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KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

1. HME HA JEKAPCTBEHHUS ITPOIYKT

democToH KOHTH 1 mg/S mg dunIMuUpaHu TabIETKH

Femoston conti 1 mg/S mg film coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Beska Tabnetrka cwvabpxka |1 mg 17P-ectpaavon xemuxuapar (estradiol hemihydrate) m 5 mg
nuaporectepoH (dydrogesterone).

[ToMoIIIHYM BelIecTBa C U3BECTHO JAE€HCTBHE: JTAKTO3a MOHOXHUpAT.
3a MbJIHUA CMMCHK HA MOMOLLHUTE BelllecTBa, BUXKTe Toyka 6.1.

3. JIEKAPCTBEHA ®OPMA

dunMupaHu TabJIETKH.
Kpbriu, aBoitHOM3ITbKHANU TabJIeTKH, ¢ wamna ,,379” ot eqHara cTpaHa.
C ussT Ha cbomra 1 mg/5 mg TabneTkH.

4. KJUAHUYHHU JAHHHA
4.1 TepaneBTHYHH MOKA3AHUA

XopMoHo3amecTuTenHa tepanus (X3T) npy cUMIITOMU HA €CTPOreHOB AEQULMT MPU NMOCTMEHOMNAay3aJIHH
KEHH Hai-maJiko 12 Meceua ot MmocineJHUs MEHCTpYalleH LHMKBIL.

[TpodunakTuka Ha OcTeONnopo3ara NpU MNOCTMEHONAY3alIHH )KEHU C BUCOK PUCK 3a Obaewiu GppakTypHu,
KOWUTO ca C HEMOHOCHUMOCT KBM MJIM ca C MPOTUBOMOKAa3aHUA 3a NPUIIOKEHHUETO HA APYIH JIEKAPCTBEHH
MPOAYKTH, OHOOpEHH 3a MpodUIIaKTHKA Ha OCTEOINopo3ara.

OnNUTHLT B JIEYEHUETO HA KEHU HAJ 65-roMilIHA Bb3pacT € OrpaHUuYeH.

4.2 JIo3MpoOBKA H HAYHH HA NMPHJI0KEHHE

3a nepopaliHO MpPHUIIOKEHUE

3a npoAb/KMTENHA KOMOUHHUpaHa Tepanus.
EcTporen u nporecrareH ce npunarat Bcekd JieH 0e3 npekbeBaHe. J[o3upoBkaTa € e1Ha TabjieTka JHEBHO

3a 28 IHEeBEeH UUKBIJI.

@OeMOCTOH KOHTH Tpﬂﬁﬂﬂ Ada C€ [IpUHEMaA MMPOABJDKHTEIIHO, oe3 [IPEKBCBAHE MCIKY OINNAKOBKHUTC.

3a Havyallo ¥ Mpoab/KaBaHe Ha JICYEHHUETO Ha MOCTMEHOoMay3alTHUTe CUMITTOMU TpsAOBa 1a ce npuiiara Haii-
HUCKaTa e()eKTHUBHA J03a 3a Hail-KpaTbk Nnepuoa (BX. Touka 4.4).

HenpekscHATOTO KOMOMHUPAHO JiedyeHHEe ¢ PEeMOCTOH KOHTH MOXeE Jia 3al04YHEe B 3aBUCUMO
cJie]] MeHoMay3aTa ¥ TeXKECTTa Ha CUMIITOMMUTE.

B 3aBHCHMOCT OT KJIMHUYHHUS OTTrOBOp, A03aTd MOXKCE J1d Obae dJIalITHpdAHA BIOCJICACT



[TauueHTH, KOHTO NPEMHHABAT OT ApYyra MPOALIKHUTENHA CeKBEHLMANIHA UITH UHKIIMYHA Tepanus TpadBa
na 3apbpmar 28 THeBHUS LIMKBJ M TOrasa jia peMWHaT KbM (PeMOCTOH KOHTH.
[TauuenTn, IpeMHUHABalIH OT MPOAB/DKHTENHA KOMOWHUpAHa Tepanmus MoraT [a 3alloYHaT JIedeHUHe To

BCAKO BpeMe.

AKO ce MpomycHe 103a, T8 TpAGBa Ja ce npHeMe KOJIKOTO € BE3MOXHO MO-CKOpo. AKO ¢a MHHAIH MOBEYE
oT 12 gaca, nedeHuero TpAbBa Ja MpoXbIDKH ChC creaBamara Tabnerka 6€3 Ja ce npueMa 3abpaBeHara

TabNneTKa.
BeposaTHOCTTa 33 BHE3AMMTHO KBPBEHE WITH 3allallBaHE MOXKE J1a CE& YBEIWIH.

deMOCTOH KOHTH MOXe Ja ce IpHeMa He3aBUCUMO OT NMpHeMa Ha XpaHa.

[TeanaTpuy4Ha nomyaaums
Hama nprmoxuMH nokazaHud 3a ynorpeda Ha @eMOCTOH KOHTH B NeIMATPHIHATA ITOITY JIAITHS.

4.3 IIpoTHBRONOKA3AHASA

o JluarHocTHUMPaH B MMHANIOTO WIH MOAO3HPAH KapLMHOM Ha MJIEYHATa XKie3a.

¢ JlHarsocTHIMpaH WK TIORO3UPAH eCTPOreH-3aBHCHM 3710KadecTBeH TyMop (Hanp. eHJoMeTpHaleH
KapLUHOM ).

¢ HeauarHocTuiMpaHo reHUTATHO KbpPBEHE.,

e HenekypaHa eHAOMETpUAITHA XUIIEPIAIUS.

e [IlIpexapan umd Hanu4yeH BeHO3eH TpomOoembonusznM (Abn6oka BeHO3HAa TpoMbo3a, SemoapobeH
eMOOINIBLM).

e MHissecTHO TpoMOoduiHO HapyeHHe (Hanp. MpoTeuH C, NIPOTeHH S UM aHTUTPOMOMHOR JePUUHT,
B Touka 4.4).

o AKTHBEH MIM HACKOpo TIpekapaH aprepuaneH TpoMOoemboau3zbM (Hanp. aHrMHa, MHOKapAeH
HH}apKT).

¢ Octpo uepHoapoOHo 3abongBaHe HWIM MHHAAO 4YepHOAPOOHO 3abonsaBaHe, cleAd KOETO
(YHKIHOHATHUTE 4epHOIPOOHH MOKA3aTENM He €a € BhPHANH B HOPMATHH MPaHKLIM.

o [lopdupus.

o MeHMHIMOM HITH aHAMHE34 38 MEHHHTHOM.

e H3BecTHa CBPBXYYBCTBUTENIHOCT KBM aKTUBHOTO BELIECTBO UNMH KbM HIAKOE OT MOMOLUHUTE BelllecTBa
H36poeru B TO4Ka 6.1.

4.4 CnenuaaHA NpeaynpekieHHA H NMpeINa3Hd MepKH NpH ynorpeba

3a Tepamnus Ha mocTMeHonay3anu cuMirroM, X3T TpsbBa n1a ce 3aroysHe caMo B CiTydalf, 4e CHMITTOMMTE
HapyllaBaT KauecTBOTO HA XHWBOT. BbB BCHYKHM cliydyau € HEOoOXOAMMO Ja ¢€ H3BbLpPIIM BHUMATENHA
npelLcHKa Ha PUCKOBETE U MOJI3UTE NMOHE BeAHbxk roauiuHo U X3T tpabea na 6vae npoasipkeHa caMo 1o
TOraBa JOKAaTO I0J13aTa MPERB3X0XKAa PUCKa.

JlokazarencTBaTta MO OTHOLIEHWE HAa pHucKa, CBbp3aH ¢ X3T npu fedeHHETO Ha IMpexAeBpeMEHHa
MeHoTay3a ca orpandieHn. [Topaau HUICKOTO HHBO Ha abCOMOTHUA PUCK NPU MO-MIaad XEHH, GanaHCchT
TMOJI3a/PUCK NMPH TE3H KeHH € NT0-61aronpHATEH, OTKONKOTO TPH MO-BB3PACTHH KEHH.

MeaWIMHECKH NIpErjie]/IpocneisBaHe
[Tpenn 3anouBane unM nogHoBaBaHe Ha X3T Tpabea na 6nac cHera IMbIHA UHAMBHAYaJHA U (paMMIIHA
aHaMHe3a. QU3HKATHHAT nperie (BIIFOUHTETHO Ha TA30BUTE OPraHt U MIICYHHTE XJ1e3H) TpaOBa 1a Obae
M3BbpIIEH C Orjlel Ha CHerara aHaMHe3a, KakTOo M Ha [pPOTUBOMOKA3aHUATA H cneuHaJIHme
npeaynpexiaeHus 3a ynorpeba Ha nekapcTBoTo. 1o BpeMe Ha JIeYeHHETO € npenop'b T 'b,I[aT
NPOBEXAAHH NEPHOIWIHY KOHTPOJHM MpErNieaH, KaTo 9YeCTOTATA M XapaKTepbT / ,ge\'\
3aBUCUMOCT OT HHAMBHAYaNHUTE ocobeHocT Ha nauueHTa. XXeHure Tpabea na § 3¢
TIPOMEHU B n.p,nm'e TpAbBa 1a cpo6IMaBaT Ha JeKyBamUA CH JEKap H Me,ummH

MJeYdHaTa xute3a” mo-pomy). Tpabea na O6wmaar npoBeKOaHH H3CICIBAHUA, B [




ofpa3Ha IWardoCTHKa, Hanp. MaMorpadus, crnopell CbBpeMEHHHUTE MNPHETH TNPAKTUKH 3a CKPUHMHT,
aAlITUPAHH B 3aBHCHMOCT OT KITWHHHYHUTE HYXKIH Ha MaLMEHTA.

ChCTOSHHS, IPH KOUTO ¢ HeobxoaquMo HabmoaeHue
[TauuenTkaTta TpAOBa Aa Obae CTPHKTHO HAOMIOAABAHA, aKO HAKOE OT CIECAHUTE ChCTOSHHUA Ca HANHYHH,

WITH ca GUITH HaJTHYIHA, H/UTH ca OMIH BIIOIIEeHH 10 BpeMe Ha OpeMEHHOCT MJTH IpeAllecThallla XOpMOoHanHa
Tepanus. TpabBa fa ce UMa NMpeaBUA, Y€ Te3H ChCTOAHUS MOraT J1a ce NPOosBAT OTHOBO WIHM Ja ce BIOLIAT
Mo BpeMe Ha fevyeduero ¢ PeMOCTOH KOHTH!

o JneifoMuoMa (MaTOYHY QUOPOMH) WU eHAOMETPHO3A

® pHCKOBH QaKTOpH 3a TpoMOoeMOonMYHH HapyLIieHUd (BXK. [10-10ITY)
& DPHCKOBH (DaKTOPH 3a €CTPOTEH-3aBHCHMH TYMOPH, Halp. HACIEIACTBEHOCT IThPBa CTEMNEH NPH pak Ha
repaarta

XUNEPTOHUA

yepHOApOoOHH HapylleHus (HaIp. YepHOAPOOEH aaeHOM)

3axapeH aAunaber ¢ UK 6e3 CHAOBO 3acCATaHe

XOJIENTUTHA3A

MHTPEHa UITH (TeXKo) rnasobonue

CHCTEMEH ITYITYC CPUTEMATO3YC

aHAMHE3a 32 eHAOMETpHANTHA XUnepnnasus (Bx. A0xy)

eITHIICTICHA

acTMma

OTOCKIIepo3a.

& & & & & & & & & @

[Tpyauni 3a He3abaBHO CIUpaHe Ha TepanugTa
Jleuenunero TpabBa na OnIe MpekpareHo B ciydalf, 4ye CE YCTAHOBAT KOHTpPaHHJWKALIHH, KakKTO U MpH

CIEAHUTE CHCTOAHUA:
® KBITEHHLA HJIY BIOIIABAHE HA Y€pHOApOOHaTa PYHKLINA;
® 3HAYHWTEJIHO MOBHIIABaHe Ha KPHBHOTO HaNATaHe;

® HOBOIMOABHIO CE I'MaBobonHe OT MUI'PEHO3¢H THII;

e OpeMEHHOCT.

EHJoMeTpHalHa XUNepnna3us U KapiUuHOM

¢ [IpH XeHH ¢ HHTaKTHA MaTKa, PUCKBT OT EHIOMETPUATHA XUTIEPIIJIA3UsA ¥ KAPLHHOM € MTOBHILEH, KOTATO
eCTPOT€HHUTE CE NMPUJIaraT CaMOCTOATENHO 3a IPOALIKUTENHO BpeMe. JlokNagBaHOTO NMOBHINABaHe Ha
pHCKA OT €HAOMETPHANIEH pakK cpell NalUeHTH, MPHEMAlld CaMO eCTPOreHH Bapupa oT 2 10 12 mbTH,
CpaBHEHO ¢ HEMPHEMAIIIH ¥ 3aBUCH OT IPOAB/DKUTEITHOCTTA Ha JIedeHHETO U 034Ta Ha ecTporeHa (Bx.
Touka 4.8). Cliell ciMpaHe HA IEICHHETO PUCKET MOXKE 1a OCTAHE MOBHINEH 3a MOHE 10 roauHu.

e Jlob6aBdHeTO Ha mnporecrareH HWKJIMYHO 3a Hak-Manko 12 AHH Mece4yHO/28-NHEBEH LHKBbI HIH
MpOXBIKATETHA KOMOMHMpaHA €CTPOTE€H-MPOrecTareH Teparnds TNMpH HEXHCTEPEKTOMMPAHH KEHH
MOYe Jla TIpeBEHTHpPA [TOBHIEHHA PUCK, CBBp3aH ¢ X3T caMo ¢ eCTpOreH.

e BuezanHo KbpBeHE M 3allallBaHe MOXeE Ja ¢e TIOIBH MO BpeMe Ha ITBPBUTE MECELH OT JeUeHHETO. AKO
TO Ce TMOSBH H3BECTHO BpEME CJIE]l TEparTHaTa WK MPOALIDKY Clel peKbCBaHe Ha evdeHueTo, TpiadBa
Ia ce W3cjelBa NpUYHHATA, KOETO MOXE Jla BKIIOYBa eHAOMEeTpuanHa GHoncud 3a M3KIIKOYBAHE Ha
3JI0KaueCTBEHO 3a00nsBase HA eHAOMETPHYMa.

Pax Ha MJIedHAaTa XJIe3d
HokazarencrBata KaTo IBUIO MOKA3BaT TOBUIIEH PHCK OT pak Ha TbpHAara NpH KeHW, npueMally

koMOuRaIUA ecTporeH-nporecTareH U npu X3T caMO ¢ €CTpOreH, KOHTO € 3aBUCHM OT
IPOABIKHATEITHOCTTA HA MpHeMa Ha X3T.

Komburnupana mepanus ¢ ecmpozen-npo2ecmazen
PaHaoMu3MpaHOTO MNanedo-KoHTpoaupaHo npoy4yBaHe, HHALHATHRA 34 KEHCKO 3
Health Initiative study“, WHI) u MeTa-aHann3 Ha TMepCreKTUBHH ENUIEMHOY
nocnenoBaTeNMHM B YCTAaHOBABAHETO Ha MOBUIOEH PUCK OT PaK Ha IbPpIaTs



kOMOHHHpaHa ecTporer-nporecrared X3T , kolito ce npogsaAsa cnen okono 3 (1-4) rogunu (BX. TOYKa
4.8).

Monomepanus ¢ ecmpozen

[Tpoyusanero WHI He ycTaHOBsiBa NOBUIIABAHE HA PHUCKA OT pak Ha rbpjara NpH XHCTEPEKTOMMpaHH
sxenu, npHeMammy X3T camo ¢ ectpored. O6cepBallHOHHY NPOYYBaHKUA ¢a ChOOIUABANIM OCHOBHO MaJIKO
NOBUIIIEHHE HA PUCKA OT AUATHOCTHLIMpAHE HA pak HA rbpAaTa, KOMTO MO-MATBK OT TO3H, OTKPHT TPH
XKeHH, NpHueMaIi KOMOHHALUS eCTporeH-nporecTareH (Bx. Touka 4.8).

PeaynTaTiTe OT roJIAM MeTa-aHaJIW3 ITOKa3BarT, 4Yeé CIE[ MPEKbCBAHE Ha JICUEHHETO CBPBX PHCKBT ILUE
HaManee C BpPEMETO M BpeMeTo, HeoOXoauMoO 3a BpbIDAHE KbM M3XOAHO HHBO, 3ABUCH OT
NpoObLIKUTENHOCTTA Ha NpeaniuHaTa ynorpeba Ha X3T. Koraro X3T ce npuemMa nosede oT 5 FORUHY,
PHCKBT MOXE Ja Npoab/DkH 10 rogMHY 1 noseye.

X3T, ocobeHo koMOMHHpAaHATA €CTpPOTEeH-NpOrecTareH Tepanud, MNOBMHIABA [LUIBTHOCTTA Ha
maMorpadckuTe 006pa3y, KOeTO MOXE J1a MOBNHsLe HeONaronpuaTHO pagHONONMTHOTO OTKPUBaHE HA pak

Ha 'epAaTa.

Pak Ha giiqHALIUTE
Pak®T Ha affuHuLMTE ce HaOnioaaRa MHOrO NO-pAAKO OT paka Ha rbpAaTa. EnuaeMHONOru4UHNTE JaHHHU OT

rojigM MeTa-aHaJIM3 MpEINonarar JeKo MOBHIEH PHCK MPH KeHH, npHeMamH X3T caMo ¢ ecTporeH uim
koMOHHMpaHa ecTporen-nporecraredH X3T, koliTo ce MposBdea B pAMKHTE Ha 5 TOAMHM OT yrnotpebara u
HaMajldBa BLB BPEMETO CIE CIIHpaHe Ha [IpHEMa.

Hsxou mapyru npoyuBaHms, BKmMouYuTenHo HanutBaHetro WHI, mnpemnonarat, ge ynorpebara Ha
koMbuHrpana X3T Moxe fa € cBbp3aHa ¢ nofobeH WIH MaJko Mo-Mambk pUCK (BX. To9Ka 4.8).

BenoseHn TpoMOeMO0IU3EM

e X3T e cebp3aHa ¢ 1,3-3 TbTH MO-BHCOK PHCK OT Pa3BUTHEe Ha BeHO3¢H TpoMboeMbonuasM (BTE), T.e.
IbaA6oKa BeHo3Ha TpoMOo3a unu 6enoapobeH eMbomuasMm. ITosaBaTa HA TakoBa CHONTHE € NO-BEPOIATHO
npe3 nupBaTta roguHa Ha X3T, OTKOAKOTO MO-KBCHO (BX. TOUKa 4.8).

¢ [lamuenT ¢ H3BeCTHH TPOMOODHUIWIHM CHCTOSHHA ca ¢ MO-BHCOK pHUCK 3a pa3sBuTHe Ha BTE u X3T
MoXke Ja noBuioM To3d puckK. Ilo Tazu npuuuHa npunaraHeTo Ha X3T NpH TakMBa MalMEHTH €
MPOTHBONOKA3aHO (BXK. TOTKA 4.3).

e OO6wonpHeTuTe pUCKOBU (PpakTopH 3a BTE BKIIOUBAT: NpHNaraHe Ha eCTpOreH, HaNnpeaHana Bb3pacrT,
ronaMa XMpyprudHa onepamus, Nporn/DKUTeNHa UMoOUTH3alua, 3arrscTaBaHe (MTM > 30 kg/m2),
OpeMeHHOCT/TIEpHOaA Clell pakIaHEeTo, CHCTeEMeEH myryc eputemarosyc (CJIE) u pak. HaAMma equHHO
MHEHHE 33 Bb3MOXXHATa poJis Ha BapuKO3HUTE BeHH pu BTE.

e [KakTo npyu BCHYKH NOCT-ONEpAaTHBHH MaUHEHTH, ¢ HeoOXOAUMO Ja ce UMaT NpeaBua NPOOUNaKTHIHH
MEPKH 3a TNpelJoTBpaTABaHe Ha CleIONEPAaTHBHHMA BEHO3eH TpoMboeMbONU3ILM. AKO C€ OYaxsa
NMPOXLILKUTEIHO 00€3ABIKBAHE CIICA OMpeacieHH ONepauiy, ce Npenopbysa BpEMEHHO CNUpaHe Ha
X3T 4 no 6 cenMuLM No-paHo. Br306HOBABAHETO Ha TepamuATa He OWBa Ja cTaBa Mpeay XKeHaTa 14 e
HAITHJTHO pasfABHKEHA.

o [Ipu xxenu 6e3 anamue3a 3a BTE, Ho npy poIHKHA OT ITBPBa CTENEH ¢ aHaMHe3a 3a TpoM0o3a B Maza
Bb3pacT, MOXe Ja ce MpeUTOKH M3BBPUIBAHETO HAa CKPHHUHT Cjlell BHUMATENHa MHGQOpMHpaHe
OTHOCHO OrpaHHYeHHATa MY (CaMO 4acT OT HapylUcHHATa Ha TpoMbodunnsTa ce MASHTUPUUNPAT MPH
CKPHHHHT).

o Axo TpombodunuteH aedext ce MASHTHOHIUpaA, KOKTO ce NposegBa ¢ TpoMOO3a B 4IEHOBE Ha
CeMEHCTBOTO HIIH JeeKThT € TeXbK (Hanp. aHTHTPOMOUH, nNpoTerH S uiu npoteuH C gedHunT wiu
xoMOuHauwa ot aedextn), X3T € npoTUBONOKAa3aHa.

e JIpu ’XeHHM Ha XpPOHHYHO AHTOKOAryJaHTHO JieyeHHe, TpAOBa BHUMATENIHO Ja&=
fon3ara/pucka ot rmpuiIoxkeHHeTo Ha X3T. _pSEn

e AKO clen HavyaloTO Ha JiedeHHeTo ce pa3pHe BTE, npreMbT Ha nekapCcTBOT(Q
[TaunenTuTe TpAOBa Aa c€ MOCHLBETBAT Ja NOTBHPCAT JEKYBAILUA CH Jekap Hepf
CBMHEHHE 3a €BEHTYAJIHO pa3BHBall ce TpomboeMbonnswsM (Hanp. GonesHeH( _ (DAK
BHe3ammHa rpbJHa 00Jka, 3aHyX). e 7 TR A RN




HcxeMuyHa 001eCT Ha CBPLIETO

HaMa gaHHH OT paHIOMH3HpPaHH KOHTPOJHPAHH M3MUTBAHMS 34 MPOTEKUHMA OT MHOKapAeH HH(ApKT NpH
KeHH ¢ MM 6e3 chinecTBYRAIlA HCXeMUYHA 001eCT Ha ChPLETO, KOUTO MoTyYaBaT KOMOMHUpaHa eCTPOreH-
nporecrareH UJIH caMo ectporeHna X3T.

Kombunupana ecmpozen-npozecmazen mepanus

[To BpeMe Ha KOMOWHHpaHa €CTPOrEH-NPOrecTarcH Tepanua OTHOCUTETHMAT PUCK OT HCXEMHUYHA Oonect
Ha CHPLIETO € JIEKO yBenuueH. Thlf KaTo U3XOAHHAT aOCOMOTEH pHCK OT UCXEMHYHA DONECT HA ChpLETO
CHITHO 3aBHCH OT BB3pacTTa, OposT Ha AOITBTHUTETHATE CITydal Ha MCXEMMIHA OONECT Ha ChPLETO, KOHTO
ce IBJKaT Ha ynotpefa Ha ecTPOreH-MpOreCTarcH € MHOrO HHUCHK NpH 3ApaBH KCHH, HabmmkaBalm
MEHOIIay3aTa, HO CE€ YBENMYABA C HAMpEABaHEe HA Bb3pacTTa.

Monomepanua ¢ ecmpocen
PanpoMu3npaHi KIHHHYHH NaHHH He YCTAHOBABAT MOBHIUEH PUCK OT UCXEMHYHA DOJIECT Ha ChpUETO IpU
XHCTePEKTOMUPAHM XXEHH, TPHEMAIIH eCTPOTEH KaTo MOHOTEpamus.

HMcxeMydeH WHCYNT

KomOuunpaHa ectporeH-nporectareH wiM X3T caMo ¢ eCTporeH ce cBbp3BaT € 1,5 ITbTH YBENTHYEHKE HA
pHCKa OT HUCXEMHWYEeH HHCYNT. OTHOCHUTEIHMAT PUCK HE Ce MpOoMEeHd ¢ Bb3pacTTa M/IH BpEMETO Clen
MeHomnay3ara. Ho Teif kaTo H3XOMHHAT PUCK OT HHCYNT € CHJTHO 3aBHCHM OT BB3pacTTa, OOMMET pHUCK OT
MO3BYEH HHCYIIT MPH XEeHH, KOUTO H3mnonsear X3T e ce yBenndasa ¢ Bb3pacTTa (BX. TO4Ka 4.8).

MeHHHTHOM

Crofinasa ce 3a NMofBa Ha MeHMHTHOMH (€AHHUYHU HMIIM MHOXKECTBEHHM) BHB Bpb3Ka ¢ ynorpedara Ha
ecTpaguon/muaporecrepod. IlamueHTure TpabGBa Aa ce HabmromaBaT 3a MpPH3HAUM W CUMIITOMH Ha
MEHUHTHOMH CBIrNACHO KIMHHMYHATA MPaKTHKA. AKO NALMEHTHT € JHArHOCTHLHPaH ¢ MCHUHIHOM, BCAKO
NedeHne, ChIbPXAaIIo ecTPpaIHON/IUAporecTepoH, TpAbBa a Obae cnipaHo (BX. Touka 4.3). HabmozgasaHo
€ CBUBAHE HA TYMOpa clie]] MpeKpaTARaHe Ha TIE9EHUETO.

Apyru cuCTOgHHUA

e EcTporeHHTe MOraT jla NpeAX3BUKAT 3aIbpXKaHe Ha TETHOCTH, MOPaaH KOETO MMalHeHTHTE ¢ HapylleHa
cbpledyHa UnH 6u6peura pyHkUUA TpaOBa Ja ObJaT BHUMATEIIHO NIPOCIEIIBaAHH.

e XenM ¢ npeminecTRAIlA XHNEPTPUMIHLepHaeMUa TpaOBa aa 6bAAT BHUMATENHO MOHUTOPHPAHHU MO
BpeME Ha ECTpPOreH 3aMeCTHTE/IHa HIH XOPMOHO3aMECTUTEIIHA Tepanud, ThbA Karo NpH TakuBa
MalMEHTH [IPH NIPUIIOXKEHHE HA eCTPOreHd ¢a JOKNaaBaHH PEAKH ClIy4YaH Ha 3HaYMTENHO NOBHILUCHHE
Ha TUIa3MEHHUTE TPHTIIHLEPHUIH, BOZELIO A0 NMAHKPEATHT.

o Ek30reHHnTe €CTPOreHH MOrar jJa NPeAu3BHKAT MIIH BIOILUAT CHMNTOMH Ha HACNIEACTBEH U NPHACOHUT
aHTHOEAEM.

e EcTporennTe noBHIIABAT HUBOTO Ha THPOHI-CBBbp3BalMa riaodymmuH (TCI'), koeTo BOAW OO BHCOKH
HUBa Ha O01MA UUPKYIHpall TUPOUAEH XOPMOH, YCTAHOBEHO Upe3 H3MEpPBaHEe Ha IIPOTEHH-CBbP3aHUA
ox (TICH), Ha T4 (M3MepeHH 4pe3z KONOHEH WIH paJuo-WMYHONOTHYeH aHanan3) WM Ha Ts (4pes
pPaIHO-HMYHONOIHYEH aHanu3). 3aXBamaHeTo Ha T3 € HaMalneHo, KaTo clieACTBHE Ha roBuineHus TCI .
Konuenrpauuute Ha crobogunute Tz T4 ca HenpoMeHeHH. JIpyrd CBBP3BaAIllM MTPOTEHHH MOraT Aa
OBIAT MOBHINEHU B CEPYMA, T.€. KOPTHKOUA-CBLp3BalRuA rnodynun (KCI'), cebp3Bainug rnodynux 3a
nonorute xopMoHH (CI'TIX), koeTo BoAM 10 NOBHIIEHA NUPKYNIAIHA HA KOPTHKOCTEPOUAH H IONOBH
XOpMOHH, C¢hOTBeTHO. CBOOOAHUTE MK ODMONOTHYHO AKTHBHUTE KOHLEHTpALMM Ha XOPMOHHTE ca
HEMPOMEHEHH. BBb3MOXKHO € MOBHIIABAHETO ¥ HA IPYFrH IUIa3MEHH NMPOTEHHHM (AaHTHOTEH3UH/pEeHUH
cybcTpar, anda-1-aHTUTPUNCKUH, HEpYNOIIa3MHH).

o X3T He nmoxoOpsera KOrHUTHBHATA PyHKUUA. UMa H3BECTHH J0Ka3aTeNICTBA 3a NOBHIIABaHe HA pUCKa
OT €BEHTYAJIHO pa3BUTHe Ha AcMEHUHA NpPH XEHH, KOUTO 3aMOoYBAT MPOABIDKMTE]
koMbunHpaHa X3T unu X3T caMo ¢ ecTporeH ciel 65 rojiMIIHA BB3pacT.

o [lauMeHTKM ¢ peaKkH HacneACTBEHU (GOPMH HA rajlakTo3Ha HEMOHOCHMOCT, La
WIK FII0K030-ranakTo3Ha Manadcopbiius He Tpabba na npUueMar TOBa eKapcT




ITopumeny HUBa Ha AJIAT

ITo BpeMe Ha KIITMHWYHU U3NMUTBAHHA [TPH TaLMEHTH ¢ KOMOWHUpaHa CXeMa 3a JledeHHe Ha BUPYCEH XeNaTHT
C ¢ oMbuTacBip/IapuTanpesyp/puTOHABHP, Che U 6e3 nazabyrup, nopumeHu HUea Ha AJIAT noseye ot 5
NbTH Hax ropHata rpaHuua Ha Hopmata (ITH) ce HabmiogaparT 3HAYMTENHO IM0-YECTO NMPH KEHH,
M3MOM3BAlY JEKAapCTBEHH TIPOAYKTH, CHOBPXKAUIM ETHHWIECTPAaAWoll, Karo Hanp. KOMOHWHHpaHU
xopMoHaHd  KoHTpauentmBH (KXK). OcBeH ToBa, W TIpH IIAUMEHTH, JIEKYBaHH C
rinekanpeBup/nHOpeHTacBHp, ca Habmonapanu nosuuieHd HUBa Ha AJIAT npu xenu, kouro ynorpebasar
IEKapCTBa, CHAbpXKamM eTHHWIecTpaauon, karo Hamp. KXK. Tlpu enn, u3nonssailu AeKapcTBEHH
NPOAYKTH, CBHABPXKALIN €CTPOreHH, pasNUdHH OT ETHHHUIECTPaaHOJ, KATO e€CTpPajAHoN, CTEeneHTa Ha
nosumierd HUBa Ha AJIAT e cxoaHa ¢ Ta3u NpH XKeHH, KOUTO He NMPHEMAT HUKAKBH €CTPOreHH; BbIIPEKH
TOBA, NOPaJgH orpaHudenus Opoit XeHH, MpUeMally Te3H pa3sTUIHU eCTPOreHH, € HEOOXOAUMO MOBUIIEHO
BHHMAaHHE TIPH €JHOBPEMEHHOTO TMpPWIOXKEeHHe Ha KkOMOHHHpaHa TepaneBTHYHA CXeMa ¢
oMOHuTacBHp/NapuTanpeBHp/pUTOHABHpP, CbC HMNH ©O¢3  Jazabyeup, KakTto ¥ Ha cCcXeMa C
rnekanpeBup/mubpenTacerp. Buxkre rouka 4.5.

KoMOMHHpaHOTO ecTpOreH-nporecTareH JedeHNe He € KOHTpalleNTHB.
4.5 B3aumopeiicTBHE ¢ APYIH JJeKAPCTBEHH NPOAYKTH H APYIrH POPMH HA B3aUMOAeHCcTBHE

He ca npoBexxaHy poyuBaHUs 3a B3aUMOACHCTBHA.

EdukacHOCTTa Ha ECTPOreHM W mporectareHu Moxe Ja OnJie HapyilieHa
e MeTaboMH3MBT HA €CTPOreHH M NPOTECTAreHW MOXE Ja CE¢ MOBHMIOH OT €JHOBPEMEHEH IPHEM CBC

cyOCcTaHMH, W3BECTHH KAaTe HHAYKTOPH Ha licKapcTBa-MeTabonu3upalliu eHsuMH, ocobexo P450-
ensuMure 2B6, 3A4, 3A5, 3A7, karo HanpuMep aHTHKOHBYIcaHTH (Harnp. ¢eHobapburan,
kapbamalermuH, ¢GEHHTOMH) W aHTU-WHQEKUHMO3HH JieKapcTBa (Hamp. pudamnuumuH, pudpabyTHs,
HeBHMapHH, edasHpeHL).

e PuToHaBUp M HellpUHABHp, BBIIPEKU He ca W3BECTHHU KaTo MOLIHU HHXUOUTOpH Ha CYP450 3A4, AS,
A7, pogBABaT KayecTsa Ha HHAYKTOPH, KOTaTo ce MPHEMAT 3a€JHO ChC CTEPOUIHU XOPMOHH.

o PacTHTenHM NpOAYKTH, ChIbPXKALK XbAT KaHTApUOH (Hypericum perforatum) Morat Ja HHIyLMpaT
MeTabomi3Ma Ha eCTporeHH M niporecToreHy upe3 CYP450 3A4 meT.

e KiMHHYHO, NOBHILIEHUAT MeTAabOIN3bLM HA €CTPOreHH W NMPOrecCTAreHH Moxe Ja JoBelde A0 HaMaleH
edekT ¥ A2 MPOMEHH TIpoduia HA KEPBEHE Ha MATKATA.

Edekt Ha X3T ¢ ecTpOreHd BEPXY APYIH JeKapcTBEHH NMPORXYKTH

YceTaHOBEHO €, Ye XOPMOHAJIHHTE KOHTPAleNITUBH, CbAbPXAlA €CTPOreHH, 3HAYMTETHO HAaMalsfBaT
nnasMeHUTE KOHLUEHTPAUMK Ha NaMOTPHIHH, KOraro ce Nnpuiarar ¢AHOBPEMEHHO, NMOPaJH HHIYKLHA Ha
rMIOKYPOHUPAHETO HAa JIAMOTPUIHHA. TOBa MOXE Jla HAMAJIM KOHTPOJa Ha NPUCTBRIUTE. Bhrpeku e
MOTEeHRHANTHOTO B3aMMOACHCTBHE MEXTY XOPMOHO3a8MECTUTEeNHAaTa Teparud M JaAMOTPHTHH He ¢
MPOYyYBaHO, CE€ OYAKBa Ja CblecTBYBa MOROOHO B3aUMOACHCTBHE, KOETO MOXE Jia JIOBEJIE 10 HaMalsiBaHe
Ha KOHTPO.Td Ha MPHCTBITMTE IPH XESHH, IpHeMallld JBaTa JIEKapCTBEHH NPOAYKTa € THOBPEMEHHO.

EcTporeHy Morar ja mopIuaaT MeTabomu3Ma Ha ApYrH NeKapcTBa

Ectporenute per se morar aa noruacHar CYP450 nexapcTBa-meraboiuzHpanidre €H3MMH 4pe3
KOHKYpeHTHa HHXHOUHg. Tosa Tpa6Ba ja ce uMa NpeABH 0cobeHO 3a cyOCcTpaTH ¢ TeCEH TepaleBTHUEH
WHIEKC, KaTo:

e TtakpoauMyc ¥ uuknocnopun A (CYP450 3A4, 3A3)

¢ denraHun (CYP450 3A4)

o Tteodunun (CYP450 1A2).

KnuuuuHo ToBa MOXe Aa JoBeAe A0 MOBHILUEHHE HA MIA3MEHHUTE HUBA Ha 3aCEerHar
TOKCHYHH KOHLeHTpaluH. I1o Ta3u npHyHHA MOHHTOPHPAHE Ha JICKapCTBEHHTE HH
Mepuod OT BpeMe MoXe Aa Obje moKa3aHO, KakTo W HaMalldBaHe Ha J03aTa Ha T
LAKIOCTIOPHH A ¥ TeOPHIHH MOoXe Aa Obae HeoOxoauMo.




MdapMakoJHHAMHYHU B3auMOAcHCTBUS

[To BpeMe Ha  KIMHMYHMA  M3NATBAHMA ¢  KOMOHMHMpaHa  TepaneBTH4YHa  CXeMa C
oMOHTacBHp/IapuTaNIpeBAp/pUTOHABUD, ChC M Oe3 ma3abyBup 3a JeyeHwe Ha BHpYceH Xxenatut C,
nosHmeHn HuBa Ha AJIAT noBede oT 5 meTH Haja ropHara rpaHnua Ha Hopmarta (I'TH) ce Habmozaear
3JHAYWUTEIHO [TO-4YECTO IPH XEHM, U3NON3BAILK NIEKAPCTBEHHU MPOLYKTH, CHALPXKALUH €TUHHIECTPAnHON,
xato Hanp. KXK. Ilps xeHH, H3MON3Baly JEeKapCTBHH NMPOAYKTH, ChABPKAIIH eCTPOTeHH, PAsIHYHH OT
eTHHHJIECTPAIHOI, KATO eCTPaiHol, CTENIeHTa Ha NoBHINEHH HBa Ha AJIAT e cXonHa ¢ Ta3d TIpH XeHH,
KOMTO HEe M3IOJI3BAT HHKAKBH €CTPOreHH; BCE Mak, [opany orpaHH4YeHHs Opoli sxeHuW, npUeMallu Te3d
PAsIHYHH €CTPOreHH, € HeoOXOAWMO TOBWINEHO BHUMaHME MOpH EAHOBPEMEHHOTO MPHIOXKEHHE Ha
xOMOMHHpaHa TepaleBTHYHA cXeMa ¢ oMOHTacBHp/iapUTaNpeBUp/pHTOHABHDP, CBHC UNU Oe3 ma3abysup,
KAKTO H Ha CXEMa C rNIeKanpeBup/mudpeHTacBUp (BX. TOUKa 4.4).

4.6 DepTHIUTET, OpeMEHHOCT B KEPMEHE

DeMOCTOH KOHTH HE € MoKa3aH npH OpeMeHHOCT. AKO Bb3HUKHe OpeMEHHOCT MO BpeMe Ha TepalMaTa ¢
deMOCTOH KOHTH, edeHueTo TpAOBa He3zabaBHO Aa ObAe npeKpaTeHo.

PesynraTiTe OT NMOBEYETO EMUASMHOMOIHYHM TPOYYBAHMA KBM JHEINHA AaTa, KOMTO CE€ OTHAaCAT 10
HEBOMTHA €KCIO3NLMA Ha NNOoAA HAa KOMOHHALMM eCTPOreH-NporecTareH, [IOKa3BaT JIHICa HAa TeparoreHeH
uId (eroToxcHuen edexkt. HaMa gocTtaTb4HO JaHHM 32 ynoTpefa Ha ecTpaauo)l/IWApOTecTEpOH IPH
OpeMEHHH XKEHH.

KbpMmene
MeMOCTOH KOHTH HE € TIOKAa3aH 10 BpEME HA KbPMEHE.

4,7 EdexTH BLPXY cnocobHocTTa 33 odgupane H paboTa ¢ MANTHHH

deMOCTOH KOHTH HE TIOBTHABA MM [MOBIHABA HE3HAYMTENHO CNIOCOOHOCTTA 3a wodupane uiM pabora ¢
MAITHHH.

4.8 Hexenanu JieKapcTBEHH peaknHn

Hali-uecTo JOKIaIBaHWTE HEXKENaHH JIEKAapCTBEHH peakUWH IIpH MafueHTH, JEKYBaHM ¢
ecTpaJHON/JUAPOrECTEPOH B KIWHAYHA  U3NMTBaHHMA ca rnaBobonue, kopemHa  Golika,
60JKa/TYBCTRUTEIHOCT HA IbpaUTE ¥ HoNKa B rbpba.

CnenBalliuTe HEXEJIAHUTE JICKAPCTBEHH pPeakliuy ca HabnoaaBaHH ¢ YecTOTa, NOCcOYMEeHa MNO-A0NY 10 BpeMe
Ha KJIMHWYHHU H3MTUTBAHUA (n=4 929):

MedDRA-6a3a E\;lﬂoro YeCcTH ectn e9eCTH eAKH
IIaHHH HAa clcTeMo- (>1/10) 21/100 po <1/10) >1/1 000 go < >1/10 000 no
OpraHHM KJacoBe | _ 1/100) 1/1 000)
Hudexunu K BarsHanHa kaHAH03a
MHOECTALHH _ _
HeonnasMu HapacTBaHe Ha
l;1:]:16pt:.mrafsltmt.:*naeHl»l,. pa3MepuTe Ha
OKAYeCTBEHH M iieiioMUOMa
HeonpeaeeHH (BKIL.
IKHCTH W IOJIHNH) |
Hapy1eHus Ha ]CBp'bxllyBCTBHTEJI
HHaTa CUCTEMA | 1 ) HOCT |
CHXHYHH Jlenpecus, HepBHOocT  [TToBuMsBaHe Ha Y tET
apyuienus | _ nnburoTo 7 RB Y S
E;lapymenml Ha [ nmaBoGomme MurpeHa, 3aMaiiBaHe N
epBHaTAa CHCTEMA LR
DA 7




k:'bpl[ﬁ‘-l HH | MHDK&pﬂEH

HapYIIEHHA 1 _ MH(apKT |
ICbXOBH HapyllIeHUA BeHO3¢H
rpoM60eMO0TH3E
M#
TOMAIIIHO-YPEeBHH jKﬁpEMHa bonka ([azeHe, MOBpLINAHE,
Igagymeuuﬂ | bnatyneHuus _
LXenamﬁmmapHH AGHOpMHA
apyIIeHHS MepHOApoOHa
IOYHKLINA,
TTOHAKOTA ¢
DKBITEHUIA,
lACTeHHA HITH
Hepas3nonokKeHHe

M kopeMHa bolnka,
[HapyIIeHWS Ha
PKITBYHUSA MEXYP

HapymeHud Ha JIEPTHIHH KOXHH JAHTHOCAEM,
KOXKATa U eakuuu (Hamp. obpusm, CbAOBA MypITypa
MOAKOXHATA ThKaH THKapHA,ChpOex) |
Hapyuenus Ha boika B repba
IMYCKYITHO-
CKeneTHaTa CHCTeEMa
H ChCAMHHATEIIHATA
TbKaH | I
HapyineHus Ha bonka/MyBcTBUTEN MEHCTpYalHU YrojieMaBaHe Ha
BL3NPOU3BOAUTENHA HOCT HA FEPAUTE  HApPYWIEHUR (BKI. TbPAUTE,
Ta CUCTEMA U B3alaNBALIO KbPBEHE CNSAIIpEMEHCTpYaNCH
rbpAaTa MEHOMay3a, MeTpoparus, CHHAPOM
MEHOparus, oJluro-
YaMeHoped, HepedoBHA
MEHCTpYaLNA,
IMMCMeHOoped), Ta30Ba
ﬁ:ﬂk&, UEPBUKAITHO
qeHHE ,
Oy HapyWIeHUS U ACTEHHYHH CbCTOAHUS
¢eKTH Ha MACTOTO aCTeHHA, YMOpa,
a NPHANIOKECHHE epasnoIoKEHNE),
epHudepeH eaemM
M3cnenpanus lz'BeJ'IHFIEHHE Ha Hamanenue Ha
eIIeCHOTO TEerlo _ _i'renecnn'ro TErJO

* 3a moBe4ye HHPOPMALIUS BHKTE TO-T0ITY

PHCK OT pak Ha MIleqHAaTa XJe3a
e [loBWIimeH 110 2 MBTH PHCK OT AHArHOCTHIHPAHE Ha paK Ha I'bpJaTa € AOKIANBAH MPH )KEHH, MpHeMalH
KOMOHHHpaHa eCTpOreH-fporecTareH Tepanus 3a noBe4e OT 5 TOAMHH.

¢ [loBHIIEHHAT PUCK MPH XKEHU HA MOHOTEpanus C €CTPOreHHU € TMO-HUCBK OT TO3M, HablaasaH TIpH
»eHH Ha KOMOHHALINY eCTPOreH-NMporecTareH.

¢ HusoToO Ha pHCKa 3aBUCH OT TIPOIBIKUTETHOCTTA HA ynioTpeda (Bx. Touka 4.4),

o [IpenactaBeriu ca aOCOMOTHH OLIEHKH HA PHCKA, Bb3 OCHOBA HA PE3YITATUTE OT _Hab-FeR{MOTO
pasgoMu3upaHo MmIanebo-koHTponupaHo npoyusadHe (WHI-study) u Hali-rone / AP q\ :
NepCrneKTHBHUTE eMUAeMHONOrHYHI NPOYYRAHHUA. '




Haji-roneMHAT MeTa-aHAJIH3 HAa MNEPCNeKTHBHHTE ENMHAEMHOJOIrHYHH mnpoy4yBaHus — O4yaxkBaH
JAONMBJHHTEJEH PHCK OT paK Ha I'bp/aTa cjel S-rogumHa ynorpebda npu xend ¢ UTM 27 (kg/m2)

Yecrora Ha 1 000
HUKOra He
BB3pact B npuemanu X3T OTHOlLIIEHHE Ha HombaHuTeNHU ciydyau Ha 1 000
HaTLROTO HA YKeHH 3a HaJl 5- pHUCKa npueMatu X3T KeHH clie] S roAUHU
X3T (rogusm)
FOAMILIEH MEPUOL
B | (50-54 roguum) ' _
X3T caMo ¢ ecTporeH Eat sty
50 13,3 1,2 . 2,7
KomM0OHHAaLIMA eCTPOreH-nporecTarexH |
50 1 3 ,3 1 56 8’0

'BzeTo oT M3xoaHaTa yectora B AHrnus npes 2015 roauna npu xenu ¢ UTM 27 (kg/m?2)
3abenexka: Twit kaTO OCHOBHATA YECTOTA HAa paka Ha I'bpJara ce pa3iindaBa B ctpaHuTe ot EC, Oposdr
Ha JIOMMBJIHUTEITHUTE CITyYau Ha paK Ha rbpJara ChIIO 1€ Ce MPOMEHs MPOMOPIHOHAITHO.

OuakBaH JONMbJHHTEJIEH PHCK OT pak Ha rspaaTa cjaea 10-roaumna ynorpebda npu xkeuu ¢ U'TM 27
(kg/m2)

Yecrtora Ha |1 000

HUKOIa He
BAIPACT B npuemanu X3T OTHoOLIEHHKE Ha JHonbnauurenuu cnyyau Ha 1 000
;Zqﬁjz:;;:;“) keHH 3a Hax 10- pUCKa npuemMaiid X3T xenu cinen 10 roauHu

rOAMVLIEH MEPUO

(50-59 roauHn) :

| X3T caMo ¢ ecTporeH
50 26,6 1,3 [ 7,1 _
KomOuHanus reH-nporecrares

50 | 26,6 1,8 20,8
’B3eTo OT M3X0JHATa YecToTa B AHrIMA npe3 2015 roauna npu xeun ¢ UTM 27 (kg/m2)
3abenexka: Thii KaTO OCHOBHATA YECTOTA HA paKa Ha I'bpjara ce pa3jindyaBa B cTpaHuTe oT EC, 6posT
Ha JIOMBLJIHUTEITHUTE CITyYau Ha pak Ha IbpAarta CbhLIO WIe C€ MPOMEHs MPOMOPLHOHAIIHO.

[IpoyuBanusa UHHIHaTHBA 32 KeHCKO 3aApaBe (Women’s Health Initiative, WHI), CAILLl -
AOMBLJHHTE/IEH PHCK OT paK Ha I'bp/laTa cjell S-roAHIIHa ynoTpeda

Bb3pacToBa Yecrora Ha 1 000 xeHu JlonbnHuTenHU cinyyau Ha 1 000
OTHOLIEHUE HA

rpyna (rogdHH) | B rJiauedo paMoTo 3a o npuemalqu X311 >xeHu 3a Hax S5

pucka & 95%CI £
- HaJl 5 rOIUHHU roauHm (95%Cl)
| CEE ecTporen monoTepanus

50-79 |21 - | 0.8(0.7-1.0) -4 (-6 —0)3
CEE+MPA ecTporex & nporecrt

50-79 17 1.2 (1.0-1.5) +4 (0-9)

SWHI npoy4Bane npu xeHu 6e3 MaTKa, KOMTO He TMI0Ka3BaT MOBUIIEH PUCK OT paK Ha IbpJaTa

* [Tpu aHaIM3, OrpaHUYEH JI0 XKeHHU, KOUTO He ca B3uManu X3T npeau npoydyBaHETO, HE € MO
yBEJIMYEHUE HAa BUAUMUS PUCK Mpe3 MbPBUTE €T NOAMHU HA JIEeYEHUE: CIIe]l 5 TOJIMHU PUCKDBT € M0-
BUCOK OTKOJIKOTO IpH HerprueManu X3T. —

Puck ot CHAOMECTPHAJICH KADLIHHOM
HGC??LHEHGHH}’EMHH MHCEHU CBC 3dNAZEHA MAMKA

PuckbT oT eHoMeTpHasieH pak e okoJio 5 Ha 1 000 »xeHu cbe 3ana3zeHa MaTka u




[Mpu sxenu ¢ maTka, ynorpedara Ha X3T caMo ¢ ecTpOreH He ce NpenopbyBa, Thid KaTo TA MOBUIABA pUCKA
OT EHJIOMETPHAJIEH pakK (BXK. TOUKa 4.4).

B 3aBHCHMOCT OT NMPOABKUTETHOCTTA HA ITPUEMa Ha eCTPOreH MOHOTepanus U 103ata My, NOBHILIEHHETO
Ha pUCKA OT EHJOMEeTpUalieH KapUWHOM TIpH EMUIEMHUOJOTHYHU NpOyYBaHUS Bapupa OT 5 A0 55
NOMBJIHUTENHN JHarHoCTULMpaHu ciiyyan Ha Bceku 1 000 sxeHu Ha Bb3pacT Mexay 50 u 65 roanHu.

Jlo6aBSHETO HA TpOrecTareH KbM E€CTPOreH-MOHOTeparnus 3a Hai-maiko 12 OHM Ha UUKBJI MOXE Ja
npeAOTBpPAaTH TO3M NoBHlleH puck. B npoyusanero Million Women Study ynotpedara Ha kKoMOMHMpaHa
(cekBeHLIMAJIHA WK HenpekbcHaTa) X3T 3a 5 roAWHH HE € MOBUIINIIA PUCKA OT €eHIOMETPHAJIEH KapLIMHOM
(RR ot 1,0 (0,8-1,2)).

Pak Ha SUYHUKA
[Mpunaranero X3T camMo ¢ ecTporeHu uiM KoOMOMHUpaHa ecTpareH-niporectared X3T e cBbp3aHO ¢ JIeKO
MOBUINIEH PUCK Ja ObJe AMAarHOCTHLMPAH paKk Ha sHYHUKA (BX. TOYKa 4.4).

Merta-aHaiin3 Ha 52 enuaeMUOJIOTMYHA NPOyYBaAHMsA, MOKa3Ba MOBHUIIEH PUCK OT pak Ha sW4YHUKA IpH
keHH, KouTo npueMar X3T kbM MOMEHTa, B CPaBHEHHE C )KEHH, KOUTO HUKora He ca mpueManu X3T (RR
1,43; 95% CI 1,31-1,56). Tlpu »xenu Ha BB3pacT Mexay 50 v 54 roawHu, kouto mpueMar X3T B
Npoab/DKeHHe Ha 5 roAuHu, ToBa BoAMW 10 1 aonmbiaHuTeneH ciaydai Ha 2 000 nekysanu. [Ipu »xeHu Ha
Bb3pacT Mexay 50 u 54 roaunu, kouto He mpueMar X3T, ou umano okono 2 Ha 2 000 xeHw,
JMarHOCTUIMPAHHU C paK Ha AYHHMKA 3a MepUol OT 5 TOJAUHH.

PUCK OT BEHO3€H TpOMO0eMO0IU3BLM

X3T e cBbp3aHa ¢ 1.3-3-mbTH NOBULIEH OTHOCUTENIEH PUCK OT pa3BUTHE Ha BEHO3EH TPOMOOEMOOIU3BEM
(BTE), T.e. nen100ka BeHO3Ha TpoMO03a wiu dbenoapodeH embonussM. [logBara Ha TakoBa crOUTHE € TT10-
BepoATHA TIpe3 NbpBaTa roguHa ot npueMa Ha X3T (Bk. Touka 4.4). [IpencraBeHu ca pe3ynTaTuTe OT
npoyuBaHusTa WHI:

WHI npoyuBaHus — gonbsjaHuTe/eH puck or BTE npu ynorpe6a Hax S roxuHH

Bw3pacToBa Yecrora Ha 1000 xxenu B | IIponopuus Ha JIOTTBJTHUTETHH CITy4Yau Ha
rpyna (roAWHH) nnaue6o pamoTto 3a Hag 5 | pucka U 95%CI 1 000 maumeHTH,

roJAWH npuemanu X3T

epop: & |
0-59 | 1,2 (0,6-2,4) 1 (-3-10)
TlepopanHa S €CTPOreH-TporecrareH A f
50-59 [2,3(1,2-43) 5(1-13)

Puck ot uicxeMuyHa 00NeCT Ha CHPLETO
PuckbT OoT McxeMu4Ha OollecT Ha CHpPLETO € JIEKO TOBHINEH MpH XeHW Haja 60 roaAwHd, mpHUeMallM
koMOMHMpaHa ecTporen-nporecrared X3T (Bx. Touka 4.4).

PUCK OT HCXEMHYEH MHCYJIT

YnorpebaTra Ha eCTpOreH CaMOCTOATEIHO U €CTPOTreH-TIporecTareH Teparus ce CBbp3Ba ¢ 10 1,5 MbTH
MOBUIIIEH OTHOCUTEJIEH PUCK OT HCXEMHYEH UHCYJIT. PUCKBT OT XeMOparuyeH HHCYJIT He ce NMOBHUILABA Mo
BpeMe Ha MnpuiiokeHueTo Ha X3 1.

OTHOCHUTETHHUAT PUCK HE 3aBUCH OT BBb3pacTTa WM TPOABJDKUTENHOCTTAa Ha yrnorpeba, HO Thil KaTo
U3XOJHUAT PUCK € CHITHO 3aBUCHUM OT Bb3pacTTa, OOIIMAT PUCK OT HHCYJIT MPH XKE€HH, KOUTO npueMat X3T
[11e ce MOBULLIABA C Bb3pacTTa (BXK. TOYKa 4.4.).




Kom6unnpans WHI npoyuBaHHS — ZONBLIHHTENEH PHCK 32 HCXeMHYEH HHCYJIT’ IPH Haj 5-
roauimHa ynorpeba

YectoTta Ha 1 000 xenu B JIOMMBJIHUTENHY Cllydau
Bw3pacToBa nnauedo pamoTo 3a Haa S | OTHOLUEKHE Ha Ha 1000 nauueHTH,
rpyna (TOAWHH) | TOAWHU pucka 1 95%CI npuemMan X3T Han 5

roguiHH

1'50-50 [ 1.3(1.1-1.6) 3 (1-5)

Ipyru HexxeJiaHUW peaKL[UH, AOKIIAABAHHU BB BPh3Ka C IEUEHHETO ¢ eCTPOreH-nporecTareH
BKJI. eC uon/ orectrepoH

Heonnraamu — 0obpoxasecmsaeny, 310Kavecmeery U HeonpeoeneHu
EcTporeH-3aBHCHMH HEONNa3MH, KakTo J0OPOKaYECCTBEHH, TaKa U 3JI0KAYECTBEHH, HAIlp. eHAOMETpHaNneH

paK, paK Ha AiYHHLMTE. YBEIIHUEHHE HA pasMCpHUTE Ha 3aBHCHMHUTC OT TIpOrecTarcH HCOIIa3MH, Hallp.
MCHHHIHOM.

Hapyvuenus na xpvema u aumnama cucmemd
XeMOIUTHYHA aHeEMHA

Hapywenua na umynnama cucmema
CHcTeMeH JTYITYC €pUTEMATO3YC.

Hapyuenus na memabonrusMa i xpasenemo
XUnepTpUIrTHUCPHAECMHA.

Ha CHUA Ha Hep8Hama cucmema
BeposaTHa neMEHUHA, XOpes, ek3auepbalns Ha enunencus

Hapyuienua na owume
H3ocTpsHe Ha KOPHEATHHA BIbJl, HEMOHOCUMOCT KbM KOHRTAKTHH JIEIIH

Crvoogu Hapywerus
AptepnaneH TpoMboeMOOMH3IBEM

CmomauiHo-4pesHu HapYue Hus
IMaHkpeaTUT (IPH XeHHN ChC CHIIECTBYBAIA XHITEPTPUITHLIEPUISMHUA)

Hapywenus na xoxcama u nooxoxcHama mvxau
Eputema MyntudopMe, epuTeMa HOOO3YM, XI0oa3Ma WIH Mejia3Ma, KOHTO MOrar Ja MepCUcTHpaT U clel

CITHpaHEC HAa JICUEHHUCTO

Hapvwuenua na Myckyano-cxeaemuama cucmema 4 Cbe0uHuUmeRHama movkau
KpaMnu Ha JOMHH KpaiHHIIH

Hapyvwenusn na bvbpeyume u nuxounume nvmuiya
HMHKOHTHHEHLIMA Ha YpHHA

Ha EHUA HA BBINDOURROOUMERHAMA CucmeMd ¥ 2wvpoama
DubpokucrosHa 6071eCT Ha rppRaTa, €po3nUa Ha LINHKaTa HA MaTKaTa

‘ He e npaBera pa3znuka MeXIY MCXEMHYEH H XEMOparudeH UHCYJIT




Bpodenu, hamunnu u 2enemusii HapYuieHus

Brnowasaxe Ha noppHpHs

Hscnedsanun
OO0Ino NMoBUIIEHAE HA HUBATA HA THPOUHUTE XOPMOHH.

CnobmiaBaHe Ha NMOJO3UPAHU HEXETAHU PEaKI[HK
CpoOImaBaHeTo Ha MOZO3HPAHH HEXENaHH peakuWH Clell paspellaBaHe 3a ynorpeba Ha JekapcTBEHUS

NMPOOYKT € BAXHO. ToBa no3BosnsBa aa NMPOABJLKH HaﬁJII-O,IlBHHBTO Ha CHLOTHOLICHHETO HGJI3&IPHCI{ 34
NEKApCTBCHUA [IPOOYKT. OT MeIWHUHCKUTE CNEelHANTUCTH C€ W3HCKBA 14 cro0maBar BcfAka OJ03NpaHa
HCXCIIaHa pCaKIIHA 9pE€3 HalJHOHATHA CHCTCMA 34 choOHIIaBaue:

H3meTHUTETHA areHUMA Mo IeKapCTRaTa
yn. ,,JlamaH I'pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebealit: www.bda.bg

4.9 IIpexo3npane

U ecTpaavon, H AMAPOTECTEPOH ¢a CyOCTaHIMK ¢ HUCKA TOKCHYHOCT. CUMITTOMH KaTo rajeHe, NOBphIIaHe,
YyBCTBHTENHOCT Ha I'bpJiaTa, 3aMaliBaHe, kopeMHa 60Nka, CHHIMBOCT/YMOpa H OCTaTBYHO KbPBEHE MOTaT
14 BL3HUKHAT B CIy4Yal Ha nmpefo3rpaHe. Manko BeposATHO € 1a ¢€ HANOXM CeUMPUIHO CHMIITOMaTHYHO
negeHue. I openocoueHaTa HHGOpMaIHs ce OTHACH W 3a TIpeJ03HpaHe NpH Jela.

5. GAPMAKOJOI'HYHH CBOHCTBA

5.1 P apMAKOAHHAMHYHH CBOHCTBA

dapMakoTeparieBTHYHA TpyTa: Ypo-TeHUTAIHA CHCTEMA H IT0JIOBH XOPMOHH, TIpOrecTareH! U eCTpOreHHy,
dukcupanu koMOrHaUMK, ATC xoa: GO3FA14.

EcTpaguon
AxTHBHaTa BeluecTBO 17f-ecTpagnon, € XMMUYHO H OHONOTHYHO HIACHTHYHO C €HAONCHHMUA YOBELUKHU

€CTpPagHolL.
Tott 3aMecTBa 3aryfara Ha eCTpPOreHHa NPOAYKLHMA B MeHOTIay3alTHH XKeHH 1 oblekuyaBa MEHOTIAy3aMHUTE

CHUMIITOMH.
EcTporeHuTe npeamna3Bar oT 3aryba Ha KOCTHO BEIIECTBO Clie]] MEHOMay3a UMY OBApPHEKTOMMS.

OrecTCpOH

HupporecTepoH e nepopaltHo aKTUBEH MporecTareH, MMalll akTHBHOCT, CpaBHHMa C Ta3H Ha TapeHTepaHO
NPHJIOXEH MMPOTeCTEPOH.

Toif KaTO ecTpOreHHTe MOXIOMArar pacTeka Ha eHAOMETPHYMa, JIMTcaTa Ha MMPOTHUBOACHCTBHE HAa TAX
MOBHLIABA PHCKA OT EHAOMETPHATHA XUNepnna3ud U pak. JJo6aBsHeTO Ha MporecTareH B rolaMa CTeneH
HaMangsa HHAYLHPAHUA OT €CTPOTeH PUCKA OT CHAOMETPHAITHA XHINIEPIIIA3HS TIPH HE-XUCTEPEKTOMUPAHH
KEHH.

ﬂﬂHHH OT KJIHHHUYHHA H3NTHTBAHHA

e (OnekjuaBaHe HA CHMIITOMHTE Ha eCTPOTeHEeH ACHHLMT H BUJla Ha KbPBEHETO
o (OOnekyaBaHe Ha MEHONAY3AIHUTE CUMIITOMH, MOCTHIHATO MbPBUTE HAKOIKO CEAM

AMeHopes ce Habmoaasa nmpu 88% ot xxeHuTe o BpeMe Ha Meceu 10-12 oT nedeHue. £
W/UNHK 3alanBaHe N0 BpeMe Ha NLpBUTE 3 Mecella OT JieueHHeTo ce nogsasa B 15% off
OT )KEHHUTE Mo BpeMe Ha Mecenu 10-12 oT negeHueTo.



[TpodHaakTHKa Ha OCTEONOPO3aTa

HeduMTET HAa €CTPOreH MO BpEME€ Ha MEHOMAay3aTa € CBhp3aH ¢ MOBHIIEH KOCTEH META0OHIBM H
HaMansBaHe Ha KOCcTHA Maca. EdexTbT Ha ecTporeduTe BbpXy MHHEpalHaTa IIIbTHOCT Ha KOCTHTE € 4030~
3aBucHM. HMarnekaa npoTtekuusTa € ¢dpexTHBHA TOJIKOBA ABJIMO KOJIKOTO MpOALDKaBa neueHHeTo. Cnea
npexkpaTaBaHe Ha X3T, kocTHaTa Maca ce ryOH B cTerneH, moAoOHa Ha Ta3H IIpH HEJEKYBaH! KEeHH.

HNokasatencreara ot fnpoyuBaHetro WHI 4 MeTra-aHanu3upaHd U3MUTBAHUA ITOKa3BaT, Y€ TEKYyLUATa
ynorpeba Ha X3T, caMOCTOATENTHO WK B KOMOWHALMS ¢ NMpOrecTareH, NMPHAIOXKEHa Ha NPEeIUMHO 3[IpaBH
KEHW, HaMaldBa puUCKa OT ¢paxTypu Ha wmMuikata Ha OedApeHaTa KOCT, HAa TpEUUIEHHTE H ApPYrH
ocreonopo3Hd ppaktypu. X3T Moxe cbillo Aa NpodunakTUpa (pakTypUTE MPH XEHH ¢ HUCKA KOCTHA
NIBTHOCT W/HIH ¢ YCTAHOBEHA OCTEONOp03a, HO A0Ka3aTeNIcTHaTa 3aTOBA €4 OMpaHHYEHU.

Cnen efHOTOANIIHO NEYCHWE, MOBHIICHAETO HA MUHepanHata kocTHa IUTTHOCT (MKII) na nmymbanuus
rpubHak e okono 4,0% + 3,4 % (cpeano + SD). 90% ot xenute, MKII ce yeenduaBa Unu ce 3anassa 1o
BpeMe Ha neucHueTo. PeMocToH KOHTH HMa edekT U BepXy MKII Ha 6enpoTo. [TorHmenueTo cnea eana
roguHa nedgeHe ¢ GeMocToH KoHTH 1 mg/5 mg e 1,5%+4,5% (cpenno £ SD) Ha mwuitkara Ha OegpeHara
KocT, 3,7%+6,0% (cpenno £ SD) Ha TpoxaHTepa U 2,1%+7,2% (cpeano £ SD) Ha TpuerbiaHuKa HA Wards.
[TpoueHThT XEHU, KOUTO 3ama3Bar wiM yeenuuasar MKII B tpute OeapeHu 30HM cien neyeHHe C
®emocToH KoHTH | mg/5 mg e 71%, 66% u 81%, croTBETHO.

3.2 PapMaKOKHHeTHYHH CBOHCTBA

Ecmpaguon

AGcopbuus
AGcopOuusaTa Ha ecTpaauoN 3aBHCH OT IOJIEeMUHATa Ha YacTULWTE, MHUKPOHM3HPAHMAT €CTPapHOlN Ce

pe3opbHpa JIeCHO OT CTOMAINHO-9peBHUS TpakT.CrelBamara Tabmmua npeacTass cpeIHOTO PABHOBECHO
CBCTOSHUE Ha PapMaKOKMHETHIHUTE nTapaMeTpy Ha ectpaauon (E2), ectpon (E1) u ecrpon cyndar (E1S)
3a BCAKA J033a MUKPOHM3HPAH eCTpaauol. JJaHHUTE ca NpeAcTaBEHH KaTo CPERHU cTOHHOCTH (SD).

—

Ecrpaauoa 0,5 mg
[TapaMeTpH E2 El | TMapamerpm E1S
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) - | - 1 -
AUCo.. 516 (383) 2959 (2135) AUCq. 82,0 (42,6)

Crenpamara Tabamiia rpeAcTaBs CpeAHOTO PABHOBECHO CHCTOAHKE HA dpapMakOKHHETHYHUTE NapaMeTpH
Ha ectpaauon (E2), ectpoH (E1) u ectpoH cyndar (EI1S) 3a BcAka n03a MHKPOHHU3HpaH €CTpajHoON.
JlaHuuTE ca NMpeacTaBeHH KaTO cpeoHu cToHHOCTH (SD).

- Ecrpannosa 1 m _l
[TapameTpu E2 El [MapameTpu 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/mi) | 30,1¢11.0) | 194 (72) Cav (ng/ml) 4,695 (2,350)

AUCo (pgvml) | 725 (270) 4767(1857) | AUCou(mgh/ml) | 112,7(55,1)

Cnenpaimarta Tabnyua npeacTans CpeHOTO PABHOBECHO ChCTOAHNE Ha (apMaKOKHHET
na ectpaguon (E2), ectpon (E1) u ectpon cyndar (E1S) 3a Bcka mo3a MHUKpOMad
JaHHWTE ca MPeJCTaBEHH KATO CpeaHH CTONHHOCTH (SD).




il

_ EcTpaanon 2 mg
TTapameTpn E2 El _ [TapaMeTpH E1S
Cmax (pg/ml) | 103,7 (48,2) 622,2(263,6) | Cmax (ng/ml) 25,9 (16,4)
Cmin (pg/ml) | 48 (30) 270 (138) | Cmin (ng/ml) 5,7(5,9)
Cav (pg/ml) ___ 68(31) 429 (191) Cav (ng/ml) 13,1 (9.4)
AUCou(pgh/ml) | 1619(733) 10209 (4561) | AUCe.24(ng.h/ml) 307,3 (224,1)

PasnpegeneHue
EcTporeHHTe Ce HaMHPaT WIKX HECEBP3aHH, HITH CBbp3aHHi. Oxono 98-99% ot no3ara ecTpaauon ce CBbp3ka

C NNasMeHHTE [IPOTEHHHU, OT KOUTO 0KOJO 30-52% ¢ anbyMuH 1 okomo 46-69% cue CBBP3BALINA MTOJIOBUTE
XOpPMOHH IrnobynuH.

buotpancdopmanms

Cnen nepopajleH NpHeM, €CTPaAHoNl ce MeTabonM3upa eKCTeH3MBHO. [ NaBHUTE HEKOHIOrHpaHu o
KOHIOTHpaHH MeTabonuTH ca ecTpoH u ecTpoH cyndar. Tesn merabonuTu Morat ga DONMPHUHECAT KbM
eCTpOreHHaTa AKTHBHOCT, JHPEKTHO WIM Cclied MpeBpbIIaHe B ecTpaauoi. EctpoH cyndar mMoxe nma
IpeMHHE eHTepOXeNaTalHa UAPKYIalmA.

EnUMHHHpaHe
B ypunHara riiaBHMTe METa0ONMUTH ca TMIOKOPOHMAWTE HA €CTPOHa M ecTpagvona llomyXuBOTBT Ha

enUMHHHpaHe € Mexxay 10 u16 yaca.
EcTporeHUTE C€ CeKpeTUpaT B KbpMaTa Ha KbpMaYKHTe.

JIuHeHOCT/HeTHHEeHHOCT

Crnen exxeHeBeH NepopaleH npueM Ha PeMOCTOH KOHTH, eCTPaJMON JOCTUrd PABHOBECHH KOHLEHTPALMU
clie]] OKONO 5 OHM.

Kato 110, paBHOBECHHTE KOHLIEHTpaLUHK ce JOCTUTAT 3a 8 1o 11 AHM ciaex HavamoTo Ha npHeMa.

uopozecmepon

Abcopblmusg

Cnez mepopaneH npueM, IuaporectepoH ce abcopbupa 6bp30 ¢ Tmax mexqay 0,5 u 2,5 yaca. AbcomoTHara
OHOHATHYHOCT Ha IuAporecTepoH (nepopanHa xo3sa oT 20 mg cnpamo 7,8 mg MHTpaBeHO3Ha HHDY3HA) €
28%.

Cnenpaitiata Tabimiua npeactaps MNpeacTaBd CpeIHOTO paBHOBECHO CHLCTOSHHE HA GapMaKOKHHETHYHHTE
nmapaMeTpud Ha auaporectepoH (D) u auxuapomunporectepoH (DHD). JlaHHUTE ca npeacTaBeHH KaTo
cpeaHH cTodiHOCTH (SD).

Auaporecrepon 2,5 mg
[TapameTpu 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) -
AUC,.. (ng.h/ml) 2,81 (1,09) 90,4 (44,1)




Cnenpamara TabnuLa npeAcTaBs NpeacTaBs CPeIHOTO PABHOBECHO CHCTOAHME Ha (hapMaKOKUHETUYHHUTE
rapaMeTpd Ha auaporectepod (D) m auxunpoaunporectepoH (DHD). [lannauTe ca mpencraBeHH KaTo
cpeaHu cTOHHOCTH (SD).

JAHApOrecTEPOn S mg
| [TapameTpn i D DHD
Cmax (ng/ml) 0,90 (0,59) | 24,68 (10,89) |
AUCo. (ng.h/ml) 1,55 (1,88) 98,37 (43,21)
AUCis (ngh/mb) - 121,36 (63,63)

Crexpamara Tabnnia npeacraBs NpeacTaBs CPeAHOTO paBHOBECHO ChCTOAHUE HA papMaKOKHHETHIHHUTE
napaMeTpH Ha auaporectepoH (D) u auxuapoauaporectepod (DHD). JlavHuTe ca NpeAcTaBEeHHM KaTo
cpegHu cTtofiHoCTH (SD).

Juaporectepon 10 mg
ITapameTpH 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/mi) 9,14 (6,43) 311,17 (114,35)

PasnipeneneHue

Crneg MHTPaBEHO3HO MPUIIOKEHHE HA JUIPOrecCTEpOH PaBHOBECHHMAT 00€M Ha pasnpeiclieHHe € OKOJIO
1 400 1. HuoporecTepoH M IMXUAPOAWAPOTECTEPOH €A CBBP3AHU ¢ IIA3MEHUTE MPOTEHHH B TOBEYE OT
90%.

BuotpaHc@opMaring

Crel nepopallHO TIpHIOKEHHE, AUAporecTepor 0up30 ce metabonmzupa o DHD. HusaTta Ha ocHOBHHUA
akTHBeH Metabomut 20 o-guxuapoauaporectepoH (DHD) XocTMraT mHKOBH KOHLEHTpaunu okomno 1,5
yaca cien npueMa. [Inasmennre Huea Ha DHD ca 3Ha4YMTeNnHO NO-BHCOKK B CPAaBHEHME C JIEKAPCTBOTO-
Mafika. OtHomenusta AUC n Cmax Ha DHD kbM auaporectepos ca okojio 40 u 25, crotBeTHO. CpeqHuAT
KpaeH ModyXHBoT Ha auaporectepoH  DHD sapupa Mexay 5 no 7 u 14 go 17 gaca, cvotBeTHO. ObHIaTa
yepTa Ha BCHYKHM MeTab0TuTH e 3a1bpKaHeTo Ha 4,6 diene-3-one KOHQUTypauuaTa Ha JieKapcTBOTO-Malika
M nuncara Ha 17o-xuapokcundpaHe. ToBa 0OAcHABA NMIcaTa Ha €CTPOreHEH U AHApPOreHeH egekT Ha
OHAPOTECTEPOH.

EauMuHupane
Cnen nepopanHa ynoTpeba Ha MapkupaH AMApOrecTepoH, c¢peaHo 63% oT posaTta ce eKCKpeTHpa B

ypuHara. O61OHsT nna3sMeH KIHpbHC € 6,4 I/min. Exckpeumsta 3apbpiusa 3a 72 gaca. DHD ce namupa B
YPHHATA NMPEIUMHO KaTO KOHIOTAT HA INTIIOKYPOHOBATA KMUCEIWHA.

JImHe#iHoCcT/HeMHHE HHOCT

PapMakOKWHETHKHTE NPH €JUHUIHA U MHOTOKpaTHA 034 ca JIMHeapH! IIPH [epopalieH IIpHeM Ha J103a B
WHTepBana oT 2,5 10 10 mg. CpaBHeHNs Ha KHHETHKaTa HA eJMHHIHA H MHOMOKpATHA 7033 MOKa3BarT, 9e
papmaxkoKHHeTHKaTa Ha auaporectepoH 1 DHD He ce npoMeHs B pesyinTar OT IIOBTapsll €€ IMPHEM.
PasHOBECHHW KOHLUSHTPAUWH ce AOCTHTAT Cliell 3 AHY JIiedeHHe.

5.3 IpeaxaIHHUYHH JaHHK 34 6e30nmacHOCT
He cuiecTBYBaT TPEeIKIMHMYHM JaHHM 33 §€30MacHOCT OT 3HAYEHUE 3& MPEATNHUCEE /_.- S QLHOIBRNE

Ha MMAUHCHTCKATA TdpIrCTHA [MOITYJIallud, KOHTO Oa Ca AOITbJIHKTCHHH KbM TC3H, KOHTOAX
APYTHUTC TOYKH Hd KpdaTKaTa X4ApaKTCPpHCTHKA Ha IIPpOIYKTA.




O11eHka HA pucka 3a okosoHata cpeaa (ERA):

To3n nexapcTBeH NPOAYKT MOXeE A NpEAcTaBNsBa PUCK 3a BoIHAaTa cpena. JlekapcTBara, KOHTO Beve He
ca HeoOXOIUMH, He TpAOBa Ja Ce U3XBBP/IAT B KAHATIH3AUWATA HITY B ONTOBUTE OTHIAanbIU. Hensnonssanust
JIeKapCTBEH MPOOYKT MIH OTNAXbLYHUTE MaTepHalid OT HETO TpAOBa Aa ce H3XBBLPIAT B CHLOTBETCTBHE C
MECTHHUTE U3UCKBAHHMA UK Ja ¢ BLPHAT B aNTeKaTa.

6. GOAPMAIIEBTHUYHHA JAHHHA
6.1 CnoHchbK HA TOMONIHHETE BeHIeCcTBAa

CohpleByHa Ha TabneTKUTe

JlakTo3a MOHOXHApPAT

Xunpomenosa

[1apeBHYHO HHIIECTE

CunuuueB JUOKCHI, KONOWAEH, De3BoaeH
MarsuesneB cTeapar

MDUIMOBO MIOKPUTHE
TuranoB anokcua (E171)

Yeppen xeneseH okcua (E172)
X(ear xeneseH okeng (E172)
XHIIpOMETI03a

Maxporon 400

6.2 HecnhBMECTHMOCTH
Hama naHuy.

6.3 Cpok Ha roaHOCT
3 roguHH.

6.4 CneuHaNHR YCJIOBHS HA ChXPAHEHUE
Toau nexapcTBeH NMPOAYKT HE HIUCKBA CITELIHANIHN YCIIOBUS Ha CEXPaHEHUE,
6.5 Bna i ¢cIbpkaHHe Ha OIIAKOBKATA

TabneTkuTe ca MOCTABEHN B ONTHCTEPN, BCEKM OT KOMTO ChAbPXKa 28 TabmeTku. baucrepure ca HanpaBeHH
ot PVC/PVDC unu PVC-¢punm B ca NOKPUTH ¢ ATYMRHUEBO (ONHO.

6.6 CrellHaJJHH NpeANAa3HH MepPKH NPH KIXBbLPJIISHE

To3n nexapcTBeH NPOAYKT MOXe Ja MpeJCcTaBNsgBa PUCK 3a BOAHATA cpela. JlekapcTBaTa, KOUTO Beye He
ca HeoOxoxumMM, He TPIORA 1a ce H3XBBLPIAT B KAHANH3AUATA HITH B OUTOBUTE OTNAabLIM. Hen3non3BaHUAT
JIEKAPCTBEH MPOAYKT UM OTNaAbYHWTE MaTepHalld OT HEro TpabBa [a ce U3XBBPIAT B CHLOTBETCTBHE C
MECTHHTE H3HMCKBAHHUA UJIH 1A ¢€ BLPHAT B aNTEKaTa.

7. TIPATEXATEJ HA PAJPEHIEHHETO 3A YIIOTPEBA

Theramex Ireland Limited
3rd Floor, Kilmore House,
Park Lane, Spencer Dock,
Dublin 1, D01 YE64

Hpnanaus




8. HOMEP(A) HA PA3PEIIEHHETO 3A VIIOTPEEA

20020391

9. HATA HA ITBPBO PAIPEHNIABAHE/ IOTHOBSBAHE HA PASPEIIEHHETO 3A
YINIOTPEBA

Hata na mepBo paspemaBaHe: 20 Maii 2002
Jata Ha nnocneaHo noaHoBaBaHe: 03 JfekeMepu 2007

10. JATA HA AKTYAJIHPAHE HA TEKCTA

10/2024




