IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

PEMAPA®
(FEMARA®)

Cknag:

Aitoya peyosumHa: letrozole;

1 TabneTka MiCTUTb 2,5 Mr 1IeTPO30/1Y;

[OMOMIDKHI PEYOBMHN: KPEMHIO AiOKCUA KOMOigHWIA 6e3BOAHNMIA; LIeNt0103a MIKPOKpUCTaliYHa; 1akTo3a, MOHOriApaT; MarHito cteapar; KpoxXmanb KyKYpYA3sHUN;
HaTPit0 KpOXMasbIIiKONAT

(Tvn A); rigpokcunponinmMeTUILentono3a; nonietuneHrnikons 8000; TabK; TUTaHy

piokeng (E 171); 3aniza okcug »oetuin (E 172).

JlikapcbKa thopma. TabneTku, BKPUTI NIBKOBOK 060/I0HKOH.
OCHOBHI (pi3MKO-XiMIYHi BNaCTWBOCTI: TEMHO-XOBTOr0 KO/IbOPY, KPYI/i, 3/7erka ABOOMNYK/i TabMeTKu, BKPUTI MIIBKOBOK 060/I0HKOHD, 3i CKOLUEHUMU Kpasmu; 3
0[JHOr0 60Ky — MapKyBaHHS «FV», 3 iHWOro — «CG».

dapmakoTepaneBTUYHa rpyna. 3acobu, WO 3aCTOCOBYKOTLCA AJ19 FOPMOHA/IbHOT Tepanii. AHTaroHiCTM rOPMOHIB Ta aHasIoriyHi 3acobu. IHribiTopy apomarasw.
NeTpo3sorn.
Kog ATX L02B GO4.

dapmako/oriyHi B1acTmBOCTI.

dapmakogyHamika.

JleTpo3on — HecTepoigHWIA iHriGiTop apoMaTasu (IHri6ITop 6I0CUHTE3Y eCTPOreHy); MPOTUNYX/IMHHWIA Npenapart.

Y BuNafKax, Kofv PicT MyXIMHHOT TKAHWUHWN 3a/1eXXUTb Bif HAfABHOCTI €CTPOreHiB, YCYHEHHS OMocepeKOBaHOr0 HUMW CTUMYJIHOKOUOrO BMIMBY € NepeayMOBOHO
NPUTHIYEHHS POCTY NYX/UHW.

Y XIHOK Y MOCTMeHoMay3i eCTPOreHn YTBOPHOKOTLCA NePeBaXKHO 3a y4acTiO (lepMeHTY apomMaTasu, AKUIA NepeTBOPHOE aHAPOreHM, WO CUHTE3YIOTLCA Y HaAHUPKOBUX
3an03ax (y neplly yepry aHApPOCTEHAIOH | TeCTOCTepoH), Ha ecTpoH (E1) Ta ectpagion (E2). Tomy 3a LOMOMOroK cneunpivHoi IHridiuil gepMeHTy apomartasu
MOXHa A0CAT TV NPUTrHIYEHHS BIOCUHTE3Y eCTPOreHIB Y NepUPEPUUHNX TKaHNHAX | B MYX/IMHHINA TKaHWUHI.

JeTpo30n NpuUrHivye apomarasy LUAAXOM KOHKYPEHTHOIO 3B°13yBaHHA 3 CYyO0AMHULIEIO LibOr0 (PepMEHTY — reMoM LmMToxpomy PA50, Lo Npu3BOAUTL A0 3HMKEHHA
6I0CUHTE3Y eCTPOreHiBY BCiX TKaHMHaX.

Y 30,0p0OBUX XIHOK Y NOCTMeHOMay3i 04HOpa3oBa [103a N1eTpo30/y, Aka ctaHoBUTb 0,1 Mr, 0,5 Mr Ta 2,5 Mr, 3HWXYE piBeHb eCTPOHY Ta ecTpafiony B CUPOBaTL KpoBi
(MopiBHAHO 3 NOYATKOBMM piBHEM) Ha 75—78 % i Ha 78 % BigNOBiAHO. MaKc/Ma/ibHE 3HMKEHHSA JOCAracTbCA vepes

48-78 rofuH.

Y XIHOK i3 NOLUMPEHO POPMOIO paKy MOMOYHOI 3a/103M Yy MOCTMeHoNay3i LWoAeHHe 3aCTOCYBaHHA NeTpo30/y Y A03i Big 0,1 Mr o 5 Mr 3HUXYE PiBHI ecTpagiony,
eCTPOHY Ta ecTPOoHY Cynb(haTy y nnasmi KpoBi Ha 75-95 % Bif nMo4aTKoBOro piBHA. pu 3acTocyBaHHI npenapaty y fo3i 0,5 mr i 6ifbLlle y 6araTbox BMNagKax
KOHLeHTpaLiT eCTPOHY Ta eCTPOHY Cy/b(aTy BUABNAOTLCA HUXKYE MeXIi YyT/IMBOCTI METOAY, L0 BUKOPUCTOBYETLCA A/1 BU3HAYEHHS TOPMOHIB. Lle Bkasye Ha Te, LU0



3a [JOMOMOroH JaHNX 03 MpenapaTy JOCAraeTbes Oi/bLl BUPaXKeHe NPUrHIYeHHs CUHTe3y ecTporeHiB. Cynpecis eCTporeHis nigTpUMyBasiaca NPOTArOM fliKyBaHHS y
BCIX NaLiEHTOK.

NeTpo3on — BucokocneunMivHMiA iHriBITOp aKTUBHOCTI apomaTasu. MNopyLUeHHA CUHTEe3Y CTEPOILHMX FOPMOHIB Y HAIHUPKOBMX 3a/103aX HE BUAB/IEHO. Y NaLi€eHTOK Y
nocTMeHonaysi, SKMM NPOBOAUIN Tepanito NIeTPO30/10M Y A060BIN f03i 0,1-5 Mr, KNiHIYHO 3HAYYLLMX 3MiH KOHLEHTPaLii y n1asMi KpoBi KOPTM30/Y, aflbA0CTEPOHY,
11-peokcukopTr3ony,

17-rigpokcunporectepoHy, AKTT, a TaKoX akTUBHOCTI peHiHy He 0yso BusaBneHo. MposeaeHHs TecTy ctumynauii AKTI yepes 6 1 12 TuxkHIB Teparii IETPO30/10M Y
Ao6osin nosi 0,1 mr; 0,25 mr; 0,5 Mr; 1 Mr; 2,5 Mr i 5 Mr He BUSIBMNO 6y Ab-SIKOFO NOMITHOIO 3MEHLLEHHS! CUHTE3Y a/lbJ0CTEPOHY UM KOPTM30/Y. TaknuM YMHOM, HEMAE
HeobXiAHOCTI NPU3HaYaT rMIOKOKOPTUKOIAMUTA MIHEPSIOKOPTUKOTAM.

Y 300pOBUX XIHOK Y MOCTMeHoMay3i nicns 04HOPa30BOro 3acTocyBaHHA N1eTpo3ony y gosax 0,1 mr, 0,5 Mr i 2,5 Mr 3miH KOHUeHTpaLii aH4poreHis (aHAPOCTEHAIOHY
Ta TeCTOCTEPOHY) Y NnfasMi KpPoBi He BWABMEHO. Y MaUi€eHTOK Y MOCTMeHoMaysi, AKi OTpUMyBanu neTpo3on y Aob6osii aosi Big 0,1 mMr go 5 mr, 3miH piBHS
aHAPOCTEH/IOHY Y Na3Mi KPOBi TakoX He Bifi3Ha4eHO. Bce Lie BKasye Ha Te, Lo 6/10Kada 6i0CMHTE3Y eCTPOreHiB He NPU3BOAMTb [0 HaKOMUYEHHS aHAPOreHiB, AKi €
nonepeaHMKaMn eCcTPOreHiB. Y MauieHTOK, SKi OTPUMyBain NeTpo3os, He Oyno BiA3HAYEHO 3MiH KOHLEHTpaLiil NHOTEIHI3y4Yoro Ta ¢oniKynoCTUMYNHOHY0ro
FOPMOHIB Y Nna3Mi KPOBi, & TaKOX He 6y/10 Bi3HaYeHO 3MiH (DYHKLi WUTOBMAHOT 3a/1031, IKY OLIHIOBaNN 33 PIBHAMW TUPEOTPOMHOr0 ropMoHy, T4 i Ts.

PapmakoKiHeTuKa.
BCcMOKTYBaHHSA. J1eTpo30/1 LWBMUAKO | MOBHICTIO BCMOKTYETbCA 3i LUTYHKOBO-KULLKOBOIO TPaKTy (CepefHs BenvymHa 6iofoCTyMHOCTI cTaHOBUTL 99,9 %). Dka
HE3HaYHOK MIPOKO 3HMXKYE LLIBUAKICTb abcopbuiT (CepefjHe 3HAUYEHHS Yacy [OCATHEHHA MakCUMasibHOT KOHLIEHTpaLiT N1eTpo30/y B KPOBI (tygx) CTAHOBUTL 1 rofnHy

npu npuitomi ®emapn® Hatule i 2 roAUHY — NpU NpUIAoMi 3 TXKeto; CepefHE 3HAUEHHS MaKCUMasbHOT KOHLIEHTpaLiT neTpo3osy B KPOBi (Cpgy) CTAHOBUTL 129 + 20,3

HMO/L/N NPV NpuiioMi HaTwie i 98,7 = 18,6 HMONL/N — NpY NPUIAOMI 3 DKEKD), OfHaK CTYMiHb BCMOKTYBaHHS NeTpo30ny (Npv OuiHUi 3a M/OLWE Nif KPUBOH
«KOHLEHTpaLis — Yac») He 3MIHIETbCA. He3HauHi 3MiHM LIBUAKOCTI BCMOKTYBaHHS PO3LIHIOIOTLCA AK TaKi, WO He MatoTb K/iHIYHOrM0o 3HaYeHHs, TOMY NeTpo30n
MO>XHa 3aCTOCOBYBATUN HE3a/1IEXHO Bif Npuinomy ixi.

Posnogin. 3B’A3yBaHHA n1eTpo30/1y 3 6inKamy nnasmy KpoBsi CTaHOBWUTHL Mpubnm3Ho 60 % (nepeBaxkHO 3 anbbymiHOM — 55 %). KoHUeHTpauis netpo3ony B
epuTpoumTax Maibke 80 % itoro piBHS y nnasmi KpoBi. MMicns 3actocyBaHHs 2,5 Mr 14C-miueHoro netposony npu6amsHo 82 % pafioakTUBHOCTI Y MiasMi KpOBi
NpUNagano Ha 4yacTKy He3MiHEHOT aKTUBHOT pe4OBMHU. TOMY CUCTEMHUIA BM/IMB METAb0NITIB NETPO30/1y HE3HAYHWIA. J1eTPO30/ LWBMAKO i LUMPOKO PO3NOAINAETbCA Y
TKaHWHaX. YSIBHWI 06’ €M pO3Moginy y nepiof piBHOBXXHOMO CTaHy gocsarae npuénunsHo 1,87 + 0,47 n/kr.

MeTaboniam i BuBeAeHHS. J1eTPo30/1 3HA4YHOK MipOKD 3a3Hae MeTaboni3My 3 YTBOPEHHSIM (hapMaKonoriyHO HeaKTMBHOMO Kap6iHOM0BOro MeTaboniTy — OCHOBHWIA
wax enimiHauii. MetaboniyHuid knipeHc netposony (CL,,) cTaHoBUTb 2,1 N1/rof, WO MeHLUe 3a BeNUYMHY MediHKOBOro KpoBOTOKY (npubnmsHo 90 n/rog). byno

BUABNEHO, WO i30depmeHTn CY P3A4 i CYP2A6 untoxpomy P450 3naTHi NepeTBOPIOBATM NIETPO30/ Ha AOr0 MeTaboniT. YTBOPEHHS HEBENMKOT KifIbKOCTI iHLINX,
MOKM WO He ieHTU(DIKOBaHMX MeTaboNITIB, a TaKOX BUBEAEHHSA HE3MIHEHOIO NMpenapaTy 3 CeYero i Kasiom BifirpatoTb NnLLe He3HaYHY Ponb Y 3arasibHin enimiHauii
netpo3ony. MpoTarom 2 TVXKHIB NiCNs BBEAEHHSA 340POBUM A0OOPOBO/LLAM Y NOCTMeHOMNay3i

2,5 mr 14C-miueHoro netpo3sony B cedi 6yno BusiBNeHo 88,2 + 7,6 % pafioakKTMBHOCTI, Y Kasli —

3,8 £ 0,9 %. MpuHaliMHi 75 % pafioakTUBHOCTI, WO BUABASETLCA Y Cedi 3a nepiog Ao 216 roauH (84,7 + 7,8 % [03u NeTpo3ony), Nnpunagano Ha raoKypoHiaHi
KOH’toratu kap6iHoN0BOro meTabonity, Maixe 9 % — Ha ABa iHLWi He iaeHTUdikoBaHi MeTaboniTh Ta 6 % — Ha He3MIHEHWIA NeTPO301.

YABHWUIA KiHLEBWUIA Nepiof HaniBBMBELEHHS 3 M1a3MU KPOBi CTaHOBUTb NPUGAM3HO 2—4 no6w. Tlicns WoAeHHOro npuiomy 2,5 Mr npenapaty piBHOBaXHa
KOHLIEHTpaL,is 1eTpo30/y J0CAracTbCs MPOTArOM 2—6 TVXKHIB, NPU LibOMY BOHA NPWOGIM3HO Y 7 pasiB BULLA, HIXX NiCs 04HOPa30BOro nNpuinomy Tiel X fo3u. BogHouac
3HaYeHHs PIBHOBAXKHOI KOHUEHTpauii y 1,5-2 pa3u nepeBuLLye Te 3HAYEHHS PIBHOBAXXHOI KOHLEHTpaLii, ike MOXHa 6yno 6 3aB6a4YMTN HA OCHOBI PO3pPaxyHKIB,
BUXOLAYM 3 BENIMUMH, 3apeecTpoBaHUX Nicns npuiomy ogHOPa30Boi fo3u npenaparty. Lie Bkasye Ha Te, WO Npy LLOLEHHOMY 3aCTOCYBaHHI /IeTPO30/y Y f03i 2,5 Mr
oro (hapmakoKiHeTUKa Mae [eLlo HeniHiMHMn xapakTep. OCKiNbKM PiBHOBaXKHA KOHLEHTpaLis NeTpo30ny NigTPUMYETLCA Mif vac NiKyBaHHSA NPOTSroM TPUBAIOro



yacy, MOXHa 3p06MTN BUCHOBOK MNP0 Te, LLL0 HAKOMUYEHHS IETPO30/1Y He Bif0yBaEeThCH.

JTiHIRHICTb/HENIHINHICTb. PapmaKoKiHETNKA NeTPo301y 6yna NPonopLiiHOK A03i NicNs 3aCTOCYBaHHA OA4HOPA30BOI NepopaibHOT 403K Ao 10 Mr (Aiana3oH 403 Bif
0,01 go 30 mr), a Takox nicns WwogeHHnX o3 fo 1,0 mr (gianasoH gos Big 0,1 fo 5 mr). Micns 3acTocyBaHHA 04HOPA30BOI NepopasibHOI 403K 30 M crocTepiranocs
He3HauHe, ane 6iNbLL HiXK NponopuiliHe Ao3i 36inbleHH:A NnokasHuka AUC. Mpu 3acTocyBaHHiI WoAeHHMX 03 2,5 Ta 5 Mr 3HauyeHHs AUC 36inbLumniocs NpueansHo y
3,8 Ta 12 pasiB 3amicTb 2,5 Ta 5 pasis Bi4NOBIAHO NPY NOPIBHAHHI 3 L0300

1,0 mr/go6y. TaknM YMHOM, peKOMeH/oBaHa fo3a 2,5 Mr/goby Moxe 6yTu rpaHUYHOIO 03010, 3a SIKOI HEMPOMNOPLIAHICTL CTae BUAMMOLO, TOAI SK MPY 3aCTOCYBaHHI
Ao3n 5 mr/goby HenponopLiHICTb CTae 6inblU BUpaXKeHO. HenponopuiiHicTb 403K, WMOBIPHO, € Pe3y/IbTaTOM HAaCMYEHHS NPOLIECiB MeTabo/iYHOr0 BUBEAEHHS.
PiBHOBaXXHI KOHLeHTpaLii gocsranucs yepes 1-2 micsui Npy 3aCTocyBaHHI YCiX AOCNIMKYBaHNX pexxuMiB fo3yBaHHA (0,1-5,0 Mr Wwo4eHHO).

PapmakoKiHeTUKa B OKpeMux rpyn nauieHTiB. Y LOCNiMKeHHI, fiKe NPOBOAMIOCS 3a y4acTio 19 f06pOBO/bLIB 3 Pi3HUM CTAHOM (PYHKLIT HAPOK (24-roAvHHWI
KnipeHC KpeaTUHiHYy BapitoBaB Big 9 A0 116 Mn/xB), Big3Hayanocs, Wo apMaKoKiHeT/Ka N1IeTPo30/1y He 3MiHIOBanacs nicns ogHopasosol fo3n 2,5 mr. Kpim Toro, y
BMLLie3a3HAYEHOMY [OCNIIKEHHI OLiHIOBaN BNIMB NOPYLUEHHA (PYHKLIT HAPOK Ha NeTPo30/, aHasli3 KoBapiaHT 6yB BMKOHaHWUA Ha OCHOBI AaHUX ABOX 6a30BMX
pocnipkeHb (gocnipkeHHs AR/BC2 ta AR/BC3). Po3paxoBaHuid KNipeHe KpeaTuHiHy (aianasoH y gocnimkeHHi AR/BC2: 19-187 mn/xs; y pocnigpkeHHi AR/BC3:
10-180 m/XB) He NPOLAEMOHCTPYBaB CTAaTUCTUYHO 3HAYYLLOrO 3B’A3KY 3 MiHIMa/IbHUMW PIBHAMW IETPO30Y Y MnasMi KPoBi y piBHOBaXKHOMY CTaHi (Cyyipy)- BinbLue

TOro, AaHi gocnimkeHs AR/BC2 1a AR/BC3 nikyBaHHA Apyroi NiHii MeTacTaTUYHOro paky MOJIOYHOI 3a/1031 NPOAEMOHCTPYBa/IM BiCYTHICTb HEraTUBHOIO BMN/IUBY
NeTpo30/y Ha KNipeHc KpeaTWHiHY abo NoripLIeHHs QYHKLIT HAPOK.

TakvM YMHOM, KOPeKLif f03M navuieHTam 3 NOpYLUEHHAM PYHKLUIT HUPOK (KMIPeHC KpeaTuHiHy

> 10 Mn/xB) He noTpi6Ha. IH(opmaLlis CTOCOBHO MALiEHTIB 3 TAXKUM MOPYLUEHHAM (YHKLIT HUPOK (KNipeHe KpeaTUHiHy < 10 M/1/XB) 06MeXeHa.

Y nogibHoMy AocnifpKeHHi, NpoBefeHOMY 3a y4acTio 0Ci6 3 Pi3HMM CTaHOM (DYHKLiT nedviHkK, OyNno BCTAHOBMEHO, WO Y MauieHTiB 3 MOMIPHO BUPaXeHUM
MopYyLUEHHAM PYHKLIT NeviHkn (knac B 3a wkanoto Yainnga—’to) cepefHi BeIMUMHM NIOLL Mif KPUBOK «KOHUeHTpauis — vyac» (AUC) 6ynm Ha 37 % BULLi, HDXX Y
3[10pOBUX A06POBO/LLLIB, ae 3a/MWanca y Mexax Toro fianasoHy 3HaueHb, SKi CNocTepirannca y nauieHTiB 6e3 nopyweHb QyHKUIT NeYviHKK. Tpy AOCipKEHHI
(hapMaKOKIHETVKM OAHOPa30BOT 031 Y 8 XBOPUX 3 LMPO30M MEYiHKN Ta THXKKUM MopyLlleHHaM 1T yHKuiT (knac C 3a wkanoto Yainga—r’t0) 6yno BigsHavyeHo
36inbweHHs AUC Ha 95 % Ta ti, Ha 187 % BifnoBifHO NMOPIBHAHO 3 NOKa3HWKamy y 340pOBMX [06POBONLLIB. TakM YMHOM, Y NALEHTOK 3 PAKOM MOJIOYHOT 3871031

Ta THKKUM NOPYLLEHHAM PYHKLT MeYiHKM 04iKyHTbCA GiNbLL BUCOKI PiBHi NIETPO30/1Y, HiXK Y NALiEHTOK 6€3 TSHXKKOT ANCHYHKLIT nediHku. OTxe, npenapat demapa®
Cnif 3 06epeXHICTIO 3aCTOCOBYBATW NaUieHTKaM 3 TSXKKMM MOPYLUEHHAM (YHKLUIT NeYiHKKM, 3BaXYOUM HA CMIiBBIAHOLIEHHA KOPUCTL/PU3NK A/ KOXHOI OKpPemoT
MauieHTKN. Y 3B’A3KY 3 TUM, L0 Y MauieHTiB, AKi oTpuMyBasM J060Bi f03u Big 5 Mr ao 10 mr/geHb, He cnocTepiranocs 36i/blleHHA MOKa3HUKIB TOKCUYHOCTI,
KOpeKLisi 031 Y HanpAMKY 11 3HUXeHHS He 06rpyHTOBaHa, Xo4ya TakMM nauieHTam noTpibHo nepebysatu Nif peTesibHUM Harnsgom. Kpim toro, He 6yno Bifg3HayeHo
Oyab-SKOro BNANBY MOPYLUEHb (YHKLIT HUPOK (PO3paxyHKOBI 3HAYEHHS KipeHCY KpeaTuHiHy cTaHoBuanM 20-50 mMn/xB) abo nopylleHb (YHKLIT MEYiHKN Ha
KOHLLeHTpaL,ito 1eTpo3osy y nna3mi Kposi y 359 nauieHTOK 3 NOWMpPeHUMM hopMamm paky MOMOYHOT 3a103U. DapMaKOKIHETUKA NIETPO30/TY He 3a/1eXUTb Bif BiKY.

KniHiYHI XapaKTepUCTUKN.
Noka3aHHA.
AfL’t0BaHTHa Tepariisi FOPMOHOMO3UTUBHOMO iHBA3BHOI O paKy MOJIOYHOI 3371031 Ha PaHHIX CTagisax y XXiHOK Yy NoCTMeHonay3anbHWI nepiog.
PoswuvpeHa af’toBaHTHa Tepanisi iHBa3MBHOIO paky MOJIOYHOT 3a/1031 Ha PaHHiX CTafifxX y XXIHOK y MOCTMeHonay3a/lbHUIn nepiog, skuM 6yna nposeaeHa
CTaHAapTHa aj’toBaHTHaA Tepanis TaMOKCU(EeHOM NPOTArom 5 pokis.
Tepanis nepLuoi NiHIT rOPMOHO3a/1EXKHOT 0 MOLUMPEHONO PaKy MOJIOYHOT 3a/1031 Y XXIHOK Y NOCTMeHonays3i.
JliKyBaHHS MOLUMPEHUX (HOPM PaKy MOJIOYHOT 3a/1031 Y XKIHOK Y MocTMeHonay3i (MpupoaHol abo CNPUYMHEHOT LITYYHO) Micna peumamBy abo NporpecyBaHHS
3aXBOPOBaHHS, AKI OTPUMYBaIN NONEPESHI0 Tepanito aHTUECTPOreHaMU.



Heoaz toBaHTHa Tepanisa y XIHOK Y NOCTMeHonay3i 3 ropMOHONO3UTUBHUM, HER-2-HeraTMBHUM pakom MOJIOYHOT 3a/1031, AKUM He NiAX04MTb XimioTepanis i He
NnoKasaHe HeBIfKaaHe XipyprivyHe BTpyYaHHS.
EeKTMBHICTb Npenapary 415 nayieHTOK 3 FOPMOHOHeraTMBHUM PakoM MOJIOYHOT 3a/1031 He [loBefeHa.

lNpoTnnoKasaHHS.
MigBuLLEHa YyTAMBICTb [0 aKTUBHOT Pe4OBMHM ab0o A0 Oy Ab-AKOr0IHLLOro KOMMOHEHTA npenapary.
EHLOKPUHHWIA cTaTyC, XapaKTepHUI 419 NepeameHonay3asibHoro nepiogy.
BariTHIiCTb, Nepiof rofyBaHHsA rpyaato.
PenpoayKTVBHWIA BiK NaLieHTKN.

B3aemogisi 3 iHLLIMMW NiKapcbKUMM 3ac06aMu Ta iHLWi BUAW B3aEMOSIA.

MeTabos1i3M N1eTpo30/1y 4acTKOBO BifbyBaeTbes 3a yyacTio CYP2A6 Ta CYP3A4. Takum YMHOM, Ha CUCTEMHE BMBEAEHHS NTETPO30/1Yy MOXYTb BMAMBATK NiKapChKi
3acobu, AKi BnanBatoTb Ha (epMeHT CYP3A4 i CYP2A6. OueBnaHO, MeTaboni3m eTPo30/y Mae HU3bKY cropigHeHicTb i3 CY P3A4, OCKiNbKY Lieit hlepMeHT He
HaCUYyETbCA MNPY KOHLEHTpaLisnX, y

150 pasiB B6inbLUNX, HIXK KOHLEHTPaLii 1eTPo30/y, WO CNOCTepiratoTbCs y Nna3mi KpoBi y nepiof piBHOBaXXHOI0 CTaHy 3a TUMOBUX K/TiHIYHMX YMOB.

Ha cborogHi KniHiyHWiA A0CBia 3acTocyBaHHsA npenapaty demapa® B KomGiHaLjii 3 ecTporeHamy a6o iHWMMM NPOTMPAKOBMMU MpenapaTamu, KpiM TaMOKCU(EHY,
BiZICYTHI. TaMOKCU(EH, iHWI aHTMeCTPOreHHi npenapaty abo eCTPOreHOBMICHI NiKapCbKi 3aC06M MOXKYTb HiBe/IoBaTK (apmakonorivyny aito netposony. Kpim Toro,
[0BEfEHO, WO Y pa3i 04HOYACHOr0 3aCTOCYBaHHA TaMOKCU(eHY Ta SIETPO30/1y CYTTEBO 3HUXKYHOTLCA M1a3MOBI KOHLEeHTpaLiT netpo3ony. Chig yHUKaT 0f4HOHYaCcHOro
3aCTOCYBaHHSA /IETPO30/1y 3 TAMOKCU(EHOM, IHLIMMM aHTaroHiCTaMu eCTPOreHiB abo ecTporeHamu.

JTikapcbKi 3ac06U, sIKi MOXYTb NiABMLLYBaTU KOHLEHTPALLIT NeTpo30/1y B CMpoBaTLi KPOBi.

IHriGiTopn aktuBHocTi CYP3A4 i CYP2A6 MOXYTb 3HWKYBAaTU METab0/1i3M N1eTPO30/Y i, TAKUM YMHOM, NiABMLLYBATW KOHLEHTPALIT S1eTP030/y B Miasmi KpOBi.
OpfHoYacHe 3aCTOCyBaHHA NiKapCbKMX 3aco0biB, SKi CUIbHO MPUrHIYYHOTL Wi hepmeHTU (MOTY>XHi iHri6iTopy CYP3A4, 30Kpema: KeTOKOHa30/, iTpakoHa3on,
BOPMKOHA30/1, PUTOHABIP, KNapuUTPOMIUMH i TeniTpomiunH; CYP2A6 (Hanpuknag METOKCasieH)), MOXe NiABULLYBaTK e€KCMo3uLito NeTpo30y. ToOMy nauieHTKam,
SKMUM MoKasaHi NoTy>Hi iHri6iTopn CYP3A4 i CY P2A6, peKOMEHLYETLCA NPOABNATY 06EPEXHICTb NPU TX 3aCTOCYBaHHI.

JTikapcbKi 3ac06U, IKi MOXYTb 3HMXKYBATWN KOHLUEHTpaLii 1eTP0o30/1y B CMPOBaTL,i KPOBI.

IHaykTOpK akTnBHOCTI CY P3A4 MOXYTb NiABULLYBaTU METaboNi3M NeTPO30/y i, TaKMM YMHOM, 3HUXKYBATK KOHLUEHTpaLito IeTpo301y B nnasmi Kposi. OfHovacHe
3aCTOCYBaHHA NiKapCbkMX 3acobiB, ski ctumyniooTs CYP3A4 (Hanpuknag QeHiToiH, pugamniumH, KapbamaseniH, geHobapbiTan i 3Bipo6i 3BMYANHWIA), MOXE
3HMXKYBATK eKCMNOo3ULLito N1IeTpo30y. ToMy navieHTKam, SKUM nokasaHi NoTy>kHi iHaykTopu CY P3A4, peKoMeHAY€ETLCA MPOSBAATU 06ePeXXHICTb MPK X 3aCTOCYBaHHI.
IHoykTOpUN CY P2A6 Hesifomi.

OpHovacHe 3acTocyBaHHS npenapaty ®emapa® (2,5 Mmr) i TamokcudgeHy 20 Mr 0AMH pa3 Ha A00Yy MPU3BOAMNO 10 3HUXKEHHS PiBHS NETPO30/y B Mas3Mi KpoBi B
cepefHbOMY Ha 38 %. KniHiuHWIA gocBif, oTprMaHuiA Ha nifgcTasi fOCNiMpKeHb Tepanii Apyroi MiHiT paky MOIOYHOT 3a/103U, NOKasye, WO TepaneBTUYHWI ethekT
NiKyBaHHs npenapatom ®emapa®, aK i YyacToTa BUHUKHEHHS HebakaHWUX peakLiii, He 36inbLlyBanucs, Ko ®emapy® 3acTocoByBany 0Apasy Micas TaMOKCUDEHY.
MexaHi3M L€l B3aEMOAIT HEBIAOMMUIA.

JlikapcbKi 3ac006U1, CUCTEMHI KOHUEHTpaLii AK1X B CUPOBATL,i KPOBI MOXYTb 3MIHKOBATUCA Mij BMNIMBOM N1eTPO30/1y.

In vitro neTpo3on NpurHivye izoepmeHTn umutoxpomy P450 — CY P2AG6 i nomipHo CY P2C19,

afe KMiHIYHe 3HayeHHsa LbOro feua Hesigome. [poTe cnif LOTPUMYBATUCA OOEPEXHOCTI MpWY OAHOYACHOMY 3aCTOCYBaHHI NeTpo30/y I NiKapCbKUX 3aco6iB,
BMBELEHHS SKUX NepeBaXXHO 3anexuTb Big CYP2C19 i aki MalOoTb By3bKUiA TepaneBTUYHMIA fiana3oH (TakuxX fK (eHITOIH, knonigporenb). Cy6ecTpaT 3 By3bKUM



TepaneBTUYHUM fianasoHom ans CY P2A6 HeBifgoMuiA.

JocnifpKeHHs KNiHIYHOT B3aEMOAIT 3 UMMEeTUAMHOM (BifgoMuiA HecneundivHuiA iHribitop CYP2C19 i CYP3A4) i BapthapuHom (4yTameuid cyoctpat ana CY P2C9 3
BY3bKMM TepaneBTUYHMM fAiarna3oHoM, SKWI1 YacTO 3aCTOCOBYHOTb SIK CYMYTHIN npenapat 415 WisiboBOi nonynsaui’ N1eTpo3ony) nokasanu, Wo chiflbHe 3aCTOCYBaHHA
npenapaty ®emapa® i Uyx NikapcbKMX 3ac06iB HE CIIPUUMHSAE KiHIYHO 3HAYMMOT NiKAPChKOT B3aEMOT.

Ornag 6a3n UMX KNIHIYHKUX AOCNIMKEHb He BUSBMB HISIKMX AO0Ka3iB iHLIMX KAIHIYHO 3HAYMMMUX B3aEMOAIN 3 IHWWMK NiKaPCbKMMK 3aco6amu, L0 4acTo
NpU3HaYatoTbLCA.

Oco6MBOCTI 3aCTOCYBaHHS.

MopyLUeHHS OYHKLIT HUPOK

Hemae gaHux LIOAO 3acTocyBaHHS npenapaTy ®emapa® ans nikyBaHHS NaLieHTOK 3 KNipeHCOM KpeaTuHiHy < 10 Mn/xB. Mepen npusHayeHHsM npenapaty Takum
nawieHTKam Cnij 3BaXKUTW Ha CMiBBIAHOLLEHHS NOTEHLINHOIO PU3NKY | O4iKyBaHOM0 e(heKTy NiKyBaHHS.

XonecTepuH.

Cnif, po3rnsiHyTU NPOBEAEHHSA MOHITOPUHIY XONEeCTEPUHY Y CMPOBATLi KPOBI. Y X041 AOCNI[KEHHSA 13 3aCTOCYBaHHAM a/’FOBAHTHOI O NiKyBaHHSA NMOBIAOM/IANOCA NPO
rinepxonectepuHemito y 52,3 % nauieHTIB, AKi 3aCTOCOBYBa/IM NIETPO30/, Ta Y 28,6 % nauieHTIB, AKi 3aCTOCOBYBa/I TAMOKCU(MEH. 3a KPUTEPIAMW OLLiIHKM CTYMNeHs
TSHKKOCTI No6iuHMX peakuin (CTC) nosigoMnsnocs npo rinepxonectepuHemito 3—4 ctyneHs y 0,4 % nauieHTiB y rpyni netpozony t1a y 0,1 % nauieHTiB y rpyni
TaMmokcueHy. Kpim Toro, B afi’toBaHTHI Tepanii 36ifblueHHs = 1,5 x BMH 3aranbHOro XonectepuHy (K npasusio, He HaTLle) CrnocTepiranocs y nauieHTis, fKi
3aCTOCOBYBa/I MOHOTEPANito Ta Mav NoYaTKOBUI PiBEHb 3araslbHOro X0NnecTepuHy B CMpoBaTLi KPOBi B MeXax Hopmu (To6To <= 1,5 x BMH), y 151/1843 (8,2 %) B
rpyni netposony npotn 57/1840 (3,2 %) B rpyni TaMOKcugeHy. 3acTocyBaHHS rinoninigeMiyHnx npenapatis 0yno HeobxigHO 25 % navieHTiB, L0 3aCTOCOBYBaIN
NeTpo30/, Ta 16 % nauieHTiB, L0 3aCTOCOBYBa/IYI TAMOKCU(EH.

MopyLUeHHs QPYHKLIT NeYiHKN.

Y nauieHTiB 3 TAKKOK NeYiHKOBOK HegocTaTHICTHO (knac C 3a Wwkanow Yainnga—1’t0) cucteMHa ekcrnosuuis Ta Yac HaniBBMBEAEHHSA NeTPOo30/y Npu6aM3HO BABIYi
[OBLUI, HIX Y 340pOBOT NOAMHN. Taki XBOpi NOTPe6YOTb BiflbLL YBAXKHOIO CNOCTEPEXEHHS.

Bnavs Ha KiCTKMU.

OcCKifnbKn CDelvlapa® € MOTY)XXHUM NpenapaToM, WO 3HKYE KOHLIEHTpaLit0 eCTporeHiB, nif yYac aj’toBaHTHOI Ta PO3LLMPEHOT af’toBaHTHOI Tepanii d)el\naporo® y
XIHOK 3 0CTeonopo3oM Ta/abo nepenioMamu B aHaMHesi Ta y TUX, XTO Mae NigBULLEHWIA PU3MK PO3BUTKY OCTEOMNOPO3Y, HEOOXIAHO OLIHUTM MiHepasbHY LWiNbHICTb
KICTKOBOI TKAHWUHW [0 MOYaTKy NiKyBaHHS, MPOTArOM NiKyBaHHA Ta MiCNA 3aBepLUeHHs NliKyBaHHS N1eTPo30/IoM. B yMoBax afi’toBaHTHOrO JliKyBaHHA TaKOX Chif
pO3rNaAaTM MOX/IMBICTb 3aCTOCYBaHHA CXEMU MOCNILOBHOI Tepanii (J1eTP0301 NPOTAroM 2 PoKiB 3 NOAANbLUMM NEPeXoLoM Ha NPUIOM TaMOKCUgeHY NpoTarom 3
POKIB) 3a/1eXXHO Bif NPOQifto 6e3neKkn nayieHTKN.

MeHonay3anbHuii cTaTyc.

Y NaujieHTOK 3 He3’ACOBaHUM MeHOoMay3abHUM CTaTyCOM HEOBXiHO A0 NoYaTKy NiKyBaHHs npenapatom ®emapa® BU3HAUNTM PiBHI NHOTEIHI3YHOHOro ropMoHy (1),
(honikynoctumyntotouororopmoHy (®CI) Ta/abo ectpagiony. MpuiimaTy npenapat ®emapa® NoBUHHI TiNbKW XiHKM

3 NOCTMeHoNay3a/lbHUM eHAOKPUHHUM CTaTyCOM.

TeHAVHIT Ta Po3puB CyXOXKWUNS.

MoxxnuBi (pifKo) TEHAUHIT Ta PO3pUB CYXOXMNNSA. HeobXigHe peTenbHe 06CTEXEHHS NaLiEHTOK Ta BXWTTS BiANOBIAHMX 3ax0fiB (Hanpuknag, iMMob6inisawis) woao
YPaXXeHOro CyxoXunnsa (aue. p. «MobiYHI peakyii»).

MopyLUeHHs nabopaTOopPHUX MOKA3HUKIB.

[0303anexHoro Bnnvey npenaparty ®emapa® Ha 6yab-aKi reMaTonoriyHi abo 6ioXimMiuHi NOKA3HMKKU He cnocTepiranocs. MoMipHi 3MeHLLIEHHS KifbKOCTi niMoLmnTiB
HEBM3HAYEHOTIO K/MiHIYHOrO 3HaYeHHs crocTepiranmMcs y [AesKUX NalieHTiB, Wo 3acTocoByBanu npenapat ®emapa® y pa03i 2,5 Mr. Take 3HUKEHHS KiflbKOCTi



nimounTIB Mano TPaAH3UTOPHUIA XapaKTep NPUGAM3HO Y NOMOBUHY NaLieHTIB, L0 3a3HanM BNAVBY. Y [ABOX MaLlieHTiB, sKi 3acTocoByBany ®emapy® possrHynach
TPOMOOLMTONEHIS; B3aEMO3B’A30K i3 JOCNIAKYBaHUM NpenapaTtoM He 6yB 3’icOBaHUA. Buxif nauieHTiB i3 4OCNIMKEHHS Yepe3 3MiHY 1abopaTopHUX NOKa3HWKIB, LLLO
Oy un He ByNM MOB’A3aHi 13 3aCTOCYBaHHAM npenapary, 6yB pPiAKUM.

IHLWI 3aCTepe>KeHHs.

Cnif, yHVKaTV OHOYACHOrO 3acTOCYBaHHA npenapaty demapa® i TamOKcU(eHy, iHLIMX aHTAaroHICTiB eCTPOreHiB UM eCcTPOreHOBMICHMX NiKapCbKUX 3acobiB,
OCKIi/IbKM LI peYOBUHM MOXXYTb HiBENHOBATW (hapMaKo/IoriyHYy [it0 1eTPO30/y.

OcCKifnbKM TabNeTKN MiCTATb NaKTo3y, npenapaT ®eMapa® He peKOMEHAYETLCA NaLjieHTKaM

3 TaKUMW PiAKICHAMM CNagKoBUMK NpobieMamm, K HeMepeHOCUMICTb ranakTo3u, TAXKKa NakTa3Ha HeoCTaTHICTb abo MasibabcopbLLia MHOKO3U-ranakTosu.

3acTocyBaHHA y nepiog BariTHOCTI abo rogyBaHHs rpyaato.

XKiHKM y nepumeHonay3anbHOMY CTaHi ab0 >KIHKM PenpoayKTUBHOIO BiKY.

MpenapaT ®emapa® cnif 3acTocoBYBaTH TiflbKM XiHKaM 3 YiTKO BCTaHOB/IEHUM MOCTMEHOMay3a/lbHAM CTaTycoM. ICHYtOTb NOCTMapKETMHIOBI MOBiJOMIEHHS MPO
CMOHTaHHiI aGoPTU a60 BPOMKEHI aHOMa/TiT Y HOBOHAPOMKEHMX, MaTepi AKX npuiimani npenapat ®emapa®.

3 ornsay Ha NoBiAOMNEHHS! MPO MOHOB/EHHS YHKLIIT SEYHVMKIB Y XIHOK Ha hoHi NiKyBaHHS npenapaTom ®emapa®, HesBaxkatouy Ha YiTKWiA NOCTMeHoMay3aibHUiA
CTaTyC Ha rnoyartKy Tepanii, nikap 3a NoTpe6y NOBMHeH 06roBOPUTY 3 MALIEHTKOIO afeKBaTHI NPOTU3an/igHi METOAN.

BariTHICTb.

Ha ocHOBI f0CBiAy 3aCTOCYBaHHA Mpenaparty M0A4AM, WO BKIKOYAE OKPeMi BUMAAKN BPOLKEHMX Baf, (3POLLEHHS Ty0, 30BHILLHI CTaTeBi opraHy NMPOMIXHOro Tuny),
BifloMO, W0 npenapaT ®emapa® MoxKe CNpPUUMHATI BPOKEHI BaAy PO3BWUTKY Y pasi Oro 3acTocyBaHHs Mif yac BariTHOCTi. Pe3ynbTaTvi AOCAiKeHb Ha TBapUHAX
rnoKasasin HasBHICTb PenpoayKTUBHOT TOKCUYHOCTI. MpenapaT ®emapa® npoTunokasaHuii A1 3aCTOCYBaHHS Y Nepio BariTHOCTI.

["ofyBaHHA rpyaato.

HeBifoMO, U/ eKCKPeTYETLCA IETPO30/ Ta MOro Metaboniti B rpyfiHe MOIOKO NOAVHN. PUSKK 415 HOBOHAPOKEHOr 0/HEMOBIATY BUK/TIOUNTU HE MOXHA.

MpenapaT ®emapa® npoTMNoKasaHWii 4ns 3aCTOCYBaHHS MifJ Yac roAyBaHHs rpyaato.

PepTUNbHICT.

dapMaKoorivyHO Ai€t0 NETPO30/Y € 3HVKEHHS NPOAYKYBaHHS eCTPOreHy LUAXOM iHribyBaHHA apoMaTasn. Y XXIHOK Y npemeHonaysi iHribiyis CMHTe3y ecTporeHy
NMPU3BOAWTL A0 BIAMNOBIAHOIO NiABMLLEHHSA PiBHIB roHagoTponiHis (JIT, ®CI). MigsuweHHsa pisHs ®CIT, B CBOKO Yepry, CTUMY/IOE PICT (PONIKYNIB, L0 MOXe
IHAYKYBaTWN OBYNALIHO.

34aTHICTb BNAMBATY Ha WBMAKICTb peakLii npy KepyBaHHi aBTOTPaHCNOPTOM abo iHWMMKU MeXaHi3mamu.

Brnnme npenapaTy ®emapa® Ha 34aTHICTb KepyBaTy TPAHCMOPTHUMM 3ac06amMM Ta MpaLtoBaTV 3 iHLWIUMW MeXaHi3mMaMmy HesHauHuiA. OCKiNbKy Npy NiKyBaHHi
npenapaToM y XBOPMX CMOCTepirasnca 3arajibHa CnabKicTb i 3anmaMOPOYeHHs, a TaKoX B OKPEMUX BUMaAKax COH/IMBICTb, PEKOMEHAYETLCA 00EPEXHICTb Mif Yvac
KepyBaHHSA aBTOTPAHCNOPTOM Ta po60TK 3i CKNAAHUMMN MeXaHi3Mamu.

Cniocib 3acTocyBaHHA Ta [03Mu.

[lopocni, y T.4. NauieHTy NiTHLOro BiKy. PekomeHoBaHa 03a ®emapu® cTaHoBUTL 2,5 Mr 1 pa3 Ha 06y. B af’toBaHTHIN Ta po3LLMpeHili af’oBaHTHI Tepanii
niKyBaHHs npenapatom ®emapa® MoBMHHO TPMBATW NPOTArOM 5 POKiB a60 NOKM HE HacTaHe PeLnanB 3aXBOPIOBaHHS. XBOPMM i3 MeTacTasaMu Tepanito npenapaTom
demapa® cnig nNpoAoBXKyBaTW 0T, [OKU O3HAKW MPOrpecyBaHHs 3aXBOPHOBAHHS He CTaHyTb OYEBMAHUMK. B ymMOBax aj’tOBAaHTHOrO /liKyBaHHS TakKOX Chifl
pO3rNaaaT MOX/IMBICTb 3aCTOCYBaHHA CXEMU MOCNIAOBHOI Tepanii (/1eTP030a1 NPOTAroM 2 POKiB 3 NOAabLLIMM NEPexofoM Ha NMPUInoM TaMOKCUgeHy npoTarom 3



POKiB).

B yMmoBax Heoa’toBaHTHOIO NlikyBaHHs Tepanito npenapatom ®emapa® cnig npogoBXyBaTW MpOTAroM 4-8 MicAuiB, 106 A0CAT ONTUMANLHOMO 3MEHLLEHHS
MyXAMHU. FKLIO BiANOBiAb HAa NiKyBaHHS HeAOCTaTHSA, CAif NPUNUHWTK Tepanito npenapaTtoM ®emapa® i npusHauUTV NnaHoBe XipypriuHe BTPyuYaHHs Ta/abo
06roBOpUTY 3 NALLIEHTKOIO BapiaHTV NOAAbLUIONO NiKyBaHHS.

[na nauieHTOK NiTHLOMO BiKY KOPeKLis 4031 npenapaTy He noTpibHa.

OiTu. [na nikyBaHHsA [iTeli npenapaT He 3aCTOCOBYHOThb. be3neka Ta eeKTUBHICTb 3aCTOCyBaHHs npenapaty ®demapa® fAiTaAM He BCTaHOBMeHi. HasBHi AaHi
06MeXXeHi, TOMY HEMOXX/TMBO PO3PO6UTU peKOMeHAaLlii CTOCOBHO [03YBaHHS.

MavuieHTKM 3 NOPYLUEHHAMM (OYHKLIA NeviHk1M Ta/abo HUPOK. 15 NawLieHTOK 3 YpaXKeHHAM NeYiHKuW Bif NIerkoro fo cepefjHboro ctyrneHs (knacu A Ta B 3a wkanotwo
Yainnga—T1’t0) abo HMpOK (npu KnipeHci KpeaTwHiHy 3 10 MJI/XB) KOpeKLis [03u npenapaty He noTpibHa. HasfBHI AaHi CTOCOBHO MaLieHTIB i3 HUPKOBOO
HEAOCTaTHICTIO 3 K/TIPEHCOM KpeaTuHiHY < 10 mMn/XB abo TSXKKMM MOPYLLUEHHAM PYHKLUIT NeYiHKN HeJocTaTHi. MauLieHTn 3 THKKUM MOPYLUEHHAM (YHKLIT NeYiHKN
(knac C 3a Yarnga—I1’t0) NoTpebyroTb PETE/IbHOI0 Harnagy.

Cnocib6 3acTOoCyBaHHS.

MpenapaT ®emapa® cnif npuiiMmaTyi NepopanbHO HE3ANEXHO Bif] BXMBaHHS K, OCKIiNbKM Ka He BNMBAE Ha CTYMiHb aBCopOLiii npenapary.

MponyLyeHy [o3y cif NPUAHATA oapasy, SK TifIbKM nauieHTKa 3ragae npo ue. OfHak, AKWO nawieHTKa 3rafjae npo Le He3afoBro 40 Npuinomy HacTyMHOI fo3n (3a
2—-3 rofiuHun), NponyLLeHy Ao3y CAif NponycTuTy Ta NPUAHATMA HACTYNHY A03Y 3rifHo 3 rpagikoM. He cnig npuilmaTty noAgiviHy [03Y, OCKiIbKU MpU NPUoMi
[060BOT 1031, BULLOT Bif, peKOMEHA0BaHOI 2,5 Mr, crnocTepiranaca CUCTeEMHa eKCMo3uLlis, BULLA Bif NPONOPLIAHOI.

aiTn.
MpenapaT He 3aCTOCOBYHOTb AiTAM, OCKi/IbKM e(DEKTUBHICTbL Ta 6e3neka 3acToCcyBaHHs npenapaTy AN W€l KaTeropii nawyieHTiB He BMBYA/IUCA B MeXaX KNiHIYHUX
LOCNIKEHD.

Nepeno3yBaHHS.
MoBigoMnsnocs NPo NOOAUHOKI BUMaaKW Nepeao3yBaHHs npenapaty demapa®.
CneundivHe nikyBaHHA 3 NPMBOAY Nepefo3yBaHHA HEBILOME; MiIKyBaHHA NOBUHHO OYTW CUMNTOMATUYHUM i NIATPUMYHOUUM.

Mo6iuHi peakuil.

3aranbHuin ornag npoqinto 6esneku.

YacToTy HebaxaHuX peakLiii ans npenapaty ®emapa® BM3HauanM NepeBaXHO Ha OCHOBI JaHNX, OTPUMAHMX Y XOfi KNiHIYHMX AOCAiIKEHb.

q)emapa@ 3ara/iom gob6pe nepeHocmnacs y BCiX AOCNIKEHHAX AK Tepanisa nepLuor i 4pyroi NiHiT Npu NikyBaHHI MOLWMPEHOr0 paky MO/IOYHOT 3a/103U, K afl’toBaHTHa
Tepanis paky MOJIOYHOT 3a/1031 Ha paHHIX CTagiax i AK poswupeHa af’toBaHTHA Teparis paky MOMOYHOT 3a/103U Y XKIHOK, fKi paHille ofepXXyBaan CTaH4apTHY
afi’toBaHTHY Tepanito TaMokcupeHoM. Maiixe B

1/3 nauieHToK, sKi nikyBanucs npenapatoM ®emapa® npy MeTacTaTUUHMX | Heoad’tOBaHTHMX CTaHax, MPUGAM3HO Yy 75 % nauieHTiB npu aj’toBaHTHOMY
npu3sHadeHHi (06uagi rpynu npuiiMany i npenapat ®emapa®, i TamokcudeH, MefliaHa NiKyBasibHOro nepiody ctaHoBUna 60 micsauiB) i Malixe y 80 % nauieHTiB npu
pO3LLIMpeHiit af’toBaHTHil Tepanii (i ®emapa®, i nnaue6o, MeaiaHa NikyBanbHOro Nepiofy cTaHoBKMA 60 MicALiB) cnocTepiranucs NobidHi peakii. Baarani noGiuHi
peakuii, fAKi cnocrepiranmcsa, maai nepeBaHO clabkuii abo MOMIPHO BUPaXXeHWI xapakTep iy 6inblIOCTi BUNAaLKiB Gy/nv MoB’A3aHi 3 AeilUTOM ecTpOreHis.
HaityacTiwe y 3BiTax NpPo KAiHIYHI AOCNIMKEHHA 3ragyBanvcs nob6ivHi peakuii y BUrAsAi NPUNAMBIB, rinepxonectepuHemil, apTpanrii, Hya0TU, NOCUNEHOTO
MOTOBW/iNEHHS Ta CTOM/IOBAHOCTI. [J0 BXKNMBUX A0AATKOBMX HeGaXKaHUX peakLiid, Lo MOXYTb PO3BMBATUCS Ha (hOHI NiKyBaHHs npenapaTom ®emapa®, Hanexarb
Taki fBuwAa 3 OGOKY OMOPHO-PYXOBOro anapaty, K OCTeonopo3 Ta/abo nepenoMm KiCTOK, Ta sBuULlA 3 OOKY CepLeBO-CYAMHHOI cuctemu (B TOMY u4uchi




LiepebpoBacKyiapHi Ta TpomboeM6bonivHI ABULLA). Barato No6iYHMX ABULL, MOXYTb OYTW 3yMOB/EHI MPUPOLHUMK (HAPMaKOOTiYHUMK HacnigKamu aeiumty
eCTpOreHiB (Hanpvknag NpUNAnBK, anoneuis Yu BariHanbHa KpoBOTeva). BinblUicTb HebaXaHMX peakuiil crocTepirannca y nepuli Kifbka TUXKHIB NiKyBaHHS.
Kateropii yactoTu gns umx HebaxxaHux peakLii onucaHi y Tabnumui 1.
Mo6iyHI ABMLIA 3a3HAYeHi 3a YaCTOTOK BUHMKHEHHS, MEPLUMMM 3a3Ha4atoTbCA HabiNbll PO3MOBCIOMKEHI. [N15 OLIHKMA Y4acTOTU BUHWUKHEHHSI PI3HUX MOBGIYHMX
peakLiin BUKOPUCTOBYBANNCS TaKi rpagauii: gy»e yacto — (= 1/10), yacto — (= /100 — < 1/10), HevacTo — (= 1/1 000 - < 1/100), piako — (= 1/10 000 — < 1/1 000),
AyXe pigko — (< 1/20 000); HeBifOMOT H4acTOTU (HEMOXX/IBO OLIHATK, HA OCHOBI HAafABHMX AaHWX).

Tabnuus 1

YacToTa Mob6iuHi peakuyii

IHeKUiT Ta iHBa3IT

HeuacTo IHeKUiT ceHOBMAIMBHOT CUCTEMM

[06poAKICHI, 3M105KICHI Ta He3’AcCOBaHi HOBOYTBOPEHHS, BK/IKOYAKO4M KIiCTW Ta Nosinu

HeuacTo Binb y NyxnnMHHUX BorHuuiax (1)

3 60Ky KpoBI Ta nlimgaTU4HOI cCUcTeMMn

HeuacTo JleiikoneHis

3 60Ky IMYyHHOT cucTeMu

HeBigomor yactoTu AHainakTnuHi peakuii

MeTabonivHi NOPYLUEHHS Ta pPo3Naan XXNBMEHHS

[y>xe yacTto MinepxonectepuHemis

YacTto SHWKEHHSA aneTuTy, NiABULLEHHSA aneTuTy

McuxiyHi NopyLLeHHS

Yacto [Jenpecis

HeyvacTo TPUBOXHICTb (BK/HOYAKOUN HEPBO3HICTD), APaTIBAMBICTb

3 60Ky HepBOBOT CUCTEMM

Yacto ["0N10BHWMIA Biflb, 3aMaMOPOYEHHS




HeuacTo

COHNMBICTb, 6@3COHHSA, NOTiPLUEHHS NaM’ATi, AM3ecTesisd (BKIHOYatUM NapecTesito, rinepcresito), NOPYLLIEHHS CMaKoBUX
BiAUYTTiB, IHCYNbT, 3aN’ACTKOBUIA TYHENIbHWUIA CUHAPOM

3 60Ky opraHiB 30py

HeuacTo KarapakTa, NofpasHeHHs 0Ka, 3aTbMapeHHs 30py

3 60Ky cepus

YacTo MocuneHe cepuebutTa(l)

HeyvacTo Taxikapgis, Bunagku ituemii miokapga (Bktouatoum BUHMKHeEHHS abo MoripLueHHs nepebiry cTeHoKapgii, CTEHOKapAito,

LLL0 BMMArae XipypriyHoro BTpyyaHHs, iHpapKT Mmiokapaa Ta iLemito MiokapAa)

CyaVHHI NOpYLLEHHSA

[y>e yacTo "apsdi npunaven

Yacto ApTepianbHa rinepTeHsis

HeyvacTo Tpom60hnebiT (BKNHOUAKOUM TPOMOOM/IEDIT MOBEPXHEBUX Ta FNIMOOKNX BEH)
Pigko INereHeBa eM60nisi, apTepianbHUIA TPOMO03, LIepebpOBaCKYNAPHNIA IHPapPKT

3 60Ky AnXanbHOI CUCTEMU, TOpaKaslb

Hi Ta MefiacTUHa/IbHI NOPYLUEHHS

HevacTo

3afmLUKa, Kallenb

3 60KY LL/TYHKOBO-KULLIKOBOFO TPaKTy

YacTo

HypoTta, 6ntoBaHHs, aucnencis(l), sanop, giapes, 6inb y XMBOTI

HevacTo

Cromatut(d), cyxicTb y poTi

3 60Ky renartobiniapHoi cucTemu

HeuacTto

MiABULLEHHA PiBHA NEYiHKOBUX (PepMeHTIB, rinepbinipybiHeMis, XXOBTAHMLA

HeBigomol yacToTK

enatut

3 60Ky WKipW Ta NigWKipHOT KTiTKOBUHN




Ly>xe yacTo MocuneHe NOTOBUAINEHHS
YacTo Anoneuisi, BUCUNaHHSA (BKIKOYa0UN epuTEMATO3HI, MakynonanynspHi, NcopiaTuyHi Ta BE3UKYISPHI BUCUNAHHS), CYXICTb
_ 4 Yy
LUKipK
HevacTo Csepbix, KponmB’siHKa

HeBigomol yacToTu

TOKCMYHMIA enifepManbHUIA HEKPONi3, MyNbTU(OPMHa epuTEMA, aHFIOHEBPOTUYHWIA HAaBPSIK

3 60Ky CKeneTHO-M’A30B0T CUCTEMM Ta CMOTYYHOT TKaHUHN

[LyXe yacTto ApTpasris

YacTto Binb y M’s3ax, 6inib y KicTkax(1), ocTeonopos, nepenomm KicTok, apTpuTt
HeuacTto TeHAnHIT

Pigko Po3purB cyxoxunins

Hesifomoi yacToTn

CVHAPOM «KNaLakyoro nanbus»

3 60Ky CevoBUAINbHOI CUCTEMU Ta HUPOK

HeuacTo

I iABI/ILLI,EHa 4aCToTa Ce4oBMIMYCKaHHA

3 60Ky penpofyKTUBHOI CUCTEMU Ta M

O/10YHUX 3aJ103

YacTo

BariHasbHa KpoBoTeYa

HeuacTo

BariHanbHi BUAineHHs abo CyXiCTb, 6i/lb Y MOIOYHUX 3a/103aX

3aranbHi po3nagn Ta peakLii y MiCTi BBeeHHS

[JyxXe vacTo CTOM/IIOBaHICTb (BKNHOYAHOUM aCTeHito, He3ayXaHHS)
Yacto MepugepnyHnii Habpsik, 6inb y rpyasax
HeuacTo MigBuLLLEHHS TeMnepaTypu, CYXiCTb C/IM30BUX 060/I0HOK, BIAYYTTA Criparu, reHepanizoBaHuin Habpsak

JocnigpkeHHA

YacTo

306i/bLUEeHHA MacK Tina




HeuacTo

3MeHLLEHHS macK Tina

(D) Tinbkn Npun NikyBaHHi METACTATUUHOTO YPaXKEHHS.
Mpo feski HebaxKaHi peakLil NoBigOMNANOCA 3i 3HAYHO BiAMIHHOIO YaCTOTO B YMOBAX af’tOBAHTHOIO JliKYBaHHS.

Tabnuud 2

A[’toBaHTHa Tepanis npenapatom ®emapa® nopiBHAHO 3 MOHOTEpanielo TaMOKCU(EHOM: HebaxKaHi sIBULLA, YacTOTa IKUX 3HauylLLle Biapi3Hsiach

®demapa®, yactoTa sBuLL TamoKcu(peH, YacToTa ABMILL
N=2448 N=2447
HebaxkaHi No6iuHi Y 6yfb-AKuii uac
MpoTarom Y 6y[fb-AKuiA vac .
Pl ﬂiEyBaHHﬂ y'qlnicnﬂ I'I_pomrom iena -
(MegiaHa 5 paHgomisaLi NiKyBaHHA paHaomisauli
POKiE) (Meaiara 8 pokie) (memiaHa 5 pokiB)|  (megiaHa 8
POKiB)
Mepenom KicTok 10,2% 14,7% 1,2% 11,4%
OcTeonopos 51% 51% 2, 7% 2, 7%
i i 0
;I';)V(I)unigoemmmqm 21% 3.2% 3,6% 4.6%
IH(hapKT miokapaa 1,0% 1,7% 0,5% 1,1%
inepnnasis 2,3%
eHgomeTpia / 0,2% 0,4% 2,9%
paK eHaoMeTpis

MpuMiTKa. MpoTsarom nikyeaHHA BKNtoYae 30 AHIB NICAS OCTaHHLOT A03U. Y ByAb-SKWIl Yac BK/IKOYAE Mepiof NoAasbLLIOrO COCTEPEXEHHS NIiCMs 3aKiHYeHHs abo

BiZAMiHM [OCNIAKYBaHOr0 NiKyBaHHS.

Pi3HMUA 3acHOBaHa Ha CniBBigHOLIEHHI pu3KKiB Ta 95 % [0BipyMX iHTepBanax.

MocnifoBHe NiKyBaHHS NOPIBHAHO 3 MOHOTepanicto npenapatom ®emapa®: HeGaKaHi ABULLA, YACTOTA AAKUX 3HAYYLLE Bipi3HANACH

Tabnuus 3

MoHoTepanis npenapatoMm demapa® ®demapa® - >TamokcuteH TamokcudeH — >demapa®
Mo6iuHi peakuji N=1535 N=1527 N=1541
5 pokis 2 poKu — >3 poKu 2 POKN — >3 POKM
Mepenomm KiCToK 10,0% 7,7%* 9,7%
I'Ipomcbep_amsHl po3nagn 3  GOKy 0.7% 3,496+* 1.796+*
eHAoMeTpinA
MinepxonectepuHemis 52,5% 44, 2%* 40,8%*




"apsayi npunaven 37,6% 41,7%** 43,9%**
BariHanbHa KpoBoTe4a 6,3% 9,6%0** 12,7%**

* 3Hauyllle MeHLLUe, HiXX B rpyrni MoHoTepanii npenapatoM ®emapa®

** 3Hauyllle 6ifbLUe, HiX B rpyni MoHOTepanii npenapatom ®emapa®

MpumiTka. Mepiog NoBiAOMIEHHSA BK/IKOYaE nepiog NikyBaHHSA a6o 30 AHIB NIiCNA NPUNUHEHHS NiKYBaHHS.

Onuc oKpeMmx NOGIYHUX PeaKLLiiA.

Heba>kaHi peakLii 3 60Ky cepus.

B ymoBax aj’toBaHTHOIO MiKyBaHHSA, KpiM MNpeAcTaBneHux y Tabnuui 2 gaHuX, MOBigOMSNOCS NPO Taki HeGaaHi sBMLIA CTOCOBHO npenapaty demapa® i
TaMOKCW(eHy BiAMOBIAHO (3 MeAiaHO TPMBAIOCTI NiKyBaHHA 60 Micauis natoc 30 AHIB): CTEHOKapAiA, Lo BUMarae XipypriyHoro fikysaHHs (1,0 % npotu 1,0 %);
cepuesa HegocTaTHICTb (1,1 % npotu 0,6 %); apTepianbHa rinepteHsis (5,6 % npotu 5,7 %); nopyLleHHs LepebpabHOro KpoBoo6iry/ TpaH3MTOpHa iLleMivHa ataka
(2,1 % npotun 1,9 %).

B yMOBax Po3LUMPEHOr0 a/’toBaHTHOIO JliKyBaHHS MOBIJOMASNO0CA NPO Taki HebaxkaHi sBuLia Ansg npenapaty ®emapa® (MegiaHa TPUBANOCTi NiKyBaHHA 5 pokiB) i
nnaue6o (megiaHa TpMBasioCTi NpUinoMy 3 POKK) BIAMOBIAHO: CTEHOKapAis, WO BMMarae XipypridyHoro nikyeaHHs (0,8 % npotu 0,6 %); BnepLue AiarHOCTOBaHa
CTEHOKapAis abo noripLueHHs nepebiry creHokapaii (1,4 % npotu 1,0 %); iHapkT miokapaa (1,0 % npotu 0,7 %); Tpomboemb0oniuHe ssuLe* (0,9 % npotu 0,3 %);
IHCYNbT/ TpaH3UTOPHa iwemivyHa ataka* (1,5 % npotn 0,8 %).

YacToTa fiBULL, NO3HAYEHUX™ , CTATUCTUYHO 3HaYYyLLe BifPi3HANach Y ABOX rpynax NikyBaHHS.

Heba>kaHi peakuii 3 60Ky ONOpPHO-PYyX0BOro anapaTy.

[aHi 3 6e3neku LLLOLO0 OMOPHO-PYXOBOr0 anapary, OTpMMaHi B yMOBaXx afj’toBaHTHOT O /liKyBaHHS, NpeACTaB/eHo y Tabnuui 2.

B ymMoBax po3wwMpeHoro az’toBaHTHOIO NliKyBaHHS nepeioMmn KicTOK abo 0CTeonopo3 CroCTePirainucb y CTaTUCTUYHO 3HauyLle 6iNbLUOi KifIbKOCTI NaLieHTOK rpynu
niKyBaHHs npenapatom ®emapa® (nepenomm Kictok — 10,4 % i ocTeonopos — 12,2 %), HiX Yy nauieHToK rpynu nnaue6o (5,8 % Ta 6,4 % BignosigHo). MegiaHa
TPWBANOCTI NiKyBaHHA CTaHOBWUNA 5 pokiB 415 npenapaTy ®emapa® nopiBHAHO 3 3 pokaMu 418 nnate6o.

MoBigOMNEHHSA NPO NifO3PtoBaHI NOBIYHI peakuii.

[MoBiAOMIEHHS NPO Migo3proBaHi MOGIYHI peakLuii nicna peecTpauii NikapcbKoro 3acoby € BaxXnmBuM. Lle aae 3mory BecTu 6e3nepepBHUIA MOHITOPUHT 6anaHcy
MoKa3sHMKa KOPWUCTL/PU3MK 3aCTOCyBaHHA mpenapaTy. Cnewuianicti y ranysi OXOpPOHW 340pOB’A 3000B°A3aHI NOBIOMAATU NPO 6YAb-AKI BUMALKM MiLO3PHOBAHKX
NoGIYHMX peakLiin yepe3 cucTemy hapMakoHarnagy.

TepMiH NpUAaTHOCTI.
5 pokisB.

YMoBM 36epiraHHs.
36epiratv npu TemnepaTypi He Buwe 30 °C B opuriHanbHI YNakoBLi A1 3aXUCTY Bif BONOTM Y HEAOCTYNHOMY A5 AiTein Micu,.

YnakoBKa.
Mo 10 Tabnetok y 6nicTepi; No 3 6aicTepn Y KapTOHHI KOPOOL.

KaTteropis Bignycky.
3a peuenTom.



Bupo6HUK.
HogapTic ®apma LLITeiH AT,

Micue3HaxomKeHHS BUPOOHMKa Ta agpeca MicLsi MPOBaPKEHHSA NOro AisiNIbHOCTI.
LWaddpxaycepitpacce, 4332 LLUTeitH, LLBeliyapis.



