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KPATKA XAPAKTEPUCTHKA HA MPOJXYKTA

642/3F 5 -11- 2078
1. UME HA JEKAPCTBEHUS MPOAYKT

democTon 2 mg/10 mg bunmMupaHu TabneTku
Femoston 2 mg/10 mg film-coated tablets
2. KAYECTBEH U KOJIMYECTBEH CbCTAB

14 kepeMuIeHOYEpBEHU TaONETKH, BCsika chabpkaiua 2 mg 17 B-ecrpaguon xemuxuapar (17 B-estradiol
hemihydrate) 3a mepBUTE 14 JHHA OT LMKBIIA.

14 xbiTH TaONETKH, Bcska chabpxkama 2 mg 17 B-ecrpaanon xemuxuzapar (17 B-estradiol hemihydrate)
u 10 mg quaporectepoH (dydrogesterone) 3a cneaBamute 14 1HH OT 28 IHEBHUSA LUKBII.

[ToMOLHM BellleCTBa C U3BECTHO JIEHCTBHE: J1aKTO3a MOHOXH/IpaT.

3a MBJIHUS CITMCHK Ha MOMOLIHUTE BEIlecTBa, BHXKTE To4yka 6.1.

3. JIJEKAPCTBEHA ®OPMA

dunmupanu TabJIETKH.
KepemuaeHouepBeHn 2 mg GUIMUpaHu TabIeTKH — KPBIIK, IBOWHOM3ITBKHANH, ¢ IaMna ,,379" ot

eJHara CTpaHa.
Xbntu 2 mg/10 mg punmMupanu TabneTku — KpbIily, IBOHHOU3MbKHANHM, C amMna ,,379" oT eaHara

CTpaHa.

4. KJIAHUAYHHU JAHHH

4.1 TepaneBTHYHH NMOKa3aHHA

XopmoHo3amecTuTeNnHa Tepanus (X3T) npy cHMNTOMM Ha €CTPOreHOB AeULMT NPH MOCTMEHONAy3allHH
YEHH Hal-Manko 6 Mecella oT nmocjaeJHUs MEHCTpYyaJieH HUKBII.

[MpodunakTHKa Ha OCTEONOpO3aTa MPH MOCTMEHONAaY3a/lHH JKEHHU C BUCOK PUCK 3a Obewn ¢ppakTypH,
KOWTO ca ¢ HETIOHOCHUMOCT KbM MJIM Ca ¢ MPOTHUBOITOKA3aHUA 3a MPHUIIOKEHUETO HA APYTH JIEKapCTBEHU
MPOAYKTH, 0X00peHH 3a MpodHIaKTHKa Ha 0CTEONopo3ara.

OnNUTHT B JIeYEHUETO HA KEHU HaJ 65-rOHIIIHA Bb3pacT € OrpaHUYEH.

4.2 Jlo3upoBKa H HAYHH HA NPHJIOKEHHE

3a mepopaiiHa ynotpeda.

3a NpoabIDKUTENIHA CEKBEHLIHAIHA Tepanus.

EcTtpores ce npueMa npe3 usnoto BpeMe. [Tporecraren ce 106asd npes nocneanurte 14 10U OT BCEKH 28-
JIHEBEH IHWKBJI, B CEKBEHLHAJIEH PEXHUM. —

JleyeHueTO 3anoyBa ¢ €jHa KepeMuieHouYepBeHa TabneTka JHEBHO 3a MbpBUTE 14
ellHa XBJTa TabneTka JHEBHO 3a clieaBamuTe 14 JIHM, KaKTO € yKa3aHo Ha 28-1

OIMaKOBKa.



deMocToH TpA6Ba Ia ce npueMa HEMPEKBCHATO Oe3 MPEKbCBAHE MEXTY ONMaKOBKHTE.

34 HAuano WIM MPOTb/DKEHHE HA JIEYEHHETO Ha NMOCTMEHONAy3allHH CHMIITOMM, TpA0Ba Ala ce npunara
Hali-HickaTa e eKTHBHA 103a 3a Hali-KpaTbk nepHol (BX. Touka 4.4).

Hati-0610 cexBeHIMaTHaTa KoMOMHUpaHa Tepanus TpaOBa Aa 3amodHe ¢ Oemocton 1/10.

B 33aBHCHMOCT OT KIMHHYHHIA OTTOBOP, 03aTa MOXe J1a Ob/ie ajanTHpaHa B TIOCNIC/ICTBHE.

[ManueHTHTE, MPOMEHAINHN TEPanUgTa OT Apyra NMPOAL/KHTENHA CEKBEHHANHA TepanHs WIH UMKIHYHH
NeKapcTBEHH MpPOAYKTH, Tpa6Ba Aa 3aBbpiiaT 28-HeBHHS LHWKDII K TOTaBa Ja IpeMHHAT KbM DEMOCTOH.
[MauneHTHTE HA TMPOAB/DKUTENHA Tepanus ¢ KOMOHHUPAHH JIEKapCTBEHH MPOXYKTH MOTAT Ja 3allO9HAT
nedeHHeTo ¢ PeMOCTOH TIO BCAKO BPEME.

AKO ce TIpOIyCHe [103a, T4 TpAbBa a ce TTPHEME KOTKOTO MOXeE MO-CKOPO. AKO ca MIHAITH MoBede 0T 12
yaca, JieYeHHeTo TpAbBa Ja MpPOABIKA ChC cilejpamara Tabnetka 6es fa ce mpuema 3abpaBeHaTa

TabneTka. BepoaTHOCTTA Jia ce MOABH BHE3aNHO KbpBEHE HIIK 3allanBaHe MOXe 2@ ce MOBHLIN,

DeMOCTOH MOXKE J1a ¢e [TPUEMa He3aBUCHUMO OT MPHEM Ha XpaHa.

[leguaTpU9Ha NoMmyJdainis
Hsama npunoxxuMH NokasaHus 3a ynotpeda Ha ©eMOCTOH B MeAWaTpUYKHaTa nolyalis.

4.3 IIpoTHBONOKA3AHHS

e JlHarHOCTHLHpPaH B MHHAIOTO WIK NOAO3UPAH KapUWHOM Ha MIIeYHaTa XKJIe3a.

e JIMarHOCTHLMpPAH MIH NMOJO3WPAH ECTPOreH-3aBUCHM 37I0KA4YECTBEH TyMOp (Hanmp. eHAOMeTpHaNeH
KapLIMHOM).

¢ HeauarsocTHIHpaHO N'eHHTAIHO KbPBEHE.

e HenekyBaHa eHIOMETPHAIHA XUTIEPIINA3HA.

o TlpexapaH UnM HaTMYeH BeHoleH TpoMGoemOomusbM (AnnGoka BeHO3HA Tpombosa, GenoapobeH
eMOOITN3IBM).

e H3BecTHo TpoMboduIHO HapylmeHHe (Hanp. npoTerH C, MPOTeNH S UITM aHTUTPOMOUHOB ReQHLIAT,
BX. Touka 4.4).

e AKTWBEH WM HAackopo [pekapaH aprepuaneH TpoMOoeMOONH3BM (Hanp. aHTWHA, MHOKApACH
MHapPKT).

e Octpo depHoApoOHO 3afondBaHe MNM MMHAIO YepHOIOpoOHO 3abonsdBaHe, Clel KOETO
GYHKIMOHANHHTE 9ePHOAPOOHN [1OKA3ATENH HE Ca C€ BbpHAH B HOPMAITHH IpaHHLIH,

o [loppupns.

o MeHHHIrHOM UM aHAMHE3a 34 MEHHHTHOM.

e H3BecTHa CBPBXIYBCTBHUTENHOCT KbM aKTHBHOTO BEILECTBO HITH KbM HAKOE OT TOMOIIHHUTE BEIIECTBA
n36poeHM B TodKa 6.1.

4.4 CrienMaJiHH NpeynpekaeHus U NpeAna3HH MepKH Npu ynoTpeba

3a Tepanus Ha MocTMEHonay3anHu cummromu, X3T Tpabea na ce 3anouHe caMo B ClTyyai, 4e CUMITTOMUTE
HapylIaBaT Ka4ecTBOTO Ha KHBOT. BBB BCHUKM clyyay e HeoOXOAWMO Ja ce M3BBPIIM BHHMATEHA
peleHKa Ha PUCKOBETE H MON3ATE MOHE BeIHBXK roguuHo 1 X3T Tpadea na 6bae NpoABIDKEHA CaMO JIo
TOraBa JOKAaTo Moj13aTa NPeBb3X0KIa pHCKa.

JlokazaTencTrata MO OTHOMEHHWE HAa pWcka, cBbp3aH ¢ X3T mpH JIeICHHETO Hj
MEeHOIay3a ca orpanudeHH. [Topau HUCKOTO HHBO Ha aOCOTFOTHHUS PHCK NPH TTO-MIIEY
Mon3a/pucK MPH Te3H KeHH € N0-011aronpUaATeH, OTKOJKOTO NPH MO-Bb3PacTHH KEHW.




MeIHUHHCKH Mperaea/npocnenspaye

[Tpeau 3anouBaHe WiK MOAHOBABaHe Ha X3T TpabBa na 6bAe cHeTa TH/IHA MHAMBUIYaHA ¥ (haMHITHA
aHaMHe3a. OHINKANHHAT npernel (BKTIOYMTETHO HA Ta30BMTE OpPraHM K MIICHHUTE XJIe3d) Tpabsa na
ObAe M3BLPIIEH C OTJIE]d HA CHETATa aHAMHE3a, KakTO M Ha NPOTHBOMOKAa3laHusATa U CrelUWaHUTE
MpeIyNpeXACHUS 32 ynotpeba Ha nekapcTBoTo. [To BpeMe Ha JIEHEHHETO € MPeNopBhYHTENHO Aa Obaar
MpOBEXAAHH NEPHOAWIHH KOHTPOJIHH TIPETNIEAH, KAaTO 9eCTOTaTa M XapaKTepbT MM CE OMNpejendT B
IaBHCHMOCT OT WHAWBHIAYAITHUTE 0COOEHOCTH Ha naijueHTa. JKenure Tpa6sa 1a 6bAaT ChBETBAHU KAKBH
MPOMEHH B I'bpANUTE TpEOBa Ja chOOLUABAT Ha NEeKyBallMA CH JieKap W MeIWIMHCKA cecTpa (BX. TOTKa
JPak Ha MnedHaTa xuesa” no-fony). Tpsbea aa 6baar nposexknaHW HM3CHEIBaHUA, BKIIHOMHTENHO
noaxoasina obpa3Ha IHarHOCTMKa, Hamp. maMorpadmus, cropel ChbBpeMEHHUTE TPUETH MPAKTHKH 3a
CKPMHHHT, aJanNTHPaHH B 3aBHCHMOCT OT KIIMHUYHHTE HYXAH Ha MallUeHTa.

ChcTOgHHUSA, IPH KOUTO € HeoOxoauMo HabmoleHne
MMauuenrkara Tpabsa Aa 6bae cTpukTHO HabmrogaBaHa, ako HAKOE OT CIIEHUTE ChCTOAHHA Ca HATUYHM,

UIH ca OWIM HaMMUHY, W/MIM ca OMIM BNOWIEHW MO BpeMe Ha OpeMEHHOCT WJIM MNpeallecTBalla
xopMoHarHa Tepanus. Tps6Ba Ja ce UMa NpeABH/, 9€ TE3H CBCTOAHMA MOTaT Aa ce NMPOSBAT OTHOBO MIIH
Ja ¢e BJIOINAT T10 BpeMe Ha JiedeHUeTo ¢ DeMOCTOH:

e JeiioMHoMa (MaTOYHH GUOPOMHU) UITK EHOOMETPHO3A

e puckoBH $akTopu 3a TpoMOboeMOOMMTIHY HapyIIEHHs (BXK. TT0-TOITY)

® pHCKOBH (DaKTOPHU 32 ECTPOreH-3aBUCHMH TYMOPH, HAIp. HaCIeACTBEHOCT ITbpBa CTENEH NPH pak Ha
rbpaaTa

XUTIEPTOHUS

yepHOAPOOHH HapyLIEHHS (HANp. YepHOIPOOEH aleHOM)

3axapeH Auabet ¢ wiu 6e3 CBAOBO 3acATaHe

XONeNuTHA3a

MHTpeHa MITH (TeXKOo) rmasobonmue

CHCTEMEH TYITYC EPHTEMATO3yC

aHaMHe3a 3a CHIOMETPHATHA XUTepIna3zud (BxX. J0ITY)

enuJIencus

acTMa

OTOCKJIIEpO3a.

[MpuunHy 33 He3abaBHO cMpaHe Ha TEPANUATa:
Jlenenuero TpsabBa fa Obje NMpekpaTeHO B cimy4aii, 4e ce YCTaHOBAT KOHTPAWHIWKALIMU, KAKTO H TpH

CeJHUTE CHCTOAHMA:

® KBITEHHUA WM BIOIABAHE Ha YEpHOApoOHaTa QYyHKINA,
® 3HAYMTENHO [TOBUILABAHE HA KPHBHOTO HAJIATaHE,;

® HOBOIIOABHIIO ce ITaBoBoUe OT MUTPEHO3EH THUTT;

® OpeMEeHHOCT.

EnzioMeTpHalHa Xunepriasus U KaplipiHOM

® [pH XEHH C MHTAKTHA MaTKa, PUCKBLT OT CHIOMETpHATHA XHUNEepia3us ¥ KapuUHOM € MOBHMIIEH,
KOTATO eCTPONeHHTE Ce MPHIArar caMOCTOATENIHO 33 NpOIB/IDKHTENHO BpeMe. JloknaaBaHOTO
MOBHINABAaHe HAa PHCKA OT eHAOMETpHAJIEH pak cpel MallMeHTH, NMPHEMAIllM CaMO €CTPOreHH Bapupa
ot 2 10 12 NBTH, CPABHEHO ¢ HENMPHEMAILH U 3aBHCH OT NPOALKHTETHOCTTA Ha JICUCHHETO B t03aTa
Ha ectporeHa (BxX. Touka 4.8). Criex cnupaHe Ha NEYEHHETO PUCKBT MOXE J1a OCTaHe NMOBULIEH 3a
noHe 10 rogvuHH.

e JlofbapsHeTO HA MporecrareH UMKNIW4YHO 3a Hali-Manko 12 aHH MeceuHo/28-THEBS UKD
NPOALIKATENHa KOMOMHHpaHa ecTpPOreH-MporecTared Tepanns MpH HEXHCTE] S oS TRAs Gl

MO3e Ja MpeBeHTHpa MOBHINEHHA PUCK, CBBp3ad ¢ X3T ¢aMo ¢ eCTPOreH. /

e BuesamHo KbpBEHE M 3allaMMBaHE MOXE 1A CE TIOSBH 110 BPEME Ha ITBPBHTE MeCe

TO ce MOABY U3BECTHO BpeMe ClIe] TEPAITUATA HITH TPOIBLIDKHU Clef ITpeKbCBaHe ﬁl
l""'-.

—




Ja ce u3cnenBa NPHYMHATE, KOSTO MOXKe Ja BKIIIOUYBA €HAOMETPHATHA OUONICHA 34 M3KIK0OYBaHe Ha
3IOKa4eCcTREHO 3a00J19BaHe Ha CHAOMETPHYMA.

Pax Ha MieyHaTa XJje3a

Tloka3aTeNcTBaTa KATO WLANO [MOKa3BaT NMOBHIWIEH PHCK OT pak Ha rbpjara npH >KEHH, NpHEMally
koMbunaums ecTporeH-mporectared M npu X3T caMo ¢ ecTpOreH, KOHTO € 3aBUCHM OT
NpOALIDKATENNHOCTTA Ha TpueMa Ha X3T.

Kombunupana mepanus ¢ ecmpozen-npozecmazen

PaHAOMM3HPaHOTO NNauefo-KOHTPONMPaHo NpoyyBane, MAMIMATHBA 3a MEHCKO 3/ipase (,,The Women’s
Health Initiative study“, WHI) u meTa-aHanu3 Ha NepclieKTUBHH EMMIEMHOJIOTHYMHH MpPOYYBaHUA Ca
NOCNENOBATEIHM B YCTAHOBABAHETO HA MOBHLICH PHCK OT paK Ha rbpAaTa NpH XCHH, NpHEMalIH
koM6UHApaHa ecTporeH-niporectared X3T , xolito ce nposssBa ciel okono 3 (1-4) roauHH (BX. TOUKa
4.8).

Monomepanua ¢ ecmpo2eH

[TpoyuysaHero WHI He ycTaHOBfBa NMOBHIIAaBaHe Ha PHCKA OT paKk Ha rbpjaTa IPH XHCTEPEKTOMHPaHH
sxend, npueMaui X3T caMo ¢ ectporen. O6cepBallMOHHU MPOYUBAHNUA ca CHOOIIABAIM OCHOBHO MAIIKO
[TOBHILIEHHE HA PHCKA OT JUArHOCTULIMpAHE Ha paK Ha I'bpJaTa, KOUTO € MO-MaJTbK OT TO3HU, OTKPHUT IIPH
KeHH, NpHeMATH KOMOMHALIHS ecTpOreH-TporecTareH (BX. Touka 4.8).

PesysiTaTdTe OT rojIAM MeTa-aHaX3 MOKA3BaT, Ye CNell NpeKbCBaHe HA JICYEHHETO CBPBX PUCKDBT LUE
HaMalee C BpPEMETO W BpPEMETO, HeoOXoAUMO 34 BpbiljaHe KBbM H3XOAHO HHBO, 3aBHCH OT
NpOABDKUTENHOCTTA Ha npeaninHaTa ynotpeba Ha X3T. Koraro X3T ce npueMa nosede oT 5 TOAHHH,
PHCKBT MOKE Aa NMPOABIDKH 10 roiMHE H NoBeye.

X3T, ocobeHo koMOWHWpaHaTa ecTpOreH-MporecTareH TepamMs, MOBHINABA [LUTBTHOCTTa Ha
mMaMorpadckute obpasu, KoeTo Moxe Ja NOoBIMie HeDIaronpHATHO PpaxHOIOTHYHOTO OTKPHBAHE HA pak
Ha MbpIara.

Pak Ha aRYHHUIIUTE
PakeT Ha AMUHALUTE ce Habmogasa MHOTO MO-PAAKO OT paka Ha repaarta. EnyaeMHONOrnIHKUTe JaHHH

OT FOJIAM MeTa-aHalIH3 MpeAnoiarar Jeko MOBHINEH PUCK ITPH JKeHH, MpHeMalllH X3T caMo ¢ ecTporeH
un koMOuHupana ectporen-nporectareH X3T, koliTo ce mposABdBa B pPAMKHTe Ha 5 TORUHH OT
ynotrpeGara ¥ HaMajisfiBa BbB BPEMETO ClIeA CIMpaHe Ha MpHEMa.

Hsxou Apyr¥ NpoyduBaHMfA, BKJIOYUHMTENHO wu3nuTBaHero WHI, mpeanonarar, 4e ymorpebara Ha
xomGunupana X3T Moxke 1a e CBbp3aHa ¢ Mogo6eH W MalKo NI0-MaTbK PHCK (BX. ToYKa 4.8).

BeHo3eH TpoMmbeMO0onH3EM

e X3T e cbp3ana c 1,3-3 IrbTH NO-BHCOK PHCK OT pa3sBUTHE Ha BeHO3¢H TpoMboembom3sM (BTE), T.e.
obIOoka BeHo3Ha TpoMbGoza unu Oenogpobed emOonusbM. [logBatra Ha TakoBa ChOHTHE € MO-
BEpPOATHO Npe3 MbpBaTa roauHa Ha X3T, 0TKoJIKOTO MO-KBCHO (BXK. TOYKa 4.8).

o TTaumeHTH ¢ H3BeCTHH TPOMOOGHNIHYHH CHCTOAHHSA ca C NO-BHCOK pHck 3a passuTHe Ha BTE un X3T
MOXe Ja MOBHIOW To3M puck. ITo Tasm npuwuuHa npunaraHero Ha X3T npH TakuBa NMaUHEHTH €
NMPOTHUBONOKAa3aHO (BX. TodKa 4.3).

e QO0wonpHeTuTe pUCKOBH PakTopH 3a BTE BKIIOYBAT: MpHJaraHe Ha €CTPOreH, HanpeaHana Bh3pacT,
roJAMa XMpYprudHa onepaills, NpoIb/KHTETHA MMoOuIM3anud, 3aTrbcTsiBane (MTM > 30 kg/m2),
6peMeHHOCT/IEpHOAa cliel pakAaHeTo, cucTeMeH nymyc eparemarosyc (CJIE) u pak. HaMa enuHHO
MHEeHHe 3a BE3MOXHATA polis Ha Bapuko3HHTE BeHu Mpu BTE.

MEpKH 3a MMpeJOTBpAaTABAHE HA CNEIONEPAaTUBHUA BEHO3EH TpoMBoeMOONIU3EM /
NPOABLDKKTENHO 00e3BIXKBaHE ClIe] ONpeleNieHH ONepaluH, ce IpenoprIBa Bp 7
X3T 4 no 6 cefMHULH Mo-paro. Bb3oOHOBABAHETO Ha TepamuiTa He OuBa Na cTpe
€ Hallb/THO Pa3ABIXKCHA.



e [lpu xeHn Oe3 anamuesa 3a BTE, Ho npu pogHuHa OT MbpBa CTENEH ¢ AHAMHE3A 32 TpoM003a B Miafa
BB3PAcT, MOXKE Jla Ce TPEANOXH M3BBPIIBAHETO HA CKPHHHHT Clie]l BHUMaTenHa WH{oOpMHpaHe
OTHOCHO OTPaHHYEHHATa My (CAMO HACT OT HapylIeHHATa Ha TpombodHHATa ce MAeHTHPHUNpaT
Mpy¥ CKPUHHHT).

e Axo TpomBodunmuen aedekT ce uAeHTHULUMpPaA, KOHTO ce¢ MposABABAa ¢ TpoMOO3a B HWIEHOBE Ha
ceMelcTBOTO KM JeEKTET € TEXDBK (Hanp. aHTHTPOMOUH, MpoTen S unu npotedd C aeduuut unn
koMOuHamus ot aedextd), X3T e npoTHBOIIOKA3aHA.

e Ilpu XeHH Ha XpOHMYHO aHTOKOAryJlaHTHO Ji€4YeHHe, TpAOBa BHHMATENHO JAa CC TIPELECHH
[on3ara/pucKa OT NPUIoKeHUeTo Ha X3T.

e AKO ciell HAYAIOTO Ha nedeHueTo ce passue BTE, npueMbT Ha nekapcTBOTO TpAOBa Ja ce cripe.
[TauueHTHTE TPAOBA Ja ce MOCHLBETBAT J1a MOTbPCAT NIEKYBallMg CH JieKap He3a0aBHO, KOTaTO UMAT
ChbMHEHHE 32 EBEHTYalHO pa3BHBanl ce TpoMboeMOonu3sM (Hamp. Dole3sHeHO MOAyBaHe Ha Kpaka,
BHE3alTHa rpbAHa 6olka, 3axyX).

HMcxemuuHa 00onecT Ha CHPRETO

HaMa maHHM OT paHAOMU3HPAHH KOHTPONMPAHH U3NUTBAHKS 3a MPOTEKUNS OT MHOKApAeH HHQapKT Npy
KEHH ¢ WM Oe3 chimecTByBalla UCXeMHYHa OojiecT Ha CBPUETO, KOMTO MONyJaBaT KOMOWHHMpaHa
eCTpOreH-TIporecTareH UK caMo ecTporeHHa X3T.

Kombunupana ecmpozen-npo2ecmazer mepanus

Tlo BpeMe Ha kOMOMHMpPaHa eCTPOTEH-TIPOreCcTareH TEpaNys OTHOCHTEHUAT PHCK OT HCXEMIIHA 6oeCT
Ha CBPLETO € JIeKO YBenndeH. Thif KaTo U3XORHUAT abCONMIOTEH PUCK OT HCXeMHUTHA OOJIECT Ha ChPLETO
CHJTHO 3@BHCH OT BB3PacTTa, 6posaT Ha AONMBLIHKTENHUTE CIyYau Ha HCXeMUYHa OONECT HA CHPLETO, KOUTO
ce TBJKAT Ha yrmoTpeba Ha ecTporeH-IporecTareH € MHOTO HHCBK TIPH 3ApaBH KeHH, HaOMkaBaluy
MEHOIAY3aTa, HO Ce YBe/IM9aBa C HanpeBaHe Ha Bb3pacTTa.

Mounomepanus ¢ ecmpozes
PaHAOMK3UpaHH KIVMHWYHNA JaHHH He YCTaHOBABAT MOBHIIEH PHCK OT HCXeMHUYHA DONIECT Ha CHPLIETO NPH

XUCTEPEKTOMHPAHH KEHH, TpHeMAaLlld €CTPOreH KaTo MOHOTEpAIIUA.

HcxeMuyeH HHCYIT
KombunupaHa ecTporeH-nporectarek Wik X3T camMo ¢ ecTpOreH ce cBbp3Bar € 1,5 MbTH yBENHYEHHE Ha

pHCKAa OT MCcXeMHYeH WHCYNT. OTHOCHTENHHAT DHCK HE CE MPOMEHd C Bb3pacTTa HIH BPEMETO CNEA
MeHonay3aTa. Ho Thil KaTo M3XOAHUAT PUCK OT HHCYNT € CUITHO 3aBHCUM OT Bb3pacTTa, OOIIHAT PUCK OT
MO3bYeH HHCYNT NMPH XeHH, KouTo uinon3eat X3T me ce yeenH4ara ¢ Bb3pacTTa (BX. ToYka 4.8).

MeHUHIHOM

C10o0OlaBa ce 3a NoABa HAa MEHUHIMOMH (€IUHHYHHM MM MHOXKECTBEHHM) BbB Bpb3Ka ¢ ynorpebara Ha
ecTpaauoi/auaporectepoH. [lanvenTuTe TpaAbBa Ja ce HabiogaBaT 3a NpPU3HAM W CHMIITOMH Ha
MEHMHTHOMM CBIIacHO KIHHUYHATA NMPAKTHKA. AKO NMAaHEHTHT € AHATHOCTHIMPaH C MEHHHIHOM, BCAKO
fneYeHWe, CBHALPKALIO ECTPaAHON/AMAporecTepo, Tpabpa na Obae cnpaHo (BX. Touka 4.3).
HabmozasaHo e CBHBaHE Ha TyMOpa CJIe IpeKpaTABaHe Ha NEHEHHETO.

' CECTOAHHA

e EcTporeHuTe MOrar Aa NpeJW3BUKAT 3aIbpXaHe Ha TEYHOCTH, MOpPafH KOETO TNAaLHUCHTHTE C
HapymieHa cbpiedHa unu 666pedna ¢dyHKIHA TpAOBa A3 6BAAT BHHMATETHO TIPOCNICASBAHM.

¢ JKeHM c npeAliecTsalla XunepTpuraunepuiemMus Tpabsa n1a 6b1aT BHUMATETHO MOHUTOPHPAHHU 11O
BpeME Ha ECTPONeH 3aMECTUTENTHA WM XOPMOHO3aMECTHTENIHA TepanHs, ThH KaTo MpH TakWBa
NalHEeHTH TIPH MIPUIIOXKEHHE HA eCTPOTEHH ca AOK/IAABaH! peAKH CTydan Ha 3HAYUTETHO NOBUILIEHNE
Ha MIa3MEeHUTE TPUIIIHLIEPHIN, BOAELIO 1O TaHKpeaTUT.

e Ek30reHHUTE eCTPOreHH MOTaT Aa NPeAN3BHKAT HITH BIIOINAT CHMITTOMH Ha HaCIgit
MpHAOOUT AHTHOEAEM.

¢ EcTporeHnTe NMOBMIIABAT HHBOTO Ha THPOMI-CBBp3Baius rno0yms (TCI)
HMBa Ha OONIMA UHPKYJHpall TUPOWIAEH XOPMOH, YCTAaHOBEHO Ype3




cenp3anns Hon (TICH), na Ts (W3MepeHH dpe3 KONMOHEH WM pajiHO-HMYHONOrMYEH aHAlN3) HIIH Ha
Ts (upe3 paaro-WMYHONOTHYEH aHanM3). 3axBaiianeTo Ha T; e HaMalleHO, KaTo CICACTBHE HA
nosumenuss TCI'. KoHuenTtpauvute Ha ceobonaute Tz u Ty ca HempoMmenenu. Jlpyru CRbp3Ballu
NPOTEMHH MoraT Aa 6BJAT MOBMUIEHH B CepyMa, T.e. KOpTMKOMA-CBBp3saius raobymun (KCT),
cebp3Balua rno0ynuH 3a nojaosute Xopmonn (CI'TIX), koeTo BoAW A0 MOBHILICHA WHPKynalKd Ha
KOPTMKOCTEPOHAX M TONOBA XOPMOHM, ChOTBETHO. CBOOOAHMTE MAM OHONOTHYHO AKTHBHHTE
KOHIICHTPALWH Ha XOPMOHHTE Ca HEMpOMEeHeHH. Bh3MOXHO € MOBHIIABaHETO U Ha APYTH IUIa3MEHH
NpOTEMHH (AHrMOTEH3WH/PeHUH cybcTpar, anda-1-aHTUTPHIICKHH, UepyIONIa3MHH).

o X3T He nonobpara korunrupHaTa GQyHKIMA. FiMa H3BECTHH A0Ka3aTeJICTRA 34 TOBHIIABAHE HA PHCKA
OT €BEHTYAllHO pa3sBUTHE Ha JAEMEHLM NpU >KEHH, KOHTO 3all0YBaT MPOABLIDKUTEIHO JICUCHHE C
xoMOuHupana X3T unu X3T caMo ¢ ecTporel cnex 65 roAuilHa Bb3pacT.

o TTanMeHTKH ¢ pelKH HacIeACTBEHH (OpMM Ha rajaKkTo3Ha HEMTOHOCHMMOCT, O0IN JlaKkTaseH AeHULHUT
MM [OKO30-TrajlakTo3Ha Manabcopbund He TpAOBa a MpUEMAaT TOBa IEKapCTRO.

IMoeumenn HUBa Ha AJIAT

[To BpeMe Ha KIHHWYHHM W3NMTBAHUA NPH MalMEeHTH ¢ KOMOMHHMpaHa cXeMma 3a JIEYEHHEe Ha BHpPYCEH
xenaTHT C ¢ oMGUTACBHp/MAapUTAIpEBHD/PUTOHABHP, Che U 6e3 na3abyBup, MoBHIIEHH HHBA Ha AJIAT
noBeye OT 5 ITHTH HAZX ropHara rpaHvia Ha HopMata (I'TH) ce HabmonasaT 3HAIUTENNHO NO-9€CTO NPH
SKEHH, H3TOJI3BAlM JTeKapCTBEHH MPOAYKTH, ChAbPKAINU ETHHHNECTPAANON, KATO HaMp. KOMOWHHpaHH
xopMoHanud  koHTpauentued (KXK). OcBen TOBa, W MNpH MNAUMEHTH, JICKYBaHH C
rIeKanpesHp/mubpeHTacBHp, ca HabmoaasaHu noBHIeHH HuBa Ha AJTAT npu XeHH, KOUTO ynoTpebsBat
JIEKapCTBa, ChbpKalmM eTWHuNecTpaguon, xaro Hanp. KXK. Ilpu xeHM, H3NON3BAIlH JICKAPCTBEHH
MPONYKTH, CBABPXKALIH E€CTPOreHH, pasfiM4YHH OT E€THHHMIIECTPajAHOl, KaTo €CTpaguol, CTEMEHTa Ha
nosumeH” HUBa Ha AJIAT e cxXoJHa ¢ Ta3H NPH XXEHH, KONTO He NMPHEMAT HHKAaKBH €CTPOTCHHU; BBIIPEKH
TOBA, MOPAJIK OrpaHHYEHHs GpOH JeHM, MPHEeMaLIH Te3u Pa3IuYHU eCTPOTeHH, € HEOOXOMMO TNOBHIIEHO
BHUMaHHWe TpH E€JHOBPEMEHHOTO TIpHMAOXKEHHE Ha KOMOMHMpaHa TepaneBTHYHA CXeMa C
oMOHTacBHp/MapUTaNpeBUp/PHTOHABHP, Ccbc WM ©Oe3 Hazadysup, KakTo M Ha CXeMa C
riaexanpeBHp/muOpeHTaceup. Buxre Towka 4.5.

KoMOMHHPAHOTO ecTpOreH-nporecTareH JeueHue He € KOHTpaUenTHB.
4.5 BiaumojelicTBHe ¢ APYTH JeKAPCTBEHH NPOAYKTH H APYrH GopMH Ha B3aUMOZeHCTBHE

He ca npoBe)xaaHu MpOyYBaHHs 3a B3aHMOAEHCTBHUA.

quacmcwa HA eCTPOr'eHH ¥ NPOTECTAreHn Moxe Jia 6bJIe HapyIleHa:
MeTaboM3MBT Ha €CTPOreHH M NpOorecTareHH MOXE J1a ce NOBHION OT CAHOBPEMEHEH TIPHEM ChC

cy6CcTaHUMH, M3BECTHH KAaTO MHIYKTOPH Ha JiekapcTBa-MeTaboNM3Npalun eH3uMH, 0cobeHo P450-
emsumute 2B6, 3A4, 3AS5, 3A7, kKaTO HampuMep AaHTHKOHBYJICAHTH (Hamp. ¢eHobapburan,
kap6aMazenus, QEHHTOWH) ¥ aHTU-WH(EKUWO3HN NeKapcTBa (Hamp. pudaMmuunH, pudabyTHH,
HeBHIapHH, edaBUpEHL).

e PutoHaBHp ¥ HeNHHABHD, BEIIPEKH %€ ca H3BECTHH kaTo MomHu HHXHOUTOpH Ha CYPA50 3A4, A5,
A7, NpogBABAT KauecTBa Ha MHAYKTOPH, KOTaToO Ce IIPHeMAT 3aeIHO ChC CTCPOHUIHH XOPMOHM.

e PacTUTENHM NPOAYKTH, ChIbPKAIIN XBIT KaHTapHOH (Hypericum perforatum) MoraT 1a HHAYLHPAT
meTaboM3Ma Ha ecTporeH u mporectoreHu ape3 CYP450 3A4 nbr.

e KIMHWYHO, NOBUIIEHUAT MeTA0OIH3IBM Ha €CTPOTEHH M MporecTarcHi MoXe Ja AoBele N0 HaMaJicH
edeKT U 1a NPpOMEHH NMpodHia Ha KBpPBEHE HA MATKaTA.

Edekt Ha X3T ¢ eCTpOreHH Bb TH JIEKAPCTBEHU TPOIYKTH
YCTaHOBEHO €, Y& XOPMOHAHUTEe KOHTpPALUENTHBH, CHABLPXKAIUM €CTPOreHH, 3HAYMTS

[MIOKYPOHHPAHETO HAa TaMOTPUrMHA. ToBa MOXE Ja HaMalli KOHTPOJIa Ha TPUCT]
NOTEHUKANTHOTO R3aHMOJelicTBHEe MEXAY XOPMOHO3aMECTHTEJIHATA Tepanus




NMPOYy4BaHO, C& O4aKBa Ja ChLIECTBYBa N0J00HO B3aHMOAEHCTRBUE, KOSTO MOXKE [la IOBE/IE 10 HaMaNABaHe
Ha KOHTpONa Ha MPHCTLITUTE TIPH JKEHU, IPHEMALIH [IBATa JIEKapCTBEHH NIPORXYKTa EAHOBPEMEHHO.

EcTporeHy MOraT Aa NOBIHAAT MeTaboTH3Ma Ha APYTY IEKapcTBa
Ecrporenure per se morar aa notucHar CYP450 nekapcTBa-merabonunpallivre €H3UMH 4pes

KOHKYpeHTHa MHXHOMLMA. ToBa TpA6Ba Aa ce UMa NpeaBHA 0co0eHO 3a cyOCTpaTH ¢ TECEH TepaneBTHIEH
WHJAEKC, KaTo:

e TakponumMyc n unknocnoprn A (CYP450 3A4, 3A3)

o dentannn (CYP450 3A4)

o TeopusnuH (CYP450 1A2).

K IMHWYHO TOBA MOXe Ja ROBele N0 MOBUIIEHHE Ha MJa3MEHUTE HUBA Ha 3acerHaTuTe CyOCTaHLMH 110
TOKCHYHM KOHueHTpalMH. [To Tasn npuurHa MOHUTOpHpaHe Ha JIEKapCTBEHUTE HUBA 34 NPOABLJDKHTENCH
MepHox OT BpeMe MoXe a 6nle NMOKa3aHo, KaKToO W HaMaNnaBaHe Ha J03aTa Ha TaKPONHMYC, QeHTaHuMI,
LIMKJIOCTIOPHH A ¥ TeoPUIMH MOXe Zia Objie HeoOXoANMO.

dapMakoAMHAMHYHH B3aUMONEHCTBHS
[To BpeMe Ha KIMHWYHW  M3MHTBAaHHA C KOMOWHHpaHa  TepaneBTHYHa CXeMa ¢

oMOHTAcBUP/NapHTAaNpEBUP/PATOHABHD, ¢bC M 6e3 na3aGyBMp 3a NeueHue Ha BHUpyceH xematut C,
nosuinedH HuBa Ha AJIAT noseue ot 5 MbTH Hal ropHata rpanuua Ha Hopmara (I'TH) ce Habmonasat
3HAYKTETHO MO-YeCTO NMpH KeHH, HINON3BAIIH JIEKAapCTBEHH NTPOAYKTH, ChAbPXKALIN €THHUECTPAAHON,
kato Barnp. KXK. TTpu >keHH, H30N3BalH JEKapCTBEHH MPOAYKTH, ChABPKALIN ECTPOTCHH, PATHIHHA OT
eTHHHIIECTPAHO, KaTO eCTPAXHON, CTETICHTA Ha NOBHINEHH HHBA Ha AJIAT e cxonHa ¢ Ta3l NpH XKEHH,
KOUTO He M3MOJN3BAT HHKAKBK €CTPOreHH, BCE NakK, Mopalu orpaHuYeHUs Opoit XeHH, MpHEMAILR Te3H
Pa3sTU9HN €CTPOreHH, € HeoOXOAWMO TIOBHIIEHO BHHMaHHE TP €JHOBPEMEHHOTO INPHIOXKEHHE Ha
KOMGMHHpaHa TepaneBTHYHa cXeMa ¢ OMOHTacBUp/MapHTANPEBHD/PUTOHABUD, CbC WK Oe3 Aa3abysup,
KaKTO M Ha cXeMa ¢ riekanpesup/nudpenTacBup (BX. Touka 4.4).

4.6 OepTHANTET, 6 peMEHHOCT H KhpMEHe

deMOCTOH He € [MOKa3aH Mpu OpeMEeHHOCT. AKO BBb3HMKHE OpEeMEHHOCT M0 BpeMe Ha Tepanuiara ¢
deMocToH, NedeHneTo Tpabsa He3zabaBHO Aa OBae npekpaTeHo.

Pesynrarure OT MOBEYETO E€MUAECMHONOIHYHH NMPOyYBaHMA KbM JIHELIHA JaTa, KOMTO CE€ OTHACAT A0
HeBOJTHA eKCNO3NIMA Ha TUIOKA HAa KOMOHHALIMK eCTPOreH-MPOTeCTareH, NOKa3BaT IMNCa Ha TEPaTOrCHEH
Wi deToTokCHYeH edekt. HaMa JocTaThuHO JaHHM 32 ynoTpeba Ha ecTpaguoN/AUAPOTECTEPOH IPH
OpeMEeHHHU XEHMU.

KbpMeHe
DeMOCTOH He € 110Ka3aH Mo BpeMe Ha KbPMEHE.

4.7 EdexTs BLpYY cnocobnocTTa 33 modupaHe H pabora ¢ MAIIHHH

(dDeMOCTOH HEe TMOBINABA WIM TOBIMABA HE3HAYUTENHO crnocobHOCTTa 3a ImodupaHe WnH pabora ¢
MallIMHH.

4.8 HexelaHR JeKAPCTREHH PeaKIHH
Haii-uecTo HOKIAfABAHHTE HeEXEIaHW JIEKapCTBEHM peaKUHH TIpH MNallMeHTH, JIEKYBAHM C

eCTpafMON/MUAPOTeCTEPOH B KIWHUYHH  W3NUTBaHMA ca rnasobonve, Kope
Gonka/qyBCTBUTEITHOCT Ha I'bpauTe ¥ O0NKa B rbpbda.

CrnenpaluuTe HeXeNaHWTE JIeKApCTBEHHM peakuuH ca HaOMoAaBaHU C 4YecToTa, M
BpeMe Ha KIMHWYHH H3NUTBaHUs (n=4 929).
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061 HapyLIeHUs W ACTEHUYHHU CHCTOAHUS

epeKTH Ha MACTOTO (acTeHus, ymopa,

Ha MPUITOKEHHUE Hepas3IoJIokKEHHE),
nepudepeH eaem

3cnenBaHus YBeludeHue Ha Hamanenue Ha
TeJIECHOTO TErJo TeJIECHOTO TETJI0

* 3a noBeye WHGOpPMaLIMs BUXKTE M0-40JTy

PucK OT pak Ha MiIe4HaTa XJjie3a

e [loBuieH 10 2 NMBTH PUCK OT AMArHOCTULIMpaHe HAa paK Ha rbpAaTa € AOKJIaJABaH MPH KCHH,
npueMany KoOMOMHHpaHa ecTPOreH-TIporecTare Teparus 3a noseve oT 5 rOANHH.

e [TOBMILEHUAT PUCK TPH JKEHH HA MOHOTEpaInus ¢ eCTPOreHH € MO-HUChK OT TO3M, Had/Io1aBaH NpH
KEHW Ha KOMOWHAIIMH €CTPOreH-TporecTareH.

e HuBOTO Ha pyicKa 3aBUCH OT MPOAB/DKUTENTHOCTTA Ha yrioTpeba (Bxk. Touka 4.4).

e [IpencraBeny ca abCONMOTHH OLEHKH Ha PHUCKa, Bb3 OCHOBA Ha pe3yNTaTUTE OT HAH-TOJIAMOTO
paHIOMH3MpaHo Mnauebo-koHTponupano npoyusane (WHI-study) u Hal-roneMuaT MeTa-aHaln3 Ha
MepcreKTUBHUTE EMUIEMHOTIOTHYHH MPOYYBAHUA.

Haii-rojleMHsIT MeTa-aHAJAH3 HA NepCHeKTHBHHTE eNMUAeMHOJOrHYHH npoyyBaHHs — O4akBaH
NOIMbJIHHTENeH PHCK 0T PaKk Ha rbpAAaTa cjiel S-roaumHa ynorpe6a npu xeuu ¢ M'TM 27 (kg/m2)

Yecrtora Ha 1 000
A HUKOra He
P npueManu X3T OTHOLIEHHE Ha HombnuuTenuu ciayyau Ha 1 000
HA4aJaoTo Ha
KEHW 3a HaJ 5- pUCKa npuemami X3T xkeHu crneq 5 roAuHu
X3T (rooguHNn)
rOJAWIIEH TTEPUOA
(50-54 FD,[[HHH)]
— — — —I—I T — — o
| X3T camo ¢ ecTporeH
50 1133 2. 2,7 B
< : Kom0OuHa1Hs eCcTPOreH-NporecTareH ;
50 [13.3 | 1.6 8,0
'B3eTo oT u3xoaHaTa yectora B AHrnus npe3 2015 roanna npu xkenu ¢ UTM 27 (kg/m2)
3abenexka: Thil KaTO OCHOBHATA YeCTOTA HA paka Ha rbpjara ce paznudasa B ctpaHuTe oT EC, OposT
Ha JOMbJIHUTEIHUTE CIIydal Ha paK Ha rbpjara CbUIO L€ Ce MPOMEHs MPOMOPLHOHAITHO.

OuakBaH JOIMLJIHHTENEH PHCK OT paK Ha rbpaata ciael 10-rogmmua ynorpe6a npu xkenn ¢ HTM
27 (kg/m2)

Yecrora Ha |1 000
HUKOTa He
s b npueMaiii X3T OTHoOlLIEHHE Ha JonbaHuTeHU ciydad Ha 1 000
HayaJaoTo Ha
X3T (roanHwm) keHH 3a Hajl 10- pUcKa npuemaun X3T xenu cien 10 roauHu
roJMLIEH Nepuos
(50-59 roguun) > |
| X3T camo c ecTporeH
50 26,6 |13 | 7.1 B -
KoMOHHAIIHA eCTPOreH-NporecTarex
50 26,6 1,8 20,8




MpoyuyBanus UHuunaTHBa 3a xkeHcko 31paBe (Women'’s Health Initiative, WHI), CALII -
TONMBLJIHHTEJIEH PUCK OT PaK HAa I'bp/JaTa cjeA S-roJAHIHA ynorpeda

Bb3pacrosa Yecrora Ha 1 000 xenun | OTHOLIEHHWE Ha JonbnHuTenHu ciay4dau Ha 1 000
rpyna (roouHd) | B rutanedo paMoTo 3a pucka & 95%ClI npuematud X3T xeHH 3a Hafx 5
HaJ 5 rOJIMHH a roauHu (95%CI1) |
50-79 21 [ 0.8(0.7-1.0) -4 (-6—0)°
o CEE+MPA ectporen & mporecraren®
50-79 117 1.2 (1.0 - 1.5) +4 (0 — 9)

3SWHI npoy4BaHe npH xeHHu 6e3 MaTka, KOUTO He MOKa3BaT MOBUILEH PUCK OT paK Ha r'bp/iaTa

* [Tpu ananu3, orpaHu4eH J10 XeHU, KOUTOo He ca B3uManu X3T npean npoyyBaHETO, HE € UMAIIO
yBeJIMYEHHE Ha BUANMHS PUCK Tpe3 MbPBUTE NET FOJAWHM Ha JIeYeHHe: ciie/l 5 FOANHH PUCKDBT € M0-
BUCOK OTKOJIKOTO npu Henpremanu X3T.

PUCK OT eHaoMeTpUalieH KapuuHOM
TTocmmenonay3ainu HCeHu CbC 3ana3ena Mamxa
PHCKBT OT eHIoMeTpHalieH pak e okojio 5 Ha 1 000 sxeHHM cbe 3ama3eHa MaTka U Henmpuemary X3T.

[Tpu xeHun ¢ MaTka, ynotpebara Ha X3T caMo ¢ ecTporeH He ce NMpenopbyBa, Thil KAaTO TA MOBHIIABA
PHCKa OT eHJIOMeTpHaJIeH pak (BXK. To4uKa 4.4).

B 3aBUCUMOCT OT NMPOABJKUTETHOCTTA HAa PUEMa Ha ECTPOreH MOHOTEpanus 1 io3aTta My, MNOBUIICHUETO
Ha pUCKAa OT EHJOMETpPHAJIEH KapLUMHOM MpH eNnuJeMHOJIOrHYHH MpOYy4YBaHUA Bapupa oT 5 10 35
JOBJIHUTETHU THArHOCTULMpPaHH caydan Ha Bceku 1 000 xeHu Ha Bb3pacT Mexay S0 u 65 roguHu.

JloGaBsSHETO Ha MpOrecTareH KbM eCTPOreH-MOHOTepanus 3a Hak-manko 12 JHM Ha UMKBI MOXe Ja
MpeJJOTBPaTH TO3M MoBUILEH puck. B npoyuBanero Million Women Study ynotpebara Ha koMOMHHpaHa
(cekBeHUManHa Wiau HernpekbcHata) X3T 3a 5 roguHW HE € MOBHULIMIA pUCKa OT €HIAOMETpPHUAJICH
kapuuHoM (RR ot 1,0 (0,8-1,2)).

Pak Ha AHYHHUKA
Mpunaranero X3T camo ¢ ecTPOreHH WM KOMOMHMpaHa ecTpareH-nporecrared X3T e cBbp3aHO C JIEKO

MOBHIIEH PUCK Ja ObJie JMarHOCTULIMPAH pak Ha AiYHKKa (BX. Touka 4.4).

MeTta-aHanu3 Ha 52 enUIeMHONIONMYHU NTPOyYBaHuUs, MOKa3Ba MOBUIIEH PUCK OT paK Ha SWYHUKA MPH
sxeHn, kouto npuemat X3T KbM MOMEHTa, B CpaBHEHHUE C JKeHHU, KOUTO HUKora He ca npuemanu X3T (RR
1.43: 95% CI 1,31-1,56). [Tpu xeHn Ha Bb3pacT Mexay 50 u 54 roaunu, kouto mpueMat X3T B
NpOABLIDKEHHE Ha 5 FOJAMHH, TOBa BOAM 0 | nombauuteneH ciy4ai Ha 2 000 nekyBanu. I1pu xkeHu Ha
Bb3pacT Mexay 50 u 54 roaunu, kouto He mpuemat X3T, Ou umano okono 2 Ha 2 000 xeHw,
AWArHOCTHLIMPAHHU C paK Ha AWYHUKA 3a MepUoJ OT 5 FOJAUHH.

Puck ot BeHO3eH TpoMO0oeMO0oIH3bM

X3T e cBbp3aHa ¢ 1.3-3-rbTH MOBHIIEH OTHOCHTENIEH PUCK OT pa3BUTHE Ha BEHO3eH TPOMDOOEMOOIH3BM
(BTE), T.e. rb160ka BeHO3HA TpomM603a unu Genoapoben embonu3bM. [TosiBara Ha TakoBa CbOUTHE € TO-
BEpOATHA Npe3 mbpBaTta roauHa ot npueMa Ha X3T (Bx. Touka 4.4). [IlpeacraBeHy ca pe3ylTaTUTE OT
npoyuBaHusTa WHI:




WHI npoyuBanusi — aonbjaHuTeNeH pick oT BTE npu ynorpeba Haa S roanHu

Bb3pacToBa Yectora Ha 1000 xxenu B | [Iponopuus Ha JIOMBJTHUTEJTHU CITy4Yau Ha
rpyna (roJAuHH) niauebo pamoro 3a Haa S5 | pucka v 95%Cl 1 000 mauneHTH,

roJIMHU | npueMaJu X3T

1.2(0,6-2,4) 1 (-3-10)

23(12-43)  |5(1-13)

Puck oT ucxeMudHa 00J€CT HAa CHhPUETO
PUCKBT OT MCXeMHUYHa OOJECT Ha CHPLETO € JIEKO MOBHIUEH MpH XeHW Haa 60 roauHu, npueMalu
koMOuHMpana ectporeH-nporectared X3T (Bx. Touka 4.4).

PUCK OT MCXEMHUYEH UHCYJIT

Ynorpe6ara Ha €CTPOreH CaMOCTOSTENTHO W eCTPOreH-NMporecTareH Tepamus ce cBbp3ga ¢ 10 1,5 mbTH
MTOBHIIIEH OTHOCHUTEJIEH PHUCK OT UCXEMHUYEH MHCYJIT. PUCKBT OT XeMOparuiyeH HHCYIT HE C€ MOBHUIIIaBa 110
BpeMe Ha npujiokenueto Ha X3T.

OTHOCHTEIHMAT PUCK HE 3aBUCH OT Bb3pacTTa WM MPOABLIDKUTENHOCTTAa Ha ynorpeda, HO TbH KaTo
M3XOJHUAT PUCK € CHITHO 3aBMCHM OT Bb3pacTTa, OOLUMAT PUCK OT HHCYIT IPH JKEHH, KOUTO npuemar X3T
e ce MoBHIaBa ¢ Bb3pacTTa (BX. Touka 4.4.).

Komounupanu WHI npoyyBaHHsA — J0NbJIHHTEIEH PHCK 32 HCXeMHY€H MHCYJIT? npH Haj 5-
roauIHa ynorpeoda

Bb3pacToBa Yecrora Ha | 000 ke B | OTHOLIEHUE HA JIobJIHUTEJIHU CTy4yau
rpyna (roguud) | nnauge6o pamoto 3a Haa 5 | pucka u 95%Cl Ha 1000 nauueHTy,
rOAWHH npueManu X3T Hazx 5
FOJUHU
50-59 8 1.3 (1.1 - 1.6) [ 3(1-5)

Jlpyru HexenaHu peakLnu, J0K1aJBaH BbB BPb3Ka € JIEYEHUETO C €CTPOreH-NporecTareH
(BKJI. €CTpaAHON/INAPOreCTEPOH)

Heonnazmu — 0obpokauyecmeenu, 310Ka4ecmeenu u Heonpeoenenu
EcTporeH-3aBUCHMH HEOTUIA3MH, KaKTO JI00pOKayeCcTBEHH, TaKa U 3JI0KaY€CTBEHH, HAIP. CHAOMETPHATICH

paK, pak Ha SWYHWLHUTE. YBEIUYEHHE HA pa3MEPHUTE HA 3aBUCHMHTE OT MPOrecTareH HeOorIasMH, Harmp.
MEHUHTHOM.

Hapywenus na kpbema u iumgnama cucmema
XeMOJIUTHYHA aHEMUS

Hapywenusa na umyHuama cucmema
CHCTEMEH JIYITyC EpUTEMATO3YC.

Hapywenus na memabonusma u XxpaneHemo
XunepTpUuriivuepuaeMus.

Hapywenusa na nepguama cucmema
BeposTHa 1eMeHLUsA, X0pes, eKk3alepdauus Ha enuiencus

* He e npaBeHa pa3nuka MeXJIy HCXEMHYEH H XEMOparu4eH UHCYT




Hapywenua ng owume
M3ocTpaHe Ha KOPHEATHUA bI'bJI, HEMOHOCHMOCT KbM KOHTAKTHH JICIUH

Cvoosu napyuierun
ApTepuaneH TpoM6oeMO0IH3IBEM

CmoMaluno-4peery Hapyuenus
[MankpeaTuT (TIPH XEHH CbC CHUIECTBYBAINA XHNCPTPUTITHLIEPUIEMNSA)

Hapvienus na Kojxcama u ROOKONCHAmMA MuKax
EpureMa MynTHQOpME, EPUTEMA HONO3YM, XII0a3Ma HIIM MeNa3Ma, KOWTO MOTaT Aa NMEPCHCTHDAT H Cllex
CIHpPaHe Ha NEUESHNETO

Hapyuenus na MycKyIHO-CKeAemnama cucmema 1 CbeQUHUMenHama moKax
KpaMmu Ha JOMTHH KpalftHUIIH

Hapywenua na 6vbpeyume u NUKOYHUME NbMud
HuKOoHTHHEHIINA HA YPHUHA

Hapyuenus Ha 8b30POUIB00UMERRaAma CUcCmemd u 2spiama
®uodpokuctoszHa HolecT Ha rbpAaTa, €po3us HAa IMUAKATA HA MATKaTa

Bpooenu, pamunny u 2enemudiy Hapyuenun
BrnolaBaHe Ha noppupus

Hacnedsanun
O61o NoBHIEHHE HA HUBATA HA TUPOHIHUTE XOPMOHH.

Cpo01maBaHe Ha MOO3UPAHH HeXEJIaHH peaKLUH

C1o6inaBaHeTo Ha MOAO3HUPAHKM HEXeNaHW peakiliu Ciej pa3pelllaBaHe 3a ynoTpeOa Ha JleKapcTBEHHS
OpOAYKT € BaxHo. ToBa MO3BONSBA Ja NMPOABIDKH HabIIOAEHHETO Ha CHOTHOLIEHHETO TMOJI3a/pUCK 32
NeKapCTBEHUS MPOAYKT. OT MEJHUIIMHCKUTE CIICHIHMATUCTH Ce U3HCKBA J1a ChOOINABAT BCAKA MOJ03MpaHa
HEXeNaHa peaKkus Ipe3 HaJMOHATHA CHCTEMa 33 ChoOlllaBaHe:

M3meIHUTETHA areHIHuA 110 JIEKapcTBaTa
yn. ,,Jlaman ['pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 IIpeno3upane
MU ecTpagHon, M AMAPOreCTEpOH ca CyOCTaHLUMW ¢ HHMCKA TOKCHYHOCT. CHMNTOMH KaTo TajieHe,
MOBpBINAHE, YYBCTBHTEIHOCT HA I'bpJara, 3amaiiBaHe, kopeMHa 0orka, ChHIMBOCT/YyMOpa W OCTaTbYHO

KbPBEHE MOrar Jia Bh3HMKHAT B CJTy4YaH Ha Npeo3upaHe. MaJlko BEpOATHO € A2 ce HANOXM CIeHHPUYHO
CUMIITOMATHYHO JleueHue. [‘openocodeHaTa HH(GOpMaL{Usi c€ OTHACK H 33 NIpeo3WpaHe NTPH JeUa.

5, GAPMAKOJOTHYHU CBOUCTBA

5.1 PdapMaKOIHHAMHYHH CBOHCTBA

dapmakoTepanesTHIHa [pyMna: Y po-reHUTaTHa CHCTEMA Y NOJIOBH XOPMOHH, Nporec
cexBeHUHATHM nekapetea, ATC xox: GO3FBOS.




EcTtpanguon
AKTHBHaTa BeiiecTBo 17B-ecTpaguon, € XUHMH4YHO U OMONOrHYHO MAEHTHYHO ¢ €HAOFeHHUA YOBELIKH

ecTpajinol.

Toit 3aMecTRa 3ary6aTa Ha eCTporeHHa MPOAYKLIHA B MEHONAY3aIHH JKeHH U 00/1ekIaBa MEHONAY 3aJTHUTE
CHMITTOMH.

EctporenuTe npeana3BaT ot 3aryfa Ha KOCTHO BELIECTBO Clel MEHOMay3a M OBAPHEKTOMMS.

Inaporecrepod
JIMaporecTepoH € MEPOPanHO aKTHBEH NPOrecTareH, MMalll aKTHBHOCT, CpaBHHMA C TasH Ha

napeHTepaltHo NPUIOKEH MPOrecTEPOH.

Toif KaTo eCTPOreHUTE TIOATIOMAraT PacTeka Ha eHIOMETPHYMA, JIUIICATA HA NPOTUBOAEHCTBHETO HA TAX
MOBHIIABA PHCKA OT eHAOMETPHANHA Xunepnnasud U pax. JlobaBaHeTo Ha nporecTareH B ronaMa cTeneH
HaMaJIABa HHIYLHPAHHA OT €CTPOTeH PHCKA OT eHAOMETPHAITHA XHIIEPIINA3NA NPH HE-XHCTEPEKTOMUPAHH
KEHH.

IlaHHHM OT KNIMHUYHH W3NHTBAHHA
e (OOnexuaBaHe Ha CUMIITOMHTE Ha ECTPOTreHeH AeULINT ¥ BHIa Ha KbPBEHETO
e (6GnexuaBaHe Ha MERONAY3AIHUTE CUMIITOMHU, MOCTUTHATO NbPBUTE HAKOJIKO CEAMMIIH OT JICHEHHETO

PenorHO KBpBEHE MPH OTHEMaHE HACTHIIBa NPH §9% OT JKEHHUTE H TO € ChC CPEAHA NMPOJBIDKATEHOCT OT
5 nuu. KbpBEHETO NpH OTHEMaHe 00HKHOBEHO 3aM04Ba CPEeAHO OKOJIO 28-Hs AeH Ha WHMKbia. MeXXIuHHO
KbpBEHe H/UTH 3alalBaHe ce NOoABABA MPH 22% OT XKEeHUTE Npe3 MbPBUTE TPH Mecella Ha JIEYEHUETO H
pu 19% oT AeHHTe N0 BpeMe Ha Mecel 10-12 ot nedenneto. AMeHopes (6¢3 KbpBeHe HITH 3allanBate)
ce nosassea B 12% OT UMKIIATE 110 BpEME Ha ITLPBATA MN'OJHHA Ha IEYECHUETO.

[TpodunakTHKa Ha OCTEONOpO3aTa

JlebMUHTHT Ha €CTPOreH N0 BpeMe HAa MeHOMay’aTa € CBbp3aH C NOBHINEH KOCTEH MeTabonu3bM H
HaMaJIiBaHe Ha KOCTHA Maca. EQeKThT Ha eCTPOreHuTe BbpXy MHHEpATHATA IUTBTHOCT HA KOCTHTE € J1030-
3aBucHM. U3riexia NpoTeKiuaTa € epeKTUBHA TOJNIKOBa RBJIFC KONKOTO NpoAbkaBa neueHuero. Cnen
npexparaBaHe Ha X3T, KOCTHaTa Maca ce ry6u B cTerneH, Mofo0Ha Ha Ta3H NPH HeNleKyBaHH XeHH.

INokasarencTsara oT npoyuysadero WHI u Mera-aHann3upaHd W3NWUTBaHHMA TOKAa3BaT, Y€ TEKyluaTa
ynorpeba Ha X3T, caMOCTOSTEIHO HITH B KOMOMHALMS ¢ MPOTECTareH, NPHIIOKEHA Ha IPETUMHO 3paBH
KeHW, HaMalaBa PHCKa OT (pakTypH Ha IIHAKaTa Ha OelpeHaTa KOCT, HA MpElUUICHHTe W JApYrd
octeonoposuu ¢paktypu. X3T Moxe Cuilo ja npodunakTipa GpakTypute NMpH XEHU C HUCKA KOCTHA
MUIETHOCT W/WIH C YCTAHOBEHa OCTEOMNopo3a, HO J0Ka3aTeICTBATA 3aTOBa €4 OrPAHUYEHH.

Crien ase roauHu nedeHre ¢ ®eMocton 2/10, MoBUIIEHHETO HA MUHEpaTHaTa KocTHa IurbTHOCT (MKIT)
Ha TyMbanHaTa 30Ha Ha rpEOHauHRg cToIb € 6,7% = 3,9 % (cpenHo £ SD). 3a ©emocToH 2/10 nMpoLeHThT
JkeHH, KouTo 3anmaszear wm yeenwgasaT MKII B nmymbanHaTa 30Ha no BpeMe Ha JiedeHue € 94,5%.
democtoH uMa edekT H BepxY MKIT Ha 6enporto.

[MoBHILEHHETO Cllen IBe roauHu JeveHue ¢ ®emoctoH 2/10 e 6uno 2,6% + 5,0% (cpegno £ SD) Ha
uitkata Ha Heapenara koct, 4,6% + 5,0% (cpearo + SD) Ha TpoxanTepa 1 4,1% + 7,4% (cpeaxo + SD)
Ha TPWBIBIHWKA Ha Wards.

[TpoLeHTET JKEHH, KOWUTO 3anaszsarT wid ysenuuasat MKII B Tpure OelpeHH 30HU ClIed JIEUYCHHE C
®democToH 2/10 e 6un 71-88%.

5.2 DapMakoKHHETHYHH ¢BOHCTBA

Ecmpaouon

Abcopbuns




ChCTOSHHE Ha GapMaKOKMHETHUHKUTE napaMeTpy Ha ecTpaamon (E2), ectpon (E1) 1 eCcTpoH cyndart (E1S)
33 BCAKA 71033 MAKPOHH3HpaH ecTpaauon. JIaHHHTE ca NpeICTaBeHH Karo CPeAHH CTORHOCTH (SD).

_ Ecrpaguon 0,5 mg _
[TapameTpH | E2 El [lapametpn | EIS
Cmax (pg/ml) 34,8 (30,4) 182 (110) Cmax (ng/ml) 6,98 (3,32)
Cmin (pg/ml) - - - -
Cav (pg/ml) 21,5 (16,0) - | - | -
AUCq.. 7516 (383) | 2959 (2135) AUCq-, [ 82,0 (42,6)

CrnexBamara TabAMLa IPEACTABS CPERHOTO PABHOBECHO ChCTOAHME HA GAPMAKOKMHETHIHHUTE NTApaMETPH
na ecrpaguon (E2), ecrpon (El) m ectpon cyndar (E1S) 3a Bcdka f03a MAKPOHHM3MpaH €CTPagHoll.
JlaHHHWTE ca NMpeACTaBeHH KaTo cpeaHu cToHHOCTH (SD).

_ Ectpagnoa 1 mg
TTapameTpH E2 El lMapameTpH | 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)
AUCo.24 (pg.h/ml) 725 (270) 4767 (1857) AUCo.24 (ng.h/ml) 112,7 (55,1)

CrenpainaTa TabMHIa MpeCcTaBs CPETHOTO PABHOBECHO CHCTOAHME Ha (pApMAKOKWHETHHIHHTE NTapaMeTpH
Ha ectpaauon (E2), ectpon (E1) u ectpon cyndar (EI1S) 3a Bcika n03a MUKPOHH3WpAH eCTPaOwod.
JlaHHHWTE ca TIPEJICTABEHH KAaTo cpelHu CTONHOCTH (SD).

Ectpaanoa 2 mg
TMapameTpH 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) 3,7 (5,9)
Cav (pg/ml) 68 (31) 429 (191) Cav (ng/ml) 13,1 (9,4) |
AUCq.24 (pg.h/ml) 1619 (733) 10 209 (4 561) AUCp.24 (ng.h/ml) 307,3 (224,1)
PaznpegeneHue

EcTporeRuMTe ceé HaMHpaT WIH HeCBBD3aHH, WM CBbp3aHH. Okono 98-99% or nosarta ecTpaauon ce
CBBp3Ba C [1a3MEHHTE NPOTEHHH, OT KOUTO 0komo 30-52% ¢ anbyMuH H 0KOJIO 46-69% cbC CBLp3BallliA
NMONOBHTE XOPMOHH rNo0YITHH.

buorpancpopMalus

Cnen mnepopaleH OpHeM, ecTpagHon ce MeTabonM3ppa €KCTeH3MBHO. I'JTaBHHTE HEKOHIOTHPAHH U
KOHIOTHPaHH MeTaGoNNTH ca ecTpOH W ecTpoH cyindar. Tesu MeTabonuT MoraT na AOTMPHHECAT KbM
eCTpOTeHHAaTa aKTMBHOCT, OMPEKTHO WM CleR mpeBpblliaHe B ectpaanon. EctpoH cyndar Moxe Aa
NnpeMHHe eHTepoXenaralia UNpKynanus.

EnmMMUHNpaHe
B ypunara rnaBHHTe MeTabONMTH ca IMOKOPOHHAWTE Ha eCTpoHa W ecTpamwona [lomyXHBOTBT Ha

enuMuHKHpane e Mexay 10 nlé uaca.
EcTporeHuTe ce ceKpeTHpaT B KbpMaTa Ha KbpMaqKHTeE.

JInHeWHOCT/HETUHEWHOCT
Cnen exeqHeBeH NepopasieH npueM Ha OeMOCTOH, €CTPaAHo AOCTUrapaBHOBECHH KOH
OKOQJIO 5 THH.

Karto msno, paBHOBECHUTE KOHUEHTpaUHH ce JocTHraT 3a 8 1o 11 AHH cnel HaqanoTo




Ludpozecmepon

AGcopbuud
Cnen nepopaleH TpHeM, AuAporecTepoH ce abcopbupa Obp3o ¢ Tmax Mexmy 0,5 u 2,5 gaca.

AGconioTHaTa OHOHATMYHOCT Ha AuAporecTepoH (nepopanHa po3a or 20 mg cnpamo 7,8 mg
HHTpaBeHO3HA HHOY3HA) € 28 %,

Crneapaliara Tabnuua npeacTaBs CpeJHOTO PABHOBECHO CHCTOSHUE Ha (PAPMAKOKHHETHYHUTE NapaMeTpy
Ha guaporectepor (D) n auxuapomuaporecrepod (DHD). Nlawnure ca mpeAcCTaBeHH Karo CpeAHH
ctoitHocTH (SD).

Jlaaporectepon 2,5 mg
[Tapamerpu 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) -
AUCy.(ngh/ml) 2,81 (1,09) 90,4 (44,1)

CrneppamiaTa Tab1uLa NPeCTaBs CPeJHOTO PaBHOBECHO ChCTOAHKE HA hapMaKOKMHETUHHITE NapaMeTpH
Ha auaporectepoH (D) u muxuapoauwzaporectepoH (DHD). laHHuTe ca mpeAcTaBeHH KaTo CpelHH
croitHocTH (SD).

_ _ HuaporecTepoH S mg
IlapaMeTpH _ D DHD |
Cmax (ng/ml) 0,90 (0,59) 24,68 (10,89)
AUCq.. (ng.h/ml) 1,55 (1,88) 98,37 (43,21)
AUCir (ng.h/ml) - 121,36 (63,63)

Cnenpaniara TabmMua npeAcTaBs CpeAHOTO PABHOBECHO ChCTOSHHE HA (PapMAKOKHHETHIHHTE NNapaMeTPH
Ha muaporectepor (D) u muxuapoauaporectepoH (DHD). Jlanuute ca NMpeaCcTaBeHW KaTo CpenHH
croitHocTH (SD).

Jnaporecrepon 10 mg
[TapaMeTpH 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)

PasnpeneneHue
Crnen MHTPAaBEHO3HO NPHUROKEHHe Ha AMAPOreCTepPOH paBHOBECHHAT 00eM Ha pasnpeleNeHHe € OKOIo

1 400 1. luaporecTepod ¥ AMXHAPOXUAPOTECTEPOH €A CEBP3aHH C MNAa3sMEHHTE NPOTEHHH B NOBEYE OT
90%.

buoTpaHcopmalig
CJeq MepopalHO NpUIIokKeHue, Juaporectepor 6bp3o ce MeTabommaupa o DHD. Hupata Ha ocHOBHHUA
akTHBeH MeTabomuT 20 a-guxuapoauaporectepon (DHD) nocTHraT mukoBd KOHUEHTPALUMH OKONO 1,5
yaca ciea npuema. TnasmennTe HuBa Ha DHD ca 3Ha4MTENIHO N0-BUCOKH B CPRBHEHHE C JIEKAPCTBOTO-
matika. Oraomenara AUC u Cmax Ha DHD x»M auaporectepoH ca okono 40 ¥ 25, ChbOTBETHO.
CpeZHUAT KpaeH MOMyxuBoT Ha mumporectepoH W DHD Bapupa mexay 5 mo 7 n 14 2o Emags
cnoTBeTHO. O0IIaTa YepTa Ha BCHYKH MeTaboNnuTH € 3aabpkaHeTo Ha 4,6 diene-3-one KQBEIGEWINT
Ha JleKapcTBOTO-Malika ¥ Jmricata Ha 17a-xunpokcunupade. ToBa 0bACHSBa MUTICaTa 474 & TPOTERCE

aHJpOTeHeH e(deKT Ha IUAPOTeCTEPOH. Q




EnuMuHHpaHe
Cnen nepopanHa yrnorpefa Ha MapkupaH IHIAPOreCTepoH, cpedHo 63% OT Ao3ara ce eKCKpeTHpa B

ypuHaTa. OGIIHAT NasMeH KIHpBHE e 6,4 1/min. ExckpeunsTa 3asbpimba 3a 72 9aca. DHD ce namupa B
YpHHATa TIPeJHMHO KaTO KOHIOraT Ha IMOKYPOHOBATa KHCEITHHA.

JInsetiHOCT/HeMMHENHOCT

DapMaKOKMHETHKATE [TpH eAVMHAYHA H MHOTOKpaTHa 1032 Ca JIMHEeapHH MpH NEpPOpayicH NpHEM Ha 1033 B
HHTepBana ot 2,5 1o 10 mg. CpaBHeHNA HA KMHETHKATa Ha €AMHMYHA H MHOTOKpAaTHa J03a TIoKa3sar, He
dapmakoxuHeTHKaTa Ha auaporectepod ¥ DHD He ce npomMeHA B pe3yNnTaT OT NMOBTApAll ¢ NMpHEM.
PapHOBECHH KOHIEHTPALKMH ce JOCTUTAT clell 3 AHH NeYeHHE.

5.3 IpeaAKMHAYHA JaHHH 332 6€30MacHOCT

He chbimecTByBar NMpeIKIMHHIHH JaHHU 3a 6€30MacHOCT OT 3HaYeHUe 3a TPEAMMCBAIINA 110 OTHOLIEHHE
Ha MaUMEeHTCKaTa TapreTHa Nonynalus, KOUTO Ja ¢a JONBITHHTENHMY KbM TE3H, KOUTO BEYC Ca BITIOYCHH
B ApYTUTEe TOYKH Ha KPATKATa XapaKTepUCTHKA HA MPOAYKTA.

Quenka Ha prcka 3a okonHara cpena (ERA):

To3u nekapcTBEH MPOAYKT MOXe Ja MpeACTaBIgBa PHCK 3a BOAHATA cpefia. JlekapcTeara, KOHTO BEHE HE
ca HeoOXOXHMMH, He TpabGBa 1a ce W3XBLPJIAT B KaHaNM3aluATa MAM B OHTOBHTE OTNAXBLM.
Hen3non3BaHUSAT NeKapCTBEH MPOAYKT HIIM OTHAABYHHTE MaTEpHATA OT HEro TPAOBA Jia ce HIXBBPIIAT B
ChOTBETCTBHE C MECTHHTE H3NCKBAHHUA WJIH Ja c€ BBPHAT B allTEKaTa.

6. ®APMAIIEBTHYHH JAHHU

6.1 Cnuchk HA [IOMOIHHTE BEDIeCTBAa

ChpuesHHa Ha TabIeTKUTE
JlakTo3a MOHOXHIpAT

Xunpomenosa

[{apesraHO HHIDECTE

CUnHLIMEB QUOKCHJ, KONOHJIEH, Oe3BOJeH
Marse3sueB cTeapar

OHIMOBO NMOKPUTHE

Tabnerxka I{BaT Ha TabneTkaTa | [IoMOIIHK BeMecTBA

Tutauos auokcng (E171),
YepseH xeneseH okcua (E172),
YepeH xkenesed okeua (E172),
2 mg ecTpagHon KEepeMMIeHOYEPBEH Aot xeneszen okeup (E172),
XUMIPOMENO34a,

Makporon 400,

Tank

Twurasos auokcug (E171),
Xunt xenesen okcun (E172),
KBIT XHIIpOMEN034a,

Maxporon 400,

Tank

2 mg ecTpagMon u
10 mg auaporecTepoH

6.2 HechBMECTHMOCTH

Hama naHuM.




6.3 Cpok Ha roaHocT
3 rOAUHH.

6.4 CneunrajHH YCI0BHE HA ChXpaHEHHE
To31 NekapcTBeH NPOAYKT He H3HCKBa CIICLHANHH YCIOBHS Ha CbXPAaHCHHE.
6.5 Bua ¥ cbAbpKaHHE HA ONAKOBKATA

TabneTKHTe ca MOCTaBeHU B GiMcTepH, BCEKH OT KOMTO ChAbpka 28 TabmeTku. bancTepuTe ca
HanpaeeHs oT PVC/PVDC unn PVC-hunM 1 ca NOKPHTH ¢ ATyMHHUEBO domuo.

6.6 CneunHaJHu NpeANa3HH MEePKH NPH N3XBLPJSHE

To3u nekapcTBeH MPOAYKT MOXKe Jia MPEACTABNABA PUCK 33 BOAHATA cpefia. JlekapcTBaTa, KOMTO BEYE HE
ca HeoGXOmMMH, He TpAOBa Ja ce U3XBBPIAT B KaHANTH3aUMATA HIH B OUTOBUTE OTTIANBLM.
Her3on3BaHuAT 1eKapcTBeH NPOAYKT UK OTNATBYHUTE MaTepHali OT Hero TpAOBa J1a ce H3XBBPIIAT B
CHOTBETCTBUE C MECTHUTE M3NCKBAHUA MITH fa € BHPHAT B anTeKara.

7. IMIPUTEXATEJ HA PASPEILIEHHETO 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

PerucrpauuoneH Homep: 9700102

9. JIATA HA IILPBO PA3PEIIABAHE/MOTHOBSBAHE HA PASPEIIEHHETO 3A
YIIOTPEEA

Jlata Ha mepBO paspeiasane: 10 anpun 1997
JlaTa Ha nocneaHo nogHoessaxe: 07 oxromepu 2008

10. JATA HA AKTYAJIN3IUPAHE HA TEKCTA

10/2024




