IHCTPYKUIIA
AJIS1 MEUYHOI'0 32CTOCYBAHHS JIKAPCHKOIo 3ac00y

JIETPOMAPA®
(LETROMARA)

Cknao:

oiroua pevosuna: letrozole;

1 TabneTka MICTHTB JeTpo3oiy 2,5 Mr y nepepaxysanti Ha 100 % pedoBuny;

OONOMIDICHI peyosuHU: TAKTO3W MOHOTIIPAT, KPOXMallb KYKYPYA3SIHUN, IEN0I03a MIKpOKpUCTaTiuHa
101, rigpoxcunponinmerninentonosa (15), HaTpit0o KpoXMalbrIIKOIAT (THI A), Marfilo creapar;
ckman ToaiBkoBoi  obomomkm:  Sepifilm™ 050  (MermiTinpokcHMIpoOmiNIENION03a,  LEN0I03a
MIKpOKpHCTAJII4YHaA, aleTWIbOBaHI (abo ameratu CckiIagHuX e@ipiB) MOHO- Ta JIUTJIIEPUH),
Sepisperse™ Dry 3214 Jaune (rigpOKCHUIPOMiIIMETHILETION03a, LETI0N03a MIKpOKPUCTATIuHA,
tutany aiokeun (E 171), pubodnasin (E 101)).

Jlikapcbka ¢opma. TabneTku, BKpUTI IUTIBKOBOKO 000JIOHKOIO.
OcHosHi Qi3uko-XimiuHi eracmugocmi: TaONETKU KPYriioi GopMu 3 TBOOMYKIIOI0 MOBEPXHEIO, BKPUT1
TJTIBKOBOIO 0O0JIOHKOIO KOPHYHIOBATO-)KOBTOTO a00 OpPaHXyBaTO-KOBTOTO KOJIBHOPY.

dapmakoTepaneBTHYHAa rpyna. 3acobu, IO 3aCTOCOBYIOTHCS JJIsi TOPMOHAJIBHOT Teparii.
AHTaroHiCTH TOPMOHIB Ta aHAJIOT14H1 3acobu. [uribiTopu apomarasu. JleTposod.

Kon ATX L02B GO04.

Dapmakonoziuni enacmueocmi.

Dapmaroounamixa.
JleTpo3os — HecTepoimHMii 1HTIOITOp apoMarasu (iHT16iTOp OI0CHHTE3Y €CTPOTeHY); MPOTHITYXJIMHHHUI
npernapar.

VYV Bumagkax, KOJM PICT TyXJIWHHOT TKAaHWHU 3aJIEKUTh BiJl HASIBHOCTI E€CTPOTEHIB, YCYHCHHS
OINOCEPEIKOBAHOIO HMMHU CTHUMYIIOIOYOTO BIUIMBY € NEPEAYMOBOIO IPUTHIYEHHS POCTY IYXJIMHH.
VY KIHOK y NMOCTMEHOIAay3l €CTPOre€HH YTBOPIOIOTHCS IEPEBAXXHO 3 y4yacTio (pepMEeHTy apomarasu,
SAKMH TEepeTBOPIOE aHJAPOTIECHHU, IO CHUHTE3YIOThCS Yy HAJHUPKOBHUX 3ayo3ax (y mepury dYepry
aHJPOCTEHIIOH 1 TecToCTepoH), Ha ecTpoH (E1) Ta ectpamion (E2). Tomy 3a monomoroto crienugiaHoi
1HT1011I11 (hepMEeHTY apoMaTa3y MOKHA JOCSTTH NMPUTHIYEHHS 010CHHTE3Y €CTPOTEHIB Y epu(epruaHnX
TKaHWHAX 1 B MyXJIMHHINA TKaHUHI.

JleTpo3ou1 mpurHiyye apomarasy HIISIXOM KOHKYPEHTHOTI'O 3B’S13yBaHHs 3 CYOOMHHLEIO IIbOTO ()epMEHTY
— remMoM 1utoxpomy P 450, 1110 npu3BOUTE 10 3HIKEHHS OI0OCHHTE3Y €CTPOTEHIB Y BCIX TKAHMHAX.

VY 370pOBHX JKIHOK Y IOCTMEHOIIay31 0IHOPa30Ba /1032 JEeTPo30iy, sdka craHoBUThk 0,1 mr a6o 0,5 mr,
abo 2,5 mr, 3HIKYE piBEHb €CTPOHY Ta €CTPajioly B CHUPOBATI KPOBi (MOPIBHSHO 3 MOYATKOBUM
piBHeM) Ha 75-78 % 1 Ha 78 % BimnmoBigHO. MaKcHMallbHE 3HIDKCHHSI JOCATAEThCA 4depes 48—
78 TOIUH.

VY KIHOK 13 MOIIMPEHOI0 (POPMOIO paKy MOJIOUHOI 3aJI03U Yy MOCTMEHOMAay31 LI0JICHHE 3aCTOCYBaHHS
netpo3ony y no3i Bix 0,1 Mr g0 5 Mr 3HWXKYe piBHI ecTpajiony, eCTpOHY Ta €CTpOHY cynbdary y
1a3mi KpoBi Ha 75-95 % Bix mouatkoBoro piBHA. Ilpu 3actocyBanHi mpenapaty y no3i 0,5 mr i
OuIblIe y 6araThbOX BUIMAJKaX KOHIEHTpallli ECTPOHY Ta €CTPOHY CYJb(aTy BUABISAIOTHCS HUKUE MEXKI
YYTJIMBOCTI METOJY, 110 BUKOPHUCTOBYETHCS Ul BU3HAa4deHHs ropMmoHiB. Lle Bka3ye Ha Te, 1o 3a
JIOTIOMOTO10 JaHUX J103 TpenapaTy JOCSITaeTbcs OUIbII BUPaXKEHE MPUTHIYEHHS CHHTE3y €CTPOTEHIB.
Cyrmipecis eCTporeHiB MiITpuMyBajacs MPOTATOM JIIKyBaHHS y BCIX MAI[IEHTOK.

Jletpo3on — BUcOKocTenM(piUHUH 1HT10ITOP aKTUBHOCTI apoMatasu. [lopylieHHs! cuHTe3y CTepOoilHuX
TOPMOHIB Y HaJHUPKOBHX 3aJl03aX HE BHUSBJIECHO. Y NAIliEHTOK y MOCTMEHOMNAy3i, SKHUM IMPOBOIMIN
Tepamito JIeTpo30JoM y 1000Bii 1031 0,1-5 Mr, KIIHIYHO 3HAYYIIUX 3MiH KOHIIEHTpalid y Iia3mi
KpOBI KOPTHU30ILY, aJIbJIOCTEPOHY, 1 1-1€0KCUKOPTH30TY, 17-rigpoKcHuIIporecTepony,
azipeHoKopTuKoTporiHoro ropmoHy (AKTI), a TakoX aKTHUBHOCTI peHIHy He Oyll0 BUSBIEHO.
ITpoBenenns tecty crumynsnii 3 AKTI uepe3 6 1 12 TwxkHIB Teparii JIeTpo30JioM y A000BiH 1031
0,1 mr, 0,25 mr, 0,5 mr, 1 mr, 2,5 Mr i 5 Mr He BHSIBWIO SIKOTOCh MOMITHOTO 3MEHIIICHHS CHHTE3Y



QJIBJIOCTEPOHY YU KOPTH30Jy. TakuM 4MHOM, HeMae HEOOXiTHOCTI MPU3HAYATH TIIFOKOKOPTUKOINN Ta
MIHEPAIIOKOPTHUKOIIH.

VY 310poBUX KIHOK y MOCTMEHOTIAY31 IICs OJHOPAa30BOT0 3aCTOCYBAHHS JIETpo30iy y no3ax 0,1 mr,
0,5 mr 12,5 Mr 3MiH KOHIIEHTpallii aHAPOTeHIB (aHIPOCTEHIIOHY Ta TECTOCTEPOHY) Y ITUIa3Mi KpOBi He
BUSIBJICHO. Y MAIIEHTOK Yy MOCTMEHOTAY31, SKi OTPUMYBAIIK JIETPO30J Y A000Bii 1031 Big 0,1 mMr mo
5 Mmr, 3MiH piBHS aHIPOCTEHIIOHY Yy IJIa3Mi KPOBI Tak0oX HE Bin3HadeHo. Bce 1e Bkasye Ha Te, IO
Oyokaza 0IOCHHTE3Yy €CTPOTCHIB HE MPU3BOIUTH IO HAKOMMYCHHS aHIPOTEHIB, SIKi € TMOTEepEAHUKAMHU
€CTpOreHiB. Y TAIli€HTOK, SKI OTPUMYBAIM JIETPO30J, HE OylNO BiI3HAYEHO 3MiH KOHIIEHTpAIlii
JOTETHI3YI0YOT0 Ta (OJIKYIOCTUMYITFOIOYOTO TOPMOHIB Y IJIa3Mi KPOBI, a TAKOXK HE OYJIO BiI3BHAYCHO
3MiH (QYHKIIIH MIMTOBHUIHOT 3aJ7103H, SIKI OIIHIOBAIIM 33 PIBHAMHU THPEOTPOITHOTO TOpMOHY T4 1 T3.
Dapmaxokinemuxa.

Bcmoxmysanna. JleTpo3osl IMBHUIAKO 1 TOBHICTIO BCMOKTYETBCS 31 HITYHKOBO-KHIIKOBOTO TPAKTY
(cepenHs BeIMUMHA Gi0JOCTYIHOCTI cTaHOBUTE 99,9 %). )xa He3HAUHOIO MipOIO 3HMKYE INBUIKICTH
abcopO1ii (cepeiHe 3HAUEHHS Yacy JOCATHEHHS MaKCUMAaJIbHOT KOHIICHTpAIIIT JIETP030J1y B KPOBi ({max)
CTaHOBUTH | ToAMHY IpU NPUHOMI JIETPO30Jy HaTIIe 1 2 TOJAUHU — IpPHU NpUHOMI 3 DKEl0; cepeiHe
3HAYEHHS MAaKCHUMaJIbHOT KOHIIEHTpaLii JIeTpo30J1y B KpOBI (Cmax) cTaHOBUTH 129 + 20,3 HMOJIB/T IIpH
npuifoMi Harme 1 98,7 + 18,6 HMonb/T — mpu mpuiiomi 3 DKEI0), OJHAK CTYHIHb BCMOKTYBaHHS
JeTpo30Jty (TP OIIHIN 32 TUIOMICIO i KPUBOKO «KOHIIEHTpAIll — Yac») He 3MIHIOEThCs. HeszHnauni
3MIHM IIBHUJIKOCTI BCMOKTYBaHHS PO3IIHIOIOTHCS SIK TaKl, 1[0 HE MAIOTh KJIIHIYHOTO 3HAYEHHS, TOMY
JIETPO30J1 MO’KHA 3aCTOCOBYBATH HE3AJIEKHO B1J MpUHOMY DKI.

Po3nooin. 3B’a3yBaHHs J€TPO30Jy 3 OUIKaMH IJ1a3MU KpOB1 CTaHOBUTH MpuoOau3Ho 60 % (mepeBakHO
3 anpoyminoM — 55 %). Konmentpartis nerpo3ony B epurporutax — maixke 80 % Bim Horo piBHSA y
m1asmi kpoBi. Ilicns 3acrocysanns 2,5 mr **C-mivenoro nerposzony npu6nusHo 82 % paaioakTHBHOCTI
y TuTa3Mi KpOBi MpPHIIAAago Ha YacTKy HE3MIHEHOi aKTHBHOI pe4OBHWHH. TOMYy CHCTEMHHI BIUIMB
MeTa0OJIITIB JIETPO30J1y He3HauyHHi. JIeTpo30s MIBHUIKO 1 IIMPOKO PO3MOAUISETHCS Yy TKAaHWHAX.
VsaBHUI 00’€M pO3NOILTY Y MEPioj] pIBHOBAXKHOTO CTaHy Aocsrae nmpuoimsHo 1,87 + 0,47 n/kr.
Memabonizm i eusedenus. JIeTpo307 3HAYHOIO MIPOIO 3a3Ha€ MeTabodi3My 3  YTBOPEHHSM
(hapMakoJIOTIYHO HEAKTUBHOTO KapOIHOJOBOTO METabOJITYy — OCHOBHMH NUISX —elMIiHAIi.
Mertaboniuyauii  kiipeHc Jserpo3ony (CLm) craHoButh 2,1 7/TON, MO € MEHIIMM 34 BEIHUYHHY
MEYIHKOBOTO KPOBOTOKY (mpubnuzHo 90 n/rox). byno BUSABIEHO, IO MEPETBOPEHHS JIETPO30Jy Ha
Horo MetaboJniT 31idcHI0EThCs i BIuBOM i30¢epmenTiB CYP3A4 1 CYP2A6 nuroxpomy P 450.
YTBOpEHHS HEBEJIMKOI KUIBKOCTI IHIIMX, IMOKH IO HE 1ICHTH(IKOBAHUX META0OMITIB, a TaKOX
BHUBEJICHHSI HE3MIHEHOTO IpernapaTy 3 Ceuelo 1 KaJloM BiIrpaloTh JIMIIE HE3HAUHY pOJb y 3arajibHii
emiminamii serpo3ony. [IpoTsrom 2 TWXKHIB IMmicAs BBEISHHS 3I0POBHM JOOPOBOJBISM Y
noctMenonaysi 2,5 mr **C-migenoro netpososny B cedi 6y10 BusBIeHO 88,2 + 7,6 % palioaKTHBHOCTI,
y kaii — 3,8 £ 0,9 %. [Ipunaiimui 75 % paaioakTUBHOCTI, 10 BUSABISAETHCS Yy cedi 3a mepion g0 216
ronud (84,7 £ 7,8 % po3u 5eTpo3oiy), MPUIIAgalo Ha TIIOKYPOHIAHI KOH’IOratu KapOiHOJIOBOTO
MeTtabodmity, maibke 9 % — Ha nBa iHII He imeHTU(ikoBaH1 MeTabomnitTh Ta 6 % — Ha HE3MIHEHHA
JETPO30JL.

VsBHUI KIHIICBUU MEpioj HANIBBUBEICHHS 3 IUIa3MH KPOBI CTaHOBHUTHh NpuOIU3HO 2—4 no6u. Ilicis
IOJICHHOTO MpUHOMY 2,5 MI mpernapaTy piBHOBa)KHA KOHIEHTPALis JIETPO30JTy JOCITAETHCS IPOTATOM
2—6 TWXHIB, IPU [ILOMY BOHA NPUOJIM3HO y 7 pa3iB BUIIA, HDK IMICIS OJHOPA30BOTO MPUHOMY Ti€i ik
no3u. BojHouac 3HaueHHs pPIBHOBAXHOI KOHIEHTpamii y 1,5-2 pa3u mnepeBuIlye Te 3HAYCHHS
PIBHOBA)KHOI KOHILIEHTpAIlil, siké MOKHa Oyno O 3aBOAYMTH Ha OCHOBI PO3paxyHKIB, BUXOAAYH 3
BEITUYMH, 3apeECTPOBAHUX MICHS MPUHOMY OJHOPa30Boi 103U mMpemnapaTy. Lle Bka3dye Ha Te, 10 MpH
IIOJICHHOMY 3aCTOCYBaHHI JIETPO30Jly y A031 2,5 Mr #oro ¢apMakoKiHEeTHKa Mae JIeNo HeliHiHuN
xapakTep. OCKUIbKM pPIBHOBaXKHA KOHLIEHTpAIlisl JIETPO30JIy MIATPUMYETHCS MiJ 4Yac JIIKyBaHHS
MPOTATOM TPHUBAIOTO 4Yacy, MO>KHa 3pOOMTH BHUCHOBOK MpPO T€, IO HAKOMUYECHHS JIETPO30IYy HE
BiZIOyBa€eThCS.

Jiniunicmo/neninivinicmy. ®OapMakoKiHETHKA JIETPO30Jdy Oyila NpPONOPLIHHOI O 03U Micis
3aCTOCYBaHHSI OJHOPa30Boi mepopanbHoi 1o3u 10 10 mr (mianazon g03 Bix 0,01 mo 30 mr), a Takox
micist moaeHHuX 103 1o 1,0 mr (mianazon mo3 Big 0,1 mo 5 mr). Ilicas 3actocyBaHHS 0HOPa30BO1
nepopanbHoi 1031 30 MT criocTepirajgocs He3HauHe, ajie OUThII HiXK MPOTOPITiHE 0 103U 30UTBIIICHHS
nokasnuka AUC. Tlpu 3acrocyBaHHI ImoaeHHUX 103 2,5 ta 5 mr 3HaueHHs AUC 30utbmmiocs



npubimsno y 3,8 Ta 12 pasiB 3amicTh 2,5 Ta 5 paziB BIAMOBIAHO MPH MOPIBHAHHI 3 103010 1,0 Mr/m00y.
Takum YMHOM, peKOMEHJOBaHA J103a 2,5 Mr/mo0y Moxe OyTH TpaHMYHOIO 03010, NpU SKIi
HENPOTMOPLIHHICTG CTa€ BUAMMOIO, TOJI SK MPH 3aCTOCYBaHHI J103W 5 Mr/mo0y HENMpOMOpIiHHICTh
cTae OUThII BHpakeHOro. HempomopuiiHICTh 103U, IMOBIPHO, € PE3yJIbTaTOM HACHUYEHHS IPOLECiB
MeTa0OoJIIYHOTO BUBEACHHS. PIiBHOBaXHI KOHILEHTpalii jpocsramudcs dyepe3 1—2 Micsali npu
3aCTOCYBaHHI yCiX J0CTiKyBaHuX pexumiB no3yBanns (0,1-5,0 Mr moieHHO).

Dapmaxokinemuxa 6 oKpemux epynax nayienmie. Y JOCHTIDKCHHSX, SKi MPOBOAWIM 3 Y4acTiO
TOOPOBOJIBIIB 3 PI3HUM CTaHOM (QYHKIIiT HUPOK (24-rOJMHHUIN KIIpeHC KpeaTuHiHy BapiroBaB Bix 9 10
116 mur/xB), BiI3HAYAIOCS, IO TICIS OJHOPA30BOTO MPHIMOMY JIETPO30Jy y 1031 2,5 Mr HOTro
(dapMakoKiHeTHKA HE 3MiHIOBaJIach. KpiM TOro, y BHIE3a3HAYCHOMY JIOCIIHKCHH] OI[IHIOBAIM BILTUB
MopyIIeHHsT YHKINI HUPOK Ha JIETPO30JI, aHANII3 KOBapiaHT OyB BUKOHAHHW HA OCHOBI JJAHUX JIBOX
6azoBux nocmimkenp (mocmimkeHHss AR/BC2 ta AR/BC3). PospaxoBanuii KIIpeHC KpeaTHHIHY
(miamazon y mociimkenni AR/BC2: 19-187 wmn/xB; y mocmimkenni AR/BC3: 10-180 mn/xB) He
MIPOJIEMOHCTPYBAB CTATUCTUYHO 3HAYYIIOTO 3B’A3KY 3 MIHIMAJIbHUMH PIBHSAMH JIETPO30Jly y IUIa3Mi
KpoBi y piBHOBaXXHOMY cTaH1 (Cmin). bimbie Toro, mani nocnimkens AR/BC2 ta AR/BC3 nikyBaHHs
Jpyroi JiiHIi METacTaTUYHOTO PaKy MOJIOYHOI 3aJI03HM MPOJEMOHCTPYBAIM BIICYTHICTh HEraTHBHOIO
BILTUBY JIETPO30JIy Ha KJIIPEHC KpeaTUHIHY a00 MOTipiieHHs QYyHKIIT HUPOK.

TakuMm 4MHOM, KOPEKIIis /03U Mali€HTaM 3 NOpPYIIEHHSAM (PyHKIIi HUPOK (KJIIpeHC KpeaTuHiHy > 10
MJI/XB) He moTpiOHa. [HQopmallis CTOCOBHO MAal€HTIB 3 TSDKKUM MOPYIIEHHAM (QYHKIIT HUPOK
(xmipeHc kpeatuHiny < 10 Mi/xB) oOMexeHa.

B oci6 3 noMipHO BUpakeHUM MopyiieHHsAM (yHKIIT nedinku (kiac B 3a mkanoro Yaitnna — I1°10)
CepelH1 BEIMYMHU IUIOMNII MiJ KpuBOK «koHIeHTpamit — 9acy (AUC) Oynu Ha 37 % BuII, HDK Y
3I0POBUX OCI0, ajie 3aJuIIaIMC Y MeXax TOTO Jiala3oHy 3HA4eHb, SKI CrocTepiraaucs B ocid 6e3
nopyueHb QyHkuii nedinku. [Ipu mocnipkeHHi papMakoKIHETUKH OJHOPA30BOi 103U Y XBOPHUX Ha
[IUPO3 TMEUIHKU Ta 3 TSHKKUMH mopymeHHsMu i1 ¢pyHkmii (kmac C 3a mkanoro Yaitnma — I1°10) Oymno
BizHavueHo 30umbmenHs AUC Ha 95 % Ta ty Ha 187 % BiAMOBIIHO TOPIBHSIHO 3 MOKAa3HUKAMH Y
3I0pOBUX AOOpOBOJIBbLIB. TakuM YHMHOM, y TMAaIIEHTOK 3 PaKkOM MOJIOYHOI 3aJ03U Ta TSKKUM
MopyIIieHHsIM (YHKITII MEUIHKU OYIKYIOThCS OUIBIII BHCOKI PIBHI JIETPO30Jly, HDK y TaIlieHTOK 0e3
kKol mucdyHkuii mewinku. OTxke, nikapcbkuii 3aci6  Jlerpomapa® cmim 3 oGepexHicTio
3aCTOCOBYBATH MAIIEHTKAM 3 TSDKKUM MOPYIIEHHAM (QYHKIIT TEYIHKY, 3BKAI0YH Ha CITIBBITHOIIICHHS
KOPHUCTI/PU3UKY IS KOXKHOT OKpEeMOi MaIieHTKUA. Y 3B’SI3Ky 3 THM, IO Y IMAIIEHTIB, K1 OTPUMYBAIU
no6oBi no3u Bim S Mr ao 10 mr/goOy, He crocTepiraigocs 30UIBIICHHS TMOKAa3HHWKIB TOKCHYHOCTI,
KOpEKIIis 03U y HampsMKy ii 3HW)KEHHS He OOIpyHTOBaHA, XO4Ya TaKWM TMallieHTaM TOTPIOHO
nepedyBaTu i PEeTeIbHUM HarisaoM JjikapiB. Kpim Toro, He Oyio BiI3HAYEHO >KOJHOTO BIUIUBY
nopymieHs QyHKIIi HUpOK (pOo3paxyHKOBI 3HAYCHHs KIIPEHCY KpeaTuHiHy ctaHoBmIM 20—50 mi/XB)
a00 mopymeHb (QYHKIII MEYIHKKM Ha KOHIIEHTPAIIIO JIETPO30Jy y IUIa3Mi KPOBI Yy NAIli€EHTOK 3
MOIIHUPEHUMH (POpMaMH paKy MOJIOYHOI 3a103u. PapMaKOKIHETHKA JIETPO30JIy HE 3aJIeKUTh BiJl BIKY.

KuiniyHi xapakTepucTuKm.

Ilokaszanna.

e Ap’IOBaHTHa Teparisi T'OPMOHOIO3UTHBHOIO I1HBAa3MBHOTO PaKy MOJOYHOI 3aJI03M Ha PaHHIX
CTallifX Yy *KIHOK Y IOCTMEHONaY3albHHI Mepio.

e Po3mupeHa aa’toBaHTHA Tepalis I1HBa3MBHOI'O PAaKy MOJIOYHOI 371031 HA PAaHHIX CTAJisX y KIHOK Y
NOCTMEHONAy3albHUN TepioJ, sSkUM Oyiga NpoBeAE€HA CTaHJapTHA aj IOBaHTHA Teparis
TaMOKCH(EHOM MPOTATOM 5 POKIB.

e Tepanis mepmoi JiHii FOPMOHO3aJIEKHOTO MOIIMPEHOTO paKy MOJIOYHOI 3aJI03U Yy KIHOK Yy
MIOCTMEHOMaY31.

e JlikyBaHHS MOMIMPEHUX (OPM paKy MOJIOYHOI 3aJI03U Yy KIHOK Y MOCTMEHoMay31 (MpupoHoi abo
CIPUYMHEHOI IITYYHO) ICHs peuuaAuBY ab0 MpOrpecyBaHHS 3aXBOPIOBAHHS, SIKI OTPUMYBAJIH
MIOTIEPEIHIO Teparito aHTHECTPOTeHAMH.

e Heoan’toBaHTHa Teparisi y KIHOK y IMOCTMEHOIAay31 3 TOPMOHONO3UTUBHUM, HER-2-HeratuBHuM
paKoM MOJIOYHOT 3aJI03H, SIKUM HE MiIX0AUTh XIMioTeparis 1 He oKa3aHe HeBIIKIAAHEe XipypriuHe
BTpYYaHHS.



EdexTuBHicTh mpemapary Uis TAIiEHTOK 3 TOPMOHOHETaTUBHUM pPAaKOM MOJIOYHOI 3al03M He
JI0OBEJICHA.

Ilpomunoka3zanna.
e [ligBuimieHa YyTIMBICTH J0 AaKTHBHOI PEUYOBHMHHM a00 10 OyIb-SIKOTO IHIIOTO KOMIIOHEHTa
JTIKapcChbKOTO 3ac00y.
e EHJIOKpWHHHI CTAaTyC, XapaKTEPHUH JJIS TIEpeIMEHOIIAay3aIbHOTO TIEPioTy.
e BaritHicTs, epio]] royBaHHS TPYIIIO.
e [IpoTunokasaHo 3aCTOCOBYBATH >KiHKaM PENpPOLYKTHBHOTO BIKY.

B3aecmooia 3 inwumu nikapcoKkumu 3acodamu ma inuii 6uou 63aEmooiil.

Metaboiri3M J1eTp0o30J1y 4acTKOBO BinOyBaeThcs 3 ydacTio CYP2A6 ta CYP3A4. Takum 4ymHOM, Ha
CHUCTEMHE BUBEICHHS JIETPO30JIy MOXKYTh BIUIMBATHU JIKapChKi 3aco0H, sIK1 BIUIMBAIOTh Ha (PEPMEHTHU
CYP3A4 i CYP2A6. OueBuaHo, MeTaboIi3M JIETPO30JIy Mae€ HU3bKY cropimHeHicts i3 CYP3A4,
OCKUIbKH 11e¥l (pepMEHT He HACUYYEThCS MIPU KOHLEHTpauisix, y 150 pa3iB OUIbIINX, HDK KOHLEHTpALl
JIETPO30JTy, IO CIOCTEPIratoThCA Y TUIa3Mi KpOBI1 y TIEpio/l pIBHOBAXXHOTO CTaHy 3a TUMOBUX KITIHIYHUX
YMOB.

Ha nanuii yac kmiHIYHUN JOCBIJ 3aCTOCYBaHHS JIETPO30Jly B KOMOIHALI] 3 ecTporeHaMH abo HIIUMHU
MPOTUPAKOBUMH IpenaparaMu, KpiM TaMokcudeny, BincyTHid. TamokcudeH, 1HIII aHTHECTPOTEHHI
npernapaTd abo ecCTPOTreHOBMICHI JIKapchki 3acoOM MOXYTh HIBENIOBaTH (HapMaKoJIOTTYHY Jit0
nerpo3oiy. KpiM Toro, goBeseHo, 10 y pas3i 0IHOYaCHOTO 3aCTOCYBaHHS TaMOKCH(EHY Ta JIETPO30ITy
CYTT€BO 3HIKYIOTHCS TIa3MOBI KOHIIEHTpAIlil JieTpo30ay. Ciil yHUKaTH OJHOYACHOTO 3aCTOCYBaHHS
JIETPO30JTy 3 TAMOKCU(EHOM, IHIITUMHU aHTarOHICTAMH €CTPOTEHIB a00 €CTPOreHaMH.

Jixapcoki 3acobu, sKi Mod’Cymv niosUuLy8amu KOHYeHMpayii 1empo30.1y 8 Cupo8amyi Kposi

[ariditopu aktuBHOCTI CYP3A4 1 CYP2A6 MOXYTh 3HIKYBAaTH META0OJII3M JIETPO30Jy 1 TaKUM
YUHOM IIJBUIIYBATH KOHIIEHTPAIII] JIETPO30J1y B I1a3mi KpoBi. OHOUACHE 3aCTOCYBAHHS JIIKAPCHKUX
3aco0iB, K1 CHJIBHO MPHUTHIYYIOTH 111 pepMenTu (motyxHi iHTiOiTopr CYP3A4 BKIIOUaOTH, ane HE
00MEXYIOThCS: KETOKOHA30J1, ITPaKOHA30J1, BOPUKOHA30J1, PUTOHABIP, KIIAPUTPOMIIIMH 1 TEIITPOMIITUH;
CYP2AG6 (manpukiaa METOKCAJIEH)), MOXKE TTIBUIYBATH €KCIIO3UIIIIO JIETPO30ay. ToMy marieHTKam,
skuM Tokaszai moTyxHi iHriditopu CYP3A4 1 CYP2A6, pekoMeHAYEThCS MPOSBISTH 00EPEkKHICTh
IIpH X 3aCTOCYBaHHI.

Jixapcoki 3acobu, sKi MOJNCYMb 3HUNICYBAMU KOHYEHMPAYIL 1empo30Ly 8 CUposamuyi Kpoei

Inaykropu aktuBHOCTI CYP3A4 MOXyTh NiABUIIYBaTH META0OJI3M JIETPO30Jly 1 TaKUM YHHOM
3HW)KYBATH KOHIIEHTPAIIIO JIETPO30.Iy B T1a3Mi kpoBi. OHOUYACHE 3aCTOCYBAHHS JIIKAPCHKUX 3aCO0iB,
ki ctumynmoiote CYP3A4 (manpuknan ¢eniroin, pudamminusa, kapbamasemniH, denobapbitan i
3BIpOOIil 3BMYAHMIA), MOXKE 3HKYBATH €KCIO3UIIII0 JIETPO30ay. ToMy MaiieHTKaMm, sSIKUM IOKa3aHi
noTyxHi iHAykTopu CYP3A4, pexoMeHIyeThCs MPOSBISTH OOEpekHICTh MpPU X 3aCTOCYBaHHI.
Inpykropu CYP2A6 HeBinomi.

OpHoyacHe 3acTOCyBaHHsS JIeTpo3oiy (2,5 mr) i tamokcudeny 20 mr 1 paz Ha o0y npu3BOIMIO 10
3HIDKEHHS PIBHSI JIETPO30JIy Yy I1a3Mi KpoBi B cepenHboMy Ha 38 %. KniHiuHuil 0CBin, OTpUMaHuil Ha
MiZCTaB1 AOCTIKEHb Teparlii Apyroi JiHil paky MOJOYHOT 3a7103H1, TTOKa3ye, 10 TeParneBTHUHUN edeKT
JIKyBaHHS JIETPO30JIOM, SIK 1 4acTOTa BUHUKHEHHS HeOaKaHUX peakiliid, He 30UIbIIyBaNuCA, SKIIO
JIETPO30J1 3aCTOCOBYBAJIM OJipa3y Miciis TaMOKcu(peHy. MexaHi3M I11i€ B3aeMo1ii HEB1TOMUIA.
Jlixapcoki 3acobu, cucmemHi KOHYeHmMpayii AKUX 6 CUpo8amuyi Kposi MONCYMb 3MIHIO8AMUCS Ni0
8NIUBOM JIEMPO3OTY

In vitro nerposon mpurhidye izopepmentu muroxpomy P 450 — CYP2A6 i nomipuo CYP2C19,
ajle KJIHIYHE 3HA4YeHHsA LbOro sBUIIA HeBigoMme. [IpoTe cmin noTpumyBaTHCS OOEpEXHOCTI IMPH
OJIHOYaCHOMY 3aCTOCYBaHHI JIETPO30J1y 1 JIIKAPCHKUX 3ac001B, BUBEACHHS SKUX MEPEBAKHO 3aJI€KUTh
Bil CYP2C19 1 siki MaroTh BY3bKHI TepaneBTHUHUI [iana3oH (TakuX sK (EeHITOiH, KIOMIpOTeNnsb).
CybcTpar 3 By3pbKUM TeparneBTUIHUM JianazoHoM st CYP2A6 HeBinomuid.

JlocmipkeHHsT KITIHIYHOT B3aeMOJIiT 3 HUMETUIMHOM (BigoMuit Hecrierudiunuii inriditop CYP2C19 i
CYP3A4) i Bappapunom (uyriusuii cyocrpar ans CYP2C9 3 By3bkUM TepaneBTUYHHUM JAialla30HOM,
SKMI 4acTO 3aCTOCOBYIOTH SIK CYIYTHIHM mpemnapar Il HUIbOBOI MOMYJIALIT JeTpO30i1y) oKa3alu, 110
CIUIbHE 3aCTOCYBaHHS JIETPO30JIy 1 IUX JIKAapChbKUX 3ac00IB HE CIPUYHMHSE KIIHIYHO 3HAYYLIOT
JKapChKOT B3aEMOJIII.



Ormsan 6a3u 1UX KIIHIYHUX JOCTI/DKEHh HE BHUSBHB HISIKUX JIOKA3iB IHIIMX KIIHIYHO 3HAYYIIMX
B3a€MO/Iii 3 IHIIMMH JIKApCHKUMH 3aCO00aMH, 10 YaCTO MPU3HAYAIOTHCH.

Ocobnueocmi 3acmocyanns.

THopywennus ¢ynxyii HUpoK

Hemae nmanux momo 3acToCyBaHHS JIETPO30JY UIA JIIKYBaHHS MAaIliEHTOK 3 KIIPEHCOM KpEeaTHHIHY
< 10 mur/xB. [lepen mpu3HAUYCHHSM TperapaTy TaKUM MAI[iEHTKAM CIIi 3BXUTH Ha CIIBBITHOIICHHS
MOTEHI[IHHOTO PU3UKY Ta OYIKYBaHOTO e(eKTy JIIKyBaHHS.

Xonecmepun

Crin po3risiHyTH MPOBECHHS MOHITOPHUHTY XOJIECTEPUHY Y CHPOBATII KPOBi. Y X011 JOCTIKEHHS 13
3aCTOCYBAaHHSM 4] FOBAaHTHOTO JIIKYBaHHS MOBIIOMIISUIOCA TPO TrinmepxoliectepuHeMito y 52,3 %
MAIiEHTIB M0 3aCTOCOBYBAIM JIETPO30J Ta y 28,6 % MalieHTIB IO 3aCTOCOBYBAIM TaMOKCHU(EH.
[ToBinoMasnocs mpo rinepxojiecTepuHeMito 3—4 CTyNeHs [3a KpUTEPIIMU OLIIHKU CTYNEHS TSKKOCTI
no6iynux peakuid (CTC)] y 0,4 % nauientiB y rpymi jgetpo3ony ta y 0,1 % mnarmienTtiB y rpymi
tamokcudeny. Kpim Toro, B an’roBaHTHIM Tepamii, 30umbmenHs > 1,5 x BMH 3aranehoro
XOJIECTEpUHY (SIK MPABHWIJIO, HE HATIIE) CIIOCTEPIrajocs y MaIi€HTIB M0 3aCTOCOBYBAJIM MOHOTEpPAIIil0
Ta MaJIM MTOYaTKOBUHM PIBEHb 3arajbHOTO XOJECTEPHUHY B CHPOBATII KPOB1 B ME€XaX HOPMHU (TOOTO, <=
1,5 x BMH) y 151/1843 (8,2 %) B rpymi nerpo3ony npotu 57/1840 (3,2 %) B rpymni TaMOKCcU(EHY.
3acTocyBaHHS TINOJIMIAEMIYHUX TpermapariB O0yno HeoOximHO 25 % mMaii€eHTiB, MO 3aCTOCOBYBAITH
neTtpo3on ta 16 % maiieHTiB, 1110 3aCTOCOBYBAJIM TaMOKCHU(EH.

Topywenus ¢hynurkyii nevinku

VY martieHTiB 3 TSDKKOIO TeYiHKOBOKO HepocTaTHICTIO (kimac C 3a mkanor Yainma — [1°10) cuctemua
€KCIO3MIIIS Ta Yac HaIIBBUBEJEHHS JIETPO30JTy NMPUOIU3HO BJABIYI IOBLIUHM, HDK Y 3J0POBOi JIFOJUHHU.
Taxi xBopi NOTpeOyIOTh OUIBII YBAXKHOTO CIIOCTEPEIKEHHS.

Bnaue na xicmxu

Ockinpku Jlerpomapa® € TMOTYXKHHM TpenapaToM, IO 3HIDKYE KOHIIGHTPAII0 eCTPOTEHIB, Mix dac
a7’ FOBaHTHOI Ta PO3IIMPEHOT aJ1’ FOBAaHTHOI Tepamii y ®IHOK 3 OCTEOINOPO30M Ta/abo meperoMamMu B
aHaMHe3l a00 THUX, XTO Ma€ TIABUIIEHUN PH3UK PO3BHUTKY OCTEOMOPO3Y, HEOOXITHO OIIHUTH
MIHEpaJIbHy MIUIBHICTh KICTKOBOi TKAaHWHHW /O TOYATKY JIKYBaHHs, MPOTITOM JIIKYBaHHS Ta IIICIIS
3aBepUICHHS JIKYBaHHS JIETPO30J0M. B yMoBax aja’lOBaHTHOTO JIKYBaHHS TaKOX CIIJ pO3TisAaTh
MO>KJIUBICTh 3aCTOCYBaHHSI CXEMH IOCIIJOBHOI Teparmii (JeTpo30J MPOTArOM 2 POKIB 3 MOJANbIIUM
MepeXxo0I0M Ha PUHOM TaMOKCH(EHY MPOTATOM 3 POKIB) 3aJIEKHO BiJl TPOQUTI0 O€3MEKH MAIliEHTKH.
Menonayszanvuuu cmamyc

VY naiieHToK 3 HE3’SCOBaHMM MEHOMAy3aJIbHUM CTAaTycOM HEOOXIHO /0 MOYaTKy JIIKYyBaHHS
npenapatoM Jlerpomapa® Bu3HauuTH piBHI MOTEiHI3yI0uoro ropmony (JII), GomiKyI0CTHMYITI0I0UOro
ropmony (PCT') ta/abo ectpamiony. ITpuitMaTn nmikapcekuii 3aci6 Jlerpomapa® citin Tinbku xiHkam 3
MMOCTMEHOMAY3aJIbHUM €HIOKPUHHUM CTaTyCOM.

Tenounim ma po3pug cyxoxucuiis

MosxnuBi (piIko) TEHAMHIT Ta po3pHUB CyXOXuJuil. HeoOxigHe perenbHe OOCTE)KEHHS IMAlliEHTOK Ta
BXKUTTS BIAMOBITHUX 3aX0/11B (HAIIPUKIIAJ, IMMOO1TI3al11is) HIOJI0 YPAKEHOTO CYXOKHJILISL.

3minu 1abopamopHux NOKA3HUKI6

J10303aJIe:KHOTO BIUIMBY JIETPO30Jly Ha OyIb-fiki TeMarosoriyHi abo OloXiMi4HI TMOKa3HUKU He
crnioctepiranocsi. IloMipHi 3MEHIIEHHS KUIBKOCTI JIIM(OIMTIB HEBU3HAYEHOTO KIIIHIYHOTO 3HAUEHHS
criocTepiraiucs y JesIKMX Tali€eHTiB, sIKi 3aCTOCOBYBAJIM JIETPO30Ja y 1031 2,5 mr. Take 3HMKEHHS
KUIBKOCTI JIIM(OLUTIB Majo TPAaH3UTOPHUI XapakTep MpHOINU3HO y MOJOBUHH NAlliEHTIB, SKI 3a3HAIN
BIUIMBY. Y JBOX TAIli€HTIB, $Ki 3acCTOCOBYBAJIM JIETPO30Jl, PO3BHUHYJIACh TPOMOOLUTOIIEHIS;
B32€MO3B’SI30K 13 AOCTIKYBaHUM TpenaparoM OyB He3 sicOBaHMM. BuXii maiieHTIB 13 JTOCHTIKEHHS
yepe3 MOpYLIeHHs JTabopaTOpHUX MOKa3HUKIB, 10 Oyau MOB’s3aHi 13 3aCTOCYBAHHAM Ipenapary uu
Hi, OyB piIKiICHUM.

Inwi 3acmepedicenns

CJ1iJi yHMKATH 0JJHOYACHOTO 3acTOCYBaHHs Jlikapchbkoro 3acoby Jlerpomapa® i Tamokcudeny, iHmmmx
AHTaroHICTIB €CTPOTreHIB YM €CTPOT€HOBMICHUX JIIKAPChKUX 3aC00iB, OCKUIBKU 1lI PEYOBHHU MOXKYTh
HIBEJIOBATU (hapMaKOJIOTIUYHY [0 JIETPO30JIy.

Jletpomapa® MiCTHTh NTaKTO3y — SIKIIO y Bac BCTaHOBIEHO HEMEPEHOCHMICTh JESKHX IIyKpiB,
MIPOKOHCYABTYHTECS 3 JIIKapeM, Meplll HbK IpuitMaTu 1ei JikapchKuii 3acio



3acmocysanns y nepioo eazimmocmi abo 200y8anHs epyooio.

XKiHKY y mepuMeHonay3aibHOMY cTaHi a00 KIHKH PENPOJAYKTHUBHOTO BiKY

Ipemapar  Jletpomapa® cmim  3acTocOByBaTM TiIBKM JKiHKAM 3  YiTKO  BCTAHOBJICHHM
MOCTMEHOMAY3aIbHUM CTaTyCOM. ICHYIOTh TOBIZJOMJICHHS TNPO CIOHTaHHI abopTu abo BpOpKEH1
aHOMaJTii y HOBOHAPOKEHHUX, MaTepl IKUX IpUHMaIH JIETPO30J1.

3 ormsany Ha TOBIAOMIJICHHS IPO TIOHOBJICHHA (YHKII S€YHUKIB y JKIHOK Ha T JIIKyBaHHS
JETPO30JI0M, HE3BKAIOYM HA YITKUK MOCTMEHONAy3aJIbHUH CTaTyc Ha MOYAaTKy Teparii, Jikap 3a
noTpeOu MOBUHEH OOTOBOPUTH 3 MAIIEHTKOIO a/IeKBATHI MPOTU3AILIIHI 3aC00H.

BarirHicTh

Ha ocHOBi A0CBigy 3aCTOCYBaHHS JIETPO30JTy JIOASM, IO BKJIIOYAE OKPEMi BUIIAJKH BPOJDKCHUX Ba
(3pomieHHsi TYO, 30BHINIHI CTAaTeBI OpPraHW NPOMDKHOTO THIY), BiOMO, IO JIETPO30J MOXKE
CHPUYUHATH BPOJDKEH1 Bau PO3BUTKY y pa3l MOro 3acTOCyBaHHsS Yy IepiojJ BaritHocTi. Pe3ympraTu
JIOCTTi/KeHb Ha TBAPUHAX TIOKA3aIM HASBHICTH PENpOAYKTUBHOI TokcuuHoCTi. [Ipenapar Jlerpomapa®
MPOTUIIOKA3aHUHN JJIsl 3aCTOCYBaHHS y NEP10J] BariTHOCTI.

l'onyBaHHA rpyIro0

HeBimoMo, un eKCKpeTyeThCs JIETPO30J Ta MOro METaOOJITH B TPYAHE MOJIOKO JIFOAWHU. PU3uK 1uist
HOBOHAPOKEHOTO/HEMOBIISITH BUKIIOUUTH HE MOYKHA.

Ipenapar Jlerpomapa® mpoTHIIOKA3aHMIA IS 3aCTOCYBAHHS Y TIEPiOJl TOTyBAHHS TPY/TIO.
DeprunbHicTb. DapMakoIOTTYHOIO AI€I0 JETPO30Jy € 3HWKEHHS MPOJAYKYBaHHS €CTPOreHY LUISIXOM
iHri0yBaHHs apomaTa3u. Y JKIHOK y IMpeMeHOoIay3l 1HriOilis CHHTE3y €CTPOreHy NPU3BOJIUTH JI0
BiAnoBiAHOTO MinBuiieHHs piBHIB roHanoTpomniHis (JII, ®CI'). IlinBumenns pisHs PCI, y cBoro
4yepry, CTUMYJIOE PICT (OJIIKYIIIB, [0 MOXKE 1HIYKYBAaTH OBYJISIIIIO.

30amuicmv enauseamu Ha WEUOKICMb peaxyii npu KepyeawHi A8MOMPAHCNOPMOM abO [HUWUMU
MEXAHIZMaAMU.

BrnuB netpo3ony Ha 31aTHICTh K€PYBAaTH TPAHCHOPTHUMH 3aco0aMU Ta IMpAaIfOBaTH 3 MEXaHi3MaMu
He3HayHWi. OCKUTBKU TPHU JIIKYBaHHI JIETPO30JIOM y XBOPHX CIIOCTEPIrajucs 3arajibHa CIaOKICTh 1
3amaMOPOYEHHS, a TAKOX B OKPEMHUX BHIMAJKaX COHJIMBICTh, PEKOMEHIYETHCS OOEPEKHICTH ITiJ Yac
KEepyBaHHS aBTOTPAHCIIOPTOM a00 poOOTH 31 CKJIaJTHUMH MEXaHI3MaMH.

Cnocio 3acmocysannsa ma 003u.

Jlopocni, y m. u. nayienmu nimnvozo 6ixy. Pexomennosana no03a Jlerpomapu® cranouts 2,5 mr 1 pas
Ha 7100y. B ax’toBaHTHIi Ta po3IMpeHiil ax’loBaHTHIN Tepamii JikyBanHs mpenapatoM Jlerpomapa®
MIOBUHHO TPUBATH HPOTArOM 5 pOKIB a00 NMOKM HE HACTaHE PELUUAMUB 3aXBOPIOBAHHA. XBOPUM 13
MeTacTazaMH Tepariio JikapchkuMm 3acobom Jlerpomapa® cilifi NpoJOBKYBaTH, TMOKH O3HAKH
[IPOrpeCyBaHHsl 3aXBOPIOBAHHs HE CTaHYTh OYEBMIHMMHU. B yMOBax aj’toBaHTHOTO JIIKYBaHHS TaKOX
CIIIJ PO3TIIAAATH MOMKIJIMBICTD 3aCTOCYBAHHS CXeMH MOCIIOBHOI Teparlii (JETPOo30J IPOTAroM 2 POKiB
3 HOJAJIBIIUM [EPEX0/I0M Ha MPUHOM TAMOKCHU(EHY IIPOTArOM 3 POKiB).

B ymoBax He0aJ IOBAHTHOTO JKYBaHHS 3acTOCyBaHHs Iikapchkoro 3aco0y Jlerpomapa® cimin
IIPOJIOBXKYBATHU MPOTArOM 4—8 MICAILIB, 00 TOCATHYTH ONTHUMAJIbHOTO 3MEHILIEHHS MyXJIUHU. K10
BiINOBiZb Ha JKyBaHHS HENOCTATHsA, CJiJ HPUIMHMTH Tepamilo mnpenapatom Jlerpomapa® i
MPU3HAYUTH [UTAHOBE XIpypriuHe BTpy4YaHHs Ta/abo 0OroBOPUTH 3 MALIEHTKOIO BapiaHTH MOJAJIbIIOTO
TIKyBaHHS.

JUis malieHTOK JITHBOTO BIKY KOPEKIisl 03U Mpenapary He MOoTpidHa.

Himu. JIna nikyBaHHs JiTell mpemnapaT He 3aCTOCOBYBaTH. besneka Ta e(eKTHBHICTh 3aCTOCYBAaHHS
JIEeTPO30JIy IITAM He BcTaHOBJeHI. HasBHI qaHi 0OMeXeHi, TOMy HEMOXJIUBO PO3POOUTH peKoMeHaallii
CTOCOBHO JI03YBaHHS.

Tayienmxu 3 nopyuenHamu Qynxkyiti nedyinku ma/a6o nupox. J\Jisd NaIlieHTOK 3 YpaXeHHSM MEeYiHKU
BiJl JIETKOTO /IO cepeaHboro crtymnens (kiac A ta B 3a mkanoro Yaitnga — [1'10) abo Hupok (mipu
KJIipeHci kpeaTuHiny > 10 Mi/XB) KOpeKlis 1034 Mpenapary He moTpiOHa. HasBHiI 1aHi CTOCOBHO
MAIiEHTIB 13 HUPKOBOIO HEAOCTATHICTIO 3 KiIipeHcOM KpeatuHiHy < 10 MiI/XB abo TSKKUM
nopyuieHHsaM (QyHKuii nedinku HegoctaTHi. [amieHTH 3 TSHKKMM MOopyHeHHIM (QyHKIIT MediHKy (Ki1ac
C 3a Yaitnga — [1°10) moTpeOyIOTh pETENLHOTO HArJSAY.

Cnocib 3acmocysanns



Ipenapar Jlerpomapa® ciig mpuitMaTi MepopantbHO HE3aNekKHO Bifl BXKMBAHHS DKi, OCKITEKM TKa He
BIUTMBAE HA CTYIiHb a0cOpOIIii mpemapary.

[Iponymeny m03y ciil NpUAHATA OJpa3y, SK TUIBKM MallieHTKa 3ragae npo ne. OJHak, SKIIOo
MaIieHTKa 3rajiae mpo e He3aI0Bro 10 MPUIOMY HACTYITHOI 103U (32 2—3 TOJMHU), POMYIIECHY 103y
CIIiJl IPOITYCTUTH Ta MPUUHATH HACTYIHY 703y 3TifHO 3 rpadikoM. He ciix nmpuiiMaTi NoABIHHY 103y,
OCKUIBKH TIPH MpHHOMi J0OOBOI /103U, BULIOI Bil PEKOMEHIOBAHO1 2,5 MT, criocTepiragacsi CUCTEMHA
eKCTIO3HIIis, BUILA Bil IPOTIOPIIAHOI.

Jimu.
[IpemapaT He 3aCTOCOBYBATH JITSIM, OCKUTBKH €()EKTUBHICTh Ta O€3MEeKY 3aCTOCYBAHHS JIETPO30TY JJIs
Ii€T KaTeTropii MaIieHTIB He BUBYAIM B MEXaX KIIHIYHUX JTOCHIHKCHb.

Ilepeoo3ysanns.

[ToBinoMisnocs mpo NOOAMHOKI BUNIAAKHU MEPE03yBaHHs JETPO30ITy.

Creuugiyae JiKyBaHHS 3 TIPUBOJAY TIIE€PENIO3YBAaHHS HEBIAOME; JIKyBaHHS IOBMHHO OYyTH
CUMIOTOMATUYHUM 1 TIATPUMYIOUHM.

Io6iuni peakuii.

3aranbHUi oryaa npoduito Oe3neku

YacTtoTy HeOaKaHUX peaKIliid JETPO30Jy BU3HAYAIH MTEPEBAKHO HA OCHOBI JaHUX, OTPUMAHHX Y XOI1
KIIHIYHUX JOCIIIKEHD.

Jlerpo3ou1 3aranoMm A00pe MepeHOCUBCs y BCIX AOCTUDKEHHSAX SIK Tepalis MepuIoi 1 Apyroi JiHii mpu
JIIKyBaHHI MOUIMPEHOT0 paKy MOJIOYHOI 3aJI03M, SK aJ IOBAaHTHA Teparis paky MOJIOYHOI 3aJl03U Ha
paHHIX CTajiAX 1 SIK pO3LIMpEHa aJi’IOBaHTHA Tepamis paky MOJIOYHOI 3aJI03U Yy KIHOK, fIKI paHile
OJICpXKYBAJIM CTaHIAPTHY aJ FOBAaHTHY Teparmiio TamokcudenoMm. Maibke B 1/3 mamieHTOK, sKi
JIKyBaJMCA JIETPO30JIOM NpPH METAaCTaTUYHUX 1 HEoaJ IOBaHTHUX CTaHax, NpuoauzHo y 75 %
MAaIi€HTIB TIPU aJ1 IOBAaHTHOMY TpH3HaueHHI (OOWIBI TPyNHM MpUUMAK 1 JETPO30J 1 TaMOKCH()EH,
MeJliaHa JIKyBajJIbHOTO Tnepioay craHoBmiIa 60 MmicsuiB) 1 maibke y 80 % malfieHTiB MpH po3LIMpPEHiit
aa’FoBaHTHINA Teparii (i J1eTpo30a 1 mianedo, MeaiaHa JIIKyBaTbHOTO Tepioay craHoBmia 60 MICSIIIB)
crocTepiranucs mooOiuHi peakiii. B3arami moGiuHi peakirii, ki CIOCTEpiraiucs, Majau MEPEeBAXKHO
cnabkuii 200 MOMIPHO BUPAKEHHWM XapakTep 1 y OUIBIIOCTI BUMAIKIB Oyiu MOB’sA3aHi 3 nediuToM
ecTporeHiB. Haltyacrimie y 3BiTax mpo KIIHIYHI JOCTIHKEHHS 3rajyBajucs MoOIYHI peakiii y BUTIIAI1
MPUILUIMBIB, TINEPXO0JIECTEPUHEMIl, apTpairii, HyJOTH, MOCHJICHOTO TOTOBHAUICHHS Ta IMiABUIICHOT
BTOMJIIOBAHOCTI. /[0 BaXJIMBUX HeOaKaHUX peakilidf, 1[0 MOXYTh PO3BMBATHUCA HA TJl JIIKyBaHHS
JIETPO30JIOM, HallekaTh Takl sIBUIIA 3 OOKYy OIOPHO-PYXOBOIO amapary, sk OCTeonopo3 Ta/abo
MepPEIOMH KICTOK, Ta sIBUIIA 3 OOKY CeplieBO-CyIUHHOI CHCTEMH (B TOMY YHCIII IIepeOpoBacKyIspHI Ta
TpoMOoemOomiyHi1 siBumia). barato mNOOMHUX SBUI] MOXYTh OYTHM 3yMOBJIEHI NPUPOTHUMHU
(dhapMaKkoJIOTTYHUMH HACHIIKaMHU JeIiUTy €CTPOreHiB (HAmpuKIaj] TMPUIUIMBH, alloNelis YU
BariHajibHa KpoBoTeua). binmplnicTh HeOaxaHMX peakiiii crocrepiraiucs y Mepini KilbKa THXKHIB
nikyBaHHs. Kateropii yactotu ass nux HebakaHUX peaki(iii onucani y Tabmuii 1.

[To6iyHi sBHINA 3a3HAa4eHI 3a YACTOTOI BHHUKHEHHS, TMEPUIMMH 3a3HA4YalOThCS HaWOUIbII
po3noBCIOKEH1. JIJis OLIHKM YacTOTH BUHUKHEHHS PI3HUX MOOIYHUX Peaki(iii BUKOPUCTOBYIOThHCS
Taki TepMminu: qyxe yacto (> 1/10), wacto (> 1/100 — < 1/10), vewacto (= 1/1 000 — < 1/100), piako
(>1/10 000 — < 1/1 000), myxe pimko (< 1/10 000); wacroTa HeBigOMa (HEMOKJIHWBO OIIHHTH,
BHUXOJISTYM 3 HASIBHUX JJAHHX).

Tabmums 1

YacrtoTa [To6iyHi peakiii
Ingpexyii ma ineasii
Heuacro [Hdekuii ceuoBUALILHOT CUCTEMH

JlobposikicHi, 3108KiCHI ma He3 SIcO8aHI HOB0YMEOPEHHSL, BKIUAIOYYU KICMU MAd NOJINU



Heuacto Binb y myxnuaaNX Boraumax (Y

3 6oky kposi ma nimgpamuunoi cucmemu

Heuacro JleiikomeHis

3 60Ky imyHHOI cucmemu

Heginomoi vactotn AnadimakTiuaHi peakiii

Memaboniuni nopyuienns ma posniaou HcueieHHs

Jyxe gacto INnepxonecrepunemis

Yacto 3HWKEHHS alleTUTY, MIJBUILEHHS alleTUTy
Icuxiuni nopywenns

Yacto Henpecis

Heuacto TpuBoXKHICTH (BKIJIFOUAIOYH HEPBO3HICTH), IPATIBIUBICTh
3 b6oky Hepsosoi cucmemu

YacTto ["osoBHMIA OUTB, 3aTTAMOPOYCHHS

Heuacto CoHNUBICTh, OE€3COHHS, MOTIPIICHHS T1aM’AT1, TU3eCcTe31s (BKIIOYAI0UH
MapecTe3ito, rirnepcTe3ir), MOPYIICHHS] CMAaKOBHX BITYYTTIB, IHCYJIBT,
3a1’ ICTKOBUM TYHEJbHUN CUHIPOM

3 b6oky opearis 30py

Heuyacto Karapakra, moipa3HeHHsI 0Ka, 3aTbMapeHHs 30Dy

3 boky cepys

Yacrto Ilocuneune Cepl_[e6I/ITT}I(1)

Heuacrto Taxikapais, BUNIQIKHU imeMii Miokap/a (BKJIFOYar0Yl BUHUKHEHHS a00

HOTipIIeHHS Nepediry cTeHOKap/ii, CTEHOKap/Iiio, 110 BUMarae
XIpypridyHoro BTpy4aHHs, iH(apKT MioKap/a Ta ieMito Miokap/a)

Cyounni nopywenns

Jyxe 9acto I"apsiai npunmBu

Yacro AprepianbHa rinepTeHs3is

Heuacro TpomOodedit (BriItoyaroun TpomM060¢IediT HOBEpXHEBUX Ta INIMOOKHUX
BEH)

Pinxo JlereneBa eM0outisi, apTepialibHUI TPOMOO03, 1IepeOpOBACKYIIPHUN THPAPKT

3 60Ky OuxanvHOi cucmemuy, mopakaibHi ma MeoiacmuHalbHi NOPYUIEHHS



Heuacto 3aaMIIKa, Kaesib

3 60Ky WIYHKOBO-KULUKOBO20 MPAKMY
Yacro Hynora, 6mosanns, nucnencisy, sanop, giapes, 6inpb y xuBoTi
Heuacro Cromarut®, cyxicts y poti

3 boky eenamobiniapnoi cucmemu

Heuacro [linBuieHHs piBHS MEYIHKOBUX (DepMEHTIB, rinepOinipydinemis,
YKOBTSTHUIIS
Hesinomoi wactotu I'enatut

3 60Ky wiKipu ma niOwKIpHOi K1imKOBUHU
Hyxe gacto [Tocunene noToBUALICHHS

Yacto Anormenisi, BUCUNAHHS (BKJIIOYAIOYM EpUTEMATO3HI, MaKyJIOMNammyispHi,
MICOPIaTHUYHI Ta BE3UKYJISIPHI BUCHUIIN), CYXICTh LIIKIpH

Heuacro CepOix, KpOTIUB STHKA

Hesinomoi yactotu Toxcuunuit  emiepMaabHUNA ~ HEKpONi3,  MYyJIbTH(OpPMHA  epuTeMa,
AQHTIOHEBPOTUYHUN HAOPSIK

3 60Ky cxenemHno-m 830601 cucmemu ma CnoyYHoOi MKAHUHU

Hyxe gacto ApTtpanris

Yacto Binb y M’s13a%, 6i1b y kictkaxY, ocTeonopos, mepenomu KicTok, apTpuT
Heuacto TenauaIT

Pinko Po3pus cyxoxumis

Hesinomoi yactotu CHHIPOM «KITAI[AI0YOTO MAaJBIS»

3 6oky ceuosudinbHoi cucmemu ma HUpoOK

Heuacto [TinBuIieHa YacTOTa CEUOBUITYCKAHHS

3 6oxy penpodykmueHoi cucmemu ma MOJIOYHUX 3AT103

Yacto BarinanpHa kpoBoTeua

Heuacro BarinanbHi BUaUIeHHS a00 CyXICTbh, OiTb Y MOJIOUHHX 3aJ103aX

3azanvui posnaou ma peakyii' y micmi 66e0enHsl

Jyxe gacto CToMITIOBaHICTh (BKJIFOUAIOYH aCTEHI0, HE3Ty)KaHHS)

Yacro [epudepuunnii HaOpsK, OUTb y TPYIIX



Heuacro [TinBuIIeHHS TeMIepaTypH, CyXiCTh CTM30BUX OOO0JIOHOK, BIUYTTS CIpary,
reHepaizoBaHuid HaOpsIK

Jlocnioxcenns
Yacro 30LIbIIEHHS MacH Tiia
Heuacto 3MeHIIIEHHI MACH TLIa

(1) Tineku Tpy TIKYBaHHI METACTATUYHOTO YPasKEeHHS.
[Ipo nmesxi HeOaxkaHi peakilii MOBIAOMIISIOCA 31 3HAYHO BIIMIHHOIO YacTOTOK) B YMOBax aJ’FOBaHTHOTO
JIKYBaHHS.

Tabmuis 2
An’roBaHTHa Teparis JETPO30JI0M IMOPIBHSIHO 3 MOHOTEPAIIED TaMOKCH(EHOM: HebaXkaHl sSBHINA,
4acTOTa SIKUX 3HAYYIIE BIIPI3HAIACH

JleTpo3oJ, yacToTa SBHIY Tamoxcugen, yactora SBUL
Hebaxani noGiuni N =2448 N = 2447
peaxiii [IpoTsrom VY Oyab-sikuit yac [IpoTsirom VY Oyap-akuii yac
JIKYBaHHS MICIs paHaoMizarii JIKYBaHHS iCHs pa”aoMizarii
(meniana 5 pokiB) | (MexniaHa 8 pokiB) |(MeniaHa 5 pokiB) | (MefiaHa 8 poKiB)

[lepenom kicTok 10,2 % 14,7% 7,2% 11,4%
Ocreomnopo3 5,1% 5,1% 2,7% 2, 7%
TpomOoemboIUH1 2.1% 3,2% 3,6% 4.6%
SIBUILIA
[HdapkT Miokapaa 1,0% 1,7% 0,5% 1,1%
Fmepnna:‘:'v{ 2.3%
EHIOMETPIs / 0,2% 0,4% 2,9%

pakK eHJIoMeTpist

[Ipumitka. IIporsrom mikyBanHs — BKirodae 30 AHIB MICHsl OCTaHHBOI JO3U. Y OyAb-SIKHI Yac — BKIIIOYAE
TIepio/ MOAIBIIIOTO CITIOCTEPEKEHHS MICIs 3aKiHYeHHS a00 BiIMIHU JTOCTIIKYyBaHOTO JTIKyBaHHSL.
PisHUIS IpyHTYETHCS Ha CHIBBIAHOMIEHH] pU3HKIB Ta 95 % MoBipunx iHTEpBasIax.

Tabmuns 3
[TocnimoBHe JiKyBaHHS MOPIBHSHO 3 MOHOTEPAITIEIO JIETPO30JOM: HeOakaHl SBHINA, YaCTOTA SIKUX
3HauyIlE BiAPi3HsIACH

MomnoTeparris JleTpo3on — Tamokcuden —
JETPO30JIOM TaMoKcudeH JETPO30
[ToGiuHi peakiii N = 1535 N = 1527 N = 1541
5 pokiB 2 poku — 3 poKu 2 poku — 3 poKu
[Tepenomu KicTok 10,0 % 1,7%* 9,7%
[TponipeparusHi
po3naaun 3 00Ky 0,7% 3,4%** 1,7%**
EHJIOMETPis
INimepxonecrepunemist 52,5% 44,2%* 40,8%*
lapsiai nmpunuBu 37,6% 41, 7%** 43,9%**
BarinanbHa kpoBoTEUa 6,3% 9,6%** 12,7%**

* 3gauylie MeHIle, HK B TPYIi MOHOTEpAIIii JIETPO30JIOM.
** 3navyme OinblIe, HXK B TPYIi MOHOTEpAIIi] JIETPO30JIOM.
[Ipumitka. [lepion noBinomieHHs BKIroUae nepiof gikyBanHs a6o 30 AHIB Micis NPUNIMHEHHS JIIKyBaHHSI.



Onuc okpeMux MoOIYHUX PeaKIliit

Hebaoicani peaxyii’ 3 60Ky cepys

B ymoBax aj’toBaHTHOTO JIKYBaHHS, KpIM NPEACTaBICHUX y TaONUII 2 AaHUX, MOBITOMIISUIOCS PO
Taki HeOakaHl SIBUIIA CTOCOBHO JIETPO30Jy 1 TaMOKCH(EHY BiINOBIAHO (3 MEMIaHOK TPHUBAIOCTI
nikyBaHHs 60 MicsiB mmoc 30 THIB): CTEHOKapis, 10 BUMarae Xipypriunoro ikyBanus (1,0 %
mpotu 1,0 %); cepueBa HenocratHicth (1,1 % mpotu 0,6 %); aprepianbHa rineprensis (5,6 % mpotu
5,7 %); nopyueHHs nepedpaIbHOr0 KpoBOOOIry/ TpaH3uTopHa imemivHa ataka (2,1 % nportu 1,9 %).
B yMoBax po3mmpeHOro aj’toBaHTHOTO JIIKYBaHHS IMOBIIOMIISUIOCS TPO Taki HeOakaHI SBHUINA JIJIS
JeTpo30iy (MeiaHa TPUBAIOCTI JIIKYBaHHS 5 pOKiB) 1 myane6o (Meniana TpUBaiIoCTi MPHHOMY 3 POKH)
BIJIIOBIIHO: CTEHOKap.is, Mo BuMmarae xipyprignoro jikyBanHs (0,8 % mporu 0,6 %); Bmepiie
JIarHOCTOBaHA CTEHOKapAis abo moripmieHHs rnepediry crenokapaii (1,4 % mporu 1,0 %); indapkr
miokapmra (1,0 % mporu 0,7 %); tpomboembomiuae sume* (0,9 % mporu 0,3 %);
IHCYJIBT/TpaH3UTOpHA imemiuHa ataka™® (1,5 % npotu 0,8 %).

YacToTa sBUIII, MO3HAYEHUX ¥, CTATUCTUYHO 3HAYYIIE BIAPI3HAIACH Y IBOX Tpymnax JIKyBaHHS.
Hebaowcani peaxyii 3 60Ky onopHo-pyxoeoeo anapamy

Jani 3 Oe3neku 1Sl OMOPHO-PYXOBOIO amapary, OTpUMaHI B yYMOBaxX aJ FOBaHTHOTO JIKYBaHHS,
npescTaBieHi y Tadnui 2.

B yMoBax po3mmpeHoro aj’IoBaHTHOI'O JIIKYBaHHS MEPEOMH KICTOK a00 OCTEOINOpo3 CIIOCTEPIraanuch
Yy CTaTHUCTHUYHO 3HAUYYIIEC OUTIIOI KUIBKOCTI MAI[IEHTOK TPYMH JIKYBAHHS JIETPO30JIOM (TIEpPETOMU
kictok — 10,4 % 1 octeonopo3 — 12,2 %), HiX y mamieHToK rpymu rmiane6o (5,8 % Tta 6,4 %
BIIMOBIIHO). Meiana TpUBAJIOCTI JIIKYBAaHHS CTaHOBWJIA 5 POKIB I JIETPO30Jy TMOPIBHSIHO 3 3
poxamu Jj1s 1ianeoo.

Tepmin npuoamnocmi. 4 poxu.
He 3acTocoByBatu npenapar miciisi 3aKiH4eHHsI TEPMIHY MPUIATHOCTI, 3a3HAYEHOTO Ha YITAKOBIII.

YmoBHu 30epiranns. 30epiraTyé B OpHTiHAIBHINA YITAaKOBIII MpU TeMiiepaTypi He Bute 25 °C.
30epiraTi y HEOCTYITHOMY JIJIsl IITEH MICIII.

¥YnakoBka. [To 10 Tabnerok y Gmictepi. 1o 3 6mictepu y madii.
Kareropis Bignycky. 3a peuenrom.
Bupoonuk. AT «Dapmaky.

Micue3naxoa:KeHHsI BAPOOHHMKA TAa MOro aapeca Micus NMPOBAKEHHS AisIbHOCTI.
VYxpaina, 04080, m. Kui, Byn. Kupunisceka, 74.
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