IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

Jlerpo3ox KPKA

(Letrozole KRKA)

Cknao:
Oitoua peuosuHa: letrozole;
1 TabneTka, BKpHTa IIiBKOBOIO 000JIOHKOIO, MiCTUTE 2,5 MT JIETPO30I1y;

O0ONoOMIdICHI peyo8uUHU: TaKTO3U MOHOTIOPAT, KPOXMaJslb KyKyPYO3sgHUY, TiIIPOMeso3a, Lielao3a
MiKPOKPUCTaTiuHa, HaTPil0 KPOXMaIbIIKOAT (TUI A), KpEMHIiI0 HiOKCHU[ KONOigHUM 6e3BOIHUH,
MarHilo cTeapar;

naiekoea 060/0HKa: TimpoMesno3a, TuTany giokcup (E 171), okcup 3anmiza xkostuil (E 172),
nomnietusneHraikonb 400, TaabK, BOoJa OYHUIIEHA.

JIikapcbKa ¢opma. Ta61eTKy, BKPUTI IIIBKOBOO 000I0HKOIO.

OcHosHi ¢i3uko-xiMiyHi 81acmusocmi: KpyTili ABOONYKII, TMIafiKi 3 000X CTOpiH TabJeTKH JKOBTOTO
KOJIbOPY, BKPHUTI IJIiBKOBOIO 060JIOHKOIO.

dapMakoTepaneBTHYHA rpyna. 3acobu, 1110 3aCTOCOBYIOTLCS [AJII TOPMOHAJIBHOI Tepaiii.
AHTAroHiCTH TOPMOHIB Ta aHasoriyHi 3aco0u. Iuribitopu apomarasu. Jletpososn. Kog ATX L02B G04.

®Papmako102iuHi 8 1acmueocmi.
®apmakoOuHamika.

JleTpo3oJ - HecTepoigHui iHribiTop apoMaTasu (iHribiTop 6i0CMHTE3Y eCTPOTEeHY), IPOTUNYXIIUHHUM
mpemnapar.

Y Bunagkax, KOJIM PiCT MyXJIMHHOI TKaHWHU 3aJIe’KUTh BiJ] HASIBHOCTi €CTPOTeHiB, yCYHEeHHS
OTI0CEPEeIKOBAaHOT0 HUMH CTUMYJIIOBAJILHOTO BILIMBY € IIePEOyMOBOI0 IPUTHIYEHHS POCTY MYyXJIUHU. Y
JXKIHOK Yy ITIOCTMEHOIIay3i eCTPOTeHY YyTBOPIOIOTHCS ITepeBaXkKHO 3a y4acTi GepMeHTy apoMaTas3u, SKUi
[IePEeTBOPIOE aHAPOTEHH, 1110 CUHTE3YIOThCS Y HaAHUPKOBUX 3aj103ax (HacaMIiepen aHAPOCTEeHMOIO0H i
TecToCcTepoH), Ha ecTpoH (E1) Ta ectpamion (E2). Tomy 3a momomoroo creludiyHoro iHnribyBanHs
bepMeHTy apoMaTa3u MOXKHA AOCATTH IPUTHIYeHHS 0i0CUHTE3y eCTPOreHiB y nepudepuyHux
TKAQHVHAX | B IyXJIMHHIN TKaHUHI.



JleTpo307 IpUTHIYY€e apoMaTa3y UIITX0M KOHKYPEHTHOTO 3B’ sI3yBaHHS 3i CyOOOUHHUIIEI0 IIOTO
bepMeHTy - TeEMOM LUTOXPOMY P450, 110 Tpu3BOgUTh 00 3HMXKEHHS 6i0CUHTE3y eCTPOTeHiB Y BCixX
TKaHUHAaX.

Y 3mopoBUX XKIHOK Y IOCTMEHOIIay3i ogHOpa30Ba 4o3a JIeTPo30iy, sika CTaHOBUTE 0,1 Mmr, 0,5 mMr
Ta 2,5 MT, 3HUXKYE piBeHb eCTPOHY Ta eCTPAa/ioNy B CHPOBATII KPOBi (IOPiBHSIHO 3 TTOYAaTKOBUM

piBHeM) Ha 75-78 % i Ha 78 % BifmoBigHO. MakcHMasbHe 3HUKEHHS NOCITAEThCS Yyepes
48-78 roguH.

Y XiHOK i3 momupeHon (PopMOoI0 paKy MOJIOYHOI 3aJI03H Y IOCTMEHOIay3i MOoAeHHEe 3aCTOCYBaHHS
JIeTPo30iy B [03i Big 0,1 Mr 10 5 Mr 3HUXKY€E piBeHb €CTPafiony, eCTPOHY Ta eCTPOHY CylIbdaTy y
n1a3Mi KpoBi Ha 75-95 % Big moyaTkoBoro pisHs. [Ipu 3acTrocyBaHHi npenapaty B 1o3i 0,0 Mr i
Oinbire y 6araTbox BUllafikax KOHILIEHTPALll eCTPOHY Ta eCTPOHY CyIbdaTy BUSBISAIOTHCA HUXKYE
MeXi 4yTJIUBOCTI METOAY, 1[0 BAKOPUCTOBYETHCS AJI1 BU3HaYEeHHS TOPMOHIB. Lle BKa3ye Ha Te, 110 3a
OOIIOMOI0I0 JAaHUX 03 IIpernapaTy [OoCATaeThCs OiNbIl BUpaXKeHe IPUTHIUeHHSI CUHTe3Y
ectporeHiB. Cympecisi €CTpOreHiB MiATPUMyBaIacs IPOTSATOM JTiKyBaHHS y BCiX MAIliEHTOK.

JleTpo3son - Bucokocnenrudiunui iHribiTop akTUBHOCTI apoMaTa3u. IlopyieHHsSI CHHTe3y CTEPOITHUX
TOPMOHIB Y HATHUPKOBHUX 3a/I03aX HE BUSABJIEHO. Y MALiEHTOK y TOCTMEHOIAY3i, SKUM IIPOBOAYIIH
TEpario JIETPO30JIOM y no6oBiii 7031 0,1-5 Mr, KITiHiYHO 3HAYYIIKUX 3MiH KOHIIEHTPAIi# y IIa3Mmi
KPOBi KOPTU30J11y, anbaocTepony, 11-neokcukopTU30my, 17-rifpoKCUIIPOreCcTEPOHY,
agpeHOKOPTUKOTPONHOT0 ropMony (AKTT), a Tak0K aKTUBHOCTI PeHiHY He 0YJI0 BUSIBIEHO.
[TpoBenenHs Tecty ctumymsiil AKTI yepes 6 i 12 TuxkHIB Teparii 1€TPO30JIOM y HoGoBii mo3i 0,1
mr, 0,25 mr, 0,5 mr, 1 Mr, 2,5 Mr i 5 MI' He BUSIBUJIO KOJHOTO IIOMITHOTO 3MEHIIIEHHST CHHTE3Y
aJbIOCTEPOHY UK KOPTU30JIy. TakuM YMHOM, HeMae HeoOXiqHOCTI Mpu3HavaTy III0KOKOPTUKOION Ta
MiHepasTOKOPTUKOIIH.

V 3m0poBUX XKiHOK-TOOPOBOJIBINB Y MOCTMEHOMIAY3i MiC/Is OMHOPAa30BOr0 3aCTOCYBAHHS JIETPO30IY B
mo3ax 0,1 mr, 0,5 mr i 2,5 Mr 3mMiH KOHIIEHTpAllii aHApOreHiB (QaHOPOCTEHIIOHY Ta TECTOCTEPOHY) ¥
T71a3Mi KPOBi He BUSIBJIEHO. Y TAIliEHTOK Y IIOCTMEHOMAy3i, IKi OTpUMyBaJIH JIETPO30J ¥ mo60Bi# 4031
Big 0,1 Mr mo 5 Mr, 3MiH PiBHS aHAPOCTEHMAIOHY y MIa3Mi KPOBi TaKOXK He Big3HaueHo. Bce 11e BKa3ye
Ha Te, 10 610Kafa 610CUHTE3y €CTPOTEHIB HE TPU3BOAUTH M0 HAKOIIMYEHHST aHIPOTeHIB, Kl €
[IonepeqHUKaMM €CTPOreHiB. Y MalliEHTOK, SKi OTPUMYBaIM JIETPO30J1, He OYJI0 Bif3HAYEHO 3MiH
KOHIIEHTpaIIil TIoTeiHi3yrouoro ropmMony (JIT') Ta ¢omikymocTumMymoBansHoro ropMony (OCI) y
T71a3Mi KPOBi, a TaKoXK He 0yJ10 Bif3Ha4eHo 3MiH QYHKIIil IMUTOBUAHOI 3a7103H, SIKi OIiHIOBAJIK 3a
piBHSAAMU TUPEOTPOIIHOTO TOPMOHY T, i T.

dapmaxkoKiHemuxka.
BcmoxmyeaHHA

JIeTpo30J1 MBUAKO i MOBHICTIO BCMOKTYETHCS 31 IITYHKOBO-KHUIITKOBOTO TPAKTY (CEpeIHS BeIMYnHa
6iomocTymHOCTi cTaHOBUTE 99,9 %). I>ka He3sHaUHOIO MipOI0 3HUXKYE MBUAKICTL abcopbiil (cepenHe
3Ha4YEeHHS 4Yacy OOCATHEHHS MaKCHMaJlbHOl KOHIIeHTpallil IeTpo30iy B Kposi (t,,,) CTaHOBUTE 1
TONMHY IIPH MPUHOMI IIpernapaTy HaTuieceple i 2 ToguHu - IIPU MPUKMOMI 3 1Kel0; CepedqHe
3HAQ4YEeHHS MaKcuMalbHOI KoHIeHTpallii (C,,,,) TeTPO30Jy B KPOBi CTAHOBUTH

129 + 20,3 umosnb/n npu mpuitomi HaTmiecepre i 98,7 = 18,6 HMOJIB/NT - IPU BXKBaHHI 3 1Ke10),
OJHaK CTYMiHb BCMOKTYBaHHS JIETPO30J1y (IIpU OLIHII 3a IIJIOIIE0 il KPHUBOIO
«KOHIIeHTpalis - yac» (AUC)) ue 3miHI0ETECS. He3HauHi 3MiHM IIBUAKOCTI BCMOKTYBAHHS



PO3LIHIOIOTHCA K TaKi, 1[0 He MaloTh KITIHIYHOT0 3HAaUYEHHS, TOMY JI€TPO30JI MOKHa 3aCTOCOBYBaTHU
He3aJIeKHO Bi BXKUBAHHY 1XKi.

Po3noodin

3B’s13yBaHHS JIeTPO30JTy 3 OilKaMu Ij1a3Mu KpoBi CTaHOBUTD IpuOn3Ho 60 % (mepeBaxHO 3
anbOyMiHoM - 55 %). KoHIeHTpanis 1eTpo30iy B epuTpourTax - Matxke 80 % Bif #oro piBHA y
na3Mi Kposi. ITicns 3acTocyBarHS 2,5 MT '“C-MigeHOro 1eTpo30i1y npubau3Ho 82 % pafioakTHBHOCTI
y IJIa3Mi KPOBi IpUlafiano Ha 4aCTKy He3MiHEeHOl aKTUBHOI PeYOBUHU. TOMY CHCTEMHUY BIIJIUB
MeTaboIiTiB 1€TP030/Ty He3HAUHMM. JIeTPO30JT MIBUAKO i IMUPOKO PO3MOMINISETHCS Y TKaHUHAX.
VsiBHMI 06’€M PO3MOMIiNy y mepio piBHOBAXKHOTO CTaHy mocsrae mpubnusuo 1,87 + 0,47 n/Kr.

Memaboaism i susedeHHA

JleTpo3071 3HAYHOIO Mipoi0 3a3Ha€ MeTab0J1i3My 3 YTBOPEHHSIM (hapMaKOJIOTi4YHO HEaKTUBHOTO
KapOiHOIOBOTO MeTaboiTy (OCHOBHUM HIISIX eniMiHalli). MeTaGonmiunuit Kiipeuc netpo3sony (CL,,)
CTaQHOBUTH 2,1 1/roouHy, 110 MeHIlle 3a BeIMUNHY ITe4iHKOBOTO KPOBOTOKY (Ipubnu3no 90 51/ronuny).
Byno BusiBneHo, mo izopepmentu CYP3A4 i CYP2A6 nutoxpomy P450 3maTHI mepeTBOPOBaATU
JIETPO30JI Ha Moro MeTaboIIiT. YTBOPEHHS HEBEJIMKOI KiJTbKOCTI iHINX, ITOKH 1110 He
imenTHdikoBaHUX MeTabOJIiTiB, @ TAKOXK BHBENEHHS HE3MiHEHOI0 IIpelapary 3i cedero i
KaJIOM BifirpaioTh NIuille He3HAUYHY POJIb ¥ 3arajbHild eliMiHallil netpo3ony. [TpoTsrom 2
THZKHIB HiC/Is BBE[EHHS 3[0POBKM [A0OPOBOJIBLAM Y IIOCTMEHONay3i 2,5 Mr “C-miveHoro
JIeTPO30Ty B ceui Oyno BusieneHo 88,2 + 7,6 % pamioakTuBHOCTI, y Kari - 3,8 + 0,9 %. [IpuHaviMHi 75
% pamioaKTUBHOCTI, 110 BUSIBJISIETLCS Y cedi 3a nepiox go 216 rogux (84,7 £ 7,8 % Bif BeMUYUHU
I03H JIETPO30JTy), IPUIafiaio Ha TJII0KYPOHiIHI KOH IoraTu Kap6iHomoBoro MeTtabostiTy, Maiixke 9 % -
Ha [Ba iHImi HeimeHTU(diKOBaHiI MeTaboIiTH Ta 6 % - Ha He3MiHeHHH JIeTPO30II.

YaBHUY KiHIIeBUY Tepiof HamiBBUBeAeHH (t1/2) 3 MIa3MU KPOBi CTAaHOBUTE NPUONIKU3HO 2-4 7o0u.

[licns mogeHHOro IpuuoMy 2,5 Mr mpernapary piBHOBaXKHa KOHIIEHTPALis JIeTPO30J1y OOCATaEThCA
IIPOTSTOM 2-6 TUXKHIB, IPU I[bOMY BOHa IPUOIM3HO y 7 pa3iB BUIlla, HiXK IIiCJIg 0GHOPa30BOT0
IPUHOMY Ti€i K J03u. BomHOYac 3HaueHHS PiBHOBaXKHOI KOHIIEHTpallii y 1,5-2 pa3u nepeBuIlye Te
3HAUYEHHS PiBHOBaXKHOI KOHIIEHTPallii, iKe MoxHa 0yno 60 3aB6OAYUTH Ha OCHOBI pO3PaxyHKiB,
BUXOISYY 3 BEJIMUMH, 3apPEECTPOBAHUX IIiCIII MPHUIOMY OTHOPA30BOl J03U IIpenaparty. Lle BKa3ye Ha
Te, 1110 IIPHU L[0JIeHHOMY 3aCTOCYBaHHI JIETPO30JIy B [03i 2,5 Mr “0ro papMaKOKiHETHKA Ma€ OeL0
HeJTiHiiHuY XapaKTep. OCKiNbKY piBHOBaXkKHA KOHILIEHTpPAIlis JIETPO30J1y MiATPUMYETHCS Iif 4ac
3aCTOCYBaHHS IIperapaTty IPOoTSIroM TPUBAJIOTO Yacy, MOXKHa 3p00KUTH BUCHOBOK IIPO Te, 10
HaKOTIIMYEHHS JIETPO30J1y He BigOyBaeThC.

JIiHitiHicmyv/HeniHiliHIcMb

dapMmakoKiHeTHKA JIeTP030JTy OyJia IIPOIOPIiiHOI0 H03i Micg 3aCTOCYBaHHS OJJHOPa30BOi
nepopainbHoi 7031 o 10 Mr (mianma3oH mo3 Big 0,01 mo 30 Mr), a TaKOXK MicJis 3aCTOCyBaHHS
moneHHux 103 o 1,0 Mr (miama3ox mo3 Big 0,1 mo 5 mr). ITicmst 3aCcTOCyBaHHSI OOHOPA30BO1
nepopanbHoi mo3u 30 MT CIIocTepiranocs He3HayHe, ajie OiybIn HiX ITpomopIfiiiHe 0o3i 30iblIeHHS
noka3uuka AUC. IIpu 3acTocyBaHHI mogeHHUX 103 2,5 MI Ta 5 Mr 3HaueHHsA AUC
306inpmunocs npubnu3Ho y 3,8 Ta 12 pasiB 3aMicTh 2,5 Ta 5 pasiB BiATOBIIHO MOPIBHSIHO 3
no30i0 1,0 mr/no0y. TakuM YHHOM, pEKOMEHIOBaHA [103a 2,5 Mr/mo0y Moxe OyTH TPAaHUYHOI0
03010, 3a K01 HEMTPOIOPIINHICTh CTAa€ BUOUMOIO, TOMI SIK ITPU 3aCTOCYBaHHi 031 5 Mr/mo0y
HETIPOIOPLi¥HICTh cTae Oinbill BupaxKeHo. HemponopuiHicTh 034, IMOBIpHO, € PE3y/IbTaTOM
HaCHYEeHHS IIpoIleciB MeTaboIigYHOTO BUBeIeHHs. PiBHOBaXKHI KOHIIEHTPAllii JOCATaIUCS Yepes
1-2 Micsni npu 3acTOCYBaHHI yCixX HOCTiAXKyBaHUX pexXuMiB fo3yBaHH4 (0,1-5,0 Mr moaeHHO).



dapMakoKiHemuKa 8 oKpeMux 2pynax navieHmis
dapMaKOKIHETHKA JIETPO30JIy He 3aJIeKUTH Bifj BiKy.

Y mocnmigeHHi, ke TPOBOAUIIOCS 3a y4acTio 19 moOpOBOILINB i3 pi3HUM CcTaHOM (QYHKIIII
HUPOK (24-romMHHUY KJIipeHC KpeaTHHIHY BapitoBas Bif 9 mo 116 mii/xB), Big3Havanocs, mo
(dhapMakKoOKiHETHKaA JIETPO30/1y He 3MiHIOBajacs Iiciig 3aCTOCYBaHHS OMHOPa30BoOl J03H 2,5
Mr. Kpim Toro, y Bullle3a3HaYeHOMY OOCIiIKeHHi OI[iHIOBa/IX BIIJIUB IOPYIIEHHS (QYHKII HUPOK Ha
JIeTPO30J1, aHaIi3 KoBapiaHTiB OyB BUKOHAHWY Ha OCHOBI HaHUX ABOX 0@30BUX [OCTiIXKEHb
(mocnmimxennst AR/BC2 Ta AR/BC3). Po3paxoBaHuil KTipeHC KpeaTHHIHY ([iama3oH y DOCTigXKeHHi
AR/BC2: 19-187 mn/xB; y mocnigxenHi AR/BC3: 10-180 mii/xB) He MPOIEMOHCTPYBaB CTaTUCTUYHO
3HAQYYILIOT0 3B’'SI3KY 3 MiHIMaJIbHUM PiBHEM JIeTPO30JIy y IIJla3Mi KPOBi y piBHOBaXXHOMY cTaHi (C,;,).
Ho Toro x, mani gocmigxens AR/BC2 ta AR/BC3 nikyBaHHS OpyToi JTiHii METACTAaTUYHOTO PaKy
MOJIOYHOI 321031 NIPOIeMOHCTPYBaJIX BiICyTHICTh HETAaTUBHOTO BIIJIUBY JIETPO30JIy Ha KIIipeHC
KpeaTuHiHy a00 nmopyueHHs QyHKIii HUPOK.

TakuM 4MHOM, KOPEKIIis HO3Y MallieHTaM i3 MOPyIIeHHIMU (PYHKII HUPOK (KIipeHC KpeaTUuHIiHY
> 10 mn/xB) He noTpibHa. [HpopMalis 1000 MaLie€HTIB 3 TAXKKUMYU MOPYIIEHHIMHU GYHKINI HUPOK
(xkmipenc kpeaTuniny < 10 mi/xB) oOMekeHa.

Y nopi6HOMY HOCTifXKeHHi, TPOBeAeHOMY V K0OPOBOBLIB i3 pi3HUM CTAaHOM (QYHKIII mediHKu, 6yI10
BCTAQHOBJIEHO, ITI0 B 0Ci6 3 MOMipHO BUpaXKeHUMHU MOPYIIeHHIMHU GQYHKIII medinku (Kiac B 3a mkanoio
Yaiinma-I1'10) cepenni Benuwunau AUC Oymu Ha 37 % BHII, HiXK Yy 3MOPOBUX JOOGPOBOJIBIIIB, aje
3aJIUIIAIMCS ¥ MeXKaX TOT0 Aianma3oHy 3HaueHb, SKi CrlocTepiranucs B ocib 6e3 nopyuieHsb GyHKIT
neyvinku. [Ipu gocmigkeHHi papMaKOKiHETUKH OMHOPA30BO1 [03U y 8 XBOPHX i3 IUPO30M IIeYiHKHU Ta
TSKKUMH TTOPYyIIeHHIMY i1 ¢pyHKLii (kmac C 3a mkanoio Yaitnga-I1'10) 6yno Big3HaueHo 30inbIIeHHS
AUC na 95 % Ta t,, Ha 187 % BifmoBigHO MOPIBHSIHO 3 MOKA3HUKAMU Y 3T0POBUX T0OPOBOJIBIIIB.
TakuM 4MHOM, Y MAIliEHTOK i3 paKOM MOJIOYHOI 3aJ103U Ta TIXKKUMU MOPYLUIEHHAMHU (PYHKIIiI TeYiHKU
OUiKyIOThCS OiNbII BUCOKI piBHI 1€TPO30JTy, HiXK y MauieHToK 0e3 TAXKKO0I guchyHKIi nevinku. OTxe,
npemnapart Jletpo3on KPKA cif 3 06epekHIiCTIO 3aCTOCOBYBATH NalliEHTKAM 3 TSIXKKUMU
NopylIeHHAMY GYHKIIII Te4iHKY, 3BaKal04Yy Ha CIIiBBiIHOIIEHHS KOPHUCTH/PU3UK OJIST KOKHOI OKPEMOI
MIAILi€HTKH.

Kniniuni xapakKTepuCTHKH.
Iloka3aHnHs.

Aqn'toBaHTHa Teparis TOPMOHOIIO3UTUBHOTO iHBA3WBHOT'0 PaKy MOJIOYHOI 3271034 Ha
PaHHIX CTafifgX y XKIHOK y IIOCTMEHONay3aIbHUN IIepiof.

PosmmupeHa ap’'1oBaHTHA Tepalis iHBa3MBHOI'0 paKy MOJIOYHOI 3aJI031 Ha PaHHIX CTagiiax y
JKIHOK Yy ITOCTMeHOIIay3aibHUM 1epiof], kUM OyJia IIpoBefieHa CTaHAapTHa afl IoBaHTHA Teparlis
TaMOKCH(EeHOM MIPOTATOM 5 POKIB.

Teparmis nepimoi aiHil TOpPMOHO3a/Ie’KHOT0 MOMKUPEHOT0 PaKy MOJIOYHOI 3271031 Y KIiHOK y
IIOCTMEHOIay3l.

JlikyBaHHS momupeHux GopM paKy MOJIOYHOI 3ajI031 Y KiHOK Y IIOCTMeHonay3i (mpupopHoi abo
CIPUYMHEHOI MITYYHO) Micsd peluauBy abo MporpecyBaHHs 3aXBOPIOBAHHS, SIKi OTPUMYBaU
TIOTIEPeIHIO Tepalilo aHTHeCTPOTeHaMH.



Heoap'toBaHTHa Tepamisa y XKIiHOK y IOCTMeHOIIay3i 3 ropMoHono3uTuBHUM, HER-2-HeratusHuM
PaKoM MOJIOYHOI 3a/103H, IKUM He MiAXOOUTh XiMioTeparis i He IoKa3aHe HeBiAKIIafHe Xipypriu#e
BTpy4aHHS.

EdexkTuBHiCTh pemapaTy [AJd MallieHTOK i3 TOPMOHOHETaTUBHUM PAKOM MOJIOYHOI 3a71031 He
IOBereHa.

IIpomunoka3aHHs.

e [lifBuIleHa YyTIUBICTh 10 aKTHBHOI PEYOBUHU a0 10 Oyb-IKOT0 iHIIOTO KOMIIOHEHTa
mpemnapary.

e EHIOKPHMHHUM CTATyC, XapaKTEePHUM OJId IIepeaMeHO0IIay3HOoTro nepioay.

e BariTHicTh, epiog rogyBaHHs IPYOA0.

e [IpoTunoka3ano XKiHKaM PENPONYKTUBHOIO BiKYy.

B3aemodisn 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu e3aemodiii.

MeTabomi3M 1eTpP0o301y YacTKOBO BimOyBa€eThcs 3a y4acTio CYP2A6 ta CYP3A4. Takum
YMHOM, Ha CHCTEMHE BUBEIEHHS JIETPO30JTy MOXKYTh BIIJIUBATH JTiKapChKi 3acobu, sKi
BIuBaoTh Ha pepmenTr CYP3A4 i CYP2A6. OueBugHO, MeTab0JIi3M JIETPO30JTy Ma€ HU3BKY
cropigHeHicTh i3 CYP3A4, ocKinbku 1iel (epMeHT He HaCU4Y€EThCS MPU KOHIIEHTPAIligX, V
150 pa3iB 6inbmux, HiXK KOHIIEHTpAIIil JIEeTPO30J1y, 110 CIIOCTEPIraloThCS y M1a3Mi KPOBi y
Iepiof pPiBHOBAXKHOI'O CTAHy 3a TUIIOBUX KJIIHIYHUX YMOB.

Ha crorofHi KJIiHIYHUYM OOCBIT 3aCTOCYBaHHS 1eTPO30J1y B KOMOiHaIlii 3 ecTporeHamMu abo
IHIMMMU TPOTUPAKOBUMMHU IIpenapaTaMy, KpiM TaMoKCUdeHy, BiiCcyTHii. TaMokcudeH, iHmi
aHTHEeCTPOTEeHHi mpemnapaTu abo eCTPOTeHBMICHI JTiKapChKi 3aCc00M MOXKYThb HiBe/TI0OBaTH
(dbapMaKoJIoTiuHy [ifo 1eTpo30iy. KpiM Toro, JoBemeHo, 10 y pa3i 04HOYAaCHOT'0 3aCTOCYBaHHS
TaMOKCH(EeHY Ta JIETPO30JIy CYTTEBO 3HUKYIOThCS IJ1a3MOBi KOHIIeHTpallil 1eTpo3ony. Ciif yHUKaTH
OJHOYACHOT'0 3aCTOCYBaHHS JIETPO30J1y 3 TaMOKCU(GEHOM, iHIITMMYU aHTarOHiCTaMU eCTPOTreHiB ab6o
€CTpOreHaMu.

JlikapchKi 3ac0o0H, SKi MOXKYTh IiIBUINYBATH KOHIIEHTPAIIil0 JIETPO30JIy B CUPOBATII KPOBi

Iuribitopu aktuBHOCTI CYP3A4 i CYP2A6 MOXYTh 3HUKYBAaTA MeTab0J1i3M JI€TPO30JTy i, TAKUM
YUHOM, MiABUIYBaTU KOHLIEHTPALil0 JIETPO30J1y B Iy1a3Mi KpoBi. OqHOYaCHE 3aCTOCYBaHHS
JiKapChbKUX 3aco0iB, SIKi CUIIbHO MIPUTHIUYIOTH 11l pepMeHTH (1oTyXkHi iHribiTopu CYP3A4, 30KkpeMa
KeTOKOHA30JI, iTpaKOHa30J1, BOpPUKOHA30JI, pUTOHABIp, KJIapUTPOMIIuH i TeniTpominus; CYP2A6
(HamIpuKIiaf, METOKCaJIeH)), MOXKe MiABUIIYBATH €KCIIO3ULi0 JIeTPO30JIy. TOMy MallieHTKaM, SKUM
nokasaHi noTyxHi inribiTopu CYP3A4 i CYP2A6, peKOMEHAYETHCS MPOSIBNIATH 00€PekHICTh IpH iX
3aCTOCYBaHHI.

Jlikapceki 3ac0o6u, SKi MOXKYTH 3HUKYBATH KOHIIEHTPAIIiI0 JIETPO30JIy B CHPOBATIII KPOBi

IapykTopu aktuBHOCTI CYP3A4 MOXKyTh HNifBUIyBaTU MeTa00J1i3M JIETPO30J1y i, TaKUM YHHOM,
3HUKYBATH KOHIIEHTPAIIiIO JIETPO30J1y B IIJ1a3Mi KpoBi. OmHOYaCHe 3aCTOCYBAHHS JiIKapChKUX 3aC00iB,
aki ctumymioloTb CYP3A4 (manpukiap, deHiToin, pudamminus, kapbamaserid, herHobapbiTan i
3Bipo0ili 3BUYaHUM), MOXKe 3HUKYBATH €KCIIO3UIIiI0 JIeTP0o30i1y. ToMy mallieHTKaM, IKUM IT0Ka3aHi



noTyxHi iHgyKTOpu CYP3A4, peKOMEHAYETHCS MPOSABNATA 00€PEeKHICTh IPH 1X 3aCTOCYBaHH.
Iapykropu CYP2A6 HeBigoMmi.

OpgHoYacHe 3aCTOCyBaHHSA 1eTpo3ony (2,5 mr) i tamokcudeny 20 mr 1 pa3 Ha go0y
IIPU3BOJUIIO 0 3HUKEHHS PIBHS JIETPO30J1y B IIJIa3Mi KPOBi B cepegHboMy Ha 38 %.
KmiHiuHU JOCBiA, OTPUMaHUM Ha IigCTaBi JOCIiAXeHb Tepailil APyTol JIiHil paKy MOJI0YHO1
3aJI03H, NTOKa3YE, 0 TepaneBTUYHUM eeKT TiKyBaHHS JI€TPO30JI0M, 5K i YacToTa
BUHUKHEHHST He0axkKaHUX peaklliii, He 30iNbIIyBaBCs, SIKIIO JIETPO30JI 3aCTOCOBYBAIN OfIpa3y
micng TaMokcugeHy. MexaHi3M Ii€l B3a€EMOil HEBIJOMUH.

JIikapchKi 3ac00u, CHCTEMHA KOHIIEHTPAIliS SKUX B CHPOBATII KPOBi MOXKe 3MiHIOBATUCS il BINTMBOM
JIETPO30IY

In vitro neTpo3o0n npurHiyye idodpepmenTtu quroxpomy P450 - CYP2AG6 i momipao - CYP2C19,
asne KJIiHiYHe 3HaYEHHS LIbOTO SBUIlla HeBimoMe. [TpoTe cif moTpuMyBaTUCs 06€PeKHOCTI
IIpY OOHOYACHOMY 3aCTOCYBaHHI JIETPO30J1y Ta JIiKapChKUX 3aC00iB, BUBENEHHS TKUX
3anexuTth nepeBaxHo Big CYP2C19 i sKi MarOTh BY3bKUM TepaneBTUUYHUY [ialla30H (TaKux
K (eniToiH, knomigporens). CyOcTpaT 3 By3bKUM TepalleBTUYHUM Oiarna3oHoM myist CYP2A6
HEBiJOMUH.

HocnimKeHHS KTiHIYHOI B3aEMOil 3 MUMETUOUHOM (BimoMui HecrenubiyHui iHribiTOp
CYP2C19i CYP3A4) i Bapdapunom (wyTnusuii cyoctpat anst CYP2C9 i3 By3pKUM
TepaleBTUYHUM [ialla30HOM, KU 9acTO 3aCTOCOBYIOTH K CYIYTHIY IIpenapar Ajis IiIb0BOl
IOTYJIALIl IETPO30J1y) IT0Ka3aH, 110 CIiJIbHe 3aCTOCYBaHHS JIETPO30JY i LIKX JTiKapChKUX
3aco00iB He CIIPUYHHSE KIiHIYHO 3HAYMMOI JTiIKapChKOl B3a€MOfIil.

Ormnsg 6a3u UX KIIHIYHUX OOCIIOKEeHb He BUSIBUB HiSKUX OOKAa3iB iHIMX KIIHIYHO 3HAYUMUX
B3a€EMO[Iiii 3 iHIITMMHU JTiKapCHKUMH 3ac00aMH, 110 YaCTO MPHU3HAYAIOThCS.

Oco06.1ueocmi 3acmocye8aHHs1.
ITopyweHHA pYHKUiI HUPOK

Hemae manux mopo 3actocyBaHHs npemnapaty Jletpo3on KPKA fyig jTiKyBaHHS NaLiEHTOK i3
KiipeHcoM KpeaTuHiny <10 mii/xB. Ilepeqn npu3HayeHHAM IIpeliapaTy TakKUM MalliEHTKaM CIIif
3BaXKUTH Ha CIIBBIAHOLIEHHS [IOTEHLIVHOIO PU3UKY i OYIKyBAHOIO eheKTy JIiKyBaHHS.

XoaecmepuH

Crig po3T/IsiHYyTH IIPOBENEHHS MOHITOPHUHTY X0JIeCTEPUHY Yy CUPOBATII KPOBi. Y mponeci
OOCJIIIKEeHHS i3 3aCTOCYBaHHAIM af] FOBAHTHOT'O JIiIKyBaHHS IIOBIAOMIIAIOCS IIPO
rimepxojecTepuHeMito y 52,3 % Mali€eHTOK, SKi 3aCTOCOBYBaJH JIeTPO30, Tay 28,6 %
MaIliEHTOK, SIKi 3aCTOCOBYBa/IX TaMOKCHU(eH. 3a KPUTEPISIMU OI[IHKU CTYIEHS TSIKKOCTI
nobiyaux peakiriii (CTC) moBimoMsiiocst mpo rinmepxonecrepureMiio 3-4 ctyneus y 0,4 %
malieHToK y rpymi gseTpo3oiny Tay 0,1 % marmieHToK y rpymi Tamokcudeny. Kpim toro, B
an'10BaHTHIM Teparmii 30inbments =1,5 X BMH (BepxHsT Mezka HOPMHU) 3arajIbHOTO
X0JIeCTepPUHY (3a3BHAYail He HaTIe) CIIOCTepiragocs y NalieHToK, sKi 3aCTOCOBYyBaslu
IIpernapar K MOHOTEepaIIil0 Ta Mau I0YaTKOBUM PiBeHb 3arajbHOT0 XOIECTEPUHY B



CHpOBATIIi KpPOBi B Mexkax HopMmH (ToOTO <1,5 X BMH), y 151/1843 (8,2 %) y rpymi
nmetpo3ony npotu 57/1840 (3,2 %) y rpyni TaMokcugeHny. 3aCTOCYBaHHS TiOMiMigeMiYHIX
npemnapartiB 0yn0 HeoOXximHO 25 % MallieHTOoK, SKi 3aCTOCOBYBajIU 1eTP030J1, Ta 16 %
NaIli€HTOK, SIKi 3aCTOCOBYBaI TaMOKCHU(EH.

ITopyweHHA pyHKUII neviHKu

Y mairienTiB 3 TSKKOIO IIe4YiHKOBOIO HemocTaTHicTIo (Kyac C 3a mkasnoio Yainna-I1'10) cucreMua
eKCIIO3uLlis Ta t1/2 1eTpo30yy IpUOIKU3HO BABIYi AOBILI, HiX y 300POBOI TIOAUHU. Taki XxBopi
OTPeOYIOTh GibIT YBAXKHOTO CIIOCTEPEXKEHHS.

Bnaue Ha Kicmku

Ockineku JleTpo3on KPKA € noTyKHUM IIpenapaToM, [0 3HUKYE KOHIIEHTPAallil0 eCTPOreHiB, i Yac
af’lI0BaHTHOI Ta PO3IMPEHO] af'IoBaHTHOI Teparil npemnapaToM JleTpo3on KPKA y XiHOK 3
0CTEeO0TI0p030M Ta/abo mepeoMaMy B aHaMHe3i a00 THX, XTO Ma€ MiiBUILIEHUIN PU3UK PO3BUTKY
0CTEOTI0P03Yy, HeOOXiMHO OLIHUTH MiHepasbHy LIiIbHICTh KICTKOBOI TKaHUHHU [0 MTOYATKY JIiKyBaHHS,
IIPOTATOM JIIKyBaHHS Ta IIIC/IA 3aBepILIEHHS JIIKYBaHHA JIeTP030JI0M. B ymMoBax afi'toBaHTHOTO
JIIKyBaHHS TAKOXK CJIi[ PO3TJIAfaTy MOXKJIMBICTh 3aCTOCYBaHHSI CXEMH MIOCIIiIOBHOI Teparil (JIeTpo307
IIPOTSTOM 2 POKiB 3 MOAAJIBIINM IEPEX0N0M Ha IPUIOM TaMOKCU(EHY IIPOTITOM 3 POKiB) 3aJIeKHO
Big mpodimo Oe3meku Ojis MallieHTKH.

MenonaysHutli cmamyc

Y narieHToK 3 He3'sICOBaHUM MEHOIIay3HUM CTaTyCOM HeOOXiHO IO IMOYaTKy JIiKyBaHHS IIperapaToM
Jlerposon KPKA Bu3sHauutu piBeHs JII', ®CI" Ta/abo ectpapmiony. [IpuiimaTu npemnapat
Jletpo3os KPKA moBuHHI TinbKu XKiHKM 3 TOCTMEHOIIAy3HUM €HIOKPUHHUM CTATyCOM.

TeHOUHIM ma po3pus CyxoxHcunns

MoxknuBi (pimKo) TEHOUHIT Ta PO3pUB CyXoxuis. HeoOximHe peTenbHe 00CTEKEHHS
TaIliEHTOK Ta BXKUTTS BiIMOBITHUX 3aX0MiB (HampuKIag, iMMo06isi3allis) 100 ypakeHoro
cyxoxunns (muB. po3min «IToOiunHi peakirii»).

ITopyweHHA 1abOPamopHUX NOKA3HUKIB8

[10303a1e2KHOTO BIIJIUBY JIETPO30J1y Ha 6ymb-sIKi reMaTosoriyni abo 6ioxiMiyHi MOKAa3HUKY He
crioctepiranocs. [TomipHi 3MeHIIIEHHS KiTbKOCTi TiM(pOLUTIB HEBU3HAUYEHOTO KJIiIHIYHOTO 3HAYEHHS
CIIOCTepiranucs y OesKux MalieHTOK, SKi 3aCTOCOBYBaIu JIeTpP0o301y 1o3i 2,5 Mr. Take 3HUXKEHHS
KiTbKOCTi MiMQOUXTIB Mano TPaH3UTOPHUM XapaKTep MPUOIU3HO yV IOJIOBUHY TAIliEHTOK, IKi 3a3Hau
BIIJIUBY. Y [IBOX IAI[iEHTOK, SKi 3aCTOCOBYBaJIX JIETPO30JI, PO3BUHYJIACs TPOMOOIIUTOIIEHIS;
B3a€EMO3B’SI30K i3 [IOCTiIXKYBaHUM IIperapaToM He OyB 3'sscoBaHMM. Buxin mallieHTOK i3 mOCTimKeHHs
yepes 3MiHy 1a00paTOPHUX MOKA3HUKIB, He3aJIeKHO Bif TOTo, 4y Oy/I1 BOHU MTOB’sI3aHi i3
3aCTOCYBaHHSM Ipenapary, 0yB piikum.

[HwWi 3acmepediceHHs

Cnipg yHMKaTy OGHOYACHOT0 3aCTOCYBaHH4A Ipemnapaty Jlerpo3on KPKA i Tamokcudeny, iHmmx
aHTaTrOHICTiB eCTPOTeHiB ab0 eCTPOreHBMICHHUX JTiKapChKUX 3ac00iB, OCKIIbKY ITi peYOBUHU MOXKYTb
HiBeoBaTH (HhapMaKOJIOTiuHY Aii0 JIETPO30Iy.

OcCkinbKy IpemnapaT MiCTUTh JIaKTO3Y, KOT0 He PeKOMEHIYEThCS 3aCTOCOBYBATH IallieHTKaM 3



TaKUMH piJZ[KiCHI/IMI/I CIIagJKOBUMH HpOﬁJ’IeMaMI/I, aK Hel’IepeHOCI/IMiCTb TaJIaKTO3H, TA2KKa JIaKTa3Ha
HEITOCTaTHICTh abo MaHBa6COp6HiH TJIIOKO3HU-TAaJIaKTO3H.

3acmocysaHHA y nepiod sazimHocmi abo 200y8aHHs 2py00ro.
2KiHKu y nepumeHonay3HoMy cmaHi abo HCiHKU penpodyKmueHo20 8iKy

[Ipenapat Jletpo3on KPKA cmifm 3acTOCOBYyBaTH TilbKHU KiHKAM i3 4iTKO BCTaHOBJIEHUM
IIOCTMEHOIIay3HUM CTaTyCOM. ICHYIOTh TOCTMAapKETUHTOBI ITOBiIOMJIEHHS IIPO CIIOHTaHHi abopTu ab6o
BPO/ZKeHi aHOMaJlii y HOBOHApPOMXKEHUX, MaTepi SKUX IpuUKMau el npemnapar. 3 oryisigy Ha
TIOBiIOMJIEHHS IIPO TMIOHOBJIEHHS (QYHKIIII S€YHUKIB y XKIHOK Ha TJIi 3aCTOCYBaHHS IIpenapary
Jletpo3on KPKA, He3Baxkaluu Ha YiTKWU IOCTMEHONay3HUH CTATyC Ha MOYaTKy Teparil, JTikap 3a
noTpeOu MoBHHEH 06TrOBOPUTH 3 ITAlliEHTKOI0 3aCTOCYBAHHS MPOTU3AITiAHUX 3aC00iB.

BazimHicmb

Ha ocHOBI foCBiny 3aCTOCYyBaHHA IIpenapaTy JIIOAAM, 110 BKI0Ya€E OKpPEMi BUTIAIKU BPOOKEHUX Bajl
(3porenHs ry0, 30BHIIIHI CTaTeBi OpraHu IMPOMIXKHOTO TUITY), BiTOMO, III0 JIETPO30JI MOXKe
CIIPUYUHSATUA BPOAXKEHI Bali PO3BUTKY y Pa3i MOro 3aCTOCYBaHHS IIif] YacC BariTHOCTI. Pe3ynbTat
MOCITiIXXeHb Ha TBapHHAX IT0KA3a/li HasBHICTb PEIPOOYKTUBHOI TOKCUYHOCTI. [Tpenmapat JIeTpo30i1
KPKA mporunokasanuii gjsi 3aCTOCYBaHHS y MepPiof BariTHOCTI.

ITepiod 200ys8aHHA 2py0010

HeBigoMo, 4u eKCKPeTYEThCS JIeTPO30JI Ta HOr0 MeTabo T B IpyJHE MOJIOKO JIIONUHY.
PU3WK [JIs1 HOBOHAPOOKEHOTO Ta HEMOBJISITA BUK/TIOUHUTH HE MOXKHa.

[Ipenapat Jletpo3on KPKA npoTtumoka3saHuil s 3aCTOCYBaHHS IIiJ Yac TOAYBaHHS I'PYAOIO.
depmuabHicmMb

®apMaKoIoriyHoI0 gi€l0 TEeTPO30JTy € 3HUKEHHS MPOAYKYBAHHS €CTPOTEeHY IUISTXOM iHTiOyBaHHS
apomarasu. Y XKiHOK y mpeMeHonay3i iHri0yBaHHS CHHTE3Y eCTPOreHy IIPU3BOAUTD IO BiIIIOBIIHOTO
nigBuineHHs piBHA roHagoTpomniuiB (JIT', ®CT). ITigeuinenHs piBug OCT', 3i cBoro 60Ky, CTUMYIIIOE
picT ¢domikyniB, 110 MOXe iHAYKYyBaTH OBYJISLIIIO.

30amuicmb 8niusamu Ha weudKicmb peakyii npu KepyeaHHi asBmompaHcnopmom abo iHwumu
MexaHiamamu.

Brnmus mpenapaty Jlerpo3on KPKA Ha 3aTHICTh KepyBaTH TPAHCIIOPTHUMU 3aco0aMu Ta
IIpalLoBaTU 3 MexaHi3aMaMy He3HauHuM. OCKIIbKY IIPH JIiKyBaHHI IperapaToM Y XBOPUX
CIIOCTepiramucs 3arajibHa CabKiCTh i 3alTaMOPOYEHHS, B OKPEMUX BUITaAKaX - COHIUBICTB,
PEKOMeHAyeThCs OyTH 00epeKHUMH IIifl YaC KepyBaHHS aBTOTPaHCIOPTOM abo poboTH 3i
CKJIagHUMU MeXaHi3MaMu.

Cnoci6 3acmocyeaHHss ma do3u.



Hopocai nauieHmku, y m.u. nauieHmku AimHb020 8iky. PeKoMeHo0BaHa H03a JleTpo3ony KPKA
CTaHOBUTH 2,5 MT 1 pa3 Ha moby. B ag’'toBaHTHiM Ta pO3IIMpPEHiN af ' tOBaHTHIM Teparil TiKyBaHHS
npenapatoM JleTrpo3on KPKA Mae TpuBaTu nMpoTsAroM 5 POKiB abo MOKK He HacTaHe PEIUUB
3aXBOPIOBAHHA.

Y xBopuX i3 MeTacTa3aMu Tepartiio mpemapaTtoM JleTpo3on KPKA cig mpogoBKyBaTH OO THX IIip,
IOKU O3HaK¥ [IPOrPeCYBaHHSA 3aXBOPIOBAHHS HE CTAHYTh OYEBUOHUMU. B yMOBax ax’ l0BaHTHOT'O
JIIKyBaHHS TAKOXK CJIi[ PO3TJIAfaTH MOXKJIMBICTh 3aCTOCYBaHHSI CXEMH MOCTIIIOBHOI Teparil (JIeTpo307
IIPOTATOM 2 POKIiB 3 ITOAABUINM IIEPEX0IOM Ha IPHUIOM TaMOKCH(EHY IPOTATOM 3 POKiB).

B ymoBax Heoaf't10BaHTHOTO JIiKyBaHHS Tepallito npenapatoM Jletpo3on KPKA ciif mpomoBxKyBaTu
IPOTATOM 4-8 Mics1iB, 1100 JOCATHYTH ONTUMAJIbHOTO 3MEHIIIeHHS MyXJIUHU. FAKII0 BigmoBinb Ha
JIIKyBaHHS HEJOCTATHS, CJIi NIPUIIMHUTY Tepalito npenapatoM Jlerpo3on KPKA i npu3ssnayut
TIIJIaHOBE XipypriuHe BTpy4daHHs Ta/ab0 00roBOPUTH 3 NAlliEHTKOIO BapiaHTH IOJAJbIIOTO JTiKyBaHHS.

[I71s TalieHTOoK MTHROTO BiKy KOPEKIIisl 03U IpernapaTy He MoTpibHa.

Himu. [ miKyBaHHS OiTel IpemapaT He 3aCTOCOBYIOTh. be3neKka Ta e(peKTUBHICTh 3aCTOCYBaHHS
npenaparty Jletpo3on KPKA nitam He BcTaHOBeHi. HasiBHI aHi 00MeXeHi, TOMy HEMOXKIIMNBO
PO3pobUTH peKoMeHpallil 010 [03yBaHHS.

ITauieHmKu 3 nopyweHHAMU PYHKUYii neyiHku ma/abo Hupok. [1715 MallieHTOK 3 ypaXKeHHIM IeYiHKH
Bifl JIETKOTO 10 CepemHbOro CTymeHs (knacu A Ta B 3a mkamnoio Yatinma-I1'10) abo HUPOK (mIpu
KJlipeHCi KpeaTuHiHy 310 MJI/XB) KOpeKIid [03U IpenapaTty He moTpiOHa. HasBHi maHi mopmo
NaLiEHTOK i3 HUPKOBOIO HEIOCTATHICTIO 3 KTipeHCOM KpeaTuHiHY <10 M/XxB a60 TSXKKUMU
NOpYyIIeHHAMY (QYHKIIIl Te4iHKY HepocTaTHi. [1allieHTKY 3 TAKKUMU IOPYIIEHHAMY QyHKIIl TeYiHKH
(xnmac C 3a Yanngom-I1'10) moTpeOy0Th PETEILHOTO HATTIAY.

Cnocib 3acmocyeaHHs

[Ipenapat Jletpo3on KPKA npuiimaioTs mepopasabHo, He3aJIeXKHO Bifl BAKUBAHHS 1XKi, OCKIJIbKY 1Xa
He BIIMBa€ Ha CTYIiHb abcopOiiii mpemapary.

[Tponyuieny go3y Clifg NPpUUHATH OApPa3y, K TiIbKU MallieHTKa 3rafac npo ue. OgHak, SKIIO0
nalieHTKa 3rafia€ mpo e He3aoBro 40 NMPUiioMy HaCTyIIHOI 0o3u (3a 2-3 ToguHHU), IPOMyIIeHy A03y
He CJIif IpuiMaTH, a DOTPiOHO NPUMHATH HACTYIHY O03Y 3TifHO 3 rpadikoM. He crnig npuiiMaTu

TOJBIMHY 03y, OCKIJIbKY TP MpuioMi m0060BOI 03H, BHUINOI Bil peKOMEHI0BaHO1 2,5 MT,
CIlocTepiranacs CHCTEMHA eKCIIO3UIlisd, BUIIA Bifi IPOMOPILIAHOI.

Himu.

[TpemapaT He 3aCTOCOBYIOTH [iTSIM, OCKiNIbKY €(peKTUBHICTh Ta O6e3meKa 3aCTOCYyBaHHS IIpenapaTy s
ITiel KaTeropil nmalieHTiB He BUBYAIUCS B MeXkKaX KIiHIYHUX HOCIiIXKEHb.

Ilepedo3yeanHsi.
[ToBimOMIIATIOCS PO IIOOAMHOKI BUNIAOKY [IEPEN03yBaHHS JIETPO30IY.

CnemudivyHe niKyBaHHS 3 IPUBOAY Ilepef03yBaHHS HEBiOMe; JIiKyBaHHS IIOBUHHO OyTH



CUMIITOMAaTUYHUM i HiJITpI/IMy'BaJ'IBHI/IM.

ITo6iuni peakuii.

YacTtoTy HeOaxXaHUX peaklliil IeTP030Jly BU3HAYa/Iu ITIePEBAKHO Ha OCHOBI JaHUX, OTPUMAHUX V
MpoLeci KTiHIYHUX OOCTiAXKEHb.

Maiixke B 1/3 mallieHTOK, SKi TiKyBalIUCs JIETPO30JI0M IIPU MeTaCTaTUYHUX i Heoa[ I0BaHTHUX CTaHaX,
i maiixke y 80 % malieHTOK SIK IIpU af'l0BaHTHIN Teparil, Tak i Ipu pO3IMMPEHil af I0BaHTHIN Teparil
crocTepiranucs mobivHi peakii. BinbmicTh MO6iYHUX pPeakIlif CriocTepiraaacs MPOTIroM MePIIuX
KiJIbKOX TUKHIB JIiIKyBaHHS.

HattuacTiuie y 3BiTax mpo KIIiHIYHI JOCTigKeHHS 3rafyBanucs Mo6iYHi peakii y BUTTIsiAi IPUIIJINBIB,
rimepxoJiecTepuHeMil, apTpairii, HygoTH, IIOCUIEHOTO IIOTOBU/IJIEHHS Ta CTOMIIOBAHOCTI.

o BaxXIMBUX HeOaxKaHUX Peaklliif, 1110 MOXKYTh PO3BUBATUCS HA TJIi JTiKyBaHHS IIperapaToM
Jletpozon KPKA, HanexaTh Taki siBuIla 3 60Ky OITOPHO-PYXOBOI'0 alapaty, K 0CTe0mopo3 Ta/abo
IIepeyioMHU KiCTOK, Ta siBUla 3 0Ky CepleBO-CyIUHHOI CUCTeMH (B TOMY YMCIIi I1epe0pOoBacKyIsApHi Ta
TpoMboeMOomiuHi gBumta). baraTo mobiyHMX SABUI MOXKYTh OYTH 3yMOBJIEHI IPUPOTHUMU
(bapMaKoJIOoTiYHUMU HacligkaMu OediluTy eCTpOTeHiB (HallpyuKial, IPUIINBY, ajlomnelis 941
BariHajgbHa KpoBoTeda). BinburicTs HebaxkaHUX peakiili crocTepiranucs y nepii Kilbka THKHIB
nikyBaHHs. YacToTa 1uxX HebaxKaHUX peaklli BKa3aHa y Tabmuii 1.

YactoTa mobiyHMX peakiiiit 30e6inbInoro 6a3yeThCsl Ha JaHWX, OTPUMAaHUX i3 KTiHIYHUX BUITPOOYBaHb.

[To6iuHi sgBUINa, 3a3HaveHi y Tabnuui 1, cioctepiranucs mif yac KIiHiYHUX BUTPOOyBaHb Ta
IIOCTMapKETUHIOBOT'0 3aCTOCYBAHHS JIETPO30JIy.

[To6iuHi peaxiiil 3a3HaY€HO 3a YaCTOTOI BUHUKHEHHS, IEPIIMMU 3a3Ha4Yal0ThCA HaNOiIbII
po3moBclomKeHi. [Tpu OmiHIl YaCTOTH BUHMKHEHHS Pi3HUX MOGIYHUX peakiliii BUKOPHUCTOBYBAJUCS
TaKi rpagarmii: myxe gacto - 3 10 %; gacto - Big 3 1 % mo < 10 %; HewacTto - Bim 2 0,1 % mo < 1 %j;
pigko - Big 3 0,01 % mo < 0,1 %; my=xe pigko - < 0,01 %; yacTtoTa HeBigoMa (HeMOXKJIMBO
OLIIHUTH, BUXO[SUM 3 HAsBHUX JaHUX).

Tab6muig 1
Jacmoma [[To6iuni peakuii
IHpeKuii ma iHeasil
Heuacto |IH(1)eKui'1' CeYOBUOINTBHOI CUCTEMU
/[0bposiKicHI, 3/105KiCHI ma He3’1c08aHI HOBOYMBOPEHH S, BKAKUAOYU Kicmu ma noainu
HewacTo [Bins y nyxmumsnx Boraumax”
3 60Ky Kpoei ma aiMpamuyHoi cucmemu
HewacTo [Teiikonenis
3 60Ky iMyHHOI cucmemu
JacToTa HeBimoMa |AHa(1)iHaKTHqu peaxiril
[MemaboiyHi nopyweHHs
[lyxe 4acTo ['inepxoyiecTepuHeMis
HacTo SHUKEHHS alleTUTy, NiABUILIEHHS alleTUTY

[IcCuxi4HI NOPYWeHHA
YacTo [Denpecis




HeuacTo

|TpI/IBO}KHiCTb (BK/II0Yal0u HEPBO3HICTh), OPATIBIMUBICTh

3 60Ky Hepsosoi cucmem

u

JacTto

['onoBHUM 6ifib, 3a1TAMOPOYEHHS

HeuacTto

CoHNUBiCTh, 6€3COHHS, MOTIPIIEHHS ITaM’Ti, OU3ecTe3is (BKI0Yaloun
[apecTesilo, rinecTesitn), IOPYIIEHHS CMaKOBUX BiAYYTTiB, iIHCYIIbT,
3an’'ICTKOBUY TYHEJIbHUY CUHAPOM

3 60Ky opaaHis 30py

HeuacTto

[KatapaxTa, mogpasHeHHs oka, 3aTbMapeHHs 30Dy

3 6oky cepus

YacTo

T[Tocunere cepue6uTTs'’

HeuacTto

Taxikapmis, BUIIAOKH imemil Miokapaa (BKI0Yaloyyd BUHUKHEHHS abo
MOTipIeHHs mepebiry cTeHoKapii, CTeHOKAapilo, 1110 BUMAarae
XipyprigHoro BTpy4yaHHs, iHpapKT MioKapfa Ta inemiio Miokapzaa)

CyOuHHI NOpyWeHHs

[lye 4acTo ['apsAy4i NPUIIUBU

YacTo ApTepianbHa TrimepTeH3is

HeuacTo Tpom6odnediT (BKmoyaoun TpoMO0debiT moBepXHEeBUX Ta TTHOOKUX BEH)
Pigko JlereneBa eM00isi, apTepianbHui TpoM603, 1IepeOPOBACKYIIPHUM iHQapKT

3 6oky OuxaabHOi cucmemu, mopaxkanvHi ma mediacmuHaAbHIi NOPYWeEHHS

HeuacTo

[3apmumika, xamens

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY

YacTo

HynoTta, 670BaHHEs, [UCHencia ), 3amop, Aiapes, 6ib y XKUBOTI

HeuacTo

Cromarut"”’, CyXiCTh y poTi

3 6oky 2enamobisiapHoi cucmemu

HeuacTto

[TimBullleHHS PiBHS MeYiHKOBUX (PepMeHTiB, rinmepbinipydinemis,
PKOBTSTHUIISA

JacToTa HeBimoMa

[emmaTtut

3 60Ky wkipu ma nidwKipHOi KAimKo8UHU

[lyxe 4acTo [TocuneHne MOTOBUAINIEHHS

JacTto ATiomeriisi, BUCUIIAHHS (BKJIIOYAIOYU €pPUTEMaTO3Hi, MaKyI0NayJIsapHi,
[ICOpiaTWYHI Ta Be3UKYJISIPHI BUCHAIIAHHS), CYXiCTh WIKipU

HeuacTto CBep0ixk, KPOITKB’ THKA

JacToTa HeBigoMa

ToKCUYHUY eNiflepMaIbHUN HEKPOJIi3, MynbTU(OPMHA ePUTEMA,
AQHTIOHEBPOTUYHUY HaOpIK

3 60Ky cKesemHo-M’ 51308

0i cucmeMu ma cnoay4Hoi MKaHUHU

[lyke 4acTo ApTpanrisa

JacTo Binb y M’s3ax, 6i1b y KicTKax'’, 0CTEO0nopo3, IepPeoMH KiCTOK, apTPUT
HeuacTo TeHOuHIT

Pigko PO3pUB CyXOXKUIIIA

JacToTa HeBimoMa

CI/IHJIPOM «KJIallaHHS IIaJIbIA»

3 6oky ceuosudinbHOi cucmemu ma HUPOK

HeuacTo

|H1J1BI/II.LIeHa 4aCcToTa CeYOBUIIYCKAHHS

3 60Ky penpodykmueHoi

cucmemu ma MO/04YHUX 3d/103

YacTo

BariHasnbHa KpoBOTEYa

HeuacTto

BariHasbHi BUAiIEHHS a00 CyxXicThb, 6isIb Y MOJIOUHUX 3aJ103aX

3azanvHi po3aadu ma peakuii y micui eeedeHH

[lyKe 4acTo CTOMIIOBaHICTh (BKJIIOYAIOYX aCTEHil0, He3yKaHHs)
JacTo [lepudepuunnit Habpsxk, 6ib y rpyOsx
HeuacTo [TifBUllleHHS TEMIIePaTypPHU, CYXiCTh CIM30BUX 000JIOHOK, Bif4yTTS CIIparu,

reHepanizoBaHul HabpSIK

TocaioxceHHsA




YacTto

30iIbIIIeHHS MacH Tina

HeuacTto

3MeHIIeHHs MacH Tila

(1) Tinpku npu JIiKyBaHHI METaCTaTUYHOI'O YpaXKeHHs.

YacToTa fiesskux HebaXKaHUX peakllii 3HaYHO Bifpi3HsANIacsd B yMOBax afi IOBaHTHOTO

JIIKyBaHHS.

Taonuis 2

Apn’ioBaHTHA Tepallisi 1eTPO30JI0M MOPiBHSIHO 3 MOHOTEpaIielo TaMOKCcH(peHoM: HebaxKaHi
SBUIIA, YACTOTa AKUX 3HAUyIlle Bigpi3HIIach

JIeTp0o3011, YaCcTOTa SBUIIL TamokcudeH, 4acToTa SBUIIL
N=2448 N=2447
. Y Oynb-sikuit

HeGazxkani moGiuni peakri HpOTHFOM Y. Oynb-SKUM 4ac HpOTﬂFOM I

ITiKyBaHHS Ticis ITiKyBaHHS aEToMisamii

(memiana paHIoMi3allil (Memiaza DAz

5 POKiB) (MmemiaHa 8 pPOKiB) [ pOKiB) (Mepiaka

8 poKiB)

[TepenoM KiCTOK 10,2 % 14,7 % 7,2 % 11,4 %
OcTeomnopos 51 % 51 % 2,7 % 2,7 %
TpomboemOorivuHi sBuina 2,1 % 3,2 % 3,6 % 4,6 %
[HapKT MioKapga 1,0 % 1,7 % 0,5 % 1,1 %
[ineprmnasis egnOMeTp1ﬂ/ 0,2 % 0,4 % 0.3 % 2.9 %
pPaK eHIOMeTpis

ITpumimgka. IIpoTsirom nikyBaHHS — BKIto4ae 30 OHIB MicC/Is OCTAHHBOI 03U. Y OyOb-IKUM 4ac —
BKJTIOUA€E IePiof MOOasbIIoro CIIoCTepekeHHs Iics 3aKiH4eHHs ab0 BiIMiHM JOCITiIKyBaHOTO

JIIKyBaHHS.

Pi3HUII0 BU3HAYa/IX 3a CIIIBBITHOIIEHHSIM PU3UKIB Ta 95 % mOBIpYMMU iHTEpBalaMu.

[TocnimoBHe IiKyBaHHSA ITOPIBHSAHO 3 MOHOTEPAIIIEI0 JIETPO30JI0M

SAKUX 3Ha4dyllle Bigpi3HANIacCh

Tabnuusa 3

: HeOaXkaHi SBUIA, YaCTOTa

MoHoTepartis JleTpo3on — TaMokcuden —
MoGiuni peaxuii JIETPO30JI0M >TaMOKCU(]eH >JleTpo3on
N=1535 N=1527 N=1541
5 POKiB 2 POKN—>3 POKU 2 POKN—>3 POKU
[IepemoMu KiCTOK 10,0 % 7,7 %* 9,7 %
[TpomidbepaTuBHi
po3nanau 3 00Ky 0,7 % 3,4 %** 1,7 %**
EeHIOMEeTPis
['inepxonectepureMis [52,5 % 44,2 %* 40,8 %*
["aps4i IPUIINBU 37,6 % 41,7 %** 43,9 %**




[Barinansra kposoteua [6,3 % 9,6 %+ [12,7 %**

* 3Hauyllle MeHINe, HiXK y TPyIi MOHOTEepaIil TIeTPO30JI0M.
**k 3gauyime Oinble, HiXK y TPYIIi MOHOTEpATITil JIETPO30JIOM.

ITpumimka. [epion MOBiOMIIEeHHS BKJIIOYa€E Nepiof ikyBaHHA a0o 30 [HIB Mic/Is MPUNUHEHHS
JIiKyBaHHS.

Omnuc oKpeMux MoOiYHUX peakilin

HebascaHi peakuii 3 60Ky cepys

B ymoBax aji't0BaHTHOTO JIiKyBaHHS, KPiM IIpefCTaBIeHUX y TaONuIl 2 JaHUX, IIOBigOMIISITIOCS
PO Taki HeGaxXkaHi sSBUILIA IPU TIPUIOMI JIETPO30JTy i TaMOKCH(eHY BigmoBifHO (3 MefiaHO0
TpUBaJIOCTI niKyBaHHA 60 MicamiB mmoc 30 AHIB): CTEHOKApPAis, IJ0 BUMArae Xipypriuaoro
nikyBaHHS (1,0 % mpotu 1,0 %); cepueBa HegocTaTHICTE (1,1 % mpotu 0,6 %); apTepianbHa
rimepTeHnsis (5,6 % mpotu 5,7 %); mOPYyIIeHHS epedpasbHOT0 KPOBOOOIry/TpaH3UTOPHA
imemiuHa aTtaka (2,1 % mpotu 1,9 %).

B yMoBax po3LIMPEHOT0 ajl I0BAHTHOTO JTiIKyBaHHS IOBIIOMIISANIOCS PO Taki HeGaxkaHi sSBUIIa
IIpY NIPUMOMI JIeTPo307y (MefdiaHa TPHMBAJIOCTI TiKyBaHHS 5 POKiB) i mmarebo (MeniaHa
TPUBAJIOCTI IPUKAOMY 3 POKM) BiATIOBIIHO: CTEHOKApPXis, 110 BUMarae XipypriyHoro JTiKyBaHHS
(0,8 % mpotu 0,6 %); BIepIle AiarHOCTOBaHa CTEHOKapHisd abo moripiieHHs nepebiry
creHokapmii (1,4 % npotu 1,0 %); indpapkTt miokapaa (1,0 % npotu 0,7 %); TpomboeMOoITiuHe
saeute* (0,9 % npotu 0,3 %); iHCynbT/TpaH3UTOPHA imeMiuHa aTaka* (1,5 % mpotu 0,8 %).

YacTtoTa sBUlll, I03HaYEeHUX *, CTaTUCTUYHO 3HAUYYyIle BiAPi3HANACh ¥ ABOX rpylax
JIIKyBaHHS.

HebaoicaHi peakuii 3 60Ky onopHO-pyxo8020 anapamy

Hani 3 6e3meKu 719 OIOPHO-PYXOBOT'0 arapaTy, OTpYMaHi B yMOBax afi TOBaHTHOT'O
nMiKyBaHHS, IPeCTaBjeHi y Tabnuti 2.

B yMoBax po3MmMUpeHOro af 10BaHTHOTO JIIKyBaHHS IIepesIoMU KiCTOK ab0 0CTeoIopo3
CIIOCTePiraauch y CTaTUCTUYHO 3Hauyle 6inbiol KibKOCTi allieHTOK IPYIY JTiKyBaHHS
71eTP030J10M (mepenoMu KicTok - 10,4 % i octeonopos - 12,2 %), HiXK y IallieHTOK TPYIIH
nnauebo (5,8 % Ta 6,4 % BinmoBigHO). MemiaHa TPUBAJIOCTI TiKyBaHHS CTaHOBUIIA 5 POKiB
71 1eTPO30JIy OPiBHSAHO 3 3 poKaMu [s I1aneoo.

3BiTYBaHHS PO Mim03pIoBaHi mo6ivHi peakirii

3BiTyBaHHS PO MMig03pIoBaHi Mo0iYHiI peakilii Mmics peecTpaliil TiKapcbKoro 3acoly Mae
BeJNlMKe 3HauyeHHS. Lle mae 3Mory npoBoguTy Oe3mepepBHE CIIOCTEPEXKEHHS CIIiBBiIHOIIEHHS
MiXK KOPHCTIO i pu3uKaMy, 0B I3aHUMHU i3 3aCTOCYBaHHSIM JTiKapCchKOro 3acoly. Crenianictu
y Taly3i 0XOPOHM 3[0POB’sI TIOBUHHI IMOfaBaTH iHpopMallito mpo OyOb-gKi mimo3pioBaHi
no6ivHi peakiiii 3a JOMTOMOI00 HalliOHAIBHOI CUCTEMU 3BiTHOCTI.



Tepmin npudamHocmi. 3 POKU.

YMmoBH 30epirannsi.
30epiratu npu TeMiepaTypi He Buille 25 °C B opuriHaibHil yIAKOBII 719 3aXUCTY Bif Mii BOIOTH.

30epiratu B HEOOCTYIHOMY IJISI OiTEW MicCIIi.

VYnaxoBka.

[To 10 TabneTtoxk y 6ricTepi; mo 3, 6 abo 9 GicTepiB y KapTOHHI# KOPOOIIi.

Kareropis Bignmycky. 3a pelenTtom.

BupoOHHK.
KPKA, n.m., HoBo mecTo/KRKA, d.d., Novo mesto.

TAIl ®apma 'M6X/TAD Pharma GmbH.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MicCusi IPOBaIKeHHs HOro JisIbHOCTI.
[Tmap’emka necta 6, 8501 Hoso mecto, Cnosenisi/Smarjeska cesta 6, 8501 Novo mesto, Slovenia.

Xawni-JIoxmans-1lITpacce 5, 27472 KykcxaBeH, Himewunna/Heinz-Lohmann-Strasse 5, 27472
Cuxhaven, Germany.



