KPATKAA XAPAKTEPUCTUKA NPEMNAPATA

1. HA3BAHME JIEKAPCTBEHHOI'O NMPEMNAPATA
TamokcudeH-O0eBe

2. KAYECTBEHHbIW U KOJIMYECTBEHHbLIW COCTAB

Tabnemku 10 me
1 Tabnetka cogepxut 15,2 Mr TamokcudeHa uuTparta, Y4To akBuBaneHTHo 10 mr
TaMmoKcudeHa.

Tabnemku 20 me
1 Tabnetka cogepxut 30,4 Mr tTamokcudeHa uuTpaTa, YTO 3KBMBANEHTHO 20 mr
TamokcudeHa.

MonHbIN NepeyeHb BCNoMoraTenbHbIX BELLECTB NpeacTaBrieH B pa3gerne 6.1.

3. JIEKAPCTBEHHAA ®OPMA

Tabnemku 10 me
Kpyrnble Ttabnetkn nodtm 6enoro uBeta C KpecTtoobpasHoW pasgennuteribHon
6opo3aKon C O4HOM CTOPOHbI.

Tabnemku 20 m2
Kpyrnble Tabnetks noytn Genoro upeta C pasgenutenbHon 60po3gkon ¢ OgHom
CTOPOHBbI.

4, KIMHUYECKUE XAPAKTEPUCTUKAN

4.1. lNoka3aHue K NPUMEHEHUI

TamokcndeH-36eBe NPUMEHSETCA Y XXEHLLMH B Bo3pacTe 18 neTt u crtaplue.
Mpenapat npuMeHsieTcA AnNa nNannMaTMBHOM W afblOBaHTHOM Tepanuu paka
MOJIO4HOM Xeres3bl.

4.2. [1o3bl n cnocob npumeHeHus

Pexxum gosnpoBaHust 06bIMHO yCTaHaBnMBaeTCa MHANBMAYAlbHO B 3aBMCUMOCTU OT
nokasaHun. CytodHasa gosa coctaenget 20-40 mr. B kavectBe cTaHgapTHOW O03bl
pekoMmeHayeTtcsa npuem 20 Mr TamokcudeHa BHYTPb €XeOHEBHO AnuTesribHo. [lpu
NOSABNEHNUN NPU3HAKOB MNporpeccupoBaHns 3aboneBaHus npueMm npenapaTta
OTMEHSIOT.

TabneTkn cnegyeT NpUHUMAaTL He pa3XeBblBasi, 3anuBas HeEGONbLINM KONIMYECTBOM
XNOKOCTW, B OOUH NMPUEM YTPOM UK, pa3genssa HeobxoaMmyto 403y Ha ABa npuvema,
YTPOM 1 BEYEPOM.

[eTn: B CBA3M C OTCYTCTBMEM AaHHbIX 0 6€30MacHOCTU N 3PPEKTUBHOCTM NPUEM
TamokcudeHa eTbMU He pekoMeHaoBaH (cM. pa3gen 5.1).



4.3. lNpoTtuBonokasaHusA

e [loBbllweHHaa YyBCTBMTENbHOCTb K AEWCTBYHOLLEMY BeELLECTBY TaMOKCU(EHY
nnu ndomy gpyromy KOMMNOHEHTY nNpenapara, ykazaHHoMmy B pa3gene 6.1.
e bBepemMeHHOCTb 1 KOpMNeHne rpyabio

4.4. Ocobble yKkazaHuUs U Mepbl NPeJOCTOPOXHOCTU NPU NPUMEHEHUMN

B cnenytowux crny4yasx pekoMeHaylT cobniogaTbe OCTOPOXHOCTb M OCYLLECTBNATb
KOHTPOIb COCTOSIHUSI MauueHTa: 3a6oneBaHnst NeYeHn U no4vek, caxapHblii auaber,
TpoMGoambBonmyeckne SBNeHNs B aHaMHe3e, HapyLLEHNsl CO CTOPOHbI rnas.

[lo Hayana npumMmeHeHnsa npenapaTta He06X0AMMO BbINOMHUTL KOMMNIIEKCHOE obLlee n
rMHeKonormyeckoe obcnegoBaHne NauMEHTKN.

Bo Bpemsi nedeHuss no MNpUYMHE BO3MOXHOIMO Hanuyusi U3MEHEHUM WU O4aroB
NnopaXkeHnsi B 9HOOMETPUN NOKaA3aHO BbINOSTHEHUE TMHEKOSTIOrMYECKOro OCMOTpa He
pexe YeM Kaxable 6 mecsues.

Y nauueHToK B MpemMeHonayse, CTpafatoliMX pPakoM MOJSIOYHOW »Kenesbl, MoryT
HabnaaTbCA U3MEHEeHUs MEHCTPyaribHOro LMKMa, a Takke MOSIHOEe noAaBneHve
MEHCTpyauun.

Mpn npumeHeHUn TamoKcugpeHa coobuianocb O  MOBLIWEHHOMW  YacToTe
9HOOMETpMUaribHOro paka W CcapkoMbl MaTkM (B OCHOBHOM 3110Ka4e€CTBEHHbIE
MIONSIEPOBCKME CMeELLUaHHble Onyxonu). XOTS OCHOBHOW MeXaHU3M WX pa3BUTUS
HEN3BECTEH, OH MOXET ObITb CBA3aH C 3CTPOreHNnoAobHbIM 3 HEKTOM TaMOKCUdEHA.
Bcex naumeHTOK, nonyyawwux unM - norfyyYaBlUMX paHee TaMOKCUdeH, C
rMHEeKonormyeckummn xanobamm, ocobeHHO C BnaranuHbIMKU KPOBOTEYEHUSIMU,
HeobxoauMo HemeaneHHo obcrneaoBarhb.

B KIMMHUYECKUX WCCNeaoBaHUAX [MOcCne InevYeHuss paka MOSIOYHOW Keresbl
TaMOKCU(PEeHOM OTMevanocb obpasoBaHWe MEepPBUYHbIX  OMNyXorenm  Apyrou
nokanusaumm — He B SHOOMETPUN UNN OPYron MosiIoMHOM xenese. [NpuynHHas cBAsb
N KIMMHUYECKoe 3HayYeHue JaHHbIX HabnigeHN HEACHBI.

[Jo Hayana Tepanuu TamoKcupeHoM criegyeT npoBecTU odpTanbmMonornyeckoe
obcnepoBaHue. KpariHe BaXXHO NpoBecTM odTanbmoniornyeckoe obcnegosaHne npu
HapyLeHMAX 3peHns (KaTapakta u peTMHONaTus), BO3HUKAOLWMX BO BPEMSA feYeHus
TaMOKCU(PEHOM, MOCKOSbKY HEKOTOPbIE U3 HUX, MPU BbISBMEHWM HA PaHHEWN CTaguu,
MOryT ObITb YCTPaHEHbI NPY NpeKkpaLLeHnn NeYeHuns.

B ony6nvkoBaHHbIX B NUTepaType €AMHUYHbLIX CRy4vasix, KacaloLMXCS BblpakeHHON
rMNepTpUrnMuepuaeMmm Ha cgoHe TepanuM TaMOKCU(EHOM, Y MaLUMEHTOK OObIYHO
NPUCYTCTBOBANM HapyLleHUs nunugHoro obmeHa. B cBSI3WM ¢ 3TMM MOXHO cuMTaTb
ornpaBAaHHbIM KOHTPOSb YPOBHS TPUIMULIEPMAOB B CbIBOPOTKE KPOBM.

dpyrve npumeyanms

Mpn TsKenon TpoMboLMTOMNEHUN, NIEMKONEHUUM WK TMNepKanbunemMmn TpebyeTtcs
MHOMBUAYaNbHas OLEeHKa pycka U Norb3bl U TWwaTenbHbI MeOULNHCKUIA KOHTPOSb.
[lo Hayana nevyeHns XXeHwWuHbl AeTOPOAHOro Bo3pacTa A0MKHbI ObiTb 00cneaoBaHbl
Ans UCKNoveHnss 6epemMeHHOCTUN. Takmx XeHWwuH HeobxoanmMo MHAOPMMPOBATL O
Ba)XHOCTM COONOAeHMsa KOHTpauenumn, a Takke o HeobxoanmMocTn nNpodunakTukn
HacTynneHns 6epemMeHHOCTM BO BpeMSA Tepanum TaMOKCU(EHOM M B TeyeHue
NPUMEPHO TPEX MECSILIEB MOCIE €€ OKOHYaHUSA NyTEM NPUMEHEHNS HErOPMOHAaITbHbIX




KOHTpaLEeNnTUBHbIX METOA0B (NPOTMBO3a4YaTOYHble TabneTkM HenpurodHbl Ang 3Ton
uenu: cMm. pasgen 4.5).

Y nauMeHToK C MMEKLMMUCA HapyLEeHUSMU CO CTOPOHbI NevYeHn Heobxoaumo
TWaTenbHO KOHTPONMPOBaTb e€e cocTosHue. HeobxoouMmo perynspHO npoBepsTb
KapTUHY KpoBW (0COBEHHO TPOMBOLMTLI), (PYHKLMIO NEYEHN N MOYEK, CbIBOPOTOYHbLIN
YPOBEHb KanbLMs 1 YPOBHU MOKO3bl B KpoBU. Kpome Toro, Heo6xoammo perynspHo
npoBoauTbL 0bcnenoBaHusa (peHTreHonorndyeckoe obcrnegoBaHue Nerknx U KOCTewn,
ynbTpa3BykoBoe obcrefoBaHNe NevyeHn) C Lenblo paHHEro BbISIBIIEHUS BO3MOXHbIX
MeTacTasoB.

[eTn: B HEKOHTPONMMPOBAHHOM MWCCreaoBaHUM, B XO4e KOToporo 28 [OeBOoYeKk B
Bospacte 2-10 netr ¢ cuHgpomom Mak KbioHa-Onbpanta nonyvann 20 w™r
TamokcudpeHa oavH pa3 B CYTKM B TeyeHne o 12 mecsues, cpeaHui ob6beMm maTku
nocrie 6 MecsUueB feYeHUs YBENUYUIICA, a K  KOHUY rogoBOro uccrnegoBaHus
yoBourncd.  HecmoTpa Ha TO, M4TO 3TWM  daHHble  corfacylwtcsa  C
dapmMakogMHaMM4yeCKUMN  CBOMCTBaMKM TaMOKCU(PEHa, NPUYMHHO-CrIeACTBEHHAs
CBA3b He ycTaHoBneHa (cM. pasgen 5.1).

[aHHble, onybnukoBaHHble B MEAVUMHCKOW nuTepaType, MoKasblBalT, YTO
mMegneHHble MmeTabonusaTtopbl No usodepmeHty CYP2D6 umeror Gonee Huskue
NNasmMeHHble KOHUEHTpauun aHaokcndeHa, ogqHoro u3 Hanbonee BaXHbIX aKTUBHbIX
meTabonuToB TaMokcudeHa (cM. pasgen 5.2).

OpgHoBpeMeHHOEe HasHayeHue uHrmbmutopo usogepmeHta CYP2D6 wmoxeTt
NPUBOOUTL K CHWXEHMIO KOHLEHTpauum akTMBHOro metabonuta aHgokcudeHa. o
3TOM MpuYMHe crnegyeTt No BO3MOXHOCTU m3beratb OQHOBPEMEHHOrO Ha3HaYeHUs
cunbHbIX UHMMBUTOpoB CYP2D6 (TakMx Kak MapoOKCEeTUH, (PnyoKCEeTUH, XWUHWOWH,
UMHaKanuet unm OynponuoH) npu MpPOBEOEHUN flevyeHus TaMoKCudeHoMm (CMm.
pasgenst 4.5 n 5.2).

[aHHbIn npenapaTt cogepXuT naktody. lNauneHTam ¢ Takon peako BCTpevaroulencs
HacneacTBEHHOMW NaToNormen, Kak HenepeHOCUMMOCTb rarakrosbl, JlakTa3Has
He4OCTAaTOYHOCTb MMM CUHAPOM Manbabcopbumu rMoKo3bl-ranakTto3bl, He cregyet
NPUHUMAaTL AaHHbIM Npenapar.

4.5. B3aumopenctBue ¢ ApyrMuMuM rneKapCcTBEHHbIMM npenapatamMu v apyrue
c¢hopmbl B3aumoaemcTeus

OpHoBpemMeHHOe NpMeHeHne TaMoKcudeHa ¢ aHTMKoarynsaHTaMmm KyMapmHOBOro
psga MOXET 3Ha4YNTENbHO yCUNMBaTb aHTUKOArynaHTHbIM 3dodekT. [pn Takom
COBMECTHOM Ha3Ha4yeHuu npenapaTtoB PEeKOMEHOYEeTCS YCTaHOBUTL TLlaTerlbHoe
HabnogeHne 3a naumeHTamu.

Mpn ogHOBpPEMEHHOM Ha3Ha4YeHUN TaMoKCcMdeHa U LMTOCTaTUKOB NOBLILLIAETCA PUCK
TPpoMB03MBONUYECKNX OCITOXHEHMI (CM. TaKkke pa3gen 4.8).

CoBMeCTHOe NpUMeHeHe TaMOKCUeHa ¢ MHIMBUTOPOM apoMaTtasbl B KayecTBe
aabloOBaHTHOM Tepanun He NoBbIWano aEKTUBHOCTb NeYeHUst MO CPaBHEHUIO C
MOHOTepanuen TaMOKCU(EHOM.

M3BeCTHO, 4TO OCHOBHbLIM NyTEM MeTabonmama TaMoKCUdeHa B opraHm3me
yernoBeka ABNseTCa AeMeTUNMpoBaHue, katannanpyemoe gepmeHtamm CYP3A4.
Mo nuTepaTypHbIM AaHHbIM, (dapMaKOKMHETUYECKOE B3auMOencTeme ¢



pudamMmnuumnHom, aenawmmca nHaykropom CYP3A4, noHMXaeT ypoBeHb
TamokcudeHa B nrasme KpoBu. 3HAaYMMOCTb AaHHOro HabnaeHns HescHa.

B nutepaTtype npeacTtaBneHbl AaHHbIE O CHXKEHUU Ha 65 — 75% nna3meHHon
KOHLUEHTpaumm 3HAoKcudeHa, ogHomn n3 Hambonee akTUBHbIX OPM NIEKAPCTBEHHOIO
BELLIECTBA, B pe3ynbTaTte (hapMakOKMHETMYECKOrO B3aMMOLAENCTBUS C MHIMBUTOpPamm
nsodepmerHta CYP2D6. B xone psiaa uccrnegoBaHnin 66110 BbISIBIIEHO CHUXKEHME

3 PEKTUBHOCTN TaMOKCUdEeHa Npu 0gHOBPEMEHHOM Ha3HAYEHUN C HEKOTOPLIMU
aHTugenpeccaHTaMmu rpynnbl MIHIMGUTOPOB 06pPaTHOro 3axBaTa CEPOTOHUHA
(Hanpumep, NnapokCceTUHOM). [OCKOMbKY HENBb3A UCKITIOYUTL CHUXKEHNE
3(pPeKTUBHOCTN TamMOKCUdEHa NPy Ha3HAYEHUN C CUITbHBIMU UHIMBUTOPaMM
CYP2D6 (Takumu Kak napoKCETUH, oNTyOKCETUH, XMHUAMH, UMHaKanueT unm
BynponunoH), cnegyeT No BO3MOXHOCTM n3beratb nx 04HOBPEMEHHOIO Ha3HayYeHNs
(cm. pasgenbl 4.4 n 5.2).

4.6. bepeMeHHOCTb U KOpMIieHMe rpyabLo

BepemMeHHOCTb

TamMmokcudeH Henb3s NPUMEHSATL BO BpeMsa 6epeMeHHOCTM.

Moctynuno HebonbLioe KONMMYEeCTBO COOOLLEHMIA O HEOXWOAHHOM NpepbiBaHUN
GepeMeHHOCTN, BPOXOEHHbIX MOPOKax M CMEepTM nnoga nocrne MNpUMEeHEeHuUs
TamokcudeHa OGepeMeHHbIMM KeHwuHamu. OgHako npuyYMHHas CBA3b He Obina
yCTaHOBMEHA.

Bo Bpemsi neyeHnss TaMokCUpEeHOM XeHLUMHaM pekoMeHayeTcs nsberatb
6epemMeHHOCTU. YKeHLMHaM, KoTopble BeAyT aKTUBHYHO MOMOBYIO XW3Hb,
HEeOoOX0AMMO NPUMEHSTb MEXaAHUYECKNE UM HErOPMOHarbHbIe NPOTMBO3a4aToYHbIe
cpeacTea. MNepea Hayanom neyYeHns NauneHTKM B NpemMeHonayse AormkHbl BbiTb
TwartenbHO obcneaoBaHbl ANS UCKMYeHNs 6epeMeHHOCTU. YKEeHLNHbI JOIMKHbI
3HaTb O NMOTEHUManbHOM pUCKe NopaXkeHus nnoga npu HacTynneHun 6epemeHHoCTH
BO BPeMs Npuema TaMoKkcudeHa Unm Ha NpoTshKeHMU OBYX MeCsILEeB nocne
npekpaLleHns NeYeHns.

KopmneHue rpyabto

TamokcugeH B gose 20 Mr gBaxabl B CYyTKM yrHetaeT nakraumio. Jlakraums He
BO30OHOBNSAETCA Aa)ke NMpu NpekpalleHnn Tepanun. B cBa3mn ¢ 3Tum BO Bpems
nevyeHnsa KopMIieHne rpyablo HEBO3MOXHO. Bo Bpems neyeHnst TamokcmdgeHoMm
rpygHoe BCKapMIiMBaHWe OOSMKHO OblTb NpeKpaLLeHo nnm TamokCUdEH He OOSMKEH
NPUMEHATLCA B Nepuoi nakrauumu.

4.7. BnusiHe Ha ynpaBneHuWe TPaAHCNOPTHbIMM CpeAcTBaMM U paboTy c
MexXaHUu3Mamm

Mpw ynpaBneHnn TpaHCMNopTHBIM CPeACcTBOM M paboTe ¢ MexaHuamamu crieayet
cobnoaaTb OCTOPOXKXHOCTb, MOCKONbKY BO BpeMsi Ipuema TamokcudeHa coobuanoch
O HapyLLEHUSIX 3PEHUS U FTONOBOKPYXKEHUM.

4.8. MNMobou4HbIe 3achheKTbI

YacToTa BO3HMKHOBEHNS MOBOYHbBIX peakumi knaccuuumpoBaHa cnegyowmm
obpasowm:

O4YeHb YacTtble (= 1/10);

yactble (=1/100 n <1/10);



HevacTble (=1/1,000 n <1/100);

pegkue (=1/10 000 n <1/1 000);

oyeHb pegkue (<1/10 000);

yacToTa He ycTaHoBMeHa (CornacHo UMEeKLWMMCSA AaHHbIM YacToTy YCTaHOBUTb
HEBO3MOXHO).

HapyweHunsa co cToOpoHbl KpOoBU U NMMdaTU4eCKON CUCTEMDI
Yacmbie: TpaH3UTOpHasA aHEMUSI.

Heyacmbie: nenkoneHuns, TpaH3nTopHas TPOMBOLUMTONEHNS.
Pedkue: arpaHynounTos, HEUTPOMEHWSI.

OueHb pedkue: Tsxenaa HENTPONEeHUs!, NaHLMUTONEHWS.

HapyLweHunsa co CTOpOHbI 3HAOKPUHHOWN CUCTEMDbI
Yacmele: runepkanbumMemMmns y naumeHToB C KOCTHbIMM MeTacTa3amm, 0CO6EHHO B
Havane neyeHus.

HapylweHunsa co cTopoHbl 0OMeHa BelecTB U NUTaHus

OyeHb yacmeble: 3agepkKa XUAKOCTHU.

Yacmbie: NoBbILLEHME YPOBHSA TPUIMNLEPUOOB B CbIBOPOTKE KPOBU.

OyeHb pedkue: Tskenasa rmnepTpurnuepunaemMmmst, YacTMYHO C NaHKPeaTUTOM.

HapywieHunsa co cTOpoHbI HEPBHOW CUCTEMbI
Yacmeble: ronoBoOKpyKeHWe, rorioBHas 6onb.

HapyweHunsa co cTopoHbl opraHa 3peHusi

Yacmabie: HapyLleHns 3peHNS, KOTOpbIE NULLb YaCTUYHO 0BpaTMMBbl, U3-3a KaTapakThl,
N3MEHEHNIN PoroBuLbl U (M) petTuHonaTtun. PUCK pasBuTuS KaTapakThbl
yBENUYNBAETCA C NPOAOITKNTENBHOCTLIO TEpanMm TaMoKCUEHOM.

Pedkue: onTnyeckasa HenponaTusi, HEBPUT 3pUTENBHOro Hepea (B HEOONbLLOM
KONn4ecTBe Crny4yaesB pa3BuBarnach crenorta).

HapyweHus co cTopoHbl cocyaoB

Uacmele: niwemmnyeckune LepebpoBackynsipHble HapyLUeHWs, Cyqoporn Hor,
TpoMmboambonuyeckne HapyLeHusl, B TOM Ymcne Tpomb0o3 rnyboknx BeH n ambonus
neroyHon aptepun. [NpyM COBMECTHOM NPUMEHEHUN LUTOCTATUKOB PUCK
TpoMB0O3IMBONNYECKNX HAPYLLUEHWI YBENNYMBAETCS.

Heyacmbie: HCYIbT.

HapyleHnsa co CTOpOHbI AbiXxaTefIbHOM CUCTEMbI, OPraHOB FPYAHOWN KIEeTKU U
cpenocTeHuns
Heyacmbie: nHTepcTUumManbHbii MTHEBMOHMUT.

HapyweHunsa co CTOPOHbI XXenyao4yHO-KMULLEeYHOro TpakTa
OyeHb yacmable: TOWHOTA.
Yacmebie: pBoTa, anapes, 3anop.

HapyLlieHnsa co CTOpOHbI NeYeHU U Xen4vyeBbIBOAALMX NyTEN
Hacmable: n"ameHeHus1 YpoBHA (pepMEHTOB NeYeHu, XXnposast AUCTPOpna neveHu.
Heyacmbie: umppo3 neveHu.



OueHb pedkue: xonecTas, renatuT, XenTyxa, HEeKpo3 NnevyeHu, renaToLennonsapHble
NOBPEXAEHMs, NeYeHoYHasa HeJoCTaTO4YHOCTb. HekoTopble criydamn 6onee Taxenbix
nopa)keHUi NeYeHn 3akaH4YMBanuChb neTanbHbIM UCXOAO0M.

HapylieHnsa co CTOPOHbI KOXWU U MOAKOXKHbIX TKaHen

O4eHb yacmble: KOXKHas Cbifb (B TOM YMCne peakme cooblieHmnst 0 MHOrodopMHOM
sputeme, cuHgpome CtuBeHca-[XoHCoHa, BynnesHom nemduronge).

Uacmeble: anoneuns, peakumm runepyyBCTBUTENbHOCTU, BKIOYas peakue
cooOLLeHnst 06 aHIMOHEBPOTMYECKOM OTEKE.

Pedkue: KOXHbIn BaCKynuT.

OueHb pedkue: KOXHasi KpacHasi BOMYaHka.

Hapymel-wm CO CTOPOHBLI CKEemneTHO-MbILWEeYHOM WU COEeOUHUTENIbHOW TKaHu
Yacmbie: mynanrus.

HapyweHunsa co CTOpPOHbI NOMTOBbLIX OPraHOB U MOJTOYHOM Xene3bl

OyeHb Yacmeble: BnaranuiiHble BblaeneHusi, HapyLleHne MeHCTpyanbHOro uuknia
BMMOTb 40 NOAABMEHNA MEHCTPYaALIMN Y XKEHLLUUH B NpeMeHonay3ae, BraranuiiHoe
KpoBOTEYEHME.

Yacmeie: 3yq BYNbBbI, yBENMYeHne mbpombl MaTku, nponmdepaTmBHbIe
aHAOMeTpuarnbHble 3MeHeHUst (HOBOOOpa3oBaHNS B SHAOMETPUN, rMnepnnasns 1
NONUNbI U pexe 3HAOMETPMO3).

Heyacmeie: pak aHOoMeTpus.

Pedkue: KNCTO3HbIN OTEK ANYHUKOB, CapkoMa MaTku (B OCHOBHOM 3110Ka4eCTBEHHbIE
MIONSIEPOBCKME CMELLIAHHbIE OMyXOnn), BarMHarnbHbIe MOMUMbI.

BpoxaéHHble, ceMenHble U HacneaACTBEeHHbIe HapyLueHUs
O4yeHb pedkue: No3HAA KoXxHasi nopdmpus.

O6wme paccTponcTBa U HapyLLeHUA B MecTe BBeAeHUsA

OueHb Yacmble: NPUNNBLI, KOTOPbIE YAaCTUYHO CBS3aHbl C aHTUACTPOreHHbIM
OencTBmeM TaMmokcudgeHa.

Pedkue: 6onb B KOCTAX M B 0Bnactm nopakeHHOW TKaHW Kak OTBET Ha Tepanuio
TaMoKCcUpeHOM B Havane Kypca fneyeHus.

4.9. lMepenosnpoBka

TeopeTuyeckn nepenosnpoBka MOXET Bbl3BaTb YCUIIEHVWE  BblLEONUCAHHbIX
AHTUACTPOreHHbIX NOBOYHbLIX peakunn. iccneagoBaHust Ha XMBOTHLIX NoKasanu, 4to
Tshkenas nepeposvpoBka (B 100-200 pa3 no cpaBHEHMIO C pPEKOMEHOYEMOW
CYTOYHOWN [0301) MOXET Bbl3BaTb 3CTPOreHHble apekTbl. MIMetoTca nutepaTypHble
JaHHble O TOM, 4TO TaMOKCudeH B [[03ax, B HECKOSbKO pa3 MNpeBOCXOOsLMX
CTaHOapTHble, MOXeT OblTb CBA3aH C yanuHeHuem wuHTepBana QT Ha OKT.
Cneundumyecknx  aHTMAOTOB  He  CyllecTByeT, JledeHue  [OOMKHO  ObliTb
CUMNTOMATUYECKUM.

5. ®APMAKOJIOIMYECKUE CBOUCTBA

5.1. ®apmakoguHamMu4yeckue CBOUCTBA



dapmakoTepaneBTUYecKkas rpynna: npoTMBOOMNYXoneBoe cpeacTBoO, aHTUICTPOreH.
Kog ATX: LO2BAO1.

TamokcudpeH — HecTepougHOe npou3BOAHOE TpueHnnaTuneHa, obnagaiouiee
KOMMMEKCHbIMX  papmMakonormyeckumm  adppektamm aHTaroHMcTta U aroHucta
9CTpOreHa B pasfMyHbIX TKaHAX. Y MauWMeHTOK, CTpajalolmxX pakoM MOSIOYHON
Xenesbl, B  ONyXOSleBOW TKaHM TaMOKCUEH OKa3blBaeT B  OCHOBHOM
aHTMACTPOreHHoe [JdeuctBve, npefgoTBpallad CBA3blBaHME 3CTporeHa C  ero
peuenTopamn. 3TO MNPUMBOAUT K YMEHbLUEHMIO KINETOYHOW nponudepaunn B
3CTPOreH-3aBUCUMBbIX TKAHAX.

HekoTopble uccrnegoBaHnsa rnokasanu, YTo y XeHLWWH B NOCTMeHonay3e TaMOKCUgeH
NMOHWXaET ypoBeHb obLiero xonectepuHa u xonectepuHa JIMHI npumepHo Ha 10-
20% 3a cueT acTporeHHoro gencteusa. CoobLianocb Takke, YTO Y 3TUX >KEHLUMH
TaMOKCUAIEH OKasblBasl MOSIOXKUTENbHbIN 3PGEKT Ha nogaepxaHue MUHeparibHOW
NNOTHOCTU KOCTU. OfHaKko Yy J>KEeHWWH B MNOCTMEHonay3e MOXHO OXuaaTtb
rmnepnnasuio aHgomeTpus (CM. Takke pasgensl 4.4 n 4.8).

BbINo BbINONHEHO HEKOHTPONMPYEMOE UCCeaoBaHne C y4acTUeM reTeporeHHon
rpynnbl n3 28 aesoyek B Bo3pacTte oT 2 o 10 net, cTpagatowmx cuHapomom Mak
KbtoHa-Onbpanta (MOC), koTopble nonyvanu npenapaT B fo3e 20 Mr oaunH pa3s B
CYTKW Ha NpoTskeHun nepuoga Ao 12 mecsaues. Cpean nauneHTok, coobLuaBLumx o
BRaranvHOM KpoBOTEYEeHUN 4O HaYana nepuoga nccnegosanus, 62% (13 ns 21
nayneHTKkn) coobLianu o6 OTCYyTCTBUM KPOBOTEYEHUSA HA NPOTSXKEHUM 6 MECALIEB U
33% (7 n3 21 naymeHTkM) coobLianm 06 OTCYTCTBMM BraranuLHOro KpOBOTEYEHUSA
Ha NPOTSKEHMM BCEro nccnegosaHns. CpegHun obbem MaTkm yBenmumsarncs no
ncTteyeHnn 6 mecsiLeB Tepanun U yaBamBasncst K OKOHY4aHUIO OAHONETHEero
nccnegoBaHns. HecMoTpst Ha TO, YTO 3TM AAHHbIE COrNacyTCs C
hapmakogMHaMMYeCKUMM CBOMCTBaMM TaMOKCUdeHa, MPUYNHHO-CNeaCTBEHHAS
CBs3b HEe ycTaHoBreHa (cM. pa3aen 4.4). [laHHbIx 0 6e30nacHOCTM ASIMTENBHOro
NPUMEHEHNs Npenaparta y geten He umeeTcs. B yacTHOCTUY, BNMAHUE ONUTENbHOMO
NPUMEHEHNS TamMoKcudeHa Ha poCT, NOIOBOE CO3peBaHME 1 obLiee pas3BuTme He
N3y4yeHo.

Monnmopdnam no aktuBHocTn wusodepmeHta CYP2D6 moxeT obycnoBnuBaThb
pasnnynsa B 4OCTUraeMoM KnMHUYeckom adpdekTte. Y MmeaneHHbix metabonnsatopos
MOXeT HabnwgaTbCa CHWXKEHue TepaneBTudeckoro adpdpekra. B nonHom mepe
NocneacTBus fiedYeHust TaMokcnudeHom meaneHHblx metabonunsatopoB no CYP2D6
n3y4eHo He Bbino (cMm. pasgensl 4.4, 4.5 1 5.2).

CYP2D6 reHoTtun

Mmerowmecs KnuHUYeckne OaHHble NO3BOMAT NPeanonoXuTb, YTO Yy MaUUEHTOK,
ABMAKOWMXCA rOMO3UroTaMmM Mo PeLecCMBHOMY annernto, MoXeT Habniogatbes
CHWXeHue TepaneBTudeckon 3PEEKTUBHOCTU TaMoKcudeHa npu nedYeHun paka
MOMoYHoM xenesbl. KnuHuyeckne wuccnegoBaHus Oonbllen YacTtblo  Obinn
NpoBeAEeHbl Ha XeHLUMHax B NOoCTMeHonayse (cM. pasgenst 4.4 n 5.2).

5.2. PapmakoKkMHeTUYeCKne CBOMCTBa

Abcopbuus



TamokcudgeH xopowo BcacbiBaetca. [locrne npuvema ogHOKpaTHOM — [03bl
MaKkcuMarbHas KOHLEHTpaums B CbIBOPOTKE LOCTUraeTcs B TedeHue 4—7 .
Bcnencrere BbipaXXeHHON KMLLIEYHO-NEYEHOYHOW peuvpKynauum TaMokcudeH npu
ONUTEnNbHOW Tepanuu HakannBaeTCH B CbIBOPOTKE. [1pun exxeHEBHOM npueme 403bl
20-40 mMr paBHOBECHOE COCTOSAHME AOCTUraeTCs He paHee, YeM Yyepes 4 Heagenu.

PacnpepeneHue
99% TamokcupeHa CBA3bIBAETCH C CbIBOPOTOYHbBIM anbbyMUHOM.

MeTabonusm

TamokcupeH B  3Ha4UUTENbHOWM CTeneHn MeTabonuampyeTcs C  y4yacTuem
nsodepmeHta CYP3A4 no N-gecmeTtuntamokcudeHa u 3atem ¢ ydactuem CYP2D6
00 OpYyroro akTMBHOro Metabonuta — 3HAOKCUMEHA. Y MaUMEHTOK C MOHMXEHHOWN
aKTMBHOCTbLIO n3ogpepmeHTa CYP2D6 koHUeHTpaumsa aHaoKeugeHa npmbnmnantensHo
Ha 75% Hwxe, 4eM y nauneHToB C HopMmanbHOW akTuBHocTbio CYP2D6. [Mprem
CUnbHbIX MHrMbuTopoB CYP2D6 npubnusnMTenbHO B TOW XXe CTeneHn cnocobcTeyeT
CHWXXEHUIO NfTa3MEHHOWN KOHUEHTPaLUM SHOOKCUeHa.

BbiBeaeHune

BoiBegeHne npoucxogut B OCHOBHOM C  KanoBbiMM  Maccamu. [lepuog
NnonyBbIBEAEHNSI UCXOOQHOrO BeLLeCcTBa (TaMOKCudeHa uuTpaT) CocTaBnsieT 7 OHEN,
OCHoBHoOro metabonuta N-gecmetnntamokcnudeHa — 14 gHen.

KuHeTuka y ocobbix rpynn naymMeHToB
dapmakokMHeTMKa TaMoKcudeHa Yy NauMEeHTOB C  MOYEYHON U MeYEeHOYHOW
HeLOCTaTO4YHOCTLIO HE U3y4eHa.

5.3. [JoknuHu4yeckme gaHHble 0 6e3onacHoOCTU

Ocmpasi mokcudyHocms (LDsg)

OCTpy0 TOKCMYHOCTbL TaMOKCUdIEHA OLlEHMBANN Ha Kpbicax U Mblwax. LDsy npwm
nepoparnbHoM BBeaeHun coctasnana 3 n 2,5 r/kr MT, LDsp npu BHYyTpMBEHHOM
BBEAEHUWN cocTaBnsana npumepHo 62,5 mr/kr MT.

XpOHuU4YecKasi moKCUu4HOCMb

McecnenoBaHmMa XpOHNYECKOM TOKCUYHOCTU ONNTENbHOCTLIO A0 15 mecsues
NPOBOAMINCH Ha KpbICaxX M Mbilwax. B penpoayKTMBHbBIX OpraHax XXUBOTHbIX
HabnganMcb rMCTONaToNorM4Yeckne HapyLLIEHUs, KOTOPbIE MOXHO OO bACHUTL
dapmakonorm4eckumm cBoncTtBamm TaMokcueHa. 3tn nameHeHnsa obbI4HO Bbinn
obpatumbiMn. Kpome Toro, Habnioganocb pasBuTrMe KaTapakThbl.

MymaeeHHbIU U OHKO2eHHbIU nomeHyuars

MccnenoBaHma Ha pasnuyHbIX cuctemax in vivo v in vitro nogTeepaunm, 4to
TamokcudeH obnagaeT reHOTOKCMYECKUM NOTEHLMANoOM Nocne akTmBauum
BeLlecTBa B NeYyeHn. B gnutenbHbIX nccneqoBaHnax Habnoganmcb onyxonu B
NneyvyeHn KpbIC 1 ONYX0SiM B roHagax Mblwen. KnmHmyeckas 3Ha4MMoCTb 3TUX AaHHbIX
HesicHa. KnuHuyeckne coobLeHnst CBMAETENBbCTBYIOT O MOBbLILLEHHOM PUCKE
obpasoBaHns 3HAOMETPUarbHbIX ONyXONnen.

Tokcuuyeckoe deticmeue Ha pernpolyKmugHyr cucmemy



TamokcudeH B HU3KUX KOHLEHTpaUMAX NPENSTCTBYET MMNMAHTaUMn 1 Bbi3biBaeT
BbIKMAbILL B J03aX CBbiwe 2 Mr/Kr/cyTkun. MiccnegoBaHnst SMOPMOTOKCUYHOCTI Ha
HECKONbKMX BMAAX XXMBOTHbIX HE BbIABUINN CBMAETENLCTB TEepaTOreHHbIX 3O EKTOB;
y Kponukos npwu go3se cabiwe 0,5 mr/kr/cyTkn Habnoganncb ambpuoneTarnbHble

apekTbl.

BHyTpnmaTO4YHOE BO34enCTBME Ha MbllLEN Npy pasBUTUM NIoda, a Takke BBeeHue
TaMoKcnpeHa HOBOPOXAEHHbIM KpbiCaM U MbiLLaM NPUBOAUT K NOBPEXOEHNIO
OpraHoB pPernpoayKTUBHOW CUCTEMbI CAMOK, KOTOPbIEe MPOSBAAOTCS Y B3POCIIbIX
ocobei. Y B3pocCrbiX camMoK nocrie AnNnTensHOro NpUMeHeHns npenapaTa B 4o3ax
cbiwe 0,05 mr/kr/cyTkn Takke HabnaatTCa perpeccmMBHbIE HapyLLEeHUs
pPENPOAYKTUBHbLIX OPraHoB. Y camuO0B KpbIC MOCMEe KPaTKOBPEMEHHOIO U
OO0NrOBPEMEHHOIrO BBEAEHUSA NpenapaTa Habno4anocb CHUXKEHNE Macehl
CEMEHHWKOB U crnepMuoreHesa, Bbl3BaHHOrO nofasrieHneM cekpeumm
roHagoTponuHa B runoduse.

6. ®APMALEBTUYECKUE OAHHbLIE

6.1. lMepe4yeHb BcnomMoraTesibHbIX BelWwecTB

JlakTO3blI MOHOrMOpPaT

Llenntonosa Mukpokpuctannuyeckas
Kpaxman KyKypy3HbIn

KpemMHua guokeua KonmnouaHbIn
MarHua cteapat

6.2. HecoBmecTumocTb

He npumeHnmo.
6.3. Cpok rogHocTHn

3 roga. He ucnonb3oBatb npenapaTt No UCTEYEHUU Cpoka rogHOCTM, yKasaHHOro Ha
yrnakoBKe.

6.4. Ocobble Mepbl NPefOCTOPOXKHOCTU NPU XPaHEHUMN

Cnucok A.
B cyxom 3alyiieHHoM OT cBeTa MecTe Mpu TemnepaType He Bbille 25°C.
XpaHuUTb B HEOOCTYNMHOM AN15 AeTen MecTe.

6.5. XapakTtep v coaepxumoe ynakoBKu

Tabnemku 10 m2, 20 me.

Mo 10 Tabnetok B 6rimctepe m3 NBX/antomMuHneBon onbru.

Mo 3 6ricTepa nomeLLaloT B KAPTOHHYO NayvyKy BMECTE C UHCTPYKLUMEN MO
NMPUMEHEHMIO.

6.6. Ocobble Mmepbl NPeAOCTOPOXHOCTU NMPU YTUNU3aUMmn N obpaLLeHnro



CneuuanbHble TpeboBaHNS OTCYTCTBYHOT.

7. NPOU3BOOUTEISb

OBEBE ®apma Nec.m.6.X.Hpr.KI
A-4866 YHTepax, ABCTpuS.

8. [OATA NEPECMOTPA TEKCTA
Anpenb 2014 roga.

ycnoBusda OTMYCKA U3 ANTEK
Mo peuenTy Bpaya.
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT
Tamoxifen-Ebewe
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Tablets 10 mg
1 tablet contains 15.2 mg of tamoxifen citrate, that is equivalent to 10 mg tamoxifen,
respectively.

Tablets 20 mg
1 tablet contains 30.4 mg of tamoxifen citrate, that is equivalent to 20 mg of
tamoxifen, respectively.

For a complete list of excipients, see Section 6.1.

3. PHARMACEUTICAL FORM

Tablets 10 mg
Circular tablets, almost white, with a cruciform breakline on one side.

Tablets 20 mg
Circular tablets, almost white, with a breakline on one side.

4. CLINICAL PARTICULARS
4.1. Therapeutic indication

Tamoxifen-Ebewe is used in women aged 18 and above.
It is used for palliative or adjuvant breast cancer treatment.

4.2. Posology and method of administration

The dosage regimen is usually set individually depending on the indications. The
daily dosage is 20-40 mg. As a standard dose, it is recommended to take 20 mg of
tamoxifen daily per os for a long time. If signs of progression appear, the drug should
be withdrawn.

Tablets should be swallowed whole, with some fluid, as a single dose in the morning
or by dividing the required dose into two doses taken in the morning and in the
evening.

Children: The use of tamoxifen is not recommended in children, as safety and
efficacy have not been established (see section 5.1).

11



4.3. Contraindications

e Hypersensitivity to the active ingredient tamoxifen or to one of the excipients
mentioned in Section 6.1.
e Pregnancy and lactation

4.4. Special warnings and precautions for use

Special care and monitoring are advised in case of: hepatic and renal disorders,
diabetes mellitus, a history of thromboembolic events, in eye disorders.

Before treatment, a comprehensive internal medicine and gynaecological
examination of the patient must be carried out.

During therapy and because of possible endometrial lesions or changes,
gynaecological examinations in intervals of at least 6 months are indicated.

In pre-menopausal breast cancer patients, changes in the menstrual cycle as well as
a complete suppression of menstruation may occur.

An increased occurrence of endometrial carcinoma and uterine sarcoma (mostly
malignant mixed Mdullerian tumours) was observed with tamoxifen treatment. The
underlying mechanism is unknown, but it could be related to the oestrogenic effects
of tamoxifen.

Any patients receiving or having previously received tamoxifen, who report abnormal
gynaecological symptoms, especially vaginal bleeding, should be promptly
investigated.

A number of second primary tumours, occurring at sites other than the endometrium
and the opposite breast, have been reported in clinical trials, following the treatment
of breast cancer patients with tamoxifen. No causal link has been established and the
clinical significance of these observations remains unclear.

At the beginning of the therapy, an ophthalmological examination should be
performed.

If vision changes (cataracts and retinopathy) occur during treatment with tamoxifen,
an ophthalmological examination must be performed, since some changes detected
in the early stage can resolve after finishing therapy.

In the published isolated cases of pronounced hypertriglyceridemia during tamoxifen
treatment, usually a lipid metabolism disorder was present. Therefore, monitoring of
serum triglycerides can prove useful.

Other remarks

In cases of a severe thrombocytopenia, leukocytopenia or hypercalcaemia, a
risk/benefit analysis and thorough medical monitoring are required.

Before treatment, the possibility of pregnancy in women of child-bearing age must be
excluded, and they must be informed of the importance of contraception. During
tamoxifen therapy and up to 3 months after discontinuation of the drug, women
should be instructed to prevent pregnancy by use of non-hormonal contraceptive
methods (the contraceptive pill is not suitable: see Section 4.5).

In patients with pre-existing hepatic disorders, the status of the liver should be
carefully monitored. Blood count (particularly platelets), hepatic and renal function,
serum calcium and blood glucose values must be checked at regular intervals. In

12



addition, regular check ups (lung and bone X-ray, ultrasound scan of the liver) must
be carried out for early detection of potential metastasis.

Children: In an uncontrolled trial in 28 girls aged 2—10 years with McCune Albright
Syndrome (MAS) who received 20 mg once a day for up to 12 months, mean uterine
volume increased after 6 months of treatment and doubled at the end of the one-year
study. While this finding is in line with the pharmacodynamic properties of tamoxifen,
a causal relationship has not been established (see Section 5.1).

In the literature, it has been shown that people with poor CYP2D6-mediated
metabolism (“poor metabolisers”) have a lowered plasma level of endoxifen, one of
the most important active metabolites of tamoxifen (see Section 5.2).

Concomitant medications that inhibit CYP2D6 may lead to reduced concentrations of
the active metabolite endoxifen. Therefore, potent inhibitors of CYP2D6 (e.g.
paroxetine, fluoxetine, quinidine, cinacalcet or bupropion) should be avoided during
tamoxifen treatment whenever possible (see Section 4.5 and 5.2).

This product contains lactose. Patients with rare hereditary problems of galactose
intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should
not take this medicine.

4.5. Interaction with other medicinal products and other forms of interaction

When tamoxifen is used in combination with coumarin-type anticoagulants, a
significant increase in anticoagulant effect may occur. Where such co-administration
is initiated, careful monitoring of the patient is recommended.

When tamoxifen is used in combination with cytotoxic agents, there is increased risk
of thromboembolic events occurring (see also section 4.8).

The use of tamoxifen in combination with an aromatase inhibitor as adjuvant therapy
has not shown improved efficacy compared with tamoxifen alone.

The known principal pathway for tamoxifen metabolism in humans is demethylation,
catalysed by CYP3A4 enzymes. Pharmacokinetic interaction with the CYP3A4
inducing agent rifampicin, showing a reduction in tamoxifen plasma levels have been
reported in the literature. The relevance of this finding is not known.

Pharmacokinetic interaction with CYP2D6 inhibitors, showing a 65-75% reduction in
plasma levels of one of the more active forms of the drug, i.e. endoxifen, has been
reported in the literature. Reduced efficacy of tamoxifen has been reported with
concomitant usage of some SSRI antidepressants (e.g. paroxetine) in some studies.
As a reduced effect of tamoxifen cannot be excluded, co-administration with potent
CYP2D6 inhibitors (e.g. paroxetine, fluoxetine, quinidine, cinacalcet or bupropion)
should whenever possible be avoided (see section 4.4 and 5.2).

4.6. Pregnancy and lactation

Pregnancy

Tamoxifen must not be administered during pregnancy.

There have been a small number of reports of spontaneous abortions, birth defects
and foetal deaths after women have taken tamoxifen, although no causal relationship
has been established.
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Women should be advised not to become pregnant whilst taking tamoxifen and
should use barrier or other non-hormonal contraceptive methods if sexually active.
Premenopausal patients must be carefully examined before treatment to exclude
pregnancy. Women should be appraised of the potential risks to the foetus, should
they become pregnant whilst taking tamoxifen or within two months of cessation of
therapy.

Lactation

Tamoxifen effects inhibited lactation in humans at a dose of 20 mg twice daily. Lactic
production does not start again even if therapy is discontinued. Breast-feeding is
therefore not possible during therapy. Breast-feeding is either to be stopped or
tamoxifen is not to be used for the duration of the lactation period.

4.7. Effects on ability to drive and use machines

Since visual disturbances and light-headedness have been observed commonly with
the use of tamoxifen, caution is advised when driving or using machines.

4.8. Undesirable effects
The following convention has been utilised for the classification of frequency:

Very common (= 1/10)

Common (= 1/100 to < 1/10)

Uncommon (= 1/1,000 to < 1/100)

Rare (= 1/10,000 to < 1/1,000)

Very rare (< 1/10,000)

Not known (cannot be estimated from the available data)

Blood and lymphatic system disorders

Common: transient anaemia

Uncommon: leukopenia, transient thrombocytopenia
Rare: agranulocytosis, neutropenia

Very rare: severe neutropenia, pancytopenia

Endocrine disorders
Common: hypercalcaemia in patients with bony metastases particularly on initiation
of therapy

Metabolism and nutrition disorders

Very common: fluid retention

Common: increase in serum triglycerides

Very rare: severe hypertriglyceridaemia partially with pancreatitis

Nervous system disorders
Common: Light-headedness, headache

Eye disorders
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Common: visual disturbance - which is only partially reversible - due to cataracts,
corneal changes and/or retinopathy (the risk of cataracts increases with the duration
of tamoxifen therapy)

Rare: optic neuropathy, optic neuritis (in a small number of cases blindness has
occurred)

Vascular disorders

Common: ischaemic cerebrovascular events, leg cramps, thromboembolic events,
including deep vein thrombosis and pulmonary embolism (increased risk of
thromboembolic events in combination with cytotoxic agents)

Uncommon: stroke

Respiratory, thoracic and mediastinal disorders
Uncommon: interstitial pneumonitis

Gastrointestinal disorders
Very common: nausea
Common: vomiting, diarrhoea, constipation

Hepatobiliary disorders

Common: changes in liver enzyme levels, fatty liver

Uncommon: cirrhosis

Very rare: cholestasis, hepatitis, icterus, hepatic necrosis, hepatocellular injury,
hepatic failure. Some cases of more severe liver disorders were fatal.

Skin and subcutaneous tissue disorders

Very common: skin rashes (including rare reports of erythema multiforme, Stevens-
Johnson syndrome or bullous pemphigoid)

Common: alopecia, hypersensitivity reactions including rare reports of angioedema
Rare: cutaneous vasculitis

Very rare: cutaneous lupus erythematosus

Musculoskeletal and connective tissue disorders
Common: myalgia

Reproductive system and breast disorders

Very common: vaginal discharge, menstrual irregularities up to suppression of
menstruation in premenopausal women, vaginal bleeding

Common: pruritus vulvae, increase of uterine fibroids, proliferative endometrial
changes (endometrial neoplasia, hyperplasia and polyps, and rarely endometriosis)
Uncommon: endometrial cancer

Rare: cystic ovarian swelling, uterine sarcoma (mostly malignant mixed Mullerian
tumours), vaginal polyps

Congenital, familial and genetic disorders
Very rare: Porphyria cutanea tarda

General disorders and administration site conditions
Very common: hot flushes which are partially due to the anti-oestrogenic effect of
tamoxifen
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Rare: pain in the bones and in the affected tissue area in response to tamoxifen
therapy at early stages of the treatment.

4.9. Overdose

Conceptually, overdose may enhance the above-mentioned anti-oestrogenic side
effects. Animal studies have shown that severe overdose (100-200 times higher than
the recommended daily dose) may cause oestrogenic effects. There are reports in
literature that tamoxifen at doses several times exceeding the standard doses can be
associated with the prolongation of the electrocardiographic QT interval. There are
no specific antidotes available, the treatment should be symptomatic..

5. PHARMACOLOGICAL PROPERTIES

5.1. Pharmacodynamic properties

Pharmacotherapeutic group: antitumor agent, anti-oestrogen. ATC-Code: LO2BAO1.

Tamoxifen is a nonsteroidal triphenylethylene derivative with complex
pharmacological effects of oestrogen antagonist and agonist in different tissues. In
the tumor tissue of breast cancer patients, tamoxifen shows mainly anti-oestrogenic
action, preventing the binding of oestrogen to oestrogen receptors. This leads to
reduced cell proliferation in oestrogen-depending tissues.

Some studies have showed that tamoxifen lowers total and LDL cholesterol levels by
10-20% in postmenopausal women due to its oestrogenic effect. It has also been
reported that tamoxifen positively effects the maintenance of bone mineral density in
those women. However, endometrial hyperplasia can be expected in
postmenopausal women.

(see also Sections 4.4 and 4.8).

An uncontrolled trial was undertaken in a heterogeneous group of 28 girls aged 2 to
10 years with McCune Albright Syndrome (MAS), who received 20 mg once a day for
up to 12 months duration. Among the patients who reported vaginal bleeding during
the pre-study period, 62% (13 out of 21 patients) reported no bleeding for a 6 month
period and 33% (7 out of 21 patients) reported no vaginal bleeding for the duration of
the trial. Mean uterine volume increased after 6 months of treatment and doubled at
the end of the one-year study. While this finding is in line with the pharmacodynamic
properties of tamoxifen, a causal relationship has not been established (see section
4.4). There are no long-term safety data in children. In particular, the long term
effects of tamoxifen on growth, puberty, and general development have not been
studied.

Polymorphism in terms of CYP2D6 isoenzyme activity may be associated with
differences in the clinical effects achieved. Poor metabolizers may experience a
reduced therapeutic effect. Full scope of effects of tamoxifen in poor CYP2D6
metabolizers still has to be studied.

(see Sections 4.4, 4.5 and 5.2).
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CYP2D6 genotype

Available clinical data suggest that therapeutic efficacy of tamoxifen may be
decreased in breast cancer patients, who are homozygous for the recessive allele.
Clinical studies have mostly been conducted on postmenopausal women. (see
Sections 4.4 and 5.2).

5.2. Pharmacokinetic properties

Absorption

Tamoxifen is well absorbed. After a single dose, the maximum serum concentration
is achieved within 4 to 7 hours.

Due to a pronounced enterohepatic circulation, tamoxifen cumulates in chronic
therapy in serum. At a dosage of 20-40 mg/day, steady state is reached after 4 weeks
at the earliest.

Distribution
99% of tamoxifen is bound to serum albumin.

Metabolism

Tamoxifen is largely metabolized by CYP3A4 isozyme to N-desmethyltamoxifen and
then by CYP2D6 to another active metabolite - endoxifen. In patients with reduced
activity of CYP2D6 isoenzyme, endoxifen concentration is approximately 75% lower
than in patients with normal CYP2D6 activity. Potent CYP2D6 inhibitors reduce the
plasma concentrations of endoxsifen to approximately the same extent.

Excretion

The main excretion route is via faeces. Elimination half-life of the parent compound
(tamoxifen citrate) is 7 days, that of the main metabolite, N-desmetlyltamoxifen, is 14
days.

Kinetics of special patient groups
Pharmacokinetics of tamoxifen in patients with renal and hepatic impairment has not
been studied.

5.3. Preclinical safety data

Acute toxicity (LDso)
The acute toxicity of tamoxifen was tested in rats and mice. LDsy oral was 3 and 2.5
g/kg BW, LDsg i.v. was approx. 62.5 mg/kg BW each.

Chronic toxicity

Studies of chronic toxicity were performed in rats and mice up to a duration of 15
months. The animal species showed histopathological alterations in reproductive
organs which could be explained by the pharmacological properties of tamoxifen and
which were usually reversible. In addition, the occurrence of cataracts was observed.

Mutagenic and tumorigenic potential

Studies in various in vivo and in vitro systems verify that tamoxifen has a genotoxic
potential after hepatic activation. In long-term studies, hepatic tumours in rats and
gonadal tumours in mice were observed. The clinical significance of these findings is
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not clear. Clinical reports give evidence of an aggravated risk of formation of
endometrial tumours.

Reproductive toxicity

Tamoxifen prevents implantation at low concentrations and leads to abortions at
dosages above 2 mg/kg/day. Embryotoxicity studies in several animal species did not
provide any evidence of teratogenic effects, embryolethal effects occurred in rabbits
at a dose from 0.5 mg/kg/day.

Intrauterine exposure of mice during foetal development as well as treatment of
neonate rats and mice with tamoxifen results in damage to female reproductive
organs, which is identifiable in adult age. Adult female animals also show regressive
alterations in reproductive organs after long-term treatment at dosages above 0.05
mg/kg/day. In male rats, reduction in testicular weight and in spermiogenesis induced
by inhibition of gonadotropin secretion in hypophysis have been described after
short- and long-term treatment.

6. PHARMACEUTICAL DATA

6.1. List of excipients
Lactose monohydrate,
microcrystalline cellulose,
corn starch,

colloidal silicon dioxide,
magnesium stearate.

6.2. Incompatibility

Not applicable.
6.3. Shelf life

3 years
The drug should not be used after the expiration date indicated on the packaging.

6.4. Special precautions for storage

List A
Store in a dry place, protected from light, at a temperature not higher than 25°C.
Keep out of reach of children.

6.5. Nature and contents of container

Tablets 10 mg, 20 mg
10 tablets per PVC/Alu blister.
3 blisters with Patient Information Leaflet per cardboard box.

6.6. Special precautions for disposal and other handling
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No special requirements.

7. MANUFACTURER

EBEWE Pharma GesmbH Nfg KG
A-4866 Unterach, Austria

8. DATE OF REVISION OF THE TEXT
April 2014

PRESCRIPTION STATUS
A prescription-only medicine.
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