Cknag,
ditoya pe4osuHa: NeTpo3on;
1 TabneTka micTuTb NeTposony 2,5 mr;

O00MNOMIMCHi pe40B8UHU: NAKTO3a, MOHOTIAPAT; KPOXMa/lb KYKYPYA3AHWUIA; HATPit0 KPOXMaNbINiKONAT (Tun
A); uentono3a MiKpoOKpUCTaniuHa; marHito cteapaT; 06onoHKa Onaapaii |1 85F32410 koBTUiA: cnnpT
nosisiHiNnoBuin; makporon 3350; TanbK; TUTaHy Aiokena (E 171); 3anisa okempg, »koBTuid (E 172).

Nikapcbka popma
TabneTkn, BKpUTI NNiIBKOBOKO 06010HKOLO.

OcHoB8HiI (hi3uko-ximiyHi enacmuseocmi: Kpyrni, 4BOONYKAi, BKPUTI NNiBKOBOK 060/10HKOO, TabneTKn
¥KOBTOrO KO/IbOPY, 3 OAHOPIAHOK NOBEPXHEID Ta HEYLUKOAMKEHUMU KPAsMU.

dapmaKoTepaneBTUYHa rpyna

3acobu, L0 3aCTOCOBYHOTLCA A4J19 FOPMOHA/IbHOT Tepanii. AHTAroHICTM FOPMOHIB Ta aHaorivHi 3acobu.
IHri6iTopn apomaTtasu. Sletposon. Kog ATX LO2B GOA4.

dapmaKonoriyHi BNacTMBoCTi
®PapMaKkoOUHAMIKA.

JleTpo3on — HecTepoigHWiA iHriBiTop apomaTasu (iHribiTop BiocMHTE3y ecTporeHy); NPOTUNYXAUHHUIA
npenapar.

Y BMnagKax, Konum picT NyxXJIMHHOI TKAHWHW 3aNeXNTb Bif, HAABHOCTI eCTPOreHiB, yCyHeHHA
onocepeaKoBaHOrO HUMM CTUMYJTHOOHOTO BNINBY € NePeAyMOBOIO MPUTHIYEHHA POCTY NYXJANHU. Y KIHOK
Yy NOCTMEHOMNay3i eCTPOreHu yTBOPIOKOTLCA NEPEBAXKHO 3a y4acTo GepMeHTy apomaTasu, KU
nepeTBOPOE aHAPOreHM, LLLO CUHTE3YIOTLCA Y HAaAHUPKOBUX 3a103ax (y nepLly Yepry aHAPOCTEHAOH i
TecTtocTepoH), Ha ecTtpoH (E1) Ta ectpaaion (E2). Tomy 3a gonomoroto cneundivyHoi iHribiuii pepmenTy
apomaTasmn MOXKHa AOCAITM NPUrHiYeHHA BiOCMHTE3y ecTporeHiB y nepndepuyHmMX TKAHNHAX i B
NYXAUHHIN TKaHWHI.

JNleTpo3on NpurHivye apomatasy WAAXOM KOHKYPEHTHOrO 3B’A3yBaHHA 3 cyboaAnHULEO LbOro pepmeHTy
— remom uuToxpomy P450, wo npu3BoauTb 40 3HUKEHHS 6IOCUMHTE3Y eCTPOreHiB y BCiX TKAHWHAX.

Y 300p0BUX XKIHOK Y NOCTMEHOMNAy3i 04HOPA30Ba A403a IeTP030y, AKa cTaHoBuTb 0,1 mr, 0,5 mr1a 2,5
MT, 3HUIKYE piBEHb €CTPOHY Ta eCTPaioNy B CMPOBATLi KPOBi (MOPIBHAHO 3 NOYAaTKOBMM PiBHEM)
Ha 75-78 % i Ha 78 % BignoBigHO. MaKcMmanbHe 3HUXKEHHA A0CATraeTbCA Yepes 48-78 rogmH.

Y XKiHOK i3 nowmnpeHoo Gopmoto paKy MONOYHOI 331031 Y NOCTMEHONAY3i WoAeHHe 3acTOCyBaHHA
netposony y a03i Big 0,1 Mr 40 5 Mr 3HUXKYE PiBHI €CTpaAioNy, eCTPOHY Ta eCTPOHY cynbdaTy y NAasmi
KpoBi Ha 75-95 % Bia no4aTKoBOro piBHsA. Mpw 3acTocyBaHHI Npenapaty y #o3i 0,5 mri binbwe y
6araTbox BUNaAKax KOHLEHTPAL,i eCTPOHY Ta eCTPOHY Cy/bdaTy BUABNAIOTLCA HUXKYE MEXKi YYT/IMBOCTI
MEeTOAY, LLLO BUKOPUCTOBYETLCA 417 BUSHAYEHHA rOpMOHiB. Lie BKasye Ha Te, L0 33 40MNOMOroto AaHuX
003 npenapary A0cAraeTbcs 6inbll BUpaXKeHe NpUrHiyeHHA cMHTe3y ecTporeHis. Cynpecis ecTporeHis
NiATPUMYBANACA NPOTATOM NliKyBAHHA Y BCiX NaLLiEHTOK.

NeTtpo3on — BucokocneuudiyHni iHribiTop akTMBHOCTI apomaTasu. MopyLLUeHHA CUHTE3Y CTEPOIAHNX
rOPMOHIB Y HaZHUPKOBUX 3a/103aX HE BMAB/EHO. Y NALIEHTOK Y NOCTMEHOMNay3i, AKMM NPOBOANAN
Tepanito N1eTpo30/iom y A060Bil A03i 0,1-5 Mr, KNiHIYHO 3HAUYLLIMX 3MiH KOHLEHTpaLin y naasmi KpoB.i
KOPTU30/1y, aNbaoCcTepoHy, 11-aeokcnkopTnsony, 17-rinpokcnnporectepoHy, agpeHOKOPTUKOTPOMNHOIO
rOPMOHY, a TaKOXK aKTUBHOCTI peHiHy He Byno BuaBneHo. MposeaeHHA TeCTy CTUMYAALLT



aAPEHOKOPTMKOTPOMHOrO rOPMOHY Yepes 6 i 12 TUKHIB Tepanii neTpo3onom y Aobosil a03i 0,1 mr,
0,25 mr, 0,5 mr, 1 mr, 2,5 Mr i 5 Mr He BUABUIO AKOTOCb MOMITHOTO 3MEHLUEHHSA CUHTE3Y a/lbA0CTEPOHY
4YKn KOPTU30/y. TAKUM YMHOM, HEMAE HEOBXiAHOCTI NpM3HaAYaTK INHOKOKOPTMKOIAM Ta
MiHEepanoKopTMKoigW.

Y 300p0BUX XKIHOK Y NOCTMEHOMNay3i Nicaa 04HOPa30BOro 3aCTocyBaHHA neTpo3ony y gosax 0,1 mr, 0,5
Mr i 2,5 mMr 3MiH KOHLULEHTpaUji aHAporeHiB (aHAPOCTEHAIOHY Ta TECTOCTEPOHY) Y NAa3Mi KPpOBi He
BUABJIEHO. Y NaLiEHTOK Y MOCTMEHOoMay3i, AKi OTp1MyBa/iM 1eTpo30 y A060B.ii ao3iBig 0,1 mr go 5 mr,
3MiH piBHA aHAPOCTEHAIOHY Y NM/Ia3Mi KPOBi TAaKOX He Bi3Ha4YeHo. Bce Le BKasye Ha Te, Wwo 6/10kaaa
6iOCMHTE3Y ecTpOoreHiB He NPU3BOAMTL A0 HAKOMUYEHHA aHAPOreHiB, AKi € nonepeaHMKamMmn eCTPOreHis.
Y nauieHTOoK, AKi OTpMMyBaau N1eTPo30/1, He By/10 BiA3HAYEHO 3MiH KOHLEHTPaLiN JIloTEIHi3yo4oro Ta
$ONIKYNOCTMMYIOYOTO FOPMOHIB Y NAa3Mi KPOBi, @ TaKOXK He By/10 Big3HAYeHO 3MiH QYHKL,iR
LNTOBMAHOI 3a/103M1, AKY OLLIHIOBA/IM 3a PiBHAMW TUPEOTPOMHOIO rOPMOHY T4 i Ts.

dapmakokiHemuKa.

BcmokmyeaHHA. J1eTpo30A WBUAKO i NOBHICTIO BCMOKTYETbLCSA 3i LUYHKOBO-KMLLKOBOIO TPaKTy (cepeaHs
Be/IMYMHA 6ioA0CTYNHOCTI cTaHOBUTL 99,9 %). I)a He3HauYHOK MiIPOID 3HMKYE WBMAKICTL abcopbuii
(cepenHe 3HaUeHHSA Yacy AOCATHEHHA MAaKCMMabHOI KOHLEeHTpaLi 1eTp0o30Ay B KPOBi (tmax) CTaHOBUTL 1
roguHy nNpu NpUMoMi fikapcbKoro 3acoby JleTposon-Bicta HaTwwe i 2 roauHM — NpU NPUIKOMI 3 iXKelto;
cepeaHe 3HaYeHHs MaKCMMabHOI KOHLUEHTpaL,ii 1eTpo30y B KPoBi (Cmax) CTaHOBUTL 129 + 20,3
HMOb/A Npy NpUitomi HaTulecepue i 98,7 + 18,6 HMOAb/N — NpY NPUIAOMI 3 3Ket0), oAHaK CTyNiHb
BCMOKTYBaHHS N1eTp030y (Mpu OLjiHLi 32 NAOLLE0 Nig KPUBOI «KOHLLEHTPALA —Yac») He 3MIHIOETbCA.
He3HayHi 3MiHM WBUAKOCTI BCMOKTYBAHHA PO3LIHIOKOTLCA AK TaKi, WO HE MAlOTb KNIHIYHOrO 3HAYEHHSA,
TOMY IETPO30/1 MO*KHA 3aCTOCOBYBATM HE3aIeXKHO Big npuiomy ixi.

Po3nodin. 38’a3yBaHHA NeTpo30y 3 6iKamm Naa3Mmn KPoBi CTaHOBUTbL NPUBAN3HO 60 % (NepeBarkHO 3
anbbymiHom — 55 %). KoHueHTpaLia neTposony B eputpoumTax Malixke 80 % Big, Moro piBHA y naasmi
Kposi. Micna 3actocysaHHsA 2,5 mr M*C-miveHoro netposony NpmbansHo 82 % pafioakTUBHOCTI y NAa3Mi
KpOBi NPUNAaAano Ha YacTKy HE3MiIHEHOI aKTMBHOI pe4oBUHU. TOMY CUCTEMHWI BNAUMB MeTaboniTis
NEeTpo30/y He3HAYHWUI. J1IeTPO30/ WBMAKO i LUMPOKO PO3MOAINAETHCA Y TKAHMHAX. YABHUIA 06’em
posnoainy y nepios, piBHOBaX»HOro CTaHy Aocsarae npubansHo 1,87 + 0,47 n/kr.

Memab6oniam i sugedeHHA. J1eTpo30a 3Ha4YHOK MipOoto 3a3HaE MeTabo/1isMy 3 YTBOPEHHAM
dbapmaKoioriyHo HeaKTMBHOIo KapbiHo10BOro MeTaboiTy — OCHOBHUI WNsxX eniMmiHauii. MeTaboniuHui
KnipeHc netposony (CLm) cTaHoBMTb 2,1 A/rog, Wo MeHLe 33 BEIMYNHY NeYiHKOBOro KPOBOTOKY
(npnbaunsHo 90 n/roa). byno suasneHo, wo isopepmeHtn CYP3A4 i CYP2A6 untoxpomy PA50 3aaTHi
nepeTBOPIOBATM ZIETPO30/1 Ha ioro MeTaboniTn in vitro, npoTe IXHA OKpeMo B3ATa PO/ib Y KNipeHCi
NeTpo30Ay in vivo TOMHO He BCTaHOBAEHA. JocniaKeHHA NiKapCbKoi B3aEMOAiT NOKasanu, Wo ogHoYacHe
3aCToCyBaHHSA NikapcbKoro 3acoby JleTpo3on-BicTa i uUMETUANHY, AKMIA € iHriBiTopom Nnwe
isodepmeHTy 3A4, HE CNPUYMHANO NPUTHIYEHHS KNiPEHCY NETPO301Y, WO AAE MOKJ/IMBICTb 3p06UTH
BWUCHOBOK NPO BaX/IMBY PO/ib Y 3arasibHOMYy KAipeHci in vivo i3odepmeHTy 2A6. Y x04i LbOro
AOCNiAXEHHA BiA3HAYeHO He3Ha4YyHe 3HMXKeHHA noka3HuKa AUC Ta niaBuleHHS Crax.

YTBOpPEHHA HEBEJIMKOI KiNbKOCTI iHLLMX, NOKU WO He iaeHTUdiKoBaHMX MeTaboniTiB, @ TAKOXK BUBEAEHHSA
He3MiHEHOro npenapary 3 CEYEID | KaNOM BiZirpatoTb AMLe HE3HAUYHY PO/b Y 3arasbHil enimiHauii
netposony. MpoTarom 2 TMXHIB NicnA BBeAEHHA 340p0BUM A06POBONbLAM Y NOCTMeHonaysi 2,5 mr 14C-
MiYeHoro neTpo3ony B cedi 6yno BuasneHo 88,2 + 7,6 % paaioakTMeBHOCTI, y Kani — 3,8 £ 0,9 %.
MpuHalMHiI 75 % pafioaKTUBHOCTI, LLLO BUABAAETLCA Y cedi 3a nepioa Ao 216 roamH (84,7 + 7,8 % Bin,
BE/IMYMHM 03U NETPO30J1Y), NPMNA[AN0 Ha FNIIOKYPOHiAHI KOH'toraTv KapbiHooBoro metabonnity,
Mmalixe 9 % — Ha ABa iHWi HeigeHTUdIKoBaHI MeTabonitTn Ta 6 % — Ha HE3MIHEHWI NeTPo30..



YABHUI KiHUEBWUI Nepioa HaniBBUBEAEHHA 3 NAa3MU KPOBI CTAaHOBUTb Npuban3Ho 2-4 aobu. Micna
LWoAeHHOro npuitomy 2,5 mr npenapaty piBHOBaXKHA KOHUEHTPAL,iA N1eTP030/y A0CATAETLCA NPOTATOM
2-6 TUXKHIB, NPU LbOMY BOHa NpPMBAN3HO Y 7 pasiB BMLLA, HiXK Nic1s 04HOPA30BOro NPUIMOMY Ti€l XK 403W.
BoaHouYac 3HAYEeHHA PiBHOBAXKHOI KOHUEHTpaLiiy 1,5-2 pa3u nepeBuLLye Te 3HAaYEHHSA PiIBHOBAXKHOI
KOHUEHTpaLUii, AKe MOKHa 6yio 6 3aB6a4YNTU Ha OCHOBI PO3PaxyHKiB, BUXOASUM 3 BEINYNH,
3apEECTPOBAHMX MicaA NPUMOMy 04HOPA30BOI 403U NpenapaTy. Lle BKa3ye Ha Te, WO Npu WoaeHHOMY
3aCTOCYBaHHi 1€TPO30/y ¥ A03i 2,5 Mr Moro papmaKoKiHETUKA MAE AeLL0 HeNiHIMHUIA XapaKTep.
OcCKiNbKn piBHOBaXHa KOHLLEHTPALiA NeTP030y NiATPMMYETLCA Mif Yac iKyBaHHA NPOTArOM TPMBAAOro
yacy, MOXHa 3pobuTM BUCHOBOK MNPO Te, LLLO HAKONUYEHHA NETPO30/y He BigbyBa€eTbCA.

JliHiiHicme/HeniHiliHicmb. PapmaKoKiHeTMKa 1eTpo30y Byna NPonopLiiHO A03i NiCaA 3aCTOCYBaHHA
04HOPa30BOi NepopanbHoi Ao03m Ao 10 mr (aianasoH ao3 Big 0,01 Ao 30 mr), a TaKOXK NicAsA WOAEHHUX
803 o 1,0 mr (aianasoH gos Big 0,1 go 5 mr). Micnsa 3actocyBaHHA 04HOPA30BOI NepopanbHoi go3n 30
MT CNOCTepiranocs HesHayHe, ane B6ifbl HiX NponopuiiHe A03i 36inbweHHA noKkasHuKa AUC. Mpwu
3aCTOCYBaAHHI WoAeHHMX 203 2,5 Ta 5 mr 3HayeHHs AUC 36inblimnnoca npubansHo y 3,8 Ta 12 pasis
3amicTb 2,5 Ta 5 pasis BiagNoBigHO NopisHAHO 3 403010 1,0 Mr/a06y. TaKUM YMHOM, pEKOMEHA0BaHa
n[03a 2,5 mr/0o6y moxe 6yT1 rpaHMYHOK A03010, 33 AKOT HEMPOMNOPLINHICTb CTaE BUANMOIO, TOAI AK Npu
3acTocyBaHHi 4031 5 mr/no6y HenponopuiiHicTb cTae 6isbl BUpaXkeHOo. HenponopuinHicTb 403K,
MMOBIpPHO, € pe3y/ibTaTOM HaCUYEHHS NpoLeciB MeTaboniyHoro BMBeAeHHs. PiBHOBaXKHi KOHLLEHTpaLii
pocaranuca Yyepes 1-2 micaui Nnpu 3acTocyBaHHI yCix 4OCNIAXKYBaHUX PeKUMIB fo3yBaHHsA (0,1-5,0 mr
LLOAEHHO).

dapmakokiHemuKa 8 OKpemux 2pynax nayieHmis. Y AoCcnigXeHHAX, AKi NPOBOANAUCH 3a Y4YaACTHO
[06p0BO/IbLiB 3 Pi3HUM CTaHOM PYHKLT HUPOK (24-roANHHUI KNipeHC KpeaTuHiHy BapitoBaB Big 9 Ao
116 mn/xB), Bia3Havanocs, o GapmaKoKiHETUKE NETPO30/Y Ta BUBEAEHHSA 3 CeYEl0 MIOKYPOHIAHMX
KOH'torartiB ioro KapbiHonoBoro meTabonity He 3miHIOBaAUCA Nichs og4HOPa3oBoi 403M 2,5 mr. Kpim
TOro, y BULLLE3a3Ha4YeHOMY AOCNiAKEHHI OLiHIOBaAM BNIMB NOPYLWeHHA GYHKLIT HAPOK Ha 1eTpo307,
aHani3 KosapiaHT 6yB BUKOHaHMIA Ha OCHOBI AaHUX ABOX 6330BMX AochiaxeHb (aocniaxeHHsa AR/BC2 Ta
AR/BC3). Po3paxoBaHuiA KAiPeEHC KpeaTuHiHY (aiana3oH y gocnigxeHHi AR/BC2: 19-187 mn/xs; y
pocnigxeHHi AR/BC3: 10-180 m/xB) He NPoAEMOHCTPYBaB CTaTUCTUYHO 3HAYYLLOrO 3B’A3KY 3
MiHIMafIbHUMW PIBHAMM NIETPO30J1Y Y NAa3Mi KPOBi Y piBHOBaXKHOMY cTaHi (Cmin). Binblue Toro, AaHi
focnigxeHdb AR/BC2 Ta AR/BC3 nikyBaHHA Apyroi NiHil MeTacTaTUYHOro paky MoJIoYHOI 331031
NpPoAEMOHCTPYBaN BifCYTHICTb HEraTUBHOIO BMNANBY JIETPO30y HA KNiPEHC KpeaTUHiHy abo
noripweHHA GYHKLji HUPOK.

TaKMM YMHOM, KOPEKL,iA 403U NaLieHTam 3 NopyLeHHAM QYHKLIT HAPOK (KnipeHc KpeaTuHiHy = 10
MA/XB) He NoTpibHa. IHdOopPMaLLIA CTOCOBHO NALLIEHTIB 3 TAXKKUM NopyLleHHAM GYHKLi HUPOK (KnipeHc
KpeaTuHiHy < 10 ma/xB) obmerkeHa.

Y noagibHomy gocnigxKeHHi, npoBeAeHOMY 3a y4acTo 40OPOBObLIB 3 Pi3HUM CTAHOM GYHKLT NeYiHKuY,
6y/10 BCTaHOBJIEHO, WO B OCi6 3 NOMipHO BMpaXKeHUM nopyeHHam GyHKLUiT nediHKK (Knac B 3a wKanowo
Yannaa-M’'o) cepeHe 3HaUYeHHA NAOLL Nif KPMBOI «KOHLEHTpaLia —yac» (AUC) 6yno Ha 37 % BULWIUM,
Hi¥K ¥ 34,0POBUX OCib, asie 3a/1MLWaN0CA Yy MeXKax TOro AianasoHy 3HayeHb, WO cnocTepirannca B ocib 6e3
nopyLweHb PyHKLii neviHkK. Mpu gocnigxKeHHi papmMaKoKiHETUKM OAHOPA30BOI 403U Y 8 XBOPUX 3
LMPO30M MeYiHKKU Ta TAXKKMM nopylueHHAM Ti dyHKuii (Knac C 3a wKanoto Yaiinga-N’io) 6yno BigsHayeHo
36inbweHHA AUC Ha 95 % Ta ty, Ha 187 % NopiBHAHO 3 MOKa3HUKAMM Y 340pOBUX J06pOBOLLIB. Y
3B’A3KY 3 TUM, WO Y NaLieHTIB, AKI oTpMmyBaau Ao6osi Ao3u Big 5 mr o 10 mr/aeHb, He cnocTepiranoca
36iNblUEHHA MOKa3HMKIB TOKCUYHOCTI, KOpPEeKL|iA 403K Y HaNPAMKY ii 3HUKEHHA He 0BIpyHTOBaHa, Xo4a
TaKUM NaLieHTam NoTpibHO NepebyBaTu Nig, peTenbHUM Harnagom. Kpim Toro, He 6yio Big3HauyeHo
6yab-AKOro BM/MBY nopylleHb GyHKLii HUPOK (po3paxyHKOBi 3HaYeHHSA KipeHCy KpeaTUHiHY
ctaHosuAn 20-50 mn/xB) abo nopylieHb GYHKLT NEYiHKM Ha KOHLLEHTPALLi0 IeTPO30Y Y NAa3Mi KpoBsi y



359 nauieHTOK 3 nownpeHUMU Gopmamu paky MOOYHOI 3a103K. PapmMaKOKiHETUKA NeTPO30Y He
3aNeKnUTb Bif, BiKy.

Moka3aHHA

e Ap'toBaHTHaA Tepania rOpMOHOMNO3UTUBHOIO iIHBA3MBHOMO PaKy MOJIOYHOI 331031 HA PAHHIX
CTagifAX y XiHOK y NOCTMeHonay3anbHUin nepioa,

e PoswwupeHa ag'toBaHTHA Tepania iHBa3MBHOMO PaKy MOJIOYHOI 3371031 HA PAHHIX CTaAisfX Y KiHOK
y MOCTMeHomnay3a/ibHUiA nepioa, skum 6ysa npoBeaeHa CTaHAAPTHA aa'toBaHTHA Tepanis
TaMOKCUPEHOM NPOTArOM 5 pOKiB.

e Tepania nepwoi /iHii rOPMOHO3a1eXHOro MOWMPEHOrO PaKy MOJIOYHOT 331031 Y KiHOK Y
nocTmeHonaysi.

e JlikyBaHHSA nowwmpeHmx GOpM paKy MOJIOYHOI 3371031 Y }KiHOK y MOCTMeHonaysi (MpupoaHuii abo
CNPUYMHEHIN WTYYHO) Nicna peunamsy abo nporpecyBaHHs 3aXBOPIOBAHHA, Ki OTPUMYBa/IM
nonepeaHIo Tepanito aHTUECTPOreHaMu.

e Heoaa'toBaHTHa Tepanis y *KiHOK y NocTMeHoMnaysi 3 ropMoHOMNo3UTUBHUM, HER-2-HeraTuBHMm
PaKOM MOJIOYHOI 3a/7103U, AKMM He NigXo4nTb XimioTepania i He NoKa3aHe HeBiaKnaaHe
XipypriyHe BTpy4aHHA.

EdbeKTUBHicTb NpenapaTy A5 NaLi€HTOK 3 TOPMOHOHEraTMBHUM PaKoOM MOJIOYHOI 3371031 He A0BeAeHa.
MpoTunokasaHHA

e [igBuLLEHA YYTAMBICTb A0 AiH0Y0I peyoBMHM abo A0 Byab-AKOI 3 LOMNOMINKHUX PEYOBUH.

e [epegmeHonay3anbHUA eHOOKPUHHUIA CTATYC.

e  BariTHicTb.

e [opayBaHHA rpyagto.

e PenpoayKTUBHUI BiK NaLLiEHTKM.
B3aemogia 3 iHWWMMKM niKapcbKumu 3acobamm Ta iHWI BMAKN B3aemogiii

MeTaboniam N1eTpP0o30/y YacTKOBO BiabyBaeTbca 3a yyacTio CYP2A6 Ta CYP3A4. TaKMM YMHOM, Ha
CUCTEMHE BUBEAEHHA NETPO30J1y MOXKYTb BMJIMBATU NiKapPCbKi 3ac06U, AKI BNANMBAIOTb HA GePMEHTH
CYP3A4 i CYP2A6. OueBnaHO, MeTaboniam NIeTPO30/1y Ma€ HU3bKY crniopigHeHicTb i3 CYP3A4, oCKiNbKK
uei pepmMeHT He HaCMUYYETbCA NPU KOHUEHTpaujiax, y 150 pasis 6inblKX, HiXK KOHLEHTpaLi n1eTposony,
LLLO CNOCTEepiratoTbCaA y Naa3mi KpoBi y nepios piBHOBA*KHOMO CTAHY 3@ TUNOBMX KNiHIYHUX YMOB.

Ha cborogHi KniHiuHMI gocBig 3actocyBaHHA npenapaty JleTposon-Bicta B KombiHaUii 3 ecTporeHamm
a60 iHWKMMKM NPOTUPAKOBMMM NpenapaTamm, KpiMm TamoKcudeHy, BiacyTHin. TamoKcudeH, iHwi
aHTUECTPOreHHi NnpenapaTtn abo ecTporeHoBMICHI NiKapcbKi 3ac0bU MOXKYTb HiBeNOBaTH
dbapmaKonoriyHy gito netposony. Kpim Toro, AoBeAEHO, WO Y pasi 04HOYACHOTO 3aCTOCYBAHHA
TaMOKCMPeHY Ta 1eTPO30/1y CYTTEBO 3HMMKYHOTbCA NAa3MOBI KOHLEHTpaUii neTpo3ony. Cnig, yHMKaTH
O/ZHOYACHOIO 3aCTOCYBAHHA NIETPO30/1y 3 TAMOKCMPEHOM, iHLUMMM aHTaroHiCTaMu ecTporeHis abo
ecTporeHamm.

NikapcbKi 3acobu, AKi MOXKYTb NigBULLLYBaTU KOHLEHTPaLii 1eTpo30/y B CMPOBaTL,i KPOBi.

IHri6iTopn akTMBHOCTI CYP3A4 i CYP2A6 MOKYTb 3HMKYBATU MeTab0oni3m IeTPO30AY i, TAaKUM UMHOM,
nigBULLYBATU KOHLEHTpaLl 1eTpo30oy B Naasmi Kposi. OgHOYaCcHe 3aCTOCYBaHHSA NiKapCbKux 3acobis,
AKi CUIbHO NPUTHIYYIOTL Ui depmeHTU (NOTyKHi iHribiTopu CYP3A4 BKAtOYAIOTb, ane He 0bMeKyTbCA:



KeTOKOHa30/1, iTPAaKOHA30/1, BOPMKOHA30/1, PUTOHABIP, KNAapUTPOMiLUH i TenitpomiumH; CYP2ASG,
HanNPWKNaa MeTOoKcasieH), MoXe MiaBuLLYyBaTU eKCNOo3ULLio N1eTpo30y. ToMy NaLieHTKam, AKMM NoKasaHi
noTy»KHi iHri6iTopn CYP3A4 i CYP2A6, peKOMeHAYETLCA NPOABAATN 06epeXHiCTb NpU iX 3aCTOCyBaHHiI.

NikapcbKi 3ac06u, AKi MOXKYTb 3HMXKYBATU KOHLLEHTPALil 1eTPo30/y B cCMpPOBaTL,i KPOBi.

IHAYKTOpM akTMBHOCTI CYP3A4 MOKYTb NifBULLYBATU MeTab0Ni3M NETPO30AY i, TAKUM YMHOM,
3HUXKYBATU KOHLEHTPALLit0 IETPO30Yy B Naa3mi Kposi. OgHOYacHe 3aCTOCYBaHHSA JliKapCbKux 3acobiB, fAKi
ctumyniooTb CYP3A4 (Hanpuknag ¢eHiToiH, pudamniumH, KapbamaseniH, peHobapbiTan i 38ipobili
3BMYAHUIA), MOXKe 3HUXKYBATM EKCNO3WLLiI0 1eTpo30y. TOMY NaLieHTKaM, AKUM NOKa3aHi NOTYXKHi
iHaykTopyn CYP3A4, pekoMeHAYETbCA NPOABAATU 0bepeXkHicTb Npu ix 3acTocyBaHHiI. IHgyKTopn CYP2A6
HeBigoMi.

OpaHouacHe 3acTocyBaHHA NikapcbKoro 3acoby JleTposon-BicTa (2,5 mr) i TamokcudeHy 20 mr oauH pas
Ha f06y NpPU3BOANIO 40 3HUMKEHHSA PiBHA IETPO30/Y B Naa3Mi KPoBi B cepeHboMy Ha 38 %. KniHiuHui
O0CBi4, OTPMMAHWUI Ha NiACTaBi AoCAiAKeHb Tepanii Apyroi NiHii paky MO0OYHOI 3371031, NMOKA3YE, WO
TepaneBTUYHUI edeKT NiKyBaHHSA npenapatom JleTpo3on-BicTa, AK i yacToTa BUHMKHEHHA HebakaHMX
peakuii, He 36inblyBannca, AKLLO JleTpo3on-BicTa 3acTocoByBanu ogpasy nicna TamoKcudeHy.
MexaHi3m uiei B3aemogii Hesigomui.

NikapcbKi 3acobu, cucTeMHi KOHLLEeHTpaLii AKUX B CMPOBaTLi KPOBi MOXYTb 3MiHIOBAaTUCA Nig, BNIMBOM
netposony.

In vitro neTpo3oa NpurHivye isopepmeHTn untoxpomy P450 — CYP2A6 i nomipHo CYP2C19, ane KniHiuHe
3HaYeHHA LbOro ABMLA HeBigome. MpoTe cnif AoTpMMyBaTUCA 06epeHOCTI NP 04HOYACHOMY
3aCTOCYBAHHI 1eTPO30.Y i NiKapCbKMx 3acobis, BUBEAEHHS SIKMX NepeBarkHO 3a1eXuTb Big CYP2C19 i aki
MatoTb BY3bKUI TEpaneBTUYHMI Aiana3oH (Takux AK GpeHiToiH, Knonigporenb). CybcTpaT 3 By3bKUM
TepaneBTUYHUM gianaszoHom gnst CYP2A6 HeBigomui.

JocniaxeHHs KNiHiYHOT B3aeEMog,ii 3 uumeTuanHom (Bigomuii HecneundiyHnit iHribiTtop CYP2C19 i
CYP3A4) i BapdapuHom (4yTameuin cybctpat ans CYP2C9 3 By3bKMM TepaneBTUYHUM Aiana3oHOM, KNI
4acTo 3aCTOCOBYHOTb AIK CYNyTHIN NpenapaT A4 LiNboBoi NoNyAsALjii N1eTpo30/y) NoKasaau, Wo cnifbHe
3acTocyBaHHsA npenapaty JleTpo3on-BicTa i umx nikapcbkunx 3acobis He CNPUYMHAE KNIHIYHO 3HAYMMOT
NiKapcbKoi B3aemogiii.

Ornsapg, 6a3m UUX KNiHIYHUX AOCNIAXKEHb He BUABUB HIAKUX A0Ka3iB iHWMX KAiHIYHO 3HAaYMMMX B3aEMOA,iN
3 iHWKWMM NliKapCbKMMM 3acobamm, LLLO YaCTO NPU3HAYAOTLCA.

Oco6aMBOCTI WOA0 3aCTOCYBAHHA
lMopyweHHA pyHKUii HUPOK

Hemae paHunx Wwon0 3actocyBaHHA npenapaty JleTpo3o-Bicta Ana NiKyBaHHA NALLiEHTOK 3 KNipeHCoM
KpeaTuHiHy < 10 mn/x8. MNepea NnpusHadyeHHAM NiKapCcbKoro 3acoby TakMM NaLieHTKam Cifl 3BaXKUTK
NOTEHLIMHWNIN PU3MK | O4iKyBaHWUIM ePeKT NiKyBaHHA.

XonecmepuH

Cnig, po3rnaHyTM AOLUINBHICTL NPOBEAEHHA MOHITOPUHIY PiBHA XONECTEPUHY Y CUPOBATLL KPOBi. Y xoai
[OCNiAXKEHHSA i3 3aCTOCYBAHHAM a4 tOBAaHTHOrO NiKyBaHHA NOBIAOMAANOCA NPO rinepxonecTepuHeMIto y
52,3 % naui€eHTiB, WO 3aCcTOCOBYBaAN 1eTpo30, Tay 28,6 % nauieHTiB, LLLO 3aCTOCOBYBA/IN TAMOKCUDEH
(3a KpuTepiamu OLHKM CTyNeHs TAXKKOCTI NobiyHnx peakuin — CTC). Mosigomnsnocs npo
rinepxonecrepuHemito 3-4 ctyneHa y 0,4 % nauieHTis y rpyni netposony tay 0,1 % nauieHTis y rpyni
TamoKcudeHy. Kpim Toro, npu aa’toBaHTHIN Tepanii 36inblweHHA = 1,5 x BMH 3aranbHoro xonectrepuHy
(ak npaBuno, He HaTLLe) cnocTepiranoca cepen NaLieHTiB, AKMM 3aCTOCOBYBa/IM MOHOTEpanNito i AKi manu



NMoYaTKOBMI PiBEHb 3ara/ibHOro X0/IeCTEPUHY B CUPOBaTLL KPOBi B Mexax Hopmu (TobTo £ 1,5 x BMH), y
151/1843 (8,2 %) B rpyni netpo3oay npotn 57/1840 (3,2 %) B rpyni TamokcudeHy. 3acTocyBaHHSA
rinoninigemiyHMx npenapartis 6yno HeobxigHO 25 % NaLieHTiB, AKMM 3aCTOCOBYBaA/IM /1I€TPO30A, Ta 16 %
NaLieHTIB, AKMM 3aCTOCOBYBA/IN TAMOKCUPEH.

lMopyweHHA pyHKUiT neviHKu

Y naujieHTiB 3 TAXKOIO NeYiHKoBOW HeaocTaTHicTIo (Knac C 3a wKanoto Yannga-MN’o) cuctemHa
€KCNo3uL,is Ta Yac HaniBBMBEAEHHS N1eTP030y NPMBAM3HO BABIYI [OBLUMNA, HiXK Y 340PpOBOI NOL4UHM.
Taki xBopi NOTPEbYIOTb HiflblL YBAXKHOTO CMOCTEPEKEHHS.

Brinus Ha Kicmku

Ockinbku NleTpo30/1-BicTa € NOTYXXHUM MpPenapaTom, LLLO 3HMXKYE KOHLLEHTPAL,K0 eCTPOreHiB, Mig vac
apn'toBaHTHOI Ta po3LWKMpeHOi ag ' toBaHTHOI Tepanii npenapaTamu JleTpo3o-BicTa y XKiHOK 3
octeonopo3om Ta/abo nepenomamu B aHamHesi abo TUX, XTO MaE MiABULLLEHNIN PU3UK PO3BUTKY
ocTeonoposy, HeobxiAHO OLIHUTU MiHEpPabHY LWiNbHICTb KICTKOBOT TKAHWHM 40 NOYATKY JliKYBaHHA,
NPOTAroM NiKyBaHHA Ta NiC/1A 3aBePLUEHHSA NiKyBaHHA N1eTP030/0M. B ymoBax a4’ toBaHTHOrO NiKyBaHHA
TaKOM CNig, po3rnagaTv MOXKAMBICTb 3aCTOCYBaHHA CXeMM NOCiA0BHOI Tepanii (neTpo3on npotarom 2
POKiB 3 MOAasblLUMM NEPEXOLOM Ha NPUIKOM TaMoKcudeHy NpoTArom 3 pokiB) 3anexKHO Big npodinto
6e3neKkun NauieHTKu.

TeHOUHIM Ma po3pus Cyxoxunns.

MorKe BUHUKHYTU (pigKo) TEHAMHIT Ta PO3pUB CyXoKunnsa. HeobxigHe petenbHe o6CTeXKeHHA NaLiEHTOK
Ta 3aCTOCYBaAHHSA BiANoBigHMX 3axoA4iB (HanpuKknag, immobinisauin) Ans yparkeHoro cyxoXunna y pasi
notpebu (aus. po3ain «MobiyHi peakuiin).

MeHonay3zanbHuli cmamyc

Y NaLieHTOK 3 He3'ACOBAaHUM MeHONay3a/IbHUM CTaTycoM HeobXifAHO A0 NoYaTKy NiKyBaHHA NpenapaTom
NeTpo3on-Bicta BU3SHAYUTK piBHI NtOTeiHI3yto4oro ropmony (J/11), donikyn1ocTMMynoo40ro ropmoHy
(dCr) Ta/abo ectpagiony. Mpuinmatn npenapat J1eTpo3on-BicTa NOBUHHI TiNbKU MKiHKM 3
NocTMeHonay3asibHMM eHO0KPUHHUM CTaTyCOM.

MopyweHHs 1a60pamopHUX MOKA3HUKI8

[o3o3anexxHoro Bnaney npenapaty J/letpo3on-Bicta Ha 6yab-siki remaTonoriyHi abo 6ioximiyHi
NOKa3HMKM He cnocTepiranoca. NMomipHi 3MeHLeHHA KinbKocTi im$ouunTiB, HEBU3HAYE€HOrO KNiHIYHOIO
3HA4YeHHA, CNOCTepirannca y AeAKMx nauieHTiB, Wo 3actocoByBanu Jletposon-Bicra y fosi 2,5 mr. Take
3HUKEHHA KiNbKOCTi NiMpoUUTIB Mano TpaH3UTOPHUI XapaKTep NPUBAN3HO Y NONOBUHM NALLiEHTIB, WO
3a3Hanu BNAMBY. Y 4,BOX NaLiEHTIB WO 3acTocoByBann JleTpo3on-Bicta po3BnHynack TpomboLmMTONEHIS;
B33aEMO3B’A30K i3 A0OCNiAKyBaHUM NpenapaTtom byB He3'scoBaHMM. Buxia naujieHTiB i3 4oCNiAXKeHHs
Yyepes nopyLeHHA N1abopaTopHMX NOKA3HMKIB, WO ByM NOB’A3aHI i3 3aCTOCYBAHHAM NpenapaTy Yu Hi,
6yB piaKuUM.

IHWi 3acmepexceHHs

Cnig yHMKaTM 04HOYACHOro 3aCcTOoCyBaHHA npenapaTty J/leTpo3on-Bicta i TamoKkcudeHry, iHwmx
aHTaroHiCcTiB ECTPOreHiB YN eCTPOreHOBMICHUX JTiIKapCbKMX 3aC0BiB, OCKINbKM Lii PEYOBUHU MOXKYTb
HiBentoBaTU papMaKoIoriyHy Aito NeTpo3ony.

OcKinbKu TabneTkn MicTATb NaKTo3y, Npenapat JleTpo3on-Bicta He peKomMmeHAYETbCA NaLiEHTKaM 3
TaKMMM PiAKICHUMM CNagKoBUMM NPob6aemMamu, AK HeNepeHOCUMICTb FaNaKTo3n, TAXKKA NaKTa3Ha
HeAoCTaTHICTb abo Manbabcopbuia rOKO3U-ranakTosu.



3acmocysaHHA y nepiod sazimHocmi abo 200ys8aHHA 2pydoio.

MiHKU y nepumeHonay3asa6HOMY cmMaHi abo #iHKU penpodyKmusHO20 8iKy

JNleTpo3on-BicTa cnif, 3aCTOCOBYBATH JIULLE XKiHKAM 3 YiTKO BU3SHAYEHUM MOCTMEHOMNAy3a/lbHUM CTaTyCOM.
€ NOCTMApPKEeTUHIOBI NOBIAOM/IEHHA NPO CNOHTAaHHI abopTh abo BpoaKeHi aHOManii y HOBOHAPOAKEHMX,
MaTepi AKX Npuiimanm netTposoJ. lig yac nikyBaHHA 1I€TPO30/1I0M, HE3BaXKaloYM Ha YiTKO BUSHAUYEHUIN
NOCTMEHOMNay3a/ibHU CTaTyC Ha NOoYaTKy NiKyBaHHSA, Nikapto c/ig 3a HeobxiaHocTi obroBopuTH 3
nauieHTOM BigMOBiAHI 3aXx04M KOHTpaLenuy;i.

BazimHicmeob

Bigomo Npo NooAMHOKI BUNagKM BpoAKeHUX AedeKTiB (3UTTA cTaTeBUX Iy, cTaTesi opraHm
NPOMIXKHOrO TUNY).

JNleTpo3on-BicTa Mmoxe BUKANKATU BPOAKEHI BaAW PO3BMTKY MPU 3aCTOCYBAHHI Nig vac BariTHOCTI.
JocnigxeHHA Ha TBapMHax NPOAEMOHCTPYBa/IM PeNPOAYKTUBHY TOKCUYHICTb. 3aCTOCYBAHHA NiKapCbKOro
3acoby JleTposon-BicTa nig yac BariTHOCTi NpoTMMNOKa3aHe.

Fo0ysaHHA 2py00t0

HeBifomo, Yn NPOHUKAE NeTPO30 Ta horo meTaboniTv y rpyaHe MONOKO. HEMOKANBO BUKAOUUTH
PV3NK 418 HOBOHAPOAMKEHUX/HEMOBAAT Mif Yac roayBaHHA rpyaato. 3acTocyBaHHA npenapaTty
JleTpo3on-BicTa nig 4yac rogyBaHHA rpyaalo NpoTUNOKasaHe.

PepmunbHicmeo

dapmaKonoriyHa gia N1eTpo30y NoB’A3aHa 3i 3HUKEHHAM BUPODBIEHHSA eCTPOreHy LWAAXOM iHTOyBaHHA
apomaTasu. Y KiHOK y nepiog nepes meHonay3o iHrbyBaHHA CUHTE3Y eCTPOreHy NpM3BOAUTb 4,0
3BOPOTHOT peaku,ii nigBuLLeHHA piBHiB roHagoTponiHy (J/IF, ®CT). Y cBoto Yepry, nigsulLeHHn pisHis OCI
CTUMYIIOE PicT PONiKYNiB Ta MOXKe BUKINKATM OBYAALLiHO.

30amHicme 8naueamu Ha WeUOKiCMb peakuyii npu KepysaHHi asmompaHcriopmom abo iHwumu
mexaHizmamu. NleTpo3on-Bicta Mae He3HaYHMI BNAUB Ha 34aTHICTb KePyBATW aBTOTPAHCNOPTOM Ta
npawtoBaTv 3 mexaHiamamu. OCKiNbKK Mif 4ac 3aCTOCYBaHHA NeTPO30y CMOCTepirasmca BTOMAKOBAHICTb
Ta 3aMaMOpPOYEHHA, a TAKOXK Y PiAKICHMX BUNagKax NoBiAOMJIANOCA NPO COHMMBICTb, PEKOMEHAYETLCA
6yT 06epeRHUM Nif Yac KepyBaHHA aBTOTPAHCNOPTOM abo PO6OTH 3 IHLLIMMU MeXaHi3MaMM.

Cnoci6 3acTocyBaHHA Ta 403K

LHopocai, y m. 4. nayieHmu nimHs020 8iKy. PeKoOmeHA0BaHa 4033 Ne€TPO30y CTaHOBUTbL 2,5 mr 1 pas Ha
nooby.

B ymoBax aa’toBaHTHOI Ta po3WwKnpeHoi aa’'toBaHTHOI Tepanii ikyBaHHA IETPO30/I0M C/lig, NPOAOBKYBaTH
npoTarom 5 pokis abo 40 peunamBy NYXANHM 3aNEXHO Bif TOTO, LLLO HACTaHe paHilue.

Y naujieHTiB 3 MeTacTaTUYHUM PaKOM MOJIOHYHOI 3371031 ab0 pakom MOJIOYHOI 3271031 Ha Mi3HiX CTadiax
NiKyBaHHA N1eTPO30JI0M C/lig, NPOAOBXKYBaTU A0 NOABM O3HAK NPOrpecyBaHHA NyXJANHM.

B ymoBax aa’toBaHTHOI Tepanii cnifg, TakoXK PO3rAsHYyTU MOMKAMUBICTb NOCNIAOBHOI CXEMM NiKYBaHHSA
(neTpo3son npoTtarom 2 pokis, NOTiM TaMOKCUdEH NPOTArom 3 poKis).

B ymoBax Heoaa’toBaHTHOI Tepanii NiKkyBaHHA IETPO30/10M CNig NPOoAO0BKYBaTH Bia 4 A0 8 micaLiB 3
METOHO BCTAHOBJ/IEHHSA ONTMMA/IbHOIO 3MEHLUEHHA NYXAUHW. AKLLO BiANOBIAb HA NiKyBaHHA He €
[AOCTaTHLO, NiKyBaHHA I€TPO300M CAif NPUMNMHUTM Ta 3anaHyBaTH XipypriyHe BTpyYaHHA Ta/abo iHwWi
BapiaHTW NliIKyBaHHSA, AKi cnig 06roBopuTH 3 NaLiEHTOM.



LA nauieHToK NiTHbOrO BiKy KOpeKLis 403U NikapcbKoro 3acoby He NoTpibHa.
MayieHmKu 3 nopyuweHHAMU yHKUiG neviHku ma/abo HUpPOK.

Kopekuia go3u npenaparty JleTpo3on-Bicta anAa nawuieHTiB 3 HAPKOBOKO HEAOCTATHICTIO 3 KNipeHCOM
KpeaTuHiHy 210 msi/xB He noTpibHa. LLloao Bunaakis HUPKOBOT HEAOCTaTHOCTI 3 KNiIPEHCOM KpeaTUHiHY
HuK4e 10 Mn/xB HanBHI 0BMeKeHi AaHi.

Kopekuia no3u npenaparty JleTpo3on-Bicta anA nauieHTiB 3 Ne4iHKOBOK HEAOCTATHICTIO BiA Ierkoro 4o
nomipHoro ctyneHa (Knac A abo B 3a Yainaa-MN’to) He noTpibHa. LLloao Bunaakis nevyiHkosol
HeA0CTaTHOCTI TAXKKoro cTyneHs (knac C 3a Yannga-N’'to) HasBHi obmekeHi AaHi. MaLieHTH 3 neviHKkoBo
HeAoCTaTHICTIO TAXKOoro ctyneHa (knac C 3a Yailinaa-M'10) notpebytoTb peTensHoro Harnaay.

Cnoci6 3acmocysaHHA

Mpenapart Jletpo3oa-BicTa cnig npunmaT NepopasbHO He3aNeXHO BiZ BXKUBAHHSA i3Ki, OCKINIbKM T3Ka He
BMJIMBAE HA CTYNiHb abcopbuii npenapary.

MponyueHy 403y CAig NPUNRHATM 04,pa3y, AK TiIbKM NaLieHTKa 3ragac npo ue. OgHak, AKLLO NaLieHTKa
3rafac npo Le He3aAoBro A0 NPUIMOMY HACTYMHOT £03u (3a 2-3 roguHKM), NPONyLWEeHyY A03Y He CAif
NPUIAMATK Ta NPUNRHATU HACTYNHY A03Y 3rigHo 3 rpadikom. He cnig npuitmaTtin nogBiliHy A03Y, OCKi/IbKK
npu npuitomi £,o60B0OI 403K, BULLLOI Big, peKoMeHA0BaHOI 2,5 mr, cnocTepiranacs cucteMHa ekcnosuuis,
BMLLA Bif, NPONOPLLiHOI.

Adimu.

MpenapaT He NpM3HAYeHUI AN 3aCTOCYBAHHSA AiTAM. be3sneKa Ta epeKTUBHICTb NiKyBaHHA NpenapaTom
Netposon-Bicta giten (Bikom o 18 pokiB) He BCTaHOB/EHi. HasfBHI AaHi obMeXeHi, TOMy HEMOXKINBO
pPO3pobUTN peKomeHaalLLii CTOCOBHO A03yBaHHA.

Mepeao3yBaHHA

Mosigomnanoca Npo oKpemi BUNaAKM Nepeao3yBaHHA NpenapaTy JleTpo3on-Bicta. CneundivHe
NiKyBaHHA 3 NPUBOAY Nepeno3yBaHHA HEBIAOME; NiKyBaHHA Ma€ BYTU CUMNTOMATUYHUM i
NiATPUMYIOUYMM.

No6iuHi edpekTn

YacToTy HebaxkaHMX peaKLiii NeTpo30/y BU3HAYa/IM NepeBa*kHO Ha OCHOBI AaHMX, OTPMMAHMX Y XOAi
KNIHIYHNX A0CNiAXKEHD.

NeTtposzon 3aranom gobpe NepeHoOCMBCSA Y BCiX AOCNIAKEHHAX AK Tepania nepLwoi i Apyroi niHii npu
NiKyBaHHI NOLWMPEHOr0 paKky MONOYHOI 3301031, AK af’t0BaHTHA Tepania paKy MOJIOYHOI 33/103M Ha pPaHHiX
CTagisx i AK po3wunpeHa afa’toBaHTHA Tepanis paky MONOYHOI 3a/103U Y XKiHOK, siKi paHille oaepKyBanu
CTaHAapTHY aAa’toBaHTHY Tepanito TamokcndeHom. Malixe B 1/3 nauieHToK, AKi nikyBanuca

NeTPO30/IOM NPU MEeTACTaTUYHUX | HeoaA toBAHTHUX CTaHax, NPUBAN3HO y 75 % nauieHTiB npu
an’'toBaHTHOMY NpuU3HaYeHHi (06MaBi rpynu NpunMmanu i N1eTposon, i TaMoKkcudeH; meaiaHa
NikyBanbHOro nepiogy ctaHosmaa 60 micauis) i maiixke y 80 % naLieHTiB Npu po3WMpPeHil af’ toBaHTHIN
Tepanii (i neTposon, i nnauebo; meaiaHa nikyBanbHOro nepioay craHosuna 60 micAuiB) cnocTepiranncs
nobiuHi peakuii. Bsarani nobiuHi peaku,ii, sKi cnocTepirannca, manu nepesaxHo cnabkunin abo nomipHo
BUPaXKeHUI xapakTep i y binbliocTi BUNaakis 6ynu nos’asaHi 3 gediumMtom ectporeHis. Haltuactiwe y
3BiTax NPO KAiHiYHi gocniAXKeHHA 3ragyBanmca nobivHi peakuii y Burnaai npunaumeis,
rinepxonecrepuHemii, apTpanrii, Hy40TU, NOCUIEHOrO NOTOBUAINEHHA Ta CTOM/IKOBAHOCTI. [1O BaXXAMBUX
[04ATKOBMX HEDAXKaHUX peaKLii, Lo MOXKYTb PO3BMBATUCA HA GOHI NiKyBaHHA N1€TPO30JIOM, HANIEXKATb
TaKi ABMLLA 3 6HOKY ONOPHO-PYXOBOro anapary, AK ocTeonopos Ta/abo nepenomm KicTok, Ta asumuia 3 6oKy
cepueBo-CyaMHHOI cucteMum (B TOMY YMCAi LiepebpoBacKyspHi Ta TpomboemboniuHi seuia). barato



NobBiIYHMX ABULL MOXKYTb BYTM 3yMmOoBAEHI NPUPOAHMMM papMaKONOTiYHUMM HacnigKamu gediunty
ecTporeHis (HanpuKknag NnpUNAnBK, anoneLis 4M BariHanbHa KpoBoTeuva). binbLicTb HeGaxKaHUX peakuin
CNOCTepiranmca y nepLli KislbKa TUXKHIB NiKyBaHHA.

MobiyHi peakuii HaBeAeHi 3a 4acTOTOO NPOABY: Ay»Ke YacTo: > 10 %, yacTo: Big > 1 % ao < 10 %, HeyacTo:
Big > 0,1 % no <1 %, pigko: Big > 0,01 % oo < 0,1 %, ayxe piako: < 0,01 %, HeBigOMO: YacToTy
HEMO/INBO OLIHUTK 3 HafABHMX gaHuX. HalbinbLw YyacTi peakuii HaBegeHi nepwmmm.

Tabanya 1
* 3HAYHO HUXKYE, HiXK NPU MOHOTEepanii 1eTPO30/I0M.
** 3HayHO Bifible, HiXK NPM MOHOTEpanNii NeTpo30a0M.

Mpumimka. 3BiTHWI Nepio BKAOYAE Nnepio NikyBaHHA abo nepiog npoTtarom 30 AHIB NicAA NPUNUHEHHA
JIIKyBaHHSA.

Onuc oKpemux nobiyHux peaxyiti

HebaxtaHi peakyii 3 60Ky cepuys

Mig yac ag’toBaHTHOI Tepanii cnoctepirannca Taki NnobiyHi epekTn neTposony i TamokcmdeHy BignNoBigHO
(npu cepeaHi TpmuBanocTi nikyBaHHA 60 micauis natoc 30 AHIB): cTeHOKap4is, Wwo noTpebye xipypriyHoro
BTpy4aHHA (1,0 % nopiBHAHO 3 1,0 %); cepuesa HegocTaTHicTb (1,1 % nopiBHAHO 3 0,6 %); apTepianbHa
rinepreHsia (5,6 % NopiBHAHO 3 5,7 %); ycKNaaHeHHsA 3 GOKY CyANH rofIoBHOrO MO3Ky/ TpaH3UTOpHa
ilwemiyHa aTaKa (2,1 % nopiBHAHO 3 1,9 %).

Mig yac poswmnpeHoi ag’toBaHTHOI Tepanii i3 3acTocyBaHHAM 1IeTPO30AY (cepeaHa TPUBANICTb NiKyBaHHSA
5 pokiB) Ta nnauebo (cepeaHs TPUBANICTb iIKyBaHHA 3 POKM) BigNOBIAHO cnocTepiranmcsa Npo Taki
nobiuHi edpeKTn: cTeHoKapajin, Wwo notpebye xipypriyHoro BTpy4aHHaA (0,8 % nopiBHAHO 3 0,6 %);
BUHUKHEHHA abo 3arocTpeHHA cTeHoKapaii (1,4 % nopisHAHO 3 1,0 %); iHpapKT miokapga (1,0 %
nopisHAHO 3 0,7 %); TpomboemboniuHe ycknagHeHHa* (0,9 % nopisHAHO 3 0,3 %); iHCYyAbT/ TPaH3MTOpPHa
iwemiyHa aTaka* (1,5 % nopisHaHo 3 0,8 %).

ABMLWA, No3HaYyeHi *, Mann CTaTUCTMYHO 3HAYYLLY BiAMIHHICTb ¥ ABOX rpynax NiKyBaHHs.
HebaxcaHi peakyii 3 60Ky onopHo-pyxo8020 anapamy

[JaHi 3 6e3nekn 4na onopHO-PyXoBOro anapaTy, OTPMMaHi Nig Yac af toBaHTHOTO NiKyBaHHS,
npeacrasneHi y Tabnanui 2.

Mig yac po3wKnpeHoi aa’toBaHTHOI Tepanii y 3Ha4HO BiNbLLOT KiIbKOCTI NaLEHTIB, LLLO OTPUMYBAIU
NiKyBaHHA NeTPO30/10M, BUHUKANN NEePEeNoMM KiCTOK abo octeonopos (nepenomu Kictok 10,4 % Ta
octeonopos 12,2 %), nopiBHAHO 3 NALLiEHTaMM 3 FPynK, WO OTpMMyBana nnauebo (5,8 % 1a 6,4 %
BianosigHo). CepeaHaA TPUBANICTb NiKyBaHHA i3 3aCTOCYBaHHAM N1IeTPO30/y CTaHOBMUAA 5 poKiB, i3
3aCTOCYBaHHAM NnaLebo 3 poKu.

lMosidomneHHs npo nido3prosaHi NobiyHi pearyil

MoBigomneHHs Npo Niao3ptoBaHi NO6iIYHI peakLii nicna peecTpauii nikapcbKoro 3acoby € Baxkansum. Le
[03BO/IAE BECTU MOHITOPWHT CMiBBiAHOWEHHA KOPUCTi/PU3MKY 3aCTOCYBaHHSA NiKapCbKoro 3acoby.
Cneuianictv y ranysi oxopoHu 340poB’s 30608’A3aHi NOBIAOMAATH, NPO ByAb-AKi BUNaAKK
Nig03pHOBaHMUX NOBIYHMX peaKLii.

IHdeKuii Ta iHBasii




Heyacto IHdeKuUis ce4OBMBIAHMX WWNAXIB

HoBoyTBopeHHs, 006poAKicHi, 3109KiCHI Ta HeBU3HaAueHi (BK/IIOYHO 3 KicTamu Ta nosinamu)

Heyacto Binb B AinaHUi NyxauHn!

3 60Ky KpoBi Ta nimdaTnuHoi cuctemu

HeuacTo JNlenKoneHia

3 60Ky iMyHHOT cuctemu

Hesigomo AHadinakTnyHa peakuis

3 60Ky meTabonizamMy Ta XapuyBaHHA

LyXe yacTto lNnepxonecrepuHemis

Yacto 3HMKEHHA aneTuTy, NiABULLEHHA aneTuTy

McuxivHi nopyweHHs

Yacto Lenpecia

Heyacto TPUBOXKHICTb (BKAOYAOYM HEPBO3HICTL), APATIBAMBICTb

3 60Ky HepBOBOI cMCTEMM

Yacto FoNoBHUM Binb, 3aNamMopPOYEHHS

CoHnuMBicTb, 6€3COHHA, NOpYLWEHHA Nam’aTi, AM3ecTesia (BK/IoYaoumM na

Heuvacto . .. , o -
CMAKOBWX Big4vyTTiB, iIHCY/IbT, 3aN’ACTKOBUIM TYHENbHUIN CUHAPOM

3 60Ky opraHis 30py

HeuacTo KaTapakTa, nogpasHeHHs o4el, 3aTbMapeHHA 30py




3 60Ky cepus

Yacto Nocunene cepueburta!

Taxikapgis, iwemiyHi cepueBi yCKNagHeHHs (B TOMY YMCNi BUHUKHEHHSA a
CTeHOKapAia, wo noTpebye xipypriyHoro BTpyvaHHA, iHpapKT miokapaa
HeuacTo

CYAWHHI NnopyLlueHHA

[yxe vacTo Mpunaneun

Yacto ApTepianbHa rinepTeHsia

Heuacto Tpombodnebit (B Tomy uncai Tpomb60debiT NOBEPXHEBUX Ta INNOOKUX |
Pigko JNlereHeBa embonis, apTepiabHUM TPOMO03, iIHAPKT CYyAMH FONIOBHOTO N

3 60Ky AMXaNbHUX WAAXIB, FPYAHOT KNITKK Ta cepeaoCTiHHA

HeuacTo 3aamLiKa, Kawenb

3 60Ky LIYHKOBO-KMLLUKOBOrO TPaKTy

Yacto Hyporta, ancnencia 1, 3anop, 6inb B AinAHLi XnBoTa, Aiapes, 6110BaHHA

Heyacto CyxicTb y poTi, cromaTtuT

3 60Ky NeyviHKK Ta }KOBYOBMUBIQHUX WINAXIB

Hevacto MigBULLEHHA piBHA NeYiHKOBMX hepMeHTiB, rinepbinipybiHemis, *KoBTAHI

Hesigomo Fenatut

3 60Ky LWKipu Ta NigLWKIPHOT KNITKOBUHKU




Lye yacTto

MigsnweHe NOTOBMAINEHHA

Yacto Anoneuis, BUCUNK (B TOMY YMCNi epUTEMATO3HI, MaKy10nanyabo3Hi, Nco
Heuacto CepbixK, Kponune'AHKa
Hesigomo AHFOHEBPOTUYHMI HAabPAK, TOKCUYHUI enigepmanbHUN HEKPOI3, My/b

3 60Ky ONOPHO-PYXOBOroO anapaTty Ta CNO/IY4YHOi TKAHUHU

[yxe vacTo ApTpanria

Yacto Mianris, 6inb y KicTKax 1, ocTeonopos, nepesnomm KicTok, apTput
Heuacto TeHOUHIT

Pigko Po3pus cyxoxknnnsa

YacroTa HeBigoma

CUHAPOM «KNaUaHHA Nanbua»

3 60Ky HUPOK Ta CEYOBUAiINbHOT CUCTEMU

HeuacTo

MiaBULWLEHHA YacTOTH Ce4yoBUNYCKaHHA

3 60Ky penpoayKTUBHOI CUCTEMM Ta MOJIOYHUX 33103

Yacto

BariHa/sbHa KpoBoTeya

HeuacTo

BariHanbHi BUAiNeHHs, BariHasibHa cyxicTb, 6inb B AiNAHLI MONOYHUX 3aN

3aranbHi po3naau Ta peaku,ii y micti BBegeHHA

[ye yacTo BTomAntoBaHICTb (BKAOYAlOYM acTeHil0, HE34YKaHHA)
Yacto MepudepunuHmnit Habpsk, 6inb y rpyasx
HeuacTo leHepanisoBaHWit HabPAK, CyXicTb CAM30BMX 0BONOHOK, BigYyTTA cnparn




NabopaTtopHi Ta iIHCTPYMeEHTaNbHI AoCNigKeHHA

Yacrto

MiaBnWweHHA macK Tina

Hevacrto

MoHoTepania NeTpo3010m

NeTpo3on > TamokcudeH

N =1535 N =1527
MobivHi peakuii

5 pokis 2 POKM — >3 POKM
Mepenomu KicTok 10,0 % 7,7 %*
MponidepaTnsHi po3nagm 3 60K

poniGepaTUBHi po3/aA 'l o7% 3,4 %**

eHAoMeTpis
lNnepxonecrepuHemia 52,5% 44,2 %*
lapAYi npunanBem 37,6 % 41,7 %**
BariHanbHa KpoBoTeua 6,3 % 9,6 %**

TepmiH npuaaTHoCTi
4 poKM.

YmoBu 36epiraHHA

36epiraTv B opuriHaNbHil ynakoBLji Npy TemnepaTtypi He Bule 25 °C.

36epiraTv y HeAOCTYNMHOMY AN15 AiTel MicLi.

YnakoBKa

Mo 10 TabneTok y 6.nicTepi. Mo 3 abo no 10 6nicTepiB y Nayui 3 KAPTOHY.

KaTeropis Bignycky
3a peuenTom.
Bupo6HUK

CiHgaH ®apma C.P.J1.

Micue3HaxoaKeHHA BUpOOHUKa Ta agpeca micLAa NnpoBag)KeHHA Moro AianbHOCTI.



6yn. loHa Muxanaue, 11, cektop 1, 011171, byxapecT, PymyHis.



