KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

W3ITLITHATENHA ATEHUKA NO NEKAPCTBATA
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1. HUME HA JIJEKAPCTBEHMUA ITPOAYKT

®emocTon KoHTH 1 mg/S mg punmMupanu TabneTku
Femoston conti 1 mg/5 mg film coated tablets

2. KAYECTBEH U KOIMMECTBEH CbCTAB

Bcaka Ttabnerka cwamspxka 1 mg 17B-ecrpaagvon xemuxuapar (estradiol hemihydrate) m 5 mg
auaporectepoH (dydrogesterone).

[ToMOLIHHM BeLECTBA C U3BECTHO JAEHCTBHUE: JJAKTO3a MOHOXHpAT.

3a MBJIHUA CITUMCHK Ha MOMOILHUTE BEIIECTBA, BU)KTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA

dunmupaHu TabeTKH.
Kpbriu, 1BOHHOU3NMBbKHAJIM Ta0NETKH, ¢ Wwammna ,,379” ot egqHara cTpaHa.
C uBsaT Ha ceomra 1 mg/S mg Tabnerkw.

4. KIMHAYHA JAHHHA
4.1 TepaneBTHYHH NOKA3aAHHSA

XopMoHo3aMecTuTeNHa Tepanus (X3T) npu cMMNTOMH Ha €CTPONeHOB JAE(DULIMT MPH MOCTMEHOMAYy3aJTHH
XKE€HM Haii-Manko 12 Mecelia OT nocleaHUA MEHCTPYaJIeH LIMKBbJI.

[IpodpunakTuka Ha ocTeonopo3ara IMpHU NMOCTMEHONAaY3aTHH XKEHH ¢ BUCOK PUCK 3a OBbaemm hpakTypH,
KOUTO ca C HEMOHOCUMOCT KbM WJIM Ca ¢ MPOTUBONOKAa3aHUA 3a MPUJIOKEHUETO HA JIPYTH JIEKAPCTBEHH
NMPOAYKTH, O00OpeHH 3a mpoduIakTHKa Ha OCTeoNnopo3ara.

OnMUTHT B JIEYEHUETO HA XKEHU HAJ 65-TOAMIIHA BB3pPACT € OrpaHUYEH.

4.2 J{o3MpoBKa H HAYHH HA NPHJIOKEHHE

3a repopaTHO MPHIOKEHHE

3a npoab/KUTEIHA KOMOMHUpaHa Tepanus.
EcTporeH u nporecrareH ce npuiaraT BCeKH eH 0e3 npekbeBaHe. [Jo3MpoBKkarTa € eHa TabneTka JHEBHO
3a 28 IHEBEH LIMKBbII.

@eMOCTOH KOHTH TpAOBa J1a ce NpHeMa NMPOABIDKUTENTHO, 0e3 NpeKbCBaHE MEXKTY OMaKOBKHTE.

3a Ha4yajJo M NpoAb/DKaBaHE Ha JIEYEHWETO Ha IMOCTMEHOMNay3aJlHUTE CUMIITOMH TpAOBa /1a ce mpunara
Hai-HUcKaTa epeKTHUBHA 034 3a HaW-KpaThK nepuo (Bx. Touka 4.4).

HenpekbcHaToTo KOMOMHHMpaHO JedeHHe ¢ DEeMOCTOH KOHTH MOXe Ja 3anoupé
BPEMETO CJIeJl MEHOTIay3aTa U TeXKeCTTa Ha CHMITTOMHTE.

B 3aBMCHMOCT OT KIMHHYHHUA OTTOBOP, J03aTa MOXeE Ja ObJIe aJanTHpaHa BOC]

Y



[TalMeHTH, KOMTO NMPEMHUHABAT OT Apyra NPOAbJDKMTENHA CEKBEHLIMATHA WIIM LIMKJIMYHA Tepanus TpsaOBa
Ia 3aBbpuiaT 28 IHEBHUA LIMKBJI U TOraBa J1a MpeMUHAT KbM DEMOCTOH KOHTH.

[TaieHTH, MpeMWHABAIM OT MPOABIDKUTEIHA KOMOMHUpaHa Teparmis MoraT Aa 3alo4yHaT JIEYEHHE M0
BCAKO BpeMe.

AKO ce MpoIycHe 103a, T4 TpAOBa 11a ce TpUeMe KOJIKOTO € Bb3MOXHO IM0-CKOpO. AKO ca MHUHAJIM TOBEYE
oT 12 yaca, nedyeHuero TpAOBa 1a NMPOABLIKU ChC clieBallara Tabnerka 6e3 aa ce npueMa 3a0paBeHara
TabJieTka.

BeposTHOCTTa 332 BHE3aNTHO KbPBEHE WJTH 3allallBaHE MOXKE J1a CE€ YBEJIUYH.

deMOCTOH KOHTH MOXKE JIa ce TpHeMa He3aBHCHMO OT NMpHeMa Ha XpaHa.

[leanaTpu4Ha nomyaanys
Hama nipunoxuMu nokaszaHus 3a ynorpeda Ha @eMOCTOH KOHTH B MeJUaTPUYHATA IMOITyJIalHA.

4.3 IIpornBONOKA3aHHSA

¢ JlWarHOCTHLIMpaH B MHHAJIOTO WJIH MOJ03WPaH KapLIMHOM Ha MJIeYHaTa JJie3a.

JAuarHocTHUMpaH WJIM MOOO3UpaH €CTPOreH-3aBUCHUM 3JI0KAYECTBEH TYMOp (Hamp. €HIOMETpHasleH
KapLIHHOM ).

M3BECTHHU UK NOA03HUPAHU MPOrecTareH-3aBUCMMHM HEONa3MHM (Harnp. MEHUHIMOMA).
HeauarHocTHLMPAHO FEHUTAITHO KbPBEHE.

HenekyBaHa eHOOMETpHAJIHA XUIIEpIUIa3us.

[TpekapaH WM HamW4YeH BeHO3eH TpoMOoeMOoMM3BEM (IBIOOKA BeHO3Ha TpombOo3a, OenoapobeH

eMOOIU3BM).

e HzecTtHO TpoMOOdUIHO HapywieHHe (Harp. npoTerH C, MpOTeUH S WM aHTUTPOMOHMHOB JE€(HLIUT,
BXK TOYKa 4.4).

e AKTHBEH WIM HAacKOpO MNpeKapaH aprepHaseH TpomMOoeMOOnU3bM (Hamp. aHruHa, MHOKapAeH
UH}apKT).

¢ Octpo uepHOompoOHO 3aboyisBaHE WIM MHHAJIO 4YepHOApoOHO 3abonsBaHe, cliel KOETO

GyHKUMOHATHUTE YepHOAPOOHHU MOKa3aTeNu HE ca CE BbPHAJIM B HOPMAJTHU IPaHHULIM.

e [lopdupus.
e H3BecTHa CBpBHXUYYBCTBUTEIHOCT KbM aKTUBHOTO BELIECTBO HJIM KbM HAKOE OT MOMOILHUTE BEIIECTBA
U30pOEHH B TOYKa 6.1.

4.4 ChnenuajiHH npeaynpex/JaeHHus H NpeAnasHd MepKH NPH ynorpeda

3a Tepanmus Ha mnocTMeHonay3ajaHu cuMnTomMHd, X3T TpsbBa ga ce 3anmo4yHe caMoO B cClyyai, 4e
CUMIITOMHTE HapyllaBaT KA4e€CTBOTO Ha XWBOT. BLB BCHYKM cllyyau € HEOOXOAHMMO Z1a ce€ M3BBLPIIH
BHUMaTEJIHA TIpelieHKa Ha PHUCKOBETE M TON3UTE TOHE BeAHBXK roaumHo W X3T Tpsabea pna Onae
NPOABJDKEHA caMO 10 TOraea JOKaTo I0J13aTa NPeBb3X0XKaa pUCKa.

Jokazarencreara o OTHOLUEHHWE Ha pUCKa, CBbp3aH ¢ X3T npu JIEYEHUETO HAa MNPEKAECBPEMEHHA
MeHomnay3a ca orpaHu4eHH. [lopaau HUCKOTO HHBO Ha aOCOMIOTHHUA PUCK MPH MO-MJIAJAW XKEHH, OaTaHCHT
M0J13a/pUCK MPH TE3U KEHHU € MO-0J1aronpHATEH, OTKOJIKOTO NMPH MO-Bh3PACTHH JKEHH.

MeauuMHCKHU nperien/npocieasBaHe
[Ipenu 3anouBaHe Winu noaHoBsaBaHe Ha X3T TpaOBa na ObAe cHeTa MbjHAa MHAWMBHAYaJlHAa U (paMUIIHA
aHaMHe3a. OU3NKATHUAT nipernie (BKIIOYHTETHO HAa TAa30BUTE OPraHH M MIICYHMTE 6Ba aa
ObAe M3BBPIIEH C OrJiel Ha CHETara aHaMHe3a, KaKTO W Ha TMpPOTHBOIOKAa3 / RAUTHATE
npeaynpexiaeHus 3a ynorpeba Ha nekapcTBoro. [To BpeMe Ha 1€UeHHETO € %nd i, OR AT
NMPOBEXAAaHU MEPUONWYHHU KOHTPOJIHW Tperjiead, KaTo 4YecTtorata W Xapa

3aBUCUMOCT OT UHAWBHUAYyaIHUTE 0cOOEHOCTH Ha nauueHTa. JKeHure TpaOBa
MPOMEHHW B I'bpAUTE TpAOBaA Ja chOOILIABAT HA JIEKyBallUs CH JIEKap U MeIu

el
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oOpa3Ha [OMarHOCTUKa, Hanp. Mamorpadus, cropel CbBPEMEHHHMTE IPUETH MNPAKTUKU 332 CKPHUHUHT,
aJlalITUPaHHU B 3aBUCUMOCT OT KIIMHHYHHWTE HY>KJIM Ha MalHeHTa.

CBCTOAHHA, IPH KOUTO € HEOOXOAUMO HaOMIOIEHHE

[TarmenTkaTa TpsbBa ga 6bAe CTPUKTHO HabMoaaBaHa, aKO HAKOE OT CIIEAHUTE CHCTOAHUS Ca HAJTHYHH,
WM ca OWiIM HaJIW4HU, W/HIM ca OWIM BJIOLIEHM MO BpemMe Ha OpeMEeHHOCT WIM MnpeaulecTsalla
XOpMOHaJTHa Tepanusa. TpabBa na ce UMa npeABHI, Y€ T€3W ChCTOSHHUSA MOraT J1a ce MPOSBAT OTHOBO HIIH
J1a ce BJIOLLAT 10 BpeMe Ha Jie4eHUeTo ¢ PeMOCTOH KOHTH:

e JelioMuoMa (MaTOYHH (GHUOPOMH) UITH €HIOMETPHO3A

¢ PpPHUCKOBH akTOpH 3a TPOMOOEMOOIMYHU HApYLIEHUA (BXK. MO-10JTY)

® pPHUCKOBH (paKTOpH 3a €CTPOreH-3aBUCHMM TYMOPH, HArlp. HAac/IeACTBEHOCT ITbpBa CTEMNEH MpPH pak Ha
rbplaTa

XUIEPTOHHUSA

4epHOAPOOHM HapylLleHHUd (Hanp. 4epHOAPOOEH aiEeHOM)

3axapeH auabeT ¢ win 6e3 ChA0BO 3acATaHe

XOJIeJIUTHA3a

MHUIpEeHa WM (TE€XKO) rnaBodosiue

CHCTEMEH JIYITYC EPUTEMATO3YyC

aHaMHe3a 3a €HAOMETPHAJIHA XHUTEepIUIa3us (BXK. J0JTy)

enuJIencus

acTMa

OTOCKJIEpO3a.

[IpyunHU 32 He3abaBHO cIMpaHe Ha TepanuaTa

JleuenuneTo TpsAOBa na OBae NMpekpaTeHo B CIIy4aid, Y€ C€ YCTAHOBAT KOHTPAWHIMKALIMM, KaKTO W TIPH
CIIEIHUTE ChCTOSHUA:

® O KBJITEHHLA WIM BJIOLIABAHE HA YePHOAPOOHATa DYHKLMS;

® 3HAYMTEJIHO NMOBUIIABAHE Ha KPBBHOTO HAJIATAHE;

®  HOBOIOABMJIO Ce r1aBoOOIME OT MUTPEHO3EH THIT,

e OpeMEHHOCT.

ExnnoMeTpuanHa XUunepruiazus ¥ KapLUuHOM

® [Ipd XXE€HHU C UHTAKTHA MaTKa, pUCKBT OT €HAOMETpHalIHa XUIEepria3uad U KapLMHOM € MOBHIIEH,
KOraTo €CTPOreHHTe C€ TMpujiaraT CcaMOCTOSTEIHO 3a TMPOABKMTENHO Bpeme. JloKi1aaBaHOTO
MOBHUIIABAHE HA PHUCKA OT €HAOMETPHAIIEH paK Cpell MAaLUEHTH, MPHEMALIA CaMO €CTPOreHH BapHupa
oT 2 10 12 mbTH, CpaBHEHO C HEMPHEMALX U 3aBUCH OT NMPOABJDKMTEIHOCTTA Ha JICYEHHUETO U 103aTa
Ha ecTporeHa (Bx. Touka 4.8). Cien cndpaHe Ha JICYEHUETO PUCKBT MOXKE Ja OCTaHE NMOBHUILIEH 3a
noHe 10 roauHu.

e JlobaBsHeTO Ha mporecrareH LMKIWYHO 3a HaW-Maiko 12 gHM MeceyHo/28-IHEBEeH UMKBI WIH
NPOABLIDKATETHA KOMOMHMpaHa eCTpPOreH-nporecTareH Tepanus IpPH HEXUCTEPEKTOMHUpPaHU >KEHM
MOXK€ J1a TIPeBEHTHPA MOBUILIIEHUS PUCK, CBBp3aH ¢ X3 T caMo ¢ ecTporeH.

e BHe3anHO KbpBEHE H 3aLlallBAHE MOXKE J1a CE€ MOABH M0 BpEME Ha MEPBUTE MECELIH OT JIEYEHHETO. AKO
TO C€ MOSABH HM3BECTHO BpPEME CJIE[A TeparuATa WIH NPOABL/DKH clie] NMPEeKbCBAHE Ha JICYEHHETO,
TpsAOBa 1Oa ce u3cieaBa NpUYMHATA, KOETO MOXKE Ja BKJIOYBA EHIOOMETpUaiHa Ouoricus 3a
W3KJTFOYBAHE Ha 3JI0KA4Y€CTBEHO 3a00/IIBaHE Ha €EHIOMETPHYMA.

Pak Ha MyleyHaTa xJie3a
JlokazaTencTBara Karo LAJ0 TOKa3BaT MOBMIIEH PHUCK OT paK Ha IbpAaTa MpH JKEHH, MpUEMalIu
KOMOWHauus ecrporeH-nporectareH W npu X3T camMo ¢ ecTporeH, KOWTO _€ 3aBHCHM OT
NMPpOABL/DKUTETHOCTTA Ha npHema Ha X3T.

Kombunupana mepanus ¢ ecmpozen-npo2ecmazex

PanpomMu3upaHoTO ranedo-KOHTpoarpaHo npoy4yBaHe, MHULMaTHBA 3a XKeH
Health Initiative study®“, WHI) u MeTa-aHaim3 Ha TepCneKTUBHHU eNMUIeMKE
MOCJIeIOBAaTE]IHU B YCTAHOBSBAHETO Ha TIOBHMIIEH PHCK OT paK Ha rIbpha




KOMOUHMpaHa ecTporeH-nporecrareH X3T , kolTo ce nposaBaBa ciea okono 3 (1-4) roouHu (BxK. TOUKA
4.8).

Monomepanus ¢ ecmpozen

[IpoyuBanero WHI He ycTraHOBsiBa MOBMIIaBaHE HAa pUCKa OT paK Ha r'bpAaTa MPH XHUCTEPEKTOMUPAHH
xeHM, nmpueMamd X3T camo ¢ ectporedH. ObcepBallHOHHU MPOYYBAHUA ca CHOOLIABAIIM OCHOBHO MAJIKO
MOBULIECHUE HA PUCKAa OT AWAarHOCTHLIMpaHE HAa paK Ha ropaara, KOMTO MO-MalbK OT TO3H, OTKPHT MpPH
*KE€HH, TIprUeMalii KOMOMHALMA eCTPOreH-TiporecTareH (Bx. Touka 4.8).

Pe3synrature OT rojsM MeTa-aHalIM3 IMOKa3BaT, Y€ CJi€d MPEKbCBAHE Ha JIEYEHUETO CBPBX PHCKBT LUE
HaMajlee C BpPEMETO M BpeMeTo, HeoOXOAMMO 3a BpbllaHE KBbM M3XOAHO HMBO, 3aBHCH OT
NpOABIDKHTENHOCTTA Ha npeauinHaTta ynorpeba Ha X3T. Korato X3T ce mpueMa nosede OT 5 roauHH,
PUCKBLT MOXeE Ja NpoaAb/DKK 10 roauHH U noseve.

X3T, ocobeHo komMOMHMpaHaTa €CTpPOreH-mporecrareH Tepanus, [OBMIIABA [UILTHOCTTA Ha
MaMorpadckuTe 06pa3u, KOeTO MOXe Ja MOBIHAE HEOIaronpUATHO PaaUOIOTHYHOTO OTKPUBAHE Ha pak
Ha rbpJarTa.

Pak Ha SHYHHULIUTE
PakbT Ha SWYHULMTE ce HabOrOaBa MHOIO MO-pAAKO OT paka Ha repaarta. ENMUaeMHONOrHYHUTE JaHHHU

OT rojJidsM METa-aHalW3 Mpeanojarar JIeKO MOBHUIIEH PUCK MpH KeHH, npuemMalid X3T camo ¢ ecTporeH
Wi KoMOHMHMpaHa ectporeH-mporectareH X3T, KOWTO ce mposBAiBa B PaMKHUTE Ha S5 TOAWHH OT
ynoTpebaTa U HaMa/liBa BbB BPEMETO CJie]] CITHpaHe Ha MpUeMa.

Hakou apyrd mnpoyuyBaHHA, BKIOYMTEHO wu3nuTBaHeto WHI, npeamnonarar, 4e ynorpebara Ha
koMOuHMpaHa X3T Moxke na € cBbp3aHa ¢ Nogo0eH UK MAJIKO MO-MaTbK pUCK (BX. TO4Ka 4.8).

BeHo3eH TpoMOeMOONTH3BEM

e X3T e cBbp3aHa c 1,3-3 mbTH NO-BUCOK PUCK OT pa3BUTHE Ha BeHO3eH TpomboeMbom3sm (BTE), T.e.
nwiaboka BeHo3Ha Tpombo3a unu Oenogpodben embonmu3zbm. [losBara Ha TakoBa chOMTHE € MoO-
BEPOSATHO Mnpe3 mepBaTa roguHa Ha X3T, oTKOMKOTO MOo-KBCHO (BXK. ToO4Ka 4.8).

e [lauMeHTH ¢ U3BECTHU TPOMOOPHINYHHU CHCTOSHHUA Ca C MO-BUCOK pUcCK 3a pa3BuThe HAa BTE u X3T
MOX€E 1Ja MoBUIIM TO3M pUCK. Ilo Tasu npuunHa npunaraHeto Ha X3T npv TakuBa MAaLMUEHTH €
MPOTHBOINOKAa3aHO (BXK. To4Yka 4.3).

e OOmonpuerure puckoBu pakropu 3a BTE BxmouBar: npuiiarane Ha ecTporeH, HarpeJHajaa Bb3pacT,
rojisMa XHpypru4yHa orepauus, Npoab/DKUTeTHa uMoOunu3aums, 3atnectasaHe (UTM > 30 kg/m2),

OpeMeHHOCT/NepUoaa ciela paxaaHero, cucreMeH aynyc epureMarosyc (CJIE) u pak. HaMa eauHHO
MHEHME 3a BE3MOXHATa poJis Ha BapuKko3HUTe BeHU npu BTE.

e Kakro npW BCHYKH MOCT-ONMEPAaTHBHH MNALUMEHTH, € HeoOXoAMMO 1na ce HuMar MnpeaBull
npopHUIaKTUYHH MEPKH 3a MPeAOTBpaTABaHE Ha CJIEAONEPATUBHUA BEHO3E€H TPOoMO0eMOOIM3BM. AKO
Ce O4YaKBa MPOABJDKMTETIHO O00€3IBH)KBAaHE CJIENl OMNMpENesIEHH OrnepaluH, ce NMpenopbYyBa BPEMEHHO
criipane Ha X3T 4 go 6 ceqmuLu no-paHo. Bx30OHOBABaHETO Ha TepanuaTa He OMBa a cTaBa INMpeau
JKEHaTa Jia € HaITbJIHO pa3JIBH)KEHa.

e [Ipu xeHu 6e3 anaMHe3a 3a BTE, HO npu pogHMHA OT MBpBAa CTENEH C aHaMHe3a 3a Tpombo3a B

MJ1aZla BB3pacT, MOXE J1a CE MPeAJIOKH W3BBPLUBAHETO HA CKPUHMHT clie]l BHUMAaTeTHa HHPOpPMHUpaHe

" OTHOCHO OTrpaHUYEHMATa My (CaMO 4acT OT HapylleHMsATa Ha TpoMOodunusTa ce uaeHTUHPUUHpaT
MMPHA CKPUHHHT).

e Ako TpoMOodunuyeH AedekT ce UACHTUHLUMpa, KOUTO ce mnmposBABa ¢ TpomMbOO3a B 4YJIEHOBE Ha

CEMENCTBOTO WIH AEPEKTHT € TEXDBK (Hanp. aHTUTPOMOMH, npoTerH S WK npoTerH C aepuumT UiIM

koMOuHauus ot nedektu), X3T e npoTUBONoOKa3aHa.

e [Ipu XeHM Ha XPOHMYHO AaHTOKOAryJaHTHO JieYeHWe, TpAOBa BHHUMATEITHC
non3aTta/pucka oT npuioxeHueTo Ha X3T.

e AKoO cJjiea HayajgoTo Ha JiedeHHETo ce pa3Bue BTE, nmpueMbT Ha J1eKapCTBOTY
[TauuenTuTe TpsaOBa Ja ce MOCHLBETBAT A MOTHLPCAT JIEKYBalUsi CH JieKap Hed:
CbMHEHHE 3a €BEHTYAJIHO pa3BHBall ce TpoMboeMOomu3sM (Harp. 60ne3HEHC
BHE3aMHa rpbaHa 0ojka, 3aayXx).




HcxemuyHa 601eCcT Ha ChPLETO

Hsama naHHM OT paHAOMU3MpPaHU KOHTPOJIMPAHU WU3MUTBAHHUA 3a MPOTEKUUS OT MUOKapAeH UHMAPKT MpH
XEHU ¢ WK 0e3 chllecTByBamla MCXeMHWYHa OOJIECT Ha CbpLETO, KOWTO TOJy4aBaT KOMOHMHHMpaHa
€CTpOreH-nporecTareH uiMu camo ectporedHHa X3T.

Kombunupana ecmpoeen-npocecmazen mepanus

[To BpeMe Ha KOMOMHHpaHa €CTPOreH-NPorecTareH Tepanus OTHOCHUTEITHHAT PUCK OT UCXeMHYHA OoJiecT
Ha CBHPUETO € JIEKO YBENIHYEH. Tl KaTo U3XOOHUAT abCOIIOTEH PUCK OT UCXEMHYHA OOJIECT Ha ChPLETO
CWJIHO 3aBMCH OT BBb3pacTra, OpOAT Ha JOMBIHWTEJIHUTE CIy4ad Ha MCXeMH4YHa OonecT Ha ChpLETO,
KOMTO CE€ IBb/DKAaT Ha ynoTpeba Ha eCTpPOreH-TporecTareH € MHOTO HHUCBK TIPH 3JIpaBH  JKEHH,
HaOJIM KaBalllM MEHOTMay3aTa, HO CE€ YBeJIMYaBa ¢ HarpeBaHe Ha BB3pacTTa.

Monomepanus c ecmpozex
PaHaoMu3upaHy KJIMHWYHH aHHU HE YCTAHOBSBAT IMOBUILUEH PUCK OT MCXEMHYHA 0OJIeCT Ha CBPLIETO
MPHA XUCTEPEKTOMUPAHH XKEHH, TIPUEMALIH ECTPOreH KaTO MOHOTEpaIus.

HUcxeMUu4eH HHCYIT
KombunupaHna ecrporen-nporecrareH wid X3T caMo ¢ ecTporeH ce cBbp3Bar ¢ 1,5 nbTH yBeIUYEeHHUE Ha

pPUCKa OT MCXEMHYEH WHCYJIT. OTHOCHUTEIIHHAT PUCK HE C€ TMPOMEHA C Bb3pacTTa WM BPEMETO ClEN
MeHomnay3aTa. Ho Thi KaTO M3XOIHHUAT PUCK OT UHCYJIT € CHJTHO 3aBUCHM OT BB3pacTTa, OOUIUAT PUCK OT
MO3BbYEH UHCYJIT MPH XKEHU, KOUTO U3nois3eat X3T wie ce yBenuyasa ¢ Bb3pactra (BXK. Touka 4.8).

Ipyru cscTosHus

e EctporeHure Morar Ja MNpeaU3BHKAT 3albpXKaHE HAa TEYHOCTH, MOpaad KOETO IMaLHUEHTHUTE C
HapylleHa cbpJeYHa Wiu 0s0pedHa pyHkuMa TpsaOBa na ObAaT BHUMATEIHO MPOC/IEAIBaHH.

e JKenu c npeamecTsama XUnepTpUrivuepuaeMus TpaOBa aa ObJaT BHUMATETHO MOHMUTOPHPAHM IO
BPpEME Ha €CTPOreH 3aMECTHUTEJIHA WJIM XOPMOHO3aMECTUTEJIHA TepalnMsa, Thil KaTO NMpH TaKWBa
MalMEHTH MPH MPHIOKEHHUE HAa ECTPOreHH Ca JOKJIaJABaHH PEAKH CITy4yau Ha 3HAYWTEIIHO TOBHIIIEHHE
Ha TUJTa3MEHUTE TPUTITHLIEPHU]IN, BOAEILO IO MMAHKPEATHT.

e EK30reHHUTE ECTPOreHU MOorar Ja MpeaAU3BUKAT WJIH BJIOIIAT CUMITTOMMW HA HAcJIeACTBEH W MPUAOOHUT
aHTHOEIEM.

e EcrTporenure noBumaBaT HUBOTO Ha THpoua-cBbp3Balus rinodymuH (TCI'), koeTo Boau 10 BHCOKH
HWBa Ha OOIIMA LMPKYyJIUpall THPOWAEH XOPMOH, YCTAaHOBEHO 4Ype3 H3MepBaHE Ha TPOTEHH-
cebp3anus iion (IICH), Ha T, (M3MepeHH 4pe3 KOJMOHEH WK paJauoO-UMYHOJIOTHYEH aHalIu3) WK Ha
T; (upe3 paaMo-UMYHOJIOTHYEH aHallM3). 3axBaljaHeTo Ha T3 € HaMaJleHO, KaTo ClIeJCTBHE Ha
nopuwieHus TCI. KoHuentpauuure Ha cBoboanure T; u T, ca HempomeHeHu. Jpyru cBBp3BallH
NMPOTEHWHU MOraTt na ObJaT NMOBHUIIEHUW B cCepyMa, T.e. KOpPTHKOWA-cBBbp3Bawua riodymuH (KCI),
cBBbp3BalUs riaodyinuH 3a nonoure XopMoHH (CITIX), koeTo Boau o0 MOBHINEHA LUPKYJIALMg Ha
KOPTUKOCTEPOMAU U TIOJIOBU XOPMOHM, CHLOTBETHO. CBOOOAHHUTE WM OMOJOrHYHO AKTHUBHHUTE
KOHLIEHTpPALMK Ha XOPMOHHUTE Ca HEMPOMEHEHHU. BH3MOXHO € MOBHUILIABAHETO U Ha APYTH IUIa3MEHH
MPOTEUHH (aHTHOTEH3UH/PEHUH cybcTpar, anda-1-aHTUTPUIICHH, LEepYJIONIa3MHH ).

e X3T ne nonoOpsaBa korHUTUBHATAa GyHKUMA. UMa W3BeCTHM AOKa3aTeNCTBa 3a MNOBUIIABAHE HA PUCKA
OT €BEHTYaJlHO pa3BUTHE Ha JEMEHLHA TPH >XXEHH, KOWTO 3anodBaT TMPOAB/DKHTEIHO JIEYEHHE C
koMObuHupana X3T wim X3T caMo ¢ ecTporeH cnex 65 roaviiHa Bb3pacT.

e [lauuMeHTKH c pelKu HAcneACTBEHH (OPMH Ha rajlakro3Ha HENnoHocUMocT, Lapp nakraseH aepuLMT
WJIK TTIOKO30-TallakTo3Ha ManabcopOuus He TpsOBa 1a mpuUeMar ToBa JIEKapCTBO.

[loBuineHu HuBa Ha AJIAT

[To BpeMe Ha KIMHWYHH HW3MUTBAHUA TIPH MAUHEHTH ¢ KOMOMHMpaHa cXeMa 3a JigHs
xenatut C ¢ oMOUTacBUp/MapUTanpeBUp/pUTOHABHP, CBC W 0e3 na3abyBup, MOBH VA H
noBe4Ye OT 5 MbTH Haja ropHara rpaHuua Ha Hopmata (I'TH) ce nabmonaBar 3HaghR:
YKE€HH, U3ION3BAIlM JIEKAPCTBEHU NMPOAYKTH, ChABbPXKAMIKH €THHWIIECTPAIHOI,
xopMoHalHH  KOoHTpauenTtuBd (KXK). OcBeH ToBa, M npd  nauydegrsy,:
rinekanpeBUp/mibpeHTacBUp, ca HabmoaaBaHu noBuieHH HUBa Ha AJIAT nipu xe§ oSERTIOT e Qa'r
JIEKapCcTBa, ChABpXKAIIA eTUHWIecTpaauos, kato Hamp. KXK. Tlpu xeHwu, Hanzﬁ . nekapc&.ﬁﬂn
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MPOAYKTH, CbABPXKALIKM €CTPOr€HH, pa3iMYHHU OT ETHHWIECTPaAMOJI, KaTO €CTpPaauoJl, CTEleHTa Ha
noBuieHH HUBA HA AJIAT e cxoHa ¢ Ta3u NMpH KE€HHU, KOUTO HE MPUEMAT HUKAKBH €CTPOr€HH; BBLIIPEKH
TOBa, MOpPaJ¥ OrpaHUYEeHHs OpOM KeHH, TpHEeMaIlH TE3H pa3IMdHH ECTPOTeHH, € HEOOXOAUMO MOBHILIEHO
BHUMaHHE Tpd €IHOBPEMEHHOTO TIpUJIOKEHWEe Ha KOMOMHMpaHa TeparneBTHYHA CXe€Mma ¢
oMOHTacBUp/NIapUTanpeBUp/pUTOHABHP, CbC MM 0Oe3 fga3abyBUp, KakTO M Ha cCXemMa ¢
rinekarnpeBup/nubpentacBup. Buxkre Touka 4.5.

KoMOKHHMpPaHOTO eCTporeH-nporecTareH JeyeH’ue He € KOHTPaLUENTHB.
4.5 B3auMojeiicTBHE ¢ IPYIrH JIeKAPCTBEHH NPOAYKTH H APYrH (popMH HAa B3aHMo/ielicTBHE
He ca npoBexx1aHu npoy4yBaHHUs 3a B3aUMOJIEHCTBHA.

EdukacHOCTTa Ha €CTPOreHH M MporecTareHu Moxe aa Obe HapylieHa

e MerabonU3MBT HA €CTPOreHU M IMPOrecTareHu MOXe Ja C€ TMOBHUIUM OT €IHOBPEMEHEH IMPHEM ChC
cyOCTaHLMM, U3BECTHM KaTO WHIAYKTOPH Ha JieKapcTBa-MeTabonu3upaliy eH3uMH, ocobeHo P450-
eHsaumutre 2B6, 3A4, 3AS5, 3A7, karo HanpuMep aHTUKOHBYJICAaHTH (Harp. ¢eHobapburan,
kapbaMa3zenuH, (QEHWTOMH) M aHTU-UH(PEKUHO3HH JiekapcTBa (Hamp. pudaMnuuMH, pupadbyTuH,
HEBHUITapHH, epaBUpEHL).

e PutroHaBUp ¥ HeIPUHABHP, BBIIPEKH Y€ Ca U3BECTHHU KaTO MOIIHU HHXHOUTOpH Ha CYP450 3A4, AS,
A7, nposBABaT Ka4ecTBa Ha HHAYKTOPH, KOraTo ce NMpUeMar 3a€JHO CbC CTEPOHAHHU XOPMOHH.

e PacTtuTenHM NPOAYKTH, ChAbPKALUMU XBJIT KaHTapuOH (Hypericum perforatum) moraTt aa HHIyUMpaT
MeTabonn3Ma Ha ecTporeHH M nporecrtoreHd ype3 CYP450 3A4 ner.

e KIMHHMYHO, MOBHUIIEHUAT META00IM3BM Ha €CTPOr€HH U MPOrecTareHu Moxke 1a IoBeje J10 HaMalieH
e(deKkT ¥ Aa NpoMeHHU Npoduia Ha KbpPBEHE Ha MaTKara.

Edekr Ha X3T ¢ ecTporeHy BbpXY JAPYrH JIEKAPDCTBEHHU MPOAYKTH

YcTaHOBEHO €, Y€ XOPMOHAJIHUTE KOHTPAlLENTHBH, ChABPXKAILM E€CTPOreHH, 3HAYMTE]IHO HaMassaBaT
UIa3MEHUTE KOHLIEHTpAallMM Ha JJaMOTPHMIHH, KOraTo ce mnpujiaraT eJHOBPEMEHHO, Nopaad WHAYKLHUA Ha
FMIOKYPOHUPAHETO Ha JIaMOTpPUTWHA. ToBa MOXe Ja HaMalli KOHTpOJia Ha TMPUCTBNWTE. BBIpeku de
MOTEHLHMAJTHOTO B3aUMOJAEHCTBHE MEXIY XOPMOHO3aMECTUTE/IHATa Tepanus W JIAMOTPUIMH HE €
MPOy4YBaHO, C€ OYaKBa Ja ChIIECTBYBa MOAOOHO B3aMMOIEHCTBHE, KOETO MOXKE Aa AOBEAE A0 HaMAJIABaHE
Ha KOHTpPOJIa Ha MPUCTBITUTE TIPH KEHH, ITPUEMALIH ABATa JIEKAPCTBEHU MPOAYKTa €AHOBPEMEHHO.

EcTporeHy Morar ia moBJuaaT MeTaboln3mMa Ha IPYTH JieKapcTBa

Ectporenute per se morar ga notucHaT CYP450 nekapcrBa-meTabo/IM3MpallliTe €H3UMH 4Ype3s
KOHKYpeHTHa HHXUOuumMs. ToBa TpaOBa 1a ce uMa npeaBua ocobeHo 3a cydbcTpaTH ¢ TeCEH TepaneBTHYEH
WHIEKC, KaTo:

e TakpoiuMmyc u ukiocnopuH A (CYP450 3A4, 3A3)

e ¢enrtanun (CYP450 3A4)

e TeodunuH (CYP450 1A2).

KnuHH4yHO TOBa MOXKE Ja J0oBelde 0 MOBMIIEHHWE Ha IUla3MEHWTe HHBA Ha 3acerHaTure cyOcTaHLMH 10
TOKCHYHH KOHLIeHTpaluHu. [To Ta3u nMpuYnHa MOHUTOPHPAHE HA JIEKAPCTBEHUTE HWUBA 3a MPOIBLKUTEIIEH
MepHoJ OT BpeMe Moxe Aa ObAe MoKa3aHO, KaKTO M HaMaJlsBaHe Ha Jl03aTa Ha TakpolauMyc, peHTaHu,
LIMKJIOCTIOPHH A ¥ Teo(UJIMH MOXKe J1a Obie HEeOOXOIUMO.

dapMakoAUHAMUYHU B3aUMOAECHUCTBUSA
[lo BpemMe Ha  KJIMHUYHM  M3NMTBAHUA C¢  KOMOMHHpaHa  TepaneBTHYHA  CXeéMa C
OMOHTacBHp/TIapUTaIpeBUpP/PUTOHABHP, CbC M Oe3 na3abyBHp 3a JieYeHHe Ha BUPYITEF '
nosuineHH HUBa Ha AJIAT mosede oT 5 MBTH HaJ ropHara rpaHdna Ha Hopmara (A |
3HAYUTEIIHO MO-YECTO MPH XKEHHU, WU3MOJI3BALUM JIEKAPCTBEHH NMPOAYKTH, CHABP .
kato Harp. KXK. [lpu xxeHu, usnon3saium jsekapcTBEHU MPOAYKTH, ChABPKALIIM /¢ t@
€THHWJIECTPAAHOJI, KATO €CTPaJMOIl, CTereHTa Ha noBuileHu HUBa Ha AJIAT e ¢kGaH?
KOUTO HE M3I0I3BAaT HUKAKBH €CTPOI€HH; BCE MakK, MOopaad orpaHU4eHus Opo

pPa3JIMdHH CCTPOICHH, € HEOOXOIUMO TIOBHIIIEHO BHHUMAaHHE IMMpH C€IHOBPEMCER 840

[PUI0XK %g‘ Ha

F



KOMOMHHpaHa TepaneBTHYHA cXeMma ¢ oMOMTacBUp/mapUTanpeBUp/pUTOHABUP, CbC WM Oe3 pa3abysup,
KaKTO M Ha CXeMa C TriieKarnpeBUp/miOpeHTacBUp (BXK. Touka 4.4).
4.6 @epTHIAHTET, OPEMEHHOCT H KbpPMEHe

@eMOCTOH KOHTH HE € MOoKa3aH Mpu OpeMeHHOCT. AKO BE3HUKHE OPEMEHHOCT M0 BpEME Ha Teparuara ¢
@eMOCTOH KOHTH, JIe4eHHEeTO TpsaOBa He3abaBHO Aa Obae NpekpaTeHo.

Pesynrature OT MOBEYETO E€MUAEMHMOJIOTHYHH MPOYYBAHUS KBbM JHEILIHA [1aTa, KOUTO CE€ OTHACAT [0
HEBOJIHA €KCITO3ULIMA Ha TUJT0Aa Ha KOMOMHALUK €CTPOreH-TIPOrecTareH, rmoka3Bar JIMIICa Ha TEPaTOreHEH
wik ¢erorokcuyeH edekr. Hama aocratbyHO AaHHM 3a ynotpeba Ha ecTpaaMoJl/AMAPOreCTEpPOH IpH
OpeMEHHH KEHHU.

KspMmeHe
@eMOCTOH KOHTH HE € MOKa3aH Mo BPEME Ha KbPMEHE.

4.7 EdexkTHn BbpXYy cnocoOHOCTTA 32 o HpaHe H padoTa ¢ MAIHHHA

®eMOCTOH KOHTH HE IMOBJIMSABA WU MMOBJIMABA HE3HAYMTEIIHO CIIOCOOHOCTTA 3a o(pUpaHe WK pabdoTa ¢
MaIlIHHH.

4.8 HexelanH JIeKapCTBEHH peaKkHH
Hait-yecto IOOKJIaIBaHUTE HEXENAaHW JIEKAPCTBEHW peaklMW TNpd TAaUMEHTH, JIEKYBaHH C
€CTpaJMo/IUAPOreCTEpOH B KJIMHMYHM  HW3MUTBAHHWA ca riaBobonue, kopemHa  0oJika,

001Ka/MyBCTBUTEIIHOCT Ha I'bpAUTE U 00JIKa B rbp0a.

CnenBamure HeXelaHUTe JICKAPCTBCHHU PCAKLIMHU Ca H&GIH{),I[&BHHH C HeécToTa, IMOoCOo4Y€Ha I10-40JIY IIO

BpeM€ Ha KJIWHHYHHU U3NMUTBaHUA (n=4 929):

MedDRA-0a3a MHoOro 4ecTH l;-l:(:'m lgeqeﬂﬂ l:’)e,mm

lIaHHH Ha cucTeMo- |(>1/10) >1/100 no <1/10) >1/1 000 no < >1/10 000 no

OpPraHHH KJIacoBe 1/100) <1/1 000)

Uudexunu 1 BarunanHa kaHaua03a

MH(peCTaLHH

HeoruazMu HapacTBaHe Ha

0OpOKayeCTBEHH, a3MepuTe Ha

[:l'[DKﬂlIECTBEHH U Eeﬁﬂmnoma

HeonpeaeIeHH (BKII.

KWCTH H TOJTUITH )

HapyuieHus Ha Eaphquscmmen

UMYHHaTa CUCTEMA OCT

[IcuXuyHU Ulenpecus, HEpBHOCT [loBusBaHe Ha

HapyLIEeHUS JITHOKUIOTO

HapyueHnus Ha [ maBobonue Murpena, 3amaiiBaHe

HEepBHATAa CUCTEMA

Crpaeynu MuokapaeH

HapyIIeHHS JBRPADKT .

ICbI0BM HapyIIEHUS BeHozeH 4 \S‘fv oo "75‘,%0
Tp{)MﬁOEMSOJI / 2550\

5% ...mﬁ S\

ICromaimnHo-uypeBHH |[KopemHa Oonka [['ajgeHe, noBpblaHe, \' A > |

HapyLIEeHUS ‘pnaTyneHums \ et >~ /

XenaroouIMapHH AOGHOpMHA e ‘Qr .
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HapyueHus Ha
KOXKaTa
MMOJIKOXKHATA ThKaH

HapymeHHs Ha
MYCKYJIHO-
KEJIETHaTa CUCTEMA
U Cb€AUHUTEIIHATA
bKaH
HapyLeHUs Ha
BB3MPOHU3BOANUTEIHA
Ta CHCTEMA H
rbpaara

YHKLIUA,
OHAKOra C
BJITEHULIA,
CTEHUS WU
epa3noJioKEHHE
KopeMHa 0oJika,
apylLIeHus Ha
IITBYHHUA MEXYD

AJIEpruyHHA KOXKHH
peakLuu (Hanp. oOpUBH,
VPTHKaApUA,ChpOex
bonka B rep0a

AHTHOEIEM,
BIOBA NMypnypa

bonka/qyBcTBUTEN [MEHCTpYaTHH
HOCT Ha I'bpAWTE [HApyLIEeHHUs (BKIIL.

MEHoOMnay3a, MeTpoparus
MEHOparus, OJIUro-
aMeHopes, HEpeNOBHa
MEHCTpYyaLHus,
TUCMEHOpEs ), Ta30Ba
DOJIKA, LIEPBUKAITHO
eueHHE

Ol HapyLIEHUS U
¢eKTH Ha MACTOTO

d MNPpHJIOKCHHC

HU3cnensaHus

ACTEHUYHHU ChCTOAHUSA
acCTEeHMs, yMOpa,
Hepa3noJ0KEHHE),
nepudepeH enemM

3allarBalllo KbpBEHE CleI[lIpeMeHCTpyalieH
, CHHAPOM

E’FDJ’IEMH BAHC Ha
PAHTC,

BCJIMYCHHUC HA

€JICCHOTO TErJo

dMaJICHHUC Ha
€JICCHOTO TErJIO

* 3a moBeye HHGOPMALIMA BIDKTE MO-0TY

PUCK OT pak Ha MJIEYHAaTa Ji€3a

e [loBumeH g0 2 MBTH PHCK OT AMArHOCTHIIMpaHE HAa paK Ha IbpjAaTa € JOKJIaABaH TpPH >XEHH,
nprUeMalq KOMOMHHUpaHa eCTPOTreH-MPorecTareH Tepamnus 3a NMoBeyve OT 5 TOAWHM.

e [loBHIIEHUAT PUCK MPH XXEHW HAa MOHOTEPAITMsA C €CTPOreHH € MO-HUCHK OT TO3M, HaOMoaaBaH MpH
’KE€HW Ha KOMOMHALIMK eCTPOreH-NporecTareH.

e HuBoTo Ha pHcKka 3aBHCH OT NMPOAB/DKMTEIHOCTTA Ha yroTpeba (BX. Touka 4.4).

e [IpencraBeHn ca aOCOMOTHH OLIEHKM Ha PUCKa, Bb3 OCHOBAa Ha pe3yJITAaTUTE OT HAW-roNsIMOTO
paHAOMH3UpPaHO Male0o-koHTponupaHo npoy4uBaHe (WHI-study) u Hal-roneMus Mera-aHajiM3 Ha
NEPCNEKTUBHUTE EIMHAEMHOJIOTHYHH MPOYyYBaHUA.

Hali-rojieMHST MeTa-aHAJIH3 HA MNEPCNEeKTHBHHTE EeNMHAEMHOJIOTHYHH NpoydyBaHHs — (OuakBaH
AONMBJIHHTEJIEH PHCK OT PaK HA r'bpJaTa cJjel S-roanmnaa ynorpeda npu xenun ¢ U'TM 27 (kg/m2)

Bb3pacT B
Ha4aJaoToO Ha

X3T (rogunm)

Yectora Ha 1 000
HUKOra He
npuemMamu X3T
»KE€HH 3a Haj S-
rOAUIIEH MEPHOL
50-54 rogunun) !

50 13,3 1,2 > 7 :

OTHoIIEeHUEe Ha
pHUCKa

JlommbTHUTETHH ¢
npuemaw X3T
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KomOnHanus ecTporen-nporecrarex
50 13,3 1,6 8,0

IB3eTo ot u3xoaHara yecrora B AHrnus npe3 2015 roguna npu xenu ¢ UTM 27 (kg/m2)
3abenexka: Twil KaTO OCHOBHATa YECTOTA Ha paka Ha I'bpJata ce pa3in4aBa B cTpanure ot EC, Oposr
Ha JOIMBJIHUTETHUTE CJTy4Yad Ha pak Ha I'bpAaTa ChLUO LIE Ce MPOMEHS NMPOMOPLIMOHAIIHO.

OugakBaH JONLJIHHTE/IEH PHCK OT pak Ha repaara cjea 10-roaumnaa ynorpeba npu xenn ¢ UTM

27 (kg/m2) L

YecTorana 1 000

Bias HUKOr'a He

Ha'-la]:nom o npueManu X3T OTHOIIEHHUE Ha HonmbmaurenHu ciyqyad Ha 1 000
*eHH 3a Haj 10- MCKa npuemamy X3T >xenu cien 10 roguHu

X3T (roguHn) e P P LK il a

FOJQMIIEH TIEPHO/
50-59 roguHun) 2

B TR R ¢ T T AR o RN SO s ok A
. |Kov6unauus ecrporen-nporectares

50 26,6 1,8 20,8

’B3eTo OT M3XO/IHATa YecToTa B AHIMs npe3 2015 roguua npu xenu ¢ UTM 27 (kg/m2)
3abenexka: THi KaTO OCHOBHATA YECTOTA HA paka Ha Ir'bpAara ce pa3inuyasa B cTpaHuTte oT EC, Oposr
Ha JOITBJIHUTETHUTE CITy4YaH Ha paK Ha rbpJlaTa ChUIO LIE CE€ MPOMEHSA MPONMOPLUOHAIHO.

IIpoyuBanus UnunnaTusa 3a xkencko 3apase (Women’s Health Initiative, WHI), CAIIl -
AONMbJIHHTEJIEH PHCK OT PaK Ha I'bpJaTa cJjel S-roauiHa ynorpeba

Br3pacTosa Yectora Ha 1 000 xxeHu Honbnaurenuu cirydau Ha 1 000
OTHOLIEHUE Ha
rpyna (roquHH) | B rmauedo paMoro 3a 5 npueMatuu X3T >xeHu 3a HaJ S
pucka & 95%CI <
| Han 5 FOAMHU L= | rOAWHA 05 /6CI_
. CEE e i|"-'.-'.' MOH(C Sahhuslis ‘
0.8 (0.7-1.0) -4

i
i

50-79 -6 —0)3
50-79 117 1.2 (1.0 - 1.5) [+4(0-9)

SWHI npoy4Bane npH >keHH Ge3 MaTKa, KOUTO He MOKa3BaT MOBHIIEH PUCK OT paK Ha rbp/aTa

! TIpu aHanu3, orpaHU4eH 10 XeHH, KOUTo He ca B3umanu X3T npeau npoyyBaHeTo, HE € UMAJIO
yBEJIHYEHUE HA BUIUMHS PHUCK MPE3 IIBPBHUTE MET NOAWHHU Ha JIEYEHHUE: ClIE 5 TOJAHHH PHCKBT € TO-
BUCOK OTKOJIKOTO NMpH HenpueMaiv X3T.

PUCK OT €eHJIOMETpHAJIEH KAapLIMHOM
ITocmmenonay3annu Jcenu CvC 3anasena Mamka

Puck®sT oT eHaoMeTpHalieH pak € okojo S Ha 1 000 >xeHM cbC 3ana3zeHa MaTka U HenpueMamu X371.

[Ipu xeHu ¢ Marka, ynorpebara Ha X3T caMO ¢ ecTporeH He ce NMpenopb4Ba, Thil KaTO TA MOBHIIABA
pUCKa OT EHIOMETpPHAJIEH pakK (BX. Touka 4.4).

B 3aBHCHMOCT OT TNpPOABIDKUTEITHOCTTA Ha TMpPHEMa Ha €CTPOreH MOHOTepanus W Jo3ara My,
MOBUILIEHUETO HA PUCKA OT EHIOMETPHAJIEH KapLMHOM MPH EMUAEMHUOJIOTUYHH TPOYyYB 80713

I'OAHHH.

JobaBsHETO Ha MporecTareH KbM €CTPOreH-MOHOTEparusa 3a Ha-Maiako 12
NpeAOTBpPaTH TO3M MoBHULUEH pucK. B npoyuBaHeTo Million Women Study yn
(cekBeHLMaITHA WM HenpekbcHaTa) X3T 3a 5 roawHW He € TOBMINWIA P
kapunHoMm (RR ot 1,0 (0,8-1,2)).



Pak Ha sYHUKA
[Ipunaranero X3T caMo ¢ ectporeHd wiM kKoMOWHHUpaHa ecTpareH-niporectareH X3T e cBBp3aHO ¢ JIeKO
MOBUILIEH PUCK Ja ObI€e NIHarHOCTHLIMPaH pak Ha si4YHHKa (BXK. Touka 4.4).

Mera-aHanu3 Ha 52 eMUAEMHOJIOTHYHU TMPOYYBAHMA, MOKa3Ba TMOBHUIIEH PUCK OT paK Ha AWYHHUKA TPH
XX€eHHU, KOMTO npuematr X3T kbM MOMEHTa, B CpaBHEHHE C )KEHH, KOMTO HUKora He ca npueManu X3T (RR
1,43; 95% CI 1,31-1,56). Ilpn xeHu Ha BB3pacT Mexay 50 u 54 rogunu, kouro mnpueMar X3T B
NMPOABL/DKEHHE HAa 5 NOAWHH, TOBAa BOAMW A0 | nonbiaHuTeneH ciay4dait Ha 2 000 nexyBanu. Ilpu >xeHn Ha
Bb3pact Mexay 50 u 54 roaunu, kouwro He mnpueMar X3T, 6u umano okosio 2 Ha 2 000 >xeHwH,
OUArHOCTULIMPAHHM C paK Ha SHYHHUKA 3a TIepHOJI OT 5 TOAWHH.

Puck OT BeHO3€H TPOMO0eMOOIH3BM

X3T e cebvp3aHa ¢ 1.3-3-MBTH MOBUILEH OTHOCHUTENIEH PUCK OT pa3BUTHE Ha BEHO3EH TPOMOOEMOOIH3IBM
(BTE), T.e. nnnboka BeHO3Ha TpoMbo3a unu OenoapobeH emOonmu3sM. [TosBara Ha TakoBa chrOUTHE € MO-
BEpOATHA Ipe3 mbpBaTa roadHa ot npueMa Ha X3T (Bx. Touka 4.4). IlpeacraBeHu ca pe3ynaTature oT
npoy4yBaHusTa WHI:

WHI npoyuyBanus — nonbjanutesieH puck or BTE npu ynorpe6a nan S ronunun

Bw3pacToBa Yecrora Ha 1000 xenu B | Ilporopums Ha JIOMBITHUTENTHH CITy4Yau Ha
rpyna (roJMHH) rutauedo pamoto 3a Hag S | pucka U 95%CI 1 000 maumeHTH,
rOAUHU npuemanu X3T

e e

50-59 1,2 (0,6-2,4) 1 (-3-10
. F"-, H -I‘ % _ " T I 4 h " . .. 1 ‘ Al o Aipe et ' o " k i = AL N e
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50-59 4 T [23(12-423) 5(1- 13)

Puck oT ucxemMuyHa 60JIeCT Ha CHPLETO

PuUckbT OT HMcxeMHYHa OoNnecT Ha CHPLUETO € JIEKO TOBHINEH TPH XeHH Haa 60 roauHH, NMpHEeMalIH
koMOHHHUpaHa ecTporeH-nporecrared X3T (Bxk. Touka 4.4).

PUCK OT HCXEMHUYEH UHCYJIT

YnorpebaTra Ha €CTPOreH CaMOCTOSTENIHO W eCTPOreH-MporecTareH Tepanus ce CBbp3Ba ¢ A0 1,5 mbTH
MOBHUIIEH OTHOCUTEJIEH PUCK OT HCXEMHYEH HHCYJT. PUCKBT OT XeMoparudeH HHCYJIT He Ce MOBHIIAaBa 110
BpeMe Ha npuiioxkeHuero Ha X3T.

OTHOCHTETHUAT PUCK HE 3aBUCH OT BB3PacTTa MJIHM MPOAB/DKHUTETHOCTTA Ha ynorpeba, HO Thi KaTo
M3XOJHHUAT PUCK € CHIIHO 3aBUCHM OT BB3pacTra, OOIMAT PUCK OT UHCYJIT MPH XKEHHU, KOUTO MpHeMar
X3T wme ce noBuInaBa ¢ Bb3pacTra (BXkK. Touka 4.4.).

rogumHa ynorpeba

‘ He e npaBeHa pa3iMka MeXIy HCXeMHYEH U XeMoparudeH HHCYIIT




| Yectora Ha 1 000 sxeHH B | TombIHUTENHHM clyyan
Bw3pacroBa rutanebo pamoro 3a Han S | OTHOWIEHUE Ha Ha 1000 nanueHTH,
| rpyna (roauHuU) rOAUHH pucka ¥ 95%Cl npueManu X31 Hag S
| rOAUHH
| 50-59 ‘ 8 1.3(1.1-1.6) 3 (1-5)

JIpyry HexelnaHW peaklM, JOKJIaJIBAHH BBB BPB3Ka C JICYEHHETO C €CTPOreH-IPOrecTareH
(BKJI. €CTPaZANOI/AUAPOreCTEPOH)

Heonnazmu — 0obpokauecmeenu, 310xauecmeenu U HeonpeoeneHu

EcTporeH-3aBUCUMH HEOIUIa3MH, KaKTO JOOpOKaYeCTBEHHU, Taka U 3JIOKAYECTBEHH, HATIp. €HAOMETPUAJIEH
paK, paKk Ha SHYHULMTE. YBEJIMYEHUE Ha pasMEpHUTE Ha 3aBUCUMMTE OT MpoOrecrareH Heoria3Mu, Harp.
MEHUHTHUOM.

Hapywenua na kxpvema u qium@nama cucmema
XeMOJIMTUYHA aHEMUA

Hapywenua na umynnama cucmema
CHUCTEMEH JTYITYC EpUTEMATO3YC.

Hapywenusa na memaboauzma u xpanenemo
XUNepTPUTITULEPHAEMHUS.

Hapywenusa na nepenama cucmema
BeposTHa neMeHUMA, Xoped, ek3auepdauus Ha enuIencus

Hapywenua na ouume
H3ocTpsaHe Ha KOPHEATHUS BI'bJl, HEMOHOCUMOCT KbM KOHTAKTHH JIeLH

Cv0o8u Hapyuwienus
AptepuaneH TpoMO0eMbOTH3BM

CmomauiHo-4peeHU HapYule Hus
[lankpeaTHT (TTPH XKEHHU CHC CHIIECTBYBALLA XUIIEPTPUTITHLIEPUAEMHUSA )

Hapywenusa nHa kodcama u noOKOICHAmMa movKau
Epurema Mmyntudopme, epurema HOZO3YyM, XJI0a3Ma WM Mejla3Ma, KOUTO MOTaT Ja MepCUCTUpAT | cliel
CrIMpaHe Ha JIEYEHUETO

Hapywenusa na MyckyIno-ckeremiama cucmema U CbeOUuHUmeIHama muKaH
KpaMmri Ha 10JTHH KpaiHULIH

Hapywenus na 6v6peyume u nukoyHume nvmuya
HMHKOHTHHEHLIUS Ha YpUHA

Hapywenus na 8vb3npouzsooumennama cucmema u 2vpoama
®ubpokucTo3Ha OonecT Ha I'bplaTa, €po3Ksa Ha IIHHKATa Ha MaTKaTa

Bpooenu, pamunnu u cenemuunu HapyuieHus
Bnowasane Ha nopdupus

Hzcnedsanus
O610 NoBUIIEHHE HA HUBaTa HA THPOUJIHUTE XOPMOHH.

CrobiaBaHe Ha MoAO3HPAHH HEXKCIIAHH PCAKILIHH
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Cno011aBaHETO Ha MOAO3HMPAHU HEXEJIaHW peakllMM Clie] pa3pellaBaHe 3a ynorpeba Ha JieKapCTBEHMs
NMPOAYKT € BaKHO. ToBa MO3BOJIABA Ja TPOABIKA HAOMIOAEHHUETO HAa CHOTHOLIEHWETO T10J13a/pUCK 3a
JIEKApCTBEHUA MPOAYKT. OT MEOWLIMHCKUTE CIELIMAJIMCTH CE€ U3MCKBA Ja chOOIIaBaT BCsAKA MOAO3UpPAHA
HexXellaHa peakLMs Ype3 HallMOHAJIHAa CUCTEMA 3a ChoOLIaBaHe:

M3nbaHUTENIHA areHU U 10 JleKapcTBara
yi. ,,JlamsH ['pyeB” Ne 8
1303 Codus

Ten.: +35 928903417
yebcaiiT: www.bda.bg

4.9 IIpeno3upane

U ecTrpanwon, W IMAPOreCTEpOH ca CyOCTAaHUMM C HHMCKAa TOKCHYHOCT. CHMITOMHM KaToO TaJeHe,
NoBpblIaHe, YYBCTBUTEJIHOCT Ha rbpjaTa, 3aMmaiiBaHe, KOpeMHa 0o0Jka, CbHJIMBOCT/yMOpa M OCTaTBYHO
KbpPBEHE MOraT J1a Bb3HUKHAT B CIIy4ad Ha npeno3upaHe. Majiko BepOSTHO € [a C€ HAJIOXKH cnelMPHUIHO
CUMITTOMATHYHO JieyeHHe. [ openocoyeHaTa HHGOpMaLMA ce OTHACA U 3a MpeAo3UpaHe MpH Aela.

5. ®APMAKOJIOT'MTYHA CBOUCTBA
S.1 PapMakoAHHAMHYHHE CBOHCTBA

dapMakoTeparneBTHUYHA Ipyna: Y po-reHuTajlHa CHCTEMA U MOJIOBH XOPMOHHM, MPOreCTareH! U eCTPOreHH,
¢uxcupanu komObuHauuu, ATC koa: GO3FA14.

EcTpaauon _

AkTHBHaTa BellecTBo |7B-ectpanuon, € XUMHUYHO U OMOJIOTMYHO MWAEHTHYHO C €HAOIM€HHWs YOBELUKH
€CTpagHoll.

Toii 3amMecTBa 3arybaTta Ha eCTporeHHa NpoAyKiLHs B MEHONay3aJIHH XXEHH ¥ 001eK4yaBa MEHOMAay3aJIHUTE
CUMITTOMH.

EcTporenure npeanassar ot 3arybda Ha KOCTHO BELUECTBO CJIE] MEHOIAay3a WK OBapPHEKTOMMA.

HuaporectepoH

JluaporecTepoH € TIepOpPalHO AaKTUBEH T[IporecTareH, WMail aKTHBHOCT, CpaBHHMa C Ta3d Ha
MapeHTEPAITHO MPHUJIIOKEH MPOreCTEPOH.

TBH KaTo eCcTpOreHuTe MOANOMaraT pacTe)ka Ha €HIOMETPUYMa, JIWINcara Ha NMPOTUBOJAECHCTBHE HA TAX
MOBUILABA PUCKA OT EHAOMETpHAJIHA XHUIepruia3us U pak. JJoOaBsHeTO Ha nNporecrareH B rojiiMa CTerneH
HaMaJisBa UHAYLIMPaHUSA OT €CTPOr€H PUCKa OT €HJAOMETPHAIHA XHUIIEPIUIa3Us MTPHU HE-XUCTEPEKTOMHUPAHU
XKEHH.

J[aHHM OT KIMHWYHH U3MUTBAHUA
e (OO6nexyaBaHe Ha CUMITTOMHMTE Ha €CTPOreHEeH Ae(PHULMT ¥ BHAA Ha KEPBEHETO
¢ (OO6nekyaBaHe Ha MEHOMNAY3aJTHUTE CUMITTOMH, ITOCTUTHATO ITbPBUTE HAKOJIKO CEAMHULIM OT JIEYEHHETO

AmeHopes ce HabmonaBa npu 88% ot keHure mo Bpeme Ha Meceur 10-12 ot neyenwe. HepenoBHo
KbpPBEHE W/WIIM 3aUaliBaHE 10 BpEME Ha IMbPBUTE 3 Mecela OT JTeYeHHUETO ce nosBsaBa B 15% ot xeHuTe U
npu 12% ot xxenure no Bpeme Ha Meceuu 10-12 ot neyeHuero.

[IpodunakTHKa Ha OCTEONOpO3aTa
JepuuuTsT Ha €CTpOoreH no BpeMe Ha MEHOoMay3aTa € CBbp3aH C MOBULIEH K@ET{H
HaMaJsBaHE Ha KOCTHAa Maca. EQeKThT Ha ecTpOoreHMTe BBPXY MHHEpallHaTa MR

n030-3aBUCKUM. M3rnexnaa nporekuusaTa € eeKTUBHA TOJIKOBA ABJIINO KOJIKOTO |:-. I
Cnen npekparsaBaHe Ha X3T, kocTHaTa Maca ce rybM B cTeneH, noJoOHa Ha Ta3H NpRHE




JlokazarencTBara ot npoyuyBaHero WHI u Mera-aHanu3MpaHW H3NMMTBaHUA I[10Ka3BaT, Y€ TEKyllaTa
ynorpeba Ha X3T, caMOCTOATETHO WM B KOMOMHALMA C MPOreCcTareH, NMpUIOXKEHa Ha MPEAUMHO 3/IpaBH
K€HH, HaMmaJjisBa pHUCKa OT (pakTypd Ha IOMiKaTta Ha OeagpeHaTa KOCT, Ha TMPEUUIEHUTE U IPYyrH
ocTeonopo3Hu ¢paktypud. X3T moxke cbino aa npodunaktipa GpakTypuTe NMpPH KEHH C HUCKA KOCTHA
TUTBTHOCT W/MJTH C YCTAHOBEHA OCTEOIOp03a, HO A0KA3aTeJICTBaTa 3aTOBa Ca OrpaHHYEHH.

Cnen eQHOroAMILHO JieYEHHUE, MOBUIIIEHHETO HAa MUHepallHaTa KocTHa mibTHOCT (MKII) Ha nymOanHus
rpbbHak e okono 4,0% = 3.4 % (cpeano = SD). 90% ot xkenute, MKII ce yBermuaBa uim ce 3amna3ea 1o
BpeMe Ha jedyeHHeTo. @emocToH KOHTH UMa edekT U BbpXy MKII Ha Geaporo. IloBuluenuero cnea eana
roauHa JiedeHue ¢ @emMocToH KOHTH 1 mg/5 mg e 1,5%+4,5% (cpeano £ SD) Ha muiikaTa Ha OegpeHaTa
kKocT, 3,7%+6,0% (cpeamHo = SD) Ha TpoxaHTtepa W 2,1%+7,2% (cpeaHo £ SD) Ha TpUBIbIIHMKA HA
Wards. IIpoueHTBT xkeHHU, KouTo 3ana3BaT uiM yBenuuaBsaT MKII B Tpute OeapeHu 30HU Cliell JIEYEHUE C
®emocToH KOHTH | mg/5S mg e 71%, 66% u 81%, cvoTBETHO.

5.2 PapMaKkOKHHETHYHH CBOHCTBA

Ecmpaoduon

AGcopbuus
A6copOuMaTa Ha ecTpaJHoJl 3aBHCH OT rOJIEMHHATa Ha YaCTHULIMUTE, MUKPOHHU3UPAHUSAT €CTPATUON Ce

pe3opOHpa JIECHO OT CTOMALUIHO-4YpeBHUA TpakT.Cneasawara Tabauvua npeacraBs CPEIHOTO PaBHOBECHO
CBCTOSHHE Ha (papMaKOKHHETHYHHUTE napaMeTpu Ha ectpaauoi (E2), ectpon (E1) u ectpon cyngar (E1S)
3a BCAKA J03a MUKPOHU3MpPaH ecTpaauol. JJaHHUTe ca npeACTaBeHH KaTo CpeaHH CTOWHOCTH (SD).

| Ecrpaanoa 0,5 mg
[lapameTpn ___E2 _ El [TapameTpu E1S
Cmax (pg/ml) | 34,8 (30,4) 182 (110) _ Cmax (ng/ml) 6,98 (3,32)
Cmin (pg/ml) - B - | - -
Cav ml 21,5 (16,0) -~ - -
AUC,, 516 (383) 2959 (2 13)5) AUC,., 82,0 (42,6)

CnenBamara Tabnuua npeacraBs CpeIHOTO PaBHOBECHO ChCTOSHUE Ha (papMaKOKHHETHYHHUTE NapaMeTpH
Ha ectpaguon (E2), ectpoH (E1) u ectpon cyndar (E1S) 3a Bcaka no3a MUKPOHH3HWpaH €CTpaIMoll.
JlaHHHTE ca NnpeacTaBeHU KaTo CpelHU CTOMHOCTH (SD).

Ectpaanoa 1 m
Ilapamerpu F E2 | El ] [TapameTpH E1S
Cmax (pg/ml) 71 (36) * 310 (99) | Cmax (ng/ml) 9.3 (3,9)
Cmin (pg/ml) [ 18,6(9.4) 114 (50) Cmin (ng/ml) 2,099 (1,340)
Cav (pg/ml) 30,1 (11.0) 194 (72) Cav (ng/ml) 4,695 (2,350)
AUC.,4 (pg.h/ml) 725 (270) 4767 (1 857) AUC.y4 (ng.h/ml) 112,7 (55,1)

Cnensamara TabMLa NpeACTaBd CPEAHOTO PABHOBECHO CHCTOSHHE Ha (papMaKOKMHETUYHHUTE MapaMeTpH
Ha ectpaguon (E2), ectpoH (E1) u ectpoH cyndar (EI1S) 3a Bcaka g03a MHUKPOHM3MpaH €CcTpaauol.
JlaHHUTE ca NMpeacTaBeHH KaTo CpeaHU CTOMHOCTH (SD).

Ecrpaanoa 2 mg _
Ilapamerpu E2 El IlapameTpHn
Cmax ml 103,7 (48,2 622,2 (263,6 Cmax (ng/ml 60, (16
Cmin 48 (30) 270 (138) |  Cmin (ng/ml) W"}\\
Cav 68 (31 429 (191) Cav (ng/ml) [/ F/ SABIROEP \\
AUCg.,4 (pg.h/ml) | 1619 (733) 10 209 (4 561) AUCq.,4 (ng.h/ ILEHQW,R“\

PaznpeneneHue




EcTporeHutre ce HaMMpaT WIM HECBbp3aHHM, WM cBbp3aHU. Okono 98-99% or nmoszara ecrpaguon ce
CBBbP3Ba C MJIa3MEHUTE NMPOTEUHH, OT KOUTO 0KOoJIO 30-52% ¢ annbymuH u okono 46-69% cbe cRbp3Balus
MOJIOBUTE XOPMOHH TITO0YJIHH.

buoTrpaHcdopmauus

Cnen mnepopaleH TpHEM, €CTpaguHosl ce MeTaboJIM3Mpa €KCTEH3WBHO. [71aBHUTE HEKOHIOTMpaHU |
KOHIOTMpaHH MeTabOoJIMTH ca eCTPOH U ecTpoH cyiidar. Te3sn mMeTradOMUTH MoraTr aa AONPHUHECAT KbM
€CTPOr€HHaTa aKTHBHOCT, AMPEKTHO WM Clel NpeBpbllaHe B ecTpaauoll. ECTpoH cyndar Moxe na
MPeMHUHE EHTEepOXEeraTaiHa LIMPKYJIaLus.

EnuMHUHHUpaHe

B ypunHaTa rnaBHUTE MeTa0OJHMTH ca TIIIOKOPOHHUIWTE Ha ecTpoHa W ectpaauosia [lomyxMBOTBT Ha
enTuMUHUpaHe e Mexay 10 ul6 ygaca.

EcTporenure ce cekpeTupar B KbpMaTa Ha KbpMa4yKHTE.

JIuHEeMHOCT/HETUHEHHOCT

Cnen exenHeBeH nepopajieH npueM Ha @OeMOCTOH KOHTH, €CTpaauoOJl JIOCTHra paBHOBECHHU
KOHLIEHTpALMH CJie] OKOJIO S IHH.

KaTto usano, paBHOBECHUTE KOHLIEHTpALIMK ce AocTturar 3a 8 1o 11 aHu cnen Ha4yal0TO Ha MpUeEMa.

LluopocecmepoH
AbcopOums

Cnen nepopajieH npueMm, avaporectepoH ce abcopbupa Obp30o ¢ Tmax mexay 0,5 u 2,5 yaca.
AGcomoTHaTa OMOHAIMYHOCT Ha auaporecTepoH (mepopanHa ao3a ot 20 mg cnpsMo 7,8 mg
WHTpaBeHO3Ha UH(Y3U1) € 28%.

Cneapaiuiara Tabnuua npeacrass MpeacTaBs CPEAHOTO PABHOBECHO CHCTOSHME HA JapMaKOKMHETHYHHUTE
napameTpu Ha auaporectepoH (D) w muxuapoauaporecrepoH (DHD). JlaHHuTe ca mpeacraBeHH KaTo
cpeaHH cToOMHOCTH (SD).

Auaporecrepon 2,5 mg
HaEaMﬂE D | DHD
Cmax (ng/ml) 0,759 (0,313) 18,9 (7,22)
Cmin (ng/ml) 0,0309 (0,0209) | _ -
Cav (ng/ml) 0,117 (0,0455) -
' AUCn_Igng h/ml) 2,81 (1,09) 90,4 (44,1)

Cnenpamara Tabnuua npeacraBs NpeACTaBs CPEJHOTO PaBHOBECHO CHCTOSHME HA (hapMaKOKHUHETUYHUTE
napameTpd Ha auaporectepoH (D) uw muxuapoauaporecrtepod (DHD). /laHHuTe ca mpeacrtaBeHH KarTo
CpeaHH CTOHHOCTH (SD).

~ HApPOrecTEpOH S Mg
IlapamerpH D _ DHD
Cmax (ng/ml) 0,90 (0,59) 24,68 (10,89)
AUC, (ng.h/ml) 1,55 (1,88) 98,37 (43,21)
AUC;;¢ (ng.h/ml) - 121,36 (63,63)

CnenpamaTa TabjiMua npeacTaBs NpeacTaBs CPeIHOTO PaBHOBECHO CHCTOSHHUE Ha (a /, AROKHAEE
napaMeTpu Ha auaporectepoH (D) u muxuapoauaporecrepoH (DHD). JlaHHUTE 28, K
cpenHu ctoiHOCTH (SD).

IHE mﬂl

[Inaporecrepon 10 mg

[TlapameTpH _ . L D \E. LD ..‘-* —!E‘
Cmax (ng/ml) 2,54 (1,80) “iﬂ" ﬁ) o




Cmin (ng/ml) 0,13 (0,07) 3,70 (1,67)

Cav (ng/ml) 0,42 (0,25) 13,04 (4,77)

AUC,.. (ng.h/ml) 9,14 (6,43) 311,17 (114,35)

PasnpeneneHue
Cnen WHTPaBEHO3HO MPHUJIOKEHUWE HA AUIAPOreCTEpPOH PAaBHOBECHHUAT 00€M Ha pa3npelesieHHE € OKOJIO

1400 1. ﬂHﬂpOFﬁCTEpDH A JUXHOPOOAHAPOIreCTCPOH Ca CBBP3dHH C ITUIASMCHHUTC INMPOTCHHH B IMOBCHE OT
90%.

buotpaHchopmaLms

Cnen nepopaiHO NpUJIOKEHHUE, NUAporecTepoH 0bp30 ce metabonusupa o DHD. HuBara Ha ocHOBHMA
aktuBeH MeTtabomut 20 a-auxuapoauaporectepod (DHD) mocturat nmukoBM kOHUeHTpaumu okono 1,5
yaca ciaen npuema. Ilnazmenure HuBa Ha DHD ca 3Ha4YuTENHO MO-BUCOKH B CpaBHEHHUE C JIEKAPCTBOTO-
maiika. OtHomeHusTa AUC u Cmax Ha DHD xbM auaporecrepoH ca okono 40 U 25, CbOTBETHO.
CpenHuaT KpaeH Moay>kMBOT Ha auaporectepoH U DHD Bapupa mMexnay 5 no 7 u 14 po 17 uaca,
cboTBeTHO. OOl1laTa Yyepra Ha BCUYKU MeTabOJIMTH € 3aabpkaHeTo Ha 4,6 diene-3-one KoHpUrypauusTa
Ha JIEKapCTBOTO-Maika M jumcaTta Ha |7a-xunpokcundpane. ToBa oOSCHABaA JTMIIcaTa Ha €CTPOTr€HEH W
aHAPOreHeH €PEKT Ha AUIPOreCTEPOH.

EnuMuHHMpaHe

Cnen nepopanHa ynotrpeba Ha MapKupaH AWAPOrecTepoH, cpeaHo 63% OT no3ara ce eKCKpeThpa B
ypuHata. O0mAT riasMeH KIMpsHC € 6,4 1/min. Exckpenusara 3asbpiBa 3a 72 yaca. DHD ce Hamupa B
ypHUHaTa MpeAUMHO KaTO KOHIOTaT Ha IIIOKYPOHOBAaTa KUCEJIMHA.

JIuHelHOCT/HETHHEMHOCT

dapMakOKHHETHKHTE NPH eJUHWYHA U MHOTOKpAaTHA J103a ca JIMHEapHHW NMpH NepopaieH NMpHeM Ha J103a B
uHTepBana ot 2,5 1o 10 mg. CpaBHeHMs Ha KMHETHMKAaTa Ha eAMHHYHA U MHOTOKpaTHA J103a MOKa3Bar, 4e
¢apMakokuHeTHKaTa Ha auaporectepoH U DHD He ce mpoMeHs B pe3yiTaT OT MOBTapsAll CE NMPHEM.
PaBHOBECHH KOHLEHTPALIMHK C€ JOCTUraT clell 3 IHH JICYEHHE.

5.3 IIpeak/IHHHYHHE JaHHH 32 0e30MaCHOCT

He chluecTByBaT NpeaKIMHUYHHU JaHHH 3a 0€30IMaCHOCT OT 3HAa4Y€HHE 3a MPEANUCBALIUSA 10 OTHOIIEHHE
Ha MaLUMEHTCKATa TapreTHa romyjaauus, KOUTO Ja ca JOIMBIIHUTEIHA KM TE3U, KOUTO BeUe ca BKIFOYEHU
B IPYrUTE TOYKH HA KpaTKaTa XapaKTepUCTHUKA Ha MPOAYKTa.

OueHka Ha pucKa 3a okoioHarta cpesa (ERA):

To3u nekapcTBeH NPOAYKT MOXE Ja MpeAcTaBisBa PUCK 3a BoAHaTa cpena. JIekapcTBaTa, KOUTO Bede He
ca HeoOXoawMH, He TpAOBa Za ce M3XBBPIAT B KaHAIM3ALUMATa MIM B OHTOBHUTE OTNAIBIIH.
Hewusnon3BaHUAT JIeKapCTBEH MPOAYKT WIK OTNAaAb4YHUTE MaTepHalu OT Hero TpAOBa Ja ce U3XBBLPJIAT B
CHOTBETCTBHE C MECTHUTE W3HUCKBAHUS WIIH J1a C€ BbPHAT B alTeKara.

6. OAPMAIIEBTHYHHA JAHHHA

6.1 CnHCcBLK HA NOMOIIIHHUTE BellecTBa

CuplLieBHHA HAa TaOIETKUTE

JlakT03a MOHOXHApAT

XHnpomeJsiosa

[lapeBM4HO HHUlLECTE

CunuuueB DIUOKCH, KOJIOUEH, 0€3BOIEH
MarnesueB cTeapar

@OUIMOBO MMOKPHUTHE
Twuranor guokcua (E171)
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YepaeH xene3eH okcua (E172)
Kwart xene3zeH okcua (E172)
Xunpomenosa

Makporon 400

6.2 HechbBMEeCTHMOCTH

Hsama naHHu.

6.3 Cpok Ha rogHocT
3 rOAHUHH.
6.4 Crnenunajinu yc/IOBHS HA CbXpaHEeHHE

To3u nekapcTBeH NPOAYKT HE H3UCKBA ClELMAIHH YCJIOBUS Ha CbXpaHEHME.
6.5 BHa H chAbLpKAHHE HA ONAKOBKATA

Tabnerkure ca mocraBeHM B ONMCTEPH, BCEKM OT KOWTO ChAabpxka 28 Tabnerku. brucrepure ca
HanpaBeHH oT PVC/PVDC wnu PVC-¢punmM 1 ca MokpuTH ¢ alrfyMHHHEBO (HOITHO.

6.6 CrnenHajHH NpeAnasHH MepPKH NPH H3XBBLPJISHE
To3u nekapcTBeH MPOAYKT MOXE Ja INpeAcTaB/iiBa PUCK 3a BoJHaTa cpena. JlekapcTBaTa, KOMTO BeUe HE
ca HeoOXxoaumHu, He TpaAOBa Ha ce M3XBBPJAAT B KaHAJW3aUMATa UMW B OWTOBHTE OTMAIBLIM.

Heusnon3saHusat JCKApPCTBCH I[IPOAYKT HJIK OTNAABbYHHUTE MATCPHAJIK OT HEIO T'pﬂﬁBﬂ Ha CC HU3XBDBPJIAT B
CBOTBCTCTBHEC C MCCTHHUTEC H3IUCKBAHHWA UITH J1d C€ BBPHAT B alITCKATA.

7. IMPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBA

Theramex Ireland Limited
3rd Floor, Kilmore House,
Park Lane, Spencer Dock,

Dublin 1, D01 YE64

Hpnanaus

8. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

20020391

9. JAATA HA ITBPBO PA3ZPEINABAHE/ IOAHOBSABAHE HA PASPEIIEHHUETO 3A
YIIOTPEBA

Jlara Ha nMbpBO pa3pewmaBane: 20 mai 2002
JaTa Ha nocneaHo noaHosaBaHe: 03 {exkemBpu 2007

10. JATA HA AKTYAJIMPAHE HA TEKCTA

03/2024




