IHCTPYKIIA

IJIs1 METUIHOT O 3aCTOCYBAaHHSI JTIKaPCHKOT0 3aCO0y

APAJIET

(ARALET)

Cknao:

0it04a pevyosuHad: meTpo3o;

1 TabneTKa, BKpHUTa IJIiBKOBOIO 000JIOHKO0, MICTUTH JIETPO301y 2,5 MT;

00ONOMIdCHI peyoBuHU: TaKT03a, MOHOTIOpaT; 1e0I03a MiKpOKPUCTaliYHa; KpOXMallb
KYKYPYHA3SHUMN; HaTPil0 KPOXMAJbIIKONAT (TUI A); KPEeMHiI0 Ii0KCUM KONOigHUYN 6e3BOIHNMI; MarHilo

CTeapar,

naiekosa ob6osomka: Onampait xoTuii 02B38014: rimpomenosa (E 464), 3amiza okcun yepBouui (E
172), 3ami3a okcup xkoBtuil (E 172), Tanbk, Makporon, Tutany giokcun (E 171).

JIikapcbka ¢opma. TabaeTKH, BKPUTI IJIIBKOBOIO 000I0HKOIO.

OcHosHi (isuko-ximiuHi 81acmugocmi: KPyriiol (OpMH ABOOIYKIIi, BKPUTI IIiBKOBOIO
000JI0HKOI0 TabJIETKH KOBTOT'0 KOJIHOPY.

®apMakoTepaneBTUYHA IpyIa.

3acobu, 110 3aCTOCOBYIOTHCS [JIE TOPMOHAJILHOI Teparii. AHTaroHiCTH TOPMOHIB Ta aHaIOTi4Hi
3acobu. IHribiTopu apomartasu. Jletpozoin. Kog ATX L02B G04.

dPapmako102iuHi e1acmusocmi.
dapmakoOuHamika.

JleTpo307 - HecTepoligHui iHribiTOp apoMaTasu (iHri6iTop 6iOCMHTE3y eCTPOTeHY); MPOTUIIYXJIMHHUM
npenapar.

Y pagsi, SKI10 picT NyXIMHHOI TKAaHWHY 3aJ1eXKUTh Bif] HASBHOCTI €CTPOTeHiB, yCYHEHHS
OTI0CEPEeNKOBAHOT0 HUMU CTUMYJIIOI0YOT0 BIIJIUBY € IE€PEIyMOBOI0 IPUTHIYEHHS POCTY IyXJIUHH. Y
JKIHOK y IIOCTMEHOIIay3i eCTPOTeHU YTBOPIOIOTHCS IepeBaxKHO 3a y4acTio pepMeHTy apoMaTasu, KUK
IIePETBOPIOE aHOPOTEHH, 110 CUHTE3YIOThCS Y HAGHUPKOBUX 3aji03ax (HacaMIiepen aHAPOCTEHIIOH i
TecToCcTepoH), Ha ecTpoH (E1) Ta ectpagion (E2). ToMy 3a momomoroio cnenrdivnoi inribimii
(bepMeHTy apoMaTa3y MOXKHA AOCATTH IPUTHIYeHHS 0i0CUHTE3y eCTPOreHiB y nepu(epuyHux



TKaHWHAaX 1 B MyXJIMHHIN TKaHWHI.

JleTpo30J IpUTHIYY€Ee apoMaTa3y LIISIXOM KOHKYPEHTHOTO 3B’I3yBaHHS i3 CyOOIUHUIIEIO I[LOT0
dbepmenTy - reMoM LuTOXpoMy P450, 1110 MpHU3BOOUTE 10 3HUKEHHS 0I0CHHTE3y eCTPOTEHIB y
BCiX TKQHMHAX.

Y 3m0poBUX XKiHOK-OOOPOBOJBINB Y IOCTMEHOIAay3i OgHOpa30Ba [03a JIETPO30J1y, IKa CTAHOBUTH

0,1 mr, 0,5 Mr Ta 2,5 Mr, 3HUXKY€E PiBEHb €CTPOHY Ta €CTPafioly B CHPOBATI KPOBi (IOPiBHAHO
3 IIOYaTKOBUM pPiBHeM) Ha 75-78 % i Ha 78 % BigmoBimHO. MakcuMasibHe 3HUKEHHS OOCATAEThCS
yepes 48-78 roguHx.

Y XiHOK i3 momupeHon (popMoI0 paKy MOJIOYHOI 3aJI03H Y IOCTMEHOIay3i MOoAeHHEe 3aCTOCyBaHHS
JleTpo30iy y 1o3i Big 0,1 go 5 Mr 3HMXKYE piBHI eCTpafioy, ECTPOHY Ta eCTPOHY CynbdaTy y mia3Mi
KpoBi Ha 75-95 % Bix movyaTKoBOrO piBHSA. [Ipy 3acTocyBaHHi npenapaty y go3i 0,5 mr i Ginbie y
OaraTbox BUIIa[IKax KOHIIEHTpPAIlil eCTPOHY Ta eCTPOHY CYyJb(haTy BUSIBISIIOTLCA HUKYE MEXKi
YyTJIMBOCTI METONY, 110 BUKOPUCTOBYETHCS OJIs1 BU3HAUYEHHS TOPMOHIB. Lle BKa3ye Ha Te, 1110 3a
IIOIIOMOT 010 JaHUX [03 IIperapaTy A0CATAEThCS OiNbIl BUpaXkeHe MPUTHIUeHHSI CUHTE3Y eCTPOTEeHiB.
Cympecist eCTpOTreHiB IiATpUMyBaiacs IPOTITrOM JIIKyBaHHS B yCiX Halli€EHTOK.

JleTpo3on - BUcoKocnenupiyHui iHribiTop akTUBHOCTI apoMaTa3u. [lopyIIeHHsI CHHTe3y CTEPOITHUX
TOPMOHIB Y HAAHMPKOBUX 3a/103axX He BUSABJIEHO. Y MALl€EHTOK Yy IIOCTMEHOIay3i, SKUM IPOBOLUIN
Tepariio 1eTpo30oM y f060Bil mo3i 0,1-5 Mr, KIiHiYHO 3HAYYIIMX 3MiH KOHIIEHTpallil ¥ Ia3Mi KpoBi
KOPTH30J1y, albA0CTePOHY, 11-0e0KCUKOPTH3011y, 17-TifPOKCUIIPOTECTEPOHY,
agpenokoptukoTpornHoro ropmony (AKTT), a Takox akTUBHOCTI peHiHy He Oy710 BUSBIIEHO.
[TpoBenmenns Tecty ctumyinsiii AKTT gepe3s 6 i 12 TuxkHiB Teparii 1eTpo3oiioM y gobosiit 7o3i 0,1 mr,
0,25 mr, 0,5 mr, 1 mr, 2,5 Mr i 5 MTr He BUSIBUJIO GyIb-KOT'0 IIOMITHOT'O 3MEHIIIEHHST CHHTE3Y
abI0CTEPOHY a60 KOPTU30/1y. TakKuM YMHOM, HEMa€E HeoOXigHOCTI MpU3HavYaTH
TJIIOKOKOPTHUKOIAY Ta MiHEPATTOKOPTUKOIIH.

Y 31m0poBUX XKiHOK-TOOPOBOJBINB Y IOCTMEHOMAY3i IicIs 0OMHOPa30BOT0 3aCTOCYBAHHS JIETPO30ITy Y
no3ax 0,1 mr, 0,5 Mr i 2,5 Mr 3MiH KOHIIEHTpallil aHAPOTeHiB (AaHAPOCTEHAIOHY Ta TECTOCTEPOHY) Y
11a3Mi KPOBi He BUSBJIEHO. Y TAIliEHTOK y MTOCTMEHOIay3i, SKi OTpUMyBasH JIeTP030J1 y J000BiH [03i
Big 0,1 mo 5 Mr, 3MiH piBHS aHAPOCTEHIIOHY Y IIa3Mi KPOBi Takox He 3a(ikcoBaHO. Bce 1e BKasye
Ha Te, 110 610Kafia 6i0CMHTE3y eCTPOTeHIB He TPU3BOAUTD N0 HAKOMKWYEeHHS aHOPOTeHiB, SKi €
norepegHUKaMU eCTPOTEHIB. YV MallieHTOK, IKi OTPUMYBaJIU J1eTP030JI, He OyJI0 Bii3HaYeHO 3MiH
KOHIIEHTpali# moTeinizyogoro ropmony (JII') ta donikynoctumynioiodoro ropmony (PCI) y mrasmi
KPOBi, a Tak0xXK He Oy/0 Big3HaueHO 3MiH QyHKIII IIUTOBUAHOI 3aJI03H, SIKY OI[iHIOBA/IM 3a PiBHAMU
TAPEOTPOIHOro ropMony T, 1 T,.

dapmakokiHemuka.

BcmoxkmygaHHA. J1eTp0o301 MBUAKO i TOBHICTI0 BCMOKTYETHCS 3 TPABHOI'O TPAKTY (CepenHsl BeU4YnHa
6iomocTymHOCTi cTaHOBUTE 99,9 %). [2ka HesHaYHOI0 MipoI0 3HMKYE MBUAKICTL abcopbil (cepenHiit
4Jac JOCATHEHHS MaKCHMalbHOL KOHIIEHTpallil 1eTp030iy B KpoBi (t,,,) CTAaHOBUTH 1 TOOUHY IPH
IPUHOMI JIETPO30J1y HaTIlle i 2 TOOUHY - IIPY IIPUMOMI 3 13Kelo; cepefHsl MaKCUMaJilbHa KOHIIeHTpallis
netpo3osny B mna3mi Kposi (C,,,,) cTaHoBUTH 129+20,3 HMonb/n npu mpuitomi HaTine i 98,7+18,6
HMOJIB/JI - TIPY IPUIOMI 3 1Kel0), OOHAK CTYIIiHb BCMOKTYBaHHS JIETPO30J1y (IIPH OILHIII 3a IJIOIIEI0
i KpUBOIO «KOHIeHTpalisg-4ac» (AUC)) He 3MiHIO€ThCS. He3HauHi 3MiHM MIBUAKOCTiI BCMOKTYBaHHS
PO3LIHIOIOTHCA SK TaKi, 110 He MaloTh KIIIHIYHOT0 3HAaUYEHHS, TOMY JIeTPO30JI MOKHa 3aCTOCOBYBaTHU
He3aJeXkHO Bifl BXXMBaHHS 1XKi.



Po3nodia. 38’s13yBaHHS J1€TPO30J1y 3 OiTKaMU IIJIa3MH KPOBi CTAHOBUTH NpubIn3HO 60 % (mepeBaxHO
3 anmbOyMiHOM - 55 %). KoHIleHTpalis 1eTpo30iy B epuTpourTax Maiixke - 80 % iioro piBHS y ma3mi
kpoBi. ITicig 3actocyBanHs 2,5 Mr “C-MiueHOro 1eTpo30iy npubIu3Ho 82 % pafioaKTHBHOCTI y
171a3Mi KPOBi NpUIiafiaio Ha YaCcTKy He3MiHeHOl aKTUBHOI pe4OBHHU. TOMYy CUCTEMHUM BIJINB
MeTaboJTiTiB 1eTP0o30JTy He3HaYHMH. JIeTPO30JT MIBUAKO i IMMPOKO PO3MOAINIETHCS Y TKAHUHAX.
VsaBHU#M 00'€M PO3MOMiNy y mepion piBHOBaXKHOTO CTaHy Aocsrae nmpubmusuo 1,87+0,47 n/kr.

Memabonism i BusedeHHA. JIeTpO30J1 3HAYHOIO MipOi0 3a3Ha€E MeTab0J1i3My 3 YTBOPEHHSIM
(bapMakosIoTiyHO HeaKTUBHOT'0 KapbiHO/I0BOT0 MeTaboiTy (OCHOBHUM IINSAX eliMiHallii).
Metabomiynuit Kinipesc metpo3ony (CL,) cTaHOBUTS 2,1 11/rof, 110 MeHIle 3a BeIMUUHY [Te4iHKOBOTO
KPOBOTOKY (mpubnu3no 90 n/roguny). bymo Bussneno, mo idodpepment CYP3A4 i CYP2A6
muToxpoMy P450 3maTHI mepeTBOPIOBATH JIETPO30JT Ha oro MeTabosIiT. YTBOPeHHS HeBeIUKOi
KiJIbKOCTI iHIIKX, TTOKY 1110 He ineHTudiKoBaHUX MeTaboIiTiB, a TaK0XK BUBENEHHS HE3MiHEHOTO
mpenapary i3 cedelo i KaJoM Bifiirpa€ nuille He3HAUYHY POJIb Y 3arajibHill eiMiHallil 1eTpo307y.
[TpoTsiroM 2 TUXKHIB MiC/IsT BBEOEHHS 3M0POBUM XKiHKaM-T06POBOJIBISM Y IIOCTMEHOoIay3i 2,5 Mr
'“C-miueHOro neTPo307y B cedi 6yno BusBIeHO 88,2 + 7,6 % pamioaKTUBHOCTI, y Kaii - 3,8 +
0,9 %. IlpunaiimMHi 75 % pafgioaKTUBHOCTI, 1110 BUABJISIETHCS y cedi 3a nepiof go 216 rooun
(84,7 £ 7,8 % mo3u neTpo3oily), Ipunagano Ha IIIOKYPOHiAHI KOH IoraTy KapOiHOI0BOTO
MeTabomniTy, Maiixke 9 % - Ha [Ba iHIIi HeimeHTUGikoBaHi MeTaboniTu Ta 6 % - Ha
HEe3MiHEeHUU JIETPO307l.

VsaBHUM KiHIIEBUH IePion HaliBBUBEIEHHS i3 IJTa3MU KPOBi CTAaHOBUTH MPUONMU3HO 2-4 mobu. ITicms
IIOOEeHHOTO IIPUMOMY 2,5 MT IIperniapaTy piBHOBaXkKHa KOHIIEHTPAIlid JI€TPO30J1y OOCATAEThCS
IPOTATOM 2-6 TUXKHIB, TP I[bOMY BOHa IIPUONIKU3HO y 7 pa3iB BUIlla, HiXK IIiCJIg 0GHOPa30BOT0
IpUUOMY Ti€l K m03u. BogHOYAC 3HAUYEHHS PiBHOBaXKHOI KOHILIEHTpallil y 1,5-2 pa3u nmepeBUIlye Te
3HaueHHS PiBHOBaXKHOI KOHIIEHTpaIllil, iKe MoxkHa 0yso 0 nmepef0auynTi Ha OCHOBI pO3PaXyHKiB,
BUXOMISIUY 3 BeJIMYMH, 3apPEECTPOBAHUX IIiCIIS MPUHXOMY OHOPA30Bol1 J03u npenapary. Lle BKa3ye Ha
Te, 1110 IIPH I0JIeHHOMY 3aCTOCYBaHHi JIETPO30JIy V A03i 2,5 Mr #oro ¢papMakoKiHETHKA Ma€ OelI0
HeJliHiNHUY XapaKTep. OCKiNbKY piBHOBaXKHA KOHILIEHTpPALif JIETPO30J1y HiATPUMYETHCA i Yac
JiKyBaHHS IIPOTSATOM TPHUBAJIOT0 YacCy, MOXHa 3PO0UTH BUCHOBOK IIPO Te, III0 HAKOIUYEeHHS
JIeTPO30JTy He BimOyBa€ThHCH.

JIiHitiHicmb/HeniHiliHicmb. ®apMaKOKiHeTHKA JIeTP0301y Oyiia MpomopLiiHOoI0 103 micis
3aCTOCyBaHHS OTHOPa30Boi repopasnbHoi mo3u go 10 mr (miamaszon go3 Big 0,01 mo 30 Mr), a TakKoX
micns mopeHHUX 0o3 o 1,0 mr (giama3os gos Bifg 0,1 mo 5 mr). ITicns 3acTocyBaHHS OAHOPA30BO1
mepopanbHoI 1o3u 30 MT CIIoCTepiranocss He3HayHe, ajie OiNbII HiXK IPOMOPILiiiHe M03i 30i/bIIeHHS
nokasHuka AUC. I1pu 3acTocyBaHHi moaeHHuX 103 2,5 Ta 5 Mr 3uadyeHHss AUC 36inmbiuumnocs
npubnu3Ho y 3,8 Ta 12 pa3iB 3aMicTh 2,5 Ta 5 pa3iB BiANOBIAHO IIpU MOPIBHSAHHI 3 103010 1,0
Mr/go0y. TakuM 4MHOM, peKOMeHI0BaHa fi03a 2,5 Mr/moby Moxke OyTy rpaHMYHOIO A030I0, 3a
STKOi HEeIIPOTIOPLIMHICTh CTa€ BUAUMOIO, TOMI K IIPU 3aCTOCYBaHHI 703U 5 Mr/mo0y
HETIPONOPLiNHICTh cTa€ OiNbII BUpaXkeHo10. HenmpomnopiiiHicTs 103U, IMOBIPHO, €
pe3yabTaTOM HacU4YeHHS IIPOIeciB MeTaboIiYHOro BUBeieHHs. PiBHOBaXXHI KOHIIEHTpaIlil
pocsaranucs yepes 1-2 MicAmi Ipy 3aCTOCYBaHHI yCiX OOCITIAXKYBAaHUX PEXKUMIB JO3YBaHHSA
(0,1-5,0 Mr moneHHO).

dapmakokiHemuka 8 okpemux 2pynax nauieHmise. Y mporieci JOCTiAXKeHb, IKi IPOBOOUIM 3a
y4acTio JoOPOBOJIBINB 3 Pi3HUM CTaHOM (GYHKIII HUPOK (24-TOOUHHUY KJIipeHC KpeaTuHiHy
BapitoBaB Bif 9 mo 116 mMi/xB), Bif3Havanocs, mo GpapMaKOKiHETHKA JI€TPO30JTy Ta BUBEOEHHS
i3 ceyelo TMIOKYPOHITHUX KOH'IOTaTiB #0ro KapOiHoI0BOTr0 MeTaboIiTy He 3MiHIOBAIOCS MicIis
OJIHOPAa30BOi J03H 2,5 MT.



Kpim TOr0, ¥ mOCIiiKeHHsX OLiHIOBAJIXA BILIMB MOPYILIEHHS (QYHKIl HUPOK Ha JI€TPO30JI, aHali3
KOoBapiaHT OyB BUKOHAHUY Ha OCHOBI MaHUX [ABOX 0@30BUX NOCIiXKeHb (qochimxenHs AR/BC2
ta AR/BC3). Po3paxoBaHuii KJIipeHC KpeaTuHiHy (miama3oH y gocmimxkenHi AR/BC2: 19-187 mi/xB; y
nocrmimkertui AR/BC3: 10-180 mi1/xB) He TPONEMOHCTPYBaB CTaTUCTUYHO 3HAUYIIOTO 3B'A3KY 3
MiHiMaJbHUMU PiBHSIMHM JIETPO30J1Y y IJ1a3Mi KpPoBi y piBHOBaxkKHOMY cTaHi (C,,,). Binble Toro, gaHi
nocnimkens AR/BC2 ta AR/BC3 miKyBaHHS OpYTOI JIiHil METAaCTaTUYHOTO PaKy MOJIOYHO1
3aJ1034 IIPOAEMOHCTPYBAJIX BiICYTHICTh HETaTUBHOT'O BIIJIUBY JIETPO30JIy Ha KJIIPEHC
KpeaTuHiHy a0 moripiieHHs GyHKIiI HUPOK.

TakuM 4MHOM, KOPEKIIis NO3H MallieHTaM i3 MOpyLIIeHHIMU QYHKIII HUPOK (KJTipeHc
KpeaTuHiny = 10 My/xB) He noTpiObHa. [HpopMallis 1M0g0 MAI[iEHTIB 3 TIKKUMU
NopylIeHHAMY GYHKIIII HUPOK (KIipeHC KpeaTHHiHy < 10 MJj1/XB) oOMeXeHa.

Y nopi6HOMY mOCHimXKeHHi, TPOBEAEeHOMY 3a y4acTio oci0 i3 pisHuM cTaHOM GYHKIII nediHKu, Oyo
BCTAQHOBJIEHO, ITI0 Y TAI[iEHTIB 3 TOMiPHO BUpaXkKeHUMU MOPYIIeHHIMHU (QYHKIIII medinku (Knac B 3a
mkanoio Yainna-I1'0) cepenni Bemuunau AUC Oynu Ha 37 % BUMIIM, HiXK y 3M0POBUX KIHOK-
noOpOBOJIBLIIB, ajle 3a/UIIaIiCs Y MeXkax TOTO [ialta30Hy 3HaueHb, SIKi CIocTepiranucs y naiieHToK
0e3 nopyuenb QyHKII nevinku. [Tpu gocnimxkeHHi papMaKOKiHEeTUKY OOHOPA30BOI 1031 Y 8
XBOPHUX i3 IMPO30M MEYiHKK Ta TSIXKKUMU MOPYIIeHHSIMH ii QyHKIIi (Kmac C 3a mkanow Yawnga-I1'10)
6ymo Binauaueno 36inements AUC Ha 95 % Ta nepion HamiBuBeneHHs (t,,) Ha 187 % BimmoBimHO
IIOPiBHSHO 3 IIOKa3HMKaMH y 3[[0POBUX XKiHOK-TOOPOBOILIIB. TaKUM YHHOM, Y IAlliEHTOK i3 pakoM
MOJIOYHOI 321031 Ta TAXKKUMU MOPYLUIEHHSIMU (QYHKIII TeYiHKN 04iKy€eThCs BUIIKIM PiBeHb JIETPO30IY,
HiX y mallieHToK 0e3 TSIXKKO0I AucyHKIl nevinku. OTxke, mpenapat Apaner ciif 3 06epexkHiCTIO
3aCTOCOBYBATH IalliEHTKaAM 3 TSAKKUMU IMOPYIIeHHSAME QYHKIII IeYiHKH, 3BaXKyi0un Ha
CHiBBiIHOIIEHHST KOPUCTh/PU3UK [AJIT KOKHOI OKPEMO] MallieHTKHU. Y 3B’A3KY 3 TUM, IO y MAlli€HTOK,
SIKi oTpuMyBanu 0o0O0Bi m0o3u Bif 5 0o 10 mr/mo6y, He criocTepiranocs 36imbIIeHHS
ITOKa3HUKIB TOKCHYHOCTI, KOPEKIIid 03U Y HaNPSIMKY 11 3HUKEeHHS He 00rpyHTOBaHa, X04a TaKUM
nalieHTKaM noTpibHo mepebyBaTu Mif peTenbHUM HariasamoM. Kpim Toro, He 6y10 Big3HaueHO Oyab-
SIKOTO BIIJIUBY NOPYIIeHb (QYHKIIl HUPOK (PO3paXyHKOBi 3HaUEeHHS KJIiPEHCY KpeaTUuHIiHy CTaHOBUIIN
20-50 mm/xB) abo mopyIeHb GyHKIII TeYiHKY Ha KOHIIEHTPaLlifo 1eTP030Jy y I1a3Mi KpoBi y 359
NallieHTOK i3 MOMMpPeHUuMH (popMaMu paKy MOJIO4YHOI 3am03u. PapMaKoKiHeTHKa JIETPO30JIy He
3aJIeXUTH Bif BiKYy.

KrinigHi XxapaKTepHCTHKH.
Iloka3anus.

Apn'toBaHTHaA Teparis TOPMOHOIIO3UTUBHOTO iHBA3MBHOT'0 PaKy MOJIOYHOI 3271034 Ha
paHHIX CTaAifX y XKIHOK Y IOCTMeHOay3albHUM IIepiof.

Po3mupena ap’toBaHTHA Tepallisd iHBa3WBHOT0 PaKy MOJIOYHOI 3271034 Ha PAHHIX CTafisx y
XiHOK Yy ITOCTMEHOIIay3aJIbHUM 1epiox, SKUM OyJia IpoBefieHa CTaHOAPTHA af I0BAHTHA Teparis
TaMOKCH(}EHOM IIPOTATOM 5 POKIB.

Teparmist mepioi NiHil TOPMOHO03aIE’KHOT0 OMKUPEHOT0 PAKy MOJIOYHOI 3a7103HU Y KiHOK Y
IIOCTMEHOIay3i.

JlikyBaHHS MOMMUPEHUX (HOPM paKy MOJIOYHOI 3aJI031 Y KiHOK Y IOCTMeHOonay3i (IpuporHol abo



CIPUYMHEHOI MTYYHO) MicyIs peluauBy abo IporpecyBaHHs 3aXBOPIOBAHHS, sIKI OTPUMYBaJIU
IIONIEPENHIO Tepallilo aHTUECTPOreHaMHU.

Heoap'toBaHTHa Teparlis y XiHOK y IOCTMeHOMay3i 3 TopMoHOno3uTiBHUM, HER-2-
HeraTUBHUM PaKOM MOJIOYHOI 3a/103H, SKMM He IiAXOAUTH XiMioTeparis i He T0Ka3aHe
HeBifK/afHe Xipypriune BTpy4YaHHS.

EdekTuBHICTh IpenapaTy A/ IalliEHTOK i3 TOpPMOHOHETaTUBHUM PAKOM MOJIOYHOI 3a71031 HE
IOBeneHa.

IIpomunoka3aHHs.

[TigBuIleHa YyTNIUBICTh IO aKTHBHOI PEYOBMHHU ab0 10 OyIb-IKOTO0 iHIIOTO KOMIIOHEHTa
mpenapary.

EHOOKpUHHMY CTaTyC, XapaKTepHUU [Jg ITepegMeHO0ay3albHoro Iepiony.
BariTHicTs, IIepion rogyBaHHS I'PYLLIO.

KiHKY pPenpoayKTUBHOIO BiKY.

B3aemodisa 3 iHwumu snikapcoKumu 3acobamu ma iHwi eudu é3aemodiii.

MeTabo71i3aM 1€TP030JTy 4aCTKOBO BinOyBaeThcst 3a yuacTio CYP2A6 ta CYP3A4. TakuM YMHOM, Ha
CUCTEMHe BUBEMIeHHS JIETPO30JIy MOXKYTh BIJIUBATH JIiKapChKi 3ac00H, SKi BIIMBAIOTL Ha (GepMEHTH
CYP3A4 i CYP2A6. OueBupnHo, MeTab0J1i3M 1€TPO30JIy Ma€ HU3LKY criopifHeHicTh i3 CYP3A4,
OCKIiJIbKY 11e¥ (hepMeHT He HaCUUYETHCS IIPU KOHLeHTpaliax, ¥ 150 pa3siB 6inbmmx, HiK KOHIEHTpaLil
JIETPO30I1y, 10 CIIOCTEPIraloThCs Y MIa3Mi KPOBi y mepiof piBHOBaXKHOTO CTaHY 3@ TUIIOBUX KITiHIYHUX
YMOB.

HoTemnep KIiHiYHMI JOCBi 3aCTOCYBaHHA IpemnapaTy ApaseT y KoMmOiHalii 3 ecTporeHaMu abo
IHIMMMU TPOTUPAKOBUMHU IIpernapaTaMy, KpiM TaMOKCU(eHY, BiiCyTHii. TaMoKcudeH, iHmi
aHTHECTPOTeHHi penapaTy abo eCTPOTeHOBMICHI TiKapchKi 3ac00M MOXKYTh HiBETIOBATH
(dbapMaKoJIoTiuHy fiio 1eTpo30iy. KpiM Toro, goBemeHo, 110 y pa3i 04HOYAaCHOT'0 3aCTOCYBaHHS
TaMOKCH(EeHY Ta JIeTPO30JIy CYTTEBO 3HMUKYIOThCS I1a3MOBi KOHIIeHTpallil 1eTpo3ony. Ciif yHUKaTH
OJHOYACHOT'0 3aCTOCYBaHHS JIETPO30J1y 3 TaMOKCU(GEHOM, iHIITMMYU aHTarOHiCTaMU eCTPOTreHiB ab6o
€CTpOreHaMu.

JlikapcuKi 3acobu, sKi MoxCcymb nidguu,ysamu KOHUeHmMpauviro 1empo301y 8 cuposamui Kposi

Iuribitopu aktuBHOCTI CYP3A4 i CYP2A6 MOXYTh 3HUXKYBATA MeTab0J1i3M JI€TPO30JTy i, TAKUM
YUHOM, MiABUIYBaTU KOHLIEHTPALiI0 JIETPO30J1y B Iy1a3Mi KpoBi. OqHOYaCHE 3aCTOCYyBaHHSA
JiKapchbKuX 3aco0iB, SIKi CUIIbHO MIPUTHIUYIOTE 11i pepMeHTH (moTyxkHi iHribiTopu CYP3A4 BK/II04AIOTh,
asie He 00MeXYI0ThCS: KETOKOHA30J1I, iTpaKoHa30J1, BOPUKOHA30J1, PUTOHABIp, KIIapPUTPOMILIUH i
teniTpoMinuH; CYP2A6 (HampuKiaf, MeTOKCaleH)), MOXKe MigBUIIYBaTU €KCIO3ULIiI0 IeTPO30Iy.
Tomy marieHTKaM, TKUM 1oka3aHi notyxHi iHribitopu CYP3A4 i CYP2A6, peKOMeHAY€EThCS
IIPOSIBNIATH 00€PeXKHICTh MPHU iX 3aCTOCYBaHHi.



Jlikapcoki 3acobu, siIKi MOXCYMb 3HUNMCYBAMU KOHUEHMPAUi0 1empo301y 8 cupogamu,i Kposi

IagykTopu akTuBHOCTI CYP3A4 MOXYyTh NigBUIyBaTé MeTa00Ii3M JIeTPO30JIy i, TAKMM YUHOM,
3HMXKYBATH KOHIIEHTPAIIil0 TIeTPO301y B IIa3Mi KpoBi. OmHOYaCHE 3aCTOCYBaHHS JTiIKapChKUX 3aC00iB,
ski ctumymoioTh CYP3A4 (manpukiap, GeHiToiH, pudamminus, kapOaMaseril, GerHobapOiTan i
3Bipo6ili 3BUYalHU), MOXKe 3HUKYBATH €KCIIO3U1i0 1eTpo30ity. ToMy mallieHTKaM, IKMM IT0Ka3aHi
noTyxkHi iHgyKTOpu CYP3A4, peKOMEHAYETHCS MPOSBNIATA 00€PEeKHICTh IIPH IX 3aCTOCYBaHH.
Iapykropu CYP2A6 HeBigoMmi.

OpHOYaCHe 3aCTOCyBaHHs mpenapaTy Apanet (2,5 mr) i tamokcudeny 20 Mr 1 pa3 Ha fo0y
IIPU3BOAUIIO 0O 3HUXKEHHS PIBHS JIETPO30J1y B I1JIa3Mi KPOBI y cepenaboMy Ha 38 %. Kminiuauit
[OCBi, OTPMMaHUY Ha MifiCTaBi AOCTiAXKeHb Tepalil gpyroi JiHii paKy MOJIOYHOI 3aJ103H, TI0Ka3ye, 1110
TepaneBTUYHNY e(eKT NTiKyBaHHS IIpernapaToM ApaserT, IK i 4acToTa BUHUKHEHHS He0axKaHUX
peaxiiiii, He 36inbLIyBaNKCS, SKIIO JIETPO30JI 3aCTOCOBYBaIM Ofipa3y Imicyisg TaMokcupeHny. MexaHiaMm
i€l B3aeMomii HeBimOMUH.

JlikapcuKi 3acobu, cucmemHa KOHUeHmpauisa AKux y cupoeamui kposi modce 3miHogamucs nio
8N/A1UBOM 1€MpP0301Y

In vitro 1eTpo3on npurHivye izopepmentu nutoxpomy P450 - CYP2A6 i momipao CYP2C19,
asie KJIiHiYHe 3HAUYEHHS LIbOTO sBUINla HeBimoMe. [IpoTe ciifg moTpuMyBaTHCS 00€peKHOCTI
IIPY OJHOYACHOMY 3aCTOCYBaHHI JIETPO30J1y i TiKapChKUX 3ac00iB, BUBEIeHHS SKUX
nepeBaXXHO 3anexuTh Big CYP2C19 i gKi MatoTh By3bKHU TepaleBTUYHUY Oiana30H (TaKux
sIK (eHiTOIH, KIomigorpens). CyGcTparT i3 By3bKMM TepaneBTUYHUM fiana3oHoM misi CYP2A6
HEeBiMOMUI.

HocmimkeHHs KITiHIYHOI B3aEMO/Iii 3 TMMETHANHOM (BimoMuil Hecnenudiuumi inriditop CYP2C19 i
CYP3A4) i Bapdapunom (wytnusuii cyoctpat gins CYP2C9 i3 By3bKUM TepaneBTUYHUM [lialla30HOM,
SKMHM 9acTO 3aCTOCOBYIOThH SK CYIyTHiM IpemnaparT AJIs LiTboBOl IOMyJIALil IeTP0o30J1y) ToKa3asH, o
CIIiTbHE 3aCTOCYBAHHS JIETPO30ITY i ITUX JTiIKapChKUX 3aC00iB HEe CIPUYUHSIE KITIHIYHO 3HAYUMOI
JIiKapChKOi B3a€MOl.

Ornsap 6a3u KX KITIHIYHAX OOCIIiIXKeHb He BUSIBHUB HiIKHMX JOKa3iB iHIMNX KIIHIYHO 3HAYNMHUX
B3a€EMO[Iifl 3 iHIIMMU TiKapCbKUMU 3aco0aMu, 1110 YacTO MPU3HAYal0ThCS.

Oco6.1ueocmi 3acmocyeaHHsi.

Hewmae BimoMocTeii 1po e(eKTUBHICTSD, 1110 BKa3yBaiu 0 Ha MOXKJIUBICTh 3aCTOCYBaAHHS JIETPO30IIY [AJIS
JiKyBaHHS YOJIOBIKiB i3 paKOM MOJIOYHOI 3a/I03H.

ITopyweHHA PYHKUIT HUPOK

HeMmae maHux 110710 3aCTOCYBaHHS IIpelapaTy 4Jid JIIKyBaHHS MAIllEHTOK i3 KJIIPEHCOM KpeaTHHIHY
< 10 mn/xB. [lepeqn npu3HadyeHHSIM IIpenapaTy TakKUM MallleHTKaM CJIif 3BaXKUTH Ha
CIIiBBiIHOIIEHHS IOTEHLIMHOTO PU3UKY i 0UiKyBaHOTO e(eKTy JIiKyBaHHS.

XoaecmepuH

Cnip po3T/IssHYTYU NIPOBENEeHHS MOHITOPUHTY X0JIeCTePUHY B CUPOBATII KPOBL. Y Ipoleci
OOCIIIIXKEeHHA 13 3aCTOCYBaHHAM aJf I0BaHTHOTO JIiIKyBaHHS MOBITOMIISIIM IIPO



rinepxonectepuHeMio y 52,3 % Malli€HTOK, SKi 3aCTOCOBYBaJIX 1€TPO3011, Ta ¥ 28,6 % mallieHToK, SKi
3aCTOCOBYBa/IM TaMOKCU(EH. 3a KPUTEPIAMU OILIIHKY CTYTEeHS TSIXKKOCTi MOOIYHUX peaKin
MIOBIIOMJISINIM IIPO Tinepxosyectepuremito 3-4 ctyneds y 0,4 % malieHToK y rpyii netpo3ony tay 0,1
% TallieHTOK y Tpymi TaMokcudeHy. Kpim Toro, B af’'toBaHTHi# Teparrii, 36inbinenHs =1,5 X BMH
3arajbpHOIO X0JIeCTEPUHY (3a3BAYal He HaTIIe) CIIOCTepiraaocs y MalieHToK, SKi 3aCTOCOBYBaIl
npernapar SK MOHOTepaIliio Ta y IKUX [T09aTKOBUM PiBEHb 3arajbHOT0 X0JIECTEPHUHY B CUPOBATII
KpOBi y MexXax HopMmu (To6T0 <1,5 X BMH) y 151/1843 (8,2 %) y rpymi netpo3ony npotu 57/1840
(3,2 %) y rpymi Tamokcudeny. 3acTocyBaHHS rinmosinigeMiyHux npenapartiB 6yno HeoOxinHO 25 %
malfieHTKaM, SgKi 3aCTOCOBYBaIM 1€TPo30J1, Ta 16 % malfieHTKaM, gKi 3aCTOCOBYBaIu TaMOKCHU(EH.

ITopyweHHA pyHKUII neviHKu

Y narieHToK 3 TSKKOIO IIeYiHKOBOIO HefJoCcTaTHiICTIO (Kitac C 3a mKkasnor Yaunnma-I1'to)
CHCTeMHa eKCIOo3ullid Ta t, IeTpo301y npubin3Ho BOBiYi MOBIII, HiXK ¥ 300poBol moauHu. Taki
NalLieHTKY MOTPeOYIOTh OiNIbIT YBAXKHOTO CIIOCTEPEXKEHHS.

Bnaus Ha Kicmku

OCKUIBKY JIETPO30J1 € IIOTY2KHUM IIpernapaToM, 110 3HUKYE KOHLIEHTPALllil0 eCTPOTEHIB,
MOXKHa OYiKyBaTU 3HMKEHHS MiHepasbHOI IIiMbHOCTI KicToK. ITig yac aj’t10BaHTHOI Teparril
JIETPO30JI0M XKiHOK, SIKi CTPazKmaloTh Ha OCTE0II0P03 a00 MAaOTh PU3UK PO3BUTKY IILOTO
CTaHy, He0OXiTHO OIliHIOBaTH MiHepaJIbHY IIiIbHICTh KiCTKOBOI TKAHUHH 3a [OIIOMOTOI0
IEeHCUTOMETpIil KicToK, HanpukJyap nmpoBectd DEXA-cKaHyBaHHS Ha [104YaTKy JIiKyBaHHS. B
yMOBax afi' '0BaHTHOT'O JIIKYBaHHS TaKOXK CJIifi PO3T/IsAAaT MOXK/IUBICTh 3aCTOCYBaHHS CXeMU
IIOCJIiIOBHOI Tepartil (JIeTPo30JI MPOTIroM 2 POKiB 3 MOJalbIINM II€PEX0A0M Ha IPUINOM TaMOKCUGEHY
IPOTSATOM 3 POKiB) 3aJIe3KHO Bifl mpodinto 6e3MeKy MallieHTKH.

3a HeoOXimHOCTI CIifl po3moYyaTy JiKyBaHHS OCTEOIOPO3Y, Mif Yac Teparlii T1eTpo30JI0M 3a
malfieHTKaMu HeoOXimHUM peTenbHUM Harms.

MenonaysaavHuti cmamyc

Y malieHTOoK i3 He3’'sICOBaHUM MeHOIay3aJIbHUM CTaTyCOM HeoOXifHO 0 MOYaTKy JIiKyBaHHS
npenapaToM AparneT Bu3HauuTH piBeHs JII', OCI" Ta/abo ectpapmiony. [puiiMaty mpemnapaT
Aparnet NOBUHHI TIJILKY XKIHKYU 3 IOCTMEHOIIay3aJIbHUM €HJOKPUHHUM CTaTyCOM.

ITopyweHHA 1aboOpamopHuUX NOKA3HUKIB

IT0303a/1e3KHOT0 BIIMBY IIpernaparty ApaneT Ha Oyab-sKi remartosoriuti abo 6ioximMiuHi moKa3HUKY He
crioctepiranu. IToMipHi 3MeHIIIeHHS KiTbKOCTi JTiM(OIUTIB, HEBU3HAYEHOTO KITIHIYHOTO 3HAUYEHHS
CIIOCTepiranucd y [OesdKUX IallileHTOK, SKi 3aCTOCOBYBalu ApaseT y nosi

2,5 Mr. Take 3HMKEHHS KiJIbKOCTi JTiM(MOIUTIB Masio TPAaH3UTOPHUYM XapaKTep MPUONIU3HO Y TOJIOBUHHI
Iali€eHTOK, fKi 3a3Ha/u BIUIUBY. Y OBOX IAIIEHTOK, fKi 3aCTOCOBYBalu ApaseT, PO3BUHYJIIACA
TPOMOOIIUTOIEHisI; B3a€MO3B’s130K i3 OCIiAKYBaHUM IIperapaToM He OyB 3’scoBaHuii. Buxin
nalieHTOK i3 JoCimKeHHs Yepe3 NopylIeHHs 1abopaTOPHUX TOKa3HUKIB, 1110 6yny MOB’s13aHi i3
3aCTOCYBaHHSM IIpenapary 4 Hi, BinOyBaBcs pifko.

IHwWi 3acmepediceHHs

Cnip yHMKaTH OHOYACHOT'0 3aCTOCYBaHHSA IpemapaTy ApaseT i TaMoKcudeHy, iHIIWX aHTaroHiCTiB
€CTpOreHiB ab0 eCTPOTEeHOBMICHUX JIiIKapChKUX 3aC00iB, OCKIJIbKH 11i PEUOBHHU MOXKYTh HiBE/IIOBaTH



(hapMakoIoTiuHy Iifo TeTPO30ITy.

[IpenapaT MiCTUTh JTaKTO3y, TOMY XOT0 He CIIif IpU3HadyaTH NalieHTKaM i3 pigKiCHUMH CIIafKOBUMU
dhopMamMu HeIepeHOCHMOCTI TajlakTo3u, HedilliTOM JTaKTa3u ad0 CHHOPOMOM TIII0K030-TaJTlaKTO3HOI
Matbabcopoii.

3acmocysaHHs y nepiod sazimHocmi abo 200y8aHHs 2py001o.
2KiHKU y nepumeHonay3aabHOMYy cmati abo HCiHKu penpodyKkmugHo20 8iKy

[Tpemapat ApaneT Cifi 3aCTOCOBYBATH TiJIbKU KiHKaM 13 4iTKO BCTaHOBJIEHUM ITOCTMEHOIAay3aJIbHUM
crarycoM. ICHYIOTh ITOCTMApPKETUHTOBI MMOBiTOMJIEHHS IIPO CIIOHTaHHiI abopTu ab0 BPOIXKeHi
aHOMauil y

HOBOHAPOMXKEHUX, MaTepi SIKUX MpuiiMany npenapat Apanet. 3 Orisify Ha MOBiIOMJIEHHS IIPO
TIOHOBJIEHHS PYHKII] S€UHUKIB y KIiHOK Ha TJIi IiIKyBaHHS JIETPO30JI0M, He3BaXKalo4y Ha YiTKUU
IIOCTMEeHOIay3aJbHUM CTaTyC Ha IT0YaTKy Tepailii, Tikap 3a moTpeOu MOBUHEH 0OTOBOPUTH 3
MAIiEHTKOIO afeKBaTHi MPOTHU3aIIiIHI 3aco0u.

BazimHicmb

Ha ocHOBI f0CBify 3aCTOCYBaHHS IIpenapary JII0AAM, 110 BKJII0Ya€E OKpeMi BUIIaIKU
BPOMIKEHUX Bafl (3poIleHHs Iy, 30BHIIIIHI CTAaTeBi OpraHu MPOMiXKHOTO THITY), BimOMO, III0
mpemnapar ApaneT MOXe COIPAYUHATHA BPOOXKEH] Bagd PO3BUTKY Y pa3i MOr0 3aCTOCYBaHHS
Il Yac BariTHOCTI. Pe3ynbTaTyl JOCIiAXKEHb Ha TBAapUHAX II0Ka3ald HasBHICTh
PEenpPOAYKTUBHOI TOKCUYHOCTI. [IpemnapaT ApasneT NpoTUIIOKa3aHuM Oy 3aCTOCYBaHHS y
[Iepiof BariTHOCTI.

ITepiod 200ys8aHHA 2py0010

Hegigomo, un E€KCKPETYETLCA JIETPO3O0JI Tad 1oro MetaboJIiTh Y I'PyAHe MOJIOKO JIIOOUHH. Pusuk onsa
HOBOHApPOO2XKEHOI'0 HEMOBJISATH BUKIIIOUUTH HE MOXKHA.

[Tpenapat ApaneT NPOTUIIOKA3aHUU [JIg 3aCTOCYBaHHA IIifi YaCc rogyBaHHSA I'PYLALO0.

depmuabHicmb

®apMakKoIoriyHoI0 Ji€l0 TEeTPO30JTy € 3HUKEHHS MPOAYKYBaHHS eCTPOTEeHY IUIIXOM iHTiOyBaHHS
apomara3su. Y XKiHOK y IpeMeHonaya3i iHri0ilis cuHTe3y eCTpOreHy MPHU3BOAUTH [0 BiAOBIAHOTO
MiIBUINEHHS piBHS roHagoTpominis (JIT, ®CT). [Migsumnenss pieHs ®CI 3i CBOT0 O0OKY CTHMYIIIOE
picT ¢onikymiB, 10 MOXKe iIHOYKyBaTH OBYJIALIO.

30amHicmb enaueamu Ha weudKicme peakuyii npu KepysaHHi asmompaHcnopmom abo iHwumu
MexaHi3mamu.

BrnnuB neTpo30ny Ha 30aTHICTh KepPyBaTH TPAHCIOPTHUMHU 3aco0aMM Ta ITPAlOBATH 3 MeXaHi3MaMu



He3HayHuU. OCKIJIbKY IIPH JIIKyBaHHI IperapaToM Y XBOPUX CIIOCTEepiraaucs 3arajibHa CclIadKicTh i
3amaMOpOY€eHHs, B OKPEMUX BUIIaAKaX - COHJIUBICTS, CIIif IOoNepeaXKaTH MallieHTOK PO Te, 110 IpU
BUHUKHEHHI IIMX CUMIITOMIB CJIifi BIIMOBUTHCS Biff KEpyBaHHSA aBTOTPAHCIOPTOM abo poboTH 3
IHIMMMU MexaHi3MaMH.

Cnoci6 3acmocyeaHHsi ma do3u.

Hopocai, y m. 4. nauieHmMKU AiMHb020 BIKY. PeKoMeHJ0BaHa [103a JIeTPO30JIy CTaHOBUTH 2,5 Mr 1
pa3 Ha mo0y. B ag’toBaHTHIM Ta pO3MIMPEHil afi lOBaHTHIYN Teparlil TiKyBaHHS J1€TP0O30JI0M IOBUHHO
TPUBATH IPOTITOM 5 POKiB abo [0 HAaCTaHHS PELIUAUBY 3aXBOPIOBaHHS. Y XBOPUX i3 MeTacTazaMu
Tepalliio JIETPO30JIOM CJIifi IIPOOBXKYBATH JOTH, HOKU O3HAKU IIPOI'PECYBaHHS 3aXBOPIOBAHHS HE
CTaHyTh OUYEBUAHUMU. B yMOBax af'I0BAaHTHOI'0 JIIKYBAHHS TaKOXK CJIif] PO3IJIALATH MOXKIIUBICTh
3aCTOCYBaHHS CXeMU IIOCTiJOBHOIL Tepallil (JIeTPo30J MPOTATOM 2 POKiB 3 OJaIbIINM [IePEX0I0M Ha
IPUIOM TaMOKCHU(pEHY IPOTSITOM 3 POKiB).

B ymoBax HeoaZ t10BaHTHOI'O JIIKyBaHHS Tepallito pernapaTtoM ApaseT CIif IPOgOBXKYBaTU IIPOTATOM
4-8 MicsiB, 1100 JOCATHYTH ONITUMAaIbHOTO 3MEHIIEeHHS MyXJIMHU. JKINO BigNOBigL Ha TiKyBaHHS
He[0CTaTH, CJIi IPUIMHUTHY Tepallilo IpernapaToM i IPU3HAUYUTH [1JIaHOBE XipypriyHe BTPY4YaHHSI
Ta/a60 00roBOPUTH 3 NAlliEHTKOIO BapiaHTH IOJAJIbLIOTO JTiKyBaHHS.

[lig yac nepenonepaLiiHOro JiKyBaJbHOIO IIePiOfy PEKOMEHIOBAaHUY PETYISPHUN HarIdh 3a
IIpOrpecyBaHHAM 3aXBOpIoBaHHA. [714 MMallieHTOK JIITHBOTO BiKy KOPEKLisl [03U IIperapaTy He
noTpibHa.

Himu. [Ins nikyBaHHS [OiTey IpelapaTr He 3aCTOCOBYIOTh. be3neka Ta e(eKTUBHICTh 3aCTOCYBaHHS
npemnapaTty ApanerT OiTsAM He BcTaHOBIeHi. HagBHi maHi 00MexkeHi, TOMy HEMOXKJINBO PO3POOUTH
peKoMeHfalii Imofo 403YBaHHA.

ITauieHmku i3 nopyweHHAMU PYHKUii neyiHKu ma/abo HUpoK.

[l mallieHTOK 3 ypaXkKeHHSAM MediHKY Bifl IETKOT0 OO0 CEPedHbOro CTymneHs (Kimac A ta B 3a
mKkanoo Yaunga-I1'10) abo HUPOK (TP KIipeHCi KpeaTuHiHy 3 10 MI1/XB) KOPEKIIis 7031
npernapary He moTpibHa. HasiBHi maHi oo naieHToK i3 HUPKOBOIO HENOCTATHICTIO i3 KilipeHcoM
KpeaTuHiny < 10 My1/xB ab0 TSAKKUMH MOPYIIeHHIMHU QYHKIII TediHku HefgocTaTHi. [TallieHTKY 3
TSAKKUMU TTOPyIIeHHIMHU (yHKUil nevinku (knac C 3a Yatnaa-I1'10) noTpebOyi0Th peTEIbHOTO
Harmsmy.

Cnocib 3acmocy8aHHs

ApaneT ciig mpuiiMaTH IIepopaabHO He3aleXkHOo Bifl BXXMBAHHS 1Xi, OCKiTbKY 1XKa He
BIIJIMBA€ Ha CTYIiHb aOcopOIlil mpemnapary.

[Tponyiieny go3y Clifg IpUUHATH OApPa3y, K TiIbKU MallieHTKa 3rafac npo ue. OgHak, SKIIOo
nalieHTKa 3rafia€ Impo e He3aoBro 40 MPUioMy HaCTyIHOI 0o3u (3a 2-3 TOOUHHU), IPOMYIIeHy A03y
CJIi[l IPONYCTUTH Ta MPUUHATHA HACTYNIHY 03y 3TigHO 3 rpadikom. He crif npuiimatu NOABINHY O03Y,
OCKilTbKY IIPM TpuitoMi J000BO1 03U, BUIIOI Bil pEKOMEH0BaHOi 2,5 MT, CIlocTepiranacs CUCTEMHA
€KCITO3UIIisl, BUIIIA Bifl TPOMIOPIIiHOI.



Himu.

[TpemapaT He 3aCTOCOBYIOTH [iTSIM, OCKiJIbKY €(eKTUBHICTh Ta O6e3meKa 3aCTOCYBaHHS JIETPO30I1y AJIS
ITiel KaTeropil nmali€eHTiB He BUBYANIUCS Y MeXKaX KJTiHIYHUX OOCTiIXKEeHb.

Ilepedo3yeanHsi.
[ToBimoMIIsITM TTPO TTOOAWHOKI BUIIQKHU ITepemo3yBaHHs Ipernapary Apaer.

Cnemudivyte niKyBaHHS 3 IPUBOAY [lepef03yBaHHS HEBiOMe; JiKyBaHHS IIOBUHHO OyTH
CAMIITOMaTUYHUM 1 TiATPUMYOYUM.

ITo6iuni peakuii.

3araabHUM OTIAM TPOodinio 6e3neKn

YacTtoTy HebaxkaHUX peakiill [ mpemnapaTty ApaneT BU3Ha4asly TepeBaXHO Ha OCHOBI JaHUX,
OTPHUMAHUX y MpoIeci JOCIIIKEHb.

ApareT 3aranom fobpe MePEeHOCHUBCS ¥ BCiX JOCTIIXKEHHIX IK Tepallis mepioi i opyroi ixil mpu
JIiIKyBaHHI IIOIIMPEHOTO paKy MOJIOYHOI 3aJ103H, K af I0BaHTHA Tepallis paKy MOJIOYHOI 3aJI031 Ha
PaHHIX cTamifx i K po3UIMpeHa aj'l0BaHTHA Tepallisd paKy MOJIOYHOI 3a71031 y XKiHOK, SKi paHilie
OflepKyBaJIi CTaHAAPTHY afi I0BaHTHY Teparito TaMokcugpeHoM. Manixke B 1/3 mallieHTOK, gKi
JIIKyBa/luCs MpenapaToM ApaseT Ipu MeTacTaTUYHUX i Heoa I0BAHTHUX CTaHaX, MpuOMu3Ho y 75 %
NallieHTOK IPH af I0BAHTHOMY IIpU3HadeHHi (00UBi rpynu npuiimMany i mpemnapat Aparer, i
TaMOKCH(eH, MefliaHa JTiKyBa/JIbHOTO Iepiony ctaHoBuna 60 micsamiB) i Maiike y 80 % mamieHTOK mpu
po3MIKpPEHiit af’'toBaHTHIN Teparrii (i Apaner, i mnaie6o, MefiaHa NTiKyBaIbHOTO Iepiogy cTraHoBuIa 60
Mics1iB) criocTepiranucs nobivni peakiii. Baarami mo6iuni peaxkirii, ki cmocTepiramucs, Maau
nepeBaxkHO citabkuii abo MOMipHO BUpaXKeHW XxapakTep i y OinbiIocTi BumaakiB Oyiau 1oB’si3aHi 3
nedinuToM ecTporeHiB. Haiiuacriime y 3BiTax IIpo JOCTiXKeHHS 3rafyBaiucs nodiuHi peakiiil y
BUTJISIMi IPUIITIMBIB, Tilepx0ojecTepruHeMil, apTpairil, HyIOTH, IOCUIEHOT0 IOTOBULIIEHHS Ta
CTOMJTIOBAHOCTI. [10 BaXKJIMBUX JOOATKOBUX HeOakaHUX Peakililf, 110 MOXKYTh PO3BUBATUCS Ha TJIi
JiKyBaHHS IpemapaToM ApaseT, HajnexXaTh TakKi sBuilla 3 60Ky OIIOPHO-PYXOBOTO arnapary, K
0CTEO0II0PO3 Ta/abo mepeIoMu KiCTOK, Ta siBUIa 3 O0KY CepIieBo-CYOUHHOI CUCTEMH (Y ToMy
yucJi 11epedpoBacKyapHi Ta TpoMGoeMOoTiuHi gBuIa). baraTto mobiyHuX SBUI MOXKYTh OyTH
3yMOBJIEHI IPUPONHUME (apMaKOJIOTiYHUMU HacigkaMu AedilluTy eCTpOTeHiB (HallpuKiag,
IPHUIIIKBY, ajomelis ab0 BariHagbHa KPOBOTeYa). BiNbImicTs HeGaxkaHuX Peakifiil CloCTepiraaucs
y Tepiii KibKa TUXKHIB JTiKyBaHHS. KaTteropil 4acToTu s X HebaXKaHUX peaklliil onucaHi y
Tabmui 1.

[ToGiuHi siBUIA 3a3Ha4YeHi 3a YaCTOTOI0 BUHUKHEHHS, IIEPIIMMY 3a3HAYal0ThCST HaWOibII
PO3MmOBCIOMXKEHI. [I715 OLIHKKM YaCTOTH BUHUKHEHHS Pi3HUX MOOIYHUX peakiliii BUKOPUCTOBYBAJIUCS
TakKi rpapatii: gyxke gacto (= 1/10); wacto (= 1/100 - < 1/10); HeuacTto (= 1/1 000 - < 1/100); pimko

(= 1/10 000 - < 1/1 000); my=xe pigko (< 1/10 000); wacToTa HeBigoMa (HEMOXKIIUBO
OIIiHUTH, BUXOOAYM 3 HAasIBHUX JAHUX).

Taomuns 1



YacToTa [To6iuni peakmnii
[HpeKuil ma iHeasil
HeuacTo [[ndexmii cevoBupinbHOi cucTemu

/[06pOoAKiCHI, 3105KiCHI ma He3’ 1c08aHI HOBOYMBOPEHH A, BKAOUYAOYU Kicmu ma noainu

HeuacTo

[Bine y myxmumanx Bormmmax @

3 6oky Kpoei ma aimpam

UYyHOi cucmemu

HeuacTo

[Teitxonenis

3 60Ky iMyHHOI cucmemu

JacToTa HeBimoMa

[Aradinaktruni peakii

IMemaboiuHi nopyweHHs ma po3a1adu HCUB/NEHHS

[lye 4acTto

[inmepxonecTepruHEMis

JacTto

JHUXKEHHS alleTUTY, NiBUILIEHHS alleTUTY

ITcuxiyHi NOpPYWeHHA

YacTo

[lenpecisa

HeuacTo

TpPUBOXKHICTD (BKITIOUAI0YM HEPBO3HICThH), IPATiBIUBICTD

3 60Ky Hepeosoi cucmem

u

YacTo

['onoBHUM 6ifib, 3a1TAMOPOYEHHS

HeuacTto

CoHNUBiCTh, 6€3COHHS, MOTIPIIEHHS ITaM’Ti, U3ecTe3is (BKII04aloun
mapecTesilo, rinepcTesit), IOPYIIEHHS CMaKOBUX BiIUYTTiB, iHCYJIbT,
3an’ICTKOBUY TYHEJIbHUY CUHAPOM

3 60Ky opaaHis 30py

HeuacTto

[KatapaxTa, mogpasHeHHs oka, 3aTEMapeHHs 30Dy

3 6oky cepus

YacTto

T[TocuneHe cepue6uTTa’’

HeuacTto

Taxikapmis, BUIIAOKH imemil Miokapaa (BKI0Yaloyyd BUHUKHEHHS abo
MOTipIeHHs mepebiry cTeHoKapii, CTeHOKAp/ilo, 1110 BUMArae
XipyprigHoro BTpy4YaHHs, iHpapKT MioKapfa Ta inemiio Miokapzaa)

CyOuHHI NOpyWeHHs

[lye 4acTo ['apsAy4i NPUIIUBU

YacTo ApTepianbHa TinmepTeH3is

HeuacTo TpombodnediT (BKmoyaroun TpoMO0debiT moBepXHEeBUX Ta TTHOOKUX BEH)
Pigko JlereHeBa eM00J1ist, apTepianbHUE TPoMO03, 11epebpPoBaCKyIIpHUl iHGapKT

3 6oky OuxaabHOi cucmemu, mopaxkanvHi ma mediacmuHaAbHI NOPYWeEHHS

HeuacTo

[3apmumika, xamens

3 60Ky WAYHKOBO-KUWKOB020 MPAKMY

YacTo

HynoTta, 6/0BaHH, [UCHencia ), 3amop, giapes, 6ib y XKUBOTI

HeuacTo

Cromarut"’, CyXicTh y poTi

3 6oky 2enamobisiapHoi cucmemu

HeuacTo

[TimBullleHHS PiBHS MeYiHKOBUX PepMeHTiB, rinepbinipybinemis,
PKOBTSTHUIISA

JacTtoTa HEeBimoMa

[emmaTtut

3 60Ky wkipu ma nidwKipHOi KAimKo8UHU

[lye 4acTo [TocuieHe IOTOBUIINIEHHS

HacTo ATlonelisi, BUCUIIAHHA (BK/II0YA4YU epUTEMATO3HI, MaKyJIONanyJIspHi,
[ICOpiaTUYHI Ta Be3UKYJISIPHI BUCUNIAHHS), CYXICTh WIKIpU

HeugacTo CBep0bixK, KPONIMB' THKA

JacToTa HeBimoMa

TOKCHYHMY eNliilepMaIbHUN HEKPOJIi3, MyTbTU(HOPMHA EPUTEMA,
QHTiIOHEeBPOTHYHHUYN HaOPSK

3 60Ky ckesemHo-m’ 308

0l cucmeMu ma CnoAy4YHoOl MKAHUHU

[lyXe 4acTto

ApTpanris

YacTto

Binb y M’s3ax, 6ib y KicTkax'"’, 0CTE0mopo3, IepeoMH KiCTOK, apTPUT




JacToTa HeBimoMa |C1/1an0M KJIallalouoro IaJjbIs

3 60Ky ceyosudinbHOi cucmemu ma HUPOK

HeuacTo [Migpumena yacToTa cevounyckanns

3 60Ky penpodykmueHoi cucmemu ma MOAO0YHUX 3d/103

reHepasTi3oBaHUM HAOpSIK

YacTo BariHasibHa KpOBOTEYa

HeuacTo BarinasnbHi BumineHHs abo cyxicTb, 6i/1b y MOJIOUHMX 3aJ103aX

3azanvbHi po3aadu ma peakuii y micmi 6Be0eHHA

IlyKe 4yacTto CTOMITIOBAHICTH (BKITIOUAIO4YU aCTEHil0, He3OyKaHHS)

JacTto [lepudepuynuii HaOPSK, OiNb y TPyAsIX

HeuacTo [TifBUllleHHST TEMIIEPATYPHU, CYXiCTh CITM30BUX 000JIOHOK, Bif4yTTs CIIparu,

TocaiOxceHHs

YacTo 301/ILIIEHHS MacH Tina

Heuacto 3MeHIIeHH MacH Tina

@ TinpKM IpH NiKyBaHHI METACTaTHYHOTO ypaskeHHs.

[Tpo meski HeOaxkaHi peakiiii MOBimOMISIM 31 3HAYHO BiIMiHHOIO YaCTOTOIO B YMOBAaX afi IOBAHTHOI'O

JIIKyBaHHS.

Tabnuusa 2

Apn’toBaHTHA Tepallis mpemapaToM ApaseT MOPiBHSHO 3 MOHOTEpPaIi€n TaMoKcudeHoM: HebaxkaHi

SIBUIIA, YACTOTa AKUX 3HA4Yylle BiIpi3HAIACh

Aparner, 9acToTa SBUII] TaMokcubeH, 4aCcTOTa SBUII]
N=2448 N=2447
. o MpoTsrom Y Oynb-akuit Y Oynb-akuii
HeGazxaHi mo0GiuHi peakiiil ml; I gac micns [TpoTsirom qac mics
(Mey ‘aHA paHmoMisallil  |miKyBaHHS paHmoMisarrii
5 (;IKiB) (MegiaHa (Memiana 5 pokiB) [(MemiaHa
P 8 pOKiB) 8 POKiB)
[lepesioM KiCTOK 10,2 % 14,7 % 7,2 % 11,4 %
OcTeonopos 5,1 % 5,1 % 2,7 % 2,7 %
TpomOoemOomiuHi SBUIIA 2,1 % 3,2 % 3,6 % 4,6 %
[HpapKT MioOKapaa 1,0 % 1,7 % 0,5 % 1,1 %
['inepmnasig eHgoOMeTpist/pak 02 % 04 % 2,3 % 99 %
eHIOMETPIs ’ ’ ’

[Tpumitka. [TpoTsrom nikyBauHsl BKmodae 30 [HIB Micas ocTaHHBOL HO3U. Y Oymb-sKuit yac —
BKJIIOYA€ Mepiofl MOJAasIbIIOTo CIIOCTePeKeHH Tics 3aKkiHueHHsa abo BigMiHU HOCTigXKyBaHOTO

JIIKyBaHHS.

Pi3Huus 3acHOBaHa Ha CIiBBIOHOIIEHHI pU3UKiB Ta 95 % moBipYuX iHTEpBasax.

Tabnuusa 3

[TocnigoBHe iKyBaHHS IMOPIBHSIHO 3 MOHOTEpAIIi€lo mpenapaToM ApaseT: HebaxaHi sBUIA, YacTOTa
SKWX 3Hauylle Bipi3HsIach



Mowoteparis ApaneT->TaMokcudpeH [Tamoxcuden->Apanet
penapaToM ApaneT
[To6iuHi peaxiril N=1535 N=1527 N=1541
5 poKiB 2 POKU->3 POKU 2 POKHU->3 POKU
[Tepenomu KiCTOK 10,0 % 7,7 %* 9,7 %
[TpomidhepaTuBHi
posnanu 3 60Ky 0,7 % 3,4 %** 1,7 %**
EHIOMETPIiA
linepxonectepunemis 52,5 % 44,2 %* 40,8 %*
['apsidi IPUIIUBU 37,6 % 41,7 %** 43,9 %**
BarinanbpHa KpoBoTeda [6,3 % 9,6 %** 12,7 %**

* 3Hauyle MeHIIle, HiXK y TPyIIi MOHOTepaIlil mpemapaToM Aparner.
** 3nauyie Ginbile, HiX y rpymni MOHOTepatil mpermapaToM Aparer.

[Tpumitka. [Tepion moBimoMneHHs BKITI0OYa€E nepion nikyBaHHs abo 30 gHIB micis NpUIMHEHHS
JIIKyBaHHS.

Omnuc oKpeMux MoOIYHUX peakilin

HebascaHi peakuii 3 60Ky cepys

B yMoBax aji'toBaHTHOTO JIiKyBaHHS, KPiM IIPeCTaBlIeHUX y TaOnulli 2 faHuX, MOBiOMIISIIN PO TakKi
HeOaxkaHi SBHUIIA OO0 MpemnapaTy ApajeT i TaMoKcu(eHy BifMIOBIAHO (3 MeniaHOIO TPUBAJIOCTI
nikyBaHHSA 60 Micsanis mitoc 30 gHIB): CTEHOKApHis, 110 BUMarae xipyprigsoro jnikysaHss (1,0 %
npotu 1,0 %); cepuesa HepmocTaTHICTE (1,1 % mpotu 0,6 %); apTepianbHa rinepreH3sid (5,6 % npoTtu
5,7 %); mopyIieHHs 1epedpaIbHOro KPoBOOOiry/TpaH3uTopHa immemivyHa ataka (2,1 % npotu 1,9 %).

B ymoBax po3mupeHoro afi' loOBAaHTHOTO JTiKyBaHHS MOBIIOMIISIIIN IIPO TaKi HeGaxKkaHi ABUILA OIS
npernapaty Apanet (MefiaHa TPUBAJIOCTI TiKyBaHHS 5 POKiB) i mmarie6o (MemiaHa TPUBaAIOCTi
IPUAOMY 3 pOKH) BiATIOBIHO: CTEHOKApPAis, 110 BUMarae xipypriuaoro nikysaHH4 (0,8 %
npotu 0,6 %); BIepime miarHOCTOBaHa CTeHOKAapHis a0o moripieHHs mepebiry creHokapmii (1,4 %
npotu 1,0 %); indapkT miokapmaa (1,0 % npotu 0,7 %); Tpomboembomniune siuie* (0,9 % nportu 0,3
%); IHCYNIbT/TPaH3UTOPHA imeMiyHa aTaka* (1,5 % npotu 0,8 %).

YacTtora ABUll, I03HAYEHUX*, CTaTUCTUYHO 3HAUYINE BiOpi3HAIACh Y IBOX IPyIax JIiKyBaHHS.
HebaodicaHi peakuii 3 60Ky 0nopHO-pyx08020 anapamy

ani 3 6e3meKu AJis OIOPHO-PYXOBOTO alapaTy, OTPUMaHi B yMoBax afi' loOBaHTHOTO JTiKyBaHHS,
npefcTaBieHi y Tabnuii 2.

B yMoOBax po3ImKXpPEeHOro afi' FOBAaHTHOI'O JIIKYBAHHS ITEPeIOMH KiCTOK a00 0CTE0II0p03 CIIOCTePIiraauch
y CTaTUCTUYHO 3HauyIre Oi/bIoi KiTbKOCTi MaliEeHTOK I'PYIIHU JTiKyBaHHS MperapaToM ApajeT
(mepemomu KicTok - 10,4 % i ocTeonopos - 12,2 %), HiX y manieHTok rpymnu mmnanebo (5,8 % ta 6,4 %
BigmoBigHO). MemiaHa TpUBaOCTi NTiKyBaHHSA CTaHOBUJIA 5 POKIB IJ1s IpenapaTy ApaneT HOpPiBHAHO 3
3 pokamu s mnaie6o.

ITogidomaeHHs npo Nido3pro8aHi nobiuHi peakuii



[ToBimoMIeHHS IIPO Migo3poBaHi MOOIYHI peakil micyisg peecTpariil 1ikapChbKOro 3aco0y € BaKJIMBUM.
Lle mo3BoJisie BecTu Ge3nepepBHUM MOHITOPUHT GalaHCy MOKa3HUKa KOPUCTh/PU3UK IIperapary.
CnemiamicTy y ramy3i 0XOpoHHU 300POB’st 3000B’s13aHi MOBIOMIISITH Yepe3 CUCTEeMY IIPO OyIb-sKi
BUIIATKH ITig03PI0OBAHUX MOOIYHNX PeaKIli.

Tepmin npudamnHocmi. 5 POKiB.

YmMmoBH 30epiranns.

He nmoTtpe0ye crernianbHUX yMOB 30€piraHHs.

30epiratu y HegOCTYIIHOMY OJIS1 OiTeU MiCIi.

YnakoBka.

[To 10 TabneTox y GiicTepi 3 MOMiBiHIIXIOPUAHOI IIJTiBKY Ta (OIBIY alioMiHiEBOI, 3 MapPKyBaHHAM
yKpalHChKOI0 MOBOIO. [To 3 O6ricTepu y KapTOHHIN MmadIli.

Kareropis Bigmycky. 3a peLenTtom.

3asiBHHUK.

3eHTiBa, K.C.

MiCHe3HaXOI[}Ke}IHﬂ 3asdABHHKA Td aJpeca MiCI.lSI MMPOBaIKEeHHSA HOr o0 JIiHJ'ILHOCTi.

[Tpara-10 Tomui Mexonynu, Y kabenosuu 130, nomrtosui ingekc 10237, Yecbka Pecmy6iika.

BupoOHHK.

F'enedapm CA.

Micie3HaxoaKeHHsI BAPOOHHKA Ta afipeca MicCIisi MPOBAI2KeHHsI HOTO Tis/TbHOCTI.

18-11 kM Mapatonoc ABeHto, 15351, [Tanmini ATTika, ['perris.



Y pagsi BuHUKHeHHS HebakaHUX MIPOSIBiB, MOOIYHMX peakuiil abo ¥ pasi BigCyTHOCTI TepaleBTUYHOI il
HeoOXifHO IoBimoMuTH 3a ampecoio TOB «3EHTIBA YKPAIHA», 02660, M. Kuis, BpoBapcekuit
npocrekT, b U, ten./bakc 38 044 517-75-00, emekTponHa ampeca pharmacovigilance@alvogen.com
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