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IHCTPYKUIA
4151 MeAUYHOr0 3aCTOCYBaHHs! NiKapCbKOro 3acoby

A®IHITOP
(AFINITOR®)

Cknag:

[Jitova pevosuHa: everolimus ;

1 tabneTka MictuTb 2,5 mMr a6o 5 mr, a6o 10 mMr eBeponimycy;

[IOMOMI>KHI peyoBUHU: NakTo3a 6e380fHa, KPOCMOBIAOH, FiAPOKCMMPONIIMETUILIENONO03], TaKTO3U MOHOTIAPAT, MarHito cteapart, 6yTuarigpokcutonyon (E 321).

Nikapcbka hopma. TabneTku.

OCHOBHI (0i31KO-XiMi4Hi BNaCTMBOCTI:

[noBracTi TabneTku Bif 6iN0ro [0 3nerka >X0BTyBaTOro KO/bOpPY, 3i CKOLLEHUMU Kpasamu, 6e3 pUCKM, 3 TNafieHbKOK MOBEPXHED;
2,5 Mmr: TabneTku 3 Big6uTKOM «NVR» 3 0HOro 60Ky Ta «LCL» 3 iHLIOrO;

5 mr: Tabnetku 3 BifonMTKoM «NVR» 3 04HOr0 60Ky Ta «5» 3 iHLLOrO;

10 mr: TabneTkm 3 Bif6GUTKOM «NV R» 3 04HOT0 60Ky Ta «UHE» 3 iHLWoro.

dapmakoTepaneBTUYHa rpyna. AHTUHEONACTUYHI 3aC06M. IHLWI aHTUHEONNaCTUYHI 3aco6M. IHriGiTopy npoTeiHkiHasm. Kog ATX LO1X E10.

dapmaKonoriyHi BnacTuBOCTI.

dapmakofuHamika.

EBeponimyc — cenektnBHuil iHri6itop mTOR (miweHi panamiunHy y ccasui). mTOR sBnsic CO60I0 OCHOBHY CEpUH-TPEOHIHKIHA3y, aKTUBHICTb AKOI
NiABMLLYETBCS NPU PO3BUTKY 6araTbox BIAiB OHKONOTIUHMX 3aXBOPIOBAHb IHOANHM.

EBeponimyc 38’A3yeTbCA 3 BHYTPILUHBbOKNITUHHUM 6inkom FKBP-12, yTBOPIOKOUM KOMMNEKC, WO MPUTHIYYE akTUBHICTb Kommnekcy-1 mTOR (mMTORCL).
MpurHiyeHHa curianbHoro wnaxy mTORCL nepelukopkae TPaHCAALT Ta CUHTe3Y 6iNKiB LUIAXOM 3HIDKEHHS aKTWBHOCTI PUG0COMabHOT MpoTeiHKiHasn S6
(S6K1) Ta eykapoTuyHOro haktopa enoHrauii 4E-38’a3yrouoro 6inka (4EBP-1), wo peryntoe 6ink, 3agisHi B KNITUHHOMY LMK/, aHrioreHesi Ta rnikonisi.
BBaxaeTbes, Wo S6K1 docdopuntoe fomeH 1 akTWBAUiiHOT (hYHKLiT pelenTopa ecTporeHy, skwid BifnoBifae 3a NiraHA-HesanexHy akTUBaLilo peLenTopiB.
EBeponimyc 3HWXye piBHi (hakTopa pocTy eHgoTenito cyauH (VEGF), sikuii MOoCWntoe MpOLECK aHrioreHesy NyxauHW. Y nauieHTiB 3 TCK nikyBaHHs
€BepoNiMycoM NpU3BOANUTL A0 MiABWLLIEHHS KOHLeHTpauii VEGF A Ta 3HwxeHHs VEGF D. Eeponimyc — CubHOAiOUWIA iHriGiTOp pocTy Ta nponicepauii
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NYXAUHHWX KNiTUH, KNITUH eHgoTenito, hibpo6nacTis Ta rnagkomM’sa30BKX KNiTUH KPOBOHOCHUX CYAMH; BiH 3HWXYE FNiKOMI3 Y CONMigHMX MyXAnHaX in vitro Ta in
vivo.

dapmakoKiHe THKa.

Abcopbuig.

Y naujieHTiB i3 CONAHMMN NyXMHaMK Ha MisHili CTafii MakcuManbHi KOHLUEeHTpaLii eBeponimycy (Cpay) AOCATalOTLCA Yepes MefiaHy uacy, L0 JopiBHIoE 1
roAwHi, NicnA WO/AeHHOro 3acTocyBaHHA 5 a6o 10 Mr eBepoiMycCy HaTLLe a6o 3 NIErkok HEXVPHOLO keto. 3Ha4eHHS Crngy MPOMOPLiiHE [0 03K B AianasoHi Bifg 5
n0 10 mr. EBeponimyc HanexuTb fj0 Cy6CTpaTiB Ta MoMipHUX iHridiTopis PgP.

Bnaus ixi.

Y 310p0BMX A06POBOLLIB XKa 3 BUCOKUM BMICTOM XWPIB 3HIKYBaNa CUCTEMHY ekcro3uito 10 mr AdiHiTopy (BuMipsaHy 3a gonomoroto AUC) Ha 22 %, 8 Cigy —
Ha 54 %. HexxmpHa ixa sHmkysana AUC Ha 32 %, a Cyax — Ha 42 %.

MpoTe a He Masia O4eBWAHOTO BN/IMBY Ha NPOiNb «KOHLEHTpaLis — yac» Ans noctabeopbuiiiHoi thasu.

BigHocHa 6i040CTYNHICTb/6ioeKBiBANEHTHICTb.

Y pocnifpkeHHi BigHOCHOT 6iogocTynHoOCTi 3HaveHHs AUCq iy Npu npuiiomi Tabnetok eseponimycy B A03i 5 x 1 Mr y BUrNsgi BOAHOI CycneHsii 6yno
€eKBiBa/IeHTHe BiANOBIAHOMY 3HaUEHHIO NPU NPUAOMI IHTaKTHUX TabneTok eseponiMycy B 403i 5 x 1 Mr. 3HaueHHs Cpg NPU NPUIioMi TabNeToK eeponimycy B
[03i 5 x 1 Mr y BUrnsgi cycneHsii cTaHoBMO 72 % Big BifNOBiAHOTO 3HaYeHHS NPY NPUIAOMI iHTaKTHWUX TaGNeTok eBeponimycy B 403i 5 x 1 Mr.

Posnogin.

CniBBiHOWEHHA KpoB/nNnasma Ans eBeponimycy, WO 3a7eXuTb Bif KOHUEHTpaLii B AianasoHi Big 5 fo 5000 Hr/mn, ctaHoBWTb Bif 17 Ao 73 %. KinbkicTb
€Beponimycy, Lo MICTUTLCA Y NnasMi, CTaHOBUTL Npn6AN3HO 20 % Bif 3arasibHOT KOHLEHTPaLT Y KPOBI, L0 CNOCTEPiracTbea y XBOPUX Ha pak, AKi 3aCTOCOBYOTb
AdiniTop no 10 mr/goby. 38’A3yBaHHA 3 6inKamu NNasMu CTaHOBWUTb NPUGAM3HO 74 % AK Yy 3[0pOBUX A06POBOMBLLIB, Tak | Yy MNauieHTiB 3 MOMIPHUMM
NOpYLLUEHHAMMN (YHKLIT NeYiHKN.

Y nauieHTiB i3 nporpecyounMm conigHumm nyxnnHamu Vd ctaHosus 191 1 AN BUAUMUX LIHTPaNbHIUX YaCTUH i 517 1 Ans BUAMMUX NepUtepuyHUX YacTuH.
MeTabonism.

Eseponimyc — cy6eTtpat CYP3A4 ta PgP. Micns nepopaibHOro 3acTOCyBaHHA €BepoiMyC € OCHOBHWUM LIMPKY/HOOUYMM KOMIMOHEHTOM Y KPOBI IIOAUHW. Y KPOBI
TIOLAMHN BYNN BUSBNEHI LWICTb OCHOBHUX METaGo/iTiB eBepOMliMYCY, BK/OYAKOUM TP MOHOTiAPOKCU/ILOBaHI MeTaboniTh, fABa FiApoKCUIbOBaHi NPOAYKTU 3
BiKPUTUM KinbLieM Ta (hocthaTUANNXONIHOBMIA KOH'toraT eseponimycy. Lii metabonit Gynm TakoX BWsIBMEHI y TBapuH, Ha SIKUX NPOBOAWAN [OCHIMKEHHS
TOKCUYHOCTI. AKTMBHICTb X MeTaboniTis 6yna maiixe y 100 pa3iB MeHLLIO 3a aKTUBHICTb eBeponiiMycy. OTXe, eBeponiiMyc Bifirpac ronoBHy ponb Yy 3aranbHii
(hapMaKooriyHiil akTUBHOCTI.

Eniminauis.

CepefiHe 3HayeHHs CL/F eseponimycy nicns WwoAeHHoi 4o3n 10 Mr y nauieHTiB i3 ConigH1Mu nyxanMHamn Ha nisHiii cTagii ctaHoBuno 24,5 niroguHy. CepegHiii
enimiHaviiiHWiA nepiog HaniBBMBeSEHHS €BEPONIMYCY CTAHOBWTL NPUGAN3HO 30 FOANH.

CneuianbHWUX JOCAIMKeHb BUBEEHHS 3 Y4aCTIO OHKOMALEHTIB He NPOBOAWAN, MPOTE € AaHi JOCNIAKEHb 3 YYacTIO MaLieHTiB, AKi MepeHecnn TpaHCmaHTaLit.
Micna 3acTocyBaHHA OJHOPA30BOi [j031 €BEpPONiMYCY, MiYEHOro pafioakTMBHWUM i30TONOM, pa3oM 3 LyknocrnopuHom 80 % pajioakTWBHOCTI BMBOAMIOCA 3
thekaniamu, a 5 % — i3 ceyeto. Y kani Ta ceyi NoyaTKOBa peyHoBKHa BUsBNEHA He Byna.

PapMaKoKiHETVKa PIBHOBAXKHOIO CTaHy .

Micns 3acTocyBaHHA eBepONiMYCY Y NaUieHTIB i3 CONiAHUMMU NyXIMHaMK Ha Mi3Hili cTagii piBHOBaXXHE 3HaueHHs AUC-T 6yn0 nponopLiiiiHe 40 f03K B fiana3oHi
[eHHVX A03 Big 5 A0 10 Mr. PiBHOBaXHWIA CTaH OCAraBCs MPOTAIOM 2 TWKHIB. 3Ha4eHHS Cpay MPOMNOPLiliHE A0 403U B Aiana3oHi Bif 5 A0 10 Mr. 3HaYeHHS tyay




crocTepiraeTbes vepes 1-2 roanHu Nic/s 3acTocyBaHHA 03U. 3HaueHHs AUC ¢ Ta MiHiMaibHa KOHLIEHTPaL,if Nepe/ 3aCTOCYBaHHAM 031 3HAUHO KOPe/oBaIu.
Oco6/mBi rpynu NaLieHTiB.

MopyLeHHA dyHK eYiHKU.

Besneky, NepeHOCMMICTb Ta (hapMakoKiHETUKY eBeponiiMyCy OLiiHIOBaAM y ABOX AOCANI[KEHHAX O4HOPAa30BUX MepopabHKX [03 AdiHiTopy 3 yvacTio 8 Ta 34
[opocnmx ocib 3 NopyLUeHHAM PYHKLiT MeYiHK/ NOpiBHAHO 3 0C06aMK 3 HOPMaNbHO (hYHKLIEID NEeYiHKN.

Y nepwomy AOCNifKeHHi cepefHe 3HadveHHs AUC eseponimycy y 8 oci6 3 MOMipHMM MOpyLUEHHAM (YHKLUIT neyiHkn (knac B 3a Yalingom-I1’t0) BABiui
nepesWLLyBano NOKa3HWK, 3ahikcoBaHuii y 8 0Ci6 3 HOPManbHOK (YHKLIEIO NeYiHKM.

Y [ipyromy fOCNiPKEHHI 3a y4acTto 34 0Ci6 i3 Pi3HAM CTyneHem nopyLUeHHst yHKLIT nediHkn ekcnoauuis npenapaty (To610 AUC jnf) Y NaLieHTIB i3 nerkumu
(knac A 3a Yaiingom — M°10), nomipHumu (knac B 3a Yaiingom — M°10) Ta THxkumm (knac C 3a Yaiingom — M°10) nopyLeHHaMW neviHky 6yna BignosigHo y 1,6,
3,3 Ta 3,6 pasa BULLOHO, HIXX Y 340POBUX J06POBOBLLIB.

Pe3ynbTatm mMogentoBaHHA (hapMakOKiHETUKM npenapaTy npu 6GaraTopasoBOMy 3aCTOCYBaHHi CBifyaTb Ha KOpUCTb [03yBaHHA MpenapaTy naieHTam 3
NOPYLLEHHAM (YHKLLT NeYiHKW 3a1eXHO Bif IXHbOT0 CTaTycy 3a Knacudikauieto Yaiinga — M’to.

3BaXaroum Ha pesy/bTaTv ABOX AOCNIMKeHb, NauieHTaM i3 NOpyLUEHHAMW (YHKLIT NeYiHK peKoMeH0BaHa KOpeKLis [03K.

MopyLueHHs (YHKLIT HAPOK.

Y naujieHTiB i3 CONAHNMN MyXMHaMK Ha Ni3HIA CTagil CyTTEBOro BNAMBY KNipeHCy KpeaTWHiHy (25-178 mn/xB) Ha 3HauyeHHs CL/F eBeponimycCy BUSIBNEHO He
6yno. MopyLeHHa thyHKUiT HAPOK nicna TpaHcnnaHTauii (4ianasoH KnipeHcy KpeaTuHiHy 11-107 mn/XB) He BNAMBANO Ha (hapMakOKIiHETUKY eBeponimycy Y
navieHTiB, AKi NepeHecn TpaHCMIaHTaLlito.

MauieHTV NiTHBLOTO BiKY.

Mpu hapmMakoKiHETUYHIN OLiHLi OHKONOTiYHKX XBOPUX 3HAYHOTO BNMBY BiKy (27—85 pokiB) Ha KipeHe eBeponimMycy npy nepopanbHOMY 3aCTOCYBaHHI BUSBNEHO
He 6yno.

ETHiYHa NpUHANeXHICTb.

KnipeHc eBeponimycy npu nepopanbHOMY 3acTocyBaHHi (CL/F) ofHakoBwiA y maLlieHTiB MOHFONOIAHOI pacu Ta NauieHTiB €BPOMEOiAHOI pack 3 OfHaKOBOK
(hyHKLUi€t0 NeYiHKK. 3 ornagy Ha aHanis nonynAuiiHoi dapmMakoKiHeTUKM, KnipeHC Npu nepopanbHoMy 3acTocyBaHHi (CL/F) y nauieHTiB HerpoigHoi pacu, sKi
MepeHecn TpaHCMNaHTaLito, B cepeHbOMY Ha 20 % BULLWIA.

KniHiuHi xapaKTepucTuku.

MokasaHHs.

- JlikyBaHHA y KOMGiHaujii 3 €eK3eMecTaHOM TMpOrpecyHoro ropMOH-PeLEenTop-No3nTMBHOro, HER2-HeraTMBHOroO paky MOMOYHOI 3a7031 Y XKIHOK Y
nocTMeHoNay3HoMy MepioAi, y AKUX BiACYTHI LIBMAKOMNPOrpecytodi 3aXBOPIOBaHHA BHYTPILLHIX OpraHiB, AKLLO NonepeAHs Tepanisi HeCTEPOiAHUMU iHriGiTopamn
apomatasu npusBena [0 peLnamBy a6o nporpecyBaHHs.

- JlikyBaHHsA HeonepabenbHNX abo MeTacTaTU4HKX, [O6Pe YW MOMIPHO AnepeHLIIioBAHNX HePOEHAOKPUHHUX MYXAUH MifLLTYHKOBOI 3371031 Y [0POCANX
navieHTiB 3 MPOrpecytoynM 3aXBOPIOBAHHAM.

- JlikyBaHHA NaLieHTiB i3 HepOeHAOKPUHHUMM MYX/MHAMW LLINYHKOBO-KWLWIKOBOrO TPakTy abo nereHb. MpenapaT AQiHITOP Npu3HaveHwii Ana nikyBaHHSA
HeonepaGenbHUX a6o MeTacTaTUUHUX, [Jo6pe AudepeHLUilioBaHnx (cTyneHs 1 a6o CTyneHs — 2) HedyHKLiOHYOUMX HEeNPOEHAOKPUHHUX MYXWMH
LLTYHKOBO-KVLLIKOBOTO TPaKTY ab0 nereHb y JOPOC/ANX 3 MPOrPeCcHBHIM 3aXBOPIOBAHHAM.

- JTlikyBaHHA NauieHTiB 3 HUPKOBOK/ITMHHO KapLIMHOMO Ha Mi3Hili cTagii, y AKX 3aXBOPHOBaHHA Nporpecye Ha Ti abo nicns VEGF-Tepanii (cnpsmoBaHoi Ha
(hakTop POCTY EHAOTENIIO CYAWH).



MpoTunoKasaHHsA.
MigsuiLeHa YyTAMBICTb [0 AitOYHOT PEHOBUHM, IHLLMX NOXIAHUX panamilHy abo Ao 6y/Ab-KOT [ONOMIXHOT PeYOBUHM NiKapCbKOro 3acoby.

B3aemogist 3 iHLIMMK NnikapcbKMMK 3acobamit Ta iHLLi BUAW B3AEMOZIiA.

EBeponimyc € cy6etpatom CY P3A4, a Takox cy6cTpaToM Ta NOMipHUM iHri6iTopom PgP. OTxe, Ha abcopbuito Ta noganbluy enimiHauito eseponiMmycy MoxyTb
BM/IMBATW PEYOBUHMY, WO AitoTb Ha CY P3A4 Ta/abo PgP. In vitro eBeponimMyc € KOHKYpeHTHWUM iHri6iTopom CY P3A4 Ta 3miluanum iHri6itopom CY P2D6.

Bigomi Ta NoTeHLilHi B3aeMogil 3 AeskuMU iHriGiTopamm Ta iHgykTopamu CY P3A4 Ta PgP 3a3HaueHo y Tabnuui 1.

IHriGiTopy CY P3A4 Ta PgP, Lo NigBunLLy0Tb KOHLEHTpaLito eBeposiiMycy.

PeyoBuHM, Wo iHribyroTe CYP3A4 abo PgP, MoXyTb NiABMLLYBaTW KOHLIEHTpALLito eBeponimMycy B KpPOBI, yNoBiNbHIOIOUM MeTaboniam abo editoke eBeponimycy 3
KNITUH KULLIEYHUKY.

IHayKTOpK CY P3A4 Ta PgP, 1110 3HU)XYHOTb KOHLIEHTPALLit0 eBEeposiMycCy.

PeyoBuHm, Wo iHaykyoTe CYP3A4 a6o PgP, MOXyYTb 3HUXKYBATU KOHLIEHTPaL|it0 eBeponiMycy B KPOBi, MPUCKOPLOOUM MeTaboni3M abo ednitoke eeponimycy 3
KNITUH KULLEYHNKY.

Tabnuugs 1
Brnaus iHWKX fil04NX PEUYOBUH Ha eBepoAiMyC.
AKTVBHa B3aemogis — 3miHa AUC PekomeHpaLliT LOA0 0AHOYACHOTO 3aCTOCYBaHHS
peyoBuHa 3a /Cmax €Beponimycy

BW/IOM B3aEMOgIT -
A A KoegiLlieHT 3HaueHb

Cepe/jHbOro
reoMeTpU4HOro
(cnocTepexxyBaHwii
[fianasoH)

MoTy>kHi iHri6iTopn CYP3A4/PgP

KeTokoHason 3HayeHHs AUC He pekomeHf0BaHe 04HOYaCcHe 3aCTOCyBaHHA AdiHiTopy
36inbLumnoca y 15,3 | Ta NOTYXHMX iHribiTopiB.
pasa (gianasoH 11,2-22,5).

3HaueHHs Cyax
36inblumnoca y 4,1 pasa
(nianasoH 2,6-7).

ITpakoHason, He gocnigxysanocs.
r03aKkoHaso/1, Moxinse cunbHe
BOPUKOHA30/1 NigBULLEHHS
TeniTpoMiLuH, KOHLieHTpaLit

KNapuTPOMiLMH eBeponimycy.




HedhasonoH

PuToHasip,
aTasaHasip,
CakBiHaBip,
AapyHasip,
iHAVHaBIp,

HendiHasip

MomipHi iHri6iTopn CYP3A4/PgP

EpuUTpOMiLmMH

3HaueHHa AUC
36inbwmnocay 4,4
pasa (gianasoH 2-12,6).
3HaueHHs Cryax
36inbwmnocsa y 2

pasa (gianasoH 0,9-3,5).

IMaTUHI6

3HaueHHs AUC
36inbwmnocay 3,7
pasa.

3HaueHHs Cryax
36inblwmnocay 2,2
pasa.

Bepanamin

3HaveHHs AUC
36inbwmnocay 3,5
pasa (gianasoH 2,2-6,3).
3HaueHHs Cryax
36inbwmnocay 2,3

pasa  (gianasoH
1,3-3,8).

LivknocnopvH gna
nepopasibHoro
3aCTOCYBaHHs

3HaueHHs AUC
36inblmnocay 2,7
pasa (gianasoH 1,5-4,7).
3HaueHHs Crgx

36inbwmnocay 1,8
pasa (gianasoH 1,3-2,6).

AKLLO 3aCTOCYBaHHs NOMipHKMX iHriGiTopis CY P3A4 a6o
PGP YHWUKHYTU He MOXHa, CNifj BUABNATU 06EPEeXHICTb.
FAKIWO nauieHT noTpebye OAHOYACHOTO 3acTOCyBaHHs
nomipHoro CYP3A4 a6o PgP iHribiTopy, MOXHa
PO3rNAHYTY JOLINBHICTb 3HWXKEHHS [03W A0 5 Mr a6o 2,5
Mr Ha Jo6y.

MpoTe KNiHiYHI AaHi LWoAOo Takoi KOPeKLiT 403K BiACYTHI.
Y 3B’A3Ky 3 MiXKCYG'eKTHOI  BapiaGenbHicTio
peKoMeHfoBaHa KOpeKuis o031  MOxe He 6yTn
ONTUMaLHOIO ansa BCIX nawieHTiB, TOoMy
PEKOMEHYETbCA  MPOBOAUTW  PETENbHWA  MOHITOPUHT
noGiuHMx edekTiB. KO 3acTOCyBaHHSI MOMiIPHOrO
iHriGiTOopy NPMNNHAETLCA, CNifJ BPaXOBYBATH, L0 Nepiof
BVBEJEHHA Mpenapaty 3  OpraHiaMy  CTaHOBUTb
LioHaliMeHLWe 2-3 AHi (CepefHiii Yac BMBefeHHS Ans
6iNbLLIOCTi MOMipHMX HTiGITOPIB, AKi 3aCTOCOBYHOTD), i
niwe  nicns oro  3aKiHY4eHHs  MOXHa  3HOBY
3acTocoByBaTV npenapar AQiHITOp y A03i, AKy NauieHT
npuiiMae f0 NoYaTKy CynyTHbOI Tepanil.




D1yKoHa30/

[Ountiazem

He focnigxysanocs.
MoxnmBe NigBULLEHHS
KOHLIeHTpaLlit
eBeponimycy.

[JpoHeaapoH

He pocnigpxysanocs.
MoxmBe MigBULLEHHS
KOHLIeHTpauit
eBeponimycy.

AwmnpeHasip,
(ho3amnpeHasip

He pfocnigpxysanocs.
Moxnmee niABULLEHHS
KOHLIeHTpaLit
eBeponimycy.

peiintpyToBuii
cik abo iHLwi
XapyoBi NPoAyKTH,
LLI0 BN/IMBAIOTH Ha
CYP3A4/PgP

He gocnigpxysanu.
MOXN1BE NifBULLEHHS
KOHLIeHTpaLit
eseponimycy (BapiaHTu
etheKTy MOXyTb 6yTH
pi3HUMN).

Cnig, yHuKaTH Li€i KomBiHaii.

MoTy>kHi Ta nomip

Hi iHgykTOopn CYP3A4

PudamniupH

3HaueHHs AUC
3MeHLumnoca Ha 3 %
(nianasoH 0-80 %).
3HaueHHs Crax
3MEHLLUMNOCH Ha

58 %

(aianasoH 1070 %).

He cnif 0aHOYaCHO 3aCTOCOBYBATW MOTYXHi iHAYKTOPK
CYP3A4.

FAKLLO NaLieHT NoTpebye 0AHOUACHOTO 3aCTOCYBaHHSA
noTyxHoro iHaykTopa CY P3A4, cnif po3rnaHyTv
[OUiNbHICTb MiABMLLEHHA 103K npenapaTy 3 10 Mr Ha
06y 10 20 Mr Ha 806y, MOeTanHo NiABULLYHOYM A03Y Ha
5 Mr Ha 4-11 fieHb Ta 8-if fieHb Nicns noyaTky
3acTocyBaHHs iHAyKTOpa. Mepea6ayacTbes, WO Taka
[l03a npenaparty Koperye nokasHnk AUC [0 fjianasoHy,
LLI0 crocTepiraeTbCa 6e3 3aCTOCyBaHHS IHAYKTOPIB.
MpoTe KNiHiYHI AaHi WoAo Takoi KopeKLii 403u BifCYTHI.
FKLLO 3aCTOCYBaHHS iHAYKTOpa NPUMMNHAETLCA, CAif,
BPax0BYBaTH, LU0 Nepio/] BUBE/JEHHS npenaparty 3
opraHiamy CTaHOBWTb 3-5 AHIB (4OCTATHIli CTPOK, LL06
CTUMYNALiA (hePMEHTIB 3HAYHUM YUHOM MUHYNa), | NULLe
nicns oro 3akiHYeHHA MOXHa 3HOBY 3aCTOCOBYBATU
npenapar y /03, Lo 3aCTOCOBYBaNacs 0 MoyaTky




[ekcameTasoH He gocnigxysanocs. 0/JHOYACHOT O 3aCTOCYBAHHS NPenaparis.
MOX/IMBE  3HDKEHHS

KOHLeHTpau,ii.
MpoTtueninenTuuHi | He gocnigxysany.
3ac06m MoX/MBE 3HIDKEHHSA
(Hanpuknag, KOHLeHTpaLii.

kap6amaseniH,
theHoGap6iTan,

(beHITOIH)
EdasipeHu, He gocnigxysanu.
HesipaniH MOX/I1BE 3HKEHHS
KOHLIeHTpaLil.
3Bipo6iit He focnigxysanu. Mig yac Tepanii eBepoNiMycoM He Cnif 3acTOCOBYBaTW
(Hypericum MoxnBe 3HauHe npenaparu, Wo MicTATb 3Bipo6iid.
perforatum) 3HUKEHHA KOHLIeHTpaLii.

MpenapaTu, Ha N1a3MOBY KOHLIEHTPALLi0 AKMX MOXE BIIMHYTY eBEPOAIMYC.

3 ornagy Ha pe3ynbTaTu in vitro, ManoiMoBipHO, L0 CUCTEMHI KOHLIEHTPaLT, 0TpUMaHI Nicns LWOAEHHOro NepopasibHOro 3acTOCYBaHHs npenapaty B Aosi 10 mr,
npu3seayTb 40 npurHiveHHs PgP, CYP3A4 Tta CYP2D6. OfHak He BUKMOYaEThCA npurHiveHHs CYP3A4 Ta PgP y kuweuHuky. JocnigkeHHs B3aemogii y
3/,0pOBYIX 06POBOLLB MOKA3a/10, LU0 CYMYTHE 3aCTOCYBaHHS MepopasIbHOro Mifasonamy, HyTansoro cybeTpaTHoro 3oHaa CY P3A, 3 eBeponiMycom Npr3sona0
A0 3p0CTaHHS  Cray Migasonamy Ha 25 %, AUC(qiny — Ha 30 %. Lledt BB, /AMOBIpHO, 3yMOB/eHWiA MpurHiveHHsm kuiwkoeoro CYP3A4 nig Aieto
eseponimycy. OTxe, eBeponiMyc MOXe BMINBaTK Ha 6ioA0CTYNHICTL MPK OAHOYACHOMY 3aCTOCYBaHHI 3 npenapaTtamu, Wwo e cy6cTpatamn CY P3A4 Ta/abo PgP.
OpfHaK KNiHiYHO 3HaYyLLOro BNAMBY Ha eKcrosuLito cy6eTpaTie CY P3A4, Lo 3aCTOCOBYIOTLCSA CUCTEMHO, He OUiKyeTbCS.

OpHoYacHe 3aCTOCyBaHHSA €BEPONIMYCY i fieno OKTPeoTUaAY 36iNblunno Cpi OKTPEOTUAY i3 CepefiHiM reoOMeTPUYHUM CniBBiAHOLIEHHAM (eBeponimyc/nnaue6o)
1,47. KniHiyHO 3Ha4yLLOro BNAMBY Ha e(heKTUBHICTb BiAMoBiAi Ha eBeponiMyC y NauieHTiB i3 NPOrpecytoUnMn HelipOeHAOKPUHHUMM NYXVHAMV BCTaHOBUTY He
BAaN0Cs.

CynyTHe 3aCTOCYBaHHA eBepo/iMyCy Ta ek3emecTaHy 36ibLlyBano Cpin i C2h eksemecTtaHy Ha 45 % i 64 % BignosigHo. MpoTe BiANOBIAHI PiBHI ecTpagiony B
piBHOBaXKHOMY CTaHi (4 TwKHI) He BigpisHAnMcA B ABOX rpynax NikyBaHHs. 36iMblUeHHS 4acTOTM HeGaXaHWX peakLild, MoB’A3aHWX i3 3acTOCYBaHHAM
€K3eMeCTaHy, He CMOCTepiranocs y MaLieHTOK 3 rOpPMOH-PeLenTop-No3UTUBHUM MPOrpecytounM pakoM MOJIOYHOI 3ai03u, AKi OTpUMyBanu KOMGiHaLiito
npenaparis. ManoiMOoBipHO, LU0 36iNbLUEHHS PiBHIB EK3eMECTaHy BM/MBATUME Ha eheKTUBHICTb a60 Ge3neky.

CynyTHe 3aCTOCYBaHHA iHri6ITOPIB aHri0TeH3MHNEPETBOPIOBaNLHOIO hepMeHTY (AMP).

MavieHTn, siKi CynyTHLO 3aCTOCOBYIOTb iHFiGiTOp AT® (Hanpuknaz paminpui), MatoTb NiABULLEHWIA PU3NK BUHUKHEHHS aHTIOHEBPOTUYHOTO HaGPSIKY.
BakuuHauis.

IMyHHa BiANOBifb Ha BaKLMHM MOXeE 3MiHIOBATWCA, TOMY MPOTATOM NiKyBaHHA AGiHITOPOM eeKTVUBHICTb BaKLMHaLil MOXe 3HM3WUTMCA. Mif 4ac NikyBaHHA
ADiHITOPOM CAifj YHUKAT LLENEHHS XUBUMU BaKLHaMW. MPUKNaamn XnBIUX BaKUMH: IHTpaHasalbHa BaKLMHa NPOTU rpuny, BakLMHa NpOTK KOpY, NapoTuTy,




KpacHyxu, nepopasibHa BakLyHa NpoTu noniomienity, BLK (6aumna KanbmetTa — epeHa), BaKLMHa NPOTY XKOBTOT rapsiyku, BITPAHOI Bicny Ta TU(O3HI BaKLMHW
TY2la

Oco06MBOCT i 3aCTOCYBaHHS.

HeiHgeKUiiHWI MHEBMOHIT.

HeiHdekuiliHWiA NHEBMOHIT € Knac-etheKTOM ANs MOXiAHWX panamiuuHy, BKMtouvaroum AdiHiTop. HeiH(eKuiiHiA NHEBMOHIT (BKKOYatouM iHTepcTuLianbHe
3aXBOPIOBaHHS NlereHis) cnocTepirasca Yy nNauieHTiB, AKi 3acTocoByBanu AdIHITOp, 30KpeMa Y nauieHTiB, AKi 3acTocoByBaim AIHITOP 3a MoKasaHHAM
HUPKOBOKNITUHHA KapuynHoma (HKK) Ha nisHili cTagii. Jeski Bunagku 6ynv TSKKUMK, PifKo CrocTepiranncs neTanbHi Hacnigku. Y nauieHTis 3 HecrneundivyHnmm
pecnipaTopHUMK CUMATOMaMK Ta TakuMWU CUMNTOMaMM K FiNOKCis, BUNIT Y NneBpabHy MOPOXHWHY, Kalenb abo ANCNHOe, Y AKUX Y pesynbTaTi BiAnoBigHNX
[ocnigKeHb OyNu BUKNKOYEHI NPUYMHKA IH(EKLIAHOTO, NYX/IMHHOIO a0 iHLOr0 HEMEAUYHOrO reHe3y, MOXUBUIA HeiH(eKLiMHNA NHEBMOHIT. Y nauieHTiB i3
HKK, HEM Ta ropmoH-peLenTop-no3MTUBHUM PakoM MOMOYHOT 3an03W CAif BUKMOUNTK i3 AudepeHLianbHOi AiarHOCTUKM HeiH(eKUiiHOro MHEBMOHITY
OMOPTYHICTUYHI IH(EKLT, Taki IK MTHEBMOHIS, cnpuynHeHa Pneumocystis jirovecii (carinii) (PIP/PCP). MauieHTaM peKOMeH0BaHO HeraliHo NOBiJOMASATY NPO BCi
HOBI Ta NOCUEHHSA BXE HAfABHUX PECMipaTOPHNUX CUMMNTOMIB.

MauieHTn, y AKUX Ha PEHTIEeHIBCbKUX 3HIMKaxX BUABMEHI 3MiHW, L0 BKa3yloTb Ha HeiH(eKLiiHWIA MHEBMOHIT, Ta AKi MatoTb He3HauHY KinbKiCTb cumnTomie a6o
30BCIM X He Mat0Tb, MOXYTb NPOAOBXKYBATW 3aCTOCYBaHHA AQiHITOPY 6e3 KopeKuil 403K, AKLLO0 CUMMTOMM € NOMIPHUMU (CTYNiHb 2) a60 TAHKKUMM (CTYNiHb 3),
MOXe 6yTV NOKa3aHo 3aCTOCYBaHHSA KOPTUKOCTEPOI/IB 0 SHUKHEHHS KNTiHIYHUX CUMMTOMIB.

[na nauieHTis, AKi NOTpe6ytoTb 3aCTOCYBaHHA KOPTUKOCTEPOIAiB AN NiKyBaHHS HEiH(EKLiiHOro NHEBMOHITY, MOXe 6yTH [0LiNbHe NpoBeAeHHs NpotinakTukm
MHEBMOHIi, cnpuynHeHoi PIP/PCP.

IHdeKuii

AdiHiTOp Mae iMyHOCYNpecuBHi BNacTMBOCTI i MOXe CMpWATW PO3BUTKY Yy MauieHTa 6GakTepiasbHWUX, FPUOKOBUX, BIpYCHUX abo MPOTO30MHMX iH(EKLil,
BK/IOYAOUM IH(EKLT, CNIPUYMHEHT YMOBHO-NaTOreHHUMW MiKpoopraHisMamu. Y nauieHTis, fki 3acTocoByBanu AQiHITOp, CNOCTepiraBcs PO3BUTOK MiCLEBUX Ta
CUCTEMHUX iHEDEKLi/, BKNIOYaOUM NMHEBMOHItO, iHWI GakTepianbHi iH(eKyii, iHBa3MBHI rPUGKOBI iH(EKLiT, Taki K acneprinbo3, KaHAMA03 aGo MHEBMOHis,
cnpuunHeHa PIP/PCP, Ta BipycHi iH(eKLil, BKNOYaroumn peakTualito Bipycy renatuty B. Jesiki 3 umx iH(eKUid 6ym TSXKUMU (Hanpuknag, npussenu Ao
Ccencucy, BKIKUakoUM CENTUYHWIA LLOK, pecnipaTopHOi abo NeYiHKOBOI HEAOCTATHOCTI), a iHOAI — NeTasbHUMMU.

Nikapi Ta naLieHTV NOBMHHI Nam’ATaTy NPO NOCUEHWIA PO3BUTOK iH(eKL il Npy 3acTocyBaHHi AdiHiTopy. MavjieHTaM 3 iHbeKLiaMW Cnig NPU3HAYUTY BiANOBIAHY
Tepanito, i Ui iHeKuii MOBWMHHI NOBHICTIO perpecysaTn [0 novaTKy NikysaHHA AdiHiTopoM. IMif yac 3acTocyBaHHA AIHITOPY CNif yBaXKHO cnocTepirati 3a
MOX/MBOK MOSIBOK O3HAK Ta CUMMMTOMIB PO3BUTKY iH(EKLil. Y pasi AiarHOCTyBaHHS iH(EKLiiHOTrO 3axXBOPIOBaHHS CMif HeraiHO NpusHavaTh afeKBaTHe
NiKyBaHHS, a TaKOXX NepepmBaTy 3aCTOCYBaHHS a6o 30BCiM BiMiHUTW AdiHiTOp.

Y pasi fiarHocTyBaHHSA iHBa3WBHOI CUCTEMHOT rpUGKOBOI iH(eKLiT AdiHiTop Cnif BigMIHUTM HeraiiHO, a MauieHTy NpU3HaYUTU BIAMOBIAHY NPOTUrPUGKOBY
Tepanito.

Bynun noBifOMNEHHSA NPO BUNaAKW NHEBMOHIT, cnipuunHeHoi PIP/PCP, iHogi 3 neTasbHUM HacnigKoM, y NauieHTiB, ki 3acTocoByBanu eseponimyc. Po3suTok PIP
/PCP Mo)ce 6yTv NOB’A3aHMIA i3 CynyTHIM 3aCTOCYBaHHAM KOPTUKOCTEPOiAiB abo iHLWMX iMyHodenpecaHTiB. Moxe 6yTu noTpibHe nposeAeHHs npodinakTnku PIP
/PCP'y pasi HeobXiHOCTi Of/HO4ACHOTO 3aCTOCYBaHHS 3 KOPTUKOCTEPOifamMun abo iHLIMMY iMyHOAeNpecaHTamu.

PeakLiii nigBuLLEHOT Yy TANBOCTI.

Mpu 3acTocyBaHHi eBeponiMycy crocTepiranmcsl peakuii rinepyyT/MBOCTI, O MNPOSBASAMCSA, 30KpeMa, TakuMU CUMMITOMaMu, SIK aHadinakcis, AMcCnHoe,
npunAnBK, rinepemis, 6inb y rpyasx abo aHrioHeBPOTUYHMIA HABPAK (HanprKnag HabpsK AUXanbHUX LNAXIB a60 A3KKa 3 NOPYLLEHHAM AnXaHHs abo 6e3 Hboro).
CyMiCHe 3aCTOCYBaHHS 3 iHri6iTOpamMu aHrioTeH3MHNEePeTBOPIOBA/ILHOIO thepMeHTY (AMP).

MauieHTn, SKi napanensHoO NpuiimatoTs iHriGiTop AM® (Hanpuknag paminpun), MatoTb MiABULLEHWIA PU3NK PO3BUTKY aHTiOHEBPOTUYHOTO HABPSKY (NPOSIBSETLCS




y BUTNISAI HAGPSKY ANXaNbHUX LWASXIB UM A31Ka, 3 MOPYLUEHHAM (YHKLiT AUXaHHSA abo 6e3 Takoro).

Cromarur.

CTOMaTWT, B T. Y. BUPa3KW Y POTi Ta MYKO3UT POTOBOI NMOPOXHUHU, € HAYacTiLLO NOGIYHOK peakLuieto y MauieHTiB, ki OTPUMYBanM NikyBaHHS NpenapaTom
AgiHiTop. CTOMaTUT BUHWKAE NEPEBAXHO MPOTArOM NepLUMX 8 TUXKHIB NiKyBaHHA. HEKOHTPObOBaHe JOCAIMKEHHS 3a Y4acTHO XIHOK Y Nnepiog nocTMeHoMnaysu 3
PaKoM MO/IOYHOT 3a/103u, SIKi OTPUMYBaIN NiKyBaHH AiHITOPOM (EBEPONIMYCOM) i eKCEMECTaHOM, MOKa3aso, L0 6e3aKOr0/bHNIA KOPTUKOCTEPOTAHNIA OpasibHIMiA
PO3UNH, SIKUIA 3aCTOCOBYIOTb Y BUINAAI OMOMICKyBaya /1 MOPOXHWHN PoTa NPOTATOM MepLUMX 8 TUXHIB NiKyBaHHS, MOXE 3HWXYBATW 4acToTy PO3BUTKY Ta
CTYMiHb TSHXKKOCTi CTOMATUTY. TakuM YMHOM, NiKyBaHHA CTOMATUTY MOXe BK/OUaTV NpodinakTuyHe (y AOpocaunx) Ta/abo TepaneBTUYHE NiKYBaHHSA NikapCbKUMU
3ac06amu A4S MiCLieBOT0 3aCTOCYBaHHS, TakMM K 6e3a1KOr0/1bHIIi KOPTUKOCTEPOIAHMIA OpabHNIA PO3UMH Y BUTSAI OMonicKyBaya Ans NOPOXHUHM poTa. OfHaK
He CNif 3acTocoByBaTW 3acC06M, O MIiCTATb CMMPT, Mepekuc BOAHIO, 04 Ta NOXiAHI YeGpeLto, OCKiNbKN BOHWN MOXYTb 3aroCTpOBaTU Mepedir 3aXBOPIOBAHHS.
PekoMeHAyeTbCA KOHTPOMb Ta NiKyBaHHA TPUOKOBKX iH(eKLiil, 0co6AMBO nauieHTam, AKi NpuiiMatoTb CTepoigHi npenapatw. MpoTUrpubKOBI 3acobu He
3aCTOCOBYIOTb [J0 BCTAHOB/IEHHS AiarHO3y rpUBKOBOI IH(eKLiT.

Bunagku HUPKOBOI HEAOCTATHOCTI.

Bunafkn HUPKOBOI HeAOCTAaTHOCTI (y TOMY YMCAi FOCTPOT HUPKOBOT HEAOCTATHOCTI), AesKi 3 HUX 3 NeTabHUM HACNiAKOM, CrOCTepiraincs y nauieHTis, AKi
3acTocoByBanu AgiHiTop. Cnif, NPOBOAUTU MOHITOPUHT (hYHKLiA HAPOK Y MauieHTiB 3 [0AaTKOBUMM (DaKTOpaMK PU3NKY, AKi MOXYTb Lie GinbLue Noripwmti
(hYHKL,i10 HUPOK.

J1a6opaTopHi aHasi3v Ta MOHITOPUHT.

DYHKLiA HUPOK.

Y xogi KNiHiYHMX AocnifpkeHb NOBiZOMAANOCA NPO NiABWLLEHHS CUPOBATKOBOTO PiBHA KpeaTUHiHy, 3a3BMyaii HesHauHe. [0 nouatky Tepanii AdiHiTopom Ta
nepiogy4yHO NOTOMY CAif NPOBOAUTW MOHITOPUHI (DYHKLiT HUPOK, BK/KOYatouM BUMIpIOBaHHA a30Ty cevoBMHM KpoBi (BUN), 6inkiB y cevi abo cvpoBaTKOBOro
KpeaTuHiHy.

PiBeHb rnoKo3n y KPoBi.

Y KNIHIYHUX [OCNiIHKEHHAX NOBIAOMAANOCSH NPO PO3BUTOK rinepraikemii. o noyaTtky Tepanii A(iHITOpOM Ta NepiognyHO NOTOMY CAif, NPOBOAUTY MOHITOPUHT
CMPOBATKOBOTO PiBHS FOKO3M B KPOBi HaTLLe. BiflblL YacTuii MOHITOPUHT PEKOMEHAYETLCS, SKLLO AdiHITOp 3aCTOCOBYBATH CYNYTHLO 3 HLIMMIU NiKapCbKUMI
3ac06amu, WO MOXYTb CAPULUHUTY Tinepriikemito. Mo MOXIMBOCTi NaLieHT NOBUHEH AOCATT ONTUMAILHOTO FNiKEMIYHOTO KOHTPO/HO A0 NOYATKY 3aCTOCYBaHHS
AdiHiTopy.

PiseHb ninigis y Kposi.

3apeecTpoBaHi BUMaAKW avcninigemii (B TOMy 4uchi rinepxonectepuHemii Ta rinepTpuraiuepugemii). o noyatky Tepanii AgiHiTOpom Ta nepioguyHo noTomy
PEeKOMEHLYETbCA KOHTPONMIOBATY PiBHI XONECTEPUHY Ta TPUTNILEPUAIB Y KPOBI, @ TaKOX PErytoBaTh iX 3a ONOMOrO HalEXHOT MeyKaMeHTO3HOT Tepanil.
oKa3H1KM KpPOoBi.

Y XOfj KNiHiYHNX fOCAifHKEHb NOBIAOMNANOCA NPO 3HUKEHHS PiBHA reMorno6iHy, NiMhoLmTiB, HelAiTpoiniB Ta TpomGoumMTIB. [lo NnoyaTky Tepanii AdiHiTopoMm Ta
nepioAnYHO NOTOMY PEKOMEH/0BAHO NPOBOAWTI MOHITOPUHT MOKa3HMKIB 3araibHOro KNiHIYHOTo aHaniy Kposi.

KapuuHoigHi nyxnauHu.

Mig uyac paHgoMi3oBaHOro nogBiliHO cninoro 6araTOLEHTPOBOTO AOCMIMKEHHS 3 Y4acT0 MauieHTiB i3 KapuuHOIAHUMU nyXauHamu  AdiHiTop natoc
oKTpeoTna-feno (CaHgocTaTnH® LAR®) 6yB NOpiBHAHHWIA i3 Nnaue6o NAC OKTPEOTUA-Aen0. Pe3ynbTaTit AOCNILKEHHS HE 3a[0BONbHSANN NEPBUHHY KiHLEBY
TOUKY e(heKTMBHOCTI 3acTOCyBaHHS npenapaty (BWMXXMBaHICTb 6€3 MpOrpecyBaHHs), a MPOMiXHWIA aHani3 3arafbHOi BUXXMBAHOCTI Y YMC/OBOMY BiAHOLLEHHI
BifjaBaB nepesary rpyni nnaue6o nac oKTpeoTna-aeno. Tomy Ge3neka Ta epeKTUBHICTb 3acTocyBaHHs npenapaty AdiHITOp 418 NaLieHTiB i3 KapLWHOIAHUMU
nyxnuHamu He 6ynv foBefeHi.

MpOrHOCTUYHI (haKTOPW PO3BMTKY HEVipOeHAO0KPUHHMX MYX/IMH LAYHKOBO-KULLIKOBOIO TPaKTy abo nereHb.




Y nauieHTiB 3 HeyHKLiOHYOUMMN HEPOEHAOKPUHHUMMU NYX/MHaMI LLYHKOBO-KMLLKOBOFO TPaKTy ab0 flereHb Ta XOPOLUMMM MPOTHOCTUYHNMU 6a30BUMY
thakTopamu, Hanpuknag K1y60BOK KULLKOK K MicLem nokanisalii NepBUHHOI MyX/MHW Ta HOPMabHAMW 3HAYeHHAMM XPOMOrpaHiHy A abo 6e3 ypaeHHs
KiCTKOBOr0 MO3KY, iHAVBIAYyanbHY OLHKY CiBBiAHOLLEHHS KOPUCTL/PU3NK CAif NPOBOAUTM [0 NoYaTKy Tepanii npenapatom AdiHiTop. O6MexeHi foKasn nepesar
OLiHKV BMKMBAHOCTI 6e3 nporpecyBaHHs 6ynv oTpUMaHi y Nigrpyni nauieHTiB 3 Ky60BOK KULLIKOO SIK MiCLIeM NoKani3aLii nepBUHHOIT MyX/INHU.

B3aemogii.
Cnif, yHMKaTU OAHOYACHOro 3acTOCyBaHHs 3 iHribiTopammn Ta iHgykTopamn CYP3A4 Ta/abo edniokcHUM Hacocom P-rnikonpoteiHy (PgP). SKwo cymicHoro
3aCTOCyBaHHA NOMipHOro iHribiTopy a6o iHgykTopa CY P3A4 Ta/abo PGP YHUKHYTW HEMOX/NBO, A03Y AdiHITOPY KOPUTyIOTb Ha 0CHOBI NporHo3osaHoi AUC.
OfHoYacHe 3aCTOCyBaHHS 3 NOTY)XXHUMM iHriGiTopamn CY P3A4 npusBoauTh A0 CYTTEBOFO MifBULLEHHS NIa3MOBUX KOHLEHTpaLili eBeponimycy. [oTenep Hemae
[0CTaTHBOT KiNbKOCTI fjaHNX LLOAO PeXMMY [03yBaHHS B Takili cuTyauii. TOMy ofHO4acHe nikyBaHHA AGiHITOPOM Ta MOTYHUMK iHri6iTopamn CYP3A4 He
peKomeH/0BaHe.

Cnig, 3 06epeXcHicTIO 3acTocoByBaTU AdiHITOP y KOMGiHaLiT i3 cy6ecTpatamm CYP3A4 Ans nepopabHOrO 3aCTOCYyBaHHs, IKi MatoTb By3bKuiA TepaneBTUYHUIA
iHZEKC, Yepe3 MOX/IMBY B3aEMOZiH0 MiDK LMW liKapcbKUMM 3acobami. AKLo AdiHiTop 3acTocoByBaTu i3 cybcTpatamu CY P3A4 ans nepopasibHOro 3acTocyBaHHs
3 BY3bKUM TepaneBTUYHWUM iHAEKCOM (Hanpuknag niMosngoM, TepheHafnHoM, acTeMi3onom, L3anpruaoM, XiHiAMHOM abo NOoXigHWMW ankanoifis pixkis abo
KabamaseniHoM), 3a MalieHTOM cnif cnocTepiratv LWOA0 MOABM HebaxaHWX fBULL, ONMWUCAHWX B IHCTPYKUiT Ans 3acTocyBaHHA cy6cTpatis CYP3A4 ana
MepopasbHOro 3aCTOCYBaHHS.

MopyLUeHHs (YHKLIIT NEYiHKU.

EKcno3uLiis eBeponimycy 3pocTana y naLieHTis i3 nerkumm (knac A 3a Yaiingom — N°10), cepeaHboi TsXKOCTi (knac B 3a Yaiingom — M’10) Ta Tsxkumm (knac C 3a
Yaiingom — I°10) NOPYLUEHHAMMN (YHKLIT NeYiHKK.

MaujieHTam i3 THKKAMI NOpyLIEHHAMM (yHKUIT neyiHkn (knac C 3a Yalingom — M°10) AdiHiTOp peKOMEHAYETLCA 3aCTOCOBYBATH, IMLLIE SKLLO MOXMBA KOPUCTb
MepPeBULLLYE PU3KK.

[loTenep HeMae XXOAHWX faHNX KNiHIYHWX JOCNiAXeHb edheKTUBHOCTI abo 6e3neku, ki 6 A03BONUAN PEKOMEHAYBATW KOPEKLLtO 403U AN YHUKHEHHS HeGaxaHWX
peakLiii y nayieHTiB i3 NOpyLUEHHAMY (YHKLiT NeviHKu.

BakuuHauis.

Mig vac nikyBaHHA AiHITOPOM BaKLWMHALLIIO XKMBUMU BaKLIHAMW He MPOBOAATD.

JakTo3a.

MatjieHTam i3 pigKiCHUMM CNaAKOBUMM CTaHaMM, TaKUMWU SIK HerepeHOCUMICTb FanakTosu, 3arabHa NakTasHa HefoCTaTHICTb abo MOPYLLUEHHS BCMOKTYBaHHS!
TNIHOKO3U-TaNaKTO31, He MOXKHa MPU3HaYaTy Lieii NikapcbKuii 3aci6.

YcKnafHeHHs NPy 3aroeHHi paH.

MopyLUeHHS 3aroeHHs paH € XapakTepHUM fi1S Takoro Knacy npenaparis, K NOXifgHi panamiuuHy, Bkaodatoun AdiHiTop. ToMy NpoTAroM nepegonepawiiHoro
nepiogy AgiHITOp cAif 3aCTOCOBYBATW 3 06EPEXHICTIO.

3acTocyBaHHA y nepiog BariTHOCTIi abo rogyBaHHs rpyAato.

KoHTpauenuis.

JKiHKM penpofyKTMBHOTO BiKY Mif 4ac 3acTOCyBaHHs €BeponiMyCy Ta BMPOAOBX 8 TWDKHIB MiCNf 3aKiHYeHHs NiKyBaHHS MOBWHHI BUKOPUCTOBYBATU
BUCOKOE(EKTMBHUIA METOA KOHTpauenuii (Hanpuknag nepopabHUii, iH’eKUiliHMIA a6o iMnnaHTauiiHUiA rOpMOHaNbHWIA, 63 BMICTY eCTPOreHiB, METOZA KOHTPO/O
HapO/XKyBaHOCTI, KOHTPALENTUBM Ha OCHOBI MPOrecTepoHy, riCTEePeKTOMIto, Nnepes’sa3yBaHHA MaTKOBUX TPyb, MOBHE YTPUMYBaHHA Bif CTaTeBUX CTOCYHKIB,
6ap’epHi MeTOAM, BHYTPILIHLOMATKOBI 3ac06M Ta/abo XiHOuy/4onoBivy CTepwunisauito). Y nauieHTiB 40NOBIYOI CTaTi HeMae Mepellkof ANA MAaHyBaHHA
6aTbKiBCTBA.



BariTHicTb.

JlocTaTHiX [aHnx LWoAo0 3acTOCYBaHHA eBEPONiMYCY BariTHUM XXiHKaM BiACYTHI. JOCAiAKeHHs Ha TBapuHaX NPOAEMOHCTPYBAIN PENPOAYKTUBHY TOKCUUHICTb,
BK/IHOYALOUM EMOPIOTOKCUYHICTb Ta (DeTOTOKCUYHICTb. MOTEHLAHNA  pU3NK ANS NIOAVHW HEBILOMMIA.

EBeponimMyc He peKoMeHZ0BaHWA Nif, yac BariTHOCTI Ta iHKam PenpoayKTUBHOTO BiKy, siKi He BUKOPWUCTOBYHOTb 3aC06iB KOHTpaLenL;i.

Mepiog rogysaHHA rpyaato.

HeBigoMo, um NpPOHMKae eBeponiMyC Y rpysHe MOMOKO XiHOK. MpoTe AocnifpkKeHHs il eBeponiMycy Ta/aGo iioro MeTaboniTiB Ha TBapuH BWSBUAW, WO Li
PEYOBMHM MPOHMKAKOTL Y MOMOKO NAKTYHOUNX LLypiB. TOMY XiHKM, SiKi NpUiiMatoTb eBepoNTiMyC, He MOBWHHI FoAyBaTV AUTUHY TPYAAIO Mif Yac NiKyBaHHS Ta
NPOTAroM 2 TUXHIB Nicns NpuiioMy ocTaHHLOT [03K.

DepTUNbHICTb .

[aHi oo MoXMBOCTI eBeponimMycy NPU3BOAUTM O YOMOBIYOT Ta XiHOYOI 6e3nNiAHOCTI BiACYTHI, O4HaK Y NauieHTiB XiHOYOI cTaTi nig BNAWBOM Mpenapaty
crocTepiranacs ameHopes (BTOPMHHA aMeHopes Ta iHLUi NOpYLLUEHHA MEeHCTPYanbHOro LMKY) Ta acouilioBaHWii i3 Hetlo gucbanaHc NoTeiHI3yHoHoro ropMoHy
(r)/ dhonikynocTumyntotouoro ropmoHy (®CIM). Ha OCHOBI AaHWX AOKMIHIYHWX [OCAIAKEHb BCTAHOBMEHO, WO ICHYE PU3MK MOPYLUEHHS (hepTUbHOCTI Y
YOJI0BIKIB Ta XIHOK, iKi 3aCTOCOBYOTb €BEPOiMYC.

3paTHICTb BNAMBATU Ha LWBMAKICTb peaKLii Npy KepyBaHHi a8 TOTPaHCNOPTOM a60 iHLIMMU MexaHizMamu.
AdiHiTOp Mae He3HayHMil a6o MOMIpHUIA BNAMB Ha 3[aTHICTb KepyBaTV aBTOTPAHCMOPTOM Ta MPaLoBaTV 3 iHWMMM MeXaHi3Mamu. SKLO Mif yac NikyBaHHs
AdiHITOPOM NaLieHTN Bia4yBarOTb BTOMY, TO BOHW NOBWHHI YTPUMYBATUCS Bifi KEPYBaHHs aBTOMOGiNEM Ta po60TH 3 iHLIMMM MeXaHi3mMamu.

Cnoci6 3acTocyBaHHA Ta [03u.
JlikyBaHHA AiHITOPOM Cnif, PO3NoYMHaTV Ta NPOBOAMUTY Nif HarNsfoM Nikaps, KW Mae JOCBif4 3aCTOCYBaHHS MPOTWMPAKOBOI Tepanii, 3 METOK MPOBefeHHS
HEeo6XiAHOr0 KNiHIYHOTO MOHITOPUHIY 3aCTOCYBaHHs NiKapCbKOro 3acoby.

03a.
PekomeHz0BaHa fi03a AgiHiTopy cTaHOBWUTb 10 Mr 1 pa3 Ha fo6Y. JlikyBaHHS! MOBMHHO TPWBATW [OTW, AOKW CMOCTEPIraeTbCs KNiHiuHWIA edekT abo [0 nosBu
HEMPUIHATHUX NPOSBIB TOKCUYHOCTI.
FAKLLO Npriiom NpenapaTy NPOMyLLEHO, He CAifj 3acCTOCOBYBATH J0AATKOBY 103y, ane HeoOXifHO NPUIAHATY 3BUYaliHY NPU3HAYEHY HACTYMHY [03Y.
KopuryBaHHs 403 Y 38’A3KY 3 BAHUKHEHHAM MOGIYHUX peaKLiid.
[Ns yCyHeHHs TSKKMX NOGIYHMX peakuili Ta/abo npu Nigo3pi Ha HeNepeHOCUMICTb MOXe ByTu NOTpiGHa 3MiHa f03yBaHHS. [o3y AQiHITOPY MOXHa 3MEHLUNTM
abo TMMuacoBO BifMiHMTW npenapaT. Mpu HebaxaHnx peakuisix 1 cTyneHs y KOpekLii f03 3a3BMu4ail Hemae NOTpe6u. SAKLLO NOTPpiGHe 3MeHLUeHHs 403U, TO
NPONOHYETbCS 4032 5 M Ha 06y, ane He MeHLLe.
Y 1abnuui 2 cTUCNO BUKNAAEHO PeKOMEHZAALIT LLOAO 3HUXKEHHA 031, MPU3YNNHEHHA abo NPUMWHEHHS 3acToCyBaHHA npenapaTy AMiHITOp BHACNiAOK NOGIYHMX
peakuiii. HagatoTbCs TaKoX 3arafibHi peKoMeHAaL T LWOA0 BeAeHHS nauieHTiB. KniHiYHNA BUCHOBOK nikaps BW3HAYae NiaH BeAEHHS KOXHOTO NaLlieHTa Ha OCHOBI
iHAMBIAYanbHOT OLIHKM CMiBBIAHOLIEHHS KOPUCTL/PU3NK.

Tabnuuga 2

Kopekuis 103 npenapaTy AQiHiTop Ta peKoMeHAaLlii o0 BefeHHS NaLieHTIB Y 3B’A3KY i3 MO6IYHUMM peakLisMu.

HebaxkaHa peakLiis TsKKicTbl Kopekuis fo3v npenapaty AgiHiTOp Ta pekomeHAaLiT LWoao

Be/JEeHHs MawieHTiB




HeiHdekuiriHui 2 CTyniHb Po3rnaHy™M  AOUINBHICTb  NPU3YNUHEHHS  NiKyBaHHA A0
MHEBMOHIT nocnabneHHs CMMNTOMIB 0 < 1 CTyneHs.
MOBTOPHO po3noyaT 3acTocyBaHHs npenapaty AdiHiTop y
[03i 5 Mr Ha f06y.
MpUNUHATU  NiKyBaHHA Y pasi BigCyTHOCTI nocnabneHHs
CUMNTOMIB NPOTArOM 4 TUXHIB.
3 CTyniHb Mpu3ynuHUT  nikyBaHH  npenapatom  AdiHiTop  fo
nocnabneHHs CMMNTOMIB 0 < 1 cTyneHs.
Po3rnsHyTV AOLiNbHICTb NOBTOPHOIO 3aCTOCYBaHHA Npenapary
AdiHiTop y f03i 5 Mr Ha f06Yy. Y pasi MOBTOPHOIO PO3BUTKY
nposBiB TOKCMYHOCTI 3 CTyneHs PO3rNsAHYTU AOLiNbHICTb
NPUNUHEHHS NiKYBaHHS.
4 cTyniHb MpunuHNUTK 3acTocyBaHHA NpenapaTy AdiHiTop.
Cromatut 2 cTyniHb TuMuacoBe NPW3YNUHEHHs 3acTOCYBaHHA npenapaty Ao
nocna6neHHs CUMNTOMIB 0 < 1 CTyneHs.
MoBTOPHO PO3MoYaTy 3aCTOCYBaHHA Npenapaty AdiHiTop y Tili
camiii fo3i.
Y pasi NOBTOPHOrO PO3BUTKY MPOSIBIB CTOMATUTY 2
CTyneHsi  MpU3YNWHWTM  3acTOCyBaHHA  MpemapaTty o
nocnabneHHs cuMnToMiB A0 < 1cTyneHs. [loBTOPHO
po3noyaTy 3acTocyBaHHs npenapary AQiHiTop y fo3i 5 Mr Ha
[06y.
3 CcTyniHb TuMyacoBe MPW3YNMHEHHS 3acTOCyBaHHA MpemapaTy o
nocnabneHHs CUMNTOMIB [0 < 1 CTyneHs.
MOBTOPHO po3royaT 3acTocyBaHHs npenapaty AdiHiTop y
[03i 5 Mr Ha fo6y.
4 CTyniHb MpunnMHATK 3acToCyBaHHA Npenapaty AdiHiTop.
IHWIi nposiBn 2 cTyniHb Y pasi MOMIpHWX MPOSBIB TOKCUYHOCTI KOPEKLis [03K He

HerematosoriyHof
TOKCUYHOCTI (3a
BUHSATKOM
MeTaboniYHMX
NOpYyLLEHb)

noTpi6Ha.

FAKLWO NPOSBYM TOKCUYHOCTI MOCWAIOIOTLCSA, CAif TUMYAcoBO
NPU3YNUHATW  3aCTOCYBaHHA Mpenapaty [A0 nocnabneHHs
cumnToMiB A0 < lcTyneHs. [lOBTOpPHO — po3movaTy
3acTocyBaHHs npenapaty ADiHITOp y Till camiii 403i.

Y pasi NOBTOPHOrO PO3BUTKY MPOSBIB TOKCUYHOCTI 2
CTyMeHs NpU3YMMHATY 3aCTOCYyBaHHA Npenapary AdiHiTop go
nocnabneHHs  cMMNToMiB 0 < 1cTyneHs. [ToBTOpHO




pO3MoyaT 3aCTOCYBaHHA Npenapary y f03i 5 Mr Ha Jo6y.

3CTyniHb TuM4yacoBe NpPU3YMMHEHHS 3acTOCyBaHHA mpenapaTty [0
nocnabieHHs CUMMTOMIB 0 < 1 cTyneHs.
POo3rnaHy TV AOLiNbHICTb MOBTOPHOIO 3aCTOCYBaHHA Npenapary
AdiiHiTop y f03i 5 Mr Ha f06y. Y pasi NOBTOPHOIO PO3BUTKY
NposiBIB  TOKCMYHOCTI 3 CTYyMeHs PO3rNsHYTU AOLiNbHICTb
NPUMNHEHHS NiKyBaHHS.
4 cTyniHb MpUNUHNTK 3acTOCyBaHHA Npenapaty AQiHiTop.
MeTaboniuHi 2 CcTyniHb KopekList 4031 He noTpibHa.
NOopYLLEHHA 3 CTyniHb TuMyacoBe NPU3yN1HEHHSA 3aCTOCYBaHHA Npenapary.
(Hanpuknag, MoBTOPHO po3MoyaTh 3acTocyBaHHs Mpenapaty AdiHiTop y
rinepriikemis, [o3i 5 Mr Ha fo6y.
Aucninigemis) 4 cTyniHb MpUNUHNTK 3acTOCyBaHHA Npenapaty AQiHITop.
TpomboumMTONeHis 2 CTyniHb TWMYacoBO  MPUNWHUTM  3aCTOCYBaHHA  npemapaty o
(< 75,250 x 109 | nocnabneHHs cumnTomis 4o £ 1 cryneHs (= 75 x 109/n).
In) IOHOB/IOBATY 3aCTOCYBaHHS Npenapary y Tiil camiii 403i.

3Ta 4 cTyniHb
(<50 x 109/n)

TUMYacoBO ~ MPUMNUHUTW  3aCTOCYBaHHA  MpenapaTty o
nocnabnenHs cumntomis go £ 1 ctyneHa (= 75 x 1097).
MOHOBWTY 3aCTOCYBaHHS Npenapaty y 403i 5 Mr Ha Ao6y.

HeliTponeHris

2 CTyniHb Kopexkuist 4o3n He noTpibHa.
(=1 x10%n)
3 CTyniHb TvMYacoBO  MPUMUHWUTM  3aCTOCYBaHHA  mpenapaty o
(<1,20,5x10° | nocnabneHHs cumnToMiB g0 £ 2 cTynmeHs (= 1 x 10%n).
In) MOHOBWTY 3aCTOCYBaHHSA Npenapaty Y Till camiii A03i.
4 CTynNiHb TUMYacoBO  MPUNUHUTW  3aCTOCyBaHHA  Mpenapaty o

(< 0,5 x 109n)

nocnabieHHs CUMNTOMIB 40 £ 2 cTyneHs (= 1 x 109n).
MOHOBWTY 3aCTOCYBaHHSA Npenapaty y 403i 5 Mr Ha o6y .

®ebpunbHa
HeliTponeHis

3 CTyniHb TVMYacoBO MPUNMHWUTM 3aCTOCYBaHHA npenapaty 0
nocnabneHHs cuMnTomiB fo £2 cTyneHs (= 1,25 x 109/n) Ta
3HUKHEHHS NPONacHuL.

MOHOBWTY 3aCTOCYBaHHSA Npenapaty y 403i 5 Mr Ha 4oGy.

4 cTyniHb MpunuHKUTK 3acTocyBaHHA NpenapaTy AQiHiTop.

lCTyrleHi TAXKKOCTI BifnoBifaloTh 3arabHili TepmiHonorii Kputepiis HebaxaHux asuw, (CTCAE) Bepcii
3.0 HaujioHanbHoro iHcTuTyTy paky CLUA (USNCI).

Oco6/mBi nonynsuii.
MawieHTV NiTHLOTO BiKY.




Kopekuisi 4031 He NOTpi6Ha.

MopyLieHHs QyHKLIT HUPOK.

Kopekuis 031 He NoTpibHa.

MopyLuUeHHA hYHKLIT NeYiHKN.

« Jlerki nopyLeHHs yHKUiT neviHku (knac A 3a Yaiingom — M1°10): peKoMeH/0BaHa 403a CTaHOBUTb 7,5 M Ha 06y .

* MopyLUeHHs (yHKLiT neviHKn cepeHbOT TAXKOCTI (knac B 3a Yaiingom — M°10): pekoMeH/j0BaHa j03a CTaHOBUTb 5 Mr Ha 06y.

o TskKi nopyLeHHs dyHKuii nediHku (knac C 3a Yalingom — °10): peKoMeHJ0BaHO 3aCTOCOBYBaTM npenapat AgiHiTop nuwwe TOAi, Konu o4ikyBaHa KOPUCTb
nepeBaXxKye pu3vK. Y Takomy pasi fj03a NOBMHHA CTAHOBUTW He 6inibLue 2,5 Mr Ha Jo6y.

Cnif NpoBOAMTYM KOPEKL,it0 031 Y pa3i 3MiH XapakTepucTuK GyHKLIT neviHky (3a Wwkanoto Yaiinga —M°10) y nawieHTa npoTsarom NikyBaHHs.

Cnoci6 3acTocyBaHHs.

AdiHiTOp cnig 3acTocoBYBaTH NEPOpabHO OAWH pa3 Ha 406y B OAWH i TOV camunii Yac He3anexHo Bif BXMBaHHS ki. TabneTku cnif KOBTaTY LMK, 3anvBaoum
CKNIAAHKOO BOAW. TabneTKm He CAif po3XoByBaTh abo NoapioHIOBaTH.

Aitwn.
Be3sneky Ta eeKTUBHICTb 3aCTOCYBaHHA npenaparty AQiHiTop AiTam (BiKoM A0 18 pokiB) He BCTaHOB/IEHO. Ha CbOroAHiI AaHX HeMae.

Mepefo3yBaHHA.
[locsif, nepeao3yBaHHA y NIOAVHN yxe 06MexXeHui. Y nonynauii 4Opocnnx nauieHTiB 0AHOPa3oBi 403K 40 70 MI NpPU3BOAWAW 4O CNPUIAHATAUBOrO NPOdinto
rocTpoi nepeHocMMocTi. B ycix B1NagKax nepefo3yBaHHs CAif po3noyaTy 3arafibHi NigTPUMYOYi 3aXoau.

Mo6iyHi peakiii.

MayienTn i3 HKK, HEM Ta ropmMoH-peLenTop-no3uTUBHAM PaKOM MOMOYHOI 3a/103U.

Mpoghinb 6e3nekn BCTaHOBMEHO 3a 06’€¢AHAHMMM AaHUMM CTOCOBHO 2879 nauieHTiB, ski npuiiManm AdiHiTop 3a nokasaHHamum HKK, HEM Ta
rOPMOH-PELLENTOP-NO3UTUBHWIA  pak MOMOYHOT 3an03n, y 11 KANiHIYHUX AOCNIMKEHHSX, 5 i3 Akux 6ynum  paHAOMI30BaHWMW MOABIHO cninummn
nnaue60-KOHTPONbOBaHUMM foCNiMKeHHAMM (asu 111, a 6 — BigKpuTUMKM focnifpKeHHaMU thasu | Ta dasm 11

3rigHo 3 06’efAHAHUMM JaHWMW 3 6Ge3neku, HalGiNbL MOLUMPEHUMM HeGaXaHUMK peakLisMi (4acToTa BUHUKHEHHS = 1/10) 6ynu (Y NOPAAKY 3MEHLLEHHS):
CTOMaTWT, BMCWUN, BTOMa, fJiapesi, iH(eKUil, HYAOTa, 3HWKEHHS aneTuTy, aHeMmis, MOPYLUEHHSi CMakoBWMX BiAYYTTiB, MHEBMOHIT, MepudepuyHi Habpsku,
rinepriikemis, acTenis, cBepbiX, 3HKEHHA Macy TiNa, rinepxonecTepuHeMis, HOCOBa KPOBOTEYa, Kalle/b Ta FOMoBHUIA Ginb.

Hali6inbLu nowmpeHnMy HebaxaHUMU peakuismm 3—4 cTyneHs TSHKKOCTI (YacTota = 1/100 Ta < 1/10) 6ynum cTOMATUT, aHeMis, rinepraikemis, iHgekLii, BToma,
[Jiapes, MHEBMOHIT, acTeHisl, TPOMGOLMTONEHis, HEATPONeEHis, 3aAuLLIKa, NPOTETHYPIs, NiM(oneHis, KpoBoTeYa, rinodocdaremis, BUCUN, apTepianbHa rinepTeHsis,
MHEBMOHIsI, MiABMLLEHHSA PiBHSA acnapTaTamiHoTpaHchepasw (ACT), NiABULLEHHS piBHS anaHiHamiHoTpaHctepasu (AJTT) Ta LyKpoBuii giabeT. CTyneHi TSXKKOCTi
BKasaHi 3a CTCAE Bepcii 3.0 Ta 4.03.

Tabnuus 3 MIiCTUTL AaHi, fiKi OXONKTb MOBIYHI peakLii, 3apeecTpoBaHi 3 HalBWLLOK YacTOTOK B XOAI KMIHIYHUX [OCNIMKEHb Y NauieHTiB, AKi
3acTocoByBanM  eBeponimyc no 10 mr/ go6y, NOPiBHAHO 3 rPyrno MauieHTiB, ki 3acTocoByBanu nnaue6o. Tabnuus 5 MiCTUTb AaHi, SKi 0XON/OTb NOGIYHI
peakLii 3a KinbKiCTIO BUNafKiB Ha OCHOBI 06’€AHaHWX AaHUX MaUieHTiB, sKi NpuiiMany eBeponiMyc y pamkax TpboxX AocnifpkeHb TCK (BKitouatoun obuasa
nofgiliHo cninux Ta BigKpWUTe [0AATKOBE JOCAIMKEHHs). Y Tabnuuax 4 Ta 5 no6iuHi peakuii HaBefeHo BiANOBIAHO [0 Knacudikauii cuctem i opraHis
MedDRA i 3a 4aCTOTOI BWHWKHEHHSA. KaTeropis 4acToTh BU3HAYaeTbCA TakUM YMHOM: Ayxe YacTo (= 1/10); yacTto (= 1/100 fo < 1/10); HeyacTo (= 1/1 000 fo <



1/100); pigxo (= 1/10000
[0 < 1/1000); ay»e pigko (< 1/10000); yacToTa HeBifjoMa (HEMOX/IMBO BCTAHOBUTU 32 HasBHUMM aHUMK). Y paMKax KOXHOT Fpyni 3a 4acTOTO NoGiuHi peakuii
3a3Ha4eHO Y MOPAAKY 3MEHLLIEHHS NPOSABIB.

Tabnuua 3
IH(eKuiT Ta iHBasiT
Jy>xe vacTo H |H¢9Kui~,-a*
MopyLueHHs 3 6oKy KpOBi Ta NiMaTUYHOT cucTeMm
[Lyxe vacto AHewmis
YacTo TpomBOLMTONEHiIs, HeTPONeHisA, NelikoneHis, niMdoneHis
Heuacto MaHuuToNeHisA
Pigko ICTUHHa epuTpOLMTapHa annasis

3 60Ky iMyHHOT cucTemm

Heuacto H FinepuyTamsicTb

3 60Ky 06MiHY PevOBMH Ta XapuyBaHHA

[Lyxe vacto 3HWKEHHS aneTuTy, rinepraikemis, rinepxonectepuHemis

YacTo FinepTpurniuepuaemis, rinodocdaremis, LyKpoBuii giabeT, rinepninigemis, rinokaniemis, gerigpatallis, rinokanbLiemis

MeunxiuHi posnagn

Yacto

H Be3coHHs

3 60Ky HepBOBOT cuCTEMU

[Ay>xe vacto

MopyLUeHHst CMaKOBMX BigUyTTiB, rON0BHWI Ginb

Heuvacto

Arpecia

3 6oKy opraHis 30py

Yacto Habpsk nosik

Heuvacto KOH’IOHKTUBITK

3 6oky cepus

Heuacto H 3acTiliHa cepLieBa HeloCTaTHICTb




3 BOKY CyAMHHOI cucTeMu

YacTo

KposoteuiP, apTepiasnbHa rinepreHsis

Heuvacto

Mpunaneu, TPoM603 rAMGOKNX BEH

PecnipaTopHi, Topaka/ibHi Ta MefiaCTUHabHI NOPYLLIEHH:

[yxe yacTto THEBMOHIT ¢, enicTakcuc, Kaluenb

YacTo fmcnHoe

Heuacto KpoBoxapkaHHsi, nereHeBa em60ist

Pigko FocTpuii pecnipaTopHWiA AUCTPeC-CUHAPOM

3 6OKY LLUNYHKOBO-KULLKOBOIO TPaKTy

[Ay>e vacto

CromatuTd, giapes, HyoTa

Yacto

BntoBaHHA, BifUYTTA CYXOCTi y poTi, 6iflb y XKMBOTI, 3aNaneHHs CM30BUX 060N0HOK, 6irnb Y POTOBI MOPOXHWMHI Ta ropTaHi, Ancnencis,
avcoaris

3 60Ky MneyiHKu

YacTo

H MigBuLLEHHA piBHIB anaHiHaMiHOTpaHc(hepasu Ta acnapTatamiHOTpaHcdepasu

3 60Ky LUKipK Ta NiJWKIPHUX TKaHUH

[Lyxe vacto BucunanHs, ceepbixx

YacTo CyXiCTb LKipK, ypaKeHH: HIrTiB, NOMipHa anonewis, akHe, epuTeMa, OHIX0Ka3isi, A0NOHHO-NIAOLLIOBHIIA epUTPOAN3ECTESIHNIA
CUHAPOM, LLKipHa eKconiaLis, ypaKeHHs LKipu

Pigko AHTiOHEBPOTUYHUI HAaBPAK*

3 GOKY CKE/NETHOI CUCTEMM Ta CMIONYYHIUX TKaHWH

Yacto

H Binb y cyrnobax

MopyLueHHA 3 60Ky HUPOK Ta CeYOBUBIAHWX LUNAXIB

Yacto

MpoTeinypis*, NifBULLEHHS PiBHA KpeaTUHiHY, HUPKOBa HeAOCTaTHICTL*

Heuvacto

MigsuieHa yacToTa CevyoBUNyCKaHHA y AeHHMVI yac, rocTpa HMpKosa HefocTaTHICTL*

3 GOKY PenpopyKTUBHOT CUCTEMM Ta MONOYHIX 3a/103




YacTo HeperynsapHi MeHcTpyauii®

Heuvacto AwmeHopese*

3arabHi po3nagn

[lyxe yacTo BTOMNIOBaHICTb, acTeHist, nepudepunyHi Habpakn
YacTo MponacHuug
Heuvacto Binb y rpyAsx HekapAioNnoriyHoro NOXOAXKEHHs, NOPYLLUEHHS 3ar0eHHs paH

[LocnifpkeHHs

[yxe yacto

‘3MeHLLI8HHﬂ macu Tina

* IB. TaKOX Nigpo3ain «Onuc oKpemmx HeGaxxaHUX peakLiii».

8BKK0Yatoum (4acTo) MHEBMOHIID, IH(EKL|iT CEHOBMX LUNSAXIB; (HEYACTO) GPOHXIT, OnepisyBaNbHUIA ML, cencuc, abeLec Ta OKpPeMi BUMaAKN ONOPTYHICTUYHUX iH(EKLiN
[Hanpuknag, acneprineos, KaHAUA03, MHEBMOLWCTHA NMHEBMOHIs PJP/PCP Ta renatt B (auB. po3gin «Oco6nMBOCTi 3acToCyBaHHs»)] i (piAKko) BipyCHWIA MioKapawT.
bBntouaoun Pi3Hi BUNaAKM KPOBOTEY 3 Pi3HUX MiCLb, fIKi HE 3a3Ha4eHO OKpeMO.

CBKtoYaroum (Ayxe 4acTo) MHEBMOHIT, (4acTo) IHTEPCTULiabHI 3aXBOPIOBaHHS NereHb, fIereHesi IHGiNbTPpaLii Ta (PigKo) NereHesi anbBeoNspHI KPOBOTEU, NiereHesy
TOKCWYHICTb i a7IbBEONIT.

dBkniovatoun (By>Xe 4acTo) CTOMATUT, (4acTo) adhTO3HUIA CTOMATUT, NOSIBY BUPA30K Ha CAI30Bi 060NOHLI POTOBOT NOPOXHWHY Ta si3uKa Ta (He4acTo) 6inb siceH, FocuT,
FIOCOAVHIA.

€YacToTa 6a3yeTbCst Ha KiNbKOCTI XIHOK BiKOM Big 10 0 55 pOKiB, L0 3a3HaueHi B y3araibHeHNX AaHnX.

Onuc oKpemMnx HebarkaHnx peakuii.

3acTocyBaHHs eBeponiMycy Mg, Yac KNiHIYHWX AOCNI[HKEHb NPU3BOAUNO A0 CEepPO3HMX BUMaZKIB peakTUBaL,ii Bipycy renaTuTy B, BK/ItOYatoun neTanbHi BUNagKu.
PeakTuBauis iH(beKLii € 04iKyBaHWNM ABULLEM NPOTATOM Nepiogy iMyHOCynpecii.

Y xofi KNiHIYHMX A0CAiMKeHb | Yy NOCTMApPKETUHIOBMX CMOHTaHHUX MOBIJOM/IEHHAX 3aCTOCYBaHHA eBeponimMycy 6yno nos’s3aHe 3 BUMafKamn HUPKOBOT
Hef0CTaTHOCTI (Y TOMY uuCAi 3 NeTanbHUM HacnigKoM), NPoTeiHypil Ta NiABMLLEHOT KOHLEHTpaLii KpeaTuHiHY CMpOBaTKM KPoBi. PeKOMeHAYETbCA MOHITOPUHT
(DYHKLiT HAPOK.

3a faHMMK KNiHIYHUX AOCAIMKeHb Ta CMOHTAHHWMX MOBIAOMAEHb Y MicispeecTpauiiHuiA nepiod, 3acTOCyBaHHS eBEPONIMYCY CYMpPOBOZXKYBANOCA BUMagKaMu
ameHopei (BTOPUHHOI aMeHOPET Ta iHLINX NOPYLLEHb MEHCTPYaNbHOTO LIMKNY).

3a JaHUMK KNIHIYHUX [OCNIAKEHb Ta CMOHTAHHMX MOBIJOMMEHb Mif Yac MOCTMapPKETUHIOBOrO CMOCTEPEXeHHS, 3aCTOCYBaHHS eBepo/iMycy 6yno NoB’si3aHo 3
BUMagKamu nHeBMOHii PIP/PCP, iHoAi 3 neTasbHUM HaCMi4KOM.

3a JaHNMK KNIHIYHWX JOCAIMpKeHb Ta CMOHTAHHWX MOBIAOMAEHb Y MICNAPEECTPaLiiHWIA Nepiod, TPannsnucs BUNaAKy aHrioHeBPOTUYHOTO HabpAKy AK npu
CynyTHLOMY 3aCTOCYBaHHi iHri6iTopis AMd, TaK i 6e3 Hboro.

MayieH T NiITHLOrO BiKY.

B 06’eAHaHili nonynauii ans ouiHky 6e3neku 37 % nauieHTis, AKi npuiimann AdiHiTop, 6ynm BikoM = 65 pokiB. HacToTa HebaKaHUX peakLii, Lo Npu3BoavAM 40
NPUNYHEHHS 3aCTOCYBaHHA MpenapaTy, 6yna 6inbLwO Y MauieHTiB BiKoM = 65 pokiB (20 % npotu 13 %). HaiivacTiwvmy HebaXaHUMK peakuisamu, Lo



NPK3BOAVAN A0 NPUMUHEHHS 3aCTOCYBaHHA Npenapary, 6yan MHEBMOHIT (y TOMY YMCAI iHTepCTULLiaNbHE 3aXBOPIOBAHHS NIereHb), CTOMATUT, BTOMA Ta 3aAuLLIKa.
MoBifomneHHs Npo Nigo3ptoBaHi Heba>kaHi peakLii.

MosigomneHHa npo nigo3proBaHi HebaxaHi peakuii nicna peecTpauii Nikapcbkoro 3acoby Mae Benvke 3HaueHHA. Lle dae 3mory Hagani KOHTPOMoBaTu
CMiBBiAHOLWEHHS KOPUCTI/PU3MKY 3acTOCYBaHHS NikapcbKoro 3acofy. MpauiBHUKIB Cepy OXOPOHWM 340POB’S MPOCATb MOBIAOMASTY MPO BCi Nig03proBaHi
HebaxaHi peakLii Yepe3 HaLioHasIbHY CUCTEMY MOBIAOMIEHb.

TepMiH NnpugaTHOCTI. 3 poKy.

YMmoBw 36epiraHHs. 36epiratv npu Temnepatypi He Bue 30  C y 3axuLLeHOMy Bif BNMBY CBiTNa Ta BONOTU MicLii. 36epiraTi B HEAOCTYMHOMY AR fiTeld Micui.
YnakoBka Mo 10 TabneTok y 6nicTepi, No 3 61icTepu B KapTOHHii Kopo6Lyi.

Kareropis Bignycky. 3a peLentom.

BUpo6HUK.
Hosaptic ®apma LLITeiiH Al

Micue3HaxompkeHHs BUPo6HMKa Ta agpeca MicLis NPOBapKeHHS M0ro AisnbHOCTI.
LWadhhxayceplutpacce, 4332 LUTeiiH, LLBeiiuapis.



