
KPATKA XAPAKTEPHCTHKA HA IIPOIIVKTA



1. MME HA JIEKAPCTBEHYA IIPOIIVKT

Mnpena 20 Mukporpama/24 yaca BETPEMATOUHA JIEKapCTBOHOCTABALIA CHCTCMQ
Mirena 20 micrograms/24 h intrauterine delivery system

2. KALECTBEH M KOJIMHECTBEH CbCTAB

JlekapcrseHo BeinecTBo: JeBoHOprectpen (levonorgestel) 52 mg. CpenHaTa in vivo CKOPOCT Ha OTHCJIAHO €

20 mukporpama/24 yaca npes ITBPBaTa TOAHHA.

3a NBIHHA CIIMCEK Ha TOMOIIIHMTC BEINECTBA, BMDKTC TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

BtpemaTouna JIEKAPCTBONOCTABAINA cuctema (IUS).

Bstpemarounata cHcTeMa, AOCTABALIA JeBoHoprecrpesn (LNG), ce cbcrou OT 6ana wim nourn Hana

JICKQPCTBCHQ CHPLEBHHA, IIOKPHTQ C HENPO3PAUHA MeMOpaHa, KOATO € NPHKPETIEHA KbM BCPTHKAJIHOTO paMo
Ha T-o6pa3HoTo Tanoro. banoro T-o6pa3HOTO TAO HMa IIPHMKA B Kpañ Ha BCPTHKAJIHOTO paMo H Be
XOPH3OHT2JIHM paMeHa B ApyrHa Kpañ. Kem IPHMKaTa ca npHKperieHH Ka@ABH IIOABHDKHH HALUKH.

BepTukanHoTo pamo Ha JUS e pasnonoxeHo B All1IHKALMOHHA Tpb6a Ha BEpXA Ha amukarop. T-yuacrpka Ha

ATLIHKATOPET HE BHAHMH TIPHMECH.
S) HMupena 6apneB KOHTO ce O H3CJ16 BaHe. Cuctemata

4.

4.1 TepaneBTH4HH H0KA3AHHS

Konrpauenuna.
HnnonarnuHa MeHoparus.
Ilporekuma Ha eHJIOMeTPHyMa OT NO BPCMC Ha ECTPOTEH-3AMECTHTEIHA TEPATIHA.

Kpemka xapaxmepucmuxa na npogyxme - [Ipuscwenue 1

Kom Pee.

Paspewemue Ne

BG/MA/MP -

WSHBRHWFERHA MEHW HO J1EMCAPCTBATA

Ne

6% 1 3 -02-

Ogo6perus Ne

4.2 Jozuposka a HaYHH Ha

Ileduampuuna nonynayus
Hama npunoxHMo noka3aHHe 3a yIIOTpebaTa Ha Mupena npenu MeHapxe.

Haaux Ha NPHJIOKCHHE

Mupena ce IIOCT2BA B MATO4HATA KyXHHa. EdertnusHa € B IIPOHEJDKCHMC Ha 8 TOAHHH 34 TIOKA3AHNHETO

KOHTpalienuna À 5 TOAMHH 3a TOKA3AHHATA HOMONAaTH4Ha MEHOPATHA H HPOTEKLHA Ha EHAOMETPHYMa OT

XHIICPIIJIQ3HA M0 BpeMe Ha ECTPOTEH-3AMECTHTENHA Tepanua. 3a HAMHPAHE TOYHHAT MOMEHT Ha

OTCTpaHsBaHe/3amMaHa BEDKTC TOUKa „OTCTpaHnaBaHe/3amana".

Tipu XKCHH Ha XOPMOHO3aMecTHTesHa Tepar1na Mupena Moxe Na ce H3IIOJI3B2 B KOMÖHHALIHS C NepopanHH
WIM TPAHCHEPMANHH CCTPOTCHOBM MpOAYKTH, KONTO HE CbhAbpxKaT NPOrTECTATEHH.

wr NO

TlocTasaHe H OTCTPaHABaHe/3aMAHa

Mnpena ce npennara B cTepHiHa OTIAKOBKA, KOATO He 6uBa NA CE OTBAPA, HOKQTO TOBA
NOCTABAHETO à. [pH OTBOpeHa onakoska, C mponyKta Tpa6Ba Na ce 6opaBH KaTO ce B3e
acenTH4HOCT. AKO CTEPHIIHOCTTA Ha OIIQKOBKQTQ € HapyuleHa, TIpOAYKTET Tpa6Ba Ha ce

5
eprh 3a

4
FENyp

2



Mupena ce AOCTABA C HaNOMHALa KapTa 32 NAaUMCHTa BbB BBHIIHQTQ KapTOHCHa ONAKOBKA. IonsnHere
HATOMHALATA KapTa 38 HAUHÉHTA H A Ha NaWWeHTKaTa CHEN HOCTABAHETO.

Tocmaeane

Crporo ce npenoprusa Mupena na ce nocraBa CAMO OT MEIHLIHHCKH CIIELIHANHCTH, KOHTO HMQT OIIHT B

NOCTABAHETO Ca AOCTATEUHO 06yueHH 3a IIOCTQBAHC Ha Mupena.
Ilpexn TIOCTABAHE, Tpa6Ba Na BHHMATENHO TipersienaHa 3a Ha

HPOTHBONOKA3AHHE 3a NOcTaBaHe Ha BMC. Hskriouere 6pemenHocT npean nocrasane. B3emere npenBun
BB3MOXHOCTTA 3a OBYJIQLIA H 3ayeBaHe npean ynotpe6a Ha TO3H MpogzykKr. MupeHa He e OAXOHAILLA 3a
TIOCTKOHTANHA KOHTPALIENLHA (BK. TOHKM 4.3 x 4.4 non MernuuñHCKH nperren/koHCynTauHsx).

Ta6anna 1: Kora na nocrasnM Mupexa Ha XEHH B penpodyKTHBHa BL3pacT
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B cryuau Ha TPYAHO FOCTABAHE CHIHa Oomka U KbpBeHe 110 BpeMe Ha WIM crea IIOCTABAHE, TDA6BA Da
ce B3eME IIPEABUN BE3MOKHOCTTA OT Nepdopauns N Tpa6Ba Aa ce B3CM2T NOAXOMAULM MCPKH KQTO

(bu3HKaseH H YATPA3BYKOB Mperneg.

Cneq nocragae, >KeHaTa Tpa6Ba Na ce npernena cnen 4 no 12 cenMHuM, 3a na Ce IIPOBEPAT HHIIIKHTC H Ja ce

TapaHTHpa, 4e H3HENHETO € B IIP2BHJIH2 NO3HLIHA. CaMo pusnkaren Npersey (BKIOUHTEIHO NpoBepka Ha

HHLUKH) MODKC Ja He € JOCTaTbueH 3a H3KIIOUBaHe Ha YacTH4Ha NEPhOPALHA.

Koraro ce H3NOJI3BA 3a IIPOTCKIIMA Ha CHAOMETPHYMa 110 BPCMC Ha XOPMOHO3AMECTHTENHA TÉPATTHA, Mupena
MODKC fla CE TIOCTQBM TO BCAKO BPCMC APH XEHH B AMEHOPEA H pes TOCJIEAHHTE AHH Ha MÉHCTPYAUHATA WIM

AUHKIHUHO KbpBeHe IIPH OCTQHQJIHTC XEHH.

Omcmpanssane/3amana

Konmpayenyua: CucTeMaTa Tpa6Baa Ope oTcTpaHena WIM 3aMEHEHA CHEN 8 TOAMHN.

IIpodvnsscasane na KoHMpayenyuama cred Omcmpanasane
e Ako »keHaTa »Kenae 1a IPONBJDKH 1a H3noNn3Ba TO3H KOHTpallenTHBeH METOL, Ip CAMOTO

OTCTpaHaBaHe Ha MupeHa Ta Moxe Ja Grue 3aMEHEHA C HOBa.
e Ako XEHATA He XKEJIA€ Ma H3NOI3BA CBIUHAT KOHTpallenTHBeH MeTOA, HO OpeMeHHOCTTa € HEIKEJIAHA,

CHCTEMATA Tpa6Baa Ce OTCTPAHH B paMKuTe Ha 7 IHM OT HaYaIOTO Ha MCHCTPYAIIMTQ npH KEHH BBB

DepTanHa BB3PACT, NpH MmonooKeHHe Ye HMAT HOPMAJIEH MEHCTPYATIEH LIHKBII. AKO CHCTEMATA €

OTCTpaHeHa B 1IPYTO BPCMC B PAMKHTE Ha LIMKEJI2 WI KEHATA HAMA HOPMAJICH MEHCTPYAJIEH H

XKEHATA € HMQJIQ NOOB KOHTAKT B PAMKHTC Ha Cbillara CEAMHLA, CBINCCTBYBa PHCK OT 3a6peMEHABAHE.
3a na ce OCHrYpH NPOABIDKHTENHA KOHTPALIENILHA, Tpa6Ba Wa ce 3anouHe GapHepeH MCTOA1 Ha

KOHTPAICIIIIMA (KATO mpesepBaTHBH), 7 AHH rpexH OTCTpaHABaHe. Cney OTCTPAHABAHE,
Tpa6Ba Ja ce 3anouHe BenHara C HOBMAT KOHTPALENTHBEH METON (CeqBaHKH HHCTPYKUHHTE 3a

yr1oTpe6a Ha HOBHAT KOHTP2IICIITHBCH METOA).

Hôuonamuunamenopazua Cuctemata Tpa6Ba ga 6bne OTCTpaHeHa WIM 3aMeHeHa B CJITydaïË, 4e
CHMIITOMHTO Ha HAMONATHAHA MEHOPATHA ce 3ABBPHAT. AKO CHMIITOMHTC He CE 3aBbpHaT chen ynotpe6a OT

5 TOAHHH, MO2KC Ja ce O6MMCJ1M IIPOMBIDKABAHE Ha ynoTpeOata Ha CHCTEMATA. OTCTpaHeTe 5 WIM A 3aMEHETE
cneg 8 TOAMHH.

TIpomexyua na enöomempuyma om xunepnnasua no epeme Ha ecmpozeH-3amecmumenna mepanus:
Cucremara Tpa68a 1a GBAE OTCTPaHEHA WH 3aMeHeHa CJIEX 5 TOOHHH.

Mnpena ce OTCTpaHaBa, upe3 BHAMATENHO H3NEPIIBAHE Ha HHIUKHTE C dopuerc. VnpakHABAHETO Ha

AONBNHATENHA CHIA/OCTPH HHCTPYMCHTH No BPCMC Ha OTCTPAHABAHC MODKC Ja TIPEAH3BHKA CHVIIBQHC Ha

nsaermero. Cren OTCTPaHaBaHe Ha Mnpena, Tps6Ba za One npoBepeHO, 3a Ja ce YBEPHTE, ye €

OTCTPaHEHO H3LAIO. [px 3aTpyQHeHO OTCTpaHaBaHe CE CBOÖINABAT CHHHHUHH CITVUAH, TIPH KOHTO

XOPMOHAJIHHAT Ce € NPHILTE3HAN Ha, XOPH3OHTANIHHTE PAMEHE H TH CKPHBA 3aeHHO BBTPE B

UHNNHNBPa. Tasn CHTyalma He H3HCKBA NO-HATATBLIHA HHTEPBEHUHA, CJICA KQTO BEMHEX € YCTAHOBEHA
LEJIOCTTA Ha BbTpemaTouHata CHCTEMA. M3nbkHanuTe Kpan1na Ha XOPH3OHTQJ1HHTC paMeHE O6MKHOBCHO

npeana3BaT ABJIIHOTO OTNENAHE Ha OT T-06pasHoTo Tano. B cryuañ, 4e HHIIIKHTO He ce BEDKIAT H

CHCTEMATA € B MATOUHATA KYXHHA, TA MOXE Na ÖBIE OTCTPAHCHQ KQTO Ce H3110J13Ba TCCCH NBPKATEN.
Br3MoxH0 e Ja ce HQJIOKH HAMNATAUHA Ha DEPBHKAJIHHA K2H2JI WIM Apyra XAPYPTHAHA HHTEPBEHLNN.

43 UlpoTuBonoka3auua

HsecrHa aim npennonaraema 6pemenHocT;
Hacroamo WAM PELHAABHPAINO BB3IIQJ1HTCJIHO 3a6o71ABaHE B Ta3a;
Mndexuna Ha HOJIHHA rEHHTANEH TPAKT;
ÉHAOMETPAT CIE paxgane;
AGopT, YCAOXHEH C HHEKLHA, Mpe3 IIOCJICHHHTC TPM Meceula;

Lepsuuur;
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LepsnkanHa ancnnasus;
ManurHexo 3a6o13BaHe Ha MATKATA WH MATOUHATA LUHÏKA;
TporecrareH-3aBHCHMH TYMOPH, Harp. pak Ha l'EPHATA;
A6HOPMHO MQTOHHO KPbBOTEYEHHE C HCH3ACHCH TIPOH3XOR;

BponeHn wan NPAAOGHTH AHOMANHH Ha MATKATA, BKJIFOHHTCJIHO H PHÔPOMHH OOpa3yBaHHA", ako TE
MATOUHATA KyXHHa;

CBCTOAHHA, CBEP32HM C NOBHIUCHA BB3IIPHEMUHBOCT KbM

Ocrpo xephonpo6Ho 3a601ABAHE WIM TYMOP Ha YEPHHS poo;
CBPbXYyBCTBHTEIIHOCT KbM QKTHBHOTO BCIIICCTBO HJIH KbM HAKOC OT TIOMOINHHTE BEINECTBA.

ae

4.4 Cnennansa nperynpexjenua A NpeANA3HA MEPKH pH ynoTpeba

Mupexa Moxe Ja ce M3IIOJI3B2 C IIOBHIIICHO BHHMAHHO crea KOHCYNTALHA C JIEKAP-CHEUHATACT WIM Tpa6Ba
aa Grue oTCTpaHeHa, ako € HAJIHUE WH 3a TIPbB NbT BB3HHKHE HAKOC OT H36poeHHTe NIO-KONY CbCTOAHHA:

e MurpeHa, pokanHa MHTpeHa C ACHMETPHUHA 3ary6a Ha 3PEHHE WIM APYTH CHMNTOMH Ha NPEXOAHA
uepe6parHa HCXEMHA;
H3KJIIOMHTCJIHO CHJIHO TIIABOÖONIHE;

3H2HHTCJIHO NOBHINABAHE HA KPEBHOTO HAJIATAHE;
TCDKKO apTEPHATHO 3a60s1ABaHe, KATO MO3BHCH HHCYJIT WIM HHŸApKT Ha MHOKApNa;

OCTbp BCHO3CH TPOM6OEMÖONIH3DM.

Mupexa MODKC Ja CE H3IIOJI3B2 C IIOBHIIICHO BHAMAHHE TIPM XKEHH C BPOIICHO CEPHOHHO 3a60naBaHe HJIH
KJIQIIHO 3acaraHe C PHCK OT EHAOKAPAHT.

Jlesonoprecrpen B HACKH HI03M MOKE Na NOBJINAe TINFOKO3HAA TOJIEPAHC, Taka Ye TIP xuaGeTaukn
H3II0J3BAHETO Ha Mupena H3MCKB2 CJIEHACHE Ha KpbBHaTa 3axap.

Hepenoguure KPBBOTCYCHHA MOTQT AA MACKHPQT HAKOH CHMIITOMM H I1PH3HQIIH Ha EHAOMETPHANHA
nowHno3a HJIH pak. B res cmryuan Tpa6Ba Aa Ce MpeANpHeMaT AMATHOCTHYHH MEPKH.

Mupexa He e MeTO Ha TIPbB M36OP NpH B IOCTMEHOTIAY3A C HANPEAHANA QTPOOHA Ha MATKATA.

Hoparu orpaHv4enata eKcno3HUMa B H3nATBaHHATA c Mupena 3a noKa3aHHeTO TIPOTEKLHA Ha

e€HOMeTpHyMa OT XHTICPILTA3HA IO BpeMe Ha ECTPOTEH-3AMECTHTENHA TEPANHA, HAIHUHHTE H2HHH Ca

HeJOCTaTBUHY, 3a AA NOTBbPAAT WI OTXBbPIIIT PHCKA 3a pak Ha l'RPAATA, Korato Mupena ce y3n013Ba 3a
TOBA Moka3aHve.

MennuHHcku npersieam/KOHCYJITAUHH

Ilpean nocTaBaHeTo Ha CnMpanata XeHaTa Tpa6Ba Ha Rae yBenoMeHa 3a ebHKacHocTTa, PHCKOBETE,
BKJIIOHHTCJIHO IIPH3HQIIHTC H CHMIITOMHTC Ha TE3H PHCKOBE, KQKTO € OIIMCAHO B JIHCTOBKATA 3a TIAUMEHTA H

HEXEJIAHHTE PeaKLIHH npH IIPHNIO>KEHHETO Ha Mupena. Tpa6Ba Na ce npogene bH3HKanen npernen,
BKIIHOYBAIN npernen Ha M@JIKHA Ta3 H IIPernien Ha rbpaute. Tpa6Ba na ce HANpaBH UATOHaMa3ka, Cropez
oueHkaTa Ha Meguunuckna CHELIHAJIHCT. Tps6Ba 1a ce H3KIOYaT OpeMeHHOCT H 3a60NABAHHA, TIPeNABAHK
no nonos mbt. TEHHTAIHHTE Tpa6Ba na ycnewHo NekyBaHH. 3a Na ce npewenH BpeMeTo Ha

NOCTaBAHe, 32 H3KOUBAHe Ha OpeMeHHOCT, BHxTe "Jlo3MpoBka 1 HaUHH Ha npnroxenne".Tpa6Ba na
onpexeJeHH TIOJIOKEHHETO Ha MATKATA H pa3Mepa Ha MATOUHATA KyXHHa. Pa3nonoxKeHHeTo Ha Mupena BEB

pyHayca Ha MATKATA € H3KHIOUHTEJTHO BAKHO, 3a Ja Ce OCHTYPH paBHOMepHa €KCNOSHUHA Ha EHAOMETPHYMa
Ha AËHCTBHETO Ha mporectarena, Na ce H3XBEPJIAHE H Aa CE IIOCTHTHC MaKCHM

edukacuoct. ToBa, CTPHKTHO Tpa6Ba Ha ce cna3BaT HHCTPYKIIMMTC 3a NOCTABAH
TEXHHKATA Ha IIOCTABAHC € pa311myHa OT TQ3H IIPH ApyruTe HHTPAYTEPHHHH CHCTEMH, C
ce HaGnerHe Ha OGYHEHHETO Ha NPABHIIHATA TEXHHKA Ha TIOCTaBaHe. IlocTaBaHeTo u OT

cHCTeMaTa MO2KC Ja GRAAT CbNpOBOeHH C H3BCCTH2 Oomka H KpBeHe. IIponexypata
TIPHTANEK KQTO Ba30Baraj1Ha peakums HJIH TEPUOBC NpH CIIHJICIITHHHH NaAUMEHTH.
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KonTporuu nperreny cnenBa na ce npaBaT 4 no 12 CEZIMHLH CHEN NocTaBAHeTO H CHEN TOBA EIMH NET
TOHIMIIIHO WIM M0-4eCTO, QKO CbIECTBYBaT KIHHHUHH HHAMKAUHH.

Mupena He € IIOIIXOHIIIIQ KQTO NOCTKOMTAJICH KOHTPAUEITTAB.

Thi kaTo HCPCAOBHOTO KbpBeHe/3alanBaHe € 06H4aËHO NO BpeMe Ha ITBPBHTE MECeLIM Ha TEPATIHA,
XEJIATEJIHO € NA CE H3KJIIOHH NATOJIOTHA HA EHAOMETPAYMa npean rnocrassHero Ha Mupena. B cryuañ ye
CHCTEMATA € MOCTaBeHa M0-paHo C ICJI KOHTPALENLHA, ako Ce IIOABM KbPBEHE cred 3arIOUBAHE Ha ECTPOTEH-
3aMECTHTENHA TEPANHA, € HeOÔXOHHMO NA CE H3KJIIOHH NATONOTHA Ha EHJIOMETPHyMa. AKO Ce IIPOABAT
HAPYLIEHHA B MEHCTPYAIHHA UMKbIL IIO BPEME Ha NPONBIDKHTEIHO JIeuEHHE, Tpa6Ba CbIO Taka Na ce
NpearpHeMaT TIONXOAALIH HAMATHOCTHUHH MEPKH.

Heuecro KbpBeHe/ameHopea

Tipu XKCHM BbB PepTHIHA BL3pacT HeyecTo KbpBeHe H/HNH AMCHOPCA Ce PA3BHBAT IIOCTOIICHHO NPA 20 % OT

xeHuTe. B kpaa Ha roguHa 8 OT yr1orpebara Ha Mupexa, Heuecro KbpBeHe u aMeHOpes Ce CpeuaT
CBOTBETHO pv 26% u 34% OT noTpe6utenute Ha Mupena. 3a BL3Mo2KHa OpeMeHHOCT MODKC a Ce MHCIIM,
akO MeHCTPyAUHA He HACTBIIH 6 CeNMHUH CHEN Ha MeHCTpyauns. [pu KCHHTE c
aMeHOpes NOBTOpeH TCCT 3a OpeMeHHOCT He € HEO6XOJHM, OCBEH AKO HE TO HQJIODKQT APYTH CHMNTOMH.

B CITYHAHTE KOTATO Mupena ce KOMGHHHpa C ITPOHDJDKMTCJ1H8 ECTPOFEH-3AMECTATENHA TÉPANHA, HpH
TIOBeCYeTO XKEHH NIOCTETIEHHO HACTEIIBA AMEHOPEA Mpe3 NbpBaTa FOAHHA Ha JICUCHHE.

Mndexuna 8 o6nactra Ha Maka Ta3

AIUIHKAUHOHHATA Tp»6a Mupena OT KOHTAMAHAUHA C MHKPOOPTQHH3MH Mo BpeMe Ha
IIOCTQBAHCTO À B MATKATA. AILIHKATOPET € CNELIMAJIHO CH3AANEH, 3a HI2 HaMasin pHCKA OT uHbekumn. [pu
3KEHHTE, H3NIONRRAN(A MEIHH BLTpeMaTOYHH NPOTHBO3AUATEUHH CpencTBa (BMC), PHCKET OT B

Ta30BaTA OONacT € HaË-BHCOK Mo BPCMC Ha TYbpBHA MCCCLI CHE TOCTABAHETO, à Ce TOBa Crana. H3Becren

pHckos pakTop 3a BB3IIQJIHTCJIHO 3a001ABAHE B Ta30BaTa O6JI2CT Ca MHOTOÖPOÄHHTE CEKCYANHH NapTHbOpH.
Ta3oBaTa MODKCa MMA CCPHO3HH NocueACTBHA, KQTO MODKC AA HAMQJIH M IIOBEIIIM

pucka OT EKTOTHUHA GPEMEHHOCT.

Kakro npu apyruTe THHOKOJIOTHHHH WIM XAPYPTHUHH FIPOLEAVPH, MOKO Wa Bb3HHKHE TEKKA WI
Cencuc (BKMIOUATEJIHO CEIICHC, IIPCIH3BHKQH OT CTpenTOKOKH rpynaÂ) cnen TIOCTABAHE Ha BMC, BbIIDEKH
Ye TOBA € H3KIIIOYHTENHO PAIKO.

AKO 2KCH2T2 HMa peKypeHTeH CHIOMCTPHT MIM B Ta30BaTa OONacT HJIH ako OCTPATA HHeKUHA €

TCDKKQ HIH He CE TIOBJIHABA OT Je4eHHe B PAMKHTC Ha HAKOJIKO IHM, Mupena creraa Ope OTCTpanena.

Tperoprusar ce GakTePHOTIOTHAHH HS3CNeBaHHA MH HAÖNIOJEHHE HOPM IIPH AACKPETHH CHMIITOMM Ha

HHŸEKUHSI.

B paMkuTe Ha KTHHHUHHTE npoyusaHHa c Mupena 3a MOKa3aHHeTO YecTOTaTa Ha

H3XBbPIIIHE HA BLTpeMaTOUHAaTa JIEKAPCTBONOCTABAINA CHCTEMA € HMCKQ (<4% OT HOCTABEHHTE) H B CbLOHTe

TPAHHLH, KaKTO CBOÖLNABAHHTe 3a apyru BMC. Cumnromute Ha YaCTHYHO HIM IIBJIHO H3XBBpIAHe HA

Mupena, Moke Ja BKJIIOHBQT KBpBeHe WI 6onka. Bb3MO>KHO €, O6aye, cHCTEMATA Ja Obye M3XBbpsieHa OT

MaTKaTa n 6e3 »KeHaTa Na 3a6enexn ToBa U Ja HOBCHIC No 3ary6a Ha KOHTPALENTABHATA SALUT
Mupexa HQMQJIABQ MEHCTPYaJIHOTO KbPBEHE, 3ACH/IBAHETO MY MODKC Ja € HHAHKALHA 3a H3

PMCKET OT M3XBBpPJIAHe € IIOBHIIICH IPA
e Ken c aHaMHe3a 3a TEXKO MCHCTPVQJIHO KEPBEHE (BKHOUKTENHO XKEHH, KOHTO H

3a JEUEHHE Ha TCDKKO MCHCTPyasIHO KbpBeHe)
Mup a
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e KeHH C M0-BHCOK WHOeKC Ha TEJIECHATA Maca KbM MOMEHTA Ha NOCTABAHE; TO3H PHCK Ce yBeJIN4WaBa
NOCTETIIEHHO C IIOBHIIIQB2HC HHACKCa Ha TEJIECHATA Maca.

Kennute Tpa6Ba 2a ÖBNAT KOHCYJITHP2HH MO OTHOLIEHHE HA BB3MO2KHUTE TPH3HAUH Ha H3XBEPJIHC H Kak Na

npOBepABAT HALUKHTE Ha Mupena, H CEBCTBQHH JA Ce CBEPDKQT C JIEKAPA CH, QKO HE MOFQT Ja H2IIPIIQT
HHIUKHTE. Tpa6Ba Aa ce H3r10113Ba 6apHepeH MeTO 3a KOHTP2IICIILIMA (KATO Ipe3epBaTuB) HIOKQTO He ce
NOTBbPAH MCCTOTIOJODKOHHCTO Ha Mupena.

YacTHuHoTo H3XBEPJIAHE MOKE Wa IIOHHKH e@HKacHoctra Ha Mupeua.

UacTuyHo u3xBRpreHaTa Mupena Tpa6Ba na Opne OTcTpanena. B MOMCHTQ Ha OTCTpaHaBaHe MOxe fla ce
TIOCTQBM HOBA CHCTEMA, IIPH YCHOBHe Ye € P3KJIIOHCH2 ÖPEMEHHOCT.

Tlepdopauna

Moxe Ja H2CTBIIM HephopaALHA WIM NEHETPALHA B TAJIOTO MH B LUHAKATA Ha MATKATA, KQTO TOBa HaÏ-4eCTO
ce CJIy4Ba NO BpeMe Ha MOCTaBAHETO, BbIIpeKH Ye TOBA MODKC Ja ÖBNE YCTAHOBEHO Ha TIO-KbCEH TAN H MOKC
Aa TIOHWOKH edeKTHBHOCTTa Ha Mupena. B Tosu cryuañ cucremata crensa na ÖBNE OTCTpaHeHa; MOXE Ja ce
HAJIOXH XHPYPFHMH2 Hameca.

B ronaMo IIPOCIICKTHBHO CP2BHHTCJIHO HCHHTEPBEHLHOHANHO KOXOPTHO H3IHTBAHE IIPH moTpeOuTenu Ha
BMY (N = 61 448 xexu) c nepvog Ha HaGmionenne 1 roaHa, 4ecToTaTa Ha nephopauua e 1,3 (95% CI: 1,1
- 1,6) Ha 1000 TIOCTaBAHHA 3 usaraTa uscrensana rpyra; 1,4 (95% CI: 1,1 - 1,8) Ha 1000 IIOCTQBAHHA B

rpynata Ha Mnpena u 1,1 (95% CI: 0,7 - 1,6) Ha 1000 nocTasanna B rpynata Ha MCHIHHTC BMY.

YabspKaBaHeTo Ha nepnona Ha xaGmonenne NO 5 TOAHHH B TIOATPyTIa Ha ToBa H3nATBaHe (N=39 009 xeru,
Mupena win Mexx BMY, 73% OT Tesn DKCHM Ca pasnonarann C rpe3 BCHHKHTO 5

TOAHHH OT NIPOCHEAABAHETO), YCTAHOBEHATA HECTOTATA Ha NEPhOPALHA IIO BCAKO BPCMC Ha uen S-
TOAHLIEH nepyox e Gua 2,0 (95% CI: 1,6 - 2,5) Ha 1000 TIOCTABAHHA.

KBpMeHEeTO IIO BpeME Ha MOCTaBAHETO H IIOCTABAHETO 10 36 CEIMHLH CIE P2KI2HOTO Ca NOTBBPIEHH KQTO

PHCKOBH pakropy H B NOMPyYNATA, KOHTO ca ÖMIH TIPOCHENABAHN B NPOAbIDKeHHe Ha 5 FOAAHH.

TIpoyuBaHeTo mioka3a, Ye KQKTO KBPMCHCTO IIO BpeMe Ha NOCTABAHE, Taka H IIOCTQBAH6TO NO 36 CEIMHUH
crIen paxnaHe Ca CBLp3aHH C TIOBHUICH PACK OT nephopauua (4x TaGruua 2). Tes packoBn baKTopH ca
Guru NOTBEpAeHH B cy6rpynata, IIpocneneHa B PaMknTe Ha 5 TOAHHN. /IBaTa pakropa ca He3aBHCHMH OT

Bua Ha MOcTaBeHOTO BMY.

Ta6nuna 2: Uecrota Ha nepdopauna Ha 1000 NOCTABAHHA 3a LANATA H3CHeNBAHA rpyna HAOMONABAHH Han
1 roauHa, cTpaTHDAUHpaHA No BpEME Ha KbpMeHe M NEPHOA OT BPCMC CJICI paxXJIaHE npH TIOCTABAHE

(paknanu xKeHH)

FO BpeMe Ha IIOCTQBAHCTO Hekppmewn NO BPCMC Ha IIOCTQBAHCTO

Tlocrapane <36 cexmaum 5,6 1,7
Ce] PKNAHETO (95% CI 3,9-7,9; n=6047 nocraBaHus) (95% CI 0,8-3,1; n=5927 nocTaBaHua)

Iloctasane >36 ceamnun 1,6 0,7
01011 PEJKJJLZHBE (95% CI 0,0-9,1; n=608 nocTaBaHHa) (95% CI 0,5-1,1; n=41,910 nocrasaxua

Pucker OT neppopauus Moxe Na CRIE YBeJIHUEH Tpu KEHH C OHKCHPQHQ PCTPOBCP3H2 MATKA.

ARNONig
ToBTOpPHHAT npernen cren NocTaBaHe Tpa6Ba NA CHENBA YKA3AHHATA, AareHH no-Tope B

„MenHunHckH nperren/KOHCYATALAT", KONTO MOTAT Na OBAAT ANANTHPAHH, KAKTO €

IIPH XEHH C PHCKOBH PaAKTOPH 3a HEPhOPALHA. \r
= »

Pak Ha rppnara
2 \
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Tipu METà-aHATH3 Ha 54 enHneMHONOTHUHH NpoyyuBaHua ce cbobmaBa 3a JICKO TIOBHILIEHHE Ha
OTHOCHTCJIHHA PACK (RR = 1,24) OT pak Ha TBp11aTa, AHATHOCTHLHPAH IIPH XKEHH, KOTO CA H31ION3BAJIH B
MOMCHTQ KOMÖHHHPAHH IICPOPQJIHH KOHTpallenTHBH (KIIK), npenxMHo npoxykTH, CBABP>KALUM ecTporeH-
nporecTareH. PHCK NOCTeneHHO H3ye3Ba B TIPONBIDKEHHE Ha 10-re TOHIHHH chen CrHpaHe
Ha ynoTpe6ara Ha KTIK. Tpit KaTo pakbT Ha TBpNaTa € PANBK IIPH 2KCHH Nog 40-TOAHLUHa BB3pacr,
AOMBAHHTENHHAT GpoË Ha AHATHOCTHUHPAH pak Ha TbpAaTa B HACTOALUHTE U CKOPOLUHHTe IOTPEeÖHTENH Ha
KIIK e Mark B cpaBHeHHe c o6mua PHCK OT pak Ha TppnaTa. BB3MO>KHO € PHCKET OT pak Ha NPH
IKEHHTE, H3IIOJI3B2LIM CAMO TAÖJIETKH, Ha € IORO6EH Ha PHCKa, cBLp3aH c KIIK.
Ilp1 nponyKTHTe, CBIBP>KALlIH Camo nporecTareH, 06aue NOKA3ATEIICTBATA CE OCHOBABAT HA MHOTO

nOMynauna NOTPe6HTENH H HOPANHA TOBQ ca TO-MAJIKO YGEHATENHA OTKOJIKOTO np4 KIIK.

Puck npu XeHH B MeHonay3a
PMCKET OT pak Ha TBpAaTa ce YBENHUABA IIPH 2KCHH B MEHONAY3A, H3I10JI3BAIUM CHCTEMHA (T.e. TIépOpañHa
MIM TPAHCHEPMANHA) XOPMOHO32MCCTHTCJ1H2 Tepar1na (X3T). To3H pack € TIO-BHCOK npH KOMÖHHHPAHa
X3T, CCTPOTCH -TIPOTECTATEH, OTKOJIKOTO Camo C ecTporeH. Tpa6Ba Aa ce Har1paBH cIIpaBKa
CbIUO H C TIPONYKTOBATa HHŸOPMALHA Ha CCTPOTCHHHA KOMIIOHCHT 32 AOGBIIHHTEIIHA

V3BbHMaTouHa GpeMeHHOCT

Kenn C aHaMHe3a 32 H3BEHMATOUHA OpeMeHHOCT, OIICPQTHBH2 HAMCCA BEPXY MATOYHHTE WIM Ta30Ba
HHÖEKLINA Ca H3JIODKCHM Ha TIO-BHCOK PHCK OT e€KTONHYHa ÖpeMEHHOCT. Bepostuoctra 3a Hasmune Ha
H3BbHMATOUHA OpeMeHHOCT CJICHBA Wa ce O6MMCJ1M B Ha Gomka B HOJIHQTQ yacT Ha KOpema, 0CO6EHO
CRUETAHA C Jinnca HA MCHCTPVQJIHO KbPBEHE HJIM KOTATO TIPH KEHA C AMEHOpes 3allO4He KbPBeHe.
A6CONTHHAT PHCK OT EKTOTIHYHA OpeMeHHHOCT MpH oKeHH, H3NON3Bau11m Mupena € HACEK, rlopazu O61NaTa

BCPOATHOCT OT 3a6peMeHABaHe MPH KeHH H3IIOJI3BAIIIM MupeHa B CpaBHeHHe C KEHH, KOHTO HE
H3IIOJI3BQT HHKaBa KOHTPauenuma. B TOJTMO npocneKTHBHO CP2BHHTCJIHO HOHHTCPBCHLIHOHQJTHO KOXOPTHO
IpoyuBaHe C IICPHOA Ha HaGnionenne OT CHIH2 FOAHHa, IIPOICHTET HA H3BDHM2TOHH2 OpeMeHHOCT npH
H3I00JI3BaHe Ha Mupena e 0,02%. B KIHHHUHH H3NHTBAHHA, A6COMOTHATA yecToTa Ha MOABa Ha EKTONHUHA

6pemeHHOCT np ynotpe6a Ha Mupena e nPHÖNH3HTeNHO 0,1 % TONMIIHO, cpaBeHeHo c 0,3-0,5% ronummo
npH XEHH, KOHTO HE H3IIOJI3BT HHKAKBA KOHTpaueruma. AGCOMOTHHAT PHCK OT CKTOIIHHH2 6POMCHHHOCT

XeHH, 43r10713Baluu Mupena, € HHCBK. Tosa, KoraTo exHa XEHA 3a6pemenee c Mupena in situ,
OTHOCHTCJIHHAT PHCK OT EKTOTIHYHA OpeMeHHOCT CE YBEJIHYABa.

HexanunBauun ce HHIIIKH

AKO npH r1pernen Kpan1aTa Ha HMLUKHTE, C YUATO IIOMOIII Ce OTCTpaHaBa Mupena, He MOFQT Ja Ce BHAT B

IIHÂKATA Ha MATKATA, ITBPBO TP6B8a Ce M3KITKOUH Bb3MO2KHOCTTa 3a HAJIHUHE Ha GpeMeHHoCT. HaiuknTe
MODKO Ja Ca H3TCTJICHH B MATKATA HJIM B LICPBHKQJIHHA Kanal H Na H3JI32T OTHOBO NpH CJIENBALATA
MeHCTpyauna. Chen KATO CE H3KIIKOUH HAJIHYHETO Ha 6pemeHHoct, PA3TIOJIO>KEHHETO HA HHIIKHTE MOXKE 1a
Grue YCTQHOBCHO 4pe3 BHHMATCJIHO COHIHPAHE C TIOIIXOHAIII HHCTPYMEHT. AKO Te He MoraT Ja 65HI8T
OTKPHTH, Tpa68a Na ce OGMHCIH Bb3MO%KHOCTTa 3a CHOHTAHHO H3XBEPJIAHC WIM Nepdopauma. 3a
YTOUHABAHE Ha IIP2BHJIHQTQ NO3HUHA Ha CHCTEMATAMOXKEa Ce H3TI0N3BA YATPA3BYKOBO y3CJIenBaHe. B
cryxañ, 4e TO He MODKC Ja Ce npoBene HJIH € HEYCHIELUHO, MODKC Ja CE IIPHJIODKM PCHTTCHOBO H3CJICHIB8HO 3a

Jlokanu3npane Ha Mupena.

VroneMeHu donukyan

Tpit kaTO KOHTpallentHBHHAT edexT Ha Mupena e TJIQBHO JIOKANIEH, OÖHKHOBEHO MpH XKEHH BbB DePTAIHA
Bb3pacT Ce NOABABAT OBYJIQTOPHH LHKNH C PONHKYJIHa pyntypa. TIonuskora aTpesuaTa Ha comukynute ce
3a6aBa 1 PONHKYJIOTEHE3ATAa MOxe Ja IIPONBIUKH. Tesu VYTOJIEMEHH He Moxe Na OBHAT
pa3rpannyeHH KIHHHUHO OT OBAPHANHH KACTH. Yronemenu bonnkyan Ca AHATHOCTHLUHPAHH AOA,

Mnpena Ilogeuyero OT honuxyruTe ca aCHMNTOMHH, HO MoraT 2a 6 a OBO

c 6onka B M@IKHA Ta3 HJIH AHCHAPEYHHA

B nogeuero cryuau yFoneMeHHTe cbonukynu TIPETBPIIABAT O6PQTHO CIIOHTAHHO P23BHTH
Meceua HaOsroneHHe. AKO TOBA He CE CIIYUH, Ce NpenopbyBa IIPONBIDKEHHE Ha yITpasBy Bag MoN PTOpAHr"

>
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H NPHIATAHETO Ha HPYTH AHATHOCTHUHA/TepareBTHUHA Mepku. B penkH cTyuaH Moke Ja ce HAJIOXKH

XHPYPTHHCCK2 HHTEPBEHLHA.

HapyInenng:

Jo6pe H3BOCTHH HEXEJIAHH peak1mH IPH ynoTpebata Ha XOPMOHAIHA KOHTPALENITHBH Ca JENPECHBHO
HACTpOeHHe H AenpecHa (px. TOUKa 4.8). Tlenpecuata Moxe na 6bae cepaosHa x e n06pe u3BeCTEH PHCKOB
pakTop 3a CyHUMOHO nosexenHe x CamoyOuiicTBO. XKexnTe rp16Baa ÖBNAT CbBETBAHH Ha Ce CBEPXKAT C

MEAHLHHCKHA CH CIICIMAJIMCT B CJTYUAË Ha NPOMEHH B HQCTPOCHHCTO H CIIPCCHBHH CHMNTOMH,
BKJIOUHTENHO H CKOPO CJICI 3anouBaHe Ha JIEUEHHETO.

IIpear1asun MEPKH Mo BpeMe Ha OTCTPaHABaHe

VnpaxHsBaHeTo Ha HOREJIHHTCJIH2 CHIA/OCTPH HHCTPYMOHTH Mo BpeMe Ha OTCTPAHABAHE MOXE NA

MpenH3BHKa CHVIIBQHC Ha H3JIENHETO (BxK. Touka 4.2). Cren OTCTpanaBane Ha Mupena, u3nennero Tpa6Ba na
6BAE NpoBepeHo, 3a Wa ce YBEPHTE, 4e € OTCTPAHCHO H3UANO.

4.5 Bsanmojeiicrsue c ApyTH JIEKAPCTBEHH NPOAyKTH H APyTA DOPMH HA B3AHMONeHCTBHE

3a6enexka: Tps6Ba na ce HanpaBu CIIpaBka C 3a TIPeANHCBAHE Ha ChITBTCTBALIMTE

JIÉKaPCTBA, 3a 2a ce HACHTHHALHPAT NOTEHUHAJIHHTE BBAHMONEÄCTBUN.

4.5.1 EdeKT Ha Apyra JIeKapCTBeHu HPOXYKTH BLpxy Mupena

Morar na HaCTENAT B3auMONeÄCTBHA C JIEKAPCTBA, KOHTO HHIYUHPAT WIM HHXHÖHPAT MHKPO3OMAJIHHTE
€H3HMH, KOCTO MOXE Ja MOBENE NO NOBHWaBaHe WIM HaM@iaABaHe Ha KIHPEHCA HA TIOJIOBHTE XOPMOHH.

Bewecmea, JeEAUUGEAUU KQZZIPBHCC Ha NEBOHOPZECMPEN, HANDUMED

DeHHTOHH, 6ap6HTypaTH, TIpHMHAOH, Kap6aMazenHH, H BCPOATHO ChIIO OKCKapÜa3ENHH,
TONHPAMAT, her6aMaT, rpH3e0PyJIBHH H NpOAYKTH, CHABPHKALUH PKBJIT KAHTAPHOH.

BauaHuero Ha Tesh JI€KapCTBa BEPXY KOHTPALEITMBHATA ebakacHOCT Ha Mnpena He € H3BECTHO, HO HE Ce

CMATA, 4€ € OT TOJLIMO. 3H2HCHHC TOPAIH JIOKaJIHHA MCX2HH3BM Ha neñcTBye.

Bewecmea c npomennueu edbekmu 6opxy KiupbHca HaNesoHopzecmpen:

IIpu exHoBpeMeHHO rPHIOKEHHE C IIOJIOBM XOPMOHH MHoro HIV/HCV npoTeasHH 11

HHXHÖHTOPH Ha O6paTHaTa TPaHCKPHNITA3à MOTAT Ja YBCJIHHQT HIM 1a HAMANIAT IIJIQ3MCHHTC KOHLIEHTPALIHH
Ha TIPOTECTHH.

Bewecmea, namaraeauu Knupdnca na neeonopeecmpen (enzumnu uxxuGumopu), Hanp.:

CHnHH 1 yMepeHH HHXHÖHTOPH Ha CYP3A4 karo a3010BH CpelCTBa (Hanpumep
DITyKOHA3ON, HTPAKOHA3ON, KETOKOHA3OJI, BOPHKOHA30N), BEPAIIAMHN, M2KPOJ1HIIH (HanpHMep
KAIAPUTPOMHLUHH, EPHTPOMHLMNH), AAITHA3EM H COK OT rPeATIPPyT MOrAT Aa IIOBHIIIQT ILTA3MEHHTE

KOHLEHTPALHH Ha IIPOTECTHH.

4.6 epranater, ÖpeMeHHocT a KbpMeHe

BpeMeHHocT 10

Mupeua He Tpa6Ba Ja ce H3TI013BA IIPM HIM NOO03NPaHa 6pemeHHoc
cryuañ Ha 3a6pemeHaBaHe oKaTo ce H3non3Ba Mupena, cucTemata Tpa6Ba na GEne
Haï-CKOPO, TbH KQTO BCCKM BETPEMATOUEH KOHTPALIEITTHB, OCTABCH in Sifu, MOXE Na

$3)
Bb3 5

1
Qt aGopr:a
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HM TIPEIKIEBPEMEHHO paxnake. OrcrpaHaBaHeTo Ha Mupena wu u3crenBaHeTo Ha MATKATA MOXE CbINO Na
MpeAM3BHKa CIIOHTQHCH a60pT. Tpa6Ba na ce P3KJIIOHH ekTonHuHa GpeMeHHOCT.
AKO »KeHaTa XEJIAE HA IIPOABJDKH GPEMEHHOCTTA H CHCTCMQTQ He MOXE Ja ÖBNE OTCTPAHEHA, TA Tpa6Ba 1a
Grue npexyrnpeneHa 3a pucKa H BE3MOXKHHTE IIOCJICICTBHA OT PAKJQHC 3a NETETO. XONBT
Ha TakaBa 6peMeHHOCT Tpa6Ba BHHMQTCJIHO a ce npocrenn. Kexara Tpa6Ba na Obae HHCTPYKTHPAHA 1a
CROGINABA 3a BCHHKH CHMIITOMH, KOHTO IOKA3BAT YCJIODKHCHHA Ha GPEMEHHOCTTA, KQTO CIIQCTHHHA KOPCMHQ
6onka c Temnepatypa.

OcBeH ToBa He MOXE 1a CE H3KJIIOHH IIOBHIIICH PHCK OT BHPHJ1H3HP2IIIM TIpH DKCHCKM PeTyCH,
nopad BBTPEMATOUHATA CKCIIO3HIIHA Ha JeBOHOprecTper. Mma H301HpaHH cryuan Ha MACKYHHHA3ALUA Ha
BRHLIHHTE l'EHATANHH IIPH DKCHCKM peTycH CIEL JIOK2JIH2 CKCIIO3HIIHA Ha JICBOHOPTCCTPCJI No Bpeme Ha

6pemeHHocT c IIOCTQBCH2 reBOHOprecTper-0CBO6OKHABALLA BETPEMATOUHA CHCTEMA.

Kppmene

Oxono 0,1 % OT q03aTa Ha JICBOHOPTCCTPCJ1 HPpéMHHABA B AETETO MO BpeMe Ha KbpMeHe. Mar1ko BepoaTHO €
KONHYECTBOTO JIEBOHOPTECTPEN, OCBOGOKIABAHO OT NocTaBeHaTa B MaTKaTa Mupena, Ja TIPCACTAaBIABa PACK
3a nerero. He ca PErHCTPHPAHH BpenHH ebeKTH BbPXy pacTexa H P23BHTHCTO Ha KbPMAYETO, KOTATO ce
H3110J13Ba Mupena, 6 CCHIMMIIM CHEN paxgaHe. CAMOCTOATENHATA Tepanna C TIPOTECTATEHH He HOBJIHABA
KOJIHYECTBOTO H KAYECTBOTO Ha KbpMata.

DepTunuter

Cnea OTCTpaHaBaHe Ha Mupena, JKeHHTE CE BPbINAT KbM HOpMaJIHHA CH bEepTHnnTer.

4.7 Ecexra BLpXy CHOCOÖHOCTTA 3a moupane H pa6oTa c MAMIHHH

He ca TPOBEXKAAHH NHSCIIENBAHNA Ha EhEKTHTE BLpxy CHOCOGHOCTTA 3a modnpane H pa6ora c MALUHHH.

4.8 Hexenann JeKapcTBeHu peaknan

Pestome Ha npodbuna Ha 6e3onacHocT

Hexerannre ca m0-4eCTH Npe3 ITEPBHTC MECELIH CHEN IIOCTQBAHCTO H OT3BYHQBQT IIPH
NPONBIDKHTENHA YIIOTpeba. OcBeH HCKCJIQHHTC ehekTH, H36poeHH B TOHKQ 4.4, cneqHHTe HEIKEJIAHN €pekTH
ce CBOÖINABAT NpA KEHH, H3NO713BAMH Mupena.

MHoro YecTuTe HEXEJIAHH ebekTH (> 1/10) BKIHOUBAT KbPBEHE OT MATKATA/BIATANHILETO, BK. 3ALANTBAHE,

OJIHTOMEHOPEA, ameHopes H AOGPOKAUECTBEHH KHCTH Ha AHUHHKA.

Tipu depraunnn Kenn CpeqHHAT 6poñ Ha 1xHH/MeceuH CRC 3aLUATIBAHE MOCTeNeHHO OT ICBCT HA

YeTHPH AHH Mpe3 WecT Mecela Ha ynoTpeba. [IpoueHTET Ha XKEHHTE C YIBIDKEHO KbpBeHe (nogeue
OT OCeM HH) HaMaJ11Ba OT 20% Ha 3% npe3 IIBPBHTE TPM Meceua Ha yI1orpe6a. B KIIHHHYHHTE H3NHTBAHHA

npe3 NbPBaTa FOAAHA Ha ynotpe6a 17% oT KEHHTE Ca TIONYUHIIH AMCHOPCA C NPORBIBKATEIIHOCT OT HaH-
MaJIKO TpH Meceua. B kpas Ha rOAHHA 8 oT ynorpe6ara Ha Mupena, IIPOHDJDKMTCJIHO KbPBEHE U HEPENOBHO
KbPBEHE Ce CBOTBETHO npA 3% u 10% or norpe6uTenute Ha MupeHa; ameHopes ce cpema npa 34%
H PAJIKO KbpBeHe IIPH 26% OT noTpeOuTenutTe Ha Mupena.

Korato Mupena ce H3NOJT3BA B KOMÖHHALIMA C TIPOHBIDKHTENHO JICHCHHC C CCTPOTCH 3AMECTHTENHA TEPATHA,
ROCTCIICHHO KEPBEHETO CITMpa FIPH IIOBCHOTO KeHH NO BPeMe Ha TEPBATA TONHHA.

no 2
Uecrorara Ha x06poKaueCTBEHATE KACTH Ha AHHHHKQ 3ABHCH OT H3IIOTI3BAHHTE HIMQTHO

KJIHHHHHHTC H3IIHTB2HHA YBEIIHYEHH Ca HH2THOCTHLIMP2HH npH 12% OT x ceRN
Mnpena. Ilogeuero or PorHkyAHTE Ca 2CHMIITOMHH H H34E3BAT B PAMKHTE Ha TPH Me g »

+
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Crucik Ha HCKCJI4HHTC JIeKapCTBeHH PeaKLIHN B ta6nuyen BUN

B raGruua 3 no-nony ca npencraseHHn HeXKenaHHTe peaKkuHH MO CHCTEMO-OpraHHH KacoBe Ha MedDRA
(MedDRA SOCs). YecToTuTe ce OCHOBABAT Ha JaHHH OT KIIHHHYHHTE H3IIHTBAHHA.

Hexenann peakuHH IIPH KIIHHHYHH H3I1MTB2HHA NPA IIOKQ32HHCTO NPOTEKLHA Ha CHIOMCTPHYMQ OT

XHHEPILTA3HA NO BPCMO Ha CCTPOTCH 32MCCTHTCJIH2 Tepanna (BkrouBamu 514 xeHu m 1218,9 xeHa-ronuHH)
ca HaÖJIKOABaHH IIPH NONOÖHA YECTOTA, OCBCH ako HE € TIOCO4YEHO Apyro B 6enexku NOX JHHHA.

Ta6nnna 3: HexenaHn JICK2PCTBCHH peaKliMH

Cacremo- Mnoro vectra Yecra Heaecra C HEH3BECTHA

OPraHHK (> 1/10) (> 1/100 no (= 1/1000 ao (2 1/10 000 no JEecToTa
KJacoBe <1/10 <1/100) <1/1000)
Hapymeuna na

Hapymenaa na I'naso6onne Murpena

Hapymenun na AKHe Anoneuma
KO2KATZ H XHP3YTH3EM

Hapymenus na Bonka B

A TbKan u

Hapymenna Ha TIpomenu B Yinbekumn Ha Tlepbopauna Ha

HAMANABAHE Ha Kucru Ha
MCHC

AAA No>
OJIMTOMeHOped U TRPAATE +

;

ameHopea

HMJHHATA EJIHOCT,
CHCTCMQ BKIIOUHTEJIHO

oOpus,
YPTHKAPHA H

Ilcaxuyunn Aenpecusxo
HacrpoexHe/
Jenpecus
IlonnkeHo

HCPBHATA
CHCTEMA
Chosen 3aMmas1HocT

Cromamuo- Kopemun Tanene
4peBHH Honku/6onkH 8

HapymeHas Ta3a

IIOAKO2KH2T2

MYCKYJIHO- rpp6a**
CKeJIeTHATa

KOCTHTe

BR30POH3BOAH- KbPBeHCTO, TOPHHTE MATKATA
BKINO4YHTESIHO FEHHTAJIHH

CHCTOMA u YBENHUABAHE H HETHIA

KbPBEHe, Aucmenopes
3allar1BaHe, Bouka B

N

ey

BbTPEMATOUHATA
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CEKPELHAT KOHTPALETITABH*

a CHCTEMA

(HanbsHO U

YacTHUHO
Vscneqpanna Veenuuenne na TlopumapaHe Ha

TCTJIOTO KPBBHOTO
HAJIATAHE

Hsnonssan e Hañ-nonxonaums TEPMHH MedDRA 3a onucaHne Ha onpereneHa peakuna 4 HEÄHHTE
CHHOHHMH H CBbP3aHH CECTOAHHA.
* Msnureanus 3a TIPOTCKIIA Ha EHIIOMETPHYMA: ,,AECTH"
** Vignutrsanua 3a NPOTEKLHI Ha EHIIOMETPHYMA: ,, MHOTO YECTH"
*** Tasu yecTOTa ce OCHOBABA Ha TONAMO IIPOCIICKTHBHO CpaBHHTesIHO HCHHTCPBCHLIHOH2JTHO KOXOPTHO
H3nHTBaHe np4 NOTpeÖnHTenn Ha BMY, KoeTo TIOKa3Ba, 4€ KbPMEHETO NO BpeMe Ha MOCTaBAHETO H

IIOCTQBAHC NO 36 CEAMHUH Cex paxqaHerTo Ca HESABHCHMH PHCKOBH PaKTOPHA 3a nepbopauns (BHXTE
Touka 4.4). B KIHHHUHHTE H3TIHTBAHHA C MupeHa, KOHTO H3KNHOUBAT KEPMAUKH, YECTOTATa Ha epbopauma
€ „Peakn".

OTzenHo npoyuBaxe c 362 XeHH, KOHTO Ca H3110J13B4TH Mupena roBeue OT 5 TOAHHH TIOKA3BA

TIOCNIEROBATENEH Npous Ha H@KeJIaHHTePEAKLHHMEXKJYTOAHHH 6 H 8.

OnncaHne Ha H36PaHH HCDKCJIQHH PEAKLHH

HHperkumn u nnhecraunu

Crex nocrasane Ha BMC ce cRo6maBaT crryuau Ha COIICHC (BKITOYHTENHO CENCHC, IIPeAH3BHKAH OT

CTPCIITOKOKH rpynaA) (BHX TOUKA 4.4).

CrcroaHua CBEP3aHH C GpeMeHHOCTTA, PONOBHA U HOCJIEPOIOBHA NIEPHON:

KoraTo exxa xexa 3a6pemenee c Mupena in situ, OTHOCHTEIIHHAT PHCK OT CKTOIIHHH2 OpeMeHHOCT ce
NOBHWaBa (BYOK TOHKQ - CTELHANHA IIPEeNyTIP&KNEHHA H npeanasHn MCPKH pH ynoTpeba).

Hapv1nenna Ha Bb3TIPOH3BOAHTEIHATA CHCTEMA H TEPAATA:

PMCKET OT Ppa3BATHE Ha pak Ha € C HCH3BCCTH2 YECTOTa, KoraTo Mupena ce M3MOJI3Ba 3a
NOKa3aHHeTO ITPOTCKIIA Ha CHIOMCTPMYMQ OT XHTIEPILNIA3HA TIO BPCMO Ha CCTPOTCH 3aMeCTHTeNHa Tepanna.
Cro6agarT ce C1ryyan Ha pak Ha TbpXaTa (C HEH3BECTHA YECTOTA, BK. TOUKA 4.4).

Cr06magane Ha TI0103HPAHHA HEIKEJIAHH PEAKLAH
CH06MaBaHeTO Ha TOAO3HPAHH HEXEJAHH PeAKHHH CHEN pa3peluaBaHe 3a ynotpe6a Ha JICKQPCTBCHHA
NPOAyKT € B&KHO. ToBa MO3BOJIABa Ja TIpOABIDKH HaOMOACHHETO HA CBOTHOLWIEHHETO NOJI3a/pHCK 3a

JICK2PCTBCHHA TIpOAyKT. OT MEAALHHCKHTE CTIELHANHCTH Ce H3HCKBA Ja CBO6LIABAT BCAKQ IIOHO3HP2H2
HCKCJIQH2 PCAKIIA upes

areHuMa MO NEKAPCTBATa
ya. amsn lpyer" No 8
1303 Codua
Ten.: +35 928903417
yeGcañr: www.bda.bg

4.9 Ilpenosnpane
yin HO Ne

HenpanoxMo.

5. @APMAKOJIOTHIHH CBOMCTBA
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5.1 DapMaKkOAHHAMHAHH CBOHCTBA

@apmakoTepaneBTuuna rpyna: ILiacrmacoga cnupana c nporecTareH

ATC kon: G02BA 03.

JIeBoHoprecTpen e nporecraren c aHTH-ECTPOreHHO NEÄCTBHE, KOHTO HaMHpa PaSHUHH IIPHJIO2KCHHA B

THHEKOJIOTHATA: KATO TIPOTECTATEHOB KOMIIOHCHT Ha TEPOPAIHATE KOHTPALIEITHBH, IIPH XOPMOHO-
3aMECTHTENHATA TePANIHA WIM CAMOCTOATEIIHO KQTO KOHTPAICIITHB TION POpMATA Ha TAÖNIETKH, Chap Kalu
camo NIporecTareH, HIN KQTO cy6xepmannn HMILIAHTATH. JlesoHoprectpen MOKC Na Ce IPHJIO2KM H

AMpeKTHO B MATOUHATA KYXHHQ C BBTPEMATOUHA JIEKAPCTBONOCTABALIA CHcTema. ToBa NO3BOJIABa
H3IIOJI3B2HCTO Ha MHOTO HHCKH HIHCBHH A034, TH KATO XOPMOHBT CE OCBOGOKHABA AHPEKTHO B IIPHLIEIIHHA
opraH.

Mupea HMA raBHo JIOKQJIHH TIPOTECTArEHHH edexTu B MATOUHATA KyXHHa. BucokaTa KOHLIEHTPaLIHg Ha

NEBOHOPTECTPEN B EHAOMETPHYMA HaMaJIABa Opos Ha ECTPOTEHOBHTE H IIPOTECTEPOHOBHTE PELETITOPH, KQTO
110 TO3M HAYUH H2MQJIAB2 HYBCTBHTOJIHOCTT2 Ha EHAOMETPHYMA KbM ECTPATHON u

YNPaaKHaBa CHJICH aHTHMponudepatHBen edext. [lo Bpeme Ha ynorpe6ara Ha Mupena ce HaGTonaBaT
MOp@OsOrH4HH TIPOMEHH Ha EHNOMETPHYMa H cra6a JIOKaJIHA PEAKUHA THM AYXKAO TANO. ZanebenaBaHeTo Ha
AMTABHLIATA Ha IEPBHKCA 3ATPYAHABA MHHABAHCTO Ha CIICPMQTA Mpe3 LEPBAKAIHHA KaHan. cpena
Ha MQTKQTQ H Ha TPbÖHTE HapyLABa DYHKLHATA H TOJIBHKHOCTTA Ha CHEPMATO3OHAHTE, KQTO IO TO3H H2HHH

npeloTBpaTABa hepTunnsaunsta. Tipu H5KOH XEHH Ce NOTHCKA OBYHALHATA.

KonrpauenrusHara ebnkacHocr Ha Mupena e H31enBaHa B 5 TONEMH KIHHHUHH npoyuBany c 3330 xenHu,

Mnpena. KonxrpauerrrasHatTa edukacHoct Ha Mupena criex 5 TOXHHH € H3CHIeBaHa B

KIHHHUHO npoyuBaHe c 362 xeHH, MupeHa, OT KOHTO 221 KEHH Ca TPHAKMOUHIH B FONHHA 8

OT npoyuBaHeTo. Ilo BpeMe Ha TONHHH 6 No 8 crenexTa Ha Heycnex (Pearl unnerc) e Ouna 0,28 [95% CI
(0,03, 1,00)]. KonrpauenTaBHaTa akruBHocT Ha Mupeua e o606meHa B Ta611mua 4.

TaGauna 4: KymynaTupua crenex Ha Heycnex (%) u crenen Ha Heycnex (Pearl unnexc
Toaana KymyJIaTHBHaTa CTeneH Ha Crenenra na HeycrIex

Heycnex (%)* (Pearl Index)
(95% CD (95% CD

KonrpanenTapaa ehuKacHoct no Bpeme Ha rognnn 1 no 5

(N= 3330, CGopHH AAHHH OT H3IIHTBAHHA 3a KOHTPAHENUHA JO 5 roqMHH

Toanna 1 0,20 (0,09; 0,46) 0,21 (0,08; 0,45)

Toguun 1 no 5 0,71 (0,37; 1,33)

KonrpanenTaBHa IIO BpeMe Ha TOAHHH 6 A0 8

(N=362, Ilponppxenne Ha mpoyuBaHe 3a Mupena)
Toanna 6 0,29 (0,04; 2,05) 0,34 (0,01; 1,88)

Toanna 7 0,40 (0,01; 2,25)

Toamna 8 0,00 (0,00; 1,90)

Togunn 6 xo 8 0,68 (0,17; 2,71) 0,28 (0,03; 1,00)

*Merox Ha Kaplan Meier

WMA 110 7,
CrenexyTe Ha Heycnex BKMOUBAT U OpeMeHHOCT, Ce Ha HOYCTAHOBCHO H3XB

nepdopaunu. Iono6Ha KOHTpallenTHBHa e@uKacHocT ce Ha6mronaBa H TIPH npoBeze
TIOCTM8PKCTHHTOBO TIPOYYBAHE c rioBeue OT 17000 xexu, AH3NOJI3BAUIM Mupena. Tpit
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Mupena He H3HCKBa CXKCHIHCBCH ITPMCM OT KEHATE, HHBQTQ Ha OpeMeHHOCT IIPH „THIIMYHA ynoTpeba" ca
nonoGHHA Ha TC3H HaGJIIOJaBaHH IIPH KOHTPONMpaHH KIHHHUHH ITPOYHBQHHA (,,1ephekTHa ynotpeba").

H3nonsBanero Ha Mupena He BOM 110 npomsua B GRnemma heprannrer. Okono 80% OT JKEHHTE, rnoxeJIanu
aa 3a6peMeHeaT, ca 3aueHaru B PAMKHTO Ha 12 Meceua cnexn oTcTpaHaBaHe Ha Mupena.

Mencrpyaunata € pesyJITAT Ha AHPEKTHOTO Ha JIEBOHOPTECTPEN BLPXy EHAOMETPHYMa H He

OTpa3aBa OBAPHAIHHA WKB. [py >KEHHTE C Pa3JIHUEH THN KBpBeHe He Ca YCTAHOBEHH ACHH pa311nuna
PA3BHTHETO Ha POJIHKYJIH, OBYIALHATA H NPOH3BOACTBOTO Ha ECTPAAHON H Mporectepou. [Ipez

ITEPBMTC MeCeLH cea TIOCTABAHETO Ha MupeHa Moxe Na Ce TIOABH KBpBeHE B npoueca Ha
Ha EHNOMETPHANHaTa HArTABALA. CHeNOBATENHO MO-CHJIHOTO HOTHCKAHE Ha

npos1nbepaunsTa Ha EHNOMETPHyMa BOUM AO HAMAJTABAHE Ha O66M2 H HPONBJBKHTEIIHOCTTA Ha

MEHCTPyallHaTa Mo BpeMe Ha ynoTpeOata Ha Mupena. OckbAHOTO KPbBOTEYEHHE YECTO TIPCMHH2B2 B

OJIHTOMCHOPCA H aMeHopes. OBapHanHATA € HOPMQJIH2 H HHBATA Ha CCTP2JIHOJI ce NOANBPIKAT
AOPH, koraTo XEHHTE C MupeHa ca c ameHopes.

Me

HAMANABAHE

Mupexa moxe Ja Obye yCMellIHO H3HON3BAHA 3a JIeueHne Ha HIHORQTHUHA MeHoparna. [pu XEHH c
MeHOparna, MEHCTPYAnHATA 3aryOa Ha KpbB H2M2JIB2 C 62-94% B Kpas Ha TPHTE meceua u c 71-95% B Kpas
Ha IueCTTe Mecella Ha ynoTpe6a. B cpashenHe c abana win pezekuus, Mupena noka3Ba
PaBHOCTOËHA COHKQCHOCT B HAMAJIABAHETO HA MEHCTPyar1HaTa 3ary6a Ha KpbB 110 ABe TOAHHN. MeHoparua,

Ce Ha CY6MYKO3HH MHOMH, MODKO Ha HE CE NOBNMae Taka NO6pe. HamaneHoTo KbpBeHe
IIOBHIIIQB2 KOHLEHTPALHATA Ha XCMOTJIO6MHA B KpbBTa. MnpeHa HMa nonoXHTeTNEH EbeKT H npH
AHCMEHOPE.

EbukacHocrra Ha Mupena 8 rpeAna3BaHeTo OT XHIICPIIJIQ3HA Ha CHIOMCTPHYM2 No Bpeme Ha

IIPOHDJDKHTCJ1HO CCTPOTCHOBO JICHCHMC € CHH2KBO Ao6pa, HC3ABMCHMO OT NbTA Ha IPHEMAHE Ha CCTPOTCHA -

nepopasiHo WIM TpaHcyepMano. [pu CAMOCTOATCJIHQ ecrporeHoBa Tepanua Ha6IONABAHHAT IIPOHCHT Ha

xnneprua3us e oxono 20%. Tipu KJIHHH4YHH npoyuBAHAI, BKITIOYBALIM 06110 634 >KEHH B NepHMeHonay3a H

B NOCTMEHONAY3A, KOMTO H310713B8T Mupena, He € CBOÖLIEH HHTO CAHAH Ha XHIICPIIJI23HA Ha

EHIOMETPHYMa Mo BpeMe Ha nepmona Ha HaOJIIONEHHE, BapHpalu OT 1 Wo 5 rOAAHH.

5.2 Ö©apMakoKHHeTH4HH CBOMCTBA

AKTHBHOTO BelecTBo Ha Mupena e neBoHoprecTpen. JIeBOHOPrFEecTpenBT Ce ocBo6oxK1aBa AHPEKTHO B

MATOYHATA KyXHHa. OueHEHHTE CTOHHOCTH Ha OCBO6OMNABAHE in vivo 3a P23JIHHHHTC NEPHOAH OT Bpeme ca
npencrasenH B Ta6nnua 5.

5: OueHeHute CTOHHOCTH Ha OCBO6OKAaBaHe in vivo 3a Mupena:

OueHeHHTe CTOHHOCTH Ha

Bpeme ocB060XHABAHE in vivo
[Mukporpama/24 yaca

24 Clea IIOCTQBAHCTO 21
60 AHA Culex NOCTABAHETO 21

1 roAHHA CHE IIOCT2BAHCTO 19
3 TOHIPHM CJICH IIOCTQBAHCTO 14
5 FOIIHHH CJICA1 HOCTZBSHCTO 11

8 TOAHHH crier TIOCTABAHETO 7

CpegHo 3a 1™ roxnHa 20
CpenHo 3a 3 TOAHHM 18

CpeaHo 3a 5 TOAHHH 15

CpexHo 3a 8 TOAMHH 13

37

A6cop6uma
=x

N FEnyerndN
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Cney nocrasaHe, IEBOHOPTECTPEN ce ocBoboxaBa B MATOUHATA KyxHHa 6e3 3a6aB4He, Bb3 OCHOBA Ha

H3MEPBAHHATA Ha CepyMHaTa KOHLEHTPALIHA.
Ilogeye oT 90% OT ocBo6oneHHa JAEBOHOPFECTPEI € CHCTEMHO HaNHUEH.

Cnex IIOCTABAHE Ha Mupena, nesooprecrpen Moxe Na Oboe OTKPHT B cepyMa/r1nasmara crex 1 uac.
MakcuMasiHata KOHLI@HTPALHA Ce AOCTHTA B PAMKHTO Ha 2 CENMHUH CHEN HOCTABAHETO H KOJIHUECTBO OKOJIO
180 ng/l (CV 38,3%). B CbOTBETCTBHE cbc CKOPOCTTA Ha TIOHWKABAHE Ha CTEIIEHTA Ha OCBOÖOKNABAHETO,
CPCIIHO FCOMCTPHHHATQ CEPyMHA/TLIa3MEHA KOHIICHTPAIIMA Ha JICBOHOPICCTPCJ1 c1ana TIOCTENIEHHO, KakTO €
NOKa3aHo B Tab11mua 6.

Ta6naua 6 O6wa Tu1a3MeHa KOHNeHTpauma Ha LNG

OGrnara mia3MeHa KOHIICHTP2IIHA Ha
Bpeme cnen nocrapaHe LNG [ng/l] (reomerpnuna CV%)

24 AHH 175 (37,6)
2 Meceua 169 (37,1)
1 roanna 159 (37,4)
TOAHHH 139 (37,8)

5 FOIIHHH 123 (38,2)
8 TOAHHH 100 (39,9)

BucokaTa 10KkarHa EKCNO3HUNMA B MATOYHATA KYXHHA, BOJH A0 CHJIHO H3pa3eH KOHIICHTP2IIHOHCH TPAXHAEHT
OT EIIHOMETPHYMA KbM MHOMETPHYMa (rpaaneHt EHIOMETPHYM KbM MHOMCTPHYM > 100 IIBTH) 1 HHCKM

KOHLEHTPAUHH Ha JTICBOHOPICCTPCJ1 B CepyMa (rpaznenT CHHOMCTPHYM KbM cepyM > 1000 nth).

Tipu xeHn B MocrMeHonay3a, KOMTO H3IIOJI3B2T 3a 1eyeHne Mirena 3aenHo c rlepoparen ECTPoreH, cpeqHaTa
cepyMHa KOHICHTP2IIMA Ha JIEBOHOPTECTPEN cr1ana OT 257 pg/ml (25 ao 75 nepcentuna: 186 pg/ml no 326
pg/ml) 3a 12 mecena no 149 pg/ml (122 pg/ml no 180 pg/ml) 3a 60 meceua. Korato Mupena ce u3non3Ba
3aeJHO C TépOPATHO yleyeHne C ECTPOTEHH, CEPYMHATA KOHLIEHTPALHA Ha JIeBoHoprectpe 3a 12 Mecera
HapacTBa npHOnM3suTenHo 110 478 pg/ml (25 no 75 nepcentuna: 341 pg/ml oo 655 pg/ml), koeTo ce
Ha HHAYKUHTA Ha FO6YAHHA, NOAOBUTE XOPMOHH (SHBG) 4pe3 neyeHHe c Tepopayien ecrporex.

Pasr1penenenne

JlesoHoprecTpen ce CBLp3Ba HEcHelHbHYHO CEC CEPYMHHTE A6yMHHH H c rno6ynnHa,
IIOJIOBHTO XOPMOHH (SHBG). Tlo-manko OT 2 % OT uxpkyrnpamusa JICBOHOPICCTPCJ1 no

H2CTOAIIICM € CBO6OIICH CTEPOHA. JlesoHoprecrpen ce cBEp3Ba C BMCOK abeHHTeT KEM SHBG. CH0TBeTHo,
IIPOMCHHTO B KOHLEHTPALIHATA Ha SHBG B cepyMa BOAAT 10 yBesM4eHHe (npu TIO-BHCOKH KOHLIEHTPALIHH Ha

SHBG) wm 8 NOHIDKEeHHE (Np TIO-HHCKH KOHLHEHTpaHHA Ha SHBG) OT 0611aTa KOHLEHTPAUHA Ha

JICBOHOPTCCTPCJ1 B cepyMa. KonueHtpaunsTta Ha SHBG HaManaBa cpenxo c okono 20% npe3 ITBPBHTE 1Ba
Meceula CJIeA TIOCTABAHETO Ha MHpeHa H OCTaBa CTAÖHJIHA Ce TOBA, KATO CE YBEIIHYABA CAMO JIEKO JO kpaa
Ha 8 TOAHIUIHHA NepHor Ha YIIOTpe6a.

CpeaHHst o6em Ha pasn1penenenne Ha JIeBOHOprecTpen e 106 L.

Tloka3aHo €, de TCJICCHOTO Tero 1 KOHLIEHTpaumaTa Ha SHBG r1oB1HABAT KOHLEHTPALUHATA Ha

NeBOHOprecTpesl, à MMCHHO HMCKOTO TCJICCHO TCTJIO H/HNH BMCOKO HHBO Ha SHBG yBenuuaBar
KOHLEHTPALHATA Ha JeBoHoprecTper. [pa XeHH B penpOAYKTHBHA BB3P2CT C HHCKO TeJIeCHO Tero (37 no
55 kg) cpeqHata cepyMHa KOHL@HTPALHA Ha JICBOHOPICCTPCJ1 € OKOJIO 1,5 STH MO-BHCOKa.

Buorpanciopmauna \&
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=
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Jlesonoprectpen ce MeTaOommsupa B TonsMa creneH. MeTaOONHTHH NETHUIa Ca PeNYKLHATA
Ha A4-3-OKcH rpynaTa 1 XHIPOKCHIINPAHETO B IIO3MIIM 20, 18 u 16ß, nocrensanu oT KOHIOFAUHA. CYP3A4
€ OCHOBHHAT EH3UM, YUACTBAUL B OKHCJIMTEIIHHA MeTaGONH3EM Ha LNG. Hanwunute in vitro nan
npexorarar, de CYP MenunpaHuTe PEaKITHH Ha 6HOTPpaHcbopMauma, MoraT Ja He OBAAT OT ronamo
3HayeHHe 3a LNG B CPaBHEHHE C pelyKLHATA H KOHIOTALHATA.

EramnHnpare

O6mmat KIIHbPbHC Ha JICBOHOPICCTPCJ1 OT ma3mMata e npn6nn3HTenHo 1,0 ml/min/kg. Camo crexu OT

NEBOHOPTECTPEN CE CKCKPCTHPAT B HerpoMeHeHa popma. MeraGonnruTe ce EKCKpeTHpaT c bekannutTe H

YPHHATA B paBHH CBOTHOLUCHHA. EJ1HMHH2LIHOHHHAT NOTYKHBOT, KOTO Ce IIPCHCTQBA OCHOBHO 4pe3
MeTaGOTHTATE, € OKOJIO 1 DeH.

Jluneñnocr/HennHeñHOCT

DapMakokHHETHKATA Ha HEBOHOPrECTPEN 3aBHCH OT Ha SHBG, KOATO OT CBOs CTpaHa ce
BAIHAE OT CCTPOTCHHTO 4 aHnporeHnTe. HamansbaHeto Ha KOHUeHTpalMaTa Ha SHBG Bonn no HAMAJI4BAHE

Ha O6LHATA KOHLEHTPALHA HA AEBOHOPrECTPEN B CepyMa, TI0Ka3Ballla HeJIMHeHHaTa PapMakOKHHETHKA Ha

JI€BOHOprectpell No OTHOIIICHHC Ha BpeMeTO. Bp3 OCHOBa Ha TJIQBHO JIOKQJIHOTO xeñctTBHE Ha Mupena, He ce
OyakBa IIOBJIHAB2HC Ha COHKACHOCTA Ha Mupena.

53 perkIHAHAHH zanna 3a GesonacHocr

Ilpeaksinnnunnte HaHHH 3a 6e30MACHOCT He IIOK23B2T OcObeH PMCK 3a XOpa Ha 6a3a Ha NPOYYBAHHATA 3a

GesonacHocr, bapmakonorua, PapMaKOKHHETHKA, TOKCHUHOCT, TCHOTOKCHHHOCT H KAPIIHHOTEHEH
NOTEHLMAJI Ha MeBOHOprectpen. JleBoHoprectpen e xo6pe n3BecreH nporecTaren. Tipobunsr Ha
6e30nacHocTra My € HOHPO6HO HOKYMCHTHP2H CJICA IIPONBIDKHTENHO npanarae. IlpoyuBaHna, mpoBezeHo
BEPXY MaHMYHH C BBTPEMATOYHO OTIICJIAIII CE JICBOHOPICCTPCJI B TIPOHIEJDKCHHC Ha 9 nol2 Meceua, e

IIOTBBPHHJIO JIOKANHATA PapMakororHuHa QKTHBHOCT Ha IIPONYKTA, CRUETAHA C MO6Pa NOKAHa NOHOCHMOCT

H OTCbCTBHE Ha JaHHH 3a CHCTEMHA TOKCHUHOCT. He e ycTaHoBeHa EMÖPHOTOKCHYHOCT CJICH HHTPAYTCPHHHO
NPHnaraHe Ha NEBOHOPTECTpeNn npH 3aHuH OueHkata Ha 6e30TIACHOCTTA Ha ENACTOMEPHHTE CbCTABKH Ha

pesepBoapa c XOPMOHA, IIOJIHETHJIEHOBHTE MATEPHAJIA Ha IPONyKTa H KOMÖHHAUHATA OT EIIACTOMEP H

NeBOHOPrEcTpeN, 6azHpaHa KaKTO Ha OLICHKQTA 3a TEHETHYHA TOKCHHHOCT B CTQHH2PTHHTC in vitro H in vivo
TCCT CHCTEMH, Taka H Ha TECTOBE 3a ÖHOCBBMECTHMOCT npH MHLUKH, TUIBXOBE, MOPCKH CBHHHCTQ H H

in vitro TeCT CHCTEMH, He Ca IIOKa3alIK HQHHH 3a ÖHOHECBBMECTHMOCT.

6. ®APMANEBTHUHH IAHHM

6.1 Ha DOMOIIHHTE BeMeCTBA

TIonAIIHMeTUNCHNOKCAHOB eJAacToMep
CunaueB AWOKcHA, KOJIOHIICH 663BOHICH
Tlonvetunen
Bapneg cy11dar
KenezeH OKCHAI

6.2 Hectsmectramocra

Henpunookumo

6.3 CpoK Ha TOHHOCT

3 TOAHHH =

6.4 Cnenxaran YCJIOBHH HA CEXPAHCHHO
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He ce 43HCKBAT CTIEUHATHH yCOBHA Ha CbxpaHeHne.

6.5 Bay x CbhabpKanne HA ONAKOBKATA

Cuctemata, 3aeIHO C akcecoapHTe € OIIAKOBQHA B TOpeLyo TIpecoBaH CTEPHIH3HPAH TYVEK
3a HOBHA ALUIHKATOP: ITPOAVKTET € B CAAHHUHA, TOIIJIHHHO o6paSorena 6nucTepHa OIIQKOBKQ C OTJIENIBAIN CE
KATIAK.

6.6 Cnennanma npexna3HH MepKH HPH H3XBbPJIAHEeH pabota

Mupexa € OTI4aKOBAHA B CTCPHJICH IUIMK, KOÂTO He OuBa Ja Ce OTBAPA, HOKQTO TOBA He € HCO6XOHHMO 3a
nocTaBAHeTo à. Cac ccremara Tp168a Ja ce 6opaBH KATO Ce B3CM2T MEPKH 3a ACENTHUHOCT. AKO
CTepHJIHOCTTa Ha OTIAKOBKATA € HAPYILEHA, NPOAYKTET Tpa6Ba Ja ce YHHIHOXAH.

Heu3non3BaHHAT 1eKapCTBEH ITPOAVKT WIM OTIIANBUAHHTE M2TCPH2JIH OT Hero Tpa6Ba Ja Ce H3XB5PJIAT B

CbOTBETCTBHE C MCCTHHTC H3HCKBAHHS.

7. PHTEXATEI HA PA3PEIIIEHMETO 3A YIIOTPEBA

Bayer AG
Kaiser-Wilhelm-Allee 1

51373 Leverkusen
Tepmanna

8. HOMEP(A) HA PA3PEIIIEHIETO 3A YIIOTPEBA

11-27122/23.09.2014 r. (9800344)

9 ATA HA IbPBO PA3PEDIABAHE/MOJHOBABAHE HA PA3PEINEHMETO 3A
YOOTPEBA

Jara Ha IIEPBO paspemasane: 05 HoemBpH 1998 r.
‚ara Ha nocrenxo nonHoBaBane: 23 cenremBpu 2014 r.

10. MATA HA HA TEKCTA
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