IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

®EMAPA®

(FEMARA®)

Cknao:
ditoua pevosuHa: letrozole;
1 TaGmeTka MiCTUTD 2,5 MT JI€TPO30IIY;

00oNoMmidiCHI peuo8uHU: KPEMHII0 TiOKCUM KONOIqHUY 6e3BOMHMM; 111101038 MiKPOKPUCTATi4uHa;
JIaKT03a, MOHOTIApaT; MarHito cTeapaT; KpoXMaJslb KYKYyPYA3sSHUY; HATPi0 KPOXMaIbIIiKOIAT

(Tun A); TiIPOKCHUIIPOIIIMETHIILIEeNI0103a; nomieTunenrnikons 8000; Tanek; Tutany giokcup (E 171);
3ami3a okcup xko0BTuH (E 172).

JIikapceka ¢opma. TabneTKu, BKPHUTI IIiBKOBOIO 000JIOHKOIO.

OcHo8HI (i3uko-ximMiuHi 81acMuBOCMi: TEMHO-3KOBTOT'0 KOJILOPY, KPYTJIi, 37IeTKa OBOOIYKIIi TablIeTKH,
BKPUTI ITJTIBKOBOIO 000JIOHKOIO, 3i CKOIIEHMMH KPasiMi; 3 OIHOTr0 00Ky - MapKyBaHHs «FV», 3
inmoro - «CG».

dapMakoTepaneBTHYHA rpyna. 3acobu, 1[0 3aCTOCOBYIOThCS [JIT TOPMOHAJILHOI Teparrii.
AHTaroHiCTH TOPMOHIB Ta aHasoriuxi 3acobu. IuribiTopu apomaTasu. JIeTpo3o07l.

Kon ATX L02B G04.

dapmakonoeiuHi e1acmueocmi.
®apmakoduHamika.

JleTpo3oin - HecTepoigHu# iHribiTop apoMaTasu (iHribiTop 6ioCHUHTE3Y €CTPOTeHY);
IPOTUIIYXTUHHUY IIpernapar.

Y Bumagkax, KOIM PiCT MyXJIWHHOL TKAHWHYU 3a71€2KUTh Bifl HAABHOCTI €CTPOTEHIB, YyCYHEHHS
OII0CEPENKOBAHOTO HUMHU CTUMYJIFOI0YOI0 BIIJIUBY € IIePeIyMOBOI0 IIPUTHIYEHHS POCTY
IIYXJIMHU. Y XKIHOK Y IIOCTMEHOIIay3i eCTPOr€HU YTBOPIOITHCA [IEPEBAXKHO 3a Y4aCTIO
(dbepMeHTy apoMaTa3sy, SKUU IePeTBOPIOE aHOPOTEeHH, [0 CUHTE3YIOThCS Y HaTHUPKOBUX
3as103ax (y mepiry 4epry aHOPOCTEH[iOH i TecToCTepoH), Ha ecTpoH (E1) Ta ectpapion (E2).



Tomy 3a gomomoroio crenudiyHol iHTiOimil pepMeHTy apoMaTa3yu MOXKHa [OCITTH
IPUTHIYEHHS 0i0CMHTE3y eCTPOTeHiB y mepuhepuyHrX TKaHWHAX i B MyXJIMHHIN TKaHUHI.

JleTpo301 IpUrHivye apoMaTasy IUITXOM KOHKYPEHTHOT0 3B’ sI3yBaHHS 3 CyOOAMHULIEI0
IILOT0 (PEPMEHTY - reMoM uToxpoMy P450, 1110 TPHU3BOMUTH [0 3HUKEHHS 6i0CHHTE3y eCTPOTEHIB Y
BCiX TKaHUHAaX.

Y 3m0poBUX KiHOK Y IOCTMEHOIIay3i 0QHOpPa30Ba f03a JIeTP0o301y, sika ctaHoBuTh 0,1 Mr, 0,5
MT Ta 2,5 MT, 3HUXKY€ PiBeHb €CTPOHY Ta €CTPaAioly B CUPOBaTLi KPOBi (TOPIiBHSAHO 3
II0YAaTKOBUM pPiBHEM) Ha 75-78 % i Ha 78 % BimmoBigHO. MaKcuMalbHe 3HUXKEHHS
gocsaraetscs yepes 48-78 roguH.

Y XKiHOK i3 mOmKPEeHO0I0 (OPMOI0 PaKy MOJIOYHOI 3aJI03¥ y IOCTMEHOIay3i MoIeHHE
3aCTOCYBaHHA JIeTp030y y 7o3i Big 0,1 Mr o 5 Mr 3HMXKYe PiBHI eCTpafiony, eCTPOHY Ta
€CTPOHY Cynbdaty y mi1a3Mi Kposi Ha 75-95 % Big mouyaTkoBoro piBH«. [Ipy 3acTocyBaHHI
npemnaparty y fo3i 0,5 Mr i 6inbIre y 6araTboxX BUIlafikaxX KOHIEHTPAIll eCTPOHY Ta eCTPOHY
Cynb(haTy BUSABISIOTLCA HUKUYE MeXi UyTIUBOCTI METONY, 1110 BUKOPUCTOBYETHCS OJIS
BU3HAUYEHHS rOPMOHIB. Lle BKa3ye Ha Te, 1110 3a JOIIOMOI0I0 JaHUX 403 IIpernaparTy
mocsara€eThbcs OiNbII BUpaXKeHe MPUTHIUEHHS CUHTe3y eCTporeHiB. CyIpecis eCTporeHiB
MIATPUMYyBasiacs IPOTArOM JIIKyBaHHS V BCiX MAI[l€HTOK.

JleTpo3on - BUcOKocnelupiuyHuii iHTi0iTOP aKTUBHOCTI apoMaTa3u. [TopylieHHsI CUHTE3Y
CTEePOIgHUX TOPMOHIB Yy HAIHUPKOBUX 3aJ103aX He BUSABIEHO. Y NalliEHTOK Y TOCTMEHOTaya3i,
STKMM IIPOBOJIUIIM TEpPaIlilo 1eTP0o30j0M y Ho00Bi# no3i 0,1-5 Mr, KITiHIYHO 3HAYYIIUX 3MiH
KOHILIEHTpAaIli¥ y IJ1a3Mi KPOBi KOPTU30IY, albAoCTepPoHy, 11-neokcukoptuiony, 17-
rimpokcumnporectepony, AKTI', a Tak0K aKTUBHOCTI peHiHy He 0yJi0 BUSBNIEeHO. [IpoBefeHHS
tecTy cTumyisnii AKTT yepe3 6 i 12 TuxHiB Teparrii 1eTpo3onoM y o6ositt nosi 0,1 mr; 0,25
mr; 0,5 mr; 1 Mr; 2,5 Mr i 5 Mr He BUSBHUIIO OyIb-SKOT'0 IIOMITHOTO 3MEHIIIEHHSI CUHTE3Y
asibIOCTEPOHY YU KOPTU301y. TakKUM YHHOM, HeMa€E HeoOXiqHOCTI IpH3HavYaTh
TIIOKOKOPTHUKOIAYM Ta MiHEPATOKOPTUKOIH.

Y 310poBUX KIHOK Y IOCTMEHOIIay3i ITiCJIs OQHOPA30BOr0 3aCTOCYBAaHHS JIETPO30J1y V H03aX
0,1 mr, 0,5 Mr i 2,5 Mr 3MiH KOHIIeHTpaIlil aHAPOTeHiB (aHOPOCTEHIIOHY Ta TECTOCTEPOHY) Y
I1JIa3Mi KPOB1 He BUABJIEHO. Y IMALlEHTOK Y IOCTMEHOIIay3i, Ki OTPUMYBaJIA JIETPO30J Y
mo0OoBi# mo3i Big 0,1 Mr mo 5 Mr, 3MiH piBHSA aHAPOCTEHIOHY Y IJIa3Mi KPOBi TaKOXK HE
Bin3HaueHo. Bce 11e BKa3ye Ha Te, 1110 6510Kafga 6i0CHHTE3y eCTPOreHiB He TPU3BOAUTE [0
HaKOIIMYEHHS aHAPOTeHiB, AKi € oIepefHUKaMU eCTPOTEHIB. Y NallieHTOK, IKi OTPUMYyBaJIi
71eTP03071, He 0YyJI0 Big3HaYeHO 3MiH KOHIIEHTpallill TI0TeIHi3youoro Ta
GOoMiKyI0CTUMYITI0I0YOT0 TOPMOHIB Y IJTa3Mi KPOBi, @ TaK0XK He 0yJI0 Bim3HaYyeHO 3MiH
GYHKIN IMUTOBUAHOL 3271031, SIKY OLIHIOBAJIX 3a PiBHSIMM TUPEOTPONHOT0 ropmony, T, 1 T;.

dapmaxkoKiHemuxka.

BcmoxkmyeaHHA. J1eTp0o30I1 BUAKO 1 TOBHICTI0 BCMOKTYETHCA 31 LITTYHKOBO-KUIIIKOBOT'O TPAKTY
(cepennst BenuurHa 6iomocTymHOCTI cTaHOBUTH 99,9 %). [>xa He3HAUHOIO MipOI0 3HUXKYE MIBUOKICTh
abcopOiril (cepenHe 3HaUEHHS Yacy [OCATHEHHS MaKCUMaJIbHOI KOHIIEHTpalil 1eTpo30iy B KPOBi (t,.,)
CTaHOBUTL 1 romuuy mpu npuiiomi Gemapu® HaTIme i 2 TOOWHY - IPX MIPUAOMI 3 IXKel0; CepenHe
3Ha4YeHHS MaKCUMabHOI KOHILIeHTpallil 1eTpo3oiny B KpoBi (C,,.,) cTaHOBUTH 129 + 20,3 HMOJB/T IIpu
npuiiomi Hatie i 98,7 + 18,6 HMOINB/N - TP IPHUNOMI 3 13Kel0), OfHAK CTYIIiHb BCMOKTYBaHHS



JIETPO30:y (MIPH OIiHIII 3a MIOIIEIO IMifl KPUBOIO «KOHILIEHTPALlis - 4ac») He 3MiHIOEThCS. He3HauHi
3MiHU LIIBUAKOCTI BCMOKTYBaHHS PO3LIHIOITHCS SIK TakKi, 1[0 He MalOTh K/TIHIYHOTO 3HaUYeHHS, TOMY
JIETPO30JI MOKHA 3aCTOCOBYBATH HE3aJIeKHO Bif IPUMOMY 1XKi.

Po3noodia. 38’si3yBaHHS JI€TPO30I1y 3 OinKaMu mjIa3Mu KPOBi CTAaHOBUTH NpuOMu3Ho 60 % (mepeBaxHO
3 anmpOyMmiHOM - 55 %). KoHIeHTpallis 1eTp030i1y B epuTpoluTax Maixe 80 % ioro piBHS y mia3mi
kpoBi. ITicig 3actocysanHs 2,5 Mr “C-MiueHOTro 71eTpo30iy IpubIu3Ho 82 % pagioaKTUBHOCTI y
T71a3Mi KPOBi IpUIlafiaio Ha YaCTKy He3MiHeHOl aKTUBHOI pe4OBHHU. TOMY CUCTEMHUM BIIJIUB
MeTaboIiTiB 1eTP030/Ty He3HaUHUM. JIeTPOo30J1 MIBUAKO i IMPOKO PO3MOMAINSIETHCS Y TKaHUHAX.
VsBHUM 06’€M pO3MOMiNy y mepioq piBHOBaXKHOTO CTaHy mocsrae nmpubmusuo 1,87 + 0,47 m/Kr.

Memabonism i BusedeHHA. JIeTpO30J1 3HAUHOIO MipoI0 3a3Ha€ MeTab01i3My 3 YTBOPEHHSIM
(dhapMaKoJIOTiYHO HEAaKTUBHOTO KapOiHOI0BOr0 MeTaboIiTy - OCHOBHMI HIJIAX eJTiMiHalii.
MeTabomiynuii KinipeHc metpo3ony (CL,) cTaHOBUTE 2,1 11/rof, 10 MeHIlle 3a BeIMUUHY ITe4iHKOBOTO
KpoBOoTOKY (mpubnusuo 90 n/rox). Byno BusiBnexo, mpo izopepmentu CYP3A4 i CYP2A6 uutoxpomy
P450 3gaTHi mepeTBOPIOBATH JIETPO30JI Ha HOTr0 MeTabosIiT. YTBOPEHHST HEBEJIMKOI KiJIbKOCTi iHINNX,
TIOKH 1110 He imeHTu(iKoBaHUX MeTabOoJIiTiB, @ TAaKOXK BUBEEHHS HE3MIHEHOT0 ITpernapaTy 3 ceyelo i
KaJIOM BiflirpaloTh JIMIIEe He3HAYHY POJIb y 3arajibHiil eniminalii netpo3omy. [IpoTsarom 2 TUKHIB
MiCJIs BBE[IeHHS 3[0POBUM [0ODPOBOJILIIAM y HOCTMEHONay3i 2,5 Mr '*C-MiueHOro JeTpo30iy B cedi
6yno BusBieHo 88,2 = 7,6 % pamioakTuBHOCTI, y Kami - 3,8 + 0,9 %. [Tpunaiimui 75 %
PafioaKTUBHOCTI, 1[0 BUABJISIETHCS Y cedi 3a nepiop mo 216 rogus (84,7 + 7,8 % mo3u netpo3ony),
IIPUIIafiaio Ha TIIIOKYPOHITHI KOH'IoraTH KapbiHomoBoro MeTaboriTy, Matixke 9 % - Ha OBa iHII He
imeHTHdiKOBaHI MeTabomiTH Ta 6 % - Ha HE3MiHEHUH 1eTPO30JI.

YsiBHUY KiHIIeBUY IIepiof HaiBBUBENEHHS 3 IJla3MU KPOBi CTAaHOBUTL NPUOIKU3HO 2-4 mobu.
[Ticns momeHHOTO NPUKUOMY 2,5 MI IIpenapaTy PiBHOBaXKHa KOHI[EHTpALlid J1eTPO30J1y
IOCSITAETHCS MPOTATOM 2-6 TUXKHIB, IPYU IIbOMY BOHa IPUONIU3HO y 7 pa3iB BUIla, HiX Iicig
OHOPAa30BOT0 MPHUIOMY Ti€l K 003u. BogHOYAC 3HAUYEHHS PiBHOBAXKHOI KOHIleHTpanil y 1,5-2
pa3u IepeBUIllyE Te 3HaUeHHS PiBHOBaXKHOI KOHIIEHTPallil, ke MoxHa 0yJo 6 3aB0auuTé Ha
OCHOBIi PO3paxyHKiB, BUXOASYY 3 BeIMYUH, 3aPEECTPOBAHUX ITiCIISI IPHUIOMY OJTHOPA30BOi1
no3u npenaparty. Lle BKa3ye Ha Te, 1[0 IIPU IOAEHHOMY 3aCTOCYBaHHI JIeTPO30J1y y A031 2,5
MT #oro (hapMaKOKiHETHKA Ma€ Oello HeliHiiHauK xapakTep. OCKinbKY piBHOBaXKHaA
KOHILIEHTpAallid JIETPO30J1y MiATPUMYETHCS IIif] Yac JIiIKyBaHHS IPOTATOM TPUBAJIOT0 Yacy,
MOXKHa 3p06UTHU BUCHOBOK IIPO Te, II[0 HaKOMUYEeHHS JIETPO30I1y He BigOyBaeThCs.

JIiHitiHicmb/HeniHiliHicmb. ®apMaKOKiHeTHKa JIeTP030J1y Oyia MpomopLiiHoIo 031 micis
3aCTOCyBaHHS OTHOPa30Boi nepopasnbHoi fo3u no 10 mr (giamaszon go3 Big 0,01 go 30 Mr), a TakKOX
nicns mopeHHUX 0o3 0o 1,0 mr (giamasoH gos Bifg 0,1 mo 5 mr). ITicns 3acTocyBaHHS OGHOPa30BO1
nepopanbHoi Jo3u 30 MI CIIocTepiranocs He3HayHe, ajie OiybIl HiX ITpomopIfiiiHe 0o3i 30i1blIeHHS
nokasHuka AUC. [Ipu 3acTocyBaHHi moaeHHUX 103 2,5 Ta 5 Mr 3HayeHHss AUC 36inpiunocs
npubnusno y 3,8 Ta 12 pasiB 3amicTs 2,5 Ta 5 pasiB BifmoBigHO mpu mopiBHSHHI 3 mo3010 1,0 Mr/moby.
TakuM 4MHOM, peKOMeH/I0BaHa fio3a 2,5 Mr/moby Moxe OyTH rpaHUYHOIO 03010, 3a SKOl
HETIPOIOPLiWHICTh CTa€ BUAKWMOIO, TOZI K IIPX 3aCTOCYBaHHI 103U 5 MT/H0o0y HEIPOIOPIiNHICTh CTaE
OinbIn BUpaXkeHo1. HenmponopiifiHicTh 031, KMOBIPHO, € pe3yIbTaTOM HaCH4YEeHHS IIPOIECiB
MeTabosiyHOr0 BUBeleHHs. PiBHOBaXXHiI KOHIIEHTpaIlil Jocsaranucs yepe3 1-2 micsui npu
3aCTOCYBaHHI yCiX JOCTiAKyBaHUX pexXuMiB fo3yBaHHS (0,1-5,0 Mr 1I10ieHHO).

dapmakokiHemuka 8 okpemux 2pyn nauieHmig. Y OOCIiIXKeHHi, dKe IIPOBOAUIOCS 3a y4acTio 19
NOOPOBOJIBLIIB 3 Pi3HUM CTaHOM (YHKII1 HUPOK (24-TOOMHHUY KITipEHC KpeaTUHiHy BapiloBaB
Bim 9 mo 116 m/xB), Big3Ha4yanocs, mo papMakKOKiHEeTHKA JIETPO30JIy He 3MiHIOBajacs IMiCis



OJlHOpa30Bol fo3u 2,5 M. Kpim Toro, y BUIlle3a3HaueHOMY [OCTiAKEeHHi OI[iHIOBa/Iu BIIJIUB
OPYIIEeHHS PYHKIII HUPOK Ha JIeTPO030JI, aHalli3 KoBapiaHT 0yB BUKOHAHWY Ha OCHOBI laHUX
nBox 0a30Bux mociimkensb (mocmimxkenus AR/BC2 ta AR/BC3). Po3paxoBaHuil KilipeHC
KpeaTuHiHy (miama3oH y pocnipxkerHi AR/BC2: 19-187 mn/xB; y pocnigxenHi AR/BC3:
10-180 mi1/xB) HE IPOAEMOHCTPYBaB CTaTUCTUYHO 3HAYYIIOr0 3B’93KY 3 MiHIMaIbHUMU
PIBHSAMU JIETPO30J1y Y I1JIa3Mi KpOBi y piBHOBaxkHOMY cTaHi (C,,;,). Biibiie Toro, gaxi
nocnipxenb AR/BC2 ta AR/BC3 nikyBaHHS ApYyrol JIiHil METaCTaTUYHOT'0 PaKy MOJIOYHOL
3aJI034 IPOAEMOHCTPYBaIU BiiICyTHICTh HETAaTUBHOI'O BILIUBY JIETPO30J1y Ha KIIipEHC
KpeaTuHiHy a0o moripuieHHs QyHKIII HUPOK.

TakuM 4MHOM, KOPEKIIis 003U MallieHTaM 3 MOopyLIeHHSIM QyHKINI HUPOK (KiipeHC KpeaTuHiny = 10
MJ1/xB) He 1oTpibHa. [HpopMallisi CTOCOBHO MaIli€HTIB 3 TAKKUM MOPYIIEHHAM QYHKIIiI HUPOK
(kmipeHC KpeaTuHiHy < 10 MJ1/xB) oOMexXeHa.

Y nopibHOMY mOCTimKeHHi, TPOBEeIeHOMY 3a y4acTio 0Ci0 3 pi3HMM CTaHOM (PYHKIIii TeYiHKHY,
Oy710 BCTAHOBJIEHO, 1110 Y MAIliEHTIB 3 TOMIPHO BUpPaXKEeHUM IMOPYIIeHHIM QYHKII mediHKu
(k1ac B 3a mkarnor Yaunga-I1'10) cepenHi BeTUYUHY IO il KPUBOIO «KOHIIEHTpALid -
yac» (AUC) oynu Ha 37 % BUII, HiXK Y 300pOBUX HOOPOBOJIBIIB, aje 3aJulllanucs y Mexax
TOTO [lialla30Hy 3Ha4eHb, AKi CIIOCTepiranucs y nauieHTiB 0e3 mopymeHs GyHKII IeYiHKY.
[Tpu mocnigkeHHi papMaKOKiHETHKYA OGHOPA30BO1 103U y 8 XBOPUX 3 IIUPO30M MEUYiHKU Ta
TSKKHAM TOpPYIIeHHIM 11 pyHKii (knac C 3a mkanowo Yaunga-I1'10) 6ymo Big3HAUEHO
36inbmensss AUC Ha 95 % Ta t,, Ha 187 % BiAMoBimHO MOPIBHSAHO 3 TOKA3HUKAMH Y 3[0POBUX
no6poBobLiB. TaKUM YMHOM, y TAI[IEHTOK 3 PAKOM MOJIOYHOI 32103 Ta TSIXKKUM
TOPYIIEHHSAM QYHKIIII MEeYiHKK 04iKyIOThCS OiNIbII BUCOKi PiBHI JIETPO30JTy, HiXK y MalliEHTOK
6e3 TaxKol muchyHKIl mevinku. OTxe, npenapat ®emapa’ cIlif 3 06epeKHICTIO
3aCTOCOBYBaTH NallieHTKaM 3 TSKKHUM IOPYIIEHHSAM (QYHKII] e4YiHKY, 3BaXy04d Ha
CITIiBBiOHOIIIEHHS KOPUCTH/PU3UK OIS KOXKHOI OKPEMOI MaLliEHTKU. Y 3B’43KYy 3 THUM, 10 Y
TallieHTiB, sIKi oTpuMyBanu 0o0oBi go3u Bif 5 Mr o 10 Mr/oeHb, He CIOCTepPiranocs
30i/IbIlIeHHS TOKAa3HUKIB TOKCUYHOCTI, KOPEKIIis 03 Y HANIPSIMKY 11 3HUKEHHS He
o0rpyHTOBaHa, X04a TaKUM IallieHTaM MOTPiOHO nepe0yBaTH IIifi peTeIbHUM HaTJISIg0M.
Kpim Toro, He 6yI0 Bif3HaueHO OyIb-SIKOTO BILIUBY MOPYIIEHDb QYHKIIII HUPOK (PO3paxyHKOBI
3HAQYEHHS KJIipeHCy KpeaTuHiny ctaHoBunu 20-50 Mi1/xB) abo mopyiieHsb GyHKIII MEYiHKKA Ha
KOHIIEHTPAIIiI0 JIETPO30/1y y IIJIa3Mi KpoBi y 359 MallieHTOK 3 IOIMUPeHUMH (OpPMaMU pPaKy
MOJIOYHOI 3an03u. PapMaKOKiHETHKA JIETPO30J/1y He 3aJIe’KUTh Bif BiKY.

KrinigHi xapaKTepUCTHKH.
Iloka3anus.

An'toBaHTHA Teparis TOPMOHOIIO3UTUBHOTO iHBA3MBHOT'0 PaKy MOJIOYHOI 3271034 Ha
PaHHIX CTafiAX y XKIHOK y IIOCTMEHONay3aJIbHUM IePiof.

PosmmupeHa afi’'toBaHTHA Teparis iHBa3MBHOT'0 paKy MOJIOYHOI 3aJI031 Ha PaHHIX CTagiiax y
JXKIiHOK Yy ITOCTMEeHOIIay3aibHUM 1epiofl, sKuM OyJla IIpoBefieHa CTaHOApPTHA af I0BaHTHA Teparis
TaMOKCH(EHOM IIPOTSATOM 5 POKIB.

Tepamist mepioi NiHil TOPMOHO3aJIE’KHOTO IIOMKUPEHOT0 PaKy MOJIOYHOI 3a/I03U y KiHOK Y



IIOCTMEHOTIay3i.

JlikyBaHHS MoOMmUpeHUX GopM paKy MOJIOYHOI 3aI031 Y KiHOK Y IIOCTMeHonay3i (MprupopHol abo
CIIPUYMHEHOI IITYYHO) MiC/Is peuugrBy a00 MporpecyBaHHs 3aXBOPIOBAHHS, SIKi OTpUMYyBaJd
IIOTIEPEHIO Tepallilo aHTUeCTPOreHaMu.

Heoap'toBaHTHa Tepanis y XKIiHOK y TIOCTMeHOIIay3i 3 ropMoHono3uTuBHUM, HER-2-HeratusHuM
PaKoM MOJIOYHOI 3a/103H, IKUM He MiAXOOUTh XiMioTeparis i He I0Ka3aHe HeBiAKJIafHe Xipypriu#e
BTpy4aHHS.

EdekTuBHiCTH IIpemapaTy AJg MalieHTOK 3 TOPMOHOHETaTUBHUM PakoOM MOJIOYHOI 3aJ103U He
IoBeneHa.

IIpomunoka3aHHs.

[TigBuIeHa YyTNIUBICTD M0 aKTHBHOI PeYOBUHHU ab0 [0 OyOb-IKOTO iHIIOTO KOMIIOHEHTa
mpenapary.

EHOoKpuHHUY CTaTyC, XapaKTepHUU AJ1s IlepeIMeHonay3aabHoro nepioay.
BariTHicT, Iepion rogyBaHHS TPYALIO.

PenpogykTuBHUY BiK Mallil€HTKH.

B3aemodin 3 inwumu nikapcbkumu 3acoéamu ma iHwi eudu e3aemodiii.

MeTabo71i3M 71€TP030JTy YaCTKOBO BinOyBaeThcs 3a yuacTio CYP2A6 ta CYP3A4. TakuM YMHOM, Ha
CHUCTEeMHe BUBEIEHHS JIETPO30JTy MOXKYTh BIIJIUBATH JTiKapChKi 3aco0u, SIKi BIIJIMBAIOTh HAa PepMeHTH
CYP3A4 i CYP2A6. OueBunHo, MeTabo0J1i3M 1€TPO30JTy Ma€E HU3BKY criopimHeHicTh i3 CYP3A4,
OCKIiJIbKY 11e¥ (hepMEeHT He HaCUUYETHCS IIPU KOHIIeHTpalifax, ¥ 150 pasiB 6inbmmx, HiK KOHIIeHTpallil
JIETPO30J1y, 110 CIIOCTePIratoThCA y IJIa3Mi KPOBI y IIepiof piBHOBAXKHOI'0 CTaHy 3a TUIIOBUX KITIHIYHUX
YMOB.

Ha croropHi KniHi9HUN HOCBiA 3acTocyBaHHA mpenapaTy ®emapa” B KoMGiHAaIlil 3 ecTporeHaMu abo
iHIMMMY TPOTHPaKOBHMMHU IIpeniapaTaMu, KpiM TaMoKcudeny, BincyTHii. TamokcudeH, iHmi
aHTHECTPOTeHHi npenapaTu abo eCTPOTeHOBMICHI JTiKapChKi 3aco0u MOXKYTh HiBEJTIOBATH
(dhapMakooTiuHy mifo 1eTpo30iy. KpimM Toro, HoBegeHo, 110 y pa3i 0qHOYaCHOTO 3aCTOCYBaHHS
TaMOKCH(EHY Ta JIeTPO30JIy CYTTEBO 3HMKYIOThCS IJ1a3MOBi KOHILIEHTpallil 1eTpo3oiny. Ciif yHUKaTH
OJHOYaCHOT'0 3aCTOCYBaHHS JIETPO30J1y 3 TaMOKCU(GEHOM, iHIITMMY aHTarOHiCTaMU eCTPOTreHiB ab6o
€CTpPOreHaMHu.

JIikapchbKi 3ac00H, sIKi MOXKYTh IiIBHIIYBaTH KOHIIEHTPAIlil IeTPO30/Iy B CHPOBATIIi KPOBi.

IuribiTopu akTuBHOCTI CYP3A4 i CYP2A6 MOXKYyTh 3HMKYBaTU MeTa00J1i3M JIETPO30J1y i, TAaKUM
YUHOM, MiBUIyBaTH KOHIIEHTpAllil 1eTP0o30J1y B I1a3Mi KpoBi. OMHOYACHE 3aCTOCYyBaHHS JIIKapPChKUX
3aco00iB, IKi CUIIBHO IPUTHIYYIOTE 11i pepmenTH (moTyXKHi iHri6iTopu CYP3A4, 30KpeMa: KeTOKOHA301JI,
iTpaKOHAa30J, BOPHKOHA30JI, PUTOHABIP, KIapPUTPOMIIuH i TemiTpominiud; CYP2A6 (Hanpukiang
MEeTOKCaJIeH)), MOXKe IMigBUILIyBaTH €KCIIO3UIIiI0 1eTpo30i1y. ToMy nalieHTKaM, IKAM II0Ka3aHi
noTyxHi iHribiTopu CYP3A4 i CYP2A6, peKOMeHAYETLCS IPOSIBIIATH 00€peXkKHiICTh NIpH iX



3aCTOCYBaHHi.
JIikapchbKi 3aco0H, sIKi MOKYyTh 3HHXKYBAaTH KOHIIEHTPAIIil IeTP030/1y B CHPOBATIIi KPOBi.

IagykTopu akTuBHOCTI CYP3A4 MOXKYyTh MigBUIyBaTH MeTa00J1i3M JIeTPO30JTy i, TAKMM YUHOM,
3HUKYBATH KOHIIEHTPAIIiIO JIETPO30J1y B IIj1a3Mi KpoBi. OmHOYaCHEe 3aCTOCYBAHHS JIKapChKUX 3aC00iB,
aki ctumymioloTb CYP3A4 (manpukiap ¢enitoin, pudamminus, kapbamaseril, herHobapbitan i
3Bipo0ili 3BUYaHUM), MOXKe 3HUKYBATH €KCIIO3UIIii0 JIeTPo30iy. ToMy MallieHTKaM, IKUM IT0Ka3aHi
noTyxHi iHgyKTOpu CYP3A4, peKOMEHAYETHCS MPOSBNATHA 00€PEeKHICTh IIPH IX 3aCTOCYBaHH.
Iapykropu CYP2A6 HeBigoMmi.

OpHOYacCHe 3aCTOCYBaHHS IIpenapaTty demapa® (2,5 Mr) i tamoKcudeny 20 Mr oguH pa3 Ha J00y
IIPU3BOIUIIO 0 3HUKEHHS PIBHA JIETPO30J1y B IIJIa3Mi KpPoBi B cepenHboMy Ha 38 %. Kiiniunuu
[OCBi, OTPYMaHUY Ha MifCTaBi AOCTiAXKeHb Tepalil Apyroi JliHil paKy MOJIOYHOI 3aJ103H, II0Ka3ye, 110
TepaneBTUYHKE epeKT JiKyBaHHs npenapatoM Pemapa®, SK i 4aCTOTa BAHUKHEHHS HeGaKaHUX
peakiiii, He 36inburyBanucs, skio GemMapy”® 3aCTOCOBYBaIX Ofpasy Mmicis TaMOKCHpeHy. MexaHism
i€l B3aeMomili HeBimOMUH.

JIikapchbKi 3ac00H, CHCTeMHi KOHIIEHTpallil IKMX B CHPOBaTIli KPOBi MOXKYTh 3MiHIOBAaTHCSI
i BIJIMBOM JIETPO30JIy.

In vitro 1eTpo3on npurHivye izopepmentu uutoxpomy P450 - CYP2A6 i momipao CYP2C19,
aJie KJIiHiYHe 3HAUYEHHS LIbOTO siBUIla HeBimoMe. [IpoTe ciiifg moTpuMyBaTHCS 00€peKHOCTI
IIPY OMHOYACHOMY 3aCTOCYBaHHI JIETPO30JIy i JTiKapChKUX 3ac00iB, BUBEIEHHS SKUX
nepeBaxHO 3amexkuTh Bif CYP2C19 i gKi MarOTh BY3bKUU TepalneBTUUHUY [iala30H (TakKux
K QeHiToiH, Kimomigporens). CybcTpaT 3 By3bKUM TepaneBTUYHUM fiana3oHoM s CYP2A6
HEBIJOMHUHU.

HocmimxeHHs KITiHiYHOI B3aeMofIii 3 IUMEeTUANHOM (BimoMuit Hecnenudiuuuit inridirop CYP2C19 i
CYP3A4) i sapdapunom (gytnusuii cyoctpar gnsg CYP2C9 3 By3bKUM TepaneBTHUYHUM [ialla30HOM,
SKMHM 9aCTO 3aCTOCOBYIOTH K CYIyTHIN IpenaparT AJis LiTb0BOl MOMyIsALil IeTPO30J1y) ToKa3asy, o0

®

CIiTbHE 3aCTOCYBaHHS mpemnapaTty ®emapa ~ i 1ux gikapchKux 3aco0iB He CIPUYUHSIE KITIHIYHO

3HAYMMOI JIiKapChKOl B3a€MO/Iil.

Orynsan 60a3u IUX KITIHIYHUX DOCIIIMXKEeHb He BUSBUB HIIKUX IOKA3iB iHIMNX KIIiHIYHO 3HAYUMUX
B3AEMOIN 3 iHIMKUMHU TiKapChKUMM 3ac00aMu, 1110 YaCTO IPU3HAYAIOTHCS.

Oco6.1ueocmi 3acmocyeaHHsi.
ITopyweHHA PYHKUIT HUPOK

HeMae maHuX 100 3aCTOCYBaHHA npenapaTy ®emapa® [js JIiKyBaHHS HALiEHTOK 3
KJIipeHCOM KpeaTuHiHY < 10 mi/xB. [lepeq npru3HayeHHIM IIpenapaTy TaKuM Mali€eHTKaM CIif
3BaXKUTHU Ha CHIiBBiAHOLIEHHS IOTEHLUIVNHOTO PU3UKY i 09iKyBAHOTO epeKTy JTiKyBaHHS.

XonecmepuH.

Cnip po3r/IsiHYTH IIPOBEOEeHHS MOHITOPUHTY X0JI€CTEPUHY Y CUPOBATII KPOBi. Y Xofi
OOCIIIIXKEeHHS 13 3aCTOCYBaHHAM all F0OBAHTHOTO JIIKYBaHHS IIOBITOMIIAIOCS IIPO



rimepxosectepuHeMito y 52,3 % mali€eHTiB, K1 3aCTOCOBYBaId J1€TPO30J1, Ta 'y 28,6 %
MaIiEHTIB, SIKi 3aCTOCOBYBaJId TaMOKCHU(DEH. 3a KPUTEPIIMU OLIHKYU CTYIEHS TSKKOCTL
nobiuaux peakiriyi (CTC) moBimoMsizocst mpo rinepxonecrepuneMito 3-4 ctyners y 0,4 %
nalieHTiB y rpymi 1eTpo3ony Ta y 0,1 % maifieHTiB y rpymi TaMokcudeny. Kpim toro, B
an'l0BaHTHIM Tepamii 30inbmienHs = 1,5 X BMH 3aranbHOT0 X01€CTEPUHY (K IIPaBUIIO, HE
HaTIIe) CIIOCTePiraaocs y malieHTiB, siKi 3aCTOCOBYBaJId MOHOTEPAIIil0 Ta MaJIi IT0YaTKOBUU
piBeHB 3arajabHOTO X0JIECTEPUHY B CUPOBATILi KPOBi B MexKax HopMH (ToOTO <1,5 X BMH), y
151/1843 (8,2 %) B rpymi metpo3ony npotu 57/1840 (3,2 %) B rpymi TaMOKCH]EHY.
3acToCyBaHHS TimoinigeMiyHuX mpemnapaTiB 0yiao HeobximHo 25 % malieHTiB, 1110
3aCTOCOBYBaIM JIeTP030J1, Ta 16 % malli€eHTiB, 110 3aCTOCOBYBAIM TaMOKCH(]EH.

IMopyweHHA pyHKUII neviHKu.

Y mairieHTiB 3 TS2KKO0I0 IIeYiHKOBOIO HemocTaTHICTIO (kKiac C 3a mKasolo Yannga-I1'10)
CHCTeMHAa eKCIIO3Ulligd Ta Yac HalliBBUBEHEHHS JIeTP030JIy NpUOIN3HO BABIYi AOBII, HiXK Y
3m0poBoil TrofuHU. Taki XBopi MOTPeOYIOTE GiNbII YBAXKHOTO CIIOCTEPEXKEHHS.

Bnaus Ha KicmKu.

®

Ockineku ®eMapa - € mOoTyKHUM IIPerapaToM, 10 3HUKY€E KOHIIEHTPAIIil0 eCTPOTeHiB, Mg 4ac

af’lI0BaHTHOI Ta PO3IIMPEHO] afi loBaHTHOI Teparil CDeMapOIO® y XKIiHOK 3 0CTEOIOp030M Ta/abo
nepeioMaMy B aHaMHe3i Ta y TUX, XTO Ma€ MifBULIEHUY PU3UK PO3BUTKY OCTEONIOPO3Y, HEOOXimHO
OLIIHMTHY MiHEpaJbHY IIiJIbHICTh KICTKOBOI TKAHUHHM MO0 MOYATKY JIiKyBaHHS, IPOTATOM JIiKyBaHHS Ta
ITiCIig 3aBepIIeHHs JTiKyBaHHS JIeTpo30jIoM. B yMOBax af FoBAHTHOTO JIIKYBaHHSA TaKOXK CIIif
PO3TIsigaTy MOXKJIUBICTh 3aCTOCYBaHHS CXEeMU IIOCIIIOBHOI Tepartlil (JIeTPO30J IPOTATOM 2
POKiB 3 IIOfla/IbIINM II€PEXOIOM Ha IIPUIOM TaMOKCH(eHy IPOTATOM 3 POKiB) 3a7€XKHO Bif
npodino 6e3neKy MalieHTKHY.

MeHonay3aavHuili cmamyc.

Y nanieHTOK 3 He3'siCOBaHMM MeHOIlay3aIbHIM CTaTyCOM HeOoOXigHO 10 ITOoYaTKy JiKyBaHHS
npenapatoM ®emapa’ BU3HAYMTH PiBHI M0TEIHi3y0490oro ropmory (JIT'), GoMmiKyI0CTHMYII00YO0ro

®

ropmony (®CT') Ta/abo ectpagiony. [IpuiiMmaTtu mpenapatr PemMapa  MOBUHHI TiTbKYM KiHKU 3

[IOCTMEHOIIay3aJbHUM €HAOKPUHHUM CTaTyCOM.
TeHOUHIM ma po3pus CyXOHCUANA.

MoxmuBi (piKo) TEHAMHIT Ta Po3puB cyxoxumisa. HeoOxifHe peTenbHe 00CTeKEHHS MAIliEHTOK Ta
BXKUTTS BiIlTOBITHUX 3aXOMiB (Hampukiaaj, iMMo0ini3allist) mono ypaxkxeHoro CyX0XKHUs (IuB. p.
«[TobiyHi peaktii»).

ITopyweHHsA 1a6OPaAmMOpPHUX NOKA3HUKIB.

Ilo303asexHoro BIIMBY npenapaTy ®emapa’ Ha Oymb-gKi remMaTonoriusi a6o 6ioxiMivuHi HOKa3HUKH
He crocTepiranocs. I[ToMipHi 3MeHIIIEHHS KiTbKOCTi JTiM(OLUKUTIB HEBU3HAYEHOTO KIiHIYHOTO
3HAYeHHS CIOCTepiranucs y AedKuX NalieHTiB, 0 3acTOCOByBaM mpemnapaT ®emapa®y mosi?2,5
mr. Take 3HUXKEHHS KiTbKOCTi TiMGOUXTIB Masio TPAH3UTOPHUM XapaKTep NPUONIU3HO Y TI0JIOBUHU
TaIi€HTIB, 110 3a3Ha/IX BIUIMBY. Y ABOX MAIi€HTIB, IKi 3acTOCOByBanu ®eMapy”® pO3BHHYIACH
TPOMOOILUTONEHiST; B3a€EMO3B’ 130K 13 HOCTigKyBaHUM IIpernapaToM He 6yB 3’'sicoBaHui. Buxin



TAIEHTIB i3 JOCTimXKEeHHS Yepe3 3MiHy 1ab0paTOPHUX MOKA3HUKIB, 110 Oyiu uyu He Oyiu 1MoB g3aHi i3
3aCTOCYyBaHHSM Iipenapary, 6yB pigKuM.

IHwi 3acmepedceHHA.

Crif yHMKaTH OGHOYACHOTO 3aCTOCYBaHHA mpenapary ®eMapa” i TaMOKCH(eHY, iHIINX aHTaroHiCTiB
€CTPOTeHiB Y eCTPOTeHOBMiCHUX JTiKapChKUX 3aC00iB, OCKIIbKY Ii PEYOBUHU MOXKYTh HiBEJTIOBATH
(hapMakoIoTiuHy Iif0 IETPO30IIy.

OCKinbKM TabNIeTKy MiCTATh IakTo3y, npenapaT deMapa® He peKOMEHIYETLCS MallieHTKaM 3 TaKMMH
PiIKiCHUMU CIIagKOBUMH IIPOOIEMaMH, SIK HeIIEPEHOCUMICTh TaJlakKTO3H, TSIKKa JTaKTa3Ha
HeJ0CTaTHICTh a60 MaibabcopOilis TTI0KO3KU-TaTaKTO3H.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py00io.
XKiHKU y nepumeHonay3anbHomy cmati abo HCiHKu penpodyKmusHo20 8iK).

I[IpenapaT ®emapa® CIlifi 32CTOCOBYBATH TiJIbKM XKiHKAaM 3 YiTKO BCTAHOBJIEHUM
IIOCTMEHOIay3aJbHUM CTaTyCOM. [CHYIOTh TOCTMapKETUHTOBI ITOBiOMJIEHHS IIPO CIIOHTaHHI abopTu
a0 BpPOMIKeHi aHoMaJlil y HOBOHapoJXKeHMX, MaTepi aKux npuiiMany npenapar ®emapa®. 3 ornsaay Ha
TIOBiIOMJIEHHSI TIPO TIOHOBJIEHHS (GYHKIIIl S€YHUKIB y XKiHOK Ha QoHi NikyBaHHs mpemnapatoM ®emapa’,
He3BaXKalyy Ha YiTKUi MOCTMEHOIay3aJbHUYM CTATyC Ha IOYaTKy Teparii, mikap 3a noTpebu
TIOBUHEH 00TOBOPUTH 3 MAIIEHTKOO afleKBaTHI MPOTU3AIITigHI METOMH.

BazimHicmp.

Ha ocHOBI f0CBigy 3aCTOCYyBaHHS IIpelnaparty JII0AsAM, 1[0 BKIYa€e OKpeMi BUIIafiKU
BPOMI2KEHUX Bafl (3poIleHHs r'y0, 30BHIIIIHI CTaTeBi OpraHu MPOMiKHOTO THUITY), BiTOMO, III0
npenapat ®emapa” MoXe CIPUYMHATH BPOAKEH] Bafy PO3BUTKY y Pasi Oro 3aCTOCyBaHHS
Il Yac BariTHOCTI. Pe3ynbTaTyl JOCIiAXKEHb Ha TBApPUHAX II0Ka3alyd HasBHICTh
PEenpofyKTHBHOI TOKCHYHOCTI. [Ipenapat ®emapa” IPOTUIOKA3aHMIA /I 3aCTOCYBAHHS ¥
IIepion BariTHOCTI.

T'odyeaHHA 2pydoo.

HeBigomo, 4¥ €KCKPETYETLCS JIETPO30JI Ta UOT0 MeTabOoJIiTH B TPygHE MOJIOKO JTIOOUHU. PU3UK Os
HOBOHAPOAKEHOT0/HEMOBIISATY BUK/IIOUYUTHA HE MOXKHA.

IIpenapar ®emapa® IPOTUIIOKA3aHUH [ 3aCTOCYBAHHS IIif] Yac FOAYBaHHS TPY/IIO.
depmuabHiCMb.

®apMakKooriyHoI0 i€l0 TEeTPO30JTy € 3HUKEHHS MPOAYKYBaHHS €CTPOTEeHY IUISIXOM iHTiOyBaHHS
apomara3su. Y XKiHOK y IpeMeHonaya3i iHri0ilis cuHTe3y eCTpOreHy IIPHU3BOAUTH [0 BiANOBIAHOTO
migBuIleHHd piBHIB roHagoTpomnidiB (JII', ®CI'). [TigBuinenHus pisag ®CI', B CBOI0O 4epry, CTUMYIIIOE
picT ¢domikyniB, 110 MOXe IHAYKYBaTH OBYJISLIIO.

30amuicmb eniueamu Ha weudKicmb peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu



MexaHiamamu.

Brmus npenapaty ®emapa’ Ha 3[aTHICTH KePyBaTH TPAHCIOPTHUMH 3aC06aMH Ta
IIpalfoBaTy 3 IHIIMMU MeXaHi3MaMu He3HauHuu. OCKiIbKY IIpU JIIKyBaHHI IIpernapaToM y
XBOPUX CIIOCTepiranucs 3arajibHa cl1abKiCTh i 3al1aMOPOYEeHHS, a TAKOXK B OKPEMUX
BUIIa[IKaX COHJIUBICTh, PEKOMEHOYEThCS 00ePEeKHICTh Iifl Yac KepyBaHHS aBTOTPAHCIIOPTOM
Ta poOOTH 3i CKITafHUMM MeXaHi3MaMH.

Cnocid 3acmocyeaHHsi ma do3u.

Llopocai, y m.4. nauienmu aAimHb020 8iKy. PekomeH0BaHa f103a ®emapu’ CTAHOBUTH 2,5 Mr 1 pas3 Ha
no6y. B af’l0BaHTHIl Ta pO3IIMpPeHiil af’ I0BaHTHil Tepamii JiKyBaHHS npenapaToM ®emapa® DOBUHHO
TPUBATHU MIPOTSATOM 5 POKiB a0 IMOKK He HacTaHe PEIMOuB 3aXBOPIOBAaHHS. XBOPUM i3 MeTacTa3aMHu
Tepamio npenapaToM ®emapa® Cilifi IPOKOBKYBATH JOTH, NOKH O3HAKK IPOrPECyBaHHS
3aXBOPIOBaHHS He CTaHYTh OYeBUOHUMU. B yMOBax afi'l0BaHTHOTO JIIKyBaHHSI TAKOXK CJIiJ pO3TIsifaTu
MOXKJIMBICTh 3aCTOCYBaHHSI CXEMU IIOCIIIOBHOI Teparil (JIeTP030J IPOTSATOM 2 POKiB 3 MOAAIbIINM
IIepexooM Ha MPUNOM TaMOKCHU(EHY MPOTIroM 3 POKiB).

B yMoBax Heoaj[ I0BAaHTHOTO JIIKyBaHHS Tepariio npernapaToM ®emapa® CiIif IPOJOBKYBaTH IPOTATOM
4-8 micsuis, m06 KOCAT ONTUMaIbHOTO 3MEHIIIEHHS MyX/IMHU. KII0 BiAMOBiAL Ha JiKyBaHHSA
He[OCTaTHs, CJIij IPUIMHUTY Tepamiio npenapatoM ®emapa® i MpU3HAYWTH [IaHOBE Xipypriy#e
BTpPy4aHHS Ta/ab0 00roBOPUTH 3 NAlliEHTKOIO BapiaHTH IOJAIbIIOTO TiKyBaHHS.

II71s1 aIlieHTOK JiTHBOTO BiKy KOPEKIIist 403U IIperapaTy He moTpibHa.

Himu. [Ins nikyBaHHS OiTel Ipenapar He 3aCTOCOBYIOTh. be3neka Ta e()eKTUBHICTh 3aCTOCYBaHHS
npenapaty ®emapa® fiTsaM He BcTaHOBNeHi. HasgBHi maHi 06MeXeHi, TOMy HEMOXK/IHBO PO3POOKUTH
pPeKoMeHfiallii CTOCOBHO NO3yBaHHS.

ITayieHmKu 3 nopyweHHAMU QYHKYill neviHku ma/abo HupokK. [Is MaIlieHToK 3 ypakKeHHSIM IeYiHKN
Bif] IETKOTO 0O CEPENHBLOTO CTymeHs (Kmacu A Ta B 3a mkanoro Yatnga-I1'10) abo HUPOK (mipu
KJipeHci KpeaTuHiny ° 10 MJI/XB) KOPEKIIisi 03U Ipenapaty He noTpi6Ha. HasBHi maHi cTOCOBHO
TIAIli€HTIB i3 HUPKOBOIO HEIOCTATHICTIO 3 KJlipeHcoM KpeaTuHiHy < 10 M/XxB ab0 TSIXKKUM
nopylIeHHAM GYHKIII nediHKY HemocTaTHi. [TallieHTH 3 TSXKKUAM MOPYIIeHHSIM QyHKII medinku (Knac
C 3a Yaiinpma-I1'10) noTpebyioTh peTeIbHOTO HarAay.

Cnocib 3acmocyBaHHs.

IIpenapat ®emapa® CIlif IpUItMaTH TePOPaIbHO He3aleKHO Bif BXXUBaHHA 1XKi, OCKiIbKH
2ka He BIIJIUBA€ Ha CTyMiHb abcopOilil mpemapary.

[TpomnyiieHy go3y CJif MPUUHSATYH OApa3y, K TIIbKY MallieHTKa 3rafa€ mpo ne. OgHak, SKIIOo
malfieHTKa 3rafia€ 1po Iie He3a[0Bro A0 MPUMOMY HaCTYIIHOI 103U (3a 2-3 TOOUHHU),
IPOIYLIEeHY AO03Y CJIifi IPOIYCTUTH Ta IPUUHSATH HACTYIHY 403y 3TrigHO 3 rpadikom. He crmifg
IPUUMATH MOABIMNHY H03Y, OCKIIbKM ITPH IPHKoMi 1o60BOI 103K, BUIOI Bil peKOMEHI0BAaHOI
2,5 Mr, criocTepiranacs CUCTEMHA eKCIIO3MUIIis, BUIA Bif] IPOIOPIIiKHOI.



Himu.

[TpemapaT He 3aCTOCOBYIOTH [iTSIM, OCKiJIbKM €(eKTUBHICTh Ta Ge3meKa 3aCTOCYBaHHS IIpenaparTy s
ITiel KaTeropil nmalieHTiB He BUBYANIUCS B MeXkKaX KIiHIYHUX HOCITiIXKEHb.

Ilepedo3yeanHsi.
TToBigoMmIsNOCS PO TOOAMHOKI BUNAafKY Iepefo3yBaHHs nmpenapaty ®emapa®.

CneuudiyHe nMiKyBaHHS 3 IPHUBOOY Iepefo3yBaHHS HEBiOMe; JTIKyBaHHS ITOBUHHO OyTH
CUMIITOMaTUYHUM 1 HIATPUMYIOYUM.

ITobiuni peakuii.
3aranbHU orasam npodino 6e3meKH.

YacToTy HebaxkaHKX peakiliil [is npenapary ®emMapa® BU3HAYa/Id epPeBaXHO Ha OCHOBI MaHMUX,
OTPUMAaHUX V XO[i KITIHIYHUX JOCIIiAKEHb.

®emapa® 3arasoM f1o6pe IePEeHOCHIAcs y BCiX MOCIIIKEHHAX AK Tepamis mepiuoi i mpyroi iHil mpu
JIIKyBaHHI IOMMPEHOT0 PaKy MOJIOYHOI 3aJ103H, K afi'l0oBaHTHA Tepallid paKy MOJIOYHOI 3aJI034 Ha
PaHHIX CTafidax i 9K po3lIKMpeHa aj I0BaHTHA Tepallis paKy MOJIOYHOI 3aJI03H y XKiHOK, SKi paHille
OflepKyBaJIi CTaHAAPTHY af I0BaHTHY Teparilo TaMokcupeHoM. Maiixke B 1/3 mallieHTOK, gKi
nikyBanucs npenapaTom ®emapa® Ipu MeTacTaTHYHKX i Heoa/] I0BAaHTHUX CTaHaX, IpUGIu3Ho y 75 %
TaIi€HTIB IpY aj IOBaHTHOMY IIpH3HaYeHHi (06uIBi rpyny npuiiMany i npenapaT ®emapa®, i
TaMOKcHU(eH, Me[liaHa JTiKyBa/IbHOTO Iepiogy ctaHoBuna 60 MicsmiB) i maiixke y 80 % maiieHTiB npu
pO3IIKMpeHil af oBaHTHil Tepamii (1 ®emapa®, i mnane6o, MefiaHa IiKyBaIbHOTO IEePiOfy CTaHOBUNIA
60 Micsim1iB) cocTepiranmucs mobiuni peakii. B3arasmi mo6iuHi peakirii, sKi crocTepiramucs, Manu
nepeBaxkHO citabkuit abo IMOMipHO BUpaXKeHUM XxapakTep i y OinbiIocTi BumaakiB Oyau moB’si3aHi 3
nedinuTom ectporeHiB. Haituacriie y 3BiTax mpo KiIiHiuHi moCigKeHHS 3rafyBaucs mobiuHi
peaxtiil y BUTJISIAI IPUILINBIB, TilepxoiecTepuHeMii, apTpairii, HygoTH, TIOCUJIEHOTO IOTOBUAIIEHHS
Ta CTOMJIIOBAHOCTI. [[0 BaXKJIMBUX JONATKOBUX HeOaKaHUX peakilii, 110 MOXKYTh PO3BUBATUCS Ha (OHI
nikyBaHHs npenapaToM ®eMapa®, HalmexaTh Taki gBUIa 3 60Ky OIIOPHO-PYXOBOTO amapaty, K
0CTeOT0p03 Ta/abo mepenoMu KiCTOK, Ta sSBHUIIa 3 O0KY CepleBO-CYOUHHOI CUCTEMHU (B TOMY YHCITi
11epeOpoBacKyIspHi Ta TpoMOoeMOoiyHi siBuia). barato mo6iuHUX SBUII MOXKYTh OyTH 3yMOBJIEHI
IPAPONHUMHU (hapMaKOJIOTiYHUMH HacCJigKaMu AedilluTy eCTPOTeHIB (HallpUKiIaf IPHUIIIKBY,
asomellis Yy BariHaibHa KpoBoTeda). binbinicTh HebGaXKaHUX peaklliil CIocTepiranucs y mepii Kinbka
THUXKHIB JTiKyBaHHsA. KaTeropil vacTotu ans nux HebaXkKaHUX peaklliit onucaxi y Tabnui 1.

[TobGiuHi sBUIA 3a3HAYEHi 3a YaCTOTOI BUHUKHEHHS, IEPIIMMH 3a3Ha4aloThCs HanOiIbII
PO3MOBCIOAXKEH]. [I715 OLiHKK YaCTOTH BUHMKHEHHS Pi3HUX MOGIYHUX PEAKIlii BUKOPUCTOBYBAIUCS
TakKi rpapatii: gyxke gacto - (= 1/10), gacto - (= 1/100 - < 1/10), HeuvacTo - (= 1/1 000 - < 1/100),
pigko - (= 1/10 000 - < 1/1 000), myxe pigko - (< 1/10 000); HeBimOMOiI YaCTOTH (HEMOXKIIUBO
OIIIHMTH, HA OCHOBI HasIBHUX JAHUX).

Taomuns 1

YacroTa [o6iuni peakmnii
Indexuii Ta iHBa3ii
Heuacto |IH(1)eKui'1' CEYOBHUIINIBHOL CUCTEMHU




HoOposikicHi, 37105IKicHI Ta He3'sicOBaHi HOBOYTBOPEHHsI, BK/IIOUal04YH KiCTH Ta mosinu

HeuacTto

[Bine y myxmumanx Bormmmax ©

3 00Ky KpoBi Ta niMpaTHIHOI CHCTEeMH

HeuacTo

[Teitxonenis

3 00Ky iMyHHOI CHCTEeMH

Hesimomoil yacToTu

[AradinakTruni peakii

MeTa001iuHi MOpPylIeHHs Ta PO3JIaJiy XKUBJIEHHS

[lyKe 4acTo

[imepxonecTepuHEMis

JacTto

SHUXKEHHS alleTUTy, NiABUILIEHHS alleTUTY

IIcuxiuyni nopymeHHs

YacTto

[lenpecisa

HeuacTo

TPUBOXKHICTD (BKITIOUAI0YX HEPBO3HICTh), IPATIBIUBICTD

3 00Ky HEpBOBOI CHCTE€MH

YacTo

['onoBHUM Oifib, 3a1TAMOPOYEHHS

HeuacTto

CoHNUBiCTh, 663COHHS, MOTIPIIEHHS ITaM’sTi, U3ecTe3is (BKI04aloun
rapecTesito, rinepcresito), MOPYIIEHHS CMaKOBUX BiUYTTiB, IHCYIIBT,
3al’sICTKOBUY TYHEJIbHUY CUHIPOM

3 00Ky oprasiB 30py

HeuacTo |KaTapaKTa, IIOOpa3HeHHs OKa, 3aTbMapeHHS 30Py

3 00Ky cepusi

JacTo TTocunexe cepue6urTs”

Heuacto Taxikapmisi, BunmagKu imeMii Miokappa (BK/Iouarouu BUHUKHEHHS a00

noripieHHs nepebiry cTeHoKapaii, CTeHOKapilo, 1110 BUMarae
XipypriyHoro BTpydaHHs, iHbapKT MioKappa Ta immeMiio MioKappa)

[Cynunani nopymenssa

[lye 4acTo ["aps4i IPUMINBYU

HacTo ApTepianbHa TriepTeH3is

HeuacTo Tpom6oebdiT (Bkmoyaouu TpoMO0ohaediT moBEpXHEBUX Ta TITUO0KUX BEH)
Pigko JTlereneBa eM0oI1isl, apTepianbHut TPoMO03, 11epeOdPOBaCKYISIpHUY iHQapPKT

3 00Ky JAuXaJIbHOI CHCTE€MH, TOpaKa/IbHi Ta MeJiaCTHHA/IbHI MOPYIIEeHHS

HeuacTo

[3amumika, xamens

3 00Ky IIUTYHKOBO-KHIIKOBOTO TPAKTY

YacTo

Hynota, 6/m0BaHH, JUCHencia ), 3amop, giapes, 6ib y XKUBOTI

HeuacTto

Cromarut"’, CyXiCTh y poTi

3 00Ky remarodisiapHoi cucremMu

HeuacTo

[TimBullleHHS PiBHS MeYiHKOBUX PepMeHTiB, rimepbinipybinemis,
PKOBTSTHULIS

HeBigoMol 4acToTH

['emaTut

3 00Ky IKipu Ta migmMKipHOlI KIIITKOBUHH

[lyke 4acTo [TocueHe IOTOBUIINIEHHS

acTto ATionenisi, BUCUIIaHHS (BK/II0YAK4YU epUTEMATO3Hi, MaKyJIONanyJIspHi,
[ICOpiaTUYHI Ta Be3UKYJISIPHI BUCUNIAHHS), CYXiCTh WIKIpU

HeuacTto CBep0bixK, KPOIIMB' THKA

HesimoMoi uacToTu

TOKCHYHUY ellifiepMalbHUM HEKPOIIi3, MyTbTU(HOPMHA EPUTEMA,
QHTiIOHEeBPOTHYHHUIN HaOPSIK

3 DOKy CKeJIeTHO-M s130B0i CHCTEMH Ta CIOJIYyYHOI TKAaHUHH

[lyxe 4acTto ApTpanrisa

YacTo Binb y M’s3ax, 6ib y KicTkax'"’, 0CTE0mopo3, IepeioMH KiCTOK, apTPUT
HeyacTo TeHIuHIT

Pigko PO3pUB CyXOXKUILIA

HesBimoMo1 yacToTu

CHUHIPOM «KJIAIIAI0YOTO MaIbIls»




3 00Ky Ce4OBHIi/IbHOI CHCTEMH Ta HUPOK

HeuacTto |1_[1J1BI/II.LIeHa 4aCTOTa CeYOBUIIYCKaHHS

3 00Ky penpoayKTHBHOI CHCTEMH Ta MOJIOYHHX 3a/103

YacTo BariHasibHa KpoBOTEYa

Heuacto BarinasnbHi BUOineHHs abo cyXicThb, 6i/b y MOJIOUHMX 3aJ103aX

3arajibHi po3/1aau Ta peakilii y MicTi BBeJIeHHsI

[lyKe 4acTo CTOMIIOBaHICTh (BKJIIOYAIOYX aCTEHil0, He3yKaHHS)

JacTto [lepudeprunuiit HaOPSK, OiNb y TPyOIX

HeuacTo [TifBUIlleHHS TEMIIePaTypPH, CYXiCTh CIM30BUX 000JIOHOK, Bif4yTTS CIIparu,
reHepaizoBaHUM HaOPSK

HocnimKeHHsI

JacTo 30ibIIIEHHS MacH Tijla

HeuacTo 3MeHIIeHHS MacH Tila

“ Tinbky OpH TiKyBaHHI METaCTaTHYHOIO YPaXkeHHs.

[Tpo neski HeOaxkaHi peakiiii MOBimOMIIAIOCS 3i 3HAYHO BiAMiHHOI0 YaCTOTOI0 B yMOBaX aj] IOBAHTHOTO
JIIKyBaHHA.

Tabmnuia 2

Apn’oBaHTHA Teparis npenapaToM ®eMapa® IMOPiBHAHO 3 MOHOTEpPAIi€0 TaMOKCH(eHOM: HeOakaHi
sIBUIIA, YACTOTa KUX 3HA4Yyllle Bifpi3HAIach

demapa”, 9aCTOTa SBUI] TaMokcudeH, 4acToTa SBUII]
N=2448 N=2447
Heﬁa}I.{f:lHi no0iuni  |[[Tporsirom YV Gynmp-skuit gac |[IpoTsarom Za?:ygibc-iinn
[peaKiiil JTiIKyBaHHS rmicis IiIKyBaHHSA N
(MermiaHa 5 paHmoMizarrii (memiana 5 F;gﬁ%ﬁf%ml
POKiB) (MemiaHa 8 POKiB) [pOKiB) noKiB)
[TepenoM KiCTOK 10,2% 14,7% 7,2% 11,4%
OcTeonopos 5,1% 5,1% 2,7% 2,7%
TpomboemObomiyHi 2.1% 3.29% 3,6% 4.6%
STBUIIIA
[HbapKT MioKapaa 1,0% 1,7% 0,5% 1,1%
[inepriasisa 2 3%
eHgoMeTpis / 0,2% 0,4% ! 2,9%
PaK eHgoMeTpis

[Tpumitka. [IpoTsirom nikyBaHHS BKiiodae 30 [HIB micis ocTaHHBOI Ho3U. Y Oyb-IKUN Yac BKIIIOYAE
Iepiofi MOAAIBIIOro CIIOCTePeXeHHS MMic/sA 3aKiHueHHS a00 BiTMiHM JOCIigKyBaHOTO JIiKyBaHHS.

PisHuis 3acHOBaHa Ha CITiBBiTHOIIIEHHI pu3UKiB Ta 95 % moBipuYUX iHTEpBasax.
Tabmnuig 3

ITocnigoBHe iKyBaHHS MOPIBHSHO 3 MOHOTepaIiek npenapaTom ®emapa®: HebaxaHi SBUINA,
YacToTa SKUX 3Hauyllle BiApi3HsIach



MoHoTeparis demapa” - TamokcudeH -

npenapaToM ®emapa® |>Tamokcudpen >Demapa”
[MoGiuni peakirii N=1535 N=1527 N=1541

5 pOKiB 2 POKHU - >3 POKHU 2 POKHU - >3 POKHU
[IepemoMu KiCTOK 10,0% 7,7%* 9,7%
[TpomidbepaTuBHi
po3nanu 3 00Ky 0,7% 3,4%** 1,7%**
EeHIOMEeTPis
['inepxonectepureMisa [52,5% 44, 2%* 40,8%*
apsy4i NIPUINIUBU 37,6% 41,7%** 43,9%**
BarinanbpHa KpoBoTeda [6,3% 9,6%** 12,7%**

* 3Hauylle MeHIIe, HiX B TPyl MoHOTeparii npenaparoM ®emapa’
** 3gauyie GibIIe, HiX B rpymHi MoHOTepamii npenapatoM ®emapa’

[Tpumitka. [Tepion moBimoMIIeHHS BKITIOYa€E mepiof aikyBaHHS a6o 30 OHIB Micis IPUMHHEHHS
JIIKyBaHHS.

Onuc okpeMux mo6iYHUX PeaKIlii.

HebaoicaHi peakuii 3 60Ky cepus.

B yMoBax aji'toBaHTHOTO JIiKyBaHHS, KPiM IIPeOCTaBIeHUX Yy TaONuIli 2 faHUX, TOBiOMIISIIIOCS PO
Taki HeGaxKkaHi sIBUIA CTOCOBHO Ipenapary ®emapa® i TaMokcrbeHy BifIIOBIIHO (3 MeaiaHom
TPHUBAJIOCTI JiKyBaHHS 60 MicsmiB mmtoc 30 OHIB): CTEHOKapPHis, 10 BUMarae XipypridyHoro JiKyBaHHS
(1,0 % mpotu 1,0 %); cepuieBa HemocTaTHICTH (1,1 % mpoTu 0,6 %); apTepianbHa rineprensis (5,6 %
npotu 5,7 %); mopylneHHs 1epedpasbHOro KpoBooOiry/ TpaH3UTOpHA ileMiuHa ataka (2,1 % nportu
1,9 %).

B yMoBax po3mKpeHoro afi' loBaHTHOT'O JIiIKyBaHHS IIOBIHOMIISITIOCS TIPO TakKi HebOaxkaHi SBUIIA OIS
npenapaTy ®emapa® (MefiaHa TPUBAIOCTI TiKyBaHHSA 5 POKiB) i mane6o (MefiaHa TPUBAIOCTI
npuroMy 3 POKM) BiOIIOBiHO: CTEHOKaPMis, 110 BUMarae xipypriunoro nikysaHHs (0,8 % mpotu 0,6
%); BIIepille miarHOCTOBAaHA CTeHOKapHis abo moripiienHs nepebiry crenokapmii (1,4 % mpotu 1,0 %);
indapkT miokapma (1,0 % npotu 0,7 %); TpomboeMmbomniune sBuie* (0,9 % npotu 0,3 %); iHCYIBT/
TPaH3UTOpPHa immemiyHa aTaka* (1,5 % npotu 0,8 %).

YacToTa ABULL, TI03HAYEHUX*, CTaTUCTUYHO 3HAUYYylle Bilpi3HAIACh y ABOX I'pyllax JIiKyBaHHS.
HebaoicaHi peakuii 3 60Ky onopHO-pyxo8020 anapamy.

Iani 3 6e3meKy 00 OIIOPHO-PYXOBOT0 alapaTy, OTPUMaHi B yMOBaX aji lOBAHTHOTO JTiKyBaHHS,
IpeaCcTaBIeHo y TabmuIri 2.

B ymMoBax po3umMpeHoro afi lo0BaHTHOTO JTiKyBaHHS ITepeJioMH KiCTOK abo 0CTEONopo3 CIOCTepiraauch
Y CTaTUCTUYHO 3HAUyIIe GiIbIIol KiTbKOCTI MallieHTOK IPYIH JIKyBaHHS npenapatoM ®emapa’
(mepemomu KicTok - 10,4 % i ocTeonopos - 12,2 %), HiX y manieHTok rpymnu mmnanebo (5,8 % ta 6,4 %
BiflOBiMHO). MeniaHa TPUBAIOCTI JiKyBaHHS CTAHOBHJIA 5 POKiB Aya mpenapaTy Pemapa’ HOpIBHAHO
3 3 pokamu s miareoo.

ITogidomaeHHs npo ni0o3pro8aHi nobiuHi peakuii.

[ToBimomeHHS PO Mimo3pioBaHi MOGiYHI peakii micis peecTpariil 1ikapchbKoro 3aco0y € BaXKIUBUM.



e mae 3Mory BecTu 6e3mepepBHUN MOHITOPUHT OajlaHCy ITOKa3HUKA KOPUCTL/PU3UK 3aCTOCYBAHHS
npemapary. CrerianicTu y raiay3i 0XOpOHU 3I0POB’st 3000B’s13aHi MOBITOMISATH PO OyOb-SKi BUMTAAKH
Iigo3pI0OBaHUX NOOIYHUX peaklliit yepe3 cucTeMy GpapMaKOHATISIAY.

Tepmin npudamHocmi.

5 POKiB.

YMmoBH 30epiranssi.

30epiraTtu npu TeMmnepaTypi He Buiile 30 °C B opuriHaibHiN yIIaKOBII [JIST 3aXUCTY Bif
BOJIOTU Y HETOCTYIIHOMY I OiTe! MiCIii.

YnakoBka.
I[To 10 TabneTtoxk y 6iicTepi; mo 3 6yicTepu y KapTOHHIi#H KOPOOIIi.
Kareropis Bigmycky.

3a perenTom.

BupoOHHUK.

Hosaprtic ®apma C.m.A.

Micue3HaxoaKeHHsI BHPOOHHKA Ta aJijpeca Micisi IpPoBaIXKeHHsI HOr'0 Jisi/IbHOCTI.

Byn. IIpoBinuiane Ckito 131, 80058 M. Toppe ArnyH1mara, (mposiniil Heamons), ITamis.



