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Haka3 MinicTrepcTBa 0XOpOHH
310POB’s1 YKpaiHu
No
PeecTpaniiHe mOCBiTYeHHsI
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IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOro 3aco0y

JleTpo3oi -Bicta

(Letrozole-Vista)

Cknao:
0it04a peyosuHd: 1eTPo30JL;
1 TabneTka MiCTUThL IETPO30MIY 2,5 MT;

OONOMIJCHI PeYOBUHU: TAaKTO3a, MOHOTIIPAT; KPOXMAllb KYKYPYI3SHUI; HAaTPit0 KPOXMAabITiKOJISAT
(Twm A); 1emosio3a MiKPOKPHCTalliyHa; MarHilo creapar; o0ononka Omagpait IT 85F32410 xkoBTwHi:
CcrupT nomiBiHinoBuy; Makporon 3350; tanek; TuTany giokcup (E 171); 3anisa okcup xkoBtuii (E 172).

JlikapcbKa ¢popma. TabneTku, BKPUTI IIiBKOBOI 000JI0HKOIO.

OcHo8HI (i3uko-ximMiuHi 81aCMUBOCMI: KPYTIIi, HBOOMYKIIi, BKPHUTI IIJTIBKOBOX 0G0JIOHKOIO,
TabJIeTKHU JKOBTOTO KOJILOPY, 3 OOHOPIAHOIO IMOBEPXHEIO Ta HEYIIKOMKEHUMHU KPasMHu.

®dapmakoTepaneBTHYHaA rpymna. 3acobu, 1o 3aCTOCOBYIOTLCS IJIsi TOPMOHAJIBHOIL Teparii.
AHTaroHicTH TOPMOHIB Ta aHanoriyHi 3acobu. Iuribitopu apomarasu. Jlerpo3on. Kog ATX L02B G04.

dPapmakono2iuHi e1acmueocmi.
®apmakoOuHamika.

JleTpo3oJ - HecTepoigHui iHribiTop apoMaTasu (iHri6iTop 6i0CMHTE3Y eCTPOTEeHY); MPOTUIIYXIMHHUH
mpemnapar.

Y BunagKkax, KOJIM PiCT MyXJIMHHOI TKaHWHU 3aJIeXKUTh BiJ] HASIBHOCTI €CTPOTeHiB, yCYHEeHHS



0TI0CEePEIKOBAaHOI0 HUMHU CTUMYJIIOI0YOT0 BIIJIUBY € ITIEPEAYMOBOI0 IPUTHIYEHHS POCTY NyXIUHU. Y
JKIHOK Yy ITIOCTMEHOTIay3i eCTPOTEHU YTBOPIOIOTHCS MEPEeBaXKHO 3a y4acTio PepMeHTy apoMaTasu, IKUM
IIePETBOPIOE aHOPOTEHH, 110 CUHTE3YIOThCS Y HAGHUPKOBUX 3aj103ax (y IepIly 4epry aHApPOCTEeHMIOH i
TecToCcTepoH), Ha ecTpoH (E1) Ta ectpagion (E2). ToMmy 3a momomoroio cnenrdiunoi inribimii
(bepMeHTy apoMaTa3y MOXKHA AOCATTH IPUTHiYeHHS OI0CUHTE3y eCTPOTreHiB y mepudepuyHux
TKAQHVHAX 1 B IyXJIMHHIN TKaHUHI.

JleTpo30J IPUTHiIYY€E apoMaTa3y IIIXOM KOHKYPEHTHOT0 3B’93yBaHHS 3 CyOONUHUILIEIO LILOTO
bepMeHTy - TeMoM IuToxpomy P450, 1110 MpHU3BOOUTE 0 3HUKEHHS 6i0CMHTE3y eCTPOTeHiB y BCixX
TKaHUHaX.

Y 300poBUX KIHOK Y IOCTMEHOIIay3i OQHOPa30Ba [03a J1eTpo30iy, ska ctanosuts 0,1 mr, 0,5 mr Ta
2,5 Mr, 3HUXKY€ piBEHb €CTPOHY Ta eCTPafiosly B CUPOBATI KPOBi (IOPIBHSAHO 3 TOYaTKOBUM PiBHEM)
Ha 75-78 % 1iHa 78 % BignoBinHO. MakcuMasibHe 3HUKEHHS N0CATaeThCs Yyepe3 48—78 rogus.

Y XiHOK i3 OmMKpPeHO0 (HOPMOI0 paKy MOJIOYHOI 3aJI03U Y IOCTMEHOIIay3i IoAeHHe 3aCTOCYBaHHSI
J1eTpo30iy v Ao3i Big 0,1 Mr o 5 Mr 3HUXKYE pPiBHI eCTpPafiony, eCTPOHY Ta eCTPOHY CynabdaTy y
IIJ1a3Mi KpoBi Ha 75—95 % Big no4yaTkoBOro piBHA. [Ipu 3acTocyBaHHI IpemnapaTty y go3i 0,5 mr i
Oinbine y 6araThoX BUMlagKaX KOHIIEHTPALlil ECTPOHY Ta €CTPOHY Cy/Nb(aTy BUABIAIOTHCSI HUXKYE MeXKi
YyTJIUBOCTI METONY, 110 BUKOPHUCTOBYETHCS [OJIs BU3HAUYEHHS TOPMOHIB. Lle BKa3ye Ha Te, 1110 3a
IOIIOMOT0I0 JaHUX 03 IIpenapary HOCATaEThCS OLNIbII BUpaXKeHe IPUTHIUEHHS CUHTE3Y eCTPOTeHiB.
Cymnpecis ecTporeHiB miATpUMyBaiacs IIPOTATOM JIIKyBaHHS y BCiX MAl[l€HTOK.

JleTpo3on - BucokocnenupiyHui iHridiTop akTUBHOCTI apoMaTa3u. [TopyIlIeHHSI CHHTE3y CTEPOITHUX
TOPMOHIB Y HAAHMPKOBHUX 3a/103ax He BUSBJIEHO. Y MAIllEHTOK Yy ITIOCTMEHOIIay3i, SKUM IPOBOOUIN
Tepariio 1eTpo300oM y 1060BiH mo3i 0,1—5 Mr, KJTiHiYHO 3HAUYIIUX 3MiH KOHIIEHTpAllill y maasmi
KPOBi KOPTU30I1y, albaocTepony, 11-neokcukopTr3osy, 17-rifpoOKCUIIPOreCTEPOHY,
agpPEeHOKOPTHKOTPOIIHOTO TOPMOHY, & TaKOXK aKTUBHOCTI peHiHy He Oy10 BUSIBIeHO. [IpoBeeHHS
TECTy CTUMYJISLil afpeHOKOPTAKOTPOIIHOTO TOPMOHY Yepe3 6 i 12 THKHIB Teparii IeTpo30JI0M y
mo6oBiit mo3i 0,1 mr, 0,25 mr, 0,5 Mr, 1 Mr, 2,5 MT' i 5 M He BUSIBHJIO SIKOT'OCh IIOMIiTHOTO 3MEHIIIEHHS
CHUHTEe3Y aJIbJOCTEPOHY YU KOPTHU30/1y. TaKUM YMHOM, HeMa€e HeoOXiqHOCTi Mpu3HavYaTH
TJIIOKOKOPTUKOIIY Ta MiHEepPalIOKOPTUKOIIH.

Y 300poBUX XKIHOK Y IOCTMEHOIIay3i Mic/Is 0GHOPa30BOro0 3aCTOCYBaHHA J1eTpP0o30iy v fo3ax 0,1 mr,
0,5 mr i 2,5 Mr 3MiH KOHIIEHTpallil aHAPOTeHiB (aHAPOCTEHAIOHY Ta TECTOCTEPOHY) y IJIa3Mi KPOBi He
BUSIBJIEHO. Y TAI[iEHTOK y MOCTMEHOIay3i, SKi OTpUMyBaJIu J1eTpo30J1 y fo00Bi f03i Bix 0,1 Mr o 5
MT, 3MiH piBHS aHOPOCTEH[IOHY Yy IIJTa3Mi KPOBi TaKOXK He Bii3Ha4eHO. Bce 11e BKa3ye Ha Te, 110
6mokama 6i0CHHTE3y eCTPOreHiB He TPU3BOAUTh M0 HAKOMMYEHHS aHIPOTEeHiB, SIKi € monepegHUKaMU
€CTPOTeHiB. Y MallieHTOK, SKi 0OTpUMYyBasu JIeTPo30J1, He 6yJI0 Bif3HauYeHO 3MiH KOHIIEHTpallii
MoTeiHi3y10490r0 Ta (HOJiKYIOCTHMYITI0U0r0 TOPMOHIB y IJ1a3Mi KPOBi, a TaK0xK He Oy/0 Big3HauYeHO
3MiH QYHKIIY IUTOBUIHOI 3aJ103H, SIKY OI[iHIOBAJIX 3a PiBHSMM TUPEOTPOIHOro ropMony T, i Ts.

dapmakoKiHemuka.

BcmokmyeaHHA. J1eTpo30J MBUAKO i TOBHICTIO BCMOKTYETHCS 3i IITYHKOBO-KUIITKOBOTO TPAKTY
(cepenns BenuuyuHa 6iofocTymHOCTI cTaHOBUTE 99,9 %). [7xa He3HAUHOIO MipOI0 3HUXKYE IMBUAKICTD
abcopOi1il (cepenHe 3HaUeHHS Yacy HOCATHEHHS MaKCHUMaJbHOI KOHIIEHTpallil 1eTP0o30J1y B KPOBi ()
CTAQHOBUTH 1 TOMMHY IPU IPHUHoMi NTiKapchkoro 3acoby JleTpo3on-BicTa HaTile i 2 TOOUHU - TIPH
npuioMi 3 Ixkelo; cepeqHe 3HaUEHHS MaKCUMaJIbHOI KOHIIEHTpalii 1eTpo3oiny B KpoBi (C,,..)
cranoButh 129 + 20,3 HMOJIB/TI IpU IpuiioMi HaTiecepue i 98,7 + 18,6 HMoJb/11 - 1pu



IIPUKOMI 3 12Ke10), OfHaK CTYIiHb BCMOKTYBaHHS JI€TPO30J1y (IIPH OLiHIIi 3a IJIOIIEIO Iif
KPHBOIO «KOHILIEHTPALlis - Yac») He 3MiHIOEThCSA. He3HauyHi 3MiHU MBUAKOCTI BCMOKTYBaHHS
PO3LIHIITLCSA K TaKi, 1110 He MalOTh KJIIHIYHOI0 3HaYEeHHS, TOMY JIETPO30JI MOXKHa
3aCTOCOBYBaTH He3aJIeKHO Bifif IPUMOMY 1Xi.

Po3n00in. 3B’s13yBaHHs 1E€TPO30Jy 3 OiTKaMu IJ1a3My KPOBi CTAaHOBUTE MPUGIU3HO 60 % (1IepeBaxkHO
3 anmbOyMiHOM - 55 %). KoHIleHTpallig 1eTpo30iy B epuTpoiuTax Maixke 80 % Bif #0ro piBHA ¥
na3Mi Kposi. ITicis 3acTocyBaHHs 2,5 Mr *C-MiueHOro 1eTpo30iy IpubIu3Ho 82 % pafioaKTHBHOCTI
y IJIa3Mi KPOBi IpUIafiano Ha 4aCTKy He3MiHEHOl aKTUBHOI PeYOBUHU. TOMY CHCTEMHUY BIIJIUB
MeTaboIiTiB 1€TP030/Ty He3HAUHMM. JIeTPO30JT MIBUAKO i IMMPOKO PO3MOMINISIETHCS y TKaHUHAX.
VsiBHMI 06’€M PO3MOMIiNy y Iepion piBHOBaXHOTO CTaHy gocsrae mpubmusso 1,87 + 0,47 n/Kr.

Memaboai3m i susedeHHs. JIeTpo30J1 3HAYHOI MipoOI0 3a3Ha€ MeTaboIIi3My 3 YTBOPEHHIM
($hapMaKoJIOTiYHO HEaKTUBHOTO KapOiHOI0BOr0 MeTaboIiTy - OCHOBHMI IIJIAX eJTiMiHalii.
Metabomiynuii KinipeHc metpo3ony (CL,) cTaHOBUTS 2,1 11/rof, 110 MeHIlle 3a BeIMUUHY ITe4iHKOBOTO
KpoBOTOKY (mpubnusuo 90 n/rox). Byno BusiBnexo, mo izopepmentu CYP3A4 i CYP2A6 uutoxpomy
P450 3paTHi mepeTBOPIOBATH JIETPO30J Ha MOTr0 MeTabosIiTy in vitro, mpoTe iXHS OKPEeMO B3Ta POJb Y
KJTipeHCi IeTPO301y in Vivo TOYHO He BCTaHOB/IEHA. [loCigXKeHH TiKkapCchKOl B3a€MOZIl IToKa3aH,
110 OJHOYAaCHe 3aCTOCYyBaHHS JiKapchKoro 3aco0y JleTpo3on-BicTa i uuMeTuauHy, Skuil € iHriditopoMm
nuiie i3opepmenTy 3A4, He CIPUYUHSIIO IPUTHIYEHHS KITipEHCY JIETPO30I1y, 110 Ha€ MOXKJIUBICTh
3poOUTH BUCHOBOK ITPO BazKJIMBY POJIb Y 3arajibHOMY KJIipeHCi in vivo i3obepmeHTy 2A6. Y xo0mi 1b0T0
OOCTiIKEHHS Bif3HAa4YeHO He3HayHe 3HWKeHHS noka3Huka AUC Ta migpuiieHHs C,,.

YTBOpeHHS HEBEJIMKOI KiTbKOCTi iHIIKX, ITOKH 110 He imeHTr(hiKoBaHUX MeTabOIiTiB, a TaKOXK
BUBE[EHHS HE3MIHEHOr0 IIpernapary 3 Cedelo i KaJoM BiflirpaioTh Jullle He3HaYHy POJIb Y 3araibHid
efniMiHarii 1eTpo3oiny. [IpoTaroM 2 THUXKHIB Iicis BBEOEHHS 300POBUM HOOPOBOIBISM Y
nocTMenonaysi 2,5 Mr '*C-migeHoro netposony B cedi 6y7o BusaBieHo 88,2 + 7,6 %
papmioakTuBHOCTI, y Kani - 3,8 + 0,9 %. IIpunavimHi 75 % pafgioaKTUBHOCTI, 110 BUABJISIETHCS
y cedi 3a nepiox mo 216 rogun (84,7 £ 7,8 % Big BenmuUMHYU [03U JIETPO30Y), IPUIIafano Ha
TTIOKYPOHiOHI KOH toraTtu KapOiHomoBoro MeTabomnity, Manxke 9 % - Ha gBa iHmIi
HeimeHTu(diKoBaHi MeTabomiTH Ta 6 % - Ha He3MiHEHUH JIETPO30JI.

YsBHUM KiHIIEBUY ITePiod HaliBBUBEIEHHS 3 MJTa3MU KPOBi CTAaHOBUTH MPUONMU3HO 2—4 mobu. ITicns
IIOIEHHOT 0 IPUKOMY 2,5 MT IIpernapaTy piBHOBaXKHa KOHIIEHTpPALlid JIeTPO30I1y H0CIATaEThCI
IPOTSATOM 2—6 TUXKHIB, IPK LIbOMY BOHA MPUOIU3HO y 7 pa3iB BHUIIa, HiXK MiC/IsT 0MHOPa30BOTO
IIpUUOMY Ti€l K m03u. BogHOYac 3HaUYEeHHS PiBHOBaXKHOI KOHILIEHTpalil y 1,5—2 pa3u nepeBuIlye Te
3HaueHHS PiBHOBaXKHOI KOHIIEHTPaIllil, iKe MoxkHa O0yyo 0 3aB0aUYuTH Ha OCHOBI pO3PaxXyHKiB,
BUXOMISIYU 3 BeJIMYMH, 3apPEECTPOBAHUX IiCIIS MPUKMOMY OHOPA30Bol1 fo3u npenapary. Lle BKa3ye Ha
Te, 1110 IIPH I0JIeHHOMY 3aCTOCYBaHHi JIETPO30JIy V A03i 2,5 Mr #oro ¢apMakoKiHETHKA Ma€ Oel0
HeJliHiNHUY XapaKTep. OCKiNbKY piBHOBaXKHA KOHILIEHTpPALif JIETPO30J1y NiATPUMYETHCA IIif Yac
JiKYBaHHS IIPOTSTOM TPHUBAJIOT0 YacCy, MOXXHa 3pO0UTH BUCHOBOK IIPO Te, III0 HAKOIUYEeHHS
JIeTPO30JTy He BimOyBa€ThCH.

JIiHiliHiIcMb/HeniHilHICMb. ®apMaKOKiHETHKA JIeTPO30/y OyiIa IPOIOPIiAHO0 H03i micIs
3aCTOCYBaHHST OQHOPa30BO1 epopanbHoi fo3u 0o 10 mr (giama3on go3 Bim 0,01 mo 30 Mr), a TaKOXK
micns mopeHHUX [03 0o 1,0 mr (miama3oH mo3 Big 0,1 go 5 mr). [licns 3acTocyBaHHS OZHOPA30BO1
mepopaibHOi mo3u 30 MT CIIOCTepirasocs He3HayHe, ajie OiNbII HiXK IPOMIOpPIiiHe m03i 30i/IbIIeH S
noka3Huka AUC. [Ipu 3acTocyBaHHi 1ofeHHUX 03 2,5 Ta 5 Mr 3HaueHHs AUC 36inmbImnocs
npubnu3Ho y 3,8 Ta 12 pasiB 3amicTs 2,5 Ta 5 pasiB BifmoBigHO mopiBHAHO 3 703010 1,0 Mr/mo0y.
TakuM YMHOM, PEKOMEHIOBaHa fi03a 2,5 Mr/mo0y Moxke OyTHU TPaHUYHOIO 103010, 3a SIKOI



HEeTIPOIOPLi¥HICTh CTa€ BUAKUMOIO, TOZI K IIPX 3aCTOCYBaHHI 103U 5 MT/m0o0y HEMPOIOPIIiNHICTh CTaE
6inbIn BupaXxeHo. HempomopuifiHicTs 1031, UMOBIPHO, € pe3yJIbTaTOM HaCUYEHHS IIPOIECIB
MeTaboIiyHOTO BUBEIeHHs. PiBHOBaXKHI KOHIIEHTpalii gocsranucs yepeld 1—2 micsii mpu
3aCTOCYBaHHI yCiX JOCTiAKyBaHUX pexkuMiB go3yBaHHA (0,1—5,0 Mr momeHHO).

dapmakoKiHemuKa 8 oKkpemux 2pynax nauieHmia. Y mOoCHifiKeHHIX, AKi IIPOBONUIIACE 3a
y4acTio T0OPOBOJIBINB 3 Pi3HUM CTaHOM GYHKIII HUPOK (24-TOOUHHUYN KJIipeHC KpeaTuHiHy
BapitoBaB Bif 9 mo 116 m/xB), Big3Havanocs, mo hapMakKOKiHETHKA JIETPO30/1y Ta BUBEOEHHS
3 ceyelo TTIOKYPOHITHUX KOH I0TaTiB 10oro Kap6iHOI0BOT0 MeTaboIiTy He 3MiHIOBAIUCS MiCs
OIHOPa30Bol 0o3u 2,5 Mr. KpiM TOr0, y BUIllle3a3Ha4€HOMY OOCTiIXKEHHI OI[iHIOBAIA BIIJINB
OPYIIeHHS (PYHKIIil HUPOK Ha JIeTP030JI, aHalli3 KoBapiaHT OyB BUKOHAHWM Ha OCHOBI laHUX
nBox 0a30BuX mociigkens (mocnigxkenHss AR/BC2 ta AR/BC3). Po3paxoBaHuil KilipeHC
KpeaTuHiHy (miana3oH y mocrigxeHHI AR/BC2: 19-187 mn/x8; y mocmigxenni AR/BC3: 10-180
MJ'I/XB) He IIPOJEMOHCTPYBAB CTAaTUCTUYHO 3HAYYIIIOTO 3B'H3Ky 3 MiHiMaJIbHUMH piBHHMI/I JIETPO30JIy ¥
TITa3Mi KpoBi y piBHOBaxxHOMY cTaHi (C,,,). binbie Toro, maxi gocmigxkedb AR/BC2 ta AR/BC3
JIIKYBaHHS OPYTOl JIiHil MEeTaCTaTUYHOTO PaKy MOJIOYHOL 3a/1034 IPOAEMOHCTPYBaIu
BiICYyTHiCTbh HETATUBHOTI'O BIIJIUBY JIETPO30JIy Ha KJIipeHC KpeaTUHiHy abo0 moripiieHHs
GYHKIIII HUPOK.

TakuMm 4MHOM, KOPEKIIis fO3U MallieHTaM 3 MOPYLIeHHIM (PYHKII1 HUPOK (KIipeHC KpeaTuHiny = 10
MJI/XB) He TOTpiOHa. [HpopMaIisi CTOCOBHO MAlli€HTIB 3 TAKKUM MOPYIIEHHSIM QYHKIII HUPOK
(knmipeHc KpeaTtuHiny < 10 My1/xB) o6MexXeHa.

Y nogi6HOMY mOCHimXKeHHi, MPOBEeOEeHOMY 3a Y4acTiO JOOPOBOJIBIIIB 3 Pi3HUM CTaHOM (PYHKITII
ne4viHky, 0yJ10 BCTAHOBJIEHO, 1110 B 0Ci0 3 IIOMipHO BUpaXKeHUM MOPYIIeHHSIM QyHKIII medinku (knac B
3a mKanoio Yainma-I1'10) cepeqHe 3HaUeHHS IO Il KPUBOIO «KOHIIEHTpalisg - 4ac» (AUC) 6yno
Ha 37 % BUIIUM, HiX Y 300POBUX 0Ci0, ajie 3ajuIIanocs y Mexkax TOTO [iana3oHy 3Ha4eHb, 10
crocTepiranucs B ocib 0e3 mopymieHs GyHKII Tedinku. [Ipy gocnigkeHHi (apMaKOKiHETUKA
OTHOPa30BOl 03X y 8 XBOPUX 3 IIUPO30M IIEUiHKU Ta TAKKUM MOPyIIeHHIM 11 GyHKIl (k1ac C 3a
mkasoio Yaitnga-I1'10) 6yno Bin3HaueHo 30inbpmennss AUC Ha 95 % Ta t,, Ha 187 % mopiBHSHO 3
ITOKa3HUKAMHU Y 300POBUX NOOPOBOIBIIIB. Y 3B'SI3KY 3 THUM, 110 Y MAIliEHTIB, SKi OTpUMYyBaau 00OOBi
mo3u Big 5 Mr mo 10 Mr/meHb, He CIIOCTepiranocs 30i/bIIeHHS TOKA3HUKIB TOKCUYHOCTI, KOPEKIIis
M03HU Y HAIIPSIMKY 11 3HUKEeHHS He 00I'PYHTOBaHA, X04a TAKUM IAIlieHTaM OTPiOHO mepeOyBaTH i
petenbHUM HarnsgpoM. Kpim Toro, He Oymo Big3HaueHO OyIb-IKOT0 BIUIMBY MOPYIIEHDb QYHKIIII HUPOK
(po3paxyHKOBi 3HaYEeHHS KJIiPEHCY KpeaTUHIHY CTAHOBUIIH 20-50 mn/xB) abo mopyIIeHb
GYHKIII TediHKY Ha KOHILIEHTPAIIiI0 JIETPO301y Y Mia3Mi KpoBi ¥ 359 mallieHTOK 3 MOMMPEeHUMHU
dbopMamu paky Mojo4HOI 3am03u. PapMaKoKiHETHKa IETPO30IY He 3aJIeKUTh Bif BiKy.

KiiHiuHi XapaKTepHuCTHKH.
Iloka3annusa.

- An'toBaHTHA Teparisi TOPMOHOIIO3UTHBHOT'0 iHBA3UBHOI'0 PaKy MOJIOYHOI 3271031 Ha
PaHHIX CTafifgX y XKIHOK Y IIOCTMEHONay3aJIbHUN IIepiof.

- Po3mrpeHa aj'toBaHTHA Tepallisg iHBa3UBHOTO PaKy MOJIOYHOI 3a71031 Ha PaHHIX CTamisix y
JKIHOK y ITOCTMeHOIIay3a/ibHUM 1epiof], AsKUM OyJia IIpoBefieHa CTaHAapTHa afi IoBaHTHA Teparlis
TaMOKCH(GEHOM IIPOTSATOM 5 POKiB.



- Teparmis nepiol miHil TOPMOHO03aIE3KHOTO MIOIIMPEHOT0 PAaKy MOJIOYHOI 3aJI031 V XKiHOK y
IIOCTMEHOTay3i.

- JlikyBaHHS MOMMPEHUX (HOPM paKy MOJIOYHOI 3aI031 Y KiHOK Y IOCTMEHOnay3i
(mpupomHuH ab0 CIpUYMHEHIH MITYyYHO) Iic/s peruauBy abo MporpecyBaHHs 3aXBOPIOBaHHS, SKi
OTPUMYBAaJIU IIONEePeNHIO TePallil0 aHTUECTPOreHaMH.

- Heoap’'toBaHTHa Tepamid y XKIiHOK y IIOCTMeHOIIay3i 3 ropMmoHono3uTuBHuM, HER-2-
HeTaTUBHUM PAaKOM MOJIOYHOI 3aJI034, SIKUM He MiIXOOUTh XiMioTeparris i He moKa3aHe HEBigKIagHe
Xipypriyse BTpy4aHHS.

EdekTuBHiCTH IpemapaTy A7 MaIliEHTOK 3 TOPMOHOHETaTUBHUM PakKOM MOJIOYHOI 3a71034 He
IOBereHa.

IIpomunoka3aHHsi.

- [TligBuIIleHa YyTIUBICTH [0 Aif040i peuoBUHU a00 Mo OyIb-sKOI 3 MOMOMIiXKHUX PEYOBUH.
- [lepepMmeHonay3anbHUN €HOOKPUHHUM CTATYC.

- BariTHICT®.

- l'opmyBaHHS rpynpto.

- PenipogyKTMBHMY BiK HAIiEHTKH.

B3aemodisa 3 iHwumu nikapceKumu 3acobamu ma iHwi eudu e3aemoditi.

MeTabomi3M 1eTP030JTy 4aCTKOBO BinOyBaeThCs 3a yuacTio CYP2A6 ta CYP3A4. TakuM YMHOM, Ha
CHUCTEeMHe BUBEIEHHS JIETPO30JTy MOXKYTh BIIJIUBATH JTiKapChKi 3aco0u, SIKi BIIJIMBAIOTh HAa PepMEHTH
CYP3A4 i CYP2A6. OueBungHO, MeTab0I1i3M J1€TPO30J1y Ma€ HU3BKY criopigHeHicTsh i3 CYP3A4,
OCKIiJIbKY 11e¥ (hepMEHT He HaCUUYETHCS IIPU KOHIeHTpaliax, ¥ 150 pasiB 6inbmmx, HikK KOHIIeHTpaIil
JIETPO30J1y, 110 CIIOCTePIraroThCA y IJIa3Mi KPOBI y IIepiofl piBHOBAXKHOI'0 CTaHy 3a TUIIOBUX KITIHIYHUX
YMOB.

Ha cporopgni kmiHiuHME [OCBif 3aCTOCYyBaHHS IpemnapaTy JleTpo3on-Bicta B koMbiHaIril 3
ecTporeHamu a0o iHIIMMU IPOTUPAKOBUMHU IIpellapaTaMy, KpiM TaMOKCU(eHY, BifCyTHil.
Tamokcudes, iH1I aHTHECTPOTEHHI ITpenapaTi abo eCTPOreHOBMICHI JTiKapchKi 3ac06U MOXKYTh
HiBeI0BaTH (PapMaKOJIOTiYHY [Iif0 1eTpo307y. KpiM Toro, moBemeHo, 110 ¥ pa3i 0MHOYaCHOT0
3aCTOCYyBaHHS TaMOKCH(]EHY Ta JIeTPO30/1y CYyTTEBO 3HUKYIOTHCS I1JIa3MOBI KOHIIEHTpAallil IETPO301y.
Crnipn yHMKaTH ONHOYACHOI'0 3aCTOCYBaHHS JIETPO30Jly 3 TaMOKCU(MEHOM, IHIMUMYU aHTaroHiCTaMu
eCTporeHiB abo eCTporeHaMH.

JIikapchbKi 3aco0H, SIKi MOXKYyTh NifBUIyBaTH KOHIEHTpaIlil IeTPO30/Iy B CHPOBATIIi
KPOBI.

Iuri6iTopu akTuBHOCTI CYP3A4 i CYP2A6 MOXKYTh 3HMKYBaTU MeTab0I1i3M JIETPO30J1y i, TAaKUM



YHMHOM, ITiIBUINYBATH KOHIIEHTPALllii IeTPO30JTy B Ia3Mi KpoBi. OgHOYAaCHE 3aCTOCYBaHHS TiKapChKUX
3aco0iB, sIKi CUIIBHO PUTHIYYIOTE 11i pepmenTH (moTyXKHi iHri6iTopu CYP3A4 BKII04AlOTh, ajie He
00MeXYI0ThCS: KETOKOHA30J1, iTPaKOHa30J1, BOPUKOHA30J1, PUTOHABIP, KIIAPUTPOMILIUH i
teniTpominuH; CYP2A6, HanpyuKiag MeTOKCaleH), MOXKe IIiABUILIYBaTH €KCIIO3HUIIiI0 JIEeTPO30J1y. Tomy
nalieHTKaM, SKUM MoKa3aHi notyxHi iuribitopu CYP3A4 i CYP2A6, peKOMEHY€EThHCS IPOSIBIATH
00epexkHiCTh IIPHU iX 3aCTOCYBaHHi.

JIikapchKi 3ac00H, siKi MOKYTh 3HHXKYBAaTH KOHIIEHTpaIIil JIeTPO30/Iy B CHPOBATIIi
KPOBI.

InpykTopu aktuBHOCTI CYP3A4 MOXKYTh HigBUINyBaTH MeTa00I1i3M JTIeTPO30I1y i, TAKUM YHUHOM,
3HUKYBaTH KOHIIEHTPAIIiI0 JIETPO30J1y B IJIa3Mi KpoBi. OmHOYacHe 3aCTOCYBaHHS JTiKapChKUX 3aC00iB,
gKi cTumynioloTb CYP3A4 (manpukinap ¢eniToin, pudamminus, KapbaMaserid, herHobapbiTan i
3Bipo0ill 3BUYaHUI), MOXKe 3HUKYBATH €KCIIO3UIIii0 JIeTP0o30Jy. ToMy MallieHTKaM, IKUM IT0Ka3aHi
notyxHi ingykTopu CYP3A4, peKOMEHAYETHCS MPOSIBNIATY 00€PeXkKHICTh IPU iX 3aCTOCYBaHHI.
IagykTopu CYP2A6 HeBigoMi.

OpHOYacHe 3aCTOCYBaHHS JikapchbKoro 3acoby JleTpo3on-Bicrta (2,5 mr) i Tamokcudeny 20 Mr ogus
pas Ha moOy IPU3BOAUIIO 10 3HUKEHHS PiBHS JIeTPO30J1y B IJa3Mi KPoBi B cepeguboMy Ha 38 %.
KriniyHu#z 0OCBiA, OTpUMaHUY Ha IIiACTaBi AOCTiAXKEeHb Tepallil APyrol IiHil paKy MOJIOYHOI 3a/I03H,
IIOKa3ye, 110 TepaneBTUYHUM e(eKT JIiKyBaHHS npenapaTtoM JleTpo3on-BicTa, gK i yacToTa
BUHUKHEHHS HeOakaHUX peakilil, He 30inbinyBanucs, Ko JleTpo3on-BicTa 3acTocoByBamu ogpasy
micnst TaMokcudeny. MexaHi3M IIiei B3aeMomil HeBifOMU.

JIikapchbKi 3aco0M, CHCTeMHi KOHIIeHTpallil IKUX B CHPOBaTIi KPOBi MOXYTh
3MiHIOBAaTHCS Ii[i BIUVIHNBOM JIETPO30IIy.

In vitro netpo3on npurHiuye izopepmentu mmuToxpomy P450 - CYP2A6 i momipao CYP2C19, ane
KJTiHiYHe 3HA4YeHHs I[bOT0 SIBUINA HeBinmoMe. IIpoTe ciig moTpuMyBaTuCs 06epPeKHOCTI TpH
OHOYAaCHOMY 3aCTOCYBaHHi 1eTP030:y i mikapchkux 3aco6iB, BUBEIEHHS SKUX IIepeBakHO 3aJIeKUTh
Bigm CYP2C19 i gki MaloTh By3bKHii TepalleBTUYHUM Jiana30H (TakKux K GeHITOiH, KIOMigporensb).
CyOcTpart 3 By3bKUM TepaneBTUYHUM [fiana3oHoM Ay CYP2A6 HeBimoMui.

HocmimxeHHs KITiHIYHOI B3aeMOofIii 3 TMMEeTUANHOM (BimoMuit Hecnenudiuuuit inridirop CYP2C19 i
CYP3A4) i sapdapunom (wytnusuii cyoctpar gnsg CYP2C9 3 By3bKUM TepaneBTHYHUM [ialla30HOM,
KM 9aCTO 3aCTOCOBYIOTh K CYIyTHiNM IpemnapaT AJis LiTb0BOl NOMyIALil IETPO30J1y) T0Ka3asy, o
CIIiTbHE 3aCTOCYBaHHS mpemnapaty JleTpo3os-BicTa i nux mikapcbkux 3aco0iB He CIIPUYMHSIE KITIHIYHO
3HAYMMOI JTIiKapChKOl B3a€MO/Iil.

Ormnsan 6a3u IUX KITIHIYHUX DOCIIIMXEeHb He BUSBUB HiIKUX IOKA3iB iHIMNX KITiHIYHO 3HAYUMUX
B3aEMOMIH 3 iHITUMM JTIKapCHKUMHM 3ac00aMH, 10 YaCTO IPHU3HAYAIOTHCH.

Oco06.1ueocmi 3acmocyeaHHs1.
ITopyweHHsA pYHKUil HUPOK

Hemae manux 1mopo 3actocyBaHH4 IIpemnapaty JleTpo3os-BicTa ajis IiKyBaHHS [TALllEHTOK 3
KJlipeHCOM KpeaTuHiHy < 10 mn/xB. [lepen npr3HaYyeHHSM JIiKApChKOTO 3aC00y TAKUM IallieHTKaM
CJIi[l 3BaXKUTH MOTEHIIMHNY PU3UK 1 0UiKyBaHUY e(PEKT TiKyBaHHS.



XosecmepuH

Crip po3risgHyTH OOUIIBHICTS IPOBENEHHS MOHITOPUHTY PiBHS X0JIeCTEPUHY Y CUPOBATI KPOBi. Y
XOZl OOCIIgXKEeHH 13 3aCTOCYBaHHSIM ajl F0BAHTHOIO JIIKyBaHHS IOBIAOMIIAIIOCS IIPO
rimepxonectepuHeMio y 52,3 % MalieHTiB, 10 3aCTOCOBYBAJIX JIETPO30J1, Ta y 28,6 % malfieHTiB, 110
3aCTOCOBYBa/IM TaMOKCHU(EH (3a KpUTEPisIMU OI[IHKY CTYIeHs TAXKKOCTI mobiuHux peakiini — CTC).
[ToBimoMmsinocs npo rinepxonectepuneMito 3-4 crynens y 0,4 % mallieHTiB y TPyl 1eTPO30Iy Ta y
0,1 % mauienTiB y rpymni Tamokcudeny. KpiMm Toro, mpu ag’'toBaHTHiM Tepamil 30inbuenss = 1,5 x
BMH 3aranbHOT0 X01€CTEPUHY (K IIPaBUIIO, He HATIIE) CIIOCTePiraaocs cepen Malli€HTiB, SKUM
3aCTOCOBYBaJIM MOHOTEPAIIIIO i IKi MaJy T0YaTKOBUH PiBeHb 3arajabHOI0 X0JIECTEPUHY B CHPOBATII
KpOBi B Mexkax HopMH (ToOTO < 1,5 X BMH), y 151/1843 (8,2 %) B rpymi netpo3omy npoTtu 57/1840
(3,2 %) B rpyni TaMokcudeHy. 3acTOCyBaHHS TiNOJiNifeMiuHUX IIpenapaTiB O0yo HeoOxigHO 25 %
NallieHTiB, IKUM 3aCTOCOBYBaJIX J1€TP030JI, Ta 16 % MallieHTiB, SKMM 3aCTOCOBYBa/I TaMOKCHU(EH.

ITopyweHHsA pyHKYIT neviHKu

Y nmalieHTiB 3 TSIXKKOI0 IeYiHKOBOIO HeJocTaTHicTIO (Kimac C 3a mKanoio Yannga-I1't0) cucteMHa
€KCITO3UIIiSl Ta Yac HalliBBUBENEHHS JIETPO30JTy MpUOIM3HO BABiUi JOBIIKM, HiXK Y 3MOPOBOI JTIONUHH.
Taki xBopi 10oTpebyIoTh GibIl yBAKHOTO CIIOCTEPEKEHHS.

Bnaus Ha Kicmku

Ockineku JleTpo3on-BicTa € moTyXKHUM NIpenapaToM, 1[0 3HUXKY€E KOHILIEHTPAallil0 eCTPOreHiB, i Jac
aj'10BaHTHOIL Ta PO3IIMPEHOI afi' IoBaHTHOI Teparii npenapaTaMu JleTpo3os-BicTa y XKiHOK 3
0CTeoIopo3oM Ta/abo mepenoMaMy B aHaMHe3i ab0 TUX, XTO Ma€ MiABUIEHUN PU3UK PO3BUTKY
0CTeoIopo3y, HeoOXiIHO OIIHUTY MiHepa/bHY LIiIbHICTh KICTKOBOI TKQHUHU [0 NOYATKY JiKyBaHHS,
IIPOTSATOM JIiKyBaHHS Ta IIiC/IS 3aBEPIUEHHS JIIKyBaHHS JIeTP030JI0M. B ymMoBax afi'toBaHTHOTO
JIiKyBaHHS TaKOXK CJIiJl PO3TJIAfaTH MOXKJIMBICTh 3aCTOCYBaHHS CXEMH TIOCJIiIOBHOI Tepariii (J1eTpo30
IIPOTSTOM 2 POKiB 3 NMOAAJIBIINM IIEPEX0N0M Ha IIPUHOM TaMOKCH(EHY IIPOTITOM 3 POKiB) 3aJIeKHO
Bif podimo 6e3neKy malieHTKU.

TeHOUHIM ma po3pue CyXoHCUAA.

Moxke BUHMKHYTH (PiAKO) TEHAMHIT Ta pO3pUB CyX0XKuisa. HeoOxinHe peTenbHe 00CTeXKEHHS
TaIliEHTOK Ta 3aCTOCYBaHHS BiAMOBIIHUX 3aX0fiB (HampuKiaz, iMMo0ini3alis) ans
ypazKeHOro CYX0XUIIIS y pa3i motpebu (ous. po3nin «[1obiuni peakii»).

MeHonay3saavHuti cmamyc

Y mallieHTOK 3 He3’siCOBaHUM MeHOIay3aJIbHUM CTaTyCcoOM HeoOXiHO 10 M0YaTKy JTiKyBaHHS
npenapaTtoM JleTpo3o-BicTa BU3HAYUTH PiBHI JTI0TEIHi3yi09oro ropmony (JIT'),
domnikynoctumyniowodoro ropmony (®CI') Ta/abo ectpagiony. IIpuiiMaTu mpenapat JleTpo3on-Bicta
IIOBUHHI TUIBKY XKIHKU 3 [IOCTMEHOIIay3a/IbHUM €HIOKPUHHUM CTAaTyCOM.

ITopyweHHs1 1abopamopHUX NOKA3HUKI8

ITo303a/ekHOT0 BIIUBY IIpenapary JleTpo3on-Bicta Ha Oynb-gKi remaTonoriydi abo 6ioxiMiuHi
II0OKa3HUKM He criocTepiranocs. I[loMipHi 3MeHIIeHHS KiTbKOCTI JTiM(OIUTIB, HEBU3HAUEHOTO
KJIIHIYHOTO 3Ha4Y€eHHS, CIIOCTepiranucsa y OesKuX Malli€HTiB, IJ0 3aCTOCOBYyBanu JleTposlon-Bicta y
mo3i 2,5 mr. Take 3HUKEHHS KiTbKOCTI JTiM(OIUTIB Maso TPAH3UTOPHUN XapaKTep MpuOIu3HO y
IIOJIOBMHY IMALi€HTIB, 1110 3a3HaJIX BIUIMBY. Y ABOX MALi€HTIB 1110 3aCTOCOBYBau JleTpo3oi-Bicta
PO3BUHYJIACh TPOMOOIIMTOIIEHIS; B3AEMO3B’I30K i3 JOCII?KyBaHUM IIperiapaToM OyB HE3 ICOBAHUM.



Buxip marfieHTiB i3 mocigXKeHHS Yepes MOPyIIeHHs 1a0opaTOpHUX MOKa3HHUKIB, 10 Oy/Iu OB’ s13aHi i3
3aCTOCYBaHHSM IIpemnapary uu Hi, 6yB pigkum.

[HWi 3acmepedtceHHs

Cripg yHMKATHA OOHOYACHOTO 3aCTOCYBaHHS mpemnapaty JleTpo3on-BicTa i Tamokcudeny, iHIIAX
AHTATOHICTIB €CTPOTEHIB UM €CTPOreHOBMICHUX JTIKAPChKUX 3aC00iB, OCKIJIbKY IIi peYOBUHU MOXKYThb
HiBeI0BaTU (papMaKOJIOTiYHYy [if0 JIETPO30Iy.

Ockinbku TabneTKU MICTITh 1aKTO3y, Ipemnapart JleTpo3on-BicTa He peKOMeHYETLCS TallieHTKaM 3
TAKMMHU PigKiCHUMU CIIafIKOBUMHU ITP00IeMaMH, SK HEIIepeHOCUMICTh TajlakKTo3H, TSXKKa JaKTa3Ha
HeJ0CTaTHICTh ab0 MaibabcopOilis TII0K03U-TalakKTo3M.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py000.

2KiHKU Yy nepuMeHonay3daibHoMy cmdHi abo HCIHKU penpoOyKkmusHO020 BIiKY

JleTpo3os-BicTa ciif 3aCTOCOBYBaTH JIUIlE XKIHKAM 3 YiTKO BU3HAQYEHUM II0CTMEHOIIay3albHUM
CTaTycoM. € IOCTMapKETHHTOBI ITOBiJOMJIEHHS IIPO CIIOHTaHHiI abopTy abo BPOAKeHi aHOMaTTil y
HOBOHAPOAXKEHUX, MaTepl SKUX puiiManu j1eTpo3o. I1if yac nikyBaHHS J1€TPO30JI0M, HEe3BaXKaluu
Ha YiTKO BU3HAUYEHUM [TIOCTMEHOIlay3aJlbHUN CTaTyC Ha IIOYaTKY JIIKyBaHHS, JTiKapio CIif 3a
HeoOXigHOCTi 0OTOBOPHUTH 3 MAIliEHTOM BiTIOBIMHI 3aX0q1 KOHTPAIEIIIIil.

BazeimHicmb

Bimomo mpo moomuHOKI BUIIAAKX BPOMIXKEHUX medeKTiB (3MUTTS CTaTeBUX I'y0, CTaTeBi opraHu
IIPOMIKHOTO THUITY).

JleTpo3o0n-BicTa M0oXKe BUKIUKATU BPOOXKEH] Bau PO3BUTKY IIPU 3aCTOCYBaHHI IIifl 4aC BariTHOCTI.
HocrigXeHHs Ha TBAapUHAX IPONEMOHCTPYBAJIA PEIIPONYKTUBHY TOKCUYHICTh. 3aCTOCYBaHHSA
nikapcbKoro 3aco6y JleTpo3on-BicTa mifm yac BariTHOCTI mpoTUIIOKa3aHe.

T'odyeaHHA 2py0d0io

HeBimomo, yu IpoOHUKAE JETPO30JI Ta KOTO MeTabOJIiTH ¥ TPyAHE MOJIOKO. HeMOXKITUBO BUKITIOUUTH
PU3UK 11 HOBOHAPOIKEHUX/HEMOBIIAT IIif] 9ac FOAyBaHHS IPYANI0. 3aCTOCyBaHHS IIpenaparty
JleTpo3on-BicTa mif yac rogyBaHHA Py IPOTUIIOKA3aHE.

PepmuabHicmb

dapmakosnoriyHa mist 1eTpo30I1y IOB’sI3aHa 3i 3HUXKEHHSIM BUPOOJIEHHS €CTPOTEeHY IUISTXOM
inribyBaHHS apoMaTa3u. Y XKiHOK y Iepiof] mepef MeHOIay30I0 iHri6yBaHHS CUHTE3y eCTPOTeHYy
IPU3BOMUTH 0 3BOPOTHOI peakii migBuinieHHs piBHIB ronapoTrpominy (JII, ®CT). ¥ cBoio uepry,
nigBuineHHs piBHIB OCI' cTUMYITI0E PicT GOMIKYIIiB Ta MOXKe BUKIIUKATH OBYJISIIIO.

30amHicmb 8nausamu Ha weuOKicmb peakuii npu KkepysaHHi aamompaHcnopmom abo
IHWUMU MexaHi3mamu. JleTpo3oin-BicTa Mae He3HAYHHUH BIJIMB Ha 3aTHICTh KEPYBATH
aBTOTPAHCIIOPTOM Ta IIpaIffoBaTU 3 MexaHi3MaMu. OCKIiNIbKY IIiff 4aC 3aCTOCYBaHHS JIETPO30IIy
CHOCTepil"aJ'II/ICﬂ BTOMJIIOBAHICTh Ta 3aIllaMOPOYEHHs, d TAKOX Y piJIKiCHI/IX BUIIagKaX HOBiJI[OMJ'IfIJ'[OCH



PO COHJIUBICTh, PEKOMEHYETHCS OYTH 00€PEKHUM ITifl YaC KepPyBaHHS aBTOTPAHCIOPTOM abo
poOOTH 3 iHIIMMK MeXaHi3MaMH.

Cnoci6 3acmocyeaHHss ma do3u.

Ilopocai, y m. 4. nayieHmu AimHb020 8iKy. PeKoMeHIOBaHa N03a IeTPO30ITy CTAHOBUTD 2,5 MT 1
pas Ha 00y .

B yMoBax aji’'toBaHTHOI Ta PO3LIMPEHOI ajl' T0OBAHTHOI Teparlil TiKyBaHHS JIETPO30JIOM CIIif
IIPOJOBXKYBATH IIPOTATOM 5 POKiB ab0 00 pelUAXnBY NYXJIMHU 3a7I€3KHO Bif TOTO, 1110 HaCTaHe paHilie.

Y narfiesTiB 3 METACTaTUYHUM PAKOM MOJIOYHOI 3a/1031 a00 pakOM MOJIOYHOI 3aJI031 Ha ITi3HiX
CTamisix JIiKyBaHHS JIETPO30JIOM CJIifl MPOOBXKYBATH [0 MOSIBU 03HAK MMPOTPECYBAHHS ITYXJTHHHU.

B yMoBax aji’'toBaHTHOI Teparlii CJTif TaK0XK PO3TISAHYTHA MOXKJIUBICTh IOCTiMOBHOI CXeMHU JTiKyBaHHS
(71eTPO307J1 IPOTATOM 2 POKiB, IOTIM TaMOKCHU(EH IIPOTATOM 3 POKiB).

B yMoBax HeoaJi'IoBaHTHOI Teparlii JTikyBaHHS JIETPO30JI0M CJIifi TPOAOBXKYBaTH Bif 4 70 8 MicsIIiB 3
MEeTOI BCTaHOBJIEHHS ONTUMa/IbHOTO 3MEHIIEeHHS yXJIMHYU. K10 BiATIOBiAb Ha JIIKyBaHHS HE €
INOCTATHBOM, JIIKYBaHHS JIETPO30JIOM CJIif] IPUIUHUTH Ta 3allJIaHyBaTH XipypriuyHe BTpPy4aHHS Ta/abo
iHmi BapiaHTH JTiKyBaHHS, SIKi CJTif 0OTOBOPUTH 3 MAlliEHTOM.

II71s1 malieHTOK JTITHROTO BiKy KOPEKITisl 031 JIIKapChKOT0 3aco0y He moTpibHa.
ITauieHmKu 3 nopyweHHAMU (pYyHKUil neviHKu ma/abo HUpoK.

Kopekuia no3u npenapaty JleTpo3on-BicTa mjis nauieHTiB 3 HUPKOBOX HENOCTATHICTIO 3 KJIIPpEHCOM
KpeaTtuHiny =10 mi/xB He moTpidHa. Illogo BUMagKiB HUPKOBOI HEAOCTATHOCTI 3 KITipeHCOM
KpeaTuHiny Huxk4e 10 m1/xB HasiBHI 0OMexkeHi maHi.

Kopexkuisa no3u npemnapaty Jletpo3on-BicTa Ajis naljieHTiB 3 Ie4YiHKOBOK HEOOCTATHICTIO Bif] IETKOTO
mo momipHoro ctymeHs (knac A abo B 3a Yatinma-I1'10) He notpibHa. [Ilogo Bumankis nevinkoBoi
HEeJIOCTAaTHOCTI TIKKOTO0 cTyneHs (knac C 3a Yannga-I1'10) HassBHI o6MexeHi faHi. [TarienTy 3
MeYiHKOBOI HEOOCTATHICTIO TSIKKOTO cTyneHs (kimac C 3a Yaiinma-I1'10) noTpebyi0Th PETEILHOTO
HarIsaay.

Cnocib 3acmocysaHHs

[Tpemapart JleTpo3on-BicTa ciim mpuitMaTy MepopaabHO He3aIeKHO Bif BXKHUBAaHHS 12Ki, OCKiTbKY 1XKa
He BIIMBaE Ha CTYIiHb abcopOiiii mpemapary.

[Iponyuieny no3y Ciif IPpUUHATU OApa3y, AK TUIbKY MallieHTKa 3rafae npo ue. OgHak, AKIIO0
IalfieHTKa 3raja€ Ipo Iie He3aJ0Bro A0 IPUOMY HACTYIIHOI 03K (3a 2—3 rofguHY), IPONYIIEHY O03Y
He CJIif IpUiMaTHU Ta IPpUUHATH HaCTYyIHY [03Y 3TifHO 3 rpadikoM. He crnig npuiiMaTl IOABINHY
I03Y, OCKiNIbKM IIPU IMpUitoMi 060BO1 H031, BUIIOI Bil peKOMEHI0BAHOIL 2,5 MT, CIIOCTepiranacs
CHCTEeMHa eKCIIO3Hllisd, BUIA Biff IPOMIOPIIMHOI.

Himu.



[TpenapaT He IpU3HAYEHUM 71 3aCTOCYBaHHS HiTsIM. be3neka Ta e(eKTUBHICTD JTiKyBaHHS
npemnapaToM JleTpo3on-BicTa miTei (BikoM mo 18 pokiB) He BcTaHOBNeHi. HasgBHI maHi 06MexkeHi,
TOMY HEMOZKJINBO PO3POOUTH PEeKOMeH/allil CTOCOBHO I03yBaHHS.

Ilepedo3yeanHns.

[ToBimomiisiniocss PO OKpeMi BUIAOKU Iepefo3yBaHHA Ipenaparty Jletpo3on-Bicta. Cnemudiune
JiKyBaHHS 3 IPUBOAY IIepefNo3yBaHHs HeBiloMe; JTiKyBaHHS Ma€ OyTH CUMITOMATUYHUM i
MiOTPUMYOYUM.

ITo6iuni peakuii.

YacToTy HebaxkaHUX peaklliii TeTP030/1y BU3HaYaJll TepeBakKHO Ha OCHOBI laHUX, OTPUMAaHUX Y XOmi
KJIIHIYHUX JOCHIIMKEeHb.

JleTpo3o 3aranoM no0pe mepeHoCUBCS V BCiX OOCIIIKEeHHAX SK Tepallis Iepimoi i apyroi miHil mpu
JIiKyBaHHI IOMIMPEHOT0 paKy MOJIOYHOI 3aJ103H, SIK aji loBaHTHA Tepallid paKy MOJIOYHOI 3ajI031 Ha
PaHHIX CTamigx i IK po3lIMpeHa aj'I0BaHTHA Tepallis paKy MOJIOYHOI 3aJ103H y XKiHOK, SKi paHille
OflepKyBa/l¥ CTaHOAPTHY afi I0BAHTHY Tepallilo TaMoKcudeHoM. Malixke B

1/3 namieHTOK, SKi TiKyBaJKUCs J1€TPO30JIOM IPX MeTaCTaTUYHUX i Heoa/] I0BaHTHUX CTaHaX,
npubnu3Ho y 75 % MallieHTiB IpX aji lo0BaHTHOMY ITpHU3Ha4YeHHi (00MABI TPy IpuiManu i 1eTpo3or, i
TaMOKCH(eH; MefliaHa JIiKyBaJIbHOTO Iepiony cTaHoBuia 60 micaiiB) i maiixke y 80 % maii€eHTiB npu
PO3IIMpPEHiil af’'toBaHTHIN Teparrii (i 1eTpo3o7, i mmanebo; MefiaHa JTiKyBaJbHOTO MIePioAy CTaHOBUIIA
60 wmics1iB) crmoctepiranucs mobiuHi peakiii. Barami mo6iuni peaxiiil, siKi cmocTepiranucs, Maau
nepeBaxHo cabkuit abo MoMipHO BUpaXKeHUi xapakTep i y OinbiocTi Bunagkis Oyiu 1moB’si3aHi 3
nedinuToM ecTporeHiB. Haituacriie y 3BiTax mpo KiIiHiYHi moCigKeHHS 3rafyBaaucs mobiuHi
peaxiiil y BUTJISIMI IPUILIKBIB, TilepxoaecTepuHeMil, apTpairil, HygOTH, IIOCUJIEHOTO TOTOBUIIEHHS
Ta CTOMJTIOBAHOCTI. [0 BaXKIMBUX JOaTKOBUX HebaxKaHUX peakllii, 110 MOXKYTh PO3BHUBaTUCS Ha (PoHi
JIiKyBaHHS JIETPO30JIOM, HajiexkaTh TaKi sBUIla 3 00Ky OIIOPHO-PYXOBOT0 amapary, K 0CTe0I0po3
Ta/ab0 MmepesioMu KiCTOK, Ta SBUIIA 3 00Ky CEpIIEBO-CYAUHHOI CUCTEMU (B TOMY YHUCIi
11epe6poBacKyIsIpHi Ta TpomboeMOoTiuHi sBuUIa). baraTto mo6ivyHUX SBUII MOXKYTh OyTH 3yMOBJIEH]
IPAPONHUMHU (hapMaKOJIOTiYHUMH HacCJigKaMu AedilluTy eCTPOTEeHIB (HallpUKIIaf IPUIIIABY,
asomellis Yy BariHalbHa KpoBoTeda). binbinicTh HebGaXKaHUX peaklliil CIocTepiranucs y mepii Kinbka
TUXKHIB JIIKyBaHHS.

[ToGiyHi peakiii HaBe#eHi 3a YaCTOTOIO MPOSBY: AyXKe YacTo: > 10 %, gacrto: Big > 1 % mo < 10 %,
HeyacTo: Big > 0,1 % mo < 1 %, pigko: Big > 0,01 % mo < 0,1 %, oyxe pigko: < 0,01 %, HeBigoMO:
YaCTOTY HEMOXKJIMBO OLIHUTH 3 HasBHUX JaHux. Haitbinbur vacTi peakiii HaBeOeHi IEPIINMU.

Tab6muig 1

Indeknii Ta inBa3zii

HeuacTo |IH(beKuiﬂ CEYOBUBIOHUX IIIJISIXiB

HoBoyTBOpeHHs1, TOOPOSIKiCHi, 3/105IKiCHiI Ta HeBU3Ha4YeHi (BK/II0YHO 3 KicTaMH Ta
MOJIimaMH)

HeuacTo |BiJIb B JUISHIY OYXJIMHU !

3 00Ky KpoBi Ta rimpaTrHuyHOl CHCTEeMH

Hewacro [Teiikonenis




3 00Ky iMyHHOI CHCTEeMH

HesigoMo |AHa(biJ1aKT1/1qHa peaxiris

3 00Ky MeTa00/1i3My Ta XapuyyBaHHS

[lyXe 4acTto ['imepxosiecTepuHemis

YacTto SHUKEHHS alleTUTY, NiABUILEHHS alleTUTY

[NcuxiuyHi nopynmieHHs

HacTo [lenpecisa

HeuacTo TpPUBOXKHICTD (BKTIOUal0Y¥ HEPBO3HICTh), APATIBAMBICTD

3 00Ky HEpBOBOI CHCTEeMH

JacTto ["onoBHUY 0ifTb, 3aIIaMOPOYEHHST

Heuacto ConnuBicTh, 0€3COHHS, TIOPYIIEHHS ITaM’siTi, AU3ecTe3is (BKIII0Yayu
apecTesiio, rinecTesiin), MOPYIIeHHS CMaKOBUX BiTUyTTiB, iHCYJIBT,
3an’ICTKOBUY TYHEJIbHUY CUHAPOM

3 00Ky oprasiB 30py

HevacTo |KaTapaKTa, IIOAPa3HEeHHs 04el, 3aTbMapeHHs 30Ppy

3 00Ky cepust

JacTo [TocuneHe cepre6uTTs'’

HeuacTo Taxikappis, ilmeMidyHi cepiieBi yCKIafHEHHS (B TOMY YUCJIi BAHUKHEHHS

a00 3aroCTpeHHs CTEHOKapP/il, CTeHoKap[is, 110 moTpebye
XipyprigHoro BTpy4YaHHs, iHpapKT MioKapfa Ta MioKapAiajabHa imeMis)

[Cynunni mopymenus

[lyXe 4acTto [Ipunnusu

HacTo ApTepiasibHa rinepTren3sis

HeuacTto Tpom6odnediT (B ToMy uncii TpoM60¢haediT moBepXHEBUX Ta TITUOOKUX
BEH)

Pinko JlereHeBa eM0o1ist, apTepianbHU TpoM0O03, iHDAPKT CyIUH TOJIOBHOTO
MO3KY

3 00Ky AHUXa/JIbHHUX IUISIXiB, TPYIHOI KJIITKH Ta CepPeIoCTiHHSI

HewacTo [3amumka, xamens

3 00Ky IIUTYHKOBO-KHIIKOBOT'O TPAKTY

Hacto HynoTa, gucrierncis t 3amnop, 0inb B OinsHIN XKUBOTA, giapes, 6/1I0BaHHS

HeuacTo CyxiCTb y poTi, cTOMaTuT '

3 00Ky me4iHKH Ta XKOBYOBHBiTHUX NIJISIXiB

Heuacto [TinBullleHHS PiBHS MeYiHKOBUX (PepMeHTiB, rinepbinipybineMis,
PKOBTSTHULA

HesigoMo [emmaTtut

3 00Ky IIKipu Ta migmKipHOl KIIiITKOBUHH

Ily>ke yacTto [TimBUINIeHEe IOTOBUMiIEHHS

acTto ATIomnelrisi, BUCUIIY (B TOMY YHUCJIi epUTEeMaTO3Hi, MaKyJIONanyIb0o3Hi,
ICOPiaTHUYHI Ta BE3UKYJISIPHI), CYXiCTh MIKipU

HeuacTto CBep0bixk, KPONIWB' THKA

HesimoMmo AHTiOHEBPOTUYHUI HaOPSAK, TOKCUYHUN ellifepMalbHUM HEKPOJIi3,
MyJIBTU(OpPMHA epuTemMa

3 00Ky OIOPHO-PYXOBOI'0 anapaTy Ta CHOJIYYHOI TKAaHHHH

[lyKe 4acTo ApTpanrisa

HacTo Mianris, 6ib y KiCTKax |, 0CTE0Iopo3, IepeoMHy KiCTOK, apTPHUT

HeuacTo TeHguHIT

Pinko PO3pUB CyXOXKUIIIA

JacToTa HeBigoMa CHHIOPOM «KJIallaHHS IIaJbIlsT»

3 00Ky HUPOK Ta CeYOBHII/ITbHOI CHCTEMH




HeuacTo

|H1;E[BI/IH.IGHHH YaCTOTU CEYOBUNYCKAHHS

3 00Ky penpogyKTHBHOI CHCTEMH Ta MOJIOYHHX 3a/103

JacTto

BarinasiibHa KpOBOTEYa

HeuacTto

BariHanbHi BUIiTIeHHS, BaTriHallbHa CYyXiCTh, Oiflb B TiNISHIII MOJIOYHUX
3a7103

3arajbHi po3/1aau Ta peakilili y MicTi BBeJleHHsI

[lyKe 4acTo BTOMITIOBAHICTh (BKIIOYal04YX aCTEHi0, He3yKaHHs)
JacTo [lepudepuunnit Habpsxk, 6ib y rpyasx
Heuacto ['eHepamizoBaHUY HaOpSK, CyXiCTh CIM30BUX 000JIOHOK, Big4yTTs

CIIDarv, JIMXOMdHKad

JTabopaTopHi Ta iHCTPpyMEeHTaIbHI TOCTiIXKeHHA

JacTto

[linBUIleHHS MacH Tina

HeuacTto

SHUXXEeHHS MacH Tina

1 ITobiuHi peakuii Ha aikapcvkull 3acib, npo AKi N08iGOMAAAOCA MiAbKU NPU MemacmamuiHomy

paky.

[Tpo mesiki moGiuyHi peakiil moBimOMIIsAIOCS 3i 3HAYHO BiIMiHHOIO YaCTOTOIO B YMOBAX afi TOBaHTHOI

Teparil. ¥ Tabauiiax HuxK4e IpefcTaBieHa iHpopMallis Mpo 3HavyyIli BigMiHHOCTI 1eTPo301y

TIOPiBHSHO 3 MOHOTEPAI€I0 TaMOKCH(EHOM Ta JIEeTPO30JI-TaMOKCHU()EHOBOIO ITOCITiIOBHOIO CXEMOI0

JIiKyBaHHS:

Tabnuns 2

Apn’oBaHTHa Tepallis IeTPO30JI0M MMOPiBHSIHO 3 MOHOTEPAITi€l0 TaMOKCU(DEHOM:

mo6iuHi epekTH 3i 3HAYHO BiIMiHHOIO YaCTOTOIO

JTeTpo3071, YacTOTa SBUII TaMokcudeH, 4yaCcTOTa SBUII]
N = 2448 N = 2447
He6a}I§§1Hi no0i4Hi [TpoTsirom Y 6ynb-sikuit yac [[IpoTsrom Zaiygib;gnﬂ
PEeaKiill IIiKyBaHHS 1iCIIs JIiKyBaHHSA I
(memiaHa 5 paHmoMi3atiii (memiaHa 5 PaHoOMIan1l
POKiB) (MepmiaHa 8 POKiB) [pOKiB) (Mel.llaHa 8
POKIB)
[TlepenoMm KiCTOK 10,2% 14,7 % 7,2% 11,4 %
OcTeonopos 5,1% 5,1 % 2,7% 2,7 %
TpomOoeMOomiuHi 2.1% 3.2 % 3,6% 4.6 %
STBUIITA
[HbapKT MioKapma 1,0% 1,7 % 0,5% 1,1 %
[imepmnasis 2 3%
eHIOMETPIs / 0,2% 0,4 % ’ 2,9 %
paK eHgoMeTpis

ITpumimka. TIpoTsAroM nikKyBaHHS — BKIodae 30 [HIB mMic/is 3aCcTOCYyBaHHS OCTaHHBLOL 7o3U. Y Oyb-

SKWH 9ac — BK/II0Ya€ Mepiof] MOJasbIIoro CIOCTePeXKeHH icys 3aKiH4eHHS ab0 BiIMiHN
OOCIIIIXKYBaHOT' O JIIKyBaHHS.

Pi3HuIs 'pyHTYETHCS Ha CIIBBIOHOIIEHHI pU3uKiB Ta 95 % mOBipYuX iHTepBasax.




Tabmuia 3
[TocnigoBHA cxeMa JIIKyBaHHS [TOPIBHAHO 3 MOHOTEPAIIIEI0 JIETPO30JI0M:

mo6iuHi epekTH 31 3HAYHO BiIMiHHOIO YaCTOTOO

MoHoTeparis JleTpo3on > Tamokcuden >

JIETPO30JI0M TaMOKCu(eH T1eTPO307
[ToGiuHi peakiii N = 1535 N = 1527 N = 1541

5 pOKiB 2 POKU — >3 POKHU 2 POKU — >3 POKHU
[IepemoMu KiCTOK 10,0 % 7,7 %* 9,7 %
[TpomidbepaTuBHi
po3naau 3 00Ky 0,7 % 3,4 %** 1,7 %**
EeHIOMETpiA
['inepxonectepurHeMia [52,5 % 44,2 %* 40,8 %*
apsy4i NPUINIUBU 37,6 % 41,7 %** 43,9 %**
BarinanbHa KpoBoTeda |6,3 % 9,6 %** 12,7 %**

* 3HAYHO HUXKYe, HiXK IIPX MOHOTEePaIIil IeTPO30JI0M.
** 3HayHO OiNbllle, HiXK ITPU MOHOTEPAIIii IETPO30JIOM.

ITpumimka. 3BiTHUI TIepiof BK/IIOYa€E mepiofn NikyBaHHS a0o mepion nmpotsarom 30 AHIB micns
IPUNUHEHHS JIiKyBaHHS.

Onuc okpemux nobiyHUX pedkuiu

HebaoicaHi peakuii 3 60Ky cepus

ITim vac amg'toBaHTHOI Teparii crmocTepiranucs Taki mob6iuHi epeKTu IeTPo30iy i TaMoKcudeHy
BiOIIOBiAHO (MIpU cepemHil TpUBAJIOCTI JiKyBaHHS 60 MicsaiiB mmtoc 30 gHIB): CTEHOKapPis, I0
noTpebye xipypriunoro BrpydanHs (1,0 % mopiBusHo 3 1,0 %); cepueBa HemocTaTHICTh (1,1 %
nopiBHsHO 3 0,6 %); apTepianbHa rineprensis (5,6 % mopiBHSAHO 3 5,7 %); YyCKnagHeHHS 3 00Ky CyAuH
TOJIOBHOTO MO3KYy/ TpaH3UTOpHa imeMiuHa ataka (2,1 % nopiBasHO 3 1,9 %).

[Tig yac po3uMpeHol af't0BAHTHOI Teparlil i3 3aCTOCyBaHHSM JIETPO301y (CEpeHS TPUBAIICTh
JiKyBaHHS 5 POKiB) Ta mianebo (cepeqHs TPUBAJIICTh JIiKyBaHHS 3 POKH) BiIIIOBIIHO CIIOCTEpIramucs
npo Taki mob6iuHi epekTH: cTeHOKapHis, 110 moTpebye xipypriunoro BrpydanHs (0,8 % mopiBHSIHO 3
0,6 %); BuHUKHEHHS ab0 3arocTpeHHs cTeHoKapmii (1,4 % mopiBHsHO 3 1,0 %); iHbapKT MioKapaa
(1,0 % mopiBusHO 3 0,7 %); TpoMbGoeMOomiute ycknagHeHHS* (0,9 % mopiBusgHO 3 0,3 %); iHCynbT/
TPaH3UTOPHa immemiyHa aTaka* (1,5 % nmopiBusgHO 3 0,8 %).

fBullla, MO3HAYEH] *, Many CTaTUCTUYHO 3HAUYIY BIAMIHHICTh y ABOX I'PyNax JiKyBaHHS.
HebascaHi peakuii 3 60Ky 0nopHO-pyx08020 anapamy

Iani 3 6e3meKy AJIsT OTIOPHO-PYXOBOTO allapaTy, OTPUMaHI ITifl Yac af'foBAHTHOTO JIiKyBaHHS,
npefcTaBieHi y Tabnuii 2.

[Tig yac po3uIMpeHol af ' t0BAaHTHOI Tepatil ¥ 3Ha4HO 0ibIIol KiTbKOCTi MallieHTiB, 10 OTPUMYyBaJl
JiKyBaHHS JIETPO30JI0M, BUHUKAJIM TIEPEJIOMU KicTOK abo ocTeomnopo3d (mepenomu kicTok 10,4 % Ta



ocTeoropo3 12,2 %), mopiBHSHO 3 MalliEHTaMHu 3 TPYIH, 1[0 OTpuMYyBaa mnaiebo (5,8 % ta 6,4 %
BigmoBigHO). CepedHs TPUBAICTh JIKyBaHHS i3 3aCTOCYBaHHSIM JI€TPO30JIy CTAHOBUJIA 5 POKIB, i3
3aCTOCYBaHHSM Itare6o 3 poKH.

ITogidomaeHHA npo nido3prosaHi nobiuHi peakuii

[ToBimomeHHS PO Mimo3pioBaHi MOGiYHI peakii mics peecTpaliil 1ikapchbKoro 3aco0y € BaXKIUBUM.
ITe no3B0OJIsl€ BECTM MOHITOPUHT CIIIBBIAHOIIEHHS KOPUCTI/PU3UKY 3aCTOCYBaHHS JIIKAPCHKOT O

3aco0y. CrenianicTu y ranay3i 0XOpOHU 3[0POB’st 30008’ 13aHi MOBIIOMIATH, IPO OyAb-SKi BUMIaIKU
Migo3pI0BaHUX MOOIYHUX peakilii.

Tepmin npudamuocmi. 4 Poxu.

YMoBH 30epiraHHs. 36epiraTu B OpUriHaIbHIN YIAKOBLI Py TeMmmepaTypi He suime 25 °C.

30epiratu y HEJOCTYIIHOMY OJISI OiTe# MicCIii.

Ynakoska. ITo 10 ta6netox y 6micTepi. [To 3 a6o o 10 6ricTepiB y mayiy 3 KapToHY.

Kareropis Bigmycky. 3a peuemnTom.

BupoOHHK.

Cinpan ®apma C.P.JI.

Micue3HaxomKeHHsI BUPOOHHKA Ta aJjpeca Miclisi IpPoBaIXKeHHsI HOr'0 Jisi/IbHOCTI.

Oyn. lona Muxanaue, 11, cekrop 1, 011171, Byxapect, PymyHis.



