Ckian

Oito4a peuosuHa: letrozole;
1 TabrmeTka MiCTUTD 2,5 MT JIeTPO30I1y;

OONOMIJCHI peuoB8uHU: KPEMHIIO JiOKCU KOJIOIOHUYN 0€3BOHUN; IeJII0I03a
MIKPOKpPUCTaJIiyHa; JIaKkT03a, MOHOTiApaT; MarHito cTeapaT; KpoXMaJjlb KYKYPYO3AHUU;
HaTpil0 KPOXMAaJIbIJIIKOJIAT

(Tuno A); TIOPOKCUIIPOIIIIMETUJIIIENI0N03a; nonieTuneHriaikonb 8000; TanbK; TUTAHY
miokcupn (E 171); 3ami3a okcupn xxoBtuii (E 172).

JIikapcbKa ¢opMma

TabeTKy, BKPUTI MJIIBKOBOIO 000JIOHKOIO.

OCHOBHI (pi3uKOo-XiMIiuHI 8/1aCMUBOCMIi: TEMHO-KOBTOT'O0 KOJILOPY, KPYTJIi, 3JIeTKa
OBOOTMYKJIi TabIeTKU, BKPUTI IIJIiBKOBOIO 0O0JIOHKOIO, 3i CKOIIIEHUMU KpasiMU; 3 OJHOTO
00Ky - MapKyBaHHSA «FV», 3 iHmoro - «CG».

dapMaKoTepaneBTHYHA I'Pyla

3aco0bu, 1110 3aCTOCOBYIOThCS [JII TOPMOHAJILHOI Teparil. AHTarOHiCTH TOPMOHIB Ta
aHasoriuHi 3acobu. IuridiTopu apomaras3u. JIeTpo307I.

Kog ATX LO2B GO04.
dapMaKoguHaMiKa

JleTpo305 - HecTepoimHuM iHTri6iTOp apoMaTa3u (iHriGiTop 6i0CUHTE3Y ECTPOTreHY);
MMPOTUNYXJIMHHUM IIpenapar.

Y Bumapgkax, KOJIM PiCT TYXJIMHHOI TKAHWHU 3aJIeKUTh BiJl HAsSBHOCTi eCTPOT€eHiB,
YCYHEHHS OIIOCEPENKOBAHOTO HUMHU CTUMYJIIOI0YOT O BIJIUBY € IepenyMOBOIO
IPUTHIYEHHS POCTY NYXJINHHU.

Y XKiHOK y IOCTMEHOIIay3i eCTPOreH! YTBOPIOIOTHCS IIePEeBazKHO 3a y4acTio GepMeHTy
apoMaTa3sy, IKUU IIePEeTBOPIOE aHAPOTE€HH, 1110 CUHTE3YIOThCSA Y HAAHUPKOBUX 3aJI103ax
(y mepiy 4yepry aHgpOCTEHOIOH i TecTocTepoH), Ha ecTpoH (E1) Ta ectpagion (E2).
Tomy 3a gomoMoroio crelndiuHol iHribiil ¢pepMeHTy apoMaTa3ud MOXKHAa JOCATTH
MMPUTHiIYeHHs 0I0CUHTE3Y eCTPOTeHiB y nnepudepnyHUX TKaHUHAX i B MyXJIMHHIN
TKaHWHI.



JleTpo30J1 IpUTHiIYYy€e apoMaTa3y UIJIZXOM KOHKYPEHTHOI'O 3B’ s13yBaHHS 3
cyO0onMHUIEI0 TbOT0 GepPMEHTY - TeMOM ITUuToxXpomy P450, 110 mpu3BOOUTH [0
3HUXKEHHS 0I0CUHTEe3y eCTPOTeHiB y BCiX TKaHWHaX.

Y 3mopoBuX XKIHOK Yy MIOCTMEHOIIay3i OJHOpPa30Ba J03a JIETPOo30iy, iKa cTaHoBUTH 0,1
mr, 0,5 Mr Ta 2,5 MI', 3HUXKY€E PiBEHb €CTPOHY Ta €CTpaniosly B CUPOBaTILli KPOBIi
(IIOpiBHSHO 3 MOYATKOBUM piBHEM) Ha 75-78 % i Ha 78 % BigmoBigHO. MakcuMasibHe
3HUXKEHHS OOCATAa€EThCS Yepes

48-78 roguH.

Y XkiHOK i3 nmomupeHoo GopMoI0 paKy MOJIOYHOI 3aJI031 y IOCTMEHOMay3i II[ofIeHHe
3aCTOCyBaHHA J1eTpo30i1y y Ho3i Big 0,1 Mr go 5 Mr 3HUIXKY€E PiBHI eCcTpaaiony, eCTPOHY
Ta eCTPOHY cynb(daTy y mna3mi KpoBi Ha 75-95 % Big mogaTKoBOro piBHSA. [1Tpn
3acToCyBaHHi nmpenaparty y go3i 0,5 mr i 6inbmre y 6araTbox BUMIaAKaxX KOHIIEHTPAIil
€CTPOHY Ta eCTPOHY CyJibdaTy BUSABJISIOTHCSI HUXKYE MEXKi 4YyTJIUBOCTI METOAY, 110
BUKOPUCTOBYETHLCS [IJI1 BUSHAYEHHSA OPMOHIB. lle BKa3ye Ha Te, 110 3a JOIIOMOI'00
OaHUX 103 IIpernapaTy AOCATaEThCs OiTbII BUpaKeHe MIPUTHIYeHHS CUHTE3Y
ecTporeHiB. CyIpecisi eCTpOreHiB MiATPUMYyBajiacs IPOTATOM JIiIKyBaHHSA Yy BCiX
alllEHTOK.

JleTpo3on - BUcoKocmenudigyaui iHribiTop akTUBHOCTI apoMaTa3u. [TopylieHHs
CUHTE3y CTEPOIOHUX TOPMOHIB Y HQOHUPKOBUX 3ajI03aX He BUSABJIEHO. Y MAIliEHTOK Yy
ITOCTMEHOIIay3i, AKUM ITPOBOOUJIN Tepalliio JIeTP030JioM y 0o0oBit mo3i 0,1-5 mr,
KJIIHIYHO 3HAUYyIIUX 3MiH KOHIIEHTpalliil y IJIa3Mi KPOBi KOPTHU30JIy, allbgOCTEPOHY, 11-
OEOKCUKOPTHU3O0ILY,

17-rimppokcunporectepony, AKTI, a TaKOX aKTUBHOCTi peHiHy He OyJI0 BUSIBIIEHO.
[TpoBepenHs Tecty ctumMmynanili AKTT gepe3 6 i 12 TukHIB Tepamil IeTPO30JIOM Y
no6ogit mo3i 0,1 mr; 0,25 mr; 0,5 mMr; 1 Mr; 2,5 Mr i 5 MTr He BUSIBUJIO OyAb-SIKOT'O
IIOMITHOI'O 3MEHIIIEeHHS CUHTEe3y aJIbJOCTEPOHY UM KOPTU30JIy. TakKuM YMHOM, HeMae
HeoOXiTHOCTI Mpu3HaYaTH I'JIIOKOKOPTUKOIAM Ta MiHEPaJIOKOPTUKOIOH.

Y 3m0poBUX XKIHOK Y IOCTMEHOIIay3i ITiCJId OZHOPA30BOIr0 3aCTOCYBAHHS JIETPO30JIY Y
mo3ax 0,1 mr, 0,5 Mr i 2,5 Mr 3MiH KOHIIEHTpallil aHAPOTeHiB (aHAPOCTEHOIOHY Ta
TECTOCTEPOHY) Yy MJia3Mi KPOBi He BUSABIIEHO. Y MaIliEHTOK Y MOCTMeHOIay3i, gKi
OTPUMYBAJIU JIeTPO30J1 y O0o00Bi#t mo3i Bim 0,1 Mr mo 5 Mr, 3MiH piBHS aHOPOCTEHIIOHY
y IIJ1a3Mi KpOBi TaKOXK He Bil3HadeHO. Bce 1ie BKa3ye Ha Te, 1110 6/10Kaga 6i0CUHTE3Y
€CTPOTr€eHIB He IIPU3BOOUTH OO0 HAKOMUYEHHS aHOPOTEHIB, Kl € ITolepegHUuKaMUu
€CTPOTeHiB. Y NallieHTOK, SKi OTpUMYyBaJIX JIETPO30JI, He 0yJi0o Bii3Ha4YeHO 3MiH
KOHIIEHTpaIlill JTII0OTeIHi3y10490oro Ta POJIKYI0CTUMYII0I0Y0T0 TOPMOHIB Y IIJIa3Mi KPOBI,
a TAaKOXK He OyJI0 Bi3HAYeHO 3MiH GYHKIIM IMUTOBUIHOI 3aJI03H, SIKY OIIiHIOBAJIX 3a
PiIBHAMU TUPEOTPONHOI0 ropmony, T4 1 T3.



®dapMaKOKiHeTHKa

BcmoxkmyeaHHA. JIeTpO30J1 MIBUOKO i IIOBHICTIO BCMOKTYETHCS 31 HIJTYyHKOBO-
KHMIIIKOBOTO TPAKTy (CepenHs BeIuduHa 6i0g0oCcTynHOCTi cTaHoBUTE 99,9 %). Ixxa
He3HaYHOIO0 Mipo0 3HUKYE IMIBUOKICTL aOCopOIIil (CepemHe 3HAUEHHS Yacy
OOCSITHEHHSI MaKCUMaJIbHOI KOHIIEHTPallil 1eTP0o30/y B KPOBi (tmax) ctaHOBUTSH 1
roguHy npu npuiiomi ®eMapu® HaTIle i 2 TOOUHU - IIPU IIPUKOMI 3 12Kel0; CepenHE
3Ha4YEeHHS MaKCHMMaJlbHOl KOHIIeHTpallil 1eTpo30Jjiy B KpoBi (Cmax) cTaHOBUTH 129 *+
20,3 HMoJIb/ Tpu npuriomi Hatmie i 98,7 = 18,6 HMOIB/I - IPU IPUKOMI 3 13K€EI0),
OOHAK CTYIIiHb BCMOKTYBaHHS JI€TPO30J1y (IIPH OLIHII 3a IIJIOIIEIO ITi KPUBOIO
«KOHIIEHTpAllis - Yac») He 3MIiHIOEThCs. He3HauyHi 3MiHM IIBUOKOCTI BCMOKTYBaHHS
PO3LIHIOITHECA AK TaKl, 110 He MAlTh KJIIHIYHOTO 3HAYEHHs, TOMY JIETPO30JI MOXHa
3aCTOCOBYBaTU He3aJIe’KHO Bif IpUUOMY 1XKi.

Po3no0ia. 3B’s13yBaHHS T€TPO30JTy 3 OiTKaMu I1J1a3MU KPOBi CTAHOBUTH MPUOIN3HO 60
% (mmepeBaxkHO 3 anbOyMiHOM - 55 %). KoHIIeHTpallisl TeTPO30JIy B ePUTPOIIUTAX
Mmanxke 80 % umoro piBHA y miaa3Mi Kposi. [licng 3actocyBaHHA 2,5 Mr 14C-MidyeHOT0
sieTpo30ity npubau3Ho 82 % pafioaKTUBHOCTI y MJla3Mi KPOBi ITpunaaasao Ha YacTKY
He3MiHeHOl aKTUBHOI Pe4OBUHU. TOMY CUCTEMHUU BIJINB MeTabOJIITiB 1€ TPO301y
He3HayHMuM. JIeTp030JI IIBUAKO i IIMPOKO PO3MOMINAEThCI Y TKaHUHAX. YSIBHUU 00'€M
po3mominy y mepiom piBHOBaXKHOI'O CTaHy mocsrae nmpubnui3no 1,87 = 0,47 n/kr.

Memaboaizm i susedeHHs1. JIeTpo30J1 3HAYHOIO Mipoio 3a3Ha€e MeTabosi3mMy 3
YTBOPEHHSAM (apMaKOJIOTiYHO HEaKTUBHOTO KapOiHOJIOBOTO MeTaboIiTy - OCHOBHUM
IISIX eniMiHalii. MeTabosiuaui KinipeHc neTpo3ony (CLm) ctanoButs 2,1 n/rom, mio
MEHIIIE 3a BEJINYNHY MEeYiHKOBOTO KPOBOTOKY (mpubnu3no 90 s/ron). Byno BusiBneHo,
1o izopepmenTu CYP3A4 i CYP2AG6 mutoxpomy P450 3gaTHI mepeTBOpiOBaTH
JIETPO30JI Ha Moro MeTaboJTiT. YTBOPEHHSI HeBEJIMKOl KilTbKOCTI iHIIIUX, TTOKHU II0 He
imenTudikoBaHUX MeTabOJIiTiB, a TAKOXK BUBEIEHHS HE3MiHEHOI 0O ITpernapary 3 cedelo i
KaJIOM BifirpaloTh JIHIlle He3HaYHY POJIb y 3arajibHii eliMiHallil 1eTpo3omny. [IpoTtsrom
2 TUXKHIB ITiCJI BBEOEHHS 3OPOBUM TOOPOBOJILISIM y TOCTMEHOMay3i

2,5 mr 14C-MiueHOro0 JIETPO30J1y B cedi 0yso BusBieHo 88,2 + 7,6 % pamioaKTHUBHOCTI,
y KaJi -

3,8 = 0,9 %. [IpuHariMHi 75 % pamioaKTUBHOCTI, 110 BUSBJISIETLCS Y CeYi 3a mepiom Ao
216 rogun (84,7 = 7,8 % mo3u neTpo30J1y), IIPpUIlafgaao Ha TIIOKYPOHIOHI KOH IoraTh
KapOiHosioBoro MeTabonity, Matixke 9 % - Ha OBa iHNII He imeHTHU(diIKOBaHI MeTaboIiTH
Ta 6 % - Ha HeE3MiHEHUU JTeTPO30II.

VsaBHUY KiHIIeBUU Nepio[ HaliBBUBEOEHHS 3 IJIa3MMU KPOBi CTAHOBUTH NPUOJIN3HO 2-4
no6u. ITicnsa momeHHOro npuioMy 2,5 Mr mpernapaTy piBHOBaXKHa KOHIIEHTpallis
JIETPO30JIy HOCSATAETHCS MMPOTATOM 2-6 TUXKHIB, IPU IIbOMY BOHa ITPUOJIM3HO y 7 pa3iB
BHUIIA, HiXK MIiCIS OOHOPA30BOT0 IIPUHOMY Ti€l K J03U. BogHOYac 3Ha4YeHHS



PiBHOBaXKHOI1 KOHIIeHTpalil y 1,5-2 pa3u nepeBuUIy€e Te 3Ha4YE€HHS PiBHOBAXKHO1L
KOHIIeHTpallil, sKe MoxHa 0ys0 6 3aBOQaUYUTH Ha OCHOBI PO3PaxyHKiB, BUXOOSYHU 3
BeJIMYUH, 3apEeECTPOBaHUX MiC/Ig IPUUOMY OOQHOPA30BoOl A03u npemnaparty. Lle Bkasye
Ha Te, 1[0 IIPH LIOOEHHOMY 3aCTOCyBaHHI JIETPO30J1y y A03i 2,5 MI K0ro
(apmakokiHeTHKa Ma€ Oello HeliHiiHuM XxapakTep. OCKiIbKK pPiBHOBaXKHa
KOHIIEHTpAIlisl JIETPO30JIy MiATPUMYETHCS i Yac JIiIKyBaHHS ITPOTSTOM TPUBAJIOTO
Yyacy, MOxKHa 3p0oOUTHU BUCHOBOK IIPO Te, III0 HAKOIIMYEHHS JIETPO30/Iy He
BimOyBa€ThHCH.

JIiHitiHicmb/HeaiHiliHicMb. PapMaKOKiHEeTHKa 1eTPo30y OyJia ITPOIOPIIiNHOI0 A03i
ITicJIg 3aCTOCYyBaHHS OJHOPa30BOl mepopa’sibHol mo3u mo 10 Mr (miana3oH mo3 Bix 0,01
mo 30 MT'), a TaKOXK micis momeHHuX mo3 no 1,0 mr (giama3oH mo3 Big 0,1 mo 5 mr).
[Ticnst 3acToCcyBaHHS OOHOPA30BOl ITepopasnbHol mo3u 30 MT CIIoCcTepiranocss He3HadyHe,
arne GinbIl HiXXK npomopLitiHe Ao03i 36inbieHHs mokasuuka AUC. [Ipu 3acTocyBaHHI
moaeHHux no3 2,5 ta 5 Mr 3HaueHHs AUC 36inbaunocst npubnusnao y 3,8 Ta 12 pasis
3aMicTh 2,5 Ta 5 pa3iB BiANOBIOHO IIPHU IIOPIBHAHHI 3 103010

1,0 mr/go0y. TakuM 4MHOM, peKOMeHAoBaHa go3a 2,5 Mr/moby Moxe 0yTH rpaHUYHOIO
D03010, 3@ IKOl HEIIPOIIOPIINHICTh CTa€ BUAMMOIO, TOMi K IIPU 3aCTOCYBaHHi mo3U 5
MT/mo0y HEeNMpONOopIIifHICTL cTae Oinbill BUpaXkKeHow. HempomnopiiiHicTs o3y,
WMOBIpPHO, € Pe3y/IbTaTOM HAaCUYEHHS ITPoIleciB MeTab0IiYHOTO BUBEOEHHS.
PiBHOBazKHi KOHIIeHTpallil JocsAranucsa depe3 1-2 Micsli mpu 3acTOCyBaHHI yCix
OOCHiAKyBaHUX pexXumiB mo3dyBaHHS (0,1-5,0 Mr m10geHHO).

dapmakoKiHemuKa 8 okpemux 2pyn nauieHmia. Y OOCIiAXKeHH], sIKe IIPOBOOUJIOCA 3a
y4acTio 19 mo6poBOIBIIB 3 Pi3HUM CTaHOM (GYHKIII HUPOK (24-TOOMHHUMN KITipEHC
KpeaTHHiHy BapitoBaB Big 9 o 116 mMi/xB), Big3Ha4danocs, 110 ¢papMaKOKiHETHKA
JIETPO30JIy He 3MiHIOBalacs Micias ogHOpa30Bol mo3u 2,5 mr. Kpim Toro, y
BHUIIle3a3HAUYEHOMY [OCJIiAKEeHHi OIliHIOBaJIX BILJIMB MOPYIIeHHS QYHKIIiI HUPOK Ha
JIETPO30JI, aHali3 KoBapiaHT OyB BUKOHAHWY Ha OCHOBi JaHUX ABOX 0@30BUX
pocaigxkeHs (mocaigkenHsa AR/BC2 ta AR/BC3). Po3paxoBaHull KJIipeHC KpeaTUHIHY
(miama3oH y mocnigxkeHHI AR/BC2: 19-187 mn/xB; vy mocnigxkeHHI AR/BC3: 10-180
MJI/XB) He IPOJAEMOHCTPYBaB CTaTUCTUYHO 3HAUYIIOT0 3B’I3KY 3 MiHiMaJIbHUMU
PiBHSIMU JI€TPO30JIy y IIJIa3Mi KPOBi y piBHOBaxkHOMY cTaHi (Cmin). Bineime Toro, maHi
nocrmimkenb AR/BC2 ta AR/BC3 nikyBaHHS OApYyTol JTiHil METAaCTaTUYHOTO PaKy
MOJIOYHOI 3aJI031 ITPOAEMOHCTPYBaIX BiICYyTHICTh HETaTUBHOTO BILJIMBY JIETPO30/Iy Ha
KJIipeHC KpeaTUHiHy ab0 moripiieHHsa GyHKII1 HUPOK.

TakuM YMHOM, KOPEKITid J03U MalliEHTaM 3 MOPYIIeHHSIM (QYHKII1 HUPOK (KIipeHCc
KpeaTuHiHy = 10 My1/xB) He nmoTpiOHa. [HpopMallist CTOCOBHO IAIli€EHTIB 3 TAXKKUM
MMOpYyIIeHHIM GYHKII1 HUPOK (KiIipeHC KpeaTuHiHy < 10 MJj/xB) oOMexKeHa.



Y nopibHOMY mOCHigXKEeHHi, TPoBeAeHOMY 3a y4acTio 0Cib 3 pi3HUM cTaHOM GYHKIIi]
rme4viHku, OyJI0 BCTAHOBJIEHO, IO Y IAIli€HTIB 3 TOMipHO BUPAXXKEHUM IOPYIIeHHSIM
¢yHKIl nedinku (knac B 3a mikanorw Yainga-I1'10) cepenHi BeIUYUHA IIIOII Hifg
KPUBOIO «KOHIeHTpallisa - yac» (AUC) 6ynu Ha 37 % BuIIi, HiXK y 300POBUX
noOPOBOIBIIIB, ajie 3aJIMIIaIiCSA Y MexKaX TOTO Aiarma30Hy 3Ha4YeHb, SKi
CIIOCTepiranaucs y mailieHTiB 6e3 mopylueHs GyHKIil newinku. I1pu gocmigxKeHHi
(papMaKOKiHETUKYM OOQHOPA30BOl1 J0O3U y 8 XBOPHUX 3 IIMPO30M MEYiHKHU Ta TIKKUM
nopyiieHHsaM i1 ¢yHKII (kimac C 3a mkasno Yaunga-I1'10) Oyno Big3HavYeHO
30inbmenHsa AUC Ha 95 % Ta t¥2 Ha 187 % BigOoOBiZHO MOPIBHAHO 3 MOKa3HUKAMU y
3M0pPOBUX OJOOPOBOIBIIB. TaKMM YMHOM, V ITAIliEHTOK 3 paKOM MOJIOYHOI 3aJI034 Ta
TSI2KKMM IOPYIIeHHSIM (YHKIN TeYiHKY O4iKyIThCs OiIbIll BUCOKI PiBHI 1€TPO30Iy,
HiXK y maiieHTok 0e3 TaxXKKoi guchyHKIlil neuinku. OTxke, npenapaTt ®emapa® ciifn 3
00€eperKHICTIO 3aCTOCOBYBaTH MalliEHTKAM 3 TSIKKUM ITOPYIIeHHSAM (QyHKIIil IediHKH,
3BaKyIO4YHX Ha CIIiBBITHOIIEHHS KOPUCThL/PU3UK AJIT KOKHOI OKPEMO] HAIliEHTKU. Y
3B’SI3KYy 3 TUM, III0 y HAIli€EHTIB, SIKi OTpuMyBaiau mo00Bi go3u Bim 5 Mr Ao 10 Mr/meHs,
He crocTepiranocs 30iblIeHHS TOKa3HUKIB TOKCUYHOCTI, KOPEKIIisl JO3U Y HAIIPSIMKY
il 3HUKEHHs He 0OrpyHTOBaHa, X04a TaKUM MallieHTaM MMoTpibHo mepebyBaTH mif
peTenbHUM HarjssgoMm. Kpim Toro, He OyJio Bim3HaueHO OyOb-sIKOTO BIJIMBY IMIOPYIIEHD
(yHKIIl HUPOK (PpO3paxXyHKOBi 3HaYeHHS KIIipeHCYy KpeaTuHiHy ctaHoBumu 20-50
MJI/XB) ab0 mopyIeHb GyHKIII NediHKY Ha KOHIIEHTPAllilo JIeTPO30J1y V IIJ1a3Mi KPOBi y
359 mallieHTOoK 3 MOoIIMpPeHUMHU (popMaMM PaKy MOJIOYHOI 3a03u. PapMaKoKiHETHKA
JIETPO30JIy HE 3aJIeXXUTh BiJl BIKY.

IToxka3aHHSA

Apn’'roBaHTHA Tepallisi TOPMOHOIIO3UTHBHOI'O iHBa3MBHOI'O PaKy MOJIOYHOI 3aJI03U

Ha paHHIX CTafisaX y XKiHOK y IIOCTMeHOIIay3aJIbHUM I1epiof.

e Po3murpeHa ag’'toBaHTHa Tepamisi iHBa3UBHOI'O paKy MOJIOYHOI 3aJI03U Ha paHHixX
CTaligx y XKiHOK y ITOCTMeHOIIay3aJIbHUY Iepiof, sskuM Oyjia IpoBegeHa
CTaHOapTHa af l0OBaHTHA Tepalisi TaMOKCU(pEHOM IIPOTATOM 5 POKIiB.

e Teparis nepiol JIiHil TOPMOHO3aIeKHOTO0 IIOIIUPEHOT0 PaKy MOJIOYHOI 3aJI03U Y
XKIHOK y IOCTMEHOIIay3l.

e JlikyBaHHS HMOIIUPEHUX POPM paKy MOJIOYHOI 3aJI03M Yy XKIiHOK y TOCTMEeHOoIay3i
(mpuponHOl ab0 CIPUUYMHEHOI IIITYYHO) IIic/Ia penuauBy abo IporpecyBaHHs
3aXBOPIOBaHHS, IKi OTPUMYyBaJIU IIONEPEOHIO TePallilo aHTUeCTPOTeHaMHU.

e Heoap'toBaHTHa Tepamnisa y XKIHOK y IOCTMeEHOIIay3i 3 ropMoHOno3uTuBHUM, HER-

2-HeraTUBHUM PaKOM MOJIOYHOI 3aJI03U, SIKUM He MigXOOuTh XiMioTeparisd i He

IIOKa3aHe HeBifKJlaJHe XipypriyHe BTPy4YaHHS.

EdekTuBHICTh TpemapaTy OJid MalliEHTOK 3 TOPMOHOHETaTUBHUM PakKOM MOJIOYHOI
3aJ103U He JOoBeOeHa.



IIporunnoka3aHHs

[TigBuIlleHa YyTJIUBICTh MO aKTUBHOI peYyoBUHU ab0 0 OyOb-sIKOTO iHIIIOTO
KOMIIOHEHTA ITperapary.

EHOOKpUHHUU CTAaTyC, XapaKTEePHUH [Jid IlepegMeHOonay3ajJbHOoro nepioay.

BaritHicTs, mepiog rogyBaHHSA I'PyLAALO.

PenpogyKTuBHUM BiK NaLliEHTKH.
B3aeMmopisi 3 iHIIEMH JTiKapCLKHMH 3aC00aMH Ta iHIII BUOIH B3a€EMOIIHN

MeTab0J1i3M JIeTPO30J1y YaCTKOBO BifOyBa€eThCcs 3a ydacTio CYP2A6 Ta CYP3A4. Takum
YMHOM, Ha CUCTEMHE BUBEOEHHS JIeTPO30JIy MOXKYTh BIJIUBATH JIiKapChKi 3acobu, AKi
BIMBalOTh Ha ¢pepMeHTH CYP3A4 i CYP2A6. OueBuaHO, MeTab0JIi3M JIETPO30JIY Ma€
HU3BKY criopigHeHicTh i3 CYP3A4, ocKinbKM 11e¥ (epMeHT He HaCUYYETHCA IPHU
KOHIIEHTpAallidaX, y

150 pa3siB GinbIux, HizK KOHIIEHTPAIIil JIETPO30JIy, 10 CIIOCTEePiratoThCs y IIa3Mi
KpPOBI y Iiepiof piBHOBaAXXHOI'O CTaHY 3@ TUIIOBUX KIIIHIYHUX YMOB.

Ha croropHi KiiHiYHUY OOCBig 3acTocyBaHHS npernapaTty Pemapa® B KoMOiHallil 3
ecTporeHaMu a00 iHIIMMM IPOTUPAKOBUMU IIpernapaTaMu, KpiM TaMOKCU(DEHY,
BimcyTHi#. TaMokcudeH, iHIIII aHTUECTPOreHHi mpenapaTtu ab0 eCTPOreHOBMICHI
JIiIKapChKi 3ac00M MOXKYTh HiBeoBaTH (hapMaKoJIOTiuHy [mito jieTpo3ony. Kpim Toro,
OOBEIOEHO, 110 Y pa3i 0MHOYaCHOT0 3aCTOCYyBaHHS TaMOKCHU(EHY Ta JIETPO30JIy CyTTEBO
3HUKYIOTHCS I1JIa3MOBi KOHIIEHTpallil 1eTpo3osy. Ciif yHUKaTU OQHOYaCHOTO
3aCTOCYBaHHS JIETPO30JIy 3 TaMOKCU(EHOM, iHIITUMHU aHTaroHicTaMu eCTpOreHiB abo
eCTpPOreHaMHU.

JIikapchKi 3aco0u, SIKi MOXKYTb IMiABUIILYBaTU KOHIIEHTPAllil JIETPO30JIy B CUPOBATII
KPOBI.

Iari6iTopu aktuBHOCTI CYP3A4 i CYP2A6 MOXYTh 3HUXKYBATH MeTab0JIi3M JIETPO30JIy
i, TAKMM YMHOM, ITiABUIyBaTU KOHIIEHTPAIIil JIeTPO30JIy B IJjla3Mi KpoBi. OmHOYacHe
3aCTOCYBaHHS JIiKapChKUX 3aCc00iB, IKi CUJIbHO IPUTHIYYIOTH Ii (hepMeHTHU (IOTyXKHi
inridiTopu CYP3A4, 30KpeMa: KETOKOHA30JI, iTpaKOoHa30JI, BOPUKOHA30JI, PUTOHABIP,
KjapuTpoMinuH i tenitpominmy; CYP2A6 (Hanpukiag MeTOKCaleH)), MOXe
HigBUIIYBaTU €KCIIO3ULIII0 JIeTPO30J1y. ToMy maljieHTKaM, SKUM IIO0Ka3aHi MOTYyXKHi
inridiTopu CYP3A4 i CYP2A6, peKOMEHOYETHLCS IIPOSBIIATA 00EPEXKHICTD IPHU iX
3aCTOCYBaHHi.

JIikapchbKi 3acobu, sIKi MOXKYTh 3HUKYBaTU KOHIIEHTpPAllil 1eTPO30JIy B CUPOBATIIi
KPOBI.



[apykTOopu akTUBHOCTI CYP3A4 MOXKYTh HifiBUILyBaTH MeTab0Ii3M JIETPO30y i, TAKUM
YUHOM, 3HUXKYBATU KOHIIEHTPALil0 JIETPO30JIy B IIJla3Mi KpoBi. OgHOYacHe
3aCTOCYBaHHS JIiKapChKUX 3aco0iB, gKi ctTumymnioioTh CYP3A4 (Hanpukian GeHiToIH,
pudaminiyH, KapbaMmaserliH, ¢peHobapbiTan i 3BipoOili 3BUYaNHUIM), MOXKe 3HUKYBATHU
€KCIIO3HUIIiI0 JIeTPOo30J1y. ToMy IaljieHTKaM, SKUM II0Ka3aHl IOTYXKHi IHOyKTOpU
CYP3A4, peKOMeHOYETHCS MIPOSIBISITA 00EPEKHICTh MPU IX 3aCTOCYBaHHI. IHOyKTOpPHU
CYP2AG6 HeBigoMmi.

OpHo4yacHe 3acToCcyBaHHA npenapaty ®emapa® (2,5 mr) i tamokcudeny 20 Mr oguH
pa3 Ha o0y IPU3BOOUIIO A0 3HUXKEHHS PiBHS JIETPO30JIy B I1JIa3Mi KPOBi B cCEpPEeIHLOMY
Ha 38 %. KniniuHui mocBif, oTpuMaHUM Ha IiACTaBi HOCHiAXKEeHb Tepalril Apyroi JiHil
pakKy MOJIOYHOI 3aJI03H, ITOKa3YeE, II0 TepalleBTUYHNUY e(PeKT JTiKyBaHHS IIpernapaToM
demapa®, 9K i YacTOTa BUHUKHEHHs HeOaxkKaHUX peakllii, He 30iTbITyBanucs, IKIo
deMmapy® 3aCTOCOBYBaIU OOpa3ly IIicjisa TaMOKCUdeHy. MexaHi3M I1i€el B3aeMOil
HEeBIOOMUMU.

JIikapchbKi 3aco0u1, CUCTEMHI KOHIIEHTpAllil SKMX B CUPOBATIIi KPOBi MOXYTh
3MIHIOBATUCA IIifl BIIJIUBOM JIETPO30JLy.

In vitro neTposon npurHiuye isopepmenTu mutoxpomy P450 - CYP2AG6 i moMmipHO
CYP2C19,

ajie KJIiHiYHe 3Ha4YeHHS LIbOT0 sBHUIIla HeBigoMe. [IpoTe Cilig DOTPUMYBaTUCH
00epeKHOCTI ITPU OMHOYACHOMY 3aCTOCYBaHHI 1IeTPO301y i JTikapChbKUX 3aco0iB,
BHBEIEHHS SKUX IMepeBaxKHO 3a1eXkuTh Big CYP2C19 i gKi MaioTh By3bKHUU
TepaneBTUYHNM Aianal30H (TakKux K (GeHiTolH, Kiomigporens). CyocTpaT 3 By3bKUM
TepaneBTUYHUM aiana3oHoM s CYP2A6 HeBigoOMUM.

[ocnigKeHHs KIiHIi9YHOl B3aEMOil 3 MUMETUANHOM (BimoMuiu HecreunuPiyHUMN
inridiTop CYP2C19 i CYP3A4) i Bapdapunom (uytnusuit cyoctpart miss CYP2C9 3
BY3bKUM TepaleBTUYHUM [ialla30HOM, IKMU 9aCTO 3aCTOCOBYIOTH IK CYIIyTHIU
mmperapar [AJjis [MiTbOBO1 MOMYJISIIil JIETPO30J1y) MOKa3au, II0 CIIiJIbHe 3aCTOCyBaHHSI
npemnapaty ®Pemapa® i 1iux miKapChKUX 3aC00iB He CIIPUYUHSIE KITIHIYHO 3HAQYUMOI
JIIKapChKOIl B3aeMO[il.

Orngan 0a3u UX KITIHIYHUX OOCIIIMXKEeHb He BUSBUB HiTIKUX HOKA3iB iHINUX KJIIHIYHO
3HAYMMMUX B3a€EMOil 3 iHIMMMU JTiIKapChbKUMHU 3aco0aMu, 1110 YaCTO ITPU3HAYAIOThCS.

Oc006/1MBOCTi 3aCTOCYBaHHSA

IMopyweHHAa pYyHKUIT HUPOK

Hemae maHux 1momo 3acTocyBaHHA Ipernapaty ®emMapa® [ JIiKyBaHHS MMALIEHTOK 3
KilipeHCOM KpeaTuHiHy < 10 ms/xB. Ilepen npu3HadyeHHAM IIpenapaTry TaKuM



nalieHTKaM CJIif 3BaXKUTHU Ha CIIIBBITHOLIEHHS IOTEHIIWHOI0 PU3UKY 1 04iKyBaHOT'O
e(deKTy JIiKyBaHHS.

XosecmepuH

Crtip po3rJIgHYTHU IPOBEOEHHSA MOHITOPUHTY XOJIECTEPUHY Y CUPOBATIIL KPOBi. Y xX0oAi
OOCJIIKEeHHA 13 3aCTOCYBaHHSIM all ' FOBAHTHOI'O JIIKyBaHHS IIOBIIOMIIAJIOCA IIPO
rinepxosnectepuHeMito y 52,3 % mnali€HTiB, sIKi 3aCTOCOBYBaJId JIeTPO30J1, Tay 28,6 %
Malli€HTiB, SIKi 3aCTOCOBYBaJId TaMOKCU(EH. 3a KPUTEPIIMHU OILIHKU CTYIIE€HS TAXKKOCTI
nmobiunmx peakiliti (CTC) moBimoMIIsiyiocs PO rinepxojiecTepuHeMito 3-4 CTyIeHs y
0,4 % manieHTiB y rpymi netpo3ony Tay 0,1 % nmamienTiB y rpymi TaMokcudeny. Kpim
TOTO, B @Ji'IOBaHTHil Teparril 30inbiieHHs = 1,5 X BMH 3aranbHOTr0o X0JecTepuHy (SIK
IIpaBUJIO, HE HATIIe) CIIOCTepiraaocs y Malli€eHTiB, gKi 3aCTOCOBYyBaJIi MOHOTEpAIiio Ta
MaJIu T0YaTKOBUM PiBEHDb 3arajibHOI0 XOJIECTEPHUHY B CUPOBATIIL KPOBi B MexKax HOPMHU
(tTobTto <= 1,5 X BMH), y 151/1843 (8,2 %) B rpymi netpo3osny mnmpotu 57/1840 (3,2 %)
B I'pyIi TaMokcudeHy. 3aCTOCyBaHHS TinojlinifeMiyHuX npemnapariB 0yn0 HeoOXigHO
25 % mali€eHTiB, 1110 3aCTOCOBYBAJIU JIETPO30J1, Ta 16 % mallieHTiB, 1110 3aCTOCOBYBaJIU
TaMOKCHU(]EeH.

ITopyweHHsAa ¢pyHKUIl neviHKu

Y marrieHTiB 3 TAXKKOIO IIeYiHKOBOIO HepmocTaTHicTIo (kinac C 3a mkanoo Yannma-I1'1o)
CHUCTeMHa eKCITO3UIlisd Ta Yac HalliBBUBEIEHHS JI€TPO30Jy IPUOIN3HO BOBiUi JOBIIIi,
HiX y 3mopoBol moguHu. Taki XBopi moTpeOyioTh OibIll yBazKHOT'O CIIOCTEPEKEHHS.

Bnaus Ha Kicmku

Ockinbku ®eMapa® € NOTYKHUM IIpellapaToM, 110 3HUXKY€E KOHIIEHTpallil0 eCTPOTEHIB,
i 9ac af’t'0BaHTHOI Ta PO3IIMPEHOl af’'toBaHTHOI Teparril PemMapoio® y XKiHOK 3
0CTEONOpPOo30M Ta/abo mepesoMaMu B aHaMHE3i Ta y TUX, XTO Ma€ MigBUILIEHUN PU3UK
PO3BUTKY OCTEOIIOPO3Y, HEOOXiAHO OIIHUTH MiHepaIbHY HUIiJIbHICTh KICTKOBOI TKAHUHU
IO TTOYaTKYy JIIKyBaHHS, IPOTATOM JIIKYyBaHHSA Ta IIIiCJIA 3aBEPIIEHHS JIIKyBaHHS
JIeTpO30JIoM. B yMoOBax aj'loBaHTHOTO JIIKyBaHHS TaKOXK CJIiJ] pO3rjiggaT MOXKJIUBICTh
3aCTOCyBaHHS CXeMMU IIOCIIiJOBHOI Tepamil (JIeTpo30JI MPOTATOM 2 POKiB 3 ITOAaIbIIUM
IIepexogoM Ha IPUNOM TaMOKCHU(EHY ITPOTATOM 3 POKiB) 3a/IezKHO Bif Tpodiso
0e3meKu IalliEHTKH.

MeHonay3aavHUl cmamyc

Y nanieHTOK 3 He3'sICOBAHMM MeHONay3aJIbHUM CTaTyCOM HeOoOXimHO A0 IToYaTKy
JIiKyBaHHS npernapaToM ®PeMapa® BU3HAYUTHU PiBHI MI0TEiHI3yI0o4oro ropmony (JII),
domnikynoctumymniotogoro ropmony (®CI') Ta/abo ectpagiony. [IpuiimaTu npenapart
demapa® MOBUHHI TIIBKU XKIHKU

3 IIOCTMEHOIIay3aJIbHUM €HOOKPUHHUM CTaTyCOM.



TeHOUHIM ma po3puB CyxXoHcunas

MoxnuBi (pimKo) TEHOWHIT Ta PO3pUB Cyxoxkuiis. HeoOximHe peTenbHe 00CTEXKEHHS
MAaIliEHTOK Ta BXKUTTS BiAIMOBIOHUX 3aX0diB (HanmpuKiam, iMMoOini3allis) 1momo
ypaxKeHoro CyXoXuJsisa (OuB. p. «ITo6iuHi peakiii»).

ITopyweHHs 1abO0pPamMopHUX NOKA3HUKI8

Ilo303anexxHOro BOIUBY mpenapaty ®emapa® Ha Oyab-siKi remMaTosioriuydi abo
OioximMiyHi MOKa3HUKU He criocTepiranocs. [ToMipHi 3MeHIIIeHHS KiTbKOCTi JTiMouuTiB
HEBU3HAYEHOI'0 KJIIHIYHOTI O 3HaYeHHS CIIOCTepirajucd y OesKuUX IallieHTiB, 1110
3acTocoByBaiu npenapat ®emapa® y posi 2,5 mr. Take 3HUXKEHHS KiJIbKOCTI
JTiM@OIUTIB MaJio TPAaH3UTOPHUM XapaKTep MPUOIU3HO y MOJIOBUHU MAlIli€HTIB, 10
3a3HaJIv BIUIMBY. Y OBOX MAII€HTIB, Kl 3acTOoCoByBanu ®emapy® po3BUHYIIACh
TPOMOOILIMTOIEHIsT; B3BAEMO3B’I30K i3 MOCHiAKyBaHUM MperapaToM He OyB 3’sCOBaHUI.
Buxin maiiieHTiB i3 mocnimKeHHs yepe3 3MiHy j1abopaTOPHUX IMOKA3HUKIB, 10 Oy/IN 4u
He OyIM IOB’sI3aHi i3 3aCTOCYyBaHHSIM IIpernaparty, OyB piokuM.

IHwi 3acmepedceHHA

Cnig yHUKaTH OOQHOYaCHOTO 3aCTOCyBaHHS npemnapaTty Pemapa® i Tamokcudeny,
iHIINX aHTATrOHICTiB eCTPOTEeHIB Y1 eCTPOT€HOBMICHUX JIiIKapChKMUX 3aC00iB, OCKiTbKHU
IIi peYOBUHHU MOXKYTh HiBeioBaTH (apMaKOJIOTiUHY [Oil0 TeTPO30Iy.

Ockinbku TaOIEeTKU MICTSATH JTaKTO3Yy, npemnapaT Pemapa® He peKOMEHOYETHCS
nalieHTKam

3 TAKMMH PiIKiCHUMHU CHafgKOBUMU IMpobOieMaMu, SIK HelIePeHOCUMICThb IraJlaKTO3H,
TSI2KKa JJaKTa3d3Ha HeJoCTaTHICTh abo ManbabCopOIlis ITI0KO3U-TajlaKTO3H.

3maTHiCTh BIUIMBATH HA IIBHIKICTH peakilili Mpu KepyBaHHI aBTOTPAaHCIIOPTOM
a00 iHImMUMHU MexaHiZMaMHu

Bnonus nnpenapaty ®Pemapa® Ha 3maTHICTh KepyBaTH TPAHCIOPTHUMU 3acobaMu Ta
IIpalroBaTy 3 IHIIMMU MeXaHi3MaMU He3HayHuu. OCKIUIBKY IIPU JIIKyBaHHI ITperapaToM
Yy XBOPUX CIIOCTepiranucs 3arajibHa Cla0bKiCTh i 3alaMOpPOYEeHHsI, a TaKOXK B OKPEMUX
BUIIaJKaX COHJIMBICTb, pEKOMEHOYETHCSI 00epPeXKHICTh il Yac KepyBaHHSA
ABTOTPAHCIIOPTOM Ta POOOTH 3i CKJIIagHUMHU MeXaHi3MaMMu.

3acTocyBaHHSA y nepioa BariTHocCTi a00 rogmyBaHHs IPpyaaio

XKinku y nepuMeHonay3aabHOMY CTaHi ab0 XKiHKM PenpoayKTHUBHOIO BiKYy.

[Ipenapat ®emapa® ciifg 3aCTOCOBYBATHU TUJIBKU KiHKaM 3 YiTKO BCTAHOBJIEHUM
IIOCTMEHOIIay3aJIbHUM CTaTyCOM. ICHYIOTh IOCTMapKEeTUHI' OBl IIOBIOMJIEHHS IIPO



CIIoHTaHHi abopTu abo BpOaKeHi aHOMaJIil Y HOBOHAPOAXKEHUX, MaTepi SIKUX
npuuManu npemnapat Pemapa®.

3 ornsigy Ha MOBiDOMJIEHHS ITPO MOHOBJIEHHS (PYHKII1 SEYHUKIB Y KIHOK Ha (POHi
JIiKyBaHHA npenapatoM ®emapa®, He3BaXKal4u Ha YiTKUW IOCTMEHONay3aJlbHUU
CTaTyC Ha II04YaTKy Teparril, Jrikap 3a moTpeOu IOBUHEH OOTOBOPUTHU 3 MAIliEHTKOIO
aJeKBaTHI IpPOTU3aIlJIigHI METOOU.

BaeimHicmb

Ha ocHOBI mocBify 3aCTOCyBaHHS IIpenapary JIIOsaM, L0 BKII0Ya€ OKpeMi BUIagKU
BPOOKEHUX Baj (3poIlleHHs I'y0, 30BHIIIHI CTaTeBi OpraHu IIPOMiXKHOT'0 TUIY), BimoMo,
1o npenapaT PeMapa® MoOxKe CIPUYMHATU BPOAXKEHI Bagu PO3BUTKY Y pasi uoro
3aCTOCYBaHHSA IIiJl Yac BariTHOCTI. Pe3ynbTaTy OOCHIIAXKEHb Ha TBApUHAaX I0Ka3ajlu
HasIBHICTh PENPOAYKTUBHOI TOKCUYHOCTI. [Ipenapat ®PeMapa® mpoTUIIOKA3aHUM OIS
3aCTOCYBaHHS y epiof BariTHOCTI.

I'ooysaHHsA 2pydoro

HeBimoMo, YM eKCKPETYEThCS JIETPO30JI Ta MOTr0 MeTaboJIiTh B TPyAHE MOJIOKO
JTIIOAVHYU. PU3KK A1 HOBOHAPOLOXKEHOT O/HEMOBJIAATA BUKJIIOUUTH HE MOXKHA.

[IpenmapaTt ®emapa® npoTUNOKa3aHMU OJig 3aCTOCYBaHHS i Yac TOOyBaHHS I'PyLOIO.
depmuabHicmb

dapMaKoJIOTIYHOIO Oi€0 JIETPO30JIy € 3HUXKEHHS IIPONYKYBAHHS eCTPOTeHYy LIJIAX0M
iHribyBaHHS apoMaTa3u. Y XIiHOK y IIpeMeHoIay3i iHTribilliss CHHTe3y eCTPOTreHy
OIPU3BOOUTH OO BiAMOBIAHOTO ITiABUIIEHHS PiBHIB roHagoTponiuiB (JII', ®CI').
[TigBuuienus piBHSA OCI', B CBOIO 4epry, CTUMYIIIOE PicT POJIiKyIiB, 110 MOXKe
IHOYKyBaTU OBYJIALIIO.

Cmoci6 3acTocyBaHHS Ta I03H

IHopocii, y T.4. IalliEHTH JIITHBOT O BiKy. PekoMeHgoBaHa no3a PemMapu® CTaHOBUTH
2,5 mr 1 pa3 Ha moOy. B ap’toBaHTHIil Ta pO3IIMpPEHil af’ fOBaHTHiN Teparril JTiKyBaHHS
npemnapaToM ®Pemapa® MTOBUHHO TPUBATH IIPOTATOM 5 POKiB a0 MOKM He HacTaHe
penuauB 3aXBOPIOBaAHHS. XBOPUM i3 MeTacTa3aMu Tepallito rpernapatoMm Pemapa®
CJIiI IPOOOBXKYBaTU OOTH, JOKU O3HAKU IIPOrpeCyBaHHSA 3aXBOPIOBAHHS HE CTaHYTh
o4YeBUAHMMU. B yMOBax af’'toBaHTHOI'O JIIKYyBaHHS TAaKOXK CJIi PO3TIsAgaTh MOXKJIUBICTh
3aCTOCYBaHHS CXeMHU IIOCIIiJOBHOI Teparil (JIeTpo30JI MPOTATOM 2 POKiB 3 ITOAAIbIIIUM
IIepexogoM Ha MPUIoM TaMOKCU(EHY IIPOTATOM 3 POKIiB).

B ymoBax HeoaZ'roBaHTHOI'O JIIKyBaHHSA Tepallito npenapatom Pemapa® crifn
ITPOOOBXKYBATHU MPOTATOM 4-8 Mics1iB, 1100 JOCSAT ONITUMAJIbHOTO 3MEHIIIEeHHS



NyXJIMHU. ZKINO BIiONOBiOb Ha JIIKYBaHHS HEOOCTATHS, CJIiL IIPUIIMHUTYU Tepallito
npemnapatoM ®PeMapa® i MpU3HAYUTH IIJIaHOBE XipypriuHe BTpy4YaHHs Ta/abo
0OTOBOPUTHU 3 MAIliEHTKOIO BapiaHTH IOOAJIbIIOTO JIIKYBaHHS.

II71g TallieHTOK JIITHLOTO BiKy KOPEKIIisl MO3M IpenapaTry He moTpiOHa.

Hitu. [Ing nikyBaHHS OiTel nperapaT He 3aCTOCOBYIOTh. be3neka Ta epeKTUBHICTD
3acTocyBaHHs mmpemnapaty ®emapa® miTsasM He BCcTaHOBJeHi. HasBHI maHi oOMexeHi,
TOMY HEMOIKJIMBO PO3POOUTH peKoMeHOallil CTOCOBHO JO3yBaHHSI.

[NamieHTKY 3 MOPYIIeHHSIMU QYHKIIN ITediHKu Ta/ab0 HUPOK. [IJIs malliEHTOK 3
ypaXKeHHSM EeYiHKU BiJl IETKOTO 00 CEPEIHBOro CTyneHs (kKinacu A Ta B 3a mkasnoro
Yaunga-I1'10) abo HUPOK (IIpu KiipeHci KpeaTuHiny 3 10 MJI/XB) KOPEKIIist 403U
npemnaparty He noTpiOHa. HasaBHiI JaHi CTOCOBHO Malli€EHTIB i3 HUPKOBOIO HEJOCTATHICTIO
3 KJlipeHcoM KpeaTuHiHy < 10 MJ1/XxB @00 TSXKKUM IOPYIIEHHAM QYHKIII1 TediHKu
HepocTaTHi. [lanieHTH 3 TAXKKUM NMOPYIIEeHHAM (QyHKIII] nedinku (kiac C 3a
Yaunga-IT'10) noTpebyOTh PETEIBHOTO HATJISAIY.

Cnocib 3acToCcyBaHHSA

[Ipenapat ®emapa® ciig mpuiMaTH IIepPOpPaIbHO He3aJeKHO Bifl BXKMUBaHHS 1XKi,
OCKIiNTbKM 13Ka He BIJIMBA€E Ha CTYyHiHb abcopOilii mpenapary.

[Tponyuieny no3y CIif IPUUHATU Ofpa3y, K TUIBKM NallieHTKa 3ragae npo ne. OgHak,
SIKIIIO ITalliEHTKA 3raja€ IIpo e He3aJ0Bro A0 IIPUHOMY HACTYIIHOI 0o3u (3a 2-3
TOOWHM), IPONYIIEHY O03y CJIig IPONYCTUTHU Ta IIPUNHSATUA HACTYIIHY O03y 3TigHO 3
rpadikom. He crmig npuiitMaTu NOABIMHY OO3Y, OCKiIBKY IIPU NPUMOMi 000BOI 103U,
BUIIOI BiJl peKOMEeHI0BaHOl 2,5 MT, CIIOoCTepirasnacs CUCTeEMHa eKCIIO3UIlis, BUIla Bif
IIPOIIOPIIiNHOI.

itk

[IpemapaT He 3aCTOCOBYIOTH OiTSIM, OCKiNTbKU €(eKTHUBHICTh Ta Oe3meKa 3aCTOCYBaHHSA
mperapaTy [AJjis IIi€el KaTeropil mallieHTiB He BUBYAJIMCSA B MeKaX KITiHIYHUX
OOCIIIAXKEHb.

Ilepeno3yBaHHsA

[ToBimomiisAsioCcs PO MOOAUHOKI BUIIAKU Ilepeno3yBaHHA IIpenaparty Pemapa®.

CrnenudiuHe MiKyBaHHS 3 IIPUBONY Ilepeqo3yBaHHS HEBigoMe; JTiKyBaHHS IOBUHHO
OyTH CUMIITOMATUYHUM i IMiATPUMYIOUYUM.

IToOiuni peakmii



3aranbHuM orysam npodinio 6e3neKu

YactoTy HeOaXaHUX peakllii ajs npenapaty PeMapa® BU3Ha4YalIM IIepPeBaXXHO Ha
OCHOBI JaHWX, OTPUMaHUX y XOM1 KJIIHIYHUX OOCIIiAXKEHb.

demapa® 3aranom moOpe mepeHOoCcUsiacs y BCiX OOCITIOXKEHHIX K Tepamis mepIoi i
OpyTol JIiHil Tpy NiKyBaHHI NOMIMPEHOT0 PaKy MOJIOYHOI 3a7i034, IK ajJ IoBaHTHA
Tepalis paKy MOJIOYHOI 3a/I031 Ha paHHIX CTafisax i K po3IMpeHa ajf’ loBaHTHa
Tepamnis paKy MOJIOYHOI 3aJI03U y XKIiHOK, fIKi paHillle 0fepKyBajil CTaHOapTHY
an’'lI0BaHTHY Tepalriio TaMoKcudeHoM. Maiixke B

1/3 nanieHTOK, AKi jiKyBanucs npenapatom ®emapa® npu MeTaCTaTUYHUX 1
Heoa[l'I0OBaHTHUX CTaHaX, MpUOIU3HO y 75 % MallieHTiB Ipu aji loBaHTHOMY
npu3HadyeHHi (00MABi rpynu npuiimanu i npenapat ®emapa®, i TaMokcudeH, MefiaHa
JIIKyBaJIbHOT O mepioay ctaHoBuia 60 MicsiiB) i Mmarike y 80 % malieHTiB npu
po3mIupeHin afa’toBaHTHIN Teparril (i Pemapa®, i nnanedo, MemiaHa JIiKyBaJIbHOTO
nepiony cranoBuia 60 MicsiliB) crmocTepiranucs mobiuHi peaxkiiii. Blarasmi nmob6iuui
peaxiiii, siKi crioctepiranucs, Maau IIepeBaxkHo c1abKuil abo IMOMipHO BUPaXKeHUM
XapakTep i y OifbIIOCTi BUIIaAKiB Oy/iu MOB’si3aHi 3 medilliTOM eCTPOTeHiB.
Haituacrime y 3BiTax nIpo KIIiHiYHI JOCTiAXKEeHHS 3ragyBanucs nobiuyHi peakiiii y
BUTJIA1 IPUIIIUBIB, TilepxoJjieCTepUHEMil, apTpairil, HygoTH, IOCUJIEHOT' O
IIOTOBUIJIEHHS Ta CTOMJIIOBAHOCTI. [10 BaxKJIMBUX JOOATKOBUX HeOaxKaHUX Peakilii,
III0 MOXKYTh PO3BUBATUCA Ha (PoHI MiKyBaHHA npenapatoM ®emapa®, HanmexkaTh Taki
siBuIla 3 O0KY OIIOPHO-PYXOBOT'O amnaparTy, IK OCTEOII0p0o3 Ta/abo ImepesoMu KiCTOK, Ta
siBuIIa 3 00Ky CeplieBO-CyAUHHOI CUCTEMH (B TOMY YHCJIi llepebpoBacKyJIIpHi Ta
TpoMOoemOoiuHi siBuila). baraTto mo6ivyHMX ABUI MOXKYTb OyTH 3yMOBIIEHI
OPUPOSHUMU (PapMaKOJIOTiYHUMY HacligKaMu AediluTy eCTPOreHiB (Harmpukiaz
IIPUILJINBY, aJIONelliss Y1 BariHajbHa KpPoBoTeYa). binbiricTh HebazkaHUX peakIii
CIIOCTepiranucs y meplii Kijibka TUXHiB nikyBaHHs. KaTeropii 4acToTu Ojist mux
HeOaXXaHUX peakllii onucaHi y Tabmuti 1.

[ToGiuHi sBUIla 3a3HaYeHi 3a 4aCTOTOI0 BUHUKHEHHSI, IEPIIUMH 3a3HAaYal0ThCs
HaMWOiIbIIT PO3MOBCIOAXKEHI. [IJ1 OIiHKKM YaCTOTH BUHUKHEHHS Pi3HUX ITOOIYHUX
peaxkiiii BUKOPUCTOBYBA/IUCS TaKi rpafgaiiil: oyxe dacto - (= 1/10), gacto - (= 1/100 -
< 1/10), meuacTto - (= 1/1 000 - < 1/100), pigko - (= 1/10 000 - < 1/1 000), my=xe
pinmko - (< 1/10 000); HeBimomMol YacTOTH (HEMOZKJIMBO OLIIHUTH, HA OCHOBI HasiBHUX
ODAaHUX).

Tabnuisa 1

YacTtoTa [To6iuHi peaxirii ‘

[ndexkiii Ta iHBa3il ‘



HeuacTto

IndexkIiil ce4oBUOiTLHOL
CHUCTEMH

[To6posiKicHi, 3M0sKiCHI Ta He3 sicoBaHi

HOBOYTBOPEHHS, BKJIIOYAI0O49YX1 KiCTH Ta IOJINHu

HeuacTto

Bine y myxXimuHHEUX
Boruuinax (1)

3 00Ky KpoOBi Ta niMpaTu4HOl CUCTEMU

Heuacto

JlenikomeHis

3 60Ky iMyHHOI cucTeMu

HeBigomol wacToTH

AnadinakTuuHi peakiiil

MeTabomiuHi MopyeHHs

Tad PO3JIadu KUBJIEHHA

Iyze 4acTto

['imepxonecTtepuHeMis

YacTo

3HUXKEHHS alleTUury,
MiOBUIIIEHHS QIlleTUTy

[IcuxiyHi NIOpYyIIEHHS

YacTo Ienpecis
TPUBOXKHICTD
(BKIIIO4arO4Yu

HeuacTto .
HEPBO3HICTH),
OpPaTiBIIUBICTH

3 00Ky HEPBOBOI CUCTEMHU

YacTo

['onmoBHUM Oinb,
3arraMOpPOYeHHS

HeuacTo

CounuBicTb, 6€3COHHSI,
MOTIPILIEHHS IaM’ SATi,
Oou3ecTes3is (BKIIYaondu
rmapecTesio,
rinepcresii),
MMOPYIIEHHS CMaKOBUX
BiA4yTTiB, iIHCYJIbT,
3am’sCTKOBUU TyHEJIbHUU
CUHAPOM

3 00Ky opraHiB 30py

HeuacTto

KarapakrTa,
mogpa3HeHHs OKa,
3aTbMapeHHs 30py

3 60Ky cepls




YJacTo

ITocunene
cepuebuttsi(1)

Heuacto

Taxikapmisa, BUIIagKu
imemil Mmiokapaa
(BKITIOUYAQIO4YH
BUHUKHEHHS ab0
TOTipIIeHHs mepebiry
CTeHOKapmil,
CTEeHOKapmito, 1110
BHUMarae€ Xipypriasoro
BTPy4YaHHS, iHQApKT
MioKappa Ta ilemiro
MioKapma)

CynuHHI IOPYLIIEHHS

Iy¥e 4acTto

laps4i npunInBu

YacTo

ApTepianbHa rinepTeHsisa

HeuacTo

Tpombodnebit
(BKIo4arouu
TpoMbodiediT
IIOBEPXHEBUX Ta
TJIMOOKUX BEH)

Pioko

JlereHeBa eM00ITid,
apTepianbHU TPOMOO3,
11epeOpPOBaCKyIAPHUN
iHpapKT

3 00Ky guxajibHOI CUCTEMHU, TOpPaKaJibHi Ta

Me[nlacTUHaIbHI IOPYIIEeHHA

HeuacTto

3aguIlnKa, Kalleiab

3 OOKY IIIJTYHKOBO-KHUIIIKOBOT'O TPAKTY

HynoTta, 61r0BaHHs,

YacTto nuctencis(1), 3amop,
miapes, Oiflb y JKUBOTI
Ctomatut(1l), cyxicTh y
Heuacto

poTi

3 6oky renatobimiapHol cucTeMu

HeuacTo

[TigBUILIIEHHS PiBHSA
MMe4iHKOBUX (DEPMEHTIB,
rinep6inipyb6inemis,
KOBTSHUIA




HeBinomol wacToTH

l'emmatuTr

3 OOKY IIKipY Ta MiAIIKipHOI KIIITKOBUHU

Iye 4acTto

I[Tocunene
IIOTOBUIJIEHHS

YJacTo

Ajlornieniisi, BUCUIIaHHSA
(BKJIIOYAIO4Yu
epuTeMaTO3Hi,
MaKyJionalyJsipHi,
rcopiaTuyHi Ta
BE3UKYJIAPHI
BUCHIIaHHS), CyXiCTh
IKipu

HeuacTto

CBep0bixk, KpONUB'sTHKA

HeBigomoil wacToTH

TorCcuuHUM
emnigepManbHUA
HEKPOJIi3,
MyJIbTU(POPMHa epUTEMA,
QHTiIOHEBPOTUYHUN
HaOPSIK

3 OOKY CKeJIETHO-M sI30BOI CUCTEMU Ta CIIOIy4YHOl

TKaHUHHU

Ilyxe gacTto

ApTpasnrisa

Binb y M’s13ax, 6innb y
KicTkax(1), ocTeonopos,

Yacto :
IIepeJioOMHU KiCTOK,
apTpuT

Heuacto TeHOUHIT

Pigko Po3puB cyxoxunns

HeBigomol wacToTH

CUHIOPOM «KJ1alalo4doro
TIAJIBIIST»

3 00Ky CEYOBUIILHOI CUCTEMU Ta HUPOK

HeuacTo

[TigBuIIeHa YacToTa
CEe4YOBUNYCKaHHSA

3 OOKY pPenponyKTHUBHOI CUCTEMU Ta MOJIOUHUX

3a1103

Yacto BariHanbHa KpoBOTeYa
BarinanpHi BUOIIEHHS

HeuacTo abo cyxicTp, 6inb y

MOJIOYHHX 3aJI03aX




3arasnbHi po3Jlagu Ta peakilil y MiCTi BBeIeHHS

IyXe 4acTto

CTOoMIIIOBAHICTDH
(BKJIIOUAIOYHM aCTEeHilo,
HEe3OyXKaHHS)

YJacTo

[NTepudepuunuii HabPSIK,
0inb y rpyasax

HeuacTto

[TinBUuILIeHHA
TeMIIepaTypHu, CyXiCTb
CIIU30BUX 000JIOHOK,
BiIUyTTS CIIparu,
reHepai3oBaHUM
HaOpsK

HocnigKeHHSI

YacTo

30i/ILIIIEHHS MaCHU Tijla

HeuacTo

3MeHIIIeHHS MacCHu Tila




(1) - Tinpku Tpu NIiKyBaHHI METAaCTaTUYHOI'O YPaXKeHHH.

[Tpo mesiki HebOaxKaHi peakxiiili TOBIHOMIISIIIOCS 3i 3HAUYHO BiMMiHHOIO YaCTOTOI0 B YyMOBax
a'I0OBAHTHOTO JIIKYBaHHS.

Tabnuisa 2

Ap’roBaHTHa Tepalisa npenapatoM ®PeMapa® MOPIBHSAHO 3 MOHOTEPAIIi€0
TaMOKcudeHoM: HebaXKaHi SBUIla, YaCTOTa SIKUX 3Ha4yllle Bigpi3HsanIach

demapa®, yacToTa TamokcudeH, 4yacTtoTa
SIBUIL] SIBUIL]
N=2448 N=2447
HebaxaHi 0 Y Oynp-sikuu - Y O6ynb-aKui
N OTSITOM OTSITOM
00iuHi peakiril .p Yac micias .p 4ac Mmics
JIIKyBaHHS . _JJTIKyBaHHS ]
] paHOoMi3alril , paHOoMi3alril
(memiaHa ) (MmemiaHa ,
] (mepgiaHa 8 . (mepniaHa 8
5 POKiB) ] 5 POKiB) ]
POKiB) POKiB)
Ilepenowm kicTtok [10,2% 14,7% 7,2% 11,4%
OcTeonopo3s 5,1% 5,1% 2,7% 2,7%
TpomboeMbomiuHi
2,1% 3,2% 3,6% 4,6%
sIBUILIAQ
[HdapkT
_ 1,0% 1,7% 0,5% 1,1%
MioKapga
lNnoepmnasisa
eHgoMertpis/pak | 0,2% 0,4% 2,3% 2,9%
€HOOMeTpiA

ITpumimka. Ilpotsirom nikyBaHHS BKIo4Ya€ 30 OHIB IMicast OCTaHHBLOI m03u. Y OyIb-
SIKUM YaC BKJIIOYA€E Iepiofl IMoAasbIlIoro CIIOCTEPEXKEHHS MicisA 3aKiH4eHHSA abo
BIIMIHUM OOCIIIOXKYBaAHOTO JIIKYBaHHS.



Pi3HUIIg 3acCHOBaHa Ha CIIiBBiHHOIIIEHHI pU3UKiB Ta 95 % OoBipuYux iHTEepBalax.
Tabnuisa 3

[TocmigoBHe niKyBaHHS IMOPIBHSHO 3 MOHOTepanie npenapatoM ®emapa®: HebaxKaHi
sIBHIIIA, YaCTOTa AKUX 3Hayyllle Bigpi3HAIach

MoHoTeparisa TamokcudeH
demapa® -
mpenapaToM -
>TaMOKCHU(}EH
®emapa® >®emapa®
[ToOiuHi peaxkiril
N=1535 N=1527 N=1541
. 2 poKu - >3 |2 POKHU - >3
5 POKiB
POKU POKU
[lepenoMu KiCTOK 10,0% 7,7%* 9,7%
[IpomidepaTuBHi
po3nanu 3 60Ky 0,7% 3,4%** 1,7%**
eHOOMEeTPiA
l'imepxonectepuHeMis|52,5% 44,2%* 40,8%*
['apsiyi npunauBu 37,6% 41,7%** 43,9%**
BarinanpHa
6,3% 9,6%** 12,7%**
KpOBOTeYa

* - 3HayuyIle MeHIlle, HiXK B IPyIi MOHOTeparrii mpenapatom ®Pemapa®

** - 3Hauyie OinbIlle, HiXK B rpyni MoHOTeparrii mpenapatoM ®emapa®

ITpumimka. Tlepion moBimoMIeHHS BKJIIOYa€ nepion nmikyBaHHst abo 30 mHiB micis
IIPUIIMHEHHS JIIKyBaHHS.

Onuc okpeMux noOiYHNX peakIlii

Hebaowcani peakuii 3 60Ky cepus

B ymoBax af’10BaHTHOTO JIiKyBaHHS, KpPiM IIpeACcTaBIeHUX y TaOnuli 2 HaHuX,
MTOBiTOMJISIJIOCS TIPO TaKi HeOaxkaHi siBUIIla CTOCOBHO mpernapaTty ®eMmapa® i
TaMOKCH(}EHY BigIOBIOHO (3 MeOiaHOIO TPUBAJOCTI JiKyBaHHS 60 micsamis mtoc 30
OHIB): CTEHOKapAis, 110 BUMarae xipypriusaoro nikyBaHH: (1,0 % mpotu 1,0 %);
cepueBa HegocTaTHICTh (1,1 % mmpotu 0,6 %); apTepianbHa rimepTeH3sisa (5,6 % mpotu



5,7 %); nopyiieHHs 11epebparbHOr0 KPOBOOOITy/ TpaH3UTOPHA immemiyHa aTtaka (2,1 %
npotu 1,9 %).

B yMoBax po3IIMPEHOro aji’IoBAHTHOTO JIiKyBaHHS ITOBiHOMIISIZIOCS ITPO TaKi HebOaxaHi
siBuIla ayd npemnapaty Pemapa® (MeniaHa TPUBaAIOCTI MiKyBaHHS 5 POKiB) i maiebo
(MemiaHa TpUBAJIOCTI MPUKMOMY 3 POKM) BiAIIOBIIHO: CTEHOKApPMis, 110 BUMAarae
xipypriusoro jiikyBaHHs (0,8 % npotu 0,6 %); BIepille giarHOCTOBaHa CTEHOKapHOis
a6o noripmenHus nepebiry crenokapmii (1,4 % npotu 1,0 %); indapkTt miokapaa (1,0 %
npoTtu 0,7 %); Tpomboembomniune sBuie* (0,9 % npotu 0,3 %); iHCYynbT/ TPAH3UTOPHA
imemiyHa aTtaka* (1,5 % nopotu 0,8 %).

YacToTa sBUIl, IO3HaYEHUX*, CTaTUCTUYHO 3HAYYIe BiApi3HAIACh y ABOX rpylax
JIIKyBaHHS.

HebaosicaHi peakuii 3 60Ky 0nopHO-pyxo08020 anapamy

IMaHi 3 6e31eKu 11010 OIIOPHO-PYXOBOTO arapaTy, OTPUMaHi B yMoBax afl'I0BAHTHOTO
JIIKyBaHHS$, IpeACTaBJIeHO Y TaOmuIli 2.

B ymMoBax po3IIMPEeHOro aj I0oBAHTHOTO JIiKyBaHHS IIepPeJIoMU KiCTOK abo 0CTeomopo3
CIIOCTEpiranuch y CTaTUCTUYHO 3Hauylle OilbIlIo] KiJIbKOCTi MalliEHTOK I'PyIIu
JIiKyBaHHA npenapaTtoM ®emapa® (mepenomu KicTok - 10,4 % i octeonopos - 12,2 %),
HiX y mallieHToK rpymu maiebo (5,8 % ta 6,4 % BigmoBimHO). MemiaHa TPpUBAJIOCTi
JIIKyBaHHSI CTaHOBUJIA D POKIiB Aia npemnapaty ®emapa® mopiBHAHO 3 3 poOKaMu OJIs
miane6o.

ITogioomaeHHs npo nido3prosaHi NObiuHI peakuii

IMToBigoMyIeHHS PO MiM03pIoBaHi IMOOIUHI peakilil micias peecTpaliil TiKapChKOTo
3aco0y € BaxknuBUM. lle mae 3Mory BecTtu 6e3rnepepBHUN MOHITOPUHT OalaHCy
IIOKa3HHWKa KOPUCTBH/PU3UK 3aCTOCYBaHHSA IIpenapary. CoelianicTy y raay3i OXOpOHU
3[0POB’sT 3000B’sI3aHi MOBIMOMJIATH ITPO OYOb-IKi BUMIAAKU MiM03PIOBAaHUX MOOIYHUX
peakiii yepe3 cucteMy papMaKOHATIALY.

TepMmin npuagaTHOCTI
5 pOKiB.
VYMoBHM 30epiranus

30epiratu nipu Temnepatypi He Bunle 30 °C B opUTiHaIbHIN YIIAKOBIIi A1 3aXUCTY Bif
BOJIOTU Y HEJOCTYIIHOMY [JI OiTeU MicCIi.

YnakoBKa



ITo 10 TabneTok y OsicTepi; mo 3 61icTepu y KapTOHHIM KOPOOIIi.
KaTeropis Bignycky

3a penemnTomM.

BupooHHK

HoBapTtic ®apma Illtenn Al'.

Miciie3Haxo/dKeHHsI BHPOOHHKA Ta HOro aJgpeca MiCIisi IPpoOBaaXKeHHSI
IisTIBHOCTI

[MMaddpxaycepimurpacce, 4332 ltenin, [lIBenapis.
[Ixepeso iHCTPYKIIil

[HCTPYKIIito TiKapCchKOro 3aco0y B35ATO 3 odiIlifHOro gxkepena — JlepKaBHOIO PEECTPY

JIiKapCchKUX 3ac00iB YKpaiHu.
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