IHCTPYKIIA

IJISI METUYHOT' 0 3aCTOCYBAaHHSA JIIKapChKOT0 3aC00y

IHIIITA

(INLYTA®)

Cknao:
0itoua pe4osuHda: aKCUTHHIO;
1 TabmeTKa, BKpUTA IIJTiBKOBOIO 000JIOHKOIO, MiCTUTh 1 MT a00 5 MI' akCUTHHIOY;

0ONOMIdCHI peuoBUHU: TIEJTI0JI03a MiKPOKPUCTANIiuYHa; TaKTo3a, MOHOTIIpaT; HaTPil0o KpPOCKapMeso3a;
MarHito cteapaT; Opadry® Il wepBonuu 32K15441 (HPMC 2910/rinpomenosa 15cP; tutany giokcupn
(E 171); nakT03a, MOHOTIgpaT; TPUAlleTHH; 3aii3a okcup yepBoHui(E 172)).

JIikapcbka ¢opma. TabrneTKy, BKPUTI IIJIIBKOBOI 000JIOHKOIO.

OcHo8HI (i3uyHi ma xiMiyHi 81acmusocmi:

tabneTku [HmiTa 1 MI: YepBOHa OBajibHa TableTKa, BKPHUTA IJTiBKOBOIO 000JIOHKOIO, 3 IPaBipyBaHHIM
«Pfizer» 3 oguOTO 60Ky Ta «1» i «XNB» 3 iHIIOTO;

tabneTku [HmiTa 5 MI: YepBOHa TPHUKYTHA TabneTKa, BKPUTA IJIiBKOBOIO 000JI0HKOIO, 3
rpaBipyBaHHSIM «Pfizer» 3 ogHOro 00Ky Ta «5» i «XNB» 3 iHmioro.

dapMakoTepaneBTUYHA Ipyla.

AuTtrHeonmacTuyHi 3acobu. Iuribitopu mporeinkina3u. Kog ATX LO1X E17.

dapmakonoeiuHi e1acmueocmi
®apmakoduHamika
MexaHiam 0ii

Bymno BCcTaHOB/IEHO, 1110 aKCUTHHIO Y TepaleBTUYHUX KOHIIEHTPALliIX y IJla3Mi KpOBi IpUTHidye
pellenTopy TUPO3UHKIHA3H, Y TOMY YHCJIi PelellTOPH CYOUHHOTO eH0TeNialbHOTO (haKTopa poCTy
CE®P-1, CE®P-2 Ta CEOP-3. 1li penenTtopu 3afisHi y IaTOIO0TiYHOMY aHTiOTeHe3i, mpoljecax PoCcTy



YXJIMHU Ta IIPOrPeCyBaHHi 37I0IKICHUX HOBOYTBOPEHb. AKCUTHHIO MpUTHiYyBaB 00YMOBII€Hi BIIJIMBOM
CE®P mpomidepalrito Ta BUXKUBaHHS eHAOTEialbHUX KIIITHH in vitro Ta Ha Mofenax muiei. Ha
MOJIeJIsTX KCeHOTPAHCIIJIAaHTATIB MyXJIMH MUIIel Oy0 moKa3aHo, 110 aKCUTHHIO IpUrHivye picT
nyxnuH Ta ¢pochopuntoBaiusi CEQP-2.

II71s1 OI[iIHKY BIIMBY Pa30BOI1 IIEPOPaIbHOL 03U Ipenaparty [HiiTa (5 Mr) Ha TpUBAJiCTh iHTepBaly
QTc y pasi 3acTocyBanHs 3 400 M KeTOKOHA30J1y Ta SK MOHOTeparii 0y/10 IpoBefieHO paHIoMi30BaHe
cyine mepexpecHe OOCTioXKeHHS 3 [BOMa IiepiogaMu, y sKoMy Opanu ydacTb 35 3[[0POBUX
no6poBonbLiB. [IpoTArom nepinux 3 TOAWH IiCs MPUIOMY IIpenapaTy He CIOoCTePiraaoch MOMIiTHUX
3MiH cepenHbol TpuBanocTi iHTepBany QTc (To6To moxan 20 Mc) OPIBHSAHO 3 TPYIIO0 miiane6o.
BogHouac He MOXXHa BUKIIOYUTY UMOBIPHICTh HE3HAYHOTO OJOBXKEHHS CEPEIHLO] TPUBAJIOCTL
inTepBany QTc (TobTo MeH1Ie HiX Ha 10 Mc).

dapmakoKkiHemuka

Y xopi monynsiuifiHoro aHamnizy dpapMakokiHeTuku 0y1o 06’eqHano gaHi 17 mocmimxkeHs, v skux 6panu
y4acTb 300POBi T0OPOBOJIBLII Ta OHKOJIOTiuHi XBOpi. XapaKTepUCTUKH 3a1€2KHOCTi KOHIIEHTpallii
akcuTuHiOy Big 4acy afleKBaTHO OMUCYIOTHCS IBOKaMEPHOI0 MOJEJUII0 PO3IOAINTY 3 IepIIoYeproBUM
IIOTTIMHAHHAM Ta JIaTEHTHUM I1EPiOfoM.

BcMokTyBaHHSA Ta po3nonin. CepepnHii T,,,, HiCIg IepopaIbHOTO IPUMOMY Pa30BOl 03U S5 MI'
KOJIMBaBCS B MexXax Bif 2,5 10 4,1 roguHu. 3aieXHo Bifl TPUBAJIOCTI Mepiogy HaliBBUBEOEHHS 3
IyIa3Mu, JOCATHEHHSI PIBHOBAXKHOI'0 CTAHY OYiKy€eThCsl Yepe3 2-3 OHI npunomy npemnapary. [Ipuiiom
aKCUTUHIOY B pexXuMi 5 MT BiUi Ha meHb MIPU3BOAUB [0 IPUOIKU3HO ¥ 1,4 pa3a Oiibil iHTEHCUBHOTO
HaKOTIIMYEHHS MperapaTy MOPiBHSHO 3 MPUHOMOM pa3oBoi fo3u. PapMaKkoKiHeTHKa aKCUTUHIOY B
piBHOBa:KHOMY CTaHi € MalKe JiHINHOI0 B MexKaXx Aiama3oHy 03 Bif 1 go 20 mr. Cepenns abcomoTHA
6iomoCTymHICTh aKCUTUHIOY MiCIs TepopasbHOTO0 IPUKUOMY Pa30BOl 103U 5 MT' CTAHOBUTE 58 %.

[Tputiom npenapaty [HmiTa 3 moMipHO 30aradueHo0 XKupaMu 1Kelo IPHU3BOAUB 0 3HUKeHHT AUC
npubnu3Ho Ha 10 % MopiBHSAHO 3 TAaKOI0 IIPU NMPUMOMI IIpenapaTy HaTile 3paHKy. BHacmimok
npuioMy 3i 30araueHo0 XKUpaMy BUCOKOKaJopiiHow izketo AUC mpemapaty 3poctana Ha 19 %
IIOPIBHSAHO 3 TAKOIO IIPU IIPUMOMI ITpenapaTty HaTile 3paHKy. [Ipenapart [H1iTa MOXXHa IpUuMMaTHu 5K 3
Kelo, Tak i He3anexkHO Big mpuiiomy ixi (muB. «Crocib 3acToCcyBaHHS Ta HO3U»).

AkcuTrHIO MaiixKe MOBHICTIO (6inbIn HiXK Ha 99 %) 3B’13yeThcs 3 OilkamMu I1a3MU KPOBi JTIOAWHHY,
nepeBakHO B3aEMOIi0YHY 3 albOYMiHOM Ta IIOMipHO 3B’SI3YI0YHUCH 3 O;-KHUCJIUM TJIIKOMPOTEiHOM. ¥
MAIEHTIB 3 MOIIKMPEHOI0 HUPKOBOKIIITUHHOIO KaplurHOMOIo (n = 20), gKi mpuiiManu npemnapar y gosi 5
MT [IBi4i Ha OeHb IIic/s iou, reoMeTpUYHi cepenHi 3HauenHs C, . Ta AUC,,, nopiBHIOBanu 27,8 Hr/MI
(79 %) ta 265 ur.rog/mn (77 %) BignosigHo. KnipeHc Ta ysiBHUM 00'€M PO3MOAiNy mopiBHIOBaNu 38
n/rog (80 %) ta 160 1 (105 %) BigmoBigHO (y AyKKax BKa3aHi 3HaueHHI KB y %).

MeTabomi3M Ta BuBefgeHHS. [Ilepion HamiBBUBeNeHHS IIpenapary [HliTa 3 m1a3Mu KPOBi KOJIMBAETHCS
Bim 2,5 mo 6,1 roguau. MeTabomi3M akCUTUHIOY BimOyBaeThCs IMEPeBaXKHO Y MEYiHIl 3a paxyHOK
CYP3A4/5. Menmoio Mipoto ydacTs y MeTaboni3mi akcuturiOy 6epyts CYP1A2, CYP2C19 Ta UGT1AL.
[Ticns mepopanbHOTO MPUOMY 5 MTI' paflioaKTUBHO MideHOro aKkCUTHHIOy mpubnusuo 41 %
PafioaKTUBHOCTI BUBOIUTHCS 3 OPTraHi3aMy 3 KajioM Ta npubnu3Ho 23 % - 3 ceueto. OCHOBHUM
KOMIIOHEHTOM, BUSIBJIEHUM Y KaJli, 6yB He3MiHeHUY aKCUTHHIO y KiJTbKOCTi, 1110 BigmoBsimae 12 %
IPUKHATOL J03U. Y cedi He3MiHeHUM aKCUTUHIO BifCyTHIiN. Binbilla YacTUHa pagioaKTUBHOCTI y cedi
3yMOBJIeHa HasSIBHICTIO KApOOKCHUIIBHOTO Ta CYJIbGOKCUAHOTO MeTa0OJIiTiB 1il040i pEYOBUHHU.
OCHOBHUM pPaflioaKTUBHUM KOMITOHEHTOM IIJIa3MM € N-TJIIOKYpPOHOBUM MeTabomiT, iKuit 3abe3neyye
50 % IUPKYy0I0Y0l pagioaKTUBHOCTI mia3Mu. HeaMmiHeHu akcuTHHIO Ta cymbHOKCUIHUN MeTaboiT
3abe3neuyioTh Nprubau3Ho 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.
ApmepiaavHa 2inepmeH3siA

IIo movaTKYy JiKyBaHHS IIpenapaToM IHyiTa ciig 3a0e3meynTy HajleXKHUM KOHTPOJIb apTepiaaTbHOTO
TUCKY. [IoTpiOHO criocTepiraTy 3a CTAaHOM IalliEHTa [JIsT BUSIBIEHHSI 03HAK apTepianbHOI rinepTeHsii
Ta y pa3i HeoOXiMHOCTI TPOBOAUTY JiKyBAHHS CTaHOAPTHUMHU TillOTEH3UBHUMHU IIperapaTaMu.
3a/Ie’kHO Bifl CTyIIeHs TSXKKOCTi apTepianbHOI rinepTeH3sii ciig abo THMYacoBO IPU3YTIUHUTHI
3aCTOCyBaHHS IIpenapary [HiliTa 3 mOJabIINM 3MEHIIeHHSIM 1031, a00 0CTaTOYHO NMPUIMHUTH ITI0
Tepariio (quB. po3min «Crmoci® 3aCTOCYBaHHS Ta HO3U»).

ApmepianbHa mpomboembois

3acTocyBaHHA IIpenaparty [HiTa gis TiKyBaHHS MAali€HTIB, Y SKUX YIPONOBXK IIoNepenHix 12 Micsauis
criocTepiranacs aptepianbHa TpoMO0eMOOTisl, He DOCHIXKYyBanu. Y X0l KIIIHIYHUX JOCTiAXKeHb i3
3aCTOCYBaHHSM Ipenapaty Iumita B 17 i3 715 nauieHTis (2 %) Oymau 3apeecTpoBaHi BUMIAIKU



aprepianpHOl TpoMGoeMOoTIii (BKIII0Ual0YM TPAH3UTOPHI illleMiyHi aTaku, MOPYLIIEHHS MO3KOBOTO
KpoB00Oiry, iHpapKT MioKapaa Ta OKJII03il0 apTepii CiTKiBKHM), 30KpeMa [IBa BUIIAKHU 3 JI€TaTbHUM
HACJITKOM ITiCJIsI TOCTPOT0 MTOPYIIIEHHS MO3KOBOTO KPOBOOOIry.

Y pazi BUHUKHEHHS apTepiasbHol TpoMOoeMOoil iy Yac JiKyBaHHS CJIiff 0OCTaTOYHO MPUITUHUTH
3aCTOCYBaHHS IIpenapary IHiiTa.

BeHo3Ha mpomboembois

[Tig 9ac KMHIYHUX JOCTigXKEeHb MTOBITOMIISNIOCS IIPO BUNAAKXA BeHO3HO1 Tpomboemobortii (BTE) (y Tomy
yucyi em0071ii 1ereHeBol apTepii, TpoM603y rMGOKKUX BEH, OKJTI03ii Ta TpoMOO3Y BEH CiTKiBKH), V T. 4.
3 JIeTaJIbHUM HaCJIiTKOM.

3acToCcyBaHH IIpenaparty [HiiTa s TiKyBaHHS MAli€HTIB, Y AKX BIPOLOBXK [ONEPEIHIX 6 MicAIliB
crocTepiranacst BeHO3Ha TpoM60oeM0oJTis, He HOCIigKyBasu. Y XoOi KITiHIYHUX JOCTiIXKeHb i3
3aCTOCyBaHHSM Iipenaparty [Hmita y 22 i3 715 nanienTiB (3 %) Oynmu 3apeecTpoBaHi BUMIaIKi BEHO3HO1
TpoMOoeMO0JTii, 30KpeMa ABa BUIQAKK 3 JIeTaJIbHUM HACIIIKOM IIiciist TpoMOoeMOortii tereHeBoi
aprepii.

Heo0xigHO TpoBOOUTY MOHITOPHHT IIOO0 HASIBHOCTI 03HaK Ta cuMnToMiB BTE Ta TpomM6oem6omil
JIeTeHeBol apTepil. 3amexkHo Bifg ctyneHs TaxkKocTi BTE ciig abo THUMYacoBO MPU3YITUHUTHI
3aCTOCYBaHHS IIpernapary [HiiTa 3 MOJasbIINM HOT0 BifHOBIEHHSIM 6e3 3MiHM 103K, a00 0CTAaTOYHO
IPUNMHUTH TaKy Tepaliio.

ITidsuweHHs 2em02106iHY abo 2emamokpumy

ITig yac nmiKyBaHHS aKCUTHUHIOOM MOXKJIMBE ITiIBUILIEHHS reMorao0iHy abo reMaToOKpHTY, I0
BimoOpazkae 306imbIIeHHS MAaCU epPUTPOLHUTIB. 30iMblIEHHS MaCH EPUTPOLIUTIB MOXKe 30iMbIINTH PUSKUK
eMOOTiYHNX i TPOMOOTHYHUX SIBHIIL.

T'emorso6iH a60 reMaTOKPUT CIlif KOHTPOIIOBATH [0 IOYATKY i IePiogUYHO IPOTITOM YChOTO
JiKyBaHHS aKCUTHHIOOM. K10 remMorno0iH abo reMaTOKPUT ITEePEBUIIYIOTh HOPMaJTbHUM PiBEHB,
nalieHTaM CJIifi IPU3HAYXUTH JIiKyBaHHS BifTIOBIZHO [0 CTAHOAPTHOI MEOUYHOI IIPAKTUKY [T
3HUKEHHS PiBHA reMorio0iHy abo reMaTOKpUTy 0O IPUUHSATHOIO PiBHS.

Kposomeua

[ToBimoMIIsIIOCS PO BUHUKHEHHS KPOBOTEY, TAKUX K KPOBOBUJIUBH Yy MO30K, TeMaTypif,
KPOBOXapKaHHS, KPOBOTEUi 3 HUKHIX BiiIi/TliB TPABHOTO TPAKTy Ta MeJI€HA, KPOBOTEYA 3 JIETAJIbHUM
HACJIiOKOM.

3acTocyBaHHA Ipenaparty [HiiTa malieHTaM, sKi MalOTh O3HaKM HasiBHOCTI HEJTIKOBaHUX MeTacTa3iB y
TOJIOBHOMY MO3KYy a00 HelloflaBHbOI aKTUBHOI KPOBOTEUi 3 TPaBHOTO TPaAKTY, He [OCHIiXKYyBaIu.
TakuM mallieHTaM He CJIif IpU3HadaTHy ey IIpenaparT. 3aJexkHo Bifl CTYIEeHs TSAXKKOCTI Ta CTIMKOCTL
KpPOBOTeUi cJ1if a0 THMYacoBO MPU3YNIUHUTH 3aCTOCYBaHHS IIpenapaTy [HiliTa 3 mogasbIuM
3MeHIIeHHSM 0034, a00 0CTaTOYHO NPUIIMHUTHU TaKy Teparlio.

Cepuesa HedocmamHicmb

B paMKax KOHTPOIBOBAaHOI'0 KJTiHIYHOTO AOCIiIXKEHHS 3aCTOCYBaHHS Npemnapary [HiiTa ams
JIIKyBaHHS MAll€HTIB 3 HUPKOBOKJIITUHHUAM PaKOM CeplieBa HeJOCTaTHICTh criocTepiranacs y 6/359
malieHTiB (2 %), SKi oTpuMyBanu npenapart [HmiTa, i y 3/355 natienTis (1 %), SKi oTpuMyBaIu
copadeni6. CeplieBa HeIOCTATHICTh CTymneHs 3/4 crnocTepiranacs y 2/359 martienTis (1 %), aki



OTpuUMyBau npenapart IHmiTta, iy 1/355 nanienTis (< 1 %), ski oTpumyBanu copadeHio. Cepiiesa
HEJOCTATHICTH i3 JIeTaJIbHUM HaCIiIKOM crocTepiranacs y 2/359 nauienTis (1 %), ki oTpuMyBanu
npemnapar [HmiTa, i y 1/355 marienTiB (< 1 %), gki oTpumyBanu copadenib. [TpoTsirom ycbroro
JIIKyBaHHS IIperapaToM [HiiTa Cilig MIpOBOAUTY MOHITOPUHT ILIOA0 IIOSIBY CUMIITOMIB CepIeBOl
HefocTaTHOCTI. JIiIKyBaHHS CeplieBOi HeOCTaTHOCTI MOXKe BUMaraTy 3MeHIlIeHHs 103U, IIepepuBaHHS
abo oCTaTOYHOTO MPUIIMHEHHS 3aCTOCYyBaHHS IIpemnapary [Hiita (guB. po3gin «Crnocib 3acTocyBaHHSA
Ta MO3U»).

ITepgopauii mpagHo20 mpakmy ma ymeopeHHA picmyau

[Tig yac KniHiYHUX HOCTiAXKeHb Oy 3apeecTpoBaHi Iepdopatlii TpaBHOTO TPAKTY, B OMHOMY BUIIAAKY
nepdopallig Tpu3Besia [0 IeTalbHOr0 HacHiaKy. Takoxk Oy/nyu OTpUMaHi OBiOMIIEHHS IIPO
BUHUKHEHHS QiCTyI.

[IpoTsroM Kypcy JIiKyBaHHS IIpernapaToM [HiIiTa Ciif epioguyHO KOHTPOJIIOBATY CTaH MALli€HTIB 3
METOI0 BUSIBJIEHHS 03HaK Iepdopallii TpaBHOT0 TpakTy abo yTBOPEHHS (QicTymu.

[ucgyHkuia wumosudHoi 3a.103u

Ilo mo4YaTKy Ta MepioguyHo MPOTITOM KypCy JiKyBaHHS IipernapaToM [HiiTa HeoOximHO
KOHTPOJTIOBATH NTOKa3HUKHU (QYHKIII ITUTOBUAHOI 3a1031. JIiKyBaHHS Tilo- Ta TinepTupeo3y, o Moxe
BUHUKHYTH IIi[l 4YacC JiKyBaHHS, CJIifi IPOBOOUTH 3TigHO 3i CTaHAApTaMy HaJaHHS MEAUYHOL JOTIOMOTH
TAKUM YMHOM, 1100 IiATPpUMYBaTH y MallieHTa HopMasibHe QYHKIIOHYBaHHS IIMTOBUTHOL 3aJI03MU.

ITopyweHHA 3a20108aHHA PAH

[TopyleHHST 3aTOEHHS paH MOXKE CIIOCTEPIraTHCA Y MallieHTiB, SKMM 3aCTOCOBYIOTh IIPemapaTH, I
iHTiOyI0Th CUTHANIBHUY IIUISTX CYOIUHHOTO eHOoTeianbHoro ¢pakropa pocty (CE®P). Tomy IumiTa Moxe
HETaTUBHO BIIMBATU Ha 3arol0OBaHHS paH.

JIikyBaHHS IpellapaToM IHTiTa CJIif IPUNUHUTHY IOHAMMeEHIIe 3a 2 JHi J0 I0YaTKy IIJ1aHOBO1
onepaiil. He 3acTocoByBaTH Ipenapart IPOTATOM IIOHANMeHIIe 2 TUXKHIB ITiC/Is CEPUO3HOI omeparril
Ta 10 JOCTATHHOTO 3arOl0BaHHS pPaHU. 3a/eKHO Bifl CTYIEeHs TSAXKKOCTI Ta CTIMKOCTI IOPYIIEHHS
3arorBaHHS paH ciifg abo BiTHOBUTHU 3aCTOCYBaHHS INpenaparTy [HiiTa B 3MeHIIIeHi# 031, abo
O0CTaTOYHO NMPUIIUHUATY TaKy Tepariio. be3neka BifTHOBIEHHS 3aCTOCYBaHHS Mpenapary [HiiTa miciasg
TIOJIOJTAHHS YCKJIaJHEeHb 3ar0l0BaHHS PaH He BCTAHOBJIEHA (OUB. po3min «Croci 3acToCyBaHHS Ta
OO3U»).

CuHOpom 3a0Hboi 380pomHoI nelikoeHuyegpasonamii (C33J1)

C33JI € HEBPONOTiUHUM PO3IafiOM, STKUi MOXKeE MPOSIBJIATUCH Y BUTTISAI TOJIOBHOTO 00JTI0, CYAOMHUX
Harnapis, COHJIMBOCTI, CIIJIyTAHOCTI CBIOMOCTI, CJIIIIOTH, PO3/1afiB 30PY Ta IHIIUX HEBPOJIOTIUHUX
po3napiB. Takoxk MOZKe CIIOCTepiraTuch apTepianbHa rinepTeHsis 0yab-g1Koro CTyneHs (Bif 1erkoro
mo TsKKoro). s migTBepmKkeHHs miarHo3y C33J1 HeobxigHe npoBefenHs MPT. [NalieHTaM, y SKUX
BuHUKae C33J1, HeoOXigHO OCTAaTOYHO BiAMiHUTH JiKyBaHHS NpenapaToM [HmiTa. besneka
BiHOBJIEHHS JIIKyBaHH IIpenapaToM [HliTa [Jis malieHTiB, AKi paHiule neperocunu C33J1, HeBitoMa
(muB. po3min «Croci6 3aCcTOCYBaHHS Ta HO3U»).

ITpomeiHypin

Ilo mo4YaTKy Ta MepioguyHo MPOTITOM KypCy JiKyBaHHS IipenapaToM [HiiTa HeoOximHO
KOHTPOJIIOBATH CTaH NallieHTiB [AJig BUSIBIEHHS MpoTeinypil. [lamienTaM, y IKUX BUHUKA€E IPOTEIHYPisd
cepegHboro abo TSIKKOTO CTyIeHs, HeoOXiqHO THMYacoBO MPU3YIIMHUTH 3aCTOCYBaHHS IIpenapaTy



IamniTa, a moTiM 3MeHIIUTH [03Y (OuB. po3min «Crmocib 3acTOCyBaHHS Ta JO3U»).
ITioBuw,eHHA akmusHoCcmMi (pepmeHmMi8 neviHku

IIo mo4YaTKy Ta IepioguyHo IPOTITOoM KypCy JiKyBaHHS IipenapaToM [HiiTa HeoOXifmHO
KoHTpomoBaTH piBHI AJIT, ACT Ta 6inmipy0iny.

ITopyweHHA pYHKUIU neviHKu

Y xopi crneniani3oBaHOT0 AOCTIOXKEHHS Malli€EHTIB 3 MOPYLIeHHIM (QYHKIIil TeYiHKY PiBHI CUCTEMHOIL
€KCITO3UIIil IicIs MpUitoMy pa30BUX [103 IpelaparTy [HiiTa y XBOpUX 3 HasBHUM MOPYIIEeHHIM (QyHKIIii
IIeYiHKHY JIETKOTO CTyImeHd (Knac A 3a Knmacudikarieio Yaiinga - [1'10) He BiIpi3HSAIUCH Biff TOKa3HUKIB
y TAI[i€HTIB 3 HOPMaJIbHOI (PYHKITI€IO IEYiHKY, a y MAlli€HTiB 3 HaABHUM IOPYIIEeHHAM (QYHKIIi1
MeYiHKYU [TIOMipHOTO CTyneHs (Knac B 3a knacudikaniero Yainma - [1'10) piBeHb CUCTEMHOI €KCIIO3UIIi1
akCcUTUHIOy OyB BUILIKY MTOPIBHSHO 3 TaKUM y HALiE€HTIB, V AKUX QYHKIISA Medinku Oyna B HOPMi.
Axuro npenapat [HmiTa NpU3HadYeHo MalieHTaM 3 IOMipHUM MOPYyLIeHHIM (QyHKIIIY ediHKy (Knac B
3a kiacu@ikarier Yaunga-I1'10), peKOMeHI0BaHO 3HMUKYBaTU [10YaTKOBY 403y IIpenapary.
3acTocyBaHHA Ipenapary [HiliTa malieHTaM 3 MOPYyIIeHHSIM QYHKIII MeYiHKK TSKKOTO CTyIeHs (Kac
C 3a knacudikarriero Yanma-I1'10) He gocmigxkyBanu (ouB. po3minu «Croci6 3acTOCyBaHHS Ta JO3W»
Ta «PapMaKOKiHETHKA»).

ITauieHmu AiMHb020 8iKYy ma npedcmasHuUKU Pi3HUX pac

Y KOHTPOJILOBaHOMY KJIIHIYHOMY AOCIIiXKEHH] 3aCTOCYBaHHS Ipemnapaty [HiiTa ais miKyBaHHS
HUPKOBOK/TITUHHOI KapuuHoMmu 34% MalieHTiB y rpymi TiKyBaHHS mpenapaToM [HitiTa Oyiau BikoM Bif
65 pokiB. BinbmiicTs marieHTiB Oyau IpencTaBHUKAMHU €BponeoinHoi pacu (77 %) abo Manu a3ificbke
noxomxkeHH (21 %). Xoya UMOBipHiCTb MigBUINIEHO] YYTIUBOCTI 10 IIpelapaTy y HallieHTiB Oinbil
CTapIIOro BiKY Ta a3iaTiB LJIKOM BUKJIIOUUTH HE MOXKHA, 3arajioM BiIMiHHOCTEN y ITIOKa3HUKaxX
Oe3neku Ta e)eKTUBHOCTI NpenapaTy [HIiTa MiX mallieHTaM# BikOM =65 POKiB Ta MOJIOALINMHU
nalieHTaMy, a TaKOX MiX €BPOIEOoifaMy Ta IIpeCTaBHUKAMHM iHIINX pac BigMiyeHO He GyII0.

3miHa 103U 3a7eXKHO Bif BiKy IMallieHTa Ta pacu He noTpibHa (muB. po3minu «Crocid 3acToCyBaHHS Ta
no3u» Ta «dapMaKOKiHEeTHUKa»).

Jlakmo3sa

Lleit mikapchKu# 3acib MiCTUTH JTaKTO3Y. Woro He cif MIpPU3HAayvYaTH IMalliEHTaM 3 PigKiCHUMU
CITaIKOBUMU MTOPYIIEHHSIMHU TOJIEPAHTHOCTI [0 ranakTo3u, gedinurom nakrasu Jlanmna abo
CUHAPOMOM IOPYIIEHHS BCMOKTYBaHHS TTIOKO3U-TaJlaKTO3H.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00t0

Hewmae mocTaTHIX faHUX 3aCTOCYBaHHA Y JIIOJEN AJ11 BCTAHOBJIEHHSI PU3UKY 3aCTOCyBaHHSI
npemnapary. Yepe3 0co0IMBOCTI MexXaHi3My Ail Ta Ha OCHOBI Pe3yJbTaTiB AOCTiAKEHb Ha TBapuHax
npenapar [HiTa MOXe COIPUYUHATY LIKIAJTUBUY BIUIUB Ha I Y pa3i Ipu3HaYeHHd [[bOTO
IpenaparTy BariTHUM XiHKaM. Y XOfi JOCIigXKeHb TOKCUYHOTO BIJIUBY Ha PO3BUTOK TBapUH
AKCUTHHIO BUSIBIISIB TEPATOTE€HHUY, eMOPIOTOKCUYHME Ta (ETOTOKCUYHUY BIUIMB IIPH PiBHSIX
€KCITO3UIlil y TBapuH, MEHIINX 3a PiBHI €KCIIO3KIIil Y JIIOAUHY IIPU 3aCTOCYBaHHI peKOMEHI0BAHUX
II0YaTKOBUX [03.

KiHKaM penpOoAyKTHBHOTO BiKy CIIifl MOBIJOMUTH PO MOTEHUIMHNYN PU3UK [JId IIJIofa Ta IPo



HeoOXigHiICTh BUKOPUCTAHHS e(PeKTUBHUX 3aC00iB KOHTPAIIENIIil Tif Yyac MiKyBaHHS IIpernapaToM
[HmiTa Ta MPOTITOM OJHOT'O THUXKHS IIiCJIg 3aCTOCYBaHHS OCTaHHbBOI H03U. HY0NIOBiKaM 3 MapTHePKaMu
PENPONYKTUBHOTO BiKY CJIii BAKOPUCTOBYBATH e(peKTHBHiI 3aco0u KOHTpPALENIIii M Yac JTiKyBaHHS
npenapaToM [HiTa Ta MPOTIroM OJHOTO THUXKHS IICJIS 3aCTOCYBaHHS OCTaHHBOI f03U. [JOCTigKEeHHS
Ha TBapHHaX IPONEMOHCTPYBay, o [HiiTa MoXkKe NopyIIyBaTy (PepTUNHHICTD XKIHOK Ta YOJIOBIKIB 3
PENpPOOYKTUBHUM IIOTEHIIIAIOM.

Ha cphorogHi HeMa€ maHUX LIOJ0 MPUCYTHOCTI aKCUTUHIOY y TPYIHOMY MOJIOL JIIOAUHYU a00 #0T0
BIIJIUBY Ha HEMOBJIS YU Ha BUPOOJIEHHS MOJIOKA. Y 3B’SI3Ky 3 MOXKJIMBUM BUHUKHEHHSIM CEePHO3HUX
He0OakaHWX Peakiliil y HeMOBJIST Ha TPYIHOMY BUTOMOBYBAHHI ITiJ BIIJIMBOM IIpemapary IHiTa,
MaTepsIM PEKOMEeHI0BaHO IPUIIMHUTY F'ONYBaHHS IPYLALO i Yac JiKyBaHHS Ta IPOTATOM 2 THUXKHIB
IiCJIs IPUMOMY OCTaHHBOI IO3H.

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

Heo06xigHo momepenKaTy Malli€HTiB PO MOXKIUBICTh PO3BUTKY 3allaMOPOYEHHS, COHITUBOCTI,
po371afiB 30py IIif Yac 3aCTOCyBaHHA IIpenapary [HiiTa i peKoOMeHAyBaTH IM 1P BUHUKHEHHI
3a3HaYEHUX CUMIITOMIB He KepyBaTi aBTOTPAHCIIOPTOM Ta He IIpAIlfoBaTH 3 iHIIMMHU MeXaHi3MaMu
(ouB. po3minu «ITo6iuHi peakiii» Ta «OCOOIUBOCTI 3aCTOCYBaHHS»).

Cnocid 3acmocyeaHHsi ma do3u.

PexomMeH0oBaHa II0YaTKOBa IIepopabHa 403a IIpemnapary [HiTa cTaHOBUTEL 5 MT ABidi Ha J00y.
[HTepBanu Mix npuiioMaMu 03 Npenapaty [HiiTa moBuHHI OyTH mpubnu3Ho 12 roguH; npemnapar
MOXKHa 3aCTOCOBYBATH He3aJIeKHO Bif mpHitoMy 1Xi (OuB. po3pin «PapmakoguHaMika»). TabmeTKu
KOBTAIOTh ITiIMMH, 3allMBalOYl CKIISTHKOIO BOOH.

Y pasi BuHUKHEHHS GJTI0BaHHS Iics npuiioMy 0o3u abo y pasi mpomycKy 003U He CIIif mpuiiMaTu
IONaTKOBY m03y mpemnapaty. HeoOxifHO y HalneXHUY Yac MPUUHATH HACTYIIHY IJIAHOBY HO3Y
mpenapary.

PekoMeHparii 100 3MiH 103YBaHHS.

[TinBuieHHs a00 3HUKEHHS NO3U MPOBOISTH 3aJI€XKHO Bifl iHOUBiAyalbHUX ITOKA3HUKIB O€3MeKu Ta
IIepPeHOCUMOCTI ITpemnapary.

PekomeHparii momo migBuIneHHs abo 3HUKEHHS J03U Ipemnaparty [HaiTa HaBegeHo B TabmuIl 2.

MoxHa migBuiyBaTy 003y [HIITY nanieHTaM, AKi Iif Yac JIiKyBaHHA HOPMaJIbHO [IEPEHOCUIIN
mpenapar IMPOTAroM IIOHalMeHIIe IBOX TUXKHIB IOCHinb, 663 BUHUKHEHHS IOOIYHUX peakIlii
OPYTOr0 Ta BUIIMUX CTYMEHIB TAXKKOCTI (3rifHO 3 3araJbHUMU KPUTEPIIMU OLIHKYA TOKCUYHOCTI OJId
He0OakaHMUX peaklliii), MaloTh HOPMaJIbHUYM apTepiaJbHUN TUCK Ta HE 3aCTOCOBYIOTh
QHTUTINEPTEH3WBHI ITpenapaTH.



Tabnuns 2

PexomeHpanii mono migBuieHHS ab0 3HUKEHHS 03U IIpemnapary [HiTa

3MiHa go3u CxeMa 3aCTOCyBaHHA
PexoMeHpoBaHa mouaTKoBa I03a 5 Mr Biui Ha KOOy
30iIbIIeHHS T03H1

[Tepre 306inblIeHHS OO3K 7 Mr gBiui Ha 00Oy
Ipyre 36inmbIIeHHS T03U 10 Mr pBiui Ha mo6y
3MEeHIIeHHS T03:u°

[lepille 3MeHIIEHHS 1031’ 3 Mr gBiui Ha 06y
[Ipyre 3MeHIIEHHA 103U 2 Mr gBiui Ha 00y

* [Ins mikyBaHHS MOOIYHMX peakllii Ha Mmpemapart.
°3 5 Mr gBiui Ha 706Y.

PexomeHnparii oo 3MiHu [03yBaHHS B pa3i m0o0iYHMX peakilill Ha Ipenapar IHjiTa HaBeleHO B
Tabnumi 3.

Tabmuig 3

PexomeHpanii mmono 3MiHu J03yBaHHS Ipenapaty [HiiTa B pa3i mobiuHux peaxiin
[ToGiuHa peakiris CTymiHb TAXKOCTI 3miHa mo3u npemnapary [Hiita
AprtepianbHa CuctomniyHuyl apTepiajbHUU TUCK - 3MEHIIUTH A03Y Ha OOUH PiBEHb.
rinepTeHn3is [ous. > 150 MM pr. CcT. abo
«0OcobmuBoCTi 01aCTOJIIYHUY apTepialbHUNA TUCK
3aCTOCYBaHHS» ] > 100 MM pT. CT., He3BaXkaw4u Ha

3aCTOCYBaHHS TiNOTEeH3UBHUX

Ipernaparis

CuctomniyHuil apTepiasbHu TUCK * [IpU3YNIUHUTU 3aCTOCYBaHHS, [I0KU

> 160 MM pT. CcT. abo aprepiasbHU TUCK He OOCATHE 3HAUYEHHS

miacTtomnmiyHuy apTepianbHuid THCK < 150/100 MM pT. CT.

> 105 MM pr. CT. * BigHOBUTU 3aCTOCYBaHHS B 3MEHIIEHIN

Ho3i.

Ctynins 4 abo rinepToHiyHUN : OCTaTO4YHO NPUIUHUTHU

Kpu3 3aCTOCYBaHHS.
KpoBoTeua [muB. Ctyminp 3 abo 4 * [IpuU3ynuHUTUA 3aCTOCYBaHHA O
«0OcobmuBoCTi HOpMaUti3auii ctany go cryness 0 yu 1 a6o
3aCTOCYBaHHS» ] BUXIHOTO PiBHA.

* AGO BiZTHOBUTH 3aCTOCYBaHHS B
3MeHIIIeHi# 031, a00 0CTAaTOYHO
IIPUNIMHUATH 3aCTOCYBaHHS IIpenapary
3aJIeKHO Bifl CTYIIeHs TAXKOCTi Ta
CTi#KOCTi Mo6iuHOI peaxiii.

Cepuesa Be3cumntoMHa Kapgiomionatia - [Tpu3ynuHUTY 3aCTOCYBaHHS IO

HEJOCTATHICTH [OuB. ((hpakiiis BUKUAY JIiBOTO HOpMaUti3auii ctany go cryness 0 yu 1 a6o

«0OcobmuBoCTi TyHOouKa Oinbin HixX Ha 20 %, aneno BUXiIHOTO PiBHS.

3aCTOCYBaHHS» ] MeHII HiX Ha 50 % HUXKYa : BimHOBUTH 3aCTOCYBaHHS B
BUXiTHOTO PiBHS a00 HUKYA 3MEHIIeHi# mo3i.

HUXKHBOI MeXKi HOPMH, SIKITIO

BUXIIHUY pPiBeHb He BUMIipIOBaJIN)

3acrTiiiHa ceplieBa HEJOCTATHICTh - OCTaTO4YHO NPUIUHUTHU
13 KJIIHIYHUMU [IPOSIBAMU 3aCTOCYBaHHA.



[Topy1ienHs
3aro€HHs paH

[muB. «Ocob6mMMBOCTI
3aCTOCyBaHHS» ]

Bynp-aKuy CTyIiHb

* Besneka BiTHOBJIEHHS 3aCTOCYBaHHSA
npernapaty [HiiiTa micisa I0foIaHHSA
[IOPYILIEHb 3ar0I0BaHHSA PaH He
BCTaAHOBJIEHA.

* AGO BiZTHOBUTH 3aCTOCYyBaHHS B
3MeHIIeHi# fo3i, ado ocTaTo4YHOo
[IPUIIMHUTY 3aCTOCYBaHHSA IIpernapaTy
3aJIeXKHO Bifl CTyIIeHs TAXKKOCTI Ta
CTiMKOCTi M06iYHOI peaxiiii.

OcCTaTOYHO MPUIIUHUATHI
3aCTOCYBaHHA.

CUHIpPOM 3aIHBLOI
3BOPOTHOI
nmewKoeHIedanomna-Tii
[muB. «Ocob6mMMBOCTI
3aCTOCyBaHHS» ]
[Tporeinypis [ous.
«OcobmuBoOCTi
3aCTOCyBaHHS» ]

Bynp-aKuy CTyIiHb

2 T 6inKa B ceui abo Oinblle 3a
24 roguHU

[Tpu3ynuHUTH 3aCTOCYBaHHA [0
LOOCATHEHHS 3Ha4YeHHS MEHII HiX 2 T 3a
24 TONUHMU.

BimHOBUTH 3aCTOCYBaHHSA B
3MEHIIeHi# mo3i.

* JMEHIIUTH 03y Ha ONUH DiBEHb.

¢ [Ipu3ynuHUTH 3aCTOCYBaHHS [0
HOpMaJti3allil CTaHy 0O CTyNeHS 2.

* BinHOBUTU 3aCTOCYBaHHS B 3MEHILEHIN
Lo31.

[ami moGivyHi peaknii Ctymias 3
Crymins 4

3MiHM [03YBaHHS 3 YpaxyBaHHSIM B3a€MOii 3 iHIMMMU JTiKapCEKUMU 3acofaMu

[MTotyxHi inri6iTopu CYP3A4/5.

Crnip yHUKaTH OQHOYACHOTO 3aCTOCYBaHHS IIpenaparty 3 NoTyxKHuMH iHridiTopamu CYP3A4/5
(TakuMM IK KETOKOHA30J1, iTpaKOHa30J1, KTapUTPOMIIIMH, aTa3aHaBip, iHAnHaBIp, Heda30Mdo0H,
HendiHaBip, PUTOHABIP, CAaKBiHABIP, TEIITPOMILIMH Ta BOPHKOHA30:). [T 0HHOYACHOT0
3aCTOCYBaHHS 3 ITpenapaToM [HiiTa peKOMeHI0BaHO Mig0upaT albTepHAaTUBHUM IIpernapaT
3 BiicyTHIM a00 MiHiMaIbHUM MTOTEHIiaNIoM IpUrHidYeHHS akTuBHOCTI CYP3A4/5.
MoxrMBOCTI 3MiHM 003yBaHHA IIpelapaTy [HiiTa A NalieHTiB, AKi OQHOYaCHO IPUKUMaKTh
noTyxHi iuribiTopu CYP3A4/5, He gocmimxyBamnu. Aje 3a MoTpebu 0OQHOYAaCHOTO
Ipu3HavYeHHs Ipemnaparty [HmiTa Ta notyxHoro iuribitopa CYP3A4/5 peKoMeHI0BaHO
3HMXKYBaTHU 03y Npemnapary [HmiTa mpubau3HO BABiYi, OCKiTbKY BBaXKaAETHCH, 1110 TaKe
3HUXKEHHS [a€ MOXKJIUBICTh I0BepHYTHU 3HaueHHA AUC o fgiana3oHy 3Ha4eHb, K1
CIIOCTEPIraloThCS IIif Yac 3aCTOCYBaHHS Npenapaty 6e3 iHribiTopiB. Y moganbIioMy MOXKIIUBE
migBUIEHHS a00 3HMKEHHS 003U IpemnapaTy [HiiTa 3 orjagay Ha iHAuBigyanbHi TOKa3HUKU
Oe3meKku Ta MepPeHOoCUMOCTi Ipenapary. I1icis 3akiHYeHHS OHOYACHOT'0 IIPUNAOMY
OTY2KHOTO iHTi0iTOpa (4epe3 3-5 mepiofmiB HamiBBUBEMEeHHS iHTiOiTOpa) MO3y mpemaparty
[HiTa crig 3HOBY MiABUINUTY A0 PiBHS, iKW OyB IPHU3HAYEHUH OO MMOYATKYy 3aCTOCYBaHHS
noTyxHoro inriditopa CYP3A4/5 (nuB. po3min «B3aemoisa 3 iHITUMHU JTiKapChbKUMHU 3acobaMu
Ta iHII BUOY B3a€EMOMIN»).

3MiHa I0o3YBaHHS B pPa3i MopylneHHS QYHKIIY MeYiHKK. Y pa3i IpH3HauyeHHs Npenapary [HiiTa

nalieHTaM 3 MOpyIIeHHIM (YHKIIIi TeUiHKM JIeTKOTo CTyneHd (Kimac A 3a kiacudikanieto Yanma -
[T'10) 3HMKEHHS 1TOYATKOBOI J03U IIpenapaTy He MOTpiOHe. 3BaxKalouX Ha faHi GapMaKOKiHETUKH,



nalieHTaM 3 MOpYyIIeHHIM (QYHKIIIN TeYiHKY IOMipHOTO CTyneHd (Kimac B 3a knacudikarieio Yaiinga -
[T't0) cTaHOM Ha ITOYATOK JIiIKYBaHHS CJIifl 3HMXKYBATH [TOYATKOBY HO3Y Mpenapaty [HmiTa mpubnu3Ho
BOBiUi. Y momanpiioMy MOXKJIMBe MMifBUILIEHHST a0 3HUKEHHS 03U IIpernapary IHiiTa, 3 orisgy Ha
inguBimyanbHi MOKa3HUKY Oe3IeKu Ta ePeHOCHMOCTI IIpenapaTy. 3acTOCyBaHHS mpenapaty [Hiita
IJIS TiKyBaHHS MAI[iEHTIB 3 MOPYIIeHHIM QYHKIIII Te4iHKY TSAXKKOro cryneHs (kmac C 3a
Kinacudikauiero Yarinma-I1'10) He mocmigKyBanu (quB. po3min «Oco6IMBOCTI 3aCTOCYBaHHSI» Ta
«PapMaKOKiHETHKA y 0COONIUBUX TPy NAIli€HTIB»).

[NopyiieHHs QYHKII1 HUPOK.

Cneniani3oBaHUX AOCTiAXKEHb 100 3aCTOCYBaHHS aKCUTHHIOY MallieHTaM 3 MOPYIIeHHIMU (PyHKITiH
HUPOK He IIPOBOAUIU. Pe3ynbTaTl MONyNIALIMHUX aHali3iB 3 papMakoKiHETHKY I0Ka3ajy, 1110 ¥
NallieHTIB 3 ICHYIOYHUMHU NMOPYIIEHHSIM (DYHKII1 HUPOK JIETKOT0, TOMIPHOTO Ta TAKKOTO CTYIIEeHS
(knmipeHc KpeaTuHiny Big <15 Mi1/xB 7o <89 Mn/xB) He OyJ10 3HAUHUX BiOXUIeHb TOKa3HUKIB KITipeHCY
akcuTuHiOy (muB. po3min «®apMakokiHeTuKa»). [TallieHTH 3 iCHYIOUUM JIETKUM, TIOMipHUM a60
TSKKUM MTOPYIIEeHHIM QYHKIIIi HUPOK He oTpebyIoTh KOPEKIIil IT0YaTKOBOI 1031. 3aCTOCOBYBATH
mpernapar Ojis JIiKyBaHHS TallieHTiB 3 TepMiHaIbHOIO CTafi€l0 HUPKOBOI HEJOCTATHOCTI (KJTipeHc
KpeaTuHiHy <15 MJi/xB) ciiif 3 06epexkHICTIO.

3aCcTOCyBaHHA IallieHTaM JiTHbOrO BiKY

XBOpi JIiTHBOTO BiKy He MOTPeOyioTh KOPEKIlil 4o3u npenapaty (AuB. po3ninu «dapMakoKiHeTHKa» Ta
«Oco0IMBOCTI 3aCTOCYBaHHS»).

Himu

Beamneka Ta e()eKTUBHICTh 3aCTOCYBaHHS IIpemaparty [HiiTa giTaM He OOCIigXKeHi.

Ilepedo3yeanus
Y pasi nepepmo3yBaHHA IpenapaToM [HiTa cienu@iyHOro aHTUAOTY HEMAE.

Y X0[i KOHTPOILOBAHOT'0 KJTIHIYHOTO OOCIIiIXKEeHHs 3aCTOCYBaHHS npenapaty [HiiTa Os jJiKyBaHHSA
HUPKOBOKJIITUHHOL KApLIUHOMU OJUH INallieHT HeHaBMUCHO IIpUKMaB IIpenapart y fo3i 20 Mr aBidi Ha
OEHb IIPOTATrOM 4 [HIB Ta Bif4yyBaB IIpU IIbOMY JIETKE 3allaMOPOYEHHS.

Y xopi K/TiHIYHOTO [OCTigXKeHHS, METOI0 IKOro OyJI0 BU3HAYEHHS 03U IIpenapary IHimiTa, B
y4aCHUKIB, SKi OTpUMYBaJIu IIpemnapar y mo4yaTkoBux go3ax 10 a6o 20 Mr [Bidi Ha [leHb, BUHUKAIH
no0iyHi peaktii, 1110 BKII0YaJK apTepiajbHy riepTeH3iio, CyJOMH, TI0B’s13aHi 3 apTepialbHOI0
rinepTeH3i€lo, Ta KPOBOXapKaHHA 3 JIeTAJIbHUM HaCIIigKOM.

AK110 iCHYIOTH IiA03pHU IIOA0 Nepefo3yBaHHs IpernapaToM [HiliTa, IpUioM IpenapaTy Clif
IIPU3YIMHUTY Ta PO3MOYATU CUMITOMATUYHE JIIKyBaHHS.

ITobiyHi peakuii

HactynHi KniHiuHO 3Ha4yIi nobivyHi peakilil GisbII JeTaabHO OMKcaHi ¥ po3mini «Oco0nuBoCTi



3aCTOCYyBaHHS»:
- apTepiasbHa TinepTeHsis;

- apTepianpHa TPOMOOEMOOITis;

- BeHO3Ha TpoMb6oeMOois

- KpPOBOTEYa

- ceplieBa HeIOCTaTHICTh

- nmepdopallis TPaBHOTO TPAKTy Ta YTBOPEHHS (icTyn

- nuCcYHKIIIS IUTOBUIHOI 3a7T03U

- CHHIIPOM 3alHLOI 3BOPOTHOI nekoeHedanonatii (C33J1)
- IIPOTEIHYpis

- IiTBUITIEHHS PiBHS IIE€YiHKOBUX (PEPMEHTIB

- NOpPYIIeHHS (YHKIIil IeYiHKA

OckinbKu KITiHIYHI [OCTigXKEHHS TPOBOAATH V IyXKe BapiabebHUX YMOBaX, 4YaCTOTa MOGIYHUX
peaxliif, 3apeeCcTpPOBaHMX IIifl YacC KJTiHIYHUX HOCTiAXKEeHb JTIKapChKOTO IIpernapary, He Moxe 0yTu
0e3mocepeqHbo MOPiBHSIHA 3 YaCTOTOI MOOIYHUX PeakIfiii, OTPUMaHHUX ITifl YacC KITiHIYHUX JOCIIiIXKeHb
iHIIIOTO TIpemapary; TakKoX Ig YaCTOTa MOXKe He BigoOpazkaTH Ti€l, 10 CIIoCTepiraeThCs y KIiHiuHiHl
IIPaKTHUL.

Beamneky 3acTocyBaHHS IIpemnapaTy [HiliTa OIiHIOBalK y X0l HOCTiIXKeHb pexkKUMy MOHOTeparlil 3a
ydacTio 715 maifieHTiB, 3 gkux y 537 OyJia momupeHa HUPKOBOKJIITHHHA KapiuHoMa. HaBepeHi y
po3mini «ITo6iuni peakiii» maHi CTOCYIOThCSA 3aCTOCyBaHHs npenaparty [Hmita 359 marienTam 3
IO PEHOI0 HUPKOBOKTITUHHOIO KapIMHOMOIO, SIKi Opaiu y4acTh ¥ paHAOMi30BaHOMY KITiHIYHOMY
OOCIIXKeHHi, e mpenapar [HmiTa mopiBHIOBaIu 3 copadeHibom.

Iloceid 3acmocysaHHA nid yac KAiHiYHUX 00CAI0NHCEHD.

Cepe[nHs TPUBAIIICTD JIiIKyBaHHS CTaHOBUIA 6,4 Micsans (miama3oH Big 0,03 mo 22 micsuiB) ans
MallieHTiB, AKi oTpuMyBanu IHmiTy, Ta 5 micauis (miama3on 0,03-20,1 micsaus) gis naLi€eHTIiB, AKi
oTpumMmyBanu copadeni6. Mogudikaiii fo3u abo TEUMYacoBe MIPUIMHEHHS JTiKyBaHHS Yepe3 PO3BUTOK
HebaxkaHol peakiii 6ynu notpidHi 199 marmientam 3 359 (55 %), AKi oTpuMyBanu npemnapar [HiiTa, Ta
220 manierTaMm 3 355 (62 %), sKi oTpuMyBanu copadeHiod. Yepes po3BUTOK HebaKaHUX peakllii
JiKyBaHHS 0yJI0 OCTaTO4YHO npunuHeHe 34 nanienTtam 3 359 (9 %), ki oTpuMyBanu mpenapar [HiiTa,
Ta 46 nmamientam 3 355 (13 %), siKi oTpuMyBanu copadeHio.

Hai6inbin momupeHuMu (4acToTa BUHUKHEHHS =20 %) mob6iuHUMU peaklisMHu, sIKi criocTepiramucs
IIPY 3aCTOCYBaHHi mpenapary Iunita, Oynmu: miapes, apTepiasibHa rinepTeH3is, CTOMIIOBAHICTE,
3HUXKEHHS aleTuTy, Hy[oTa, JUC(hOHis, CHHAPOM AOJIOHHO-MITOIIOBHOL €PUTPOAU3ECTE31], 3HUKEHHS
MacH Tinta, 6/1I0BaHHS, aCTEHis Ta 3allOpH.

Y Tabnuni 4 BigoOpazxkeHo nmobiuHi peakiiii, 3apeecTpoBaHi ¥y =10 % matieHTiB, SKi oTpuMyBanu
npemnapart [Hmita abo copaderiod.



Tabnuus 4

IamiTa Copadeniod
(N=359) (N=355)
[To6iuni peaxii® Bci Crymnins 3 Bci Crymins 3
crymeni’ abo 4 crymeni’ a6o 4
% % % %
Iiapes 55 11 53 7
AprTepiasnbHa rinepTeHsis 40 16 29 11
CToMIIOBaHICTh 39 11 32 5
3HUKEHHS alleTUTy 34 5 29 4
Hynota 32 3 22 1
Hucdonis 31 0 14 0
CHHIpPOM [OJIOHHO-IiIOIIIOBHOI €PUTPOAU3ECTESil 27 5 51 16
3HMKEHHS MacH Tina 25 2 21 1
bmoBanHsa 24 3 17 1
AcrTeHis 21 5 14 3
3amop 20 1 20 1
lnotupeos 19 <1 8 0
Kamens 15 1 17 1
3amaneHHs CIU30B0I 000JIOHKH 15 1 12 1
Aptparnris 15 2 11 1
CromaTuT 15 1 12 <1
3agumkKa 15 3 12 3
Bine y XKuBOTI 14 2 11 1
'omoBHMI Oinb 14 1 11 0
Binp y KiHLiBKax 13 1 14 1
Bucumnanusa 13 <1 32 4
[IpoTeinypis 11 3 7 2
IIncreais 11 0 8 0
CyxicTb WKipu 10 0 11 0
[ucnencis 10 0 2 0
CBepbix 7 0 12 0
Anomneris 4 0 32 0
Epurema 2 0 10 <1

* BimoOGpakeHHS y BilCOTKaX yCiX KaTeropii peakxiliii, 110 BUHUKAJU Y XO[i TiKyBaHHS.
S Kputepii y3aranbHeHoi TepMmiHomorii as mo6iunux peakiiit HalioHansHOTo iHCTUTYTY Paky,
Bepcii 3.0.

HaBepeHi Huxk4e mobiuni peakiii (yciX CTymeHiB TSKKOCTi) y HAIiEHTIB, IKi OTPUMYyBasu TiKyBaHHS
mpernapaToM [HiiTa, BUHKMKANU 3 4acToToio <10 %. Cepeq 1ux peakuiit 0ynu 3amamopoueHHs (9 %),
6inb y BepxHilt yacTuHi KuBoTa (8 %), mianris (7 %), nerigpaTatis (6 %), HocoBa KpoBoTeua (6 %),
aneMis (4 %), remopou (4 %), rematypisa (3 %), O3BiH y Byxax (3 %), mipgBuieHHs piBHIB jina3u (3 %),
rimoconuHist (3 %), emOonist mereHeBoi apTepii (2 %), KpoBoTeda 3 IPSIMOI KUIIKHY (2 %),
KpoBOoxapKaHHS (2 %), Tpom603 rimubokux BeH (1 %), okmio3ist/TpoM003 BeH CiTKiBKH (1 %),
noninuremis (1 %) Ta TpaH3UTOPHa imeMiyHa aTaka (1 %).

Y Tabnuii 5 HaBemeHO HaMOINbII MTOIMPEH] BifXUIeHHS ITOKa3HUKIB Ta00paTOPHUX aHaMi3iB, 1110
3apeecTpoBaHi y =10 % mauieHTiB, fIKi oTpuMyBanu npemnapart [HiiTa abo copadenit.

Tabnuug 5



IamniTa Copadeniod

BigxunenHus nabopaTopHOTO N Bci Crymias 3 N Bci Crymins 3
TNOKa3HUKa cryneni® abo 4 ctymeni® abo 4
% % % %
KrixiyHi TOKa3HUKY KPOBI
3HUXKEHHS PiBHS reMoriao0iHy 320 35 <1 316 52 4
3HNKeHHS (a0COJIITHOr0) Yncia 317 33 3 309 36 4
NiMGOITUTIB
3HUKEHHS KiJTbKOCTi TPOMOOLIUTIB 312 15 <1 310 14 0
3HUKEHHS KIJILKOCTI JIeMKOIIUTIB 320 11 0 315 16 <1
bioxiMiuHI MOKa3HUKU KPOBI
[TigBuIleHHS PiBHSA KPEaTUHIHY 336 55 0 318 41 <1
3HUXKEHHS piBHS OiKapOoHATy 314 44 <1 291 43 0
linoxkaneuieMis 336 39 1 319 59 2
[TipBumenHs piBHA JI® 336 30 1 319 34 1
lneprnikeMis 336 28 2 319 23 2
[TigBUIIEHHS PiBHA MIilla3u 338 27 5 319 46 15
[NinBuIIEeHHS aKTUBHOCTI aMinas3u 338 25 2 319 33 2
[TipBumenHs piBHSA AJIT 331 22 <1 313 22 2
[TipBumenus piBas ACT 331 20 <1 311 25 1
limepHaTpiemis 338 17 1 319 13 1
linoansbyminemist 337 15 <1 319 18 1
lnepkamiemis 333 15 3 314 10 3
lNnormikemis 336 11 <1 319 8 <1
limonatpiemis 338 13 4 319 11 2
linmodocdaremis 336 13 2 318 49 16

* Kputepii y3aranpHeHoi TepMiHoOTii 171 mo6iuHux peakuiyt HallioHanbHOTO iHCTUTYTY paky, Bepcil
3.0:

JI® - nyxHa dhochaTtaza; AJIT - ananinamiHoTpaHchepasa; ACT - acnapraTaMiHoTpaHcdepasa.

3MiHM OKpeMux JTabopaTOPHUX ITOKa3HUKIB (BCiX CTyIeHiB BUpaxeHOoCTi) cnoctepiranuca y < 10 %
NallieHTiB, IKi OTPUMYyBau IIpenapart [HliTa, y TOMy 4UCJIi HMiIBUIIEHHS PiBHS reMorao0iHy Bullle
BepxHBbOI MexXi HopMH (9 % y rpyni npenaparty IHnita nopiBasHO 3 1 % y rpymi copadenidy) i
rinepkanbiieMis (6 % y rpymi npenapaty IHmiTa nopiBHsHO 3 2 % y rpymi copadenioy).

ITocTpeecTpaliiHUK TOCBIM

3a3HaueHi HuUXKYe Mo6iyHi peakuii OyIu 3apeecTpoBaHi y MmiclsipeecTpalliinoMy OOCBimi
3aCTOCyBaHHS Ipemnapary IHmita. OCKinbKY 11i TOBiOMIIEHHST HAAXOOUIU NOOPOBIIBEHO Bifl MOMY TSI
HEBU3HAYEHOT0 PO3Mipy, HEMOXKJIMBO TOYHO OI[iHUTH iX 4aCTOTy ab0 BCTaHOBUTHU IIPUYUHHO-
HACIiIKOBUM 3B'I30K 3 €KCIO3UIIEIO0 IIpenapary.

3 00Ky CyAMH: apTepiaibHi (BKITIOYHO 3 aOPTaIbHUMU) aHEBPU3MHU, NUCCEKIIl Ta PO3PUBH.

3BiTYyBaHHS IIPO MOXKIUBI MOGIYHI peakirii



[ToBimomneHHs mpo Mo6iuHi peakiril micis peecTpallii TikapchKoro 3aco0y Ma€ BaXK/IMBe 3HAYEHHS.
Lle nae 3MOry MPOBOOUTH MOHITOPUHT CIiBBiIHOIIEHHS KOPUCTL/PU3UK IIPU 3aCTOCYBaHHI ILOTO
JiKapchbKOro 3acoby. MeguuHuM Ta ¢hapMalleBTUYHUM IIpalliBHUKAM, a TAKOXK IaliieHTaMm abo ix
3aKOHHUM IIpe[CTaBHUKAM CJIif] TIOBiTOMJISITH TIPO YCi BUTTAAKHU IiI03PI0OBaHUX MOOIYHUX Peakilii Ta
BifiCcyTHOCTI e(peKTHUBHOCTI TiKapCchKOro 3aco0y yepe3 ABTOMaTH30BaHY iHGOpPMaIliliHy CUCTEMY 3
(dapMaKoHarnsany 3a nocunaHHAM: https://aisf.dec.gov.ua.

TepMmiH npudamHocmi. 3 pokwu.

YMoBH 30epiranHsi. 36epiratu npu Temmnepatypi Hux4de 30 °C y HeIOCTYIHOMY [JIs HiTe# Mictii.

YnakosBka. [To 14 Tabnetok y 6mictepi. ITo 2 a6o o 4 GiicTepu B KAPTOHHIM KOPOOIIi.

Kareropis Bigmycky. 3a peLenTom.

Bupo6nuk. [1daiizep Mentopekuypunr [Jonunenn I'm6X/Pfizer Manufacturing Deutschland GmbH.

Micue3Haxo/KeHHsI BHPOOHHKA Ta HOro afipeca Micus NPOBaiKeHHs Tis/IbHOCTI.

BetpibmirerTe ®paitbypr, Mycsanbgans 1, 79090 dpaiibypr, Himeuunna/

Betriebsstatte Freiburg Mooswaldallee 1, 79090 Freiburg, Germany.



