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IHCTPYKIIA
AJIS1 MEUYHOI0 32CTOCYBAHHS JIIKAPCHKOI0 3ac00y

JIETPOMAPA®
(LETROMARA)

Cknao:

oiroua peuosuna: letrozole;

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

OONOMIDICHI peyosuHy: JTAKTO3U MOHOTIAPAT, KPOXMallb KYKYPYA3SHHM, IEII003a MIKPOKpUCTAJIIYHA
101, rizpoxcumnponinMmeTrientono3a (15), HaTpito KpoxXMaablHKOIT (TN A), MarHiro creapar;
ckmax ruiBkoBoi obomomkm:  Sepifilm™ 050  (Mermnrimpoxcumpominmenionosa, ILeT0I03a
MIKpPOKpHCTAJIIYHa, aleTUiIboBaHi (abo amerarwm cKiIagHux edipiB) MOHO- Ta JWUTJIIEPHIN),
Sepisperse™ Dry 3214 Jaune (TiZpOKCHIIPONiIMETHIILENION03a, LEN0I03a MiKpOKpUCTalivHa,
tutany giokcun (E 171), pubodnasin (E 101)).

Jlikapcbka gopma. TabieTku, BKpUTI IJIIBKOBOK 000JIOHKOIO.
Ocnogni izuxo-ximiuni enacmugocmi. TaOIETKH KpyTioi GopMu 3 TBOOITYKJIOK IMOBEPXHEIO, BKPUTI
TUTIBKOBOIO O0OJIOHKOI KOPUYHIOBATO-KOBTOT'O 00 OPaHKYBaTO->KOBTOT'O KOJIBOPY.

dapmakoTepaneBTHYHA Tpynma. 3aco0u, IO 3aCTOCOBYIOTBCSA JUIi TOPMOHAIBHOI Teparii.
AHTaroHiCTH TOPMOHIB Ta aHAJIOTI4HI 3aco0u. [HribiTopn apomarasu. JleTpo3od.
Kox ATX L02B G04.

Dapmakonoziuni enacmueocmi.

Dapmakoounamika.

JleTpo3on — HecTepoiqHMi 1Hr1O6ITOp apoMaTas3u (iHrib6iTOp 610CHHTE3y €CTPOreHY); MPOTUITYXJIUHHUN
npemnapar.

VY Bumagkax, KOJIM PICT MyXJIMHHOI TKAaHWHU 3aJIEKUTh Bl HAsSBHOCTI €CTPOTEHIB, YCYHEHHS
OTIOCEPEIKOBAHOTO HUMHU CTUMYJIOIOYOTO BIUTUBY € MEPEAYMOBOIO TPUTHIYEHHS POCTY MyXJIWHHU.
VY XKIHOK y NMOCTMEHOINAay3l €CTPOT€HH YTBOPIOIOTHCS MEPEBAXHO 3 Y4acTIO (pepMEeHTy apomaTasi,
KW TIEPETBOPIOE AHIPOTEHH, IO CHUHTE3YIOTHCS Yy HAJAHUPKOBHX 3ayo3ax (y Mepury dYepry
aHAPOCTEHII0H 1 TecTocTepoH), Ha ecTpoH (E1) Ta ectpamion (E2). Tomy 3a qomnomororo cnenudiqHoi
1Hr101111 pepMeHTy apoMaTa3yu MOKHA JOCATTH MPUTHIYEHHS O10CHHTE3Y €CTPOTeHIB y epupepuIHuX
TKaHHMHAX 1 B MyXJIMHHIN TKaHUHI.

Jlerpo3on nmpurHivye apoMaTasy MIISIXOM KOHKYPEHTHOTO 3B’ SI3YBaHHS 3 CYOOMHUIICIO IEOTO (hePMEHTY
— remMoM 1uToxpomy P 450, 1110 pu3BOIUTE 10 3HUKEHHS O10CUHTE3Y €CTPOTEHIB y BCIX TKAHUHAX.

VY 310poBUX KIHOK y TIOCTMEHOIIAY31 OJTHOPa30Ba /1032 JETPO30Jy, sika cranoBuTh 0,1 Mr abo 0,5 wmr,
abo 2,5 mr, 3HMXKY€E PIBEHb €CTPOHY Ta €CTPajJioyly B CHPOBATIi KpOBi (MOPIBHSIHO 3 MOYaTKOBUM
piBueM) Ha 75-78 % 1 Ha 78 % BiAMOBimHO. MakcuMmanbHE 3HIDKEHHS JOCATAEThCs depe3 48—
78 TOIUH.

VY KIHOK 13 MOMIMPEHOI0 (OPMOIO paKy MOJIOUHOI 3aJI03U y IMOCTMEHOIAy31 II0IeHHE 3aCTOCYBAHHS
aetpo3ony y 1031 Big 0,1 Mr o 5 Mr 3HMXKYE piBHI €CTpajiofly, €CTPOHY Ta €CTPOHY cyibdary y
ia3Mi KpoBi Ha 75-95 % Bix mouaTtkoBoro piBHA. Ilpu 3actocyBanHi mpemnapaty y ao3i 0,5 mr i
Ouble y 6aratboX BHUIAIKaX KOHIIEHTpALil ECTPOHY Ta €CTPOHY CYJb(aTy BUSABISIOTHCA HUXKYE MEXK1
YyTIUBOCTI METOJly, 110 BUKOPUCTOBYETHCS Ul BU3HAueHHS ropMmoHiB. Lle Bkasye Ha Te, mo 3a
JIOTIOMOTOI0 JIJaHMX 7103 Tpernapary AO0CATaeTbCs OUIbII BUPAa)KEHE NMPUTHIYEHHS CUHTE3Y €CTPOTEHIB.
Cympecist ecTporeHiB HiATpUMYBaJIacs MPOTATOM JIIKYBaHHS y BCIX Malli€HTOK.



Jlerposon — BUcoKocnenupigHui 1Hri0ITOp aKTUBHOCTI apoMarasu. [lopylieHHs CHHTE3y CTepOiIHuX
TOPMOHIB Y HaJHHMPKOBHX 3aJ103aX HE BUSBJICHO. Y NALlIEHTOK y MOCTMEHONAy31, SIKUM MPOBOIWIH
TEpaIiio JIETPO30JIOM y 1000Bii 1031 0,1-5 Mr, KIIHIYHO 3HAYYIIUX 3MiH KOHIIEHTpaUid y Iuia3mi
KpOBI KOpPTHU3011y, JIbJJOCTEPOHY, 1 1-neokcuxkopTusony, 17-riagpoKkcunporecTepony,
aapeHokopTukoTporHoro ropmoHy (AKTI), a Takox akTUBHOCTI peHIHYy HE OyJo BHUSBICHO.
[Tpoenenns tecty crumyssnii 3 AKTI depes 6 1 12 TwxHIB Tepamii JeTpo30J0oM y A000BIH 1031
0,1 mr, 0,25 wmr, 0,5 mr, 1 mr, 2,5 Mr 1 5 MI' HE BHSIBWIO SIKOTOCH MTOMITHOTO 3MEHIIICHHS CUHTE3y
JIBJJOCTEPOHY UM KOPTH30dy. TakuM 4MHOM, HEMAa€e HEOOXIAHOCTI MPU3HAYATH TIIFOKOKOPTHKOIIN Ta
MiHEpaJIOKOPTHKOITH.

VY 310poBUX KIHOK y NOCTMEHOIIay31 Micis OAHOPAa30BOro 3aCTOCYBaHHs JeTpo3oiy y Ao3ax 0,1 mr,
0,5 mr i 2,5 Mr 3MiH KOHIIEHTpallii aHAPOTEHIB (aHIPOCTEHIIOHY Ta TECTOCTEPOHY) Y IIa3Mi KPOBI HE
BUSIBJICHO. Y MAIIIEHTOK y MOCTMEHOIAY31, sIKi OTpUMYBAJIM JIETPO30J Yy A000Bii 1031 Bix 0,1 mMr no
5 Mr, 3MiH PiBHSA aHAPOCTEHAIOHY Y IIa3Mi KpPOB1 TaKOX HE BiJ3HaueHO. Bce 1ie Bkasye Ha Te, 0
0Jokana 010CHHTE3y €CTPOTeHIB HE MPU3BOIUTH 10 HAKOMUYCHHS aHIPOTEHIB, SKi € TMOMepeTHUKAMH
€CTPOreHiB. Y TAIll€HTOK, SIKI OTPUMYBAJHW JIETPO30J, HE OYJI0 BiJ3HAYEHO 3MIH KOHIICHTpAIii
JTFOTETHI3YI0YOT0 Ta (OTIKYIOCTUMYIIIOI0UOr0 TOPMOHIB Y TJIa3Mi KPOBI, a TAKOXK HE OyIJI0 BiA3HAYEHO
3MiH (QYHKIIH IIUTOBUIHOI 3aJ103H, SIK1 OLIIHIOBAIM 32 PIBHAMHU TUPEOTporHOro ropmony T4 1 Ts.
Dapmaxokinemuxa.

Bcmoxkmysanna. JleTpo3on IIBUAKO 1 MOBHICTIO BCMOKTYETbCS 31 IIIYHKOBO-KHIIKOBOTO TPAKTy
(cepenHs BeIMYMHA GiOAOCTYIHOCTI cTaHOBUTH 99,9 %). )xa He3HauHOIO MipOIO 3HIKYE MIBUAKICTH
abcopOIIii (cepeiHe 3HAYCHHS Yacy JOCATHEHHS MaKCUMAIIbHOI KOHIICHTPAIIIT JIETPO30J1y B KPOBi (tmax)
CTaHOBUTH | TOIMHY NPH MPUHOMI JIETPO30Jy HATIIE 1 2 TOAWHU — IMPH NPUHOMI 3 DKero; cepemHe
3HAYEHHS MAaKCHMAaJIbHOI KOHIIEHTpAIlil JIeTpo30iy B KpoBi (Cmax) craHoButh 129 + 20,3 HMOIB/1T TipH
npuitomi Harme 1 98,7 + 18,6 HMonb/n — npu mpuiiomi 3 1Ke), OJHAK CTYHiHb BCMOKTYBaHHS
neTpo30iry (TIpU OIIHIN 3a TUIOMICIO ITiJi KPUBOK «KOHIIEHTPAISl — Yac») He 3MIHIOEThCs. He3HauHi
3MIHM IIBUJIKOCTI BCMOKTYBaHHS PO3I[HIOIOTHCA K TakKi, 110 HE MAIOTh KIIHIYHOTO 3HAYEHHS, TOMY
JIETPO30JI MOKHA 3aCTOCOBYBATH HE3AJICKHO BiJl mpUioMy TxKi.

Po3nodin. 38’s13yBaHHs 1€TPO30Jy 3 OLIKaMU IJIa3MU KPOB1 CTAaHOBUTH MpubIu3Ho 60 % (mepeBaskHO
3 anbOymiaoM — 55 %). KonnenTpaitis neTpo3ony B eputporutax — Maike 80 % Bix WOTO piBHA y
nnasmi kposi. Ilicns 3actocysanns 2,5 mr *4C-miveHoro netposony npu6iusHo 82 % paaioakTHBHOCTI
y TUTa3Mi KpOBiI MPHIIAAAI0 HA YacTKy HE3MiHEHOI aKTHBHOI PEYOBHMHH. TOMY CHCTEMHHH BIUIUB
METa0oMITIB JIETPO30dy HE3HauyHWH. JIeTpo3on MIBHAKO 1 IIMPOKO PO3MOJILISAETHCS Yy TKAHUHAX.
VsBHUI 00’ €M po3MOALTY y EPioJ PIBHOBAXKHOTO cTaHy jaocsrae npubiausHo 1,87 + 0,47 n/kr.
Memabonism i e6usedenns. JleTpo3osl 3HAYHOIO MIPOIO 3a3HA€ METabOJI3MYy 3 YTBOPEHHSIM
(GapMaKkoJIOTIYHO HEAKTHBHOIO KapOIHOJIOBOrO MeTaboyliTy — OCHOBHMHM HUIAX —eJTiMiHaLii.
Mertabomiunuii  kimipeHc jaetpo3ony (CLm) cranoButh 2,1 n/ron, MO € MEHIIMM 32 BEIUYHHY
MEYIHKOBOTO0 KPOBOTOKY (mpubinuszHo 90 n/rox). byno BUsABIEHO, IO MEPETBOPEHHS JIETPO30Jy Ha
fioro metabomiT 31iicHIoeThCs miJ BIiiuBoM 130pepMenTiB CYP3A4 1 CYP2A6 nuroxpomy P 450.
YTBOpEeHHS HEBEIMKOI KUIBKOCTI IHIIMX, MOKM IO HE 1AEHTU(]IKOBAHMX MeTaboNITIB, a TaKOX
BUBEJICHHS HE3MIHEHOI'o Mpernapary 3 cedero 1 KaJloM BiJirparoTh JIMIIE HE3HAUHY pPojb Y 3arajbHii
emmiHamii Jserpo3ony. [lporarom 2 THXKHIB TICAS BBEACHHS 3J0pPOBUM JOOPOBOJIBLISIM Y
noctMeHomnaysi 2,5 mr *C-miuenoro nerposony B cedi 6yno BusBIeHo 88,2 + 7,6 % pagioaKTHBHOCTI,
y kami — 3,8 £ 0,9 %. Ilpunaiimui 75 % pamioakTUBHOCTI, 10 BUSBISETbCA y cedi 3a nepion ao 216
rogua (84,7 £ 7,8 % no3u nerpo3ony), NMPUMAgaio Ha TIIOKYPOHIIHI KOH’IOraTH KapOiHOJIOBOTO
MeTtabomity, Maibke 9 % — Ha aBa iHII He iAeHTHdIKOBaHI MeTabomiTH Ta 6 % — Ha HEe3MIHEHUH
JETPO30JL.

VsBHMI KIHIIEBUI NEpioj HAMIBBUBEICHHS 3 IJIa3MU KpOBI CTAHOBHUTH NMpubau3zHo 2—4 nodu. Ilicns
II0IGHHOTO MPUIHOMY 2,5 MT Ipenapary piBHOBa)KHA KOHILIEHTPAILiS JIETPO30JTy AOCATAETHCS MPOTATOM
2—6 TIWKHIB, IIPH I[bOMY BOHA MPHUOJIM3HO y 7 pa3iB BUINA, HIX IICIsI OJTHOPA30BOTO MPHUHOMY Ti€l Xk
no3u. BopHouac 3HaueHHS piBHOBakHOI KoHHeHTpauii y 1,5-2 pa3su nepeBullye Te 3HAUYEHHS
PIBHOBa)XXHOI KOHIIEHTpaIlli, sIke MO)XKHa Oyj10 O 3aBOauuTH Ha OCHOBI PO3PAaXyHKIB, BUXOISYH 3
BEJIMYMH, 3apEeCTPOBAHMX MICIs MPUHOMY OJHOPa30BOi a03u mpemnapaty. Lle Bkasye Ha Te, 1m0 npu
II0JICHHOMY 3aCTOCYBaHHI JIETPO30Jy y 11031 2,5 MT Horo ¢apMakOKiHETHKA Ma€ JICIIO HeIHIMHHI
xapaktep. OCKUIbKM pIBHOBaXXHA KOHILIEHTpALsl JIETPO30Jy HIATPUMYETHCS MiA 4Yac JIKyBaHHS



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

Jlinitinicmo/neniniiinicms. @apMakoKiHETHKa JeTpo3osy Oyina NpOMOpLIHHOI A0 03U  Iicis
3aCTOCYBaHHS OJHOPa30BOi mepopayibHOi 1031 10 10 mr (mianazon mo03 Bix 0,01 go 30 mr), a Takox
micist moaeHHnx 103 10 1,0 mr (miamazon no3 Bix 0,1 mo 5 mr). Ilicns 3acTocyBaHHS OJHOPA30BOI
nepopaibHOi 1031 30 MT criocTepiragocs He3HauHe, ajie OLIbIT HiK MPOMOPLIHHE 10 J03U 301IbIIICHHS
nokasuuka AUC. Ilpu 3actocyBanHi moaeHHuX a03 2,5 ta 5 mr 3nHauenns AUC 306inbmmmnocs
npu6sm3HO y 3,8 Ta 12 pazis 3amicTh 2,5 Ta 5 pa3iB BIAMOBIIHO MPHU MOPIBHAHHI 3 103010 1,0 Mr/mo0y.
TakuM 4YMHOM, pPEKOMEHJOBaHA J103a 2,5 MI/mo0y Moxe OyTH TPaHHYHOIO 03010, IPH SKIH
HEIPOTMOPIIIHHICTh CTA€ BUAMMOIO, TOAl SK MPU 3aCTOCYBaHHI J03M 5 Mr/mo0y HEHpOIOpPIiHHICTh
cTae OunplI BHpakeHOr0. HempomopuiiHicTh 103M, IMOBIpHO, € pe3ylbTaTOM HACHYECHHS IPOIECIB
MEeTa0OJIIYHOTO BUBEICHHs. PiBHOBa)kHI KOHIIEHTpalii Jocsramucs depe3 1-2 Micami mnpu
3aCTOCYBaHHI yCiX JOCTIKyBaHUX pexkuMiB go3yBanHs (0,1-5,0 Mr mioeHHO).

Dapmakokinemuxka 6 OKpeMux 2epynax nayicHmie. Y JOCHIIKEHHSX, K1 TMPOBOAUIM 3 Yy4acTiO
JOOPOBOJIBINB 3 PI3HUM CTAaHOM (QYHKIIIT HUPOK (24-rOJMHHUHN KIIpEeHC KpeaTHHiHy BapitoBaB BiJ 9 10
116 mu/xB), Big3Hayayocs, IO IMCJIS OJHOPA30BOTO MHPHHOMY JIETPO30dy y 1031 2,5 Mr #oro
(dapMaKoOKiHETHKA HE 3MiHIOBaJIach. KpiM TOro, y BHIE3a3HAYCHOMY JTOCIIHDKCHHI OIIHIOBAIH BILIHB
nopyuieHHs: QpyHKIIi HUPOK Ha JIETPO30J, aHalli3 KOBapiaHT OyB BUKOHAHWMI Ha OCHOBI JIaHUX JBOX
6azoBux nociikens (mocmimkenHs AR/BC2 ta AR/BC3). Po3paxoBaHmii KIIipEHC KpeaTHHIHY
(mianmazon y mocmimkenHi AR/BC2: 19-187 mu/xB; y mocmimxenHi AR/BC3: 10-180 mn/xB) He
MPOJIEMOHCTPYBAB CTATUCTUYHO 3HAYYIIOTO 3B 53Ky 3 MIHIMAJIBHUMHU PIBHIMH JIETPO30Jy y IUIa3Mi
KpoBi y piBHOBaXHOMY cTaHi (Cmin). Binbme toro, nani mocmimkeas AR/BC2 ta AR/BC3 nikyBaHHs
JIpYToi JIiHil METacCTaTMYHOTO paKy MOJIOYHOI 3aJ03H MPOJEMOHCTPYBAIU BIACYTHICTh HEraTMBHOTO
BIUIMBY JIETPO30JIy Ha KIIIPEHC KpeaTHHiIHY a00 moripmeHHs (yHKIii HUPOK.

TakuM 4MHOM, KOPEKI[isl AO3M Malli€eHTaM 3 MopylleHHAM (QyHKUii HUpOK (KiipeHc KpeatuHiny > 10
MII/XB) HE mMOTpiOHA. [H(popMarllisi CTOCOBHO MAaIli€HTIB 3 TSHKKUM MOPYIICHHSM (QYHKIIT HHPOK
(xmipeHc kpeatuHiny < 10 mi/xB) oOMexeHa.

B oci0 3 noMipHO BHpakeHUM nopymeHHsIM (GyHKIil medinku (kaac B 3a mkanoro Yaitnga — I1°10)
CepeqHi BEJMYMHU IUIONII MiJ KpuBOK «koHIeHTpamis — yac» (AUC) Oynu Ha 37 % BulI, HIX y
3JI0POBUX OCI0, ajie 3aJUIIaIUCS y MEXaxX TOTO Jl1ala30Hy 3HA4YeHb, K1 crocTepiraiucs B ocid 6e3
nopyuieHb QyHKuii nedinku. [Ipu nocnigkeHHi GpapMaKOKIHETUKM OJHOPA30BOI 03U Y XBOPHX Ha
LUPO3 MEYIHKU Ta 3 TSHKKUMU nopymeHHsMH 11 gyHkil (k1ac C 3a mkanoro Yaitnga — II'10) 6ymo
Big3HaueHo 30imbiienHs AUC nHa 95 % Ta ty, Ha 187 % BIAMOBIAHO MOPIBHSHO 3 MOKAa3HUKAMH Y
370pOBUX JOOPOBOJIBIIIB. TakMM YHHOM, y TAIIEHTOK 3 PaKOM MOJIOYHOI 303U Ta TSHKKUM
HNOPYUIEHHAM (YHKII{ MEYIHKH OYIKYIOTbCS OUIBII BHCOKI PiBHI JIETPO30Jly, HIX Yy MAI[iEHTOK Oe3
Txkoi aucdyHkuii mewinku. OTxke, nikapchkuii 3aci6  Jlerpomapa® crmin 3 obepexHicTio
3aCTOCOBYBATH MAlliEHTKAM 3 TSHXKKUM MOPYIICHHAM (DYHKIIIT eUiHKH, 3Ba’Kal0YM Ha CIT1BBITHOLIEHHS
KOPHCTI/PU3UKY JJIsl KOXKHOI OKPEMOT MallieHTKHU. Y 3B’SI3KYy 3 THM, L0 y MaLlI€HTIB, sIKI OTPUMYBAJIU
no6oBi 034 Big 5 Mr go 10 mMr/mo0y, He croctepiranocst 30UTbIIEHHS MOKa3HUKIB TOKCHYHOCTI,
KOpEKLisl J03M Yy HampsMKY ii 3HM)KEHHS He OOIDYHTOBaHa, XO4ya TAaKUM HallleHTaM MOTPiOHO
nepeOyBaTH MiJ PEeTeNbHUM HarysgoM JjikapiB. Kpim Toro, He 0ysi0 BiJ3HA4Y€HO >KOJHOTO BIUIMBY
nopyueHb (QpyHKUIi HUPOK (PO3paxyHKOBI 3HAUEHHS KJIIPEHCY KpeaTuHiHy cTaHOBUIM 20—50 Mi/XB)
abo mopymeHb (YHKIII ME4iHKM Ha KOHIIEHTPALIIO0 JIETPO30Jy y IUIa3Mi KpOBI y MAalLli€HTOK 3
HOUIMpEeHUMHU (OpMaMH PaKy MOJIOYHOI 3a5103u. PapMaKOKiHETHKA JIETPO30IIY HE 3AJIEKHUTD BiJl BIKY.

Kuiniuni xapakTepucTUKH.

Iloxazanns.

e A’ioBaHTHa Teparlis TOPMOHOIIO3UTUBHOTO 1HBA3MBHOIO paky MOJOYHOI 3aJ03M Ha paHHIX
CTa/isSIX y KIHOK Y IOCTMEHONay3aJbHUM Mepio.

e Posmupena ajg’roBaHTHA Teparis 1HBa3UBHOIO PaKy MOJIOUHOT 3aJ71031 Ha PaHHIX CTaJisIX y KIHOK Y
NOCTMEHONAay3aJdbHUI 1epioJ, SKUM Oyjga WpoBeAeHA CTaHJapTHA aJ IOBaHTHA Teparis
TaMOKCU(EHOM MPOTATOM 5 POKIB.

e Tepamis mepuioi JiHIT TOPMOHO3AJEKHOTO MOMIMPEHOT0 PaKy MOJOYHOI 3al03U Y JKIHOK Yy
OCTMEHONaY3l.



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

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

EdexTuBHICT, mpemapary Uis TAli€HTOK 3 TOPMOHOHETaTUBHUM DPAaKOM MOJIOYHOI 3aJl03H He

JIOBEJICHA.

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

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

MeTtab0:1i3M JeTpo30JIy 4acTKOBO BinOyBaeThes 3 yuacTio CYP2A6 ta CYP3A4. TakuM yuHOM, Ha
CHCTEMHE BHUBEJICHHs JIETPO30Jy MOXYTh BIUIMBATH JIIKApChKi 3aCO0M, SKi BIUIMBAIOTh HAa (pEpMEHTH
CYP3A4 i CYP2A6. OueBunno, MeTaboi3M JIETPO30JIy Mae HHU3bKY cropigHeHicts i3 CYP3A4,
OCKLUIBKH 11eil (hepMEeHT He HACHUUYYyeThCS MPH KOHIEHTpallisaX, y 150 pa3iB OUIbIINX, HIXK KOHIIEHTpALii
JICTPO30JTy, IO CIIOCTEPIratoThCs Y TUIa3Mi KPOBI y MEpiol PIBHOBKHOTO CTaHY 3a THUIIOBUX KITIHIYHUX
YMOB.

Ha nmanwii yac x1iHIYHMA JOCBiJ 3aCTOCYBaHHS JIETPO30Jy B KOMOiHaMii 3 ecTporeHaMu abo iHIIMMU
MPOTUPAKOBUMH TpenapaTamMu, KpiM TaMokcudeHny, BincyTHii. TamokcudeH, iHIII aHTHECTPOTEeHHI
npenapatd abo eCTPOTreHOBMICHI JIKapChKi 3acO0M MOXYTh HIBENIOBaTH (apMaKoJIOTIUHYy Jif0
aetposony. KpiMm Toro, noBeseHo, 110 y pa3l 0JJHOYaCHOT0 3aCTOCYBaHHS TaMOKCHU(EHY Ta JIETPO30ILy
CYTTEBO 3HIKYIOTBCS IUIa3MOBI KOHIEHTpaii jgerpo3oy. Ciix yHUKAaTH OJHOYACHOT'O 3aCTOCYBAaHHS
JIETPO30I1y 3 TAMOKCHU(EHOM, HIIIMMHU aHTarOHICTaMU €CTPOTEHIB 200 €CTPOreHAMHU.

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

Inaribitopu aktuBHOCTI CYP3A4 1 CYP2A6 MOXYTh 3HMKYBAaTH METabONi3M JIETPO30JIY 1 TaKUM
YUHOM Mi/IBUIYBaTH KOHIIEHTpAL] JETPO30Jly B miaa3Mi KpoBi. OJIHOUYAaCHE 3aCTOCYBAHHS JIIKAPCHKUX
3ac00iB, fKI CHJIbHO MPUTHIYYIOTH 11 GepMeHTH (nmoTykHi iHri0itopu CYP3A4 BkitodaroTh, ajie He
00MEXYIOThCSI: KETOKOHA30J1, ITPAaKOHA30J1, BOPUKOHA30J1, pUTOHABIP, KJIAPUTPOMILIMH 1 TETITPOMILIMH;
CYP2A6 (nanpukiax METOKCAJIEH)), MOXKe MiJABHUILYBATH €KCIIO3UII0 JIETpo30ay. ToMy MalieHTKaMm,
AKUM Toka3aHl notyxHi 1Hrioitopu CYP3A4 1 CYP2A6, pekomeHAyeThCsI IPOSBIATH 00EPEXKHICTD
IpH iX 3aCTOCYBaHHI.

Jlixapcoki 3aco0u, K MOHCYMb 3HUNCYBAMU KOHYEHMPAYIi 1empo301y 8 CUposamyi Kpogsi

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

OpHouacHe 3acTOCyBaHHS JieTpo3ody (2,5 mr) i1 Tamokcudeny 20 mr 1 pa3 Ha 100y NpU3BOAMIO 10
3HIDKCHHS PIBHS JIETPO30Iy Y T1a3Mi KpoBi B cepenabomy Ha 38 %. Kmiaiuauil 1ocBia, oTpuMaHuii Ha
mijicTaBl JOCHIHKEHb Tepamii Apyroi JiHii paKy MOJIOUHOT 3a/103H, ITOKa3ye, 1110 TeparneBTUYHUN edekT
JIKyBaHHS JIETPO30JIOM, SIK 1 YacTOTa BUHUKHEHHS HeOa)KaHUX pEaKIliii, He 301bLIyBaIUCs, SKIIO
JIETPO30JI 3aCTOCOBYBAIM O/Ipa3y Miciis TaMOKcu(eHy. MexaHi3M 11i€i B3aeMOi1 HEBiIOMUI.
Jixapcoki 3acobu, cucmemHi KOHYeHmMpayii sAKUX 6 cuposamyi Kpo8i MONCYMb 3MIHIOBAMUCH Ni0
6NAUBOM JIEMPO3O0ILY

In vitro nerposon mpurhiuye izopepment uroxpomy P 450 — CYP2A6 i momipno CYP2CI19,
ajle KIiHIYHE 3HA4YeHHs LbOro sBUINAa HeBigome. IlpoTe cmim norpumyBaTHCS O00EpEXHOCTI MPHU
OJTHOYAaCHOMY 3aCTOCYBaHHI JIETPO30Jy 1 JIKAPChKUX 3aC001B, BUBEJACHHS SKUX MEPEBAKHO 3aJICKUTh



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

JlocmikeHHsT KIIiHIYHOT B3a€MOJIiT 3 HUMETUIMHOM (BigoMuil Hecnenudiunuii inriditop CYP2C19 i
CYP3A4) 1 Baphapunom (uytinuBuii cyoctpart st CYP2C9 3 By3pbKUM TepaneBTUYHUM Jialla30HOM,
SKMI 9acTO 3aCTOCOBYIOTH SIK CYNYTHiH Ipenapar sl HiTbOBOI MOIMYJIAII] JeTPO30I1y) OKa3alu, 10
CIIIJIbHE 3aCTOCYBAaHHS JIETPO30Jy 1 IMX JIKAPChKHX 3ac0o0iB HE CHPUYHMHSE KIHIYHO 3HAYYIIOi
JKapChKOT B3a€MOJI.

Ormsin 6a3u 1UX KIIHIYHUX JOCITIIKEHb HE BHUSBHUB HISKHX JIOKA3iB 1HIIMX KIHIYHO 3HAYYIIUX
B33a€MO/IiH 3 IHITMMH JIKapChKUMH 3aC00aMH, 110 YacTO MPU3HAYAIOTHCS.

Ocobueocmi 3acmocy8anns.

Topywenus ¢hynxyii Hupox

Hemae nmanux miozo 3acTocyBaHHS JIETPO30JdY JUIS JIIKYBaHHS IMALlI€EHTOK 3 KIIPEHCOM KpeaTuHIHY
< 10 ma/xB. Ilepen npu3HayeHHAM NIpenapaTy TaKUM MALlEHTKAM CJIiJ] 3BaKUTH Ha CIIBBIAHOIIECHHS
MNOTEHIITHOTO PU3UKY Ta OYIKyBaHOTO €(EKTY JTIKyBaHHS.

Xonecmepun

Cri po3rsiHYTH IPOBENICHHSI MOHITOPHHTY XOJECTEPUHY Y CUPOBATIIl KPOBi. Y XOJi AOCIIPKEHHS 13
3aCTOCYBAHHSAM aJi'FOBAaHTHOI'O JIIKYBaHHS HOBIIOMJISUIOCS MpO rimepxojecrepuHemito y 52,3 %
MAIiEHTIB M0 3aCTOCOBYBAJIHM JIETPO30y Ta y 28,6 % MaIi€HTIB MO 3aCTOCOBYBAJIM TaMOKCH(]EH.
[ToBigomitsiocs mpo rinepxoiyiecTepuHeMito 3—4 cTymneHs [3a KPUTEPISIMHU OLIHKHU CTYMEHs TsHKKOCTI
no6iunux peakuiii (CTC)] y 0,4 % maunientiB y rpymi serpo3ony ta y 0,1 % mamieHTiB y rpymi
tamokcudeny. Kpim Toro, B ax’roBaHTHIM Tepamii, 30umpmienHs > 1,5 x BMH 3arampHOro
XOJIECTepUHY (K TPABUIIO, HE HATIIE) CIIOCTEPIraaocs y MaIi€HTIB 10 3aCTOCOBYBAJIM MOHOTEPAITIIO
Ta MaJId [TOYATKOBHH PIBEHb 3arajlbHOIO XOJECTEPUHY B CUPOBATLI KPOBI B MeXaxX HOpMH (TOOTO, <=
1,5 x BMH) y 151/1843 (8,2 %) B rpymi netpo3ony npotu 57/1840 (3,2 %) B rpymi Tamokcudeny.
3acTocyBaHHS TIMOJIMIAEMIYHUX TpernapariB Oyno HeoOXxinHO 25 % mallieHTiB, 0 3aCTOCOBYBAIU
aetpo3on Ta 16 % mamieHTiB, M0 3aCTOCOBYBAIM TAMOKCU(EH.

THopywenns ¢ynxyii nevinku

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

Bnaue na xicmxu

Ockinbku Jlerpomapa® € MOTYXXKHUM IIPENapaToM, IO 3HHXKYE KOHIIEHTPAII0 eCTPOreHiB, Iij Jac
a/1’IOBaHTHOI Ta PO3LIMPEHOI aJ FOBAaHTHOI Teparii y KIHOK 3 OCTEONOPO30M Ta/abo mepejoMamMu B
aHamHe31 a00 THX, XTO Ma€ NIABUIIEHUH PUZHK PO3BUTKY OCTEONOpPO3y, HEOOXIAHO OLIHUTH
MiHepalbHy IIUIbHICTh KICTKOBOI TKaHMHHU 0 IMOYATKy JIKYyBaHHs, MPOTATOM JIKYBaHHS Ta MicCIs
3aBEepUICHHS JIIKYBaHHS JIETPO30JOM. B yMoBax aja’toBaHTHOrO JIKyBaHHS TaKOX CIiJ PO3TJISAaTd
MOYJIMBICTh 3aCTOCYBaHHs CXEMH IOCIiOBHOI Tepamii (JIETp030J MPOTAroM 2 POKIB 3 MOAATIBILIUM
MepPeX0I0M Ha MPUHOM TaMOKCH(EeHY TPOTIroM 3 poKiB) 3aJI€KHO BiJl TPOP IO OE3MEeKH MaIliEHTKH.
Menonayzanvruii cmamyc

VYV namieHTOK 3 HE3’sICOBaHUM MEHOINAay3aJlbHUM CTAaTyCcOM HEOOXIAHO J0 NOYaTKy JIIKyBaHHSA
npenapatoM Jlerpomapa® BU3HAYMTH PiBHI MOTEiHIZYI0u0r0 TopMony (JII), GomiKyIoCTHMYITH0I0Y0r0
ropmony (PCT) ta/abo ectpagiony. IlpuitMaty nikapchkuii 3aci6 Jlerpomapa® cii TITbKH KiHKaM 3
MOCTMEHONay3albHUM €HJIOKPUHHUM CTaTyCOM.

Tenounim ma po3pus cyxoxcunis

MoxuBi (piIKO) TEHAMHIT Ta po3pHUB cyxoxuiuid. HeoOxinHe perenpbHe 0OCTEKEHHS MAlllEHTOK Ta
BXKUTTS BIAMOBITHUX 3aX0/liB (HAIPUKIIA], IMMOOLII3aIlis) 010 YPAKEHOTO CYXOKHILIIS.

3minu 1abopamopHux nOKA3HUKI8

J10303a1€KHOTO  BIIMBY JIETPO30JIy Ha Oynab-sfiKi remarosioriyHi abo O10XiMiyHI TOKa3HHUKH HE
crioctepiranocs. [lomipHi 3MEHIIIEHHS] KUTBKOCTI JIM(OIMTIB HEBH3HAYCHOTO KIIIHIYHOTO 3HAYCHHS
CTHIOCTepIirajgucs y JesKUX NAalli€HTIB, SKi 3aCTOCOBYBAJIM JIETPO30J y 4031 2,5 mr. Take 3HHKEHHS
KUTIBKOCTI JTIM(OIUTIB Majo TPAH3UTOPHUIN XapaKTep MPUOJIM3HO Yy MOJIOBUHU TMAaLIE€HTIB, SIKI 3a3HAIH
BIUIMBY. Y JBOX TAIli€HTIB, $Ki 3aCTOCOBYBAIM JIETPO30J, PO3BHUHYJIACh TPOMOOLUTOIEHIS;
B3a€EMO3B 30K 13 JIOCIPKYBaHUM TperapaToM OyB He3 sicOBaHWM. BUXia MaImieHTIB 13 TOCTIKEHHS



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

Tnwi 3acmepedcenns

CriJi yHHKaTH OJJHOYACHOTO 3aCTOCYBAaHHS JiKapchkoro 3aco0y Jlerpomapa® i TamokcueHy, iHIINX
AQHTaroHICTIB €CTPOTCHIB YM €CTPOr€HOBMICHHX JIIKAPCHKUX 3aC00IB, OCKUIBKU IIi PEYOBUHU MOXKYTh
HIBEJIIOBATH (hapMaKOJIOTIUHY JIiF0 JIETPO30IY.

Jlerpomapa® MicTUTH IakTO3y — SKIIO y Bac BCTAaHOBIEHO HEMEPEHOCHMICTh AEAKUX IyKPiB,
MIPOKOHCYIBTYHUTECS 3 JIIKapeM, TIEPIIl HIXK TPUHMATH 1eH JTIKapChKHid 3aci0

3acmocysanns y nepiod sacimnocmi abo 200y8aHHs cpyooro.

JKi"ku v nepuMeHonay3ajlbHOMY CTaHl 200 KIHKH PENPOAYKTUBHOIO BIKY

[penapar  Jletpomapa®  crifi  3aCTOCOBYBATH  TilbKM JKIHKAM 3 YiTKO  BCTAHOBJEHHM
OCTMEHONAy3aJbHUM CTaTyCOM. ICHYIOTH TOBIZOMIJIGHHS IO CIOHTaHHI abopTu abo BpOKEH1
aHoOMaJlii y HOBOHAPOXKEHHX, MaTepl AKUX PUUMAaIH JIeTPO30Jl.

3 oAy Ha MOBIAOMIICHHS MPO IOHOBJECHHS (YHKII] S€YHUKIB y JKIHOK Ha T JIKyBaHHS
JETPO30JI0M, HE3BA)KAalOUM Ha YITKMM MOCTMEHONAy3aJbHUM CTaTyC Ha NOYaTKy Teparii, Jikap 3a
noTpeOu MOBUHEH 0OTOBOPUTH 3 MAIIEHTKOIO a/IeKBAaTHI MPOTU3AILTITHI 3aCO0H.

BariTHicTb

Ha ocHOBi 10CBiy 3acTOCYBaHHS JIETPO3OIY JIOISM, IO BKJIIOYAE OKPEMi BHUIIQJKU BPOJKEHHUX BaJl
(3pomieHHst TyO, 30BHINIHI CTaTeBI OpraHU NPOMIKHOIO THITY), BIIOMO, IO JIETPO30J MOXKE
CIPUYHMHATH BPODKEHI BaJy PO3BHUTKY y pasi HOro 3acrocyBaHHs y mepiona BariTHOCTi. PesympraTtn
JOCIIiKEHb Ha TBAPUHAX T10KA3aJli HASBHICTh PeNpOAyKTHBHOI TokcuuHocTi. IIpenapar Jlerpomapa®
NPOTHUITOKA3aHUH [T 3aCTOCYBAaHHS y TIEPiOJT BariTHOCTI.

[onyBaHHS IpyUlIO

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

IIpenapart Jlerpomapa® npoTHIIOKa3aHUiT IS 3aCTOCYBAHHS Y TIEPioJl FOAYBAHHS TPYIUTIO.
DepTuibHICTb. PapMaKOJIOTIYHOIO €0 JIETPO30Jy € 3HMKEHHS MPOJyKYBAaHHS €CTPOreHY IIISIXOM
iHTi0yBaHHST apomara3u. Y KIHOK y MpeMeHoIay3i iHTiOimis CHHTE3y €CTPOreHy NPHU3BOIUTH [0
BIJIMOBIAHOTO MiABUIIEHHS piBHIB ToHaaoTpomiHiB (JII', ®CT). Ilixsumenus pisas OCI, y cBoro
Yyepry, CTUMYJIIOE picT (OIIKYIIB, 110 MOXKE 1HIAYKYBaTH OBYJIALIIIO.

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

BrumiB neTpo3ony Ha 3/aTHICTh KEpyBaTH TPAHCMOPTHUMH 3aco0aMy Ta MPAIFOBATH 3 MEXaHI3MaMU
He3HauHuil. OCKUIBKY MpH JIKYBaHHI JIETPO30JIOM y XBOPHX CIIOCTEpirajucs 3arajbHa CIa0KICTh i
3alaMOPOYEHHS], @ TAKOXK B OKPEMHUX BHIIaJKaX COHJIMBICTb, PEKOMEHAYETHCS OOEPEXKHICTh M Yac
KepYBaHHs aBTOTPAHCIIOPTOM ab0 poOOTH 31 CKIAJHUMU MEXaHI3MaMH.

Cnoci6 3acmocysannsa ma 0o3u.

Hopocri, y m. u. nayienmu nimnvo2o 6ixy. Pekomennosana no3a Jlerpomapu® craHouts 2,5 mr 1 pas
Ha 7100y. B am’toBaHTHIiN Ta posuIMpeHili ajn roBaHTHIil Tepamii nikyBanHs npenapatom Jlerpomapa®
MOBUHHO TPUBATU MPOTIroM 5 pokiB ab0 MOKM HE HAcTaHEe PElUJIMB 3aXBOPIOBaHHS. XBOpUM 13
MeTacTasaMK Tepamilo JikapchkuMm 3acobom Jlerpomapa® ciiji HpoJOBKyBaTH, MOKH O3HAKH
NPOTPECYBaHHS 3aXBOPIOBAHHS HE CTaHYTh OUYEBHUAHMMHU. B yMOBax a/i’tOBaHTHOTO JIIKYBaHHS TaKOX
CJIIJ PO3MIIAATH MOXKJIMBICTD 3aCTOCYBAHHS CXEMH IOCIIIOBHOI Tepamii (JIETp0o30J MPOTIroM 2 POKiB
3 MOJAJBIIMM [IEPEXO0/I0M Ha MPUIOM TaMOKCU(EHY MPOTATOM 3 POKiB).

B ymoBax Heoaa IOBaHTHOIO JiKyBaHHS 3acTOCYBaHHs JiKapchkoro 3acoby Jlerpomapa® cimin
MIPOJIOBXKYBATH MPOTATOM 4—8 MicAIiB, MO0 JOCATHYTH ONTHMAIBHOTO 3MEHIICHHS MyXJIMHU. HKmo
BIANOBiAb Ha JiKyBaHHA HEJOCTAaTHs, CJiJl NPUIMHUTH Tepamilo npenapatoMm Jlerpomapa® i
NPU3HAYUTH TUTAHOBE XipyprivyHe BTpy4YaHHs Ta/a00 0OTOBOPHUTH 3 MAIli€HTKOO BapiaHTH MOAAIBIIOTO
JIKyBaHHS.

J71st marieHTOK JITHHOTO BIKY KOPEKIIiS J03H MperapaTy He MOTpiOHa.



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

Tayienmku 3 nopywennsamu GyHxkyilu neyinku ma/ab6o Hupox. J|Jisi MaIli€eHTOK 3 YpaKCHHSIM IEeUIHKH
BiJl JIGTKOTO JI0 cepenHboro crymneHs (kmac A ta B 3a mkamoro Yaiinma — I1°r0) abo Hupok (mpu
KJIipeHci kpeatnHiHy > 10 MJI/XB) KOpekiis A03W TIpernapary He nmoTpiOHa. HasBHI JaHi CTOCOBHO
NAIi€HTIB 13 HUPKOBOIO HEAOCTATHICTIO 3 KiIipeHcOM KpeartuHiHy < 10 Mi/XB ab0 TSKKUM
NopyIieHHsAM (PyHKIIT meuiHky HeaocTaTHi. [amienTr 3 TSHKKUM OpyIIeHHIM (DYHKIIT MeuiHKu (Kiac
C 3a Yaiinga — [110) moTpeOyIOTh peTeNbHOTO HATIISY.

Cnocib 3acmocysanns

IIpenapat Jlerpomapa® crtij IpuitMaTi MepopanbHO HE3ANEKHO Bijl BXKMBAHHS 1Ki, OCKIIBKY TKa He
BIUTMBAE Ha CTYIHBL a0COPOIIii mpemnapary.

[Tponymeny m03y ciiJl NPUHAHATHA OApa3y, SK TIAbKM MallieHTKa 3ragae mpo ne. OnxHak, SAKIIOo
NaIi€HTKa 3rajiae mpo e He3aJ0Bro J0 MPUIOMY HACTYITHOI J103H (32 2—3 TOAWHU), MPOIYIICHY 103y
CJIiJ] IPOITYCTUTH Ta MPUHHATH HACTYIIHY 103y 3TiAHO 3 rpadikom. He ciig npuitmMatu noaBiiiHy 103y,
OCKIUJIbKH TIPU TPUOMi JT0O0OBOI 7031, BHUIIOI BiJl pEKOMEHIOBaHOI 2,5 MrI, CriocTepiraiacsi CHCTeMHa
€KCITO3HIIis, BUIIA BiJI TPOMTOPIIHHOT.

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

Ilepedosysanns.

[NoBigomiisnocs npo MOOJAMHOKI BUITAIKK NEPE103yBaHHS JIETPO30ILY.

Crenudiune JiKyBaHHS 3 HPUBOAY IE€PEJO3YBaHHS HEBIJJOME; JIIKYBaHHS IOBHHHO OyTH
CUMIITOMATUYHUM 1 I ITPUMYIOUUM.

Io6iuni peaxuii.

3aranpHuil oras npodinto 6e3nexu

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

Jletpo3ou 3aranom A00pe MepeHOCUBCs y BCIX JOCHIKEHHSIX K Teparmis Iepiioi 1 Apyroi JiHii npu
JIKYBaHHI MOIIMPEHOTO PaKy MOJIOYHOI 3aJI03M, SIK aJi’ FOBaHTHA Tepallis paKy MOJOYHOI 3aJI03U Ha
pPaHHIX CTaAisX 1 SK PO3LIMpPEHa aJi’I0BAaHTHA Teparis paKy MOJOYHOI 3aJI03U y KIHOK, SIKI paHilIe
OJIepKYBaJM CTaHJApTHY aJ’IOBaHTHY Tepamito TamokcudenoMm. Maibke B 1/3 maiieHTOK, sKi
JIKyBaJMCs JIETPO30JIOM IPU METACTaTUYHMX 1 HEO0aJ IOBaHTHUX CTaHax, npubmusHo y 75 %
NAlli€HTIB MpH aJi’IOBAHTHOMY IpH3HaueHH1 (0OMIBI rpynM MHpuiMaliu 1 JIETPO30J 1 TaMOKCH(]EH,
MeziaHa JKyBaJbHOIO Iepiogy craHoBmia 60 micsauis) 1 maibke y 80 % mailieHTIB NpU pO3LIUPEHi
a1’ tOBaHTHIN Tepamii (1 JeTpo30 i miamnedo, MeaiaHa JIiKyBaJbHOTO Mepiony craHoBmiIa 60 MicsIliB)
cnocrepiranucs noOiyHi peakuii. B3arami moOiuH1 peakiii, K1 CHOCTEpIralucsa, MaliHu MEPEeBaX)HO
cyabkuil a00 MOMIPHO BUPAKEHUH XapakTep 1 y OLIbIIOCTI BUMAJKIB Oylu MOB’sA3aHi 3 JIepiluToM
ecTporeHiB. HaifuacTimie y 3BiTax Ipo KJIIHIYHI JOCTIIKEHHS 3ralyBajlucs MOOI4HI peakiii y BUTTIAIL
NPUIUIMBIB, TiNEpPXOJECTepUHEMil, apTpairii, HyJOTH, MMOCUICHOTO MOTOBUAUICHHS Ta MiJBUILEHO]
BTOMJIIOBAHOCTI. J0 BaXIMBUX HeOakKaHUX peakKIlid, 1[0 MOXXYTb PO3BUBATUCS Ha TJi JIIKYBaHHSA
JeTPO30JI0M, HajeXkaTh Taki fBUIIA 3 OOKY OIOPHO-PYXOBOTO amapary, SIK OCTEONopo3 Ta/abo
NepesoMH KICTOK, Ta SBHILA 3 OOKY CepleBO-CYAMHHOI cUCTeMU (B TOMY YMCII epeOpOBACKYJIISPHI Ta
TpoMOoemOomiyHi siBuIIa). bararo mMmoOIYHUX SBHIL MOXYTb OYTH 3YMOBJIEHI NPUPOTHUMHU
(GbapMaKkoJOTIYHUMH HacHiAKaMu JepiIuTy €cTpOreHiB (HampuKiIad MPUILUIMBY, AaJloNelis Y
BariHaJbHa KpoBOTeua). binbimicTe HeOaKaHUX peakiliil crocTepirajucs y Mepili KiJbKa THXKHIB
nikyBaHHs. KaTteropii yactotu as nux HebakaHUX peakiiil onucadi y Tadbmuui 1.

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




Yacrora [To61uHi peakitii

Inghexyii ma ineasii

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

3 60Ky Kposi ma nimgpamuynoi cucmemu

Heuwacro Jleitkonenis

3 60Ky imyHHOI cucmemu

Heigomoi yacrotu AHadinakTayHi peaxitii

Memaboniuni nopyuweHus ma po3naou HCUsieHHs.

Hyxe dacto I'inepxonecrepuneMist

Yacro 3HIDKEHHS alleTUTY, iIBULIICHHS aleTUTy

Icuxiuni nopywenns

Yacto Henpecis

Heuacto TpUBOXKHICTH (BKJIFOUAIOUX HEPBO3HICTD), IPATIBIUBICTD
3 60Ky Hepsosoi cucmemu

Yacro ["ostoBHMIA 6111, 3aITAMOPOUYEHHS

Ta6muns 1

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

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

3aIl’ ICTKOBUM TYHEJIBHUM CUHIPOM

3 6oky opeanis 30py

Heuacto Karapakra, nogpa3sHeHHs 0Ka, 3aTbMapeHHs 30py

3 boxky cepys

Yacro Hocunene cepuedutrs

Heuwacro Taxikapnis, BUMAIKH iemii Miokapa (BKJIFOYar0ud BUHUKHEHHS a060

HOTipIIeHHS epediry CTeHOKapIii, CTeHOKapilo, 110 BUMAarae

XIpypriyHoro BTpy4yaHHs, iIHQapKT MioKap/a Ta 11eMito MioKapaa)

Cyounui nopyutenns

Jy»xe gacTo ["apsiyi npuniuBu



Yacro AprtepianbpHa rinepTeHsis

Heuwacro TpomOodedit (Brmouaroun TpoMO0¢I1ediT MOBEPXHEBUX Ta TITUOOKHUX
BEH)
Pinxo JlereneBa em0outis, apTepiaibHUN TPOMOO03, IepeOPOBACKYIISIpHUH 1H(DAPKT

3 60Ky JuxanvHoOi cucmemu, MOpaKkalbHi Ma MeodiacmuHAaIbHI NOPYUEHHS

Heuacto 3aauIKa, Kaesb

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

3 6oky eenamobiniapnoi cucmemu

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

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

Yacto Arorentisi, BHCHIAHHS (BKJIIOYAIOYM EPUTEMATO3HI, MaKyJIOMAMyJspHi,
NICOPIaTHYHI Ta BE3UKYJISIPHI BUCHIIM), CYXICTh LIKIPH

Heuwacro CBepOixk, KpOIIHB THKA

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

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

Jlyxe gacto Aptpanris

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

Pinxo Po3pus cyxoxuiuis

Hesinomoi yacrotu CHHAPOM «KJIAIIAF0UOTO MabIIsH)

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

3 60Ky penpodykmuenoi cucmemu ma MOIOYHUX 34103



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

3acanvui po3naou ma peakyii' y micmi 66e0eHHs

Hyxe yacto CToMITIOBaHICTh (BKJIIOYAIOYH aCTEHII0, HE3y)KaHHS)
Yacro [Tepudepuyunnii HAOPsIK, OLIb y TPYIIX
Heuwacro [TigBuIIEHHS TEMIIEpaTypH, CYXiCTh CIM30BHX O0O0JIOHOK, BITUYTTS CIIpardy,

reHepalizoBaHuii HaOpsIK

Jlocnioscenns
Yacrto 30inbIIEeHHS MaCy TijIa
Heuacrto 3MEHIIEHHS MacH Tijia

(1) Timpku nipu JTIKyBaHHI METACTaTUIHOTO YPaXKESHHS.
IIpo nmeski HeOakaHi peakilii MOBIAOMIISLTIOCS 31 3HAYHO BiJIMIHHOIO YacTOTOIO B YMOBax aj FOBAaHTHOTO
JIIKyBaHHS.

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

JleTpo3oi, yacToTa SIBUIIY Tamoxcuden, yactora sBUIIL
HeOaxani mo0iuni N = 2445 N = 2447
peaxii [Ipotsirom VY Oyab-sikuii yac IIpotsirom VY Oyab-sikuit yac
JKyBaHHS TicIIs paHaoMizartii JTIKyBaHHS IicyIs paHaoMizartii
(meniana 5 pokiB) | (MeniaHa 8 pokiB) |(MeniaHa 5 pokiB) & (MeaiaHa 8 poKiB)

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

paK eHJIoMeTpis
[MpumiTka. [IpoTsirom nikyBaHHs — BkItodae 30 JHIB MICJs OCTAaHHBOI M03HW. Y OYyIb-SKHH Yac — BKIIOYAE
TIePioJ] MOAAJBIIIOTO CIIOCTEPEIKEHHS MICIIs 3aKiHUYEHHS a00 BiMIHU JTOCIIKYBAHOTO JIIKYBaHHSI.
Pi3HMIS IPYHTYETHCS Ha CIIBBIIHOLICHH] pU3UKIB Ta 95 % NOBipuMX iHTEpBajax.

Tabmus 3
[TocnizoBHE JIKYBaHHS TOPIBHSHO 3 MOHOTEpAIIEI0 JIETPO30JIOM: HeOakaHI SIBHINA, YacTOTa SKHX
3HauyIlIe BIAPI3HIACH

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

po3naan 3 00Ky



EHIOMETPIsS

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

* 3HavyIe MeHIIe, HK B TPYIIi MOHOTEPAIIii JIETPO30JIOM.
** 3navyme Oiible, HXK B TPy MOHOTEpaIIii JIeTpo30JI0M.
[TpumiTka. [lepion moBigoMiIeHHS BKIIOYA€E Nepiof JikyBaHHS abo 30 IHIB micist IpUIUHEHHS JTiKyBaHHS.

Omrc oKkpeMux MOoOIYHUX PEAKIN

Hebaorcani peaxyii 3 6oky cepys

B ymoBax aj’t0BaHTHOTO JIKyBaHHS, KpiM MpeACTaBICHUX Yy TaOiuii 2 JaHUX, MOBIIOMIILIIOCS PO
Taki HeOaxaH1 SBUIA CTOCOBHO JIETPO30JIy 1 TaMOKCHU(EHY BIAMOBITHO (3 MEIIaHOK TPUBAIOCTI
nikyBaHHs 60 micsuiB mmoc 30 QHIB): CTEHOKapis, MO0 BUMarae Xipyprignoro JjikyBanas (1,0 %
npotu 1,0 %); cepueBa HepoctatHicTh (1,1 % nportu 0,6 %); aprepianbHa rineprensis (5,6 % npotu
5,7 %); nopytuieHHs 1epedpaibHOTO KPpOoBOOOIry/ TpaH3uTopHa imemMidHa araka (2,1 % mpotu 1,9 %).
B yMoBax po3mmpeHOro aji’toBaHTHOTO JIIKYBaHHS IMOBIJIOMIISUIOCS MPO Taki HeOakaHi sSBUINA IS
neTpo30iry (MeiaHa TPUBAIOCTI JIIKYBaHHS 5 POKiB) 1 Turane6o (Meaiana TPHBAJIOCT] MPUHOMY 3 POKH)
BIJIMOBIAHO: CTEHOKap[is, IO BuMarae Xxipypriunoro mikyBanus (0,8 % mpotu 0,6 %); Bmepiie
JiarHocTOBaHa CTEHOKapis abo moripmenHs nepediry crernokapaii (1,4 % mnporu 1,0 %); iHdapkT
miokapaa (1,0 % mporu 0,7 %); tpomOoemOomiune sBume* (0,9 % mporu 0,3 %);
1HCYBT/TpaH3uTOpHA imemiuHa ataka® (1,5 % npotu 0,8 %).

YacToTa sIBHIII, TO3HAYCHUX ¥, CTATUCTHUYHO 3HAYYIIE BIAPI3HAIACH Y ABOX IPyIax JIKyBaHHS.
Hebaorcani peakyii 3 60Ky onopno-pyxo6020 anapamy

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

B ymoBax po3mmpeHoro aji’toBaHTHOTO JIIKYBaHHS TIEPEJIOMH KiCTOK 200 OCTEOIOPO3 CIIOCTEPIraliuch
y CTaTUCTHYHO 3HAUyIle OUTBIIOI KUIBKOCTI TAIIEHTOK TPYIH JIKYBaHHS JIETPO30JIOM (IIEPEIIOMH
kictok — 10,4 % 1 octeonopo3 — 12,2 %), Hik y mamieHToK rpymnu mianedo (5,8 % ta 6,4 %
BIJIMOBI/IHO). MeiaHa TPUBAJIOCTI JIIKYBaHHS CTaHOBHJIA 5 POKIB JUIsl JIETPO30JIy TOPIBHSHO 3 3
pokam# IS aneoo.

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

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

Ynakoska. [lo 10 tabnetok y 6uicrepi. [1o 3 6mictepu y maurii.
Kareropis Binmycky. 3a penentom.
Bupoouuk. AT «Dapmak».

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

JlaTa octannboro neperasay. 10.12.2020.



