IHCTPYKIIA

IJIsI MEJUYHOI 0 3aCTOCYBaHHS JIiKapChKOI'o 3aco0y

JIETPO30JI-TEBA
(LETROZOLE-TEVA)
Cknao:
ditoya pevosuHa: I€TPO30JT;
1 TabneTka MiCTUThL TIETPO30MIY 2,5 MT;

donomidcHi peyoguHu: IIEJIF0I03a MiKPOKPUCTaIidYHa, KpOXMaJjlb KyKYPYA3SHUAM, MarHito
cTeapar, JIaKTO3KM MOHOTIIpaT, KPEeMHiI0 HiOKCH KOIOImHUY 0e3BOMHUM, HATPiIO
KPOXManbrIiKoaaT (Tum A), 3amisa okcup xkoBtuu (E 172), makporon, tTutany giokcup (E
171), ranek, ingurokapmin (E 132), cnupt nomniBiHinosu#, Taptpa3ul (E 102).

JIikapcbKka ¢opMa. TabieTky, BKPUTI ITIBKOBOIO 000JIOHKOIO.

OcCHOBHI (Di3uKO0-XIMIUHI 81ACMUBOCMI: TEMHO-3KOBTi KPYTJIi IBOOIYKJI TaOIETKH, BKPUTI
TTIBKOBOIO 000JIOHKOIO 3 TUCHEHHAM «93» 3 omHOro 60Ky Ta «B1l» - 3 iHImmoro.

®apMakoTepaneBTHYHA I'Pyma. 3aco0wu, 110 3aCTOCOBYIOTHCS [JIT TOPMOHAJIBHOI Teparrii.
AHTaroHicTH TOPMOHIB Ta aHasnoriuxi 3acobu. IuribiTopu apomaTasu. JIeTpo3o01II.

Kon ATX L02B G04.

Papmakono2iuHi e1acmueocmi.
dapmaxkoOduHamika.

JleTpo3o - HecTepoigHui iHribiTop apoMaTasu (iHribiTop 6i0CMHTE3y eCTPOTeHY); MPOTUIIYXIMHHUM
mpemnapar.

Y BunagKkax, KOJIM PiCT MyXJIMHHOI TKaHWHU 3aJIeXKUTh BiJ] HASIBHOCTi €CTPOTeHiB, yCYHEeHHS
OII0CEPEeIKOBaHOr0 HUMH CTUMYJIIOBAJIBHOI'O BIIJIUBY € IEPEYMOBOIO IIPUTHIYEHHS POCTY NYXJIMHU. Y
XKIiHOK y IIOCTMEHOIIay3i eCTPOreHH YTBOPIOITHCS IIePeBaKHO 3 Y4acTio (epMeHTy apoMaTasHy,

KU I1ePEeTBOPIOE aHAPOTeHH, 110 CUHTE3YIOThCS Y HaAHUPKOBUX 3a/103ax (y IepIry 4epry
aHAPOCTEHAIOH 1 TecTOCTEPOH), Ha ecTpoH (E1) Ta ectpagion (E2). ToMy 3a 4OIOMOT 00
crenudivHoi iHTiOiIil hepMeHTY apoMaTa3u MOXKHa OOCSATTH NPUTHiYeHHS Oi0CUHTE3y
€CTPOTeHIB y nepu(pepryHNX TKaHNHAaX i B TMyXJIMHHIA TKaHWUHI.



JIeTpo30y1 IPUTHiYY€e apoMaTasy IIITX0M KOHKYPEHTHOT'O 3B'I3yBaHHS 3 CYOOOUHHUIIEIO IIHOTO
bepMeHTy - reMoM IuToxpoMy P450, 1110 TPU3BOAUTE OO0 3HUXKEHHS 6i0CHHTE3y eCTPOTeHiB Y BCiX
TKaHWHAX.

Y 300poBUX KIHOK Y IOCTMEHOIIay3i 0gHOpPa30Ba [03a J1eTpo30iy, ska ctanosuts 0,1 mr, 0,5 mr Ta
2,5 MT, 3HUXKYE PiBeHb €CTPOHY Ta eCTPafioy B CHPOBATII KPOBi (TOPiBHSHO 3 TOYaTKOBUM PiBHEM)
Ha 75-78 %

i Ha 78 % BigmoBigHO. MakcuMaJsbHEe 3HUXKEHHS JOCITaeThca dyepe3 48-78 roguH.

Y XiHOK i3 momupeHow (PopMOI0 paKy MOJIOYHOI 3aJI03H Y IOCTMEHOIay3i MOoAeHHEe 3aCTOCyBaHHS
JIeTpo30iy y #o3i Big 0,1 Mr o 5 Mr 3HMXKYe piBHI eCTpafioly, eCTPOHY Ta eCTPOHY CyabdhaTy y
na3Mi KpoBi Ha 75-95 % Big moyaTkoBOro piBHA. [Ipu 3acTocyBaHHI npenapaTy y £o3i 0,5 Mr i
Oinbite y 6araTbox BUIlaAKax KOHIEHTPAIll eCTPOHY Ta €CTPOHY CYIb(aTy BUSBISIOTLCS HUXKYE MEXKi
YyTJIMBOCTI METONY, 1110 BUKOPUCTOBYETHCS [OJIs1 BU3HAYEHHS TOPMOHIB. Lle BKa3ye Ha Te, 1110 3a
IOIIOMOT 00 IIUX [103 IIPeMapaTy J0CSATAETLCS OibI BUpaXKeHe NMPUTHIYeHHSI CHHTE3Y eCTPOTeHiB. ¥
BCiX ITaIliEeHTOK IIPOTSATOM IIepiofly NiKyBaHHS 30epiranacs Cympecis eCTpOTeHiB.

JleTpo3sor - BUcokocnenrudiunmui iHribiTop akTUBHOCTI apoMaTasu. I1opyIeHHSI CHHTE3y CTEePOigHUX
TOPMOHIB y HQMHUPHUKOBHUX 3a/I103aX He BUSIBJIEHO. Y TAI[lEHTOK y IIOCTMEHOIay3i, IKUM
IIPOBOJIMIIM TepPaIlilo 1eTpo30yI0M Y mo0oBi# mo3i 0,1-5 Mr, KIiHIYHO 3HAYYIIUX 3MiH
KOHIIEHTpAlliX y IJ1a3Mi KPOBI KOPTU30J1y, allbAoCTepoHy, 11-neokcukoprusony, 17-
rimpokcumnporectepony, AKTI, a Tak0K aKTUBHOCTI peHiHy He 0yJi0 BUSBIIeHO. [IpoBefeHHS
tecTy cTumyinsnii AKTT yepe3 6 i 12 TuxHiB Teparrii meTpo3onoM y 0o6ositt nosi 0,1 mr; 0,25
mr; 0,5 mr; 1 Mr; 2,5 Mr i 5 Mr He BUABUIIO OyMb-SKOT0 IIOMITHOTO 3MEHIIIEHHS CUHTE3Y
aNbIOCTEPOHY YU KOPTU30iy. TaKuM YHHOM, HeMa€ HeoOXiqHOCTI MpHU3HaYaTH
TTIOKOKOPTUKOIAX Ta MiHEPaIOKOPTUKOIH.

Y 300p0BUX XKiHOK Y IIOCTMEHOIIay31 IiC/I 0MHOPa30BOr0 3aCTOCYBaHHSA J1eTP030J1y y mo3ax 0,1 wmr,
0,5 Mri 2,5 Mr 3MiH KOHIIEHTpallii aHAPOTeHiB (aHOPOCTEHAIOHY Ta TECTOCTEPOHY) Yy IJIa3Mi KPOBi He
BUSIBJIEHO. Y TAI[iEHTOK y MIOCTMEHOIay3i, 9Ki OTpUMyBasu J1eTpo30y y o0oBiH f03i Big 0,1 mMr mo 5
MT, 3MiH PiBHA aHOPOCTEHAIOHY y IJIa3Mi KPOBi TaKOXK He Bif3Ha4yeHO. Bce 11e BKa3ye Ha Te, 1110
6mokama 6i0CHHTE3y eCTPOreHiB He IPU3BOAUTh J0 HAKOMIMYEHHS aHIPOTeHiB, SIKi € momepegHUKaMu
eCTPOTreHiB. Y MallieHTOK, SIKi OTpUMYyBaJiu JIeTPO30J1, He 6yJI0 Bif3HaUYeHO 3MiH KOHIIEHTpallii
MoTeiHi3y10490r0 Ta (HOJiKyIOCTHMYTI0U0r0 TOPMOHIB Y IJIa3Mi KPOBi, a TaK0xK He 6y/0 Big3HaueHo
3MiH QYHKILIY IIMTOBUAHOI 3aJ103H, SIKY OI[iHIOBAJIA 3a PiBHSAMM TUPEOTPONHOro ropMony, T, i Ts.

dapmakoKiHemuka.

BcmoxkmyeaHHA. J1eTp0o30I1 MBUAKO 1 TOBHICTIO BCMOKTYETHCS 31 LITYHKOBO-KUIIIKOBOT'O TPAKTY
(cepenns BenuuyuHa 6iofocTymHOCTI cTaHOBUTH 99,9 %). [7xa He3HAUHOIO MIpOI0 3HUXKYE MIBUKICTh
abcopOi1il (cepenHe 3HaUeHHS Yacy [OCATHEHHS MaKCHMaJbHOI KOHIIEHTpallil IeTpo30J1y B KpOBi
(T, CTRHOBUTE 1 TOOMHY IIpY NPHUKUOMI JI€TPO30JIy HaTIIeceplie i 2 TOOUHYU - TP IPUNOMI 3 1Kelo;
cepefHe 3HaUYEeHHS MaKCHMaJIbHOI KOHIIEHTpallil 1eTpo30iy B KpoBi (C,,,,) ctaHoBuTh 129 + 20,3
HMOJIb/JI IpY IpuiioMi HaTineceprie i 98,7 £ 18,6 HMOIB/T - Ipu IpHoMi 3 13Ke10), OOHAK
CTYIIiHb BCMOKTYBaHHS J1€TPO30J1y (IIPH OLIiHII 3a IJIOLIEIO il KpUBOIO «KOHIIEHTpAaIlis -
4yac») He 3MIHIOEThCA. He3HayHi 3MiHY IBUAKOCTI BCMOKTYBAHHS PO3LIHIOITLCA AK TaKi, 110
He MalTh KJIIHIYHOTO 3HAYEHHS, TOMY JIETPO30JI MOXKHA 3aCTOCOBYBAaTU He3aJIeXKHO Bif
IPUNOMY 1Xi.

Po3nodia. 3B'a3yBaHHS 1€TPO30Jy 3 OiNlKamMu nj1a3Mu KPoBi CTaHOBUTE pubnu3Ho 60 % (mepeBaxkHO
3 ansbyMmiHoM - 55 %). KoHLleHTpalis neTpo3oiy B eputpouuTtax — Maxke 80 % Big #ioro piBHS y



n1a3Mi KpoBi. ITicis 3actocyBaHHs 2,5 Mr *C-MiueHOro 1eTpo30iy Ipu6Iu3Ho 82 % pafioakTHBHOCTI
y IJIa3Mi KpOBi IpUIafiazio Ha 4aCTKy He3MiHEHOl aKTUBHOI PeYOBUHU. TOMY CHCTEMHUY BIIJIUB
MeTaboJIiTiB 1eTPO30JTy He3HaYHMH. JIeTPO30J1 MIBUAKO i IMUPOKO PO3MOAINIETHCS Y TKAHUHAX.
VsBHu# 00'eM PO3IMOMIINY y Iepiod PiBHOBAXKHOTO CTaHy mocsrae npubnu3uo 1,87 + 0,47 n/kr.

Memabonism i BusedeHHs. JIeTpO30 3HAYHOIO MipOI0 3a3HAE MeTab01i3My 3 YTBOPEHHSIM
(bapMakKoIoriYHO HeaKTHBHOI KapOiHOJIOBOI CIIONyKY - OCHOBHMY IINISX eliMiHallil. MetabomiyHuit
KJIIpEeHC JIETPO30JIy CTaHOBUTH 2,1 JI/TOf, 110 MeHIIle 3a BeIMYUHY [1€YiHKOBOI'0 KPOBOTOKY
(mpubmu3Ho 90 n/rox). Byo BUSABIEHO, 110 IEPETBOPEHHS JIETPO30JTy Ha HOT0 MeTaboJIiT
3pilicHI0EThCA Tif BrmuBoM i30depMenTiB CYP3A4 i CYP2A6 uutoxpomy P450. YTBOpeHHS HEBETUKOI
KiJIbKOCTi iHIIKX, TTOKH 1110 He ineHTudiKoBaHMX MeTabO0IiTiB, a TAK0K BUBENEHHS He3MiHEHOTO
IIpenaparty 3 cedelo i KaJoM BiflirpaloTh JIUIlle HE3HAYHY POJIb V 3arajbHill eIiMiHallil 1eTPO30y.
[IpoTsroM 2 THXKHIB IiC/g BBeIEHHS 30POBUM NOGPOBOIBISAM y IOCTMeHonay3i 2,5 Mr '*C-migeHOro
7eTpo30iy B cedi O6yro BusBieHo 88,2 £ 7,6 % pagioakTUBHOCTI, y Kaii - 3,8 = 0,9 %.
[TpunaumMHi 75 % paAioaKTUBHOCTI, 10 BUSBIISETHCS ¥ cedi 3a nepiox mo 216 rogux (84,7 +
7,8 % mo3u neTpo30ly), puUlafgano Ha TIIOKYPOHiAHI KOH'IoraTy KapOiHOI0BOTO MeTabomiTy,
Maiixke 9 % - Ha fBa iHIII He imeHTU(iKOBaHi MeTabomiTH Ta 6 % - Ha HE3MiHEHUHN eTPO30II.

YsaBHUM KiHIIEBUY ITePio HalliBBUBEIEHHS 3 MJIa3MU KPOBi CTAaHOBUTH NPUONMU3HO 2-4 mobu. ITicms
IIOOEeHHOT0 IIPUIOMY 2,5 MT IIpernapaTy PiBHOBaXHa KOHIIEHTpAIlid JIeTPO30J1y OOCATAEThCS
IPOTATOM

2-6 TUXKHIB, IPU I[bOMY BOHA IPUONIKU3HO Y 7 pa3iB BUIlA, HiX IIiC/Is OGHOPA30BOT0 MIPUHUOMY Ti€il 3K
no3u. BogHoyac 3Ha4YeHHS piBHOBaXKHOI KOHLIEHTpalil y 1,5-2 pa3u nepeBuIlye Te 3Ha4eHHS
piBHOBaXKHOI KOHIIEHTpallii, sKe MoxkHa 0yJ10 6 3aBO0aUMTH Ha OCHOBI pPO3paxyHKiB, BUXOOIYH 3
BEJINUMH, 3apeeCTPOBaHUX IIiC/s MPUIOMY OOHOPa30BOl 103U Ipemnapary. Lle BKasye Ha Te, 110 IpA
IIOOEeHHOMY 3aCTOCYBaHHi TI€TPO30y y [03i 2,5 Mr 1oro papMaKOKiHETHKA Ma€ AEI0 HeiHIMHUN
xapakTep. OCKilbKY piBHOBaXKHAa KOHIIEHTPALlid JIeTPO30J1y MiATPUMY€EThCS IIif] Yac JIiKyBaHHSI
IIPOTSITOM TPUBAJIOTO Yacy, MOXKHa 3p0OKTH BUCHOBOK IIPO Te, II[0 HAKOMUYEHHS JIETPO301y He
BimOyBa€eThCH.

JIiHitiHicmb/HeniHiliHicmb. ®apMaKOKiHeTHKA J1eTP030y Oyiia MpOoIopLifHOIO 10 [03U Iics
3aCTOCyBaHHS OTHOPa30Boi nepopasbHoi fo3u no 10 mr (giamaszon gos Big 0,01 go 30 Mr), a TaKOX
micys mopeHHUX 0o3 o 1,0 mr (giamasos gos Bifg 0,1 mo 5 mr). ITicns 3acTocyBaHHS OGHOPA30BO1
nepopasbHOi fo3u 30 Mr cIiocTepiranocs He3Ha4yHe, ajie OiNbII HiXK IPONOPIIifiHe J0 J03U
36inbpmenns nokasuuka AUC. Ilpu 3acTocyBaHHi moaeHHux 103 2,5 Ta 5 Mr 3HayeHHss AUC
36inmbImmnocs npubnusno y 3,8 Ta 12 pasiB 3amicTs 2,5 Ta 5 pasiB BiAmoBigHO MOPIBHSHO 3 703010
1,0 mr/mo6y. TakuM YMHOM, PeKOMeHI0BaHa fo3a 2,5 Mr/gqo0y Moxke OyTH T'PaHUYHOIO 103010, IIPU
SKill HEIIPOTIOPIIINHICTh CTa€E BUAUMOIO, TOAI SIK IIPY 3aCTOCYBaHHI 703U 5 Mr/0o0y HeIpOIOPLifHICTh
cTae OinbIn BUpaXkeHowo. HenmpomopuiiiHiCTh 103K, iMOBIpHO, € pPe3y/IbTaTOM HaCHYeHHS IIPOIECiB
MeTabosiyHOr0 BUBeleHHs. PiBHOBaXXHi KOHIIEHTpallil focsranucs yepe3 1-2 Micsii npu
3aCTOCYBaHHI yCixX JOCTigKyBaHUX pexXuMiB go3yBaHHs (0,1-5,0 Mr mogeHHO).

dapmakoKiHemuka 8 OKpeMux 2pynax nayieHmia. Y mOoCiifiXKeHHi, SKe IPOBOIUIIM 3 YYacCTIO

19 mo6poBoIBLIiB 3 Pi3HUM CTaHOM (QYHKIII HUPOK (24-romMHHUM KJTipeHC KpeaTHHiHy BapitoBaB Bif 9
no 116 Mn/xB), Bin3Hauvamocs, mo hapMaKOKiHeTHKa JIETPO30JTy He 3MiHIOBanacs ITicias 0OOQHOPa30Boil
no3u 2,5 mr. Kpim Toro, y Bullle3a3Ha4eHOMY AOCTIiAKEHH] OI[iHIOBa/IX BIJIUB IOPYIIEHHS (PYHKIIi1
HUPOK Ha JIeTPO30JI, aHasli3 KoBapiaHT OyB BUKOHAHUY Ha OCHOBI aHMX [IBOX 6@30BUX [OCITigXKEHb
(mocmimxenus AR/BC2 ta AR/BC3). Po3paxoBaHui K/IipeHC KpeaTHHIHY (fiana3oH y AOCigXKeHH]
AR/BC2: 19-187 mn/xB; y mocnigxerHi AR/BC3: 10-180 My1/xB) He IPOAEMOHCTPYBaB CTAaTUCTUYHO
3HAQYYILIOTO 3B'93KYy 3 MiHIMa/JIbHUMHU PiBHSIMH JIETPO30J1y Y I1JIa3Mi KPOBi y piBHOBaxKHOMY cTaHi (C,;,).
Bineme Toro, gani mocnigxkenb AR/BC2 ta AR/BC3 nikyBaHHS APYrol JTiHil METaCTaTUYHOTO PaKy



MOJIOYHOI 321031 NIPOIeMOHCTPYBaJIX BiICYyTHICTh HETAaTUBHOTO BIIJIUBY JIETPO30JIy Ha KIIipeHC
KpeaTuHiHy abo moripieHHs GYHKIII HUPOK.

TakuM 4MHOM, KOPEKIIis 0O3Y MallieHTaM 3 MOPYLIeHHSIM (PyHKIN1I HUPOK (KIipeHC KpeaTuHiny = 10
MJI/XB) He TOTpiOHa. [HpopMaIlisi CTOCOBHO Malli€eHTiB 3 TAKKUM MOPYIIEHHSIM QYHKII HUPOK
(xkmipenc kpeaTuHiny < 10 mi/xB) oOMekeHa.

Y nopi6HOMY HOCTiXKEeHH], TPOBENEHOMY 3 y4acTIO 0Cib 3 pi3HUM cTaHOM (QYHKII nevinku, 6yIo
BCTAHOBJIEHO, 110 Y MAI[iEHTIB 3 IOMIPHO BUpaXKeHUM MOPYIIeHHAM (YHKIII nevyiHku (Kinac B 3a
mkasoio Yaitnga-I1't0) cepenHi BeIUYMHY IIJIOIII ITifi KPUBOIO «KOHIIEHTpalis - gac» (AUC) Oynu Ha
37 % Bulli, HiX y 300p0oBUX NOOPOBOJIBIIIB, ajle 3aJIUIIANIACS y MeKaX TOTO [iiana30Hy 3Ha4YeHb, SIKi
CIIOCTEpIranucs y malieHTiB 0e3 mopymeHs GyHKIil nedinku. [Ipu gocnmigKeHHi hapMaKOKiHETUKA
OJHOPa30BO1 f03X y 8 XBOPUX i3 IIIPO30M IIEUiHKU Ta TAKKUM MOPyIIeHHIM 11 ¢pyHKIil (k1ac C 3a
mkasoro Yaitnga-I1't0) 6yno Big3Haueno 36inbimenHs AUC Ha 95 % Ta t,, Ha 187 % BigmoBigHO
TIOPiBHSIHO 3 TIOKa3HUKAMH y 3[[0POBUX JOOPOBOJIBIB. TAKMM YHMHOM, Yy MAIliEHTOK 3 PAKOM MOJIOUHOI
3aJ103M Ta TIXKKUM MOPYILIeHHSIM (QyHKIIII TeYiHKM 04iKyl0ThCS OibII BUCOKI PiBHI JIETPO301y, HiXK Y
nanieHTok 6e3 TsXKKoi pucyHKIii meuinku. OTKe, IETPO30I CIIifl 3 00€PEXKHICTIO 3aCTOCOBYBATH
MalfieHTKaM 3 TSIXKKUM IMOPYLUIeHHAM (QYHKIIIl Te9iHKY, 3BaKyIOUM Ha CIiBBITHOIIEHHS KOPUCTh/PU3UK
IJIsT KOJKHOI OKpeMol MallieHTKY. Y 3B'A3Ky 3 THM, III0 Y NallieHTiB, sIKi oTpuMyBaiu J000Bi 1031 Bif 5
Mr o 10 mMr/mo0y, He ciocTepiranocs 30inblIeHHS MOKAa3HUKIB TOKCUYHOCTI, KOPEKIIis HO3U Y
HaNpsMKYy 1l 3HUXKEeHHS He 00TpyHTOBaHa, X04a TaKUM IallieHTaM IOTPiOHO nepebyBaTy mif
petenbHuM HarnsgoM. Kpim Toro, He 6yno Bif3HaueHO Oyb-IKOT0 BILUIMBY IOPYIIEHDb GYHKINI HUPOK
(po3paxyHKOBi 3HAUEHHS KIlipeHCY KpeaTHHiHy cTraHoBuIHM 20-50 My1/xB) a0 mopyineHb QyHKIIii
IIeYiHKY Ha KOHIIEHTPAIIi0 JIeTPO30JIy y IIjla3Mi KpoBi y 359 nali€eHToK 3 IomKUpeHuMH GopMaMu
pPaKy MOJIOUHOI 3aJI03H.

dapmakoKiHEeTHKa JIETPO30J1y He 3aJIeKUTh Bifl BIKY.

KniniuHi XxapakKTepHCTHKH.
Iloka3aHnHus.

Apn'toBaHTHA Tepallis TOPMOHIIO3UTHBHOTO iHBa3MBHOT'0 PaKy MOJIOYHOI 3aJ103U Ha PaHHIX
CTafifxX y XiHOK y IOCTMEHOIay3albHUN IIepiof,.

Po3mmupeHa afi'toBaHTHA Tepalisi paKy MOJIOYHOI 3aJ1031 Ha PaHHIX CTadisX y XKiHOK Y
IIOCTMeHOoIay3anbHu nepion, skuM Oyna IpoBefileHa CTaHAApPTHA af'IoBaHTHA Tepallis
TaMOKCU(EHOM IIPOTATOM 5 POKIB.

Teparmis nepimoi aiHil TOpMOHO3a/Ie’KHOT0 MOMKUPEHOT0 PaKy MOJIOYHOI 3271031 Y XKiHOK y
IIOCTMEHOIay3l.

JIikyBaHHS MomupeHux GopM paKy MOJIOYHOI 3ajI031 Y KiHOK Y IIOCTMeHonay3i (mpupopxHoi abo
CIPUYMHEHOI IITYYHO) MiCsd peluauBy abo MporpecyBaHHs 3aXBOPIOBAHHS, SIKi OTPUMYBaIu
TIOTIEPeIHIO Tepallilo aHTHeCTPOTeHaMH.

Heoap'toBaHTHA Tepalis y XKiHOK y IIOCTMeHOIay3i 3 ropMoHnIo3uTuBHUM, HER-2-HeraTUBHUM
PaKOM MOJIOYHOI 3aj1031, SKUM He ITiAXOOUTh XiMioTeparis i He MoKa3aHe HeBigKIagHe
Xipypriuse BTpy4aHHS.



EdekTuBHiCTH pemapaTy AJIg MaIliEHTOK i3 TOPMOHOHETaTUBHUM PAKOM MOJIOYHOI 3a71031 He
IOBeneHa.

IIpomunoka3aHHsi.

[TigBuilleHa YYT/IMUBICTh 10 aKTUBHOI PeYOBUHU a00 J0 OyOb-IKOr0 iHIIIOT0 KOMIOHEHTA
Ipernapary.

EHIOKPUHHUY CTATyC, XapaKTepHUY [IJid IlepegMeHOonay3abHoro nepiony.

I[Tepiox BariTHOCTi a60 TOmyBaHHS TPYIOIO.

KIiHKY PEenpOnyKTUBHOIO BiKY.

B3aemodisa 3 iHwumu snikapceKumu 3acobamu ma iHwi eudu é3aemoditi.

MeTabo7i3aM 1eTp030JTy 4acTKOBO BifnOyBaeThcs 3 yuacTio CYP2A6 Ta CYP3A4. TakuM 4uHOM, Ha
CHCTEeMHe BUBEIEHHS JIETPO30JTy MOXKYTh BIIJIUBATH JTiKapChKi 3aco0H, SIKi BIIJIMBAIOTh HAa PepPMEHTH
CYP3A4 i CYP2A6. OueBupgHO, MeTab0J1i3M 1€TPO30JIy Ma€ HU3bKY criopigHeHicTh i3 CYP3A4,
OCKIiJIbKY 11e¥ (hepMEHT He HaCUUYETHCS IIPU KOHIeHTpaliax, ¥ 150 pasiB 6inmbmmx, HiK KOHIIEHTpaIil
JIETPO30J1y, 110 CIIOCTePIraroThCA Y IJIa3Mi KPOBi y IIepiofl piBHOBaXKHOI'0 CTaHy 3a TUIIOBUX KITIHIYHUX
YMOB.

Ha gaHwuit yac KIiHIiYHUN OOCBiJ 3aCTOCYyBaHHS JIeTPO30Jy B KOMOiHaIlil 3 ecTporeHaMu abo iHIIUMU
IPOTUPAKOBUMM IIpenapaTaMu, KpiM TaMokcudeny, BigcyTHil. TaMokcudeH, iHII aHTHeCTPOTeHHi
npemnapaTy abo eCTpOTeH-BMiCHI JTiKapChKi 3ac00M MOXKYThb HiBe/ToBaTH (papMaKOJIOTiuHy Aif0
neTpo3oiy. KpiM Toro, foBemeHo, 110 y pa3i 0QHOYaCHOT0 3aCTOCYBAHHS TaMOKCU(EHY Ta J1eTPO30ITy
CYTTEBO 3HUXKYIOTHCS I17Ta3MOBi KOHIIEHTpalil 1eTpo30iy. CIif yHUKAaTh OGHOYaCHOTO 3aCTOCYBaHHS
JIETPO30Jy 3 TaMOKCU(EHOM, iHIIMMM aHTaroHiCTaMu eCTPOreHiB abo eCTporeHaMH.

JIikapchKi 3ac00H, sIKi MOXKYThH MiIBHITYBaTH KOHIEHTPAIIil IeTPO30/Iy B CHPOBATIIi KPOBi

[uribiTopu akTuBHOCTI CYP3A4 i CYP2A6 MOXKYyTh 3HMKYBaTU MeTab0J1i3M JIETPO30J1y i, TAaKUM
YUHOM, MiIBUIIyBaTH KOHIIEHTpAllii 1eTp030JTy y mi1a3Mi KpoBi. OfHOYaCHE 3aCTOCYyBaHHS JIiIKapChKUX
3aco00iB, SIKi CUIIbHO IPUTHIUYIOTH I1i PepMeHTH (1oTyXkHi iHTibiTopu CYP3A4 BK/II0OUAIOTE, aje He
00MeXyI0ThCS: KETOKOHA30J1, iTpakoHa30J1, BOPUKOHA30JI, PUTOHABIP, KIIaPUTPOMILIUH i
teniTpominus; CYP2A6 (Hanpukiag MeTOKCaJleH)), MOXe MigBUITYBATH €KCIIO3UILI0 1eTpo30i1y. ToMy
nalieHTKaM, SIKUM MoKa3aHi notyxHi iuribitopu CYP3A4 i CYP2A6, peKOMEHYETHCS IIPOSBIATH
00epexkHiCTh IIPHU iX 3aCTOCYBaHHi.

JIikapchbKi 3ac00H, sIKi MOXKYTh 3HHKYBAaTH KOHIIEHTPallil IeTPo30/1y B CHpPOBaTIi KpoBi

[npykTopu aktuBHOCTI CYP3A4 MOXKYyTh IifABUINYBAaTH METa00I1i3M JIETPO30I1y i, TAaKUM YHUHOM,
3HUKYBaATU KOHI[EHTpPALIi0 JIETPO30J1y Yy I1a3Mi KpoBi. OqHOYaCHE 3aCTOCYBaHHS JIIKaPChKUX
3aco06iB, ki ctumynoioTh CYP3A4 (Hanmpukiag ¢peHiToiH, pudamminuH, Kapbamasernit, peHobapbiTan
i 3Bip00ill 3BUYalHUl), MOXKe 3HUKYBATU €KCIIO3UIiI0 1eTPo30iy. ToMy nalieHTKaM, SKUM IT0Ka3aHi
notyxHi ingykTopu CYP3A4, peKOMEHAYETHCS MPOSIBNIATH 00€peXkKHICTh IpH iX 3aCTOCYBaHHi.
Iapykropu CYP2A6 HeBigoMmi.



OpHOYacHe 3aCTOCYBaHHS JIeTpo3ony (2,5 Mr) i Tamokcudeny 20 Mr 1 pa3 Ha 100y IPpU3BOAUIIO OO
3HUXKEHH PIBHA JIeTPO30J1y Y IJla3Mi KpoBi B cepenHboMy Ha 38 %. [ToBigomiisnocs, 1o
TepaneBTUYHUYN ePeKT JTiKyBaHHS JIE€TPO30JI0M, SIK i YacTOTa BUHUKHEHHS HeOaXKaHUX peakllii, He
306inbIIyBanucs, SIKIIO JIeTPO30J1 3aCTOCOBYBaIM OApa3y Micis TaMokcudeHny. MexaHi3Mm 1iel
B3a€MO[il HeBifoOMUH.

JIikapchKi 3ac00H, CHCTeMHi KOHIIeHTpaIlil IKMX B CHPOBaTIli KPOBi MOXKYTh 3MiHIOBAaTHUCSI
i BITMBOM JIETPO30JIy

In vitro nmeTpo3on npurHiuye isodpepmenTtu uutoxpomy P450 - CYP2A6 i momipao CYP2C19, ane
KJTiHiYHE 3HAYeHHS IIbOT0 SBHUIla HeBimoMme. [IpoTe ciim moTpuMyBaTHCh 06€PeXKHOCTI IPH
OJHOYACHOMY 3aCTOCYBaHHI JIeTPO30JIy i TiKapCchKuX 3aco0iB, BUBEOEHHS AKUX IIepeBaXkHO
3amexuTh Big CYP2C19 i SKi MalOTh By3bKUil TEPANleBTUYHKI Miala30H (TaKuX K (GeHiToiH,
kiomnigporesns). Cy6cTpaT 3 By3bKHMM TepaleBTUYHUM Oiarna3oHoM misi CYP2A6 HeBigoMuii.

HocmimkeHHs KITiHIYHOI B3aEMO/Iii 3 TUMETUANHOM (BimoMuit Hecnenudiuuui inridirop CYP2C19 i
CYP3A4) i Bapdapunom (uyrnusuii cyoctpar gns CYP2C9 3 By3bKUM TepaneBTUYHUM [lialla30HOM,
SKMHM 9acTO 3aCTOCOBYIOThH SK CYIyTHilM IpemnapaT AJIs LiTb0BOl IOMyJIALil IeTP0o30J1y) IToKa3asH, o
OJHOYACHe 3aCTOCYBaHHS JI€TPO30JTy i IIUX JTiKapChKUX 3ac00iB He CIPUYKHSIE KIiHIYHO 3HAUYIIO]
JIiKapChKOi B3a€MOMil.

He BusBIE€HO HiIKUX NOKA3iB iHIINX KJIiHIYHO 3HAYYIIUX B3a€EMOZIN 3 iHIIMMU JTIKapCbKUMU
3acobamu, II0 YaCTO MPU3HAYalThCS.

Oco06.1ueocmi 3acmocy8aHHs1.
ITopyweHHA pYHKUII HUPOK

HeMae manux 110710 3aCTOCyBaHHS JIETPO30JIy LI JIIKYyBaHHA [ALIEHTOK 13 KJIIIPEHCOM KpeaTuHiHy
< 10 mn/xB. [Iepen npu3HaYeHHIM IpenapaTy TaKAM IallieHTKaM CIIifl 3BaXKUTH Ha CIiBBIAHOIIEHHSI
IMOTEHIINHOTO PU3UKY Ta 0YiKyBaHOTO e(peKTy JTiKyBaHHS.

ITopyweHHA PYHKUII neviHKu

Y mairieHTiB i3 TAKK0I0 MeYiHKOBOIO HegocTaTHICTIO (Knac C 3a mkanoio Yannma—I1't0) cucteMHa
€KCITO3UIlisl Ta Yac HalliBBUBENEHHS JIETPO30JTy MpuOIM3HO BABiUi JOBII, HiXK Y 3[I0POBOI TIOIHUHHU.
Taki xBopi 1oTpebyIoTh GibIll yBAKHOTO CIIOCTEPEKEHHS.

Bnaus Ha KicmKu

OCKIiNbKY JIETPO30JI € IOTY2KHUM IIpernapaToM, 110 3HUXKY€E KOHLIEHTPALlil0 eCTPOTEeHIB, Iif yac
afi'lOBAHTHOI Ta PO3IIMPEHOI afi'loBaHTHOI Tepallii IeTPO30JI0M y KiHOK 3 0CTE0OpP0o30M Ta/abo
nepeioMaMy B aHaMHe3i ab0 THUX, XTO Ma€ MiBUIIeHUIN PU3KUK PO3BUTKY OCTEOIIOPO3Y, HEOOXimHO
OLIIHMTHY MiHEepaJbHY IIiJIbHICTh KICTKOBOI TKAHUHHU MO0 MOYaTKY JIiKyBaHHS, IPOTATOM JIiKyBaHHS Ta
IicyI 3aBepIIeHHS JIiKyBaHHS JIeTPO30JI0M. Y pa3i HeoOXiMHOCTI CJIif po3noyaTy JTiKyBaHHS
0CTEOTIOPO3Y, IIifl Yac Teparlil IeTPo30JI0M 3a MalliEHTKaMy IOTPiOHO peTenbHO HaTIsgaTH.

B yMoBax aji'toBaHTHOI Tepallil MOXKHa TaK0XK PO3TJISHYTH IOCIiIOBHY Tepaliio (2 poku
3aCTOCyBaHHS JIETPO30JTy 3 HaCTYIIHUM 3aCTOCYBaHHSIM TaMOKCH(eHy MPOTATOM 3 POKiB) 3al€KHO
Big mpodimio Oe3neku Ois nauieHTKy (auB. po3minu «Crocib 3acTocyBaHHS Ta go3u», «[106iuHi



peaxirii»).
MenonaysaavHuti cmamyc

Y nmaiieHTOK i3 He3'sicCOBAaHUM MeHOIay3aJbHUM CTaTyCOM HeoOXiHO [0 M0YaTKy JIiKyBaHHS
JIeTPO30JIOM BU3HAUYUTH DPiBHI M0TEIHi3y0490ro ropMoRny (JII'), dbomiky10CTUMYITI0I090r0 TOPMOHY
(®CT') Ta/abo ectpagiony. [TpuiiMaTi T€TPO30JI IOBUHHI TiTbKY XKIiHKHU 3 TOCTMEHOIIay3aIbHUM
E€HIOKPUHHUM CTaTyCOM.

XosnecmepuH

Criig po3rsHyTU IIPOBEAEHHS MOHITOPUHTY PiBHIB XOJIECTEPUHY Y CUPOBaTLi KpoBi. [ToBigommsmocs
IIPO TillepxoJieCTepUHEMIIO V MTAlli€HTIB, AKi 3aCTOCOBYBa/IU JIETPO30J1, Ta Y NaLli€HTIB, Kl
3acTocoByBanu TaMoKcupeH. KpiM Toro, mpu 3aCcTOCyBaHHI JIETPO30JIy ITOBIOMIISIOCS IIPO
30inbIIIEHHS 3arajbHOT0 X0JIeCTEPUHY (K MIPaBUIO0, He HaTIE) V MallieHTiB, SKi 3aCTOCOBYBaIN
MOHOTEpAIIi0 Ta MaJii T0YaTKOBUM PiBEHb 3arajbHOT0 X0JIECTEPUHY B CUPOBATIII KPOBi y MexKax
HopMHU. [lesiKi 3 1[ux nauieHTiB moTpedyBaau 3aCTOCYBaHHS TiMoinigeMiyHuX mpenaparis.

ITopyweHHsA 1a6OPAMOPHUX NOKA3HUKI8

I10303aJIe3KHOTO0 BIIJIUBY JIETPO30JTy Ha Oyab-sKi reMaTosoriuHi abo 6ioxiMiuHi MOKa3HUKY HE
crioctepiranocs. [TomipHi 3MeHIIIEHHS KiTbKOCTI TiM(OLUTIB, HEBU3HAYEHOTO KIIiHIYHOT'0 3HAUYEHHS,
CIIOCTepiranucsl y gesKux MalieHTiB, 1Kl 3aCTOCOBYBaId J1eTP0O30 Y 0031 2,5 Mr. Take 3HUXKEHHS
KiTbKOCTi TiMQOIUTIB Maso TPaH3UTOPHUYN XapaKTep MPUOGIN3HO Y MTOJIOBUHY TAI[iEHTIB, SIKi 3a3HaIu
BILUTUBY. [10BiMOMIISINH, 110 YV ABOX MALi€HTIB, IKi 3aCTOCOBYBAJIX JIETPO30JI, PO3BUHYIACI
TPOMOOILIUTOIEHisT; B3aEMO3B'A30K 13 1eTp030510M OYB HE3'SICOBAaHUM.

TeHOUHIMU Ma po3pusu CyXOHCuANA

MoXyTh BUHUKHYTU TEHOWHITY Ta PO3PUB CYyX0XKUIS (pigko). ITarieHTKY 10TpebyoTh PETENIbHOTO
MEeJUYHOI0 HaTJISAy Ta BiAMOBIAHMX 3ax0MiB (Hanpukiaf, iMMo0inisallii) oo ypaxkeHoro
cyxoxung (ouB. po3min «I1o6iuHi peakirii»).

THwe

Crnip yHMKATH OTHOYACHOT'0 3aCTOCYBaHHS JIETPO30JIy Ta TaMOKCU(EHY, IHIIUX aHTUECTPOreHiB abo
€CTPOTeH-BMiCHUX IIpelapariB, OCKIJIbKH IIi 3aC00U MOXKYTh 3HHXKYBaTH (apMaKOJIOTiuHY [Iil0
71eTPo307Ty (OUB. Po3min «B3aeMopis 3 iHIMMME TiKapChKUMU 3aco0aMu Ta iHIII BUOW B3AEMOTIN»).

[IpenapaT MiCTUTh JTaKTO3y, TOMY NallieHTaM 3 PiIKiCHUMU CIagKOBUMHU (popMaMy HEIePeHOCUMOCTI
rajlakTo3H, TSIKKOI0 HEOCTAaTHICTIO JTaKTa3u a00 CUHAPOMOM TJII0K030-TaJlaKTO3HOI Manbabcopoiril
He CJIifl 3aCTOCOBYBaTH IIpenapar.

[Ipenapat MicTuth TapTpasuH (E 102), m0 MoXe CIPUYUHUTY BUHUKHEHHS aJIePridyHUX peakliii.

3acmocyeanns y nepiod eazimHocmi abo 200yeanHsi 2pydoio.



Bazimnicmo

3 ornsamy Ha AOCBII 3aCTOCYBaHHS JIETPO30IY JIIOASM Ta ITOOAMHOKI BUTIAAKYU BPOIXKEHUX Bafl
(3poILIeHHST MaIuX CTAaTEBUX 'y, 30BHIIIIHI CTAaTEBi OPraHu MPOMIKHOI'0 THUITY), IETPO30JT MOXKe
CIIPUYUHATUA BPOAKEHI Bafi PO3BUTKY IIPU 3aCTOCYBaHHI y mepiof BariTHOCTI. [{OCIifXeHHS Ha
TBapMHaX BUSIBUIN PENPONYKTUBHY TOKCUYHICTh IIpemapary.

JleTpo301 IPOTUIIOKA3aHUY [JI 3aCTOCYBAHHS Y IIepiof] BariTHOCTI.
TI'odyeanHs 2pyoodio

HeBigomo, 41 TpOHUKAE J1€TP030J1 abo #oro MeTabosiTy y TpyaHe MoJioKo. He citif BUKIIo4YaTH
PHU3UK A7 HOBOHAPOOKEHUX/TPYOHUX HEMOBIIAT.

TakvM YMHOM JIETPO30J1 IPOTUIIOKA3aHUM y IIepiof rogyBaHHs IPYyALLo0.
XKiHKu y nepumeHonay3asnibHoMy nepiodi ma H#CiHKU penpo0yKmueHOo20 BIKY

JIeTpo301 CJIif 3aCTOCOBYBATH TIJIbKU KiHKaM 3 YiTKO BCTAHOBJIEHMM I10CTMEHOIIay3aJIbHUM
cratycoM. [ToBimoMIIsiiu PO CIIOHTaHHiI abopTy abo BPoOKeHi aHOMaJlii y HOBOHAPOMXKEHUX, MaTepi
SKUX IPUMMau JIeTPO30J1. 3 OTJIIAY Ha MOBiAOMJIEHHS PO IIOHOBJIEHHS (PYHKII] T€UHUKIB ¥ KiHOK
Ha TJIi JTiKyBaHHS JIETPO30JI0M, He3BaXKal0Uy Ha YiTKUM IOCTMEHONay3albHUY CTaTyC Ha I0YaTKy
Teparii, 1ikap 3a moTpebu MOBMHEH 00TOBOPUTH 3 MAlliEHTKOIO afeKBaTHI MPOTU3aILTigHI 3aco0H.

depmusbHicmb

dapmaxkoJsioriyga fid JIeTpOo30J1y IoIAra€e y 3HUKeHHi IPOAYKYBaHHS €CTPOTeHY LIIIX0M
IPUTHIYEHHS apoMaTa3d. Y XiHOK y IIpeMeHoIlay3aIbHUM IIepiof IPUTHIYeHHS CHHTe3Y eCTPOTeHiB
IPU3BONUTH [0 30inblleHHs piBHIB roHagoTpotminy (JII, ®CT'). V cBoio yepry, migBUIeHN pPiBeHb
OCT cTumynioe picT (omiKyIiB Ta MoXKe IHIYKyBaTH OBYJIAIIIO.

30amnuicmb enaueamu Ha weudkKicmov peakuii npu KkepyeaHHi asmompanHcnopmom a6o
iHwumu mexaHizmamu.

BnnuB 1eTpo30iy Ha 3MaTHICTh KePyBaTH TPAHCIOPTHUMU 3aco0aMy Ta IIpallloBaTy 3 MexaHi3MaMu
He3HayHuU. OCKINIbKY IIPH JIIKyBaHHI IIperapaToM Y XBOPUX CIIOCTepiraaucs 3arajibHa clIa0dKicTh i
3almaMOpOY€eHHS, a TaKOXK B OKPEMUX BUIaKax COHJIUBICTh, PEKOMEHIYEThCS 00ePEeKHICTE Iif yac
KepyBaHHS aBTOTPaHCIOpPTOM ab0 poOOoTH 3i CKJTafHUMU MeXaHi3MaMu.

Cnocid 3acmocyeaHHsi ma do3u.

Lopoci i nayieHmu AimHbo20 8iKy. PeKOMeHI0BaHa [03a JIeTP030J1y CTaHOBUTH 2,50 Mr 1 pa3 Ha
no0Oy. B ap'toBaHTHIN Ta po3lIKpeHill af'toBaHTHIY Tepalrii JikyBaHHS npenapaToM JleTpo3osn-Tesa
Ma€ TPUBATHU MMPOTSATOM 5 POKiB a0 IMOKK He HacTaHe PEeIUOUB 3aXBOPIOBAaHHS. Y XBOPUX i3
MeTacTa3aMHU Tepalliio JIeTPO30JI0M CJIifl MPOA0BXKYBaTH, IOKX O3HAKM IIPOTrpPeCyBaHHS 3aXBOPIOBAHHS
He CTaHyTh OYEBUTHUMH.

B YMOBaX aJI'IOBaHTHOI"O J'IiKYBaHHH TaKOXK CJ'IiI[ PO3TrNIAOaTH MOXKJIUBICTh 3dCTOCYBAHHS CXeMH
IIOCJIiIOBHOI Teparil (JIeTPO301 IPOTATOM 2 POKiB i3 IOJaIbIINM II€PEXOAOM Ha IPUMOM



TaMOKCHU(EHY IIPOTATOM 3 POKiB).

B ymoBax Heoaf't0BaHTHOT'O JIIKYBaHHS Teparlio JIETPO30JI0M CIIifi IPOJOBKYBaTU IIPOTITOM

4-8 micsiriB, 1100 OCSATHYTH ONTHMAIbHOTO 3MEHINEHHS MyX/INHY. fKINO BiAMOBigL Ha JTiKyBaHHS
He[0CTaTH, CJIif IPUNMHUTY Tepallito JIeTPO30JI0M 1 IPU3HAYUTH IIJIAHOBE XipypriuHe BTpy4YaHHSA
Ta/a60 00roBOPUTH 3 NalliEHTKOIO BapiaHTH IOJAJIbIIOTO JTiKyBaHHS.

I TalieHToK MiTHROTO BiKy KOPEKIIisl J03U IpenapaTy He MOTpiOHa.

Himu. [1n4 TiKyBaHHA AiTed IpenapaTr He 3aCTOCOByBaTU. be3neka Ta eeKTUBHICTh
3aCTOCYBaHHS JIETPO30JY OiTSIM He BCTaHOBJeHi. HasBHI maHi oOMexXeHi, TOMy HEMOKIIMBO
PO3p0o0OUTH peKOMeHallil CTOCOBHO JO3yBaHHS.

ITauieHmku 3 nopyweHHsAM (PYHKUii neyiHku ma/abo Hupok. 115 MaIlieHTOK 3 ypaXKeHHSIM IeYiHKH
BifI JIETKOT'0 IO CepenHboro cTymneHs (Kimac A ta B 3a mkanoi Yainga—I1't0) abo HUpoK (mpu
KJipeHci KpeaTuHiny ° 10 MI/XB) KOPEKIIis MO3U Ipenapary He notpibxaa. HasBHI JaHi CTOCOBHO
TIAITiEHTIB i3 HUPKOBOIO HEOCTATHICTIO 3 KJIipeHCOM KpeaTuHiHy < 10 Mj1/xB a0 TSXKKUM
NOPYIIEeHHAM (QYHKII1 eYiHKYA HeJocTaTHi. [lallieHTH 3 TIXKKUM IOPYIIEeHHAM (YyHKIII1
nevinky (kmac C 3a mkanowo Yannma-I1'10) moTpeOyiOTh PETEIBHOTO HATIAMY .

Cnocib 3acmocyeaHHs

JleTpo3o0mn ciif npuiMaTH IePOpPaibHO He3aleskHO Bifl BAKUBaHHS 1XKi, OCKIJIbKY 12Ka He BIIJIUBA€ Ha
CTYyIiHb Moro abcopOuii.

[IpomyieHy m03y CIif NPUUHATU OApa3y, K TiUIbKYU MallieHTKa 3rafa€ mpo 1e. OpHak, SKIIo
malfieHTKa 3raja€ Ipo Iie He3aJ0Bro [0 IPHUOMY HAaCTYIIHOI [03H (3a 2-3 TOOUHHU), IPOMYIIeHy [03y
CJIiff IPOIYCTUTH Ta IPUUHATH HAaCTYIIHY [03Y 3TifHO 3 rpadikom. He cig npuiiMaTé NOABIKHY A03Y,

OCKiJTbKM TIpH IpuiioMi m0060BOI D031, BUIIOI Bil peKOMEHI0BaHOl 2,5 MT, CIIOCTepiransacs CUCTeMHa
€KCIIO3UIIisl, BUIIA 3a IPOIOPLiHY.

Himu.

JIeTpo3071 HE 3aCTOCOBYBATH Y TeJiaTpHUHIM IPAKTHUIN, OCKIIbKYA e(heKTUBHICTL Ta 0e3MeKy
3aCTOCYBaHHS IIpemnaparty A IIi€l KaTeropil mali€HTiB He BUBYAIIH.

ITepedo3yeaHHs.
[ToBimOMIISANIM IIPO ITOOAMHOKI BUIIaAKY [IEPEeN03yBaHHS JIETPO30ILY.

CnemudivyHe nmiKyBaHHS 3 IPUBOAY ITepef03yBaHHS HEBiOME; JIIKyBaHHS IIOBUHHO OYTH
CAMIITOMaTUYHUM 1 NiATPUMYBaIbHUM.

ITobiuni peakuii.

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



KJTIHiYHUX HOCIiMXKEHb.

Maiixe B Y3 MAIliEHTOK, SIKi JIIKyBaIUCS JIETPO30JI0M IIPH METACTAaTHYHUX i Heoay] IOBaHTHUX CTaHaX, i
Marixe y 80 % mallieHTiB K IPH af'l0BaHTHIN Teparlil, Tak i Ipyu PO3LIKPEHiN afi'loBaHTHIN Teparril
crioctepiranucs nobivHi peakiii. JIeTpo3os 3aramom nodpe nepeHocuThesi. B3arami mobiuni peakiril
MaloTh IepeBaXkHO cinabkuit abo MOMipHO BUpaXKeHUM XapakTep, i y GifbIIOCTi BUMlaAKiB MMOB'A3aHi 3
nedinuTom ecTporeHiB. Haituacrimni mo0iyHi peakiiil: IPUIIINBY, TillepX0IeCTepuHEMisl, apTpaIrid,
HYOOTa, TOCUJIeHe TIOTOBU/IIJIEHHS Ta CTOMJTIOBAHICTh. [[0 BaXXuBUX HeOakaHUX peakllil, 1110 MOXKYTh
PO3BUBATHCS Ha TJIi TiKyBaHHS JIETPO30JI0M, HajlekaTh TaKi SBuUIlla 3 60Ky OIOPHO-PYXOBOT0O amnapary
SIK 0CTe0II0po3 Ta/abo mmepesoMu KiCTOK, siBUIa 3 00Ky CeplieBO-CyOUHHOI CUCTEMHU (B TOMY YMCITi
11epeOpoBacKyapHi Ta TpoMGoeMOoTiuHi gBuia). baraTto mobdiyHMX SBUI MOXKYTh OyTH 3yMOBJIEH]
IPUPOJHUMU (PapMaKoIOTiYHUMHY HaCifKaMu fedilluTy eCTPOreHiB (HapuKiIaj IPUILINBY,
asorertist abo BarinambHa KpoBoTeda). binburicTs HebaxkaHUX peakiliil CriocTepiraaucs y mepiii
KiflbKa TUXKHIB iKyBaHHs. KaTeropii yacTotu ans mux HebaXaHUX peakliiii omucaHi HUXKUe.

[To6iyHi ssBUIA 3a3HAYEHi 32 YACTOTOI BUHUKHEHHS, IePUIMMHU 3a3HAYal0ThCS HaWOiIbII
PO3MOBCIOfXKeHi. [I715 OLiHKYM YaCTOTH BUHMKHEHHS Pi3HUX MOOIYHUX peaKllil BUKOPUCTOBYBAJIUCS
Taki rpagamii: myxe gacto - 2 10 %, gacTto - Big 2 1 % mo < 10 %, Hewacto - Big 2 0,1 % mo < 1 %,
pioko - Big 3 0,01 % mo < 0,1 %, myxe pinko - < 0,01 %; HeBimoMOl YacTOTH (HEMOXKIIHABO
OIIIHMTH, BUXOOSIYH 3 HASIBHUX JAHUX).

IHpekuii ma ineasii. HedacTo: iH(eKIlil cCe4HOBUAINbHOI CUCTEMHU.

LlobposkKicHi, 3105KiCHI ma He3'sAcoeaHi HOBOYMBOPEHHA, 8KAOUArYU Kicmu ma noainu. Hedacro:
Oinb y MyXITUHHUX BOTHHUIIAX .

3 6oky Kkpoei ma aimpamuuHoi cucmemu. HedacTo: nenMKOIeHi.
3 6oky imyHHOI cucmemu. HeBigoMoi 4acToTH: aHa(iTaKTUYHI peaKirii.

3 6oky memaboaizmy ma xap4yysaHHA. [IyxkKe 4acTo: TinepxojiecTepruHeMisi. YacTo: aHOPEKCis,
NiABUINEHHS AlleTUTY.

3 6oky ncuxixu. YacTo: genpecisi. HedyacTo: TpUBOXHICTS (Y TOMY YUCJIi HEPBO3HICTB),
OPaTiBIUBICTE.

3 6oky Hepeosoi cucmemu. YacTo: TOIOBHUM 0inb, 3arraMopoueHHs. HeyacTo: COHIUBICTS,
0e3COHHS, MOTipIIeHHs MaM'sTi, Iu3ecTe3is (y TOMY YHCIIi TapecTesis, rimecTesis),
[IOPYIIEeHHSA CMaKOBUX BiYYTTiB, IHCYJIbT, 3all'SCTKOBUYN TYHEJIbHUN CUHIPOM.

3 60Ky opaaHis 30py. HeyacTo: KaTapakTa, IOOpPa3HeHHs CIM30B0l 000JIOHKM OKa, TOThbMapeHHS
30py.

3 6oky cepus. HedacTo: BiguyTTs CepriebUTTs', Taxikap/id, BUIIALKY ileMil Miokapzia
(BKTIOYAKOUM BUHUKHEHHS ab0 moripiieHHs nepebiry cTeHoKapil, CTeHOKap/io, 1[0 BUMarae
XipyprigyHoro BTpy4aHH, iHhapKT MioKapaa Ta imeMilo Miokapaa).

3 6oky cyouH. [Iyxe 4dacTo: npuriuBy. YacTo: apTepianbHa rimeprensis. Hewacto: Tpom6odnediT (y
TOMY 4ucyi TpoM60dediT moBepxHEBUX Ta IMMOOKUX BeH). Pinko: nereneBa eM00Iisi, apTepianbHui
TpoM003, 1lepeOpoBaCKYISPHUM iHPAPKT.

3 6oky cucmemu duxaHHsa. HedacTo: 3afuIliKa, Kaleb.



3 60Ky WAYHKOBO-KUWKO08020 mpakmy. YacTo: HymoTa, O/TI0BaHHS, OUCIIETICis', 3amop, giapes,
abpoMiHanbHMI 6ib. HedacTo: cTOMaTHT', CyXiCTh Y POTI.

3 6oky eenamobiniapHoi cucmemu. HedacTo: MiABUIEHHS PiBHS NMEYiHKOBUX (PEPMEHTIB,
rinepOinipy0inemisi, xoBTgHULA. HeBiqoMol 4acTOTHU: remnaTur.

3 6oky wkipu ma nidwkipHoi kaimkoguHu. [Iyze 4acTo: MOCUIeHe IOTOBUIieHH. YacTo: anomeris,
BHCHUIIAHHS (Y TOMY YMCIIi epUTEMATO3Hi, MIIMUCTO-TTaNyJIb03Hi, IIcopia3omoiOHi Ta Be3UKYIAPHi
BUCHIIN), CYXiCTh mKipu. HeyacTo: cBepbixk, KponuB'sHKa. HeBimomMoi 4acToTH: TOKCUYHUU
emnigepManbHUM HEKPOJIi3, MyNbTH(QOPMHA epUTEMa, aHTiIOHEBPOTUYHUM HaOPSIK.

3 60Ky ckesemHo-M's130801 cucmemu ma cnoayyHoi mkavuHu. [ye 4acTo: apTpairid. acro:

Mianrisi, 6inb y KiCTK&Xl, OCTEOIIOP03, TepPeIoMH KicToK. HeyacTo: apTpuT, TeHOuHIT. Pigko:
PO3pHUB CYyX0XKuUIsA. HeBimoMoi 4aCTOTH: CHHAPOM «KJIAIlal0uoro HajIbIisa».

3 6oky ceuosudinvHoi cucmemu. HedacTo: 4acTe Ce4OBUNyCKaHHA.

3 60Ky penpodykmugHoi cucmemu ma Moa04HUX 3a103. HacTo: BariHaabHa KpoBoTeda. Hevacro:
BariHasbHi BUAineHHs abo CyXiCTh, 6ilb y MOJIOYHUX 3aJ103aX.

3azanvHi nopyweHHA. [JyKe 94acTo: CTOMJIIOBaHICTh (Y TOMY YHCIIi aCTeHid Ta He3ayKaHH). YacTo:
nepudepuyHuil HabpsK, 6inb y rpynsax. HeyacTo: migBUINEHHS TeMIIEPATYPH, CYyXiCTh CIIM30BUX
000JIOHOK, Bif4yTTs cIlparu, aHacapka.

HocaioxcenHA. YacTo: 30inbleHHs MacH Tina. HeyacTo: 3MeHIIEeHHS MacH Tifa.

' TinbKY IpH NiKyBaHHI METACTATHYHOr0 yParkeHHS.

[Tpo neski HeOaxkaHi peakiiii MOBiTOMJISIM 3i 3HAYHO BiIMiHHOIO YaCTOTOIO B YMOBax afi loBaHTHOTO
JIIKyBaHHA.

Tab6muig 1

Apn'roBaHTHA Tepalis J1eTPOo30JI0M IMOPIiBHSIHO 3 MOHOTEpPAIi€n TaMoKcuheHoM: HebaXkaHi SIBUIIA,
YacToTa SKUX 3Hauylle Bipi3HaIach

HebaxaHi mobiyHi peakiii UleTpo3or, gactoTa sBulll [TamokcudeH, 4acToTa
STBHII]

[TepenioM KiCTOK 10,1 % (13,8 %) 7,1 % (10,5 %)

OcTeonopo3s 5,1 % (5,1 %) 2,7 % (2,7 %)

TpoMOoeMOOITiuHi SBHIIA 2,1 % (2,9 %) 3,6 % (4,5 %)

[HbapKT MioKapaa 1,0 % (1,5 %) 0,5 % (1,0 %)

[imeprnasis eHgoMeTpis/ 0,2 % (0,4 %) 2,3 % (2,9 %)

pPaK eHJIoMeTpis
[Tpumimka. CepegHs TPUBAJICTE JiKyBaHHS - 60 micariB. [Iepion MOBiqOMIEHHS BK/IIOYaE
B cebe nepiop nikyBaHHS moc 30 [HIB MicIs NPUNUHEHHS JTiKyBaHHS.

BimcoTKM 4aCTOT IOfil, HaBeeHi B OyKKaX, BKa3yl0Th Ha IOfii y OyOb-aKUM d4ac Mmicis
paHgoMi3allil, BKJII0Ualo4yy Iepiof JTiKyBaHHS IIiC/Is 3aBepIIeHHS OOCTimXKeHHs. MeaiaHHe
3HAUYEHHS TPUBAJIOCTI ITOOAMBIIOT0 CIIOCTEPEeKEHHSI CTaHOBUIIO 73 MiCSIIi.




Tabnuns 2

[TocnigoBHe JiKyBaHHS IOPIBHSIHO 3 MOHOTEPAIIi€I0 JIETPO30/I0M: HebaxkaHi SBUIA, YaCTOTa SKUX
3Hauylle BiAPI3HAIach

MonoTeparmis JIeTpo3on — TamokcudeHn —
I1IeTPO30JI0M >TaMOKCH(]eH >JIeTPO30J1
[Tepenomu KiCTOK 9,9 % 7,6 %* 9,6 %
[TpomidepaTusHi po3nanu 3 [0,7 % 3,4 %** 1,7 %**
GOKy eHfloMeTpis
['imepxonecTepruHEMisS 52,5 % 44,2 %* 40,8 %*
[Tpunnusu 37,7 % 41,7 Y%** 43,9 %**
BariHajpHa KpOBOTe4a 6,3 % 9,6 %** 12,7 %o**
* 3Hauylle MeHIle, HiX y IPyIli MOHOTepalil JIeTPO30JI0M.
** 3nauyre Ginble, HiXK y TPy MOHOTEpAaTil JIETPO30JI0M.
[Tpumimka. [1epion moBigoMIIeHHS BKJIIOYa€ nepiof nikyBaHHS a0o 30 mHIB micnis
NPUIIMHEHHS TiKyBaHHS.

Omuc oKpeMux MoOiYHNX peakilin

3 boky cepus

B yMoBax afi'toBaHTHOTO JIiKyBaHHS, KPiM IpefCcTaBIeHUX ¥ TabauIli 1 JaHuX, IOBIHOMIISAIN PO Taki
HeOakaHi sIBUIIlA IIPU IPUHAOMI JIETPO30I1y i TaMOKCUGEHY BifIOBIoHO (3 MefiaHOI0 TPHUBAJIOCTI
nikyBaHHS 60 MicsiiB mmtoc 30 gHIB): CTEHOKApPis, 0 BUMarae xipypriguoro nikyBanss (1,0 %
npotu 1,0 %); cepreBa HemocTaTHICTE (1,1 % mpotu 0,6 %); apTepianbHa rimepren3sis (5,6 % nmpoTtu
5,7 %); mopyIeHHs 1epebpasbHOro KpoBooOiry/TpaH3uTOpPHaA imemiyHa aTaka (2,1 % mpotu 1,9 %).

B yMoBax po3mKpPEeHOro afi' 'OBAaHTHOTO JIIKyBaHHS MOBIIOMJISIM IIPO TaKi HeGaxkaHi sIBUIIA TPU
IpuioMi 1eTpo30y (MefiaHa TPUBAJIOCTI TiKyBaHHS 5 POKiB) i miarie6o (MeniaHa TPUBAIOCTi
IpuiioMy 3 POKH) BIifIIOBIOHO: CTEHOKApPAis, 110 BUMarae Xipypriusoro jnikysaHHA (0,8 % npotu 0,6
%); BIEepIlle MiarHOCTOBaHa CTEHOKapis abo moripuienHs nepebiry creHokapmii (1,4 % mpotu 1,0 %);
indapkT miokapma (1,0 % mpotu 0,7 %); TpomboeMmOomiune sBute* (0,9 % mpotu 0,3 %);
iHCYynIbT/TpaH3UTOpHA imeMiuHa aTaka* (1,5 % mpotu 0,8 %).

YacToTa SBUIl, IO3HAUEHUX*, CTATUCTUYHO 3HAYYIIle Biipi3HsAIAch y ABOX rpyIax JIiKyBaHHS.
3 60Ky onopHO-pyx08020 anapamy

IaHni 3 6e3meKu 151 OTIOPHO-PYXOBOTO allapaTy, OTPUMaHi B yMOBax aji'TOBAaHTHOTO JIiKYBaHHS,
npencTaBieHi y Tabnuii 1.

B yMoBax po3mKpeHoro afi' lo0BaHTHOTO JIIKyBaHHS ITepeloMU KiCTOK ab0 0CTe0mnopo3 CIOoCTepiraauchk
y CTaTUCTUYHO 3Hauyule OiybIoi KiTbKOCTi MallieHTOK IPYIHU JiKyBaHHS JIETPO30JI0M (TIepeioMu
KicTok - 10,4 % i ocTeonopo3 - 12,2 %), HiX y marienTok rpynu miaiebo (5,8 % Ta 6,4 %
BigmoBigHO). MemiaHa TpUBAJIOCTI JIIKyBaHHSA CTaHOBUJIA D POKIB AJIS IETPO30J1y IOPIBHIHO 3 3
poKaMu [7is mmare6o.



Tepmin npudamHocmi. 3 POKH.

YMoBH 30epiraHHs.

30epiratu y HegOCTYIIHOMY OJ1s miTei Micti. Jlikapcbkuii 3acid He moTpedye clieliaTbHUX YMOB
30epiraHHs.

YnakoBkKa.

I[To 10 TabneTtoxk y 6iicTepi; mo 3 6icTepu y KOpoOIi.

Kareropis Bigmycky. 3a peuemnTom.

BupoOHHK.
1. TeBa ®apmarieBTikan Ingactpis JItm.

2. AT ®apmaneBTuYHUY 3aBof TeBa.

Micue3HaxoaKeHHsI BHPOOHHKA Ta afpeca MiCIsi IPOBaIXKeHHs HOro JisIbHOCTI.
1. Byn. Eni Xypsiu 18, Iun. 3oHa, Kdap-Caba, I3pains.

2. Oinpauns 1; H-4042 [ebpenex, Byn. [Tannari 13, YropiuHa.



