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IHCTPYKIIA
AJIS1 MEUYHOI0 32CTOCYBAHHS JIIKAPCHKOI0 3ac00y

JIETPOMAPA®
(LETROMARA)

Cknao:

oiroua peuosuna: letrozole;

1 TabneTka MiCTHTB JeTpo3oity 2,5 mMr y nepepaxysanti Ha 100 % pedoBuny;

OONOMIDICHI peyosuHU: JTAKTO3W MOHOTIAPAT, KPOXMallb KYKYPYA3SHHM, 1EIF0103a MIKPOKpUCTATiYHA
101, rigpoxcunpominmernimentonosa (15), HaTpiro KpoXMalbMKOIAT (THN A), Mar”iro creapar;
CKJIaX IUIIBKOBOI OOOJIOHKU: SepifiImTM 050 (MeTHITiAPOKCUIPOIIIIEI0I03a, IEIII0JI03a
MIKpPOKpHUCTAJIIUHA, alleTHILOBaHI (a00 ameraTy ckiagHuX edipiB) MOHO- Ta TUTIIICPUIN), Sepisperse
Dry Yellow R (riapokcumporiaMe THIILENI0I03a, [ENT0I03a MiKpokpucTaaiuna, puboduasin (E 101)).

Jlikapcbka gopma. TabieTku, BKPUTI IJIIBKOBOK 000JIOHKOIO.
Ocnogni izuxo-ximiuni enacmugocmi. TaOIETKH KpyTioi GopMu 3 TBOOITYKJIOK IMOBEPXHEIO, BKPUTI
TUTIBKOBOIO 00O0JIOHKOI KOPHUYHIOBATO-KOBTOTO 400 OPaH)KYBaTO-)KOBTOT'O KOJIbOPY.

dapmakoTepaneBTHYHAa Tpyna. 3aco0H, IO 3aCTOCOBYIOTHCS JUIi TOPMOHAIBHOI Teparii.
AHTaroHiCTH TOPMOHIB Ta aHAJIOTI4HI 3aco0u. [HribiTopn apomarasu. JleTpo3od.
Kox ATX L02B G04.

Dapmakonoziuni enacmueocmi.

Dapmakoounamika.

JleTpo3on — HecTepoiqHU 1Hr1O6ITOp apoMaTas3u (1Hri6ITOp 010CHHTE3y €CTPOTeHY); MPOTUITYXJIUHHUN
npemnapar.

VY Bumagkax, KOJIM PICT MyXJIMHHOI TKAaHWHU 3aJIEKUTh Bl HAsSBHOCTI €CTPOTEHIB, YCYHEHHS
OTIOCEPEIKOBAHOTO HUMHU CTUMYJIOIOYOTO BIUTUBY € MEPEAYMOBOIO TPUTHIYEHHS POCTY MyXJIMHHU.
VY XKIHOK y TOCTMEHOIAay3i €CTPOTE€HH YTBOPIOIOTHCS MEPEBAXHO 3 ydacTio (pepMEeHTy apomaTasi,
KM TEpeTBOPIOE aHJPOTE€HHU, IO CHUHTE3YIOThCS Yy HAJAHUPKOBHX 3ano3ax (y IMepury dvepry
aHJPOCTEH/IIOH 1 TecTocTepoH), Ha ecTpoH (E1) Ta ectpamion (E2). Tomy 3a nonmomoroto crnenudivyHoi
1HT1011iT )epMEHTY apoMaTa3u MO>KHA JIOCSTTH NPUTHIYEHHSI O10CHHTE3Y €CTPOTeHIB y nepudepruuHux
TKaHMHAX 1 B MyXJIMHHINA TKaHUHI.

JleTpo3on npurHiuye apomarasy UUISIXOM KOHKYPEHTHOTO 3B’S13yBaHHS 3 CYOOJMHUILICIO IIbOTO (pepMeHTy
— reMoM tuToxpomy P 450, 1110 npru3BoAUTH 10 3HUXKEHHS! 010CHHTE3Y €CTPOTeHIB Y BCIX TKAaHUHAX.

VY 310pOBHX JKIHOK Yy TOCTMEHOIAY31 OHOPa30Ba 1032 JIEeTPo30iy, aka craHoBUTh 0,1 mr ado 0,5 mr,
abo 2,5 Mr, 3HMXKY€E piBEHb €CTPOHY Ta €CTPajiojly B CHpPOBATIl KPOBi (IOPIBHSIHO 3 MOYAaTKOBUM
piBHem) Ha 75-78 % 1 Ha 78 % BiAmoBiAHO. MaKkcUMalbHE 3HIDKEHHS JOCSTaeTbes yepe3 48—
78 TOIUH.

VY KIHOK 13 MOMIMPEHOI0 (POPMOIO paKy MOJIOYHOI 3aJI03U y IMOCTMEHOMAy31 MI0eHHE 3aCTOCYBAaHHS
aetpo3ony y no3i Big 0,1 Mr o 5 Mr 3HMXKYE piBHI €CTpajioily, €CTPOHY Ta €CTpPOHY cyibdary y
ia3Mi KpoBi Ha 75-95 % Bix mouaTtkoBoro piBHA. Ilpu 3actocyBanHi npenapaty y no3i 0,5 mr i
Ouble y 6aratboX BHUIAIKaX KOHIIEHTpALil ECTPOHY Ta €CTPOHY CYJb(}aTy BUSABISIOTHCA HUKYE MEXK1
YyTIUBOCTI METOJly, 110 BUKOPUCTOBYETHCS Ul BU3HAueHHS ropMmoHiB. Lle Bkasye Ha Te, mo 3a
JOTIOMOTOI0 JIJaHMX 7103 Tpernapary AOCAraeTbes OUIbII BUPAXKEHE MPUTHIYEHHS CHUHTE3Y €CTPOIeHIB.
Cympecist ecTporeHiB HiATpUMYBaJIacs MPOTATOM JIIKYBaHHS y BCIX Malli€HTOK.

Jletpo3on — BucokocnenudiyHuil iHri61ITOp aKTUBHOCTI apoMarasu. [lopyieHHs! cUHTE3y CTepOiNHUX



TOPMOHIB Y HaJHHUPKOBHX 3aJl03aX HE BHUSBJICHO. Y MAIIEHTOK y MOCTMEHOMNAy3i, SIKUM MPOBOJIMIH
Teparmito JIETPo30JIoM y 1000BiH 1031 0,1-5 Mr, KIiHIYHO 3HAYYIMUX 3MiH KOHIIEHTpAIld y Tuia3mi
KpOBI KOpPTHU30ILY, aJbOCTEPOHY, 1 1-neokcuKopTU30IY, 1 7-TiIpOKCHITPOTECTEPOHY,
anapeHokoptukorpornHoro ropmony (AKTI'), a Takok akTHBHOCTI peHIHYy He OYJ0 BHUSBIICHO.
[TpoBenenns tecty crumynsnii 3 AKTI uepe3 6 i 12 TwxHIB Teparii JeTpo30oM y A000BIH 1031
0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr i 5 Mr He BUSBHWIO SIKOTOCh MTOMITHOTO 3MEHIIEHHS CHHTE3Y
QIBJIOCTEPOHY UM KOPTH30Jy. TakuM 4HMHOM, HEMa€ HEOOX1THOCTI MPU3HAYATH TITFOKOKOPTHUKOIIN Ta
MIHEPATIOKOPTUKOIAU.

VY 3710poBUX KIHOK Yy IMMOCTMEHOIAY31 MICs 0JHOPA30BOT0 3aCTOCYBaHHS JIeTpo3oiy y no3ax 0,1 mr,
0,5 mr 1 2,5 Mr 3MiH KOHIIEHTpaIlii aHAPOTEHIB (aHAPOCTEHIOHY Ta TECTOCTEPOHY) Y IJIa3Mi KPOB1 HE
BUSIBJICHO. Y MAIIIEHTOK y MOCTMEHOIAY31, sIKi OTpUMYBAJIM JIETPO30J Yy A000Bii m03i Bix 0,1 mMr 1o
5 Mr, 3MiH PiBHS aHAPOCTEHAIOHY Y IUIa3Mi KpOBi1 TaKOX HE BiJ3HaUeHO. Bce 1ie Bkasye Ha Te, 10
Oyokaza 010CHHTE3y €CTPOTeHIB HE MPU3BOIUTH 10 HAKOMUYCHHS aHAPOTEHIB, SIKi € MOMepeTHUKaMU
€CTPOreHiB. Y TAIll€HTOK, sIKI OTPUMYBAJHW JIETPO30J, HE OYJI0 BiJ3HAYEHO 3MIH KOHIICHTpAIii
JTFOTETHI3YI0YOT0 Ta (OTIKYIOCTUMYIIIOI0YOr0 TOPMOHIB Y TJIa3Mi KPOBI, a TAKOXK HE OyII0 BiI3HAYEHO
3MiH (QYHKIIIH IIATOBUIHOI 3a7103H, SIK1 OIIHIOBAJIM 3a PIBHAMH TUPEOTPOITHOTO TOpMOHY T4 1 T3.
Dapmaxokinemuxa.

Bcmoxmysanns. JleTpo3oi MIBHAKO 1 MOBHICTIO BCMOKTYETHCS 31 IITYHKOBO-KHIIKOBOTO TPAaKTy
(cepenHs BeIMYMHA GiOMOCTYIHOCTI cTaHOBUTH 99,9 %). )xa He3HauHOIO MipOIO 3HIKYE MIBUAKICTH
abcopOIIii (cepeiHe 3HAYCHHS Yacy JOCSITHEHHS MaKCHMAIbHOT KOHIICHTPAIIT JIETPO30J1y B KPOBi (tmax)
CTaHOBUTH | TOIMHY NPH MPUHOMI JIETPO30Jy HATIIC 1 2 TOAWHU — IMPH NPUHOMI 3 DKero; cepemaHe
3HAYEHHS MAaKCHMaJIbHOI KOHIIEHTpAIil JIeTpo30iy B KpoBi (Cmax) craHoButh 129 + 20,3 HMOIB/1T TipH
npuitomi Hatme 1 98,7 + 18,6 HMonb/n — npu mpuiiomMi 3 DKEW), OJHAK CTYHiHb BCMOKTYBaHHS
neTpo30iry (TIpU OIIHIN 3a TUIOMICIO ITiJi KPUBOK «KOHIIEHTPAIIS — Yac») He 3MIiHIOEThcs. He3HauHi
3MIHM IIBUIKOCTI BCMOKTYBaHHS PO3I[HIOIOTHCA K TakKi, 110 HE MAIOTh KIIHIYHOTO 3HAYEHHS, TOMY
JIETPO30JI MOKHA 3aCTOCOBYBATH HE3AJICKHO BiJ IpUHOMY XKi.

Po3nodin. 38’s13yBaHHs 1€TPO30iy 3 OLTKaMU IJIa3MU KPOBi CTAaHOBUTH NMpuoOIu3HO 60 % (mepeBakHO
3 anbOymiaoM — 55 %). Konnentpartist netpo3oiny B epurponutax — maibke 80 % Big HOro piBHS y
miasmi kpoBi. Ilicns 3actocyBanns 2,5 mr *C-mivenoro nerposony npu6nusHo 82 % pamioakTUBHOCTI
y TUTa3Mi KpOBiI MPHIIAAAI0 HAa YacTKy HE3MIHEHOI aKTHBHOI PEYOBHMHH. TOMY CHCTEMHHH BIUTUB
MeTa0oMITIB JIETPO30dy HE3HayHWH. JIeTpo3on MIBHAKO 1 IIUPOKO PO3MOJLISAETHCS Yy TKAHUHAX.
VYsBHHIA 00’ €M PO3MOALTY y MEepioJl PIBHOBAKHOTO CTaHy jnocsrae npudnmsHo 1,87 + 0,47 ni/kr.
Memabonism i 6ueedenns. JleTpo3oa 3HAYHOIO MIpPOKO 3a3HAa€ MeTaboNi3My 3 YTBOPEHHSIM
($apMakoJIOTiYyHO HEAKTHBHOTO KapOIHOJOBOTO METa0ONITY — OCHOBHHMM NUISIX —eJiMiHAIi.
Metaboniunuit kmipeHc netposony (Clm) craHoBuTh 2,1 1/rom, IO € MEHIIUM 32 BEIUYUHY
NEYiHKOBOrO0 KpOBOTOKY (mpubau3Ho 90 si/roj). Byno BHSABIEHO, 110 MEPETBOPEHHS JIETPO30Jy Ha
Horo merabomiT 3aiiicHIoeThes i BIuBoM 130pepmenTiB CYP3A4 1 CYP2A6 uuroxpomy P 450.
YTBOpEeHHS HEBENHMKOI KINBKOCTI IHIIMX, MOKH HI0 HE 1AeHTH(IKOBAaHMX METabOdITIB, a TaKOX
BUBEJICHHS! HE3MIHEHOTO Mpernapary 3 cedero 1 KajloM BIAIrparoTh JIMILE HEe3HAayHy pOjib y 3arajibHii
eniMiHamii Jsetpo3ony. IlpoTsrom 2 TWXHIB Ticis BBEIACHHSA 3JI0POBUM JOOPOBOJBISIM Y
noctmeHonaysi 2,5 mr *C-miuenoro serposony B cedi Oyno BusiBieHo 88,2 + 7,6 % palioakKTMBHOCTI,
y kam — 3,8 £ 0,9 %. IlpunaiimMui 75 % paaioaKTUBHOCTI, IO BUSABISETHCS Y cedi 3a mepiof 1o 216
ronua (84,7 = 7,8 % no3m neTpo30Jy), MPUMAAAT0 HA TIIOKYPOHITHI KOH IOTraTH KapOIHOJIOBOTO
MeTabomiTy, Maibke 9 % — Ha nBa iHII He ieHTU(iKoBaHI MeTabomiTH Ta 6 % — Ha He3MIHEHHMH
JETPO3OJL.

VsBHUI KiHIIEBHI Mepioj HANiBBUBEICHHS 3 IJIa3MH KPOBI CTAHOBUTH NMpHOIM3HO 2—4 nobu. Ilicns
MIOIGHHOTO MTPUAOMY 2,5 MT Iperapary piBHOBa)KHA KOHIIEHTPAILiS JIETPO30ITY JOCITAETHCS MPOTITOM
2—6 TWXKHIB, IIPU IbOMY BOHA MPUOJIM3HO y 7 pa3iB BHILA, HIXK MICII OJHOPA30BOT0 NMPHUHOMY Ti€i X
no3u. BonHouac 3HaueHHs pIBHOBaXHOI KOHUEeHTpauii y 1,5-2 pa3u mnepeBHIlye Te 3HAUYEHHS
PIBHOBaXXHOI KOHIIEHTpAIlil, ke MoOkHa Oyno O 3aBOAYMTH Ha OCHOBI PO3PAXYHKIB, BUXOISIYU 3
BEJIMYMH, 3apEECTPOBAHUX TMICISI TPUHOMY OJHOPA30BOi J03M mpemapary. Lle Bkazye Ha Te, 1m0 mpu
[IOJICHHOMY 3aCTOCYBaHHI JIETPO307y y A031 2,5 Mr #oro ¢dapMakoKiHETHKA Ma€ JIemio HeNiHIHHUN
xapaktep. OCKUIbKM pPIBHOB@)XHAa KOHIIEHTpAILisl JIETPO30JIy MIATPUMYETHCS MiJl 4Yac JIIKyBaHHSA



OPOTSTOM TPHUBAJIOIO Yacy, MOKHA 3pOOMTHM BHUCHOBOK INPO T€, IO HAKOMHYEHHS JIETPO30Jy He
B1I0YBA€ETHCH.

Jlinitinicmo/neniniiinicms. @apMakoKiHETHKa JeTpo3osy Oyina NpOMOpLIHHOI A0 03U  Iicis
3aCTOCYBaHHS OJTHOPa30BOi mepopayibHOi 1031 10 10 mr (miama3oH m03 Big 0,01 mo 30 mr), a Takox
micist moaeHHnx 103 10 1,0 mr (miamazon no3 Bix 0,1 mo 5 mr). Ilicns 3acTocyBaHHS OJHOPA30BOI
nepopaibHOi 1031 30 MT criocTepiragocs He3HauHe, ajie OLIbIT HiK MPOMOPLIHHE 10 J03U 301IbIIICHHS
nokasuuka AUC. Ilpu 3actocyBanHi moaeHHUX 103 2,5 ta 5 mr 3nauenHs AUC 306inbmmmnocs
npu6sm3HO y 3,8 Ta 12 pazis 3amicTh 2,5 Ta 5 pa3iB BIAMOBIIHO MPHU MOPIBHAHHI 3 103010 1,0 Mr/mo0y.
TakuM 4YMHOM, pPEKOMEHJOBaHA J103a 2,5 MI/mo0y Moxe OyTH TPaHHYHOIO 03010, IPH SKIH
HEIPOTMOPIIIHHICTh CTA€ BUIAMMOIO, TOAl SK MPHU 3aCTOCYBaHHI JO3M 5 Mr/mo0y HEmpOIOpPIiiHICTh
cTae OunplI BHpakeHOr0. HempomopuiiHicTh 103M, IMOBIpHO, € pe3ylbTaTOM HACHYECHHS IPOIECIB
MEeTa0OJIIYHOTO BUBEICHHs. PiBHOBa)kHI KOHIIEHTpalii Jocsramucs depe3 1-2 Micami mnpu
3aCTOCYBaHHI yCiX TOCTIKyBaHUX pexuMiB go3yBanHs (0,1-5,0 Mr 1mioeHHO).

dapmarokinemuka 6 oKpemux epynax nayienmie. Y JOCIIJDKEHHSAX, K1 IMPOBOAWIM 3 Y4acTio
JTOOPOBOJIBIIB 3 PI3HUM CTAaHOM (QYHKIIIT HUPOK (24-rOJMHHUHN KIipEeHC KpeaTHHiHy BapitoBaB BiJ 9 10
116 mn/xB), Big3Hayanocs, IO IMCJIS OJHOPA30BOTO MPHHOMY JETPO30dy Yy 4031 2,5 Mr ioro
(dapMaKoOKiHETHKA HE 3MiHIOBaJIach. KpiM TOro, y BHIE3a3HAYCHOMY JTOCIIHDKCHHI OIIHIOBAIH BILIHB
nopyuieHHs: QpyHKIii HUPOK HA JIETPO30J, aHalli3 KOBapiaHT OyB BUKOHAHWMI Ha OCHOBI JIaHUX ABOX
6azoBux nociikenp (mocimimpkeHHs AR/BC2 ta AR/BC3). Po3paxoBanmii KIIpeHC KpeaTHHIHY
(mianmazon y mocmimkenHi AR/BC2: 19-187 mu/xB; y mocmimxenHi AR/BC3: 10-180 mn/xB) He
IPOIEMOHCTPYBAB CTATHCTUYHO 3HAYYIIOTO 3B’S3KY 3 MIHIMAJbHUMH DPIBHAMHU JIETPO30JY Y IUIa3Mi
KpoBi y piBHOBaXHOMY cTaHi (Cmin). binbiie toro, nani gocmimkeas AR/BC2 ta AR/BC3 nikyBaHHS
Jpyroi JiHII METaCTaTHYHOTO PaKy MOJIOYHOI 3aJ03U MPOJIEMOHCTPYBAIN BiJICYTHICTh HETaTHBHOTO
BILJIMBY JIETPO30JIy Ha KIIIPEHC KpeaTHHIHY a00 moripiieHHs (QyHKIlIT HUPOK.

TakuM YUHOM, KOPEKIIis 03U TMali€HTaM 3 MopymeHHsIM (QyHKIii HUpoK (KiipeHc KpeatuHiny > 10
MII/XB) He moTpiOHa. [H(dopmallisi CTOCOBHO MAlI€HTIB 3 TSXKKAM MOPYLMIEHHSAM (QYHKIT HHPOK
(xnipenc kpeatuHiny < 10 MJ1/XB) oOMexeHa.

B oci6 3 nomipHO BUpakeHUM TmopyuieHHsSM GyHKIIT nedinku (kiac B 3a mkanoro Yaitnga — I1°10)
Cepe/HI BEJWYMHHM IUIONII Mix KpUBOKO «KoHIeHTpamis — 4ac» (AUC) Oynu nHa 37 % Bumi, HIK Y
3I0pOBHX OCi0, aje 3aJuIlalNCA y MeXaxX TOro Jiarna3oHy 3HauyeHb, sKi crocTepiraiaucs B ocid 6e3
nopyueHb QpyHkuii nedinku. [lpu nocnimxkeHHi papMakOKIHETUKM OJHOPA30BOi JI03W Y XBOPUX HaA
UPO3 MEUYIHKU Ta 3 TSHKKUMH nopymeHHaMu 11 ¢pynkuii (k1ac C 3a mkanoro Yainga — I1°10) Gyro
BigzHaueHo 30utpmenHs AUC Ha 95 % Ta ty, Ha 187 % BIAMOBIAHO MOPIBHAHO 3 MOKAa3HUKAMH Y
3I0pOBHX J0OpOBOJBLIB. TakuM YHHOM, Yy MAIlEHTOK 3 paKkoOM MOJIOYHOI 3aJI03U Ta TSDKKUM
NOpyIIEHHAM (YyHKLII MEYIHKM OYIKYIOThCSI OUIBII BHCOKI PIBHI JIETPO30Jy, HDK Yy Malll€HTOK 0Oe3
Tkkol mucdyHKIii mewinku. Omke, mikapcbkmit 3aci6  Jlerpomapa® cmim 3 o6epexHicTiO
3aCTOCOBYBATH MallIEHTKAM 3 TSHDKKUM MOPYILIEHHSAM (QYHKIIII NE41HKH, 3BaYKalOuu Ha CIIBBIAHOILIEHHS
KOPUCTI/PU3UKY JUI KOXKHOT OKPeMOT MaIlieHTKH. Y 3B 3Ky 3 TUM, L0 y MAII€HTIB, SIKI OTPUMYBAJIH
no0o0B1 1o3u Big 5 mr go 10 Mr/go0y, He cmocrepiraigocs 30UIbIIEHHS MOKAa3HUKIB TOKCHYHOCTI,
KOpEeKLis 703U y HamnpsAMKY ii 3HM)KEHHS He OOIpYHTOBaHA, Xouya TaKMM HallieHTaM MOTpiOHO
nepeOyBaTH MiJl PeTeNbHUM HariasgoM JikapiB. KpiM Toro, He Oysio BIJ3HAY€HO >KOJHOTO BIUIMBY
nopyuieHb (QyHKIIT HUPOK (pO3paxyHKOBI 3HAYEHHS KIIPEHCY KpeaTHHiHy cTaHOBMIM 20—50 Mi/XB)
abo mopyuieHb (QYHKIII MEYIHKM Ha KOHLEHTpALIl0 JIETPO30Jly y IJIa3Mi KpOBI y MAIllEHTOK 3
HOUIMpPEeHUMHU (OpMaMH PaKy MOJIOYHOT 3a5103U. PapMaKOKiHETHKA JIETPO30IIY HE 3AJIEKHUTD BiJl BIKY.

Kuiniuni xapakTepucTuKH.

Ilokazanns.

e A’ioBaHTHa Teparis TOPMOHOIIO3UTUBHOTO 1HBA3WBHOIO pakKy MOJOYHOI 3aJl03M Ha paHHIX
CTaJlisX y *KIHOK y TOCTMEHOIay3aJIbHUH Mepio.

e Po3smmpena aj’1o0BaHTHA Tepalis IHBa3UBHOT'O PAaKy MOJIOUHOI 3aJI03M HA paHHIX CTalisfX Y KIHOK Y
MOCTMEHONAy3aJlbHUN Tepioj, SKUM Oyna TpoBedeHa CTaHAapTHA aj’IoBaHTHA Teparis
TaMOKCH()EHOM MPOTITrOM 5 POKIB.

e Tepamis mnepmoi JiHIT TOPMOHO3AJIEKHOTO IOIIMPEHOTO paKy MOJOYHOI 3aJ03U y XKIHOK Yy
MIOCTMEHOMAaYy31.



e JlikyBaHHA MOMMUpPEHUX (HOPM paKy MOJOUYHOI 3aJI03U Y JKIHOK y MOCTMEHoMnay31 (mpupoaHoi abo
CIIPUYMHEHOI IITYYHO) MICIsA PEUUIMBY a00 MPOTrPeCyBaHHS 3aXBOPIOBAHHsI, SKI OTPUMYBAIU
MOTIEPEHIO TePAIiio aHTHECTPOTeHAMH.

e Heoax’toBaHTHA Tepamisi y KIHOK y TIOCTMEHOMAy3i 3 TopMoHono3utuBHUM, HER-2-HerarnBanmM
PaKoOM MOJIOYHOT 3aJI031, SIKUM HeE IiIX0IUTh XIMIOTeparis 1 He MoKa3aHe HEeBIAKIaHE XIpypridyHe
BTpY4YaHHS.

EdexTuBHiCTh mpenapary Uis TAiEHTOK 3 TOPMOHOHETaTUBHHUM PAaKOM MOJIOYHOI 3all03U HeE

JIOBEJICHA.

Ilpomunokazannus.
e [lizmBuiieHa 4YyTIWMBICTH O aKTHBHOI PEUYOBUHH a0O0 /10 OYIb-SKOTO 1HIIOTO KOMITOHEHTa
JKapChKOTO 3ac00Yy.
e EHmokpuHHUH cTaTyC, XapaKTEPHUH IS TePEAMEHOIAY3aJIbHOTO TTePIoy.
e BaritHicTh, nepio royBaHHS TPYAIIO.
e [IpoTumnokaszaHo 3aCTOCOBYBATH KIHKaM PEMPOAYKTUBHOTO BIKY.

B3aemooia 3 inwmumu nikapcoKumu 3acodoamu ma inuwii 6uOUu 83a€moo0ii.

MeTtab0:1i3M JeTpo30JIy 4acTKOBO BinOyBaeThes 3 yuacTio CYP2A6 ta CYP3A4. TakuM yuHOM, Ha
CHCTEMHE BHUBEJICHHs JIETPO30Jy MOXYTh BIUIMBATH JIIKAPCHhKI 3acO0U, sIKI BIUIMBAIOTh Ha (pepMEHTH
CYP3A4 i CYP2A6. OueBunno, MeTaboi3M JIETPO30JIy Mae HHU3bKY cropigHeHicts i3 CYP3A4,
OCKLUIBKH 11eil (hepMEeHT He HACHUUYYyeThCS MPH KOHIEHTpallisaX, y 150 pa3iB OUIbIINX, HIXK KOHIIEHTpALii
JICTPO30JTy, IO CIIOCTEPIratoThCs Y TUIa3Mi KPOBI y TIEpiojl pIBHOBAXKHOTO CTaHY 3a TUTIOBHUX KIITHIYHUX
YMOB.

Ha nmanwii yac x1iHIYHMA JOCBiJ 3aCTOCYBaHHS JIETPO30Jy B KOMOiHaMii 3 ecTporeHaMu abo iHIIMMU
MPOTUPAKOBUMH TpernapaTtamMu, KpiM TamokcudeHny, BincyTHii. TamokcudeH, 1HIII aHTUECTPOTeHHI
npenapaté ado eCTPOTreHOBMICHI JIKapchbKi 3acO0M MOXYTh HIBETIOBAaTH (HhapMaKoJIOTIYHY MIif0
aetposony. KpiMm Toro, noBeseHo, 110 y pa3l 0JJHOYaCHOT0 3aCTOCYBaHHS TaMOKCHU(EHY Ta JIETPO30ILy
CYTTEBO 3HIKYIOTBCS TUIA3MOBI KOHIEHTpaii jgerpo3oiry. Ciil yHUKAaTH OJHOYACHOTO 3aCTOCYBaHHS
JIETPO30I1y 3 TAMOKCHU(EHOM, 1HIIMMHU aHTarOHICTaMU €CTPOTEHIB 200 €CTPOreHAMHU.

Jlixapcoki 3aco0u, sKi MOAHCYmMb ni08UWY8AMU KOHYEHMPAYii 1empo30ay 8 Cuposamuyi Kposi

Inaribitopu aktuBHOCTI CYP3A4 1 CYP2A6 MOXYTh 3HMKYBAaTH METabONi3M JIETPO30JIY 1 TaKUM
YUHOM Mi/IBUIYBaTH KOHIIEHTpALli JIETpOo30Jy B Ia3Mi KpoBl. OiHOYAaCHE 3aCTOCYBaHHS JIKAPChKUX
3ac00iB, fKI CHJIbHO MPUTHIYYIOTH 11 GepMeHTH (nmoTykHi iHri0itopu CYP3A4 BkitodaroTh, ajie He
00MEXYIOThCSI: KETOKOHA30J, ITPaKOHa30J1, BOPUKOHA30J1, PUTOHABIP, KJIAPUTPOMILIMH 1 TEIITPOMILINH;
CYP2A6 (nanpukiax METOKCaJeH)), MOXKe MiJBHUILYBATH €KCIIO3UIIIO JIETpo30ay. ToMy MaljieHTKaMm,
AKUM Toka3aHl notyxHi 1Hrioitopu CYP3A4 1 CYP2A6, pekomeHAyeThCsI IPOSBIATH 00EPEXKHICTD
IpH iX 3aCTOCYBaHHI.

Jlixapcoki 3aco0u, sIKi MOAHCYMb 3HUNCYBAMU KOHYEHMPAYIi 1empo30J1y 6 CUpo8amyi Kpoei

Inpykropu axtuBHOCTI CYP3A4 MOXyTh MiABUINYBAaTH META0O0MI3M JIETPO30JIY 1 TaKUM YHHOM
3HUKYBATH KOHIIEHTPAIIIO JIETPO30JIy B M1a3Mi KpoBi. OHOUACHE 3aCTOCYBAHHS JTIKAPCHKUX 3aC001B,
aki ctumymooTh CYP3A4 (nanpuknan ¢enitoin, pudamminus, kapOamasemniH, (eHoOapbiTan i
3Bip0o01il 3BUUaliHUI), MOXE 3HMKYBATH €KCIIO3UIIIO JIETPO301y. TOoMy MalieHTKaM, SKUM IOKa3aH1
notyxkHi iHaAykTOpn CYP3A4, pekoMeHAyeTbCs MPOSBIATH OOEpeXHICTh MpH iX 3aCTOCYBaHHI.
Ianyxropu CYP2A6 Heiomi.

OpHouacHe 3acToCyBaHHS JieTpo3ody (2,5 mr) i1 Tamokcudeny 20 mr 1 pa3 Ha 100y HNpU3BOAMIO 10
3HIDKCHHS PIBHS JIETPO30Iy Y T1a3Mi KpoBi B cepenabomy Ha 38 %. Kmiaiuauil 1ocBia, oTpuMaHuii Ha
mijicTaBl JOCHIHKEHb Tepamii Apyroi JTiHii paKy MOJIOUHO] 3aJ103H, TOKAa3ye, 1110 TeParneBTUYHUN eeKT
JIKyBaHHS JIETPO30JIOM, SIK 1 YacTOTa BUHUKHEHHS HeOa)XKaHUX pEaKiliii, He 301IbLIyBaUCs, SKIIO
JIETPO30JI 3aCTOCOBYBAIM O/Ipa3y Miciis TaMOKcu(eHy. MexaHi3M 11i€i B3aeMOi1 HEBiIOMUI.
Jixapcoki 3acobu, cucmemHi KOHYeHmMpayii AKUX 6 CUposamyi Kposi MONCYMb 3MIHIOBAMUCS NiO
6NAUBOM JIEMPO3O0ILY

In vitro nerposon mpurhiuye izopepmentu uroxpomy P 450 — CYP2A6 i momipno CYP2C19,
ajle KIiHIYHE 3HA4YeHHs LbOro sBUINAa HeBigome. IlpoTe cmim norpumyBaTHCS O00EpEXHOCTI MPHU
OJITHOYACHOMY 3aCTOCYBaHHI JIETPO30Jy 1 JIKAPChKHUX 3aC001B, BUBEJICHHS IKUX MEPEBAKHO 3AJCKHUTH



Bi CYP2C19 i siki MaroTh By3bKMH TepaneBTHYHHUI fiana3oH (Takux sK (DEHITOiH, KIIOMiJPOTeb).
CyOcTpar 3 By3bKUM TepaneBTUIHUM dianazoHoMm st CYP2A6 HeBigoMuid.

JlocmikeHHsT KIIiHIYHOT B3aeMOJIii 3 HMMETUIUHOM (Binomui Hecnenudiunuii iHriditop CYP2C19 i
CYP3A4) 1 Baphapunom (uytnuBuii cyoctpar st CYP2C9 3 By3bKUM TepaneBTUYHUM Jiania30HOM,
SKMI 9acTO 3aCTOCOBYIOTH SIK CYNYTHiH Ipenapar sl HiTbOBOI MOIMYJIAII] JeTPO30I1y) OKa3alu, 10
CIIIJIbHE 3aCTOCYBAaHHS JIETPO30Jy 1 IMX JIKAPChKHX 3ac00iB HE CHPUYMHSIE KIIHIYHO 3HAYYIIOi
JKapChKOT B3a€MOJI.

Ormsin 6a3u 1UX KIIHIYHUX JOCITIIKEHb HE BHUSBHUB HISKHX JIOKA3iB 1HIIMX KIHIYHO 3HAYYIIUX
B33a€MO/IiH 3 IHITMMH JIKapChKUMU 3aCO0aMH, 110 YaCTO NMPU3HAYAIOTHCS.

Ocobueocmi 3acmocy8anns.

Topywenus ¢hynxyii Hupox

Hemae nmanux mozo 3acTocyBaHHS JIETPO30Jy JUIS JIIKYBaHHS IMALlI€EHTOK 3 KIIPEHCOM KpEeaTuHIHY
< 10 ma/xB. Ilepen npu3HayeHHAM NIpenapaTy TaKUM MALlEHTKAM CJIiJ] 3BaKUTH Ha CIIBBIAHOIIECHHS
MNOTEHIITHOTO PU3UKY Ta OYIKyBaHOTO €(EKTY JTIKyBaHHS.

Xonecmepun

Cri po3rsiHyTH POBEICHHSI MOHITOPHHTY XOJIECTEPHHY y CHPOBATII KPOBi. Y XOJi AOCIIKEHHS 13
3aCTOCYBAHHSAM aJi'FOBAaHTHOI'O JIIKYBaHHS HOBIIOMJISUIOCS MpO rimepxojecrepuHemito y 52,3 %
MAIiEHTIB M0 3aCTOCOBYBAJIHM JIETPO30y Ta y 28,6 % MaIi€HTIB MO 3aCTOCOBYBAJIM TaMOKCH(]EH.
[ToBigomitsiocs mpo rinepxoiyiecTepuHeMito 3—4 cTymneHs [3a KPUTEPISIMHU OLIHKHU CTYMEHs TsHKKOCTI
no6iunux peakuiii (CTC)] y 0,4 % maunientiB y rpymi serpo3ony ta y 0,1 % mamieHTiB y rpymi
tamokcudeny. Kpim Toro, B ax’roBaHTHIM Tepamii, 30umpmienHs > 1,5 x BMH 3arampHOro
XOJIECTepUHY (K TPABWIIO, HE HATIIE) CIIOCTEPIraaocs y MaIi€HTIB 10 3aCTOCOBYBAJIM MOHOTEPAIIiIO
Ta MaJId [TOYATKOBHH PIBEHb 3arajlbHOIO XOJECTEPUHY B CUPOBATLI KPOBI B MeXaxX HOpMH (TOOTO, <=
1,5 x BMH) y 151/1843 (8,2 %) B rpymi netpo3ony npotu 57/1840 (3,2 %) B rpymi Tamokcudeny.
3acTocyBaHHS TIMOJIMIAEMIYHUX TpernapariB Oyno HeoOXxinHO 25 % mallieHTiB, 0 3aCTOCOBYBAIU
aetpo3on Ta 16 % mamieHTiB, M0 3aCTOCOBYBAIM TAMOKCU(EH.

THopywenns ¢ynxyii nevinku

VY marfieHTiB 3 TSDKKOIO MEYiHKOBOKO HemoctaTHICTIO (kmac C 3a mkanor Yainna — I1'10) cuctemna
€KCIO3MIlis Ta Yac HaIliBBUBEIECHHS JIETPO30Jy MPUOIU3HO BIBIYI JOBIIMH, HIX Y 3J0POBOT JIFOJAMHU.
Tax1 xBop1 HOTPEOYIOTh OUIBII YBaXKHOTO CITIOCTEPEKEHHS.

Bnaue na xicmxu

Ockinpku Jlerpomapa® € TOTYXKHHM TIpenapaToM, IO 3HIKYE KOHIEHTPAIiF0 eCTPOTeHiB, IiJ dac
a/1’IOBaHTHOI Ta PO3LIMPEHOI aJ FOBAaHTHOI Teparii y KIHOK 3 OCTEONOPO30M Ta/abo mepejoMamMu B
aHamHe31 a00 THX, XTO Ma€ NIABUIIEHUH PUZHK PO3BUTKY OCTEONOpPO3y, HEOOXIAHO OLIHUTH
MiHEepalbHy IIUIbHICTh KICTKOBOI TKaHMHHU 0 IMOYATKy JIKYBaHHS, MPOTATOM JIIKYBaHHS Ta MiCIs
3aBEepUICHHS JIIKYBaHHS JIETPO30JOM. B yMoBax aja’toBaHTHOrO JIKyBaHHS TaKOX CIiJ PO3TJISAaTd
MOYJIMBICTh 3aCTOCYBaHHs CXEMH IOCIiOBHOI Tepamii (JIETp030J MPOTAroM 2 POKIB 3 MOAATIBILIUM
MepeX0I0M Ha MPUHOM TaMOKCH(EeHY TPOTIroM 3 poKiB) 3aJI€KHO BiJl TPOP IO OE3MEeKH MaIliEHTKH.
Menonayzanvruii cmamyc

VYV namieHTOK 3 HE3’sICOBaHUM MEHOINAay3aJlbHUM CTAaTyCcOM HEOOXIAHO J0 NOYaTKy JIIKyBaHHSA
npenapartom Jlerpomapa® BU3HAYMTH piBHi TH0TEiHIZyI090r0 ropMony (JII'), omiKyT0CTUMYTIOI0YO0TO
ropmony (®CT") Ta/abo ectpamiony. ITpuitmary Jikapcekwuii 3aci6 Jlerpomapa® cimi Tinbku skiHKaM 3
MOCTMEHONay3albHUM €HJIOKPUHHUM CTaTyCOM.

Tenounim ma po3pus cyxoxcunis

MoxuBi (piIKO) TEHAMHIT Ta po3pHUB cyxoxuiuid. HeoOxinHe perenpbHe 0OCTEKEHHS MAlllEHTOK Ta
BXKUTTS BIAMOBITHUX 3aX0/liB (HAIIPUKIIA], IMMOO1LTI3aIlis) 00 YPAKEHOTO CYXOKHILIIS.

3minu 1abopamopHux nOKA3HUKI8

J10303a1€KHOTO  BIIMBY JIETPO30JIy Ha Oynab-sfiKi remarosioriyHi abo O10XiMiyHI TOKa3HHUKH HE
crioctepiranocs. [lomipHi 3MEHIIIEHHsS] KUTBKOCTI JIIM(OIMTIB HEBHU3HAYEHOTO KIIIHIYHOTO 3HAYCHHS
CTHIOCTepIrajaucs y JAeSKUX Malli€HTIB, sIKi 3aCTOCOBYBAJIU JIETPO30s y 11031 2,5 mr. Take 3HMKEHHS
KUTIBKOCTI JTIM(OIUTIB Majo TPAH3UTOPHUIN XapaKTep MPUOJIM3HO Yy MOJIOBUHU TMAaLIE€HTIB, SIKI 3a3HAIH
BIUIMBY. Y JBOX TAIli€HTIB, $Ki 3aCTOCOBYBAIM JIETPO30J, pPO3BHUHYJIAcCh TPOMOOLUTOIEHIS;
B3a€EMO3B 30K 13 JIOCIPKYBaHUM TperapaToM OyB He3 sicOBaHWM. BUXia MamieHTIB 13 TOCTIKEHHS



yepe3 MOpYIICHHs Ja00paTOPHUX TMOKA3HMKIB, 10 OyJM MOB’S3aHi 13 3aCTOCYBAaHHAM Mpenapary 4u
Hi, OyB PIIKICHUM.

Tnwi 3acmepedcenns

CJlizl yHUKATH OJJHOYAaCHOTO 3aCTOCYBaHHS JiKapchkoro 3aco6y Jlerpomapa® i Tamokcubeny, iHImMx
AQHTaroHICTIB €CTPOTCHIB YM €CTPOr€HOBMICHHX JIIKAPCHKUX 3aC00IB, OCKUIBKU IIi PEYOBUHU MOXKYTh
HIBEJIIOBATH (hapMaKOJIOTIUHY JIiF0 JIETPO30IY.

Jlerpomapa® MicTUTBH NaKTO3y — SKIIO y Bac BCTAHOBIEHO HEMEPEHOCHMICTh JAEAKUX IIyKPiB,
MIPOKOHCYIBTYHUTECS 3 JIIKapeM, TIEPIIl HIXK TPUHMATH 1eH JTIKapChKHid 3aci0

3acmocysanns y nepiod sacimnocmi abo 200y8aHHs cpyooro.

JKi"ku v nepuMeHonay3ajlbHOMY CTaHl 200 KIHKH PENPOAYKTUBHOIO BIKY

[penapar  Jletpomapa®  cmizm  3acTOCOBYBaTHM  TUIbKM  JKiHKAM 3  UiTKO  BCTAHOBIEHHM
OCTMEHONAy3aJbHUM CTaTyCOM. ICHYIOTH TOBIZOMIJIGHHS IO CIOHTaHHI abopTu abo BpOKEH1
aHoOMaJlii y HOBOHAPOXKEHHX, MaTepl AKUX PUUMAaIH JIeTPO30Jl.

3 oAy Ha MOBIAOMIICHHS PO IOHOBJECHHS (YHKII] S€YHUKIB y JKIHOK Ha T JIKyBaHHS
JETPO30JI0M, HE3BA)KAIOUM Ha YITKMM MOCTMEHONAy3aJlbHUM CTaTyC Ha MOYaTKy Teparii, Jikap 3a
noTpeOu MOBUHEH 0OTOBOPUTH 3 MAIIEHTKOIO a/IeKBAaTHI MPOTU3AILTITHI 3aCO0H.

BariTHicTb

Ha ocHOBi 10cBiny 3acTOCYBaHHS JIETPO3OIY JIFOISM, IO BKJIFOYAE OKPEMi BHIIAIKU BPOKCHHUX B
(3pomieHHst TyO, 30BHINIHI CTAaTeBI OpraHd MNPOMIKHOTO THILY), BIIOMO, IO JIETPO30J MOXKE
CIPUYHMHATH BPODKEHI BaJy PO3BHUTKY y pasi HOro 3acrocyBaHHs y mepiona BariTHOCTi. PesympraTtn
JIOCITiIKeHb Ha TBApUHAX MOKA3a/ll HAABHICTh PENPOAYKTHBHOI TokcuuHocTi. [Ipenapar Jerpomapa®
NPOTHUITOKA3aHUH IS 3aCTOCYBAaHHS y TIEPiOJ BariTHOCTI.

[onyBaHHS IpyUlIO

HeBigomo, 4 eKCKpeTyeThCs JIETPO30JI Ta HOro MeTaboJiTH B TPyJHE MOJOKO JIIOIUHH. PH3uK ams
HOBOHApOJKEHOTO/HEMOBIIATH BUKJIFOUUTH HE MOXKHA.

Ipenapart Jlerpomapa® npoTHIIOKa3aHuii JUIs 3aCTOCYBAHHS Y TIEPioJl FOAYBAHHS TPYIUTIO.
DepTuibHICTb. PapMaKOJIOTIYHOIO €0 JIETPO30Jy € 3HMKEHHS MPOJyKYBAaHHS €CTPOreHY IIISIXOM
iHTi0yBaHHST apomara3u. Y KIHOK y MpeMeHoIay3i iHTiOimis CHHTE3y €CTPOreHy NPHU3BOIUTH [0
BIIMOBIAHOTO miABUILEHHS piBHIB roHagoTponiHiB (JII', ®CI). IlinBumenus piBas OCI, y cBoro
Yyepry, CTUMYJIIOE picT (OIIKYIIB, 110 MOXKE 1HIAYKYBaTH OBYJIALIIIO.

30amuicmv enausamu Ha WBUOKICMb peakyii npu KepyeanHi a8MOMPAHCNOPMOM abo THWUMU
MexXarizmMamu.

BrumB neTpo3ony Ha 3/aTHICTh KepyBaTH TPAHCMOPTHUMH 3acO00aMu Ta MPaIOBaTH 3 MEXaHi3MaMU
He3HauHuil. OCKUIBKY MpH JIKYBaHHI JIETPO30JIOM y XBOPHX CIIOCTEpirajucs 3arajbHa CIa0KICTh i
3alaMOPOYEHHS], @ TAKOXK B OKPEMHUX BHIIaJKaX COHJIMBICTb, PEKOMEHAYETHCS OOEPEXKHICTh M Yac
KepYBaHHs aBTOTPAHCIIOPTOM ab0 poOOTH 31 CKIAJHUMU MEXaHI3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

JHopocni, y m. u. nayicnmu nimuvozo 6ixy. PexomennoBana no03a Jlerpomapn® cranoButs 2,5 Mr 1 pas
Ha 100y. B am’toBaHTHil Ta posmmpeHiil an’toBanTHil Teparmii mikyBanHs npenapatom Jlerpomapa®
MOBUHHO TPUBATU MPOTATOM 5 pOKIB a00 MOKM HE HAcTaHE PEIUINUB 3aXBOPIOBaHHS. XBOpUM 13
MeTacTasaMK Tepamilo JikapchkuMm 3acobom Jlerpomapa® ciifi HpoJoBkKyBaTH, MOKH O3HAKH
IIPOrpecyBaHHs 3aXBOPIOBAHHS HE CTaHYTh OYEBUIHUMH. B yMOBax aj’tOBaHTHOTrO JIKYBaHHS TaKOXK
CJIIJ PO3MIIAATH MOXKJIMBICTD 3aCTOCYBAHHS CXEMH MOCHIIOBHOI Teparlii (JIETpo30J1 MPOTATOM 2 pOKiB
3 MOJAJBIIMM [IEPEXO0/I0M Ha MPUIOM TaMOKCU(EHY MPOTATOM 3 POKiB).

B ymoBax Heoad’IOBAHTHOTO JiKyBaHHS 3acTOCYBaHHS JiKapchkoro 3acoby Jlerpomapa® crmin
MPOJOBKYBATH MPOTIroM 4—8 MicsliB, 00 JOCATHYTH ONTHUMAIbHOTO 3MEHIICHHS ITyXJIUHU. }IKmo
BiATIOBiZb HA JiKyBaHHS HeJOCTAaTHs, CIifl TPUIMHATH Tepamilo mnpemapaToM Jlerpomapa® i
MPU3HAYUTH TUIAHOBE XIpypriuHe BTpydaHHs Ta/abo 0OroBOPUTH 3 MAIIEHTKOIO BapiaHTH MOAJIbIIOTO
JIKyBaHHS.

Jl71s1 marieHTOK JITHROTO BIKY KOPEKIIiS JI03H MperapaTy He MoTpioHa.



Himu. Jlns nikyBaHHS JITeW mpenapaT HE 3aCTOCOBYBaTH. besneka Ta e(eKTUBHICTH 3aCTOCYBaHHS
JIETPO30JTy JIITSAM HE BCTaHOBJICHI. HasBHI 1aHi 00MEXeH1, TOMY HEMOKIIMBO PO3POOUTH peKOMEH AT
CTOCOBHO JI03yBaHHSI.

Tayienmku 3 nopywennamu Gyuxyii newinku ma/adoo nupokx. J|Jisi MaIi€eHTOK 3 YpaKCHHSIM IEeUIHKH
BiJl JIGTKOTO JI0 cepenHboro crymneHs (kmac A ta B 3a mkamoro Yaiinma — I1°r0) abo Hupok (mpu
KJIipeHci kpeatnHiHy > 10 MJI/XB) KOpekiis A03W TIpernapary He nmoTpiOHa. HasBHI JaHi CTOCOBHO
NAIi€HTIB 13 HUPKOBOIO HEAOCTATHICTIO 3 KiipeHcoM KpeatuHiny < 10 Mi/xB abo TSKKUM
NopyIieHHsAM (PyHKIIT meuiHky HeaocTaTHi. [amienTr 3 TSHKKUM OpyIIeHHIM (DYHKIIT MeuiHKu (Kiac
C 3a Yaiinga — [110) moTpeOyIOTh peTeNbHOTO HATIISY.

Cnocib 3acmocysanns

Ipenapar Jlerpomapa® cij npuitMaTi MepopanbHO HE3aNekKHO Bijl BXKMBAHHS 1Ki, OCKITBKH 1Ka He
BIUTMBAE Ha CTYIHBL a0COPOIIii mpemnapary.

[Tponymeny m03y ciiJl NPUHAHATHA OApa3y, SK TIAbKM MallieHTKa 3ragae mpo ne. OnxHak, SAKIIOo
NaIieHTKa 3rajae mpo e He3aJ0Bro J0 MPUIOMY HACTYITHOI 103H (32 2—3 TOAMHU), MPOIYIICHY 03y
CJIiJ] IPOITYCTUTH Ta MPUHHATH HACTYIIHY 103y 3TiAHO 3 rpadikom. He ciig npuitmMatu noaBiiiHy 103y,
OCKIUJIbKH TIPU TPUOMi JT0O0OBOI 7031, BHUIIOI BiJl pEKOMEHIOBaHOI 2,5 MrI, CriocTepiraiacsi CHCTeMHa
€KCITO3HIIis, BUIIA BiJI TPOMTOPIIHHOT.

Jimu.
[Ipenapat He 3aCTOCOBYBATH AITSIM, OCKIJIbKU €()EeKTUBHICTh Ta 0€3MeKy 3aCTOCYBaHHS JIETPO30ITY IS
Ii€1 KaTeropii MamieHTiB He BUBYAIU B MEKaX KIIHIYHUX JTOCIIKCHb.

Ilepedosysanns.

[NoBigomiisnocs npo MOOJAMHOKI BUITAIKK NEPE103yBaHHS JIETPO30ILY.

Crenudiune JiKyBaHHA 3 NPUBOAY IEPeJO3yBaHHS HEBIIOME; JIIKYBaHHS IIOBUHHO OyTH
CUMIITOMATUYHUM 1 I ITPUMYIOUUM.

Io6iuni peaxuii.

3aranpHuil oras npodinto 6e3nexu

YacTtoTy HeOaKaHUX pEaKI[iil JIETPO30JIy BU3HAYAIH MEPEBAXKHO HA OCHOBI JAHUX, OTPUMAHHUX y XO/I1
KIIHIYHUX JOCITIIKEHD.

Jletpo3ou 3aranom A00pe MepeHOCUBCs Yy BCIX JOCHIKEHHIX K Tepamis mepioi 1 Apyroi JiHii mpu
JIKYBaHHI MOIIMPEHOTO PaKy MOJIOYHOI 3aJI03M, SIK aJi’ FOBaHTHA Tepallis paKy MOJOYHOI 3aJI03U Ha
pPaHHIX CTaAisgX 1 SK PO3LIMPEHa aJ IOBaHTHA Tepallis paKy MOJIOYHOI 3aJI03U y KIHOK, Kl paHilie
OJIepKYBaJM CTAaHJApTHY aJ’IOBaHTHY Tepamito TamokcudeHom. Maibke B 1/3 maiieHTOK, sKi
JIKyBaJMCs JIETPO30JIOM IPU METACTaTUYHMX 1 HEO0aJ IOBaHTHUX CTaHax, npubmusHo y 75 %
NAlli€HTIB NP aJi’IOBAHTHOMY IpH3HaueHH1 (0OMIBI rpynM MHpuiMaid 1 JIETPO30J 1 TaMOKCH(]EH,
MeziaHa JIKyBalbHOIO Iepioay craHoBmia 60 micsuiB) 1 mMaibke y 80 % malieHTiB NpU pO3LIUPEHiN
a1’ tOBaHTHIN Tepamii (1 JeTpo30 i miamnedo, MeaiaHa JIiKyBaJbHOTO Mepiony craHoBmiIa 60 MicsIliB)
cnocrepiranucs noOiyHi peakuii. B3aram mo6iuHi peaxiii, Kl CIOCTEpPIralvcs, MajlH MEPEBaKHO
cyabkuil a00 MOMIPHO BUPAKEHUH XapakTep 1 y OLIbIIOCTI BUMAJKIB Oylu MOB’sA3aHi 3 JIepiluToM
ecTporeHiB. HaifuacTimie y 3BiTax Ipo KJIIHIYHI JOCTIIKEHHS 3ralyBajlucs MOOI4HI peakiii y BUTTIAIL
NPUIUIMBIB, TiNEpPXOJECTepUHEMil, apTpairii, HyJOTH, MOCHICHOTO MOTOBUAUICHHS Ta MiJBUILEHO]
BTOMJIIOBAHOCTI. J0 BaXIMBUX HeOakKaHUX peakKIlid, 1[0 MOXXYTb PO3BUBATUCS Ha TJi JIIKYBaHHSA
JeTPO30JI0M, HajeXkaTh Taki fBUIIA 3 OOKY OIOPHO-PYXOBOTO amapary, SIK OCTEONopo3 Ta/abo
NepesIoMH KICTOK, Ta ABHILA 3 OOKY CeplEeBO-CYAUHHOI CHUCTEMH (B TOMY YMCII epeOpOBaCKYISpHI Ta
TpoMOoemOomiyHi siBuIIa). bararo mMmoOIYHUX SBHIL MOXYTb OYTH 3YMOBJIEHI NPUPOTHUMHU
(GbapMaKkoJOTIYHUMH HacHiAKaMu JepiIuTy €cTpOreHiB (HampuKiIad MPUILUIMBY, AaJloNelis Y
BariHaJbHa KpoBOTeua). binbinicTe HeOakaHUX peakilii crocTepirajucs y Meplll KilbKa THXKHIB
nikyBaHHs. KaTteropii yactotu as nux HebakaHUX peakiiil onucadi y Tadbmuui 1.

[ToGiuHi sBMIA 3a3HA4Y€HI 3a 4YacTOTO0 BHUHUKHEHHS, MEPUIMMM 3a3HAYalOThCsl HAWOUIbII
pPO3MOBCIO/KEH]. JIJI OLIHKM YacTOTH BUHUKHEHHS PI3HUX MOOIYHMX peakiiid BHUKOPUCTOBYIOTHCS
Taki TepMmiHH: qyxe dacto (> 1/10), wacto (> 1/100 — < 1/10), newacro (> 1/1 000 — < 1/100), piako
(>1/10 000 — < 1/1 000), myxe piagko (< 1/10 000); gacrora HeBimoMa (HEMOXIHBO OIIHHTH,
BUXOJSIYHU 3 HASIBHUX JAHUX ).




Yacrora [To61uHi peakitii

Inghexyii ma ineasii

Heuacrto [Hdekii ce4oBUAUIBHOT CHCTEMH
JlobposxicHi, 3105KiCHI ma He3 SCO8AHI HOBOYMBOPEHHS, BKIIOUAOYU KICIU Ma NOLinu
Heuacto Binb y myximHHUX Boraumax

3 60Ky Kposi ma nimgpamuynoi cucmemu

Heuwacro Jleitkonenist

3 60Ky imyHHOI cucmemu

Heigomoi yacrotu AHadinakTayHi peaxitii

Memaboniuni nopyuweHus ma po3naou HCUsieHHs.

Hyxe dacto I'inepxonecrepuneMist

Yacro 3HIDKEHHS alleTUTY, iIBULIICHHS aleTUTy

Icuxiuni nopywenns

Yacto Henpecis

Heuacto TpUBOXKHICTH (BKJIFOUAIOUU HEPBO3HICTH), IPATIBIUBICTh
3 60Ky Hepsosoi cucmemu

Yacro ["ostoBHMIA 6111, 3aITAMOPOUYEHHS

Ta6muns 1

Heuacto CoHnuBicTh, 0€3COHHS, MOTIPIICHHS MaM’STi, TU3ecTe3isl (BKII0Ya0un

napecTesito, rinepcTesito), MOPYIIeHHs: CMAKOBUX BIIUYTTIB, IHCYJIbT,

3aIl’ ICTKOBUM TYHEJIIBHUN CUHAPOM

3 6oky opeanis 30py

Heuacto Karapakra, nogpa3sHeHHs 0Ka, 3aTbMapeHHs 30py

3 boxky cepys

Yacro Hocunene cepuedutrs

Heuwacro Taxikapnis, BUMAIKH iemii Miokapa (BKJIFOYar0ud BUHUKHEHHS a060

HOTipIIeHHS epediry CTeHOKapIii, CTeHOKapilo, 110 BUMAarae

X1pypriYHOro BTpy4yaHHs, iIHQapKT MiOKap/a Ta 1IIeMil0 MioKapza)

Cyounui nopyutenns

Jy»xe gacTo ["apsiyi npuniuBu



Yacro AprtepianbpHa rinepTeHsis

Heuwacro TpomOodedit (Brmouaroun TpoMO0¢I1ediT MOBEPXHEBUX Ta TITUOOKHUX
BEH)
Pinxo JlereneBa em0outis, apTepialbHUN TPOMOO3, IepeOPOBACKYIAPHUMA 1H)APKT

3 60Ky JuxanvHoOi cucmemu, MOpaKkalbHi Ma MeodiacmuHAaIbHI NOPYUEHHS

Heuacto 3aauIKa, Kaesb

3 60Ky WIYHKOBO-KUUIKOBO20 MPAKy
Yacto Hynora, 6mtoBaHHS, mucrerncis®, 3arop, aiapes, Oi1b y KHUBOTI
Heuacto Cromatut®, cyxicTh y pori

3 6oky eenamobiniapnoi cucmemu

Heuacto [TinBuIeHHs piBHA NMEYiHKOBUX (DEPMEHTIB, rinepOiaipydinemis,
YKOBTSIHUIIS
Hesigomoi yactotu I'enatur

3 6oky wiKipu ma niOwKIipHoi K1imKoSUHU
Jlyxe gacto [Tocuiene MOTOBUIIICHHS

Yacto Arorentisi, BHCHMIAHHS (BKJIIOYAIOYM EpPUTEMATO3HI, MaKyJIOHaIyJspHi,
NICOPIaTHYHI Ta BE3UKYJISIPHI BUCHIIM), CYXICTh LIKIPH

Heuwacro CBepOixk, KpOIIHB THKA

Hesinomoi yacrotu TokcnyHuit  emiiepMadbHUM ~ HEKpOJi3, MyJbTU(OpPMHA  epUTEMA,
AQHT1OHEBPOTUYHUN HAOPSK

3 60Ky ckenemno-m ’sa3060i cucmemu ma CROLYYHOI MKAHUHU

Jlyxe gacto Aptpanris

Yacro Bine y M’s3ax, 6imb y kictkax®, octeonopos, mepenomu KicTok, apTpuT
Heuwacro TenauHiT

Pinxo Po3pus cyxoxuiuis

Hesinomoi yacrotu CHHAPOM «KJIAIIAF0UOTO MabIIsH)

3 60Ky ceuo6udinbHOI cucmemu ma HUPoOK
Heuwacro [TigBuIIeHa YacTOTA CEUOBUITYCKAHHS

3 60Ky penpodykmuenoi cucmemu ma MOIOYHUX 34103



Yacro BarinanpHa KpoBoTeua
Heuwacro BarinanbHi BUaiIeHHS a00 CyXicTb, OUTb Y MOJIOUHHX 3aJ103aX

3acanvui po3naou ma peakyii' y micmi 66e0eHHs

Jyxe gacTo CTOMITIOBAHICTh (BKJIFOYAIOUN aCTEHII0, HE3TY KaHHSI )
Yacro [Tepudepuyunnii HAOPsIK, OLIb y TPYIIX
Heuwacro [TigBuIIEHHS TEMIIEpaTypH, CYXiCTh CIM30BHX O0O0JIOHOK, BITUYTTS CIIpardy,

reHepalizoBaHuii HaOpsIK

Jlocnioscenns
Yacrto 30inbIIEeHHS MaCy TijIa
Heuacrto 3MEHIIEHHS MacH Tijia

(1) Timpku TipH JTIKyBaHHI METACTATUIHOTO YPaXKEHHS.
IIpo nmeski HeOakaHi peakilii MOBIAOMIISLTIOCS 31 3HAYHO BiJIMIHHOIO YacTOTOIO B YMOBax aj FOBAaHTHOTO
JIIKyBaHHS.

Tabmuns 2
A’toBaHTHaA Tepallis JIETPO30JIOM TOPIBHSIHO 3 MOHOTEpAITi€r0 TaMOKCH(EHOM: HeOaxkaHi SBHIIA,
4acToTa SIKUX 3HAYYIIE BiIPi3HSIACH

JleTpo3oi, yacToTa SIBUIIY Tamoxcuden, yactora sBUIIL
HebOaxani mob6iuni N = 2445 N = 2447
peaxii [Ipotsirom VY Oyab-sikuii yac IIpotsirom VY Oyab-sikuit yac
JKyBaHHS TicIIs paHaoMizartii JTIKyBaHHS IicyIs paHaoMizartii
(meniana 5 pokiB) | (MeniaHa 8 pokiB) |(MeniaHa 5 pokiB) & (MeaiaHa 8 poKiB)

[Tepenom kicTok 10,2 % 14,7% 7,2% 11,4%
Ocreonopo3 5,1% 5,1% 2, 7% 2, 7%
TpomGoemboIIUH1 21% 3.2% 3.6% 4.6%
SIBUIIA
[HdapkT miokapaa 1,0% 1,7% 0,5% 1,1%
Flneprmagm 2.3%
eHgoMeTpis / 0,2% 0,4% 2,9%

paK eHJIoMeTpis
[MpumiTka. [IpoTsirom nikyBaHHs — BkJIrodae 30 JHIB IMICHS OCTAHHBOI JI03U. Y OyIb-IKHH Yac — BKIIOYAE
TIePioJ] MOAAJBIIIOTO CIIOCTEPEIKEHHS MICIIs 3aKiHUYEHHS a00 BiMIHU JTOCIIKYBAHOTO JIIKYBaHHSI.
Pi3HMIS IPYHTYETHCS Ha CIIBBIIHOLICHH] pU3UKIB Ta 95 % NOBipuMX iHTEpBajax.

Tabmus 3
[TocnizoBHE JIKyBaHHS TOPIBHSHO 3 MOHOTEPAIIEI0 JIETPO30JIOM: HeOakaHi SBHUIIA, YaCTOTa SKUX
3HauyIlIe BIAPI3HIACH

MomnoTepartist Jlerpozon — Tamokcuden —
J€TPO30JIOM TaMOKcu(eH JEeTPO30]1
[ToGiuHi peakiii N = 1535 N = 1527 N = 1541
5 pokiB 2 poxku — 3 pOKHn 2 poku — 3 pOKH
[Tepemomu KicTOK 10,0 % 7,7%* 9,7%
[TponideparusHi 0.7% 3,496%* 1.796%*

po3naan 3 00Ky



EHIOMETPIsS

INnepxonecrepuHemis 52,5% 44 2%* 40,8%*
lapstai npunmeu 37,6% 41,7%** 43,9%**
Barinanbna kpoBoTeua 6,3% 9,6%** 12,7%**

* 3HavyIe MeHIIe, HXK B TPYIIi MOHOTEPAIIii JIETPO30JIOM.
** 3pauymie Oinblie, HiX B TPYIi MOHOTEpAMii IETPO30IOM.
[TpumiTka. [lepion moBigoMiIeHHS BKIIOYA€E Nepiof JikyBaHHS abo 30 IHIB micist IpUIUHEHHS JTiKyBaHHS.

Omrc oKkpeMux MOoOIYHUX PEAKIN

Hebaorcani peaxyii 3 6oky cepys

B ymoBax aj’t0BaHTHOTO JIKyBaHHS, KPIM MPEACTaBICHUX Yy TaOIMHI 2 MaHHWX, HOBIJOMIISIIOCS PO
Taki HeOaxaH1 SBUIA CTOCOBHO JIETPO30JIy 1 TaMOKCHU(EHY BIAMOBITHO (3 MEIIaHOK TPUBAIOCTI
nikyBaHHs 60 micsuiB mmoc 30 QHIB): CTEHOKapis, MO0 BUMarae Xipyprignoro JjikyBanas (1,0 %
npotu 1,0 %); cepueBa HepoctatHicts (1,1 % npotu 0,6 %); aprepianbHa rineprensis (5,6 % npotu
5,7 %); nopytuieHHs 1epedpaibHOTO KPpOoBOOOIry/ TpaH3uTopHa imemMidHa araka (2,1 % mpotu 1,9 %).
B yMoBax po3mivpeHoro aji’toBaHTHOTO JIIKYBaHHS IMOBIJIOMIISIIOCS MPO Taki HeOakaHi sSBUIIA IS
JeTpo30iry (MeiaHa TPUBAIOCTI JIIKYBaHHS 5 pOKiB) 1 Tutame6o (Meaiana TPUBAIOCTI MPUHOMY 3 POKH)
BIJIMOBIAHO: CTEHOKap[is, IO BuMarae Xxipypriunoro mikyBanus (0,8 % mpotu 0,6 %); Bmepiie
JiarHOCTOBaHA CTEHOKapis abo moripmenHs nepebiry creHokapaii (1,4 % mporu 1,0 %); iHapkT
miokapaa (1,0 % mporu 0,7 %); tpomOGoemOomiune sBume* (0,9 % mporu 0,3 %);
1HCYBT/TpaH3uTOpHA imemiuHa ataka® (1,5 % npotu 0,8 %).

YacToTa sIBHIII, TO3HAYCHUX ¥, CTATUCTHUYHO 3HAYYIIE BIAPI3HAIACH Y ABOX IPyIax JIKyBaHHS.
Hebaorcani peakyii 3 60Ky onopno-pyxo602o anapamy

Jani 3 Oe3neku Ui OMOPHO-PYXOBOTO arapary, OTpUMaHi B yMOBaxX aJi FOBAaHTHOTO JIIKYBaHHS,
npeCcTaBieHi y Tabmui 2.

B ymoBax po3mmpeHoro aji’toBaHTHOTO JIIKYBaHHS TIEPEJIOMH KiCTOK 200 OCTEOIOPO3 CIIOCTEPIraliuch
y CTaTUCTHYHO 3HAUyIIe OUTBIIOI KUTBKOCTI IMAILIEHTOK TPYIH JIKYBAaHHS JIETPO30JIOM (IIEPEITIOMH
kictok — 10,4 % 1 octeonopo3 — 12,2 %), Hik y mamieHToK rpymnu mianedo (5,8 % ta 6,4 %
BIJIMOBI/IHO). MeiaHa TPUBAJIOCTI JIIKYBaHHS CTaHOBHJIA 5 POKIB JUIsl JIETPO30JIy TOPIBHSHO 3 3
poKaMu /171 maneoo.

Tepmin npuoamuocmi. 4 poxu.
He 3acTocoByBaTu npenapar micisi 3aKiHY€HHs] TEPMIHY TPUIATHOCTI, 3a3HAYE€HOT0 Ha YIAaKOBIII.

YmoBu 30epirannsi. 30epiraTi B OpUriHaibHIN ynakoBIi npu Temmneparypi He Buiue 25 °C.
30epiraTy y HEIOCTYITHOMY IS 1ITE€H MicCLi.

Ynakoska. [To 10 tabnetok y 6uicrepi. [1o 3 6mictepn y mayrii.
Kareropis Binmycky. 3a penentom.
Bupoouuk. AT «Dapmak».

Micue3naxoa:keHHs1 BAPOOHMKA Ta HOro agpeca Micusi IPOBA/’KeHH Ti1JIbHOCTI.
Vkpaina, 04080, m. Kuis, Byn. Kupuiisceka, 74.

JlaTa ocTaHHboro neperasay. 12.01.2026.



