IHCTPYKULIA

AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

JleTposon KPKA
(Letrozole KRKA)

Cknag:

Aitoya peyosumHa: letrozole;

1 TabneTka, BKp1Ta MnniBKOBOK 060/10HKOI, MICTUTL 2,5 MI 1eTpo30.y;

[OMOMIDKHI PEYOBMHW: NaKTO3M MOHOriApaT, KpoXMasb KYKypyA3SaHWIA, FinpoMenosa, Lento3a MiKpOKpUCTaliyHa, HaTpito KPOXManbraikonaT (Tun A), KpemHito
AioKcna KonoigHuin 6e3BogHMIA, MarHito cTeapar;

nniBKoBa 060/0HKa: rinpomenosa, TutaHy giokeung (E 171), okeng 3anisa xoBTtuin (E 172), nonietTuneHrnikons 400, TanbK, BO4a OYMLLEHA.

JlikapcbKa thopma. TabneTku, BKPUTI NTIBKOBOK 060/I0HKOHO.
OCHOBHI (pi3nKO-XiMiYHi BNaCcTMBOCTI: KPYrAi ABOONYKI, rNaakKi 3 060X CTOPiH TabNeTKM XXOBTOr0 KONbOPY, BKPUTI NNIBKOBOK 060/TIOHKOILO.

dapmakoTeparneBTUYHa rpyna. 3acobu, L0 3aCTOCOBYHOTLCA AN FOPMOHa/IbHOI Tepanii. AHTarOHICTX FOPMOHIB Ta aHasloriyHi 3acobu. IHribiTopn apomarasu.
Netpo3son. Kog ATX L0O2B GO4.

dapmakosoriyHi B1acTmBOCTI.

dapmakogHamika.

JeTpo30on — HecTepoigHNIA iHri6iTop apoMaTasm (iHri6iTop 6i0CUHTE3Y ECTPOreHy), NMPOTUMNYXMHHWIA NpenaparT.

Y BunagKax, Konm picT MyX/IMHHOT TKAHUHW 3a/1eXKUTb Bif, HAABHOCTI €CTPOreHiB, YCYHEeHHsI OnocepeLKoBaHOIO HUMK CTUMY/IHOB/IbHOMO BI/IMBY € NepesyMOBOLD
NPUTHIYEHHS POCTY MYX/IMHU. Y XIHOK Y NOCTMEHOMNay3i eCTPOreHn YTBOPKOKTLCA NEPEBAXKHO 3a y4acTi (hepMeHTY apomatasu, K1k NepeTBOPHOE aHAPOreHu, Lo
CUHTE3YIOTbCA Y HagHMPKOBUX 3a/103aX (Hacamnepes aHAPOCTEHAIOH i TecTocTepoH), Ha ecTpoH (E1) Ta ectpagion (E2). Tomy 3a A0NOMOrow crneumdivyHoro
iHri6yBaHHA PepMeHTY apomaTasut MOXHa JOCATTW NPUTHIYEHHA 6I0CUHTE3Y eCTPOreHiB Y NepuiepryHUX TKAHUHAX i B MYXIMHHIN TKaAHWHI.

JleTpo30n NpurHivye apomarasy LLUIAXOM KOHKYPEHTHOr0 3B8°A3yBaHHA 3i CyO04UHMLEO LbOro (hepMeHTY — remMoM uutoxpony PA450, Wwo npu3BOAWTb 40 3HVKEHHSA
6i0CMHTE3Yy eCTPOreHiB y BCIX TKaHMHaX.

Y 300p0BUX XIHOK Y NOCTMeHoMNay3i 04HOpa30Ba f03a IeTP030/y, Aka cTaHoBUTbL 0,1 mr, 0,5 Mr Ta 2,5 Mr, 3HWXKYE piBeHb eCTPOHY Ta ecTpasiony B CUpPOBaTLi KPOBI
(NopiBHSAHO 3 NOYATKOBMM piBHEM) Ha 75-78 % i Ha 78 % BiNoBi4HO. MaKCcMa/lbHe 3HUXKEHHS [0CAraeTbCcs Yepe3 48-78 roauvH.

Y XIHOK i3 NOWMPEHO (POPMOKO paKy MOJIOYHOT 3aU1031 Y NOCTMeHOMNay3i LLoAeHHe 3aCTOCYBaHHS 1eTpo30sy B Ao3i Big 0,1 Mr 4o 5 Mr 3HMXYE piBeHb ecTpagiony,
eCTPOHY Ta eCTPOHY Cy/nb(aTy y niasmi Kposi Ha 75-95 % Bif no4aTKoBOro piBHA. [py 3acTocyBaHHI npenapaty B Ao3i 0,5 Mr i 6ifble y 6araTb0x BMNagKax
KOHLeHTpaLji eCTPOHY Ta eCTPOHY Cy/b(haTy BUABMAKOTLCA H/XKYE MEXi YYTIMBOCTI METOAY, LU0 BUKOPUCTOBYETLCA A/151 BU3HAUYEHHS TOPMOHIB. Lie BKasye Ha Te, LU0
3a [JONOMOrot0 faHnx 03 npenapaTy JOCAracTbCs 6iNblL BUPaXKeHe NPUIHIYeHHS CUHTE3Y ecTporeHiB. Cynpecis ecTporeHis NigTpuMyBasiaca NpPoTArom ikyBaHHS y
BCIX NaLieHTOK.

INeTpo3on — BUCOKOCMEUNMIYHMIA IHFIGITOP aKTUBHOCTI apomarasu. MopyLUeHHS CUHTEe3Yy CTEPOTAHUX FTOPMOHIB Y HaAHUPKOBMX 3a/103aX HE BUAB/IEHO. Y MaLi€eHTOK
y MocTMeHonaysi, SKUM MPOBOAMAM Teparito NeTpo3onom y [f0608Bi fo3i 0,1-5 Mr, KMIHIYHO 3HAYYLUMX 3MiH KOHLEHTpauil y nniasmi KpoBi KOPTM30Jy,



aNb0CTePOHY, 11-1e0KCMKOPTM30/Y, 17-TiAPOKCUMNPOrecTePOHY, afapeHOKOPTUKOTPOMHOIO ropMoHy (AKTI), a TakoX akTMBHOCTI peHiHy He 6yn0 BWUSAB/EHO.
MpoBeaeHHs TecTy ctumynauii AKTI yepes 6 i 12 TWxHIB Tepanii neTpo3onom y ao6osin gosi 0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr i 5 Mr He BUSIBU/IO XKOAHOIO
MOMITHOrO 3MEHLLEHHS CUHTe3Y a/lbJOCTEPOHY UM KOPTM30/1y. TakuM YNHOM, HEMA€E HeOOXIAHOCTI Npu3HaYaTh MIHOKOKOPTUKAAN Ta MIHEpasIoKOPTUKOIAN.

Y 3[40p0BUX XXIHOK-406P0BO/LLIB Y MOCTMEHOMay3i Nicis 04HOPa30BOro 3acToCyBaHHs NieTpo3ony B go3ax 0,1 mr, 0,5 Mr i 2,5 Mr 3miH KOHUeHTpauil aHApOoreHis
(aHApOCTEHAIOHY Ta TECTOCTEPOHY) Y NNa3Mi KPOBI He BUSIB/IEHO. Y MaLiEHTOK Y NOCTMeHoNays3i, SiKi OTpuMyBanu neTpo3on y Aobosii gosi Big 0,1 mr o 5 mr, 3miH
PiBHA aHAPOCTEHAIOHY Y Na3mi KPOBi TaKOX He Bif3HayeHO. Bce ue BKasye Ha Te, Lo 6/10Kaja 6i0CMHTe3Yy eCTPOreHiB He NMPU3BOAUTL 40 HAKOMUYEHHS aHAPOTeHIB,
AKi € norepegHMKamy ecTPOreHiB. Y NauieHTOK, AKi OTPpUMYyBa/IM NIETPO30/, He O6yno BiA3HaYeHO 3MiH KOHLEHTpauii MoTeiHi3ytovoro ropmoHy (/i) Ta
(hoNiKynocTUMYNHOBasIbHOro ropmoHy (®CI0) y nnasmi KpoBi, a TakoX He 6yno Big3HAYeHO 3MiH (DYHKLiT LMTOBUAHOI 3a/1031, AKi OLiIHIOBaSM 3a PIBHSMU
TUPEOTPOIMHOro ropMoHy T4 i Tg.

PapmaKkoKiHe TuKa

BCMOKTYBaHHS

JeTpo30/ LWBMAKO i MOBHICTH BCMOKTYETHCA 3i LLTYHKOBO-KULLIKOBOTO TPAKTY (CEpeaHs BenmumHa 6iofocTynHOCTi CTaHoBUTL 99,9 %). IKa He3HauYHOK Mipoto
3HUXYE LUBMAKICTb abcopbuii (cepefHE 3HAYEHHS Yacy AOCATHEHHS MaKCUMaslbHOT KOHLeHTpauil 1eTpo3ony B KPOBi (tyax) CTaHOBWUTL 1 roAnHy npu npuiiomi

npenapary HaTwiecepLe i 2 FOAVHY — NPU NPUIAOMI 3 DKEtO; CepefHeE 3HaYeHHA MaKCUManbHOT KOHLEHTpawiT (Cyax) N1€TPO30/Y B KPOBi CTaHOBUTL 129 + 20,3 HMONb

/n npyn npuitomi Hatwecepue i 98,7 £ 18,6 HMONL/N — NPU BXUBaHHI 3 DKEK), 0AHaK CTYMNiHb BCMOKTYBaHHSA NeTP0o301y (Mpy ouiHLi 3a NOLLEK Nif KPYBOH
«KOHUeHTpauis — Yyac» (AUC)) He 3MIiHIOETbCA. He3HauHi 3MiHM LUBWMAKOCTI BCMOKTYBaHHS PO3LIHIOKOTLCS AK Taki, WO He MarTb K/IHIYHOro 3Ha4yeHHs, ToMy
NeTPOo30/1 MOXKHA 3aCTOCOBYBATU HE3a/IeXHO Bif, BXXUBAHHSA TXI.

Posnogin

3B’A3yBaHHSA N1€TP030/y 3 GiflKaMu niasmy KpoBi CTaHOBMTb Npr6aM3HO 60 % (nepeBaxHO 3 anbbymiHOM — 55 %). KoHLUeHTpalis NeTpo3ony B eputpouuTax —
maiixe 80 % Bifl 1oro piBHA y nnasmi KpoBi. Micns 3actocyBaHHsa 2,5 Mr 14C-miueHoro netposony Npu6amsHo 82 % pa/ioakTUBHOCTI Y Nna3Mi KPoBi Npunagano Ha
4aCTKY He3MiHEHOT aKTUBHOT Pe4yoBMHW. TOMY CUCTEMHWIA BNIUB MeTabo/MITIB NIETPO30/1y He3HauyHWin. J1eTpo30n LWBMAKO i LWUMPOKO PO3MNOAINAETLCA Y TKaHMHAX.
YABHUIA 06’ €M po3MnoAiny y nepiof piBHOBaXXHOMO CTaHy gocsarae npnbnusHo 1,87 + 0,47 n/kr.

MeTaboni3m i BUBeAEHHS

leTpo3on 3HA4YHOK MIpOK 3a3Hae MeTaboniaMy 3 YTBOPEHHAM (DapMako/oriYyHO HeaKTMBHOIO Kap6iHOMOBOro MeTaboniTy (OCHOBHWIA LUNAX enimiHaui).
MeTaboniuHuin kKnipeHc netposony (CL ) CTaHOBUTb 2,1 N/rofuHy, L0 MeHLLE 3a BENMUMHY NeYiHKOBOro KPOBOTOKY (Npn6an3Ho 90 n/roguHy). byno BusBneHo, Lo
i3odepmeHT CYP3A4 i CYP2A6 uutoxpomy P450 3aaTHI nepeTBOPIOBATY NIETPO30/ Ha MOro MeTabosiT. Y TBOPEHHA HEBEMKOT Ki/IbKOCTI iHLIMX, MOKMN WO He
iAeHTU(iKoBaHNX MeTaboNITIB, a TaKOX BMBEAEHHS HE3MIHEHOrO MpenapaTy 3i CeYer0 | KanoM BidirpatoTb LLE HE3HAYHY PONb Y 3aranbHild enimiHaLii neTposony.
MpoTAroM 2 TWXKHIB MicNs BBEAEHHS 3[0POBMM A06POBOMLUAM Yy MocTMeHonaysi 2,5 mr 14C-miueHoro netposony B cedi 6yno BusBneHo 88,2 + 7,6 %
paflioakTMBHOCTI, Y Kani — 3,8 = 0,9 %. MpuHalimMHi 75 % pagioakTUBHOCTI, WO BMABNSETLCS Y Cedi 3a nepiod Ao 216 rogunH (84,7 £ 7,8 % Bif BeNMUMHN [03U
NeTpo30/y), NPMNagano Ha rtKyPOoHigHI KOH’toraTy KapbiHoM0BOro MeTabonity, maiixe 9 % — Ha fBa iHLWi HeifeHTU(ikoBaHi MeTaboniTh Ta 6 % — Ha He3MiHEHWI
NeTpo30..

YABHWIA KiHUEBUIA nepiof HaniBBuBeAeHHs (t1/2) 3 MiasMy KPOBi CTaHOBUTL NPUGAM3HO 2-4 fo6u. Micna WwogeHHoro npuiomy 2,5 Mr npenapary piBHOBaXKHa

KOHLeHTpaL,is 1IeTpo30/1y JOCATaETLCS NPOTAroM 2-6 TMXKHIB, MPY LibOMY BOHA NPMG/IN3HO Y 7 pasiB BULLA, HIXK NiC1s 04HOPa30BOro NpMnomy Tiel X fo3un. BogHovac
3HaYeHHS PIBHOBAXXHOT KOHUeHTpauii y 1,5-2 pa3u nepeBULLYE Te 3HAYEHHS PIBHOBAXXHOI KOHLIEHTpaLii, ske MOXKHa 6yno 6 3aB6a4MTV Ha OCHOBI PO3PaxyHKIB,
BMXOLAYM 3 BENMUMH, 3aPEECTPOBaHUX Nicns NpuiioMy 04HOPa30BOI f03u npenaparty. Lle Bkasye Ha Te, L0 Npy WOAEHHOMY 3aCTOCYBaHHI NeTpo30/y B A03i 2,5 Mr
oro (hapmakoKiHETUKA Mae AeWo HeniHinHWIA xapakTep. OCKiNbKM PIiBHOBaXHA KOHLEHTPALLiA NeTpo30ny MiATPUMYETLCA Mif 4Yac 3acTOCYyBaHHSI Mpenaparty
MPOTArOM TPMBA/IOr0 Yacy, MOXHa 3p00MTIN BUCHOBOK MNP0 Te, L0 HAKOMWYEHHSA NeTPO30/1y He Bif0yBaeTbCS.



NiHIAHICTb/HENIHIAHICTb

dapmakoKiHeTUKa 1eTpo301y Gyna NponopuiinHO A03i Nicns 3acTocyBaHHSA 0AHOPa30BoI NepopasbHoi Ao3n Ao 10 mr (gianasoH go3 Big 0,01 go 30 mr), a TakoX
MicNs 3aCToCcyBaHHA LWoAeHHNUX f03 fo 1,0 mr (gianasoH o3 Big 0,1 go 5 mr). Iicng 3acTocyBaHHA 04HOPa30BOi NepopanbHOT A03u 30 Mr CnocTepirasiocs HesHauHe,
ane 6inbLU Hi>K NpornopLiviHe A03i 36inbLleHHs nokasHuka AUC. Mpu 3acToCcyBaHHI LWOAEHHMX 403 2,5 Mr Ta 5 Mr 3HayeHHs AUC 36inblunnocs npubnmnsHo y 3,8 ta
12 pasiB 3amicTb 2,5 Ta 5 pa3iB BignoBigHO NOPIBHAHO 3 03010 1,0 Mr/ao6y. Takum YMHOM, PeKOMeH/10BaHa Ao3a 2,5 Mr/goby Moxe 6yTu rpaHUYHOO 03010, 3a SIKOT
HENPOMOpPLiAHICTb CTae BMAMMOLO, TOAI AK MPK 3aCTOCYBaHHI A03n 5 Mr/goby HenponopuirHIiCTb cTae Ginbll BUpaXKeHO. HenponopuiiHicTb 03K, MMOBIPHO, €
pe3yibTaTOM HaCUYeHHSA MpoLeciB MeTaboniyHOro BMBeAeHHS. PIBHOBaXXHI KOHLEHTpauii gocaranmcs yepe3 1-2 Micsui Npu 3acToCyBaHHI YCIX A0CNILKYyBaHUX
pexxumis go3ysaHHA (0,1-5,0 Mr LWoAeHHO).

PapmMakoKiHe T1Ka B OKPEMUX rpynax nauieHTiB

dapmakoKiHETUKA TIETPO30/1Y He 3a/IeXMUTb Bif, BiKy.

Y [ocnifpKeHHi, ke NpoBoAMI0CA 3a yvacTio 19 406p0oBONbLIB i3 Pi3HNM CTaHOM (DYHKLUIT HUPOK (24-roAMHHWIA KNIPeHC KpeaTWHIHY BapitoBas Bif 9 40 116 M/xB),
Bifl3Ha4yasiocA, WO (papMaKOKIHETMKA IETPO30/ly He 3MiHKoBasiaca Micns 3acToCyBaHHA O4HOPa30BOT Ao3n 2,5 Mr. Kpim Toro, y BuLe3asHaueHOMY A0CHILKEHHI
OLiHKOBaNM BMNB NOPYLLEHHS PYHKLIT HAPOK Ha NeTPO30/1, aHani3 KoBapiaHTiB 6yB BUKOHAHWI HA OCHOBI aHUX ABOX 6a30BUX AOCHiMKeHb (focnimkeHHs AR/BC2
Ta AR/BC3). Po3paxoBaHuii KNipeHC KpeaTuHiHY (fianasoH y gocnimpkeHHi AR/BC2: 19-187 mn/xs; y focnimpkeHHi AR/BC3: 10-180 m1/xB) He NpoAeMOHCTPYBaB
CTAaTUCTMYHO 3HAYYLLIOro 3B’A3KY 3 MiHIMa/IbHUM PIBHEM NIETPO30/ly Y M/1a3mi KpoBi Y piBHOBaXXHOMY CTaHi (Cmip). [0 Toro X, gaHi gocnigpkeH» AR/BC2 Ta

AR/BC3 nikyBaHHsA Apyroi /liHIT METaCTaTUYHOr0 paky MOJIOYHOT 331031 NPOLEMOHCTPYBA/IN BIACYTHICTb HEFraTUBHOIO BM/IMBY JIETPO30/1y HA K/IPEHC KPeaTUHIHY
ab0 NOPYLLEHHS PYHKLIT HAPOK.

TakvM YMHOM, KOPeKLis 4031 NaLieHTam i3 MOPYLUEHHAMMU (DYHKLIT HUPOK (KNipeHC KpeaTuHiHy = 10 M/xB) He noTpibHa. IHpopMaLlis LWOA0 NauieHTIB 3 TAXKNMU
NOPYLLEHHAMM (DYHKLIT HUPOK (KNipeHC KpeaTUHIHY < 10 M/XB) 06MeXeHa.

Y nofibHOMY JOCNiIKEHHI, NPOBeAeHOMY Y A06POBO/bLLIB i3 Pi3HUM CTaHOM (PYHKLIT MeYiHKK, 6yN0 BCTAHOB/EHO, WO B OCi6 3 MOMIPHO BUPaXKEHUMU NOPYLLUEHHSMN
(hyHKLIT neviHkn (knac B 3a wkanoto Yaiinga-MN’to) cepegHi sennumHy AUC 6ynm Ha 37 % BULLi, HDX Y 340pOBMX [40OPOBO/bLIB, ane 3a/IuLannca y mexxax Toro
Aliana3oHy 3HayeHb, SKi crnocTepirannca B ocié 6e3 nopyweHb yHKLUIT nediHkn. Mpy gocnifkeHHi apMakoKiHETUKM OHOPA30BOI 03K Y 8 XBOPUX i3 LMPO30M
MeYiHKM Ta TAXKKUMKU nopyLueHHamKM 1T yHKLUiT (knac C 3a wkanoto Yaiinga-I’to) 6yno sigsHaueHo 36inblieHHs AUC Ha 95 % Ta t1/o Ha 187 % BignosigHo

MOPIBHAHO 3 MOKa3HMKaMW y 3[40p0BMX [06POBO/bLIB. TakuM YMHOM, Y MaLi€EHTOK i3 pakOM MOJSIOYHOT 3a/1031 Ta TSHKKAMU MOPYLUEHHAMWU (PYHKLUIT NeviHKu
OYiKYHOTbCA BOi/bLL BUCOKI PiBHI NETPO30/1Y, HIXK Yy NauieHTOK 6e3 THXKOT AuchyHKUiT neviHkn. OTxe, npenapaT Jletpozon KPKA cnif 3 06epeXxHiCTHO 3aCTOCOBYBaTU
nauieHTKam 3 TSHKKUMU NOPYLUEHHAMUN (PYHKLIT MEYiHKN, 3BaXKat0um Ha CriBBiHOLEHHS KOPUCTL/PU3MK AN151 KOXHOT OKPEMOT NaLiEHTKN.

KniHiYHi XapaKTepUCTUKN.
lNokasaHHS.
AL’t0BaHTHa Tepariisi FOPMOHOMNO3UTUBHOIO iHBA3VBHOIO PaKy MOJIOHHOI 381031 Ha PaHHIX CTafifax y XIiHOK Y NOCTMeHoMay3aibHWUI nepiog.

Po3swwmpeHa af’toBaHTHa Tepanis iHBa3UBHOMO paky MOMIOYHOI 3a/103M Ha PaHHiX CTafisX y XIHOK Yy MoCTMeHonay3asbHWUIA nepiog, sSkuMm Oyna npoBejeHa
CTaHZapTHa af;’toBaHTHa Tepanis TaMOKCU(EHOM NPOTAromM 5 pokiB.
Tepanis nepLoi NiHiT roOpMOHO3a/1EXKHOI 0 MOLLMPEHONO PaKy MOJIOYHOT 3371031 Y XIHOK Y NOCTMeHOoMnays3i.
JNikyBaHHA MOLUMPEHUX (hOPM PaKy MOJIOYHOT 3a/1031 Y XKIHOK Y nocTMeHonay3i (MpupogHoT abo CNpUUYMHEHOT LITYYHO) Micna peumamBy abo nporpecyBaHHSA
3aXBOPIOBaHHS, AKI OTPUMYBaIN NONEPESHI0 Tepanito aHTUECTPOreHaMU.

Heoap’toBaHTHa Tepanis y XIHOK Y MOCTMeHoMay3i 3 ropMOHOMNO3UTUBHUM, HER-2-HeratMBHMM pakoM MOJIOYHOT 31031, AKUM He NiAX0AUTb XiMioTepanis i He
rokasaHe HeBifKnafHe XipypriyHe BTPYYaHHS.



EcheKTUBHICTb NpenapaTy Ans NauieHToK i3 rOpPMOHOHEraTUBHIIM PakoM MOJIOYHOT 33710311 He 10BEAeHa.

IMpoTnnoKasaHHA.
e [1iABMLLEHA YYTIMBICTb O aKTUBHOI PEYOBMHM ab0 [0 6y/b-AKOroiHLOro KOMNOHeHTa npenapary.
o EHOOKPUHHWIA CTaTyC, XapaKTepPHWA ANs nepeaMeHoNay3Horo nepiogy.
e BariTHicTb, nepiog rogysaHHs rpyaLio.
e [1pOTMNOKA3aHO XIHKaM PenpoayKTUBHOTO BIKY.

B3aemogisi 3 iHLWIMMK NikapcbKMMKM 3ac06amm Ta iHLLi BUAM B3aEMOZIN.

MeTabos1i3M N1eTPo30/y 4YacTKOBO BifgbyBaeTbes 3a yyacTio CY P2A6 Ta CYP3A4. Takum YMHOM, Ha CUCTEMHE BMBEAEHHS NIETPO30/1y MOXYTb BMAMBATK NiKapChKi
3acobu, aKi BnavBatoTb Ha (epMeHT CY P3A4 i CYP2A6. OueBMaHO, MeTaboni3M NeTPo30y Mae HU3bKY criopigHeHicTb i3 CY P3A4, OCKiNbKM Leil (hepMeHT He
HacMUyeTbCA NPU KOHUeHTpauisax, y 150 pasiB 6i/blUMX, HDK KOHLEHTpaLiT N1eTpo30sy, WO CrnocTepiratoTbCa Y naasmi KpPoBi Yy nepiof piBHOBaXHOro CTaHy 3a
TUNOBUX KNIHIYHNX YMOB.

Ha cborofHi KniHiYHMIA LOCBIA 3aCTOCYBaHHSA IETPO30/1y B KOMOIHaLiT 3 ecTporeHamyt abo iHWMMKU NPOTUPaKOBUMU MpenapaTaMu, KpiM TaMOKCUgeHY, BiACYTHIi.
TamoKcu(peH, iHLWI aHTUeCTPOreHHI npenapartu abo eCcTPOreHBMICHI NiKapcbKi 3aC06M MOXYTb HiBe/loBaTU hapMaKko/orivyHy Aito netposony. Kpim Toro, AoBefeHo,
WO Yy pasi OfHOYACHOrO 3aCTOCYBaHHA TaMOKCU(EHY Ta JIeTPO30/y CYTTEBO 3HVKYHOTHCA MNMa3MOBi KOHUEHTpauii netposony. Chnif yHMKaTM OAHOYACHOroO
3aCTOCYBaHHS /IETP030/1y 3 TAMOKCU(DEHOM, IHLIMMUK aHTaroHiCTaMu eCTPOreHiB abo ecTporeHamu.

JTiKapcbKi 3ac00u, AKi MOXKYTb NiABULLLYBATW KOHLIEHTPALLIKO NETPO30/1Y B CUPOBATLL KPOBI

IHriGiTopn akTnBHOCTI CYP3A4 i CYP2A6 MOXYTb 3HMXYBaTWU MeTabo/i3M IeTPo30/y i, TaKUM YMHOM, MigBULLYBATVU KOHLEHTpaL,ito N1eTpo30/y B niasMi KpoBi.
OfiHOoYacHe 3aCTOCyBaHHSA NIKApPCbKMUX 3ac06iB, AKI CUIBHO MPUTHIYYOTL Ui (hepMeHTn (noTyxkHi iHri6iTopy CYP3A4, 30Kpema KeTOKOHa3o/l, ITpakoHas3on,
BOPMKOHA30/1, pUTOHaBIP, KNapuUTpoMiuunH i tenitpomiynH; CYP2A6 (Hanpuknag, MeToKcasieH)), MOXe NiABULLYBaTU eKCMno3unuito NeTpo3ony. ToMy nauieHTKam,
AKMM rokasaHi noTyxHi iHri6iTopm CY P3A4 i CY P2A6, peKOMeHAYETLCA MPOABAATA 06ePeXKHICTb MPY X 3aCTOCYBaHHI.

J1iKapcbKi 3ac006U, AKi MOXKYTb 3HVXKYBATV KOHLIEHTPALLitO IETPO301Y B CMPOBATLL KPOBI

IHoYKTOpU akTUBHOCTI CY P3A4 MOXyYTb NifBuULLYyBaTN MeTaboni3M N1eTPO30/Y i, TAKUM YMHOM, 3HMXKYBATU KOHLEHTPaLito N1eTP030/y B Nnasmi Kposi. OfHOYacHe
3aCTOCYBaHHA NiKapcbkux 3acobis, aki ctumynoioTe CYP3A4 (Hanpuknag, GeHiToiH, pudgamniumH, KapbamaseniH, gpeHobap6iTan i 3Bipo6iii 3BUYaiHKIN), MOXE
3HUXKYBATU eKCMOo3ULLito N1IeTPo301y. ToMy nawieHTKam, SKUM nokasaHi NoTy>kHi iHaykTopu CY P3A4, peKoMeHAYETLCA MPOSBAATU 06ePeXXHICTb MPK X 3aCTOCYBaHHI.
IHaykTOpKn CY P2A6 HeBifoMi.

OpfiHoYacHe 3acTocyBaHHA netpo3ony (2,5 Mr) i TamokcugeHy 20 mr 1 pa3 Ha go6y NpU3BOAMI0 A0 3HMXEHHSA PIBHA NIETPO30/1y B MNia3Mi KPoBi B cepeiHbOMY Ha 38
%. KniHivHWIA fOCBiA, OTPMMaHWIA Ha niacTasi f4oCNimKeHb Tepanii Apyrol NiHiT paky MOMOYHOT 3a/1031, MOKa3ye, WO TepaneBTUYHWUIA e(heKT NiKyBaHHS NETPO30/10M,
AK | YaCTOTa BUHUKHEHHS HebaXxaHMX peakLiii, He 36i/bLUYBaBCH, SKLLLO NeTP030/1 3aCTOCOBYBA/IN 0Apa3y Nicns TaMoKcugeHy. MexaHi3m L€l B3aeMogiT HEBIJOMUA.
J1iKapcbKi 3ac0061, CMCTEMHA KOHLEHTPALLIS AKUX B CUPOBATLL KPOBI MOYKE 3MiHIOBATUCS Nif, BMMBOM JIETPO301Y

In vitro neTpo3on npurHidye izogepmeHtTn yutoxpomy P450 — CYP2A6 i nomipHo — CYP2C19, ane KniHIYHe 3HayeHHSA UbOro feuwia Hesigome. lMNpoTe cnig
LOTPUMYBATUCA 06EPEXHOCTI MPU 04HOYACHOMY 3aCTOCYBaHHI NeTPO30/y Ta NiKapCbKuX 3ac00iB, BUBEAEHHS AKX 3a1eXUTb nepeBaxkHO Big CYP2C19 i Aki matoTb
BY3bKWiA TepaneBTUYHWIA fiana3oH (Takux K PeHITOTH, Knonigporens). CybcTparT 3 By3bKMM TepaneBTUYHUM fAiarnasoHoM ana CY P2A6 HeBifgoMUIA.

JocnimpKeHHs KNiHIYHOT B3aEMOIT 3 uuMeTUANMHOM (BigoMuid HecneundivHui iHricitop CYP2C19 i CYP3A4) i BapgapuHom (YyTnmnsuia cyoctpar ana CY P2C9 i3
BY3bKMM TepaneBTUYHMM Aiana3oHOM, KWl YacTO 3aCTOCOBYHOTb SIK CYMYTHI npenapat Ans WinboBoi nonynsauii NeTpo3ony) nokasanu, Wo chifbHe 3aCTOCYBaHHA
NeTpo30.y i UMX NiKapCbKMX 3ac06iB HE CIPUYMHSAE KMIHIYHO 3HAUMMOT NiKapPCbKOT B3aEMOAIT.

Ornsag 6asn uUMX KNiHIYHWX JOCNIKEHb He BUSBMB HIiSKMX [O0Ka3iB IHWWX KNIHIYHO 3HAYMMWMX B3AEMOAIN 3 IHLWIMMK NiKapCbKUMK 3acobamu, WO 4acTo




npr3Ha4vyatoTbCA.

Oco6MBOCTI 3aCTOCYBaHHS.

rMopyLUEeHHS OyHKLIT HUPOK

Hemae faHux W00 3acTocyBaHHA npenapaty JleTpo3on KPKA ana nikyBaHHSA NauieHTOK i3 KipeHCOM KpeaTuHiHy <10 mn/xB. lNMepef npu3HayeHHsAM npenaparty
TaK1M NauieHTKaM CAif 3BaXXMTW Ha CMiBBiAHOLUEHHS NOTEHLIAHOrO PU3MKY i 04iKyBaHOr0 eDEKTY NiKyBaHHS.

XonecTepuH

Cnif po3rnaHy TV NPoBeAeHHS MOHITOPUHTY XO/IECTEPUHY Y CUPOBaTLi KPOBI. Y npoueci A0CNiLKEeHHS i3 3aCTOCYBaHHAM aj’t0BaHTHOIO NiKyBaHHSA NOBILOMAMI0CA
npo rinepxonectepuHemito y 52,3 % nauieHToK, AKi 3aCTOCOBYBa/IN NIETPO30/, Ta y 28,6 % nNalieHTOK, AKi 3aCTOCOBYBa/IM TAMOKCU(EH. 3a KPUTEPISMU OLIHKM
CTYNeHs TSHKKOCTI No6ivHuX peakuini (CTC) noBigomnsanocs nNpo rinepxonectepuHemito 3—4 ctyneHs y 0,4 % nauieHToK y rpyni netpo3ony Ta 'y 0,1 % nauieHToK y
rpyni TamokcudeHy. Kpim Toro, B af’toBaHTHIN Tepanii 36inblieHHs =1,5 x BMH (BepxHs Mexa HOpPMW) 3arafbHOro XOonecTepuHy (3a3Buyail He HaTLle)
crocTepiranocs y nauieHToK, AKi 3aCTOCOBYBa/IM MpenapaT AK MOHOTepanito Ta Majin NoYaTKOBUI PiBeHb 3ara/lbHOM0 X0NeCTepuUHY B CUPOBATL KPOBI B MeXax
HopMu (TO6TO <= 1,5 x BMH), y 151/1843 (8,2 %) y rpyni netpo3ony npotn 57/1840 (3,2 %) y rpyni TaMoKcugeHy. 3acTocyBaHHA rinoninigeMiyHux npenaparis
6yn10 HeobXiAHO 25 % nauieHTOK, AKi 3aCTOCOBYBa/IN N1eTPO30/1, Ta 16 % navieHTOK, AKi 3aCTOCOBYBa/IM TAMOKCU(EH.

MopyLUeHHs QYHKLIT NeYiHKK

Y nauieHTiB 3 THKKOI NeYiHKOBOK HefocTaTHICTIO (Knac C 3a Likaioo Yaitnga—T1’10) cucTemMHa ekcnosuuisa Ta tq/o NeTpo3ony npubnusHo BABiYi AOBLUI, HIX Y

300POBOI IIOAMHK. Taki XBOpi NOTPeOYHOTb BiflbLL YBaXXHOIO CMOCTEPEXKEHHS.

Bnnave Ha KiCTKK

Ockinbku Jletpo3on KPKA € NoTy>XHUM NpenapaTom, LLLO 3HMXKYE KOHLIEHTpaL|ito eCTPOreHiBs, Nif Yac af’toBaHTHOT Ta PO3LLMPEHOT af’ OBaHTHOT Tepanii npenaparom
Netposon KPKA y XiHOK 3 OCTEOnopo3om Ta/abo nepenomamMu B aHaMHe3i abo TUX, XTO Mae MiABULLEHNIA PU3MK PO3BUTKY OCTEONOPO3Y, HEOOXigHO OLiHUTY
MiHEpPasIbHY LWiMIbHICTb KICTKOBOI TKAHWUHW [0 MOYaTKy NiKyBaHHSA, NPOTArOM NiKyBaHHS Ta MIiCNsA 3aBepLUEHHSA NliKyBaHHS NETP030/10M. B ymoBax af’toBaHTHOro
NiKyBaHHA TakKOoX CAif po3rnagatvi MOX/MBICTb 3aCTOCYBaHHS CXemMu MOCNILOBHOT Tepanii (NeTpo3os NPOTAroM 2 pPokiB 3 MofasbluMM MEPEXofoM Ha MpUiiom
TaMOKCU(heHy NpoTAroM 3 poKiB) 3a/1eXKHO Bifj, NPointo 6e3neku 415 naLieHTKN.

MeHonay3Huin cTaTyc

Y nNayieHTOK 3 He3’siCOBaHMM MeHOMay3HWM CTaTyCOM Heob6XifHO A0 noyaTky JflikyBaHHS npenapatoM JleTpo3on KPKA BusHaumtn piseHb JIIT, ®CIT Ta/abo
ectpagiony. MpuitmaTy npenapart JleTpo3on KPKA MOBWHHI TiNIbKM XIHKM 3 NOCTMEHONaY3HUM eHAOKPUHHUM CTaTyCOM.

TeHANHIT Ta pPo3puB CYXOXKNNS

MoxknuBi (pifKO) TEHAUHIT Ta PO3PUB CyXOXMNA. HeobXigHe peTenbHe 06CTEXEHHS NaLieHTOK Ta BXWTTSA BiAMOBIAHMX 3aX04iB (Hanpukiag, iMMobinisauis) womo
YPAKEHOI0 CYyXOXMNNA (AUB. po34in «06IUHI peakLii»).

MopyLUeHHs nabopaTOopPHUX MOKa3HMKIB

[l0303a1e)KHOr0 BM/MBY NIETPO30/ly Ha OyAb-AKi reMaTtonorivyHi abo 6ioXiMiYHI MOKa3HWKWM He crocTepirasocs. OMipHI 3MeHLUEeHHS KifbKOCTi niMgoumTie
HEBM3HAYeHOro KNiHIYHOrO 3HaYeHHA CnocTepirainca y [Aeskux nauieHTOK, SiKi 3aCTOCOBYBa/v IETP030/1 Yy 031 2,5 Mr. Take 3HWXKEHHS KiflbKOCTI NiMpounTie
Ma/10 TPaH3UTOPHMIA XapakTep NPUOAM3HO Yy MOMOBMHM MALiEHTOK, fKi 3a3Ha/M BMAAMBY. Y [BOX MaUi€HTOK, fIKi 3aCTOCOBYBa/M NIETPO30/1, PO3BMHYACS
TPOMOOLMTOMNEHISA; B3aEMO3B 30K i3 AOCNIAKYBaHUM MpenapaTom He 6yB 3’sCOBaHWMiA. Buxig nauieHTOK i3 AOCNILKEHHA Yepe3 3MiHy 1abopaTOpHUX MOKa3HKKIB,
He3as1eXHO Bif TOro, 4n 6y/nv BOHM MOB’A3aHi i3 3aCTOCYBaHHAM npenapary, 6yB pifKuM.

[HLWI 3aCTepe>KeHHs

Cnif yHMKaTh 0fHOHYaCcHOro 3acTocyBaHHA npenapaty JSletpo3on KPKA i TaMOKCU(eHy, iHLINX aHTaroHiCTiB eCTPOreHiB abo eCTPOreHBMICHUX NiKapCbKMX 3aco6iB,
OCKIi/IbKW Ui pe4OBMHM MOXKYTb HIBENHOBATM (PapMaKonorivyHy fito 1eTpo3ony.



OcKinbKun npenapat MiCTUTb N1aKTO3Y, MOr0 He PEKOMEHAYETLCS 3aCTOCOBYBATM NalieHTKaM 3 TakKMMK PiAKICHUMYK CnagKoBUMK NpobieMamu, K HenepeHoCUMICTb
raflakTo3n, TSXKKa NlakTasHa HefJoCTaTHICTb abo ManibabcopbList rNHOKO3U-rafakTo3n.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHSA rpyagato.

XKiHKM y nepumeHonay3HoMy CTaHi abo >KiHKM penpoayK TUBHOIO BiKy

Mpenapat Jletpozon KPKA cnif 3aCTOCOBYBaTH TiflbKM XIHKaM i3 4iTKO BCTAHOB/IEHWM MOCTMEHOMNay3HWM CTaTycoMm. ICHYIHOTb MOCTMapKeTUHIOBI NOBILOMIEHHS
MPO CMOHTaHHI abopTy abo BPOMKEHI aHOManii y HOBOHAPOMKEHNX, MaTepi AKUX NpuiiMani uei npenapat. 3 ornsay Ha noBiAOMAEHHS MPO MOHOBNEHHS (YHKLT
SEYHUKIB Y XIHOK Ha T/i 3acTocyBaHHA npenapaty JleTpo3on KPKA, He3BaXKatoum Ha YiTKUA MOCTMEHOMay3HWI CTaTyc Ha noyatky Tepanii, flikap 3a noTpeom
MOBWHEH 0OrOBOPUTM 3 NALLIEHTKOK 3aCTOCYBaHHSA NMPOTU3aniLHUX 3ac00iB.

BariTHicTb

Ha ocHOBI foCBiAy 3aCTOCyBaHHA Mpenaparty M4aM, WO BKIKOYaE OKPeMi BUMAAKN BPOLKEHMX Baf, (3POLLEHHSA ry6, 30BHILLHI CTaTeBi opraHy MPOMIXHOro Tuny),
BIZIOMO, LU0 NIETPO30/1 MOXE CMPUUMHATY BPOMKEHI BaAM PO3BUTKY Y pasi MOro 3acTocyBaHHS Mif Yac BaritTHOCTI. Pe3ynbTaTu 4OCNIKEHb HA TBapMHaxX MoKasain
HasBHICTb PenpoAyKTUBHOI TOKCUYHOCTI. Mpenapat JleTpo3on KPKA npoTunokasaHuiA Ans 3aCTOCYBaHHA Y nepiof BariTHOCTI.

[Mepiof rogysaHHs rpyLaato

HeBifoMO, UM eKCKPEeTYETLCA IETPO30/1 Ta Moro MeTaboniti B rpyHe MOIOKO HOANHW. PU3KK ANs HOBOHAPOKEHOT O Ta HEMOBASTY BUKHOUUTI HE MOXKHA.
Mpenapat JleTpo3on KPKA npoTunokasaHuid A1 3aCTOCYBaHHS Nif Yac rofyBaHHA rpyasto.

PepTUILHICTD

dapmaKkonorivyHow Aiet0 NeTPo30/y € 3HMXKEHHS MPOAYKYBAHHA eCTPOreHy LUASXOM iHribyBaHHA apomMaTasu. Y XXIHOK Yy npemeHornaysi iHribyBaHHS CUHTE3Y
eCTporeHy npu3BOAMUTbL A0 BIAMOBIAHOMO NiABULLEHHA PiBHA roHagoTponiHis (J1I, ®CI). MigsuwieHHs pisHa ®CIT, 3i cBOro 60Ky, CTUMY/IOE PICT (hOMiKYNiB, L0
MOXXe iHAYKYBaTV 0BY/ALO.

30aTHICTb BNAMBATM Ha LWBMAKICTb peaku il Npy KepyBaHHi aBTOTPAHCNOPTOM ab0 iHLWMMU MexaHi3Mmamu.

Bnnve npenapaty Jletposon KPKA Ha 3aTHICTb KepyBaTW TPaHCMOPTHMMW 3acobamy Ta npauroBaTy 3 MexaHisMaMy He3HauHWil. OCKifbKU Npy NiKyBaHHI
npenaparoM y XBOPUX CMOCTepiranuca 3arasbHa CnabkiCTb i 3anamMOpOYeHHs, B OKPeMUX BUMafKax — COH/IMBICTb, PEKOMEHAYETbCA OYyTN 06epexxHUMKM nif yac
KepyBaHHS aBTOTPAHCMOPTOM ab0 pob0oTK 3i CKNagHUMU MeXaHI3Mamu.

Cnoci6 3acTocyBaHHs Ta [03W.

Jopocni nauieHTKu, y T.4. NauieHTKu NiTHLOro Biky. PekomeHzoBaHa fo3a Jletpo3ony KPKA cTtaHoBuTb 2,5 Mr 1 pa3 Ha fo6y. B af’toBaHTHIl Ta po3LUMpeHiit
afl’toBaHTHIi Tepanii nikyBaHHsA npenapaToM JleTpo3on KPKA Mae TpyBaTtui NPOTSArom 5 pokiB abo NOKM He HacTaHe peuunanB 3aXBOPHOBaHHS.

Y XBOpuX i3 MeTactazamu Tepanito npenapatom Jletposon KPKA cnig npofoBxysatu 4O TUX Nip, LOKW O3HaKW MPOrpecyBaHHSA 3aXBOPKOBAaHHA He CTaHyTb
OYeBMAHVMMU. B ymMOBax af’tOBaHTHOTO /liKyBaHHS TakoX CAif, po3rnafatvi MOX/IMBICTb 3aCTOCYBaHHSA CXeMW MOCMIA0BHOI Tepanii (/1eTp0301 NpOTAroM 2 PokKiB 3
noJasibLUMM MepexofoM Ha NPUInOM TaMOKCU(EHY NPOTArom 3 poKiB).

B ymoBax Heoap’tOBaHTHOrO fliKyBaHHA Tepanito npenapatoM Jletpo3on KPKA cnig npoposxysaTu npotarom 4-8 micauyis, Wo6 [OCATHYTM ONTUMAa/IbHOrO
3MEHLUEeHHS MyX/IMHW. FAKLLO BignoBiAb Ha NiKyBaHHA HeAOCTaTHA, CNif NPUNMHUTK Tepanito npenapatom Jletpo3on KPKA i npusHauntn nnaHoBe XipypriyHe
BTPY4aHHs Ta/abo 06roBopuTH 3 NALIEHTKOK BapiaHTU MOLA/IbLLOIO /TiKYBaHHS.

[ns nauieHTOK NiTHBOrO BiKY KOPEKLif 1031 npenaparty He noTpibHa.

[iTwn. na nikyBaHHS AiTeld NpenapaT He 3aCTOCOBYHOTh. besneka Ta ePeKTUBHICTbL 3acToCyBaHHA npenapaTy JleTpo3on KPKA fiTam He BCTaHOBANeHi. HasABHI AaHi
06MeXKeHi, TOMY HEMOXX/IMBO PO3POOUTM peKOMeHAaLIT o0 A03YBaHHS.



MayieHTKM 3 NOpYyLeHHAMY (PYHKLUIT NeviHKyu Ta/abo HMPOK. [na nauieHTOK 3 YparkeHHAM MeYiHKW Bif Nerkoro 4o CepefHboro cTyneHs (knacu A Ta B 3a Lwkasnoro
Yaiinga—1’t0) a6o HMPOK (Npw KNipeHci KpeaTuHiHy 3 10 MA/XB) KOpeKLisi 4031 npenapaTy He NoTpibHa. HasBHI AaHi LW0A0 NauieHTOK i3 HUPKOBOK HeOCTATHICTHO 3
KMipeHcoM KpeaTuHiHy <10 m/i/XB ab0 THXKUMMW MOPYLUEHHAMU (YHKLIT NeYiHKN HefocTaTHI. MalieHTKN 3 THXKUMU MOpYLUeHHAMU (yHKLIT nediHku (knac C 3a
Yaringom—I1"10) NoTpebytoTb peTenbHOro Harnsay.

Cnocib 3acToCcyBaHHS

MpenapaT JleTpo3on KPKA npuiiMmatoTb NepopasibHO, He3aneXHo Bif BXMBaHHSA 1Ki, OCKINbKM Ka He BNANBAE Ha CTyMiHb abcopbuii npenapary.

MponyLeHy [o3y chif NPUAHATA o0gpasy, SK TifIbK/ naulieHTKa 3ragae npo ue. OfHak, AKWO nawieHTKa 3rafae npo Le He3afoBro 40 Npuinomy HacTyMHOI fo3n (3a
2-3 roAMHK), NPONYLLEHY 403y He cnif npuiimMati, a NOTPIOHO MPUIAHATK HACcTYMHY 03y 3rigHo 3 rpadikom. He cnig npuitmati noggiiHy [03Y, OCKibKM Npu
npuiiomi 4060BOT 403U, BULLOT Bif PEKOMEH0BAHOI 2,5 Mr, cnocTepiranacs CMCTeMHa eKCrno3uLlis, BMLLA Bif NPOMOpLiiiHOI.

aiTn.
MpenapaT He 3aCTOCOBYHOTb AiTAM, OCKI/IbKM e(DEKTUBHICTb Ta 6e3neka 3acToCyBaHHA npenapaty AN L€l KaTeropii nayieHTiB He BUBYA/INCA B MeXax KNiHIYHUX
LOC/TIKEHD.

Nepeno3yBaHHA.
Mosigomasn0Ccsa NPO NOOAMHOKI BUMAAKWN Nepeso3yBaHHSA NeTPo30y.
CneundiyvHe nikyBaHHSA 3 NPMBOAY Nepefo3yBaHHA HEBILOME; NiIKyBaHHA MOBUHHO 6YTW CUMNTOMATUYHUM i NIATPUMYBA/IbHUM.

Mo6iyHI peakuii.
YacToTy HebaxxaHMX peakLiii NeTpo30/y B1U3HaYa M NePeBaXKHO Ha OCHOBI AaHMX, OTPUMaHMX Y NPOLeci KNiHIYHUX LOCNiIKeHb.
Maitxxe B 1/3 nauieHTOK, AKi NiKyBasMcs NeTpo30/IoOM Npu MeTacTaTUYHMX i Heoa[’ toBaHTHMUX CcTaHax, i Maike y 80 % nauieHTOK K Npu af’toBaHTHINM Tepanii, TakK i
npy po3LUIMPeHin af’toBaHTHIW Tepanii crnocTepiranncs No6iyvHi peakuyii. BinblWicTb MOGIYHWMX peakuiin crnocTepiranacs NPOTArOM MepLUnX KifIbKOX TUXKHIB
NiKYBaHHS.
HaiuacTiwe y 3BiTax Npo KiHIYHI LOCNiMKeHHA 3ragyBanncs No6iyHi peakuil y BUrNALI NPUNAMBIB, TiNepxXonecTepuHemil, apTpanrii, Hy4OTW, NOCUIEHOrO
MOTOBULINIEHHSA Ta CTOMJTHOBAHOCTI.
[0 BaXXMBUX HebaxxaHWX peakLiil, Lo MOXYTb po3BMBaTUCA Ha TAi NiKyBaHHA npenapatoM JleTpo3on KPKA, Hanexatb Taki sBulla 3 60Ky OMOpPHO-PYX0BOro
anapaTty, 9K 0CTeonopo3 Ta/abo nepesioMu KiCTOK, Ta fABMLa 3 BOKY CepLeBO-CYAUHHOT CUCTEMM (B TOMY YMC/ LiepebpoBacKyApHi Ta TPOMO0eMOO/IYHI ABMLLA).
barato No6IYHUX SABMLL MOXYTb OYTW 3yMOB/EHI NPUPOAHMMMK (PapMaKoIOriYHUMKN HacnigkamMu AediynTy ecTporeHis (Hanpuknag, NpunaIvBK, anoneuis uyu
BariHa/IbHa KpoBoTeya). bifbLicTb HebaXKaHMX peakLiid cnocTepiraimca y nepLli Kinbka TUXKHIB NiKyBaHHA. YacToTa uux HebaxkaHWX peakLiin BKasaHa y Tabnuui 1.
YacToTa NnobiuHMX peakLiin 30e6inbLoro 6a3yeTbCs Ha aHnX, OTPUMaHUX i3 KNiHIYHUX BUNPOOYBaHb.
Mo6iyHi ABMLWa, 3a3HaYeHi y Tabnuui 1, cnoctepiranuncs nig vyac KNiHiYHUX BUNPO6YBaHb Ta MOCTMapPKETUHIOBOr0 3aCTOCYBaHHS IETPO30/1Yy.
Mo6iyHi peakuii 3a3HaYeHO 3a YaCTOTOK) BUHMKHEHHS, NEpLUMMK 3a3Ha4atoTbCs HalbiNnbLL PO3MNOBCIOAKEHI. MpKU OLiHLI YacTOTM BUHUKHEHHSA Pi3HMX MOBGIYHMX
peakLiii BUKOPUCTOBYBa/ICA Taki rpafauii: gy»e yacto —3 10 %; yacto — Big 3 1 % g0 < 10 %,; HeyacTo — Big 3 0,1 % o < 1 %; pigko — Big 3 0,01 % go < 0,1 %;
ayxe pigko — < 0,01 %; yacTtoTa HeBifoMa (HEMOXX/TMBO OLIHNTU, BUXOAAUN 3 HAABHUX AAHNX).

Tabnuus 1

YacToTa Mo6iuHi peakuii

IHpekyiT Ta iHBasil




HeuacTo

IHeKUiT ceHoBMAINLHOT CUCTEMM

[06pOSKICHI, 3N108KICHI Ta He3’sicCoBaHi HOBOY TBOPEHHS, BK/HOYAKOUYM KICTU Ta nosinm

HeyvacTo

Binb y myxamHHux BorHuwax(d)

3 60Ky KpoBi Ta fiMpaTUYHOT CUCTEMM

HeuacTo

JleiikoneHis

3 60Ky iIMyHHOT cucTemu

YacToTa HeBigoma

AHadinakTnyHi peakuit

MeTaboniuHi NopyLLEHHS

[y>xe yacTo

MinepxonecTepuHemis

YacTto

SHMXKEHHS aneTuTy, I'Ii,Cl,BI/ILLI,eHHFI aneTuTy

McuxiyvHi NnopyLIeHHs

YacTo

[Oenpecis

HeuacTo

TPUBOXHICTb (BKNHOYAKOUM HEPBO3HICTDL), APATIBAMBICTb

3 60Ky HEpBOBOT CUCTEMM

YacTo

"0n10BHUIA Biflb, 3aNaMOPOYEHHS

HeyacTo

COHNMBICTb, 6€3COHHSA, NOTipLIEHHs Nam’ATi, An3ecTesia (BKIYaroum NapecTesito, rinecTesito), NopyLLIEHHS CMaKoBMX
BifUYTTIB, IHCY/bT, 3aN’ACTKOBUI TYHENIbHWUIA CUHAPOM

3 60Ky opraHis 30py

HeuacTto KaTapakTa, nofpa3HeHHs 0Ka, 3aTbMapeHHSA 30py

3 60Ky cepus

YacTo MocuneHe cepuebuTTa(l)

HeyvacTo Taxikapgis, Bunagky iwemii Miokapa (BK1HoYakoumn BUHMKHEHHSA abo noriplieHHs nepebiry cteHoKapaiil, CTeHOKapAito,

LLLO BMMarae XipypriuHoro BTpyyaHHs, iHQapKT Mmiokapaa Ta iLemito Miokapaa)

CyOMHHI NOpyLUEeHHs

[lyXe vacTo

apayi npunavem




YacTo ApTepiasibHa rinepTeHsis
HeuvacTo Tpom60ghne6iT (BKIHOUaKOUM TPOMO0(IEGIT NOBEPXHEBUX Ta FNIMOOKMX BEH)
Pigko JereHeBa eM60nis, apTepianibHUIA TPOM603, LiepebpoBaCKyNAPHNIA iHDaPKT

3 60Ky AMXaNbHOT CUCTEMU, TOpPaKasbHi

Ta MefiacTVHabHI NMOPYLLEHHS

HeuacTo

3aAuLuKa, Kawlesnb

3 6OKY LLTYHKOBO-KMLLIKOBOTO TPaKTYy

YacTo

Hypota, 61toBaHHS, ,qmcnenciﬂ(l), 3anop, giapes, 6inb y XXMBOTI

HevacTo

Cromarut(d), CyXIiCTb Yy poOTi

3 60Ky renaTobiniapHoi cucTemu

HeyacTo

MiABULLEHHA PiBHA NEYiHKOBUX PEPMEHTIB, rinep6inipy6iHemis, XXOBTAHULSA

YacToTa HeBifoma

Menatut

3 60Ky LUKIpW Ta MiAWKIPHOT KNI TKOBUH

n

[y>xe yacTto [MocuneHe NOTOBUAINEHHSA

Yacto Anoneuisn, BUCUNaHHA (BKIOYaKUM epuTeMaTo3Hi, MakynonanynspHi, ncopiaTuyHi Ta BE3NKYNAPHI BUCUMAHHS), CyXiCTb
LUKipK

HeuvacTo CBepbix, Kponume’siHKa

YacToTa HeBigoma

ToKCUYHWIA enigepMasibHUI HEKPONi3, MybTU(OPMHA epuTemMa,aHr iOHEBPOTUYHUIA HAOPAK

3 60Ky CKeneTHO-M’530BOT CUCTeMU Ta

CNOMYYHOT TKaHNHN

[y>e yacto ApTpanris

HacTo Binb y M’s13ax, 6inb y Kictkax(1), ocTeonopos, nepenomm KicTok, apTpuT
HeuacTto TeHAVHIT

Pigko Po3puB cyxoxunns

YacToTa HeBigoma

CVHAPOM «KNaLaHHA nanbLs»

3 60Ky CeYOBUAINbHOT CUCTEMN Ta HAPOK




HeuacTo

MigBuLLEHa YacToTa CEYOBUMYCKaHHS

3 60Ky penpofyKTVBHOT CUCTEMMU Ta MOJIOYHKX 3a/103

YacTo

BariHasibHa KpoBoTeya

HeuacTo

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

3ara/ibHi po3naamn Ta peakuii y MicLi BBeeHHS

[yXe vacTo CTOM/IIOBaHICTb (BK/IHOYAKOUN aCTEHIIO, He34Y>KaHHS)
Yacto MepudepryHunii HabpsiK, 6inb y rpyasx
HeyvacTo MigBMLLEHHS TemnepaTypu, CyXiCTb CIM30BUX 0O0/IOHOK, BIAYYTTA Cnparu, reHepanizoBaHunii Habpsik

Jlocnig>KeHHs

YacTo

36i/bLLIEHHA MacK Tina

HeyacTo

3MEHLLEHHS MacK Tina

(2) TinbKu Npw NiKyBaHHI METACTATUYHOIO YPaXKEHHS.
YacToTa AesKnx HebaaHUX peakLilii 3Ha4yHO Bigpi3HANacs B yMOBax aj’ toBaHTHOIO NiKYBaHHS.

AJ’t0BaHTHa Teparis IeTP030/10M MOPIBHAHO 3 MOHOTEPanieto TaMOKCU(EHOM: HebaxaHi SBMLLA, YAaCTOTa AKX 3HauyLLe Bigpi3HsAnach
TamoKcu(peH, YacToTa SBULL,

JleTpo3son, yacToTa ABuLL,

N=2448 N=2447
Heb6axaHi no6iuHi peakuii MpoTsarom Y 6yab-AKuii vac [MpoTarom Y 6ynl:i-(9:|}|1<: 1 Hac
NiKyBaHHS nicns NiKyBaHHS AHIOMizaLli

(mepiaHa paHzomi3auit (mepiaHa P (Mﬂe,qiaHau

5 pokiB) (mepniaHa 8 pokiB) 5 pokiB) 8 poKis)
Mepenom KicTOK 10,2 % 14,7 % 7,2% 11,4%
OcTteonopos 51% 51% 2,7% 2,7%
TpomboemboniyHi ABMLLA 2,1% 3,2% 3,6 % 4,6 %
IHapKT mMiokapaa 1,0% 1,7% 0,5% 1,1%
linepnnasia  eHgomeTpis/ 0.2% 0.4 % 23% 29%

paK eHaoMeTpis

Tabnuugs 2

MpumiTKa. MNpoTarom nikyBaHHA — BKtoYae 30 AHIB Mic/s OCTaHHLOT A03W. Y Oy/b-AKWIA Yac — BK/IHOYAE Nepiog NoAanbLuoro CnocTepeXkeHHs nicns 3akiHyeHHs abo



BIAMIHM JOC/NIAKYBaHOr0 NiKyBaHHS.

Pi3HMLIO B13HaYa/IM 3a CNiBBiAHOLIEHHSAM pU3KKiB Ta 95 % A0BipUMMM IHTEpBaaMU.

MocnigoBHe NiKyBaHHS MOPIBHSAHO 3 MOHOTEpani€eto NIETPO30/10M: HebaxaHi SBMLLA, YAacTOTa SKMUX 3HauyLLe Bigpi3HAnach

Tabnuus 3

MoHoTepanis n1eTpo30/10M JleTpo3on — >TaMoKcudeH TamokcueH — >JleTpo3on
Mo6iyHi peakuit N=1535 N=1527 N=1541
5 pokiB 2 POKN—>3 poKM 2 POKN—>3 POKMU

Mepenomm KiCTOK 10,0 % 7,7 %* 9,7%
gIsz)gl\;qe)TeS;TmsHi posnagn 3 6OKy 0.7% 3,4 96+ 17 9
inepxonectepmHemis 52,5 % 44,2 %* 40,8 %*
"apsyi npunnuem 37,6 % 41,7 %** 43,9 %**
BariHanbHa KpoBoTeya 6,3 % 9,6 %** 12,7 %o**

* 3HauyLLe MeHLUe, HXX Y Tpyni MOHOTepanii 1eTPO30/10M.
** 3HauyLe Oifblue, HX Y rpyni MOHOTepanii 1eTpo30/10M.
MpuMiTKa. Mepiog NOBIAOMNEHHS BKKOUae Nepiog nikyBaHHSA a6o 30 AHIB Nicns NPUNUHEHHS NiKYyBaHHS.

Onuc oKpeMux NOBIYHUX peakLiiii

Heb6a>kaHi peakuii 3 60Ky cepus

B ymoBax af’toBaHTHOrO fliKyBaHHS, KpiM NpeACTaBNeHNX Y Tabnuui 2 faHuX, NOBIAOMAANOCA NPO Taki HebaKaHi sBMLLa NpY NPUIAOMI NETPO30MY | TaMOKCUDEHY
BIAMNOBIAHO (3 MefiaHOK TpuBanocTi NikyBaHHs 60 micAuiB natoc 30 AHIB): CTEHOKapAia, Wo BuMMmarae XipypriyHoro nikyeaHHs (1,0 % npotn 1,0 %); cepueBa
HepocTaTHicTb (1,1 % npotun 0,6 %); apTepianbHa rinepteHsisa (5,6 % npotu 5,7 %); nopyLueHHs LepebpaibHOro KpoBoobiry/TpaH3MTopHa ilwemivyHa ataka (2,1 %
npotn 1,9 %).

B ymoBax po3wwmnpeHoro af’toBaHTHOMO fliKyBaHHA NOBIJOM/SAN0CA MNP0 Taki HebaxkaHi sBuLa Npu Npuiiomi netpozony (MegdiaHa TPUBAIOCTI NiKyBaHHS 5 POKIB) i
nnaue6o (MefdiaHa TpMBanoCTi NpuiioMy 3 POKM) BifMNOBILHO: CTEHOKAapAis, WO BuMarae XipypriyHoro nikysaHHs (0,8 % npotn 0,6 %); BnepLue AiarHOCTOBaHa
CTeHOKapAis abo noripeHHs nepebiry cteHokapgil (1,4 % npotn 1,0 %); iHdapkT miokapga (1,0 % npotu 0,7 %); Tpomb6oemb0nivHe asuwe* (0,9 % npotn 0,3 %);
IHCYNbT/TpaH3MUTOPHa iLeMiyHa aTtaka* (1,5 % npotu 0,8 %).

YacToTa ABULL, MO3HAYEHMX *, CTATUCTUYHO 3HaYyLLe BIAPI3HANACh Y ABOX rpynax NiKyBaHHS.

Heba>kaHi peakuii 3 60Ky 0ropHO-PyX0BOro anapaTy

[aHi 3 6e3nekn 41 0NOPHO-PYXOBOro anapaTy, OTPUMaHi B yMOBax afj’toBaHTHOI O JliKyBaHHSA, NpeLCcTaBneHi y Tabnuui 2.

B ymoBax po3LUMPEHOro aj’ toBaHTHOIO NiKyBaHHS NMepesiomMmmn KiCTOK abo 0CTeonopo3 CrnocTepiraincb y CTaTUCTUYHO 3HadylLe 6i/bLioi KifIbKOCTI NaLieHTOK rpynu
NiKyBaHHS neTpo3onom (nepenomm Kictok — 10,4 % i octeonopo3 — 12,2 %), HiX Yy nauieHToK rpynu nnaue6o (5,8 % Ta 6,4 % BignosigHo). MegiaHa TpuBanocTi
NiKyBaHHA CTaHOBMNA 5 pOKiB 4115 IETPO30/1y NMOPIBHAHO 3 3 pokamu 414 naweoo.

3BiTYBaHHS NPO NiJ03prOBaHI NOOIYHI PeakLLi|




3BiTyBaHHA MPOo Nifo3ptoBaHi NOGIYHI peakLii Nicns peecTpawil NikapCbKOro 3acoby mae Be/vKe 3HadeHHs. Lle gae 3amory npoBoauTy 6e3nepepBHE CNOCTEPEIKEHHS
CMiBBIAHOLLEHHA MIXX KOPUCTIO | py3nKaMu, NOB’A3aHNMK i3 3aCTOCYBaHHAM JliKapcbKoro 3acoby. CneujianicTv y ray3i OXOpoHW 30p0B’A NOBUHHI NoAasaTty
iHthopMaLito Npo 6yab-AKi Migo3proBaHi NO6IYHI peakuii 3a LOMOMOroK HalioHa/IbHOT CUCTEMU 3BITHOCTI.

TepmiH NpUAATHOCTI. 3 POKMW.

YMoBW 36epiraHHs.

36epiratv npu TeMnepaTypi He BuLe 25 °C B opuriHanbHil YNakoBLi AN 3aXUCTy Big AiT BO/OTN.
36epirat B HeAOCTYNHOMY A5t AiTel MicLi.

YnakoBKa.
Mo 10 Tabnetok y 6nictepi; no 3, 6 abo 9 6/icTepiB y KAPTOHHIN KOPOOLi.

Karteropis Bignycky. 3a peLenTom.

BupobHuK.
KPKA, a.4., HoBo mecTo/KRKA, d.d., Novo mesto.
TA/L ®apma MmeX/TAD Pharma GmbH.

Micue3HaxomkeHHS BUPOOHMKaA Ta afgpeca Micusa NPOBaf>KEHHS MOro AisiNIbHOCTI.
LLImap’ewwka Lecta 6, 8501 Hoso MecTo, CroBeHis/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.
XaiiHuy-JloxmaHH-LLTpacce 5, 27472 KykcxaseH, HimeuunHa/Heinz-L ohmann-Strasse 5, 27472 Cuxhaven, Germany.



