
3E14PEH I43BE]UTAJ 3A OCOE]4HI4TE HA flEKOT

1. I4ME HA NEKOT

TAMOXIFEN EBEWE / TAMOKC]4OEH E6EBE

2. KBANTTATI4BEH t4 KBAHTI4TAThBEH COCTAB

1 ra6nera co4Pxr,l 10 mg raMoKcu$eH
Excqrnnexcr co no3Har e$err: 1 ra6nera coapxut 70,80 mg naKro3a MoHoxl4Apar'

3a xounnetxata n!4cra Ha eKcLlhn!4eHo4 argere gen 6 1

3. OAPMAqEBTCKA OOPMA

ra6nerr

4. KnIHht{K14 0CO6EHOCTI4

4.1 TEPA1EBTCKW UHAUKAUUU
llant4art,lseH t4nh aAjyBaHreH rperMaH Ha KaHqep Ha Ao.lKt4'

Tattoxcu$en E6eeoce Kopr4crll raj xenn Ha Bo3pacr xag 18 rogutxt't'

4.2 AO3UPA'6E U HA'IUH HA vnoTPEgA

Aosnoaue
noqeTHaTaAo3acenphnaroAyBaHaonuJTaTacocroj6aHanaLlI4eHToT'Boo6}i.{aeHaTaAo3ae
20 - 40 mgigex xaxo egxorpaixa Ao3a hrlt4 noAeneHa Bo ABe AHeBHu gosu Hajvecro' Ao3ara

og 20 mg/AeH AaBa 3aAoBon,irenHh pe3ynrarr' BpeMerparbero Ha rperMaHor 3aB[ct4 oA

Tex[Hara Ha 6onecra, Ho HopManHo ce cMera 3a nepMaHeHTeH TperMaH unH ce npoAonxysa

Ao peKypeHrHocr Ha 6onecra.

Tpernaauor co TanaorcnQex E6eae rexepanno npercraByBa gonrorpajxa repanuia 'y-:q1.f
cecnpoBeAyBaoAcTpaHaHaAofiopcot,tcKycTBoBooHKonorl4jaTa'KaKoaA|yBaHTHaTepanu,a
Bo paH!4re Saau xa *"pqrro, xa gojxa xo1 e xopuon peqenrop no3hrt'1BeH ce npenopaqyBa

TperMaH SO nepuoA o4 irajuanxy 5 roAhHt4 onrnuanxrot nepuoA Ha rperMaHor co

rauoxcr$el ce YUJTe He e YTBPAeH.

Heua Aocranxh noAaroqr4 3a Ao3hpalbe Kaj naqreHT[ co xenaranHa l4nI peHanHa

raxcy$raquexqrja.

llenriarpucxa nonvnauria
EfiEreArocTa 14 est ,acHocTa Ha TaMoKcuQeH E6eBe Ka.i AeLla h aAonecqeHTu He e rrBpAeHa

(erAere nen 5.1 r 5.2)

Ha.r[H Ha vnoroe6a
3a nepopanna Ynorpe6a
nporonialre ru'ra6nerrare qenh co AoBorlHo reqHocr, HajAo6po co o6poK'

4.3 KOHTPAUHAUKAUTIH
. npeqyBcrBt4TenHocr KoH aKThBHara r'ilarepraja hnr KoH 6nno xoi

eo Aenor 6. 1 ;

. Teu:xa rpou6oqrronexnja' neyxonelrja nnI xunepKanqeMhja;

HaBeAeH14
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. 6peMeHocr t4 Aoe$e

4.4 qOCEEHU MEPKU HA qPET1A3nHBOCT U nPEAvnPEAvBAtbE
TauoxCrQex rpe6a 4a Ce Kope'lcTt4 co oco6eHo BHtlMaHre Xaj naLlheHTr4 co xenaranHo hnn

6y6pexxo 3a6onyBalbe, AhjaoeTec Melrryc, rpou6oena6onrcK!4 HacraHr Bo MeAhqriHcKara

r4cropnja, u 3a6onyBatua Ha oqhre.

flpeg ornovxyaabero Ha rperMaHor, xaj naqrexrxara rpe6a Aa ce HanpaBh AeraneH
uHTepHt4cTr4qKh u ruHeKonouJKt4 nperaeA.

llaqneurxrre Ko14 He ce nopoxeHr't Ha xhcTepeKroMraja rpe6a 2a 6upar noAnoxeH[ Ha roAI4tlJHH

KoHTpon14 3a eHAoMerphjanHh npoMeHu.

Kaj nperuexonay3anH[Te naq[eHTKtl, MoxHh ce npoMeH[ Bo LlhKnycor ce Ao KoMnnerHa

cynpechja Ha MeHcrpyaLlujara.

3roneuexa uHqhAeHqa Ha eHAoMerpuianeH Kapqr4HoM r capKoM Ha yrepycoT (Haj'{ecTo

Maflr4rHeH ueLuax Mullerian ryr./|op) e perncTptlpaHa nph TperMaH co TaMoKctlseH, Toqxnor

MexaHu3aM He e no3HaT; Merrroa, [cTl,loT MOXe ga 6rge noBp3aH co ecTporeH-cnu'rxure eQerru

ra rauoxcu$ex.

flaqrexrxrre co HeperynapHH rr4HeKOnOUJK[ ChMnTOMt4 BO TeKOT Ha TpeTMaHor co ranaoxcrQex,

oco6exo BarhHarHo KpBape[ue Bo reKor n nocne repanuiara' rpe6a eegxau: Aa 6uAar hcnhraHh

oA crpaHa xa cneqnjanrcr.

Krhnll,lrnre CTyAr4r4 AoAarHo no(axyBaar hHAl,lBhAyanHh cflyqa[ Ha ceqHAapH[ MannrH'l

6onecna Ha opraHu, Apyr!4 oA eHAoMerp[yMor t4 KoHrpanarepanHara AoJKa no rperMaH co

rar'aorcnQex. !o cera, (ay3anHara noBp3aHocr co rauoxcn$ex He e norBpAeHa' nopaAh IIJTO

Kn[HhqKoro sHa.{et+e Ha oBhe pe3ynrarh ue e jacxo.

Ha noqerOxor Ha TpeTMaHoT co rauoxCrsex, naLlHeHToT rpe6a ga 6uge npernegaH og

oQranuonor. Axo ce jaaar npoMeHh BO OCTpr4HaTa Ha BI4AOT BO TeKOT Ha TperMaHoT co

TaMoKcnQeH E6eae, yprenrxo rpe6a Aa Ce CnpOBeAe OQranuonou:xn nperneA, 6uAeitfn xexon

npoMeHhKot4ceper!4cTpl,lpaHhBoTeXoTHapaHhoTcTaAnyMcenoBnexyBaaTnonpeKhHyBa[beTo
xa repanriara.

npe4 TperMaHor co raMoxct4QeH Mopa Aa ce hcKJlyt{t4 MoxHara 6penaexocl raj xexnre ao

penpoAyKrhBeH nepHoA, ra rne rpe6a Aa ce uH+opMl4paaT 3a 3Haqe[6ero Ha KoHrpaqenqrjara.

Xexrre rpe6a ga ce coBeryBaar Aa ja cnpeqar 6per.aenocra co Kopt4cTelse Ha He-xopMoHcKt4

KOHTpaqenTuBHr4 urerogu (ra6nerrre 3a KoHrpaqenqra.ia ne ce cooABeTHh, euAere Aen 4,5) sa

BpeMe Ha rperMaHor co raMoKcrQeH u 3 ueceqn nocne npecraHox co rperMaHor'

Bo nrreparypara e noKaxaHo nexa CYP2D6 cna6hre uera6onrsepvt HMaar HaMareHo nna3Ma

*rro,a erAo*cnsex, eAex op najaaxrrre afiuBHh uera6onvtTu xa tauoxcrQex (st4Aele Aen

52)
l,lcroapeuexa ynorpe6a Ha neKoBr4 xor ro uxxr6npaar CYP2D6 Moxe Aa AoBeAe Ao HaMafleHh

KoHqeHrpaqry Ha afiuBHylor Lnera6onrr enAorcu$eH. 3aroa, jarrre vllxn6uropu xa CYP2D6

(np. napoKceTHH, Qnyoxcerun, KHHhA!4H, r.l[HaKanqeT nnu 6ynponrox) cexorau Kora e MoxHo

ipe6a ga ce re6ernyaaar 3a BpeMe Ha rperMaHor co rauoxcr$ex (BrAere Aen 4 5 t 5 2)

BO Cnyvaj Ha nOCTOeqKO xenaTanHg :a6Onyaaue, XenaTaflHrlgT CraryC rpe6a BHhMaTenHO Aa Ce

naonrroprpa. 6pojor na KpBHu efleMeHrra (oco6exO rpor,ir6oqrarure), xenaranHhTe u 6y6pexxure

QyHKLlhH, cepyMcKoTo H!4BO Ha Kanqr4yM n ule(ep rpe6a 4a ce MoHr4Tophpaar nepHoAt4'{HO.

gOnonHrarenHo ce npenopaqyBaar nepl4oAnqHn KoHTpoflh (peurrex Ha KocKure u 6ennte
ppo6oara, yflTpa3ByK Ha xenapor) 3a orKp[Babe Ha iroxHhre Meracra3l4 tlJTo,

Kaj oAnoxexara MnKpooneparhBHa peKoHcrpyKqr1a Ha rpaA6'

3roneM!4 plr314Kor oA Mt4KpOBaCKynapH14 KOMnfl 14Kaqru.

Aa ro



fl enniarprcxa nonvnauuia
$ ,e-o*porrp"M*ty4 nia xai 28 geaojvnrua Ha Bo3pacr 2-10 roAuau co McCune Albright

cr4HApoM IURS;, rora np!4Mane no ZO mg rauoxcnsex eAHauJ AHeBHo Bo nep!4oA oA 12 r'/|eceqr'

npoceqHhor BonyMeH Ha yrepycor ce sioneMlan no 6 uteceqn oA rperMaHor h ABojHo Ha Kpajor

Ha eAHOrOA,lulHa Cry4raja.'t4axo oBa oTKpt4The e Bo corrlacHocT co sapMaKoAt4HaMcK[Te caojcraa

," -"ro*cr6"", nphlt!4HcKo-nocneA[qHa noBp3aHocr He e yrBpAeHa (aragla 4en 5 1)'

oaojnexcoApxhnaKTo3a.llaqvlexrnrecopeTK,lHacneAHHnpo6neurHaHenoAHocnuBocTHa
.rnj*ro.r, Lapp_narrasa Ae6raqr,rr !4nh rnyKo3o-ranaKro3eH Manancop6qr4oHeH ChHApoM He

rpe6a 4a ro nphMaar oaoj nex.
Vnorpe6ara xa rauoxcr6en Moxe Aa AoBeAe Ao no3hrrBeH pe3ynrar Bo AonhHr recroBl4re

VnorireO"r" xa rauoxcr$ex KaKo Aonr4Hr cpegcrBo Moxe Aa 6npe ulrerxa ga Bauero sgpaeje'

4.5 nHTEPAKUUH
gion"""n prar* og rpou6oeu6onrcKh HacraH!4 e perrcrp!4paH nph KoM6t4Hnpaxa ynorpe6a xa

rauoxcrQex n xeuorePanvtja.

AaHeceaAMulHhcrpl4paarl'lcroBpeMeHoutxxn6nroputxaarperaqrjaraxarpou6oquruco
TaMo(crQeHcoqenAaHece3rofleMyBap[3hKoToAKpBape}seBoTeKoTnarpou6ot]uroneHrqHa
Sasa.

Korarauoxcu$eHceKopl4cTt4eoxotr6rHaqujacoKyMapuHcKt4Tt4MHaaHTqKoarynaHcu,KaKoL|JTo

" ""po"p,, 
Moxe Aa ce jaara cr,rrxra$hKaHTHo 3roneMyBa}be Ha aHThKoaryrtaxrxraor eQerr. Kaj

naLlxeHTr4Te Kon nphMaar aHThKoarynaHch co raMoxcta$en rpe6a BHhMarenHo Aa ce

MoHrlTophpa KoarynaqhoHt4or craryc, oco6eHo Ha no'{eroKor Ha rperMaHor'

Ynorpe6ara na ran/|oxcnQex ao xor./|6raxaquja co apoMaTasa uxxt,t6urrop KaKo cynopTnBeH

TperMaH e noKaxaHo AeKa He ja eroneruyaa L$'*acHo"ra eo cnopeg6a co naoxorepanuja co

rauoxcr$en.

l-nasHt,tor Mera6oneH nar Ha raMoxcu$en xaj xyMaHara nonynaLlhja e AeMerhraqhjara

*"irnrrrp"r" oa cyp3A4 eH3uM[re. Bo nrareparypara hMa h3Belurat4 sa Qap[iraxoKHHercKr4

,rr"pr*qru co pnsaunrqnH, ner xoj BptlJt4 !4HAyKLlHja xa CYP3A4' npegrasaraxyaajkr

HaManyBalbe Ha cepyMcKoro Ht4Bo Ha raMoKcrseH Knuxrqxoro 3Haqel6e Ha oBa HaMaflyBabe

He e no3HaTo.
BonhTepaTypaTar4Mah3BeLUTarsa$apuaxoruHeTcKHt4HTepaKqhhcoCYP2D6rxxr6uropr,
KOh Bnr4jaaT Ha HaManyBabe Ha nna3MaTcKrlTe HIBOa Ha aKTUBHIIOT uela6onrr na raruoxcrsel

4-HYDdOXY.N-DESMETHYLTAMOXIFEN (ENDOXIFEN).

Bo nnTepaTypaTa nMa h3BeuJrallt 3a sapMaKOKt!HeTc(y|re IHrepaKLlr4h co cYP2D6_uxxu6nropnre,

*o, no*i*yrirt za 65-7 So/o HaManyBa['e Ha nna3MarcKoro Ht4Bo Ha eAHa oA noBeKero aKTUBH''

QopMh Ha aKr!4BHt4or uera6onrai Ha rauorcu$eH (np exgoxcn$ex) .Hauanex e$err xa

raMoKchQeH e perncrpupaH npl4 KOHKOMUTaHTHa ynorpe6a co HeKoh ssRl axlaAenpecl4B[ (np'

napoKceThH) so HeKo[ cryghu. Btagej(n He Moxe Aa ce.ucKnyqh HaManeH e$err na ranaoxcnQen'

r4croBpeMeHara agunxracrpaqrja co noreHTHt4 CYP2D6 rxxr6nropr (np napoKcer[H'

$nyoxcerrn,KHH[4AI4H,qrHaKanqeTr,rnu6ynponraox)Tpe6aAacers6erxyaaceKorauKoraeToa
uoxno (argere aen 4.4 n 5.2).

4.6 OEPTUnU|ET, 
^PEMEHOCT 

t',' AOEI6E
TauoxcrQeu e KoHrpahHAhq!4p"" *"; 6pereH, xeH[ hn, xeHI4 Kot4 goiar (er4ere Aen 4'3 A 4'4\'

SpeMeHocm
Perrcrprapaxra ce hHAhBt4AyanHh cnyqar 3a MprBo po4eH!4, Cnontaxu a6opryct4

AeQefir xaj xenn Kou 3eMane rauoxcr$ex taaKo He e yrBpAeHa

Epeuenu xeHu npuMane rauorcr+ex caMo Bo perxr cnyavr' Baxaa

se e ga6enexaHo Aa npeAhsBl{Ka nocneAoBareflHa Bar[HanHa a4eHo3a

Kapqr4HoM Ha BarhHara hnr4 qepBrKcor xaj xexu r43noxeH!4 in-utero Ha ra

poAhnHh



floe*e
Io." oa 20 mg rauroxcr$en gaa narh Ha AeH rMa e$err Aa ia uaxu5upa naKrallrlara Kal

xeHhre. MoxHocra 3a naKraLl[ja ue ce apa(a noBropHo AoKonKy ce npeKhHe co repanrja'

AononHr4TenHo, He e no3Haro 4anra raruoxcra6eH ce r3nar{yBa Bo Maj'luHoro unexo flopa4n roa'

Tarr/|oxcr,rQen E6eae e KoHTpauHAr4qr4paH BO TeKOT Ha AOe$eTo. Axo rperuanor e HeonxoAeH BO

TeKOT Ha AOebeTo, AoelbeTo Mopa Aa ce npeKhHe'

Oepmunumem
Kaj npeMeHonay3anHn xeH[, npeA 3anoqHyBabe Ha rperMaHor rpe6a 4a ce ucKnyqh 6pel'teuocr

(ehAere Aen 4.4). Bo rexor r rpl4 Meceqr4 no 3aBpLllyBals-ero Ha rperMaHor' rpe6a Aa ce Kopt4crt4

6es6e4xa, He-xopMoHcKa xoxrpaqenqraja (ehAere Aen 4 5)'

3a pesynrarure oA nperKnhHhqKtare cry4t4l4 argere gen 5 3'

4,TEoEKTl|HAnEKoTBP3ynPAByBAtbEcoMoToPHoBo3unoulluMAwuHA
ManKyeBepojaTHoTaMoKcnQeHxajnaqnexrnre4ajaourerncnoco6nocra3aBo3eBehnH
;"-y;;" il'rrrrrr, t,leryioa, npra ynorpe6ara ua rarraoxcrsen ga6enexaxa e nojaaa xa

3aMop,3aToacecoBeTyBanpe'na:,',aaocrnplrBo3eEeunl4paKyBa[becoMaUJ!4HHAoAeKaTpaaT
BaKBhre c!lMnToM14.

4.8 HECAKAHU AEJCTBA
HecaxaluregejcraacnopegqecToTaTaHanojaByBa}beceKnachst4['lt4paHhHacneAHuoTHaq[H::
MHory ,recrr (>1/10);
vecrra (>1/100 Ha <1/10);

noManKy ,{ecrh (>1/1,000 <1/100);

perxn (>1/10,000 xa <1/'1 ,000);
MHory perKrl (<1/1 0,000),
,"noarrr" qecrora (He Moxe Aa ce npoqeH!4 oA AocranHure noAaroqu)'

HeonnatuU, 6eHu2Hu, MirnueHu u xecnequputlupaHu (exnyqyeaiku qucmu u nonunu)

\ecmu : yrePnau $r6Pongr
flou an xy'Jecmo: eHAoMerprjanen KapqtaHoM
pJiiuiip"^ capxor',r lxaivlcro ManHrHeH rr,reurax Mullerian ryuor)'

Hapywyea*a Ha t<pema u nuuQxuom cucmeM
Llecmu: aHeMAja
noMafl Ky,{ecrt4 : rpoM60tlnronexnja, neyxonexrja
Pem xu : teytponenuja, arpaxynoqrrosa
M uo ey Pe mxu : naHLurroneHuja

Hapyuryeaba Ha uMYHuom cucmeM
tlecmu : x^nepceH3rrrBHll HapyuJyBarba, BKny'ryBajKh aHruoeAeM

Eudoxpuxu HaPyuyeaba
Muoey uecmu: Hann!4a Ha ronnn 6paxoau
4ecmu: xnnePxanqeM hja

Mem adonnu u Hym pu m ue H u H apywyea'sa
Muozy uecmu: 3aAPLuKa Ha reHHocrta
L/ecmui 3roneMeHu cepyMcKt4 TpurnIqephAH

l7 c uxuj am puc xu H aPYwYearba
Pemxu: geapecuu

Hapywyea*a Ha HePeHuom cucmeM
qi'c'm,u: sauae^ocr r rnaso6onxa, ceH3opH14 HapyuyBaba (axnyvyaaj(ut

Q*orn.d

v\a)



Hapywyea*a Ha oKomo
9ecmu: perrxonaru.ia, KaraPafia
Pemru: npouexI Ha KopHeara, onrh"{Kt4 HeBpoMrenrrrc, onrhqKa HeBponarhJa'

BacKynapHu HaPyuYearba
4i"iu, i"*"* qxra qepeOpoeacKynapH r rporu6oeru6onrcKh HacraHu (axnyvyaa,ikra Ana6oxa

BeHcKa TpoM6o3a, MrKpoBacKynapxa rporra6osa h 6enoApo6eH ena6onu:ana' BnAere Aen 4 5)

H enogu a ma qecmom a. TpoM6oQne6hrt'lc
Muoey pemxu: cnenuflo

Pecn up am op xu, m opat<an H u u u edui ac m u xan H u Hapyuyealba
noManKy qecmu : alrepcrl4qr4.ianeH nHeBMoHt4Tt4c

Fac m pou xmec m uHanH u H aPYuYe aba
Muoey uecmu. MaqHhHa
L/ecmu. noBpatiarse, gnjapeja, oncrt4naqhja
Ilou an xy qecmu: naHKPear!!rt4c
Pemxu. tapywex axyc, ry6nror Ha anerhror'

Xen am o6 unuiaPH u H a PYwYe alba
gecmu: npouexr Bo xenaranH!4Te eH3,lMh, crearo3a

tlouanxy qecmu'. tlvpo3a xa r-lpxraor Apo6
PemKu: xonecraaa, *un"rri,c, xenaratlHa uxcy$raqraexqraja' xenaroqenynapH!t npoMeHn'

arpaHynoqnTo3a co HeKpo3a Ha xenaranHrre KJleTKh'

Hapywyaarua Ha t<o)rama u cy6xymanume mxusa

Muozy uecmu: KoxHt4 hctanta
t-/ec#u. anoneqrja, aroneuyaarue Ha nocroeqKtlre nnu nojaaa Ha HoBh KoxHu ne3l4h

Pemxu: xnneprpr4xo3a, ,V*r+op,"" ep[reM, StevLns-Johnson- oB ct4HApoM' 6yno3eH

nerr/1$raryr,1g, AepManeH BacKynrrl/lc, aHrt4oeAeM'

Muoey pemxu: AepManeH nynyc ephreMaro3yc'

Hapyuyearba Ha MycKynocKerlerHxor cucreM u cBp3Horo rKllBo
L-lecmu: rp,4elt Bo Hosere. unjanruja'

Penpodyxmueel cucmeM u Hapywyea$a na doixa

Mxoey iecmu: npoMeHI Bo LluKnycor, BarhHanHo KpBapetse' BaruHanHo npa3Helbe

Vecmu: pruritus vutvae, eagi;erpraianxn npouexu (exryvyBajkr xrnepnaasrja r nonrnn)

noM an Ky vecmui eHAoMerprjaneu xaxqep

Pemxu: oeapaianHI qr4crt4, eHAoMerpuo3a, BarhHanHh nonunh'

Koneeuumannu, $auunuiapxu u zeHemcKu Hapy'ayea$a
Mxoey pemxu: porfyria cutanea tarda

Onumu Hapywyeaba u cocmoj1u Ha Mecmomo xa aduuxucmpa4uia
Muoey uecmu: zauoP
Pemxu: anowyaalbe Ha rylropcKhre MapKepr'

l|oepedu, mpyeba u npoqedypannu KoMnnuKauuu
Mnoey pemxu: paAI4jaqhoHa recall peaKu,y,ia'

llDtaiasveat+e xa xecaxaHt,t .4elcrea
nprajaeyBa*ero Ha HecaKaH[Te AejcrBa Ha reKoBnre nocfle H[BHoro

BaxHo. Toa oBo3MoxyBa KoHTI'lHyrpaH MoHt4TophHr Ha oAHocr prsudxopucr

nexor. 3gpaecraexure pa6orHrqr'r rpe6a 4a rra nprjaayaaar ctare cycnefiH!

npexy HaqnoxanHror cr4creM:a SapuaxoanrrnaHqa r 4o AreHqrjara aa



cpeAcrBa Ha P. MaKeAoHr4ja (eneKrpoHcKr4 |,nh npeKy cooABeTeH Qopr,aynap:a nprjaayaarue xa

HecaKaHu AejcrBa Ha nexoar).

4.9 1PEAO3UPAIbE

Ha reopercKa ocHoBa, co npeAo3hpalbe ce oqeKyBa no4o6pyaarse Ha aHTu-ecrporeHhre

Heca(aHn eQerru cnouexaTr norope. Ha6ruygyaauara Ha xhBoTHr4 nOKaXyBaaT AeKa eKcTpeMHo

npeAo3r4pabe (1OO-2OO natr noge(e oA npenopaqaHara AHeBHa Ao3a) Moxe Aa npou3BeAe

ecrporeH14 eSerrr.
cnopeA h3Be[ura[ Bo nrrepaTypaTa, raMoKch+eHor AaAeH Bo HeKonKy narh noroneMa Ao3a oA

"r"r4"pgrat" 
Moxe Aa 6hAe noepaaH co nponoHrrpalbe xa QT l4HTepBanor Ha EKT

He nocrota cnellt4Q[qeH aHT]lAor 3a npeAo3hpalbe. Tperuaxor Mopa Aa 6uge cltunrouarcxl'l ' co

onuJTu MepKt4.

5.0 OAPMAKOnOUKtI OCOEEHOCTT4
5. 1 O apu axodu Ha Mc t<u c aoic m e a

OapMaKorepaneBrcxa rpyna: AHTta-ecrporeHh, Tatrtoxcn$ex'

ATC xoA: L02B A01.

Tar.itoxcraQea e HecrepohAeH neK Ha 6a3a Ha rpuQeHrnerrneH, xoj uaxn$ecrupa KoMnfleKceH

cnefiapxa$apnaaxonou.trlte$errrcfl}lqH!4HaecTporeHaHTaroHhcT!4ecTporeHaroHhcTBo
pa3H!4 TKIBa. Kaj naqraerrare co KaHqep xa gojxa, Bo ryMopcKara pernja' rauoxct't$eH genyea

nphMapHo xaKo aHTuecrporeH, npeBeHnpajkr apayaare Ha ecrporeHhre 3a ecrporeHhor

peqenTop.oaapeaynrrapacoHaMaflyBabeHaKneToqHaTaAen6aeoecTporeH-ceH3[Tt4BHnTe
TKTBA.

Boxexorcry4raraxajnaqheHThcoKaHuepHa4ojxaenoKaxaHoAeKaTaMoKct4+eHAoBeAyBaAo
HaManyBalbe Ha HrBoTo Ha sKyneH xoflecTepon h nhnonpoTehHr4 co Mana rycTuHa Bo xpera xaj

nocrMeHonay3aflHure xeHrci 1o'2oo/o nopaAh HeroBllre aHr!4-ecrpore'l :S:Ii, ocaex roa'

perucTp[paHhceIno3uTt4BHt4eQerrraHaxorraepaaqrajaraHaKocXeHaTarycThHaKaJoBuexeHh.
fu",'yrd",'ro*" Aa ce jaBh r HecaKaHa Kneror{Ha nponraQepaqraja so eHAoMerp'tyMor Kai nocr-

MeHonay3anHr4Te xeHr (argere Aefl 4.8).

HeKoHTpoflnpaHo rcnrryBalbe 6rno cnpoae4eHo Ka xereporeHa rpyna oA 28^AeBoiq[ba Ha

Bo3pacr oab. ao 8 rograxra co McCune Albright Syndrome (MAS), Kot'i nphMafle 20 mg egxau na

AeHBoBpeMeTpae$eAoeAHaroArHa.oAnaqrenrnreKonnphjaB[neBarglHanHoKpBapebeBo
TeKoTHanpec-cTyAt4cK91o,n"p,oa,62Yo(13oA21naqueHr)xet.ltaneKpBaperbegorerxa6-
MeceqeH nepHoA,-a 33o/o (7 og 21 naqheHrri) HeMaIe BarrHanHO KpBapelse Bo TeKoT Ha qenoTo

BpeMerpaelbe Ha [cn[TyBalbeso npoceqHnor BoflyMeH Ha yrepycor ce 3roneMu'l Bo paMKrre Ha

6 MeceqHhoT TperMaH I Ce Aynn[pan Ha KpaioT oA eAHO rOAI4LUHara crygrja. [4axo oane xaoAut

""ro"orn""rocrco$aptrltaKoAr4HaMcKnreKapaKTepucrtrKt4HarauoxcnQeH'Kay3anHaranoBp3aHocr xe 6rna yrBpAeHa (etaAere Aen 4.4).

Her,ita gonrorpajH!4 noAaroqr4 sa 6es6eAxocra xaj geqa u aAonecqeHT!1'

HececnpoBeAeHrcTyAt4t,l3aAonroTpajH[Tee$errrxarautoxcrQelHapacToT,ny6eprerorr
onurror pasaoj.

Crarycor na CYP2D6 nonnnaopQnsau Moxe Aa 
-6raAe 

acoqnpax co aapnja6nnHocr Bo

Kflr4HeiqKuor oAroBop xa ranaoxcnQex. cnopnnor uera6oneH craryc Moxe ga 6u2e acoq[paH co

HaManyBalSe Ha KrlhHt4'lKt4oT oAroBop.
nocneArqnre oA oBue HaoAr 3a rpeTMaH Ha CYP2D6 cnopu uera6on|43epH He e qenocHo

pasjacxer (eragere Aen 4.4, 4.5 u 5 2).

CYP2D6 renornn
AocranHt4Te KrLrHr4\{K!4 noAaroqh cyrephpaar AeKa naqreHTulre, Kol4

xeQyxxqroxanxr,r CYP2D6. anenr4, Moxe Aa rMaar HaManeH eQerr
rpeTMaHoT Ha KaHqep Ha AoJKa.
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Aocrannnre cTyAr4u rnaBHo ce CnposeAeHh Kaj nocT-MeHonay3aflHn xeH!4 (argere Aen 4.4 u Aen
5.2).

5.2 Oap MaKoKuHem c Ku caoi cmea

Ancoo6uuia
no opanHa aAMhHr4crpaqh.ia xa rauoxcrQen, MaKchManHnTe nna3MaTcKt4 KoHqeHrpaq 14 ce

nocrhrHyBaar no 4-7 ,aaca.

Steady-State KoHqeHTpaq!4hre (oKofly 300 ng/ml) ce nocrnrHyBaar nocfle 4 neAenn TperMaH co

AHeBHa AO3a OA 40 mg. Heua xopenaqnja noMery nna3MarcKHre Bl/.BOa A KnnHrqKl4or oAroBop.

IMcror6vuria
i Qex Bo BhcoK npoqeHT ce Bp3yBa 3a cepyMcKhre an6yr.,tr'ruu (>990/o).

Suoroaac6optilaunia
ranaoxctrQeH npeAoMhHaHrHo ce naera6onusrpa Ao N-desmethyltamoxifen np,ery CYP3A4. Toj co

uera6onrsau npexy CYP2D6 ce uera6onrgupa Bo Apyr afiuaeH uera6onur, 4-hydroxy-N-

desmethyltamoxifen (endoxifen).
Mera6onnguor ce ocrBapyBa npeKy xt4ApoKct'lnaqhja r AeMeTr4naqr4ia KOja ro BKnyqyBa LlrroxpoM

P450 crcrerr/|oT, KaKo , no nar Ha Kolbyraqr4ja. Mera6onrsMor e eKcTeH3reeH. N-

desmethyltamoxifen npeAorunxaHrHo ce 4o6raaa npexy CYP3A4, 4ogexa 4-hydroxytamoxifen

np"4orrrrrtro ce Ao6r4Ba npexy CYP2D6 (a ao uan creneH H npery CYP2C9 r CYP3A4) N-

deSmethyltamoxifen r endoxifen hMaaT l4cra 6ronouJKa afihBHoCT xaxo ur ralaOxcrQeH.

Kaj narlraeHrra xaj xon HeAocracyBa eH3l4Mor CYP2D6, KoHqeHTpaqHxre Ha endoxifen ce

,pr6nr*ro sa i|o/o noHhcKh orxonxy xaj naLi!4eHrhre co HopManHa CYP2D6 aKTllBHocr.

Agurnncrpaqr,rjara xa jaxu CYP2D6 nnxn6rropu ro HaManyBa q pKyfltlpa'IKOTO Ht Bo Ha

endoxifen Ao cnhqeH oncer.

Ennnitlrxaunia
E,rc-eeq,rjara ce ocTBapyBa nphMapHo xaxo ruera6onurh npeKy Qeqecor. .3a rarvtoxcnQex e

npecMeraH TepMhHaneH noflyxt4Bor o4 npr6nuxuo 7 AeHa, AoAeKa aa N-deSmethyltamoxifen,

rflaBH[or qnpxynaropeH Mera6onhr, t43HecyBa npr6nrxxo 14 geaa'

Oapnitaxoxrxetrxa xai cneurianxn nonvnauun
oaprrraxoxrxerurKara Ha rir,,lorcrQex raj xenaranHa u peHaflHa uHcyQtlqxeHquJa He e

l4cnhTyBaHa. Bo xn|/lHra,{xnre cryAr4u cnpoBeAelra xa1 geaojvulba Ha Bo3pacT oA 2 Ao 10 roarun

McCune Albigth Syndrome (MAS) Kor npulMane raMoKc[QeH Bo Ao3a og 20 mg Ha AeH Bo

sper,rrerpaeue Ao 12 r./|ecerlr, e per[cTphpaHo Bo3pacHO-3aB6CHO HaManyBa[be Ha KnripeHcoT t4

3roneMyBarbe xa excnoanqrjara (AUC),(co BpeAHOCrt4 go 50% nOBhCOKt4 xaj nounaAnre

naqrexrr) Bo cnope6a co Bo3pacHnre.

5.3 llpemrutunutxu nodamoqu 3a cueyPHocma Ha neKom

XpoHn.{Ha roKd,tqHocr
Cnpoaegexu ce xpoHt4eHr4Te roKcriKonouJKH hcnr4TyBa$a xaj craopqn' rflyBqr, Kyqhrba r
MapMoeTu Bo BpeMerpaelbe Ao 15 Meceqn. Pagnrqxr cnellrech MaHnQecrulpane

xr4cronaronouiKh npoMeHr, noce6xo Bo reHnran[,lre, Kor4 Moxe ga ce o6jacxar co

(papMaKonouKHTe KapaKrep!4crr4Kr4 Ha ranaorcuQex I reHepanHo 6nne oA peaepsr6rnen

KapaKrep.

fficryguuxajrnyBuunoKaxyBaarnojaaaHarepMKIeTo9H!,tTyMopt4t4TyMopt4Ha
qpxror gpo6. Knrxrqxoto 3Haqerbe Ha oBhe HaoAh ce yulre He e norBpAeHo'

Penoonvfi HBHa roKct4qHocr
CryA^rte -t rt"Aap, noKaxyBaar Aera rauoxcnQex annjae Ha pa3Bojor

opraHn Ha eM6phoHor cnrqHo KaKo I ecrpaghoflor, erhHt'l'l

gnernncru6ecrpon (DES). ilwj'!'rron,r9



6.0
6.1

Knrxuqxoro 3Ha'{ebe Ha oBne npoMeHH He e no3Haro. Heron oA xna, oco6exo BaruHanHara
aAeHo3a, ce KoMnapa6unHh co oHue Kaj Mnag[re xeHH quh uajxr npuuane DES Bo reKor Ha
opeMeHocra I ce acoqnpaH[ co MoxeH pu3r4K oA 1 : 1000 3a pa3Boj xa 4n$epexqupax
qenynanpeH BarrHaneH nnh qepB[KafleH KapquHoM.

TeparoreHocr
PenpoAyrruaxnre roKcHKono[uKt cryAuv Kaj craopllh, sajaqn r npuMaru He noKaxane reparoreH
norexqujan xa rauorcu$ex.

Fexoroxcuqxocr
l4cnrryaarsara Bo pa3Hh in vitro r in vivo cr4creM[ norBpAyBaar 4exa rauoxcr$eH noceAyBa
reHoroKcuqeH norexqujan no xenaranHara arrraaqrja.

Mwarexocr
3a rauoxcr$ex e noKaxaHo Ae(a He nocegyBa MfrareH norexqujan so noee(e in vitro n in vivo
TecToBtr Ha MyrareHocT.

oAPMAqEBTCKh OCOEEHOCTTI
nucTA HA EKCUU1UEHTU
Jlarrosa
M14XpOKp14CTafl Ha qenyno3a
nvexrapex cxpo6
KOnOl4AHa aHXhApHAHa Crnr,lKa
MarHe3MyM CTeapaT

NHKOMNATU6UNHOCTN
Hen03Haro.

POK HA TPAEI6E
3 ro4uxr

HA'INH HA 'IYBAIbE
Hetua noce6xu ynarcrBa 3a i{yBarbe.
NEKOT AA CE qYBA HA MECTA HEAOCTANHU 3A AEUA!

NAKYBAIbE
Kylnja co 30 ra6nerr, ao 6nrcrep naKyBarbe.

7.0 HOCI4TEI| HA OAOEPEHI,IETO 3A CTABAHTE BO nPOMET
Ilex Cxonje AOOEfl, nepo HaKoB 6p.33, Cxonje, P.MaKeAoH!4ja

8.0 EPOJ 14 AAryM HA PEIIJEH]4ETO 3A NPOMET
1 5-9539/14

9.0 AATyM HA nPBOTO OAOEPEHT4E/OEHOBA HA OAOEPEH14ETO
20.04.2010 -08 05 2015

10.0 AATyiJl HA PEBl43t,tJA HA TEKCTOT
Anpun, 2O17 rognta
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