6y NerkvmMm Ta noBijoMIeHHs 6yun
[Y>Xe HETOUHUMU, 06 MaTV 3HAYEHHS.

3arasibHi. Habpsak 06nmnyus, peakuii poToUyTIMBOCTI, LLOK, aCTeHis, 6i/b, panToBe nafdiHHA, 6iNb Y XXNBOTI, panToBe NOLLIKOLKEHHS.

3 BOKy CepLeBO-CyUHHOT CUCTeMU: CTeHOKapAia, AV-610kaaa, MirpeHb, NocTypasibHa rinoTeH3id, ilemMis Miokapaa, TPOM6G03 CYMH rOMI0BHOrO MO3KY, panToBa
3yNUHKa cepus, NopyLleHHs pesynbtatie Ha EKI, kapaiomionaris.

3 6OKY LLUNYHKOBO-KMLLIKOBOIO TPaKTY: FN0CUT, KONIT, aucdaris, raCTput, raCTpOeHTepUT, e3odariT, CTOMaTUT, NOPYLUEeHHS pe3y/bTaTiB NeYiHKOBKX NPo6, peKTasibHa
KpoBOTeYa, MHriBIT.

3 60Ky cucTemu KpoBi Ta NiMhaTUYHOT CUCTEMU: aHEMIS!, TENKOMEHIS.

Po3snagn meTabonismy Ta XxapuyBaHHs: cnpara, Habpsk, nogarpa, HectabiibHUiA fiabeT, rinepraikemis, nepudepuyHi HabpsakuW, rinepypukemis, rinornikemis,
rinepHaTpiemis.

3 60Ky CKeneTHO-M’A30BOT CUCTEMU: apTPUT, apTPO3, PO3PUB CYXOXMNNS, TEHOCUHOBIT, 6i/lb Y KiCTKaX, MiaCTEHis, CUHOBIT.

3 60Ky HepBOBOI CUCTEMU: aTaKCisi, HeBPa/Iris, Helponaris, napecTesis, TPeMop, BEPTUIo, Aenpecis, 6€3COHHS, aHOMa/IbHi CHOBUZIHHSA, 3HVKEHHS pediieKciB.

3 60Ky AnxaNbHOI CUCTEMU: acTMa, ANCMHOE, NapUHTIT, PapUHTIT, CUHYCUT, BPOHXIT, NOCUIEHE CIMHOBUAINEHHS, NOCUIEHHS KaLLHO.

3 GOKy LUKipW: KpOMUB’sHKa, repnec, cBepbix, NigsuLLieHa NiTMBICTb, BUPA3KW LLKIPW, KOHTAKTHUIA iepMaTuT, eKchoniaTUBHUIA AepMaTuT.



CreumniyHi BIYYy TTA: panToBe 3HVKEHHSA Yy BTpaTa Cnyxy, Oi/lb y Byxax, KPOBOBW/IMB Y OKO, KaTtapakTa, CyXiCTb B 0Yax.

3 60Ky YypOoreHiTaNbHOT CUCTEMMN: LUMUCTUT, HIKTYpIs, NigBULLEHA YacTOTa CEeYOBUMYCKaHb, 30i/bLLUEHHSI MOIOYHMX 3a/103, HETPMMAHHA Cedi, NOpPYLUEeHHS eaKynAaLil,
HabpsAK CTaTeBMX OpraHis, aHoprasmis.

[0CBij 3aCTOCYBaHHA Nicnd BUXOAY Ha PUHOK. Iicns Buxogy npenaparty Ha pUHOK 6ynu igeHTUgiKoBaHi HuKYe3asHadeHi NobiyHi peakuii. OCKiibKM NPOo Taki
peakuii MoBiAOM/AOTL A0OPOBINLHO Ta MOBIAOMIEHHA HAaAXOAATb Bif HEBIAOMOI KiflbKOCTI MaLieHTIB, HE 3aBXAM MOXHa AOCTOBIPHO OLIHMTK TX 4acToTy Ta
BCTAHOBUTW MPUYMHHWIA 3B’A30K i3 €KCNO3MLEr0 NlikapcbKoro 3acoby. Lli seuwwa 6ynmn 3a3HayeHi SK yepe3 TX Cepilo3HiCTb, YacTOTY MOBILOMIEHHS, BiLCYTHICTb
YiTKOro aNbTePHATMBHOIO 3B’A3KY, TaK i Yepe3 KOMOIHaL 0 LnX (hakTopiB.

CepueBO-CyanHHI  Ta LepebpoBackynsipHi  fBuwa. [oBigoMnsnoca npo Ceprio3Hi  CepLeBO-CYAMHHI, LepebpoBacKynspHi Ta CYAMHHI fBMLLA, BK/IHOYaKoun
LiepebpoBacKyApHY KPoBOTeuy, CybapaxHoifanbHy Ta BHYTPILHbOLEPeOpaibHY KPOBOTeUY Ta JiereHeBy KpoBOTeuy, Lo 6ynn NoB’A3aHi y Yaci i3 3aCTOCYBaHHAM
cungeHadiny. binblWIicTb NaUieHTIB, ane He BCi, Mann iCHYKYI (hakTopy CepLEeBO-CYANHHOIO pu3mnKy. MoBiAOMAAN0CS, WO 6araTo 3 UMX SBULL, BUHMKAN Nif Yac abo
Bifpa3sy Micna CeKcyaslbHOT aKTUBHOCTI Ta [eKifibKa ABULL, BUHUKW Bigpasy Nif vac 3aCcToCyBaHHA cuigeHadiny 6e3 cekcyanbHOI akTUBHOCTI. IHLWI ABULLA BUHUKN
NPOTAroM AeKiNbKOX FOAMH UM AHIB Nicns 3acTOCyBaHHS cungeHadiny Ta cekcyanbHOI akTUBHOCTI. HEMOXMBO BCTaHOBUTM, YM MatOThb Lii ABMLLA NPSIMUIA 3B°SI30K i3
3aCTOCYBaHHAM npenapaTy, i3 CeKCYa/lbHOK aKTUBHICTHO, 3 HAsBHUMW (PaKTOpaMmn PU3NKY UM 3 KOMOIHALIE LX PaKTopiB, Y 3 IHLLIMMKU (PaKTopamu.

KpoBoHocHa Ta niMhaTnyHa cucTemMn. Basooknto3nBHUI KPU3. Y HEBENIMKOMY 3aBYaCHO MPUMMHEHOMY AOCANI[KEHHI 3aCTOCyBaHHS cundeHadiny nauieHTam i3
NereHeBOKO apTepiasibHOKO rinepTeH3ier0, BTOPUHHOKD W00 CepnonoibHOKNITUHHOT aHeMil, Npu 3aCTOCyBaHHI cungeHaqiny Npo po3BUTOK Ba30OK/THO3NBHUX KPU3iB,
Lo noTpebyBanun rocnitanisauii, NOBIAOMAANOCSA YaCTille, HiXK NPK 3acTOCyBaHHI Nnaue6o. KniHiuHe 3HayYeHHs L€l iHpopmaulii Ans nauieHTiB, SKi 3aCTOCOBYHOTh
npenapat Makcirpa 3 METOH NiKyBaHHA epeKTUNbHOT ANCHYHKLT, HEBIZOME.

Hepsosa cucTema. TpuBora, TpaH3UTOpHa rnobasbHa avHesis.

CneuudpiyHi BiguyTTA.

Cnyx. Micns Buxofy npenapary Ha PUHOK MOBIAOMIANOCA MPO BUNAAKM PanTOBOrO 3HUXKEHHSA YM BTPATU CNYXY, MOB’A3aHi y Yaci i3 3aCTOCyBaHHAM cungeHaqiny. Y
[EeAKNX BUMNagKax NoBigoMAANOCA NPO HasiBHICTb MeAMYHUX CTaHiB Ta iHWMX (DAKTOpIB, O MOIMN BifirpaTn posb y PO3BUTKY MOBIYHUX peakLiin 3 60Ky cnyxy. Y
Baratbox BuMnagKax iHpopmayis o0 NOAaIbLLIOr0 MEANYHOIO CMOCTEPEXKEHHS BIACYTHA. BU3HaumMTK, um L ABMLLA NPAMO MOB’A3aHI i3 3aCTOCYBaHHAM MpenapaTy
Makcirpa, 3 HasBHUMU (haKTopamm PU3NKY BTpaTK Cyxy, 3 KOMOIHaLIE LMX (DaKTOPIB UM 3 iHLUMMK (haKTopamm, HEMOXX/NBO.

3ip. TumyacoBa BTpaTa 30pYy, MOYEPBOHIHHA O4Yeld, NeYiHHA B 0Yax, NiABWLLEHHS BHYTPILUHbOOYHOIrO TUCKY, HAbPsK CITKIBKMW, CYUHHI 3aXBOPHOBaHHSA CITKIBKM abo
KpOBOTEYa, BifLlapyBaHHS CKIMCTOrO Tina.

Micna Buxofy npenapaty Ha PUHOK PiAKO MOBIAOMANANOCA MPO BUMaAKM HeapTepiasibHOT nepeAHbOl iLeMiYHOT HeBponaTii 30pOBOro HepBea, WO € MPUYUHOKD
3HUDKEHHSA 30pY, BK/IKOYaKOUM NOCTiHY BTPaTy 30pY, AKi 6ynm NoB’A3aHi y Yaci i3 3acTocyBaHHAM iHri6iTopiB ®LES, BKnovaroum cungeHadin. barato 3 nauieHTis,
afie He BCi, Ma/IM HasBHI aHaTOMiYHi ab0 CyAVHHI (DaKTOpy PU3NKY PO3BUTKY HeapTepiaibHOT NMepefHbol iLeMiyHOT HeBpomnaTil 30pOBOro HepBa, BK/IKYaroun (ane
Heo060B’3KOBO 0OMEXYHUMCH) TaKi: HM3bKe CMIiBBIAHOLLIEHHS AiaMeTpa eKCKaBallil Ta AMCKa 30p0BOro Hepsa (3acTiiHWIA AMCK 30pOBOr0 HepBa), BiK OiNbluUe HIX
50 pokiB, apTepianbHa rinepTeH3is, 3aXBOPIOBaHHA KOPOHapHUX apTepil, rinepninigemia Ta nafiHHA. HemMoX/MBO BU3HAUMTUK, UM Li ABMLLA NPAMO NOB’A3aHi i3
3acTocyBaHHAM iHri6iTopie ®E5 UM 3 HasgBHMMMU aHATOMIYHUMW abo CYAMHHUMK (PaKTopaMu PU3NKY, YU 3 KOMOIHaLie LMX BCIX (DaKTOPIB, UM 3 IHLLUMMMU
(hakTopamu.

3BiTyBaHHA NPO Nifo3proBaHi NOGIYHI peakuii. 3BITyBaHHA MPO Nif03proBaHI NOBGIYHI peaku i’ Micng peecTpalii NiKapCbKOro 3acoby mMae BaXnMBe 3HayeHHs. Lie fae
3MOry NpoBOAUTM Ge3rnepepBHNIA MOHITOPUHT CMiBBiJHOLLEHHS MiXK KOPUCTIO | pu3nKamu, NoB’a3aHMM i3 3aCTOCYBaHHAM LIbOro /1iKapCbKOro 3acoby. Jlikapsm chnig,
3BiTyBaTV NPo OyAb-AKi Nifo3ptoBaHi NobIYHI peakLii BigNOBIAHO 40 BUMOT 3aKOHOABCTBa.

TepmiH NpUAATHOCTI. 4 POKMW.
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