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1. UME HA JIEKAPCTBEHUA ITPOAYKT

Yrporectan 400 mg BaruHaJHHW KancyJ/iu, MEKH i
Utrogestan 400 mg vaginal capsules, soft | Kom Pea. N ........ AR 003 0O
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Beska kancyna cbabpxka 400 mg nporectepoH (progesterone).
[ToMOILLIHO BELLECTBO C U3BECTHO ICHCTBHUE: COEB JICLIMTHH.
3a MbJIHKUA CMTUCHK HA MOMOILIHUTE BeLlEeCTBA BHKTE TOo4YkKa 6. 1.

2 KAYECTBEH U KOJIMHECTBEH CbCTAB

------------------------

3. JIEKAPCTBEHA ®OPMA

BarunanHa kancyna, meka.
MeKH nNpoaBLAroBaTH XKbJITEHUKABH Kancyau (npuoaunsuTento 2,5 cm x 0,9 cm), cbabpxkauy MazHa

Oene3HUKaBa CYyCIeH3HUs.

4. KIMHHWUYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHHS

YTporectaH € nokasaH 3a npeaoTBpaTsaBaHe Ha CIOHTaHEH adopT IPHU XKEHHU C KbPBEHE Mpe3

MbPBUS TPUMECTHP HA OPEMEHHOCTTA W C aHAMHe3a 3a MOBTAPALIM Ce CIIOHTAHHU abopTH (BHIKTE
Touka 4.2 u 5.1).

4.2 1o3HpoBKA H HAYHH HA NPHJIOKEHHE
JleueHueto BHHAru Tpsadsa aa Obae HHAMBUAYAJIU3UPAHO 3a nauueHTa. PewueHuero 3a neyeHue Ha
KE€HH, KOUTO Ca MMAJTU NMOBTAPSALUM C€ CIOHTAHHU a0opTH, TpsOBa aa Obae B3€TO Ce/l NocieABallo

U3CJI€ABAHE H [1a € 10 MNpPCUCHKaA Ha JICKApPA.

Jlo3upoBka

Camo 32 BAarnHaJIHO NPHJI0KCHHC.

[Ipenopbunrennara ao3a € 400 mg aBa NbTH AHEBHO (CYTpHH W Be4vep). JleueHuero TpsadBa aa
3aroyvyHe npe3 NbPBUSi TPUMECTbLP HA OPEMEHHOCTTA, MPH MbPBUTE MPU3HALIM HA BArMHAJIHO KbPBEHE
(BokTe TOouka 4.4 CneuranHu npeaynpexaeHus U npeana3Hi MepKH npu ynorpeda) u tpsosa na
NpoAbKM A0 |16-Ta rectrauMoHHa ceaMUua.

[Teouampuuna nonyrayus
Hsma CbOTBETHO NMPUIIOKEHHUE HA Y TporecTtaH B neaMaTpuyHaTa nomyJialus.

Cmapuecka év3pacm
Hsima cbOTBETHO NMpHII0KEHUE HA Y TPOrecTaH IpH MalMeHTH B CTapyecKa Bb3pacT.

HauuH Ha npHI0KEHHE
BarunanHo
Beska karncyna YTporectaH ce rnocrass AbJ00KO BbB BjlarajimuIeTo.




4.3 TIpoTHBONOKAZAHHS

e (CBpbXYYCTBHTENHOCT KbM AKTMBHOTO BELIECTBO HIIH KbM HAKOE OT NMOMOLIHHTE BEUIECTBA,
n30poeHH B TOUKa 6.1.

Kbnrenuua

Texxa yepHoapoObHa AUCHYHKLHA
HeaHarHoCTHUHPaHO BariHamIHO KbpBEHE
KapuuHOM Ha rbpaaTa Uiy reHUTaiHUS TPakT
Tpombognedur

TpomOeMOONIMUYHH HApYLUECHHA

Mo3b4eH KPBEBOH3IUB

[Topdupmus

Aneprya KeM AIKH UK cosl (BHXKTE TOUKa 4.4).

4.4 ChnenHaaus npeaynpexacHHa H Npeina3sHH MEPKH NpH ynorpeba

[TpeayrnpexaeHust:
TpsaOBa na ce H3BLPLIM LUAIOCTEH MEAKLUMHCKH NpPEriiea NMPEAy 3an04BaHe Ha JICYEHHUETO U PEIOBHO

[10 BpeMe Ha JIEYEHHETO.

Y1porecraH TpabBa aa Obae M3MON3BaH caMO MpH 3acTpaluasall] ClloHTaHeH abopT no Bpeme Ha
MbPBUTE TPH MeceLa oT OpemeHHocTTa o 16-Ta cenMuua ot OpemeHHOCTTa M TpAOBa Aa ce mpuiara
Camo BarMHaJIHO.

YTporectaH He € Noaxoasiil 3a KOHTPauenTus.,
JleuenuneTto TpaAGBa Aa Obae NpeKpaTEHO NpU AHArHOCTHLHMPAHE HA 3aAbpP)KaH CroHTaHeH abopr.

IIpennasHu MepPKH:

Bcako BardHaTHO KbpBeHE TpaOBa BUHArW Aa ¢e Hicaeapa.

YTporecTaH CbABPKA CO€B JENHTHH H MOXE 1a NPEAU3BHKA PCaKLMH Ha CBPbXYYBCTBHTEJIHOCT
(YpTHKapHa WIH aHaQUNAKTHUYEH LLOK TMPU CBPBXUYBCTBUTEIHH NALUKHEHTH). THH KaT0 UMa
BEPOSATHOCT 33 BPBb3Ka MEXY aleprui KbM COd U aliepryst KbM QPbCTHLUM, NALMEHTH C aJIEPrus KbM
dbeTbUM TpaOBa A2 M30ArsaT npuema Ha YTporecTaH (BHXKTe TouKa 4.3).

4.5 BiaumoaelicTBHe ¢ JPYIH J1eKapcTBenH NPOAYKTH H APYrH GOPMH HA B3aHMOAEHCTBHE

YTporectan MOXe Aa MOBNUAC ACUCTBUETO HA OPOMOKPHUITTHH H A3 YBEIIHYH [11a3MeHaTa
KOHLEHTPALIMA Ha UMWKJIOCMOPHH. YTPOrecTaH MO)XKE 1a NOBJMAE pe3yJITaTUTE OT 1abopaTopHH
TECTOBE Ha YepHOAPOOHHUTE H/WIH EHIOKPHHHHUTE PYHKLIMH.

MeTaboH3MBT Ha YTPOreCTaH ce YCKOpsBa OT JieKapcTBa ¢ pHpaMHULUMH (KaTo prdaMNULHH)
U aHTUOAKTEpHAHU CPeACTBa.

MeTabonn3upaHeTo Ha NporecTepoH OT HOBELUKH YEPHOAPOOHH MHKPO30MH C€ HHXHOMpA OT
kerokoHazoJ (IC50 <0,1 pM). KeTtokoHazon € naeecTeH MHXHOUTOP Ha uuTOXpoM P450 3A4.
CnenoBate/THO T€3W AaHHH NPEANONAarar, 4¢ KeTOKOHa30N MOKe 1a YBEIH4H OHOHANHMYHOCTTA Ha
nporectepoHa. KnMHHUHOTO 3HaUEHME HA in VItro pe3y/ITaTUTE HE € U3BECTHO.

4.6 @epruauTeT, OpeMEeHHOCT H KbpMEHE
bpeMeHHoOCT

He e ycTanoBeHa Bpb3ka MexXay ynorpebaTta Ha nporecTepoH OT MaikaTa Mo BpemMe
OpeMeHHOCT U deTanHn ManhopMaLIHX.




KbpMene
VTporectaH He € NOKa3aH no Bpeme Ha KbpMeHe. JJOJTOBHMH KOTHUECTBa NPOTECTEPOH Ce
EKCKpEeTHPAT B KbpMara.

QDepTHANHTET
Twit kaTO TO3U NEKAPCTBEH NPOIYKT € [OKA3aH 3a NPEeAOTBpaTABAHE HA CMOHTAHEH abopT NMpH XKEHH,

HE € U3BECTEH BpelcH €deKT BbpXY PepTHIHTETA.

4.7 EdexTH BbpXY cH0COOHOCTTA 32 wopHpane H padoTa ¢ MAIIMHHK
VTporecTtan MOXe 1a HMa YMEPEHO BJIMAHHE BbPXY CMIOCOOHOCTTA 3a LogHpaHe W pabdoTa ¢ MalHHH.
4.8 Hexenanu JeKapcTBeHH PeaKilHH

JlokanHa HenOHOCHMOCT (napeHe, chpOeX HIIM MA3EH CEKpeT) € HadnoaasaHa , HO YeCTOoTaTa €
H3KJTKIOUYHNTETHO PAOKA.

Korato ce n3non3ea, KakTo ¢e npenopbysa, MOXKE Ja HACTBIM NPEX0AHA YMOPAa WK 3aMasHOCT B
paMkuTe Ha | - 3 yaca cieg npyUeMa Ha JICKapCTBOTO.

[Tps KNacHpaHETO HA HEKENAHUTE PEAKLIHH C€ U3MO3BAT C/ICAHHTE KOHBEHLUHH 33 YECTOTA: MHOTO
gyectH (>1/10); yectu (21/100 ao < 1/10); veuectn (=1/1 000 go < 1/100); peaku (=1/10 000 ao < 1/1
000); muoro peaku (< 1/10 000); c Heu3BecTHA 4eCTOTA (OT HATHYHUTE JAHHU HE MOXKeE 1a Obae
HanpaBeHa OLUEHKa).

Cuctemo-opradeH wiac (COK) C HEH3BECTHA YecTOTA (OT HAIMYHUTE
NaHHH HEe MOXe aa Obae HanpaBeHa
OUEHKa).

HapyuieHHs Ha KoxXaTa ¥ NOJAKOXKHATA ThKaH IIpyputyc

HapyuweHus Ha Bb3MpOU3BOAMTENHATA CHCTEMA M MbpjlaTa | BarvHaneH KpbBOU3NMB
BarvmHamaHo TedeHue

O61K HapylieHUs U eeKTd Ha MACTOTO Ha TIPUJIOKEHHE | YcCellaHe 3a napeHe

CrobiliaBaHe Ha NOAO3UPAHH HEXKEIAHW PeaKLUH
CpobularaHeTo Ha NMOJ03MPAHHM HEXKelaHH PeakLMH clie] pa3peluasaHe 3a ynorpeba Ha JieKkapCcTBeHHs

NpoAYKT € BaxHo. ToBa NO3BONABA A NPOALAKH HabNIOAEHHETO HA ChOTHOLIEHHETO NOJ3a/PHCK 3a
JIEKAPCTBEHHUA NMPOAYKT. OT MEAHLIMHCKHUTE CMIELIHAIMCTH CE H3UCKBA [a ChoOLIaBaT BCAKA

MoAO3MpaHa HexKenaHa peakuus 4pe3 UsnbnHuTes1Ha areHuus no aekapereara yi. ,,Jdamad ['pyes” Ne
8, 1303 Codus, Ten.: +35928903417, yebealiT: www.bda.bg.

4.9 Ilpeao3supane
CHMMTOMHTE Ha NMPEAO3UpaHE MOTaT Aa BKIIOUYBAT CbHAWBOCT, 3aMasHOCT, eyQopHs HIK AHCMEHOpES.

[TaLeHTHT ce nocTaBa noja HabMoAeHHE U aKO € HEOOXOAUMO, MY C€ OCHTYPABA CHMITTOMATHUYHO H
NOAABLPKALLO NEUYSHHE.

5. ®OAPMAKOJOIHYHH CBONUCTBA

5.1 @P@apMaKoaiHHAMHYHH CBOHCTBA

MdapmaxorepanesTHuHa rpyna: [1oJoBY XOPMOHHK H IpENapaTH, NOBIHABALIY NOAORA
nporectorenn, ATC koa: GO3DA(O4




Mexarnuzom Ha oelcmeue

[IporecTepoOHBT € ecTecTBEH €HAOTEHEH XOPMOH HA XXbJITOTO TANO H € HAH-BaXKHHAT XOPMOH Ha
ABATOTO THAO W T1aUeHTaTa. BuigeiicTea BbpXy eHAOMETPHYMA, KOHTO MOA HEMOBO BIHAHHE
NpeMHHaBa OT NponugepaTHBHa B CEKPETOPHA (pa3a. YTPOrectaH MpUTEXKaBa BCHYKH XapaKTEPHH
CBOMCTBA HA €HJOMeHEH NPOTECTEPOH, B TOBA YHCJI0 AKTUBUPAHE HA NTbJIHATA CEKPETOpHA (a3a Ha
eHAOMETPHYMA, KAKTO M recTareHeH, aHTHECTPOreHeH, cnabd aHTHaHAPOreHEH U aHTUANIAOCTEPOHOB

eeKr.

dapmakoauHaMU1HUTE eheKTH MpU 3amiallBall i MOBTAPALL ce CIIOHTaHeH abopT ca, 4e
MPOrecTePOHbLT MOAYIHPA HMYHHHUTE OTTOBOPH Ha MaHKaTa 3a 3allUTa Ha U1oAa, noaodpaea
yTEPOIUIALIEHTAPHATA LIMPKYAaLUHs, MOJIbPKA LENOCTTA HA LIMIfKATa Ha MaTKaTa Mo BpEME Ha
OpeMEHHOCT, HACLPYABA peNlaKcaLUMaTa Ha MUOMETPHYMAa, HHXHOHUpa NPOM3BOACTBOTO Ha
NpoCcTarnaHAUHH W TIPUTEXKABA NMPOTHBOBBINATUTEAHH CBOHCTBA.

Knunuunu npoy4eanun 3a edpuxacnocm/bezonacrocm

EdukacHocTTa M 6€30NacHOCTTa HA MUKPOHHW3HWPAHUA NPOTECTEPOH 3a NPEAOTBpaTABaHE Ha
CHIOHTaHeH abOPT NPH KEHU, C ABOHHHU PHCKOBH (DaKTOPH 3a KbpBEHE B paHHa OpPeMEHHOCT H
npeJuiliHa AHAMHE3A 33 CIOHTAHHH abopTH, Oewe oueHeHa 8 npoyusaHero PRISM. Honsara or
JIeHEeHHETO ¢ BaruHaneH nporecrepod 400 mg nga NbTH AHEBHO HapacTBa C HapacTBawusa Opoii
NpeJHILHH CIIOHTaHHH abopTH. [lonzaTta noCTHrHA CTATUCTHHECKA 3HAYUMOCT B NPEABAPUTENHO
onpefencHaTa NoArpyna KeHu ¢ TPH WiIH NOBeYE NPEAHILIHY CIOHTAHHH adopTa M KbpBeHe 110 BpeMe
Ha HacToAlaTa OpeMeHHOCT; NPOLUEHTHLT Ha XKUBopoaeHuTe € 72% (98/137) ¢ nporecrepon cpelny
57% (85/148) ¢ nnauebdo (paznuka B yecrorata |5%; cboTHOWEHHE Ha pHucka, 1.28, 95% (I, 1.08-
1.51; P=.004). 3a Tazu rpyna HeodbxoauMuaT 6poi 3a neuenue € 8 (95% Cl, 7-10). Ot rnenna Touka
Ha O6e3zonacHocTTa nporectepoHsT OT 400 mg ce noHacs aodpe.

5.2 PapMaKOKHHETHUYHH CBOHCTBA

YTporecTaH ocHrypsaBa JOKaICH ¢QEeKT BLPXY BarHHaTa U Martkara. EQMKkacHOCTTa Ha BarHHaIHHS
MPOrecTEPOH € CBbp3aHa ¢ 001LOTO KOJTHUECTBO NPOrECTEPOH, HATPYNAHO B CHAOMETPUYMA, a HE C
KONHUYECTBOTO, KOETO ce abcopbupa CHCTEMHO.

AOGcopOrius

MHKpOHH3HMpaHHUAT NpOrecTepoH ce abcopdbupa OBP30 cnea BArMHATHO NPWIOKEHHE. 3a pa3HKa OT
nepopaHug NPOrecTepoH, BArMHANTHHAT NPOreCTEPOH HE NPEThPABA METAOOINIBM MPH TBPBO
NpeMUHABAHE B CTOMAIHO-YPEBHUS TPAKT K uepHus aApob. B pesynrar Ha ,.edexTa Ha MbpBOTO
npeMydHaBaHe npe3 MaTkaTa“ ce HabnAaBaT OTHOCHTEHO BUCOKH KOHLIEHTPALUK B MATOYHHTE U
OJIM3KUTE ThKAHH C HUCKA CUCTEMHA €KCITO3HLIMA HA NMPOrecTEPOH U HErOBUTE MeTabOIUTH.

[ThazmeHara eKcro3uuus ciel MpuicKeHHe Ha Pa3tHiHKM BarmHanHKu 1034 (Hanp. 200 mg ao 600 mg)
€ HeJIHHEeHa ¥ HapacTBa MO-MANKO OT NPONOPLHOHAIHO HA A03aTa. B cHOOLIEHO KNHHHUYHO
Mpoy4BaHe, NPUIaraHeTo Ha AHEBHA BarMHaiHa ao3a ot 600 mg nporectepod Boau A0 cTabHUNHH
I1a3MeHH KOHUEHTPALMH NPe3 LA10TO BpeMe Ha MPHIIOKEHHE ¢ Haill-BUCOKATa CpeaHa nia3MeHa
KOHLEHTpaLus, paBHa Ha okoso 11,6 ng/ml.

PasnpeaeneHue
BaruuanHo npuiaraHuAT MUKPOHH3HPAH NPOTECTEPOH NPETHLPNABA MbPBUA METAabOIUTEH UUKDA B
MaTKarta, MpUYHUHABAHKK NO-BUCOKH HHBA HA XOPMOHA B MATKAaTa U OIM3KUTE ThKaHH.

MaJsikOTO KOJHYECTBO MPOrecTepoH, KoeTo ce abcopOHrpa ce TpaHCNOpTUpa Ype3 KPbBTa U MmdaTa u
npuoan3uTenHo 96% - 99% ce cBbp3Ba C MW1a3MEHUTE TPOTEHHH, OCHOBHO ChC CEPYMHHMA and
(50% - 54%) n TpanckopTuH (43% - 48%).

buotpancdopmalins |
Cnen BarMHATHO NpUIOKEeHHe HabnoaaBaHUTE ML1A3MEHHN HUBA HA MPErHEHONOH U 3-(
AYUXUAPONPOrecCTEPOH Ca MHOIO HUCKKM TOpaaM Juncara Ha first-pass MeTaboIM3bM. ||
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EaxvMMHHHpaHe
95% OT MpOrecTepoHa ce eIMMUHUPA C ypUHaTa noa GopMaTa Ha rJIKOKOPOH KOHIOTUPaHH

MEeTaDONUTH.

5.3 [IlpeaxkJHHHYHH JaHHH 32 6€30MACHOCT

[IpekMMHHYHHTE JaHHHW HE Pa3KPUBAT MOTEHLUANHA ONACHOCT 3a XOpaTa, N030BaBaiKH ce Ha
KOHBEHLHOHATHUTE (hapMaKOJIOTHYHH NPOYy4BaHHA BbPXY ePHKACHOCTTA 1 Oe30NacHOCTTA.

6. ©APMAIEBTHYHH JAHHHU

6.1 CnHcbx HAa TOMOIHHTE BEIIECTBA

Kancyano cvovpocumo:
e CnbHYOrneaoBO Macno, pagpuHUPaHo
o (CoeB NEUHUTHH

Kancyana obsuska:
o XenaruH
e [nuvuepon (E422)
o Twuranos aMokcua (E171)
o [lpeuncrena sona

6.2 HecbBMeCTEMOCTH

Henpunoxxumo

6.3. Cpok Ha roanoct

3 rOANHH

6.4 ChnensanHH YCJIOBHS HA ChXpaHEeHHE

Ja ce chbxpaHABa B OpHruHanHaTa OnakoBKa.

6.5 Buau cbabpKaHHe HA ONAKOBKATA

Yrporecrad 400 mg BariHanHK KarncyJl4, MeKH, Ce Npeasara B KApTOHEHH KYTHH, ChAbPXKaLUH:

bsana HDPE 6yTunka ¢ 15 kancynu, ¢be 3alMTeHa ot acua 6sma nonunponuieHora (PP) kanauka c

BHHT M Kbcallo ¢e cpedbpHO donuo.
PVC/Alu 6amcrepu ¢ 15, 30 wnn 45 kancyiu.
He BcHuky BHIOBE ONAKOBKM MOraT Aa ObaaT NyCHATH Ha rnasapa.

6.6 Crnenua/JHH npeaANasHH MepKH NPH H3IXBLPAsAHE H pabora

Heu3non3BaHHUAT MpOAYKT UJIH OTMNAaAbHYHHUTC MAaTCPHAIIHU OT HCIO TpFIGBﬂ Ra CC HIXBBPJIIAT B
ChOTBCTCTBHE C MCCTHHUTC H3IUCKBAHHA.

7. IMPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Besins Healthcare Ireland Limited
Plaza 4, Level 4 Custom House Plaza,
Harbourmaster Place, [FSC,

Dublin 1, DO1 A9N3




Hpnauauns

8. HOMEP(A) HA PASPELLIEHHETO 3A YIIOTPEBA

Peructpaunonen Ne 20250030

9. JATA HA ITBPBO PABPEUITIABAHE/MIOJHOBSABAHE HA PASPEIIEHHUETO
3A YIIOTPEDBA

JlaTta Ha nbpBO pa3peluaBaHe: 28 Anyapu 2025 r.
JlaTa Ha nocneaHO NOOHOBABAHE:

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA




