o 0.8 55 DN
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1. UME HA JIEKAPCTBEHMUA ITPOAYKT

®emocTOH KOHTH 1 mg/S mg dunmMupanu tabieTkH
Femoston conti 1 mg/5 mg film coated tablets

5 KAYECTBEH U KOJIMYECTBEH CbCTAB
Becaka Tabnerka cwpabpka 1 mg 17B-ectpagmon xemuxuapar (estradiol hemihydrate) m 5 mg
auaporectepoH (dydrogesterone).

[IomMomHM BelIeCTBa C U3BECTHO JICHCTBUE: JIAKTO3a MOHOXHIPAT.
3a IbJIHUA CIIMCBK HA NMMOMOIIHUTE BEILECTBA, BUXKTE TO4YKa 6. 1.

3. JJEKAPCTBEHA ®OPMA

dunMupaHu TaOJICTKH.
Kpbrim, ABOMHOU3ITBKHAIM TAONETKH, € 1maMna ,,379” ot eaHara crpaHa.
C uBsaT Ha ceomra 1 mg/S mg Tabnerku.

4. KJAHUYHUA JAHHHA
4.1 TepaneBTHYHH NOKA3AHUSA

XopmoHo3amecTuTenHa Tepanus (X3T) npu CHMOTOMH Ha €CTPOT€HOB AS(PHULMT NPH NOCTMEHONAY3aIHH
XEHHM Hah-Manko 12 Mecena oT nmocneHUs MEHCTPYAJIEH LIMKBIIL.

IIpodpunakTuka Ha OCTEONOPO3aTa NPH MOCTMEHONAY3aJIHH KEHH C BUCOK PHUCK 3a ObAemM QpaKkTypH,
KOMTO Ca C HEMOHOCHMOCT KbM HJIM Ca C IPOTHUBOIIOKA3aHHA 3a IPHIOKEHUETO HA PYTH JIEKAPCTBEHH
NPOAYKTH, OH0OpPEHH 3a NpodHIaKTHKA Ha OCTEONopo3ara.

OnUThT B JICYEHUETO HA JKEHHU HaJ 65-roMIlIHA BB3PacCT € OTPaHHUYEH.

4.2 JI03MpPOBKA H HAYHH HA NMPHJIOKEHHE

3a nepopasHO MPHUIIOKEHHE

3a NpoABDKUTEIHA KOMOMHMpaHa Teparmus.

EcTporeH u nporecrareH ce rnpuiaraTt BCEKH JieH 0e3 npekbcBane. J[o3upoBkara € eHa tabiaeTka JHEBHO
3a 28 THEBCH LIMKBIL.

POeMOCTOH KOHTH TpHGBEl Ad CC IIpHUCMA ITPOABIDKHTCIIHO, oe3 I[IPCKBCBAHC MCXK]Y OIIAKOBKHTC.

3a Ha4yaJI0 ¥ NIPOAB/DKABAHE HA JICYEHHETO Ha IOCTMEHOINay3alHUTE CHMIITOMH TpsiOBa /1a ce mpuiiara Hai-
HUCKaTa e(pEKTUBHA 1103a 32 HAU-KpAaTbK nepuoj (Bx. Touka 4.4).

HenpexkbcHaTOTO KOMOMHHMpAHO JIeueHHE ¢ PEMOCTOH KOHTH MOXKE JIa 3aII0YHE B 3aBH
ClIel MEHOIIay3aTa U T€XKECTTa Ha CUMIITOMUTE.

B 3aBHCHMOCT OT KIMHUYHHUS OTTOBOP, /I03aTa MOXe J1a Ob/Jie alanTHpaHa BIIOCIE]C



ITaneHTH, KOUTO IPEMHHABAT OT APYTa NMPOXB/KUTENHA CEKBEHIIMATHA WIK LIMKANYHA Tepanua Tpadsa
1ia 3apLpIIaT 28 JHEBHUS IIMKDBJ M TOrapa Aa MpeMHHAT KbM DEeMOCTOH KOHTH.

[[aimenTH, NpeMUHaBan¥ OT NMPOALIKKTEIHAZ KOMOHHMpaHA Tepanusd MOraTt Ja 3allOUHAT JIeUeHHe Io
BCAKO BpPEME.

AKO ce IpoImycHe 1033, T4 TpAOBa Za ce MpHEMe KOJIKOTO € Bb3MOXHO MO-CKOpPO. AKO ¢a MHHAJIM NIOBEYE
oT 12 gaca, nedyeHneTo TpaAbBa Ia IpOIBLIDKH CBC clenpaniaTa rabnerka 6e3 na ce npuema 3abpaBeHara

Tabaerka.
BeposTHOCTTa 32 BHE3AITHO KEPBEHE HIIH 3alIalIBAHE MOXKE a CE YBEIHIH.

®eMOCTOH KOHTH MOXE J1a Ce NMpUeMa He3aBUCHMO OT IIPHEMA HA XpaHa.

[legMarpyuyHa DOMYAaLMs
Hama npuinoxvMH II0Ka3aHHA 3a ynorpeda Ha PeMOCTOH KOHTH B NEAHATPHYHATA NOMyAalHA.

4.3 IIpoTnBONOKA3ZaAHMSA

¢ JIparHocTHIIMpaH B MMHAJIOTO WIM NOA03HpaH KapLiMHOM Ha MJICYHATA HJIC3a.

e JIMarHOCTHLIMPAH WIH IIOJO3HPAaH €CTPOTEH-3aBHCHM 3JI0Ka4ECTBEH TyMop (Hallp. CHIOMETpHAJNICH
KapLHOM).

e HeauarHocTHUMpPaHO FEHHTANHO KbPBEHE.

e Henexysana eHROMETpHANIHA XHMIICPILIA3MKS,

o [lIpekapan winM HaM4ECH BEHO3¢H TpoMboeMOonnaesMm (apndokxa BeHO3HA TpoMmbo3a, Genogpoben
eMOOIH3BM).

e MH3pectHo TpoMOopunHO Hapymenue (Hanp. MpoTeHH C, NMPOTEHH S WM aHTUTPOMOMHOR IedHUHT,
BX TOuYKa 4.4).

e AKTHBCH HIM HAacKOpO NpeKapaH aprepHancH tpomboemOormm3bM (Hamp. aHTHHa, MHOKapleH
HH(}apKT).

e QOctpo uepHOOpPOOHO 3a0onsBaHE HWIM MHHANO depHOAPOOHO 3abondBaHe, Clel KOETO
(GYHKIMOHAMHUTE YEPHOAPOOHH MOKA3aTeNH HE Ca C€ BbPHANHM B HOPMAJIHHU I'PaHHIIH.

e [Tloppupus.

¢ MeHMHTHOM WM aHAMHE3a 32 MEHHHTHOM.

e H3BecTHa CBPBLXYYBCTBHTCIHOCT KbM AKTHBHOTO BELISCTBO MIIM KbM HAKOE OT IIOMOIIHHUTE BEIIECTRA
u30poeHn B Touka 6.1.

4.4 CrnenHa/IHE OpeAynpekA¢HHS H NPeINa3HH MEePKH NpH ynoTpeba

3a Tepamnua Ha NOCTMEHONIAay3alnHu cumntomn, X3T Tpabea za ce 3anodHe camMo B CIy4aid, 9¢ CHMITTOMHTE
HapylaBaT Ka4deCTBOTO Ha XXMBOT. BBB BCHUKM CloydaH € HEOOXOIMMO Aa C¢ H3BBPIIHM BHUMATEIHA
NpeleHKa Ha PUCKOBETE H IION3UTe NOHE BeaHbxk roguiHo u X3T tpabea na 6pae npoab/DkeHa caMo 10
TOraBa JOKaTO I10/13aTa NPERB3X0XKAa PHCKa.

JlokasarencrBara No OTHOWICHHE HA pHCKa, CBBp3aH ¢ X3T MIpH JICYECHHETO HA MpexAEBpEMEHHA
MCHOMAy3a ca orpaHH4dcHH. [lopaa HHCKOTO HMBO Ha aOCOMOTHHS PHUCK NPH HMO-MJIAAH XeHH, OalaHChT
NOA3a/PHCK IIPH TE3H XKEHHU € No-OnaronpuareH, OTKOJIKOTO IPH MO-BL3PACTHH XKEHH.

Me CKH NIpernen/mpocneasBaHe
[Ipenu 3anouBane M noanoesBaHe Ha X3T Tpabpa ma 6bae cHera MbiHA HHAMBHAYaIHA M QaMHIHa
anaMHe3a. OU3UKaNHHUAT Nnperneq (BIIIOYHTEIHO HAa TA30BUTE OPTraHd M MIICYHMTE XKJIC3H) TpAOBa na 6Bae
M3BBPIICH ¢ OIJIeX Ha CHETaTa aHaMHe3a, KAKT0 Y Ha MNpPOTHBONOKA3aHMATA H CHCLMATHHUTE
NpEeayNpexXIcHus 3a yriotpeba Ha nekapcTBoTO. Ilo BpeMe Ha JNEUEeHHETO € NMPenopPbYBIEIRG

NMPOBEXKAAHK NEPHOIWYHH KOHTPOJIHHM IIPETfcHH, KaTO 4YECcTOoTaTa U XapaxkTepbT WM &
3aBHCHMOCT OT MHAHWBHIAYATHHTE OCOOCHOCTH Ha NauMeHTa. XKeHure TpabBa na OnfJarscs
IIPOMEHH B I'bpAUTE TpsOBa Ja ChOOMIABAT HA NEKYBAIUA CH JIEKAp H MEIHIIMHCK
MJIeYHaTa XJie3a” no-poiry). Tpabsa ma OpgaT mpoBeXAaHM M3CAEOBAHMA, BKI




oﬁpasna AUAarHoCTHKa, HAIIp. Mamnrpacpm, CrIopcll CBBPCMCHHHTC IIPHCTH IIpAKTHKH 3a CKPHHHHT,
AJaITTHPAHH B 32BHCHMOCT OT KIIMHHYHHATC HY)KH Ha IIALHCHTA.

Chcroguund, npu KouTo € Heobxonumo HabmoaeHue
[TanpenTkaTa TpabBa na O6bae CTPHKTHO HAOMOAABaHA, AKO HAKOE OT CICIHMTE CHCTOAHMA Ca HATHYHH,

WIH ca OWITH HAJIMYHH, W/WITH ca OIIH BIOLIEHH MO BpeMe Ha OpeMeHHOCT WK mpeiIeCTRAILIA XOPMOHAIHA
Tepanusa. TpadBa aa ¢€ HMa IIPEaBUA, 9¢ TE€3H CHCTOSHHSA MOTaT Ja C€ IIPOABAT OTHOBO WM Ja CE BOIIAT
TI0 BpeMe Ha JICICHHETO ¢ PEMOCTOH KOHTH:

e JjeAomuoMa (MaTOYHH GUOPOMM) UK CHAOMETPHO3A

® PHCKOBH (paKTOPH 3a TpoMOoeMOOMMYHN HapymeHHs (BXK. O-JOTY)

® DPHCKOBH (PaKTOpPH 32 ECTPOr¢H-3aBUCHMH TYMOPH, Hallp. HAaCIEACTBEHOCT MbPBA CTENEH NMPH PaK Ha
IrbpAaTa

XHUIIEPTOHHUA

yepHOAPOOHH HapyIueHusA (HANp. 4epHOAPOOEH aIEHOM)

3axapeH nuaber ¢ win 6e3 CHI0BO 3acCATaHE

XOJIENTHTHA3A

MUTpPEHA WM (TEXKO) IrnaBodonmne

CHCTEMEH IyIyC EPUTEMATO3YC

aHaMHe3a 3a CHIOMETPHANIHA XUIEpILIaszug (BXK. JOIY)

EMMIICTICUA

acTMma

OTOCKJIEpO3a.

IIpyunny 3a He3abaBHO CIIMpaHe Ha TEpanusiITa

JIeweHuero TpsaOBa na OBbAC MpekpareHO B CAy4Yail, ¥e C€ YCTAHOBAT KOHTPAMHIMKALIMH, KAKTO H TIPH
CJIIEAHUTE CHCTOAHUS:

¢ KBITCHHLA WIH BAOLMIABAHE HA YepHOOPOoOHaTa GyHKUMS;

* 3HAYNTECIHO NOBUILIABAHE HA KPBBHOTO HAJATAHE;

® HOBONOABIIO C€ IMaBobOIIHE OT MEHTPEHO3EH THII;

e OpEMEHHOCT.

EHaoMeTpHANHA XHUITEPILIA3NA M KaPLIMHOM
® [IpH KCHH C MHTAKTHA MaTKa, PUCKBT OT CHIAOMETPHAMHA XHIICPILIa3HA H KapLIMHOM € TIOBHINEH, KOTaTO

ECTPOreHUTE CE€ MPHIAraT CaMOCTOATENHO 3a NPOAB/DKHUTENHO BpeMe. JlOKIanBaHOTO NOBHUIIABAHE Ha
PHCKa OT €HIOMETPHAMIEH paK Cpel MALMEHTH, MPHEMAILIH CaMO €CTPOr¢HM BapHpa OT 2 0o 12 meTH,
CPaBHEHO C HEMPHEMAIIIH H 3aBHCH OT MPOAB/DKHTEITHOCTTA HA JICICHHUETO U 103aTa HA €CTPOreHa (Bx.
To4uka 4.8). Cnex cnupaHe Ha JIE9EHHETO PHCKBT MOXKE Ja OCTaHE IOBHMIIEH 32 MoHe 10 romuHwu.

e JlobaBaHeTO HAa MHMPOrecTarcH UUKIHYHO 3a Ha-Manko 12 gHM MeccuHO/28-1HeBeH UHMKBLI HIH
NPOBIDKUTENHA KOMOMHMpaHa €CTPOTCH-TIPOreCTareH TEpanusd NpH HEXUCTEPEKTOMHPAHH XKEHH
MOXe Ja IIPeBCHTHPA MOBHIICHUS PUCK, CBBp3al ¢ X3T camo ¢ ecTporeH.

¢ BHe3almHO KBPBEHE M 3alAlIBAHE MOXKE J1a CC IIOABH 10 BPEME HA ITBPBUTE MECENH OT JIEUCHHUETO. AKO
TO C€ TMOSIBY H3BECTHO BPEME CJIC TEpaNHATa WIH NPOIL/DKH ClIEA NPEKXbCBAHE HA JICYCHUETO, TPsSOBa
Ja ce H3CJcABa NpHYHHATA, KOETO MOXE 43 BK/IIOUBA CHAOMETpHalHa OMOIICHA 3a H3KMIOYBaHE Ha
3NIOKAYECTBCHO 3a00/19BaHe HA €HIOMETPHYMA.

Pax Ha myieyHAaTa XkJjiesa
JokasaTencTBara KaTo ILAUI0 MOKA3BaT NMOBHUICH PHCK OT pak HAa rbpjaTa NpM KEHH, IMPHEMAIIH
komMOuHauMa ectporeH-mporectareH U npu X3T camMo ¢ ecTporeH, KoHTo e 3aBp OT
NPOABb/DKUTEIHOCTTA HA peMa Ha X3T.

Kombunupana mepanus c ecmpozen-npozecmazen
PaHROMU3HPAHOTO IUIANE00-KOHTPONHpaAHO NMpoy4sane, MHHIMATHBA 33 )KEHCKO 3 i aﬁe
Health Initiative study“, WHI) u MeTa-aHamu3 Ha NEpPCIEKTHBHH ENHAEMHONOTHY
NOCIICAOBATETHH B YCTAHOBABAHETO Ha MOBHIIEH PHCK OT paK Ha T'bpJaTa Mpx



koMOuHMpaHa ecTporeH-nporecrared X3T , xoitro ce mpoasasa cnell oxkono 3 (1-4) roaunn (BX. TOUKA
4.8).

Monomepanus ¢ ecmpozen

[Ipoyusanero WHI He ycTaHOBsBa NMOBHIIABAHE HA PUCKA OT paK HAa I'bpAaTa NPH XHCTEPEKTOMHPAHH
xeHH, npuemaiiy X3T camo ¢ ecrporeH. ObcepBallMOHHHM NPOYYBaHHA ca CHOOIIaBaIy¥ OCHOBHO MAJIKO
[MOBHIICHHE HA PHCKA OT JMArHOCTHMLMpAaHE Ha paK Ha I'bpJarTa, KOHTO MO-MalnbK OT TO3H, OTKPHT IIPH
EHH, TPHEMAITH KOMOHHALIHNSA eCTpOTreH-nporecTareH (Bx. rouxa 4.8).

Pesyirarture OT IOJAM METa-aHAIM3 MOKa3BaT, 9¢ CJEH IPEKBCBAHE HA JICUCHHETO CBPBLX PHCKBT e
HaMajiee ¢ BpPEMETO H BpeMeTo, HeoOXonUMO 3a BpBIIAHE KBM HM3XOAHO HHBO, 3aBHCH OT
NPONBIDKATEIHOCTTAa Ha npegumuara ynotpeba na X3T, Koraro X3T ce npaeMa nosede ot 5 roauHy,
PHCKBT MOXE Ja IPOIb/DKH 10 roauHu U TIOBEYE.

X3T, ocobeno komOMHMpaHaTa eCTPOTreH-MpPOrecTareH Tepanusd, IOBHINABA IUTBTHOCTTA HAa
MaMorpagckure o0pa3d, KOETo MOXE Aa MOBAMAC HEONATONPHATHO paHOJIOTHYHOTO OTKPUBAHE HA pak
Ha repAara.

Pak Ha SHIHHIINTE
PaxbT Ha gitgdHULATE Ce HaOdmoaasa MHOrO NO-pAAKO OT paka Ha repAata. EMuaeMHONOrHIHNTE JaHHH OT

rojiiM METa-aHaIN3 MPEATIONArar JIEKO IOBUIICH PMCK MpPH XXeHH, mpreMamn X3T caMo ¢ ecTporeH KM
KOMOMHHpaHa ecTpores-nporecrareH X3 T, KOHTO ce IMposBABa B pPAMKHTE Ha S5 T'OJMHH OT ynoTpedarta u
HaAMaJIaBa BB BPEMETO ClIe] CIIMPAHe Ha NpHEMa.

Haxon ApyrH npoydBaHMsa, BKMIOYMTENHO H3nuTBaHeTo WHI, mpeanonarar, de ynorpebara Ha
xomOuHHpaHa X3T Moxe Aa € CBbp3aHa ¢ Nog00eH MM MaNKO MO-MATTEK PHCK (BXK. TOUKa 4.8).

Benosen tTpombem0O0aH3EM

o X3T e cBbp3ana ¢ 1,3-3 mbTH NO-BHCOK PHCK OT Pa3BHUTHE HA BEHO3¢H TpoMboeMbonnzsM (BTE), T.¢.
TBh1N00Ka BeHO3Ha TpoMO03a i Genoapoben em6onmnaeM. IToABara Ha TakoBa CHOMTHE € TO-BEPOATHO
npe3 IbpBaTa roguHa Ha X3T, OTKONKOTO NO-KBCHO (BX. TO4YKA 4.8).

e [lamMeHTH ¢ H3BECTHH TPOMOOPHIMYHY CBCTOSHHA Ca C MO-BUCOK pUCK 3a pa3BuTHe Ha BTE u X3T
MOXe€ [a IMOBHIUM TO3M pucK. llo Ta3m mpuumHa mpunaradero Ha X3T npm TakuBa MAlHEHTH €
IMPOTHBOMOKA3aHO (BX. Touxa 4.3).

e OOmonpuerure puckoBH ¢axropy 3a BTE BunrouBar: npuiaraHe Ha €CTPOreH, HanpeAHala Bb3pacT,
rojiiMa XHpypru4dHa onepaums, OpOAbDKUTEIHA UMoOunu3anus, 3aToecTaBane (MTM > 30 kg/m2),
OpeMmeHHOCT/IIEpUOIA Cnea paXaaHeTo, cucremMeHd nynyc epureMarodyc (CJIE) u pak. Hama eaunano
MHEHHE 33 B3MOXKHATA POJIS Ha BApHKO3HHTE BeHH nipu BTE.

¢ KakTo npH BCHUYKH NOCT-ONEPATUBHH NMALMEHTH, € HEO0X0AUMO 1a ce UMAT NpeABU PODHIAKTHIHH
MCPKH 32 NPEIOTBpPATABAHE HA CHCHONECPATHBHUA BCHO3E¢H TpoMOOeMOOMHIBM. AKO C& 0O4YaKBa
NPOIBIDKUTENHO 00€3ABIKBAHE ClIEA ONPEACIICHN ONEPAalHH, CE IIPENOpPhYBA BPEMEHHO CITHpAHE Ha
X3T 4 no 6 ceamuum n1o-pano. Br3o6HOBABaHETO HA Tepanu4Ta He OMBa Ja CTaBa MpEIH KEHATa A4 €
HaITBJIHO pa3ABHIXCHA.

e [Ipu xxenu Oe3 anamueza 3a BTE, Ho npy poHKHA OT ITEPBA CTEICH C aHAMHE3a 3a TpoMO03a B Maana
BB3PAacT, MOXKE [a C€ NPEANOXKHM HUIBBPIIBAHETO Ha CKPMHHHI CJIed BHMMarcenHa HHpopMmHpaHe
OTHOCHO OrpaHHYCHHATA My (CaMO 9acT OT HApYIIEHWATa Ha TPOMOOPMIHATA ¢ UACHTH(HLIMPAT NPH
CKPHHHHT).

e Axko TpoMOOoQHIMUEeH nedexkT ce HACHTHMIMpa, KOHTO ce mpoABABa ¢ TpomOO3a B YNEHOBE Ha
CEMEHMCTBOTO WIIH AC(EKTHT € TeXKBK (Hamp. aHTUTPOMOUH, npoTerH S wiH npoterH C aepHUHT HIH
kombuHaLUa oT AedekTH), X3T e npoTHBONOKa3aHa.

e JIpy XeHHM Ha XpOHMYHO AaHTOKOATYNAHTHO JEUeHHE, TpsAOBa BHHUMATEIHO
IoN3aTa/pucKa oT NpuwiokKenuero Ha X3T.

¢ AKO cnen HauanoTo Ha JedeHuero ce paseue BTE, nmpueMbT Ha IeKapCTBOTS

CBMHEHHUE 32 €BEHTYAJIHO pa3BHRal] ce TpoMboembonmmsbM (Hanp. bonesnen
BHE3aIlHa rpbAHA 007Ka, 3a7yX).




HcxemuaHa 60secT Ha CBPLETO

Hsima naHsm OT paHZOMH3HpPAHM KOHTPOMMPAHU H3IHTBAHHA 3a MPOTEKIHA OT MUOKApACH HHPApKT npH
)KEHH ¢ WM €3 ChILEeCTBYBAIA HCXEMUYHA 00IECT Ha CHPLIETO, KOMTO NTOTy4aBaT KOMOHMHHPAHA eCTPOreH-
IPOTeCTarcH WIH caMo ecTporeHHa X3T.

Kombunupana ecmpozen-npozecmazen mepanus

[To BpeMe Ha KOMOMHHpaHa ECTPOrE€H-NPOTECTarcH TEPANMA OTHOCHTEIIHUAT PHCK OT HCXEMHIHA Ooject
Ha ChPLIETO € JIEKO YBeNnu[eH. Thif KaTo M3XOAHHUAT abCOMOTEH PHCK OT UCXEMHYHA O0NeCT Ha CHPLUETO
CIJTHO 3aBHCH OT Bb3pacTTa, OpoAT Ha JOIIBIHHUTEMHUTE CTy49al Ha HCXEMHIHA OONECT Ha ChPIleTO, KOMTO
ce AB/DKAT Ha ynorpeba Ha €CTPOreH-IpOreCTarcH € MHOTO HHUCHK TpH 3ApaBH JKEHH, HaOIM@aBallH
MEHOMAaYy3aTa, HO CE YBEINYaBa C HalpeABaHE Ha Bb3PacTTa.

Monomepanus ¢ ecmpozen
PanaoMu3HpaHy KTHHHYHHN JaHHH HE YCTAHOBABAT IOBHIIICH PHCK OT HCXEMHYHA OONECT Ha CHPLECTO NPH
XHCTCPEKTOMHPAaHH XEeHH, MPHEMAIIH eCTPOTCH KaTO MOHOTEpanHus.

HcxeMHdeH HHCYIT

KombunupaHna ectporen-nporecrared win X3T caMo ¢ eCTpOreH ce CBbp3Bar ¢ 1,5 ITbTH yBEIMYSHHE Ha
PUCKAa OT MCXEMHMYEH HHCYIT. OTHOCHTCIHUAT PHCK HE CE MPOMEHS ¢ BH3PACTTa WM BPEMETO Clel
MeHonaysara. Ho Thi KaTo H3XOAHUAT PHCK OT HHCYNT € CHWIHO 3aBUCHM OT BB3pacTra, O0MMAT PUCK OT
MO3BYEH MHCYIT MPH XEHHK, KouTO H3anon3sar X3T me ce yrennuaBa ¢ Bbapacrta (Bx. Touka 4.8).

MeHHHIHOM

CpobmraBa ce 3a nosgBa HAa MECHHHIHOMH (€AHHHMYHH WJIM MHOXECTBCHHM) BLB Bpb3Kka ¢ ynorpebara Ha
ecTpaguon/auaporectepod. Ilanuenture Tpabsa na ce HabmoOmasaT 3a NPH3HAUH H CHMITOMH Ha
MEHHHTHOMH CBITIACHO KNHHWYHATA NPAKTHKA. AKO MALHEHTET € JHArHOCTHIUPAH C MEHHUHTHOM, BCAKO
NedeHue, ChABPKAII0 €CTPANHON/ AUApOrecTEPOH, TpabBa na Opac crpsaHo (BX. Toyka 4.3). Habmopasano
€ CBHBaHE Ha TYMOpA CIIC NMPEKPATABAHE HA NEYSCHHUETO.

UpyTH CHCTOSHHA

e EcTporeHuTe MOraT a IpeU3BUKAT 3aAbPKAHE HA TEHHOCTH, NOPaaH KOETO MALMEHTHTE C HAapYIIeHa
ChpIcdYHa unH 6bOpeuHa pyukuma Tpadea ga 6pAaT BHUMATETHO MPOCICIIBaHH.

e JKenm ¢ npequmiecTBamia XHNEPTPUIAHLECPHICMHS TpAOBa Aa ObJaT BHHMATEIHO MOHHTOPHPAHH IO
BpEME Ha ECTPOTCH 3aMECTHTENHA HIM XOPMOHO3AMECTHTEIHA TepalMd, Thil KaTo IpH TaKuBa
MALMEHTH NPH IPUIOKEHNUE HA €CTPOTSHH €A AOKIAABAHH PEAKH CITYYaH Ha 3HaUYMTCIHO NMOBHILIEHHE
Ha IUTa3MEHHTE TPHIVIHLEPHAN, BOJACIIO S0 IAHKPECATHL.

¢ EX30r¢éHHHTE SCTPOT€HH MOTAT Aa NMPEIM3BUKAT HIIM BJIOIIAT CHMIITOMH Ha HACNKEACTREH M NPHAOOHT
AHTHOCIEM.

¢ ECTpOreHuTE MOBHUINABAT HUBOTO Ha THPOHA-CBBp3Bamua rnodbymud (T'CI), koeTo Boan 40 BHCOKH
HHMBA Ha O0I¥A UMPKyAMpalll THPOHIEH XOPMOH, YCTAHOBEHO Ipe3 H3MEPBaHe Ha MPOTCHH-CBBbP3aHnA
tion (IICH), ra T4 (M3MepeHM 9pe3 KOMOHEH WIH PaXHO-WMYHOIOrMYEH aHamM3) Wid Ha T; (upes
paaMo-MMYHOJIOTHYEH aHaIM3). 3aXBallaHeTo Ha T3 € HaManeHo, KaTo cieacTBue Ha nopumenus TCT .
Konuenrpauuure Ha cBoboguure Tz T4 ca HempomeneHH. [IpyTH CBLp3BaInM NMPOTEHHHM MOTaT ha
OBAaT NOBUILIEHH B CEPYMA, T.€. KOPTHKOHA-CBBp3Banus rinodoynun (KCI), cebp3amus rnobynny 3a
noaosute XopMoHH (CI'TIX), koero BOAM A0 MOBHIICHA UPKYNALHA Ha KOPTHKOCTEPOUAHN H I0JIOBH
XOPMOHM, CHOTBETHO. (CBOOOAHUTE WIH OHONOrMYHO AaKTHBHHTE KOHLIGHTPAlLlMH Ha XOPMOHHTE ca
HENPOMEHEHH. Bh3MOXHO € MOBHINABAHETO H Ha JPYTH IUIA3MEHH NPOTEHHM (AaHTHOTCH3HH/PEHUH
cyOcTpat, anga-1-aHTHTPHUIICHH, HEPYIONIa3MHH).

e X3T ne nopoOpaBsa KOrHRTHBHATA QYHKIHA. FiMa H3BECTHH 10KA3aTENCTBA 32 MOBHHAE
OT CBCHTYAJIHO PA3BHTHC Ha NEMCHLMA IIPH XKCHH, KOHTO 3ar049BaT HpOOb £
koMOuHupaHa X3T umu X3T camMo ¢ ecTporen cnen 65 roguniHa BL3pact.

¢ JlanueHTKH C penKH HACIeACTBEHH (OPMH HA ranakTO3HA HEMOHOCHMOCT, Lap
WIH I'TIOKO30-TAJIaKTO3Ha Manabcopbiiua He TpaOBa na npueMaT TOBa IEKapCTBO




[Topumienu HuBa Ha AJIAT

ITo BpeMe Ha KITHHUYIHHA M3MMTBAHUA NPH MAIMEHTH ¢ KOMOMHUpaHa CXeMa 32 JICYEHHE Ha BUPYCCH XEMaTHT
C ¢ oMOMTacBHp/MapuTanpeBHp/PHTOHABHUD K Na3abyBHp, cbC M 6¢3 ppbaBupHH, noBHIIEH! HUBA HA AJIAT
MOBEYE OT 5 IIBTHU HaZ ropHarta rpaHuna Ha HopMata (I'TH) ce HabmogaBaT 3Ra9HTENIHO I10-9ECTO NIPH
KEHH, H3NON3BAIH JICKApCTBEHH IPOAVKTH, CBIBPXKAIKM CTHHWICCTPAAUON, KaTO KOMOHHHpanu
xopMoHaniHy  koHTpanenTuBH (KXK). OcBeH ToBa, M 1pH [MalMEHTH, JEKYBaHH
ryieKanpeBUp/MUOpeHTacBHp WK codocOyBHp/BeNnaTaCBUp/BOKCHWIAIPEBHP, Ca HAOMI0AaBaH! TIOBUILICHH
HKBa Ha AJIAT npH keHH, KOMTO yIOTpeOSBAT NEKApCTBa, ChAbPXKAILM eTHHMACCTpaauon, Karo KXK.
ITpH xeHH, K3TION3BANIY JCKapPCTBEHH IIPOAYKTH, ChABPKAIIY €CTPOr€HH, Pa3/INIHH OT CTHHWICCTPAIHOIN,
KaTO eCTpPaAHoI H OMOHNTaCBHp/IapHTalIpEBUpP/PHTOHABHP U Aa3a0yBHp, ChC WM O¢3 pubaBUpHH, CTENIEHTA
Ha nopriueHH HUBa Ha AJIAT e cxoiHa ¢ Ta3H NpH KEHH, KOUTO He IPHEMAaT HUKAaKBH €CTPOIr€HH; BBIIPEKH
TOBA, TIOpaAM OTrpaHHdIEHHA OpoHi JKCHH, IPHEMALH TE3H PANIMIHH €CTPOTCHH, € HEOOX0IUMO MTOBHIIEHO
BHUMAHHE IIPH CIHOBPEMEHHOTO IPHIOKCHHE HA CICAHHTE KOMOHMHHpAaHH TEpAlleBTHUHH CXEMH C
oMOHTaCBHp/IapHTAIIPDEBHP/ PUTOHABHD 7 na3zabysmp, CBC HITR 6e3 pHOaBHpHH,
raexanpesup/mudpeHTacBHp UM copocOyBup/BennaTacBup/Bokcunanpepup. Biokre Touka 4.5.

KoMOHHHPaHOTO €CTPOreH-NPOrecTarcH Ne4eHUe He € KOHTPALICIITHB.
4.5 BiaaMoneHCTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYrH GOpMHE HA BIAHMOACHCTBHE

He ca npoBeXJaHHU MPOYYBAHUA 3a B3aUMOJCHCTBHUI.

EdukacHOCTTa Ha ECTPOTCHM K IPOreCTarcHy Moxe na 6bae HapymieHa
e MeTabonu3MBT Ha ECTPOreHH M MPOTECTATEHH MOXE A3 C€ MOBHMIIH OT €OHOBPEMEHEH IPHEM ChC

cyOCTaHLMHM, H3BECTHM KaTO HMHAYKTOPH Ha JeKapcTBa-MeTabONH3Hpallll €H3HMH, ocobeno P450-
easumure 2B6, 3A4, 3A5, 3A7, xaro HampuMep AHTHKOHBYJCAHTH (Hamp. ¢eHoOapOuTan,
kapbamazenud, (QCHMTOMH) M AHTHM-HHPCKLMO3HM JcKapcTBa (Hamp. pHdaMnunue, pHdabyTum,
HEBHIIApWH, €haBUPEHL).

e PuUTOHaBHp H HEI(PHHABHP, BLIIPSKH 4Y€ €a H3BECTHH KaTo MOImHKU HHXHOHUTOpH HA CYP450 3A4, AS,
A’/, IpOsIBABAaT Ka4e€CTBAa Ha HHAYKTOPH, KOTaTO CE NMPHEMAT 3a€AHO ChC CTEPOHAHH XOPMOHH.

e Pactutennu NpoAyKTH, ChOBPXKAIIM KBAT KaHTapHOH (Hypericum perforatum) morar na WHOyIHpaT
MeTaboM3Ma Ha €cTporeHn M nporectoreH ape3 CYP450 3A4 nbT.

¢ KianHHYHO, NOBHIICHUAT MeTaDONM3EM HA €CTPOr€HH H IIPOTreCcTareHH MOXE Aa JMOBERE N0 HaAMAICH
e(peKT M 12 NpOMEHH MpoduiIa Ha KbPBEHE HA MATKATA.

Edexr na X3T ¢ ecTporeHy BLpXy APYTH ACKAPCTBEHH IIPOIYKTH

YCTaHOBEHO €, Y€ XOPMOHAIHMTE KOHTPALCNHTHBH, CHABPKAIIM ECTPOTCHH, 3HAYMTENIHO HaMaJIsBaT
ILNa3MEHHTe KOHLUEHTPALHH Ha JTAMOTPHUTHH, KOraTo ce IPWUIAraT ¢IHOBPEMEHHO, NMOpaJn HHAYKIMA Ha
TJIIOKYPOHHPAHETO HA JaMOTpPUIMHAa. ToBa MOXE [Oa HaMalM KOHTpOJIAa HAa MPHUCTBIIMTE. BbIpekn ue
NOTEHLUMAMTHOTO B3aMMOACHCTBHE MEXAY XOPMOHO3AMECTHTE/NHATA TEPAalHad M JIAMOTPHTHH HE €
IIPOYYBaHO, CE OYaKBa Ja CHIECTBYBA NO00HO B3aHMOACHCTBHE, KOTO MOKE Aa JOBEAC JO HaMallgBaHe
Ha KOHTPOJIa Ha [PHCTBITHTE [TPH KCHH, ITPHEMaIlIM IBaTa JICKapCTBEHHU NPOAYKTA €AHOBPEMEHHO.

EcTporeHu Morar j1a NOBAMAIT MeTab0nu3Ma Ha APYTH JIEKapCTRA
Ecrporennre per se Moratr aa notucHat CYP450 nexapcrBa-meTaboNMM3MpalliMTe €H3MMH 4Ype3
KOHKYpeHTHa HHXHOHIMA. ToBa Tpsbsa aa ce nMa npeasua ocobeHO 3a CyOCTpaTH C TECEH TepaneBTHICH
HHIECKC, KaTo:

¢ TaxponuMmyc M IuKnocnopud A (CYP450 3A4, 3A3)
o ¢entannn (CYP450 3A4)

o TeodpmmmH (CYP450 1A2).

KnuaugHo TOBa MOXE Ja AOBEIE¢ OO0 NMOBUNICHHE HA INA3MEHUTE HHBA Ha 3aCEl
TOKCHYHHM KOHLEHTpauMH. 110 Ta3u npuyMHa MOHMTOPHPAHE HA JICKAPCTBCHHUTE
NEPHOA OT BpeMe MOxe Aa OblIe MOKa3aHO, KAKTO H HaMa/IABaHE Ha J03aTa Ha
LHKJIOCIIOPHH A H TeOPHIMH MoXe Aa Obje HeoOX0auMO.



dapMakOAMHAMUYHY B3aUMONCHCTBHS

[Ilo BpemMe Ha KIMHHYHM  M3OMTBAHMA C  KOMOMHHMpaHa  TepaleBTH4YHAa  CXeMa ¢
OMOHMTACBHp/HApPHTANIPEBUD/PHTOHABHD B Ha3a0yBUp, CBC WNH Oe3 pubaBHPHH 3a NEHUSCHHE HA BHPYCEH
xenatut C, mopumeHU HUBa Ha AJIAT mnoeede oT 5 rsTH HAJ ropHara rpaHdua Ha HopMmara {(ITH) ce
HabmoaaBaT 3HAYHTEAHO II0-4ECTO IIPHM JKEHHM, H3NON3BANIM JICKApCTBEHU MNPOAYKTH, ChIBPXKALIM
etuHINecTpannost, KaTo KXK. OcBeH ToRBa, H IIPHA NallMEHTH, IEKYBAaHH C IICKAMpPEeBAP/ MHOPECHTACBHDP KK
copocOyBHp/BeIaTaCBHp/BOKCHIIANIPEBHP, ca HabI0gaBaHH NOBHIICHH HABa Ha AJIAT npH xeHH, KOHTO
ynoTpebaBaT JeKapcTBa, ChABPXKAWM CTHHHUASCTpaauoNn, karo KXK.

[Ipu xeHH, MINOM3BALIH JIEKADCTBEHH IIPOAYKTH, ChIbPKANIH €CTPOTCHHU, Pa3IHIHH OT ETHHUAECTPAANON,
KaTo €CTPagro/ U oMOUuTacBHp/mapuTanpeBHp/pHTOHABHP H Na3abyeup, cse Wi 6e3 pubaBupHH, CTENEHTA
Ha MoBUIICHH HUBA Ha AJIAT € ¢cXoOHa ¢ Tas¥ IpH XKEHH, KONTO HE U3NON3BAT HUKAKBH CCTPOTCHH; BCE
nak, nopaay OrpaHHYcHUs OpoH XCHH, MPUEMAIIIM TE3H PA3IMYHH €CTPOTCHH, € HEOOXOAUMO TIOBHINIEHO
BHHMMAHHE [PH €JHOBPEMCHHOTO IIPHUIOKCHHC Ha CIHCOHHTE KOMOMHHpAHH TEpPANEBTHIHHM CXEMHM C
oMOHTaCBHp/IApUTAIIPEBUD/ PUTOHABUP H nazabyBup, CBC HJIH Oe3 pnbaBUpHH,
racKanpeBHp/MNOpeHTacBHp WK codocOyBHp/BEnNaTaCBHP/BOKCHIANPEBHD (BX. TouKa 4.4).

4.6 OepTHARTET, OpeMEeHHOCT H KhpMEHe

OeMOCTOH KOHTH HE € TMOKa3aH IIpH OpeMEHHOCT. AKO Bb3HHKHE OPEMEHHOCT IO BpEME Ha TEPAIUATA ¢
$eMOCTOH KOHTH, JICICHHETO TpAOBa He3abaBHO 1a ObAC MPECKPAaTEHO.

PesynraTiTe OT NMOBEYETO ENHASMHONOTHYHH INPOYyYBAHHA KBbM JHEIHA AaTa, KOMTO CE OTHACAT IO
HEBQJIHA EKCTIO3UIMA Ha IUI0AAa Ha KOMOWHAIIMK €CTPOreH-NpOrecTareH, OKa3Bar JIMIICa Ha TEPaToreHeEH
umu ¢eroTokcuueH efexr. Hama nocrarsvHO AaHHH 3a ynotpeda Ha ecTpaauoN/IHAPOTeCTEPOH IPH
OpEMEHHH XKCHH.

KbpMeHe
OeMOCTOH KOHTH HE € NOKA3aH 10 BPEME Ha KbPMEHE,

4.7 EdexTn BHpxy cnocobHOCTTA 32 I0¢dEpane H paboTa ¢ MALIHHNA

@eMOCTOH KOHTH HE TIOBJIIMABA WIH ITOBIMSBA HE3HAYHTEIHO crocobHocTTa 3a modupane Hiax paborta ¢
MAaIlTHHH.

4.8 HexkeaHH IeKAPCTBEHHE PeaAKIAH
Hal-yecTO JIOKNAJBAHHTE HEXKENAHH JICKAapCTBEHH PEaKUMH I[P [AUMEHTH, JIEKYBaHH ¢
€CTPaJHOJ/AMAPOreCTEPOH B KIMHMYHM  M3MNMTBAHMA ca TINaBobonme, KopeMHa  ©Oolka,

O0onka/ayBCTBHTEIIHOCT Ha I'epauTe U bonka B repbda.

Cneapammre HEXENaHUTE JICKApCTBEHH PEaKLMH ca HabniogapaHu ¢ 9€CTOTa, NOCOUEHA [I0-I0JTY IO BpEME
Ha KIMHHYHH H3NKHTBaHHA (n=4 929):

edDRA-6aza  [MHoro uectn Ei)ec'm Eieqecm eNKH

AHHH HA cCHCTeMO-(>1/10) >1/100 no <1/10) >1/1 000 go < >1/10 004 agc
OPraHHH KJACOBE 1/100) 1/ DM No
NHpekmun u BarnsanHa kaHaHA03a ‘ ’
MHQECTALHH I
HeonnasMu HapacTsaue Ha
mobpokadeCcTBEHH, Pa3sMEpHTE Ha
RIOK3AYECTBCHH H IeHOMHOMa




HEONPEACACHH (BKII.
KHCTH M TIOJTHIIH)

Hapymenus Ha L:Bphquﬂmmen
HMYHHAaTa CHCTEMA OCT
[IcHXaHH Jlenpecus, HEPBHOCT OBJIUSBAHE HA
HapYLICHHS bunoTo
Hapymenus Ha ["11aBoOonHe MurpeHa, 3aMaHBaHe
HEpPBHATA CHCTEMA
Copacdau MHuokapaeH
HapyLEeHUs HH(ApKT
CBA0BH HapYLICHUA BeHnozeH
TpoMb0oeMbOIH3E
M*
CroMamHo-apeBHH |[KopemHa Gonka  [['ameHe, NOBpBILAKE,
HapyLICHHA KpraTyneHIHs
XenaroOnaHapHu AOHOpMHA
HapyIICHUA aepHOApoOHa
YHKIIHA,
OHAKOTA C
BIITEHHUILA,
CTCHHS WIH
HEpa3IOIOKEHHE
M KOpeMHa 00JKa,
HapYIICHHA Ha
KITBYHHSA MEXYP
Hapynieans sa AJICPIUIHYU KOXKHHA AHIHOEAEM,
KOXAara U eakiH (Hanp. o6puBH, CBI0B2 ITYpIypa
MOAKOXHATA ThKaH KapHA,ChpOex)
Hapymenus Ha bonka B repOa
MYCKYITHO-
ICKEJIETHATa CHCTEMA
W CECIMHUTEITHATA
TBKAH
HapyiueHHs Ha bonka/ayscTeuTen MeHcTpyansu YToJeMABaHe Ha
b3MPOH3BOAUTEIHA HOCT HA TBPAUTE HApYyLIEHHA (BKIL. TBpAHNTE,
Ea CHCTEMA H BALANBAIO KBPBEHE CIECAIPEMEHCTPYAJICH
rbpaaTa MEHONay3a, METpOparus, CHHAPOM
heﬂopamﬂ, ONHUTO-
VaMeHOpes, HEpEeIOBHa
IMEHCTpYyaLMH,
CMEHOpEA ), Ta30Ba
E:;nxa, LCPBHKAJIHO
[TeteHHe
Od1mM HapymeHHs U ACTCHHYHH ChCTOAHHUSA
edeKTH Ha MACTOTO (acTeHus, yMopa,
Ha IPUICKECHHE HEPA3NON0XKEHHE),
mepudepeH eaem
HN3cneaBanns YBeNHUeHHE Ha HaMmanenue Ha
TEACCHOTO TEIJIO [TEJIECHOTO TETJIO

* 3a noBede MHGOPMALMA BHKTE NO-JIONY

Puck ot paK Ha MJICYHATA XKJIC34

IToBHIIEH R0 2 MBTH PUCK OT AMATHOCTHLMPAHE HA PAK Ha bPIATA € JOKIAABaH
KOMOHHHpaHa €CTPOrcH-IIPOTeCTareH Tepanys 3a noBeyve OT 5 roJHHH.




e [loBHIICHUAT PHUCK NPH KEHU HA MOHOTEpAINMs C ECTPOreHH € I0-HUCBK OT TO3M, HAa0OJII01aBaH IpH
)KEHH Ha KOMOMHAIIMH €CTPOreH-TIPOreCTarcH.
HuBOTO Ha pUCKa 3aBUCH OT NPOAB/DKUTEIIHOCTTA HA ynioTpeda (BXK. Touka 4.4).
[IpencraBenu ca abOCOMIOTHU OLICHKM HAa PHUCKAa, Bb3 OCHOBAa Ha pE3YyJITATUTE OT HAW-TOJIAMOTO
paHIOMHU3MpaHO Iuiauedo-koHTposmpadHo npoy4dsane (WHI-study) u Hail-ronemus mera-aHaam3 Ha
[IEPCIEKTHBHHUTE €MHJIEMHOJIOTHYHH NMPOYYBaHMS.

Haiji-rojieMHiIT MeTa-aHAJIM3 HAa MNepPCHeKTHBHHTE ENHAEMHOJOTHYHH npoy4yBaHus — (OuyaksaH
NONbJAHHUTE/IEH PHCK OT PaK Ha rbpaaTa cjel S-roaduna ynorpeda npu ke ¢ UTM 27 (kg/m2)

Yecrora Ha 1 000
HUKOI'a HE
R npuemanu X3T OtHo1IEHHE Ha JlonsnauTenHu cinydau Ha 1 000
HA4aJ0TO Ha
X3T (rowHu) XKCHHM 3a HaJ S5- pPHUCKa npueMamu X3T xxeHu cnen 5 roqguHu
FOJUILIEH NEPHOA
(50-54 ropnsn)
X3T camo ¢ ecTporen
50 13.3 L2 2,7
KoMOHHANHMSA eCTPOreH-nporecTareH
50 13,3 1,6 8,0

'B3eto oT u3xoaHaTa yecrtora B Auraus npe3 2015 roauna npu xenu ¢ UTM 27 (kg/m2)
3abenexka: ThH KaTO OCHOBHATA YECTOTA HA paka Ha rbpara ce paziudasa B ctpanute ot EC, 6posr
Ha JOIMBJIHUTEIHUTE CIy4al Ha pakK Ha I'bpjaTa ChILO 1LIE CE MPOMEHS MPOMOPLHOHAIHO.

OuyakBaH A0NbJIHUTEJEH PHCK OT paK Ha repaara cjea 10-rognmua ynorpeta npu xenn ¢ U'TM 27

(kg/m2)

Yecrora Ha 1 000
Branact B HUKOTa HE
wip npuemManu X3T OTHOLIEHHE HA JlonbaHauTEeTHU cnydan Ha 1 000
HA4aJI0TO Ha
xeHu 3a Hajg 10- pHUCKa npuemamu X3T xenu cnen 10 roonuau
X3T (roaguHmn)
FOJMILECH TIEPHO
(50-59 roauuu) 2
_ [ X3T camMo ¢ ecTporen
150 26,6 1,3 7,1 B |
KoMOHHaIHA ecTPOreH-nporecrarex
50 26,6 1,8 20,8

“B3eTo OT M3X0/HAaTa YecToTa B AHrus npe3 2015 romusa npu xenn ¢ UTM 27 (kg/m2)
3abenexka: Tbi KaTO OCHOBHATA YECTOTA HA paka Ha I'bpJiaTa ce pasin4daBa B ctpaHuTe ot EC, 6post
Ha JOITBJIHUTEIIHUTE CJIy4YaHl Ha paK Ha I'bp/iaTa ChILO LIE C€ MPOMEHS MPOINOPLHOHAIHO.

IIpoyusanus UHunuaTrusa 3a xkeHcko 3apase (Women’s Health Initiative, WHI), CAIIl -
NONJIHUTE/IEH PHCK OT PaK Ha 'bpP/AATa cjieJl S-roauinHa ynorpeba

Bb3pacroBa Yecrora Ha 1 000 xeHu OTHOWEHME HA Jonbnaurennu ciaydan Ha 1 000
rpyna (roaMHu) | B miauebo pamoto 3a npuemaiiy X3T xeHH 33 Haz

0
HaJ 5 roJMHH prcKa & 95701 roIMHU (95%CI) ‘ \WAA 1o ,
CEE ecTporeH MoHOTepanus ' m .

o
50-79 21 0.8 (0.7 — 1.0) -4 (-6 — 0)3 / 2\
CEE+MPA ectporen & mporecrarer {EL;L e i‘ 1=
50-79 17 1.2 (1.0 - 1.5) +4 (0 - 9)




SWHI npoyuBaHe np xeHH 6€3 MaTKa, KOUTO HE IOKa3BaT MOBMILIEH PUCK OT PaK Ha I'bp/aTa

* [Ipn aHa)IM3, OrpaHMYEH JI0 )KEHH, KOMTO He ca B3umanu X3T mpeau npoydyBaHETO, HE € HMAJIO
YBEJIMYCHHUE HA BUIMMHS PUCK MPE3 IIbPBUTE MET I'OJUHH HA JICYEHHE: CIIE]] S5 TOJMHHA PUCKBT € I10-
BHCOK OTKOJIKOTO IpH HenpueMain X3T.

PHUCK OT EHIOMETPHAJICH KaPLIIHHOM
Ilocmmenonay3annu Jcenu cvC 3anazeHa Mamka
PuckbT 0T eHaOMeTpHalIeH pak € okouio 5 Ha 1 000 >xenu cbe 3ana3zeHa Matka ¥ Henpuemamu X3T.

[Ipu xeHu ¢ MaTka, ynorpebara Ha X3 T caMO ¢ eCTpPOreH He ce NMPenopbrUYBa, Thil KATO TS NOBUIIIABA PUCKA
OT €HJIOMECTPHAJICH pakK (BX. TouKa 4.4).

B 3aBHCHMOCT OT NPOJIB/DKUTEIHOCTTA HAa PHEMA Ha €CTPOTeH MOHOTEPANHUs M 103aTa MY, TOBHIIICHHETO
Ha pHCKa OT CHAOMETPHAJIEH KApLMHOM IPH CNUIECMHOJOTHYHHM IIpOYy4YBaHMSA Bapupa oT 5 mo 55
JNOIBJIHUTENIHN AUarHoctTuipanu cnydan Ha Bceku | 000 »xenu Ha Bb3pact mexay 50 u 65 rogunm.

JlobaBsiHETO Ha MPOrecTareH KbM E€CTPOTCH-MOHOTEpAIMs 3a HaW-Manko 12 OHM Ha LMKBJI MOXE Ja
NpeJOTBPATH TO3M IOBUILEH pUCK. B npoyuBanero Million Women Study ynorpebara Ha koMOMHHMpaHa

(CeKkBEeHIMaJIHA WM HenpekbcHaTa) X3T 3a 5 roOAMHM HE € MOBUIIIMIIA PUCKA OT CHAOMETPHAJIEH KapIIMHOM
(RR ot 1,0 (0,8-1,2)).

Pak Ha sHYHHKA
[Tpunaranero X3T camo ¢ ectporenn unu koMOmHHMpaHa ecrtpareH-nporecrareH X3T € CBbp3aHO C JIEKO
MOBHMILICH PUCK J1a OBbJI€ AMAarHOCTULIMPAH PaK Ha AWYHHUKA (BXK. TO4YKa 4.4).

Mera-aHanu3 Ha 52 €nMJAEMHOJIOTMYHH NMPOYYBAHMS, MOKa3Ba MOBUIIEH PUCK OT paK HAa SHYHMKA IPH
XeHH, KouTo npueMat X3T kbM MOMEHTA, B CpaBHEHHE C KE€HH, KOUTO HHKOra He ca npuemanu X3T (RR
1,43; 95% CI 1,31-1,56). IIpn xenu Ha BB3pact Mexay 50 u 54 roamnu, kouto npuemar X3T B
NpOaB/DKEHHE HA 5 TOAMHH, TOBa BoAu 10 | pombnuureneH cnydaid Ha 2 000 nexyBanu. [Ipu xeHu Ha
Bb3pactT Mexay 50 u 54 roguHu, xkouro He npuemar X3T, 6u umano okono 2 Ha 2 000 xeHw,
JUArHOCTHULIMPAHHU C paK Ha SMYHHUKA 3a MEPHOJ1 OT 5 FOAHUHH.

Puck oT BeHO3eH TpoMO0eMOO0IHU3bM
X3T e cBbp3ana ¢ 1.3-3-mbTH NOBHIIEH OTHOCHTEIEH PUCK OT Pa3BUTHE HA BEHO3EH TPOMOOEMOOIH3BM
(BTE), 1.e. nbn6oka BeHO3HA TpoMO03a HiH 6enoapobden emO0onu3bsM. [losiBaTa Ha TakoBa chOMTHE € MO-

BEpOsATHA Ipe3 mbpBara roauHa ot npuema Ha X3T (Bxk. Touka 4.4). [IpeacraseHu ca pe3yaraTture OT
npoy4yBanusaTra WHI:

WHI npoyuBanus — nonbjaHuTeeH pUcK OoT BTE npu ynorpeba Haa S roanHu

Bw3pacroBa Yecrora Ha 1000 )xenu B | [Iponopuus Ha JlObIIHUTENHHU Clly4YaH Ha
rpyna (roAuHH) rianebo pamorto 3a Hax S | pucka ¥ 95%Cl 1 000 nanuenTH,

| roguHan npuemaiv X3T !
[lepopaiiHa eCTpOreH MOHOTepanus'
50-59 7 1,2 (0,6-2,4) 1 (-3 -10) !
Ilepopanna KOMOMHALMS €CTPOr€H-NPOrecTareH
50-59 4 2,3(1,2-4,3) 5(1-13)

Puck ot ucxemuyna 001€CT HA ChPLETO
PUcCkbT OT MCXeMHYHA OONECT HAa CHPLETO € JIEKO INOBHUIICH IpH xXeHU Haja 60 romus
KoMOuHMpaHa ectporeH-nporecrareH X3T (Bxk. Touka 4.4).

PHUCK OT HICXEMHUYEH UHCYJIT




Ynorpebara Ha €CTPOreH CaMOCTOSTE/IHO M €CTPOTreH-IIPOTeCTareH Teparua ¢e cebpp3sa ¢ A0 1,5 nbTH
MOBHIIIEH OTHOCHTENEH PHCK OT HCXEMHUYCH MHCYIT. PUCKET OT XeMOparu4eH MHCYIT He CE IIOBUIUABA I10
BpEME Ha MPHIOKEHHETO HA X3T.

OTHOCHTENHHUAT PHCK HE 3aBHCH OT Bb3PacTTa HJIH MPOTBDKMTEIHOCTTa Ha yrnorpeba, HO ThH Kato
H3XOIHHAT PHCK € CHIHO 3aBHCHM OT Bb3pacTTa, OOIIMAT PUCK OT HHCYAT HNPH XKEHH, KOUTO npHeMar X3T
1€ C€ MTOBHINABA C Bb3pacTTa (BXK. Touka 4.4.).

KomGuaapanu WHI npoyusanns — AoNLJIHATE/IEH PHCK 33 HCXEMUYEH HHCYJIT npH HaX 5-
roIMuna ynorpeoa

Yecrora Ha 1 000 xxcHM B HOIMBIHUTEIHY CITy9an
Br3pacrosa nmnanedo pamoTo 3a HaA 5 | OTHOMEHHE HA Ha 1000 manuenTy,
rpyna (TOAMHK) | TOAMHH pucka H 95%ClI npueManu X3T Hazx 5
_ | ronunHH
50-59 BRE [13(1.1-1.6) 135

IpyrH HeXeNaHW Peakiluy, JOKI3ABAHHA BHB BPH3Ka C JISYCHUETO C €CTPOreH-IIPOreCTareH
(BKJI. eCTpanyo)/ANAPOreCTEPOH)

Heonaazmu — 0obpoxavecmeeru, 310Ka4ecmees U HeOnPeQeaeHy

reH- , K q , ¥ 3J10KaY9 €HHM, HaAIp. EHIOMETPHANCH
E eH-3aBHCHMH HEOIUIa3MH, KaKTO JOOPOKAYECTBEHH, TAKA M IOKAYECTB
pPaK, paK Ha SIHYHUOWTE. YBEIAUCHHE HA pa3sMEPUTE Ha 3aBHCHMHTE OT IIPOTECTAr¢H HEOIUIa3MH, Hanp.
MEHHHTHOM.

Hapywienus na xppema u aumpnama cucmema
XEMOJIMTHYIHA aHEMHS

Hapywenus na umynnama cucmema
CHCcTEeMEH JMYTYC EPUTEMATO3YC.

Hapyvwenun na memaboauzma u xpasenemo
XHNECPTPUTIHLICPHUACMHA.

Hapwvuenusa na nepenama cucmema
BeposTHa nemeHIus, Xopes, exk3anepbanud Ha emWwIencus

Hapywenus na ouume
H3ocTpsine HAa KOPHEAIHHA BI'bJI, HEITIOHOCHMOCT KBM KOHTAKTHH JeiiH

Cvooeu napyuienus
Aprtepuanex tTpoMboeMboM3BEM

Cmomauno-4pesH HAPYUWEHURA
[TankpeatHT (ITPH XCHH CHC CHIIECTBYBANIA XHIIEPTPHTITHLIEPHACMHA )

Hapyuwenun na xoxcama u noOKoNCHAmMa Mmuvkan
Epurema myrnrudopMe, epuTeMa HOAO03YM, XJ0a3Ma WIM MeJIa3Ma, KOUTO MOTAaT Jla EPCHCITPPAT W Thex

CIIHpaHE Ha JICYCHUETO

Hapyvwenus Ha MYCKYIHO-CKEAeMHAMA CUCMEMA U CHEOUHUMETHAmMAa MvKan
KpaMnu Ha KOJNHH KpaHHLH

4 He ¢ mpapeHa pasiTuKa MEXIY HCXeMHYEH M XEMOPAarudeH HHCYAT




Hapywenun na 6v6peyume u nuxounume nbmuwia
HNHKOHTUHEHIMA HA YPHHA

Hapviuenus na év3npousgooumennama cucmema u 2ppoama
OubpoxncToszna GonecT HA rbpAATa, CPO3HA HA MIMIKATa HA MATKAaTa

Bpooenu, gamunny u cenemuunu napyuenun

Bnomasaue Ha nopdupua

Hzcneodearnun
O6mo moBHILIEHHE HA HUBATAa HA THPOHIHHTE XOPMOHH.

CpobmaBaHe Ba NOAO3MPAHH HEKEJIAHH DEAKIINH

Cro0OmaBaHeTo Ha MOOO3WPAHMU HEXKENIAaHM pPeakiiMM Clejl paspemaBaHe 3a ynoTpeba Ha NeKapCTBEHHA
NPOAYKT € BaKHO. TOBa MO3BOJsABa Ja NPOABIKM HaOMOAEHUETO HAa CHOTHOMICHHETO IIOJI3a/PHCK 34
JIEKApCTBEHHS MPOAYKT. OT MEAMIMHCKHTE CIICHHAIMCTH C€ H3MCKRA A3 ChOOMIABAT BCAKa MORO3HpaHa
HEeXEJIaHA Peakius Ype3 HAMOHAIHA CHCTEMa 33 chobniaBaHe:

M3mreiiHHUTEIHA areHds o JICKapCcTBaTa
yn. ,,JamaH ['pyep” Ne 8
1303 Codus

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

4.9 IIpeno3upane

M ecTpagmon, ¥ AHNPOTECTEPOH ca CyOCTAHIIMH C HUCKA TOKCHYHOCT, CHMIITOMH KaToO raZicHe, IIOBPBILAHE,
qyBCTBHUTEJIHOCT Ha I'bpIaTa, 3aMaiBaHe, KOpeMHa 601IKa, ChHAUBOCT/YMOpPA H OCTaTh4HO KbPBEHE MOTAT
Ja Bb3HUKHAT B CNy4aH Ha Ipeao3upade. Manko BEpOsSTHO € 1a c€ HATOKH CNEHU(PHUYIHO CHMIITOMATHIHO
nedenue. ['openocoyeHara HHQOPMAaLIHA Ce OTHACA M 3a IIpPe03UpaHe NPH IeLa.

5. G®APMAKOJOIHYHHU CBONCTBA
5.1 OapMaKOAHHAMHYHH CBOHCTBA

(QapmakoTepaneBTHYHA Ipyna: YpO-reHUTANHA CHCTEMa H MTOJIOBH XOPMOHH, NIPOTeCTareHN H €CTPOTEHH,
¢puxcupann kombunamuu, ATC xon: GO3FA14.

Ectpanwon
AxTvBHata BemecTBO 17f-ecTpagmon, € XMMUIHO H OHMOJNIOTHUYHO HIEHTHYHO C €HIOTEHHHMS YOBELIKH

€CTpaanol.

To# 3amMecTBa 3arydara Ha €CTPOr€HHA NMPOAYKLHA B MCHONIAY3AJIHH XCHU H 00/IeK4ara MEHONAay3alHUTe
CHMITTOMH,

EcTtporennTre npeanasBar ot 3aryba BHa KOCTHO BEIIIECTBO CJIE] MEHOIAY3a HIH OBapHEKTOMH.

HuaporecrepoH
HUApOrecTeEpoH € NepopaIHe aKTUBEH NPOreCTareH, HManl akTHBHOCT, CPABHHMA C Ta3H I

NPAIIOKEH MPOTrECTEPOH.
Teh xaTo eCTPOreHUTEe MOANIOMAraT pPacTeka Ha CHAOMETPHYMA4, JIMIIcaTa Ha
NOBHINABA PHCKa OT CHAOMCTpHANIHA XMNepIasua K pak. JlobasaHeTo Ha npore HE OO
HaMaJIfiBa HHAYIHPAaHHUA OT ECTPOI€H PHCKA OT CHAOMETPHAIHA XHUIIEPILNA3Ks NpH He- PSR AT
KEHH.




JlaHHM OT KIMHUYIHH H3NHUTBAHNSA
¢ (OnexuyaBaHe HA CHMIITOMHTE Ha €CTPOreHEeH Ae(ULIUT U BHIIA HA KbPBEHETO
o OO6nek9aBaHC HA MCHONAY3AJTHUTE CHMIITOMH, IOCTUTHATO ITBPBUTE HAKOIKO CSAMHULH OT ICYCHHETO

AMenopes ce Habmoaaea npH 88% o1 xxeHuTe no BpeMme Ha Mecend 10-12 ot neuenne. HepenoBHO kbpBeHE
H/HJIH 3allanBaHe 10 BpEMe Ha IIBPBUTE 3 MECella OT JICYCHUETO ce TNoABABa B 15% ot skeHuTe M 1ipu 12%
OT XEHHUTE 1o Bpeme Ha meceny 10-12 ot negenmero.

[IpodunakTHka Ha OCTEONOPO3aTa

HedumMTBET Ha €CTPOTCH IO BpEME HAa MEHOIAy3aTa € CBRBpP3aH ¢ IOBMOIEH KOCTeH Merabonu3sM H
HaMaJIABaHE HA KOCTHA Maca. EQEeKTbT Ha €CTPOTCHHTE BbPXY MHHEPANHATA MITBTHOCT HA KOCTHTE € A030-
3aBucuM. M3raexa nporekumsaTa € ¢heKTHBHA TONKOBA ABJIr(Q KOJKOTO NMpOTB/DKaBa JeueHueTo. Cnen
npekparapade Ha X3T, KoCTHaTa Maca ce ryOu B CTEneH, nogo0Ha Ha TasH IIPH HENCKYBaHH JKEHH.

Hoka3zaTencreata ot npoyuBaHero WHI ¥ MeTa-aHamHM3upaHH H3MHTBAHMH NOKA3BAT, Y€ TEKYIlATa
ynorpeba Ha X3T, caMocToATeNHO UMK B KOMOMHALMA C MPOrecTareH, NPMUIOKEHA Ha MPEAMMHO 37]paBH
JKCHH, HaMaJiiBa pPHCKA OT (QpakTypu Ha IMMHKAaTa Ha OeapeHara KOCT, HA MPENUICHHTE U JPYTH
ocTeonopo3Hu ¢pakTypu. X3T Moxe cbmo faa nmpodunaktupa QpakTypHTe NPH KEHM ¢ HHCKa KOCTHA
ILTBTHOCT WM ¢ YCTAHOBEHA OCTEOMNOpPO3a, HO JOKA3aTe/ICTBATA 3aTOBA Ca OrPAHHYCHH.

Cnen eqnoroMIHO JiedeHHE, NMOBHIIECHUETO Ha MHHepaiHaTa KocTHA IasTHOCT (MKIT) Ha mymbankus
rprOHaK ¢ okono 4,0% £ 3.4 % (cpeano + SD). 90% or xeuure, MKII ce yBenndasa WM ce 3amna3Ba Io
BpeMe Ha neueHHero. PemocroH koHTH HMa edekT M BepXy MKII na G6eapoto. [MoBumennero cnen eana
roguHa JeaeHne ¢ PemMocton koHTH 1 mg/5 mg e 1,5%+4,5% (cpenno = SD) Ha miniikara Ha Oeapenara
KocT, 3,7%+6,0% (cpento + SD) na Tpoxanrepa u 2,1%+7,2% (cpemno = SD) Ha TpubreiHuKa Ha Wards.
[IponenTsT XEHH, KOMTO 3ama3Bar W yBeaudasaT MKII B tpure OempeHu 30HM cnel JIeueHHE C
democTon koHTH | mg/5 mg e 71%, 66% u 81%, cpoTBETHO.

5.2 OapMAKOKHHEeTHYHH CBOHCTBA

Ecmpaouon

Abcopbiina
AbcopbuHATa Ha ecTpaauos] 3aBUCH OT rOJIEMHHATa Ha YacTHIUTE, MHUKPOHMU3WUPDAHHUAT €CTPaJHOMN Ce

pe3opbupa JeCHO OT CTOMAlIHO-9peBHUA TpakT.Cneasamara Tabnuia npeacTass CPeAHOTO PABHOBECHO
CBCTOSHHE Ha (apMaKOKHMHETHIHUTE napaMerpH Ha ectpaauon (E2), ecrpon (E1) u ectpon cyndar (E1S)
3a BCAKa J03a MUKPOHH3HPaH €CTpaguoil. JJaHHUTE ca IpeACTaBEHU KAaTO CpeaHM CTOHHOCTH (SD).

Ecrpaauoa 0,5 mg
ITapameTpn E2 El [IapaMeTpH E1S
Cmax (pg/ml) 34,8 (30,4) 182 (110) Cmax (ng/mi) 6,98 (3,32)
Cmin (pg/ml) - - - -
Cav (pg/ml) 21,5 (16,0) - - -
AUGC,.. 216 (383) 2 959 (2 135) AUGCs., 82,0 (42,6)

Cnenapaiara tTabnmua npeacTaBs CpeIHOTO PAaBHOBECHO ChCTOAHHE HAa (apMakKOKMHETHYHHTE [TapaMeTpH
Ha ecrpaguon (E2), ectpon (El) u ecrpor cyadar (E1S) 3a Bcaka no3a MHKPOHHM3HDE
JaHHHUTE ca NpeaCTaBEHH KAaTO CPEAHH CTOMHOCTH (SD).

Ecrpaanoa 1 mg
[TapameTpu E2 El [TapameTpu
Cmax (pg/ml) 71 (36) 310 (99) Cmax (ng/ml)

I
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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)
AUCq.24 (pg.h/ml) 725 (270) 4 767 (1 857) AUCo4 (ng.h/ml) 112,7 (55,1)

CnenBamiara Tadiuia NpeacTaBs CpeAHOTO PABHOBECHO CCTOSHHE Ha (PAPMAKOKMHETHYHUTE MapaMeTpH
Ha ectpaguon (E2), ectpon (El) m ectpon cyngar (E1S) 3a Bcsika mo3a MHKPOHM3HpPaH €CTPagHOIL.
JlaHHHTE ca [PEACTABEHH KATO CPEAHH CTOMHOCTH (SD).

Ecrpaanoa 2 mg
[IapameTpH E2 El [TapameTpn E1S
Cmax (pg/ml) 103,7 (48,2) 622,2 (263,6) Cmax (ng/ml) 25,9 (16,4)
Cmin (pg/ml) 48 (30) 270 (138) Cmin (ng/ml) 5,7 (5,9)
Cav (pg/ml) 68 (31) 429 (191) Cav (ng/ml) 13,1 (9,4)
AUCo24(pg.h/ml) | 1619 (733) 10 209 (4 561) AUGCo24 (ng.h/ml) 307,3 (224,1)

Pasnpenenenue
EcTporeHure ce HaMHpaT WIH HECBbp3aHH, WM CRbp3aHH. Okono 98-99% ot no3ata ecTpaanon ce CBpp3Ba

C IJIA3MEHHTE MMPOTENHH, OT KOUTO oKoa0 30-52% c anbymuH u okoj10 46-69% cbC CBBP3BAIHA ITOTIOBHTE
XOPMOHH INTOOYNHH.

brnoTtpanchopmanns

Crnen mepopalieH NpUEM, €CTPaJHON C€¢ METAabOoNM3Mpa CKCTEH3UBHO. [JIaBHUTE HEKOHIOTHpPaHH H
KOHIOTMPaHH METabonuTH ca ecTpoH M ecTpoH cyiadar. Tean MetabomuTH Morar na AONpHHECAT KBM
€CTPOr€HHATa AKTHBHOCT, AHPEKTHO HWJIH ClEA NPEBpPBINAHE B eCTpaauoin. ECTpoH cyndar Moxke aa
NMPEMHHE EHTEPOXENaTaIHa LIUPKYIAIHA.

EnuMuHUpaHe
B ypumara rnaBHMTE METaOOMHMTH ca IMIOKOPOHHAMTE Ha eCTpOHZ H ecrpagmona [lomyxuBoTeT Ha
enuMuHHpane € Mexay 10 nl6 gaca.

ECTpUTEHHTﬁ CC CCKPCTHPAT B KEpMaTa Ha KbpMAUKHTC.

JIMHEeHHOCT/ HENWHEHHOCT

Crnen exenHeBeH nepopalies npueM Ha QeMOCTOH KOHTH, ECTPaJIHO)I IOCTHIa PABHOBECHH KOHLICHTPALIHH
¢lIel OKOJIO 5 AHH.

Karo 1s10, paBHOBECHHTE KOHLIEHTPAUK e AoCcTHraT 32 8 A0 11 AHM cnea HavalmoTo Ha ImpHeMa.

Hudpocecmepon

A6copbuus
Cnen nepopaneH npueM, AnaporectepoH ce abcopbupa 6sp30 ¢ Tmax mexay 0,5 u 2,5 gaca. A6comorHara

6HOHATHMHOCT Ha AUAPOrecTepoH (mepopanHa no3a ot 20 mg crpsamo 7,8 mg nHTpaBeHO3Ha HHPY3HS) €
28%.

Crnensanata Tabnuia NpeacTaBs NPEACTABA CPSAHOTO PABHOBECHO CHCTOAHHE HA PAapMAKOKHHETHUHHTE
napamerpd Ha auaporectepod (D) m muxuapoauaporectepod (DHD). [laHnuTe ¢a NpeiacTaBeHH Kato
CpeaHH CTOHHOCTH (SD).

Jdaaporecrepon 2,5 mg

IMapametpn D DHY & e N\
Cmax (ng/mi) 0,759 (0,313) 18,9 ( B) ,ap s \
Cmin (ng/ml) 0,0309 (0,0209) s AR
Cav (ng/ml) 0,117 (0,0455)
AUCq.; (ng.h/ml) 2,81 (1,09) 90,4 (X Sl

wrh




Cnenpamara Tabnuua npeacraes MpeACTaBs CPEAHOTO PaBHOBECHO CHCTOSHHUE Ha (papMakOKHMHETHIHUTE
napaMeTpu Ha auaporectepod (D) m muxunpoamaporectepor (DHD). dannure ca npeacraBeHn xaTo
CpeIHH CTOMHOCTH (SD).

JdHaporecTepor S mg

ITapamerpu . D DHD

Cmax (ng/ml) 0,90 (0,59) 24,68 (10,89)
AUCo.; (ng.h/ml) 1,55 (1,88) 98,37 (43,21)
AUCys (ng.h/ml) - 121,36 (63,63)

Crnenpamnara Tabnuua npeacTaps NpeAcTaBd CPEOIHOTO paBHOBECHO CHCTOAHHE Ha (hapMaKOKHHETUTHHUTE
napamerpu Ha aunporectepoH (D) u muxugpoauaporecrepor (DHD). laHHuTe Ca npeacTaBeHH KaTo
cpeanH croiHocTH (SD).

Aunaporectepon 10 mg
ITapamerpu D DHD
Cmax (ng/ml) 2,54 (1,80) 62,50 (33,10
Cmin (ng/ml) 0,13 (0,07) 3,70 (1,67)
Cav (ng/ml) 0,42 (0,25) 13,04 (4,77)
AUCo (ng.h/ml) 9,14 (6,43) 311,17 (114,35)
PasnpenencHye

Crnen MHTPAaBEHO3HO MPHIIOKEHHE Ha OHAPOTECTEPOH PAaBHOBECHHUAT 00eM HAa pasnpencncHHE € OKOJIOo
1 400 1. AugporecTepoH M TUXUAPOSHUAPOTECTEPOH Ca CBBP3aHHU ¢ IIA3MEHHUTE IPOTEHHH B TIOBEYE OT

90%.

Bnomancdgopmm

Cnen mepopanHo MpUICGKEHHE, AMAporecTepoH Obp30 ce Merabonusmnpa ao DHD. Hupara ua ocHoBHHUA
akTuseH Merabonut 20 a-muxuapomuaporectepod (DHD) pocturar nukoBH KOHIEHTpallMM OKOJO 1,5
gaca ciaen npueMa. [Inaamennre HuBa Ha DHD ca 3Ha9MTENHO O-BHCOKHM B CPaBHCHHE C JIEKAPCTBOTO-
maika. Oraomenuara AUC u Cmax va DHD xeM aunporecrepon ca okono 40 u 25, crotBeTHO. CpeiHuAT
KpacH NnoxyxnBot Ha muaporecrepoH 1 DHD sapupa mexay 5 a0 7 u 14 go 17 waca, csorserHo. Obniarta
JepTa Ha BCHYKH METabOIHUTH € 3aabp)KaHeTo Ha 4,6 diene-3-one KOHGUrypanuaTa Ha JIeKapCTBOTO-MaiKa
M nuncata Ha 17a-xMapoxcunupade. Topa ODACHABa MMIICATA HA €CTPOrCHCH H aHAPOTICHEH e(eKkT Ha

OUIPOreCTEPOH.

EnuMuHMpaHe

Cnen nepopanHa ynotpeba Ha MapKHMpaH IWAPOTeCTepOH, cpeaHo 63% OT fao3ara ce eKCKpeTHpa B
yprHaTa. O0mmaT riasmel KnHpbHC € 6,4 /'min. Exckpeunsra 3apspiiBa 3a 72 waca. DHD ce namupa B
YpHHATa [IPEAMMHO KaTO KOHIOTaT Ha IMIIOKYPOHOBaTa KHCE/IHHA.

JIuHeHOCT/HENUREHHOCT

(DapMaKOKHMHETUKHTE IIPH €AUHUYHA 1 MHOTOKpAaTHA J103a Ca JIMHEapHH IIPH IiepopalcH NMpHeM Ha 1033 B
uHTepBana o1 2,5 1o 10 mg. CpaBHeHMs Ha KHHETHKATa HA CAMHMYMHA U MHOTOKPATHA A03a NOKa3BaT, ue
dapmakoxmHeTHKaTa Ha guaporecrepoH U DHD He ce mpoMeHsA B pe3yiTaT OT NOBTApAN] CE MPHEM.
PaBHOBECHHM KOHLIEHTPALHH C€ TOCTUTAT Cliekx 3 JHH JICYCHHUE,

3.3 HpeaxNAEAYHH NaHHH 32 He30macHOCT

He CbhLICCTBYBAT NPCAKINIHHHYHH NaHHH 34 Oc30MacHOCT OT 3HAYECHHUE 3a IIpCAITHC
Hd IIAUMCHTCKATA TapreTHa IIONTyNalllna, KOUTO na ¢a AOITBJIHHUTC/IIHH KBM TE3H, KOHTO
APYTHTC TOYKH Ha KPAaTKATa XapPAaKTCPHCTHKA Ha ITPOOYKTA.




Ouenka Ha pUcKa 3a okojJoHaTa cpeaa (ERA):

To3u nexapCTBEH IPOAYKT MOXKE A3 NPECIACTAR/ASBa PHCK 3a BOJBAaTa cpeaa. JIekapcTBara, KOHTO BEdE HE
ca HeoOxoauMH, He TpaOBa Ja ce H3XBBPIIAT B KAHAIH3ALMATa WK B OHTOBUTE oTnIagblM. Hen3nomspaHuaT
NIEKapCTBEH IMPOAYKT WIH OTNATbYHHUTE MAaTEpHaNH OT HEro tpabBa Aa ce H3XBBPIAT B CHOTBETCTBUE C
MECTHHUTE M3UCKBAHMS MK I3 C€ BLPHAT B alITEKATA.

6. ®APMAIEBTHYHH JAHHHA

6.1 CouacbK HA NOMOIIHHATE BelllecTrsa

CopuieBHHA HA TaONETKHTE
JlakTo3a MOHOXHApPAT

XunpoMenosa

[lapeBHIHO HHAIIECTE

CwiHnHes THOKCH]I, KONOHUACH, O€3B0cH
Maruaesunes CTeapar

DOHIMOBO MOKPHTHE

TuranoB auokcun (E171)
Yepsen xeneseH oxcup (E172)
KT keneszen oxkena (E172)

XHUInpoMeno3a
Makporoa 400

6.2 HechBMeCTHMOCTH
Hama nauHm.

6.3 Cpox na rogaoct
3 ronuHm.

6.4 CoenHaIHH YCJI0BHS HA ChXPaHEHHE
To3u nekapcTBEH IMPOAYKT HE U3NCKBA CIICLIMATIHH YCIIOBUS HA ChXPaHEHHE.
6.5 BHA H cHABPXKAHHE HA OIAKOBKATA

Tabnerxure ca noctaBeHU B OTUCTEPH, BCeKM OT KOUTO ChABprka 28 Tabnerku. bnucrepure ca HanpaBeHn
or PVC/PVDC umn PVC-duiaM 1 ca noKpuTH ¢ anyMHHHEBO $OITHO.

6.6 CoennajiHd NpeJoa3nd MEPKH HPK H3XBLPJISIHE

To3u nekapCTBEH NMPOAYKT MOXKE Ja NPEACTABIABA PUCK 32 BOJHATa cpefa. JlekapcTBaTa, KOHTO BEYE HE
ca HeoOxoaumu, He TpaOBa 1a ce U3XBHPJIAT B KaHAITH3AIMATA WIH B OuToBuTe oTnaably. Hemsnonssauust
JEKAPCTBEH NPOAYKT UK OTHATbIHHTE MAaTEpHalH OT HEro TpsaOBa A3 Ce U3XBBHPIAT B CHOTBETCTBHE C
MECTHHTE M3MCKBAHMA WK [1a CE€ BLPHAT B allITCKATA.

7. NIPHTEZKATEJLI HA PABPEHIEHHUETO 3A YIIOTPEBA

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




Dublin 1, DO1 YE64
Upnangns

8. HOMEP(A) HA PA3PEUIEHHAETO 3A YIIOTPEBA

20020391

9. JATA HA IIBPBO PAZPEHIABAHE/ HOAHOBSABAHE HA PASPEILIEHUETO 3A
YIIOTPEBA

Jara Ha nepBO paspemasane: 20 Mait 2002

Jata Ha nocnenno noaHosABaHe: 03 dekemppu 2007

10. JATA HA AKTYA/INPAHE HA TEKCTA

08/2025




