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IHCTPYKUIA
JUISI MEIUYHOT 0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

THJIITA
(INLYTA®)

Cknao:

diroua peyosuHa: aKCUTHHIO,

1 TabreTka, BKpUTA TUIIBKOBOIO 000JIOHKO0, MICTUTH | MT a00 5 MI akCUTHHIOY;

OONOMIJNCHI peuosuny. TIETI0I03a MIKPOKPUCTAIIYHA, JIAKT03a, MOHOTIIPAT; HATPIIO KPOCKapMEo3a;
marHito creapar; Opadry® II uepBonuit 32K15441 (HPMC 2910/rinpomerno3a 15cP; tutany miokcun
(E 171); nakTo3a, MOHOTIpaT; TPHALIETHH; 3ai1i3a okcu uepBoHuii(E 172)).

Jlikapcbka ¢opma. TabneTku, BKPUTI IJTIBKOBOKO 000JIOHKOIO.

OcHosHi Qizuuni ma XiMiuHi 61aCMUBOCMI:

tabnerku [niita 1 Mr: yepBoHa oBanbHaA TalJeTKa, BKPUTA IUIIBKOBOIO O0OOJIOHKOIO, 3 TpaBipyBaHHIM
«Pfizer» 3 ogroro 6oky ta «1» i «XNB» 3 inmioro;

Tabnetku [HiiTa 5 Mr: uepBOHA TPUKYTHA TabJIeTKa, BKPUTA IUTIBKOBOIO 0O0JIOHKOIO, 3 TPaBipyBaHHIM
«Pfizer» 3 ogHoro 60Ky ta «5» i « XNBy 3 iHmmoro.

®dapmakoTepaneBTHYHA Ipyna.
AnTHHeomacTuyHi 3acodu. Iuriditopu nporeinkinasu. Kog ATX LO1X E17.

Dapmakonoziuni eracmueocmi

Dapmaroounamika

Mexanizm 0ii

Byno BcTaHOBIEHO, IO AKCUTHHIO Yy TEpaneBTUYHUX KOHLEHTPAISX y IUIa3Mi KpOBI IMPHUTHIUYyE
pelenTopy TUPO3UHKIHA3W, Y TOMY YHCII PEHEeNTOPH CYAMHHOTO €HIOTENIalbHOTO (hakTopa pocTy
CE®P-1, CE®P-2 Ta CE®P-3. 1li penientopu 3ajisiHi y TATOJIOTIYHOMY aHTIOT€HE31, MPOIecax pocTy
MyXJIMHU Ta IPOTPECYBaHH1 37I0SIKICHIX HOBOYTBOPEHb. AKCUTHHIO MPUTHIYYBaB 00YMOBJIEH1 BILTUBOM
CE®P mnpomnideparntito Ta BUXKHBaHHS CHAOTEIIANBHUX KIITHH IN VItro ta Ha Mojaensx mumieit. Ha
MOJICNISIX KCEHOTPAHCIIAaHTATIB IMyXJIMH MHIIIEH OyJI0 TTOKa3aHO, M0 aKCUTHUHIO MPUTHIYYE PICT MyXJIMH
ta pocdopmnoBanns CEDP-2.

JI1s1 OLIHKY BIUIMBY Pa30BOi MepopaibHOi 103U npenapaty [aimita (5 mr) Ha TpuBaiicTs iHTepBany QTc
y pasi 3actocyBaHHs 3 400 MI KETOKOHA30 Iy Ta sIK MOHOTEpaIlii 0yJ10 MpoBeIeHO PaHJOMI30BaHe Ciime
nepexpecHe JOCTIHKEHHS 3 JBOMA IMepiojaMu, Y SKOMY Opaiu ydacTh 35 310pOBHX JOOPOBOJIBIIIB.



[Ipotsirom mepmmx 3 TOAWH MICIs TPUHOMY TIpernapary He CIOCTEPIraioch MOMITHUX 3MIH CEPEIHBOT
TpuBajocTi inTepBany QTc (Tobro nonax 20 Mc) MOPIBHAHO 3 Tpymoro Iianedo. Boxnouac He MoXHA
BUKJTIOYUTH WMOBIPHICTh HE3HAYHOTO TIOJOBXKEHHS CepeaHboi TpuBajocTi iHTepBay QTc (ToOTO
MeHIe Hix Ha 10 mc).

Dapmaxoxinemuka

VY xonxi monysALiiHOTrO aHamizy GpapMakoKiHETUKU Oyio 00’ eaHaHo qaHi 17 AoCHiKeHb, Y SKUX Opaiu
y4acTh 370pOBI JOOPOBOJIBIII Ta OHKOJOTIYHI XBOpi. XapaKTEPUCTHUKH 3aJEKHOCTI KOHIICHTpAIlii
aKCUTHHIOY BiJ Yacy aJIeKBaTHO OIMHUCYIOTHCS ABOKAMEPHOIO MOJIEIIIIO PO3IMOMALTY 3 MEpIIOYeproBUM
NIOTJIMHAHHSM Ta JJATCHTHUM TEPi0IOM.

BemokryBanHs Ta posnoxisi. CepenHilt Tmax MiCHS HEpOpaIbHOTO TPUHOMY pa3oBOi TO3M 5 MT
KOJIMBaBCS B Mexax Bim 2,5 mo 4,1 roauHu. 3aieXHO BiJl TPUBAJIOCTI MEPiOAy HaAIIBBUBEICHHS 3
IUIa3MHU, JOCATHEHHS PIBHOBA)XHOTO CTaHY OYiKyeThCs 4epe3 2—-3 aHi mpuiiomy mpemnapary. Ilpuiiom
aKCUTHHIOY B peXuMi 5 MT JBidUl Ha J€Hb MPU3BOJIUB /10 MpUOIN3HO y 1,4 paza OiIbIT iIHTEHCHBHOTO
HAKOMWYEHHs NpenapaTy HOPIBHAHO 3 HpUHOMOM pa3oBoi 03u. PapMaKOKiHETHKAa aKCUTHHIOY B
PIBHOB)XHOMY CTaHI1 € MaiKe JIHIMHOIO B MeXax Aiama3oHy a03 Bix 1 1o 20 mr. Cepeanst abconmroTHa
0100CTYIHICTh aKCUTHHIOY MICIIS EPOPATBHOTO MPUIOMY Pa30BOi 103U 5 MI' CTaHOBUTH 58 %.
[Ipuiiom mpenapaty IHmiTa 3 MOMIpHO 30aradeHor0 >KHpaMH 1Kero npu3BoAuB 10 3HWKeHHT AUC
npubsm3Ho Ha 10 % mopiBHSAHO 3 TaKOIO MPH MPHUHOMI IpenapaTy HaTIe 3paHKy. BHacnigok npuiiomy
31 30araueHo0 Xupamu BucokokanopiiiHoo Txero AUC mpemapaty 3pocrtana Ha 19 % mnopiBHAHO 3
TaKOIO MpH NMpHHOMI mpenapary Hatiie 3paHky. [Ipenapat [Hmita MoXHa nmpuiiMaTH K 3 DKEIO, TaK 1
HE3aJIeXKHO Bia mpuiiomy Tki (1uB. «Crocib 3aCTOCYBaHHS Ta J031»).

AxcutuniO Maibke moBHicTiO (OUTbII HIXK Ha 99 %) 3B’A3yeThcs 3 OUTKaMH IJIa3MH KPOBI JIIOJIMHM,
MEePEBAXHO B3aEMOJIIOUN 3 albOyMIHOM Ta TOMIPHO 3B’SI3YIOUHCH 3 0i1-KHCJIMM TJIKOMPOTETHOM. Y
NAIli€HTIB 3 MOUIMPEHOI0 HUPKOBOKIITUHHOIO KapuuHomoio (n = 20), ski mpuiiManu mpenapar y
7031 5 Mr ABIYI Ha JEHb MIiCHs iau, reoMeTpuuHi cepeaHi 3Ha4eHHS Cmax Ta AUCo24 JOPIBHIOBATIH
27,8 ur/mn (79 %) Ta 265 ur.rog/mn (77 %) BianosigHo. KiipeHc Ta ysBHHI 00’eM po3moiiry
nopisHioBanu 38 51/rox (80 %) ta 160 1 (105 %) BianosinHo (y ayxkax Bka3aH1 3HadeHHs KB y %).
MertabonizM Ta BuBeneHHs. [lepios HamiBBUBEOCHHS Ipenapary IHiiTa 3 mia3Mu KpOBi KOJIHMBAETHCS
Bix 2,5 no 6,1 romuan. MeTtabomi3M akCUTHHIOY BiIOYBa€ThCS MEPEBAKHO Y TEUIHII 3a PaxXyHOK
CYP3A4/5. Menmowo Mipoo ydacte y Merabounizmi akcutuHiOy 6epyts CYP1A2, CYP2CI19 Ta
UGTI1AL. Ilicns nepopaibHOro MpUiioMy 5 MI' pajiiloaKTUBHO MIY€HOTO akCUTHHIOY mpubiauzno 41 %
PanioaKTUBHOCTI BHBOJHMTHCA 3 OpraHi3aMy 3 KajoMm Ta npubiamsHo 23 % — 3 cedeto. OCHOBHUM
KOMITOHCHTOM, BHSIBICHUM Yy Kajli, OyB HE3MIHEHUH aKCHUTHHIO Yy KUIBKOCTI, 10 BigmoBimae 12 %
OpUKRHATOI 03U. Y ceul He3MiHeHWH aKCUTHHIO BiACYyTHiH. bijbina gacTuHa pajioakTUBHOCTI y cedi
3YMOBJIEHA HAsBHICTIO KapOOKCHJIBHOTO Ta CYJb(OKCHIHOTO METAOOMITIB [II0Y0i PEYOBHHH.
OCHOBHUM pa/liOaKTHBHUM KOMIIOHEHTOM IUIa3MHU € N-TJIFOKYpOHOBHH MeTaboIiT, sIKUil 3abe3neuye
50 % uMpKyIOIY0i pagloakTUBHOCTI T1a3Mu. HeamineHnuit akcuTuHiO Ta Cynb()OKCUIHUI MeTabomIT
3a0e3neuyroTh npuoan3Ho mo 20 % MUpPKYII00Y01 y m1a3Mi pagioakTUBHOCTI.

CriopigHeHicTh cyIb(HOKCHAHOr0 Ta N-TIIOKYpPOHOBOr0 MeTaboiTiB in Vitro 3 perenropamu CEDP-2
npubim3Ho y >400 pa3iB HUKYA 32 CIIOPIAHEHICTh aKCUTUHIOY .

BB iHmux npenapariB Ha npenapar [aimita. Metabomi3M akCcUTHHIOY BiIOYBa€ThCs y TIEPILY Yepry
B neuinmi mia xpiero pepmenty CYP3A4/5. Kpim Toro, po3unHHICTh aKCUTHHIOY y BOJI 3aJISKUTH BiJl
pH: 3 migBumenHsM pH po3umHHICTH 3HMKYeThCs. BmimuB motyxHoro inridiropa CYP3A4/5,
noTykHoro iHaykTopa CYP3A4/5 ta antanumy Ha (GapMakOKIHETHKY aKCHUTHHIOY BigoOpakeHO B
tabmumi 1 (auB. Takox posnimm «Crocid 3acTtocyBaHHA Ta J03W» Ta «B3aeMonis 3 JiKapChbKUMH
3aco0amMu Ta 1HII BUU B3AEMOIIN» ).

Tabmans 1
BrmuB Ha (hapMakoKiHETHKY aKCUTHHIOY JTIKapChKUX MPEnaparis, sSIKi 3aCTOCOBYIOTh OJJHOYACHO 3 HUM,
Ta MOpYyIIeHHS (QYHKIIII MEUiHKN



XapakTeprucTHUKa OIS DOK Jiamazon 3min ta 90% JII | Pexomenparii
[MotyxHuii iuriditop CYP3A4/5: 3am3uTH 103y [HmiTe*
KETOKOHA30J1 Crmax = "
400 mr 1 p/no6y npotsarom 7 auis | AUC
[Motyxuuit ingykrop CYP3A4/5: . YHUKaTH TpU3HAYCHHS
pudammin Crnax e
600 mr 1 p/no6y npotsirom 9 nui | AUC
AH”Tanun: Kopexkiiis 1o3u He moTpibHA
pabemnpazon Cmax ,_:
20 mr 1 p/moGy mpotsirom 5 nuie | AUC
[TopymmenHs QyHKITIH NeYiHKA
Jlerke/Hopma Cmax AN Kopekuist 1031 He noTpibHa
AUC —_—
[Tomipue/HOpMa Crnax ' | 3umsurtu no3y lnmitu*
AUC '
Tsoxke/HOpMA JocBin BiacyTHIN
0.1I25 O.I25 0?5 1 é :1

AUC — moma mix KpUBOIO 3aJIeKHOCT1 KOHIICHTPAIII1 IpermapaTy Bij Jacy.
Cmax — MakcHUManbHAa KOHIICHTpAIIisl.

* Jlue. po3ain «Crioci0 3acTocyBaHHS Ta J03W».

OK - papmakokiHETHKA.

I — noBipunii iHTEpBAJI.

Dapmakokinemura y 0coOIUsUx epyn nayieHmis

Hitu. He npoBoaniock pociipkeHs npenapary [Hmita 3a ydacTi nauieHTiB BikoM 710 18 pokis.
[opymmenus QyHKIIN neuiHku. BrimuB nmopymeHHs QyHKITT MediHKy Ha (PapMaKOKiHETUKY aKCUTHHIOY
BimoOpaxkeHo B Tabmumi 1 (amB. Takox po3minmu «Crmoci® 3acTtocyBaHHS Ta 103u», «OcoOIUBOCTI
3aCTOCYBAHHS»).

Hopymenns QyHkIii HUpoK. Byno mpoBeaeno momymsimiiHuE aHammi3 (apMakOKIHETHKH 32 Y4acTio
590 3p0poBUX MOOPOBOJIBIIIB Ta TAIIEHTIB Ha OCHOBI IMOKa3HUKIB (yHKIIOHYBaHHS HUPOK. Cepen
NPOAaHATI30BaHUX TALIE€HTIB I’SITEPO MaIM MOPYIIEHHA (QYHKIIT HUPOK TSHKKOTO CTyTeHs (KIipeHc
KpeaTHHiHY y aiana3oHi Big 15 mo <29 mi/xB), y 64 mamieHTiB OyJid OPYIICHHS CEPEIHBOTO CTYIICHS
TsokKocTi (Bix 30 1o <59 mi/xB) Ta 'y 139 mauienTtiB Oynu mopymeHHs GYHKIIT HUPOK JIETKOTO CTYHEeHS
(xmiperc kpeatuHiny Bim 60 mo <89 mur/xB). IlopymieHHs QyHKIIT HHPOK BiJ JIETKOTO IO TSIKKOTO
CTYICHIB HE BUSBIIAIOTH CyTTEBOTO BIUTUBY Ha (papMaKOKIHETUKY akCHUTHHIOY. JlaHi mpo 3acTocyBaHHS
npernapary npy TepMiHAIBHUX YPaKEHHSX HUPOK JOCTYIIHI JIMILE AJISl OJTHOTO MAalli€HTa.

[HO1 pakTOpH IHAMBIAYATBHOTO XapakTepy. Pe3ynpTaTu momyssLiiHOTO aHamizy (apMakOKiHETUKU
CBIJTYaTh MPO BIJACYTHICTh KIIHIYHO BaXKIMBOTO BIUIMBY BiKy, CTaTi, pacH, MacH Ta IUIOIII TOBEPXHI
tina, reHotunny UGT1A1 a6o renoruny CYP2C19 Ha kinipeHC akcuTuHiOy .

KuiniuHi XxapakTepucTUKH

Iloxazanns.

JIikyBaHHSI TOUIMPEHOI HUPKOBOKJIITUHHOI KapUUHOMHM Yy pasi, SKIIO MONEPeAHid Kypc CHCTEMHOTO
JIKyBaHHS BUSBUBCS Hee(DEKTHBHHM.

Ilpomunoxazauns.
[TigBuIeHa Yy TIMBICTh 10 aKCUTUHIOY a00 710 OyAb-SKOTO 1HIIOTO0 KOMIIOHEHTA Mpenapary.

B3aemooia 3 inwumu aikapcokumu 3acooamu ma inuii 6uou 63aEmoO0ii
Ineioimopu CYP3A4/5




OnHouacHe 3acTOCYBaHHS KeTOKOHa3zony (moryxHuil iHTiOITOp CYP3A4/5) migBumnryBano piBHI
eKCHo3MLii aKCUTHHIOY Yy mIa3Mi KpoBi 340poBHX 100poBouiblLiB. CIiJi YHMKATH OJHOYACHOTO
3acTocyBaHHA npenaparty [Hmita 3 moryxuumu inrioitopamu CYP3A4/5. Bxxuanus rpeiindpyra abo
rpedndpyToBOTO COKY TaKOXX MOKE ITiJIBUIYBAaTH KOHIICHTpAIlil0 akCUTHHIOY B Tuta3mi. [loeqnaHHs
X TPOAYKTIB 3 aAKCHUTHHIOOM TaKOXX CJiJ yHUKAaTH. PeKoMeHAyeTbcs MmiaOupaTd CyMyTHIH
JiKapchKUi 3aci0 3 BiACYTHIM a0 MiHIMaJbHUM NOTEHIIIMHUM npurHiueHHsM akTuBHOCTI CYP3A4/5.
Skmo HeoOXiIHO Mpu3HaYaTH npernapat [HiaiTa ogHOYacHO 3 OTYKHUM 1HTI6iTOpoM CYP3A4/5, no3y
aKCUTHHIOY HeoOXimHO 3HM3UTH (OuB. po3aun  «Croci®d  3acTocyBaHHS Ta  JIO3UM»  Ta
«DapMaKOKIHETHKAY).

Ineioimopu CYP1A2 ma CYP2C19

CYP1A2 ta CYP2C19 6epyTth He3Hauny yuacth (< 10%) y meTabomi3mi akcuTHHIOY. BIijine cHiIbHHX
1HTI0ITOpIB KX 130()epMEHTIB Ha (apMaKOKIHETUKY aKCUTHUHIOY He IociijKyBaBcs. Uepe3 pu3MK
MiJBUIICHHS pPIBHSA AaKCUTHUHIOY Yy TIia3Mi KpoBi clijg OyTH OOEpPEeKHHMMH TPU OAHOYACHOMY
3aCTOCYBaHHI CHJIBHUX 1HT10iTOPIB BUILEBKA3aHUX 130()ePMEHTIB.

Inoykmopu CYP3A4/5

OpnnouacHe 3acTocyBaHHs pudamminy (notyxxuuit inaykrop CYP3A4/5) 3umxyBasio piBHI €KCIO3ULIT
aKCUTHHIOY B TuTa3Mi KpOBI 3M0pOBHX J0OPOBOJBIIB. CIiJi YHMKATH OJHOYACHOTO TPHU3HAYEHHS
npenapaty [Hiita Ta noryxuux iHIykTopiB CYP3A4/5 (Takux sk pudamiiid, 1eKkcaMeTa3oH, (PeHITOTH,
kapOamasemniH, pudadyTus, pudanentuH, perodapOitai, 3BipoOiif). [ ogHOUACHOTO 3aCTOCYBAaHHS 3
npenapaToM [HiiTa peKOMEHA0BaHO MiIOMpaTH Mpernapar 3 BiJICYTHIM a00 MiHIMAJIBHUM MOTEHI[IaIOM
inaykyBanHs aktuBHOCTI CYP3A4/5. Tlomipni ingykropu CYP3A4/5 (taki sik 60ceHTaH, edapipeHil,
eTpaBipuH, MojadiHin Ta HAQIMIIH) TaKOX MOXYTh 3HM)KYBaTH PIBHI €KCIIO3MIII aKCUTHHIOY B
ma3Mi. 3aCTOCYBAaHHS ITUX MPETapaTiB TeXK y pazi MOKIUBOCTI CJIiJT YHUKATH.

In vitro oocnioscenns incioysanns ma indykyii CYP ma UGT

In vitro mocimkeHHs mokasanw, 1o akcutuHio He iHrioye CYP2A6, CYP2C9, CYP2C19, CYP2D6,
CYP2E1, CYP3A4/5 ta UGT1Al y TepaneBTUYHAX KOHLIEHTPALISAX y MJIa3Mi KPOBI.

Jlocnioocenns in Vitro mpoaeMOHCTPYBaNIH, IO aKCHTHHIO MOxe moTeHiiHo inrioysatn CYP1A2.
Tomy opHOwacHe 3acTocyBaHHs akcuTuHIOy 3 cyoOctparamu CYPLA2 wMoxe mnpusBecTd [0
nigsuieHoro piBHsa cyoctpariB CYPL1A2 (Takux sik Teo(dUTiH) y 1mia3mi KpoBi.

In vitro gocmiKeHHS TaKoXK MOKa3aiu, 0 aKCUTUHIO Mojke nmoTeHIiiiHo inrioyBatu CYP2C8. Onnak
OJIHOYACHE 3aCTOCYBaHHS aKCUTHHIOY 3 makiiTakcenoM, Bigomum cyoctpatom CYP2C8, He
MPU3BOIUIIO IO MiJABUIICHHS KOHIICHTpAIl MaKIITaKCeNy y TUTa3Mi KpOBi y TAIIEHTIB 3 MOMIMPEHUM
pakoM, 110 CBIAYUTH MPO BIJACYTHICTH KJIiHIYHO 3Hauymoro iHrioyBanas CYP2CS.

In vitro mocni/pKeHHs Ha TeNaToNUTaX JIOJUHH TaKOXK MPOJAEMOHCTPYBAIIH, 110 aKCUTHHIO HE THIYKY€E
CYP1A1l, CYP1A2 ta CYP3A4/5. Tomy OYiKyeThCs, IO OJHOYACHE 3aCTOCYBaHHS aKCUTHHIOY HE
Oyne 3umxyBatu piBHi cyoctpariB CYP1AL, CYP1A2 ta CYP3A4/5 y mia3mi KpoBi in Vivo.

In vitro docrioscenns 3 P-anikonpomeinom

In vitro mocmipkeHHs TOKa3aa, 10 aKCUTHUHIO iHTiIOye P-rmikompotein. IIpoTe owikyeThbes, 10
aKCUTHHIO HE MaTuMe 1HTIOYIOYOro BIUIMBY Ha P-TIIIKOMPOTEiH y TepaleBTHYHHX KOHIICHTPAIlIIX Yy
ia3mi kpoBi. Tomy nepeabavaeThbes, M0 OJHOYACHE 3aCTOCYBAHHS aKCUTHUHIOY He Oyze MiJBUIyBaTH
KOHIIEHTPAIIif0 AUTOKCHHY a0o0 iHIIuX cyOcTpaTiB P-riikonporeiny y miasmi Kposi in Vivo.

Ocobueocmi 3acmocyeanns.

Apmepianvha cinepmen3sisi ma 2inepmoHivHull Kpu3s

Jlo mowarky JikyBaHHs mpernaparoM IHmiTa aprepiajbHHI THCK MallieHTa TOBHHEH OyTH 100pe
KOHTpOJIboBaHMM. HeoOXiHO crmocTepiratv 3a MaIlieHTaMu I CBOEYACHOTO BHUSBIICHHS PO3BUTKY
aprepiajgbHOi rimepreH3ii Ta y pa3i HEOOXiTHOCTI MPOBOAMUTH JIKYyBaHHA CTaHJAPTHUMHU
TINOTEH3UBHUMH TIpenaparaMu. SIKio, He3Ba)Xaroyu Ha 3aCTOCYBAHHS TIMOTEH3MBHUX IpernapaTiB, y
nali€eHTa pO3BUBAETHCA CTIMKa apTepiajibHa TiNEpTeH3is, TO CIiJ 3HU3UTHU 03y Ipenapary IHiiTa.
Skmio y marieHTa BUHUKIJIA CTiIMKa apTepiajibHa TINEpPTeH3is y TOKKIA (opmi, He3Bakarodum Ha
JIKyBaHHS TIMOTEH3UBHUMU IperapaTaMy, Ta 3HIKEHHS O03M mpernapary I[HimiTa He naioTh edekry,
CJiI IPUMMHUTH 3aCTOCYBaHHS Tpernapary. MoXIMBICTh OCTaTOYHOI BiIMIHM Tpenapary [HmiTta ciia
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TaKOXX PO3TJISTHYTH Y pa3i BUHUKHEHHS Yy TAI[l€EHTa O3HAK TIMEPTOHIYHOTO KpHU3y. ¥ pa3i TAMYAcCOBOTO
NPUMTMHEHHS JIIKyBaHHSA MpernapaTtoM [HiiTa HeoOXiTHO KOHTPOJIIOBATH CTAH MAI€HTIB, K1 OAHOYACHO
MPUHAMaIOTh TIMOTEH3WBHI TpEenapaTv, 3 METOK CBOEYACHOTO BHSBJICHHS TIMOTOHII (IWB. PO3ILT
«Crnocib 3acTocyBaHHS Ta O3 ).

Apmepianoha mpomboembonis

VY Xoni KIiHIYHUX JOCHIKEHb 13 3aCTOCYBaHHSAM mpemnapary Inmita Oynu 3apeecTpoBaHi BHUIAJKH
apTepiaibHOi TpoMOoemMOOoii (BKIIOYAIOYM TPAH3UTOPHI 1MIEMIYHI aTakd, MOPYIICHHS MO3KOBOTO
KpOBOOOITry, iHQapKT MiOKap/ia Ta OKIF03it0 apTepii CITKIBKH), y T. Y. 3 JETATbHUM HACIIIKOM.
[Ipenapar [umiTa ciix 3 00epe)HICTIO 3aCTOCOBYBATH IS JIIKyBaHHS TAII€HTIB, K MaJIX B aHAMHE31
nofiOHi siBUIIA a00 BXOJATH A0 TPYNH PU3UKY BUHHKHEHHS LUX SBUII. 3aCTOCYBaHHs Mpenapary
[mmita anmg JiKyBaHHA TAIlEHTIB, Y SIKUX BIOPOJOBX TomepenHix 12 MicAmiB crocTepiraiacs
aprepiaigbHa TpoMO0eMOoIIisl, He TOCIIKYBaIH.

Benosna mpomboembonis

[Tig yac KIIHIYHUX TOCIIHKEHb TOBIIOMIISLIIOCS TIPO BHUITAIKU BEHO3HOI TpoMOoemOoutii (y ToMy uucii
eMOouii ereneBoi aprepii, TpoMO03y TIMOOKHUX BEH, OKJIIO31l Ta TpoMOO3y BEH CITKIBKH), y T. 4. 3
JeTaTbHUM HaCIiTKOM.

[Ipenapar IumiTa ciix 3 00€pe)HICTIO 3aCTOCOBYBATH IS JIIKyBaHHS TAIlI€HTIB, SKi MaJIX B aHAMHE31
nofiOHi siBUIIA a00 BXOJATH A0 TPYNH PU3UKY BUHHKHEHHS LUX SBUII. 3aCTOCYBaHHs Ipenapary
[rmiTa st MiKyBaHHS TIAINIEHTIB, y SKUX BOPOJOBXK IMOMEPEIHIX 6 MICSIIB CrOCTepirajgacs BEHO3HA
TpoMOoeMOoIIis, He TOCIIKYBAIIH.

ITiosuwenus cemoenobiny abo cemamoxpumy

[Tin wac mikyBaHHS aKCHUTHHIOOM MOKJIMBE TIiIBUIICHHS TEeMOTNO0IHYy a00 TeMaTOKpUTY, IO
BiJI0Opakae 301JIBIIEHHS MAacH €PUTPOLUTIB. 30LIBIIICHHS MAacH €PUTPOIIMTIB MOXKE 30UTBIIUTH PU3UK
eMOOIIYHUX 1 TPOMOOTHYHUX SIBHIIL.

['emorno6iH ab0 TEMaTOKPHUT CIiJi KOHTPOJIOBATH 0 TOYATKY 1 MEPIOJUYHO TMPOTATOM YCHOTO
JIKyBaHHS aKCUTHHIOOM. SIkmio remoryio0iH abo TeMaTOKpPHUT IEpEeBHIIYIOTh HOPMalbHUH piBEHb,
MalieHTaM CJiJ TPU3HAYUTH JIIKYyBaHHS BIAMOBIJHO JO CTaHJAPTHOI MEIWYHOI TPAKTUKH IS
3HIKEHHS PIBHS reMoriio0iHy abo reMaToKpuTy 10 IPUHHSATHOTO PiBHS.

Kposomeua

[ToBimoMnsimocss TpPO BUHUKHEHHS KpPOBOTEY, TAaKUX SK KPOBOBHIMBUA Yy MO30K, TeMaTypis,
KpOBOXapKaHHs, KPOBOTEYl 3 HMIKHIX BIIJIIJIIB TPABHOTO TPAKTy Ta MeJIEHA, KPOBOTEYA 3 JICTAIbHUM
HACJIi IKOM.

3acTocyBaHHs mpernapaty [HiiTa marieHTaM, sSKi MaroTh 03HAKW HAsSBHOCTI HETIKOBAaHUX METACTa3IB Y
TOJIOBHOMY MO3KY a00 HEII0JaBHbOi AKTUBHOI KpPOBOTEYI 3 TPABHOTO TPAKTy, HE IOCIIIKYBaJH.
TakuMm marieHTaM HE CIIJ TpU3HAYaTH Ied mpemapaT. 3a HasABHOCTI Oyab-iKOI KpOBOTEUl, SKa
notpedye MeIUYHOTO BTPYYaHHs, CJIiJl TAMYACOBO MPUIIMHUTH JIIKyBaHHS mpenaparom [HmiTa.

Cepyesa HedocmamHicms

B pamkax KOHTPOJIbOBAHOTO KJIIHIYHOTO JOCHIJKEHHS 3aCTOCYBaHHS Mpenapary [HiiTa Ui JiKyBaHHS
MaIli€HTIB 3 HUPKOBOKIITHHHUM pPaKOM CepIieBa HEJOCTATHICTh crocrepiranacsa y 6/359 mariieHTiB
(2 %), sxi orpumyBanu mpenapar [umita, 1y 3/355 marientiB (1 %), ski orpumyBainu copadeHiO.
CepueBa HenocTaTHICTh cTyneHst 3/4 cnoctepiranacs y 2/359 manieHtiB (1 %), ski OoTpuMyBaju
npenapar [uiita, iy 1/355 namientis (< 1 %), sxi orpumyBanu copadeni6. CepiieBa HEeIOCTaTHICTb 13
JeTalbHUM HACHIIKOM criocTepiranacs y 2/359 nanientis (1 %), siki orpumyBanu npenapart [aiita, 1y
1/355 martienTiB (< 1 %), sixi oTpumyBaiiu copadenio. [Iporsarom ychoro JlikyBaHHs mpernapatom [Hitita
CJIiJ] IPOBOJUTH MOHITOPUHT IIOJO IMOSIBU CHUMIITOMIB CepleBOi HelocTaTHOCTI. JIiKyBaHHS ceplieBoi
HEJOCTAaTHOCTI MOKE BUMAaraTtyu OCTaTOUYHOTO MPUITMHEHHS 3aCTOCYBaHHS Mpemnapary [HmiTa.
Iepghopayii mpasrnoco mpaxmy ma ymeopernus ¢hicmynu

[Tix yac KIHIYHUX TOCTIKEHb OyJu 3apeecTpoBaHi nepdoparlii TpaBHOTO TPAKTy, B OJTHOMY BHUITAJIKy
nepdopariis mpu3Bena A0 JETaIbHOrO HachiaKy. Takoxx OynM OTpUMaHi TOBIZOMIIEHHS IIPO
BUHUKHEHHS (iCTYIL.

[IpoTsirom Kypcy JiKyBaHHS IpernaparoM IHiita ciiiff mepioJMuHO KOHTPOJIOBAaTH CTaH MAIliEHTIB 3
METOIO BHSIBJICHHS 03HAK repdoparlii TpaBHOTO TPaKTy ab0 YTBOpeHHs (DicTyu.



Jlucynxyis wumouoHoi 3anosu

Jlo moyatky Ta MepioJu4HO MPOTATOM KypCy JKyBaHHSA MpernaparoM [Hiita HeoOXiHO KOHTPOIIOBATH
MOKa3HUKH (DYHKIIIT IIUTOBUAHOT 3a7103U. JIiKyBaHHS Tilo- Ta TiepTUPEO3y, 10 MOKE BUHUKHYTH ITiJ1
yac JKyBaHHs, CIIiJ{ IPOBOJUTH 3TiHO 31 CTAaHAAPTAMH HAJIAaHHS MEAMYHOI TOTIOMOTH TaKUM YHHOM,
100 MiATPUMYBATH Y TalliEHTa HOpMaJIbHE (PYHKITIOHYBAaHHS ITUTOBUIHOI 3aJ103H.

Ycxknaonene 3azorosanns pan

VYckaHeHe 3aro€HHs paH MOXKE CIOCTEpIraTucs y Mall€eHTIB, SIKUM 3aCTOCOBYIOThH Mpenapar, 1o
IHTIOYIOTh CHTHAJBHUN HUISX CyAWHHOrO eHporenianbHoro Qakropa pocry (CE®P). Tomy Inmita
MO’K€ HEraTUBHO BIUIMBATH Ha 3arOIOBaHHS paH.

JlikyBaHHS ipenapaToM [HiTiTa CiTiJl PUIUHUTY IOHAWMEHIE 3a 2 JIHI A0 TOYaTKy IJIAHOBOT omepartii.
He 3actocoByBaTu mpemnapar MmpoOTATOM IIOHAWMeEHIe 2 TWKHIB TICIS CEpHO3HOI omeparlii Ta a0
JIOCTaTHROTO 3arolOBaHHS paHU. be3neka BiHOBJICHHS 3aCTOCYBaHHS [HIITH TMicis TOIOJNaHHS
yCKJIa/IHEHb 3arOI0BaHHS paH HE BCTAHOBJICHA.

Cunopom 3a0nboi 360pomuoi aetikoenyegparonamii (C33J1)

C33JI € HEBPOJOTIUHUM PO3JAIOM, SIKHA MOKE MPOSIBISATUCH Y BUTJISAI TOJOBHOTO OOJIO, CYJOMHHUX
HamajiB, COHJIMBOCTI, CILUTyTAHOCTI CBIJIOMOCTi, CIIIIOTH, PO3JAJIiB 30pYy Ta IHIIMX HEBPOJOTIUHUX
pos3naziB. TakoK MOXe CIIOCTEPITaTHCh apTepialibHA TIMepTEeH31s Oy ab-IKOTO CTyMeHs (BiJI JIETKOTO /10
Tsokkoro). Jns minrBepmkenHs niarHosy C33J1 meoOximne mpoBenenHs MPT. Ilamientam, y skux
BuHHKae C33J1, HeoOXiIHO BIAMIHUTH JIIKYBaHHS npemaparoM [Himita. be3neka BiqHOBICHHS JTIKyBaHHS
npenapatoM I[HiiTa U4 nalieHTiB, ki paHime nepenocuin C33J1, HeBizoma.

Ilpomeinypis

Jlo moyatky Ta mepioJu4HO MPOTATOM KypCy JKyBaHHSA MpernaparoM [Hiita HeoOXiTHO KOHTPOIIOBATH
CTaH MAIE€HTIB JUIsl BUABIICHHs TpoTeinypii. [lamienTaM, y SKuX BUHUKAE TPOTEIHYPIst CEPETHHOTO a00
TSDKKOTO CTYIICHS, HEOOXITHO 3HMXKYBAaTH [03y IMpernapary abo THUMYacoBO NPU3YIHHATH Kypc
JTiKyBaHHS npernaparom [Himita.

Tiosuwenns axmuenocmi ghepmenmis neuinku

Jlo moyaTky Ta MepioguvHO MPOTATOM KypCy JiKyBaHHs IpenaparoM [HiiTa HeoOXiTHO KOHTPOJIIOBATH
piBui AJIT, ACT Ta 6inipy0iny.

Topywenns ¢hynxyiu neuinku

VY Xoxi crenianxizoBaHOro JOCTIIKEHHs Mali€HTIB 3 MOPYMEHHIM (QYHKIT MEYiHKH PiBHI CUCTEMHOI
€KCIIO3UIIIT MiCIII MPUIOMY pa30BUX J103 MpemnapaTy [HiTiTa y XBOpHUX 3 HassBHUM MOPYIIEHHAM QYHKITIT
MIEYiHKY JIETKOTO CTyneHs (kiac A 3a kinacudikariero Yaitnga — [1'10) He BiIPI3HAIUCH BiJl TOKA3HUKIB
y TAIli€HTIB 3 HOPMAJIbHOIO (YHKITIE€IO TEUYIHKH, a y TAIEHTIB 3 HAsSBHUM TMOPYIICHHIM (QYHKIIIT
MEYiHKU MOMIpHOTO cTyreHs (kinac B 3a kiacudikamiero Yaiinaa — [1'10) piBeHb CUCTEMHOI €KCTIO3HIII1
aKCUTHHIOY OyB BUIITMI TOPIBHSHO 3 TAKUM Y TAIIEHTIB, Y AKUX (PYHKIIisA Tedinku Oyna B HopMi. Ko
npenapat [HiiTa MpU3HAYEHO MaIlieHTaM 3 MOMIPHUM HOPYLICHHSAM (yHKIiN nedinku (kiac B 3a
knacudikamiero Yainaa-11'10), peKOMEHI0BaHO 3HM)KYBATH MOYATKOBY JI03y Ipemnapary. 3acTOCyBaHHS
npenapaty IniiTa mamieHTaM 3 mOpyIIEHHSAM (QYHKIII TediHKd Tsokkoro crymeHs (xmac C 3a
knacudikamiero Yannaa-I1'10) e mocmimkyBanu (muB. po3nimn «Crocid 3acToCcyBaHHS Ta JO3W» Ta
«DapMaKOKiHETHKAY ).

Bik (> 65 pokis) ma paca

VY KOHTpPOJHOBAaHOMY KJIIHIYHOMY MJOCIHIDKEHHI 3aCTOCYBaHHs Mpenapary IHiiTa s JiKyBaHHS
HUPKOBOKJIITUHHOI KapiHOMH 34% Maii€eHTiB y rpymi JiKyBaHHS mpenaparoM IHiiTa Oyiu BiKoM Bix
65 pokiB. BinmbIIicTh NanieHTiB OyJIU MpeAcTaBHUKaMHU e€BporeoinHoi pacu (77 %) abo Manu asiiicbke
noxomkeHHs (21 %). Xoya WMOBIPHICTh MiJIBUIIEHOI YyTIMBOCTI IO Mpenapary y Malie€HTiB OuIbII
CTapIIoro BIKy Ta a3iaTiB IUIKOM BHKJIIOYUTH HE MOJKHA, 3arajioM BIIMIHHOCTEH Y TMOKa3HHUKaX
Oe3mekn Ta edeKTHBHOCTI mpemapary IHiTa MK NalieHTaMH BIKOM >65 pPOKIB Ta MOJIOAIIMMHU
MalieHTaMHt, a TAKOX M1k €BPOIICOiJaMHy Ta PEICTaBHUKAMHU 1HIIIAX Pac BIAMIYEHO HE OYJI0.

3MiHa J103M 3aJI€KHO Bij BiKy Malli€eHTa Ta pacu He MoTpiOHa (auB. po3ainu «Crocid 3acTocyBaHHS Ta
n03u» Ta «DapMaKOKiHETHKAY ).

Jlakmosza



Lle#i mikapchkmii 3aci® MiCTUTH JakTo3y. Moro He cnijg mpu3HA4YaTH Tali€eHTaM 3 PIAKICHUMH
CHaJIKOBUMH MOPYIIEHHSIMH TOJIEPAHTHOCTI /10 TalXaKTo3H, AedinuToM jiakra3u Jlamma abo cuHIpoMOM
HOPYIICHHS BCMOKTYBaHHS TTIIOKO3H-TAIaKTO3H.

3acmocysanns y nepioo eazimuocmi abo 200y8aHHsL 2py00r0

Hemae nocraTHiX gaHMX 3aCTOCYBAaHHS Yy JIFOJICH /IS BCTAHOBJICHHSI PU3UKY 3aCTOCYBAaHHS Iperapary.
Yepes 0coOIMBOCTI MEXaHI3MY i1 Ta HA OCHOBI PE3yJIbTaTIB OCIIIKEHb Ha TBapuHax npemapar [Hmita
MOYXKE CIPUYMHATH MIKIIJIMBUA BIUIMB Ha IUT Yy pa3l NpU3HAYEHHS LBOTO NpenapaTy BariTHUM
KIHKaM. Y XOJl JOCHIPKeHb TOKCHUYHOTO BIUIMBY Ha PO3BUTOK TBAapWH AaKCUTHHIO BHUSBIISB
TEpaTOTeHHUH, eMOPIOTOKCHYHMNA Ta (PETOTOKCHYHMUA BIUIMB TNPU PIBHAX EKCHO3MLII y TBapuH,
MEHIITUX 3a PiBHI €KCTIO3UIIT y JIFOJMHHM MPU 3aCTOCYBaHHI PEKOMEHIOBAaHUX TTOYAaTKOBHUX J103.

Xinkam penpoayKTHBHOTO BiKy CIiJl MOBIJOMUTH MpPO MOTCHUIWHUN PHU3UK A IUI0Ja Ta IPo
HEOOXITHICTh BHKOPHCTaHHS €(QEKTHMBHUX 3ac00iB KOHTPAICMINI MiJ Yac JIKyBaHHS MpenapaToM
[amiTa Ta TPOTATOM OAHOTO THXKHS MICISI 3aCTOCYBAaHHSI OCTaHHBOI J03U. YonoBiKaM 3 mapTHEpPKaMHU
pPENpPONYKTHBHOTO BIKY CJIiJ] BUKOPHUCTOBYBAaTH €()EKTHUBHI 3acoOM KOHTpAIIEMIii MiJ Jac JIKyBaHHS
npernapaToM [HTa Ta TPOTATOM OJHOTO THIKHS MICHS 3aCTOCYBAaHHS OCTaHHBOI A03W. JlOCHiIKEeHHS
Ha TBapWHAX MPOJEMOHCTPYBaJH, 10 [HimiTa MOXKe mopymryBaTH (EpTHIIBHICT KIHOK Ta YOJIOBIKIB 3
PENPOAYKTHBHUM MOTCHIIIAIOM.

Ha cporogni Hemae MaHMX MI0JI0 MPHUCYTHOCTI aKCUTHHIOY y TPYJHOMY MOJOII JIIOAUHU a00 HOro
BIUTMBY HA HEMOBJIS YU HAa BUPOOJICHHS MOJIOKA. Y 3B’S3KY 3 MOXKIMBUM BHHUKHEHHSM CEPHO3HUX
HeOaKaHUX peakiliii y HEMOBIAT HAa TPYJHOMY BHTOJOBYBaHHI Tij] BIUTMBOM mperapaty [HimiTa,
MaTepsiM PEKOMEHJIOBAHO MPUITMHUTH TOMYBAHHS TPYUIIO MiJ Yac JIKyBaHHS Ta MPOTSATOM 2 THXKHIB
ICJIsE NPUHAOMY OCTaHHBOT JIO3H.

30amuicmv  enaueamu Ha WEUOKICMb peakyii npu Kepy8awHi aBMOMpPAHCNOPMOM aboO [THUUMU
Mexauizmamu

Heo0ximHo monepemkaTi NaIi€HTIB PO MOKIIUBICTh PO3BUTKY 3alIaMOPOYCHHSI, COHJIMBOCTI, PO3JIaIiB
30py MiJl Yac 3acTOCyBaHHs mpemnapary IHimiTa 1 pekoMeHIyBaTH iM NpHU BUHHKHEHHI 3a3HAYEHUX
CHUMIITOMIB HE K€pyBaTH aBTOTPAHCIIOPTOM Ta HE MPAIOBATH 3 1HIIMMHU MeXaHi3MaMH (JIWB. PO3IUIH
«ITo6iyni peakiii» Ta «OcoOIMBOCTI 3aCTOCYBAHHS).

Cnoci6 3acmocysannsa ma 0o3u.

PexomennoBaHa modaTkoBa TepopajibHa J03a mpenapary IHiiTa CTaHOBUTH 5 Mr Bidi Ha A00y.
[nTepBamu MiX npuiiomamu 103 npenapary Iamita moBuHHI OyTH nmpubmu3Ho 12 roauH; mpenapar
MOJKHA 3aCTOCOBYBATH HE3AJICXKHO Bia mpuitomy ki (muB. posmin «®DapmakomauHamika»). Tabmerku
KOBTAIOTh I[IJTMMH, 3aIIUBAIOYH CKIISTHKOIO BOJIH.

VY pa3i BUHUKHEHHs OJIFOBAaHHS MICS MPUHOMY J03M a00 y pasi MPOMyCKy 03U HE CIIiJT IpUAMaTH
JOJIaTKOBY 103y mpemnapary. HeoOXxigHO y HalneXHHW 4Yac NPUUHATH HACTYMHY IUIAHOBY O3y
npernapary.

PexoMeHaIlii oo 3MiH 103yBaHHSL.

[linBuimeHHs: a00 3HWKEHHS J03W MPOBOAATH 3aJCKHO BiJI 1HAWBIAyadbHUX MMOKA3HUKIB OE3MEKH Ta
NepPEeHOCUMOCTI Tpenapary.

MoskHa migBUIIyBaTh 103y [HIITH marieHTam, sKi M 4Yac JIKYBaHHS HOPMAJIbHO TEPEHOCHUIIU
npenapar mpoTATrOM IIOHAWMEHIIIE IBOX THYXKHIB TOCIILIb, 0€3 BHHUKHEHHS TTOOIYHUX PEaKIii APyroro
Ta BHIIUX CTYIEHIB TSKKOCTI (3TiAHO 3 3araJbHUMH KPUTEPISIMH OLIHKH TOKCHYHOCTI JJIs HeOaKaHUX
peaxiiiit), MaroTh HOPMAJIBHUI apTepiaJbHUN THCK Ta HE 3aCTOCOBYIOTh aHTUTINEPTEH3MWBHI MpPEMapaTH.
S0 miABUINEHHS 03U PEKOMEHIOBAHO MPHU PEKUMI TO3yBaHHS 5 MT ABivi Ha 100y, 103y Ipenapary
[amita MOYKHA TT1JIBUIIYBaTH 1o 7 MT IIB14Yl Ha n00y.
VY nopanpmoMy MoiMBe mijnBuiieHHs 10 10 mr aBiui Ha 100y 3 BHUKOPHUCTAHHSM THX CaMHUX
KpUTEPIiB, O ¥ JIJIs IOTIEPETHBOTO TT1IBUIIICHHS.

[IpoTsirom Kypcy 3actocyBaHHs I[HIIITH JIiIKyBaHHsS NMEBHHUX HeOakaHMX peaklid Ha mpenapaT MOXe
notTpeOyBaTd THMYACOBOTO YM OCTATOYHOTO NPUIUHECHHS 3aCTOCYBaHHS Ta/a00 3HWKEHHS 03U

7



npenapary. Y pasi SKII0 BHHUKAE MOTpeOda 3HU3UTH 03y 5 MT, SIKy MPUHUMarOTh JBIYl Ha JICHD,
PEKOMEHIOBAaHE T03yBaHHS CTAaHOBHUTH 3 MTI' JBiUi Ha JIeHb. 3a MOTPeOH MOJANBIIOrO 3HMUKEHHS 103U
PEKOMEHIOBaHE T03yBaHHS CTAHOBUTUME 2 MT JIBidi HA JCHb.

HotyxHi inridiTopu CYP3A4/5.

Cri yHHKAaTH OJJHOYACHOTO 3aCTOCYBaHHS Mperapary 3 moTykHuMu iHridiropamu CYP3A4/5 (takumu
K KETOKOHA30JI, ITPaKOHAa30J, KIApUTPOMIIMH, aTa3aHaBip, 1HAWHABIp, Heda3oloH, HendiHasip,
pUTOHABIp, CakKBiHABIp, TENITPOMIIMH Ta BOPUKOHA30J). /[l OAHOYACHOTO 3acCTOCYBaHHSA 3
npenapatoM [HiliTa PEKOMEHIOBAaHO MiAOMPATH AIbTEPHATHBHUN Ipernapar 3 BIACYTHIM abo
MIHIMQJIBHUM TIOTEHIIAJIOM TpuTHiYeHHs akTuBHOCTI CYP3A4/5. MoXIMBOCTI 3MIHH J03yBaHHS
npenapaty IHmiTa Ans manieHTiB, SKi OJHOYACHO HpuiMaroTh motTyxHi iHriditropu CYP3A4/5, ne
JOCIIJDKYyBaIl. AJie 3a TOTpeOM OJHOYACHOTO TpH3HAYCHHS Tmpenapary [HmiTa Ta MOTY>XHOTO
iariditopa CYP3A4/5 pexkomeHIOBaHO 3HIDKYBaTH 103y npemnapary [Hmita npubIu3HO B.BiYd,
OCKIJIbKH BBaXKA€THCS, MO TaKe 3HIKCHHS Ja€ MOXIIMBICTh MoBepHyTH 3HaueHHs AUC mo miama3oHy
3HAa4YeHb, SIKI CIIOCTEPIraroThCs MijJ Yac 3acTOCYBaHHs mpernapary Oe3 iHriOiTopiB. Y mMoJanbLIOMy
MO>KJIMBE TIABUIIICHHS a00 3HMKEHHS 703U Tpenapary [HiiTa 3 orsiay Ha 1HAWBIAyadbHI TOKa3HUKH
Oe3mekn Ta mepeHocUMOcTi mnpemnapary. Ilicins 3akiHYEHHS OJHOYACHOTO MPHIOMY MOTYKHOTO
iHT10iTOpa (uepe3 3-S5 mepioAiB HamiBBUBEACHHS 1HTIOITOpa) A03y mpemapary [HmiTa ciijg 3HOBY
HiABUIIUTH 10 PiBHA, SKUH OyB NpH3HAUCHWH OO IOYATKy 3aCTOCYBAaHHS IOTY)KHOTO iHTriOiTOpa
CYP3A4/5 (nuB. po3ain «B3aemoist 3 IHIIMMH JTIKAPCHKUMH 3aC00aMU Ta 1HIIN BUIM B3aEMOIII).
Hopymenns ¢GyHKUid nediHkd. Y pa3i NpU3HAYeHHs npenapary [HiiTa mamieHTam 3 MOpPYIICHHIM
GbyHKIIIT MeYiHKYU JIETKOTO cTymneHs (kmac A 3a kinacudikamiero Yannaa — [1°10) 3HIKEHHS TOYaTKOBO1
JI03M TIperapary He MoTpiOHe. 3BaXkaroud Ha JaHl (HapMaKOKIHETHKH, Malll€eHTaM 3 TOPYIICHHIM
byHKII#M Teuinku momipHoro crynens (kimac B 3a knacudikariero Yaiinaa — [1°10) cTaHOM Ha MOYaTOK
JIKYBaHHS CJiJl 3HWXKYBaTH IOYAaTKOBY 103y mnpenapaTy [Hiita mpuOIu3HO BABIYi. Y MOJANBLIIOMY
MO>KJIMBE ITIBUIICHHS a00 3HWIKEHHS 703U mpernapaty [HiiTa, 3 oy Ha 1HAUBIAYalbHI TOKa3HUKH
0e3meKku Ta MEepeHOCHMMOCTI IpenapaTy. 3acTocyBaHHs IpenapaTy [Hmita /i JiKyBaHHS Malli€HTIB 3
nopymieHHssM (QyHKIIT mediHku Tspkkoro crymneHs (kmac C 3a knacudikariero Yainma-I1'10) He
nociikyBanu (auB. po3ain «Oco0auBOCTI 3acToCyBaHHI» Ta «DapMaKoKiHETHKA y OCOOIUBUX TPyII
HAIliEHTIBY).

Hopymienns QyHKIIT HUPOK.

CrerianizoBaHUX JOCIIKEHB MIOJI0 3aCTOCYBAaHHS aKCUTHHIOY TMaIlieHTaM 3 MOPYUIEHHAMH (yHKITIH
HUPOK HE MPOBOAMIH. Pe3ynbpTraTé MONyJAMiMHMX aHami3iB 3 (apMakOKIHETUKH IMOKa3ayd, IO Y
MAIi€HTIB 3 ICHYIOUMMH TOPYIICHHSAM (YHKIII HUPOK JIETKOTO, MOMIPHOTO Ta TSHKKOTO CTYIEHS
(kyipeHc KpeaTHHiHY Bif <15 mu/xB 10 <89 mi1/XxB) He OyJI0 3HAUHUX BIIXMJICHb MOKA3HUKIB KIipEeHCY
akcuTuHIOY (muB. po3min «®dapmakokinerukay). IlamieHTH 3 ICHYHOUMM JIETKMM, TOMIpHHM a0o
TSOKKUM TOPYIICHHAM (YHKLII HHUPOK HE MOTPeOYIOTh KOPEKIii MoYaTKoBOI J03H. 3aCTOCOBYBAaTH
npenapar Ui JIIKyBaHHs TAIlI€EHTIB 3 TEPMIHAJIBHOIO CTAJI€I0 HUPKOBOI HEAOCTATHOCTI (KIIpEHC
KpeaTtuHiHy <15 Mil/XB) ciiJl 3 00epexkHICTIO.

3acToCyBaHHsI Malli€EHTaM JIITHBOTO BiKY

XBOpl1 JITHHOTO BIKY HE MOTPeOyIOTh KOPEKIIii 03U mpenapary (AuB. po3aim «PapMakoKiHETHKa» Ta
«Oco0IMBOCTI 3aCTOCYBAHHS).

imu

besneka ta epexkTHBHICTH 3aCTOCYBaHHS Ipenapary [HimiTa JiTSM HE TOCIIKEHI.

Ilepeoo3ysanns

V pasi nepeno3yBaHHs mpenaparoM [HiTiTa crienugiqyHOro aHTUIOTY HEMAE.

VYV X011 KOHTPOJIBLOBAHOTO KJIIHIYHOTO JOCTIHKCHHS 3aCTOCYBaHHsS Ipemnapary [Hiita ajis JiKyBaHHS
HUPKOBOKJIITUHHOI KapLIIMHOMHU OJUH MAIlieHT HEHaBMUCHO NpuiiMaB mpenapar y 1031 20 mr 1Biui Ha
JIEHb MIPOTATOM 4 JIHIB Ta BiJ4yBaB [P LIbOMY JIETKE 3alIaMOPOYCHHS.

VY Xoxl KIIHIYHOTO JOCHIIKEHHsS, METOI0 $KOro OyJlo BHM3HA4YeHHS 03U mpemnapary Inmita, B
YYaCHHKIB, SIKI OTPUMYBAJIM Tpenapar y movyarkoBux go3ax 10 a6o 20 mr aBivi Ha J€Hb, BUHHKAIN

8



moOivHI peakiii, MO BKIIOYAIW apTepiaabHy TINEpPTeH31l0, CyJAOMH, TOB’SI3aHI 3 apTepiaibHOIO
rinepTeHsi€lo, Ta KPOBOXapKAHHS 3 JIETAIbHUM HACII1IKOM.

Skmo iCHYIOTh MiZO3pH W00 TEpeao3yBaHHA TmpenapatroM [HmiTa, TpuiioM mpemnapaTry Ciif
MPU3YIMHUTH Ta PO3MOYATH CUMIITOMATHYHE JIIKYBaHHS.

Il06iuni peaxuii
Hactynni kmiHiYHO 3Hauymii moOiuHI peakifii OuUTbIl AeTaabHO omucaHi y po3nauti «OcoOiMBOCTI
3aCTOCYBAaHHSI!

- aprepiajgbHa TiNEPTEeH31sd Ta TINEPTOHIYHUN KpHU3,

- aprepiaigbHa TpoMOoemOoItis;

- BEHO3Ha TpoMOOeMOOTist

- KpoBOTeua

- ceplieBa HEIOCTATHICTh

- mepdopallisi TPaBHOTO TPAKTy Ta YTBOPEHHS (icTym

- aucdyHKIIIS MUTOBUIHOT 371031

- CHHJpPOM 3aJHBOi 3BOPOTHOI JietikoeHIedanomnarii (C33JI)

- TpoTeinypis

- TIJABHUILEHHS PiBHS MEYIHKOBUX (PEPMEHTIB

- mopyuieHHs GQYHKIIIT MeYiHKH
OCKUTbKM KJTIHIYHI JOCHIPKEHHSI TPOBOAATH y JAyXe BapiaOelbHUX YMOBAaxX, 4acToTa MOOIYHHX
peakKIliii, 3apeecTpoBaHUX MiJ Yac KIIHIYHUX JOCTIIKEHb JIKAPCHKOrO Tpemnapary, He MOxke OyTH
0e3mocepeIHbO MOPIBHSAHA 3 YACTOTOIO MOOIYHUX PEaKIliid, OTPUMAHUX ITiJ1 Yac KIIIHIYHUX JOCIHIKCHb
IHIIIOTO TIpernapary; TaKoX I 9acTOTa MOXE He BIIoOpa)kaTH Ti€i, 10 CIIOCTEPIraeThCsl y KIIHIYHINA
MPAKTHIII.
besneky 3acrocyBaHHs mpernapaTry [HmiTa OIiHIOBAIM y XOJI JOCHIIKEHb PEKUMY MOHOTeparii 3a
yuacTio 715 mamientiB, 3 skux y 537 Oyna momumpeHa HUPKOBOKIITHHHA KapuumHoMa. HaBenmeHi y
po3aini «IloGiuHi peakiiii» JaHI CTOCYIOThCS 3acTOCyBaHHs mpemnapary Immita 359 mamientam 3
MOUIMPEHOI0 HUPKOBOKITITUHHOIO KAapIMHOMOIO, SIKI OpaiM ydacTh Y PaHIOMI30BAaHOMY KIIIHIYHOMY
JIOCITIJDKEHHI, Jie Tipernapat [HiiTa mopiBHIOBaIM 3 copadeHioomM.
Hoceio 3acmocysants nio yac KHiYHUX 00CI0AHCEHD.
CepenHst TpWBATICTh JIIKyBaHHS cTaHOBWIa 6,4 wmicsams (miamason Bim 0,03 mo 22 micsiiB) miis
MaIi€eHTiB, sAKi oTpumyBanu [umity, Ta 5 MicsaniB (miamazon 0,03-20,1 micsis) nis MaIi€HTIB, sKi
oTpumyBaiu copadenid. Moaudikariii 1031 a00 TUMYACOBE MPHUITMHEHHS JIIKYBaHHS Yepe3 PO3BUTOK
HebakaHoi peakiii Oymu nmotpibui 199 mamientam 3 359 (55 %), sxi orpumyBanu npenapat [Hmita, Ta
220 marientam 3 355 (62 %), sxi orpumyBanu copadenib. Uepe3 po3BHUTOK HeOakaHHX peaKilii
JiKyBaHHS Oyso octatoyHo nmpunuHeHe 34 nanientam 3 359 (9 %), siki oTpumyBanu npenapar [Hiita,
Ta 46 namientam 3 355 (13 %), sxi orpumyBaiu copadenio.
Haii6inpm nommpennMu (4actota BUHUKHEHHS >20 %) mOOIYHUMH peakiisiMH, SKi CIOCTepiraaucs
MpU 3aCcTOCYyBaHHI mpemnapaTry IHmita, Oynu: nmiapes, apTepiajibHa TiNEpTEH3is, CTOMIIIOBAHICTD,
3HIKEHHS alleTUTy, HYyA0Ta, JUC(OHISA, CHHIPOM JTOJOHHO-IIONIOBHOI €PUTPOIU3ECTE31l, 3HIKECHHS
MacH Tija, OJFOBaHHS, aCTEHIS Ta 3aIOpH.
VY rtabmuni 2 BimoOpakeHo MoOi4HI peakuii, 3apeecTpoBaHi y >10 % mnaiieHTiB, sKi OTpUMYBaJIH
npenapat [xmita abo copadeHio.

Tabmuis 2
Irmita Copadenid
(N=359) (N=355)
HoGi4ni peakuii® Bci Crymnins | Bei Crymiab
cryneni® |3a6o4 |cryneni® |3 a6o4
% % % %
Jliapes 55 11 53 7
ApTepiasibHa rinepreHsis 40 16 29 11




Irmita Copadenid
(N=359) (N=355)
HoGiuni peakuii® Bci Cryminp | Bei Cryninb
cryneni’® |3a6o4 |crymeni® |3 a6o4
% % % %
CTOMIIIOBaHICTh 39 11 32 5
SHUKEHHS alleTUTY 34 5 29 4
Hypnora 32 3 22 1
Jlucdonis 31 0 14 0
Cunapom IOJIOHHO-MIIOMIOBHOI | 27 5 51 16
epUTpoOIM3eCcTe3ii
3HIDKEHHS MacH Tija 25 2 21 1
baroBanns 24 3 17 1
AcreHis 21 5 14 3
3anop 20 1 20 1
I'inoTupeos 19 <1l 8 0
Kamenp 15 1 17 1
3amajgeHHs CIIM30BOi 000JIOHKH 15 1 12 1
ApTpanris 15 2 11 1
CromaTuT 15 1 12 <1
3aguimka 15 3 12 3
Binb y )KHUBOTI 14 2 11 1
TI'onoBuwuii 616 14 1 11 0
biib y kiHIIBKaX 13 1 14 1
Bucunanus 13 <1 32 4
ITpoTeinypis 11 3 7 2
Jlucre3ist 11 0 8 0
CyXiCTh LIKIpH 10 0 11 0
Jlucnencis 10 0 2 0
CBepOix 7 0 12 0
Anorneris 4 0 32 0
Epurema 2 0 10 <1

? BimoOpaxeHHs y BIZICOTKaX yCiX KaTeropii peakilii, o BUHUKAIN Y XO/1 JIIKyBaHHSI.
® KpuTepii y3arajipHeHOI TepMiHOJNOTIi [y TMOGIYHMX peakiuili HalioHanbHOro iHCTUTYTY
paky, Bepcii 3.0.

Hagpeneni Hrokde mobiuni peakiii (yciX CTYIMEHIB TSHKKOCTI) y MAIli€HTIB, SIKi OTPUMYBAIH JIKyBaHHS
npenaparoM IHiiTa, BuHUKanmu 3 4actotoro <10 %. Cepen uux peakuiii Oymu 3amamopodeHHs (9 %),
0imb y BepxHiii wacTuHi xuBota (8 %), mianris (7 %), aeriaparamis (6 %), HocoBa kpoBoTeua (6 %),
anemis (4 %), remopoii (4 %), remarypis (3 %), m3BiH y Byxax (3 %), migBUIIECHHS PIBHIB JIiNa3u
(3 %), rmocomuuis (3 %), emOomis nereneBoi aprepii (2 %), kpoBoreua 3 mpsmoi kuinku (2 %),
kpoBoxapkanus (2 %), Tpom003 rmbokux BeH (1 %), oxiro3is/Tpom003 BeH ciTkiBku (1 %),
nogituremis (1 %) Ta TpansuTopHa imemivna araka (1 %).
VY rtabmumi 3 HaBeAEHO HAWOUIBII MOIMIMPEHI BIAXWIEHHS MOKAa3HHKIB Ja0OpaTOpPHUX aHami3iB, IO
3apeectpoBani y >10 % mariiieHTiB, ki oTpuMyBaiu npemnapar [aiita abo copadenio.

Tabmuns 3
| \ | Irmita | \ Copadenid |
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Bigxunenus 1a60paTOPHOTO N Bci CrymiHb N Bci Crymin
MOKa3HUKA cryneni® | 3 abo 4 cryneni® | b 3 abo
4
% % % %
KniHiuHi NOKa3HUKH KPOBI
3HWKEHHS PIBHS reMOTJI001HY 320 35 <1 316 52 4
3amxeHHs (abcomoTHOrO) yncna | 317 33 3 309 36 4
TiMGOIUTIB
SHUKEHHS KUTBbKOCTI | 312 15 <1 310 14 0
TPOMOOIIHTIB
3HKEHHS KUTBKOCTI JerkoruTis | 320 11 0 315 16 <1
bioxiMiuHI MOKa3HUKH KPOBI
ITigBumeHHs piBHS kpeaTuHiny | 336 55 0 318 41 <1l
3HWKEHHS piBHA OikapOOHATY 314 44 <1 291 43 0
I'ioxanbiieMis 336 39 1 319 59 2
ITinsunienss pisas JIO 336 30 1 319 34 1
I'inepraikemis 336 28 2 319 23 2
[TinBuIIeHHS piBHS JliMa3u 338 27 5 319 46 15
ITinBumenus akTUBHOCTI | 338 25 2 319 33 2
amii1a3u
ITinsumiensst pias AJIT 331 22 <1 313 22 2
[TinBumenns piBast ACT 331 20 <1 311 25 1
['inepHatpieMist 338 17 1 319 13 1
I'inoansOymiHeMist 337 15 <1l 319 18 1
[inepkaiemis 333 15 3 314 10 3
I'inornikemist 336 11 <1 319 8 <1
I'inonarpiemist 338 13 4 319 11 2
I'imodocharemist 336 13 2 318 49 16

? Kpurepii y3araabHeHOT TEpMIHOJIOTI 171 TOO1UHUX peakuiid HamioHansHOro i1HCTUTYTY paky, Bepcii
3.0:
JI® — nyxna pocdaraza; AJIT — ananinaminorpancdepasa; ACT — acnapraraminorpanchepasa.

3MiHH OKpeMHX JIabOpaTOPHUX MOKA3HUKIB (BCIX CTYINEHIB BHpaxkeHocTi) crocrepiranucs y <10 %
MaIli€HTIB, SIKI OTPUMYBAIM Tpenapar [HmiTa, y TOMYy YMCI TMiJBHINCHHS PIBHS TeMOTJI00IHY BHIIE
BepxHbOi Mexi HopMu (9 % y rpymi npenapaty Iamita mopiBusHO 3 1 % y rpyni copadenioy) i
rinepkainbiriemis (6 % y rpymi npernapary [HiiTa nopiBHsHO 3 2 % y rpymi copadenioy).

[ToctpeecTpaltliiiHuii 10cBig

3a3HayeHi HIKYe MOOIUH1 peakilii OyiM 3apeecTpoBaHi y MicIspeecTpalifHOMY JOCBiJl 3aCTOCYBaHHS
npenapary [HmiTa. OCKUTBKY 111 TTOBIOMJICHHSI HAJAXOAMIHA IOOPOBUILHO BiJl MTOMYJIAIIT HEBU3HAYEHOTO
pO3Mipy, HEMOXKIIMBO TOYHO OI[IHUTH iX 9acTOTy a00 BCTaHOBUTH MPUYUHHO-HACTIAKOBHUH 3B'S30K 3
EKCIIO3HITIEI0 TIpenapary.

3 OOKy CyAMH: apTepiaibHi (BKIOYHO 3 a0pPTATbHUMH ) aHEBPU3MHU, TUCCEKIIIT Ta PO3PHUBH.
Tepmin npuoamnocmi. 3 poxu.

YMoBu 30epiranns. 30epiratu npu Temrneparypi Hikde 30 °C y HeAZOCTYITHOMY JUIs JITeH MicIIi.
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VYnakoBka. [1o 14 Tabnerox y 6micrepi. [To 2 abo mo 4 GiicTepu B KapTOHHIN KOPOOIT.

Kareropis Binmycky. 3a peuentom.

Bupoonuk. [1daiizep Menrobexuypunr Howurena ['moX/Pfizer Manufacturing Deutschland GmbH.

Micue3Haxo/:KeHHsI BAPOOHUKA Ta HOro ajgpeca Micusi NPOBa’KeHHS AislIbHOCTI.
Berpibmrerte ®@paiidypr, Mycsansaais 1, 79090 @paiibypr, Himeuunna/
Betriebsstatte Freiburg Mooswaldallee 1, 79090 Freiburg, Germany.

Jara octannboro nepersiay. 15.07.2021
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