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2, KAYECTBEH U KOJIMMECTBEH CbhCTAB

14 KepeMupeHOUEpREHH TabIeTKH, BCAKa Chabpkawia 2 mg 17 B-ectpaauon xemuxuapar {17 B-estradiol
hemihydrate) 3a nbpsute 14 AHH OT LHMKBIA.

14 xBiTH TabneTky, Beska cpaspxama 2 mg 17 f-ecrpaauon xemuxuapar (17 B-estradiol hemihydrate)
H 10 mg quaporectepon (dydrogesterone) 3a cieapatmre 14 AH4 OT 28 THEBHMS LMKBIL.

[IoMoltHH BemecTBa ¢ H3BECTHO ACHCTBHE: JIAKTO3a MOHOXHMApAT.

3a MbJIHHUA CIIHCBK HA MOMOLLHKTE BELECTBA, BIXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

OuaMupaHu TabneTky.

Kepemunenoueppenu 2 mg gpunmupann TabieTku — KpBIIH, ABOMHOU3ITBKHANM, ¢ aMra ,,379” ot
€lHaTa CTpaHa.

Kbeatu 2 mg/10 mg dunMupanu TabneTku — KpPBIH, JBOMHOMIITEKHAIH, © llaMna ,,379” oT eqHara
CTpaHa.

4, KJIMHHUYHH JAHHHI

4.1 TepaneBTHYHE NOKAZAHKA

XopmoHosamecturenva teparmma  (X3T) npd CcHMOTOMM Ha  €CTPOT€HOB  JEGQUIMT  IIpH
NOCTMEHOMNAY3ATHH XKeHH Hal-Manko 6 Mecela OT NMoc/eAHHA MEHCTPYaleH HHKBJI.

IIpodmnaxTika Ha ocTeonopo3aTa NpH MOCTMEHONAY3aTHH XEHH C BHCOK PHCK 3a OBAeIld (PaKTypH,
KOHTO €a ¢ HEMOHOCHMOCT KBbM UJIH €a ¢ MPOTHUBONOKA3aHUA 32 NMPHIIOKEHHETO Ha APYTH IEKAPCTBEHH
NPOAYKTH, 0f00peHH 3a NPOPHNAKTHKA HA OCTEOMNOpo3aTa.

OnuUTBT B IeYEHHETO HA XKEHH Ham 65-rouiiHa Bb3pacT € OrpaHHYEH.

4.2 JA03MpoBKA H HAYMH Ha NPHIACKEHHE

3a nepopanHa yrnorpeba.

34 MpOABIDKUTENHA CEKBEHIIMAJIHA TEPAIUS.
Ectporen ce npuema npes wwwiotro speme. Ilporecraren ce qobass mpes mocie
28-NHEBEH UMKDBJI, B CEKBEHITHAIEH PEXKUM.

JleueHneTO 3aMouBa ¢ €lHA KepeMHUAcHOUEpBeHa TabneTka IHEBHO 33 TbPB
€JHa XbATa TabaeTka AHEBHO 3a caeaBalliMTe 14 OHH, KAKTO € YKa3aHO Ha
OIIaKOBKA.



®emocToH TpaOBa Aa Ce NpHEMA HEMpPEKbCHATO Ge3 NpeKbLEBaHE MEXTY ONAKOBKHTE.

3a HAYAI0 UKW NPOABIKEHHE HA JICHSHHETO Ha NOCTMEHOINAY3aJIH CUMITOMH, TpadBa a ce npuiara
Hal-HUCKAaTa eEKTHBHA A03a 3a HAl-KPaTbK repuo (Bx. Touka 4.4),

Hait-00110 cexBeHuHanHATa KOMOMHMpaHa Tepanus TpaGBa Aa 3anouHe ¢ GemoctoH 1/10.

B 3aBUCHMOCT OT KJIMHUYHHS OTr'OBOP, J03aTa MOXE J1a Ob/1€ afanTUupaHa B MOCISACTBHE.

[TauueHTUTE, NPOMEHAILY TepanKaTa OT APYra NPONBLIDKUTENHA CEKBEHUMAIHA TEPATTHAT UK UHKIAYHH
NEKApPCTBEHW TMpPOJyKTH, TpabBa aa 3aBbpluaT 28-AHEeBHUA LHKBJI H TOraBa fAa I[IpeMHHAT KbM
DeMOCTOH. [laLHeHTHTE HA NPOABIKUTENHA Tepanusd ¢ KOMOHHHPAHH JIeKapcTBEHH NPOLYKTH MOraT Jia
3aMNOYHAT JeyeHUueTo ¢ DEMOCTOH M0 BCAKO BpEME.

AKO ce npomnycHe 103a, T TpAOBRa Aa ¢e pHEME KOJKOTO MOXE MO-CKOPO. AKO €4 MUHAIH MoBeue oT 12
qaca, JIeUeHHeTo TpabBa 1a NMpoab/oku Cbe creapallarta Tabrerka Oe3 fga ce npuema 3abpaBeHaTa
TabneTka. BeposaTHocTTa 1a ce NOIBY BHE3AMHO KBPBCHE HITH 3allaNlBaHE MOXE 14 C€ NOBULIH,

DeMOCTOH MOXKE [a c€ [IPHEMa HEe3aBHCHMO OT MpPUEM HA XpaHa.

[leanaTpryHa riomynauus
Hsima npHnoKMMH oKasaHusd 3a ynotpeda Ha GeMoCcToH B Ne/IHaTpHYHATa MOMy/Ialys.

4.3 ITporuBomokazanus

e JlMarHoCTHLMpaH B MHHAJIOTO WM NOAO3HPAH KAPLIMHOM HA MJIeYHATa KJIe3a.

JluarnocTHiMpaH WNH MONO3MPaH eCTPOreH-3aBHCHM 3/0KadYecTBeH TyMop (Hamp. eHAoMeTpHaneH
KapLMWHOM).

HM3BeCTHH WM NOAO3MPAHU NMPOrecTAreH-3aBUCHMH HEONa3MH (Hamp. MEHUHIHOMa).
Heamarnoctuunpano reHMTaTHO KbpBEHE.

HesekyBaHa eHnoMeTpHAITHA XUIIEPNIA3M.

[Ipekapan waM nanuueH BeHozen TpomOBoembonuseM (abnboka BenozHa Tpombosa, GenoapobeH
eMOOIU3BM).

* HasectHo TpomOodunto Hapyuwerue (Hanp. nporerH C, MpoTeuH S WIKW @HTUTPOMOMHOB AS(PHLMT,
BXK. TOYKa 4.4).

e AKTHBEH WM HACKOPO MpeKkapaH apTepuaned TpomOoeMOonuisM (Hamp. aHCUHA, MUOKApIEH
HUHDAapKT).

e OcTpo wuepHonpoOHO 3abonisBaHe WM MHHaNO depHoapoOHO 3abonsBaHe, cied  KOETO
QYHKLHOHATHHTE YEPHOAPOOHM N0KA3ATE/N HE CA CE BHPHATH B HOPMAJIHH IPaHHLIH.

o [lopdpupus.

o [3pecTHa CBpPBLXYYBCTBUTETHOCT KbM AaKTHBHOTO BEILECTBO HJIM KBM HAKOE OT TOMOLIHHTE
BeLIeCTBa U30poeHH B TouKa 6.1,

4.4 CneunanHu npeaynpexacHus 1 NpeanasHd MEPKH NPH ynoTpeta

3a Tepanua Ha NocTMeHonay3anHu cumnToMmM, X3T TpabOra nma ce 3amouyHe camMO B cliy4yaH, 4e

IPpAAB/IEAKEHA CaMO 40 TOraega JOKaTo [1oJ3aTta NPerb3xoxKaa pucKa.

JdokazaTeNcTeara no OTHOLUEHHE Ha pucka, cBbp3aH ¢ X3T npu ne
MeHonmay3a ca orpanuueHd. [lopaaw HMCKOTO HHMBO Ha abCOMOTHH
OaaHChHT NMOJI3a/PUCK TIPH TE3H KEHHU € TIo-0N1aronpHaTeH, OTKOJIKOTO IIp



MeauuyHeky nperiien/mpocneispaHe

{Ipeav 3anousade win nogHosaBaHe Ha X3T Tpabea na O6bAe cCHETA MBIHA UHAMBHMAYATHA M (haMKIHA
aHaMHe3a. OU3MKAIHUAT nperne] (BKIIOUYUMTENHO HAa TA30BHTE OPraHUd M MJICUHHMTE >KJie3u) Tpabea ja
Ob/ie M3BBPILUEH C OMNIE[ HA CHETaTa aHaMHE3d, KAKTO W Ha NPOTHBOMOKA3ZAHHATA M CIIELIMATHUTE
npenynpexacHua 3a ynorpedba Ha nekapctBoto. [lo BpeMe Ha JieueHHETO € NPEenopBLUYUTENIHO da Gbaar
NPOBEKAAHH MEPUONHWUHH KOHTPOJIHH MpPEIieiv, KaTo 4YecTOTaTa U XapakTepbT MM CE€ OMpeAciaiT B
33aBUCHMOCT OT HHIAMBHAYAIIHHTE OCOOEHOCTH Ha NauMeHTa. »KeHuTe TpsabBa fa 0bJAT ChBEeTBAHU KAaKBH
POMEHH B TBpAXTE TPaOBa Aa CHLODWABAT HA NEKYBAUIMA CH JIEKAp MU MEIUIHMHCKA cecTpa (BkK. TOUKa
~PaK Ha MeyHaTa XJe3a” mno-nony). TpaGea na 6baaT NPOBEKAAHH H3C/IEABAHMA, BKIIOUYUTENHO
nogxoasila oOpa3Ha JHACHOCTHMKA, HANpP. MamMorpagus, Crope] ChBPEMEHHHMTE NPHETH MPAKTHKH 34
CKPHHHHT, aianTHPaHH B 3aBUCHMOCT OT KJIMHUYHHTE HYKY Ha MallMeHTa.,

ChCTOAHUA, PH KOUTO € HeoOxonnuMo HaboaeHye
[auuenTtkaTa TpsOBa 1a 6bAe CTPUKTHO HaOMIONABAHA, AKO HAKOE OT CNIEJJHUTE CHETOSHUS CA HANMHUHH,
MK ca OMAHM HAIMYHH, WMIKM ca GUaM BIOUWIEHW NO BpeMe Ha OpeMEHHOCT WIM MpeulecTBalia
XOpMoOHaNTHa Tepanus. Tpadea Aa ce uMma NMpeiBMI, Y€ T€3U ChCTOSHHA MOTAT Ia Ce MPOABAT OTHOBO MJTH
Ja CC BJIOHIAT 110 BPEME Ha JeueHHeTo ¢ PeMOCTOH:

® JgeroMuoMa (MaTOYHH PUOPOMH) WIH EHAOMETPHO3A

®  PHCKOBH (hakTOpH 3a TpoMOOeMOONHYHH HApylUeHHs {BXK. [10-T01Y)

® PHCKOBH (PaKTOPH 3a €CTPOreH-3aBUCHMH TYMOPH, Hanp. HACMEICTBCHOCT ITbPBA CTENEH ITPH paK Ha
repaaTa

¢  XMIEPTOHMS

¢ YEePHOAPOOHH HapyLIeHHs (HAMp. YePHOAPOOEH afieHOM)

® 3axapeH auaber ¢ wid 6e3 ¢bI0BO 3acATraHe

®  XOJeIuTHA3a

® MHIPeHa WiH (Texko) rnasobonue

CUCTEMEH JIYTIYC EPUTEMATO3YC

aHaMHe3a 3a eHIOMETPHAIHA XHneprnia3us (BxK. Jony)

EIWIEnCHs

acTMa

OTOCKJIEPO3a.

Ilpr4uHK 3a He3abaBHO cIMpaHe Ha TepanHATa;

JleyeHuero Tpabsa na Obae NpexpaTeHO B Cydait, ue ce YCTAHOBAT KOHTPAUHAMKALMM, KAKTO U MpH
CJIEJHUTE CBCTOAHHUS:

® KBLATEHHUA WM BIIOLUABAHE HA YepHOAPOOHaTa PYHKIIHA;

*  3HAYMTENHO NOBMILARAHE HA KPBBHOTO HANATAHE,

® HOBOMOABHJIO C€ [NIABOOOINE OT MUIPEHO3EH THII;

®  OpeMEeHHOCT.

EH,EIOMETPHHJ’IH& XHUNCPIVIa3Wg H KapiiHHOM

® TIPH XCHH ¢ MHTAKTHA MaTKa, PUCKBT OT CHAOMETPHAIIHA XHNEPILVIa3HA U KapUHHOM ¢ TOBHMUICH,
KOrar0 eCTpOreHHTe ce [MpHiaraT CaMOCTOATE/NHO 3a IPOABDKHMTENHO BpeMe. JloxnansaHoto
MOBHILABAHE HA PUCKA OT EHACOMETPUANIEH PAK CpPea NAUMEHTU, IIpUeMany camMo eCTPOreHu Bapupa
oT 2 10 12 NbTH, CpaBHEHO ¢ HENMPHEMAINM M 3aBMCH OT NPOALDKHUTENHOCTTA HA JIEHEHHETO H
Ao3ata Ha ecTporeHa (Bxk. Touka 4.8). Cnea cnMpaHe Ha NEHYEHHETO PUCKBT MOJXKE Ja OCTaHE
MnosHileH 3a noHe 10 roguHu.

e JloBGamsHeTo Ha MporecTareH LUMK/JIHYHO 3a Hal-Manko 12 JHH MeceuHo/28
NPOAb/KHATE/IHA KOMOMHMpPAHA €CTPOTeH-MPOreCTarel TEepanud NPH HEXHC
MOXK€ /14 [IpEBCHTHPA MOBULLICHUA PHCK, cBbp3an ¢ X3T caMo ¢ ecTporeH.

e DBHezanHo KbpBEHE M 3allanBaHe MOXKE Ja C€ IIOABH MO BPEME HAa MBPBUTE
AKO TO ce TIOBH M3BECTHO BpeMe CJIe[l TepanusaTa K NPOAB/DKH Clie] npe




TpaOBa Ja c€ M3CIeqBa NPUYMHATA, KOETO MOXE /[a BKIIOYBA eHJOMeTpPHanHa OuoncHsa 3a
M3KITIOYBAHE HA 3TOKAYECTBEHO 3a00/1ABaHe Ha EHIOMETPHUYMaA.

Pak Ha MJIedHaTa }e3a

Hokazatencreata KaTo LAJIO MOKa3BaT TMOBHIIEH PUCK OT paK Ha rbpaata NMPd >KEHH, [pHeMaliH
KoMOMHauMs ecTporeH-nporectared u npu X3T camM0 ¢ ecTpored, KOWTO € 3aBMCHM OT
NPOAB/KHTENHOCTTA HA Nnpuema Ha X3T.

KoMOunuupana mepanus ¢ eCmpozen-npo2ecmazen

PangomMuznpanoTo muanebo-KOHTpoaHpaHo npoydpane, HMHWIMaTHBa 3a »xeHcko 3apaBe (,,The
Women’s Health Initiative study”, WHI) u mera-aHanu3 Ha MNEPCNEKTHBHH €NUIEMHONOTHUHH
MpOy4BaHHsA ¢ca NOCJE/IOBATE/IHM B YCTAHOBABAHETO HA IIOBHIIEH PUCK OT paK HA I'bplaTa IIPH KEHH,
npueMallM koMOMHKpaHa ecrporer-nporectared X3T , kKoiTo ce npossaea cien okoo 3 (1-4) ronuHu
(BK. TOUKa 4.8).

Mownomepanus ¢ ecmpozen

lIpoyusanero WHI He ycraHOBSBa NMOBMILIABAHE HA PHUCKA OT pak Ha FbpJaTa NpH XHCTEPEKTOMUPAHH
)KeHH, npuemalld X3T camo ¢ ectpored. OOcepBaliMOHHY TIPOYYBAHHUA ca CHOOLIABAIN OCHOBHO MAJKO
MOBHIICHUE Ha PHCKa OT AUArHOCTHUMPAHE HA PaK Ha I'bpAaTa, KOHTO € NMO-MaTbK OT TO3H, OTKPHT MpH
XKEHH, NpHeMany KoMOMHaLUs ecTporeH-nporectares (Bx. Touka 4.8).

PezynraTvte OT roasaM Mera-aHaiW3 MOKAa3BaT, ye Cled TPeKbCBAHE HA JICHEHHETO CBPBLX PMCKLT LiE
HaMalnee ¢ BPEeMETO H BpPEMETO, HeODXOAMMO 3a BpBLUAHE KBM HM3XOAHO HHBO, 3aBHCH OT
NPOABHKHUTENHOCTTA Ha npeauuHaTa ynorpeba Ha X3T. Korato X3T ce npuema noseye OT 5 rOAUHH,
PHCKBT MOXKE Aa poAbLIxH 10 rogHHH H NoBeue.

X3T, ocobeHo KoOMOMHUpaHaTa eCTPOTEH-TIpOrecTareH TEpanus, TMOBWINABA TUIBTHOCTTA Ha
MaMOrpa@ckiTe o0pa3sd, KOETo MOKE J1a NOBIKAE HeOIaropHATHO PaHOIOTMYHOTO OTKPHUBAHE HA pak
Ha rbpaaTa.

Pak Ha SHYHHLIHTE

PaxbT Ha AHYHUUHTE ce HAONKOaaBa MHOrO MO-PIIKO OT PaKa Ha rspaara. EnuneMHoNorHyHuTe NaHHHU
OT FOJIAM METa-aHANHK3 NpPEAIoarar JIeKo NOBHIUEH PUCK NpH »keHH, npueMaiuu X3T caMo ¢ ecTporeH
HnM koMOMHHpaHa ecTporeH-nporectareH X3T, KoHTO ce MposBSBA B PaMKHTE HA 5 TOAMHH OT
yroTpedaTa 1 HaManABa BbB BPEMETO CIe/1 CIIMPAHE Ha [IpPHEMA.

Hakom npyrn npoyuBanus, BkmountenHo uinuTBadero WHI, npeanonarar, 4e ynortpebarta Ha
komMOuHHpaHa X3T mMoxke 1a e cBbp3aHa ¢ NOA0GEH WIIM MANTKO NO-MAThK pUCK (B, Touka 4.8).

BenozeH tpombembonnzbem

¢ X3T e cBbp3aHa ¢ 1,3-3 mbTH MO-BUCOK PHCK OT pasBHUTHE Ha BeHO3eH Tpomboembonuzbm (BTE),
T.€. JbJOOKAa BCHO3HA TpoMOo3a Miu Oemonapoden emGosnabMm. [loseaTa Ha Takosa cbOuTHE € NO-
BEPOATHO Ipe3 MbpBaTa roquHa Ha X3T, OTKOAKOTO NO-KBCHO (BkK. TO4KA 4.8).

e [laumeHTn ¢ n3BecTHH TPoMOOMUIHIHH CHCTOSHHSA Ca ¢ MO-BHCOK PHCK 3a pa3suTHe Ha BTLE u X3T
MOXKE Ja TIOBUINM TO3M pucK. [lo Tasn npuuuHa npunaranetro Ha X3T npd TakuBa MaLMEHTH €
[IPOTHBOINOKAa3aHO (BXK. Touka 4.3).

¢ Obuwonpuerute puckoBn dakropy 3a BTE Bkniousar: rnpunaraHe na ecrporeH, HanpegHaia
BB3PACT, IOAAMa XHPYPrUuiHa OnepauMs, MpoaBIKATEIHA UMOoDuNHu3auus, 3atiibeTaBade (MTM >
30 kg/m2), dpemMeHHOCT/NEepHoaa cnel paxkaaHeTo, cucTeMeH nynyc epureMatosyc (CJIE) u pak.
HaMa eIMHBO MHEHHE 3a Bb3MOXHATA PO/ Ha BApHKO3HUTE BeHH NpH BTE.

® Kakro npu BCHYKUM [OCT-ONMEPATHBHH MNAaUMEHTH, ¢ HEOOXOoAuMO Ja Cg W’ﬂﬂ.ﬂﬂl S/ TR

. W)
HPO(IJHH&KTHEIHH MCPKH 3a NpeaoTBpaTABaHC Ha CJICOOICPATHBHHUA BEHO3E RE :HH y V™ \\
AKO CC OY4KBAa IPOABKUTEIHO OOE3/ABHXKBAHE Cle/l ONpeJeNecHH OnepFiu,/ Caysion
BpeMeHHO cnupane Ha X3T 4 10 6 ceaAMHUM 110-paHo. Bb300HOBABAHETO HA T4 He

CTdBa NIPEIH KCHATA N4 € HAITLJIHO pa3ABHXKCHA.




e [lpu xeHu Ge3 anamuesa 2a BTE, Ho nmpu pogHMua OT MbpBa CTeneH ¢ aHamHesa 3a TpoMGo3a B
Miajaa BB3pacT, MOXE [Ja C€ MNpelJIOKM M3BBLPIUBAHETO HAa CKPHHHHI cjiell BHWMaTesTHa
“HPOPMHUPAHE OTHOCHO OTpaHUYEHMATZ MY (CaMO 4acT OT HapymeHHATa Ha TpomboduausgTa ce
WACHTU(PULUPAT TIPH CKPHHHHT).

* Ako TpomOoduIHyeH nedekT ce vaeHTHdHUMpa, KoiTo ce npossaBa ¢ TpomBo3a B HICHOBE Ha
CEMEHCTBOTO WM Ae(EKTBT € TexKbK (Hamp. aHTHTPOMOHH, NpoTeMH S WM nmpotedH C aeduuur
MK koMOHHauKa oT aedekTr), X3T e npoTuBonokasata.

e llpu XeHH Ha XpOHMYHO AHTOKOATYMAHTHO JfigyeHue, TPAOBRa BHUMATENHO Ja C€ fpeueHy
MnoJ3aTa/pucka ot npunoxxeHuero Ha X3T.

* AKO cnea HayanoTto Ha neudeHueTo ce passue BTE, npueMbT Ha NeKapeTBOTO TpsbBa Aa ce crpe.
Ilauuentrre TpsaOea 1a ce MOCHLBETBAT A MOTHLPCAT JIEKYBAIMA CH JeKap He3abaBHO, KOraTo MMar
CBMHEHHE 3a €BEHTYAJIHO paseuBall ce TpomMOoeMO0U3IBLM (Hanp. OONE3HEHO NOAYBAHE Ha Kpaka,
BHe3alHa rpeaHa boska, 3aayx).

KMcxemuuna 00secT Ha ChpLIETO

Hama naHHM OT paHIOMH3HPpaHH KOHTPOJIMPAHH H3MUTBAHHA 34 POTEKLHA OT MHOKapAeH HH(APKT Npu
KEHH ¢ WM 0€3 ChIeCTBYBAlla MCcXeMH4YHa 0OJECT Ha ChPUETO, KOMTO Mony4apat KOMOMHUpaHa
€CTPOTECH-TIPOrecTareH win camo ectporedHa X3T,

Kombunupana ecmpozen-npozecmazen mepanus

l1o Bpeme Ha KoMOMHHMpaHa eCTpOreH-MporecTareH Tepanyusi OTHOCHTETHUAT PUCK OT UCXEMHUYHa DOMecT
Ha CHPUECTO € JICKO YBeMYeH. TbH KaTO U3XOAHUST a0COJIIOTEH PHCK OT UCXEMUUHA OOJIECT Ha ChPLETO
CH/IHO 3aBHCH OT Bb3pacTTa, OpOAT Ha AONMBIAHHTENHHTE CNYHAW HA HCXEMHYHA OOJIECT HA ChPLETO,
KOWTO Ce AbKAT Ha ymoTpeda Ha ecTPOreH-NpOrecTareH € MHOrO HUCBK 0OPH 3APAaBU KEHH,
HaO/IMXKaBalH MEHOMAY3aTa, HO CE YBEAHYaBa ¢ HAaNMpeqBaHe Ha Bb3pacTra.

Monomepanusa ¢ ecmpoeen

PaHnOMH3UPAHH KIMHUYHU JaHHW He YCTAHOBABAT MOBHIUEH PHCK OT HCXEMHYHA DONecT Ha ChpLETO
NPY XHCTEPCKTOMMPAHH XKEHH, NPHEMALLH ECTPOreH KaTO MOHOTEpAaIHS.

HcxeMWyeH MHCYIIT

KomOuHHpaHa ectpores-nporectareH und X3T caMo ¢ ecTporeH ce CBbp3BaT ¢ 1,5 MbTH yBEJTUUYEHHUE Ha
pPUCKA OT HCXEMHYEH HMHCYNT. OTHOCUTE/IHMAT PUCK HE C€ MPOMEHs ¢ Bb3pacTra WX BPEMETO ClE[
MeHomnaysara. Ho Teil kaTo M3XOOHUAT PUCK OT MHCYIT € CHIIHO 32BUCHM OT BB3pAcTTa, OOLIMAT DPUCK
OT MO3BYEH HHCYNT NPU XKEHH, KOUTO Manon3eat X3T e ce yBeanyapa ¢ Bb3pacTTa {Bx. TouKa 4.8).

Hpyry cheTOAHUS

¢ Ecrporenure morat Aa npean3BUKaT 3a1bp)KAHE HA TEYHOCTH, MOPAAM KOETO MALMEHTHTE C
HapyllIeHa CbpaeuHa UM Os0peuna ¢yHkuMa Tpadra aa OGbaaT BHUMATEIHO [TPOCIEASBAHHN.

¢ JKenu c npemmecTalia XHNEePTPUrMHUEPHACMUA TPAORA Aa ObAAT BHUMATEIHO MOHUTOPUPAHK MO
BpEME HA €CTPOTeH 3aMeCTHUTENIHA MM XOPMOHO3AMECTHTENIHA TepanHd, TbH KaTto [pH TakHea
MaLHEHTH [MpH NPUIOKEHUE HA ECTPOTEHH ca MAOKIAJBAHM pPeAKd Cly4ad Ha 3HAYMTEHO
MOBHIUCHHE HA IUIA3MEHHTE TPUIJIMUEPUAH, BOAELIO JIQ [TAHKPEaTHT.

e EK30r¢HHHTE €CTPOreHHM MOTAT Aa MpeAN3BHKAT HIIH BJIOILIAT CUMIITOMH Ha HACJEACTBEH H
NpUAOOHT aHrHoeeM.

¢ ECTporeHHTE NOBHILIABAT HHBOTO Ha THPOHA-CBBp3Ballus raobymaun (TCI), koeTo BOAM A0 BUCOKM
HUBA Ha O0LMA LMPKYMpall THPOHJEH XOPMOH, YCTAHOBEHO 4Ype3 H3MEPBAaHE HA NPOTEMH-
cbp3anus ion (TICH), va Ty (M3MepeHH upes KONOHeH WM paﬂuo-nmyﬂonomq --;
T3 (upe3 pagHoO-UMYHONOTrHYEH aHauu3). 3axpawaHero Ha T3 € HamMalgHo, ;- OnSEIENTC 20 s,
noeviseHus TCI. Konuentpaumure Ha croboanute Ta u T4 ca Henpomene

MPOTEMHM MOraT ja OBJAT MOBMILEHW B CEPYMA, T.6. KOPTUKOWI-CRLP3BA 4‘/ ,;'.

e )

CBBp3sallMsa rodynuH 3a nonosure xopMoHu (CI'TIX), koeTo BoAKM N0 NOBKURIHA
KOPTHKOCTEPOHUAH M [IOJIOBH XOPMOHH, CbOTBeTHO. (CB0OOOAHMTE WITH 6




KOHLUECHTPALMH HA XOPMOHHTE ca HEMPOMeHEHH. Bb3MOXHO € NOBHLIARAHETO M HA APYTH MIa3MEHH
NMPOTEHHH (AHTHOTEH3HH/peHUH cybeTpat, anda-1-aHTHTPHIICHH, LEPYIOIIIA3MHH).

e X3T ue monobpaea korHuTHBHaTa (GyHKIMA. HMa W3BECTHM AOKaszarencTea 3a TIOBMILaBaHE Ha
PHUCKA OT €BCHTYANHO Pa3zBUTHE HAa JEMEHHMA [IPH XKEHH, KOUTO 3aM0UBaT MPOABILDKUTEHO JIEYEHHE
¢ komOuHupana X3T unu X3T camo ¢ ectporeH criesl 65 roaMiHa Bb3pact.

 [laumentku ¢ peakH HacneacTBeHd POPMH Ha rajakTO3HA HEMOHOCHMOCT, OOII JIaKTa3eH AeGULIMT
HJIH MOKO30-TanakTo3Ha manabcopOuus He TpaORa 1a npUeMAaT TOBA JIEKapCTBO.

lloBumeny HuBa Ha AJIAT

[lo BpeMe Ha KIMHMYHM M3MUTBAHHA NPU MALMEHTH ¢ KOMOHHHpPAHa CXeMa 3a JIeUEHWE Ha BHpYCEH
xenmaTHT C ¢ OMOMTacBHp/NapUTanpeBUp/PHTOHABHP, ¢bhe U 0e3 na3abyBup, NOBMILEHH HMBA Ha AJIAT
MOBeYe OT 5 NbTH Haj| ropHara rpanuna Ha HopMata ([TH) ce HaGaropasaT 3HAYUTEIHO TO-4ECTO NPH
KE€HH, W3MON3BallH NCKAPCTBEHH NPOAYKTH, ChAbpKAIIM €TUHHIECTPAAHOJI, KaTo Harnp. KOMOHMHHpaHU
XopMoHanHd  koHTpauentuBd (KXK). OceeH ToBa, W TDNpH NaUUEHTH, JIEKYBAHH C
rIeKanpeBup/NMUOPEHTacBUp, ca HaOMIONaBaHM MOBMUICHH HuUBa Ha AJIAT npH 3KeHH, KOHTO
ynoTpeOaBar AeKapeTsa, ChAbPKAIIM eTHHWIeCTpaauo, kato Hanp. KXK. Tipv xeHH, n3nonseamu
NIEKapCTBEHU NPOAYKTH, CBABPXKALUM €CTPOreHH, pazlMiuHM OT €THUHMIIECTPAZMONl, KAaTO eCTpajanol,
CTENEHTAa HA MOBUIIEHKH HWBA HAa AJIAT e ¢xoiHa ¢ Ta3u NPH KEHH, KOUTO HE MMpHEMAT HHUKAKBH
€CTPOreHH; BBITPEKH TOBA, TIOPAAM OrpaHUUeHHs Opoii KeHH, MpUEMallld TE€3W Pa3IUIHH €CTPOreHH, e
HEOOXOMMO TTOBULICHO BHUMAHHE NIPH €HOBPEMEHHOTO NMPHIOKEHHE HA KOMOMHMPaHa TEepaneRTHYHA
cxemMa ¢ OMOMTAaCBMp/TIapUTANIPEBUP/PUTOHABUD, ¢bC WM Oe3 nazabysup, KAKTO M HA CXeMa C
rrnekanpesup/nubpenTacsup. Bibkre touka 4.5.

KoMOMHUPaHOTO €CTPOreH-NMporecTareH JeUCHHE HE € KOHTPALCMITHE.
4.5 BzauMoaeHCTBHE ¢ IPYrd JIeKAPCTBEHH NPOAYKTH H ApYrd opMH HA B3aHMOJCHCTBHE
He ca nposexxaann npoyuBaHus 3a B3aMMO1eHCTBHS.

EdukacHOCTTa HA €CTPOreHU K IporecTareHy Moke na 6Lae HapylieHa:

¢ MeTabonm3aMbT Ha €CTPOreHH M MPOrecTareHd MOXe Ja Ce MOBHLIH OT ¢AHOBPEMEHEH NPUEM ChC
CyOCTaHLIMKM, M3BECTHU KATO HHAYKTOPH Ha JIEKAPCTBA-MeTA00MU3Hpalny eH3umH, ocodeno P450-
cHaumute 2B6, 3A4, 3AS, 3A7, kaTo HanpuMmep aHTUKOHBYJAcaHTH (Hanp. deHodbapbutan,
kapbamazenuH, PEHUTOMH) W aHTH-MH(PEKLUMO3HM JlekapcTBa (Hanp. pudamnuuuH, pudadyTuH,
HEBUIAPHUH, eraBUPEHIL ).

* PuTOHaBHp M HeDUHABUDP, BBOPEKH 4e €a M3BECTHHW KaTto MOIIHM HHXHOHTOpH Ha CYP450 3A4,
A3, A7, npoaBABAT KaY€CTBA HA MHAYKTOPH, KOraTo Ce MPHUEMAT 3a€/JHO ChC CTEPOHIHK XOPMOHH.

» PacTurenHu NponyKTH, ChAbPKALIM ABIAT KaHTAPHOH (Hypericum perforatum) MOTAT 1a UHAYUMPAT
MeTabOoM3Ma Ha eCTporeHH K nporectoreHu upes CYP450 3A4 ner.

¢ KJIMHHYHO, NOBHMILEHHAT MeTabONWIBM Ha €CTPOreHH M NPOreCTarcHl MOXE /1a 10BEAE 10 HAMAJICH
€IeKT U 1a MpOMEHU NpoduNa Ha KbPBEHE Ha MaTKATA.

Edext Ha X3T ¢ eCTporeHd BbpXy APYrH ACKAPCTBEHH MPOAYKTH

YCTaHOBEHO €, 4€ XOPMOHATHUTE KOMTPAUENTHBY, CLAbPHKALLIK €CTPOreHM, 3HAUMNTEAHO HamMalaBaT
M1a3sMEHHUTE KOHUCHTPALUUA HA JJAMOTPUTHH, KOraTo ce NpUiIarat eHOBPEMEHHO, [opajH HHAYKUHA Ha
TTHOKYPOHMPAHETO HA NTAaMOTPHIHHA. TOBa MOKe [Ja HamMand KOHTPONa Ha NpucTbiuTE. Bbnpeku ye
NMOTCHLHATHOTO B3aUMOICHCTBHE MEXKY XOpPMOHO3aMEecTHTENHaTa Tepanusd W JIAMOTPHIHH HeE €
NpOy4BaHO, C€ (4YaKBa A4 CBLIECTBYBA [0J00HO B3aMMOEHCTBHE, KOETO MOXKE

CAHOBPEMEHHO.

EcTporeny Morar aa noBAusasT MeTabosIM3Ma Ha IPYTH JeKapcTBa




Ecrporenure per se morar na notucHat CYP450 nekapcTBa-MeTabOIM3HMpALINTE €H3UMH upes
KOHKypeHTHa MHXuMOHUMA. Toma Tpsfea Aa ce wuma npeaun ocobeHo 3a cyberpatd ¢ Teced
TepaneBTHYEH HHAEKC, KATO:

® TakpoJHMycC H UHKnocnopud A (CYP450 3A4, 3A3)

e denranun (CYP450 3A4)

¢ TeodunuH (CYP450 1A2).

KnuHKHYHO TOBa MOXKE Ja AOBEAE MO MOBMILCHHE HA MU1a3MEHHWTE HHBA HA 3aCerHaTHTe CyOCTaHLIMK 40
TOKCHYHHM KOHUCHTpauWu. Ilo Tasu npuuvHa MOHWUTOpMpaHe Ha JIGKAPCTBEHHWTE HHBa 3a
APOABIDKHTENIEH MEPHOT OT BpeMe Moxe Ja ObJe MoKa3aHo, KAaKTO M HaMaJiiBaHE Ha [03aTa Ha
TAKPOJIIMMYC, (PEHTAHMN, UMKIOCHOPHH A ¥ TCO(DWINH MOXKE 1a ObJ1e HE0OX0AUMO.

DapMakoAMHAMHYHH B3aUMOAEHCTBUS

Ilo BpemMe Ha  KIMHUYHHM  HM3OMTBAHHS ¢ KOMOWHMpaHA  TepaneRTHHHA  CXEMA  C
oMOHTacBUp/NapuTanpeBUp/pUTOHABHP, ¢LC M 0e3 aa3adyBUp 3a jeueHHe Ha BUpyceH xematHt C,
nopuiiend HuBa Ha AJIAT noseue or 5 mbTU Hap ropHaTta rpaddua Ha Hopmara (I'TH) ce wabmonasar
3HAYUTEIIHO MO-HECTO MPH KEHH, U3NON3BALUM JICKAPCTBEHU MPOAYKTH, ChABbPKALIM €THHHIIECTPAIHOIN,
karo Hamp. KXK. [Ipy >xeHu, n3nonssaiy NeKapcTBEHU NPOAYKTH, ChABPKALIM €CTPOreHH, pa3IMiuHu
OT CTHHHJIECTPAANOJI, KaTO €CTPaluon, CTeNeHTa Ha rnosuileHH HHBa Ha AJIAT e cxoaHa ¢ Tasu npH
’KEHH, KOHTO HE H3MOJ3BAaT HUKAKBU €CTPOrEHH; BCE mak, Nopagyd orpaHH4YeHus OpoH XKEHH, IpHeMallH
TE3U PAIIWIHYM €CTPOTEHN, € HEOOXOMMO NOBUILIEHO BHUMAHKE IIPH €AHOBPEMEHHOTO MPHIIOKEHHE Ha
KOMOHHHpaHa TepaneBTHYHA cXeMa ¢ oMOUTaCBUp/MapuTanpeBrp/pHTOHaBHP, cbe WK 6e3 na3alyBup,
KAKTO K Ha CXeMa ¢ riekanperup/nubpentacBup (B, Touka 4.4).

4.6 PepTranTeT, OpeMEeHHOCT H KbpMeHe

®eMOCTOH He € MoKasaH NpH OpeMeHHOCT. AKO BB3HHKHE OpPEeMEHHOCT MO BPEME Ha TEpanufaTa ¢
DeMOCTOH, neyeHUETO TpsOBa HezabaBHO j1a Obae MpexpaTeHo.

PesynTtatire OT MOBE4ETO €NUIEMHONOTHYHH NPOYYBAHHA KBM JHEUIHA 1aTa, KOHTO Ce€ OTHACAT /10
HCBOJIHA CKCMO3WUHA Ha MJo4a Ha KoMOMHaliMM €CTPOreH-IporecTareH, I10Ka3Bar JiMnca Ha
TEPATOTEHEH UAM  (eToTOKCHuYeH edexr. Hama  gocraTbyHO  JAaHHM 33 ynorpeba Ha
eCTPATHOJI/ IMIPOTECTEPOH NMPU OPEMEHHH KEHH,

Kupmeue
(DeMOCTOH HE € MOKA3aH N0 BPEME Ha KbpMEHE.

4.7 EdexTH BLpxy ciocodnocTTa 33 modupane u pabora ¢ MallHHA

DeMOCTOH HE TOBMMABA WJ/M TMOBJHABA HE3HAYMTENTHO CnocobHocTTa 3a modupaHe Wid pabora ¢
MAILHAHH,

4.8 Hexkenand JjiekapcrBeHH peakuHH
Hal-uecT0 [JOK/IaJBAHMTE HEKeNaHW JIEKAPCTBEHW peakIid [MPH  MAUMEeHTH, JIEKYBaHU C
ECTPAAHON/ANAPOTECTEPOH B KIMHMYHMA  M3OMTBaAHHA c¢a  rhaBobojiHe, KopemHa  0oOJlKa,

OoJIKa/UyBCTBUTENHOCT Ha IbPANTE U BO/KA B I'bpda.

CrelBalllUTe HEeKENAHUTE JACKAPCTBEHH PEAKUMH ca HAOMOJaBaHM ¢ MecTOTa, MocoYeHa 00-A00Y M0
BpeMe Ha KIMHUUHHK u3nutBauua (n=4 929):

MedDRA-Gaza Muoro uecTn [’-Iec*m E—leqecTn
NAHHHK HA cucTeMo-(>1/10) (=1/100 po <1/10) >1/1 000 no <
OPraHHy KJacoBe 1/100)
Mnbekuny 1 BarvHanHa kaHguao3a




Heornnazmu
N00OpPOKAYECTBEHH,
3/10KAYECTBEHH U
HeornpeaeaeHu (BKI.

| ICHXHYHHU
HapVvlIeHUs

HapyeHus Ha

HEepBHaTa CUCTEMA
E'bpﬂequu

HapyLIeHHs
ChaoBH HapyLIEHUS

XenatoOuauapHu
HapyLIeHHSs

HapyueHus Ha
KOXKaTa u

Hapyuienus Ha
MYCKYJTHO-
CKeJIeTHaTa cucTemMa
U CbEeAMHUTE/IHATA
ThKaH

Hapyuienus Ha
BB3MPOU3BOAMTENHA
Ta CUCTEMA M
rbpaaTa

OO0LuM HapylLeHUs
edeKkTH Ha MACTOTO
Ha MMPUJIOIKEHUE

H3cnensanus

HH@GCTHLIHH

[ naBoOonue

boska B rupba

bonka/uyBcTBUTEN
HOCT Ha I'bp/AMTE

KHCTH M TOJIKIIH)
HapylieHus Ha BPBbXYYBCTBHUTE

,[IEI'IPECHFI, HEPBHOCT

MurpeHa, 3amaiiBaHe

HapacTBaHe Ha
pasMepHUTe Ha
nneoMHoMa

*
E’romamﬂo-qpeaﬂn KopemHa 6onka  ["ageHe, noBpbluaHe,
HapyLIEHHS pnaryneHuus |

AJTbHHHUA MEXYD

AJIEPrUYHH KOXKHH
peakuum (Hanp. oOpHUBH,

MOJAKOXHAaTa ThKaH xgmxagu:u!%gﬁem!

MeHcTpyanHu
HapyLueHUus (BKJI.
3allanBailo KbpBEHe
cliel MeHonaysa,
METpOparus, MeHoOparus,
OJIUro-/ameHopes,
HepeJ10BHa
MEHCTpYyaLus,
JIMCMEHOpEN ), Ta30Ba
00/1Ka, LlepBHKAIHO
TEUEHUE

ACTEHUYHH CbCTOAHHUSA
(acTeHus, ymopa,
HepasnoJiokKeHHe),

HBEHQEEGH cJ1EM

YBeJIMueHUe Ha
TEJIECHOTO Terj0

HOCT -
[loBnusABaHe Ha
NMUMOKA0TO
- MuokapeH
HHbapKT
BeHo3seH
TpoMO0oeMO01H3b

AOHOpMHA
MepHOApOOHa
YHKLHA,
OHSIKOTa C
TE€HM1IA,
CTEHHUS WU
Hepa3noaoKeHHe
M KopeMHa 00J1Ka,
HapyLIEeHUs Ha

AHCMOEEM,
Cba0Ba nyprnypa

YrosemsBaHe Ha
rbp/MTE,
NpeMeHCTpyalieH
CHHAPOM

HamasieHue Ha
TEJIECHOTO TErJ10




* 32 noBeuye UHAOPMALIMS BHKTE MO-10J1Y

PUCK OT pak Ha mile4yHaTa *U1€3a

e [loBuuieH 00 2 MbTH PUCK OT AMAarHOCTHLMpaHe HAa PaKk Ha rbplaTa € AOKIAABaH IPH JKEHH,
npuemMallli KOMOMHUpaHa ecTPOreH-rnporecTareH Teparnus 3a rnopeye OT S5 roAUHH.

o [loBMIIEHMAT PUCK NPH HKEHU HA MOHOTEpANMs C ECTPOreHH € MO-HUCHK OT TO3M, HadJII01aBaH MpH
KEHH Ha KOMOMHALMKU eCTPOreH-nporecrareH.

* HuBOTO Ha pHCKa 3aBMCH OT NPOABLIKUTENHOCTTA Ha ynoTpeba (Bxk. Touka 4.4).

o [lpencrasenu ca abCOMOTHM OLEHKH Ha pUMCKa, Bb3 OCHOBA Ha pe3yJTaTUTE OT HaH-rojasiMoTO
paHaOMM3HpaHO Miauedo-koHTpoaupaHo npoyusaHe (WHI-study) v Hail-roneMusT MeTa-aHajiu3 Ha

[NEPCINEKTHBHHUTE ENMAACEMHOJIOTHYHH MNPOYyYBaAHHA.

Haii-rojileMHsiT MeTa-aHAJIM3 HA NEPCNEKTHBHHUTE eNMHAEMHOJOTHYHH mnpoyuBaHus — Ouaksan
JONBbJIHHUTE/IEH PHCK OT PaK Ha rbpaara ciael S-rogumna ynorpeda npu xean ¢ MTM 27 (kg/m2)

Yectora Ha 1 000

Risiaisrn HUKOra He
:HOTO Ha npueManu X3T OTHoOLIeHHUE Ha Jlonbauutenuu ciayyau Ha 1 000
Hay
YKEHHM 3a Hajg S5- pUCKa npuemaliu X3T xeHu cinea S roauHU
X3T (roaunHu)

FOAMIUCH NEpHoa

(50-54 roaun)’

50 - ,,,,1,3,,3 _ | T 2’7

= KoMOHHALHS €CTPOreH-NporecTares
50 13,3 1,6 i 8,0 .

'Bseto oT u3xoaHata yectota B AHrius npe3 2015 roauna npu xenu ¢ UTM 27 (kg/m2)
3abenexka: Twi KaTO OCHOBHATA YECTOTA HA paKa Ha rbp/jara ce pa3iuyaBa B crpaHute ot EC, Oposar
Ha JOMbJIHUTEIHUTE CJIy4Yad Ha paK Ha rbpjaTta CbLIO LIE CE MPOMEHS MPONOPLIMOHAJIHO.

OuakBaH 10NbJIHHTEIEH PHCK OT pak Ha rbpaarta ciaej 10-roanmna ynorpeda npu xeun ¢ UTM

27 (kg/m2)

Yectora Ha 1 000

e HUKOra He
Haq;mﬂ Ha npuemanu X3T OTHOwEHHE Ha Jlonbanurenuu cayyau Ha 1 000

KEeHHU 3a Haa 10- pHCKa npuemMatu X3T xenu cinen 10 ronmHu
X3T (roauHu)

FOAMLLIEH NEPUOL

I (50-59 roﬂuﬂn_lz _

X3Tcamocectpores

L R,

 — ———

e

26,6

*B3€T0 OT M3XO/IHATA 4eCTOTa B AHIIIHS npe3 2015 roauHa npu sxenu ¢ UTM 27 (kg/m2)
3abenexka: Twit KaTO OCHOBHATa YecTOTa Ha paka Ha IrbpAaTa ce pa3nvuasa B cTpaHuTe oT EC, 6posrt
Ha JOMBbJIHUTE/THUTE CllyYad Ha paK Ha rbp/ara ChLUO LIE C€ MPOMEHS MPONOPLHOHAIHO.

AONBJIHHTEJIEH PHCK OT PAK HA I'bpAaTa CJjiel S-roauinHa ynorpeoda

Bb3pacTtoBa Yecrtora Ha 1 000 xenu | OTHOLIEHHKE HA JlonbaHUTEH
rpyna (roaMHu) | B ruiauebo pamoTo 3a pucka & 95%CI npueMaiy X
Haja S rogMHu roaunu (95%




0.8 (0.7-1.0) .
1.2 (1.0-1.5) |
SWHI npoyusate MpH KeHH 0€3 MaTKa, KOUTO He MOKa3BaT NOBMILUEH PUCK OT paK Ha rbpaaTa
* [Ipu aHau3, OrpaHUYEH 10 )KEHHU, KOUTO He ca B3umanu X3T pey NPOy4YBaHETO, HE € UMAJIO

YBEJIUUYECHHE HA BUAUMMS PUCK Mpe3 MbPBUTE MET NOAWHHU HA JIEYEHHUE: Ce/l S rOJAMHU PUCKBT € NOo-
BHCOK OTKOJIKOTO npu Hernpuemanu X3T.

PUCK OT eHaOMEeTpHaNIeH KapLIMHOM
HOCMMEHOH(I}’&‘QJIHH HCEHU CBC 3dNA3eHAd MAMKA
PucksT OT eHomeTpHaneH pak e okoso 5 Ha 1 000 sxeHu cbe 3ana3eHa maTka ¥ Henpuemaiu X3T.

[Ipu xenu ¢ matka, ynorpebara Ha X3T camo ¢ ecTporeH He ce MpenopbuBa, ThiH KAaTO TS NMOBHLIABA
pHCKa OT €HIOMETpPHAJIeH pak (Bx. Touka 4.4).

B 3aBMCHMOCT OT MpOALKUTENHOCTTA Ha MpUEMa Ha €CTPOreH MOHOTEepanus M jo3ara My,
MOBHLUEHHUETO HA PHCKA OT EHAOMETPHAJIEH KapLIMHOM INPH €NUAEMHOIOTMYHH NPOYUYBaHHUs Bapupa oT 5

10 55 JOMBJIHMTEIHH AMArHOCTHLMpaHW ciydad Ha Bcekd 1 000 >xeHu Ha Bb3pacT mexay 50 u 65
FOJAMHH.

JloOaBsHETO Ha MporecTareH KbM €CTPOreH-MOHOTEparnus 3a Hah-Manko 12 JHHM Ha LMKBJ MOXKE 1a
MPeaoTBPaTH TO3M MOBULIEH pUcK. B npoyuBanero Million Women Study ynorpedara Ha koMOMHHMpaHa
(cexBeHUManHa WM HenpekbcHaTta) X3T 3a 5 roaMHW He € MOBMIIMIA PUCKAa OT €HIOMETPHAIEH
kapuuHoM (RR ot 1,0 (0,8-1,2)).

Pak Ha giyHMKA
[Ipunaranero X3T camo ¢ ectporenu wiu komOGuHupaHa ecrpareH-rnporectared X3T e cBbp3aHo ¢ jieko
MOBHILLIEH PHCK Aa Obae AMarHOCTHLIMPaH pak Ha si4HUKa (BXK. TOUKa 4.4).

Mera-aHa/iu3 Ha 52 enuaeMHONIOTHYHH MPOYYBaHMS, MOKa3Ba MOBULIEH PUCK OT paKk Ha SHYHHMKA TpH
KeHHU, KOUTO npuemaT X3T KbM MOMEHTa, B CpaBHEHHE C JK€HH, KOMTO HUKOra He ca npuemanud X3T

(RR 1,43; 95% CI 1,31-1,56). [1pu xenu Ha Bu3pacT mexay S0 u 54 roaunu, kouro npuemar X3T B
NPOAB/DKEHHE HA 5 rOAMHHU, TOBa BOAM A0 1 nonbanuTeneH cayyai Ha 2 000 nexyBaHu. [1pu xxeHu Ha
Bb3pacT Mexay 50 u 54 roamHu, kouto He npuematr X3T, 6u umano okono 2 Ha 2 000 xeHw,
JUArHOCTHLIMPAHHU C pak Ha AWYHMKA 32 NEPHUOA OT S rOIMHM.

Puck oT BeHO3eH TpoMOoeMO0JIu3BM

X3T e cBbp3ana ¢ 1.3-3-nbTH NOBMILLEH OTHOCHUTENIEH PUCK OT pa3BUTHE Ha BEHO3eH TPOMOOEMOOIM3bM
(BTE), T.e. abnboka BeHo3Ha TpomGo3a unu Genoapoden emGonusbm. Tlossata Ha TakoBa chOUTHE €
MO-BepoOsATHA Mpe3 MmbpBaTa rojuHa ot npuema Ha X3T (Bxk. Touka 4.4). IIpeacraBeHH ca pe3yaTaTure oT
npoyyBaHuaTa WHI:

WHI npoyuBanusi — nonbjanutesien puck or BTE npn ynorpe6a naa S roaunn

Bb3pacroBa Yecrora Ha 1000 sxenun B | [Iponopuus Ha JIoNbJIHUTENHY Cllyyau Ha
rpyna (roaAuHH) nauedo pamoro 3a Haa S | pucka U 95%CI 1 000 naumeHTH,
npueManu X3T
1,2 (0,6-2,4 —-10) g,

b R

T —— 4 JOTCH-TTPOreCTe 2,3. (.=1,2_4’3




PUCK OT HexeMuuHa onect Ha ChPUETO
PUCKBT OT HexemuuHa 0OeCT HA CHPUETO € JIeKO MOBUILEH NpH KeHW Haja 60 roaMHu, npueManu
KoMOHHUpaHa ecTporeH-niporectared X3T (8. Touka 4.4).

PUCK OT MCXeMHUEH HHCYIIT

YroTpebaTta Ha €CTPOreH caMOCTOATENHO M eCTPOreH-MPOrecTareH TEPanms ce CBbP3Ba ¢ A0 1,5 mbTy
MOBHLLUEH OTHOCHTEIIEH PHCK OT HCXEMHUUYEH MHCYNT, PUCKBT OT XeMOparuieH HHCY/T HE ce NMOBHLLABA
[10 BpeMe Ha npuiokeHHeTo Ha X3T.

OTHOCHTE/THHAT PHCK HE 3aBHCH OT BB3PACTTa WJIM NMPOABDKUTENHOCTTa Ha ynoTpeda, HO ThH KaTo
M3XOJHUAT PUCK € CHJIHO 3aBUCHM OT Bb3PAacTTa, OOLIMAT PUCK OT HHCYAT MPH KEHH, KOUTO NpUeEMaT
X3T we ce nopuiapa ¢ Bb3pacTTa (Bx. Touka 4.4.).

KomOrnnpana WHI npoyusannsi — Jons/IHHTe eH PHCK 32 HCXeMMYEH HHCYIT' NPH HAJ 5-
roAHUIHA ynorpeda

Bw3pacrosa Yectora Ha 1 000 xeuu B | OTHOWIEHHE Ha JOIMBHHTENHH CAyyau
rpyna (roiuHu) rwanedo pamoto 3a Hag 5 | pucka B 95%CI Ha 1000 nmauueHTH,
FOHHH npueManu X3T Han 5

roagHH
'50-59 g 13(1.1-1.6) 3 (1-5)

JpyTH Hexelann peakuuH, 10KIaABaHH BhB BPb3Ka ¢ AEUSHHETO ¢ eCTPOreH-nporecrarey
(BKJ1. €CTPaANOI/AHAPOTECTEPOH)

Heonnazmu — 0obpoxasecmgeny, 310kauecmeent U HeONpeoeIeny

EcTporen-zaBucimMu  HeonnasMM, KakTe A00pOKAuecTBEHM, Taka W 3/IOKAYECTBEHW,  HaIp.
CEHAOMETPHANICH PAaK, paK Ha AHYHUUMTE. YBENWMYEHHE HA pa3sMepHTE HA 3aBHCHMMTE OT MporecTareH
HEOMIa3MHM, HATIP. MEHWHTHOM.

Hapvuenun na kpvema u aumgnama cucmema
XEMOIHTHUYHA aHEMHSA

Hapyuienust Ha uMynHAma cucmema
CUCTEMEH AYNYC EPUTEMATO3YC.

Hapyuwenua na memabonuzma 4 XpareHemo
XHUMEPTPHITHLEPHAEMHSA.

Hapywenua na nepauama cucmema
BepoatHa aeMeHLM, Xopes, ek3auepbalids Ha emiiencus

Hapywenus na ouume
H30CTpsAHE Ha KOPHEAIHHA BB/, HEMMOHOCHMOCT KbM KOHTAKTHH JIEIH

Cvlo6u HapyuieHus
ApTepHaned TpoMboeMOOTH3BM

CmoMauHo-upeaHt HapyuieHus
[TaHKpeaTUT (NpH JKEHHU ChC CHLUIECTRYBALLA XHITEPTPHITHLEPHUAESMHA)

Hapviuenusa Ha kodcama u ROOKOXMCHAMA MbKAH

! He e npanena pazivka MeKAY WCXEMHYEH M XEMODArHYeH MHCYIIT




EPHTGMH M}'HTHq)OpME, CPHTCMAa HOJO03¥YM, XJ10a3Ma HJtH MEJIdaiMa, KOUTO MOrat Aa nepcueTyupaT M CJICq
CITHPAHEC Ha JIEHCHHCTO

Hapywenua na myckynno-cxesemnama cucmema U CoeOUHUMeHAMA MbKan
KpaMru Ha AOAHH KpalHHMuK

Hapyuenus na dvbpeyume y nuxounume nemuiya
MHKOHTHHEHLIMA HA YpHHA

Hapywenua na ev3npousgodumesnama cucmema u 2opoama
OubpoxHcTo3Ha GONECT Ha MbPAATA, epo3us Ha LIMMKaTa HA MaTKAaTa

Bpoodenu, ghamunnu u cenemuynu Hapywenus
Brnomasane Ha nopgupmus

Hzcnedsanus
OO110 NOBHILEHHE HA HUBATA HA THPOHIHHUTE XOPMOHH,

Cpobuiapatie Ha TOA03UpPAHH HEXKEIAHH PEAKIIHH

CpoOIIaBaHeTO Ha NOAO3WPAHM HEXeNIaHW peakuuH cnej pazpeillaBaHe 3a ynorpeba Ha NeKapcTBeHMs
NMPOAYKT € BaxKHO. ToBa MO3BONABA Aa MPOAB/DKH HAONIOLEHUETO HA CHOTHOLIEHHETO MOM3a/pucK 3a
JIEKapCTBEHHS MPOAYKT. OT MEAMUMHCKMTE CNELHAITHCTH C€ H3HCKBA 2 ChOOINABAT BCAKA MOA03HpaHa
HeXKeNlaHa peaKLMs Ype3 HalMOHATHA CUCTEMA 3a ChoOIIaBaHE:

M3nbaxuTeNHa areHuMs no JieKapcTbaTa
yit. . Jamsan [pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcalit: www.bda.bg

4.9 IIpepoznpane

M ecrpanuon, W auaporecTepoH ¢a cyOCTAaHUMM ¢ HMCKA TOKCHMMHOCT. CUMIITOMM KaTo rajeHe,
NOBPbILaHE, YYBCTBUTEAHOCT Ha I'bp/aTa, 3aMaiBaHe, KopeMHa 00nKa, ChHAUBOCT/ YMOpa M OCTATBYHO
KBPBEHE MOFaT Ja BL3HHMKHAT B CAY4aHd Ha Nnpego3rpaHe. Manko BEpOsTHO € A ce HAJIOXKH CNEUHPpHUHO
CHMNTOMaTHYHO Neyenue. ['openocouenara uHdopMallug e OTHACS M 3a NPeac3IHpaHe NMpH Jeua.

5. OPAPMAKOJOIMYHU CBOUCTBA
5.1 PapMaAKOIHHAMHYRH CBOHCTBA

({DapMakoTeparieBTHYHa rpyna; Ypo-reHMTalHA CHCTEMAa M MOJOBH XOPMOHM, [POrecTareHd M
ecTporenu, cekBeHuuanuu nekapcerea, ATC kon; GO3FBOS.

EcTpaauon
AxTHBHaTa BeuwlecTBo 17B-ecTpasmosn, € XHMHUYHO M GHONOFMYHO MAESHTHYHO ¢ €HAOTE€HHMA YOBELLKH
eCTPaMO,

To# samectBa 3arybaTa Ha ecTpOoreHHa TNpOAYKUMA B MEHONAy3alHH >KeHH H 00/icK4aBa
MEHOIAY3aJIHHTE CUMITTOMH,

EcTporeHure npeanaseat or 3aryda Ha KOCTHO BEUIECTBO CNeJ MEHONAay3a WK OBap

HuaporectepoH
JuaporecTtepoH € mMepopasHO aKTHBEH TPOrecTareH, HMMail AaKTMBHOCT,
NMAPEHTEPATHO NPHIIOKEH IIPOTrECTEPOH.




Tvi kaTo ecTporeHuMTe MoATIOMAaraTr pacTe)ka Ha €HJOMETPUYMa, JIMICATa Ha MPOTHBOJEHCTBHETO Ha
TAX TMOBHILIABA PUCKA OT €HAOMETpHA/IHA Xunepruiazud W pak. JlobaBsaHeTo Ha mporecrareH B rojsma
CTEMEH HamansBa HMHAYUMpPaHWS OT €CTPOreH pucKa OT €HAOMETpHUajiHa XMMepruiasus [MpH He-
XUCTEPEKTOMHUPAHH JKEHH.

JlaHHU OT KJIMHWYHM HU3IIUTBAHUSA

¢ OOnexyaBaHe Ha CHMIITOMMTE Ha €CTPOreHeH JeULIMT U BUIa HA KbPBEHETO

* ObnekyaBaHe Ha MEHONay3aJIHUTE CHMIITOMH, MNOCTHNrHATO MBPBUTE HAKOJIKO CE€AMHLH OT
JICHCHHUETO

PenoBHO KbpBeHE NpH OTHEMaHe HacTbIBa NMpH 89% OT JKEHUTE M TO € CbC CpeHa MPOABIKHTETHOCT
oT 5 auu. KbpBeHeTO nmpu OoTHeMaHe OOMKHOBEHO 3amoyBa CpPeAHO OKONAO 28-Ms JeH Ha LHMKbBJA.
MeXIMHHO KbpBEHE W/WIIM 3alanBaHe ce NosBsiBa npu 22% OT XKEeHWTe Npe3 MbPBUTE TPU MeCela Ha
nevyeHnero u npu 19% or sxenure no Bpeme Ha Meceun 10-12 ot neueHunero. AMeHopes (06e3 KbpBeHe
WK 3allanBaHe) ce nossasa B 12% OT UMKIKTE M0 BpemMe Ha MbpBaTa roiMHA Ha JIEYEHHUETO.

ﬂgog[gun dKTHKd Ha OCTECOINOpPO3aTa

JlepUUMTBT Ha ecTporeH Mo BpemMe Ha MEHOMNay3aTa € CBbp3aH C MOBMILEH KOCTEH MeTaboJIu3bM M
HamaJjisiBaHe Ha KOCTHa maca. EQexThT Ha ecTporeHuTe BbpXY MHHepajiHaTa IUIBTHOCT Ha KOCTHTE €
n030-3aBUCHM. M3rnexxaa nporekumsaTa e epeKTHBHA TOJKOBA ABLJAr0 KOJKOTO MPOAB/XKABa JIEHEHHETO.
Cnen npekpatsaBane Ha X3T, kocTHaTa Maca ce rybu B cTerneH, nojodHa Ha Ta3| MPH HEJNEKYBaHH KEHH.

Hoka3aresncrBara or npoyusaHeto WHI u Mmera-aHanu3MpaHd W3NMTBaHMS TOKa3BaT, Y€ TeKyllaTa
yrnorpeda Ha X3T, caMocTOATETHO WM B KOMOMHALIMA C MporecTareH, NpUiokKeHa Ha NPeAMMHO 3/1paBH
)KEHH, HaMalisBa pMCKa OT (pakTypu Ha LuMiKata Ha OeJpeHaTta KOCT, Ha MPEULICHUTE U JPYrH
ocTeonopo3Hu ¢paktypu. X3T moxe cbio aa npodunakrupa GpakTypuTe NpH )KEHH C HACKA KOCTHA
MJBTHOCT /WM C YCTAHOBEHA OCTEONOpPO3a, HO JJ0KA3aTe/ICTBAaTa 3aTOBa Ca OrPaHHUEHH.

Cnen ase roauHu neuvenue ¢ @emocton 2/10, noBuilleHHETO HA MUHEpaHaTa KocTHa rbTHOCT (MKII)
Ha aymOanHaTta 30Ha Ha rpbOHauHus ¢TI0 € 6,7% + 3,9 % (cpeano £ SD). 3a ®emocton 2/10
MPOLIEHTHT JKEHH, KOUTO 3ana3eat uiu yBenuuaBatr MKII B nymOGanHara 30Ha no BpeMe Ha JieUeHHUE €
94,5%. ®emoctoH uma edekt 1 Bbpxy MKIT Ha GespoTo.

[ToBuineHueTo cnen ase roguHu jeyeHue ¢ Pemocton 2/10 e 6uno 2,6% = 5,0% (cpeano £ SD) Ha
lMiKara Ha OeapeHata koct, 4,6% + 5,0% (cpenvo + SD) Ha Tpoxantepa U 4,1% = 7,4% (cpeaHo =
SD) Ha Tpubrbinuka Ha Wards.

[IpoueHTHT xeHH, kouTo 3ana3Batt uiaW yeenuyaBar MKII B Tpure GeapeHu 30HHM ciell JIeHYEHHE C
®emocToH 2/10 e 6un 71-88%.

5.2 PapMaKOKHHETHYHH CBOICTBA

Ecmpaduon

Abcopbiius

AOGcopOuusaTa Ha ecTpaaMoN 3aBHCH OT rojieMMHaTa Ha YaCTHLIUTE, MHKPOHWU3UPAHUAT €CTPAHON Ce
pezopbMpa JieCHO OT cToMmallHO-YpeBHUs TpakT. Cnexnpawiara Ttabnuua npeactaBs CpPeaHOTO
PaBHOBECHO CbCTOsSIHWE HA (hapMaKOKHHETHUYHHUTE napameTpu Ha ectpaauon (E2), ectpon (E1) u ectpon
cyndar (EI1S) 3a Bcska no3a MUKpoHM3MpaH ecTpaauos. JlaHHWTE ca MpEeACTaBeHH KaTo CpeaHH
CTOHHOCTH (SD).

a Ecrpaauon 0,5 mg
[lapameTpu E2 El [TapameTpu

Cmax (pg/ml) 34,8 (30,4) 182 (110) Cmax (ng/ml)

Cmin ml - - -
Cav (pg/ml) [ 21,5 (16,0) - -




AUC., 516 (383) 2959 (2 135) AUCq., 82,0 (42,6)

Cnensaiiata TabnMua mnpeacTaBs CPeaHOTO pPAaBHOBECHO CBCTOSHHE Ha (apMaKOKWHETHUYHHTE
napameTpu Ha ectpaauon (E2), ectpon (E1) u ectpon cyndar (E1S) 3a Bcsika 1032 MUKPOHH3MpaH
ecTpaauol. JJaHHUTeE ca npeacTaBeHH KaTo CpeHu cToiHocTH (SD).

L EcTtpaanoa 1 mg
ITapametpu -__EZ El [lapametpn EIS
| 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)
AUCo2 (pgh/ml) | 725 (270) 4767 (1 857) AUCo.4 (ng.h/ml) 112,7 (55,1)

Cnensawara Tabnvua npejacTaBs CPeJHOTO pPAaBHOBECHO CBCTOSHHE Ha (hapMaKOKWHETHUYHMTE
napameTpu Ha ectpaauvon (E2), ectpon (E1) u ectpon cyadar (E1S) 3a Bcsika no3a MUKpOHHM3UpaH
ecTpaauno. JIJaHHUTE ca npeacTaBeHH KaTo cpeaHu cToiiHocTH (SD).

- EcTrpaauoa 2 mg _ N
[lapameTpwu :EZ El [lapameTpu EIS
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)
AUCo.24 (pg.h/ml) 1619 (733) 10 209 (4 561) AUCp.24 (ng.h/ml) 307,3 (224,1)
Pasznpesnenexue

Ectporenute ce Hamupar WM HecBbp3aHHW, WK cBbp3aHu. Okono 98-99% ot ao3arta ectpaaqon ce
CBbP3Ba C I[UIa3MEHUTE MNPOTEMHHU, OT KOUTO OKoJo 30-52% c anbymuH u okono 46-69% cbe
CBBbP3BalLHs [TOJIOBUTE XOPMOHH IJ1I00YJIHH.

buorpaHnchopmauus
Caen nepopajieH npueMm, ecTpaauosn ce MeTabo/M3upa eKCTEH3MBHO. [JIaBHUTE HEKOHIOTMPAHW M
KOHIOrMpaHH MeTaboJIMTH ca ecTpoH U ecTpoH cyidar. Tesu meraGonuTH Morat Aa JONPHHECAT KbM

€CTPOreHHaTa aKTHBHOCT, AMPEKTHO WM Cled MnpeBpbllaHe B ecTpaauon. EcTpon cyndart moxe aa
MPEMHHE EHTEpOXenaTaiHa UHPKY.Ialus.

EnuMHUHHUpaHe

B ypuHara rnasHuTe MeTabOJIMTH ca IJIIOKOPOHHM/AWTE Ha €CTpoHa W ecrpaavona [lonykKHBOTBHT Ha
en1MMUHHMpaHe e mexay 10 ul6 yaca.

EcTporenure ce cekperupar B KbpMaTa Ha KbpMauKHTE.

JIMHEHHOCT/HETUHEMHOCT

Cnen exxenHeBEH nepopaieH npueM Ha DeMOCTOH, eCTpaanuoa AOCTUrapaBHOBECHH KOHLEHTPALIMH Clle]l
OKOJ10 5 nHM.

Karto usano, paBHOBECHUTE KOHLIEHTpALIMK ce aocTurar 3a 8 1o 11 AHM cnell HayanoTo Ha NpHeMa.

Huodpozecmepon

AbcopOLus
Cnen nepopaneH npuem, auaporectepoH ce abcopbupa Obp3o ¢ Tmax wmexn
AbGcomoTHaTa OMOHAJIMYHOCT Ha AMaporecTepoH (nepopaiHa go3a ot 20
MHTpaBeHO3Ha UHGY3ms) e 28 %.




Cneapamiata Tabsiuua npeactaBs CpeAHOTO pPaBHOBECHO CBCTOAHHE Ha (hapMaKOKMHETHYHMTE
napametpu Ha auaporectepod (D) u auxuapoauaporecrepon (DHD). JlanHuTe ca npeacTtaBeHH Kato
CpelHu cToMHOCTH (SD).

guugoreﬂegon 2:5 mg

Cmin (ng/ml) 0030900209 [ . I
Cav (ng/ml 0,117 (0,0455 =

AUCq.; (ng.h/ml) | 2,81 (1,09) 90,4 (44,1)

Cnensamara Tabnavua npeacraBs CpeAHOTO pPaBHOBECHO CBCTOSHHE Ha (DapMakOKMHETHUYHHTE

napameTpu Ha auaporectepoH (D) u auxuapoauaporecrepod (DHD). JlaHHuTe ca npeacTtaBeHW Kato
cpeaHH cToiHocTH (SD).

Auaporectepon S mg - -

Tapamerpu D | DHD

Cmax(ngml) |  090(0,59 |  2468(1089) |

AUCo.(ngh/ml) | 1,55 98,37 (43,21)

AUCiys (ng.h/ml) i 121,36 (63,63)

CnenBawata TabnuMua mpeacTaBs CpPeQHOTO pABHOBECHO CBCTOSIHME Ha (hapMaKkOKMHETHUHHWTE
napameTpu Ha auaporectepoH (D) u auxuapoauaporecrepor (DHD). Jlanuute ca npeacTtaBeHH KaTo
cpeaHu croiHocTH (SD).

gnngorecregun 10 mg

[lapameTpu | _ - ~_DHD
Cmax (ng/ml) 2.54 (1,80 62.50 (33,10

B 0,13 (0,07) - 3,70 (1,67)
0,42 (0,25 13.04 (4,77

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

PasnpeneneHue
Cnea HHTPaBEHO3HO MPHIOKEHHE HAa QMAPOreCTepOH PaBHOBECHUAT 00€M Ha pas3rpelesieHHE € OKOJIO

1 400 1. IuaporecTepoH U AMXHAPOAHAPOreCTEPOH Ca CBbP3aHH C MIa3MEHMTE NMPOTEHHH B MOBEYE OT
90%.

buotpanchopmaius

Ciien nepopaiiHo npuioxeHue, auaporectepoH 6bp3o ce mertabonusupa no DHD. Husata Ha ocHOBHUS
akTHBeH mMeTtabosuT 20 a-auxuapoauaporecrepoH (DHD) nocturat nMKOBM KOHLIEHTPALMHM OKOJIO 1,5
yaca cien npuema. I[lnasmMenure HuBa Ha DHD ca 3HauMTe/1HO O-BUCOKH B CpaBHEHME C JIEKApCTBOTO-
maiika. OtHowenusTa AUC u Cmax va DHD kwum auaporecrepon ca okosno 40 u 25, cbOTBETHO.
CpenHusT KpaeH Mony:KMBOT Ha auaporectepoH i DHD Bapupa mexay 5 no 7 u 14 no 17 uaca,
cboTBETHO. OO11aTa yepra Ha BCHYKH MeTaboIMTH € 3aabprkaHeTo Ha 4,6 diene-3-one koHpUrypauusTa
Ha JIEKapCTBOTO-MakKa M Jivncara Ha 17a-xuapokcunupane. ToBa 00sCHABA JiMIcaTa Ha €CTPOr€HEH H
aH/IporeHeH eexT Ha AMAPOreCTEPOH.

EnuMuHupasne
Cnen nepopanna ynorpeba Ha MapkupaH auaporectepoH, cpeaHo 63% ot agosat
ypuHaTa. OOLIMAT rnja3MeH KiMpbHe e 6,4 1/min. EkckpeumsTa 3apbpluBa 3a 72 yac
YpHHaTa MpeIMMHO KaTO KOHIOraT Ha IVIIOKYPOHOBATa KMCE/IHMHA.

JIMHEMHOCT/HEeTUHEHHOCT




DapMaKOKHHETHKUTE NPH €IWHUYHA ¥ MHOI'OKPATHA 1032 ca JIMHEApHH MPY NepopasieH NMpUeM Ha 1034
B HHTepBaia ot 2,5 1o 10 mg. CpapHeHus Ha KMHETHKaTa HA €MHHYHA K MHOIOKpaTHa /103a TOKa3Bar,
4e (papMaKOKMHETHKaTa Ha AuAporecTepoH H DHD He ce NpoMeHs B pe3y/ITaT OT MOBTAPSILY €€ MPHEM.
PaBHOBeCHH KOHLIEHTpAIIMK CE TOCTHraT clel 3 AHM fNedeHHUe.

3.3 IIpeakInBEHYHY JAHHH 32 $€30MACHOCT

He cwvluecTByBaT NpeariMHHYHH JaHHM 3a 0€30MACHOCT OT 3HaYeHHe 3a TPEANHCBalLKs 10 OTHOIIEHHE
Ha NMaUWeHTCKATA TapreTHA NOMyJalus, KOUTO [a ca A0TTbJHHTETHH KbM T€3H, KOUTO BE4E ¢a BKJIIOUYEHH
B APYTrHTE TOUKH Ha KPaTKATa XapaKTEpUCTHKA Ha MPOAYKTa.

Ouetka Ha pHcka 3a okonHaTa cpefia (ERAY:

To3u nekapeTBeH NpooyKT MOXKE J1a NPEACTABIABA PUCK 34 BOJHATA cpefa. JlexapcTeaTta, KOUTO Bee He
ca HeoOXOAMMH, He TpAbBa Oa ce HSXBBLIAT B KAHAIM3AIMATA WM B OWUTOBUTE OTHAABLM.
HewnznonspaHuAT lekapcTBEH MPOAYKT MM OTANLYHHTE MATEPHANH OT Hero TpatBa /1a ce H3XBBPNAT B
CBOTBETCTBUE C MECTHHTE H3HCKBAHHA UM [1a C€ BLPHAT B aIllTeKarTa.

6. OAPMAINNEBTUYHH JAHHHM
6.1 CoHCBK HA MOMOI[HHTE BellecTBA

ChpiieBHHA HA TAaOJETKHTE

JlakTo3a MOHOXHpAT

XHIpoMenosa

LlapeBHuHO HHIlIECTE

CUAHLIHEB JHOKCHI, KONOUAEH, Oe3BOAEH
Marue3ues cTeapar

OHUJIMOBO INMOKPHTHE

Tabdaerka IIBaT na radaerkara | oMol BemecTRA

Turanos auokcun (E171),
HepeeH xenezed okcuna (E172),
UepeH xkenesex okeua (E172),

2 mg ecTpaauon KepeMUICHOUYEPBEH ACLnT xenezeH okeua (E172),
XUIpoMeo3a,
Maxkporon 400,
Tank
Tutanos auwokcua (E171),
KXuat xeneseH okcua (E172),
2 mg ecTpaauon H
10 mg IaporecTepon KBJIT Xunpomenosa,
Makporoa 400,
Tank
6.2 HecbBMecTRMOCTH
Hama ganum,
6.3 Cpoxk Ha rognoct
3 rogUHH.

6.4 CoennanHu yCJI0BHS HA ChXpaHeHHE




To3u nekapcTBEH NPOAYKT HE U3HCKBA CIIELIHANHM YCIOBHA Ha ChXPAaHEHHE.,
6.5 Bua M chabpkaHHE HA OMAKOBKATA

Tabnerkure ca noctaBeHu B GIIMCTEPH, BCEKH OT KOUTO Chibpaka 28 TabneTku. baucrepure ca
nanpasenu ot PVC/PVDC uan PVC-unm 1 ca mokpuTH ¢ alyMHHHEBO BONHO.

6.6 CneuHanHH NpeAna3HR MEPKH [PH H3XBbPJIAHE
To3H nekapcTBEeH NMPOAYKT MOMKE j1a NIPeACTaBIABA PUCK 3a BOAHATA cpeaa. JlekapcTBaTa, KOHTO BEUC HE
ca HeoOX0UMH, He TpAOBA Aa €& U3XBBPIIAT B KAHATH3ALUMATA WIH B CHTOBHTE OTIIATBLM.

HeH3non3BaHMAT NEKAPCTBEH NPOAYKT HITH OTNAAbYHUTE MaTSPHAH OT HeTo TPAOBa Aa ce U3XBBPAT B
CHOTBETCTBHE C MECTHHTE M3UCKBAHKA WM J1a C€ BbPHAT B afTeKara,

7. IIPHTEXKATEJI HA PASPEIIEHHUETO 3A YIIOTPEBA
Maiinan EOO/J]

Oduc crpaga ,,Cepauka obucu*

6yn. CutHakoso Ne 48, er. 7

1505 Codus, brarapus

8. HOMEP(A) HA PASPEUHIEHHETO 3A YIIOTPEBGA
PeructpauuoneH vomep: 9700102

9. HJATA HA ITbPBO PA3PEHIABAHE/TIOJHOBSIBAHE HA PASPEILIEHHETO 3A
YIIOTPEBA

Hata Ha mepRO paspetuasaHe: 10 anpun 1997
Hara Ha nocneano noanoBsaBaHe: 07 okromepu 2008

10. JATA HA AKTYAJIMIUPAHE HA TEKCTA

09/2023




