THCTPYKIIA

IJISI MeTUYIHOT'0 3aCTOCYBaHHS JIiIKapChKOT0 3aco0y

JIETPOMAPA®

(LETROMARA)

Cknao:
ditoua pevosuHa: letrozole;
1 TabneTKa MiCTUTB 1€TPO301y 2,5 MT y nepepaxyBaHHi Ha 100 % peyoBuHy;

0OnoMIdCHI pe4oB8UHU: TAKTO3W MOHOTIPAT, KpOXMaslb KYKyPYO3sHUMY, LIeNTI0I03a MiKpOKPUCTaTiuHa
101, rimpokcunpomninMeTumniientono3a (15), HaTPit0 KPOXMAaNbIIIKOIAT (TUI A), MarHiio creapar;
CKJIaf IIiBKoBOi 06070ouKH: Sepifilm™ 050 (MeTuNrigpoKCcUIpomiNIenonos3a, emonosa
MiKpPOKPHCTaJliuYHa, alleTU/IboBaHi (abo aretaTu cKiIagHUX edipiB) MOHO- Ta OUTTIIIEPUON),
Sepisperse™ Dry 3214 Jaune (TifpOKCUIPOMiIMETHIINENION03a, [eI0I03a MiKpOKPHCTaliuHa,
tutaHy miokcup (E 171), pubodnasin (E 101)).

JIikapcbka ¢opma. TabneTku, BKPUTi MJIIBKOBOK 000JI0OHKOIO.

OcHosHi (pi3uko-xiMiuHi 81acmusocmi: TaONEeTKH KPyTJiol (opMHU 3 JBOOIYKJIOI0 IIOBEPXHEI0, BKPUTI
ITiIBKOBOO 000JIOHKOI0 KOPUYHIOBATO-KOBTOT0 @60 OPaHXKyBaTO-KOBTOI'0 KOJILODY.

dapMakoTepaneBTHYHaA rpyna. 3acobu, 1[0 3aCTOCOBYIOThCS [JIT TOPMOHAJILHOI Tepairii.
AHTaroHiCTHA TOPMOHIB Ta aHAJOriYHi 3acobu. IHribiTopu apomarasu. JIeTpo3oi.

Kom ATX L02B G04.

Papmako102iuHi 8 1acmueocmi.
dapmakoOuHamika.

JleTpo307 - HecTepoigHui iHribiTop apoMaTasu (iHribiTop 6i0CMHTE3y eCTPOTeHY); IPOTUIIYXIMHHUM
npernapar.

Y Bumagkax, KONMM PiCT MyXJIMHHOI TKAHWHYU 3a71€KUTh Bifl HAIBHOCTI €CTPOT€EHiB, YyCYHEHHS
0II0CEPEeAKOBAaHOI'0 HUMU CTUMYJIIOI0YOT'0 BIJIUBY € IIEPENYMOBOIO IIPUTHIYEHHS POCTY
ITyXJIUHA.

Y XKiHOK y IOCTMEHOTay3i eCTPOTeHH YTBOPIOIOTHCS IepPeBakHO 3 y4acTio (epMeHTy apoMaTasH,
KUY N1IePEeTBOPIOE aHIPOTeHH, 1110 CUHTE3YIOThCS Y HaJHUPKOBUX 3a/103ax (y MepIIy 4epry



aHMIPOCTEHMOIOH i TecTOoCTEPOH), Ha ecTpoH (E1) Ta ecTpamion (E2). Tomy 3a momoMoroo crenudivHol
iHri6inii hepMeHTy apoMaTa3u MOKHA JOCATTU IPUTHIYEeHHS 6I0CUHTE3Y €CTPOTEHIB Y
nepudepUYHUX TKAHWHAX i B IyXJIUHHIN TKaHUHI.

JleTpo30J1 IPUTHIYy€E apoMaTasy LIITXOM KOHKYPEHTHOTO 3B’SI3yBaHHS 3 CyOOAMHUIIEIO LILOTO
bepMeHTy - TeMOM ITUTOXPOMY P 450, 1110 IpU3BOOUTE N0 3HMKEHHS 0I0CUHTE3y eCTPOTeHIB y
BCiX TKaHVHaX.

Y 300poBUX XKiHOK Y IOCTMEHOMay3i oqHOpa30Ba f103a JIETPO30I1y, sika ctaHoBuTh 0,1 Mr a6o 0,5
MT, abo 2,5 MT, 3HUXKY€E piBeHb eCTPOHY Ta eCTPaiony B CUpOBaTIi KPOBi (TIOPiBHSIHO 3 TTOYAaTKOBUM
piBHEM) Ha 75-78 % i Ha 78 % BigmoBigHO. MaKCHUMallbHE 3HUKEHHS JOCATAETHCS Yepes

48-78 roguH.

Y XiHOK i3 momupeHo10 (OPMOI0 paKy MOJIOYHOI 3aJI03 y IIOCTMEHOIay3i oIeHHe
3aCTOCYBaHHA JIeTpo30ay y 4o3i Big 0,1 Mr o 5 Mr 3HMXKY€ PiBHI eCTpafiony, eCTPOHY Ta
€CTPOHY CynbdaTy y I1a3Mi KpoBi Ha 75-95 % Bif mo4aTKOBOTO piBHA. [Ipu 3acToCcyBaHHi
npemnapary y mo3i 0,5 mr i 6inbie y 6araThox BUIIagKaxX KOHIIEHTPAIlil eCTPOHY Ta eCTPOHY CynbdaTy
BUSBIISIOTHCS HUXK4Ye MexXi I-IYTJ'II/IBOCTi METOY, III0 BUKOPHUCTOBYETHCA OJIsI BUSHAYEHHA FOpMOHiB. I_[e
BKa3ye Ha Te, 1[0 3a JI0IIOMOT 00 JJaHUX 03 IIperapary J0CATAEThCS OiNbI BUpaxKeHe MPUTHIYeHHS
CUHTe3y eCcTporeHiB. CyIpecis eCTPOreHiB MigTpUMyBaiacs IPOTIArOM JIiKyBaHHS Y BCIX MALiEHTOK.

JleTpo30i - BUCOKOCTIennGiuHuY iHTi0iTOp aKTUBHOCTI apoMaTa3u. [10pyIIeHHSI CHHTEe3y CTePOITHUX
TOPMOHIB y HamHMPKOBUX 3a/103aX He BUSIBIEHO. Y MAallieHTOK y IOCTMEeHomNay3i, SKuM IIPOBOAUIIA
Tepaiiio JIeTPO30JI0M y noboBiit 103i 0,1-5 Mr, kniHiuHO 3HAUyNUX 3MiH KOHIIEHTPAIli# y I1a3Mi
KPOBI KOPTH30J1y, albI0CTePOHY, 11-meokcuKopTH301y, 17-TiIPOKCUIIPOTECTEPOHY,
aOpeHOKOPTUKOTPOMHOTo TopMoHy (AKTT), a TakoK aKTUBHOCTI peHiHy He 6Y710 BUSIBIIEHO.
[TpoBenenHus tecty crumynsnii 3 AKTIT yepes 6 i 12 TUXKHIB Tepamnii 1eTP030J10M y Ho60oBi# Ko3i
0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr i 5 MI' He BusiBUII0 IKOI'OCh TOMIiTHOTO 3MEHIIIEHHSI CUHTE3Y
anbOOCTEPOHY YU KOPTHU30/1y. TaKUM YMHOM, HeMa€e HeoOXiqHOCTi MpU3HayaTy TTIIOKOKOPTUKOIAY Ta
MiHEpPalIOKOPTUKOITH.

Y 300poBUX KiHOK y ITOCTMEHOMay3i MiCJIg 0OGHOPA30BOr0 3aCTOCYBaHHS JIETPO30J1y y Ao3ax 0,1 mr,
0,5 mMri 2,5 MI 3MiH KOHIIEHTpaIlii aHAPOTEeHIB (AaHOPOCTEHIIOHY Ta TECTOCTEPOHY) y IIa3Mi KpoBi
He BUSIBJIEHO. Y MallieHTOK y ITOCTMEHOIIay3i, siKi 0TpUMyBaju JIETPO30] ¥ mo6osii m03i Bixg 0,1 Mr
00 D M, 3MiH piBHS aHAPOCTEHiOHY y mIa3Mi KpoBi TAKOXK HE Bil3Ha4eHO. Bce 11e BKa3ye Ha
Te, 110 6710Kaga 6i0CUHTEe3y eCTPOreHiB He MPU3BOAUTH 10 HAKOMUYEHHS aHIPOTEHiB, SKi €
[IorepeqHUKaMy eCTPOTreHIB. Y MallieHToK, SIKi OTPUMYBaJIX JIETPO30JI, He OyJI0 Bif3HAYeHO 3MiH
KOHIIEHTPALliX JTI0TEeIHi3y10490ro Ta (OIiKyIOCTHMYIII0Y0ro TOPMOHIB y IJ1a3Mi KPOBi, a TaKOXK He
Oy70 Big3HaueHO 3MiH QYHKIIiM IUTOBAIHOI 3a/103H, SKi OI[iHIOBAJIA 3a PiBHAMU TUPEOTPOIIHOTO
ropmony T4 i Ts.

dapmakoKiHemuxka.

BcmokmyeaHHA. JleTpo301 MIBUAKO i TOBHICTIO BCMOKTYETBCS 3i IITYHKOBO-KUIIIKOBOTO TPAKTY
(cepemnst BenmuuyuHa 6iomocTymHOCTI cTaHOBUTH 99,9 %). [>xa He3HAYHOIO MipOI0 3HUXKYE IMIBUIKICTD
abcopOi1il (cepenHe 3HaUYEeHHS Yacy [OCATHEHHS MaKCUMaJbHOI KOHIIEHTpallil IeTpo30J1y B KPOBi
(t,.) CTAHOBUTD 1 TOOUHY IIPU MIPUNOMI IE€TPO30IY HATIIE i 2 TOOUHU - TIPU IIPUKOMI 3 1K€l0;
cepenHe 3HaYEeHHS MaKCUMaIbHOI KOHIIeHTpallil 1eTpo30iy B KpoBi (Cmax) CTaHOBUTH 129 +

20,3 umons/n npu npuiioMi Hatie i 98,7 + 18,6 HMOIB/N - IPU IPUKXOMI 3 1K€10), OTHAK CTYIIiHb



BCMOKTYBaHHS JIETPO30JTy (IPY OILIHII 3a MIOIIEI0 MM KPUBOI «KOHIIEHTPALlis - 4ac») He
3MiHIOETHCS. He3HauHi 3MiHU MBUAOKOCTI BCMOKTYBaHHS PO3LIHIOIOTHCSA K Taki, 10 HE MalTh
KJTiHIYHOTO 3HAYeHHs, TOMY JIETPO30JI MOKHA 3aCTOCOBYBATH HE3a/IeXKHO Bifl IPUIOMY 1XKi.

Po3nodia. 3B’si3yBaHHS J1€TPO30I1y 3 OiTKaMU IJTa3MK KPOBi CTAHOBUTH NMpubIu3HOo 60 % (mepeBaxHO
3 anbOyMiHOM - 55 %). KoHIleHTpallisg 1eTpo30JIy B epuTpoluTax - Maiizxke 80 % Bif #ioro piBHA y
na3Mi Kposi. ITicis 3acTocyBaHHS 2,5 Mr *C-MiueHOr0 1eTpo30iy IpubIu3Ho 82 % pafioaKTHBHOCTI
y IJIa3Mi KpOBi IpUIafiazio Ha 4aCTKYy He3MiHEHOl aKTUBHOI PeYOBUHU. TOMY CHCTEMHUY BIIJIUB
MeTaboJIiTiB 1eTPO30JTy He3HaYHMH. JIeTPO30J1 MIBUAKO i IMUPOKO PO3MOAINIETHCS Y TKAHUHAX.
VsaBHUM 00’€M PO3MOMiNY Y Iepion piBHOBAXKHOTO CTaHy focsrae npubnmusuo 1,87 + 0,47 n/kr.

Memabonism i BusedeHHA. JIeTpO30J1 3HAUHOIO MipoI0 3a3Ha€ MeTab01i3My 3 YTBOPEHHSIM
($hapMaKoJIOTiYHO HEAaKTUBHOTO KapOiHOI0BOr0 MeTaboIiTy - OCHOBHMI HIJIAX eJTiMiHalii.
MeTtabomiyHui KiipeHc netpo3ony (CL,) cTaHOBUTE 2,1 J1/rof, 110 € MEHIIINM 33 BeTHYHHY
MIeYiHKOBOT0 KPOBOTOKY (mpubnu3no 90 n/rom). Bymo BUsSBIEHO, 1110 IePETBOPEHHS JIETPO30IY Ha
Mioro MeTabomiT 3xilicHioeThes mif BrimuBoM i30depmenTiB CYP3A4 i CYP2A6 uutoxpomy P 450.
YTBOpeHHS HEBEIMKOI KiTbKOCTI iHIIKX, TTOKM 10 He ineHTH(}iKoBaHUX MeTab0IiTiB, @ TaKOXK
BHBEIEHHS HE3MIHEHOT0 IIpernaparTy 3 Cedelo i KaJoM BiflirpaioTh Jullle He3HaYHy POJib Y 3arajbHid
efniMiHallii 1eTpo3oiny. [IpoTaroM 2 THUXKHIB IIic/s BBEOEHHS 300POBUM HOOPOBOIBISAM Y
nocTMeHonaysi 2,5 Mr '“C-miueHoro neTpo3omy B cedi 6yio BusgBiIeHo 88,2 * 7,6 % pamioaKTUBHOCTI,
y kami - 3,8 £ 0,9 %. IIpunaiMHi 75 % pamioaKTUBHOCTI, 110 BUABJISAETHCA y Ccedi 3a nepiop mo 216
romguH (84,7 = 7,8 % mo3u neTpo30iy), IpUIlafgasio Ha III0KYPOHigHI KOH oratu KapOiHOI0BOTO
MeTabomiTy, Maiixke 9 % - Ha fBa iHIIi He ineHTH(diKOBaHI MeTaboJIiTH Ta 6 % - HAa HE3MiHEHUH
JIETPO30JI.

YVsBHUY KiHIIeBUY IIepiof HaIliBBUBEEHHS 3 IJ1a3MU KPOBi CTAaHOBUTEL IPUOTHU3HO 2-4 mo6H.
[licng mogeHHOT0 IpUioMy 2,5 MI IipenapaTy PiBHOBaXKHa KOHIIEHTPALlisd JIeTPO30JIy HOCATa€ThCA
IIPOTATOM 2-6 TUXKHIB, IPX I[bOMY BOHA IPUOIU3HO Y 7 pPa3iB BUILA, HiXK IiCsS OMHOPA30BOTO
IpUUOMY Ti€l K mo3u. BogHOYAC 3HAUYEHHS PiBHOBaXKHOI KOHILIEHTpallil y 1,5-2 pa3u nepeBUIIye Te
3HauYeHHS PiBHOBAaXKHOI KOHIIEHTPaIllil, siKe MoxkHa 0yo 0 3aB0aUYuTH Ha OCHOBiI pO3PaXyHKiB,
BUXO[IUM 3 BeJIMUKH, 3aPEECTPOBAHUX IiC/Is IPUIOMY OIHOPa30BOi J03U Ipemnaparty. Lle Bka3ye Ha
Te, 10 IIPH IOOeHHOMY 3aCTOCYBaHHi J1€TPO30y y [03i 2,5 Mr 1i0oro ¢hapMaKOKiHETHKa Ma€ Helno
HeJliHiMHUY XapaKTep. OCKiIbKY piBHOBaXKHA KOHILIEHTpPAIlif JIETPO30J1y HiATPUMYETHCA Mif Yac
JiKyBaHHS IIPOTSATOM TPUBAJIOTO YacCy, MOXKHa 3pOOUTU BUCHOBOK IIPO Te, 110 HAKONUYEHHS
JIeTPO30JTy He BinOyBa€ThCH.

JIiHiliHicmb/HeniHiliHicMb. ®apMaKOKiHeTHKA JIeTPO30/1y Oyia IPOIOPLiAHOI0 0 03K MiCs
3aCTOCYBaHHST OQHOPa30BO1 epopanbHoi mo3u 0o 10 mr (giamason go3 Bim 0,01 mo 30 Mr), a TaK0OXK
micns moaeHHUX 103 0o 1,0 mr (miama3on mo3 Big 0,1 go 5 mr). Ilicns 3acToCyBaHHSI OOHOPA30BO1
nepopasnbHoi fo3u 30 Mr crocTepiranocsi He3HauHe, ajne GiNbII HiXK IPONIOPLiHe 00 D031
36inpimenns noka3auka AUC. [Tpu 3acTocyBaHHi mopeHHUX 103 2,5 Ta 5 Mr 3Hauenns AUC
36inpunocs nmpubnusuo y 3,8 ta 12 pasiB 3amicTs 2,5 Ta 5 pasiB BiAMOBiAHO IPK MOPIBHSAHHI 3
mo3owo0 1,0 mr/mo6y. TakuM YMHOM, peKOMeHI0oBaHa fo3a 2,5 Mr/noly Moxe 0yTH rpaHUYHOI0
[03010, TIPY SKil HETPOIOPILINHICTE CTa€ BUAUMOIO, TOM1 K IIPU 3aCTOCYBaHHI 103U 5
Mr/mo0y HeIponopLikHICTh cTae OiNbll BUpaxKeHoi0. HemponopIliiHicTh 031, iMOBipHO, €
pe3yIbTaTOM HaCUUeHHS IIpolleciB MeTaboIiYHOT0 BUBeIeHH. PiBHOBaXKHI KOHIIEHTpallil JOCATaNuCs
yepe3 1-2 micalli mpy 3aCTOCYyBaHHI yCiX AOCTIAXKyBaHUX pexkuMiB fo3yBaHHS (0,1-5,0 Mr mogeHHO).

dapmakokiHemuka 8 okpemux e2pynax nauienmis. Y OOCIiAXKEHHIX, K1 IIPOBOAUIN 3 Y4aCTIO
NOOPOBOJIBLIIB 3 Pi3HUM CTaHOM (YHKII1 HUPOK (24-TOOMHHUY KITipEHC KpeaTUHiHy BapiloBaB



Big 9 mo 116 mn/xB), Big3Ha4anocs, 110 Miclis OGHOPa30BOro IPUUOMY JIETPO30I1y Y 0031 2,5
MT 10T0 (hapMaKOKiHETHKa He 3MiHIOBanack. KpiMm TOro, y BUllle3a3HaYeHOMY AOCITiAKEeHHi
OLIiHIOBaJ/IM BILIMB IOPYIIeHHS QYHKIII HUPOK Ha JIETPO30JI, aHasli3 KoBapiaHT O6yB
BHUKOHAHHMH Ha OCHOBI MaHMUX MBOX 0a30BUX HocCaimxkeHb (mocmimkenus AR/BC2 ta AR/BC3).
Po3paxoBaHuil KJIipeHC KpeaTUHiHY (miama3oH y gochigxkeHHi AR/BC2: 19-187 Mn/xB; y
nocnipxeHHi AR/BC3: 10-180 Mi1/xB) He IpOAEMOHCTPYBaB CTATUCTUYHO 3HAUYIIOTO 3B A3KY
3 MiHiMaJIbHUMU PiBHSIMHU JIETPO30J1y Y IJIa3Mi KPOBi y piBHOBaxXHOMY cTaHi (C,,;,). binbIie
TOTO, HaHi mocmimxkens AR/BC2 ta AR/BC3 nikyBaHHS Opyroi MiHil MeTaCTaTUYHOTO PaKy
MOJIOYHOI 3a/103H IIPOAEeMOHCTPYBAJIX BiICYTHICTh HETAaTUBHOT'O BIIJIMBY JIETPO30JTy Ha
KJTipeHC KpeaTuHiHy a0o0 MoripieHHs QyHKIlil HUPOK.

TakuM 9YMHOM, KOPEKIlid H03M IallieHTaM 3 MOPYIIeHHAM (QYHKIIi1 HUPOK (KITipeHC
KpeaTuHiny = 10 mi/xB) He noTpiOHa. [HpopMallis CTOCOBHO IAIli€HTIB 3 TAXKKUM
OpPYyIIeHHAM GYHKIII HUPOK (KIipeHC KpeaTuHiny < 10 My/xB) oOMexXeHa.

B oci6 3 moMipHO BUpaxkeHUM NOPyIIeHHIM QyHKII nedinku (knac B 3a mkamnoio Yatinma — [1'10)
CepenHi BeTMYMHY IIOII] il KPHBOIO «KOHIeHTparlis - 4ac» (AUC) 6ynu Ha 37 % BuIlli, HiX y
3[OPOBUX 0Ci0, ajie 3anuilianucs y Mexkax TOro [iana30Hy 3Ha4eHb, SIKi CIIOCTEpIranucs B
ocib 0e3 mopymiensb GyHKINI nevinku. [1Tpu gocnigxkeHHi papMaKOKiHETUKY OOHOPA30BOI 103U
y XBOPUX Ha IIMPO3 MMEYiHKU Ta 3 TSIXKKUMH MIOPYyIIeHHIMH 11 PyHKIil (kmac C 3a mKanowo
Yaiinga — I1'10) 6yno Big3naueno 36inbmertus AUC Ha 95 % Ta t,, Ha 187 % BiAmoBigHO MOPIBHSIHO 3
TIOKA3HWKaMH Y 300POBUX OOOPOBOJIBIIB. TaKUM YHHOM, y MAIliEHTOK 3 PAKOM MOJIOYHOI 3aJI034 Ta
TSKKUM MOPYIIEHHSIM QYHKINI MeYiHKY 04iKyI0ThCs OilbILI BUCOKI PiBHI 1€TPO30ITy, HiXK y MallieHTOK
6e3 TaxKol gucdyHKNii meyinku. OTXe, IiKapcekuii 3aci6 JleTpomapa® ciiif 3 06epeKHiCTIO
3aCTOCOBYBATH MallieHTKaM 3 TSKKUM MOPYIIEeHHAM (QYHKIIII MeYiHKK, 3BaXKal04yy Ha CIIiBBIIHOLIEHHS
KOPHCTIi/pU3UKY [/ KOKHOI OKPEMOI NallieHTKX. Y 3B’SI3Ky 3 TUM, II0 Y NALli€HTiB, IKi OTpUMYyBau
nmo6oBi go3u Big 5 Mr go 10 Mr/mo0y, He criocTepiranocs 30iNbIIeHHS T0OKa3HUKIB TOKCUYHOCTI,
KOPEKIIis 103K V¥ HANPSIMKY ii 3HUKEHHS He 00T PyHTOBaHa, X04Ya TaKUM IallieHTaM MoTPi6HO
nepe6yBaTH IiJ peTeabHUM HarmsmoM mikapis. KpiM Toro, He 6y10 Big3HaueHO XKOOHOTO BILJIUBY
OpyIIeHb QPYHKIIiI HUPOK (PO3paXyHKOBi 3HaUeHHS KJIipeHCy KpeaTuHiHy cTaHOBuIU 20-50
MJI/XB) abo mopyieHb QYHKIIII MeviHKKY Ha KOHIIEHTPAIIil0 JIeTPO30y Y Ia3Mi KpoBi y
MAI[iEHTOK 3 IOMMpPEeHNMH (opMaMU PaKy MOJIOYHOI 3a103u. PapMakKOKiHETHKA JIETPO30IIY
He 3aJIeXXUTh Bifl BIKY.

KriniyHi xapaKTepHUCTHKH.
Iloka3annsa.

Apn’toBaHTHA Teparisi TOPMOHOTIO3UTHUBHOT0 iHBA3MBHOI'0 paKy MOJIOYHOI 3a7103U Ha
PaHHIX CTafAifAX y XKIHOK Y IIOCTMEHOIay3aJIbHUN IIepiof.

PosmupeHna afj'10BaHTHA Tepallid iHBa3UBHOI'0 PaKy MOJIOYHOI 3a71031 Ha PaHHIX CTALigX Y
XKIiHOK Y IOCTMEHOIay3albHUM Tepion, skuM OyJia IPOBefeHa CTaHJapTHA af l0BaHTHA Tepallid
TaMOKCH(EHOM IIPOTITOM 5 POKIiB.

Teparmis nepimoi aiHil TOpPMOHO3aJIe3KHOT0 MOMKUPEHOT0 PaKy MOJIOYHOI 3271031 Y XKiHOK y
IIOCTMEHOIay3i.



JlikyBaHHs momuperux GOPM paKy MOJIOYHOI 3103 Y XKiHOK y TIOCTMEHOTay3i
(mpupomHoi ab0 crpuurHEeHoI IITYYHO) ITiC/Is peluauBy a00 MporpecyBaHHs 3aXBOPIOBAHHS,
SIK1 OTpUMYBAJIU [IONIEPENHIO TePAIilo aHTUEeCTPOTEeHaMU.

Heoapn'roBaHTHA Tepatis y XKiHOK Y IOCTMeHOIay3i 3 ropMoHono3utuBHuM, HER-2-HeratuBauM
paKoM MOJIOYHOI 3a/103H, SKUM He MigXOOUTh XiMioTeparis i He IoKa3aHe HeBifKIafiHe Xipypriu#e
BTPY4YaHHS.

EdekTuBHICTH NIpenapaTy AJis MallieHTOK 3 TOPMOHOHEraTUBHUM PaKOM MOJIOYHOI 3aJ103U He
[OBEfeHa.

IIpomunoka3aHHA.

o TligBuINleHa YyTIUBICTh M0 AKTUBHOI PEYOBUHHU ab0 [0 OYMIb-IKOTO iHIIIOTO KOMIOHEHTA
JiKapchKOro 3aco0y.

EHOOKPUHHUY CTATyC, XapaKTePHUU OIS IepeAMEHO0IIay3albHOTO TIepiony.

e BariTHiCTb, epiof rogyBaHHs IPYLILO.
e [IpoTUIIOKa3aHO 3aCTOCOBYBATH XKiHKaM PEMPOAYKTUBHOTO BiKY.

B3aemodisa 3 iHwumu nikapcekKumu 3acobamu ma iHwi eudu e3aemoditi.

MeTabomi3M 1eTpo301y 4acTKOBO BiOyBaeThcs 3 yuyacTio CYP2A6 Ta CYP3A4. Takum
YMHOM, Ha CUCTEeMHe BUBEIEHHS JIETPO30Jly MOXKYTh BIIJIUBATH JTiKapChKi 3aco0u, sKi
BII/INBAIOTh Ha pepmMeHTH CYP3A4 i CYP2A6. OueBugHO, META00IIi3M JIETPO30ITy MA€ HUIBKY
criopigHeHicTs i3 CYP3A4, ockinbku 11e¥ pepMeHT He HAaCUUYEThCS IIPU KOHLeHTpaliax, ¥ 150 pasis
GinpIIMx, Hi’K KOHIIEHTpAIIi] IeTPO30JIy, 10 CIIOCTEPIratoThCA Y MIa3Mi KPOBi y mepiof
PIBHOBaXXHOI'0 CTaHy 3a TUIOBUX KJIIHIYHUX YMOB.

Ha maHu# yac KIiHiYHKUE JOCBiT 3aCTOCYBaHHS JIETPO30Jy B KoMOiHaIlil 3 ecTporeHamMu abo
IHIIMMY IPOTUPAKOBUMHU IIpPenapaTaMyu, KPiM TaMOKCHA(eHY, BifCyTHiU. TaMoKCcu(eH, iHIIi
AHTUECTPOTeHHi IpenapaTy abo eCTPOTreHOBMICHI JTiKapchKi 3ac00M MOXKYTh HiBeII0BaTU
(dbapmakonoriyny gito netpo3oiny. KpiMm Toro, foBefieHo, 110 ¥ pa3i 0qHOYaCHOTO
3aCTOCYBaHHS TaMOKCHU(DEHY Ta JIETPO30/1y CYTTEBO 3HUKYIOTHCS IJIa3MOBi KOHIIEHTpAIlil
nmeTpo3ony. Clifl yHUKaTh OJHOYACHOTO 3aCTOCYBaHHS I€TPO30JTy 3 TaMOKCHU(EHOM, iHIIUMHU
aHTaroHiCTaMM eCTPOTEeHIiB ab0 eCTPOreHaMM.

Jlikapcuki 3acobu, AKi Moxcymb nidsuuLysamu KoHUeHmpauii 1empo3o1y 8 cuposamu,i Kpoei

[uri6itopu aktuBHOCTI CYP3A4 i CYP2A6 MOXYTh 3HUXKYBAaTA MeTab0I1i3M JIETPO30JTy i TAKUM YUHOM
MigBUIIYBAaTH KOHIIEHTpAIIil 1€TPO30I1y B IIa3Mi KpoBi. OffHOYaCHe 3aCTOCYBaHHS JTiKapChKUX
3aco0iB, SIKi CUITbHO MPUTHIYYIOTH I1i pepMeHTH (ToTyXKHi iHTi6iTopu CYP3A4 BK/IIO4alOTh, aje He
00MeXYI0ThCS: KETOKOHA30J1, iTpaKoHa30J1, BOpUKOHA30J1, PUTOHABIp, KJIaPUTPOMILIUH i
teniTpoMinuy; CYP2A6 (Hanpukiag MeTOKCasleH)), MOXKe MifBUIyBaTH €KCIO3UIIiI0 1eTpo30i1y. ToMy
nalieHTKaM, SKUM Ioka3aHi moTyxHi inribitopu CYP3A4 i CYP2A6, peKOMEHAYETHCS MPOSIBIISITH
00epexkHiICTh MPHU iX 3aCTOCYBAHHi.



Jlikapcoki 3acobu, siIKi MOXCYMb 3HUNMCYBAMU KOHUEHMpPAUii 1empo30y 8 cupogamu,i Kposi

IagykTopu aktTuBHOCTI CYP3A4 MOXYyTh NigBUINyBaTH MeTa00Ii3M JIeTPO30JIy i TAKUM YMHOM
3HMXKYBATH KOHIIEHTPAIIil0 TIeTPO301y B IIa3Mi KpoBi. OmHOYaCHE 3aCTOCYBaHHS JTiIKapChKUX 3aC00iB,
ski ctumynioioTh CYP3A4 (Hanpukiap ¢beHiToiH, pudamminus, Kapbamasernin, pernobapbitar i
3Bipo6ili 3BUYalHU), MOXKe 3HUKYBATH €KCIIO3U1i0 1eTpo30ity. ToMy mallieHTKaM, IKMM IT0Ka3aHi
noTyxkHi iHgyKTOpu CYP3A4, peKOMEHAYETHCS MPOSBNIATA 00€PEeKHICTh IIPH IX 3aCTOCYBaHH.
Iapykropu CYP2A6 HeBigoMmi.

OpgHoYacHe 3aCTOCyBaHHSA J1€TPo301y (2,5 Mr) i Tamokcuderny 20 Mr 1 pa3 Ha 706y IPHU3BOAUIO
[0 3HMKEHHS PiBHS JIETPO30J1y Y M1a3Mi KpoBi B cepegHboMy Ha 38 %. KimiHigyHUM OOCBIif, OTpPUMaHUN
Ha IIiCTaBi HOCTigXKeHb Teparlil Apyrol JIiHil paKy MOJIOYHOI 3aJI03H, IT0Ka3ye, 1[0 TepaleBTUYHUN
edekT niKyBaHHS JI€TPO30JI0M, SIK i YaCTOTa BUHMKHEHHS HeOaXKaHUX peaklliid, He 30iIbIIyBanucs,
SIKIIIO JIETPO30JI 3aCTOCOBYBAJIM Ofipa3y Iicyig TaMoKcudeHy. MexaHi3M 1€l B3aEMOIii HEBiTOMUM.

JlikapcuKi 3acobu, cucmemHi KOHUeHmMpauyii AKux 8 cuposamu,i Kposi Moxcyms 3mMiHO8amMucs nio
8N/1UBOM /1€MPO301Y

In vitro netpo3on mpurHiuye isopepmentu mutoxpomy P 450 - CYP2A6 i momipao CYP2C19,

aje KJIiHiYHe 3HaUYeHHS LbOTO sIBUIIa HeBimoMe. [TpoTe ciif goTpuMyBaTUCs 00€peXKHOCTI IPH
OHOYaCHOMY 3aCTOCYBaHHi 1eTP030:y i mikapchkux 3aco6iB, BUBEIEHHS SKUX IIepeBakHO 3aJIeKUTh
Bim CYP2C19 i gki MaloTh By3bKHii TepalleBTUYHUM [iana30H (TakKux K GeHiTOiH, KJIOMmigporens).
CyOcTpar 3 By3bKUM TepaneBTUYHUM fiana3oHoM Ay CYP2A6 HeBimoMuii.

HocmimxeHHs KITiHiYHOI B3aeMOfIii 3 TMMeTUANHOM (BimoMuit Hecnenudiuuuit inridirop CYP2C19 i
CYP3A4) i sapdapunom (gytnusuii cyocrpar gnsg CYP2C9 3 By3bKUM TepaneBTHYHUM [ialla30HOM,
SKMHM 9aCTO 3aCTOCOBYIOThH SK CYIyTHiNM IpemnapaT AJIs LiTb0BOl NOMyIALil IeTPO30J1y) ToKa3asy, o
CHilbHe 3aCTOCYBaHHS JIETPO30J1y i IUX JTiIKapChKUX 3ac00iB He CIPUYMHSE KITIHIYHO 3HAYYIIO]
JIiKapChKOl B3aEMOil.

Ornsapg 6a3u UX KIIHIYHUX OOCHIIIKEeHb He BUSBUB HiIKUX OOKa3iB IHINUX KITIHIYHO
3HAQYYLIUX B3a€EMOiH 3 iHIIMMU TiKapChbKAMU 3aco0aMH, 1110 YacTO MPU3Ha4alThCs.

Oco6.1ueocmi 3acmocyeaHHsi.
ITopyweHHA PYHKUIT HUPOK

HeMmae maHuX 1110710 3aCTOCYBaHHS JI€TPO30IIY AJ1S NiKyBaHHS IMAlliEHTOK 3 KJIipEHCOM KpeaTUHIHY
< 10 m/xB. [lepen npu3HayeHHAM IIpenapaTy TakKUM IallieHTKaM CJIiff 3BaKUTU Ha
CIIiBBiIHOILIEHHS IOTEHIIINHOTO PU3UKY Ta OUiKyBaHOTO e(PEeKTY JTiKyBaHHS.

XosecmepuH

Crig po3rnsHyTH IPOBEOEeHHS MOHITOPHUHTY X0IEeCTEPUHY Y CUPOBATII KPoBi. Y xomi
OOCIIIIXKEeHHS 13 3aCTOCYBaHHAM aff F0BAHTHOTO JIIKYBaHHSA IIOBITOMJISAJIOCS IIPO
rinepxonectepureMino y 52,3 % nali€eHTiB 1110 3aCTOCOBYBasu J1eTpo30a 1a 'y 28,6 %
TaIli€HTIB 1[0 3aCTOCOBYBanu TaMOKcudeH. [ToBigoMIsAnocs mpo rinepxoaecTepueMio 3-4
CTyTeHS [3a KpUTEPISIMHU OLIIHKHU CTyIeHs TAXKKOoCTi mobiunux peakuii (CTC)]y 0,4 %
IaIfieHTiB y rpymi netpo3ony Ta y 0,1 % mauieHTiB y rpymi TaMokcugeny. Kpim toro, B
af'toBaHTHiM Teparii, 30inpmienHs = 1,5 X BMH 3aranpHOro X07eCTepUHY (K IIPaBUJIO, He HATIIE)



CIIOCTepiranaocs y MalieHTiB 10 3aCTOCOBYBAJIX MOHOTEPAIIil0 Ta Majid I0YaTKOBUY PiBEHb
3arajibHOT0 XOJIeCTEPUHY B CUPOBATIi KPOBi B Mexkax HOpMHU (To6TO, <1,5 X BMH) y 151/1843 (8,2
%) B rpymi meTpo3omy npotu 57/1840 (3,2 %) B rpymi TaMokcudeHy. 3aCTOCyBaHHS TiMONiMigeMidHIX
npernapariB 0ys10 HeoOXigHO 25 % MallieHTiB, 10 3aCTOCOBYBaIH 1€TP0301 Ta 16 % malfieHTis, 1110
3aCTOCOBYBaIU TaMOKCHU(EH.

ITopyweHHA PYHKUII neviHKu

Y mairieHTIiB 3 TAKKOIO IeYiHKOBOIO HemocTaTHICTIO (knac C 3a mkanoio Yannga — I1'10) cucteMHa
€KCITO3UIIisl Ta Yac HalliBBUBENEHHS JIeTPO30JTy MPUOIM3HO BABiUi JOBIINM, HiXK Y 3M0POBOI JTIONUHH.
Taki xBopi 1oTpebyIoTh GibIll yBAKHOTO CIIOCTEPEKEHHS.

Bnaus Ha KicmKu

Ockinbku JleTpoMapa® € HOTyKHUM IIPenapaToM, 10 3HUKYE KOHIIEHTPALiI0 eCTPOreHiB, Iif] Jac
aj'10BaHTHOI Ta PO3IIMPEHOI afi' TOBAaHTHOI Teparii y XKiHOK 3 0CTEe0I0po30M Ta/abo rmepeioMaMu B
aHaMHe3i abo TuX, XTO Mae€ MigBUIIEHNI PU3UK PO3BUTKY OCTEOIIOPO3Y, HEOOXIMHO OILiHUTH
MiHepaIbHY HIJIbHICTh KiCTKOBOI TKAHUHM [I0 TI0YATKY JIiKyBaHHS, IPOTATOM JIiIKyBaHHS Ta IIiCs
3aBepIIeHHd JIiKyBaHHS JIETPO30JI0M. B yMoOBax af'l0BaHTHOI'O JiKyBaHHS TaKOXK CJIif PO3TraifaTi
MOXKJIMBICTh 3aCTOCYBaHHSI CXEMU MIOCIINOBHOI Teparmil (JIETP030J IPOTSAroM 2 POKiB 3 MOAAIbIINM
IIepexooM Ha IIPUHUOM TaMOKCUGEeHY IPOTATroM 3 POKiB) 3ajiexkHO Bif mpodinio 6e3meKy nalieHTKU.

MenonaysaavHuti cmamyc

Y mallieHTOK 3 He3'siCOBaHUM MeHOIay3aJbHUM CTaTyCcoM HeOOXiHO [I0 T0YaTKy JTiKyBaHHS
npenapaToM JleTpoMapa® BU3HAYUTH PiBHI JIIOTEiHi3y1040ro ropMony (JII'), GomiKyI0CTUMYTIO0Y0r0
ropmony (®CT’) Ta/abo ectpapiony. [IpuitMaTy miKapchKui 3aci6 JleTpomapa® CIiif TilbKY KiHKaM 3
IOCTMEHOIIay3albHUM €HIOKPUHHUM CTaTyCOM.

TeHOUHIM ma po3pus CyxoxHcunnf

MoxnuBi (pigKo) TEHOKHIT Ta po3puB cyxoxumis. HeoOxifnHe peTenbHe 00CTEXKEHHS MAlliEHTOK Ta
BXKUTTS BiIITOBIMHMX 3aXOMiB (HaIpuKiam, iMMo0ini3alist) momo ypaxkKeHoro CyX0XKuIIs.

3miHu 1abopamopHuX NOKA3HUKI8

I10303a1e3kHOTO BIIJIUBY JIETPO30JTy Ha Oyab-sKi reMaTosoriuHi abo 6ioxiMiuHi MOKa3HUKY HE
crioctepiranocs. [TomipHi 3MeHIIIEHHS KiTbKOCTi TiM(OLUTIB HEBU3HAUYEHOTO KJTIiHIYHOT0 3HAYEHHS
CIIOCTepiranucs y OesKux MalieHTiB, Ki 3aCTOCOBYBalM JIETPO301 Y 1o3i 2,5 mMr. Take 3HUXKEHHS
KiJIbKOCTi MTiMQOLXTIB Man0 TPaH3UTOPHUM XapaKTep MpuOIN3HO V II0JIOBUHY IAIli€HTIB, SIKi 3a3HaIu
BIIJIUBY. Y [IBOX IAI[iEHTIB, IKi 3aCTOCOBYBAJIX JIETPO30JI, PO3BUHYJIACh TPOMOOIIUTOIIEHIS;
B3a€EMO3B’SI30K i3 JOCIigKyBaHUM IIpenapaToM OyB He3'sicoBaHUM. Buxif mallieHTiB i3 goCTigKeHHS
yepes MopylIeHHs 1ab0paTOPHUX ITOKA3HUKIB, 1110 Oy/IU ITOB’g3aHi i3 3aCTOCYBaHHSM IIpenapaTy uu
Hi, OyB pigkicHUM.

IHwWi 3acmepedceHHs

Crifi yHUKATH OFHOYACHOT0 3aCTOCYBaHHS JIIKAapChKOro 3acoby Jlerpomapa® i TaMokcubery, iHIIAX
AQHTAroOHICTiB eCTPOTeHiB Y eCTPOreHOBMICHUX TiKAPChKUX 3aC00iB, OCKIIbKHY IIi PEYOBUHU MOXKYTh
HiBeI0BaTH (PapMaKOJIOTiYHY [Iif0 JIETPO30Iy.

Jlerpomapa® MiCTHTh TaKTO3y — SKIIO Y Bac BCTaHOBIEHO HEIIEPEHOCUMICTh fesdKHX LyKpiB,
IIPOKOHCYJIbTYHUTECS 3 JIiKapeM, MMepul HixX mpuitMaTH 1el likapcbKuii 3aci6



3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHsA 2pyodoto.

KiHKM Y TepuMeHonay3albHOMY CTaHi ab0 XKiHKKM PeIpPONYKTUBHOTO BiKY

IIpenapart JleTpoMapa® CIIifi 3aCTOCOBYBATH TiJIbKK KiHKaM 3 4iTKO BCTAHOBJIEHUM
IIOCTMEHOTay3aIbHUM CTaTyCOM. ICHYIOTh ITOBiTOMJIEHHS IIPO CIIOHTaHHi abopTu abo
BPOIKEHi aHOMaJIil y HOBOHAPOAXKEHUX, MaTepi AKUX IPUKMMaJH JIeTPO30I.

3 ornsAmy Ha MOBiIOMJIEHHS IIPO IOHOBNIEHHS (DYHKII SE€YHUKIB Y KIHOK Ha TJIi JTiIKyBaHHSI
JIeTPO30JI0M, He3BaXKaluy Ha YiTKUU II0OCTMEeHOoIay3aJIbHUY CTaTyC Ha II04aTKy Teparil,
nikap 3a noTpebu MOBHHEH 0OTOBOPUTH 3 MAIliEHTKOIO afleKBaTHI MPOTU3aIlTiHI 3ac0o0u.

BariTHicTb

Ha ocHOBI f0CBify 3aCTOCYBaHHS JIETPO30JIY JIFOASAM, 110 BKJIFOYAE OKPEMi BUMIAOKU
BPOMI2KEHUX Bafl (3pOIeHHs I'y0, 30BHIIIIHI CTaTeBi OpraHu MIPOMiXKHOTO THUIIY), BiOMO, III0
JIETPO30JI MOXK€e CIPUYUHATYU BPOAXKEHI Bafyl PO3BUTKY V pa3i MOTro 3aCTOCYBaHHS y Iepiofn
BariTHOCTi. Pe3ynbTaTé OOCHiAXKEHb HAa TBapHHAX IOKa3ajl HagBHICTh PEIIPOAYKTHBHOL
Tokcu4HOCTI. [Ipenapat JleTpomapa® IpPOTUIIOKA3aHHIA 171 3aCTOCYBaHHS y Iepiof
BariTHOCTI.

['onyBaHHSA IPYOOI0

HeBiioMO, 41 €KCKPETYETHCS IETPO30JI Ta KOro MeTabOoJIiTH B TPyAHE MOJIOKO JTIOAUHH.
Pu3uK Oj1s1 HOBOHAPOOXKEHOTO/HEMOBJISITH BUK/TIOUUTH HE MOXKHA.

IIpenapar JleTpoMapa® IPOTUIIOKA3aHWH I 3aCTOCYBAHHS Y II€piof TOMyBaHHS IPYIILO.

DepTunpHicTh. PapMaKoIOTIYHO0 I€0 JIETPO30J1y € 3HUKEHHS IIPOAYKYBAHHSA €CTPOreHy IUIAX0M
inribyBaHHS apoMaTa3u. Y XKiHOK y IpeMeHomay3i iHribilis CHHTe3y eCTpOTeHy NPU3BOAUTE 10
BiIIIOBiAHOTO MigBUILleHHS PiBHIB roHagoTtpominiB (JIT, ®CT). [TigsumenHs piBus ®CI, y cBoio yepry,
CTUMYJIIOE PicT (OMIKYIIiB, 110 MOXKe iHAYKYBaTH OBYJISAIIIO.

30amHicmb eniueamu Ha weudKicmb peakuii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexXaHizMamu.

BrniuB neTpo30y Ha 30aTHICTh KepyBaTH TPAHCIOPTHUMY 3aco0aMu Ta IIpallloBaTé 3 MexaHi3MaMu
He3HauHui. OCKibKY IIPU JTiKyBaHHI JIETPO30JI0M Y XBOPUX CIIOCTEPIraucs 3arajbHa CabKicTh i
3allaMOPOYEHHS, @ TAKOXK B OKPEMUX BUIIaIKaX COHIUBICTh, PEKOMEHIYEThCS 00EPEKHICTD MM Yac
KepyBaHHS aBTOTPAHCIOPTOM ab0 poOOTH 3i CKJIafHUMU MexaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.

Iopocai, y m. u. nayienmu AimHvo20 8iKy. PeKoMeHfoBaHa fo3a JleTpomapu”® CTaHOBHUTS 2,5 Mr 1
pa3 Ha noOy. B ag'toBaHTHIN Ta pO3IIMPEHiil afi’ TOBAHTHIN Teparii TiKyBaHHS IIpernapaToM
Jlerpomapa® MOBMHHO TPUBATH IPOTATOM 5 POKiB a00 IOKK He HAacTaHe PeIMIUB 3aXBOPIOBAHHS.



XBOpPHM i3 MeTacTa3aMy Tepallilo JIiKkapChbKUM 3aco60oM JleTpoMapa® CIifi IPOJOBKYBaTH, TOKH
O3HAKU IIPOrpeCyBaHHS 3aXBOPIOBAHHS He CTAHYTh OYEBUAHUMU. B yMoBax aj t0BaHTHOI'O JIIKyBaHHS
TaKO0XK CJIifi PO3T/IsiOAaTh MOXKJIUBICTh 3aCTOCYBaHHS CXeMU IOCIiJOBHOL Teparil (JIeTpo30J1 NPOTATOM
2 POKiB 3 MOJasbIIAM IIEPEX0OM Ha IPUMOM TaMOKCU(EHY IIPOTATOM 3 POKiB).

B ymoBax HeoaJ' J0BAaHTHOTO JIiKyBaHHS 3aCTOCYBaHHS JIiIKapChKOro 3acoby JleTpomapa® ciif
IIPOMIOBXKYBATHU MPOTITOM 4-8 MicsiB, 1100 JOCATHYTH ONITUMAaIbHOTO 3MEHIIIEHHS MTyXJIUHHU.
fAKuo BIiONOBiOb Ha JIIKyBaHHS HEJOCTATHS, CJIif IPUIMHUTHU Tepallio IpernapaToM
JleTpomapa® i IpU3HAYUTH IIJIAHOBE XipypridHe BTPy4aHHs Ta/a00 0GrOBOPHUTH 3 MALi€HTKOIO
BapiaHTU OJABIIOTO JIIKYBaHHA.

II71s1 aIlieHTOK JiTHBOTO BiKy KOPEKIIist 403U IpernapaTy He moTpibHa.

Himu. [1n5 nikyBaHHA [iTel IpellapaT He 3aCTOCOByBaTH. be3neka Ta e(eKTUBHICTb 3aCTOCYBaHHS
JIETPO30I1y HiTAM He BcTaHOBINeHi. HasBHi maHi o6MexeHi, TOMy HEMOKIIUBO PO3POOUTH
PeKOMeHfalil CTOCOBHO JO3YBaHHS.

ITauieHmku 3 nopyweHHAMU PYHKYill neyiHKu ma/abo Hupok. [I1s maIieHToK 3 ypaxKeHHSIM MMeYiHKu
Bifl JIETKOTO 10 CepemHbOro CTymeHs (kiac A ta B 3a mkamnoio Yatinma — I[1'10) abo HUPOK (pu
KilipeHci KpeaTtuHiny * 10 MJI/XB) KOpeKIlisg 103U IIpenapaTry He moTpidHa. HasBHi maHi cTOCOBHO
TIAllieHTIB i3 HUPKOBOIO HEOCTATHICTIO 3 KJlipeHcoM KpeaTuHiHy < 10 M/XxB ab0 TSIXKKUM
OpyIIeHHAM QYHKIIIl IediHKYA HemocTaTHi. [TallieHTH 3 TIKKUAM MOPYIIeHHIM QyHKIII Medyinku (Knac
C 3a Yaitnma — [1'10) moTpeOyIOTh PETEILHOTO HATTIAAY.

Cnocib 3acmocyeaHHs

IIpenapar JleTpomapa® CIIif IpuiiMaTH IepopaibHO He3asleKHO Bif BAXUBAHHS 1Ki, OCKiIbKH
i2ka He BIIJIUBA€ Ha CTYIiHb abCcopOIlil mpemapary.

[TponyiieHy 103y CIif IPUUHATY OApa3y, K TUIbKU IallileHTKa 3rafae npo ue. OnHak, sKIIo
nalfi€HTKa 3rafia€ Ipo Iie He3a[0Bro A0 MPUMOMY HaCTYIIHOI 03U (3a 2-3 TOOUHMU),
IIPOMYIIEeHy 003y CIif IPONYCTUATH Ta IPUUHATHA HAaCTYIIHY 403y 3rifHo 3 rpadikoM. He crmif
IPUUMATH MOABIMHY 003y, OCKIIbKY ITPH IPUKoMi 0oO0BOI 103K, BUIIOI Bil peKOMEHI0BAHOI
2,5 MT, criocTepiranacs CUCTEMHa eKCITO3MUIIis, BUIIA Bif] MPOMOPIIiAHOI.

Himu.

[IpenapaT He 3aCTOCOBYBATH HiTSIM, OCKiIbKM e(PEKTUBHICTh Ta O€3MEeKYy 3aCTOCYBaHHS JIETPO30IIY
OJIs1 1i€l KaTeropii MallieHTiB He BUBYAJIU B MeXKax KITiHIYHUX JOCTiAkKEHb.

Ilepedo3yeanHns.
[ToBimOMIISINIOCS PO IIOOAUHOKI BUNAAKU IIepef0o3yBaHHS JIETPO30IIy.

CnemudivyHe niKyBaHHS 3 IPUBOAY ITepe03yBaHHS HEBiOME; JIiKyBaHHS IIOBUHHO OYTH
CAMIITOMATUYHUM 1 NiATPUMYIOYUM.

ITobiuni peakuii.



3aranabHUM OTIAM TPOdinio 6e3neKn

YacTtoTy HebaxkaHUX peakiliii 1eTP030/1y BU3HAYAJIM ITePeBakKHO Ha OCHOBI TaHUX, OTPUMAHUX Y XOmi
KJIIHIYHUX JOCIIMKEeHb.

JleTpo3o 3aranoM noOpe mepeHOCUBCS Y BCiX OOCITIIKEeHHSX SK Tepallis Iepimoi i apyroi miHil mpu
JIiIKyBaHHI IIOIIMPEHOTO paKy MOJIOYHOI 3aJ103H, AK af] I0BaHTHA Tepallis paKy MOJIOYHOI 3aJI031 Ha
PaHHIX cTamifx i K po3UIMpeHa aj 'l0BaHTHa Tepallid paKy MOJIOYHOI 3a71031 y XKiHOK, SKi paHilie
ofepKyBa/ll CTAaHJAPTHY aj I0BAHTHY Tepalilo TaMoKkcudeHoM. Matixke B 1/3 mallieHToK, sKi
JIIKyBaJIUCS JIETPO30JIOM IIPM MeTaCTaTUYHUX i Heoa[l'IOBaHTHUX CTaHaX, IpuOIu3Ho y 75 %
TALliEHTIB IIPU afi IOBAHTHOMY IIpU3Ha4eHHi (06uABi rpynu mpuiiMany i 1eTpo3o i TaMoKCcudeH,
Me[liaHa JTiKyBa/JIbHOTO Ilepiofy ctaHoBuiIa 60 micsiiB) i Maiike y 80 % mali€eHTiB IpU PO3IIKMPEHIN
aj'1oBaHTHiM Teparmii (i neTpo3o:n i mnarebo, MefiaHa JIiKyBalIbHOTO Iepiony cTaHoBuIa 60 MicsiiiB)
crioctepiranucs nmobiuHi peakiii. B3arami mo6iuni peaxiiil, siKi criocTepiranucs, Maiu IepeBaxHO
cnabkuit abo MOMipHO BUpaXKeHUM XapakKTep i y O6inbInocTi BUunaakis Oyniu 1MoB g3aHi 3 gedinutom
ectporeHiB. HalyacTiure y 3BiTax mpo KiiHiuHI HOCTiXKeHHs 3ragyBanucs no0iuHi peakil y BUTISIA
IIPUIIINBIB, TillepX0leCTepUHEMil, apTpanrii, HyHOTH, TOCUIEHOT0 IIOTOBU/IINIEHHS Ta IigBUIIEHO]
BTOMJTIOBAHOCTI. [0 BaxkK/MuBUX HeOakKaHUX Peakilii, 110 MOXKYTh PO3BUBATUCS Ha TJIi JiKyBaHHS
JIETPO30JI0M, HajleXKaTh TakKi siBUIa 3 00Ky OIIOPHO-PYX0BOTO amapary, ik 0CTE0I0op03 Ta/abo
IIepesioMH KiCTOK, Ta siBUIlla 3 00Ky CeplieBO-CyAHHHOI CUCTEMU (B TOMY YMCIIi lepeOpoBacKyIspHi Ta
TpoMOoeMOoTiuHi saBuIIa). baraTo mo6iyHUX SABUIL MOXYTh OyTH 3yMOBJIEHI IPUPOIHUMU
(bapMaKOJIOTiYHUMU HaclligkaMu nediluTy eCTPOTeHiB (HallpyuKiIa[ IPUIINBY, ajlonelisd 94u
BariHajbHa KpoBoTeua). binbimicTh HebGaXKaHUX peakllii CIIocTepiranucs y nepimi KibKa THXKHIB
nikyBaHHs. KaTeropii yactoTu ans mux HebaxkaHUX peakilii onucaHi y Tabnumi 1.

[To6iuHi sBUINA 3a3HaYeHi 3a YaCTOTOI0 BUHUKHEHHS, TIePIIMMY 3a3HAYal0ThCS HaWOibII
PO3MOBCIOAXKeHi. [ OLiHKY YaCTOTH BUHUKHEHHS Pi3HUX MOOIiYHUX peakllili BUKOPHUCTOBYIOThCS
Taki TepMiHH: AyxKe 4dacTto (= 1/10), gvacto (= 1/100 - < 1/10), HewacTo (= 1/1 000 - < 1/100), pizko
(= 1/10 000 - < 1/1 000), my=xe pigko (< 1/10 000); yacTtoTa HeBimoOMa (HEMOKIMBO OLIIHUTH,
BUXOISYM 3 HasIBHUX JAHUX).

Tabnuis 1
YacToTa [[To6iuni peakmii
IH(pekuil ma iHeasil
HeuacTo |IH(1)eKui'1' CEYOBHUIINTbHOL CUCTEMHU
/[06pOosKiCHI, 3105KiCHI ma He3’ 1C08AHI HOBOYMBOPEHH A, BKAI0UYAOYU Kicmu ma noainu
HeuacTo [Bine y nyxmumanx Bormmmax @
3 6oky Kposi ma aimpamuyHoi cucmemu
HeyacTo [Teitkonenis
3 60Ky iMyHHOI cucmemu
Hegigomol gacTtoTu [Aradinaktruni peakii
[MemaboiyHi nopyweHHsA ma po3Aadu HCUB/eHHs
[lyke 4acTo [imepxonecTepruHEMis
acTto SHUXEHHS alleTUTy, NiABUILIEHHS alleTUTY
ITcuxiyHi NOpYyWeHHA
HacTo [lenpecisa
HeuacTo TPUBOXKHICTD (BKITIOUAI0YX HEPBO3HICTh), IPATiBIUBICTD

3 60Ky Hepeosoi cucmemu
YacTto [Tonosuuit 6inb, 3anamopouenHs




HeuacTo

CoHNUBICTh, 063COHHS, IMOTIPIIEHHS ITaM’sTi, U3ecTe3is (BKI0Yaloun
apecTesilo, rinepcTesito), OPYIIeHHS CMaKOBUX BiUYTTiB, iHCYIIbT,
3an’ICTKOBUY TYHEJIbHUU CUHAPOM

3 60Ky opaaHis 30py

HeuacTo

[KatapaxTa, mogpasnenHs oka, 3aTbMapeHHs 30Dy

3 6oky cepus

JacTto

TMocunene cepue6urrs”

HeuacTto

Taxikapmisi, BUIIaKy imemil Mmiokapaa (BKI04Yaloyyd BUHUKHEHHS ab0
MOTipIneHHs mepebiry cTeHoKapii, CTeHOKapHilo, 110 BUMarae
XipyprigHoro BTpydaHHS, iHbapKT MioKappa Ta immeMiio MioKappa)

CyOuHHI NOPYWEHHA

[lyKe 4acTo [apsy4i NPUIIUBU

HacTo ApTepiasibHa rinepreHsis

HeuacTo Tpom6odnebiT (BKmoyaoun TpoMO0(pebiT mMoBEpXHEBUX Ta TTTHOOKUX BEH)
Pigko JlereHeBa eM00JIisl, apTepianbHui TPOMO03, 11epebpoBacKyIIpHul iHQapKT

3 60Ky OuxaabHOI cucmeMu, mopaxkaavbHi ma mediacmuHaAbHi NOPYWEeHH

HeuacTto

[3apumka, xamens

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY

YacTto

Hynota, 61m0BaHHES, JUCIHeNcia ), 3amop, giapes, 6ib y XKUBOTI

HeuacTto

CtoMaTuT ", CYXiCTh Y POTi

3 60Ky eenamobiniapHoi cucmemu

HeuacTto

[linBullleHHS PiBHS MIEYiHKOBUX (PEePMEHTIB, rinepOinipybineMis,
DKOBTSTHUIISA

HeBimomol 4acToTH

['emaTut

3 60Ky wkipu ma nidwKipHOi KAiMmKoBUHU

[lyKe 4acTo [Tocusene nOTOBUOiTIEHHSA

YacTto ATionenisi, BUCUIIaHHS (BK/II0Yal04Yy epUTEMATO3Hi, MaKyJIOManyJIsapHi,
[ICOpiaTHUYHIi Ta Be3UKYJISIPHI BUCHIN), CYXiCTh HIKipH

HeuacTo CBep0OixK, KPOIIMB' THKA

HeBigoMol 4acToTH

TOKCHUYHUY ellifepManbHUM HEKPOIIi3, MylTbTU(HOPMHA EPUTEMA,
QHTiIOHEBPOTUYHMM HaOPSK

3 60Ky ckes1emHo-M’ 130801 cucmeMu ma cnoay4HOI MKAHUHU

[lyke 4acTo ApTpanrisa

YacTto Binb y M’s3ax, 6i1b y KicTKax'’, 0CTEOnOpO3, IepPeIoMH KiCTOK, apTPUT
HeuacTo TeHOuHIT

Pinko PO3pUB CyXOXKUIIIA

HeBigoMol 4acToTH

CI/IHJIpOM «KJIaAl040T' O ITaJIbIIsA»

3 60Ky ceyoaudisbHOI cucmemu ma HUPOK

HeuacTo

|1'I1J1]31/11ueHa YaCcTOTa CEYOBUIIYCKAHHSA

3 60Ky penpodykmueHoi cucmemu ma MOJA0YHUX 3d/103

YacTo

BarinasnibHa KpOBOTEYa

HeuacTto

BarinasnbHi BUfineHHsS a00 CyXicThb, 6i/1b y MOJIOUHMX 3aJ103aX

3azanvHi po3snadu ma peakuii y micmi 88e0eHHA

[lyKe 4acTto CTOMIIOBaHICTh (BKJIIOYAIOYX aCTEHil0, He3yKaHHs)
acTo [lepudepuunnit Habpsxk, 6i7b y rpyasx
HeuacTo [TinBUIllEeHHST TEMIIEPATYPHU, CYXiCTh CTM30BUX O0OJIOHOK, BifUyTTS CIIpary,

reHepanizoBaHul HabpsSK

TocaiooceHHsA

JacTto

30iIbIIeHHS MacH Tina

HeugacTto

3MEeHIIeHHsI MacH Tila




(1) Tinpku npu JIiKyBaHHI METACTaTUYHOTO yPaXKeHHS.

[Tpo neski HeOaxkaHi peakiiii TOBimOMIIAIOCS 3i 3HAYHO BiAMiHHOI0 YaCTOTOIO0 B yMOBaX aj] I0BAHTHOTO

JIiKyBaHHS.

Tabnuns 2

Apn’toBaHTHA Tepallis TIeTPO30JI0M ITOPIiBHSIHO 3 MOHOTEPAIli€l0 TaMOKCcu(peHoM: HeOaxKaHi SBUIIA,
YacToTa SKUX 3Hauylle Biipi3HAIach

JIeTpo30J1, YaCcTOTa SBUIL]

TamokcudeH, 4acTOTa SBUII]

. - N = 2448 N = 2447

Hebaxani mobiuni - -

peakiii HpOTHTOM y.ﬁyxlb-HKI/II/I dac HpOTHFOM Y'Gyﬂb-HKI/II/I dac
TTiKyBaHHS [Iic/is paHAoOMi3alil|TiKyBaHHS MiC/Is paHmoMi3ariil
(memiaHa 5 pokiB) |(memiaHa 8 pokiB) |(MemiaHa 5 pokiB)|(MemiaHa 8 pOKiB)

[IepenoM KiCTOK 10,2 % 14,7% 7,2% 11,4%

OcTeomnopos 5,1% 5,1% 2,7% 2,7%

TpombGoeMOomiuHi 2.1% 3,2% 3,6% 1 6%

SIBUIITA

[HbapKT MioKkapma 1,0% 1,7% 0,5% 1,1%

[inmepmnasis D 3%

eHIOMeTPis / 0,2% 0,4% ! 2,9%

paK eHJoMeTpid

[Tpumitka. [TpoTsrom nikyBaHHs — BKJo4ae 30 gHIB micist ocTaHHBOI 103U. Y Oyab-IKUN Yac —
BKJTIOYA€E MTePiof MOOabIIoro CIIOCTePeKeHHs Mics 3aKiHueHHs ab0 BiIMiHM JOCITiIKYyBaHOTO

JIIKyBaHHS.

PisHuns rpyHTYeThCS Ha CIiBBimHOIEHH] pu3uKiB Ta 95 % moBipYuMX iHTEepBalax.
YHTY

Tabmnuig 3

HOCJ’IUIOBHG J'IiKYBaHHH HOpiBHfIHO 3 MOHOTepaHiGIO JIETPO30JIOM: HeOaxkaHi ABHUIIIA, 9YaCTOTa AKUX

3Hayyllle BiApi3HAIACH

Moworeparis UleTpo3on — TamokcudeH[TaMokcruder — 1eTpo307
JIETPO30JI0M
[To6iuHi peaxiril N = 1535 N = 1527 N = 1541
5 pOKiB 2 POKU — 3 POKHU 2 pOKu — 3 POKHU
[Tepenomu KiCTOK 10,0 % 7,7%* 9,7%
[IpomnidepaTuBHi posnanuf, .o, 3,40+ 1 7%k
3 60Ky eHJIOMeTpis
['imepxonecTepruHEMisS 52,5% 44,2%* 40,8%*
['apsidi IPUIIUBU 37,6% A1,7%** 43,9%**
BariHaibHa KpoBoTedya |6,3% 9,6%** 12,7%**

* 3Hauyle MeHIIle, HiXK B IPyIIi MOHOTepaIlil 1eTPO30JI0M.

*k 3gauyime GinbIle, HiXK B IPYIi MOHOTEpAIIii IETPO30JI0M.

[Tpumitka. [Tepion moBimoMneHHs BKIII0Ya€ nepion nikyBanHs abo 30 gHIB micis mpUIMHEHHS

JIIKYBaHHS.



Omnuc oKpeMux MobiYHNX peakilin

HebaoicaHi peakuii 3 60Ky cepus

B yMoBax afi’toBaHTHOTO JIiKyBaHHS, KPiM IIpeICTaBlIeHUX y TaONulli 2 faHUX, TOBifOMIISIOCS PO
Taki HebaxXaHi SBUIla CTOCOBHO JIETPO30Jy i TaMOKCcH(deHy BiAMOBIAHO (3 MefiaHO0 TPUBAIOCTI
nikyBaHHS 60 MicsamiB mmtoc 30 gHIB): CTEHOKApPis, 0 BUMarae xipyprigsoro nikyBanss (1,0 %
npotu 1,0 %); cepreBa HemocTaTHICTE (1,1 % nmpotu 0,6 %); apTepianbHa rimeprensis (5,6 % npoTtu
5,7 %); mopyIeHHs 1lepedpanbHOr0 KPoBOOoOiry/ TpaH3UTOPHa ieMiuHa ataka (2,1 % nportu 1,9 %).

B yMoBax po3mKpeHOro afi' ToBaHTHOTI'O JIiIKYBaHHS ITOBiLOMIISITIOCS TIPO TakKi HebOaxkaHi SBUIIA OIS
7IeTpo30JTy (MefliaHa TPUBAJIOCTI JIiKyBaHHA 5 POKiB) i nnaiebo (MefiaHa TPHUBAIOCTI IpuioMy 3
POKHM) BIANOBIIHO: CTEHOKAPHid, 110 BUMarae xipyprigsoro jnikysBaHHs (0,8 % npotu 0,6 %); Buepie
[iarHOCTOBaHa CTeHOoKapfia abo moripureHHs nepebdiry crenokapamii (1,4 % mpotu 1,0 %); iHpapkT
miokapmaa (1,0 % mpotu 0,7 %); TpomOoembomiune sBuire* (0,9 % mpotu 0,3 %);
iHCYynIbT/TpaH3UTOpHA imeMiuHa aTaka* (1,5 % mpotu 0,8 %).

YacTtorTa ABUll, I03HAUYEHUX*, CTaTUCTAYHO 3HAUYIIE Bigpi3HAIAch Y OBOX IPyIlax JIiKyBaHHS.

HebaoicaHi peakuii 3 60Ky 0nopHO-pyx08020 anapamy

IaHi 3 6e3meKu 151 OTIOPHO-PYX0BOTO allapaTry, OTPUMaHi B yMOBax afi lOBaHTHOT'O JTiKyBaHHS,
IpefcTaBieHi y Tabnuti 2.

B yMoBax po3mKpeHOro afi' IoBaHTHOT'O JIiKyBaHHS IIEePEIOMH KiCTOK a00 0CTE0I0p03 CIOCTEPIraauch
y CTaTUCTUYHO 3Hauylle OiybIoi KiTbKOCTi MallieHTOK IPYIU JiKyBaHHS JIETPO30JI0M (TIepeioMu
KicTok - 10,4 % i octeonopo3 - 12,2 %), HiX y marienTok rpynu mianebo (5,8 % Ta 6,4 %
BigmoBigHO). MeniaHa TpUBaJIOCTI JIiKyBaHHSA CTaHOBUJIA D POKIB AJIS IETPO30J1y IOPIBHIHO 3 3
poKaMu [yis mmare6o.

Tepmin npudamuocmi. 4 poxu.

He 3acTocoByBaTu Ipemnapar Iic/is 3aKiH4eHHs TEPMiHy IPUAATHOCTI, 3a3HAa4€HOr0 Ha
yIIaKOBIIi.

YmMmoBH 30epiranHs. 30epiraTy B OpuriHaIbHIN yIIAaKOBIl Ipy TeMepaTypi He Buiie 25 °C.

30epiratu y HEJOCTYIIHOMY OJISI OiTe# MicCIi.

Ymnakoska. [To 10 tabnetok y 6mictepi. [To 3 6micTepu y madiri.

Kareropis Bignmycky. 3a penentom.



Bupoo6nuk. AT «®apMak».

Micne3HaxoIKeHHsI BUPOOHHKA Ta HOro ajapeca MiCIIsi MPOBAIXKEeHHS TisIIbHOCTI.

Yxpaina, 04080, m. Kuis, Byn. Kupunisceka, 74.



