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2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB

JlexapcTBeHO BewLlecTBO: IeBoHOprectpen (levonorgestel) 52 mg. CpenHata in vivo CKOPOCT Ha OTJENIHE e
20 mukporpama/24 Haca npe3 IbpBaTa roMHA.

3a MBAHMS CITMCHK Ha ITOMOIHMTE BELIECTBA, BUXKTE ToUKa 6.1.

3. JEKAPCTBEHA ®OPMA

BwTpemaroyHa nexapereonoctapsma cucrema (IUS).

BwrpemarouHara cuctema, gocrapsma aesoHoprectpen (LNG), ce ceerou ot 6s1a unu nouru 6sn1a
JieKapcTBeHa ChPLIEBHHA, IIOKPHUTA C HEMpo3payHa MeMOpaHa, KOSTO € MPHUKPEerneHa KbM BEPTHKATHOTO paMo
Ha T-oOpa3HoTO TS10TO.

Bsanoro T-06pa3HoTO T10 MMa NPUMKA B Kpas Ha BEPTUKATHOTO paMo U 1B XOPH30HTAJIHH paMeHa B
npyrus kpaid. Kem npuMkara ca npukpeneHy kadasy NOABWKHHA HULIKH. BepTukannoro pamo Ha IUS e
Pa3nonokKeHo B alyIMKalMOHHA Tph0a Ha BbpXa Ha aruMkaTop. T-yuacTeka Ha MupeHa cbabpika Gapues
cyndar, KOHTO ce BU3yanu3Hpa npy peHTreHoro uscnensate. Cucremara (IUS) u annukaTopsT He ChABPIKAT
BHAMMH MIPUMECH.

4. KJIMHUYHHA JAHHA

4.1 TepaneBTHUYHH HOKA3AHHS

KonTtpauenuus.

HWauonaTuyna MeHoparusl.

[TpoTekiys Ha eHIOMETPHUYMA OT XHIEPIIa3 s M0 BpeMe Ha eCTPOTe€H-3aMeCTHTENIHA Tepanusl.

4.2 Jlo3npoBKA M HAYHH HA NPHJI0KeHHE

Ho3upopka

[TepBOHaYaNHAaTa CKOPOCT Ha OTAENAHE in vivo e npubmuzurentHo 20 Mukporpama/24 yaca, cies neT roauHu
HamansBa 10 18 mukporpama/24 yaca cnen eqHa roguHa 1 o 10 mukporpama/24 gaca. CpenHaTta cKOpoCT

Ha OTJENIsHE Ha JIEBOHOPrecTpeN 3a IeTTe FOfAMHM € 0koso 15 Mukporpama/24 yaca.

Heouampuuna nonynrayua
Hsima mpunoxumo nokazaHue 3a ynorpebarta Ha MupeHa npeau MeHapxe.

Hauun Ha npunoxxeHue

MpupeHa ce nocTaes B MaTO4YHATa KyxuHa. EQekTHBHA € B NPOAb/DKeHHE Ha 8 rOaMHU
KOHTpALETILMA M 5 TOAMHH 3a MIOKa3aHHeTO WAMONAaTHYHA MEHOparks. 3a HaMHpaHe T
OTCTpaHsBaHe/3aMsHa BHXXTe TOuKa ,,OTcTpaHsBaHe/3amMsaHa™.




led JKCHH Ha XOPMOHO3aMECTHTECIIHA TEPAIllkA MupeHa MOJKE [1a Ce U3M0JI3Ba B KOMOUHALMA ¢ nepopaiHu
WJIK TpaHCAEpPMallHK €CTPOr€HOBH NMPOAYKTH, KOMTO HE CbABPIKAT NPOrecTareH!.

° [TocTapsHe U OTCTpaHsIBaHe/3aMAHa
ITocTaBsane

Mupeﬁa Ce JOCTaBs C HaAnOMHAIIA KapTa 3a NalMeHTa BbB BBHIIHATA KapTOHEHa OINaKOBKa. [TonbnHeTe
HarnoMHALATa KapTa 3a NalueHTa 1 g JIaiiTe Ha NMalMeHTKaTa Cle/ [OCTARIHETO.

INpenopbynTento € MupeHa Jia ce [OCTaBs caMo OT Jiekap (aKylepka/MeIHIMHCKH CIIELMATHCT), KOHTO uMa
OMHMT B MOCTABAHETO H/MITH € JOCTaThUHO 00y4eH 3a noctassiHe Ha MupeHa.

ITpw >keHH BBB GepTHiIHA BB3pacT MupeHa TpaOBa 1a ce MOCTaBM B MaTOYHATa KyXHHA B CPOK OT CEIEM JHH
cIieq] 3arovBaHe Ha MEHCTpYaLUATa.

[lpw skeHH BBB (pepTHIHA BB3pacT MupeHa TpaOBa 1a ce NOCTaBM B MATOYHATA KYXHHA B CPOK OT CEJIEM JIHH
clie]] 3aro4BaHe Ha MeHcTpyauusaTa. B To3u ciyuaii He e HeoOXxouMa NOMBIHMTETHA KOHTPaLENLU.
MupeHa Moke 1a 6b/ie TOCTaBeHa 0 BCAKO BPEME Ha LIMKBIIA, aKO JIEKapAT MOXKe Ja Ob/ie Halb/IHO
curypeH (kakro e onpeneneHo or CeeroBHara 3apaBHa Opranusaiys), ye )keHaTa He € OpeMeHHa. AKo
MOCTaBAHETO € CJIel [IoBeYe OT CEeM JHU OT HaualoTO Ha MEHCTPYAHOTO KbPBEHE, 3a Ja NPEI0TBpPaTH
BpemenHoCTTa TPAOBA A ce U3MoI3Ba GapuepeH METO Ha KOHTPALIeNIMs WK NalMeHTKaTa Tpabea aa ce
BB3/IbprKa OT MOJIOBO CHOIIEHHE Npe3 clieaBauuTe ceneM AHU. OOMUCIeTe BB3MOXKHOCTTA 33 OBYJIalMs U
34yeBaHe MpeaH Aa M3I0I3BaTe TO3M NpoaykT. Mirena He e noaxoasiua 3a ynorpeda KaTo NoCTKOMTalleH
KOHTpNTHB (BIkTe TOUKa " CrelHaTH1 NpeXypexKIeHHs 1 NpeAna3sHi MepKkH NpH ynorpeba").

MHPBH& MO2KE J1a C€ 3aMEHH C HOBA BBTPEMATO4YHA CHCTEMA I10 BCAKO BPEME Ha MEHCTPYaNMHHA ITHKBJL.
CucremaTa MOKe CBILO TaKa J1a 6‘5}16 MOCTaB€HA HEIIOCPEACTBEHO CIIEN a60pT, U3BBPLICH B [IEPBOTO
TpHMECEYHE Ha GPGMBHHOCTTE.

Crnien paskaHe MOCTaBSHETO TPOBa fa O'b/ie OTIOKEHO, AOKATO MaTKaTa IPeThPITH MBJIHO 0OpaTHO
pa3BUTHE, IPU BCUYKH CITy4YaH He [0-PaHo OT LIECT CeMMULIM crefl pakaane. B cmyuqald, 4e o6paTHoTO
pa3sBUTHE e 3HAUMTENHO 3a0aBeHo, TpaORa Ja ce u34aka 10 12 ceqmMuuM cief paxaaHe. B ciaydau Ha TpyaHO
MOCTaBsiHe M/WIM cuiiHa 60JIKa M KbPBEHE 110 BpeMe Ha WK clief ocTaBsHe, Tpa0Ba [a ce B3eMe MPeaBH I
BB3MOJKHOCTTA OT nepdopaims 1 TpsaOea fa ce B3eMaT MOAXO/IALIN MEPKH KaTO (U3MKAIeH U YITPa3BYKOB
npernen. Camo duzukaieH npernen (BKIKOUMTEIHO MPOBepKa Ha HULIKKM) MOJKE []a HE € JOCTaThY€eH 3a
W3KITIOYBAHE Ha YaCTHYHA mepdoparus.

Koraro ce u3nosi3ea 3a npoTeKiys Ha eHI0OMETpUyMa 110 BpeMe Ha XOPMOHO3aMECTHTEITHA TepaIus,
MupeHa MOKe [ja ce NMOCTAaBH 110 BCAKO BPeMe NPH XKEHU B aMEHOpEes U 11pe3 NMOCJIeIHUTE JHH Ha

MEHCTpYyaluATa WKW AUMKITHYHO KBPBEHE IIPH OCTaAHAIIUTE JKEHH.

OrcTpanseane/3aMsaHa

Konmpayenyus: Cuctemara TpsAbBa 1a O/l OTCTpaHEHa WM 3aMEHeHa cliefl 8 roquHu. AKO He ce Jkenae
OpeMeHHOCT, cucTeMarta TpsiOBa Jla ce OTCTPaHH B PAMKHTE Ha 7IHH OT HA4al0TO Ha MEHCTpyalusTa IpH
JKEHH BbE (DepTHIIHA BB3PACT, TPH MOJIOKEHHE Y€ UMAT HOpPMalleH MEHCTpYyaleH LIMKBI. AKO CHCTEMATa €
OTCTpaHeHa B JPYTO BpeMe B PAMKMTE Ha LIMKBJIA WJIM JKEHATa HAMa HOpMaJleH MEHCTpYaJleH LIMKb] U
JKEHAaTa € MMaJia I10JI0B KOHTAKT B pAMKHTE Ha ChlllaTa CeIMMLA, ChILECTBYBA PHCK OT 3abpemeHsBaHe. 3a na
Ce OCHI'YpHU NMpOIb/DKMTEIHA KOHTPALENLKs, HOBaTa cucTeMa TpsaOBa fa Ob/e nocTaBeHa He3abaBHO MU
TpaOBa Jja ce MHUIIMKpA ANTEPHATHBEH METO/ Ha KOHTpALIETLIMsI.

Houonamuuna menopazus: Cucremara TpsadBa fa Obe OTCTpaHEeHa WK 3aMeHeHa B cllyya
CHUMIITOMHMTE Ha MIMONATHYHA MEHOparus ce 3aBbpHaT. AKO CHMIITOMMTE HE CE 3aBbpHAT
5 roguHM, MOXKe 1a ce 0OMHUCIM NpobJbKkaBaHe Ha ynoTpebara Ha cuctemara. OTcTpaHe
Hal-KBbCHO cliefl 8 ToguHH.



MupeHa ce 0TCTpaHsABa, Ype3 BHUMATEIHO U3IbPIBAHE HAa HUIIKKUTE ¢ hopuenc. YNpaKHABAHETO Ha
JOMBJIHUTETHA CUIIA/OCTPU HHCTPYMEHTH TI0 BpeMe Ha OTCTpaHABaHe MOYKE [a TPeIM3BHKA CUYIIBaHE HA
uznenuero. Cren oTcTpaHsBane Ha MupeHa, H3genueTo TpsabBa Aa 6bae NPOBEpeHo, 3a a Ce YBepHTE, ue €
oTcTpadeHo usLsno. [Ipu 3aTpyaHeHo OTCTpaHsaBaHe ce ChoOIaBaT EAUHUYHH CITy4aH, PU KOUTO
XOPMOHATHHAT LHATHHIBD Ce © TIPHIUTB3HAI Ha/l XOPU30HTATTHUTE PAMEHE W ' CKPHBA 33€/IHO BETPE B
uuIHHIbpa. Tasu CUTyauus He M3MCKBA M0-HATATBUIHA MHTEPBEHLIHS, Cllell KATO BEIHBIK € YCTAHOBEHA
LeN0CTTa Ha BhTpeMaToyHaTa cucTemMa. M3mbKHATUTE Kpauia Ha XOPH30HTATTHHTE paMeHe 0OHKHOBEHO
NpeanasBaT MbJIHOTO OTAENISIHE Ha LWWIHHIABPa oT T-00pasHoTo Tsu10. B ciiyyail, ye HUIIKKUTE He Ce BHKAAT U
cHCTeMara € B MaTO4YHaTa KyXHHa, TS MOJKe Ja Obie OTCTpaHeHa KaTo ce M3MOI3Ba TECEH ABpPIKATEL.
B13MOKHO € [1a ce HaJIOXU QUlaTalus Ha UePBUKAIHUS KaHa WIH IpYra XUpYprudHa HHTepBEeHLIUS.

AKO jKeHaTa JKeJlae Ja POABIDKH 2 U3M0/I3Ba TO3H KOHTPALENTHBEH METO/, TIPH CaMOTO OTCTPaHsSBaHE Ha
MrupeHa T4 Moke Ja Ob/Ie 3aMEHeHa C HOBa.

o Wuerpyxuuu 3a ynorpeba u pabtota

MupeHa ce Ipeanara B CTEpUIIHA ONaKOBKa, KOATO He OMBa [1a ce OTBaps, JOKATO TOBA He € HeoOXOoauMOo 32
noctaBsHeTo H. [Ipu oTBOpeHa onakoBka ¢ npoayKTa TpsAOBa oa ce HopaBH KaTo ce B3eMaT MEpPKH 3a
acenTHYHOCT. AKO CTEpUIHOCTTA Ha ONIAKOBKATA € HApYIleHa, MPOAYKTHT TPAOBA Ja ce YHHILONKH.

4.3 IlpormBomoxasaHus

- H3BecTHa unu npeanonaraeMa OpeMeHHOCT;

- HacTosimo umm petMaMBUpalio Bb3najuTesHO 3a00/1BaHe B Ta3a;

- Hudexuus Ha JOTHHA TreHHTANIEH TPaKT;

- Eunpmomerpur cliief paskaaHe;

- AGOpT, yCIIOKHEH ¢ MH(EKIHS, [IPe3 NOCIeIHHTE TPH MECela;

- Llepruuur;

- [lepBUKanHa OUCILIA3H,

- ManurseHo 3a0osBaHe HA MATKATA WIH MAaTOYHATA IIHHKA;

- [TporecrareH-3aBUCHMH TYMOPH, HATIP. paK Ha IbpAaTa;

- ABGHOPMHO MaTOUHO KPBBOTEUCHHE C HEM3ACHEH IIPOU3XO]L;

- Bpoaenu unu npuaoOUTH aHOMATTHH Ha MaTKaTa, BKIFOYUTENHO U GUOPOMHH 00pasyBaHusd, ako Te
JedopMHpaT MATOYHATA KYXHHA;

- CBCTOAHU, CBBP3aHHU C MIOBHLIEHA BB3NPHEMYHUBOCT KbM HHEKIIMH;

- Octpo yepHOAPOOHO 3a00NBaHE MITH TYMOP Ha YepHHUA Opo0;

- CEpBX4yBCTBUTEIHOCT KbM AKTHBHOTO BEIIECTRBO MK KBM HAKOE OT TIOMOIHHATE BEIECTRA.

4.4 Crenmansu npeIynpexIeHns B NpeNNa3Hd MEPKH NPH yuoTpeda

aneﬂa MO2KE N1a C€ M3IMO0J3Ba C MOBHIIEHO BHUMAHHUE CIIEN KOHCYITAUMA C JCKap-CIICHHAAINCT HITH TpH6Ba
aa 6’1),[[8 OTCTpaHEHA, aKO € HaJIML€ MJIH 3a [NPBB BT BE3HUKHE HAKOE OT H36pOCHI'ITB No-n0NY ChbCTOAHMA:

- MUrpeHa, (poKaTHa MUTPEHa C aCHMETpHYHA 3ary0a Ha 3peHHe WK APYT'd CHMIITOMHM Ha TpexX0oiHa
HepeGpanHa HCXeMES;

- U3KJTFOUMTEITHO CHITHO I1aBoGosine;

- JBITEHULIA;

- 3HAYMTESIHO MNOBUILABAHE Ha KPBBHOTO HAJISATAHE;

- TEXKKO apTepHaTHO 3a00NgBanHe, KaTO MO3bYEH HHCYNT WK UHDAPKT HA MUOKAp/a;

- OCTHP BEHO3€H TpOoMO0eMOOIH3BEM

MHpeHa MOJKE Ja C€ H3MMOJI3Ba C MOBUIIEHO BHUMAHUE MPH KEHHU C BPOOCHO CHPASYHO 34!
KJIAIIHO 3acAraHe ¢ pUCK OT HH(.J[)eK_L{l’IOSeH CHOOKapauT.




J'[esonoprec:'rpen B HHCKH I03H MOJKE J1a MOBJIMAC ITTIOKO3HKMA TOJEPAHC, TaKa Y€ IMpH ﬂH&GCTHqKH
H3MNO0JI3BAHETO Ha aneHa H3HCKBa CJICACHE Ha KPbBHATA 3axap.

HepenoBHUTE KPBBOTEUEHUS MOraT 1a MACKUPAT HAKOM CUMIITOMH M IPU3HALM Ha eHI0MeTpHalHa
N0JIMNO3a WK pak. B Te3u ciy4au Tpabea Ja ce npeanpreMaT AMarHOCTHYHH MEPKH.

MpupeHa He e MeTOJ1 Ha NPBE U300p IpH JKEHU B IOCTMEHOMNAY3a ¢ HalpegHana aTpogus Ha MaTKaTa.
[Topamm orpaHHYeHaTa eKCIIO3MUHA B H3NMUTBaHUATa ¢ MupeHa 3a MoKa3aHHeTO MPOTEKLHsA Ha
EH/IOMETPHYMa OT XHUIepIUIasus 110 BpeMe Ha eCTPOreH-3aMecTHTEHA Tepanus, HaTHYHHUTE JaHHHU ca
HEeNOCTAaThYHH, 32 ]a MOTRBPIAT HITH OTXBBPIAT PUCKa 32 pak Ha rbpiara, koraro MupeHa ce U3Mon3ea 3a
TOBA MOKa3aHHeE.

Meouyurncxu npeznedu/xoHcyimayuu

[Tpeau mocTaBsHETO Ha criMpanara XkeHata Tpsa0Ba na Oble yBeaoMeHa 3a eUKaCHOCTTa, PUCKOBETE,
BIUTIOYHMTEJIHO NPU3HALIMTE U CHMIITOMHTE Ha TE3H PUCKOBE, KAKTO € ONMCAHO B JIMCTOBKATA 3a ITALIMEHTA 1
HEJKEIaHUTe peaKlMH MpH IpUIoKeHHeTo Ha Mupena. Tpsa0sa na ce nposesie QusKKaneH nperies,
BKJTFOYBALL [TPEeryIe]l Ha MANKUA Ta3 W Nperyies Ha repauTe. TpsaOea 1a ce HanmpaBy LIMTOHAMa3Ka, CIIOpe]
olLieHKaTa Ha MeaMUMHCKHA criennanucT. TpadBa Ja ce W3kmo4ar OpeMeHHOCT U 3a00JIaBaHus, MTpeaBaHu
1o 1mojoB NbT. ['eHuTanHuTe HHpEKUMH TpaOBa Ja 6baT yCrelmHo JIeKyBaHHt. 3a 1a ce NpeLieHH BPEMETO Ha
MOCTaBsHE, 32 H3K/IIOYBaHe Ha OpeMeHHOCT, BrxkTe "J[03MpOBKa M HaulH Ha npunokeHue" . Tpabra na 6baar
ornpeeneHH MOMIOKEHWETO Ha MaTKaTa U pa3Mepa Ha MaTouHaTta KyxuHa. Pasnonoxxenuero Ha MupeHa BbB
dyHayca Ha MaTKaTa € U3KIIOYUTEIHO BAJKHO, 32 J1a C€ OCHI'YPH PABHOMEPHA €KCIO3ULMs Ha EHIOMETpHyMa
Ha JIeHCTBUETO Ha NPOrecTareHa, 1a ce NpeJoTBPaTH U3XBHPJISHE H 1a Ce TIOCTUTHe MaKCHManHa
edukacHocT. ITopanu ToBa, CTPUMKTHO TpsOBa 1a ce cna3BaT MHCTPYKLMMTE 3a nocTaBsHeTo. Thi kaTo
TEXHHMKATa Ha [IOCTABsHE € Pa3/I4Ha OT Ta3M IPU JPYTUTe HHTPAYTEPHHHHM CHCTEMH, CrIENHaIHO TpAOBa 1a
ce HabnerHe Ha 0Oy4YeHHETO Ha MpaBHJIHATA TEXHUKA Ha MocTaBAHe. [locTaRAHETO M OTCTPaHABAHETO HA
cucTeMara Moxe Ja ObaaT ChIIPOBOJEHH C W3BeCTHA Ooska M kbpBeHe. [Ipouenypara Moxke Ja JoBeae 10
NpUIa bk KaTo Ba30BarajHa peakiks WK MbPUYOBE NPY ENHIESNITHYHN NalHeHTH.

KouTponuu npernenu cnensa ga ce npaear 4 no 12 cenMULM cliefi TOCTABIHETO M ClIe]] TOBA €IMH BT
FOQHUINHO MITH TO-YECTO, aKO CHINECTBYBAT KIMHHYHH WHIHMKAIHH.

Mupeﬂa HE € noaxoasauia KaTo NoCTKOMTAJIEH KOHTPALIENTHB.

Twii KaTo HEPEIOBHOTO KbPBEHE/3aLanBaHe € 00UYaiHO 110 BpeMe Ha [TbPBUTE MECELH Ha Teparus,
JKEJIATEJTHO € Ja CE M3KJIHOYH MaTOJIOTHA Ha CHOOMETpUYMA NPEOH MMOCTaBAHETO Ha MupeHa.

B ciy4aii e crcTemara e ocTaBeHa Nno-paHo ¢ LeJl KOHTpaLEenLus, ako ce MOABH KbPBEHE Clie]l 3all04BaHe
Ha €CTPOreH-3aMECTUTENTHA Tepanus, € He0DXOMHUMO J1a ce W3KITIOUH NMaTONOrHsA Ha eHIOMETPHYMA.

Axo ce NPpOABAT HAPYIIEHUA B MEHCTPYaJTHUA LIMKBII 10 BpEME Ha NPOABJDKHUTETHO JICHYECHHE, Tpﬂ6Ba ChLIO
Taka [a ce npeanpyeMar noaxonsaiiy JHarnoCTHYHH MEPKH.

Hevecmo xvpeene/amenopes

ITpy >xeHH BBB epTHITHA BB3PacT HEUECTO KbpPBEHE M/UIH aMeHOpes ce pa3BUBaT nocreneHHo npu 20 % ot
senure. B kpas Ha ronuna 8 ot ynorpe6ara Ha MupeHa, HeUeCTO KbpBEHE M aMEHOpes Ce Cpellar
cboTBeTHO npu 26% u 34% ot norpedurenure Ha MupeHa. 3a Bp3MOKHA OpeMEHHOCT MOJKe J1a Ce MHCIH,
aKO MEHCTpYaIl|s He HACTBMHU 6 CeIMHUIM CNejl HAaYaloTO Ha MpearLIHaTa MeHeTpyauus. [1pu sxeHuTe ¢
amMeHOpest MOBTOPEH TecT 3a OPEMEHHOCT He € He0OX0MM, OCBEH aKO He O HAJIOXKAT APYTH CUMITOMH.

B cnyuauTe korato MupeHa ce KOMGHMHMPA C MPOABIDKUTEHA €CTPOreH-3aMeCTUTEIIHA TEP
MOBEYETO JKEHU [TOCTENEHHO HACTBIIBA AMEHOpEes Npe3 IbPBAaTa roOMHA Ha JIeYeHHE.

Hugpexyua 6 obnacmma na mankus masz



AnnukanuoHHara Tpe0a 3amuraBa MUpeHa 0T KOHTAMHHALIMA ¢ MUKPOOPraHHU3MH 110 BpeMe Ha
NOCTABAHETO M B MATKaTa. AITMKATOPBT € CIIeLMaTHO Ch3AaZeH, 3a Ja HaMaJld pucka oT uHdpekuuu. [Ipu
JKEHUTE, U3MOJI3BAllH MEHH BETPEMATOYHH NPOTHBO3a4aTh4Hu cpecTea (BMC), pHckbT OT HHMeKUUH B
Ta3oBaTa 001acT e Hali-BHCOK 10 BpeMe Ha IIbPBUs Mecel] Clie]l TOCTaBIHeTo, a cefl ToBa criaja. Mssecten
pUCKOB (haKTOp 3a Bb3NATUTENHO 3a00/s1BaHe B Ta30BaTa 061acT ca MHOrOOPOMHHTE CeKCYaNHH NapTHHOPH.
Tazosara uHMEKLMA MOYXKE 1a KMa CEPHO3HH MOC/EICTBHS, KaTO MOJXKE [a HaMai GepTHIMTETA U ITOBUILH
pucka oT ektonuyHa 6pemeHHocT. KakTo npH ApyruTe riHEKOJOrHYHH HIIH XHPYPrHYHH NIPOLELYPH, MOXKE
Jla B3HUKHE TeXKKA HH(DEKUHS WK CETICHC (BKITIOYMTETHO CENCHC, MPEIM3BUKAH OT CTPENTOKOKH rpynaA)
crnen nocragaHe Ha BMC, BBIIpeKy ue TOBa € M3KITHUYHTEHO PSIKO.

AKO >keHaTa ¥Ma peKypeHTeH eHIOMETPHT WK HH(EeKUMH B Ta30BaTa 061acT WM ako ocTpara HHpeKums e
TEXKKA WJIH HE Ce MOBJIHABA OT JIeYeHHe B PAMKHTE Ha HAKOJIKO THW, MupeHa cnenpa Ja Ob1e OTCTpaHeHa.

[Tpenopb4BaT ce 6aKTEPHOIOrMYHU H3CIEIBaHUA Y HaO/IIOIEHHE JOPY NPH JIMCKPETHH CHMITTOMHM Ha
UH(pEKLHMS.

H3xevprane

B pamkuTe Ha KIMHHYHWTE MPOy4YBaHMs ¢ MupeHa 3a NOKa3aHUeTO KOHTpaLEenys 4ecToTaTa Ha
W3XBBPJIIHE Ha BTPEMAaTO4YHATA JIEKAPCTBOJOCTaBALLA cucTeMa € HUcKa (<4% OT MOCTABEHHMTE) U B CBIIHTE
rpaHMLM, KakTo chobimaanuTe 3a Apyrd BMC. CUMITOMHTE Ha 9aCTHYHO HJIM ITBJIHO H3XBBPIISHE Ha
Mupena, MOJke Ja BKIIOYBAT KbpBeHe Wi Oonka. BramoixkHo e, obaue, cucremaTa 1a 6b/1e H3XBBPIIEHA OT
MaTkara u Oe3 xkeHara 1a 3abenexu ToBa M Ja AoBeAe 10 3aryba Ha KOHTpalenTUBHaTa 3amuTa. Thid KaTo
MupeHa HaMalIsiBa MEHCTPYATHOTO KbpBeHe, 3aCH/IBAaHETO MY MOXKE Ja € MHAMKALIUS 3a H3XBBPIIIHETO H.

PHCKBT OT H3XBBPIISHE € NOBHUILIEH NPH

- JKenu ¢ anamHesa 3a TEXKKO MEHCTPYaTHO KbpBeHe (BKIFOYHTENHO XKEHH, KOMTO M3noa3eaT MupeHa
3a JIeYeHHe Ha TeXKKO MEHCTPYaJIHO KbpPBEHE)

- JKeHu ¢ N0-BUCOK MHIEKC Ha TeJleCHaTa Maca KbM MOMEHTa Ha IOCTaBsHE; TO3H PUCK CE yBeIMuaBa
NIOCTENEHHO C MOBMIIABaHe WHIEKCA Ha TeJlecHaTa Maca.

XKenure Tpabra na ObaaT KOHCYNTUPAHM MO OTHOLIEHHE HAa BE3MOXKHUTE MPU3HALY HA M3XBBPIISHE H KaK J1a
MPOBEPABAT HULIKUTE Ha MUpeHa, U ChbBETBaHM Jla CE CBBbPIKAT C JIEKaps CH, aKO He MOraT Ja Hanuar
nuikure. Tpadea na ce u3non3ea GapyuepeH MeTO/ 3a KOHTpaLenius (KaTo npe3epBaTHB) IOKAaTO He ce
MOTBBPJHM MECTONOJIOKEHUETO Ha MupeHa.

YacTHYHOTO H3XBBPJISHE MOKE A2 TIOHWKH epuKacHOCTTa Ha MupeHa.

YacTruHo u3XBbpieHata MupeHa Tpsabea 1a Ob/ie oTcTpaHeHa. B MoMeHTa Ha OTCTpaHsABaHe MOXKE Ja ce
MOCTABM HOBA CHCTEMA, [IPU YCIIOBHE Ye € U3K/IIoueHa OpeMeHHOCT.

Ilepgopayus

Moske a HacThIH NiepQopalMsa WITH NEeHETPaLus B TANOTO WM B IIKMHKATa HA MAaTKAaTa, KaTo TOBa Hal-4ecTo
Ce CIy4Ba [0 BpeMe Ha [0CTABSHETO, BLIPEKH Ue TOBa MOoxKe Aa O'bJe yCTaHOBEHO Ha N0-KBCEH eTall U MOXKE
1a MOHWKK eheKTHBHOCTTa Ha MupeHa. B To3u ciyuaii cuctemara crefipa 1a Obe OTCTpaHeHa; MOXKe /ia ce
HAJIOKH XHPYpPruyHa Hameca.

B roisiMo npocrekTHBHO CPAaBHUTENIHO HEMHTEPBEHLMOHAIHO KOXOPTHO H3MMUTBaHe IIPH NOTpeOHuTeNnH Ha
BMY (N = 61 448 xeHu) ¢ nepuon Ha HabmoneHue | roguHa, yectoTtata Ha nepdopauus e 1,3 (95% CI: 1,1
- 1,6) na 1000 nocrassHus B LsuiaTa u3cnensana rpyna; 1,4 (95% CI: 1,1 - 1,8) na 1000 nocraBsuus B
rpynara Ha Mupena u 1,1 (95% CI: 0,7 - 1,6) na 1000 nocrapsHua B rpynara Ha MegHHTe BMY.
VabkaBaHeTO Ha NMepruoaa Ha HaOMroIeH|e 10 S5 TOJWHH B NOArpYINa Ha TOBA U3MUTBAaHE
uznon3eaiy Mupena win meanu BMY, 73% ot Te3u skeHu ca pasnonarany ¢ HHpopma
rOJMHH OT MPOCJIEAABaHeTO), YCTAHOBEHATa YecToTaTa Ha nepopalys Mo BCSIKO BPeM
roauiueH nepuoa e 6una 2,0 (95% CI: 1,6 —2,5) na 1000 noctaBsHus.

KbpMeHeTo 1o BpeMe Ha MOCTABSIHETO M NMOCTABSHETO N0 36 ceAMULM Cllel] paskaaHeT
PHUCKOBH (DaKTOPH M B MOArpynarta, KOMTO ca OUIM npocneasBaHy B NPOABDKEHUE Ha




ITpoyuBaHeTO MOKa3a, Ye KaKTO KbPMEHETO MO BpeMe Ha MOCTaBsHe, Taka U MIOCTaBsHETO 10 36 ceAMHLIM
crel pakJaHe ca CBbP3aHH C MOBHLIEH pHCK OT nepdopauus (Bwxk tabnuua 1). Te3u puckoru dakropu ca
61K NOTELPAEHH B CyOrpymnarTa, npocieneHa B paMKuTe Ha 5 roguuy. [IBara (akropa ca He3aBUCHMHU OT
BHIA Ha nocrasenoto BMYVY.

Ta6amua 1: Yecrora Ha nepdopauus Ha 1000 nocraBsaHug 3a LgiaTta U3cneqBaHa rpyna HaOnoqaBaHy Haj
1 roguHa, cTpaTHhHLIKpaHa MO BpeMe Ha KbpMEHE U NEPHO/L OT BpeMe Clle/l PaKJaHe MPH MoCTaBsaHe
(paknanu JKeHH)

Kspmeinu o Bpeme Ha Hexbpmeluy mo BpeMe Ha
MOCTABIHETO MOCTABSHETO
ITocrassxe < 36 5,6 1,7
CeIMHLH clen
PaKIaHEeTO 95% CI 3,9-7,9, 95% CI 0,8-3,1,
n=6047 nocraBsHus) n=5927 nocTaBsH!:)
[Tocrapane > 36 1,6 0,7
CeIMULM Cren
pakIaHEeTO (95% CI 0,0-9,1, (95% CI 0,5-1,1,
n=608 nocTaBaHuA) n=41,910 nocTaBsHus)

PucksT oT nepdopauus Moxke 1a Obie yBenu4eH npu )eHd ¢ GUKCHpaHa peTpoBep3Ha MaTKa.

[TOBTOpPHHMAT Mperien ciel nocTapsHe TpaOBa Aa cleaBa yKazaHUATa, JaJeHHU M10-rope B TO4Ka
»MEIHLIHHCKH ITperiel/KOHCYITauus, KOMTO Morar a ObAaT aganTHpaHy, KakTo € KJIIMHHYHO MOKa3aHo
NP JKEHHU C PHUCKOBU (PaKkTOpH 3a nephopaius.

Pak Ha repaara

[Ipu MeTa-aHamu3 Ha 54 enUAEMHOJOrMYHH NPOYYBaHUS ce cho0IaBa 3a JeKko IOBHILeHHEe Ha
oTHocuTenHuA puck (RR = 1,24) ot pak Ha repaara, AMarHOCTULIMPAH MPH JKEHH, KOMTO Ca M3MOI3BAIH B
MOMeHTa kKomMOuHHpaHu nepopainHu koHtpauentusy (KIIK), npeauMHo npoayKTH, ChIobprKally eCTPOreH-
nporectareH. JJombIHUTEIHUAT PUCK [TOCTENEHHO W34e3Ba B NPoAb/DKeHue Ha 10-Te roaMHu cien cnupaxe
na ynorpebara Ha KITK. Ti kaTo pakbT Ha rbpaTa € paabk IpH skeHH noj 40-roguiiHa Bb3pacT,
JONBJTHUTENTHUAT Opoii Ha MUArHOCTHLIMPAaH Pak Ha I'bp/AaTa B HACTOSLIMTE W CKOPOLIHMTE NOTpeOHTEeNH Ha
KIIK e manbk B cpaBHeHHE C OOLIMS PUCK OT pak Ha rbpaara. Bb3MOIKHO € pUCKBT OT PaK Ha I'bpJata Ipu
YKEHHUTE, U3MOJI3BALIH CAMO MPOrecTareH-ChAbpIKallK TabNeTky, fa e nogobeH Ha pucka, cebp3aH ¢ KITK.
[pu npoayKTHUTE, ChABPKALLM CaMO nporecrareH, obaue JoKa3aTe/ICTBaTa ceé OCHOBaBaT Ha MHOI'O MO-MaJlka
IOy Ials MOTPeOUTENH H MopaIy TOBa ca Mo-Majko ydeauTenHu oTkonkoro npu KIIK.

Puck npwu xeHu B MeHonaysa

PHCKBT OT pak Ha rbpJarTa ce yBe/M4aBa NpHU JKEHU B MEHOIAy3a, U3M0I3Ballld CUCTEMHA (T.€. IepopaiHa
WM TpaHcaepmaliHa) XxopMoHosamectuTenHa Tepanus (X3T). Tozu pHck e no-BHCOK NMpHU KOMOMHHpaHa
X3T, chabprkallia eCTpOreH —TporecTareH, OTKOJIKOTO caMo ¢ ecTporeH. TpsOBa na ce HampaBu cripaBka
CHLIO U C NMPOJYKTOBaTa MHPOPMAIHs HAa €CTPOreHHHS KOMIIOHEHT 3a JOITbIHUTEIHA HHpOPMAaIUA.

HzevHmamouna bpemennocm

JKenu ¢ anamMHe3a 3a W3BBHMATOYHA OPEMEHHOCT, ONepaTHBHA HaMeca BbPXY MaTO4H
HH(bEKIMA ca U3TOKEeHH Ha TIO-BUCOK PUCK OT eKTonHu4Ha OpemeHHOCT. BepoaTHocTT,
H3BBHMAaTO4YHA OpeMEHHOCT cielBa na ce oOMUcIy B cinyvaid Ha Gonka B o/1HaTa Yya
chyeTaHa C JIMNca Ha MEHCTPYATHO KbPBEHE WK KOraTo ITPH XKEHa C aMeHOpes 3ar1o



AGCONIOTHUAT PUCK OT eKTONUYHA OpPEMEHHHOCT TP JKEHH, U3M03Balyd MHpeHa e HUCHK, nmopanu obiaTta
HaMalleHa BEpOSTHOCT OT 3a0peMeHsABaHe NPH JKEHH H3MOo3Balld MHpeHa B CpaBHEHHE C JKEHH, KOWTO He
W3M10J13BaT HUKaBa KOHTpauenuys. B ronsmMo npocnekTHBHO CPaBHUTETHO HEMHTEPBEHLIMOHATHO KOXOPTHO
Npoy4BaHe ¢ NepUoA Ha HaOII0IeHHe OT eJHa OJMHA, MPOLEHTHT Ha M3BFHMAaTO4YHA OpPEeMEHHOCT MpH
usnonssaHe Ha Mupena e 0,02%. B kIMHHYHN H3NATBaHKA, aOCONIOTHATA YECTOTA HA M0SBa HAa EKTOMUYHA
OpemenHocT npH ynorpeda Ha Mupena e npubnusurento 0,1 % roguiuno, cpasenexo ¢ 0,3-0,5% roguiuHo
IpH JKE€HH, KOUTO He HU3II0JI3BAT HUKaKBa KOHTpalEILyA. A600JII-0THH$IT PHCK OT EKTOIMHYHAa GPGMGHHHOCT
IIPH YKeHH, u3nonssawu MupeHa, e HuchK. Bhrnipeku ToRa, koraTto enHa skeHa 3abpemenee ¢ MupeHa in situ,
OTHOCHTE/IHUAT PUCK OT EKTOIMMYHA OPEMEHHOCT Ce yBelHvara.

HBHGHMHGGWH C€e HUULKU

AKO npH nperyie]l KpauinaTa Ha HULIKKMTE, C YUATO MOMOLL Ce OTCTpaHsBa MupeHa, He MoraT Aa ce BUAT B
mIMHKATa Ha MaTKara, MbPBO TPA0Ba 1a ce W3KIHOYM Bb3MOXKHOCTTA 3a Hanu4Ke Ha OpemeHHocT. Humkure
MOJKE /1a ca M3TErTIEHH B MaTKaTa MIIM B LEPBMKATHMS KaHall U J1a M371493aT OTHOBO MpH cleBaliara
meHcTpyauus. Chen KaTo ce W3KI0YH HATMYUETO Ha OPEMEHHOCT, Pa3NoNoKEeHHETO Ha HAIIKHTE MOXKe J1a
OBAe ycTaHOBEHO Upe3 BHUMATEIHO COHAMPAaHE ¢ MOIXOAAL] HHCTPYMEHT. AKO Te He Morar Ja 6baar
OTKPHTH, TpsiOBa Aa ce 0OMHCIIN BB3MOKHOCTTA 32 CITOHTAHHO W3XBBPIISTHE WK nepdopaius. 3a
YTOUHSBAHE Ha MPaBHUJIHATA TIO3ULIMA Ha CHCTEMAaTaMOXKe [a Ce M3I10J13Ba YITPa3ByKOBO U3ciensaHe. B
Clly4aii, 4e TO HE MOXKE [a Ce IIPOBE/E HIIH € HeYCIIEIIHO, MOXKE a Ce MPHIOKH PEHTIeHOBO M3Cle/[BaHe 3a
JloKanu3upaHe Ha Mupena.

Yeonemenu ponurynu

Toii KaTO KOHTPAaUENTHBHUAT edeKT Ha MupeHa e r1aBHo JIoKaieH, OOMKHOBEHO NpH JKeHH BLB (epTUiiHa
BB3pACT Ce MOABABAT OBYJIATOPHH LIMKITH ¢ GonuKynHa pynTypa. [IoHskora aTpe3usTa Ha QONUKy/IHTE ce
3abaps ¥ QonukynoreHesara MoXke Aa NpoAkDKH. Te3u yronemenu GONMKyIH He MOe Aa ObaaT
pa3rpaHHYeHH KIMHHYHO OT OBAPHATHHU KUCTH. YToneMeHH (OIHKYIIH ca JHarHOCTHLMpany npu 12% or
JKeHHuTe, u3noassamy MupeHa. IloBedeTo oT onukyauTe ca aCHMNTOMHHM, HO MOraT fa Obat chlpoBOJSHH
c 6onKa B MAJIKHS Ta3 WK JHCTIAPEYHHUA.

B noseueTo ciryyau yrojaemeHuTe QoaMKyIM NpeThprsiBaT 00paTHO CIIOHTAHHO Pa3BMTHE 3a JBa 10 TPH
Mecella HabmoaeHHe. AKO TOBa He ce CITy4H, Ce MPenopbyBa NpOoab/DKEHHE Ha YATPa3BYKOBHA MOHHUTOPHHT
U MPUJIAraHETO Ha JPYrd JUarHOCTHYHH/TepaneBTHYHH MepKu. B penku coydan Moxe 1a ce HaloKH
XUpYypruvecka WHTEPBEHLIUS.

Hecuxuunu Hapyuienus:

Jlobpe M3BECTHH HeXeaHH PeaKlHH NpH ynoTpedaTa Ha XOPMOHAIHH KOHTPALIENTHBH Ca JeNpPeCHBHO
HAacTpoeHHe U Jempecus (Bxk. Touka 4.8). [lenpecusara moxke Aa Obae cepuosHa U e 100pe H3BECTEH PHCKOB
dakTop 3a CyMLHIHO NOBeJeHHe U camoyOuiicTeo. JKenure Tpabea 1a ObOaT ChBETBAHH Aa CE CBBPIKAT C
JeKaps CH B CIy4aif Ha IPOMEHH B HACTPOEHUETO U ACTIPECUBHM CUMIITOMH, BKJIKOYMTEIHO W CKOPO Clej
3aroy4BaHe Ha JIEUEHHETO.

IIpednasnu mepru no 6peme HA OMCMPAHAGAHE
VnpakHaBaHETO Ha JOMbIHUTENHA CHIa/OCTPU MHCTPYMEHTH 10 BpeMe Ha OTCTpaHsSBaHe MOXKE Jia

Npeau3BUKa CHyNBaHe Ha u3fenueto (Bxk. Tovka 4.2). Cnen oTcTpanaBaHe Ha MupeHa, uanenuero Tpatsa na
Opl1e POBEpEHO, 3a 1a ce YBEPUTE, e € OTCTPAHEHO H3LAIO.

3abenexka: TpsOBa na ce HanpaBH crpaBka ¢ WHGOPMALKSTA 3a NPEAUCBAHE HA Ch
NIeKapeTBa, 3a Ja ce UAEHTU(GULMPAT NOTEHLMATHUTE B3aUMOJEHCTRHS.




4.5.1 EdexT Ha IPYrH JeKapCTBeHH NPOAYKTH BLpXy Mupena

Morar J1a HACTBIAT B3aUMOACHCTBHA C JIEKapCTBa, KOMTO HHOYLHPAT HWIH HHXH6HpaT MUKPO30OMaJIHUTE
€H3UMH, KOETO MOXKE a NOBEAE N0 MOBUIIABAHE MJIM HaMaJIIBaHE Ha KJIHPBHCA Ha ITOJIOBUTE XOPMOHH.

Bewecmsa, ysenuuasawu KIupbHCA HA 1660HOP2ECMPeN, HANPUMED:

@enuToHH, 6apOUTYpaTH, NPUMHUIOH, kapbamaszenuH, pudaMIULIUH W BEPOATHO ChIIO OKCKapOa3enuH,
Tonupamar, ¢enbamar, rpuseodyIBUH U MPOLYKTH, ChABPIKALIH JKbJIT KAHTAPHUOH.

BnuAHHETO Ha Te3M JIeKapCTBa BhPXY KOHTpalleNTHBHATA e(hUKacHOCT Ha MHpeHa He € M3BECTHO, HO He Ce
CM#ATa, 4e € OT ro/iAMO 3Ha4YeHHEe NOPaH JTOKATHHUA MEXaHH3bM Ha JEHCTRHE.

Bewecmesa c npomennusu egpexmu 8bpxy KnupbHCA HA N1E6OHOP2ECMPEN:

I[Tpy eMHOBpPEMEHHO NPUIMKEHHE ¢ oNoBH XopMoHH MHOro HIV/HCV npoTeazHH H He-HyKJI€O3HIHH
MHXUOMTOPH Ha 0OpaTHATa TPAHCKPHUIITa3a MOTrarT 1a YBeIMUaT WK [la HAMAIAT MJ1a3MEHHTE KOHIIEHTPaL|H
Ha ITPOTeCTHH.

Bewecmsa, namanasawy KIUpbHCa HA 1E60HOP2ECMPEN (eH3UMHU UHXUOUMOPU), HAND ..

Cunnu ¥ ymepenu unxuouropy Ha CYP3 A4 karo a3010BM NPOTUBOIBOMYHM CPENCTBA (Harpumep
(h1yKOHA30J1, HTPAKOHA30J1, KETOKOHA30J1, BOPMKOHA30J1), BepanaMuil, MakpoIMay (Harpumep
KJTApPUTPOMHULIMH, EPUTPOMULIMH), JUITHA3EM U COK OT rpeindpyT MOrar ja MoBHIIAT MIa3MEHUTE
KOHLIEHTPALIMK Ha MPOreCcTHH.

4.6 ®@epruaHTeT, OpeMeHHOCT H KbpMeHe

BpemeHHocT

Mupena He TpsOBa 1a ce U3M0/3Ba NPY ChIIECTBYBAllA WK N0J03UpaHa OpeMeHHOCT (BK. Touka 4.3
[IporuBonoka3zanus). B cnyuait Ha 3abpemensBane nokaro ce u3non3sa MupeHa, cuctemara TpsibBa na Obae
OTCTPaHeHa BE3MOXKHO HaH-CKOPO, ThH KaTO BCEKM BHTPEMATOYEH KOHTPALIENTHB, OCTABEH 11 5ifu, MOXKE J1a
MOBUILY PUCKa OT adOPT U NpeKAeBpeMeHHo paskaaHe. OTcTpaHsaBaHeTo Ha MupeHa WM U3CTIeBaHeTO Ha
MaTKaTa MOXKe ChLIO Ja Npeau3BHKa crioHTaHeH abopT. Tpabea na ce M3KIIOUM eKTonUYHa OPEMEHHOCT.
AKO KeHaTa jKenae Ja Mpoab/LKM OpeMEeHHOCTTa M CHCTeMaTa He MOXKe f1a Oblie OTCTpaHeHa, Ts TpsOBa na
Obe npenynpeneHa 3a pucka M Bb3MOXKHUTE TOCJIECTBHS OT NPeXKIeBPEMEHHO pakIaHe 3a JeTeTo. XOAbT
Ha Takapa OpeMeHHOCT TpsiOBa BHUMATEJIHO Oa ce npocnenu. enara Tps6Ora na Obae MHCTPYKTHpaHa Aa
ch0OOIIIaRa 32 BCHUKH CUMITTOMH, KOMTO TOKa3BaT yCJIOKHEHHA Ha OpeMeHHOCTTa, KaTo ClacTH4YHA KOpeMHa
fonka ¢ TeMnepartypa.

OceeH TOBa He MOXe J1a Ce M3KJIIOYH MOBMIIEH PUCK OT BUPUIIM3HPALUM eheKTH NpH XKEHCKH deTycy,
ropajay BTPEMATOYHATa EKCIIO3ULMA Ha NeBoHoprecTpen. MiMa uzonupaHu ciayyad Ha MacKy THHH3aLMs Ha
BBHIIHUTE NTeHUTATHU NIPH XKEHCKH (ETYCH ClIell JIOKaTHa €KCIIO3MIMA Ha IEBOHOPrecTper 10 BpeMe Ha
6peMEeHHOCT ¢ MOCTaBeHa JIEBOHOPrecTpe-ocB0b0kK1aBalla BbTPEMATOYHA CHCTEMA.

KepMmene

Oxono 0,1 % oT no3aTa Ha IEBOHOPrecTpen NPeMUHaBa B IETETO M0 BpeMe Ha KbpPMEHeE.
KONMYECTBOTO JIEBOHOPrecTpel, 0cBo00KAaBaHO OT NOCTaBeHaTa B MaTkaTa MupeHa,
3a fereto. He ca peructpupany BpeiHH eekTH BbPXY pacTexka H pa3BHTHETO Ha Kb
usnon3ea Mupena, 6 cenmuuu cnen paxaaHe. CaMoCTOsATeTHATA TEPAIUs C MPOrec
KOJIMYECTBOTO M KaYECTBOTO Ha KbpPMAaTa.




OepTHIUTET

Crnen oTcTpaHsBaHe Ha MUpeHa, )KeHUTE Ce BPBLIAT KbM HOPMAJIHHA CH (DepTHUIIUTET.
4.7 Edexru BppXy cnoco0nocTTa 32 modHpade H padoTa ¢ MAIIHHH
He ca npoBeskaaHu u3cieiBaHus Ha e(eKTUTe BbpXy cnocofHOCTTa 3a modHpaHe ¥ paboTa ¢ MalIHHH.

4.8 Hexenanu jJeKapCTBeHH peaKIHH

PezroMe Ha nipoduna Ha Ge30macHoCT

Hesxenanure ehekTH ca Mo-4ecTH Mpe3 MbPBUTE MECELIM ClIe]] TOCTaBIHETO U OT3BYYaBar NpH
npoakipkuTenHa ynorpeda. OcBeH HexkenaHuTe eekTH, M30poeHH B Touka 4.4, clieJHUTE HexKeNlaHH ePeKTH
ce cho0IIaBaT NPH JKEHH, H3MOoN3BallM MupeHa.

MHoro yecTHTe Hekenanu epekty (= 1/10) BKIFOYBAT KbPBEHE OT MaTKaTa/BIaralmileTo, BiJI. 3alianBaHe,
OJIMrOMeHopes, aMeHopes U 10OpOKaYeCTBEHH KUCTH Ha AHYHUKA.

[Tpu hepTUIHY KeHH CPEAHUAT OpOi Ha THW/MeCeLM ChC 3allanBaHe HaMassaBa MOCTENEHHO OT JSBET Ha
YETHDPH [IHK Mpe3 bPBUTE LIECT Mecelia Ha ynotpeba. [IpOleHTHT Ha XKEHHTE C YIB/DKEHO KbpBEHE (NoBeye
oT ocem nHHK) Hamansea oT 20% Ha 3% npe3 MepBUTE TP Mecella Ha ynorpeda. B KIMHUUHHUTE U3HTBAHUS
rpe3 bpBaTa rofinHa Ha ynorpeda 17% oT JkeHHTe ca NMOMY4YH/IH aMEHOpPes ¢ MPOAB/IKUTEIHOCT OT Hak-
MaJIKo TpH Mecenia. B kpas Ha roguna 8 ot ynorpebarta Ha MupeHa, NpOIb/KUTENHO KbPBEHE H HEPEOBHO
KbpBEHE Ce CpeliaT choTBeTHO IpH 3% u 10% ot notpebutenute Ha MupeHa; ameHopes ce cpewua npH 34%
U pAAKO KbpBeHe 1pH 26% ot notpedburenure Ha MupeHa.

Koraro ce uznon3ea B KOMOMHALMA C €CTPOreH-3aMECTHTE/THA Tepariks, IOBEYETO KEHH B NEPU- U
NIOCTMEHOIIay3a, U3non3eaiud MupeHa, ca [oiy4YuId 3alanBaHe i HepeloBHO KbPBEHE Mpe3 MbPBUTE
MecelH Ha eveHre. Crel ToBa KbPBEHETO M 3aLanBaHeTo HaMasBaT U okono 40% ot keHHTe BhoOLIE
HAMAT KbpPBEHE Mpe3 NMOCIeHUTe TPHU Mecelia OT ITbpBaTa roguHa Ha jedenue. Hapyuienusra ¢ kbpBeHe ca
I10-4ECTH MpPH KEHUTE B NIEPHMEHOINIAY3a B CPABHEHHE C JKCHHUTEC B MocTMEHOIIay3a.

YecroTaTa Ha I[OGPOK&'—ICCTBBHHTE KHCTH Ha AHYHHMKA 3aBUCH OT H3MOJA3BAHUTE AMArHOCTUYHH METOM, a B

KIMHUYHHUTE M3MIUTBAHKUS YBEIMYeHH (QONMKYIIH ca HATHOCTHLUMpPaHU npu 12% OT XKEeHHUTe, U3MOI3BALIH
Miupena. [Toedero ot GonukynuTe ca aCHMITOMHH M H34e€3BaT B PAMKHMTE Ha TPH Mecela.

CHHUCHK HA HEXENAHWTE JIEKAPCTBEHH Peakliy B TabliuyeH BUI

B Tabnuua2 no-noiny ca rpeicTaBeHH HeKeTaHUTe PeakLMM 0 CHCTEMO-OpraHHHU Knacose Ha MedDRA
(MedDRA SOCs). YectoTuTe ce OCHOBaBaT Ha JaHHM OT KIMHWUYHHUTE H3MTHTBaHHS.

Tabnuna 2: HeKeNnaHU JEKaApPCTBEHU peaKLiy

Cucremo-opranau | MHoro secrn Yectn Heuectn Penxn C nensBecTHa
KJIacoBe (=1/10) (=1/100 no (=1/1000 xo <1/100) | (=1/10 000 | gecroTa
<1/10) mo <1/1000)
Hapymenus Ha CBpBXYYBCTEH
HMYHHATA TEJIHOCT,
cucTeMa BKJTOUHTENTHO
00pHB,
YPTHKapus H
Y/ rHoeaeM
Ilenxuann HenpecuBHo Ké ;,o N
HApyIIeHHH HacTpoeHue/ . ; g Q\
Henpecus [ 5 215 ]
RAR. b
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TTonuxeno

aubuo
Hapymenns Ha ['maBobonue Murpena
HEpPBHATA cHCTEMA
Cnaosn 3amasHOCT
HAPYIIEeHHS
Cromamno- Kopemhu I'anene
YpeBHH Oonku/0onkHM B Taza
HAPYIIEeHHS
Hapymenust Ha AxHe Anoneuus
KOXKaTa °H XUp3yTU3BM
NOJKOKHATA
THKAH
Hapymenns na bonka B repba**
MYCKYJIHO-
CKeJIeTHATA
CHCTEMA,
CheMHHTEeNHATA
THhKAH U KOCTHTE
Hapymenust Ha [Tpomenu B kbpBeHETO, | MH(pekmu Ha
Bb3NPOA3BOANTEN- | BKIKOYUTENHO TOPHHTE [Tepdopauus Ha
HATA CHCTEMA H yBEJIMYaBaHE U FEHUTATHH markara®**
rbpaara HaMmasgBaHe Ha MBTHUILA
MEHCTPYaJIHOTO Kucru Ha
KbpBEHE, 3allallBaHe, AUYHHLIATE
OJIMroMeHopes U IucmeHopes
ameHopes Bonka B
ByneoBarunut* IbpaUTe**
Barunanua cexpeuus™® | MaxpbpnsHe Ha
BBTPEMAaTOYHATA
KOHTpalenTHBHA
cHcremMa
(HamBIHO U
YACTHYHO)
Hzcaensanus VeenuueHue Ha IToBuimasane
TErIoTo Ha KPBBHOTO
HaJiAraHe

Hsnonzean e Haii-noaxoasuus TepMuH MedDRA 3a onucaHue Ha onpefeneHa peakuus 1 HeliHuTe

CMHOHHMMM H CBBP3aHU ChCTOSHUS.
* M3snuTBaHMA 3a MPOTEKLMA HA €HIOMETPUYMa: ,,4ecTH
** M3nuTBaHKA 32 NPOTEKLMS HA EHAOMETPHYMA: ,, MHOTO YecTH™
*#%* Tasu 4ecTOTa C& OCHOBABa HA TOJIIMO MPOCMEKTUBHO CPABHHUTEIHO HEMHTEPBEHLIMOHATHO KOXOPTHO

W3NUTBaHe NpH noTpebureny Ha BMVY, koeTo nokasea, 4e KbPMEHETO 110 BPEME Ha MOCTABIHETO H
nocTaBsiHE 10 36 CEAMMIM CNE PAXKIAHETO Ca HE3aBUCHMH PHCKOBH (hakTopH 3a nepdopanus (BxKTe

Touka 4.4). B KIIMHHYHHTE W3MHTBaHUA ¢ MHUpeHa, KOUTO M3KII0YBAT KbPMayKH, YeCToTara Ha nepdopaums

e ,,penKu.

OtnenHo npoy4deare ¢ 362 sKeHH, KOWTO ca H3Mon3Banyd MupeHa nopeve oT 5 roAMHH MoKa3ea

nocjienoBaTesieH Npodui Ha HeXKeTaHUTe PeakLMy MeXIy roauH 6 u 8.

Onucanue Ha U30paHW HeJKENaHH PeaKIMu

Hughexyuu u ungpecmayuu
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Cnen nocrapsHe Ha BMC ce cboO1uaBar ciyvau Ha cencuc (BKJIFOYMTEHO CETICUC, MPEIU3BHKAH OT
cTpenTokoku rpynaA) (Busk Touka 4.4 CrelmanHu npefynpekIeH s H IpeanasHi MepKH IpH ynotpeda) .

Cvemoanua cewvp3anu ¢ bpemeHHoCmma, pooosus U NOcIepoO0sUs NEPUOO:

Koraro enna >xena 3abpemenee ¢ MupeHa in sifi, OTHOCUTETHHAT PUCK OT EKTONUYHA OPEeMeHHOCT ce
noeumasa (Buwk Touka - CrieLMaTHy NpeIyNpeXkaeHus U NpeanasHu MepKH MpH yrnoTpeba) .

Hapymer-th HAa Sb3npou330c)ume.rmama cucmemMma u e'bpaama:

CwoO1uaBaT ce ciTydad Ha pak Ha I'epfarta (C HeM3BECTHA YecToTa, BK. Touka 4.4 CrienmaiHu
npeynpexIeHHs U NpeinasHu MEPKH NpH ynotpeda).

CrolLiaBaHe Ha MoI03MPaHK HedKeTaHW peakiuu

Cpo01aBaHeTo Ha MOI03UPAHH HEXKETTaHH PeakLMH Clie]l paspeluaBaHe 3a ynorpeba Ha JIeKapCTBEHHS
NPOJYKT € BaskHO. TOBa NMO3BONSABA 2 NPOABIKH HAaOIIOAEHHETO Ha CHOTHOILEHHETO NOJI3a/PHCK 3a
neKapcTBeHUs NMpoayKT. OT MEAHITMHCKHTE CIIELMATHCTH ce M3HCKBA Aa ChOoOIIaBaT BCAKA MON03MpaHa
He)keNlaHa peaklivs 4pes

H3nbaHUTENHATA areHLK 10 IeKapCTBaTa

ya. ,,Jdamsan I'pyes” Ne 8

1303 Codus

Ten.: +35 928903417

yebcaiiT: www.bda.bg

4.9 Ilpenosupane

Henpunoxxumo.

5. ®APMAKOJIOI'MYHHU CBOMCTBA

5.1 ®apmaxkogHHAMHYHH CBOJicTBa

®apmakoTepanesTuyHa rpyna: [TnacTtmacosa cnvpana ¢ nporecrareH
ATC xon: GO2BA 03.

JleBOHOprecTpesn e nporecTared ¢ aHTH-eCTPOreHHO JeHCTBHE, KOWTO HAMHPA Pa3IMYHH MPHUIIOYKEHHS B
TMHEKOJIOTMATa: KaTo [IPOreCTareHOB KOMIIOHEHT Ha MepOpaTHUTE KOHTPALIENTHBH, IIPH XOPMOHO-
3aMECTUTETHATa TePAITHs WK CAMOCTOSTENHO KaTo KOHTPALIENTHB Mo GopMara Ha TabNeTKH, ChIbprKally
caMmo MporecTareH, WM KaTo cybaepMaiiHy umiuianratyd. JleBoHOprecTpen MoxKe J1a e NPHIIOKH H
JMPEKTHO B MaTOYHATa KyXHHa C BBTPEMaTOuHa IeKapcTBOAOCTaBAILA chcTeMa. TOBa MO3BOJIsABA
U3I10JI3BAHETO HA MHOIO HUCKM THEBHH [I03H, Thil KATO XOPMOHBT C€ OCBOOOIKIaBA JUPEKTHO B MPULIETHUSA
Opras.

Mupena ¥Ma raBHO JOKaIHU NIPOrecTareHHM eeKTH B MaTOYHATa KyXHHa. BUcokaTa KOHUEHTpaLKUs Ha
JIEBOHOPrecTpes B €HIOMETPHYMa HaMansBa Oposi Ha €CTPOreHOBUTE M MPOTreCTEPOHOBUTE PELIENITOPH, KaTo
0 TO3M HAYWH HaMalsiBa YyBCTBUTEITHOCTTA Ha €HIOMETPHUYMA KbM LIMPKYJIHPALIHS eCTPaaMos U
yHpaykHsBa CHileH aHTunponudeparuser edexr. ITo Bpeme Ha ynorpebata Ha MupeHa ce HabmonaBaT
MOpP(hONOrHYHH MPOMEHH Ha eHIOMETpHyMa U cliaba JOKaIHa peakLiis THIT 9y3KI0 TsU10. 3anebenspaHeTo Ha




KonrpauentuepHarta eukacHOCT Ha MupeHa e u3liefiBaHa B 5 rojieMd KIMHUYHY npoyyBaHus ¢ 3330 jxeHu,
uznon3Baily Mupena. KonrpauentupHara epukacHOCT Ha MupeHa cien 5 TOQWHM € U3ClIeqBaHa B
KJIMHHUYHO Npoy4BaHe ¢ 362 xeHu, u3nosspamy Mupena, oT kouTo 221 jkeHH ca NpHKITIOYHIN B roAHHA 8
oT npoyuBaneTo. [To Bpeme Ha ronunu 6 10 8 crenenTa Ha Heycriex (Pearl unnexc) e 6una 0,28 [95% CI
(0,03, 1,00)]. Konrpauenruesara akTiBHOCT Ha Mupena e 00obuieHa B Tabnauua 3.

Ta6mauua 3: Kymvnarkesa creneH Ha HeyceneX (%) u crenen Ha HeycneX (Pearl uanexc)

Tongmna Kymynarusaara crenen na CrenenTa Ha
Heycnex (%)* Heycnex

95% CI) (Pearl Index)
(95% CI)

KonTpanentueHa epuKacHOCT Mo Bpeme Ha roguun 1 g0 5
(N= 13330, CHopHH JaHHH OT H3MMTBAHHS 38 KOHTPALEIILHS 10 5 TOIAMHH)
I'ommHa 1 0,20 (0,09, 0,46) 0,21 (0,08, 0,45)

Ioguuau 1 go 5 0,71 (0,37, 1,33)

KonTpanenTueaa epukacHOCT N0 BpeMe Ha rogusu 6 1o 8
(N=362, [Ipogp/keHne Ha npoy4paHe 3a MupeHa)

l'onuna 6 0,29 (0,04, 2,05) 0,34 (0,01, 1,88)
loguua 7 0,40 (0,01, 2,25)
Tonwna 8 0,00 (0,00, 1,90)
Fopunau 6 10 8 0,68 (0,17, 2,71) 0,28 (0,03, 1,00)

*Merton Ha Kaplan Meier

CreneHuTe Ha Heycnex BIIIOYBAT H OPeMEHHOCT, JbjDKallla Ce Ha HEYCTAHOBEHO M3XBBPIISHE, H
nepdopauuu. ITogobHa KoHTpaLenTHBHA epukacHOCT ce HaOMIoaBa U NP MPOBeIeHO O0LIHMPHO
MIOCTMapKEeTUHIOBO Npoyusane ¢ nosede ot 17000 sxenu, uznonssamu Mupena. Tsii kaTo ynorpebara Ha
MupeHa He M3MCKBa ©XKEHEBEH NPHEM OT JKeHHTe, HUBaTa Ha OpeMEHHOCT TIPH ,,THNHYHA yroTpeba” ca
nofo6HM Ha Te3u HabMoJaBaHy IPH KOHTPOJIMpPaHH KIIMHUYHH Npoy4BaHuA (,,nepdekTHa ynorpeda’™).

Hznonzpanero Ha MupeHa He Bonu 10 npomsHa B Obaewus geprunurer. Oxono 80% ot jxeHuTe, noxkenanu
na 3abpeMeHedT, ca 3aueHalli B paMKHTe Ha |2 mecelia ciie] OTCTpaHsBaHe Ha MupeHa.

MencTpyauusaTa € pe3ynrar Ha JUPEKTHOTO JeHCTBHE Ha JIEBOHOPreCTpesl BbPXy €HIOMETPHyMa H He
OTpa3siBa OBapHAITHHS LMKBI. [IpH skeHUTE ¢ pasiuyeH THIT KbpPBEHE HEe ca YCTAHOBEHH ACHHM Pasiuyus
MEXTy Pa3BHTHETO Ha (DOTMKYJIH, OBYIALIMATA H POM3BOACTBOTO HA CTPaAHON U nporectepoH. [1pes
I'bPBUTE MECELH ClIe]] MOCTaBAHETO Ha MupeHa Moske Aa ce MOsABH 3aLlansallo KbpBEHe B polieca Ha
HaMmalsiBaHe nponudepauuaTa Ha eHIoMeTpHaiHara aurasuua. CrneJoBaTesHO NO-CHIHOTO MOTHCKAaHe Ha
nponudepaLmaTa Ha eHIOMETPHyMa BOIH 10 HaMalsBaHe Ha o0eMa ¥ NPOAB/DKHTETHOCTTa Ha
MEHCTpyaLHsaTa Mo BpeMe Ha ynorpebara Ha MupeHa. OCKbIHOTO KPBBOTEUSHHE YECTO NIPEMHHABA B
onuroMeHopes ¥ amenopes. OBapuanHara GyHKLXA € HOpMaJlHA W HUBATa Ha eCTPaIHoI Ce MOAABPIKAT
JOpH, KOraTo skeHuTe ¢ MHpeHa ca ¢ aMeHopes.

Mupena moxe na Ob1e yCrelHO H3MON3BaHA 3a TeYeHHe Ha MAMOTIATHYHA MEHOParus.
MeHOparus, MeHcTpyaiHara 3aryba Ha KpbB Hamasea ¢ 62-94% B kpas Ha TpUTe Mec
Ha IIecTTe Mecela Ha ynotpeba. B cpaBHeHue ¢ eHoMeTpHaina abnauus Wi pese
PaBHOCTOHHA e()UKACHOCT B HAMAISIBAHETO HA MEHCTpYyaiHaTa 3ary0a Ha KpbB 10 [IB
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NOBHILIABA KOHLEHTPaLKATa Ha XeMOrJIoOMHa B KpbBTa. MupeHa uMa IosoxuTeneH edekT U npu
OHCMEHOpes.

EdmukacHocTTa Ha MupeHa B peAna3sBaHeTo OT XUIEpIasus Ha eHIOMETPUYMa 110 BpeMe Ha
NPOOB/KUTENHO ECTPOTEHOBO JIEYEHHE € eIHaKBO J00pa, He3aBMCHMO OT ITBTS Ha IPUEMaHe Ha eCTPOreHa —
NIepOPATHO MK TpaHcaepmanHo. I[Tpu camocTosTenHa ecTporeHoBa Tepanus HaOnioJaBaHUsT NPOLEHT Ha
xuneprnasus e okoso 20%. Ilpu KIMHHYHE NpoyYBaHUs, BKIFOYBAIIM 0010 634 jKkeHH B IepuMeHonay3a 1
B [IOCTMEHOMNAY3a, KOUTO M3M0I3BaT MUpeHa, He e ChOOIIEH HATO eHH CTyYal Ha XHIepIUIa3Ks Ha
€HIOMETPHYMa 110 BpeMe Ha TepHo/a Ha HabmoieHne, Bapupani oT 1 10 5 roauHu.

5.2 @apMaKOKHHETHUYHH CBOHCTBA
AKTHBHOTO BellecTBO Ha MupeHa e neBoHoprectpe. JleBoHOprecTpensT ce 0cBO00KIaBa TUPEKTHO B
MaTouHaTa KyxHHa. OleHeHHTe CTOMHOCTH Ha OCBOOOIKIaBaHe in Vivo 3a pasIHYHHTE MEPUOIH OT BpeMe ca

npeactaseHy B Tabnuua 4.

Tab6amua 4: OueHeHuTe CTORHOCTH Ha OCBOOOXKIaBaHe in vivo 3a MupeHa:

OueHesuTe CTOMHOCTH Ha

Bpeme ocBoOOKIaBaHe in vivo

[Mukporpama/24 yaca)
24 mHM ¢l IOCTABIHETO 21
60 nHU cliel NOCTABAHETO 21
1 rogyHa ciep MoCTaBSHETO 19
3 rOHHM Cclel OCTABIHETO 14
5 FOJMHH CJIe]] TIOCTABSIHETO 11
8 roguHHM cien mocTaBsHeTo 7
Cpemno 3a 1™ roguna 20
Cpenno 3a 3 roguHu 18
CpenHo 3a 5 ronuHH 15
Cpenno 3a 8 rogusu 13

CkopocTTa Ha OTAENAHE Ha IEBOHOPTECTPE i1 vivo IbPBOHAYAHO ¢ 0kos10 20 pg/24 yaca v cniaga 1o
10 pg/24 yaca cnen 5 rOOHHH.

Abcopbwst

Cren nocrapsHe, TeBOHOPrecTpen ce 0cBoOOXKIaBa B MATOUHATA KyXHHA 6e3 3a0aBsHe, B3 OCHOBA Ha
M3MEPBaHUATA HA CepyMHATa KOHLIEHTPALHS.
IToeeue or 90% oT ocBOOOAEHMS JIEBOHOPIECTPEN € CHCTEMHO HATHYEH.

Crnen nocrapsse Ha MupeHa, TeBOHOprecTpen Moxe f1a ObJie OTKPUT B cepyMa/Iuiasmara cie 1 4ac.
MakcumanHaTa KOHLEHTPALKs ce JOCTHUra B PAMKHTE Ha 2 CEAMMUH CJIE MOCTAaBSIHETO M KOJTMYECTBO OKOMI0
180 ng/l (CV 38,3%). B choTBeTCTBHE ChC CKOPOCTTA HA MOHKMKABAHE HA CTEIIEHTA Ha 0CBOOOYKIaBaHEeTO,
CpellHO TeOMETPUYHATA CepyMHa/TUIa3MeHa KOHLEHTPALMSA Ha IEBOHOPTeCTPe Craja MOCTENEHHO, KAKTO €
MmokazaHo B Tabmuia 5.

Tabanna 5 O61a nnasmeHa KoHueHTpamsa Ha LNG

14



L — O61ara nna3MeHa KOHIEHTpal|s Ha
LNG [ng/l] (reometpudna CV%)
24 nuu 175 (37.,6)
2 Mecena 169 (37,1)
1 roguHa 159 (37,4)
3 roguHu 139 (37.8)
5 roaMHM 123 (38,2)
8 ronuHM 100 (39,9)

Bucokara 10KanHa eKCMO3MIUMs B MaTO4HATA KyXMHA, BOAM /10 CHITHO W3pa3eH KOHLUEHTPALMOHEH IPaIueHT
OT €JHOMETPHyMa KbM MHUOMETPHyMa (TPaHeHT EHAOMETPUYM KbM MHOMETpHYM > 100 MBbTH) U HHCKU
KOHLIEHTPALKMH Ha JIEBOHOPrecTpen B cepyMa (rpaMeHT eTHOMETpUYM KeM cepyM > 1000 meTH).

ITpu skeHM B ITOCTMEHOTIAY3a, KOMTO M3MOM3BAT 3a JeyeHre Mirena 3aeIHO ¢ nepopalieH ecTporeH, cpeaHaTa
cepyMHa KOHLIEHTpalHa Ha JIeBOHoprecTpes cnafa oT 257 pg/ml (25 no 75 nepcenrtuna: 186 pg/ml no 326
pg/ml) 3a 12 mecena no 149 pg/ml (122 pg/ml no 180 pg/ml) 3a 60 mecena. Korato MupeHa ce usnonsea
3ae/IHO C MepOpaTHoO JieueHHe C eCTPOTEeHH, CepyMHaTa KOHLIEHTPALHs Ha JIeBOHOprecTpen 3a 12 meceua
HapacTBa npubauzurenHo 1o 478 pg/ml (25 no 75 nepcentuna: 341 pg/ml no 655 pg/ml), KoeTo ce aBIDKH
Ha HHAYKLMTS Ha rno0y/nHHa, cBbp3Ball nojorute XopMoHu (SHBG) upes nedeHue ¢ nepopajieH eCTporeH.

Pasnpenenenue

JleBoHOprecTpen ce CBbp3Ba HECTIELM(PHUYHO ChC CEPYMHHUTE anbyMHHHU 1 crielHYHO ¢ rnobyJuHa,
cebp3Ball noxosute xopmoru (SHBG). ITo-manko ot 2 % OT UMpKy/IHpaILKs JeBOHOPrecTpes o
HacTosLleM e cBoboaeH ctepoun. JleBoHoprecTpen ce cBbp3Ba ¢ BUcok adenurer kbM SHBG. ChoTBeTHO,
npoMeHuTe B koHUeHTpaluaTa Ha SHBG B cepyma BogsaT 10 yBenuyeHue (pH Mo-BUCOKH KOHLIEHTPALIMK Ha
SHBG) unu B noHmwKkeHue (Npy no-HUckH koHueHTpauuu Ha SHBG) ot obuiara KoHLEHTpalus Ha
nepoHoprectpen B cepyMa. Konuenrpauusta Ha SHBG namansiea cpenHo ¢ okono 20% npes nbpBuTe 1Ba
Mecela clie/l TocTaBaHeTo Ha MupeHa 1 ocTaBa cTabuiiHa cliefl TOBa, KaTo ce YBelIWvaBa camMo JIeKO 10 Kpas
Ha § roMIIHUA NEPUO Ha ynoTpeda.

Cpeanusar obem Ha pasnpeeneHHe Ha nesoHoprectpen e 106 L.

[MokazaHo e, 4e TeIeCHOTO TErJ10 U KoHLeHTpauuaTa Ha SHBG noenusBaT KOHLUEHTpalUuUaTa Ha
JIEBOHOPrecTpe, 2 MMEHHO HHCKOTO TEJIECHO TerJ10 W/HumH Brcoko HHBo Ha SHBG yBenuuapat
KOHLIEHTpaLMATa Ha leBOHOprecTpen. IIpy skeHu B penpoayKTHBHA BB3pacT ¢ HUCKO TenecHo Terno (37 no

55 kg) cpenHaTa cepyMHa KOHLIEHTPALIMs Ha JIEBOHOPrecTpen € OKoJo 1,5 MbTH mo-BHCOKA.

Buorpancdopmarms

JlepoHoprecTpeln ce MeTabONKM3KMpa B rojisMa creneH. Hal-BaxkHuTe META00IUTHH NBTHLIA Ca PENYKLIMATA
Ha A4-3-0KCH IpyliaTta v XHIPOKCHUIMPAHETO B o3uLMK 20, 18 u 16p, nocnensanu ot kontorauus. CYP3A4
€ OCHOBHMAT €H3MM, Y4acTBalll B OKHCIUTENHHS MeTabomu3sm Ha LNG. Hanuunure in vitro naHau
npenonarar, ye CYP menuupanure peakuuu Ha Onotpancdopmalnys, MoraT na He ObOaT OT TONISIMO
3HaueHue 3a LNG B cpaBHeHHE C peXyKLMsATa ¥ KOHIOraLMsaTa.

EnvMuHMpane

O6muMaAT KIUBEPEHC HA JIEBOHOPrecTpes OT Mmasmara e npudausurento 1,0 ml/min/kg. C

MeTaGOJ'lPITHTe, e okono 1 zeH.
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JIunefiHOCT/HENTMHEHHOCT

DapMaKOKHMHETHKATA Ha JIEBOHOPIecTpel 3aBMCH OT KoHUeHTpauuaTa Ha SHBG, kosaTo ot cBos cTpaHa ce
BJIMSIE OT €CTPOreHuTe U aHaporenure. HamanspaHneto Ha koHueHTpauuara Ha SHBG Boau 1o HamanseaHe
Ha o011aTa KOHLEHTpALMs Ha JIEBOHOPrecTpell B cepyma, rokas3palia HenuHelHaTa apMakoKHHETHKA Ha
JIEBOHOPrecTpen Mo OTHOIIEHHE Ha BpeMeTo. Bb3 OCHOBA Ha INTaBHO JIOKATHOTO AeicTBHe Ha MupeHa, He ce
ouakBa MOBJIHABaHE Ha e)HKacHOCTTa Ha MupeHa.

5.3 IlpeaxkJWHHYHH JAHHH 32 6€30MACHOCT

[peqriMHUYHKATE NaHHH 3a 6e30MMacHOCT He MoKa3BaT 0cobOeH pUCK 3a Xopa Ha 6asa Ha MpOyYBaHHUATA 3a
©e3zonacHocT, papMakoaorus, hapMakOKMHETHKA, TOKCHYHOCT, FeHOTOKCHYHOCT M KapLMHOTeHEH
MOTEHLMA Ha leBoHoprecTpen. JleeoHoprectpen e nobpe u3BecTeH nporecrareH. [IpodunsT Ha
6e3onacHocTTa My € noApoOHO JOKYMEHTHPAH Cllel NPOABDKUTENHO npunarate. [Ipoy4Banus, NpoBeaeHo
BEPXY MalMYyHH C BETPEMAaTOYHO OT/IENALL Ce JIEBOHOprecTpen B Npoab/keHure Ha 9 nol2 meceua, e
HNOTEBPAWIIO JI0KaNHaTa (papMaKkoIorHiyHa aKTUBHOCT Ha MPOYKTA, ChUeTaHa ¢ 100pa JTOKATHA TOHOCHMOCT
M OTCBHCTBHE Ha JAHHH 3a CHCTEMHA TOKCHYHOCT. He e ycTaHOBeHa eMOPHOTOKCHYHOCT ClEl MHTPay TePHHHO
npuiaraHe Ha JeBOHOprecTpes npy 3aiun. OueHkara Ha 6e30MacHOCTTa Ha eJJaCTOMEPHUTE ChCTABKH Ha
pe3epBoapa ¢ XOPMOHa, NMOJIMETUIEHOBHTE MAaTEPHAITM Ha MTPOIYKTa H KOMOHHAIMATA OT eacToMep M
neBoHOprecTpes, 0a3MpaHa KaKTO Ha OLIEHKATa 3a NreHeTH4YHA TOKCUYHOCT B CTAaHJAPTHUTE N Vilro | in vivo
TECT CHCTEMH, TaKa W Ha TECTOBE 32 OHOCEBMECTHMOCT IIPH MHLIKH, TUTEX0BE, MOPCKH CBHHYETA U 3aHLH 1
in Vilro TECT CHCTEMH, HE Ca NMOKa3aJIM JaHHM 3a DHOHECHBMECTHMOCT.

6. PAPMAINEBTHYHHA JAHHU

6.1 CnHCBK Ha IOMOINHHTE BeIeCTBA

TTonuaAMMETHICHIOKCAHOB e1acTOMEp

Cunuuues TUOKCHA, KOIOUIEH Oe3BoaeH

[Tonuetunen

bapues cyngar

Kenesen okcup

6.2 HecsBMecTHMOCTH

Henpunosxumo

6.3 Cpoxk Ha rogHOCT

3 roauHH

6.4 CpoeuuaJIHH yCJI0BHS HA ChXpaHeHHe

He ce U3MCKBAT CHELIMATHH YCIOBHA Ha ChXPaHEHHE.

6.5 BuIH chABbpPKAHHE HA OMAKOBKATA

Cucremara, 3aeIHO C aKCecoapHTe € OraKoBaHa B ropemo npecosad crepwinsupan TY VEK muk.
3a HOBMS anMKaTop: MPOAYKTHT € B €IMHUYHA, TOIIMHHO 06paboTena OnucTepHa ONakoBKa ¢ OT/IENBall ce

Kanak.

6.6 ChnennanHu npeJnasHH MepPKH NPH H3XBLPJIsSHE H padoTa
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MupeHa e orakoBaHa B CTEpHJIEH UMK, KOHTO He OMBa 1a ce 0TBapsl, I0KaTO TOBA He € HeoOX0auMo 3a
nocraesHero H. Cbe cucTemara TpsaOBa fa ce O0paBU KaTo ce B3eMaT MEepPKH 3a aCeNTHYHOCT. AKO
CTepPUTHOCTTA Ha ONAKOBKAaTa € HapylleHa, MPOAYKTHT TpA0Ba Ja ce YHUILOMKH.

Heuznonzsanusr jiekapcTBeH NPOAYKT MM OTNAAbYHUTE MATEPUAIX OT Hero TpsOBa 1a ce U3XBBPIIAT B
CBOTBETCTBHE C MECTHUTE M3MCKBAHHSL.

7. HIPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen

I'epmanus

8. HOMEP(A) HA PASPEIIEHHMETO 3A YIIOTPEBA

11-27122/23.09.2014 r. (9800344)

9. JTATA HA ITBPBO PA3PEIIIABAHE/TIOJJHOBSBAHE HA PASPEIIEHUETO 3A
YIIOTPEBA

Jlara Ha mepBO paspewasaHe: 05 HoemBpH 1998 r.

Jlara Ha nocneaHo nogHossasaxe: 23 centemspu 2014 r.

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

MM/ITIT
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