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Estrofem® 1 mg
Ectpogem 1 mg

KPATKA XAPAKTEPUCTHUKA HA NPOAYKTA
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1. Toproseko HMe Ha JEeKAPCTBEHHS NPOJYKT
Estrofem® 1 mg duaMupany Ta6neTk
2. Koan4decTBeH 4 KayecTBEH CLCTAB

Beska ¢muimupana Tabnerka cpappxa estradiol 1 mg xaTto estradiol
hemihydrate
3a ¢reTaB Ha NOMOIMHHATE BemiecTsa, BX. Pasnen 6.1

3. JlekapcTBeHa )opMa

OunMupana tabieTka.

Estrofem® 1 mg: depsenm ¢miMupan ABOMHO-H3NEKHAIM TaGNETKH,
o3gageny ¢ NOVO 282 u nuaMeTsp 6 mim.

4, KiiuauaHu JaHHU
4.1. lMoxazanus

XopmonanHa samecturenHa Tepams (X3T) Ha cUMITOMMTE HA €CTPOTEHEH
neHIT NPH JKeHy, KOWTO Ca B MEHOIay3a.

IlpodunakTuka Ha OCTEONOPO3a IPH ITOCTMEHONAY3A/IHM JKSHH C IIOBHIICH
puCcK oT Oppermm (paKkTypH, KOMTO ca IOKa3aliHM HENOHOCHMOCT WX Ca
IpPOTHBOMIOKA3aHKA 3a Je4CHWe C JpYyTH JEeKapCTBEeHH TPOAYyKTH,
mpefHa3HadYeHy 3a IpohUNaKTHKa Ha OCTEOIIOPO3a.

Estrofem e npeHasHades COSIMANHO 33 )XEHH, KOUTO Ca XHCTEPEKTOMHPAHH
W IOpagd TOBAa HE Ce HYXKIAST OT KOMOWHHpaHAa Tepamua ¢ eCTpOoreH/
mporectared. Estrofem He ce mpunara IpH JXeHH ¢ WHT2KTHa MAaTKa, OCBEH
ako He ce KOMOMHMpa ¢ MOIXOMSI porecTares IOHe Ipe3 nocieguure 10-
12 HE OT BCEKH [UKBIL.

ONHUTET NPH JeYeHHe Ha XKeHH Hall 65 rofHu ¢ OrpaHudeH.

I
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4,2, {o3UpoBKA M HAYHH Ha ynorpeda

Estrofem e nexapcTBed IPOAYKT 3a XOPMOHAJHAa 3aMECTHTEN
CHABPIKAII CaMO eCTPOTeH. 3a 3aro4BaHe ¥ HpoAbikaBage Ha Ji



TOCTMEHOIAY3IHATE CHMOTOMH TpsAOBa Jia ce Hpwiara Hail - HucKara
ed)eKTHBHA 1033, 33 Hal-KpaTka OPOXBIDKUTENHOCT (BHXK pasnen 4.4.)

Axo cnex Tpu Mecella IOBMILIBAHETO HA CHMIITOMHTE € HEOCTaThYHO KIH
ITOHOCHMOCTTA ¢ He3aJOBOIMTENHA, MOXE J]a ce MUCIHM 34 NpeMHHaBaHe KbM
[I0-BHCOKA HJIH CHOTBETHO IMO-HHcKa fo3a Estrofem. 3arybara Ha MunepanHo
KOCTHO BEILECTBO HOPMAJIHO Ce IIpefoTBpaTsBa ¢ 1-2 mg eCcTpaiion AHEBHO,
HOpafid TOBAa 3a IPOABIDKUTENHA NPOQHIAKTHKA Ha OCTEOI0po3aTa
O0HKHOBEHO He C€ H3II0I3BAT [IO-BHCOKH JIO3H.

Estrofem ce mpyema Imepopaito, 1o exHa TableTKa THeBHO, 6e3 IpeKbeBaHe.
JleyeHHUETO TIPU XUCTEPEKTOMHPAHM JKE€HH M JKeHH B MCHOIIay3a MOXe [a
3afl04He BBHB BCEKH ymoOen aeH. [Ipy MeHcTpyHpamy JKeHH, Tepanusara
3a10YBa Ha 5-W1 A€H OT KBpBeHeTo. IIpy HeXHCTEpeKTOMAPaHH XXeHH TpabBa
Jia ce UMa NpeBry KOMOWHAIHES ¢ IporecTared. TUIBT MPOrecTarcH, 03ata,
KaKTO ¥ HpOFBIDKATENHOCTIA HA NpHeMa Ha IIpoTecTareH TpaGBa fAa
OCHTYpABAT JOCTATHYHO IOTHCKAHE Ha €HIOMETpHalHaTa NpoiuQepars,
Npefu3BHKaHa OT ecTporeHa (Brx ome Pasaen 4.4).

Axo manmenTkara e 3abpaBuia ja B3eMe efHa Ta0Onerka, MpoOIlyCHATaTa
TabneTka ce M3xBhpat. Hempuerata [o3a HpH HEXHCTEPEKTOMUPAHHE KEHH
MO’Xe 2 TIOBHIIN BEPOATHOCTTA OT MOsiBa Ha MECEYHO KPBBOTEICHHE U Ciabo
KBpBEHE.

TIpM XHCTepeKTOMHpaHH JKeHH He ce IpenopbiBa JHobapsHeTo Ha
IporecTared, OCBeH ako Te¢ He ca HuMald MpefmecTBalla JHarHosa
€H/IOMETPHO34.

4.3. IlpoTiBONIOKa3aHUA

¢ JloxazaH, IpeKapaH WY CYCIIEKTEH paK Ha I'bpiaTa

e Jloka3aHW MM CYCIEKTHH €CTPOreH-3aBHCHMH 3MOKa9eCTBEHH TyMOPH
(Hamp. pak Ha eHAOMETPHYMa)

e HeauargocTHIMpaHO TEHATANHO KPHBOTEYCHHUE

¢ Henekysana egnoMeTpHallHa XUIEPIIA3HT

o IlpékapaH HIUONATAYEH WIM HACTOAIl BEHO3eH TpoMOeMGoNH3BEM
(menO0oKa BeHO3HA TpoMO03a, Genofpoben eMOOIH3BM)

e AXTHBHA WIH JpeKapaHa HACKOPO TpoMGoeMmOONmIHa Gonechm@
Wiy
aETHHA, HHOAPKT Ha MHOKapHa) e g




¢ Ocrpo wepHompo®GHO 3alonsgBage WIH I[IpeKapaHo HepHOAPOOHO
3abomBaHe, XIPH K0eTO QYHKIMOHATHHUTE YepHOApOOHH mpodH He ca ce
HOpMalH3Hpany

e AnaMHeCTHYHH JanHi 33 CBPBXYYBCTBHTICIHOCT KbBM aKTHBHOTO
BEECTBO HIIHK HAKOA OT CBCTAaBKHTS

¢ Tlopdupma

4.4, CnenuajiHN NPOTHBONOKA3AHUSA M CHENHAAIHUA NMpeNynpexAeHus 3a
ynotpeba

3a segenmme Ha KDOCTMeHONAys3amHH cuMmnTomu, X3T Tpabsa ma Obme
3afI09HATa CaMO IIPH CHMIITOMH, KOUTO BeraTHBHO TOBIMSBAT KaUeCTBOTO Ha
XUBOT. BBB BCHUKU ciy4au, TpsA0Ba Aa ce IpaBH BHUMATENHA IIpelieHKa 32
pPECKOBETE M IIOJN3UTE, ITOHE BeAHEX roaumyo ¥ X3T ma 6v1e npopbimxena
caMo, aKo II0J3aTa HaABHINABA PUCKA.

MeannuHcKH AperJjen/ npocieasisane

Ilpeau HawamoTo MWiM IpH BB30OHOBsBaHe Ha X3T1 e HeobOxomuMmo Jia ce
CHeMe IBIHA TUHa U (aMuiiHa anamHesa, DU3NKATHOTO H3cienBaHe (BIL
Ha Ta3 U MICYHHU Xie3d) TpgOBa xa ce choOpasy ¢ Hed, a ChIIo Taka H ¢
IIPOTHBONOKa3aHMUATa M Npefna3sHuTe Mepku npu ynorpeda. ITo BpeMe Ha
JIEYEHHETO € NIPEHOPHUYRTENHO Jia ce U3BBPIIBAT NePHOANYHE IPEXIecAH, KaTo
9ecTOTaTa W €CTeCTBOTO UM Ce OIpefielaT MHAMBHIYANHO 3a BCJKA JKEHa.
Xerute TpaOBa A ce CHBETBAT 33 KOK IMPOMEHH B I'BPIUTE € HEOOXO0MUMO Ja
cp00maBaT Ha JNeKyBallus JeKap HiOM cecTpa. TpgbBa ma ce Hampasar
M3CIeABAHHS, BKIIOYMTENHO MaMorpadus, cbo0pa3eH ¢ KIIHHUYHUTE HYXKAH
Ha TAUHEHTKaTa, M Ccroopesl BE3IpUETaTa IIOHACTOAINEM CKPHHHMHIOBA
TIPaKTHKA.

CoacTogHMS, TIPH KOUTO € He0OXOAMMO HPOCHesiBaHe

HanpeHnTKaTa TpAOBa BHUMATENHO Jia ¢€ MPOCHEH, ako H30poeHHTe HO-KOIy
CBECTOAHHS CHINECTBYBAaT B MOMEHTa, BE3HUKHAIM Ca B MMHAIIOTO HIH Ca Cce
3aCHJIMIIM TIO BpeMe Ha OpeMeHHOCT WM NpeJHIlHA XOPMOHANHA Tepamud.
Tpsa6Ba fa ce ¥Ma Opex By, 9e Te3M CHCTOSAHMS MOraT fa ce Bb300HOBAT WK
Jla ce BIIOIIAT TI0 BpeMe Ha neyennero ¢ Estrofem, a umenno:

¢ Jleitomuoma (pubpouann o6pa3yBaHus Ha MaTKaTa) HIH €40

e AHaMHECTHYHM JaHHH HIM PHCKOBU (akTopH 3a TpPOM
HapyUieHs (BHXK II0-JOMY)



¢ PuckoBd GaKTOPH 33 eCTPOreH-3aBHCHMH TYMOPH, HAIIp. HACIEACTREHOCT
IO IEpBa JUHYA 38 KapI@HOM Ha I'BpHaTa

e XunepToHUA

¢ UepHoapoOHu HapymeHus (Hanp. afeHOM Ha YepHHS poG)

e 3axaper AuabeT che WU 63 3acarane Ha KpbBOHOCHHTE Ch0BE

o XonenrutHasa

e Murpena wnd (CHIHO) raBobosme

e CucTeMeH IyIIyC €pUTEMATOHEC

e AWaMHECTHYHH AAHHH 32 XMUIepIiasHsi Ha eHEoMeTpuyMa (BIDK IO-10MY)
o Emunencus

e Acrtma

e Orockneposa

TTprurny 33 He3abasHO CIMpaHe Ha Tepayara;

Tepanusara TpsA0Ba fa ce NpeKpary, ako e OTKpHe IPOTHBOIOKa3aHMe MM B
HSKOH OT CIIEIHATE CIyJau:

o JKBnTEeHHIA WK BiloNIaBaHe Ha 4epHOAPOOHATa (Y HKIHS
¢ 3HauynTeNHO TOBHUINABAHE HA apTEPHANHOTO HalsIraHe

o Hopomosuio ce MUrpeHONOO0HO IITaBoGoIHe

e bpemennoct

XUneprnnasys Ha eHIOMeTpHYMa

Kern ¢ MHTAKTHA MaTK4 ¥ aHOPMAaJTHO KEPBEHE ¢ HeM3BECTHA €THONOTHA HIK
JKEHH ¢ HHTAKTHA MaTKa, JIEKyBaHH B MEHAJIOTO ¢ HebalaHCUpaHy eCTPOTeHH,
TpsiOBa fia ce U3cIeaBaT 0cOOEHO BHUMATENHO, 3a J1a C€ OTKpHE BE3MOXKHA
XHUIIEPCTUMY AN/ MATHIHA3AIHS Ha eHA0OMETpHyMa TIpeii HavyanoTo Ha
Tepanmsra ¢ Estrofem.

Ilpu camocTosTeNeH MIpHeM Ha €CTPOTeHH 3a TPOABIDKUTEIHO BpEME OT
HEXHACTEPEKTOMUpPAHH JKeHH PHCKBT OT XHIEpIIasusi Ha €HAOMETPHYMAa H
mMosiBa Ha KApIMHOM ce yBenuwuasa (BK pasgen 4.8.). loOapsHero Ha
mnporecrared Had-Manko 3a 12 JHEM  OT BCEKH LHUKBJI IIPH
HEXHCTEPEKTOMUPAHH JKEHY 3HAYHTENHO HaMalsIBa TO3H PHCK.
3a mepopaiEH O3 Ha €CTPajivioll NO-BHCOKK OT 2 mg Gesona-
OTHOIIEHAE Ha EHXOMETPHYMA 0T IpuOaBIHETO Ha FeCTareHH He/eApo




{Ipu xeHH ¢ mATAKTHA MaTKa Ipe3 IBPBUTE Mecelld Ha JIeUYeHHEeTo MOoXxe JAa
ce HabJroZiaBa MacHBHO KpBBOTedeHHe U ciabo KBpPBeHE. AKO Te ce HOSBAT
CIIeJi I3BECTHO BpeMeE WK NPOABIDKAT ClIef CIHPAHETO Ha TepalnaTa, Tpaosa
Ia ce THPCH NMpHYuHara, KOeTo MOXe JIa HaJoKd OHOIICHSI Ha eHIOMETPHyMa
C OrJIcH M3KIIOYBaHe Ha CHAOMETpHANHa MaluTHI3aI[H.

HebanancHpanata ecTporeHHa CTHMyJallis MoOXe Ja JoBeie  J0
IPEKAHIIEpO3Ha MM 3IIOKAaYeCTBeHa TpaHC(opMalps Ha PE3UIyallHUTE
eHJIOMETPHO3HM THe3fAa. Ilopamm TOBa, HpH JKEHH, XUCTEPEKTOMHpPaHH IO
IIOBOJ Ha E€HJIOMETPHO32, aKO ce 3Hae, 4e HMaT pe3uAyaliHa eHAOMeTpHo3a,
TpsOBa Ja ce obOMuciun HoOaBsHETO Ha IpOrecTareHW KbM ECTPOTeHHATa
XOpMOHAJHA 3aMECTHTEIHA TEPaIHL.

Pax Ha Miieunara xJe3a

PappomusupanoTo npoyusaxe. Women's Health Initiative Study (WHI) u
eNnuIeMHONIOTHYHN wm3cieaBanma, BKI. Million Women Study (MWS)
[IOKa3BaT YBENWYeH PHCK OT pa3BUTHE HAa pak Ha TI'bpAaTa IPH XeHH,
NpHeMay eCTporeHH, KOMOHHAIHS ecTporeH/nporecrared HiH tibolone 3a
X3T 3a psxonxo roguan (Bmx pasnen 4.8).

3a Bcuuku X3T, eKCeCHBHUST PHMCK CTaBa BHAMM B paMKHTE HAa HIKOIKO
FOJUHY yIOTpe6a ¥ ce MOBHINABa C POABDKATENHOCTTA Ha iprema Ha X3T,
HO Ce BpBINa IO M3XOAHHTE CTAHHOCTH 3a HAKOIKO (32 Hali-MHOTO 5) rOOuHI
cief cnypaHe Ha JICYCHHUETO.

B mnpoyusamero MWS, OTHOCHTETHMAT PHCK 3a KapIlHHOM Ha rbppaarta ¢
xomtoruparu ectporeny (CEE) mmu estradiol (E2) e mo-romsM, xoratro ce
nobaBy IpOrecTareH, HE3aBHCHMO CEKBEHIMANIHO WM IPONBIUKUTENHO, U
HE3aBHCHMO OT THIla Ha mporecrareHa. HiMa mokasarelcTBa 3a pasiHKa B
PHCKa MEXJy pasTHIHKTE HAYMHY Ha IPHIIOKEHHAE.

B mpoyusamero WHI, npopbmxuTensara xoMOWHMpaHa Tepamus, C
KOHIOTMPAHH KOHCKH ecTporenw H Mexppokxcunporecrepon aneraT (CEE
+MPA), ce cBBp3Ba C KapIHHOMH Ha I'bpAaTa, KOUTO ¢a MaliKO II0-TOJIEMH IO
pasMepH HW I0-YeCTO MMaT METacTasH B PErdOHANHUTE JTHM(HYU BE3IHA B
CpaBHeHHE ¢ nanebo.

X3T, ocobeno xoMOuMHHpaHaTa €CTPOIeHH + IIPOreCTHHH, IOBHIaBa
IDIFTHOCTTa Ha MaMmorpackure H300pakeHHs, KOETO MOXKE Ja NOBIHAC

BeHozeH TpoMbeMO0Iu3bM




X3T e cepp3aHa ¢ IO-BHCOK OTHOCHTENEH PHCK OT pa3sBHTHE Ha BEHO3HA
Tpomboembonus (BTE), T.e. Ha ABi00Ka BeHO3Ha TpoMbo3a 1 6enonpodua
emOomss. EpHo  paHAOME3MpaHO  KOHTPOIMpaHO  HpoOydBade H
EIMIEMHONOIMYHH H3CIeABAHNS OTKpHBaT 2-3 NBTH IO-BHCOK PHCK 32 JKCHH,
xourto mpueMar X3T, B cpaBHeHWe ¢ TaKuBa, KOHTO He ymoTpelsBar. 3a
menonyuyasamute X3T ¢ ycranoBeHo, 9e OpoaT ma ciydaute ¢ BTE, kouro
Orxa ce HOSBHIM 34 MEPHOT OT 5 TOAMHEM, € okojo 3 Ha 1000 3a xennte Ha
BB3pact 50 - 59 roguau u 8 Ha 1000 32 xemuTe Mexay 60 u 69 roguH.
H3upciieHo €, ye HpH 3ApaBH JXKeHH, Kouro 5 ropummm ca Ommm Ha X3T,
nonbEnTenEuTe caydar ¢ BTE 3a 5 roguen e 6pnat Mexmy 2 u 6 (best
estimate =4) Ba 1000 3a xenure Ba BE3pacT 50 — 59 rogumu U MeXIy 5 M 15
(best estimate =9) na 1000 sa >xeHmTe Ha Bw3pact 60 — 63 rojuHu.
BeposTHOCTTA 32 IOfBATa Ha TOBA YCIOKHEHHE € YO-TOLMa JIpe3 IbpBara
TOIMHA Ha JeueHne ¢ X371, OTKONKOTO TO-KBCHO.

O6monpusHathTe pACKOBH (aktopy 3a BTE Brmoysar nHiHa WK QaMuiHa
aHAMHe3a, BACOKA CTEICH Ha 3aTihCTsBaHe (MHAEKC Ha TenecHata Maca > 30
kg/m®) u cucremer nymyc eputemarogec (SLE). Hima HocTHIHAT KOHCEHCYC
JaNy BapHKO3HUTE BeHy JonpuHacsaT 3a BTE.

TTanuents ¢ anamuesa 3a BTE unu TpoMOoOHIIHN CBCTOSHEA Ca ¢ NOBUIICH
prck ot paseurie Ha BTE. X3T moxe fia monprHece 3a yBeMICHAE Ha TO3H
pEcK. 3a Ha c¢ H3KIOYH NPENHCIO3HIMA KBM Tpombodumis, TpsabBa na
ObHaT UpOydIeHH NHMYHA M IIBIHA (daMuiHa aHAMHE3a 32 TPOMGEeMOOIU3HM
MIH TOBTApsIy Ce CIOHTaHHM aboptu. Jlokaro He ce M3BBPIIM HBJIHO
m3cHefiBage Ha TpoMmOodunuHMTe GakTopM WM He Ce  3alouHe
aHTHKOATyJaHTHA Tepaniusd, npmwioxennero Ha X3T 1psbsa pa ce cMiAra 33
mpoTHBONOKa3aHo. JKeHHTe KOHTO BeYe ca Ha SHTHKOaryJaHTHA TEepamusd
W3MCKBAT BHUMATEHa IPeOLieHKa ¢ OrIe] mon3ara | pucka ot X3T.

Pucker or BTE MoxXe BpeMEHHO [a ce yBelM4d TpH IBIroTpaiHa
UMOGHIH3aLMs, TONAMa TpaBMa WM rolsiMa XHpypridHa omepauys. IIpu
BCHUKA TAIHEHTKH B TOCTONEPATUBEH CTafui TpabBa ga ce OTAaBa rOJLIMO
3HageHHe Ha MepkuTe 32 nmpogumrakruka #Ha BTE cien xupypryuJHaTa Hameca.
Ilpn cioydam Ha TPONBLIDKMTENH2 MMOOMIM3alWs Ciliel] XUpypradHa
MHTEpBEHIHs, 0COOCHO @Npy KOPEMHH HIM OpTONEeNWYHH OIepaliH Ha
ZONHHUTe Kpabinuiwy, Tpsa6Ba fla ce ¥Ma NPEeABHU]| BpEMEHHO HPSyCTaHOBABAHES

Ha JEYEeHWeTOo, [0 BBE3MOMKHOCT YETHpH A0 IIECT CEAMHIH /}o»paﬁa
JleuenyeTro He MOXE Za ce BBH300HOBH, HOKATO >KeHaTa HE “1\;_1’&'1":1"'5
X

pasfBIDKEHA.



Axo BTE ce pasBue ciep 3aIi049BaHe Ha TepanusTa, JeKapcTBOTo TpAbBa jJa
ce cipe. ITanuenTkuTte TpaOBa fa 6H4T OCHBETBAHU BEIHATA 4A CE CBBDIKAT
CBC CBOS JIeKap, aKO YCeTST HaMJYMeTO Ha HOTEHIMaleH TpoMOeMOOoIMueH
cuMmToM (Hamp. OonesHeH OTOK Ha Kpaka, BHeszanHa Oolika B TBpIUTE,

3ayX).

Hexemiara 6onect Ba cuprieto (UBC)

Hsama mokaszarelciBa OT PaHAOMHU3HPaBM KOHTpOIMpaHM MpoydyBaHHs 3a
OnaroupraTeH ehekT Ha NPOABIDKHTENHAaTa KoMOMHMpaHa TepanHa C
KoHorupany ectporeHd ¥ MPA (MeZpOKCHIPOreCTepOH) BBPXY CHPUCHHO-
cpaoBaTa cucreMa. J{ge ronemu xiuauyaM npoyusanud (WHI u HERS(Heart
and Estrogen/progestin Replacement Study)) ca nokasaid BB3MOXKEH
TIOBHINIEH PHCK OT CHPASYHO-CHI0BA 3a00NeBaeMocCT TIpe3 ITbpBaTa roguHa OT
yroTpebara 1 NHIca Ha [OJ3a KaTo Iwio. 3a Apyrute npoaykTy 3a X3T uma
caMo OrpaHWdeHH AaHHH OT PaHAOMM3HpaHH, KOHTPOIHPAHH IIPOYYBaHHS,
olLieHABaITH e(DEKTA BBPXY CHPICUHO-CHH0BaTa 3a00/11eMOCT ¥ CMBPTHOCT.

Iopanu ToBa He € CHI'YPHO JaIH Te3H PE3yATaTH ce OTHACAT M 32 Apyru X3T

TIPOZTYKTH.
Hucyit

Exro ronsMo paufomusupano npoygsage (WHI) ycTaHOBABa KaTo BTOPHICH
pe3yJITaT, IOBMIIEH PHACK OT HCXEMHUYEH HHCYIIT NPH 3ApaBy KEeHU N0 BpeMe
Ha JIEYeHHE C DpPOABIDKUTENHA KOMOHWHHMpaHa Tepaldsi C KOHIOTHpaHH
ecTporenu u Meapokcunporectepor (MPA). 3a sxenn, Be usnomzsamy X3T e
W3THCICHO, Ue OpoAT Ha CiIydYauTe, KOWTO OMXa HOJyUHNIH HHCYIT 32 5
roxuIned neprof € okono 3 Ha 1000 xenn Ha BE3pact 50 — 59 roauHu U 11
pa 1000 xxenu Ha BE3pacT 60 — 69 romuun. M3umcneHo e, 9e MpH KEHH
OpYieMali 5 TOXMHM KOHIOTHMpaHH ecTporekm u MPA, Oposar Ha
HOIBIHATENHETE ciiy4dan e 6bae Mexny 0 u 3 (best estimate =1) na 1000 32
BB3pacT 50- 59 roausn 1 Mexay 1 u 9 (best estimate =4) na 1000 3a BB3pact
60 — 69 rogmau. He e u3BecTHO HanM TO3H IOBHIEH PHCK C¢ OTHAaci H 3a
npyra X3T npoRyKTH.

OpapHaned KaplimHOM

B n#sxoH enHAEMHONIOrMYHH HpOYYBaHUI NPOABIKATENHATA (II%I/{
romuen) X3T ¢ JeKkapcTBeHH NPOLYKTH CHIBPKALT CaMo eglpoy
XHCTEPEKTOMUpPAHH JKEHH Ce CBBP3Ba C YBENMYEH PHCK OT Pk

OBapHaieH KApIHHOM. Maiko BEPOATHO €, IPOXBIDKUTEITHIL T




xoMbuHupana X3T fja BoM o HAKAKBO YBEJMYaBaHE Ha PHCKA OT OBapHalcH
KapI{HOM.

Hpvyry ¢hCTOSHUL:

HamueHTkH cbe chpfiedHn ¥ 0pOpesnn nmpobieMu TpsaOBa BHMMATENHO [a
OBHaT NpOCHeNsBaHH, THbH KaTO eCTPOTeHHTE MOTAT & NPeAU3BHKAT
3aApkKKa Ha TedHocTH. Ilamuentku ¢ Op0peuHa HeHOCTAaTBHYHOCT B
TEpMEHAaJIeH CTaui, TpsaOBa chINo Aa OBJAT CIEHSHH I0-9eCTO, 3alI0TO IpK
TSX MOXKE J]a e OYaKBa IIOBHINABaHe Ha HUBATa Ha aKTUBHHUTE IUPKYIHPAy
crcTaBke Ha Estrofem.

Kenu ¢ mpermiecTBallla XUNCPTPUINMICpHAeMHMA TpsOsa ja Omjar
HaOmroxaBaHyd BHHUMATENHO YO BpEME Ha 3aMECTHTEHNHOTO JIEYEHHE C
eCTpOoreH W XOpMOHAIHA 3aMECTHTENHA Tepanusd, ThH KaTo BBB BPB3Ka C
JICIEHHETO C €ecTporeH ca HaOmo[aBaHW peiKd CIydaH Ha H3pa3eHo
yBEIMMUYEHHE Ha IMIa3MEeHHTe TPUITIHIEPHH, BOJEIIH 10 HaHKPeaTHT.

Eciporenure yBenuyaBaT THpOKCHHCBBp3Bamus rnodynma (TBG), koero
BONE A0 HOBHUINABaHE Ha IUPKYJIUpallys TOTaleH THUPEOULEH XOPMOH,
H3MepeH upe3 mpoTenH-cBhp3ad #ox (PBI), nusara Ha T4 (upes komoHHa-
HAM 9Upe3 paAHOMMYyHOJOTHYHA MeToiuka) mum T3 mmBara (gpes
pafrouMyHoJiorideH Meron). Ilorneianero Ha T3 OT ¢Mola € HaMaleHo B
PE3YNTAT Ha YBENWIeHHWs THpoKCHHCBBp3Ball rinodynud (TBG). Husara na
ceobomauTe T4 U T3 He ce mpoMeHsAT. B cepyma MoraT na ce IOBHINAT B
ApYTH CBBP3Ballii TIPOTEWHW, HAUpHMep KOPTHKOHACBBP3BAIL ITIOOYIHH
(CBQG), rinobyimn cBbp3Bam nonopure xopMonu (SHBG), K0eTo CHOTBETHO
BOHH [0 YBENWYEHHE Ha LMPKYyIUpaDiUTe KOPTHUKOCTEPOHIHM H IIONOBH
crepoumy. KounenTpanmmute Ha cBoOopaure MM OHOINOTHYHO aKTHBHH
XOpMOHHM ca HempoMeHeHH. Jlpyrm imasMeBM OenTplM MoraT jAa Obgar
yBenuueHH (QHTHOTEH3WHOreH/peHUH cyOcTpar, anda-I-aHTHTPHICHH,
I1epyNOILIa3MUH).

Hsama yOexnutenHu JoKa3aTelcTBa 3a NOAOOpABaHE HA KOTHHTHBHATA
dyHkLus. ViMa HIKOH JOKazaTelcTBa OT Ipoy4uBaneTo WHI 3a IMOBHINEH PHCK
OT BB3MOXKHA IEeMeHIHS NpPH JKeHH, KOHMTO ciej 65-ToAuInHa BE3PacT ca
3aOYHAlH Ja MpUeMar IPOXBIDKMTEIHO KOMOMHHPAHHM KOHIOTHPAHH
ecrporern (CEE) u menpokcunporecrepor anerar (MPA). He e m3pecTHO
JIAIA TOBA C€ OTHACA 32 [O-MIaJH JKEHH B ITOCTMEHOIlay3a HJIM 33 JIDYTH

npoxyktu 3a X3T.

4.5 JlexapcTBeHH H APYrH B3aHMoOACHCTBAS



O6MsHATA Ha ECTPOTeHHUTE MOXE Ja C& YCKOPH NPH CHBMECTHO HPHIOKCHHE
C BEHIECTB4, KOHTO HHAYNMpAT JEKapcTBO-METaOONM3HpaIliTe EH3UMHY,
ocobeno 1mToxpoM P450 eH3MME KaTo aHTHKOHBYJICAaHTH (Hamp.
¢denobapburan, QeHuTomH, KapbamMaszenwH) W aHTHHH(EKIHMO3HH (Hamp.
prdaMnuiivH, pudadyTinH, HeBApannH, e(aBUpeHI).

Q0paTHO, PUTOHABHP W HeN(HUEABHp, H3BECTHHU KATO CHIIHE HHXHGHTopH, ce
IIPOSBABAT KATO WHIYKTOPH KOTATO ce IpHjiaraT CHBMECTHO ChC CTEPOHIHHA
XOpMOHH. BHIKOBM HpelapaTd ChEBpXKAMM XbAT KantapuoH (Hypericum
perforatum) mMorar za HHAYIMpaT MeTa00IH3Ma Ha €CTPOTCHUTE.

KnuHI9HO yBeINIeHIAT MeTaboiu3sM Ha €CTPOTeHHTE MOXE Ja JOBeIe A0
HaMalleH eheKT U ApOMSHA B TPO(IIa Ha MAaTOYHOTO KPHBOTCUECHHE.

4.6. bpeMeHHOCT M KbpMeHe

Estrofem e npoTHBOIOKAa3aH IpK GpeMeHHOCT. AXO NaleHTKaTa 3abpeMeHee
mo BpemMe Ha npmema Ha Estrofem, nedenmero TpsbBa Bexmmara ja ce
IIPEYCTAHOBK. PesynTaTWTe OT HOBEYETO EIHACMHONOTHYHH IPOYYBAHUA
Jlocera, CBBP3aHy C HENpeAHaMepeHo H3jlarage Ha INOfa Ha BB3JEHCTBHETO
Ha eCTPOreHH, He MOKA3BaT TEPATOIeHHY WM PeTOTOKCHIHH ePEeKTH.

Estrofem e nmpoTuBOIOKa3aH 10 BpeMe Ha KbpPMEHe.

4.7. EdexTH BHPXY Crioco0OHOCTTA 32 modupane n padora ¢ MANIHHH

He ca m3BecTHU TakuBa eeKTH

4.8. He:xxeslanu JIeKapCTBEHM pPeakiHi

KnuHugen onurt:

B xnmpyuEy npoydBaHus no-Manko or 10% or nanueHTKHTe ca IOMYyTHId
HEXEIaHH JleKapcrBeHH peaknuu. Hait-yecto cpoOmaBaHuTe HEXEIaHH
peaKiy ca HalpersaTocT B rbpAuTe/ Oonka B repaure, Kopemua Gonka, 0TOK

U riasofoimie.
ITo Bpeme Ha neuenuero ¢ Estrofem Morar ga BE3HHKHAT M3IOXKEHHTE II0-

JOIIy CTpaBH4YHH peaKIun.




Crucerema/ opran/ xnac | Maoro Yecrn Hewectu Peaxn
4ecTH >1/100; >1/1000; >1/10000;
>1/10 <1/10 <1/100 <1/1000

Ieaxuarpusan Henpecrs

HApYIEeHAS

Hapymenusa Ha I'nmaBobomme

HEPBHATA CHCTeMA

Ov4Ban HapymeHus Hapymeno 3penue

NOS(not
otherwise
specified)

CozoBH HapymeHus Benosen

eMOONH3BM
NOS(not
otherwise
specified)

Il'acTponrTecTHHATHA Kopemua Gonka | Jucoencus,

HADYHICHHR WM rafgeHe HOBpHINAHE,

(braTyneHOua HIH
HOJyBaHE

Xenarto-onanapuy XonenurHasa

NIPOSBH

Hapymenus Ha Koxarta Ob6pus HITH

H HOAKOKHATA THKAH YPTHKAPUS

CrelleTHO-MYCKYJIHH H Kpammm Ha

CHLEAHHHATEAHOTEKAHRH JOJHHTE

HapyIHeHus KpalHHIM

Hapymenusa ua Harpersaroct

pENpPOAYKTHBHHTE Ha IbpJara,

OpraHH H MJICYHNTE yBenuJyaBaHe Ha

HIIEIR repiata WM

fomxa B
repaara

O0mu HapymeHnsa | Ot1ox

TaKHBa CHOPeX

MSCTOTO HA

HpHIoKeHHe

Hzcaeppanms VBenM4YeHHE Ha

TETTIOTO

Pak Ha repaara

Cnopen maspy OT ronsM Opoil enuaeMHONOIWYHHTE HPOYYBAHHS H €IHO
15 e

PaHAOMI3HpaHo Iaieb0-KOHTpoHpano npoydsare, Million Wo;n/en;&f{g{'ﬁf
Wi iz

(MWS), pUCKBT OT pak Ha I'bpAaTa KaTo L0 HapacTBa C yBejHdga
HPONBIDKUTEIHOCTTA Ha H3nomsBane Ha X3T npu mpHeManid Mkl

AOCKOPO JEKapCTBOTO NAIlHEHTKH.




3a camocTosTenHa ectporepHa X3T mpenenkata Ha otHocuTenans prck (RR)
Op¥ IpeaHaIH3APAHETO Ha OPMTHMHAIHHTE AaHHE OT 51 emuIeMHOIOrHIHA
npoyssannsg (mpu xouto > 80% ymotpebara ma X3T e 3a caMocrosTenHa
X3T) 1 oT emmeMuEOIOrHIHOTO mpoyusare Million Women Study (MWS) ca
mogo6rn mpu 1.35 (95% CI: 1.21 - 1.49) m 1.30 (95% CL: 1.21 - 1.40)
CHOTBETHO.

MHOro eNHAeMHONOTHYHYA NPOYYBAHHU JOKNIaABaT, 00 MOBMIEH PHCK OT
pax Ha TBPAATA 32 eCTPOreH-IPOTecTHH KoMbuaupana X3T B cpaBHeHKE CBC
CaMOCTOsITeNIHATa ECTPOTeHHA TepaIlus.

MWS noxmanga, 9e B CpaBHEHHE ¢ HUKOTa HeymoTpebspammre, ynorpebara
Ha pasjiiYHH BHJOBE €CTPOreH-IporecTuH KoMbOuampanu X3T ce cBBp3Ba ¢
II0-BHCOK PHCK OT KapluHoM Ha repaata (RR=2.0, 95% CI: 1.88 - 2.12) B
CpaBHEHHE ChC CaMOCTOsATeNHaTa yrnotpe6a Ha ectporenu (RR=1.30; 95% CI:
1.21 - 1.40) mwnu ymotpebara Ha tibolone (RR=1.45; 95% CI 1.25-1.68).
TIpoyusarero WHI fnoxnazsa oneska Ha pucka oT 1.24 (95% CI: 1.01 - 1.54)
cnen 5.6 romuHH ymoTpeba Ha €CTPOTeH-IPOTeCTMH KoMOmumpama X3T
(CEE+MPA) 1ip¥ BCHYKE IPHEMALTH B CpaBHEHHE C JNane6o (EenpuemMals).
AGCOIIOTHHAT PHCK, n3unciaeH or MWS 1 WHI npoyysanpaTa, € IpeACcTaBeH
TI0 JOJY:

MWS olieHsBa OT H3BECTHOTO CPeHO PasllpoOCTpaHeHye Ha paK Ha repp/aTa B
Pa3BHTHATE CTPaHH CACHHOTO:

e 3a xenu Heynorpebapamu X3T, npubnmsurento 32 Ha Beexku 1000 ce
OouakBa Ja WMar KaplIMHOM Ha TIbpjarta, MAMAarHOCTHUIMPAaH BEB
BB3pactTa Mexay S0 u 64 rogusamn.

e 3a 1000 BacTOSIM WM OpeXdnHy xeHy yrnoTpedasany X3T yucioro
HA JOIBIHHATENHMUTE CIydYaH IO-BpeMe Ha CHOTBETHHS IMEpPUOA INE
393 (N
°3a Te3W Ha CaMOCTOATENHA eCTPOreH 3aMecTBallia Tepanus:

Mexxay 0 u 3 (Haii-6mm3Ka onerka 1.5) 3a 5 roxuiiHa ynorpeba.
‘Mexny 3 u 7 (daii-6nuska ouerka 5) 3a 10 rogunisa ynorpeba.

°3a Te3u Ha eCTPOreH-porecTHH kombruupana X3T:
-‘Mexzy 5 u 7 (Hali-6au3Ka olieHKa 6) 3a 5 roquuma ynorpeoa.
‘Mexagy 18 u 20 (maii-Gimuska oOLEHKa 19) 3a 10 ropummHa
yrioTpe0a.
WHI npoydBaHe H34HCILABE, Ye CNef 5.0 TOAHIIHO MPOCHe/ABane Ha Ko M 1,
Ha BB3pacT Mexay 50 1 79 ronuHy ZONBIEUTCIHE 8 cmyyas Ha HHBQEI/IBG}
paK Ha IbpAAaTa INE ce ABIDKAT Ha eCTPOTEH-IPOTECTHH K0M6HHHpaHa X‘3” :
(CEE+MPA) 12 10000 u0BeKO-TOMHM). o

2




Cnope,u HW3IYHCICHHA OT I[EI.HHPI OT IIpOY4YBaHETO €€ OLCHABA, HE:

e 3a 1000 xenu B mnane6o rpynara oxono 16 cirydas Ha MHBa3WBCH
paK Ha IbpAaTa [Ie ce JHMarHOCTHIMPAT 38 5 TOVHH.

e 3a 1000 3KeHH, KOMTO  H3IION3BAT  ECTPOICH-IIPOreCTH
xomOunupana X3T (CEE+MPA), Opoar Ha JOIBNHUTSHHHTE
ciydan me OBAe :

‘Mexny 0 u 9 (gaii-6usKa olleHKa 4) 3a 5 rofuIHa ynorpeda.
BposT Ha JONGIHATENHWTE CIydal Ha PaK Ha rbpara NpH JKCHH, KOHTO
npuemMar X371, € MHOTO HOJ00eH Ha TO3H Ha KEHUTE, KOUTO 3ai0YBAT X3T
HE3aBHCHMO OT BE3pAacTTa Ha 3amouBaHe Ha ynorpebara (Mexay 45-65
ropunan) (BIK pazjel 4.4).

ExmoMeTpHAlleH pak

ITpu xeHH ¢ WHTAKTHAa MaTKa, PUCKBT OT €HAOMCETpPHAlHA XHIIEPIiasui 1
eHJOMETpHajIeH KapIHHOM HapacTsa ¢ yBeJiMYapaHe Ha IPOABLIDKHTENIHOCTTA
Ha caMmocTosiTenHaTa ymoTpeba Ha HeGamamcupanu ectporend. Cropexn
JAHHWTE OT eIMISMHOJIOTHYHATE NpOYYBaHHS, Hali-moOpure OYaKBaHHA 32
PHCK OT KapIIHHOM Ha €HJOMETpHyMa Ca, 4 3a XKEHH peymotpebspanm X3T,
3a 5 Ha Bcek:m 1000 ce odyaxBa fia ¥MaT KapilMHOM Ha €HAOMCTpHyMa,
OUMArHOCTHIMPAH Ha BB3pacT Mexmy 50 m 65 rogummu. B 3aBHCHMOCT OT
IPOIBIDKUTEHOCTTa Ha JNEYECHHEeTO H JI03ara €CTPOreH, NOKIanBaHOTO
yBEIMYEHUE Ha PHCKA OT EHNOMETpHAICH pak IpH NPHEMAITUTE Camo
€CTpOreH Bapupa oT 2 A0 12 UbTH [OBeYe B CPAaBHEHHUE C HEYIOTpeOIBaNuTe.
JTo6aBAHETO Ha IPOrecTarcH KbM CaMOCTOSTENIHATa TEpanud C eCTpPOrcH
SHAYMTENHO HAMAIABA TOSH YBEIHICH PHCK.

HOCT-MapKeTKHI'OB KIAHWYEH OIIHT!

B nombeIHEHAEe KbM CIIOMEHATHTE BEde HEXENaHW JISKapCTBEHH PEaKIiHu,
TOCOYSHHTE TO-ZIONy Ca CIOHTAHHO AOKIaJBaHH W KaTro H4/l0 ce CuuTa, e
MO3Ke Ha ca cBEp3aHu ¢ Jedenuero ¢ Estrofem. YecroTata Ha JoKIanBare Ha
Tesy CIOHTAHHY HEXeIaHM peakiuu e MHoro Hucka (<1/10000 mammenro-
romuHy). II0CT-MapKeTHHIOBHAT ONMT Ce XapaKTepHsHpa ¢ HEIPIOCTHO
OKIajBaHe, ocoOeHO IO OTHOINEHHe Ha TPUBHAIHMIC H nmobpe HO3HATH
HEXENAHH JIEKapCTBeHM peakiwu. IIpefcTaBeHHTE YECTOTH TpaOBa Jla ce
WHTEPIIPETHPAT B Ta3H CBETIIHHA!

e VBpexuaHds Ha peNpONYyKTHBHATa CHCTEMa H Mieqnata;®,
HepeoBHO BarHHAIHO KPBBOTCUCHUEH %




o HapymeHHﬂ Ha HepBHaTa CHCTeMAa: BrnomaBarne Ha MUI'pEHa, HHCYIIT,
samaf/iBaHe, AEIpecHa

e ['acTpoMHTECTHHAIHU cCMymmieHusd: uapus
* VBpex/aHHA Ha KOXKaTa ¥ IOAKOKHATA ThKaH: AJonerys
o HMscnepsanus: [IoBHIEHO KPEBHO HANATaHE

JloknangBann  HeXeNaHH peakUWH, CBBP3aHH C H3[ON3BAaHETO Ha JPYIH
€CTPOreHHH IPOAYKTH:

¢ Undapkt Ha MHOKap/a, 3aCTOiHA ChPJieYHa HEROCTATHUHOCT
e 3JabomiBaHe HA XIBYHHS MEXYD

e VppexaBMs Ha KOXKaTa M IIOJKOYKHATA THKaH: XToasMa, MyiITadopMeHa
epuTeMa, epuTeMa HOJ03yM, BacKyJapHa IypIypa, ChpOex

s Barmnanna XxaHIHE032

o PucKk OT pa3BHTHE Ha paKk Ha epmoMeTpuyMma (Bmk Pasgen 4.4),
XUIepiUia3is Ha eHOOMETPHyMa WIH YBeNMUeHHe Ha pa3sMepa Ha
¢ubpouaanTe 00pazyBanys Ha MaTKaTa**

¢ bescpuue

o FEnmnencus

¢ Hapymenne Ha nuoéunoro NOS(not otherwise specified)
¢ Biomasane Ha acTMa

o Beposrra nemenrus (Brx Pazpmen 4.4)

** [IpH HEXUCTEPEKTOMHUPaHH KEHH

4.9. Ilpenosupane

CBpbXJIO3UpaHETO MOXKE Jia Ce MPOSBU ¢ I'aJieHe ¥ HoBphHInane. JledeHueTo
Tpsi0Ba Ja OB/le CUMITTOMATHYHO.

5. @apmMaKoJOrHIHM AaHHH
5.1. ®apMakogHHAMHYHH CBOMCTBA

ATC kon G03C A03

JlexapcTBeH UHpPOAYKT CBHABPXKALY caMo estrogen 3a IpOX
XOpMOHaTHA 3aMecTuTenHa Tepanus (X3T)



Estradiol: AxTHBHOTO BelecTBo, cunTeTHdeH 17B-eCTpafuon, € XUMHIHO H
OHONOTHYHO MACHTHYHO C eHIOTECHHUS YOBEIIKH eCcTpammol. To# 3aMecTBa
3arybenaTa cnocoOHOCT 3a ecTpOreHHa NPOAYKITHS NPH KSHH B MEHOIAY3a ¥
obexyapa MEHOIIAy3aIHATe CHMIOTOMH. ECTpOTreHHTe IPeJOTBPATSBAT
3ary0aTa Ha KOCTHA ThKaH CJeJ] MEHOIay3a MAH OBAPUEKTOMILL.

ObGnexyaBaHe Ha CHMIITOMHTE Ha MEHOIIAY3aTa C€ MIOCTHIA Ipe3 HbPBHTE
HAKOJIKO CEAMUIH OT JEICHHETO.

EcroporeHHuaAT fAeQuIMT Ipe3 MeHoOIAy3aTa € CBBP3aH C YBEIMICHO
pasrpaxxiaHe Ha KOCTHTE H peAylHpaHe Ha KOCTHara Maca. EQexTsT Ha
eCTpOreHHTe BBPXY KOCTHaTa MHMHEpalHa IUIBTHOCT € JO303aBHCHM.
IMporekuusara € edQeKTHBHA JOKAaTO NPOABIDKaBa JiedeHuero. Clex
mpekpaTtgsae Ha X3T, KocTHaTa Maca ce ryOu B cTemeH ofjo0Ha Ha Ta3H Ha
HENEKyBaHUTE XKECHH.

Joxaszarencrsara ot npoyusanero WHI 1 Mera-aHaym3uTe Ha IpOyYBaHMAATA
IIOKa3BaT, 4€ HactoimaTa ymorpeba Ha X3T, camocrosrenHo HIM B
KOMOMHAIMA ¢ HpPOTeCTHH - JaBaHH Ha IPEABAPUTENHO 3EPAaBH JKEHH -
HaMaJl1Ba PUCKa OT OCTEONOPOTHYHH (akTypH Ha Tas3a, IpeluIeHUTE U ApYTH.
X3T cpIo Taka MOXE Jia Npeauasy oT $paxTypH IPH XKEeHH ¢ HUCKA KOCTHa
IDIBTHOCT W/WIHM YCTaHOBEHA OCTEONOpO3a, HO JOKA3aTelCTBaTIa 3a TOBA €a
OTPaHHYCHI.

Edexrure Ha Estrofem Bppxy MHHEepanHaTa KOCTHA IUTETHOCT Ca H3CHEIBAHI
B €OHO JBYTONWIIHO, PpaHAOMH3WPAHO, * JBOMHO-CIANO, Inianedo-
KOHTPOIHPaHO KIMHIIHO NPOYHIBaHe MpPH XEHHU B paHHa MeHomaysa (n=166
BkFouBaimio 41 xemu Ha Estrofem 1 mg m 42 >xemm ma Estrofem 2 mg).
Estrofem Img m 2mg 3Ha9YMTENHO € NpefOTBPaTIiI KOCTHara 3aryba Ha
rppOHagHNua CTHI0 U 0eApOTO B CpaBHEHHE C JKEHHTe, NpHeMald Iranedo.
IlanocTHata pa3nwKa B cpejHaTa NPOLECHTHA HpoMsHa Ha KOCTHATA
MHHepanHa IDIFTHOCT B cpaBHeHHe ¢ Inianebo 3a 1 mg ¥ 2 mg e Guina
pecuektuBHO 4.3% u 5.3% 3a rprbHausug crei6, 4.0% u 3.9% 3a muiikara
Ha demopa. CHOTBETHHTE CTOMHOCTH 3a TpoxaHTepa ca 6unu 3.3% u 3.2%
cuel 2 TOANHY JeYcHHe,

IIpomeHTFT Ha JKCHWTE, 3aNa3Wid WIM YBENMUIE MUHEpaNHaTa KOCTHA
IUTFTHOCT B TyMOaIHAaTa 30HA O BpeMe Ha JIeueHHeTo e OmI chotBeTHO 61 %

5.2. @apMakoKHHETHYHH CBOHCTBA




Ilpm  mepopaiyo NPUIOKEHHE MHKpOHM3Hpanust 17B-ecrpamwon ce
abcopbupa OBP30 B CTOMAIIHO-YPEBHUS TpakT. Toli MpeThpIiaBa eKCTeH3UBeH
(3HAunM) “first-pass” MeTadoIM3BM B YepHUs Apob M APYTrH KOPeMHE OPTaHH,
JOCTHIa MaKCHMaJiHa IlasMeHa KOHLEHTpalys OT mpuomusutenHo 44 pg/ml
(xato Bapupa Mexay 30 u 53 pg/ml) 3a 6 yaca cnen npuem Ha 2 mg. Bpemerto
Ha momyx#uBoT Ha 17B-ectpannona e npubnuzurendo 18 gaca. 37% ot =ero
EpKympa cBbp3ad ¢ SHBG (TipoTerHuTe, CBHP3BAIIM MONOBUTE XOPMOHE),
61% c anbymuHOBaTa bpakuyg H caMo npubausurenso 1-2% mEpKynupa B
cBoGoIHO cheTosHMe. Metabonu3upaHeTo Ha 17B-ecTpanguiona ce H3BHPIIRA
I7IaBHO B depHus [po0 ¥ depBata, a ChII0 U B TAPTeTHHTE OPraHH, U BOAH JO
oOpasyBare Ha I10-c1ab0 aKTHBHU MIM HEaKTHBHH MeTa0ONHTH, KaKBUTO ca
€CTPOHA, KaTEXOJNECTPOIeHMTE, HsKOM cyndarad (GOpMH Ha ecIporeHa H
IIXOKOpoHuAuTe. ECTporeHuTe c€ eKCKpeTHpaT B XIrbUKara, KBAETO Ce
XUOPONM3UpaT H  IpeTepngsar obparnma abcopOupa OT depsara
(eHTepoxenaraneH KphBroBpar) U B OCHOBHA CTEliEH C YpHHATA KaTo
OHONOrHIHO HEAKTHBHYU METa0O0IUTH.

5.3. llpeaxJMBEHYHE JAHHU 3a 6€30NMaCHOCT

ToxcyaHuaT Npodun Ha ecTpaguola e AoOpe mo3Har. HsMa 3HAYMMH
TIpEAKIHHUYHY JaHHH, KOUTO MOrarT Ja ce Ko0aBAT KbM BeUe BKIIOYCHHTE B
IpyTATe pasfiend Ha KpaTkaTa XapaKTepHUCTHKA Ha IIPOTYKTa.

6. @apMaleBTHYHU JaHHH

6.1. CiHCchK HAa DOMOIHYTE BeIeCTBA

SAnpo va Tabnerkara:
Lactose monohydrate
Maize starch

Gelatin

Talc

Magnesium stearate

DUIMOBO IOKPUTHE:
Hypromellose, talc, titanium dioxide (E171), propylene glycol u red iron
oxide (E172).

6.2. ®U3NKO-XNMHYHH HEChBMECTHMOCTH

He ca u3BecTHHA.




6.3.Cpox na rogaocrt
4 TONHHHU
6.4. CoenpaJiHy ycJIOBHS Ha ChXpaHeHHe

Iia ce cpxpansgBa NOK, 25°C. Ia He ce crxpamsBa B XiuanuuEuK. KonteliHepsT
Iia Ce ChXpaHsABa B OPUTHHAIHATA OIIaKOBKa.

6.5. /lanHHA 32 ONIAKOBKATA

1 x 28 Tabmerru wiH 3 X 28 TabneTKH B KaleHapHa AUCKOBa OIaKOBKa.

KanenpapHara JUCKOBA ONaKoBKa ChABPka 28 TabneTKH H Ce CBCTOH OT
CHENHHTE 3 JacTH:

- OCHOBA OT I[BETEH HEIpo3payueH MOIHUIIPONHIICH

- KpBIWIO Kanade oT Npo3patieH MOMUCTHPCH

- eHTpaJiHA FHarpamMa 3a HabupaHe OT LIBETEH Helpo3padeH NOoNMCTHPEH.

He Bcrukyl BUIOBE OMAKOBKY Ce IIpeJUIarar Ha nasapa.
6.6. IlpenopbKH NpH ynorpeda

Esiva cnienpansy H3UCKBaHUA.

7. IlpaTesxaren Ha paspenieHHeTo 32 yuorpeda
Novo Nordisk A/S

DK-2880 Bagsvaerd

Denmark.

8. Perncrpanuonen Ne B Pernerbpa mo w28 or 3JIAXM
9900447

9. JlaTa Ha NLPBO pa3peliapane 32 yHOTpeda Ha JIeKapCTBeHAs NPOAYKT
30.12.1999 r.

10. IaTa Ha akTyalH3alHg HA TEKCTA
01 aBryct 2004 r.




