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KAHYECTBEH U KOJIMMECTBEH CbhCTAB

Beaka Tabnetka cpappka 1 mg 17P-ectpammon xemuxuapar (estradiol hemihydrate) w 5 mg

auaporectepoH (dydrogesterone).

ITomMOLIHM BeltECTBA ¢ U3BECTHO [CHCTBHE: JIAKTO3@ MOHOXHIPAT.

3a ITBJIHWA CIIHCHK Ha MOMOLHHTE BELUSCTBA, BHOKTE TOYKa 6.1,

3. JIEKAPCTBEHA ®OPMA

DunmupaHy TabiieTKH.

Kpbriu, npoiiHON3MBKHAMM Ta0AETKH, C Lijamna ,,379” or ejiHaTa CTpaHa.

C uBdT Ha cbomMra 1 mg/5 mg Tabnerkw.

4. KJIAHNYHA TAHHH

4.1 TepaneBTHYHH MOKa3aHHA

XopmonozamecturenHa tepanus (X3T) npu cHMIITOMH Ha €CTPOr€HOB A€PHUMT NPH MOCTMEHOTIAY3aTHH

)KE€HH HaH-MaJIKo 12 Mecelua OT MOCHeTHUA MEHCTPYANICH LIHKBII.

[IpodnnakTrka Ha 0CTEONOPO3aTA NIPH MOCTMEHOTIAY3ATHH JKEHH ¢ BHCOK PHCK 3a 6baeluy Gppaxtypu,
KOHTO €a ¢ HEMOHOCHMMOCT KbM MAH Ca ¢ MPOTHBOMOKA3aHMA 34 MPWIOKEHHETO HA APYIH NNIEKaPCTBEHU

MPOAYKTH, OA0OPEHH 32 NpoduNaKkTHKA HAa OCTEONOpO3aTa.

ONMTHLT B JTEYEHHETO Ha KECHH Haj 65-roaMIuHa BB3pacT € O paHH4CH.

4.2 A 03MPpoOBKa H HAYUHH HA NPHIOKEHHE

3a nepopaiHO MPHIIOKEHHE

3a npoab/LKUTETHA KOMOUHMpPAaHA Teparus.

EcTtporen ¥ nporecrareH ce npunarat Bceku aeH Ge3 npekbepare. JlozupoBkara e eaHa Tabnerka AHEBHO

3a 28 mHeBeH LHKDJI.

(DeMOCTOH KOHTH Tp}lﬁBa Aa CC IIpHEMA ITPOAB/IXKHTEITHO, Oes MPEKHCBAHEC MCHKAY OIIAKOBKHUTC,

3a Hayamo H NMpOoAB/LKABAHE Ha JICYCHHUETO HA NMOCTMCHONAY3AHUTEC CHMIITOMH Tpﬂﬁﬂa Aa CC Tpyiara

Hai-HUCKaTa epeKTHBHA [03a 3a Hali-KpaTbK Mepuon (BXK. TOUYKA

HenpexbcHatore koMOMHMpaHo neueHHe ¢ DeMOCTOH KOHTH MOXKE 4a 3aro

BPEMETO CJICA MCHONAY3AaTa U TEXKECTTa HA CHMITTOMHUTE.

B 3aBHCHMOCT OT KITHHHYHKUSA OTTOBOP, A03aTa MOXKE 1A 61:,.[[6 aganTrupaHa BIIOCJICI

4.4).




[lauvenTH, KOUTO NPEMHHABAT OT APYTa NPOAL/IKMTENHA CEKBEHLMAIHA HIH UMKIHUHA Tepanus TpaOsa
Aa 3aBbpUIAT 28 JHEBHHS LMK M TOTARA /1a IIPeMHHAT kbM DEMOCTOH KOHTH.,

I—[al.[HE’:HTH, NpeMHHAaBaliH OT IIPOAL/DKHMTENHA KDMﬁHHHpaHa TCpallHA MOraT ga 3arnodyHat JICHCHHC T1I0
BCAKOQ BpEMC.

AKk0 ce npolycHe 103a, T4 TpaOBa /1a ce MPHUEMe KOJTKOTO € Bb3IMOIKHO MO-CKOPO. AKO ¢a MHHAJIH MOBEYE
oT 12 waca, neueHuero TpaGea ga NPOALIKK Chbe chejpawara Tabnerka 6e3 na ce npuema 3abpaseHaTa
Tabserka.

BCpOHTHOCTTEl 3d BHC3AITHO KbpPBEHE WIH 3aLlaliBaHe MOXKE Ja C€ YBCIHYH.

(DeMOCTOH KOHTH MOXKe Aa ce MpHemMa HC3aBUCHMO OT NMPHEMA HA XpaHa.

Ileanarpuyna nonynaims
Hama npunoxuMu nokazanus 3a ynorpeda Ha PeMOCTOH KOHTH B fICAMATPUYHATA MOy IaLIMA.

4.3 IIpoTuBONOKA3aAHNA

e JIMarHOCTHLMPAaH B MUHAJIOTO MJIH MOJIO3HPAH KapLIMHOM Ha MJI€UHATa XKJIe3a.

JAHarHOCTULMPaH MM TOAO3UPaH €CTPOreH-3aBUCUM 3J10KAHECTBEH TYMOD (Hamp. eHIOMETpHalleH
KapLIHHOM).

M3BecTHH HITH NOJ03UPAHM TIPOreCTareH-3aBUCHMH HeonasMH (Hanp. MEHHHIHOMA).
HeauarHocTHUHPaHO FreHUTAIHO KBPBEHE.,

HeniekyBaHa eHgpoMeTpHamHa XMIIEpIUa3ua.

[Ipexapad win Hanu4ueH BeHoseH TpoMOoemGoyn3bM (1bJI00Ka BeHo3Ha Tpombosza, Demoapoden
eMOOIU3IbM).

¢ HssectHo TpomOopunHo Hapyuienue (Hanp. npoteun C, npoTerH S Wik aHTUTPOMOUHOB AC(HLMT,
BXK TO4Ka 4.4).

* AKTHBEH MJIM HACKOPO TipekapaH apTepHaneH TpomOBoemOomuzbM (Hamp. aHrMHA, MHOKapAeH
HH(]apKT).

e (Uctpo uepnoapobHo 3abongpaHe HWAX MMHANO 4epHOAPOOHO 3abosisRaHe, CAed  KOETO
(YHKUHOHATHATE YEpPHOAPOOHH MOKA3aTE/H HE ¢a C¢ BLPHAIH B HOPMAJIHH IPaHMLIU.

» llopdupus.
* l3BecTHa CBPBXYYBCTBUTEIHOCT KbM aKTUBHOTO BElllECTBO WIH KbM HAKOE OT NMOMOILIHHMTE BELIECTRA
U30poeHH B Touka 6.1.

4.4 CreunanHy npeqynpexacHas H NpeAlasHu MEPKH IPH YHoTpeba

3Ja Tepanua Ha nocTMeHonaysanHu cumnromu, X3T Tpabea Ha ce 3almouHe caMo B Cly4van, ue
CHMIITOMHTE HApPYLIABAT KAYECTBOTO HA KUBOT. BBHB BCHMUKM C/ly4aH € HEOOXOAMMO Ja Ce H3BBPLUH
BHUMATENHA [IPELEHKAa HAa PHCKOBETE W NOM3WTe node Bennbk roaumuo W X3T Tpabsa ma Ovae
MPOABLIKEHA CAMO 0 TOraBa AOKATO NOM34TA NPERbIXOKAA PUCKA.

JlokazaTencrBaTa NO OTHOIeHWEe HA pHCKa, CBbp3aH ¢ X3T nNpd JedeHHETO Ha NpPEKICBPEMEHHA
MEHOIIay3a ca orpaHuyetu. [lopaan HUCKOTO HHBO Ha aGCOMIOTHHA PHCK NMPH MO-MJIaJH KEeHH, OalaHChT
f10J132/pUCK NPH TE3H XKEHHE € NO-01aronpUsTeH, OTKOJKOTO NPH NMO-BB3PACTHH KEHH.

MeauIHHCKHY Npernea/ npocaesBaHe
[Ipeau 3anousaHe unu nogHosssaHe Ha X3T Tpabsa na Obae cHeTa MbJAHA MHAMBHAyaTHA M (aMHIHa
aHamMHe3a. QU3HKATHUAT nperied (BKIIOMHTENHO Ha TA30BMTE OPraHd M MICYHUTE e3d) Tpadsa aa
Obie M3BBLPIIEH € OTACA Ha CHeTaTa aHaMHe3a, KaKTO M Ha NPOTHBOTNOKA3aHHATA
[NpeaylpesxIcHus 3a ynotpeda Ha nekapcTBoTo. [lo BpeMe Ha nedyeHHeTo € npenop
[IPOBEXKAAHH TEPHOJHUYHH KOHTPOIHM MPErjeau, Kato uYecTOTATa H XapaKTepbT
3ABUCHMOCT OT HHAUBHAYAINHHTE 0coOEeHOCTH Ha nauuenTa. JKenure TpsadBa na ©
[IPOMEHH B I'bpANTE TPAOBA Ja CHOOLIARAT HA JIEKYBAlLMUA CH JIeKap U MEAUWLIMHCK
MJleHHaTa JJe3a” no-gony). Tpabpa na ObpaaT NpoBeKJAHM H3CIEABAHMA, BKJI




o0pasHa HATHOCTHKA, Hamp. Mamorpadus, cnopej ChBPEMEHHMUTE MPHETH MPAKTHMKM 332 CKPHUHMHT,
ANaNTHPAaHH B 3aBUCHMOCT OT KITHHHYHHTE HYKAH Ha MALMEHTA.

ChbCTOAHHS, IPH KOHTO € HeoOX0AMMO HABOACHHE

IMauneHTkata TpsAOBa na ObAe CTPUKTHO HAD/10aBaHA, AKO HAKOE OT CIIEJHHUTE CHCTOSHHMS Ca HATHYHM,
WM ca OWNM HanWuHH, WUiM ca OMIKM BNOLIEHH TIO BpeMe Ha OpeMEHHOCT MWIIH MpeIllecTBalia
XOpMOHanHa Tepanus. Tpsa0Ba /1a ce WMa npeaBUA, Ue Te3HW CHCTOSHHUA MOTAT Ja C€ MPOSBAT OTHOBO MIIH
A2 Ce BJIOLIAT [0 BpeMe Ha JieueHHeTo ¢ PeMOCTOH KOHTH:

* JIEHOMHOMA (MaTOUHH GUOPOMU) WM EHOOMETPHO3A

®* PUCKOBM (DaKTOPH 3a TPOMOOEMOOIHYHH HAPYILIEHHS (BXK. TO-J01Y }

PHCKOBH (PaKTOPH 3a €CTPOreH-3aBUCHMH TYMOPH, HAMp. HACAEACTBEHOCT MbPBa CTENEH NMPH pak Ha
rbpaaTa

XUINEPTOHHUS

YCPHOAPOOHK HapyIIeHUd (Halp. YepHOOPOOEH ajIeHOM)

3aXapeH AHadeT ¢ UM 0e3 CbA0BO 3acgraHe

XOJIeJINTHa3a

MHIPEHA HIIH (TeXKO) rnapobosive

CHCTEMEH /lYITYC EPUTEMATO3YC

aHAMHE3a 33 €HJOMETpHANHA XHNeprinasusa (BxK. Joy)

eTMUNCICHA

acTMa

OTOCKIIEPO3A.

® & & & % & & & » @

[IpyunHK 3a He3abarRHO CIIMpaHe HA TePanHATa

JleueHnero TpsabBa na ObpAe MpekpaTeHO B Cydvai, Ue ¢ YCTAHOBAT KOHTPaHHAMKALMH, KAKTO W MPH
C/IEAHHUTE CHCTOSHHUS

¢ KBITEHHLA WM BAOLIABAHE Ha YepHOApoOHaATA DYHKLIMSA,

® 3HAYHMTENHO MOBHULIABAHE HA KPBBHOTO HANATAHE;

® HOBOIIOABMIIO CE€ IN1aBODOIUE OT MHIPEHO3EH THIT;

* OpeMEHHOCT.

EngoMeTpyania xunepnia3nusg 1 KApLHHOM

® [PH XKEHH ¢ WHTAKTHA MaTKa, PUCKBT OT €HAOMETPHAIIHA XUNEPIIA3usd H KAPLMHOM € IMOBHILEH,
KOTaTO €CTPOTeHUTE <€ TMpuiaaraT CaMOCTOATEHO 3a NpoABIKUTETHO BpeMe. JoknaaBaHOTO
MOBHLIABAHE HA PHCKA OT EHJOMETPHANIECH paK Cpel MauuMeHTH, IPUEMalliH CaMO €CTPOIreHH BapHpa
OT 2 00 12 nbTH, CpaBHEHO ¢ HENPHEMALIM H 3aBUCH OT NIPOAB/DKMTENHOCTTA HA JIEYEHHETO U A03aTa
Ha ecTporena (Bx. Touka 4.8). Caen cripaHe Ha JIEUEHHETO PUCKBLT MOXE Ja OCTAHE MOBHLIEH 3a
noue 10 roauum.

e [lobapsaHeTo Ha nporectareH LUMKJIMYHO 3a HaH-Masko 12 AHM MeceuHoO/28-THEBEH LMKBLJI MM
MPOAL/DKHTENIHA KOMOWHMpAaHa ©CTPOreH-MPOTECTAreH Tepanus MpH HEXHCTEPEKTOMHPAHH KEHU
MOJKE J1a TPEBEHTHPA [IOBRUIEHUS PHCK, CBBbp3aH ¢ X3T caMo ¢ ecTporeH,

¢ BHe3anHO KbpBEHE W 3allaniBaHE MOKe 1a c€ NOSBH MO BPpeMe Ha MBPBHTE MECEUM OT JIEUEHHETO. AKO
TO C€ MOABH M3BECTHO BPEME CJied TEpalUATa WIH MPOABDKH CJeH NPEKbCBAHE HA JICHECHUETO,
TpA0Ba na ce wu3cneaBa MNPUHYMHATA, KOETO MOKE Aa BKIIOUBA €HJAOMeTpHainHa Ouoncus 3a
H3KJIIOYMBaHE Ha 3710Ka4YE€CTBEHO 3ab0IsiBaHe Ha eHAOMETPHYMA.

Pak Ha MJIe4HATA KIe3a
JlokasaTencTBara KaTo 110 TIOKA3BaT MNOBHULUEH PHCK OT paK Ha I'bpAaTa NMPH O>KEHHW, MpveMally
KOMOHWHauua ectporeH-nporectared W npn X3T camMo ¢  ecTpored, KOHTO € 3aBUCHUM OT
NPOABIKUTEIHOCTTA Ha NpHemMa Ha X3T.

Kombunupana mepanus c ecmpozen-npozecmazen

PanpoMusupanoTo naauebo-KOHTpONIUpaHo npoy4sane, MuMuMaTHRa 3a XKeHCK
Health Initiative study®, WHI) u Mmera-aHanu3 Ha MepCreKTHBHH CMUAEMHO
MOCTIEAOBATE/IHH B YCTA4HOBABAHCTO HA MOBMUILEH PHCK OT pak Ha rbpjarta




KomOuHupaHa ecrporen-nporectared X3T , koiito ce nposssasa ciea okono 3 (1-4) roauHu (BxK. Touka
4.8).

Mounomepanus ¢ ecmpocen

[Ipoyusanero WHI ne ycranoBsBa noBuillaBaHe Ha PHCKAa OT paK Ha rbpaTa MpH XHCTEPEKTOMMHpaHH
#eHH, npuemald X3T camo ¢ ectpored. ObcepBaunoHHK NpoyuBaHus ca cho0OLIABATIH OCHOBHO MAKO
MOBULUEHHE HA PHCKA OT JUarHOCTHUMPAHE HA pPaK Ha I'bpAaTa, KOHTO MO-MalbK OT TO3H, OTKPUT NPH
KEHH, NpUeMaTH KOMOHHALIUS eCTPOreH-NporecTare {BK. Touka 4.8).

Pesynrature OT ronaM MeTa-aHalM3 MOKa3Bar, 4Ye Clell NMPEeKbCBAHE Ha NEYEHHETO CBPBX PHCKBT LUE
HaManee ¢ BpEMETO H BPEMETO, HeOOXONMMO 3a BPBINAHE KbM M3XOJHO HHMBO, 3aBHCH OT
NPOAB/KHTENHOCTTAa Ha npeanuHaTta ynorpeda Ha X3T. Koraro X3T ce npuema nosede OT 5 T'OIHHH,
PHCKBT MOXKE Aa ApoABIDKH 10 rogMHM U noBeHe.

X3T, ocobeHo KOMOWHMpaHaTa eCTIPOTEH-TIPOTECTANE€H Tepamnusd, [OBMIIABa IUIBTHOCTTa Ha
MaMOTPa(PCKHTE 0Opa3H, KOETO MOXKE Aa MOBJIHAE HeOIaronpUsaTHO PajHOJOrHYHOTO OTKPHBAHE Ha pak
Ha bpaaTa.

Pak Ha alYHULUMHTE

PakbT Ha AHUHHLMTE Ce HaOIKOAaBA MHOMO MO-PAAKC OT paka HA rbpaaTa. EnuaeMuonornyHuTe AaHHHU
OT IOJIAM METa-aHAIH3 MPEANOoNaraT 1eKk0 NMOBUILEH PUCK TNpH »KeHH, npdeMam X3T camo ¢ ecTporen
WIH KOMOMHHpaHa ectporeH-nporectareH X3T, Ko#TO ce mnpofBsiBa B paMKWTE Ha 5 TOIUHW OT
yrorpebara ¥ HaMaJIABa BBB BPEMETO CJIE] CMIMPAHE HA NPUEMA.

Hsaxou apyrv npoyuBaHWsa, BKAKUYMTENHO w3nuTBaneto WHI, npeanonarar, uye ynorpedara Ha
KoMOMHMpaHa X3T Moske Ja € cebp3aHa ¢ Noa00eH MM MAJIKO NO-MaibK PUCK (BXK. Touka 4.8).

Benozen tpoMbemb01u3 M

¢ X3T ecspp3anac 1,3-3 MbTH NO-BUCOK PUCK OT Pa3BHTHE Ha BeHO3eH TpomOoemOonusbm (BTE), T.€.
Ab/I0OKa BeHO3HAa Tpombosza wunu Oenoapoben emGonusbm. IlosBara Ha TakoBa CbHOMTHE € TO-
BEPOATHO Npe3 NbpBaTa roAnHa Ha X3T, oTKONKOTO TIO-KECHO (BXK. TOYKA 4.8).

e [lalMeHTH ¢ H3BECTHH TPOMOO(MIIMUHH CHCTOSIHUA Ca ¢ MO-BHCOK PHCK 3a pasutve Ha BTE u X3T
MOXeE Ja MNMOBHIIH TO3M pHcK. [lo Tazu npuumna npunaraneto Ha X3T mpu TakHMBa NaLMEHTH €
MPOTHBOMOKA3aHO {BXK. Touka 4.3),

¢« (OoOmonpuerute puckosn daxkropu 3a BTE Brirousat: npuiarane Ha eCTPOreH, HalpeaHala Bb3pacT,
roJIsMa XHPYPruyHa ornepaiHs, Tpodb/bKHTe Ha UuMobwin3aums, 3atisctasane (MTM > 30 kg/m2),
OpeMeHHOCT/IIEpro/ia Citel paXAaHeTo, cHetemer nynyc epuremarosyc (CJIE) w pak. Hama eauHHO
MHEHHE 3a Bb3MOKHaTa poid Ha BapuKosuwTe BeHu npu BTE.

e Kakro npH BCHYKM TOCT-ONEPATHBHU MNALMEHTH, € HEeoOXOOWMO Ja ce HMMaT npeIBHA
NPOPUIAKTHYHE MEPKM 3a NPEeSOTBPATABAHE HA CNEAOTIEPATUBHHA BEHO3EH TPOMOOEMOONN3IbM. AKO
Ce O4YaKBa MPOAB/DKHTENHO 00e3fABWIKBAHE CAEA ONPENENEHH OMEPALMH, C& MPENopbUBa BPEMEHHO
cnvpade Ha X3T 4 g0 6 ceamuud no-paHo. Bb3oOHOBsIBaHETO Ha TepanuaTa He OHBA Jla CTaBa IpeaH
KCHATA [a € HAITBIIHO Pa3/IBHKCHA.

 [Ilpn xenn Oes anamuesa 3a BTE, Ho npu pogHuHa OT mbpBa CTENEH ¢ aHaMHe3a 3a TpoM0O3a B
Miaja Bb3PAcT, MOXKE Aa Ce MPEANOKH H3BBPIIBAHETO HA CKPHHUHI Cllefi BHHMATENHA HHPOPMHPAHE
OTHOCHO OrpaHM4YeHMATa My (CaMO 4acT OT HapYLUEHHUATA Ha TPOMOOGDUIHATA ce MACHTHQHUMPAT
IPY CKPHHUHT).

¢ Axo TpombodunnueH aedexT ce HACHTHHLKpa, KOUTO ce& MposABABa ¢ TpoM0O3a B 4WIEHOBE Ha
CEMEICTBOTO WIH AeDEKTHT € TeXbK (Hanp. aHTHTPOMOUH, rpoTerH S uny npoTenH C JeQHLUT HIIH
koMOuHauus o1 fedektH), X3 T e npoTHBOIOKa3aHa.

¢ Jlpy keHHM Ha XPOHMUHO AHTOKOATYNAHTHO JleuyeHHe, TpibRa BHMMATENHO
nofsara/pucka ot npuiokednero Ha X3T.

¢ AKO cien Hauanoro Ha neudeHuero ce pazBue BTE, npuembT Ha JsekapcTBOTO
[TauuenTuTe TpsdBa Ja ce MOCHBETBAT A4 NOTHPCAT NEKYBAllMA CH JeKap He3
CBEMHEHHE 34 €BEHTYAJIHO pa3BHUBall ce TpoMboeMbonu3bpM (Harp. DONE3HEHO
BHE3anHa rpbaHa 00ska, 3a0yX).




HMcxeMuyHa 6onecrt Ha chplUeTo

HsiMa naHHM OT paHAOMH3MPAHU KOHTPOIMMPAHH H3NUTBAHKSA 34 NIPOTEKIIMA OT MUOKapJeH WH)ApKT npu
KEHH ¢ WIX 0e3 ChlUecTBYBalla HCXeMM4YHAa OOeCT Ha ChPLETO, KOMTO MOMyuyaBaT KOMOMHHpaHa
€CTpOreH-NporecTareH KWiiM caMo ecrporedHa X3T.

Kombunupana ecmpocen-npozecmazen mepanus

[lo BpeMe Ha KOMOHHHpaHa eCTPOreH-NPOreCTareH TEPANUA OTHACUTETHUAT PUCK OT MCXeMuuHa SonecTt
Ha CBPLETO € JIEKO yBesTHueH. ['bH KaTo U3XxoaHuaT abcomoTeH pHCK OT HCXEMHYHA OOJIECT Ha CHPLETO
CHJIHO 3aBMCH OT Bb3pacTra, OpOST Ha JOMbAHWTEIHHTE C/lydyaH Ha MCXeMH4Ha OONEeCT Ha ChPLETO,
KOWTO ¢€ AB/KAT Ha ynorpeda Ha ecTporeH-nporectareH e MHOIM0 HHCBK NPH 3/paBH JKEHH,
HaDJIH)KaBallly MEHONAay3aTa, HO Ce YBEIMUaBa ¢ HalpeBaHe Ha Bh3pacTra.

Monomepanus ¢ ecmpozen
PaHnoMu3MpaHH KIMHMYHY JaHHH HE YCTAHOBSIBAT TMOBHINEH PHUCK OT UCXEMHYHA 0OJECT Ha ChpLETO
ITPU XHCTEPEKTOMHPAHH EHH, IIPHEMALIIM €CTPOreH KaTo MOHOTEPAIIUS.

HMexeMUyeH HHCYIIT

Kombunkpana ectporen-nporectared M X3T camo ¢ ecTporeH ce ¢Bbp3Bat ¢ 1,5 NbTH yBeAHYEHHE HA
PHCKA OT MCXEMHUYEH UHCYAT. OTHOCUTENIHUAT PUCK HE C€ MPOMEHA C Bb3pacTTa WIH BPEMETO Clell
MeHonay3ara. Ho ThH KaTo U3XOAHUAT PUCK OT MHCYJIT € CHTHO 3aBHCHM OT BB3PacTTa, OOUIMAT PUCK OT
MO3BYEH MHCYIT NPH )KEHH, KOUTO M3non3eat X3T uie ¢e yrenuuasa ¢ Bb3pactra (Bx. Touka 4.8).

HpYru cbCTOSAHHUS

¢ [Ecrtporenure Morar jaa npeAU3BHKAT 3aTbpXKaHe HA TEYHOCTH, TIOpaad KOETO MNALMEHTHTE C
HapylleHa cbpaedyHa Win 6b0peuna pyHkuMa Tpabpa aa 6baaT BHHMATEIHO [POCIEABAHH.

¢ JKenu ¢ npealecTrama XUOEpTPUTHICpHASMHs TpaOBa Aa ObAAT BHUMATEITHO MOHHTOPUPAHH 110
BPEME Ha E€CTPOreH 3aMECTHUTENIHA WIH XOPMOHO3aMECTHTE/IHa TeparHsg, ThH KaTo IpH Takusa
MaLMEHTH MPH MPUNOKEHHE HA ECTPOreHH ¢a AOKIaABaHM PEIKH CAY4aH Ha 3HAYHTEHO NMOBULICHHE
Ha MJ1a3MEHHUTE TPUTITMLIEPHAH, BOAELLO 10 NAHKPEATHT.

¢ EK30OreHHHTE eCTPOreHH MOFAT /1a MPEAWIBHKAT WAM BJIOLIAT CHMITTOMH HA HACTKEACTBEH M NPHACOMT
AHCHOEAEM,

* EcTtporenure noBuinaBaT HUBOTO Ha TUPOMA-CBBp3Balua robyauH (TCI), KoeTo BOoAM 10 BUCOKM
HHBA Ha OOLIMA LMPKYJWPAL] THPOMJEH XOPMOH, YCTaHOBEHO Ype3 H3MEPBAHE Ha TNPOTEHH-
cebp3anns Hoa (TICH), na Ts (M3MEpeHH upe3 KOJOHEH HAM pagHO-UMYHONOTHUYEH aHAIM3) WK Ha
T3 (upe3 paaMo-MMYHONOrMYCH aHanM3). 3axBalllaHeTo Ha T3 € HaMajieHOo, KaTo CJIeACTBHE Ha
nosuuieHuss TCI. Konuenrpaumute Ha cBoboauute Ti: v Ts ca HenpomeHeHM. [Ipyru cBbp3BallH
NPOTEUHH MOrat jia ObJaT MOBHMIIEHW B CepyMa, T.e. KOPTHKOMA-CBEp3Bawus riaodyiauH (KCI),
CBBp3BalLKA [7100yaHH 32 nonoBute xopmoHd (CITIX), koeto BOOW N0 MOBHMIUEHA UMPKYIALUA Ha
KOPTHKOCTEPOMAX M TONOBH XOPMOHM, ChOTBEeTHO. CBOOOMHMTE WIH OHONOTHMYHO AKTHBHMTE
KOHLIEHTPAlMK Ha XOPMOHHUTE Ca HeMpoMeHeHH. Bb3MOXKHO € NOBHILABAHETO H Ha APYTH [MJIa3MEHH
NPOTEWHU (AaHTHOTEeH3UH/PpEHUH CyOcTpaT, aitda-1-aHTHTPUIICHH, LIEPYOIUIa3MHH).

¢ X3T ne nonodbpsasa korHiuTuBHaTa pyHKLMA. MMa W3BecTHH NOKAa3aTE/ICTRA 3a ITOBUILABAHE HA PUCKA
OT €BCHTYAJIHO pa3BHUTHE HA AEMCHUHSA [PH XKEHM, KOHUTO 3aMO4YBAT MPOABILKHTE/IHO JIEHEHHE C
koMbuHupana X3T wnu X3T camo ¢ ecTporeH cied 65 rojiHiliHa BB3PAcT.

¢ [JlanMeHTKH ¢ peaku HaciieICTBEHHM (DOPMH HA rajlaKTO3Ha HEMOHOCHMOCT, Lapp nakTaszeH JepHUHT
WIH MIKKO30-rajlakTo3Ha Maiabcopbums He TpabBa na mpHeMar ToBa JEKApPCTBO.

[losuinenu HuBa Ha AJIAT
[lo BpeMe Ha KJIMHHYHM W3NKTBAHHMA NPH MALUMEHTH ¢ KOMOMHHpaHa Cx€Ma 3a JICYCHHE
xenatut C ¢ oMOUTacBUp/NnapyTanpeBUp/puTOHABHP, Cbe W 063 na3adyBUp, NMOBHILEHH
MoBeve OT 5 NbTH Haa ropHara rpaHdua Ha Hopmarta (I TH) ce nabnrogabar 3HaUHTE;
KEHH, M3MOA3BALIU JICKAPCTBEHU NPOAYKTH, ChABPKAIIH €THHUNECTPAAHON, KaTO H i AT
xopMoHaiHM  koHTpauenTHBH (KXK). OcBen ToBa, H T1npH  MaUMEH e y:'g# ” T
raekanpesup/mudpeHTacsup, ca HabmonaBaHu NoBHIIeHHd HUBa Ha AJIAT npy xeHwu, oﬁjq
JIEKAPCTBA, ChAbPXKALM eTHHMIeCTpaaunon, kato Haip. KXK. [lpu >KeHH, u3nons




NPOAYKTH, CbABDKALLUM ECTPOreHd, pasiH4HK OT ETHHWIESCTPAJAHON, KaTo eCTpaauos, CTEeNeHTa Ha
noBULICHU HHBA Ha AJIAT e cx0AHa ¢ Ta3M NpH KeHH, KOMTO He NPUEMAT HUKAKBH €CTPOreHH; BLIPEKH
TOBA, NOPagH OrpaHH4YeHUs OpoH KeHN, NpUeMalllk TE3U Pa3fiHUHK eCTPOTeHH, € HEOOX0AMMO NOBHUIEHO
BHHMAHHE [MPH €JHOBPEMCHHOTO MPWJIOKEHME HAa KOMOMHHMpaHa TepameBTMYHAa CXema ¢
OMOHMTACBHP/ADUTANPEBUD/PUTOHABHP, CbC HIM 6e3  Ja3a0yBHp, KAKTO M Ha CXeMa ¢
riaexanpesup/nudbpeHTtaceup. Buxxre Touka 4.5.

KoMmOUHHpaHOTO ecTpored-nporecTaret CUeHE He € KOHTPALETITHB.
4.5 B3aumosnelicTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H ApYTrH (POPMH HA B3AUMOAEHCTBHE
He ca npoBexxnaHy npoy4paHHs 3a B3aHMOIEHCTBHSA,

EdmnKacHOCTTa Ha ecTpOreHH W MporecTareHy Moxe Aa Obae HapylueHa

®* MeTabonu3MBT Ha €CTPOreHU M NMPOreCTareHH MOXKE /1a ¢€ MOBHMIUM OT €JHOBPEMEHEH NMPHEM ChbC
CyOCTaHLIMM, M3BECTHH KaTO MHAYKTOPM HA N€KapCTBa-MeTabonM3upally eHsuMH, ocobeHo P450-
cH3umuTe 2B6, 3A4, 3AS5, 3A7, karo Hanpumep AHTHKOHBYJCAHTH (Hanp. deHobapburan,
KapbamasenuH, ¢GeHUTOMH) M aHTU-UHGBEKLWO3HM JeKapcTBa (Hanp. pudamnuuud, pHdabyrtu,
HEeBUNAPHH, epaBHPEHL).

¢ PuronaBup M HendHHABHUp, BLIPEKH Y€ Ca U3BECTHW KaTO MolIHH HHXWOUTOpH Ha CYP450 3A4, AS,
A7, NnpoABABAT Ka4eCTBAa H3 HHAYKTOPH, KOTaTo CE NPHEeMAT 3aeAH0 ChC CTEPOUAHN XOPMOHU,

¢ Pacturennn npoaykTH, ChABpPXKAILM XKBIT KAHTapHoH (Hypericum perforatum) Morat aa MHIyuMpar
MeTabosiM3Ma Ha ecTporeHd U nporectoreHu upes CYP450 3A4 bT.

¢ KIMHHMYHO, NOBUUIEHHAT METAa00IU3BLM HA €CTPOreHH H IpOrecTareHH MOXe 1a JI0BeAE 10 HaMalleH
edeKT 4 [a MPOMeHH NPOGHIA Ha KbPBEHE HA MATKATA.

Edexr Ha X3T ¢ ecTporeny BbpXY APYrH NEKAPCTBEHH IPOLYKTH

YcraHoBeHO €, Y€ XOPMOHAIHWTE KOHTPALENTHBH, CHABPKAUIM €CTPOTE€HH, 3HAYMTEIIHO HAMAJIABAT
IUTa3MEHHUTE KOHLIEHTPALIMK Ha JIAMOTPHUIMH, KOraTo ¢ nNpuiaraT RHOBPEMEHHO, NOpalH MHAYKLHA Ha
TMIOKYPOHHPAHETO Ha naMoTpurdHa. ToBa MOXKe Ja HaMald KOHTpOJa Ha MNPHCTHLIMTE. Bhrpekn ue
MOTCHIIMANHOTO B3aMMOIEHCTBHE MEXKIY XOPMOHO3aMECTUTENIHATa Tepanusd H JIAMOTPHIHH HE €
MpOY4YBaHO, C€ 0O4aKBa Aa ChLIECTBYBA NOJOOHO B3aUMOAEHCTBHE, KOETO MOXE [1a JOBEAE A0 HAMANBAHE
Ha KOHTpOJ1a Ha IPUCTHENUTE MPH XKEHH, NPHEMalllk JABaTa JIEKAPCTBEHH NTPOAYKTa CAHOBPEMEHHO.

LCTPOrenn Morar 1a noeauast MeTaboM3Ma Ha APYTH JIEKapCTBa

Ectporenute per se morar nga notrucHat CYP450 nekapcrBa-MeTaboONMH3IUPALIMTE E€HIUMH 4pes
KOHKYpenTHa MHXHOuuus. Tora TpadBa na ce uMa npeaBua 0cobeHo 3a CYOCTPaTH ¢ TECEH TEPANEBTUYEH
HHJIEKC, KaTo;

* TaKponuMyc u uvknocnopuH A (CYP430 3A4, 3A3)

o derranun (CYP450 3A4)

e Tteodunud (CYP450 1A2).

KnuHanuHo ToBa MOXeE Aa AoBelle 0 NOBUUIEHHWE HA [UIA3MEHHTE HMBA HA 3aCErHATUTE CYOCTaHUHKW A0
TOKCHYHH KOHLIEHTpaUuH. [lo Ta3n NpHUMHA MOHUTOPHPAHE HA JICKAPCTBEHHUTE HHBA 34 MPOIL/IKHTENEH
MEPHOA OT BpeME MOKe Ja OBblie NOKAa3aHO, KAKTO U HaMa/IIBAHE HA J03aTa Ha TAKpOIUMYC, (peHTaHun,
LIMKJIOCIMOPHH A W TeopMIHH MOXKe Ja Obae HeoOXOAHMO.

DapMakQoAHHAMUYHE B3aAUMOALHCTRHA
[lTo BpemMe Ha  KIMHHYHM  HM3NMTBAHHA ¢  KOoMOWHMpaHa  TepaneBTH4YH&  CXeMa ¢
OMOMTACBUpP/TIApUTATIpEBHP/PUTOHABUD, ChC W Oe3 na3abyBup 3a JIEUCHHE Ha BUPYCE C,

3HAUMTEIHO MO-HECTO MPH KEHWU, H3IOJ3BALH NEKAPCTBEHHU NPOAYKTH, ChABPKALL
kaTo Harnp. KXK. I1pu »keHH, U3N0I3BallH I€KAPCTBEHH MPOAYKTH, ChABPKALIH €C
ETHHIJIECTPAMOJ, KATO €CTpaHON, CTENEHTA Ha roHileHH HHuBa Ha AJIAT e ¢cxo
KOWTO HE M3MON3BAT HUKAKBH €CTPOTEHM; BCe NaK, MOpajH OrpaHHUeHHs Opoi
PA3/IHUYHH €CTPOreHH, € HEOOXOAUMO MOBWLICHO BHHMAHHE IPH €JHOBPEMEHH



KOMOMHMpaHa TepaneBTHYHA Cxema ¢ oMOMTACBUp/MapUTANpPEBUpP/PHTOHABHD, Cbe MK Ge3 pasabysup,
KaKTO U Ha cXeMa C riekanpeBup/nubpentaceup (Bx. Touka 4.4).

4.6 DOepraanTer, GpeMeHHOCT B KhpPMEHE

®eMOCTOH KOHTH HE € MOKa3aH NpH OpeMeHHOCT. AKO Bbh3HMKHE OpeMEeHHOCT TI0 BpeMe Ha TepanusTa ¢
@eMOCTOH KOHTH, Je4eHHETO TpAOBa HezabaBHO Aa Obae MpekpaTeHo.

PEB}’HT&THTE OT MOBCHECTO CIIMIEMHOJIONMYHH MPOYYBAHWA KBM AHCLIHA JaTa, KOMTO €€ OTHACAT 10
HCBOJIHA CKCITO3HWLMA HA (171044 HA KOMﬁHHaU,HH CCTPOrCH-IporecTarced, NNOKa3Bar JIMHCA Ha TCPATOIr€HEH

Win QerotokcHueH edexr. Hama goctaTthuno aanpm 3a ynotpeba Ha €CTPaaMON/AMAPOreCTEPOH MpPH
OpeMEHHH KeHH,

KbpMeHe
DeMOCTOH KOHTH HE € NMOKa3aH Mo BpeMe Ha KbpPMEHE.

4.7 EdexT BLpXY cnoco0HOCTTa 32 mogupane  padbora ¢ MalIMHU

DeMOCTOH KOHTH HE MOBJIKARA WIH TIOBNHABA HE3HAYUTENHO CIIOCOGHOCTTA 3a LiodHpaHe WiH paboTa ¢
MAalllHHHU.

4.8 Hexenanu jekapcTBCHH peakiuu
Hali-uecTto poknaneaHuTe  HEXKeNaHH JEKAPCTBEHH pCaKUWMH MpH NAUWEHTH, JIEKYBaHH C
€CTPANHON/IUAPOTECTEPOH B KIAMHMYHHM  W3NMTBaHWA ca  riaBobomne, kopemHa  Dofka,

00/1Ka/4yBCTBUTE/IHOCT HA TbpAMTE U 00JIKA B rbpla.

Creppalure HeXenaHWTE JIeKapCTBEHH peakuuy ca HaOMI0AaBaHH ¢ YECTOTa, MOCOYEHA I0-A0JY IO
BpeMeE Ha KIWHHYHHM M3MHUTBaHHA {n=4 929):

MedDRA-0aza Mmuoro 4ecTn YecTH Heuecrn Pexkn
NaHHA HA CHCTeMo- [(>1/10) (>1/100 xo <1/10) 171000 po < ((21/10 000 po
OPraHHHE KJIacoBe 1/100) <1/1 000)
HMHdekumn u BarnHanHa kKaHOUMI03a
HH(DEeCTALHH

€0I1a3MH HapacTtaaHe Ha
NoOpoKavyeCTBEHH, pa3MepUTe Ha
3/I0KA4YECTBEHU U TeHOMHyOMa

HEONIPEAENEHH (BKII.
KHCTH H ITOJIHITH)

Hapywenns Ha CBPBXYYBCTBUTE

MMYHHATa CUCTEeMA HOCT

[TcuxuuHn Jlenpecus, HEPBHOCT IloBnuaBaHe Ha

HapyUIEeHUs nudUA0TO

HapylieHus Ha [ napobonue MurpeHa, 3aMaiBaHe

HEePBHATA CHCTEMA

Coupaeysu MuokapaeH
HapYLICHUS HHDAPKT
CbA0BH HapYLIEHHMs Benozex

CromawnHo-upeBHn |[Kopemua bosika  [[apexe, noBpbliane,

X
TpoMGoeMOONH3BM 9
*P ?SEHUM ﬂoa
Al
HapyLIEHHUS JATYJIEHLMS L R

XenarobunuapHu AOHOpMHA
HapyIIEHH yepHOAPOOHA




HapyweHus Ha
KOX<aTa

Hapymenus Ha
MYCKYJ/THO-
CKeJIETHaTa CuCTeMa
U CbEIMHUTEIJIHATA
TbKaH

Hapyuienus Ha
Bb3IPOU3BOAMUTETHA
Ta CUCTEMA U
rbpaaTa

OO01um HapyLieHUs u
e(eKTH Ha MACTOTO
Ha MPUJI0KEHHE

HUzcneasauus

bonka B repba

bonka/uyBcTBUTEN
HOCT Ha MbpJUTE

byHKUMS,
MOHAKOTa C
OKBJITEHHULIA,
ACTeHUS WM
HepaznoJoXKeHHUe
M KopeMHa 0oJika,
HapyLlUEeHHA Ha

AUTbYHHA MCXYD

AJIEPrU4HU KOMKHH
peakuuu (Hanp. oOpUBH,

MOAKOMHATA ThKaH xgmxaguﬂ;%gﬁe:&q

MeHcTpyaniHu
HapyLIeHUs (BKI.
3allanBallo KbpBEHE Clle/l
MEeHOnay3a, MeTpoparus,
MEHOparus, 0JIMro-
/ameHopesi, HepeaOBHa
MEHCTpYAaLus,
NIMCMEHOped ), Ta30Ba
0onKa, uepBUKaIHO
TEYEHHE

ACTEHUYHH CbCTOSAHHUS
(acTeHus, ymopa,
Hepas3nooKeHHE),

HEHH!IZEEEH cAEM

YBeIMYeHUe Ha
TEJIECHOTO TEerJio

w

AHruoenem,
CbJI0Ba Nyprypa

YrojiemsiBaHe Ha
IbPAMTE,
NpEeMEHCTpYyaJieH
ICHHAPOM

Hamanenue Ha

TCJICCHOTO TCIJIO

* 332 noBeye MHPOPMALIMA BHIKTE MO-0J1Y

PUCK OT pak Ha myieyHaTa Jie3a

[loBvileH 10 2 MbTH PUCK OT AMArHOCTHLMpAaHE Ha paKk Ha rbpjata € [OKJaJBaH TpPH JKEHH,

npyUeMaLii KOMOMHHUpaHa ecTporeH-nporecTareH Tepanus 3a noBeye OT 5 roJAMHHU.

YKEHH Ha KOMOMHALMUH €CTPOreH-MNporecTarcH.

[TOBHMILIEHHUAT PUCK MPH KEHWU HA MOHOTEpAIUs C €CTPOreHU € MO-HUCHK OT TO3M, HalJIl0AaBaH Npu

HuBoTO Ha pucka 3aBMCH OT MPOABIKMTENHOCTTA Ha ynoTpeda (Bxk. Touka 4.4).
[IpeacraBeHn ca abCoONMIOTHM OLIGHKM HAa pPUCKAa, Bb3 OCHOBA Ha pe3y/TaTMTE OT HaW-rojasiMoTO

paHIOMHM3MpaHO TulaLedo-koHTpoaupaHo npoyyaHe (WHI-study) v Hal-rosemMus meTa-aHa/lM3 Ha
MEPCNEKTUBHUTE €MUIEMUOIOTHYHHU MPOYUBaHHUS.

Hajli-roieMHsiT MeTa-aHA/IH3 HA NEPCNeKTHBHHUTE eNHIAEMHOJIOTMYHH npoy4yBaHus — O4akBaH
AONbJIHHTE/IEH PHCK OT PaK HA rbpJaTa cjiea S-rogumna ynorpeda npu xenn ¢ UTM 27 (kg/m2)

Yecrora Ha 1 000
HUKOra He

STHIPACT B npuemanu X3T

HaA4aJIOTO Ha 5

X3T (romunu) | o 38 Hal >
rOAMLLEH MEPUO
50-54 ronuum)
13,3

OtHowenue Ha JonbanurenHu ciyyau Ha LBOB— =y
pHCKa npueMatly X3T keHH ¢ :m‘;_ Mo
| X3T camo c e %

1.2




'B3eto OT u3xoHaTa yectora B Anrnus npe3 2015 roauna npu sxkenu ¢ U'TM 27 (kg/m2)
3abenexxka: Tvi KaTO OCHOBHAaTa 4eCTOTA Ha paka Ha rbp/aTa ce pasjauuyaBa B ctpaHute oT EC, Oposr
Ha JOMBJIHUTEIIHUTE C/Iy4Yau Ha paK Ha rbpjarta ChLIO L€ ¢e MPOMEHS MPONOPLHOHAHO.

OuakBan J10NbJIHHTE/IEH PHCK OT pak Ha rbpaarta ciea 10-roaumua ynorpeéa npu xeun ¢ UTM

27 (kg/m2)
Yecrora Ha 1 000

Bb3pact B HHUKOra He

- npuemanu X3T OTHOLIEHHE Ha JlombaauTenHu cayyaum Ha 1 000

X3T (roauuu) eHH 3a Han 10- pHCKa npueMaiu X3T »xenu cnea 10 roauHu
FOAMLLEH TIEPHO.

50

(50-59 ronmnm) >

26,6 1,8 20,8

B3eTo OT M3XOHATA YECTOTa B AHIIIHUS npe3 2015 roauna npu xeuu ¢ UTM 27 (kg/m2)
3abenexka: Twit kaTo OCHOBHATa YecTOTa Ha paka Ha rbpjaTa ce pazavuaBa B crpaHute ot EC, Opoar
Ha JOIMBbJIHUTEJIHUTE CIyYaHu Ha pak Ha rbpaaTa ChLIO LE C€ MPOMEHS MPONOPLIMOHAIHO.

X3T camo c ecTporen

KomMOHHANHS €CTPOreH-IpPOrecT:

ATeH

IIpoyuBanus Unnuunarusa 3a skencko 3apase (Women’s Health Initiative, WHI), CALLl -
JAONbJIHHTE/IEH PHCK OT PaK Ha rbpJaTa ¢Jie] S-roauuHa ynorpeda

Bb3pactoBa Yectota Ha 1 000 xeHu OTHOLLEHHE Ha Jonbauurennu cayydau Ha 1 000
rpyna (roaMHu) | B ruiauebo pamMoTo 3a - npuemaud X3T xeHH 3a Haa S
pucka & 95%CI 5
Hajl 5 rOIMHU roauHu (95%CI)
= = | | CEE ecTporen MoHOTEpAnHA
50-79
50-79

SWHI npoyuBaHe npH »eHH 6e3 MaTKa, KOUTO He MOKa3BaT MOBHILEH PUCK OT pak Ha rbpjaTa

* [1pu aHa/Iu3, OrpaHUYEH 10 KeHH, KOMTO He ca B3uManu X3T npeau npoyuBaHETo, HE € UMAJIo
YBEHYEHHE Ha BUAUMHUS PUCK MPe3 MbPBUTE NET FOAMHU Ha JIeYEHHUeE: clie]l 5 rOJAMHU PUCKDBT € M0-
BUCOK OTKOJIKOTO npH Henpuemanu X3T.

Puck OT eHlOMeTpHalieH KapIIMHOM

[locmmenonay3annu Jcenu cve 3anazeHa Mamxa
PucksT 0T eHaoMeTpHaneH pak e okosio S Ha 1 000 jkeHu cbe 3anazeHa MaTka M Herpyemaun X3T.

[Ipn xeHu ¢ marka, ynorpedara Ha X3T camMO ¢ eCTpOreH He ce MnpenopbuBa, TbH KAaTO T4 MNOBHILABA
pUCKa OT €HIOMETPHAJIEH paK (BXK. Touka 4.4).
B 3aBMCMMOCT OT NpOABKMTENHOCTTA HAa TMpPHEMA HA €CTPOreH MOHOTepanvs M j03ara My,
MOBHULUEHUETO HA PUCKA OT EHAOMETPHAJIEH KAPLIMHOM MPU €MTUAEMHOJIOTHYHHU MPOYUYBAHUS Bapupa OT S

10 55 NONMBJIHWTE/IHW JHArHOCTULMpaHW ciyyad Ha Bcekd 1 000 >keHM Ha BB3pacT Mex]

FMOAHHH.

JlobaBsiHETO Ha mporecTtareH KbM €CTPOreH-MOHOTepanus 3a Hai-manko 12 1Hu
MpeAoTBpaTH TO3U NMOBHULIEH puck. B npoyusanero Million Women Study ynotped
(cekBeHUMaNHA MaM HenpekbcHaTa) X3T 3a 5 roaMHW He € MOBHLIWIA PUCKa

kapuuHoM (RR ot 1,0 (0,8-1,2)).




Pak Ha sMYHMKA

[Ipunaranero X3T camo ¢ ectporenn uiu koMOuHupaHa ectpareH-rporecrared X3T e cBbp3aHO ¢ JeKo
MOBMIIEH PUCK J1a ObJe AMArHOCTHLIMPAH paK Ha AiHYHKKa (BXK. TOYKaA 4.4).

MeTta-aHajiu3 Ha 52 enuAEMHOJOTHYHH NPOYYBaHHA, M0Ka3Ba MOBUIIEH PUCK OT paK Ha SHYHWUKA TpH
KeHH, KOMTO npuemat X3T kbM MOMeHTa, B CpaBHEHHE C )KeHH, KOUTO HUKora He ca npuemanu X3T (RR
1,43; 95% CI 1,31-1,56). Ilpu xenu Ha Bb3pacT mexay 50 v 54 rogunu, kouto npuematr X3T B
MPOAb/KEHHE HA 5 NOJAMHHM, TOBA BOAM A0 | nonbiaHuTeneH caydai Ha 2 000 nekysanu. [1pu skeHu Ha
Bb3pacT Mexay 50 U 54 roauHu, kouto He npuemat X3T, 6m umano okono 2 Ha 2 000 xenw,
JHAarHOCTHLMPAHHU C pak Ha AHYHMKA 32 NEPUOA OT 5 rOIMHM.

Puck oT BeHO3eH TpomboeMOB0IH3BM
X3T e cBbp3ana ¢ 1.3-3-MbTH NOBHUIIEH OTHOCHTENEH PUCK OT Pa3BMTHE Ha BEHO3eH TPOMOOEMOOIH3BM
(BTE), T.e. 1b1060ka BeHO3Ha TpomO03a miu Genoapoben embonusbm. [loseara Ha TakoBa cvOUTHE € MO-

BEpOATHA npe3 mbpBaTa rogudHa ot npuema Ha X3T (Bx. Touka 4.4). [IpeacraBeHu ca pe3yJTaTUTE OT
npoyuBaHuaTa WHI:

WHI npoyuBanns — nonsanuresen puck ot BTE npu ynorpe6a naa 5 roqunn

Bb3pacToBa Yecrora Ha 1000 sxenun B | [Iponopums Ha JIONMbAHUTEIHM ClTy4dau Ha
rpyna (roauHu) naauedo pamorto 3a Haa 5 | pucka u 95%CI 1 000 nauueHTH,
rOAWHH npnema.nu X3T

Tlepopanna ecTporen MoHoTepanus’

750-59 7 12(0:624) [1(3 0)
Tlepx f:':"f.a.mmmﬁﬂnam ec'lporen-nmrec'rareﬂ :

50-59 4 | 2,3 (1,2 4,3) 5 (] - 13)

Puck oT ncxeMuyHa 60J€eCT Ha ChpLIETO

PHUCKBT OT McxemHuHa 00necT Ha CbpLETO € JIeKO MOBUIIEH MpH >keHW Haa 60 roaMHu, npuemaiu
kKoMOMHHMpaHa ectporeH-nporectared X3T (Bxk. Touka 4.4).

PHUCK OT HCXEMHUUYEH UHCYT

Ynorpebara Ha €CTPOreH CaMOCTOSATETHO W €CTPOreH-rporecTareH Tepanus ce cBbp3pa ¢ 10 1,5 nbTH
MOBULIEH OTHOCHTEJIEH PHCK OT HCXEMHUUYEH MUHCYJIT. PUCKBLT OT XeMOparu4yeH HHCYJIT HE Ce NMOBHILLIABA 110
BpeMe Ha npuioxeHuero Ha X3T.

OTHOCHTESTHMAT PUCK HE 3aBMCH OT Bb3pacTTa WM MPOAB/DKMTENHOCTTa Ha ynorpeda, HO TbH Karo
M3XOJIHUAT PHUCK € CHJIHO 3aBUCUM OT Bb3pacTra, OOLUMAT PUCK OT MHCYIT MPH XKE€HH, KOUTO INpUeMart
X3T e ce nopuiasa ¢ Bb3pactra (BK. Touka 4.4.).

KomGuunpanu WHI npoyuBanus — 10nb/IHATEIEH PHCK 32 HCXeMHYEH HHCYIT NPH
rogMiHa ynorpebda

‘Hee [TpaBE€Ha pa3jinKa MEXAY HCXEMHYECH H XEMOpAaruieH HHCYJT




Uectora Ha 1 000 xeHu B JoIMbTHHUTENIHY ClTyuau
Bb3pacToBa niianedo pamoto 3a Han 5 | OTHOLIEHME Ha Ha 1000 naumeHTH,
rpyna (roaMHH) | rOIMHH pucka u 95%CI npuemanu X3T Haj S
rOAHHU
50-59 & 1.3(1.1-1.6) 3 (1-5)

Lpyry HexxenaHW peakUuuu, AoKNaJBAHH BbB BPb3Ka ¢ IEYEHHETO ¢ ECTPOrEH-IIPOrecTareH
(BKJL. €CTpaaHON/ THAPOrecTEpoH)

Heonnazmu — 000poxavecmeeny, 310Ka¥ecmeeny i Heonpedeenu

EcTporeH-3aBUCHMH HEOIUIA3MM, KAKTO 100POKAUECTBEHH, TAKA U ITOKAYECTBEHH, HAMP. EHAOMETPHANEH
paK, pak Ha AHUYHUUHTE. YBEIMUYEHHE Ha pa3zMepHTe Ha 3aBUCHMMTE OT MPOrecrarcH HEOMJIA3MH, HaIp.
MEHHHTHOM.

Hapywenua na xpvema u mumgnama cuicmema
XeMO/IUTHYHA aHEMHS

Hapywenua na umynnama cucmema
CHCTEMEH NynyC €PHTEMATO3YC.

Hapywenua na Memaboauzma u xpauenemo
XHUMEePTPHTIIHLIEPHAEMHA.

Hapyvwenuza na nepsuama cucmema
BeposTHa feMeHLInA, Xopes, exzauepbalys Ha enumencus

Hapywenusa na ouume
HM3ocTpaHe Ha KOPHEATHHA BI'bJ1, HEMOHOCHMOCT KbM KOHTAKTHH JICILH

Croosu HapyuieHus
AprepuaneH TpoMOOEMOOITH3BM

Cmomatuno-ypeer HapVUeHus
HaHkpeaTHT (NpH XeHH Che ChUECTRYBALLA XHIMTEPTPUITHLEPUAESMHS)

Hapywenus na koocama u nooKoxcHama MyvKaH
Epurema myntudopme, epureMa HOJO03YM, XJ10a3Ma WIH ME;1a3Ma, KOMTO MOTAT Ja MEePCHCTUPAT H Cliel
CAUpPAaHE HA JICYEHHETO

Hapyuwenusn na MyCKvaHo-ckeremuama cucmema u CoeQUHUmMeIHama moKaH
Kpamnu Ha nonHM KpaiHULM

Hapyiuenua na 6vopeyume u nuxoynume HbMuya
MHKOHTHHEHLHMA HA YpUHA

Hapyuenua na 6b3npouseooumesnama cucmema u 2vpoama
PunbpokKcTo3Ha OONECT Ha IbpaATa, €pO3HA HA IIKHKATA HA MaTKaTa

Bpooenu, chamutni u 2eHemuHy HAPYUIEHUSA
Browasane Ha nophuypus

Hzcnedsanus
OObwWwo NopHLIICHHE Ha HUBATA HA THPOHJHUTE XOPMOHH.

Coobiiapane Ha NOJO3UPAHH HEXKENAHHN PEAKLIMH




Cro0laBaneTo Ha MOAO3HpAHM HEKETAHM PEAKLMM Cllel, paspeillaBaHe 3a ynotpeba Ha JIEKapCTBEHUS
MPOAYKT € BakHO. ToBa Mno3possgBa na NpoabMKH HAOAKJEHHETO HA ChOTHOLUCHHETO M0J13a/pUCK 3a
JIEKAPCTBEHHUA MPOAYKT. OT MCAHUMHCKHTE CIIEUHANMCTH ¢€ W3MCKBA Ja CbOoOLaBaT BCsAKA MO03MPAaHa
HEXXENaHa peaKUMs upe3 HAMOHAIHA CHCTEMA 32 ChLOOLIaBaHE:

V3amb/iHuTEIHA areHIUs 10 JieKapCTBaTa
yi. ,,JiamsaH ['pyes” Ne 8
1303 Codus

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

4.9 IIpeposzupane

M ecrpagvon, v auaporectepoH c¢a cyOCTaHUMM ¢ HMCKA TOKCHYHOCT. CHMITOMH Karo rafeHe,
MOBPBIIAHE, YYBCTBHUTE/IHOCT Ha I'bp/aTa, 3amaiiBaHe, KopeMHa 00JIKa, CBHIHBOCT/YMOpa ¥ OCTAThYHO
KBPBEHE MOrar J1a Bb3HUKHAT B ClIy4au Ha npefo3vpaHe. Mako BEPOATHO € Ja Ce HAJIOXKH CMeLU(pHIHO
CUMNOTOMATHYHO NeueHue. [ openocoveHaTa ungopMalins ce OTHAcA H 3a MpeIo3UpaHe MpHu JeLa.

5, ®APMAKOJOT'MYHHU CBOUCTBA

5.1 PapmakogHHAMHYHHE CBOHCTBA

dapMaKOTepaneBTHYHA IPyna: Y po-reHUTATHA CUCTEMa W MOJIOBH XOPMOHH, NIPOreCTareHH M eCTPOreHH,
¢ukcHpann koMbunauuu, ATC koa: GO3FA14.

EcTpaauon
AKTHBHaTa BewlecTBO 17B-ecTpaauos, € XUMHUHO H OMONOrHYHO MAECHTHYHO € €HJOTE€HHHWA YOBEUIKH
eCTPagHON.

Tol 3amecTBa 3ary0ara Ha €CTPOreéHHa MNPOIYKLUHA B MEHOTIAY3AJIHN XKEHH M 00JIEKHaBa MEHONAY3AIHHATE
CUMIITOMH.

EcTporenure npeanaspat or 3aryba Ha KOCTHO BELIECTRO Ce MEHONAY3a UM OBapHEKTOMMS.

Jduaporectepon

JvaporecrepoH € repopajiHo AKTHBEH TNPOrecTareH, MMall AaKTHBHOCT, CpaBHMMAa C Tazu Ha
NAPEHTEPANHO NPHIIOKEH NIPOTECTEPOH.

TBi KaToO eCTpOreHuTe MOANOMAraT pacTeka HA eHJOMETpUyMa, JTHICATA Ha NPOTUBOAEHCTBUE HA TAX
[TOBHMILIABA PHCKA OT €HIOMETpHATHE XHNEPIL1azug U pak. JloDaBIHETO HA MPOrecTareH B rojiiMa CTeIiCH

HaMaJIaBa UHAYHHUPAHHUA OT €CTPOrCeH pUMCKa OT €HAOMETPHAIHA XHICPIUTIa3na NpH HE-XUCTEPEKTOMHPAHH
KEHH.

JIaHHH OT KIIMHHMHH HM3MHTBAHMUSA
e (OnekuaBaHe HA CHMIITOMHTE Ha €CTPOreHeH JeHUHUT M BHIA HA KBPBEHETO
¢ OOyiekuaBaHe HA MEHOMAY3ATHUTE CHMNTOMH, [IOCTUFHATO IIBPBHTE HAKOJIKO CE/IMHLIM OT JIEYEHUETO

AmMenopes ce nHabmogasa npu 88% ot xkeHuTe 1o BpeMe Ha Mmeceuw 10-12 ot newenue. HepenoeHo
KbPBEHE H/HIH 3aLlalIBaHe IO BPEME HaA IMBPBUTE 3 Mecella OT fledeHUeTo ce noassasa B 15% ot xeHure
npH 12% ot xenure no Bpeme Ha Meceur 10-12 or neyeHHeTO.

[IpodmnakTyka Ha OCTEONOPO3ATA

JleMuUMTBT Ha ecTporeH NO BpeMe HAa MEHOMAay3ara € CBLp3aH ¢ MOBHMIIEH KOCTE :
HaMalABaHE Ha KOCTHA Maca. E(ekTbT Ha ecTporeHuTe BbpXY MHHEPANHATa ILIHTHOE 1351 i‘:%‘ \
[030-3aBHCUM, M3arnexaa npoTekuHaTa € ep)eKTHBHA TONKOBa ABJIO KOJKOTO MNPOJ @qgam@!emﬁ
Cnen npekparseade Ha X3T, kocTHaTa Maca ce rybH B cTeneH, noioOHa Ha Tasd NPy [HIT K

AN KEH RS




JlokasatencTeara ot npoyusaHero WHI W mera-aHanM3upaHu M3NWTBAHHA MOKA3BaT, Y€ TEKYLIATA
ynorpeda Ha X3T, caMOCTOATETHO WM B KOMOMHALIMA ¢ NPOrecTareH, MPUIOKEHa Ha TIPEUMHO 3/1PaBH
HKCHH, HaMa/liBa PHCKA OT ¢pakTypd Ha LIMiAKaTa Ha OefpeHaTa KOCT, Ha IPEIICHHTE U JAPYTH
ocreonoposiu ¢paktypH. X3T moxke cblio Aa npoduiakTapa GPakTYPHTE NPH KEHH ¢ HUCKA KOCTHa
[UTBTHOCT W/HA/H C YCTAHOBEHA OCTEONIOPO3a, HO JOKA3ATEICTRATA 3aTOBA Ca OTPAHMUYEHH.

Cnen eaHOroJMuUIHO JleueHHe, MOBULICHUETO HA MUHEpaaHaTa KocTHa mabTHoceT (MKIT) Ha nymOGanuus
rppOHak € okono 4,0% + 3,4 % (cpenro + SD). 90% ot xxenute, MKII ce yBennuasa win ce 3amasea o
BpeMe Ha JIEYEHHETO. DeMOCTOH KOHTH MMa edekT U Bbpxy MKII Ha 6eapoTo. [loBUileHHeTO citenl eaqa
roguHa neyeHue ¢ PemMocTod koHTU 1 mg/5 mg e 1,5%+4,5% (cpeano £ SD) Ha wmitkata Ha OeapeHaTa
kocT, 3,7%+6,0% (cpenHo £ SD) na tpoxantepa u 2,1%+7,2% (cpeano £ SD) Ha TpUBI'bIHHMKA Ha
Wards. IIpoueHTbT XKEHH, KOUTO 3ama3par WK yeenndasaT MKII 8 TpuTe GenpeHu 30HHU Cile NeUEHHE C
®emocTOH KOHTH 1 mg/5 mg e 71%, 66% u 81%, croTBeTHO.

5.2 PapMaAKOKHHETAYHH CBOHCTBA

Eempaouon

Abcopbuus

AOcopbuuaTa Ha €CTPasivON 3aBHCH OT IOJIEMHMHATA HA 4acTHUMTE, MUKPOHH3UPAHUAT €CTPagHoi ce
pe3opbupa necHO OT cToMallHO-ypeBHUA TpakT.Creasamara TabiMua npeictaBs CpeiHOTO PaBHOBECHO
CBHCTOAHHWE HA (PAPMAKOKHUHETHUYHHTE napaMeTpH Ha ectpaauo (E2), ecrpon (E1) u ectpou cyndar (E1S)
3a BCAKa 1038 MUKPOHH3UPAH ecTpaauoll. JlaHHWTE ca npeicTaBeHH KaTo CPERHM CTOHHOCTH (SD).

Ecrpaaunon 0,5 mg

IlapamMeTpu E2 El ITapameTpu 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) - - -
AUC., 516 (383) 2 959 (2 135) AUCq. 82,0 (42,6)

Cneapainara Tadinua npeacTaeps cpeHOTO PABHOBECHO ChCTOAHHE Ha (PapMAKOKHHETHUHWTE IapaMeTpH
Ha ectpannon (E2), ectpon (E1) u ectpon cyndar (E1S) 32 BcAka n03a MUKPOHH3MPAH €CTPaIHOMN.
JlaHHHTE Ca NPEeACTABEHU KaTo ¢peaHH cToiiHoctu (SD).

Ecrpaxuoa 1 mg

[lapaMerpu E2 El [TapameTpH E1S
Cmax (pg/ml) 71 (36) 310 (99) Cmax (ng/ml) 9.3 (3,9)
Cmun (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.z4 (pg.h/ml) 725 (270) 47767 (1 857) AUCq24 (ng.h/ml) 112,7(55,1)

Cnenpamara Ta0iauua npejcTaBs CpeaHOTO PABHOBECHO CHCTOSHHE Ha (PapMaKOKMHETHUHUTE ITapaMETPU
Ha ectpaguon (E2), ectpon (E1) u ectpoH cymbar (EIS) 3a BcAka J03a MHKPOHU3MPAH E€CTPaaHoOI.
JlaHHHTE ca NpeACcTaBeHH KaTo cpeHy cToiiHocTH (SD).

Ecrpagnoa 2 mg

I lapamMeTpn E2 El [TapameTpu
Cmax (pg/ml) 103,7 (48,2) 6222 (263,6) Cmax (ng/ml)
Cmin (pg/ml) 48 (30) 270 (138) Cmin (ng/ml)
Cav (pg/ml) 68 (31) 429 (191) Cav (ng/ml)
AUCq.24 (pg.h/ml) 1619 (733) 10 209 (4 561) AUCo24 (ng.h/ml)

PasnpeneneHue




EcTporenure ce HaMMpaT MAM HecBBP3aHM, MM cBbp3aHH. Oxono 98-99% or mo3aTa ecTpajgmo. ce
CBBP3Ba C ILTA3MEHHUTE NPOTEHHH, OT KOUTO OKoN0 30-52% c andbymuH H okono 46-69% cbc CBBbp3BallHA
MIOSIOBHTE XOPMOHU ITOOYJIHH.

buorpaHchopmalmg |

Cnea mnepopaien npHeM, ecTpaauosl ce MeTaGoJW3Mpa eKCTEH3HBHO. [J1aBHHTE HEKOHIOTMPAaHH M
KOHIOTHpaHH MeTabONMTH ca eCTpPOH U ecTpoH cyidaT. Tezn MeTabOIWTH MOraT na AONpPHHECAT KBM
€CTPOr€HHaTa aKTHBHOCT, NHPEKTHO WM Criel TpeBpbliaHe B ecTpaauon. EcTpoH cyndaTt Moxke 1a
NMpeMUHE eHTEPOXENATATHA UHPKYTIALIKA,

EnuMuHUpaHe

B ypunHara rnasuure mMeTaOonWTH ca FIIOKOPOHHMAMTE Ha ecTpoHa M ecTpaadona IlonyxHBOTBT Ha
enuMuHHpane € Mexay 10 116 yaca.

ECTporeHHTe ce CeKpeTHpaT B KbpMaTa Ha KbPMauKuUTe,

JIMHEMHOCT/HeTUHEHHOCT

Chen exenHeseH nepopaneH npveM Ha DeMOCTOH KOHTH, €CTPAAHON JOCTHra pPaBHOBECHH
KOHLEHTPALMH CNEe/l OKOJIO 5 THM.

KaTo uano, paBHOBECHHTE KOHIIGHTpALMK ¢e AocTUrar 3a 8 1o 11 auM ciie HA4aa0To Ha NpUeMa.

Hudpoeecmepon

AbcopOiius

Crnen nepopaneH npuem, auaporecrepoH ce abcopbupa Obp30 ¢ Tmax mexay 0.5 m 2,5 wvaca.
AbBcomoTrHata OHOHAIMYHOCT Ha aguaporectepoH (nepopansa gosza or 20 mg cropsmo 7,8 mg
MHTPAaBEHO3HA MHDY3HA) € 28%.

Crneapaluata Tabnuia NpeAcTaBs NpeACTaRs CPEIHOTO PABHOBECHO CHCTOAHHE HA (hapMAKOKUHETUHHUTE
mapaMeTpu Ha guaporecrepod (D) m nuxuapoaugporectepor (DHD)., /laHHuTte ca npeacTaBEHW KaTto
CpeaHH CTOHHOCTH (SD).

Jduaporecrepon 2,5 mg
| IapameTpu _ | 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.. (ng.h/ml) 2,81 (1,09) 90,4 (44,1)

Cnensaimara Tabiuua npeacTaes NpeacTaps CpeJHOTO PABHOBECHO CBCTOSHHE Ha (papMaKOKMHETHUHHTE
mapameTpH Ha auaporectepod (D) n auxuapoauaporectepod (DHD). [lanuuTe ca npeacTaBeHH KaTo
CcpedHH cToiiHocTH (SD).

AuaporecrepoH S mg
[TapameTpm D DHD
Cmax (ng/ml) _ 0,90 (0,59) 24.68 (10,89)
AUCq (ng.h/ml) 1,55 (1,88) . 08,37 (43,21)
AUC i (ng.h/ml) - 121,36 (63,63)
Cnensamara Tabiuua npeacTass NpeacTaBs CPeTHOTO PABHOBECHO CHCTOAHHUE HA (papMaKox e

CpeaHH cToMHOCTH (SD).

_ Jdunporecrepon 10 mg
[lapameTpu D

Cmax {ng/ml) 2,54 (1,80)




Cmin (ng/ml) 0,13 (0,07) 3,70 (1,67}
Cav (ng/ml) 0,42 (0,25) 13,04 (4,77)
AUCq. (ng.l/ml) 9,14 (6,43) 311,17 (114,35)
Pasnpenenenue

CHGI[ HHTPABCHO3HO IMPWIOKCHHE HA JUAPOreCTCpOH PaBHOBCCHHAT obeM Ha PaPCaACICHHE € OKOJIO

1400 1. JunporectepoH u AMXHAPOAMAPOTECTEPOH €4 CBBP3AHH C IUIA3MEHWTE MPOTEMHH B TNOBEUE OT
90%.

buoTpaHchopmanms

Crien nepopaiHo NpHaockKeHHe, JUporecTepod 6up30 ce MetabGonuaupa no DHD. HusaTta Ha 0CHOBHUS
akTHBeH Metabonut 20 o-auxumapoauaporecrepon (DHD) nocturat nMKOBM KOHLEHTpauuu okono 1,5
yaca cnen npuema. [lnasmenute HuBa Ha DHD ca 3HauMTenHO MO-BHCOKU B CPAaBHEHME C JIEKAPCTROTO-
Madka. OrdomeHusTa AUC # Cmax na DHD kpMm guaporectepoH ca okono 40 u 25, cboTBeTHO.
CpelHMAT KpaeH NONYKUBOT Ha auaporectepoH ¥ DHD sapupa mexay 5 o 7 u 14 po 17 uyaca,
¢boTBeTHO. O0IaTa yepra Ha BCUYKH MeTabOMUTH € 3anbpxaneTo Ha 4,6 diene-3-one koHdurypanusTa
Ha NEKapCTBOTO-MAWKA W JIMNCATa Ha 17o-xuapokcunmpane. Topa oOjCHABA JIMIICATA HA €CTPOTEHEH W
aHApPOreHeH e(EKT Ha AUAPOreCTEPOH.

EnvmKHHpaHe

Cnea nepopanna ynotpefa Ha MapkupaH AMAPOTECTepoH, cpeAHo 63% OT no3aTta ce eKCKpeTHpa B
ypHHaTa. O0wuMAT mnasMed KIMpbHC € 6,4 I/min. ExkckpeunsTta 3asbpuisa 3a 72 yaca. DHD ce Hamupa B
YpHHAaTa NPEAHUMHO KaTO KOHIOTAT Ha IIIOKYPOHOBATA KHCETHHA.

JIMHEHHOCT/HEMMHEHHOCT

(DapMaKOKHHETHKHMTE NPH eAMHUYHA ¥ MHOTOKpATHA /1034 ca JIMHEAPHH [IPH NiepopalieH MPHEM Ha J03a B
HHTepBana ot 2,5 10 10 mg. CpaBHeHHsA HA KMHETHKaTa Ha €IMHUYHA W MHOTOKPATHA 1034 [TOKa3BaT, 4e
¢apMakokuneTHKaTa Ha auaporectepoH W DHD He ce npomeHst B pe3ynTaT OT MOBTApAIL Ce IIPHEM.
PaBHOBECHH KOHLIEHTPALIMK € JOCTUraT cliel 3 AHM NIEYCHHE.

5.3 IpenkAHHNYHN TAHHH 33 §€30macHOCT

He ¢cbluecTBYBAT NPEeAKIIMHMYHY JaHHM 3a O€30MacHOCT OT 3HAYCHME 34 MPEANUCBALLHA [0 OTHOLLIEHHUE
Ha MalMeHTCKaTa TApreTHa MONynauMs, KOMTO Ja ¢a JOMbAHUTEIHH KbM TE3H, KOUTO Beue ¢a BKJIKOUEHH
B IPYTUTE TOYKH Ha KpaTKaTa XapakTepHUCTUKA Ha MPOYKTA.

Ouenka Ha pucka 3a okonoHata cpena (ERA):

To3u nexapcTBeH NpoRyKT MOXKE J1a MPeJCTABIABA PHCK 3a BOAHATa cpeaa. JlekapcTeara, KOMTO BEUE HE
ca HeoOXOoAMMH, He TpabBa Oa ce M3XBLPAAT B KaHAIW3aLUMATA UAKW B OWUTOBMTE OTHNAABLH.
Heusnons3sanusat nexkapcTBeH NMPOAYKT MK OTNAAbYHHUTE MATEPHAH OT HEro TpAdBa Aa ce M3XBbPJIAT B
ChOTBETCTBME ¢ MECTHHTE U3UCKBAHWA UMM J1a C€ BbPHAT B AMTEKATA.

6. ®APMAIEBTHYHU JTAHHHA
6.1 CIIHC']:K Ha MOMOIHIHHTEC BellieCTBA

CopueBHHa HA TADNETKHTE

JlakTO3a MOHOXMApAT

Xunpomenosa

LlapeBHYHO HUlLECTE

CunmuupeB THOKCUA, KOJTOMAEH, De3BOIEH
Marsxe3uen creapat

MOUIMORO TOKPHTHE
TwranoB auokcua (E171)




YepeeH kenezeHn oxkeug (E172)
Kbt xenezen okena (E172)
XHUIIPOMENO3a

Makporon 400

6.2 HecLBMecTHMOCTH
Hama nanumu.

6.3 Cpok Ha rogHocT
3 roauHw.

6.4 CrneuHaiHH YCJIOBHA HA CbXPaHeHHE
To3u nexkapcTBeH NPOAYKT HE U3MCKRA CMIELMANHH YCIOBHUA HA ChXPaHEHHE,

6.5 Bna u chabpAkanne Ha oNaKoBKATAa

TabneTkure ca nocTabeHH B OaMCTEpH, BCEKM OT KOMTO Chabpxka 28 tabnerku. bincrepure ca
HanpaseHH ot PVC/PVDC unu PVC-dunM U ca NOKPUTH ¢ a1yMHHHEBO (OTHO.

6.6 CnennanMu npeanazHu MepkKH NpH HIXBhLpJiAHe
To3n nexapcTBeH NPOOYKT MOXKE Aa TIPEACTABIABA PUCK 332 BOJAHATA cpela. JlekapcTBaTa, KOMTO BeYe He
ca HeoOXoaumH, He TpadBa 1a €€ M3XBBLPAAT B KaHaIM3aU@ATa HMIM B OWTOBHTE OTMAbLH.

Heunznon3gaHuar JCKapCTBCH MNPOAYKT W/IH OTNadAb4YHHUTE MaTEPHAIH OT HEro TpﬂﬁBa Ha CC H3XBBPIAT B
CBOTBECTCTBHC C MECTHHTE U3UMCKBAHKA WIH A4 CC BBPHAT B aNTEKAaTa.

7. IIPUTEATEJI HA PAZPEHIEHHUETO 3A YIIOTPEGA

Maiinan EOQOJ]

Odguc crpaga ,,Cepanka Oducn®

Oyn. CurHakoBo Ne 48, eT. 7

1505 Codmus, bearapus

8. HOMEP(A) HA PASPEHIEHHETO 3A YIIOTPEBA

20020391

9. JATA HA ITBPBO PAZPEIIABAHE/ IOJHOBSIBAHE HA PASPEIHIEHMETO 3A
YIIOTPEBA

Jata Ha mbpRO paspeuiaBade: 20 maii 2002

Jlata Ha nocnenno noaHoesBane: 03 Jexkemepu 2007

10. TATA HA AKTYAJIMPAHE HA TEKCTA

09/2023




