IHCTPYKUIA
AN MeIMYHOI0 3aCTOCYBaHHS NiKapCbKOro 3acoby

JleTpo3son -Bicta
(Letrozole-Vista)

Cknag:

Aitoya peyoBmHa: NneTposor;

1 TabneTka MiCTUTb NeTPO301y 2,5 Mr;

[OMOMI>KHI PEYOBMHU: NaKT03a, MOHOrIApaT; KPOXMasb KYKYPYA3SAHWA; HATPit0 KPOXMasbrnikonaTt (Tun A); Lenno3a MIiKpoKpUCTaliyHa; MarHito creapar;
060n0oHKa Onaapaii |1 85F32410 »0BTWIA: cCNUPT NONiBiHINOBKIA; Makporon 3350; TanbK; TuTaHy giokeng (E 171); 3anisza okeng xostuid (E 172).

JlikapcbKa hopma. Tabnetku, BKPUTI NTIBKOBOK 060/IOHKOIO.
OCHOBHI  (pi3nMKO-XiMiYHI BNacTWBOCTI: KPyrni, ABOONYK/i, BKPWTI M/IIBKOBOKO 060/IOHKOI, Tab/eTKM >KOBTOr0 KO/MbOPY, 3 OAHOPIAHOK MOBEpPXHEK Ta
HEYLLUKOKEHVMU KPasimu.

dapmakoTeparneBTUYHa rpyna. 3acobu, Lo 3aCTOCOBYHOTLCA A1 FOPMOHa/IbHOT Tepanii. AHTaroHiCTM ropMOHIB Ta aHasloriyHi 3acobu. IHri6iTopn apomarasu.
Netpo3son. Kog ATX L0O2B GO4.

dapmakosoriyHi B1acTmBOCTI.

dPapmakofnHamiKa.

JeTpo3on — HecTepoigHWIA iHri6iTop apomaTtasm (iHri6iTop 6i0CUHTE3Y eCTPOreHy); NPOTUNYXIMHHWIA NpenaparT.

Y BUNagKax, Koan pict NyX/IMHHOT TKAHWUHW 3a1eXXUTb Bif HasBHOCTI €CTPOreHiB, YCYHEeHHsi OMOCEPeAKOBaHOr0 HUMU CTUMY/HOKOYOro BNUBY € NepesyMOBOHD
NPUTHIYEHHS POCTY NYX/INMHW. Y XIHOK y NOCTMeHoMNay3i eCTPOreHn YTBOPHOKTLCA NEpeBaXKHO 3a y4acTo (DEPMEHTY apoMaTtasu, KU NepeTBOPHOE aHAPOreHN, LLO
CUHTE3YHTbCA Y HaAHMPKOBUX 3an03ax (y MepLuy 4vepry aHApPOCTEeHAIOH i TecTocTepoH), Ha ecTpoH (E1) Ta ecTpagion (E2). Tomy 3a AO0NOMOrot creyugiyHor
IHriGILIT epMeHTY apomaTasyt MOXHa JOCATTW NPUTHIYEHHA GIOCMHTE3Y eCTPOreHIB Y nepudepryHmMX TKaHNHAX i B MYX/IMHHIA TKaAHWHI.

JleTpo3on npurHivye apomarasy LUMAXOM KOHKYPEHTHOMO 3B’A3yBaHHSA 3 CyO0AUHULIEID LbOTO (DepMEHTY — remoM LMToxpomy P450, o npu3BoauTb 40 3HUKEHHS
6iOCUHTE3Y eCTPOreHiB Yy BCiX TKaHMHaX.

Y 3[0p0BUX XIHOK Y NOCTMeHoMNay3i 04HOpa30Ba [03a /IeTP030/Y, Aka cTaHoBUTL 0,1 Mr, 0,5 Mr Ta 2,5 Mr, 3HUXYE piBEHb ECTPOHY Ta ecTpaiionly B CUpOBaTLi KPoBi
(MOpiBHSAHO 3 NOYATKOBMM piBHEM) Ha 75—78 % i Ha 78 % BiANOBIAHO. MaKCUMa/lbHe 3HUXKEHHS [OCAraeTbCs Yepe3 48—78 roguH.

Y XIHOK i3 NOLUMPEHO (POPMOIO paKy MOMOYHOI 3a/103M Y MOCTMeHONay3i LWoAeHHe 3aCTOCYBaHHA NeTpo30/y Y A03i Big 0,1 Mr 4o 5 Mr 3HUXYE piBHI ecTpagiony,
eCTPOHY Ta ecTPOoHY Cynb(haTy y nnasmi Kposi Ha 75-95 % Big No4aTKoBOro piBHA. MNpy 3acTocyBaHHI npenapaty y fo3i 0,5 mr i 6ible y 6araTbOx BMNaaKax
KOHLeHTpaLiT eCTPOHY Ta eCTPOHY Cy/b(aTy BUABNAOTLCA HUXKYE MeXI Yy T/IMBOCTI METOAY, L0 BUKOPUCTOBYETLCA A/11 BU3HAYEHHS TOPMOHIB. Lle Bkasye Ha Te, LU0
3a [IoNOMOrot faHnx 03 npenapaTy JoCAraeTbes GilbLl BUPaXKeHe NPUIHIYeHHS CUHTe3y ecTporeHiB. Cynpecis eCTporeHis nigTpumyBasiaca NpPoTAroM flikyBaHHS y
BCIX NaLieHTOK.

JeTpo30n — BUCOKOCMEUMMIYHMIA IHTiIBITOP aKTUBHOCTI apomMaTtasu. MNopyLUeHHSA CUHTe3Y CTEPOTAHNUX FOPMOHIB Y HAHUPKOBKMX 3a/103aX He BUAB/EHO. Y MaLiEHTOK Y
nocTMeHonaysi, SKUM MPOBOANIN Tepanito NeTPO30/10M Y A060BIi A03i 0,1-5 Mr, KNiHIYHO 3HAYYLLMX 3MiH KOHLEHTpaLil y n1a3Mi KpoBi KOPTU30/Y, aflbA0CTEPOHY,
11-peokcnkopTr3ony, 17-rifpoKcmMnporecTepoHy, aapeHOKOPTUKOTPOMNMHOIO rOPMOHY, & TaK0X aKTUBHOCTI PeHiHy He 6y/0 BUSABeHO. MpoBeAeHHsA TECTY CTUMYNALIT



aflpeHOKOPTMKOTPONHOIo ropMOHY 4epe3 6 i 12 TxkHIiB Tepanii neTposonom y pobosiin posi 0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr i 5 Mr He BUSBU/IO IKOFOCb
MOMITHOIO 3MEHLLEHHS CUHTe3Yy a/lbJOCTEPOHY UM KOPTU30/1Y. TakKMM YNHOM, HEMAe HeOOXiAHOCTI NPU3HAYaTU MTFOKOKOPTMKOIANTA MIHEPAIOKOPTUKOIAN.

Y 300pOBUX XIHOK Y MOCTMeHoMay3i nicns 04HOPa30BOro 3acTocyBaHHA neTpo3ony y goszax 0,1 mr, 0,5 Mr i 2,5 Mr 3miH KOHUeHTpaLii aHaporeHis (aH4POCTEHAIOHY
Ta TECTOCTEPOHY) Yy nnasMi KpOBi He BMSIB/MEHO. Y MaLi€HTOK Y MOCTMeHoMay3i, SiKi oTpMMyBasv NeTpo3on y Aobosivi aosi Big 0,1 Mr go 5 mr, 3miH piBHS
aHAPOCTEHAIOHY Y Nsia3Mi KPOBI TaKOX He Bifi3Ha4eHO. Bce Lie BKasye Ha Te, L0 6/10Kaja 6i0CMHTE3Y eCTPOreHiB He NPU3BOAMTb [0 HAKOMUYEHHS aHAPOreHiB, AKi €
nonepeaHMKaMmn eCTPOreHiB. Y NauieHTOoK, SKi OTpMMYyBanv ETPO30/, He B0 BiA3HAYEHO 3MiH KOHLEHTpaLid NOTETHI3Y0HOro Ta honiKy10CTUMY/IKOHOr0 FOPMOHIB
y nnia3mi KpoBi, a TaKoX He ByN0 Bifj3HA4eHO 3MiH PYHKLII LLMTOBUAHOT 3a/103M, AKY OL,iHIOBa/IN 38 PIBHAMMW TUPEOTPONMHOIO rOpMOHY T4 i Ts.

dapmakoKiHe TVKa.

BCMOKTYBaHHS. J1eTPO30/ LUBWAKO i MOBHICTHO BCMOKTYETHCS 3i LLTYHKOBO-KMLLIKOBOIO TPaKTYy (CepedHs BeMMuMHa 6iodoCTynHOCTI cTaHoBUTL 99,9 %). Dka
HE3HaYHOK MIPOKO 3HMXKYE LLIBUAKICTL abcopbuiT (CepefHe 3HAUYEHHS Yacy [OCATHEHHA MakCUMasibHOT KOHLIEHTpaLiT NeTpo30/y B KPOBI (tygx) CTAHOBUTL 1 rofnHy
npy NpuitoMi NikapcbKoro 3acoby Jletposon-BicTa HaTWe i 2 roAMHM — NPU NPUIAOMI 3 DKEK; CepeaHE 3HaUYeHHSI MaKCUMMaslbHOI KOHLEHTpaL il 1eTpo30ny B KPOBI
(Crnax) CTaHOBUTL 129 + 20,3 HMoO/L/N MpY NpUAOMI HaTLecepue i 98,7 = 18,6 HMONb/N — NpU MPUIOMI 3 KEKD), OfiHAaK CTYMiHb BCMOKTYBaHHS neTpo3ony (rnpw
OLLiHLi 32 N/IOLWEt0 Nif KPUBOK «KOHLEHTPALLiA — Yac») He 3MIHKETLCA. He3HauHi 3MiHW LUBUAKOCTI BCMOKTYBAHHSA PO3LIHIOKTLCA AK TakKi, L0 He MakTb KNiHIYHOro
3HaYeHHs, TOMY N1eTPO30/1 MOXHa 3aCTOCOBYBATW HE3/1IEXHO Bif, NPUIAOMY TXi.

Posnogin. 3B’A3yBaHHA NeTP030/ly 3 6ifKaMK MnasMn KPoBi CTaHOBMTb MpubnmnsHo 60 % (nepeBaXkHO 3 anbbymiHOM — 55 %). KoHUeHTpaLis netposony B
epuTpoLmMTax maiixe 80 % Bif iMoro piBHA y nnasmi Kposi. Micns 3actocyBaHHsA 2,5 Mr 14C-miveHoro netpo3ony npu6nansHo 82 % paflioakTUBHOCTI Y Mia3Mi KpoBi
NpUnagano Ha 4YacTKy He3MiHEHOT aKTUBHOT PEYOBMHU. TOMY CUCTEMHUIA BMN/IMB METAb0NITIB NETPO30/1y HE3HAYHWIA. J1eTPO30/1 WBMAKO i LUMPOKO PO3MOAINAETHCA Y
TKaHUHaX. YSBHWUIA 06’eM po3nofiny y nepiog piBHOBaXXHOro CTaHy gocarae npubnunsHo 1,87 + 0,47 n/kr.

MeTaboniam i BuBeAeHHS. J1eTPo30/ 3HAYHOK MIpOKD 3a3Hae MeTaboni3My 3 YTBOPEHHSIM (hapMaKonoriyHO HeaKTMBHOIO Kap6iHOM0BOro MeTaboniTy — OCHOBHWIA
wax enimiHauii. MetaboniyHunid knipeHc netposony (CL,,) cTaHOoBUTb 2,1 N1/rof, WO MeHLUe 3a BeNUyMHY NediHKOBOro KpoBOTOKY (npubnmsHo 90 n/rog). byno
BUABNEHO, WO i3o(epmeHT CY P3A4 i CY P2A6 untoxpomy P450 3gaTHI NepeTBOPHOBATM IETPO30/1 Ha MOro MeTaboniTv in vitro, NpoTe TXHS OKPemMo B3ATa posib Y
KnipeHci NeTpo30/y in Vivo TOYHO He BCTaHOB/eHa. [LOC/ifpKeHHS NiKapCbKOi B3aEMO/iT Nokasanu, Lo 0gHOYacHe 3aCTOCyBaHHSA NliKapcbKoro 3acoby J1eTpo3on-BicTa
I UMMETUANHY, AKWIA € iHri6iTopoM nuiie i3odepMeHTy 3A4, He CNPUUMHANO NPUTHIYEHHS KAIPeHCY NeTpo3ony, WO Aae MOX/MBICTb 3p0OWUTM BUCHOBOK MPO
Ba)XX/IMBY POJb Y 3araibHOMY K/ipeHci in vivo i3oepMeHTy 2A6. Y X0Ai Liboro A0CNiKEHHS Bifj3Ha4eHO He3HauYHe 3HMKeHHA nokasHnka AUC Ta nigBuLeHHS Ciax-
YTBOPEHHS HEBENIMKOT KiNIbKOCTI IHLIMX, NOKM L0 He iAeHTUMIKOBaHMX MeTaboniTiB, a TaKoX BMBEAEHHS HE3MIHEHOrO npenapary 3 Ceyeto i KasloM BifirpatoTb nuLle
He3Ha4YHy Ponb Y 3arasbHilt enimiHauii netposony. MpoTArom 2 TVXKHIB Micns BBEAEHHS 3[A0POBMM J06POBO/bLSAM Y NOCTMeHonay3i 2,5 Mr 14C-miueHoro netposony
B ceui 6y/10 BMsBEHO 88,2 + 7,6 % pazioakTUBHOCTI, Y Kani — 3,8 + 0,9 %. MpuHaiiMHi 75 % pafioakTUBHOCTI, LLLO BUABNAETLCA Y CeYi 3a nepiog 40 216 roavH (84,7
+ 7,8 % Bifl BENMUMHN 03V NETPO30/Y), NpUNagano Ha FAKYPOHIAHI KOH'toratu Kap6iHONOBOro metaboniTy, mMaike 9 % — Ha ABa iHLII HeigeHTUQiKoBaHi
meTaboniTn Ta 6 % — Ha He3MiHeHWIA NeTPO30/.

YABHMIA KiHLUEBUIA Mepiof HaniBBMBEAEHHS 3 NMa3Mu KPOBi CTaHOBUTb Mpu6an3Ho 2-4 fobu. lMicns wWogeHHoro npuiiomy 2,5 Mr npenapaTy piBHOBaXXHa
KOHLEHTpaLisa NeTpo30/y AOCAracTbCA MPOTArOM 2—6 TWXKHIB, NPW LbOMY BOHa MPWUG/M3HO Yy 7 pasiB BuLa, HIXX NiCNsS O4HOPA30BOro MPUIAOMY TIiET XK [03U.
BogHoyac 3HauyeHHs PiBHOBaXKHOI KOHLEHTpauil y 1,5-2 pa3n nepesBuLLlye Te 3HaYeHHA PIBHOBaXXHOI KOHUEHTpauii, ke MoXKHa 6yno 6 3aB6aymMTv Ha OCHOBI
pO3paxyHKiB, BUXOAAYN 3 BE/IMYUH, 3aPEECTPOBAHMX NIiC/Is NPUitioMy OAHOPA30BOT 03K npenapaTy. Lie BKasye Ha Te, Lo Npu WOoAeHHOMY 3aCTOCYBaHHI 1eTPo30/y Y
[03i 2,5 Mr noro hapmakokiHeTMKa Mae eLlo HeniHiHuiA XapakTtep. OCKiNbKN PiBHOBaXXHA KOHLEHTpaLis N1eTP030/y NiATPUMYETLCS Mif Yac NiKyBaHHSA MPOTAroMm
TPMBAIOr0 Yacy, MOXHa 3p06UTN BUCHOBOK NPO Te, L0 HAKOMUYEeHHS IETPO30/y He Bif0yBaEeTbCH.

JNiHIRHICTb/HENIHINHICTb. PapMaKoKiHETUKA NeTPO301y 6yna NPonopLiiHOK A03i NicNs 3aCTOCYBaHHSA 0AHOPA30BOI NepopanibHOT 403K Ao 10 Mr (Aiana3oH [03 Bif
0,01 o 30 mr), a TakoX nicns woaeHHux ao3 fo 1,0 mr (gianasoH o3 Big 0,1 4o 5 mr). Micns 3acTocyBaHHS 0A4HOPA30BOT NepopasibHOT 031 30 Mr crocTepiranocs



He3HauHe, afie 6ilbL HIXX NponopuiiHe f03i 36inbleHHs nokasHnka AUC. Mpu 3acToCyBaHHI WOAEHHNX 403 2,5 Ta 5 Mr 3HaveHHst AUC 36inbunnocst NpuoansHo y
3,8 Ta 12 pasiB 3amicTb 2,5 Ta 5 pasis BiAMnoBiAHO NOPIBHAHO 3 403010 1,0 Mr/goby. Takum YMHOM, peKOMeH0BaHa fo3a 2,5 Mr/foby Moxe 6yTy rpaHUYHOK [03010,
3a AKOT HenpoMopLuiiHICTb CTae BMAMMOI, TOAI AK NPW 3acTOCyBaHHI J03u 5 Mr/goby HenponopuiHICTb cTae Ginbll BMPaXXeHOK. HenponopuiriHicTb 03w,
IMOBIPHO, € Pe3yNbTaTOM HaCWYeHHSI NPOLIECiB MeTaboNivyHOro BMBeAEHHS. PiBHOBaXKHI KOHLEHTpauil gocsranics vepes 1-2 micAui npy 3acToCyBaHHI YCixX
LOCNIKYBaHMX pexxnmis fo3yBaHHs (0,1-5,0 Mr woeHHo).

PapmakoKiHeTUKa B OKpeMUX rpynax nauieHTiB. Y [OCMIXKEHHSX, AKi MPOBOAWINCH 38 Y4acTio L06POBO/bLIB 3 PI3HUM CTAHOM (PYHKLIT HAPOK (24-rogvHHWI
KNipeHC KpeaTuHiHy BapitoBaB Bif 9 Ao 116 mn/xB), BigzHayanocs, WO (apMaKoKiHETMKa NETPO30MY Ta BUBEAEHHS 3 CeYetd MHOKYPOHIAHMX KOH’toraTiB Moro
Kap6iHON0BOro MeTaboniTy He 3MiHIOBa/IUCA NiCNs 0HOPAa30BOI 403K 2,5 Mr. Kpim Toro, y BuLLe3a3Hau4eHOMY AOCAIKEHHI OLiHIOBaNW BMANB NOPYLUEHHS DYHKLIT
HMPOK Ha NeTPO30/1, aHasi3 KoBapiaHT 6yB BMKOHaHWIA Ha OCHOBI AaHUX ABOX 6a30BMX AocnifkeHb (gocnigpkeHHs AR/BC2 Ta AR/BC3). Po3paxoBaHuii KiipeHc
KpeaTuHiHy (gianasoH y gocnimkeHHi AR/BC2: 19-187 mn/xs; y pocnigpkeHHi AR/BC3: 10-180 m//XB) He NPOAEMOHCTPYBaB CTaTUCTUYHO 3HAYYLLOro 3B’A3KY 3
MiHIManbHUMKN PIBHAMMW NIETPO30MYy Y Nna3Mi KpoBi y piBHOBaXKHOMY CTaHi (Cyyipy)- binblie Toro, aaHi gocnipkeHs AR/BC2 1a AR/BC3 nikyBaHHA ApYyroi NiHit
MeTacTaTMYHOro paky MOJIOYHOT 3271031 NMPOAEMOHCTPYBa/I BIICYTHICTb HEFaTMBHOIO BMNJIMBY IETPO30/1y Ha K/ipeHC KpeaTuHIHY abo MoripLieHHs YHKLIT HUPOK.
TakKum YMHOM, KOpeKLisi 403K NalieHTaM 3 NOpYyLUeHHAM (YHKLIT HUPOK (KNipeHC KpeaTuHiHY = 10 Mn/xB) He NoTpibHa. IHpopmaLis CTOCOBHO NALiEHTIB 3 TSHXKKUM
MOpYLUEHHAM (YHKLIT HPOK (KNnipeHc KpeaTnHiHY < 10 M//XB) 06MeXeHa.

Y nopgibHomy AOCNiIpKEHHI, NPOBeAEHOMY 3a Yy4acTio A06POBO/bLLIB 3 PI3HUM CTaHOM (DYHKUIT NeYviHkW, 6yn0 BCTAHOBNEHO, L0 B OCI6 3 NMOMIPHO BMPaXKeHUM
nopyLUeHHAM (PYHKLUIT neYviHKK (knac B 3a wkanoto Yarnga-r’to) cepefHe 3Ha4YeHHA NIOLWi NiJ KPUBOK «KOHLeHTpauisa — vac» (AUC) 6yno Ha 37 % BULLUM, HIXX Y
340pOBUX OCIB, ane 3aN1LWAaNoCcs Y Mexax Toro Aiana3oHy 3HaueHb, WO criocTepirancs B ocié 6e3 nopyLueHb yHKLIT neviHkn. MNpn 4OCNiKEHHI (PapMakoKIHETUKN
0[JHOPa30BOT 031 Y 8 XBOPMX 3 LIMPO30M MEYIHKMN Ta TSHXKKMM NnopyLueHHsaM 1T hyHKLIT (knac C 3a wkanoto Yainga-r’to) 6yno BigzHavyeHo 36inbweHHs AUC Ha 95
% Ta t, Ha 187 % MOPIBHAHO 3 MOKAa3HWKaMK Yy 3[0POBMX AOOPOBOMLLIB. Y 3B’A3KY 3 TUM, WO Y NAUIEHTIB, AKI OTpUMYyBan L060Bi 403u Bif 5 Mr 10 10 mMr/aeHb, He
criocTepiranocs 36i/bLUeHHS NMOKa3HUKIB TOKCUYHOCTI, KOPEKL,if 4031 Y HaNPAMKY 11 3HUKEHHS He 06rpyHTOBaHa, Xo4a TakMM natieHTam noTpibHo nepebysaTy Mif,
peTesibHUM Harnsgom. Kpim Toro, He 6yn0 Bi3HauYeHO 6yAb-IKOro BMAMBY MOpyLUeHb (YHKLIT HAPOK (PO3paxyHKOBI 3HAYEHHS KNipeHCY KpeaTWHIHY CTaHOBWU
20-50 msi/xB) ab0o nmopyLueHb YHKLIT NeYiHKA Ha KOHLEHTpaLito 1IeTPo30ay Y niasmMi Kposi y 359 nmauieHTOK 3 MOLMPEHUMN (hopMaMu paky MOSIOYHOT 3a/1031.
dapmaKoKiHETUKA TIETPO30/1Y He 3a/IeXMUTb Bif, BiKy.

KniHiYHI XapaKTepUCTUKN.

Noka3aHHA.

- AL’t0BaHTHa Tepanis ropMOHOMO3UTUBHOIO iIHBa3MBHOIO paKy MOMOYHOT 3871031 Ha PaHHIX CTafifX Y XXiHOK Y MOCTMeHoNay3a1bHUiA Nepios,.

- Po3wwmpeHa af’toBaHTHa Tepanis iHBa3MBHOIO paKy MOJIOYHOI 3a/1031 Ha paHHIX CTafifax Yy XXIHOK y NOCTMeHomnay3asbHWUI nepiod, kUM Byna nposefeHa
CTaHJapTHa afi’toBaHTHA Teparlis TaMOKCU(eHOM NPOTAroM 5 pokiB.

- Tepanisd nepLloi NiHiT ropMOHO3a/1EXHOI0 MOLUMPEHOr0 Paky MOJIOYHOT 3a/103M Y XKIHOK Y NOCTMeHoMnays3i.

- JNikyBaHHA NoLUMpeHMX (POPM paKy MOJIOYHOI 3a/103M Y XKIHOK Y nocTMeHonaysi (MpupogHWUiA abo CRpUYMHEHIN LWTY4YHO) nicns peumamsy abo
MpOrpecyBaHHsA 3aXBOPHOBaHHSA, AKi OTPUMYBaIV NMOMEPELHI0 Teparito aHTUEeCTPOreHaMMu.

- Heoap’toBaHTHa Tepanisa y XXIHOK Yy NOCTMeHOoMay3i 3 ropMOHOMNO3UTUBHUM, HER-2-HeratTmuBH1UM pakoM MO/IOYHOT 381031, AKUM He MigX04WTb XiMioTepanis i
He NnokasaHe HeBifKNnagHe XipypriyHe BTPy4YaHHS.

EekT1BHICTb Npenapary Ans NaLieHToK 3 TOPMOHOHEraTMBHNM PaKOM MOJIOYHOT 3a/1031 HE [0BefeHa.

MpoTuUnokasaHHs.
- MigBuLLeHa Yy TAMBICTb 40 AiH0YOT pevoBUHM abo A0 Oy Ab-AKO13 4ONOMIXKHUX PEYOBUH.



- MepegmeHonay3aibHNIA EHOOKPUHHWIA CTaTyC.
- BariTHicTb.

- [opyBaHHA TpYAAHo.

- PenpoayKTnBHWIA BiK NaLiEHTKN.

B3aemogisi 3 iHLLIMMW NiKapCbKUMM 3ac06aMu Ta iHLWI BUAW B3aEMOSIN.

MeTaboni3M neTpo301y 4acTKOBO BigbyBaeTbes 3a yyacTio CY P2A6 Ta CYP3A4. Takum YMHOM, Ha CUCTEMHE BMBEAEHHS NTETPO30/Y MOXYTb BMAMBATK NiKapChKi
3acobu, Aki BnAnMBatoTb Ha thepmeHT CYP3A4 i CYP2A6. OueBMaHO, MeTaboni3M NeTpo30ay Mae HU3bKY crnopigHeHicTb i3 CY P3A4, OCKiNbKM Leil (hepMeHT He
HacMUyeTbCA NPU KOHUeHTpauisx, y 150 pasiB 6i/blUMX, HXX KOHLEHTpaLiT NeTpo3o/y, WO crnocTepiratoTbCa Y naasmi KpPoBi Yy nepiof PiBHOBaXXHOro CTaHy 3a
TUMOBMX KNIHIYHNX YMOB.

Ha cborogHi KniHiYHWMIA A0CBif 3acTocyBaHHS npenapaty JleTposon-BicTa B KOMGiHaUii 3 ecTporeHamy abo iHWWMK MPOTUPAKOBUMMK Mpenapatamu, Kpim
TaMOKCU(heHy, BIACYTHIA. TaMOKCUMEH, IHLII aHTUECTPOreHHI npenapaTh abo eCTPOreHoBMICHI NiKapCbKi 3aCO6M MOXYTb HiBeMoBaTK (HapMakonorivyHy Aito
netpo3ony. Kpim TOro, foBefjeHo, Lo y pasi 04HOYaCHOr0 3aCTOCYBaHHA TaMOKCU(eHY Ta IETPO30/1y CYTTEBO 3HUXKXYHOTHCA M1a3MOBI KOHLEHTpaLii ieTpo3sony. Cnifg
YHVKATWN O4HOYACHOT0 3aCTOCYBaHHS IETP0O30/1y 3 TaMOKCU(EHOM, IHLUMMM aHTaroHicTaMmn eCTpOreHiB abo ecTporeHamu.

JlikapcbKi 3ac06u, sIKi MOXYTb MiABULLYBaTV KOHLEHTPALLIT N1eTP030/1y B CMPOBaTLLi KPOBI.

IHriGiTopn aktuBHocTi CYP3A4 i CYP2A6 MOXYTb 3HUXKYBaTU METab0/1i3M N1eTPO30/Y i, TAKAM YMHOM, NIiABMLLYBATW KOHLEHTPALIT S1eTP030/y B Mia3mi KpOoBi.
OfiHOoYacHe 3aCTOCYBaHHSA JIKAPCbKUX 3aco06iB, AKI CUIbHO MPUrHIYYOTL Ui (hepmeHTU (NOTYXHi iHriGitopu CYP3A4 BKIOYaloTb, afie He 0OMEXYHTbCS:
KeTOKOHa30/, iTpakoHa3o/, BOPWUKOHA30/, PWUTOHaBIp, KNapuTpoMiuuH i TenitpomiumH; CYP2A6, Hanpuknag MeTOKCaleH), MOXe MigBULLYBaTU EKCMo3uLito
netpo3ony. ToMy nauieHTKaM, AKMM rokasaHi noTy>xHi iHri6itopu CYP3A4 i CY P2A6, peKOMeHLYETLCA NPOABIATA 06PeXHICTb MPU TX 3aCTOCYBaHHI.

JTiKapcbKi 3ac00U, SAKi MOXYTb 3H/KYBaTU KOHLUEHTpaLii /IeTP030/1y B CMPOBaTL,i KPOBI.

IHaykTOpW akTMBHOCTI CY P3A4 MOXYTb NiABULLYBaTU METaboNi3M NETPO30Y i, TaKMM YMHOM, 3HUXKYBATK KOHLEHTpPaLito IeTpo301y B Mnasmi Kposi. OfHoYacHe
3aCTOCyBaHHS NiKapcbKuX 3acobiB, fKi ctumynoTs CYP3A4 (Hanpuknag (eHiToIH, pudamniunH, KapbamaseniH, geHobap6itan i 3Bipo6iin 3BMYaliHNIA), MOXeE
3HUXKYBATW eKCMNOo3uLLito N1eTpo30y. ToMy nawieHTKam, SKUM nokasaHi NoTy>cHi iHaykTopu CY P3A4, peKoOMeHAYETLCA MPOSBAATU 06ePeXXHICTb MPK X 3aCTOCYBaHHI.
IHgykTOpKn CY P2A6 HesifoMi.

OfiHoYacHe 3aCTOCyBaHHSA /liKapCcbKoro 3acoby Jletposon-Bicta (2,5 Mmr) i TamokcudeHy 20 Mr ofMH pa3 Ha 00y Npu3BOAMIO [0 3HUXKEHHS PIBHA NETPO30/y B
nnasmi KpoBi B cepefHbOMy Ha 38 %. KniHIYHMIA [OCBiA, OTPMMaHWIn Ha MigcTasi AoCifpKeHb Tepanii ApYroi MiHiT paky MOJIOYHOT 3a/1031, MOKasye, Lo
TepaneBTUYHUI e(heKT NiKyBaHHA npenapaTom J1eTpo3on-BicTa, AK i 4YacToTa BMHUKHEHHS HebaKaHUX peakuiil, He 36inblyBanncs, AKWwo JleTposon-BicTa
3aCTOCOBYBa/IM 0pa3y nicns TamokcugeHy. MexaHi3m L€l B3aEMOAIT HEBIAOMMUIA.

NikapcbKi 3ac06U1, CUCTEMHI KOHLIEHTPAaL T AKUX B CMPOBAaTL,i KPOBI MOXKYTb 3MiHIOBATUCA Mij BMN/IMBOM JIETPO30/1Y.

In vitro neTpo3on npurHivye isoepmeHTn umtoxpomy P450 — CYP2A6 i nomipHo CYP2C19, ane KniHiYyHe 3HayeHHs LbOro sBuwa Hesigome. lMpote cnif
[JOTPUMYBATUCS 06ePEXXHOCTI NPU 0fHOYACHOMY 3aCTOCYBaHHI N1eTPO30/Y i NiIKaPCbKMX 3ac00iB, BUBEAEHHA AKUX MepeBaxHO 3an1exunTb Big CYP2C19 i aki MatoTb
BY3bKWUIA TepaneBTUYHWIA fliana3oH (Takux K PeHITOIH, knonigporesnb). Cy6cTpar 3 By3bKMUM TepaneBTUYHUM Aiana3oHom ang CY P2A6 HeBigomuia.

JocnifpKeHHs KNiHIYHOT B3aEMOAIT 3 UMMeTUAMHOM (BifoMuiA HecneumdivHuiA iHribitop CYP2C19 i CYP3A4) i BapthapuHom (4yTameuid cyoctpat ang CY P2C9 3
BY3bKUM TeparneBTUYHUM [iana3oHoM, SKWiA 4acTO 3aCTOCOBYHOTb AIK CyMYTHIN npenapart A4/18 LifboBOi MOyl 1eTPO30/y) nokasau, WO CrijlbHe 3aCTOCYBaHHS
npenapaty JleTpo3on-BicTa i Lmx NiKapCbKMx 3ac06iB HE CMIPUYMHAE KNIHIYHO 3HAYMMOT NiIKApPCbKOT B3aEMOAIT.

Ornag 6a3n UMX KAIHIYHKUX AOCNIMKEHb He BUSBMB HISIKMX [AO0Ka3iB iHLIMX KAIHIYHO 3HAYMMWX B3aEMOAIN 3 IHWWMK NiKaPCbKMUMK 3aco6amMu, L0 4acTo
npr3HayarTbLCA.



Oc06/1MBOCT i 3aCTOCYBaHHSI.

MopyLueHHs hyHKLIT HUPOK

Hemae gaHuX WOA0 3acTOCyBaHHA npenapaty JleTpo3on-Bicta Ana nikyBaHHA NaLieHTOK 3 KipeHCOM KpeaTuHiIHY < 10 mn/xB. Mepep npr3HaYeHHAM /liKapCbKOro
3ac00y TaKUM MaLieHTKaM C/lif, 3BaXXUTU MNOTEHLINHWNIA PUMK i OYiKYyBaHWIA ePEKT NiKyBaHHS.

XonecTepuH

Cnif po3rnsHyTU AOLINbHICTb NPOBEAEHHS MOHITOPUHIY PIBHA XONECTEPUHY Y CMPOBATL KPOBi. Y XOfi AOCNIIKEHHS i3 3aCTOCYBaHHAM afl’tOBAHTHOrO /iKyBaHHS
NnoBiJOMAANOCA MPO rinepxonectepuHemito y 52,3 % nauieHTIB, WO 3aCTOCOBYBa/IM NIETPO30/, Ta Yy 28,6 % nauieHTIB, L0 3aCTOCOBYBa/IM TaMOKCU(eH (3a
KpUTEPISIMU OLIHKM CTYMeHs TAXKKOCTI NobiyHnX peakuiin — CTC). Mosigomnsnocs npo rinepxonectepuHemito 3-4 ctynexs y 0,4 % nauieHTiB y rpyni neTposony Ta
y 0,1 % nauieHTiB y rpyni TamokcudeHy. Kpim Toro, npu ag’toBaHTHIN Tepanii 36inbleHHs = 1,5 x BMH 3aranbHOro xonectepuHy (K npasuio, He HaTtLie)
criocTepiranoca cepef nauieHTIB, AKAM 3aCTOCOBYBa/IN MOHOTEPANItO i AKi MaiM NOYaTKOBUIA PiBEHb 3ara/lbHOr0 X0MECTEPUHY B CMPOBATLL KPOBI B MeXax HOpMu
(TobTo < 1,5 x BMH), y 151/1843 (8,2 %) B rpyni netposony npotn 57/1840 (3,2 %) B rpyni TaMoKcueHy. 3acTocyBaHHA rinoninigemiyHux npenapatis 6yno
HeobXiaHO 25 % naLieHTiB, SIKMM 3aCTOCOBYBa/IM NIETPO30/, Ta 16 % nauieHTiB, AKMM 3aCTOCOBYBa/IN TaMOKCU(EH.

MopyLUeHHs OyHKLIT NeYiHKu

Y nauieHTiB 3 TSXKKOK MeviHKOBOK HefocTaTHICTIO (knac C 3a wkanot Yainga-I’ro) cuctemMHa eKCnosmuis Ta vyac HaniBBMBEAEHHS NeTPO30/y NPUGIM3HO BABIYI
[OBLUWIA, HXX Y 340POBOI IOAMHK. Taki XBOpi NOTPeOYHOTb BiflbLL YBaXKHOIO CMOCTEPEXKEHHS.

Bnave Ha KICTKU

Ockinbkn JleTpo3on-BicTa € MNOTY)XXHWM MpenapaTtom, L0 3HMXKYE KOHLIEHTpaLil0 eCcTporeHiB, nif 4ac af’toBaHTHOI Ta pO3LUMPEHOT aj’toBaHTHOI Tepanil
npenapatamu JleTposon-BicTa y XIiHOK 3 0CTE0NOpo3oM Ta/abo nepesioMaMun B aHamHe3i abo TUX, XTO Mae MiABULLEHNIA PU3MK PO3BUTKY OCTEONOPO3Y, HeobXigHO
OLIHATN MiHepa/lbHYy LUINIbHICTb KICTKOBOI TKaHWHW [0 MOYaTKy fiKyBaHHA, MPOTArOM JliKyBaHHA Ta MiCNA 3aBepLlUeHHS NiKyBaHHA N1eTpo3onoM. B ymoBax
a1’ FOBaHTHOr 0 JIiKyBaHHS TakKoX C/if po3rnf4at MOX/IMBICTb 3aCTOCYBaHHSA CXeMU MOCNILOBHOT Tepanii (/1eTP0301 NPOTAroM 2 POKiB 3 NOAa/IbLUNM MEPexoLoM Ha
NpUINOM TaMOKCU(EHY NPOTArom 3 poKiB) 3a/1eXHO Bif, MPodito 6e3neku nawieHTKu.

TeHAWHIT Ta pPo3puB CyXOXKUNNS.

Moxxe BUHUKHYTW (PifKO) TEHAMHIT Ta pO3puB Cyxoxunnsa. HeobxigHe peTenbHe OBCTEXEHHS MalieHTOK Ta 3aCTOCYBaHHS BiAMOBIAHMX 3axofiB (Hanpuknag,
IMMOGITI3aLif) 4Ns YPaXKeHOro CyxXoXunnay pasi notpeébu (ams. po3gin «MobiyvHi peakyii»).

MeHonay3anbHuii cTaTyc

Y nauieHTOK 3 He3’CoBaHMM MeHOMNay3a/lbH1M CTaTyCOM HeobXigHO A0 NoYvaTKy NikyBaHHS npenapaTom J1eTpo3osi-Bicta BU3HAUMUTK PiBHI IFOTETHI3YHOYOr0 rOPMOHY
(Ir), donikynoctumyniorovoro ropmoHy (PCI) Tta/abo ectpagiony. MNpuilmati npenapaT JleTpo3on-Bicta MOBWMHHI TifbKM XXIHKM 3 MOCTMeHOMay3a/lbHUM
€HOKPUHHMM CTaTyCOM.

MopyLueHHs nabopaTOPHNX MOKA3HUKIB

[l0303ane)xHoro BnavBy npenapaty JleTpo3on-Bicta Ha Oyfb-AKi remaTtonoriyHi abo 6ioximMiyHi NMOKa3HWMKK He criocTepiranocs. MoMipHi 3MEHLLEHHS KiflbKOCTI
NiMouUnTIB, HEBM3HAYEHOMO KNIHIYHOrO 3HAYEHHS, CnocTepiraincs y [esknx nauieHTiB, WO 3acTtocoByBann Jletpo3on-Bicta y Ao3i 2,5 mr. Take 3HMXEHHS
KiNbKOCTi NIMOLMTIB Masio TPaH3UTOPHUIA XapaKTep NPU6IM3HO Y NOMOBUHU NAUIEHTIB, L0 3a3Ha/IN BM/IMBY. Y [BOX NaLieHTIB L0 3acTocoByBain JleTpo3on-BicTa
PO3BMHYNAacb TPOMOOLMTOMEHIS; B3aEMO3B’A30K i3 AOCNILKYyBaHUM npenapaTtoM OyB He3’scoBaHMM. Buxifg nauieHTiB i3 AOCNIIKEHHS Yepe3 MOPYLLEHHS
NabopaTopHMX NOKA3HUKIB, LLLO 6y NOB’A3aHi i3 3aCTOCYBaHHAM MpenapaTty Y Hi, 6yB pigKuMm.

IHLWI 3aCTepe>KeHHs

Cnif yHMKaTV 0IHOYaCHOr 0 3aCTOCYyBaHHA npenapaTy JleTpo3on-BicTa i TAMOKCU(MEHY, IHLUWX aHTaroHICTiB eCTPOreHiB UM eCTPOreHOBMICHUX NiKapCbKMX 3aco6iB,
OCKI/IbKW LI PEYOBMHU MOXYTb HiBeNoBaTH (PapMaKoorivHy Aito eTpo30y.



OcKifnbkn TabneTkn MICTATb flakTo3y, npenapart JleTpo3on-Bicta He peKOMeHAYETbCA MauieHTKaM 3 TakMMKU PIAKICHAMK CMagkoBUMK npobremamu, K
HernepeHOCUMICTb rasiakTo3u, TSHKKa NakTa3Ha HefloCTaTHICTb ab0 ManibabcopoLis rHOKO3M-ranakTosu.

3acTocyBaHHs y nepiog BariTHOCTI abo rofyBaHHs rpyagto.

JKiHKM V neprMeHonay3aibHOMY CTaHi abo YKiHKW PeNnpoAyKTUBHOIO BiKy

INetposon-BicTa cnif 3aCTOCOBYBATW fIMLLIE >XIHKAM 3 YITKO BU3HAYEHUM MOCTMEHOMNAy3a/lbHUM CTaTyCcOM. € MOCTMapPKETVMHIOBI MOBILOM/IEHHA MPO CMOHTAHHI
abopTn abo BPOMKEHI aHOManii y HOBOHapPOMKEHWX, MaTepi AKUX npuiimann netpo3on. Mig vac NiKyBaHHS ETPO30/I0M, HE3BAXKAKUM HA YiTKO BU3HAYEHWI
NOCTMeHOoMay3a/IbHWI CTaTyC Ha NoYaTKy NiKyBaHHS, NiKapto c/if 3a He06XigHOCTI 06roBOPUTK 3 NaLieHTOM BiAMOBIAHI 3aX0AN KOHTpaLenLil.

BariTHiCTb

Bifomo npo NooAMHOKI BUNaAKN BPOMKEHMX AetheKTiB (3NUTTA CTaTeBUX Iy6, CTaTeBi opraHn NPOMIXKHOro Tuny).

JeTpo3on-BicTa MoXKe BUKNMKATK BPOMKEHI BaAW PO3BUTKY MpPK 3aCTOCYBaHHI Mif Yac BaritHOCTI. [loCifKeHHs Ha TBapuHax NPOLEMOHCTPYBa/IN PENPOAYKTUBHY
TOKCUYHICTb. 3aCTOCYBaHHA NiKapCbKOro 3acoby JleTpo3on-BicTa nig vac BariTHOCTI MPOTMNOKa3aHe.

["ofyBaHHA rpyaato

HeBifioMO, UM NPOHUKAE NeTPO30/ Ta Oro mMeTaboniTv y rpyaHe MOSIOKO. HEMOXINBO BUKIOUUTU PUSKK A7 HOBOHAPOMKEHWUX/HEMOBAAT MNif Yac rofyBaHHS
rpyLAr0. 3actocyBaHHSA npenaparty JSletposon-BicTa nif yac rofysaHHA rpyfAto NpoTMnoKasaHe.

PePTUNLHICTb

dapmakonoriyHa fis NeTpo30sy Mnos’d3aHa 3i 3HMKEHHAM BUPOOIEHHS eCTPOreHy LWISAXOM IHriGyBaHHA apomartasv. Y >KIHOK Yy nepiofd nepes MeHonaysor
IHriOyBaHHA CUHTE3Y eCcTpPOreHy npu3BOAWTL [0 3BOPOTHOI peakLil NiABWLLEHHS PiBHIB roHagoTtponiHy (J1I, ®CI). Y cBot uepry, niasuweHHs piBHiB ®CI0
CTUMYJIKOE PICT (DO/IKY/IB T2 MOXe BUKINKATK OBY/IALIHO.

30aTHICTb BNMBATU Ha LWIBMAKICTb peakuil Npy KepyBaHHI aBTOTPaHCNoOpTOM abo iHWMMK MexaHi3mamu. J1eTpo3o/-Bicta Mae He3HauYHWIA BNAMB Ha 34aTHICTb
KepyBaTy aBTOTPAHCMOPTOM Ta NpautoBaTi 3 MexaHiamamun. OCKINbKK Mif, yac 3aCTOCYBaHHSA SIETPO30/1y CNOCTEepPiraiMcsa BTOM/FOBAHICTb Ta 3aMnaMOpPOYeHHs, a TakoX
Yy PiAKICHMX BuMNafkax MOBILOM/SANOCA MPO COHMMBICTb, PEKOMEHAYETbCA OyTWM 06epeXXHUM nif 4vac KepyBaHHS aBTOTPAHCMOPTOM abo poboTv 3 IHWWMK
MexaHi3mamu.

Cniocib 3acTocyBaHHA Ta [03Mu.

[opocni, y T. 4. nayieHTu NiTHLOro BiKy. PeKOMeHA0BaHa fi03a /1eTP030/1y CTaHOBUTL 2,5 Mr 1 pa3 Ha o6y .

B ymoBax af’toBaHTHOT Ta PO3LLMPEHOT af’toBaHTHOT Tepanii NiKyBaHHS IETPO30/10M C/lijJ, NPOLOBXYBaTV MPOTAroM 5 pokis abo 40 peunamsy MyXvHW 3a1eXKHO Bif
TOrO, L0 HacTaHe paHiLwe.

Y naui€eHTiB 3 MeTacTaTUYHUM PakoM MOJIOYHOT 3a/103M 260 PakoM MOJIOYHOT 3a/1031 Ha MI3HIX CTagifaxX NiKyBaHHA N1eTPO30/10M C/if NPOLOBXYBATU L0 MOSBM 03HAK
MpOrpecyBaHHA NyX/IMHN.

B ymoBax af’t0oBaHTHOI Tepanii cfif TakKoXX PO3rfisHYTU MOX/MBICTb NOCNIAOBHOT CXeMW NiKyBaHHA (S1€TPO30/1 NPOTArom 2 pokKiB, MOTIM TaMOKCU(EH NPOTArom 3
POKiB).

B ymoBax Heoap t0BaHTHOI Tepanii NiKyBaHHA /IETPO30/10M C/ij NPOAOBXYBaTH Bif 4 A0 8 MICALIB 3 METOK BCTAHOB/IEHHA OMTUMAa/IbHOTO 3MEHLLUEHHS MYX/IMHU.
AKL0 BIANOBIAb HA NiKYBaHHA He € AOCTATHLO, /IIKYBaHHA NETPO30/10M C/i4 NPUNUHATK Ta 3aniaHyBaTy XipypriyHe BTpyyaHHs Ta/abo iHLWI BapiaHTW NiKyBaHHS,
AKi cnif 06roBopuTY 3 NaLieHTOM.

[N nauieHToK NiTHLOrO BiKy KOPeKL,isl 4031 NiKapcbKoro 3acoby He NoTpioHa.

MavuieHTKY 3 NOPYLLEHHAMMN (PYHKL i/ NeYiHKKM Ta/abo HUPOK.



Kopekuia fo3un npenapaty J1eTpo3osn-BicTa 4ns nauieHTIB 3 HUPKOBOK HELOCTATHICTIO 3 K/IPeHCOM KpeaTuHiHy =10 mn/xB He noTtpibHa. LLlogo BunaaKiB HUPKOBOT
He0CTaTHOCTI 3 K/iPeHCOM KpeaTuHIHY HKYe 10 MN/XB HasiBHI 0OMEXXeHI AaHi.

Kopekuisi go3n npenapaty JleTpo3on-BicTta g1 NayieHTiB 3 Ne4iHKOBOK HeJOCTATHICTIO Bif IErkoro 4o noMipHoro ctyneHs (knac A abo B 3a Yainga-’to) He
noTpi6Ha. LLlogo BMNaaKiB NeviHKOBOI HEAOCTATHOCTI TSHXKKOro cTyneHs (knac C 3a Yainga-I’t0) HasBHI 06MexXeHi faHi. MauieHTn 3 Ne4iHKOBOK HeJOCTaTHICTHO
TSHKKOro ctyneHs (knac C 3a Yainga-’to) notpebyoTb peTensHOro Harnsay.

Cnocib 3acToCcyBaHHS

MpenapaT JleTpo3on-BicTa cnig npuitmaTtin nepopanibHO HE3aNEXHO Bif BXXMBaHHS XK, OCKi/IbKM XKa He BM/MBaE Ha CTyniHb abcopbuii npenapaTy.

MponyLeHy [o3y cif NPUAHATA oapasy, SK TifIbK/ NauieHTKa 3ragae npo ue. OfHak, AKWO nawieHTKa 3rajae npo Le He3afoBro 40 Npuinomy HacTyMHOI 403 (3a
2-3 rofnHW), NPonyLLeHy [03y He Cnif NpUiMaTh Ta NPUAHATA HACcTYNHY 03y 3rifHo 3 rpadikom. He cnig npuiiMati noAgiiHy [03Yy, OCKiNbKM Npy NPUtoMmi
[060BOT 1031, BULLOT Bif, peKOMEHA0BaHOI 2,5 Mr, crnocTepiranaca CUCTEMHa eKCMo3uLlis, BULLA Bif NPONOPLIAHOI.

aiTn.
MpenapaT He NPU3HaYeHWin AN 3aCTOCYBaHHA AiTaM. besneka Ta eyeKTUBHICTb NiKyBaHHA npenapaTom JleTpo3on-BicTa giTeli (Bikom 4o 18 poKiB) He BCTaHOB/EHI.
HasBHi gaHi 06mMeXeHi, TOMY HEMOX/IMBO PO3pO6UTM PEKOMEH/ALLIT CTOCOBHO [03YBaHHS.

Nepeno3yBaHHA.
Mosigomnanoca Npo OKpeMi BUMaAKu nepefo3yBaHHA npenapaTy Sletpo3on-Bicta. CneuundivHe nikyBaHHA 3 NPUBOLY Nepefo3yBaHHSA HEBIZOME; /liKyBaHHA Mae
OyTV CUMITOMATUYHUM | MISTPUMYHOUNM.

Mo6iyHI peakuii.
YacToTy HebaxaHNX peakLiii NeTpo30/1y BM3HaYa M NEPEBaXHO Ha OCHOBI AaHMX, OTPUMaHUX Y XO4i KNiHIYHMX AOCIAXKEHb.
JleTpo3on 3arasom Ao6pe NepeHOCMBCS Y BCiX AOCNIMKEHHAX AK Tepanis nepwloi i Apyroi NiHil Npu NikyBaHHI NOWMPEHOr0 paky MOJIOYHOI 3a103U, SK afl’toBaHTHa
Tepanis paKy MOJIOYHOT 3a/1031 Ha PaHHIX CTagifax i AK poswupeHa af’toBaHTHA Teparif paky MOMOYHOT 3a/103U Y XKIHOK, AKi paHille OfepXXyBain CTaHLAPTHY
afl’toBaHTHY Tepanito TaMokcneHoM. Malixe B
1/3 nauieHTOoK, SKi NiKyBanncsa neTpo3onoM nNpu MetacTaTUYHUX | Heoad tOBaHTHUX CTaHax, NPUGAN3HO Y 75 % nauieHTiB Npu af’toBaHTHOMY npu3HadeHHi (06K /Bi
rpynu npuimanu i neTpo3on, i TaMokcudeH; MegiaHa NikyBa/lbHOro nepiogy ctaHoswna 60 micsuis) i Maike y 80 % nauieHTiB Npu po3LWIMPEHIiA af’ toBaHTHIM
Tepanii (i netposon, i nnaue6o; MediaHa NiKyBaJbHOro nepiogy crtaHoBwunia 60 MicsAWiB) crnocTepiranMca Mo6iYHI peakuii. B3arani no6iyHi peakyii, Aki
crnocTepiranncs, Main nepeBaxXHO C1abkuii abo NOMIPHO BUPaXKeHWI XapakTep i y 6inblIOCTi BUMNaAKiB 6ynmn nos’a3aHi 3 Aediuntom ectporeHis. HaiuacTiwe y
3BiTax MPO KNiHIYHI JOCNIMXKeHHA 3rafyBanvcs NOGIYHI peakuii y BUINA4i NPUNvBIB, FinepxonecTepuHeMmii, apTpaarii, Hy4OTW, MOCWUIEHOTO MOTOBUAINEHHS Ta
CTOMNIOBAHOCTI. [10 BaXX/IMBUX [LOAATKOBUX HebaXKaHWUX peakuiid, L0 MOXYTb PO3BMBATUCA Ha (POHI NiKyBaHHA IETPO30/I0M, HaslexaTb Taki sBuwa 3 60Ky
OMOPHO-PYXOBOro anaparty, fK OCTeonopo3 Ta/abo MepesioMy KICTOK, Ta ABMWA 3 OOKY CepLeBO-CYAMHHOI cucTemy (B TOMY 4uCNi LepebpoBacKynspHi Ta
TpomboemboniyHi aBMwa). barato NOGIYHMX SBMLL MOXYTb OYTW 3yMOB/IEHI NMPUPOAHMMM (hapMaKooriYHUMK HacnigkaMu AeiunTy ecTporeHis (Hanpuknag,
NPUNIMBK, anoneLis Yun BariHasbHa KpoBoTeYa). bifbLIicTb HebaXKaHMX peakLiin crocTepiranvcs y nepLui KifibKa TUXKHIB NiKyBaHHS.
Mo6iyHI peakuii HaBeAeHi 3a 4aCTOTOK NPOABY: AyXe yacTto: > 10 %, yacTto: Big > 1 % ao < 10 %, HevacTo: Big > 0,1 % g0 < 1 %, pigko: Big > 0,01 % o < 0,1 %,
Ayxe pigko: < 0,01 %, HeBIAOMO: HaCTOTY HEMOX/IMBO OLLIHWUTI 3 HAassBHUX AaHWX. HainbinbLu YyacTi peakuil HaBeaeHi nepumnmMu.

Tabnmuysa 1

IHeKUiT Ta iHBa3IT
HeyvacTo | IHGeKList ceyoBMBIAHMX LWNSIXIB




HoBoyTBOpeHHS, J0OPOSAKICHI, 3N0SIKICHI Ta HEBU3HAYEeHI (BKJ/THOUHO 3 KicTaMu Ta rnosinamm)

HeuacTo | Binb B ginaHLi nyxnmHm 1

3 60Ky KpoBI Ta nlimgaTUyHOI cucTeMmn

HeuacTo | NeiikoneHis

3 60Ky IMYyHHOT cUCTeMU

Hesigomo | AHadpinakTuuHa peakLis

3 60Ky MeTabos1i3My Ta XapyyBaHHS

[y>Xe yacTo MinepxonecTepuHemis

YacTto SHWKEHHS aneTuTy, NiABWLLEHHSA aneTuTy

McnxiyHi NopyLUeHHS

Yacto [Oenpecis

HeyvacTo TPUBOXHICTb (BK/HOYAKOUN HEPBO3HICTD), APaTIBMBICTb

3 60Ky HepBOBOT CUCTEMM

YacTo ["0n10BHUIA 6iflb, 3aNaMOPOYEHHS

HeuacTo COHNKMBICTb, 6€3COHHSA, NOPYLUEHHSA NaM’ATi, An3ecTesis (BKIYaoun
napecTesito, rinecTesit), MOPYLLUEHHA CMAKOBWX BIAYYTTIB, IHCY/bT,
3an’sICTKOBWI TYHeNbHWUIA CUHAPOM

3 60Ky opraHiB 30py

HeuacTo | KaTapakTa, noZipasHeHHs 0uei, 3aTbMapeHHs 30py

3 60OKy cepus

YacTo Mocunexe cepuebuTTa(l)

HeyvacTo Taxikapgis, iluemiyHi cepuesi YCKnafHeHHs (B TOMY YMC/Ti BUHUKHEHHS

ab0 3aroCTpeHHs CTEHOKapAiT, CTEHOKapAis, Lo noTpebye XipypriyHoro
BTPYYaHHS, iIH(apKT MioKapa Ta MioKapgiasibHa iLemis)

CyOVHHI NOpYLLEHHSA

[y>xe yacTo Mpunnvsun

Yacto ApTepiasibHa rinepTeHsis

HevacTo Tpombone6iTt (B TOMYy umcni Tpomoodne6iT NOBEPXHEBUX Ta FMMOOKNUX
BEH)

Pigko INereHeBa eM60nisi, apTepianbHUIA TPOMO03, iHDAPKT CYAWH FOM0BHOIO
MO3KY

3 60Ky AnXanbHUX LWNAXIB, TPYAHOT KTITKU Ta CepefoCTiHHA

HeuacTo | 3apguiuka, Kawenb

3 60Ky LUTYHKOBO-KULLIKOBOI0 TPAKTY

Yacto HypoTa, agvcnencis 1, 3anop, 6inb B AiNsHL X1BOTAa, Aiapesi, 6/110BaHHSA

HeyvacTo CyxicTb y poTi, ctomaTnt 1




3 60Ky MeYiHKKN Ta )XOBYOBUBIAHUX LLUNAXIB

HeuacTo MiaBULLEHHSA PIBHS NEYIHKOBUX epMeHTIB, rinepbinipybiHemis,
YKOBTAHULSA

Hesigomo enatut

3 60Ky LUKipW Ta NigWKIpHOT KNiTKOBUHU

[y>xe yacTto MigBuLLEHE NOTOBUAINEHHSA

Yacto Anoneuis, Bucunu (B TOMy YMC/i epUTEMATO3HI, MaKy/ionany/bo3Hi,
rcopiaTuyHi Ta Be3NKYNAPHI), CYXIiCTb LUKIpW

HevacTo CBepbiX, Kponus’sHKa

Hesigomo AHTIOHEBPOTUYHUIA HAOPSAK, TOKCUYHWIA erifepMaibHUIn HEKPOTTI3,
MYIbTUOPMHa epuTeMa

3 60Ky OMOPHO-PYX0BOro anaparty Ta CrnoslyyHoi TKaHVHU

[yXe yacTo ApTpanris

Yacto Mianris, 6inb y KicTKax 1, ocTeonopos, nepenomm KicTok, apTput

HeuacTto TeHOVHIT

Pigko P03puB CyX0XunN/s

YacTtoTa HeBifoma CUVHAPOM «KNauaHHA nasbLsa»

3 60Ky HMPOK Ta CevoBUAI/IbHOI CUCTEMMU

HeuacTto | MigBULLEHHSA YaCTOTU CEYOBUMYCKAHHSA

3 60Ky penpoayKTUBHOI CUCTEMWN Ta MOJIOYHMX 3a/103

YacTo BariHanbHa KpoBoTe4a

HeuacTo BariHanbHi BUAiNeHHs, BariHasibHa CyXiCTb, 6i/b B AiNISHLI MONOYHUX
3a103

3arasibHi po3faam Ta peakuii y MicTi BBeeHHSA

[yXe yacTo BTomntoBaHICTb (BK/HOYAOUMN aCTEHIIO, HE3AY>KaHHS)

YacTo MepudepnyHnii Habpsk, 6ib y rpyasx

HeuacTo I"eHepanizoBaHMIA HAOPSK, CyXiCTb CIM30BUX 060NOHOK, Big4yTTS cnparu,
NINXOMaHKa

JlabopaTtopHi Ta iIHCTpYMeHTasIbHI AOCNIMKEHHSA

YacTto MigBULLEHHA MacK Tina

HeyvacTo 3HWKEHHA Macu Tina

1 NoGiui peakLii Ha nikapcbKwii 3aci6, Npo SKi NOBIAOMAANOCS TiNbKM NpY MeTacTaTWUYHOMY paky.

Mpo feski No6iYHI peakuii NOBIAOMAANOCA 3i 3HAYHO BiAMIHHOK 4aCTOTOK B YMOBax afl’tOBaHTHOT Tepanii. Y Tab/imuax HuK4Ye npeactas/ieHa iHpopmalisa npo
3HauyLLi BIAMIHHOCTI N1eTPO30/1y MOPIBHAHO 3 MOHOTepanieto TaMOKCU()eHOM Ta SIETPO30/1-TaMOKCU(EHOBOK MOC/IOBHOK CXEMOHO NiKYBaHHS:



AQ’10BaHTHa Teparisi N1eTPO30/10M MOPIBHSHO 3 MOHOTEPANiElo TaMOKCU(EHOM:

no6iYHi edheKTr 3i 3HA4HO BiMiIHHOIO YaCTOTOO

NeTpo3on, YacToTa SBuLL

TamoKcudeH, YacToTa SBuLL

N = 2448 N = 2447
HebasxaHi nobiuHi MpoTarom Y 6yb-sKuii yac Y Oypb-AKY Hac
peaKuii NiKyBaHHA nicns MpotArou iena -
(MegiaHa 5 paHgomisai NiKyBaHHS paHaoMizauii
POKiE) (Meaiara 8 pokie) (memiaHa 5 pokiB)|  (megiaHa 8
POKiB)
Mepenom KicTok 10,2% 14,7 % 71,2% 11,4%
OcTeonopos 51% 51% 2, 7% 2,7%
:gﬁmgoemom””' 2,1% 32% 3,6% 4.6 %
IHhapKT mioKapaa 1,0% 1,7% 0,5% 1,1%
inepnnasis 2 3%

eHgomeTpia / 0,2% 0,4 % 70 29%

paK eHaoMeTpis

Tabnuus 2

MpumiTka. MpoTarom nikyBaHHs — BkAoYae 30 AHIB NiCNA 3aCTOCYBaHHA OCTaHHLOI A03W. Y 6yAb-AKWIA yac — BKIKOYAE Mepiof MOAaIbLIOr0 COCTEPEXEHHA NiCAs 3aKiH4eHHA abo BiAMiHW

[OCNILKYBAHOT O NTIKYBaHHS.

PisHMUA 'PYHTYETLCA Ha CNiBBIAHOLIEHHI pU3KKiB Ta 95 % [O0BipUMX iHTepBasIax.

MocnigoBHa cxema NikyBaHHS NOPIBHAHO 3 MOHOTepanieto 1eTPO30/10M:
no6iYvHi edpeKTn 3i 3HA4HO BiMiIHHOIO YaCTOTOO

Tabnuua 3

MoHoTepanis 1eTpo30/10M INeTtpo3on > TaMoKcHeH TamokcudeH > neTposon
. N = 1535 N = 1527 N =1541
Mo6iyHI peakuil
5 pokis 2 pOKu — >3 poKK 2 poKu — >3 poKu

Mepenomu KiCTOK 10,0 % 1,7 %* 9,7%
I‘Iponlq)ep_aTMBHl po3nagn 3  6OKy 0.7% 3,4 9+ 17 9
eHZoMeTpiA
MinepxonectepmHemis 52,5 % 44,2 %* 40,8 %*
"apsyi npunnavem 37,6 % 41,7 %** 43,9 %**
BariHasbHa KpoBoTeya 6,3 % 9,6 %** 12,7 %**




* 3HAYHO HWKYeE, HIXK NP1 MOHOTEpaniT IeTPO30/10M.
** 3HAYHO GinbLUE, HIXK MPW MOHOTEPaNii 1eTPO30/10M.
MpumiTKa. 3BITHWIA Nepiof BKIKOYaE Nepiog NikyeaHHA abo nepiog npotarom 30 AHIB MiCNA NPUNMHEHHS NiKYBaHHS.

Onuc okpemMmx NO6IYHKX peakLii

Heba>kaHi peakuii 3 60Ky cepus

IMig yac af’toBaHTHOT Tepanii cnocTepirannca Taki No6iuHi eheKT NeTpo3ony i TaMoKcudgeHy BianoBigHO (Npu cepeaHili TpMBaNoCTi NiKyBaHHA 60 MicALiB MtoC
30 gHiB): CTEHOKapAis, Wo noTpebye xipypriyHoro BTpyyaHHs (1,0 % nopiBHAHO 3 1,0 %); cepueBa HegocTaTHICTb (1,1 % nopisHAHO 3 0,6 %); apTepiaibHa
rineptensis (5,6 % nopiBHAHO 3 5,7 %); yCKNaaHEHHsA 3 60Ky CYAVH roIOBHOIO MO3KY/ TpaH3UTOPHa iLemivHa ataka (2,1 % nopisHAHO 3 1,9 %).

IMig Yac po3WwMpeHoi af’toBaHTHOI Tepanii i3 3aCTOCYyBaHHAM NeTPo30/y (cepefHs TpMBaniCTb NiKyBaHHS 5 pPoKiB) Ta nnauebo (cepefHs TpuBaniCTb NiKyBaHHS 3
POKM) BiAMOBIAHO crocTepiranmca Npo Taki No6iYHI edieKTn: CTeHoKapaia, Wo noTpebye xipypriyHoro BTpy4vaHHs (0,8 % nopiBHAHO 3 0,6 %); BUHWKHEHHS ab0
3arocTpeHHs cteHokapaii (1,4 % nopisHAHO 3 1,0 %); iH(apkT Miokapaa (1,0 % nopisHsaHO 3 0,7 %); TpoMmboembonivHe ycknagHeHHs* (0,9 % nopisHsaHO 3 0,3 %);
IHCYNbT/ TPaH3MTOpPHa ieMiyHa ataka* (1,5 % nopisHAHO 3 0,8 %).

ABMLLA, NO3HAYEHI *, MA/IN CTATUCTUYHO 3HAYYLLY BIAMIHHICTb Y IBOX rpynax NiKyBaHHS.

Heba>kaHi peaku,ii 3 60Ky 0ropHO-pyX0BOro anapaTy

[aHi 3 6e3nekn /15 0NOPHO-PYXOBOro anapaty, OTpPUMaHi Mifj Yac af’toBaHTHOr 0 NiKyBaHHS, NPeAcTaBieHi y Tabnuyi 2.

IMig Yac po3WwMpeHoi af’toBaHTHOI Tepanii y 3HAa4YHO 6iNbLIOI KiIbKOCTI MauieHTIB, L0 OTPUMYBaIX NiKYBaHHSA N1€TPO30/I0M, BMHUKAIMA MEepenoMmn KiCTOK abo
ocTeornopo3 (nepenomu Kictok 10,4 % Ta ocTeonopo3 12,2 %), NOpiBHAHO 3 NalieHTaMu 3 rpynu, Wo oTpuMyBana nnauebo (5,8 % Ta 6,4 % BignosigHo). CepeaHs
TPMBaNICTb NiKYBaHHSA i3 3aCTOCYBaHHAM /1eTPO30/1y CTaHOBWMA 5 POKIB, i3 3aCTOCYBaHHAM NiaLebo 3 poku.

MoBigOMMEHHSA NPO NiJ03ptoBaHi NOBIYHI peakuit

MoBiAOMNEHHS NPO Nifo3ptoBaHi NOGIYHI peakuii nicna peectpauii NikapcbKoro 3acoby € BakIMBuM. Lle f03BONSIE BECTU  MOHITOPUHI CMiBBiAHOLUEHHS KOPUCTI
/pn3nKy 3aCTOCYBaHHA NliIKapCbKOro 3acoby. Crewianicti y ranysi 0XOpOHW 340p0B°S 3000B’A3aHi MOBIAOMAATKY, NPO OyAb-AKi BUNAAKW MiLO3PHOBaHMX MOBIYHNX
peakLii.

TepMiH NPMAATHOCTI. 4 POKW.

YMoBM 36epiraHHA. 36epirati B OpuriHa/ibHIN ynakoBLi npy TeMnepaTypi He Buue 25 °C.
36epiratn y HeaOCTYNHOMY ANs AiTei MicLi.

¥Ynakoska. o 10 tabnetok y 6nictepi. Mo 3 abo no 10 6/1icTepiB y NayLi 3 KAPTOHY.
KaTeropis Bignycky. 3a peLenTom.

BupobHuMK.
CiHgaH dapma C.P.J1.

Micue3HaxokeHHs BUPOOHMKa Ta afpeca Micua NPoBafKEHHA M0ro AisiNIbHOCTI.
oyn. loHa Muxanade, 11, cektop 1, 011171, byxapecT, PymyHis.



