IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

IHIIITA

(INLYTA®)

CKn1ao0:
0itoua pe4oB8uHAa: aKCUTHUHIO;
1 TabneTka, BKpHTa IUTiBKOBOIO 0007I0HKOI0, MiCTUTE 1 MT ab60 5 MI aKCUTHHIOY;

00NOMIdCHI peyoBuUHU: TIEJTI0II03a MiKPOKPUCTAliyHa; TaKTo3a, MOHOTiIpaT; HaTPil0o KpOCKapMesno3a;
MarHiio creapat; Opadry® Il wepBonuu 32K15441 (HPMC 2910/rinpomeno3a 15cP; tutany giokcupn
(E 171); nakTO03a, MOHOTIgpaT; TPUAlleTHH; 3aili3a okcup yepBoHuii(E 172)).

JIikapcbka ¢opma. TabmeTKy, BKPUTI ITiIBKOBOIO 000I0HKOIO.

OcHo8HI (i3uyHi ma xiMiyHi 81acmueocmi:

tabneTku [HmiTa 1 MI: 4epBOHa OBajibHa TablieTKa, BKPHUTA IIJTiBKOBOIO 000JIOHKOIO, 3 IPaBipyBaHHIM
«Pfizer» 3 ogHOTO 60Ky Ta «1» i «XNB» 3 iHIIOTO;

tabneTku [HmiTa 5 MI: YepBOHa TPHUKYTHa TabneTKa, BKPUTA IJIiBKOBOIO 000I0HKOIO, 3
rpaBipyBaHHSIM «Pfizer» 3 ogHOro 00Ky Ta «5» i «XNB» 3 iHImIoro.

®dapMakoTepaneBTUYHA Irpyna.

AnTtuHeomnnacTuyHi 3acobu. IuribiTopu nporeinkinasu. Kog ATX LO1X E17.

dPapmakono02iuHi e1acmusocmi
dapmakoOuHamika
Mexanizm 0ii

Bymno BCcTaHOB/IEHO, 1110 AKCUTHHIO Y TepaleBTUYHUX KOHIIEHTPALiSIX Yy IJ1a3Mi KpOBi IPUTHIUYE
peLenTopy TUPO3UHKIHA3Y, Y TOMY YHCIIl PelellTOPH CYOUHHOTO €HI0TEeNianbHOro hakTopa pocTy
CE®P-1, CE®P-2 ta CEOQP-3. Lli peuenTtopu 3afisiHi y IaTOJIOTiYHOMY aHTiOreHe3i, IIpolecax pocTy
IYXJINHYU Ta IPOTpecyBaHHi 37109KiCHUX HOBOYTBOPEeHb. AKCUTHHIO NMpUrHidyBaB 00yMOBIIEHi BITTUBOM



CE®P mpomidepalrito Ta BUXKUBaHHS eHAOTETiaIbHUX KIIITHH in vitro Ta Ha Momensax muinei. Ha
MO[IeJIsTX KCeHOTPAHCIIIAHTATIB MyXJIMH MUIIIel OyJI0 MoKa3aHo, 10 aKCUTHHIO IPUTrHidye picT
nyxnuH Ta hochopuntoBanusi CEQP-2.

Il OI[iHKY BIIMBY Pa30BO1 IIEPOPAIbHOL J03U Ipenaparty [HiiTa (5 Mr) Ha TpUBAJiCTh iHTepBay
QTc y pasi 3actocyBanHs 3 400 M KeTOKOHA30J1y Ta SK MOHOTeparii 6y10 IpoBeieHO paHIoMi30BaHe
ciine repexpecHe OOCTioXKeHHS 3 [BOMa IiepiogaMu, y sKoMy Opanu ydacTb 35 3[0pOBUX
no6poBobLiB. [IpoTAroM nepinux 3 TOAWH IIiCs MPUoOMy IIpenapaTy He CIOoCTePiraaoch MOMIiTHUX
3MiH cepenHbOI TpuBanocTi inTepsany QTc (To6To moHan 20 Mc) MOPIBHSAHO 3 IPYIIOI0 Ialebo.
BogHovac He MOXKHa BUKJTIOUUTU UMOBIpPHICTh HE3HAYHOTO ITOAOBXKEHHS CepPeqHbOl TPUBAIOCTI
inTepBany QTc (To6To MeHIIe Hixk Ha 10 Mc).

dapmakokiHemuka

Y xoni monynsiiiHOro aHamnisy gapMakokineTuku 0yno 06’emHaHO maHi 17 gocmimkeHsb, y SKUX Opanu
y4acTh 300pOBi JOOPOBOJIBII Ta OHKOJIOTiYHI XBopi. XapakTepUCTUKY 3a/Ie’KHOCTi KOHILIeHTpallii
akcuTtuHiOy Bifg 4acy afleKBaTHO OMUCYIOTHCS IBOKaMEPHOI0 MOJEJIII0 PO3IOAiTY 3 IePIIoYePrOBUM
IIOTJIMHAHHAM Ta JIJATEHTHUM I1epiofoM.

BcMokTyBaHHS Ta po3nonin. CepepHiit T,,,, TiCIg IepopaabHOTO IPUMOMY Pa30BOi O3 5 MT'
KOJIUBABCS B Mexkax Bif 2,5 1o 4,1 rogunau. 3ayiexXHOo Bif TpUBAJIOCTI [1epiofly HaliBBUBEOEHHS 3
IJIa3MU, JOCATHEHHS PIBHOBAXKHOI'0 CTAHY OYiKy€eThCs 4epe3 2-3 OHI npunomy npemnapary. [Ipuiiom
akcuTtuHiOy B pexkumi 5 Mr [Biui Ha IeHb NIPU3BOAUB N0 MpubIU3HO y 1,4 pa3a Ginbll iHTEHCUBHOTO
HAKOIIMYEHHS MperapaTy MOPiBHSAHO 3 MPUHOMOM pa3oBoi mo3u. dapMakoKiHeTHKa aKCUTUHIOY B
piBHOBa:KHOMY CTaHi € MalKe JiHINHOI0 B MexKaX Aiama3oHy 03 Bif 1 mo 20 mr. CepenHs abcomoTHA
OiomoCTymHICTh aKCUTUHIOY IiCIIs TepopasbHOTO0 MPUKMOMY Pa30BOl 103U 5 MT' CTAHOBUTE 58 %.

[Tputiom npenapaty [HmiTa 3 moMipHO 30araueHo0 XKupaMu 1Keto TPHU3BOAUB 10 3HUKEeHHSI AUC
npu6nu3Ho Ha 10 % mopiBHSHO 3 TaKO0 NpU NPUIOMi ITpenapaTty HaTile 3paHKy. BHacIimok
mpuitoMy 3i 30arayeHo0 XKUpaMu BUCOKOKasopiliHoio ixketo AUC nmpenapaTy 3pocTaina Ha 19 %
IOPIBHSHO 3 TAKOI0 IIPU IPUMOMI IIpeniapaTy HaTile 3paHKy. [Ipenapat [HiTa MOXKHa NpUUMAaTH 9K 3
iKelo, Tak i He3anexkHO Big mpuiiomy ixi (muB. «Crocib 3acToCyBaHHS Ta HO3U»).

AkcuTHHIO MaiixKe MOBHICTIO (6inbIn HiXK Ha 99 %) 3B’13yeThcs 3 OiIKaMu IIa3MU KPOBi JTIOOUHH,
IIepeBakHO B3aEMOIi0YY 3 albOYMiHOM Ta IIOMipHO 3B’SI3YI0YHUCH 3 O, -KHUCJIUM TJIIKOMIPOTEiHOM. ¥
MaIli€HTIB 3 IOIMMPEHO0I0 HUPKOBOKIIITUHHOIO KapiimHOoMOo0 (n 20), SKi mpuiManu mpemnapar y

[o3i 5 Mr [Bidi Ha JeHb Hic/is 1ou, reoMeTpuuHi cepenHi 3HauenHs C,,, Ta AUC,,, DopiBHIOBaIN
27,8 ur/mn (79 %) ta 265 ur.rog/mn (77 %) BignosigHo. KnipeHc Ta ysaBHUN 00’€M PO3MOAiNY
nopiBaioBanu 38 n/rog (80 %) ta 160 11 (105 %) BigmoBigHO (v AyKKax BKa3aHi 3HaueHHI KB y %).

MeTabomi3M Ta BuBeneHHs. [Iepion HamiBBUBENeHHS Ipenapary [HliTa 3 m1a3Mu KPOBi KOJIMBAETHCS
Bim 2,5 mo 6,1 ropuan. MeTabomi3M akcuTUHIOY BifOyBaeThCS IePEBaKHO Y MEYiHIl 3a paxyHOK
CYP3A4/5. MeHnoo Mipoto ydacTs y MeTaboni3mi akcuturiOy 6epyts CYP1A2, CYP2C19 Ta UGT1AL.
[Ticnst nepopasbHOTO MPUUOMY 5 MT PafioaKTUBHO MiYeHOT0o akcuTuHiOy npubnusuo 41 %
PaioaKTUBHOCTI BUBOIUTHCS 3 OPTraHi3aMy 3 KajioM Ta nmpubnu3Ho 23 % - 3 ceuero. OCHOBHUM
KOMITOHEHTOM, BUSIBJIEHUM ¥ KaJli, 6yB He3MiHeHUY aKCUTHUHIO y KiJTbKOCTi, 1110 BigmoBimae 12 %
IPUUHATOI J03U. Y cedi He3MiHeHUN akKCUTUHIO BifcyTHii. Binbilla YacTHHa pafgioaKTUBHOCTI y cedi
3yMOBJIeHa HasIBHICTIO KapOOKCUJIBHOTO Ta CYIb()OKCUIHOr0 MeTabOoJIiTiB Ait090l peUOBHHH.
OCHOBHMM pPali0aKTUBHUM KOMITOHEHTOM IIJIa3M¥ € N-TJIIOKYPOHOBUHM MeTabomiT, iKuil 3abe3mneyye
50 % IUPKYII0I0Y0l PagioaKTUBHOCTI Mm1a3mMu. HeaMmiHeHu# akcUTHHIO Ta cymbHOKCUIHUM MeTabomiT
3abe3neuyoTh npubau3Ho 1Mo 20 % IUPKYII00Y0i y M1a3Mi pagioakKTUBHOCTI.



CroopigHeHicTb cynbhOKCUAHOTO Ta N-TITI0KYpPOHOBOTO MeTabomiTiB in vitro 3 pernentopamu CEQP-2
npubau3Ho y =400 pa3iB HMXKYa 3a CIIOPIgHEHICTh aKCUTUHIOY.

BrnnuB iHmMKX npenapaTiB Ha npenapat IHniTa. MeTtabomi3mM akCcuTHHIOY BigOyBaeThCS y IEPIILY Yepry
B neyuini mig mieto depmenty CYP3A4/5. KpiMm Toro, po3unHHICTh aKCUTHHIOY y BOZOi 3a/1€3KUTh Bif

pH: 3 migBummenHsM pH po3YMHHICTh 3HUAKYETHCSA. By motyxHoro iHriditopa CYP3A4/5,
noTyxkHoro iHgykropa CYP3A4/5 Tta aHTanuny Ha papMakoKiHEeTUKY aKCUTHHIOY BimoOpaxkeHo B
tabnuii 1 (nuB. TakoX po3ninu «Crocib 3acTocyBaHHS Ta HO3W» Ta «B3aeMopis 3 miKapChbKUMU
3aco0aMu Ta iHIII BUOU B3a€MOLIN»).

Tabmuig 1

BrnnuB Ha apMaKoOKiHETUKY aKCUTHHIOY JTiKapChKUX IperaparTiB, SKi 3aCTOCOBYIOTh OMHOYACHO 3
HUM, Ta NOPYyIIeHHS QYHKIIN TeYiHKA

XapaKTepuCTHUKa MOMYJISIil OK [iama3ox 3miH Ta 90% [II |PekomeHpariil

[MToTyxuuw inriditop CYP3A4/5: 3HU3UTH H03y [HmiTu*
KETOKOHA30]I C e

400 mr 1 p/mo6y mpoTtsrom 7 gHiB |JAUC

[Totyxkuuu iHayKTOp CYP3A4/5: YHUKaTH IpU3HaYeHHS
pudamItin C e

600 mr 1 p/moby mpotsrom 9 nuiB |AUC

AHTAIIM: Kopexkirist mo3u He moTpibHa
pabempaszon Coox

20 mr 1 p/moby nmpotsarom 5 gHiB  |AUC
[TopymeHHS QYHKLIY EeYiHKN

JIerke/HOpMa Croox Kopexkirist mo3u He moTpibHa
AUC

[Tomipre/HOpMa Cnax 3Hu3uTU o3y lamitu*
AUC

[Ts2xKe/HOpMa [TocBifg BifCyTHiN

AUC - nnoia mif KpUBOIO 3aJIe2KHOCTI KOHILIEHTpallil IIpemnapary Bif dacy.
C,..x -~ MAaKCUMallbHa KOHIIEHTPALIis.

* Mus. po3min «Croci0 3aCTOCyBaHHS Ta JO3U».

®K - dbapMakoKiHEeTHKaA.

II - moBipuuy iHTEpBAal.

dapmakokiHemuka y ocobausux 2pyn nauieHmia

[TiTn. He mpoBoguiock AOCHiAXKEeHb IIpenapaTy [HiiTa 3a y4acTi naiieHTiB BikoM [0 18 pokis.

[NopyuieHHs QYHKIIN TeYiHKK. BIIuB nopyieHHs QYyHKINI NeYiHKY Ha papMaKOKiHETHUKY
akcuTuHiOy BimoOpaxeHo B Tabnuii 1 (auB. TakKoX po3ginu «Crnocib 3acToCyBaHHS Ta HO3U»,

«Oco6MMBOCTI 3aCTOCYBaHHS»).



[NopymieHHs QYHKINI HUPOK. Byio mpoBegeHo NONyIsALiiHUYE aHali3 papMakoKiHETUKY 3a y4acTio
590 370poBUX JOOPOBOJILIIIB Ta NALIEHTIB Ha OCHOBI MOKa3HUKIB QPyHKILIOHYBaHHS HUPOK. Cepen
IIpoaHajli30BaHMUX IMAIliEHTIB II'ITePO Majlu MOPyLIeHHs QYHKII HUPOK TAKKOTO CTyIleHs (KIipeHC
KpeaTuHiHy y miama3oHi Big 15 mo <29 mn/xB), y 64 mallieHTiB OyJIu MOPYIIeHHS CEPeIHbOT0 CTYIEHS
TsaKKoCTi (Big 30 o <59 mn/xB) Ta y 139 nmattienTiB Oyu mopyiieHHs QYHKIlI HUPOK JIETKOT0
cTyneHd (KmipeHC KpeaTuHiny Bif 60 mo <89 mn/xB). [TopyuieHHsT QPyHKIII HUPOK Bif TIETKOTO 10
TSI2KKOT'O CTYTIEHIB HE BUSIBJISIOTh CYTTEBOTO BIIJIUBY Ha (hapMaKOKiHETHUKY aKCUTUHIOY. [TaHi Tpo
3aCTOCYBaHHS IIpelnapaTy NpU TEPMiHaIbHUX ypPaXkeHHSIX HUPOK OOCTYIIHI JIUIlle A1 OQHOTO
maliexTa.

[ami ¢hakTOpy iHOWBINYaTbHOTO XapakKTepy. Pe3ynbrat mOMynsauiiHOro aHamnily GpapMaKOKiHETHKH
CBi4aTh IIPO BiACYTHICTH K/IIHIYHO BaXKJIMBOT'O BIIJIUBY BiKY, CTaTi, paCy, MacCHu Ta IJIOIi [I0OBEPXHI
tina, renotuny UGT1A1 a6o reroruny CYP2C19 Ha KJlipeHC aKCUTHHIOY.

KininiuyHi XxapaKTepUCTHKH
Iloka3aHnHus.

JIikyBaHHS MOIIMPEHOI HUPKOBOKJTIITUHHOI KapPIIMHOMY Y Pa3i, SKIIO0 MonepeqHiit Kypc CHCTEMHOTO
TiKyBaHHS BUSBUBCS Hee(EKTUBHUM.

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTD N0 aKCUTUHIOY abo mo Oymb-sIKOTO iHIIIOr0 KOMIIOHEHTA IIperapary.

B3aemodina 3 iHwumu aikapcbkKumu 3acob6amu ma iHwi eudu 83aemodii
Ineibimopu CYP3A4/5

OnHoyacHe 3aCTOCYBaHHS KeTOKOHA30y (moTyxXHui inribitop CYP3A4/5) nipBuiyBano piBHi
€KCITO3UIIil aKCUTHHIOY y M1a3Mi KpoBi 3mopoBux m06poBosibiiB. Ciif yHUKATH OMHOYACHOTO
3aCTOCyBaHHS Ipemnapary IHiita 3 motyxkHuMHU iHTiOiTopamu CYP3A4/5. BxkuBanHs rpeindpyTta abo
Irpern@pyToBOro COKY TaK0XK MOXKe IIiIBUIlyBaTH KOHIIEHTpPallil0 akCUTUHIOY B 11a3Mi. [loeqHaHHSA
IIUX IPOXNYKTiB 3 aKCUTUHIOOM TaK0XK CJIifi yHUKATU. PEKOMEHAYEThCA MigOupaT CymyTHIN
nikapchkuy 3acib 3 BigcyTHIM ab60 MiHiManbHUM MOTEHIIHHUM NpUrHiYeHHIM aKTUBHOCTI CYP3A4/5.
Ao HeoOXimHO IPU3HAYATH IIpenapar IHyiTa OmHOYaCcHO 3 MOTYKHUM iHribiTopom CYP3A4/5, mo3y
aKCUTUHIOy HeoOXigHO 3HU3UTH (OuB. po3min «Croci6 3acTocyBaHHS Ta HO3U» Ta
«®apMaKOKiHETHKa»).

Ineibimopu CYP1A2 ma CYP2C19

CYP1A2 ta CYP2C19 GepyTh He3HauHY y4acTh (< 10%) y MeTabomni3mi akcutruHiOy. BrimuB cunbHUX
inribiTopiB mux i3oepMeHTiB Ha hapMaKOKiHETUKY aKCUTHHIOY He MOCifXKyBaBcs. Yepe3 pu3uk
IiABUIIEHHS PiBHS aKCUTHHIOY Y my1a3Mi KpoBi ciif 6yTy 00epeXHUMY IIPU OOHOYACHOMY
3aCTOCyBaHHI CUJIbHUX iHTi0iTOpIB BUIlleBKa3aHUX 130()epMEHTIB.

Inoykmopu CYP3A4/5



OpHovacHe 3acTocyBaHHS pudamniny (motyxuui iHgykTop CYP3A4/5) 3HMKYBasIO PiBHI €KCI03ullil
aKCcUTUHIOY B MTa3Mi KpPOBi 3MOPOBUX HOOPOBOIBLB. CIliff YHUKATH OOHOYACHOTO IIPU3HAUYEHHS
npenaparty [HniTa Ta noTyXHUX iHAYKTOPiB CYP3A4/5 (Takux K pudamiiH, geKcaMeTa3oH, (PeHiTolH,
kKapbaMmasemnin, pudabyTus, pudanenTuH, hernobapbitan, 3Bipobiit). 11151 0MHOYACHOT'O0 3aCTOCYBAHHS
3 IpemnapaToM IHJliTa peKOMeHI0BaHO MigbupaTy Impemnapar 3 BigCcyTHiM a60 MiHiManbHUM
noTeHIianoM iHgyKyBaHHsA akTuBHOCTI CYP3A4/5. [TomipHi iHgykTopu CYP3A4/5 (Taki sik 60ceHTaH,
edaBipeH1, eTpaBipuH, MofadiHin Ta HaQUUITIH) TAaKOK MOXKYTb 3HMKYBATHU PiBHI €KCIIO3UIIii
akcuTuHiOy B mya3Mi. 3aCTOCyBaHHS LIMX IIpenapaTiB TexX Y pa3i MOKIJIMBOCTI CITifi yHUKATH.

In vitro docaidxcenns iHeibysaHHa ma iHOykyii CYP ma UGT

In vitro gocnigkeHHS IoKa3amy, o akcuTuHi0 He iHrioye CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1, CYP3A4/5 ta UGT1A1 y TepaneBTUYHUX KOHI[EHTPALIsAX V IIJTa3Mi KPOBI.

IlocaidoceHHs in vitro MPogeMOHCTPYBAIIH, 1110 aKCUTUHIO MOXkKe NoTeHMiiHO iHribyBaT CYP1A2.
Tomy ogHOYaCHe 3aCTOCyBaHHSA aKCUTHHIOY 3 cyOcTpaTamu CYP1A2 MoKe MpU3BECTH 10
nigBuieHoro piBHs cydcTpaTiB CYP1A2 (Takux sK TeodiniH) y mra3Mi Kposi.

In vitro mocmimKeHHs TAaKOXK ITOKa3aJjlH, I0 aKCUTUHIO Moxke moTeHIliiHo inrioyBatu CYP2C8. OmHak
OJHOYACHe 3aCTOCYBaHHS aKCUTHHIOY 3 makmiTakcenoMm, BimomuMm cybectpatom CYP2CS8, He
IIPHA3BOIUIIO 0 MigBUILIEHHS KOHIIEHTPallil TaK/IiTaKCey y Ija3Mi KpPOBi y MAIi€HTIB 3 MOMKAPEHUM
pakoM, 10 CBiIUMTH PO BiACYTHICTH KITiHiYHO 3Hauy1oro inribysanus CYP2CS.

In vitro mocnig:KeHHS Ha remaToOIUTaX JIIOOUHYU TaK0XK IIPOeMOHCTPYBAJIHY, 110 aKCUTHHIO He iHAYKyE
CYP1A1, CYP1A2 ta CYP3A4/5. ToMy 04iKyeTbCs, 110 OMHOYACHE 3aCTOCYBaHHS aKCUTHHIOY He Oynme
3uuKyBaTH piBHi cyocTpaTiB CYP1A1, CYP1A2 ta CYP3A4/5 y mna3mi Kposi in vivo.

In vitro docaidxceHHs 3 P-2aikonpomeiHoM

In vitro mocnmig:KeHHS II0Ka3ajy, 0 akCUTHUHIO iHribye P-rnikomporein. IIpoTe o4ikyeThCs, 1110
akcuTuHiO He MaTUMe iHTiOy:04Oro BINIMBY Ha P-rIiKoOmpoTeiH y TepaneBTUYHNX KOHIIEHTPAIiixX y
na3Mi KpoBi. ToMy nepenbadaeTsCs, 0 OGHOYACHE 3aCTOCYBaHHSA aKCUTHHIOY He Oyzme
IifBUIIYBATU KOHLIEHTPAllil0 AUTOKCUHY abo iHImx cyO6cTpaTiB P-rikonpoTeiny y mia3mi Kposi in
Vivo.

Ocobugocmi 3acmocy8aHHA.
ApmepianvHa 2inepmeH3isa ma 2inepmoHivYHUlU Kpu3

Io moyaTKy niKyBaHHS NpenapaToM [HiTa apTepianbHMUM TUCK NalieHTa MOBUHEH OyTH J00pe
KOHTPO/IbOBaHUM. HeoOxigHO criocTepiraTy 3a mallieHTaMu [JIsi CBOEYACHOT'O BUSIBIIEHHS PO3BUTKY
aprepianbHoOi rimepTeH3il Ta y pa3i HeoOXiqHOCTI TPOBOAUTH JTiKyBaHHS CTaHHAPTHUMU
TiOTEH3UBHUMH IIpernapaTaMu. fKIo, He3BaXKalo4y Ha 3aCTOCYBaHH TITOTEH3UBHUX IIPenaparis, y
IalieHTa PO3BUBAETHCS CTiMKa apTepiajibHa rinepTeH3id, TO CIif 3HU3UTHU 403y lipenaparty [HiiTa.
fAKmo y marieHTa BUHMKIIA CTiliKa apTepiajbHa rinepTeH3id y TIXKKii ¢Gopmi, He3BaXkKawun Ha
JIiKyBaHHS TIIOTEH3UBHUMU IIpeliapaTaMy, Ta 3HUKEHHS J03U Ipenaparty [HiiTa He JaioTh edeKTy,
CJIi] IPUNIMHUTH 3aCTOCYBaHHA IIpenapaTy. MOoXKIUBICTh OCTAaTOYHOI BiAMiHYU Npemnapary [Hmita ciif
TaKO0XK PO3IJISHYTH Y pa3i BUHUKHEHHA Y allieHTa 03HaK TillepTOHIYHOr0 KpU3y. Y pa3i TUMYacoBOI0
IPUNIMHEHHS JTiKyBaHHS IIpernapaToM [HiliTa HeoOXiMHO KOHTPOJIIOBATH CTaH MAalli€HTiB, IKi
OHOYACHO IMPUUMAaIOTh TiOTEH3UBHI ITpenapaTu, 3 METOI0 CBOEYACHOTO BUSIBIIEHHS TillOTOHIl (IUB.
po3min «Croci0 3acToCyBaHHS Ta HO3U»).



ApmepianbHa mpomboembois

Y xopi KNTiHIYHUX [OCTiAXKEHb i3 3aCTOCYBaHHSM Iipenapaty [HiiTa Oynu 3apeecTpoBaHi BUMIaiKH
apTepianpHOl TpoMGoeMOoTTii (BKIII0UaI0YM TPAH3UTOPHI illleMiyHi aTaku, MOPYLIEHHS MO3KOBOTO
KpoB0oOiry, iHpapKT MioKapaa Ta OKJII03i0 apTepii CiTKiBKH), y T. 4. 3 JIeTaJIbHUM HACJIiIKOM.

[Tpemnapart [amiTa ciif 3 06epekHICTIO 3aCTOCOBYBATH [J1d JIiKyBaHHS MAIli€HTIB, AKi MaJu B aHaMHe3i
nopnibHi sBuIa abo BXOASTE 0 TPYNU PU3UKY BUHUKHEHHS 1IUX SBUIL. 3aCTOCYBaHHS IperapaTy
IaniTa o niKyBaHHS NALIEHTIB, Y KX BIPOLOBXK IonepenHix 12 MicauiB crocrepiranacs
aprepianbHa TpoM60eMOO0ITisi, He JOCTiIKyBaJIu.

BeHo3Ha mpomboembois

[Tig yac KmiHIYHUX DOCTiAXKEeHb MOBIOMIISIIIOCS PO BUIAAKK BeHO3HOI TpoMOoeM6bortii (y ToMy ducIti
eM0o171ii 1IereHeBol apTepii, TpoM003y IMOOKKUX BEH, OKJTI03il Ta TpoMOO03Y BeH CiTKiBKM), Y T. 4. 3
JleTaJIbHUM HaACJIigKOM.

[Tpemapart IHmiTa ciif 3 06epekHICTIO 3aCTOCOBYBATH M7 JIiKYBAHHS TAIiEHTIB, AKi Malu B aHaMHe3i
nofiOHi sBUIla a60 BXOASATH 0O TPYNU PU3UKY BUHUKHEHHS IIUX SBHUII. 3aCTOCYBaHHS IIpenapary
IaniTa ong niKyBaHHS MAli€HTIB, Y SIKUX BIPOJOBXK IIOIEpPenHiX 6 MiCALIB CIIOCTepiransacs BeHO3Ha
TpoMO0eMOOJTisl, He MOCIigXKyBallu.

ITioguu,eHHs 2eMo2106iHy abo 2emamokpumy

[Tig yac nmikyBaHHS aKCUTHUHIOOM MOXKJIMBE IIiIBUILIEHHS reMora00iHy abo reMaToKpUTy, 110
BimoOpaxKae 30iMbIeHHST MaCh ePUTPOIUTIB. 30iMbINIEHHSI MACH EPUTPOLIUTIB MOXKe 30iMbIIUTH PUIUK
eMOOTiYHNX i TPOMOOTHYHUX SBUIL.

F'emorno6in abo reMaTOKPUT CJIifi KOHTPOJIIOBATH [0 MOYATKY i epioAuYHO MPOTATOM YChOTO
TMiKyBaHHS aKCUTHHIOOM. AKIo remMorno6in abo reMaTOKPUT MEPEBUIIYIOTE HOPMAIbHUM PiBEHb,
nanieHTaM CJIifi IPU3HAYUTHU JIIKyBaHHS BiATIOBIOHO OO CTAHOAPTHOL MEOUYHOI IPAKTUKU OIS
3HUKEHHS PiBHSA reMorio6iny abo reMaTOKPUTY 00 MPUMHSATHOTO PiBHS.

Kposomeua

[ToBimOMIISANIOCS PO BUHUKHEHHSI KPOBOTEY, TaKUX SIK KPDOBOBUJIMBYU y MO30K, reMaTypis,
KPOBOXapKaHHS, KPOBOTEUi 3 HUKHIX BilIi/TliB TPAaBHOTO TPAKTy Ta MeJIéHa, KPOBOTEYa 3 JIeTAJIbHUM
HACJIiOKOM.

3acTocyBaHH Ipenaparty [HiiTa mauiedTaM, sKi MalOTh 03HAaK{ HasIBHOCTI HEJTIKOBaHMX MeTacTa3iB y
TOJIOBHOMY MO3KYy a00 HellloflaBHbOI aKTMBHOI KPOBOTEYi 3 TPAaBHOTO TPAKTY, He [OCIIiIXKYyBaJIH.
TakuMm mallieHTaM He CJlif IpU3HaydaTH Ieil npemnapaT. 3a HasgBHOCTI Oynb-sKOI KpOBOTeUi, sIKa
noTpebye MeUYHOT0 BTPy4YaHHS, CJIil TUMYaCOBO IPUNMHUTH JIiIKyBaHHS IIpenapaToM IHJiTa.

Cepuesa HedocmamHicmb

B pamMKax KOHTPOJIbOBAHOT'O KJIIHIYHOT'0 [NOCIIiAXKEHHS 3aCTOCyBaHHA penapary [Hiita gis
JIIKyBaHHS MAlLlieHTiB 3 HUPKOBOK/IITUHHUM PakOM CeplieBa HEOCTAaTHICTh criocTepiranacs y 6/359
narieHTiB (2 %), gKi oTpuMyBaiu npenapart [HmiTa, i y 3/355 nanienTis (1 %), SKi oTpuMyBaIu
copadenib. CeplieBa HeIOCTATHICTh cTymeHs 3/4 crocTepiranacs y 2/359 marienTis (1 %), ski
OTpUMYyBasu npenapart Iumita, iy 1/355 nmamienTis (< 1 %), ski oTpumyBanu copadeHnio. CepiieBa
HeIOCTaTHICTh i3 eTaJbHUM HaCHiIKOM crnocTepiranacs y 2/359 nauieHTis (1 %), gKi oTpuMyBanu
npemnapar [HniTa, i y 1/355 narienTi (< 1 %), gki orpuMyBanu copadeni6. [TpoTsirom ycroro



JIiKyBaHHS IIPerapaToM [HIliTa Cilig MpOBOAUTY MOHITOPUHT II[OJI0 ITOSIBM CUMIITOMIB CEPIIeBOl
HeIOCTATHOCTI. JIiKkyBaHHSI CepleBOl HEJOCTAaTHOCTI MOXKe BUMaraTy OCTaTOYHOTO MIPUTIMHEHHS
3aCTOCYBaHHS IIpenapary IHiiTa.

ITepopauii mpagHo20 mpakmy ma ymeopeHHs picmyau

[Tig yac KmiHIYHUX DOCTiAXKeHb Oy 3apeecTpoBaHi epdopatii TpaBHOTO TPAKTY, B OTHOMY BUNAAKY
nepdopallis Ipu3Besa [0 JIeTalbHOT0 HaciaKy. Takox 6y oTpuMaHi MOBiIOMIIEHHS IIPO
BUHUKHEHHS (QiCTYyII.

[IpoTsairoM KypcCy JliKyBaHHS IIpernapaToM [HIIiTa CIif nepioguYHO KOHTPOJIOBATH CTAH MAlli€HTIB 3
METOI0 BHSIBJIEHHST 03HaK Iepdopatiii TpaBHOTO TPaKTy ab0 yTBOPeHHS GiCTyIu.

[ucgyHkuia wumosudHoi 3a.103u

ITo mo4YaTKy Ta MepioguyHo MPOTIrOM KypCy HiKyBaHHS IpernapaToM [HiTa HeoOximHO
KOHTPOJIIOBATY NTOKA3HUKYU (QYHKIIL IMUTOBUAHOI 3a1031. JIiKyBaHHSA Tilo- Ta TinepTupeo3y, o Moxe
BUHUKHYTH IIif] YacC JTiKyBaHHS, CJIif] IPOBOAUTH 3TiAHO 3i CTaH#apTaMU HafjaHHS MEeIAYHOL JOIIOMOTH
TaKMM YMHOM, I100 MiATPpHMYyBaTH y NallieHTa HopManbHe QYHKIIOHYBaHHS IUTOBUIHOI 3a7103H.

YcknadHeHe 3a20108aHHA paH

YckiagHeHe 3arO€HHS paH MOXKe CIIOCTepiraTucs y Malli€HTiB, SKMM 3aCTOCOBYIOTh Ipernapari, 110
iHTiOyI0Th CUTHAIBHUY IIUISIX CYAUHHOTO eHOoTenianbHoro ¢pakropa pocty (CE®P). Tomy IumiTa Moxe
HeraTUBHO BIUIMBATU Ha 3arOl0BaHHS paH.

JIikyBaHHS IpelniapaToM IHiTa CJIif IPUNUHUTH IOHAMMEHIIe 3a 2 JHi J0 I04aTKy IJIaHOBOl
omepatii. He 3acTocoByBaTH mpemnapaT IIPOTITOM II[OHalMeHIlle 2 TUXKHIB IIiCJIg cepio3HOol omeparii
Ta [0 JOCTATHLOI'O 3arol0BaHHs paHU. be3neka BifHOBIEHHS 3aCTOCYBaHHA [HIIITH MTiC/IA IIOAO0JIAHHSA
yCKIafHEeHb 3ar0l0BaHHS PaH He BCTAHOBJIEHA.

CuHOpoMm 3a0Hboi 380pomHoi nelikoeHuepasonamii (C33J1)

C33JI € HeBPOIOTiUHUM PO3TIafOM, SKUU MOXKe IIPOSIBIATUCH y BUTTISAI TOJIOBHOTO 00JII0, CYLOMHUX
HarnafiB, COHJIMBOCTI, CIIJIyTAHOCTI CBIOMOCTI, CJIIIIOTH, PO3/1aiB 30PY Ta IHIINX HEBPOJIOTIUHUX
posnapiB. Takoxk MoXKe CIIOCTepiraTuch apTepiasbHa rimepTeHsis 6yap-g1KOTo CTYIEeHs (Bif 1erkoro
mo TsKKoro). [Ins migTBepmxkeHHs miarHo3y C33J1 HeobxigHe nmpoBemennst MPT. IlamieHTaM, y SKUX
BuHUKae C33J1, HeoOXigHO BiIMiHUTH JTiKyBaHHS IIpenapaToM [HiiTa. be3neka BimHOBIEHHS
JIiIKyBaHHS IIpeliapaToM IHiiTa A5 nauieHTiB, gKi paHime neperocunu C33J1, HeBimoMa.

ITpomeiHypis

IIo moYaTKy Ta MepioguyHo MPOTITOM KypCy JiKyBaHHS IpernapaToM [HiTa HeoOximHO
KOHTPOJTIOBATH CTaH IAlliEHTIB [7Ig BUSBIEHHS NMpoTeinypii. [TamieHTaM, y IKUX BUHUKAE IIPOTEIHYpPis
cepenHbOro abo TAKKOTO CTYIIEeHs, HeoOXimHO 3HUXKYBATH 03y IpenapaTy abo TMUMYacoBO
IIPU3YNUHATY KypPC JIIKyBaHHA IIpenapaToM [HiiTa.

ITioBuw,eHHA akmusHoCcmMi (pepmeHmMi8 neviHku

IIo oYaTKy Ta MepioguyHo IMPOTIToM KypCy JiKyBaHHS IpenapaToM [HiTa HeoOXifmHO
kKoHTpomoBaTH piBHI AJIT, ACT Ta 6inmipy0iny.

ITopyweHHA PYHKUIU neviHKu



Y xomi creniasi3oBaHOT0 JOCTIIKEHHS MallieHTiB 3 MOPYLUIeHHSAM (PYHKIIiI TeYiHKY PiBHI CUCTeMHO1
€KCIIO3UIIil iC/Is MPUIoMY pa30BUX 03 IpenaparTy [HiiTa y XBOpUX 3 HAABHUM IIOPYIIEHHIM (yHKIIil
IIeYiHKY JIETKOTO CTyIeHs (Kinac A 3a Knacudikauiero Yainmga - [1'10) He Bigpi3HANUCH Bifi TOKa3HUKIB
y HalLlieHTiB 3 HOPMaJIbHOIO (QYHKIJEIO MTeYiHKY, a ¥ MaI[i€HTiB 3 HAaSBHUM MOPYIIEeHHAM (QYHKIIil
IIeYiHKY MMOMiIpHOTO CTyrneHs (Knac B 3a knacudikaiieio Yannga - [1'10) piBeHb CUCTEMHOI €KCITO3UIIi1
akcuTtuHiOy OyB BUIIUY [TOPIBHAHO 3 TAKUM Y IALIiE€HTIB, Y AKUX QYHKI[iS TediHKy Oyia B HOPMi.
fAxmo npenapar [HiiTa Ipr3HaYeHO NalieHTaM 3 IOMIPHUM NOpYIIeHHAM QYHKIiN medinku (ki1ac B
3a knacudikariero Yannga-I1'10), peKOMeHI0BaHO 3HUXKYBaTU T0YAaTKOBY 03y IIpenapary.
3acTocyBaHHA Ipenaparty [HiliTa malieHTaM 3 MOPyIIeHHSAM (QYHKIII IeYiHKK TSKKOTO CTyIleHs (Kac
C 3a knacudikarrieio Yaunna-I1'10) He gocmigxkyBanu (AuB. po3ninu «Crocib 3acTOCyBaHHS Ta JO3U»
Ta «PapMaKOKiHETHKA»).

Bix (= 65 pokig) ma paca

Y KOHTpOJIbOBAaHOMY KJIIHIYHOMY AOCIIIAXKEHH] 3aCTOCYBaHHSA IIpernapaTy [HiiTa [is niKyBaHHSA
HUPKOBOKJIITUHHOI KapuUrHOMU 34% MallieHTiB y rpyIi NiKyBaHHS IpenapaToM IHiiTa 6ynu BiKoM Bif
65 pokiB. BinbmiicTs marieHTiB OyaM IpefcTaBHUKAMHU €BPONEeOoifHOol pacu (77 %) abo Manu azilickke
noxomxkeHHS (21 %). Xoya UMOBIpHICTh MigBUINEHO] YYTINBOCTI 0 IpenapaTy y HalieHTiB OibIl
CTapILIOro BiKy Ta a3iaTiB I[IIKOM BUK/IIOUYUTH HE MOXKHA, 3arajloM BiIMiHHOCTEN Y MOKa3HUKaX
6e3neky Ta eeKTUBHOCTI MpenapaTty [HIiTa MiX malieHTamMu BikoM =65 POKiB Ta MOJIOALUIUMHU
nalieHTaMH, a TaKOXK MiX €BpOIleoilaMy Ta IpefCcTaBHUKaMU iHIINMX pac BigMiueHo He OyII0.

3MiHa mO3H 3aJIeXXHO Bif BiKy MallieHTa Ta pacu He moTpibHa (ouB. po3minu «Crocib 3acTocyBaHHS Ta
no3u» Ta «dapMaKOKiHETHKa»).

Jlakmosa

Ileit mikapchKuit 3aci6 MiCTHTB TakTO3y. Horo He cif mpu3HayaTy HaIieHTaM 3 PiAKicHEMY
CIAagKOBUMHU IIOPYIIEHHSMY TOJIEPAaHTHOCTI 10 ranakTo3y, fediunutom nakrasu Jlamnmna abo
CHUHIPOMOM IOPYIIEHHS BCMOKTYBaHHS IJTIOKO3U-TaJIakKTO3MU.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHsA 2py00H0

HeMae gocTaTHIX JaHMX 3aCTOCYBaHHS Y JIIOOEH A7 BCTAHOBIIEHHS PU3UKY 3aCTOCYBaHHS
npemnapaty. Yepe3 0co0IMBOCTI MexaHi3My mil Ta Ha OCHOBI Pe3yNbTaTiB AOCTiAKEHb Ha TBAPUHAX
npernapart [HiiTa MOXe CIPUYMHATHY WKITJIUBUAY BIJIUB Ha IUIN V pa3i IpU3HauYeHHS L[bOT0
[IperapaTy BariTHUM XIiHKaM. Y XO[l JOCIIiIXXeHb TOKCUYHOI'0 BIJIUBY Ha PO3BUTOK TBapUH
aKCHATUHIO BUSBJIAB TepaTOTeHHMM, eMOPiOTOKCUYHUY Ta PEeTOTOKCUYHUIM BIJIUB IIPU PiBHAX
€KCIIO3UIIi] ¥ TBApKH, MEHIIUX 3a PiBHi €KCIT03KIIil y TIOOWHYU ITPU 3aCTOCYBaHHI peKOMEHI0BaHUX
II0YaTKOBHUX [03.

KiHKaM penpoayKTUBHOTO BiKy CIIi[ MOBITOMUTU PO MOTEHUIMHUYN PU3UK [JId IIJIofa Ta IPo
HeoOXimHiCTh BUKOPUCTAHHS epeKTUBHUX 3ac00iB KOHTpAllenii Iifl yac JikyBaHHS IIpernapaToM
[HmiTa Ta IPOTArOM OJHOTO THXKHS IICJIA 3aCTOCYBaHHS OCTaHHBOI A03U. HY0NIOBiKaM 3 MapTHePKaMU
PETNPOAYKTUBHOTO BiKY CJIii BAKOPUCTOBYBaTH epeKTHBHI 3aco0u KOHTpPALENIIil i Yac JTiKyBaHHS
IpernapaToM [HiliTa Ta MPOTSATOM OJHOTO THKHS IiCJIs 3aCTOCYBaHHS OCTAHHBOI HO3U. [[OCTiKEeHHS
Ha TBapMHaX IPOAEeMOHCTPYBay, 110 [HIliTa MOXKe MOPYIIyBaTh (PePTUILHICTD XKiHOK Ta YOJIOBIKiB 3
PENpOIyKTUBHUM IIOTEHIIAIOM.

Ha chorogHi HeMa€ maHUX LI00 MPUCYTHOCTI aKCUTHHIOY y TPYIHOMY MOJIOL JIIOOUHYU a00 H0T0



BIIJIUBY Ha HEMOBJIS YU Ha BUPOOJIEHHS MOJIOKA. Y 3B’SI3Ky 3 MOXKJIMBUM BUHUKHEHHSIM CEPHO3HUX
HeOaXKaHUX peakllil y HEMOBJISAT Ha TPYOHOMY BUTO[OBYBAaHHI IIifl BIJTUBOM IpemnapaTy [HiiTa,
MaTepsM PeKOMEH[I0BaHO NIPUIIMHUTY IOAyBaHHs I'PYAIO i Yac JIiKyBaHHA Ta IPOTATOM 2 TUXKHIB
IiCJIsI IPUMOMY OCTaHHBOI I03H.

30amuicmb eniueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHizmamu

Heo0xifHO momepeKaTy MallieHTiB PO MOXKJIUBICTh PO3BUTKY 3allaMOpPOYEHHS, COHIUBOCTI,
po371afiB 30py Iif Yac 3aCTOCyBaHHA IIpenapary [HiiTa i peKoOMeHAyBaTH IM TP BUHUKHEHHI
3a3HavYeHUX CHMIITOMIB He KepyBaTH aBTOTPAHCIIOPTOM Ta He IIpalloBaTH 3 iHIMMMHU MeXaHi3MaMu
(ouB. po3minu «Ilo6iuHi peakiiii» Ta «OCOOIMBOCTI 3aCTOCYBaHHS»).

Cnocib 3acmocyeaHHsi ma do3u.

PexoMeH0BaHa M0YaTKOBa IIepopabHa 403a Ipemapary [HiiTa cTaHOBUTL 5 MT ABidi Ha J00y.
[HTepBanu Mix npuiioMaMu 03 npenapaty [HiiTa moBuHHI OyTy npubnu3Ho 12 roguy; npemnapar
MOXKHa 3aCTOCOBYBATH HE3aJIeXKHO Bif mpuiioMy ixi (muB. po3min «PapmakoguHamika»). TabneTku
KOBTAIOTh ITiIMMH, 3allMBalOYl CKIISTHKOIO BOOH.

Y pasi BuUHUKHEHHS GJTI0BaHHS Iics npuiioMy 0o3u abo y pasi mpomycKy 003U He CJIif mpuiMaTu
IONaTKOBY mo3y mpemnapaty. HeoOxifHO y HaleXHUY Yac NPUNUHATH HACTYIIHY IIJIAHOBY O3y
npemnapary.

PekoMeHparii om0 3MiH JO3YBaHHS.

[TigBuieHHs a00 3HUKEHHS NO3U MPOBOISTH 3aJI€XKHO Bifl iHOUBiAyalIbHUX IIOKA3HUKIB O€3MeKu Ta
[IePEeHOCHUMOCTI IIpemnapary.

MoxHna nmipBuiyBaTy 0o3y [HuiTy nauieHTaM, AKi Oif 4ac JIiKyBaHHS HOPMAaJIbHO IIePEeHOCUIIN
mpenapar IPOTIroM IIOHANMEeHINe IBOX TUXKHIB IIOCIHiiIb, 663 BUHUKHEeHHS MOOIYHUX peakilii
OPYroro Ta BULIUX CTYIEHIB TAKKOCTI (3TrifHO 3 3araJbHUMU KPUTEPISMU OIIHKM TOKCUYHOCTI 7
HeOaxkaHUX peakilili), MalOTh HOPMaJIbHUYU apTepiaJbHUN TUCK Ta HE 3aCTOCOBYIOTh
QHTUTINEPTEeH3UBHI IIpenapaTy. AKII0 TigBUILeHHS 003U PEKOMEHI0BaHO IIPU PEeXUMi 0O3yBaHHS D
Mr ABiui Ha mo6y, Do3y mpemnapaTy [HTiTa MOXKHA MiABUINYBAaTH [0 7 MT [Bidi Ha m0OY.

Y nopanspiioMy MoXnuBe mifpBuilieHHs [0 10 Mr gBivi Ha m00y 3 BUKOPUCTAHHSIM TUX CAMUX
KPHUTEPIIB, 110 ¥ [JISI IOIePEeIHbOTO MiIBUIIEHHS.

[TpoTsarom Kypcy 3acToCyBaHHS [HIiTH JTiKyBaHHS NeBHUX HeOaxkaHUX Peaklliii Ha IIpenapaT MoXe
noTpebyBaT¥ TUMYACOBOTO YU OCTATOYHOTO IIPUIIMHEHHS 3aCTOCYBaHHS Ta/ab0 3HUKEHHS 103U
npernapary. Y pasi gKIo BUHUKaE 1notpeba 3HU3UTH 103y 5 MT, SIKy IpUMMaloTh OBidi Ha OeHb,
peKoMeHJ0BaHe 103yBaHHS CTAHOBUTD 3 MT [IBiui Ha [ieHb. 3a IOTPeOU MOAAIbIIOro 3HUKEHHS N03U
PeKoMeHjoBaHe [03yBaHHS CTaHOBUTHME 2 MT [ABidi Ha [IeHb.

[MotyxHi inribiTopu CYP3A4/5.

Cnig yHMKaTH OOHOYACHOTO 3aCTOCYBaHHS Ipemnapaty 3 notyxuumu inribitopamu CYP3A4/5 (Takumu
SIK KeTOKOHA30J1I, iTpaKOHA30J1, KTaPUTPOMIIIMH, aTa3aHaBip, iHguHaBip, Hedha3onoH, HendiHaBip,
PUTOHABIp, CaKBiHABIP, TEMITPOMILIMH Ta BOPUKOHA301). 11 OQHOYACHOTO 3aCTOCYBaHHS 3



mpenapaTtoM [HiTa peKOMEHI0BAHO MiI0MpaTH albTepPHATUBHUM ITPemapaT 3 BiAcyTHIM abo
MiHIMaJIbHUM MOTEHIIaIOM NpUrHidYeHHS akKTuBHOCTI CYP3A4/5. M0oXKIUBOCTI 3MiHU AO3YBaHHSA
npernapary IHmiTa os manieHTiB, SKi oqHOYACHO MPUMalTh MOoTyXkHi iHribitopu CYP3A4/5, He
IoCTimKyBanu. Ane 3a MoTpedu 0gHOYAaCHOTO TpH3HaYEeHHS Mpenapary [HiliTa Ta MOTYXKHOTO
inri6itopa CYP3A4/5 peKoMeH0BaHO 3HUKYBATH 03y IIpemnapary [HiiTa mpubau3Ho BABiUi,
OCKIiJIbKM BBaXKa€THCH, 10 TaKe 3HUKEHHS [a€ MOXKJIUBICTh NOBepHYTH 3HaueHHd AUC o miana3ony
3HAYEeHb, SIKi CIIOCTEPIraloThCS IiJl Yac 3aCTOCYBaHHS IpemnapaTy 0e3 iHribiTopiB. Y momanbiioMy
MOZKJIMBe TiBUIeHHS ab0 3HUKEHHS 003U Ipenapary [HyiTa 3 orisay Ha iHAuBigyanbHi MOKa3HUKU
0e3neKky Ta IePeHOCHMOCTi mpemnapary. I1icis 3aKiHueHHs OQHOYACHOTO IPUHUOMY MTOTYKHOTO
inribiTopa (uepes 3-5 mepioniB HamiBBUBeeHHS iHTiOiTOpa) NO3y npemaparty [HmiTa ciig 3HOBY
TiABUIIUTY [0 PiBHS, SKUM OyB MpHU3HAUYEHU [0 MIO0YaTKy 3aCTOCYBaHHS MOTYKHOTO iHTiOiTOpa
CYP3A4/5 (muB. po3min «B3aemopist 3 iHIIMMY TiKapChKUMU 3ac00aMu Ta iHII BUOU B3a€EMOMIIN»).

[MopyieHHs GQYHKIIN DeYiHKK. Y pa3i Ipu3HauYeHHs npemnaparty [HiTa nauieHTam 3 IOPYILIEHHAM
GyHKIII Ie4iHKY 1erkoro cTymeHs (kKmac A 3a knacudikaiieto Yaitnga - [1'10) 3HMKEHHS T0YaTKOBOI

03U TIpenapaTy He MoTpiOHe. 3BaXKarouu Ha faHi apMaKOKiHETUKY, NALliEHTAM 3 IIOPYLIEHHSIM
GyHKIIIM mediHKy TOMipHOTO CTyneHs (Knac B 3a knacudikauiero Yaiinga - [1'10) cTaHOM Ha ITO4YaTOK
JiKyBaHHS CIIiJ] 3HUKYBAaTH II0YATKOBY /103y ITpernapary [HiiTa mpubau3Ho BABiYi. Y moganbuiomy
MOXKJIMBeE MiBUIIeHHS ab0 3HMKEeHHS 103U IpemnaparTy [HyiTa, 3 OTNIsAy Ha iHAWBiMyanbHi IOKa3HUKH
Oe3neku Ta IepeHOCUMOCTI IpenapaTy. 3aCTOCYyBaHHS IIpenapary lHmiTa And niKyBaHHS [alli€HTiB 3
NOpyIIeHHAM (YHKIIil IediHKY TIXKKOTo cTyneHd (knac C 3a knacudikauiero Yannga-I1'10) He
IOCTimKyBanu (OuB. po3min «OcobmuBoCTi 3acTocyBaHHs» Ta «PapMaKkoKiHETHKA Y OCOOIUBUX T'PYIT
MAITiEHTIiBY).

[MopvuieHHS GVHKIINI HUPOK.

CrnerrianmizoBaHUX JOCTiAXKEHD 1010 3aCTOCYBaHHSA aKCUTUHIOY NallieHTaM 3 MOPYLUIEHHIMU (QYHKIIiN
HUPOK He TPOBOOUIIX. Pe3ynbTaTl MONYSLiMHUX aHali3iB 3 (apMaKOKiHETUKY II0Ka3alH, 1110 y
MAI€HTIB 3 iICHYIOUMMHU MOPYIIEHHSAM (YHKI1 HUPOK JIETKOTr'0, IIOMIPHOTO Ta TAKKOTO CTYIIeHS
(xkmipeHc KpeaTuHiHy Big <15 Mi1/xB 0 <89 Mn/xB) He Oy10 3HAYHUX BigXUJIeHb MIOKA3HUKIB KIIipeHCY
akcuTuHiOy (ouB. po3min «dapMakokiHeTuKa»). [1allieHTH 3 iCHYIOUUM JIETKUM, IOMipHUM ab0
TSKKUM [IOPYIIEeHHIM (YHKIIiI HUPOK He IOoTpeOyIoTh KOPEKIIil T0YaTKOBOI 103U. 3aCTOCOBYBATH
mpemnapar Ojis JIiKyBaHHS HallieHTiB 3 TePMiHAIbHOIO CTafi€l0 HUPKOBOL HEJOCTATHOCTI (KITipeHe
KpeaTuHiHy <15 MJ1/xB) cyif 3 00epexkHiCTIO.

3aCcTOCYBaHH MallieHTaM JIITHbOT'O BiKY

XBopi MTHBOTO BiKy He MOTPeOYIOTh KOPEKIIil 03U IpenapaTy (auB. po3ninu «®apMakoKiHETHKa» Ta
«OCc06IUBOCTi 3aCTOCYBaHHS»).

Himu

Besmnexka Ta e(eKTUBHICTH 3aCTOCYBaHHS IIpemaparTy [HmiTa giTaM He OOCTigXKeHi.

Ilepedo3yeanus
Y pasi nepepno3yBaHHA IpenapaToM [HIiTa cienu(piyHOro aHTUAOTY HEMAE.

Y xopi KOHTPOJIBOBAHOT'0O KIIIHIYHOT O JOCIIiAXKEeHHS 3aCTOCyBaHHA npenapary [Hiita g JTiKyBaHHSA



HUPKOBOK/TITUHHOI KapLUMHOMU OfIMH TallieHT HEHaBMHUCHO ITpUiMaB mpemnapaT y [03i 20 Mr aBivi Ha
[leHb IPOTSATOM 4 [HIB Ta BigyyBaB NpHU L[bOMY JIETKE 3allaMOPOYEHHS.

Y xomi KNTiHIYHOTO OOCTigXKEeHHS, MeTOI0 KOT0 Oy10 BU3HAYEHHS J03U Ipemnaparty [HmiiTa, B
yYaCHUKIB, SKi OTPUMYBaJM IIpernaparT y mo4aTkoBux fno3ax 10 a6o 20 mMr gBivi Ha IeHb, BUHUKAJU
no6iyHi peaktii, 1110 BKII0YAJIK apTepiaabHy rinepTeH3ilo, CyIoMH, II0OB’s13aHi 3 apTepiabHOI0
TinepTeH3i€0, Ta KPOBOXapKaHHA 3 JIETAIbHUM HACIIIKOM.

FAKI10 iCHYIOTH i03pHU II0J0 IIepefo3yBaHHs IIpenapaToM [HiliTa, IPUKXOM Ipenapary CIIif
IPU3YIAHUTHU Ta PO3MOYATU CUMITOMATUYHE JIIKyBaHHS.

ITobiyHi peakuii

Hactynni kniniuHo 3HauyIi nobiuHi peakiril 6isbII JeTaabHO onucaHi y po3mini «Oco6nuBoCTi
3aCTOCYBAHHS»:

- apTepianbHa TrinepTeH3id Ta TinepTOHIYHUYN KPU3;

- apTepianbHa TPOMOOEMOOITis;

- BEHO3Ha TpoMOoeMOoTist

- KPOBOTEYa

- ceplieBa HeOCTaTHICTh

- nepdopallis TpaBHOTO TPAKTy Ta yTBOPEeHHS (icTyn
- muchYHKIIS IUTOBAOHOI 3271031

- CUHOPOM 3afHbOI 3BOPOTHOI neikoeHnedanomnarii (C33JI)
- IpPOTEIHypisd

- IiABUIIEHHS PiBHS IEYiHKOBUX ()EpPMEHTIB

- NOpYIIeHHS (YHKIIl Ie4iHKA

OcCkinbKY KJTiHIYHI JOCTigKEeHHS IPOBOASATH y AyKe BapiaOelbHUX yMOBaX, 4acToTa M00igHUX
peaxiliii, 3apeecTPoBaHUX IIif] YacC KIIiHIYHUX HOCHIXKEeHb JTIKapChKOT0 IIpernapary, He Moxe 0yTu
6e3nocepegHbO MOPIBHIHA 3 YACTOTOI0 MOGIYHUX peakiliii, OTpPUMAaHUX ITiJ Yac KIIiHIYHUX JOCITigXKeHb
iHITIOTO TIpemnapary; TakKoX I YaCTOTa MOXKe He BimoOpazKkaTH Ti€l, 110 CriocTepiraeThCs y KIiHiuHiM
IPaKTHUILIi.

Besneky 3acTocyBaHHA Ipenaparty IHIIiTa OL[iHIOBaIX y XOfi OOCIiIKeHb PeXKUMY MOHOTepaIil 3a
ydacTio 715 maifieHTiB, 3 skux y 537 OyJia momupeHa HUPKOBOKJIITHHHA KapiuHoMma. HaBeneHi y
po3mini «ITo6iuHi peakiii» gaHi CTOCYIOThCS 3aCTOCYBaHHS npenapaty [HniTa 359 maifientam 3
MOIIMPEHOI0 HUPKOBOK/IITUHHOIO KapIMHOMOIO, 5IKi Opanu y4acTb y PaHIOMi30BaHOMY KIIiHiYHOMY
MOCTiIKeHHi, me mpenapat [HiiTa mopiBHIOBaIH 3 copadeHifoMm.

Iloceid 3acmocysaHHA nid yac KaiHiYHUX 00CAI0NHCEHb.



Cepe[QHs TPUBAIICTD JTiKyBaHHS CTaHOBUIA 6,4 Micsans (miama3oH Big 0,03 mo 22 micsuiB) ans
Malli€eHTiB, SKi oTpuMyBanu IHmiTy, Ta 5 micauis (miama3on 0,03-20,1 micsans) g maui€eHTiB, AKi
oTpumyBanu copadeni6. Mogudikarii fo3u abo TEMYacoBe MPUINHEHHS JTiIKYBaHHS Yepe3 PO3BUTOK
HebaxkaHol peakiii 6ynu notpidHi 199 marientam 3 359 (55 %), sKi oTpuMyBanu npemnapar [HiiTa, Ta
220 mamienTaMm 3 355 (62 %), AKi oTpuMyBanu copadeHid. Yepe3 po3BUTOK HebaKaHUX peaklii
nikyBaHHS 0yJi0 ocTaTouHO ImpunuHeHe 34 nanienTaM 3 359 (9 %), AKi oTpuMyBanu npemnapart [HiiTa,
Ta 46 nauierTam 3 355 (13 %), ki oTpuMyBanu copadenio.

Haiibinpi momupeHUMH (4acToTa BUHMKHEHHS =20 %) MoO6iYHNMY peakLisiMH, IKi CIoCcTepiranucs
IIPYM 3aCTOCYBaHHi mpenapary IumiTa, 6ymu: miapes, apTepiaibHa rinepTeH3is, CTOMIIOBAHICTE,
3HUIKEHHS aleTuTy, Hy#oTa, JUC()OHig, CHHAPOM AOJOHHO-MITOIIOBHOL €PUTPOAN3ECTE3i], 3HMKEHHS
MacH Tinta, 6JTI0BaHHS, aCTEHis Ta 3allOpH.

Y tabmuni 2 Bimobpaxeno nobiuHi peakiiii, 3apeecTpoBaHi y =10 % malieHTiB, gKi OTpUMyBaIn
npenapart [amita abo copaderniod.

Tabmuus 2
Inmita CopadeHniod
(N=359) (N=355)
[To6iuni peaxiii® Bci Crynisb 3 Bei cryneni’ CTymiss 3
crymeni’ abo 4 abo 4
% % % %
iapes 55 11 53 7
ApTepianbHa rinepTeHsis 40 16 29 11
CTOMIIIOBaHICTh 39 11 32 5
3HUXKEHHS alleTUTy 34 5 29 4
Hypora 32 3 22 1
Hucdonis 31 0 14
CHHIPOM HOJIOHHO-ITiIOIIIOBHOI 27 5 51 16
epUTpPOIU3ecTe3il
3HMKEeHHS MacH Tina 25 2 21 1
BroBaHHS 24 3 17 1
AcrTeHis 21 5 14 3
3arop 20 1 20 1
limotupeos 19 <1 8 0
Karemnb 15 1 17 1
3amasieHHsI CJIM30BO1 000JIOHKH 15 1 12 1
Aprtpanris 15 2 11 1
CTtoMaTuT 15 1 12 <1
3aguika 15 3 12 3
Bine y xKuBOTI 14 2 11 1
'omoBHMIY 0inb 14 1 11 0
Bine y KiHlLiBKax 13 1 14 1
Bucunanssa 13 <1 32 4
[Tporeinypis 11 3 7 2
Iucres3sis 11 0 8 0
CyxicTp WKipu 10 0 11 0
Iucnerncis 10 0 2 0
CBepbix 7 0 12 0
Aronernis 4 0 32 0
Epurema 2 0 10 <1

* BimoOpakeHHs y BilcCOTKaX yCix KaTeropiil peakxiiili, 110 BUHUKAJIU Y XO[i JTiKyBaHHS.
° Kputepii y3aranbHeHoi TepMmiHomorii Ans mo6idnux peakiii HarioHansHOro iHCTUTYTY
paky, Bepcii 3.0.



HaBepeHi Hux4e nob6iuHi peakiiil (yCixX CTyNeHiB TSKKOCTI) y IAIiEHTIB, SKi OTPUMYyBali JTiKyBaHHS
mpenapaTtoM [HmiTa, BUHUKaNU 3 4acToToo <10 %. Cepeqn 1ux peakiiit 6ynu 3anmamopodeHHs (9 %),
6inb y BepxHit yacTuHi xKuBoTa (8 %), Mianris (7 %), merigpaTatis (6 %), HocoBa KpoBoTeua (6 %),
aneMis (4 %), remopoiu (4 %), rematypis (3 %), o3BiH y Byxax (3 %), mipgBuieHHs piBHIB jina3u (3 %),
rimoconpuHis (3 %), emOoist mereHeBoi apTepii (2 %), KpoBoTeda 3 IPSIMOI KUIIKHY (2 %),
KpOBOXapKaHHS (2 %), Tpom603 rimubokux BeH (1 %), okmo3is/TpoM003 BeH ciTKiBKH (1 %),
nomiuuTemisa (1 %) Ta TpaH3UTOpHa imeMiuyHa aTtaka (1 %).

Y tabnuii 3 HaBemeHO HaNOIIbII MO PEH] BifXuIeHHS ITOKa3HUKIB 1a00paTOPHUX aHaMli3iB, 1110
3apeecTpoBaHi y =10 % mallieHTiB, SKi oTpuMyBasu npemnapar [HiiTa abo copadeHnio.

Tabmuig 3

IamiTa Copadenio
BigxunenHus nabopaTopHOTO N Bci Crymias 3 N Bci Crymnins 3
IIOKa3HUKa crymeni® abo 4 cryneni’® abo 4

% % % %
KriHiuHi TOKa3HUKY KPOBI
3HUXKeHHS piBHA remMornobiny 320 35 <1 316 52 4
3HuXKeHHs (abcomoTHOro) unuciaa 317 33 3 309 36 4
nmiM@ouuTiB
3HUXKEHHS KiJTbKOCTI 312 15 <1 310 14 0
TPOMOOIUTIB
3HUXKEHHS KiTbKOCTI nerkonutis 320 11 0 315 16 <1
BioximiyHi MOKa3HUKYU KPOB1
[linBuiieHHs piBHA KpeaTUHiHYy 336 55 0 318 41 <1
3HuXKeHHs piBHA Oikapbonaty 314 44 <1 2901 43 0
limokanbuiemis 336 39 1 319 59 2
[TigBumenns piBHA JIO 336 30 1 319 34 1
linepriikemis 336 28 2 319 23 2
[TigBuIleHHS PiBHA JiMla3u 338 27 5 319 46 15
[TigBuIIeHHS aKTUBHOCTI aMina3u 338 25 2 319 33 2
[TigBuimenus piBasA AJIT 331 22 <1 313 22 2
[TigBumennsa piBag ACT 331 20 <1 311 25 1
linepraTpieMis 338 17 1 319 13 1
lnoansOymineMis 337 15 <1 319 18 1
lnepkaniemis 333 15 3 314 10 3
linornikemis 336 11 <1 319 8 <1
limonaTpieMis 338 13 4 319 11 2
TinodocdaTtemis 336 13 2 318 49 16

* KpuTtepii y3aranpHeHoi TepMiHOIOTIi 171 ToOiuHUX peakuiyt HallioHanbHOTO iHCTUTYTY paky, Bepcil
3.0:

JI® - nyxHa ¢ochaTtaza; AJIT - ananinaminoTpancdepasa; ACT - acnaprataMiHoTpaHcdepasa.

3MiHM OKpeMux JTabopaTOPHUX ITOKA3HUKIB (BCiX CTYyIeHIB BUpaxKeHOCTi) croctepiranuca y < 10 %
NallieHTiB, SIKi OTPUMYyBaJU IpenaparT [HliTa, y TOMY YUCJIi IifBUILIeHHS PiBHS reMorno0iHy Bulle
BepxHbOI Mexi HopMu (9 % y rpymi npemnaparty IumiTa nopiBHEsHO 3 1 % y rpyni copadenioy) i
rinepkarnsiieMia (6 % y rpymi npenapaty [HiiTa nopiBHSAHO 3 2 % y rpymni copadeHioy).



[TocTpeecTpalliiHUK OOCBIL

3a3HaueHi HUXKYe mobiyHi peakii Oyau 3apeecTpoBaHi y micnspeecTpaiiiiHoMy gocBimi
3aCTOCYBaHHS Ipemnapary Iumita. OCKinbKY 11i MTOBiOMIIEHHST HAAXOOUIU NOOPOBIIBEHO Bifl MOMYJISITI
HEBU3HAYEHOT0 PO3Mipy, HEMOXKJIMBO TOYHO OI[IHUTH iX 4acTOTy ab0 BCTAHOBUTHU IIPUYUHHO-
HACJIiIKOBUM 3B'I30K 3 €KCIIO3UIIEIO IIpenapary.

3 00Ky Cy[MH: apTepianbHi (BKIIOYHO 3 aOPTAIbHUMU) aHEBPU3MHU, TUCCEKII Ta PO3PUBH.

TepMmiH npudamHocmi. 3 pokwu.

YMoBH 30epiranHs. 36epiratu mpu Temneparypi Huxkde 30 °C y HEOOCTYITHOMY MJIs MiTe# MiCIIi.

YnakoBka. ITo 14 Tabnetok y 6micTepi. ITo 2 a6o mo 4 6micTepu B KapTOHHIM KOPOOTIIi.

Kareropis Bigmycky. 3a peLenToMm.

Bupoo6nuk. [1paiizep Mentopekuypunr [Tonunenn I'm6X/Pfizer Manufacturing Deutschland GmbH.

Micue3HaxoaKeHHsI BHPOOHHKA Ta MOro aJpeca MicCIsi IPOBaJKeHHsI Tis/IbHOCTI.

BerpibmterTe ®paitbypr, Mycsanbaans 1, 79090 ®paiibypr, Himeuunna/

Betriebsstatte Freiburg Mooswaldallee 1, 79090 Freiburg, Germany.



