
KPATKA XAPAKTEPHCTHKA HA IIPOIYKTA



Sn En!
okonRTE: Là RENE:

'MECUCTUKE FA Te | Tpusomenue|
=

an oeUKpamse àEr
9 ÿ 24 7 7

M Pee. en Fr eid
3geuenue Ne

, 17-0 2023

1. WME HA JIEKAPCTBEHHMAHPOIYKT

Mupena 20 mukporpama/24 yaca BLTpemMaTouHa JIEKAPCTBO
Mirena 20 micrograms/24h intrauterine delivery system

2. KAYECTBEHU KOJIHTECTBEH CbCTAB

JlekapcTBeHo BelllecTBO: NeBoHoprectpen (levonorgestel) 52 mg. Cpenara in vivo ckopocT Ha OTIenaHe €
20 mukporpama/24 yaca nıpe3 ITBPBaTa TOAHHa.

3a ITBIIHHS CHHCEK Ha TIOMOIIHHTE BEIlIECTBA, BHKTE TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA

BBTpeMaToyHa JeKaPCTBONOCTABAIIa cuctema (IUS).

BrTpemarouHaTa CHCTEMAa, nocraBaua neBoHoprectpen (LNG), ce CBCTOH OT 6ana wu noura Oana

HeKApCTBEHA CBPLIEBHHA, NOKpHTa C HEIIPO3PaUHa MeMOpana, KOATO € IpPHKpeneHa KbM BEPTHKAJIHOTO paMO
Ha T-o6pa3HOTO TANOTO.

Banoro T-o6pa3HoTo Tao HMA IIPHMKA B Kpad Ha BEPTHKANHOTO PAMO H Be XOPH3OHTAJIHH paMeHa B

Apyrus kpaii. KpM npaMkara ca npHkperieHu KabaBH HONBHKHA HHWKH. BEPTHKANHOTO pamo Ha [US e

Pa3TloJI0>KEHO B ATIHKALHOHHA TpbOa Ha BEpXa Ha aliuKaTop. T-yuacTbka Ha Mupena cErEpxa Gapues
cymdat, KONTO ce BH3YANH3HPa Np PEHTFEHOBO u3cnegBaHe. Cucremara (IUS) x annukaTopsT He CEMEPXKAT
BAAHMH TIPHMECH.

4 KJIHHHIIHHJIAHHH

4.1 TepaueBTauna nokasanaa

Konrpauenzma.

Manornarnana MeHoparus.

TIlporekuHa Ha EHNOMETPHyMa OT XANEPILIASHA NO BPEME Ha ECTPOTEH-3AMECTHTENHA TEPANHS.

4.2 Jlo3HpoBka A HayHH HA IIPHJIO’Kenne

Hosuposxra

IlbpBOHayanıHaTa CKOPOCT Ha OTIENAHE in vivo e npuOmH3uTeHO 20 Mukporpama/24 yaca, crien net TOAHHH
HaMmansBa 10 18 mmkporpama/24 yaca cen exHa ronHHa 4 a0 10 Mukporpama/24 yaca. CpenHara cKopocT
Ha OTNENAHE Ha NEBOHOPTECTPEN 3a TIETTE TOAHHH € oKoI0 15 makporpama/24 yaca.

Ileduampuuna nonynayusa
Hama nparoxuMo nokazaHHe 3a ynorpebata Ha Mupena npexm MeHapxe.

Haunn na IPHNOPKEHHE sen
Mo

Mupena ce noctaBa B MATOYHATa KyxHHa. EberkruBHa € B IPONBIDKEHHE Ha 8 ronunn 7A ROKazag NG

KOHTPALIETILHA H 5 TOAMHH 3a TIOKA3aHHETO HAHONATHUHA MEHOParHA. 3a HAMHpaHe
OTCTpaHABaHe/3aMA4Ha BHKTE TOuKa „ÜTCTPaHaBaHe/3amaHa“. 4:
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IIpu YKEHH Ha XOPMOHO3AMECTHTEJIHA TEPATIHA Mupena MOE Na CE H3NOJI3Ba B KOMGHHALHA C HEPOPATHA
WIM TPAHCHIEPMANHH ECTPOTEHOBH TIPOAYKTH, KOHTO HE CbhAbp2KaT TIPOTECTATEHNH.

. Tocrasane 4 OTCTpaHsBaHe/3amaHa

Llocrasane

Mupena ce AOCTABA C HanOMHALUIA KapTa 3a TIAUMEHTA BbB BEbHIIIHATA KAPTOHEHA OTIAKOBKA. IlonpsıHete
HATIOMHAIATA KapTa 3a HAalMeEHTaA H A aire Ha NALIMEHTKATA CHEN HOCTABAHETO.

TIpenoppunTenHo e Mupena na ce nocTaBa camo OT JIekap (aKyLllepka/MelIHLIHHCKH CIIELIHANHCT), KOHTO HMa
ONT B IIOCTABAHETO H/HJIH € HOCTATRAHO O6y4eH 3a NocTaBaHe Ha Mupena.

IIpu xeHu BEB deprunHa BB3pacT Mupena TpA68aa ce TIOCTABH B MATOYHATA KyXHHA B CPOK OT CEJIEM HH
cren 3amouBaHe Ha MEHCTPYALHATA.
Ipu xexu BbB depTunHa BE3pacT Mupena Tpa6Ba Na ce TIOCTABH B MATOHHATA KYXHHA B CPOK OT CEJHEM DHH
cule 3anouBaHe Ha MeHcTpyauımsTa. B TO3H cryuañ He e HEOGXOAMMA JONBIHHTeHa KOHTPALETILHAN.

Mupena Moxe 1a Onze TIOCTABEHA MO BCAKO BPEME Ha LIMKbJ1a, AKO JIEKAPAT MOXKE Ja ÖBAE HAITEIIHO

curypeH (KaKTO € onpereneHo oT CBETOBHaTa 31paBHa OpranH3auua), 4e *KeHaTa He € 6peMeHHa. AKO
HOCTABAHETO € CHEN MOBeYe OT CEIIEM IHM OT HAUAJIOTO Ha MEHCTPYANHOTO KbPBEHE, 3a 1A TIPENOTBPATH
6peMeHHocTTa Tpa6Ba Na ce H3N0N3Ba GapñepeH MeTOA Ha KOHTPALENLHA WIM TALHEHTKATA TPAÔBA na ce

Bb3ABP>KA OT TIONOBO CHOMIEHHE Npe3 CJIEABALHTE CeeM IHM. OGMHCIIETE Bb3MO)KHOCTTA 3a OBYHALHA H

34eBaHe peau Ha H3NON3BATE TO3H npoxyKT. Mirena He e nonxonaAlua 3a ynoTpe6A KATO TIOCTKOHTAJIEH

KOHTPIITAB (BYDKTe TOUKa " CIIELHAIHH NPEAYNIPEXIEHHA N NpeMNASHH MepKH NpH ynoTpe6a").

Mupexa MOXE Ja CE 3AMEHH C HOBA BETPEMATOUHA CHCTEMA IIO BCAKO BPEME Ha MCHCTPYQIHHA UHKBI.
CucTemata Moe C'ELO Taka za ÔRJE IIOCTABEHA HENOCPEACTBEHO CIIEA aGopr, M3BBPIUEH B ITBPBOTO

TpHMeceune Ha 6pemeHHoctra.

Crey paxnae nocrassHero Tpa6Ba na Ope OTNO2KEHO, HOKATO MATKATA DpeTSpNH ITBAHO OOpaTHO
pasBHTHE, IIPH BCHUKH CHYUAAH He NO-PAHO OT CeAMHUH cea paxnane. B crydañ, ue O6PaTHOTO
pa3BHTHe € 3HAUMTENIHO 3a0aBeHo, Tpa6Ba Ja ce H3uaka 10 12 cexmnuu cnen paxrane. B cryuau Ha TpyxHo
HoCTaBAHe H/HNH CHIHA Oonka 4 KBpBeHe No BPEME Ha WIM CJIEN NOCTABAHE, TPAÔBA Ja ce B3eMe TIPENBHA
Bb3MO2KHOCTTA OT Nepopaliva H TPAGBA Ha Ce B3EMAT NOAXOAALIM MEPKH KATO PH3HKANEH H YJITPA3BYKOB
npernea. Camo bushkanen Nperneg (BKIIOYHTENIHO NpoBepka Ha HHALLIKH) MOXKE Ja He € AOCTATEUEH 3a
H3KITIOUBAHE Ha YacTH4Ha Mepdopauna.

KoraTo ce H31I10713Ba 3a TIPOTEKLUHA Ha CHIOMETPHYMA IIO BpeMe Ha XOPMOHO3AMECTHTENHA TEPATIHA,
Mupexa MOXE Ja CE TIOCTABM IO BCAKO BPEME IIDH KEHH B AMEHOPEA H TIPE3 NOCNeCAHUTe IHM Ha

MEHCTPYAUHATA WIM AUHKITHAHO KBPBEHE TIPH OCTAHATIHTE KEHH.

Orcrpanasane/3amana

Konmpayenyua: Cuctemata Tpa6Ba Na Obye OTCTPaHeHa HIM 3aMeHeHa Cien 8 TONHHH. AKO He ce Kenae
6peMeHHOCT, cucremata TpA6BAa Ja Ce OTCTPAHH B paMKHTe Ha 7AHH OT HAMAJIOTO Ha MEHCTPYALHATA IIPH
XKEHH BbB DEPTANHA BH3PACT, NPA HONOKEHHE Ye HMAT HOPMAJIEH MEHCTPYANEH LAKEJI. AKO CHCTEMATA €

OTCTpaHeHa B Apyro BpeMe B PAMKHTE Ha LHKEJIà HJIH JKEHATA HAMA HOPMANIEH MeEHCTpyaieH LMKb H

XEHATA € HMAJIA NOOB KOHTAKT B PAMKHTE Ha CHINATA CEAMALA, CbINECTBYBA PHCK OT 3a6pemMeHsBae. 3a Na
ce OCHTyPH IIPONBIDKHTENHA KOHTPALETILLAA, HOBATA CHCTEMA Tpa6Ba Na Opye TIOCTABEHA HE3a6aBHO WIK

Tpa6Ba Ja ce HHALHHHPA ANTEPHATHBEH MeTO HA KOHTPALIENLHAS.

Houonamuunamenopazua: Cuctemata Tpa6Ba na Oboe oTCTpaHeHa HIM 3aMeHeHa B CJIy4a
CHMITOMHTe Ha HAHONATHUHA MEHOPATHA Ce 3aBbPHAT. AKO CHMIITOMHTE He Ce 3aBLpHaT
5 roxxHu, Mokea ce OGMHCHH NIPOMBJDKABAHE Ha ynoTpeOaTa Ha CHCTEMATA. OTCTpaH
Hali-KBcHO cney 8 rOAAHH.
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Mupena ce OTCTPaHABa, 4pe3 BHAMATEJIHO H3IBPIBAHE Ha HHIUKHTE C dopuenc. VnpaxHsaBaHeTo Ha

DOMBIIHHTEIIHA CHIIA/OCTPH HHCTPYMEHTH To BpeMe Ha OTCTPAHABAHE MOXKE Ja NPENH3BAKA CUYTIBAHE Ha
usnennero. Cneg orcrpaxasane Ha Mupena, asneruero Tpa6Ba Na 6Rne npoBepeHo, 3a Ja ce YBepHTe, de e

OTCTpaHeHO H3uA1O. [pu 3arpyqHeHo OTCTpaHABAHE Ce CHOGILABAT CAAHHUHH CYA, PH KOHTO

XOPMOHAJIHHAT LANHHABP CE € IIPHILTB3HANI HA] XOPH3OHTANHATE PAMEHE H TH CKPHBA 34HHO BETpe B

UMNKHNBPAa. TasH CHTyauma He H3ACKBA T0-HATATRIUHA HHTEPBEHLHA, CHEN KATO BEIHBIK € YCTAHOBEHA
LENOCTTA Ha BRTPEMATOUHATA cuctema. HsrrskHanuTe KpaHIna Ha XOPA3OHTANHATE paMeHe OGHKHOBEHO

npeana3BaAT ITbIIHOTO OTACHAHE Ha UMIHHLBPA OT T-0o6pa3HoTo Tano. B cryuaï, 4e HHILIKHTE He Ce BHKJAT U
CHCTEMATA € B MATOUHATA KYXHHA, TA MOXKE 1AOye OTCTPAHEHA KATO Ce H3NOT3BA TECEH ABPXKATEN.
Bb3MOoKHO € Ja Ce HAIOKH AMJIATAUAI Ha LEPBAKANIHHA KaHall WIM APyTa XHPYPTHUHA HHTEPBEHLHS.

AKO 2KeHaTa 2Kelae Ma IIPONBJDKH Da H3TI013BA TO3H KOHTpallenTHBeH METON, NPA CAMOTO OTCTPAHABAHE Ha

Mupena Ta Moxe Ja Ope 3aMeHeHa C HOBa.

e HiHcTpykumn 3a ynotpe6a 4 pa6oTa

Mupena ce npennara B CTEPHIHa OIIAKOBKA, KOTO He OuBa Ja ce OTBAPA, NOKATO TOBA He € HEOOXOAMMO 3a
nocTaBaHeTo A. IIpu OTBOpeHa onakoska C npoxykra Tpa6Ba Ja ce GOPaBH KaTO Ce B3EMAT MEpKH 3a
acelirHuHocT. Ako CTEPHIIHOCTTA Ha ONAKOBKATA € HAPYINEHA, MpOAYKTET TPA6Ba Aa Ce YHAMOKH.

4.3 Ilporusonokasaunua

- Vi3pectHa wiv npeanonaraeMma ÖpeMeHHOCT;
- HacTosamo WIM peuannBHpamo BB3NANKTENIHO 3A6ONABAHE B Ta3a;
- Wndexuna Ha AONHHA TEHHTAIIEH TPAKT;
- Ex,OMeTpHT cren paxyaHe;
- AGoPT, YCIIOXKHEH C HHPEKLHA, TIPE3 OCJICAHATE TPH MECELA;
- LlepBuunr;
- Uepsukanua ancnnasug;
- MasurHeno 3a60naBane Ha MaTKaTa WIM MATOUHATA IUAÂKA;
- TIporecrareH-3aBHCHMH TYMOPH, Halip. pak Ha TBPAATa;
- AGHOPMHO MATOUHO KpbBOTeYEHHE C HEH3ACHEH IIPOH3XOL;
- BponeHH WM IIPHAOÖHTH aHOMANHH Ha MATKATA, BKIIKOUHTENIHO 4 DHÖPOMHH 06pa3yBAHHA, AKO Te

AEOPMHPAT MaToyHaTa KYXHHA;
- CECTOAHHA, CBEP3AHH C HOBHLICHA BB3NIPHEMYHBOCT KEM HHŸEKLHH;
- OcTpo xepHonpo6Ho 3a6onaBaHe WIM TyMop Ha UEPHHA HPO6;
- CBpbXYyBCTBHTENHOCT KbM AKTHBHOTO BELLIECTBO WIM KbM HAKOE OT NOMOLIHHTE BEINECTBA.

4.4 Cnennaïnn npelynpekKIeHHA A NPeANa3HH MEPKH IPH ynoTpeba

Mupena MOKE Ja Ce HSII0OJI3BA C TIOBHIIIEHO BHHMAHHE CJIEN KOHCYIITAHHA C JIEKAP-CIIENHANIHCT WIM Tps0Ba
na Öpıe OTCTPaHeHa, AKO € HAIIHLIE WIM 3a NPbB IIBT BE3HHKHE HAKOC OT w360poeHHte HO-AOJY ChCTOAHHA:

- MHrpeHa, POokaJlHa MHIpeHa C ACHMETpHUHA 3aryOa Ha 3peHHe WIM APyTH CHMITTOMH Ha TIpexoAHa
LHepeGpañHa ucxeMmus;

- H3KIIO4YHTENHO CHJIHO rraBo6oyHe;
- 3KbJITEHMUA,
- 3HAYHTEJIHO TIOBHILABAHE HA KPbBHOTO HAJIATAHE;
- TEIKKO apTepHaslHo 3a60JIABAHE, KATO MO3BYEH HHCYJIT WIM HHAPKT Ha MHOKAP1a;
- OCTbP BeHO3eH TPOMÖOEMÖONH3BM

KIIAIHO 3acATaHe C PHCK OT HHeKWHO3eH CEHAOKAaPAUT.

7
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JlesoHoprectpen B HHCKH 03H MOXKE Ja TIOBIHAE TJIOKO3HHA TOJIEPAHC, Taka 4€ IIPH AUAGETHUKH
H3TI0N3BAHETO Ha MupeHa H3HCKBa CrieneHe Ha KpbBHaTa 3axap.

HepenosHuTe KpEBOTEUEHH4 MOTAT MA MACKHPAT HAKOH CHMIITOMH H NPH3HALH Ha CHAOMETPHANHA
nonHnosa pak. B Tesu cryuan TpA6BA Ha ce NPENrIPHEMAT AHATHOCTHUHH MEPKH.

Mupexa He € MeTOA Ha IIPbB H360p MpH KEHH B NOCTMeHONay3a C HANPEHHAIA ATPOŸHA HA MATKATA.

Tlopaxu orpannyenHaTa ekCHO3HUHS B H3NHTBAHHATA c Mupena 3a nokasaHHETO HPOTEKLHA Ha

€HAOMETPHYMa OT XHFIEPILIASHA No BPEME Ha ECTPOTEH-3AMECTHTENHA TEPANHA, HAIHYHHTE AAHHH ca
HENOCTATbUHN, 34 MA NOTBEPAAT WIM OTXBBpIAT PHCKA 3a pak Ha r'HpAATA, korato MupeHa ce H3rn10713Ba 3a
TOBa Noka3aHHe.

Meduyuncxu npeznedu/koncyamayuu

Ilpean nocraBaHeTo Ha cnupanata KEHATA Tpa6Ba na GpNe yBeqoMeHa 3a EPHKACHOCTTA, PHCKOBETE,
BKIIOUHTENHO IIPH3HALIHTE H CHMIITOMHTE Ha TE3H PHCKOBE, KAKTO € OIIMCAHO B JIMCTOBKaTa 3a HALHEHTA H

HEIKEJIAHHTE PEaKIIHN TIPH IIPHIIOKEHHETO Ha Mupena. Tpa6Ba na ce npoBene hasHkanen Mpernen,
BKIIFOYBALU Mperiey Ha MalIKHA Ta3 H Mpersey Ha TbpAHTe. Tpa6Ba na ce HarıpaBH LIHTOHaMasKa, Cnopey
oueHKaTa Ha MexauuHckus cneumanucr. Tpa6Ba Na ce n3kniouaT OpemeHHocT H 3a00NABAHHA, IPeNABaHH
no NONOB mbt. TEHHTANHHTE HHhEeKUHH TPA6Ba Da OBAAT yCNeIlHO JIEKYBAHN. 3a Na ce IPELIEHH BpeMeTO Ha

noCTABAHE, 34 H3KJIKOUBAHE Ha ÖPEMEHHOCT, BHXKTE "JIo3MpoBka 4 HaUAH Ha npaioxenne".Tpa6Ba Ja 6pnar
ONIPenenleHH TIONO>KEHHETO Ha MATKATA H pa3Mepa Ha MATOUHATA KyXHHa. Paznonoxennero Ha MupeHa BBB

PyHAyYCA Ha MaTkaTa € H3KIIWO4YHTENIHO B&KHO, 34a CE OCHTYPH PABHOMEPHA EKCHO3HLNA HA EHIOMETPHYMAa
Ha NEÄCTBHETO Ha Nporectarena, 1A ce IIPENOTBPATH H3XBEPJIAHE H a ce NOCTHTHE MAKCHMAIIHA

edukacuoct. Ilopaqu ToBa, CTPHKTHO Tp16Ba Na ce CNa3BaT HHCTPYKUHHTE 34 TIOCTABAHETO. TH KaTO
TEXHHKATA Ha MOCTaBAHE € Pa3IH4HA OT TA3H IIPH APYTuUTe HHTPAYTEPHHHH CHCTEMH, CHELMHANHO TPAÔBA Na
ce HaOnerHe Ha 06yueHHeTO Ha NpaBHIHATA TEXHHKA Ha noctaBaHe. [IocrasaHero H OTCTpaHABaHeTO Ha
CHCTeMaTa Moxe Ja ÖBJIAT CBIIPOBONEHH C H3BECTHA Gonka x KbpBeHe. [Ipouerxypara Moxe na noBerne no
TIPANIAITEK KATO Ba3OBATAJIHA peaklHA WIM THPUOBE NPH ENHIENTHAHH NAHAEHTH.

KoHTponxu npernenn CrenBa na ce npaBAr 4 10 12 cenMHUH CHEN HOCTABAHETO H CHIEN TOBA EIIHH ITBT

TOXHLIHO WIH NO-UECTO, AKO CbIHECTBYBAT KIMHRYHH HHJAKAUMH.

Mupena He € NIOAXOAAIIA KATO TIOCTKOHTAJIEH KOHTPALEINTHB.

TH kaTo HeEPENOBHOTO KbpBeHe/3allanıBaHe € O6MYAÄHO No BPeMe Ha MBPBHTE Mecelln Ha TepanHa,
IKEJIATEIIHO € MA CE H3KIIIOUH IIATONOTHA Ha EHAOMETPHYMa TIPEAH HOCTAB4HETO Ha Mupexa.

B crydaïñ ue CHCTEMATA € TIOCTABEHA TIO-PAHO C LIEN KOHTPALIEHLIMA, AKO CE NOABH KbPBEHE CHEN sanouBaHe
Ha ECTPOTEH-3AMECTHTENHA TEPATHA, € HEOÖXOAMMO Ha Ce H3KIIOUH TIATOIIOTUA Ha EHAOMETPHYMA.

AKO ce IPOABAT HapyWIeHhA B MEHCTPYAJIHHA LUHKEJ HO BPEME Ha TIPONEIDKHTEJHO JIEYEHHE, Tpa6Ba CBLIO
Taka 14 Ce TIPEATIPHÈMAT NOAXOAAMIN AHATHOCTHHHH MEPKH.

Heuecmo xepeene/amenopea

Tipu xeHu BbB PePTHNIHA Bb3pacT HeyecTo KEpBeHe H/ANIH aMeHopeg Ce PA3BHBAT IIOCTENEHHO NpH 20 % oT
xeHure. B Kkpas Ha ronua 8 oT yrıorpe6ata Ha Mupena, HeyecTo KbpBeHe 4 AMEHOPEA CE CPELLAT
CbOTBETHO pH 26% u 34% oT norpe6nrenuTe Ha Mupena. 3a BF3MoXHa GpeMeHHOCT MOXEa CE MHCIIH,
aKO MEHCTPyYAUHA He HACTbIIH 6 CEIMHLUM CHE HAUANOTO Ha NPeAALUHATA MeHCTpyaus. [pa xeHHTe c
aMeHopes MOBTOpeH TECT 3a GpeMeHHOCT He € HEOÖXOJIHM, OCBEH AKO He TO HAJIOXKAT APyTH CHMNTOMH.

B CITYYAHTE KoraTo Mupexa ce KOMÖHHHpa C IIPOABIDKHTEIIHA ECTPOTEH-3AMECTHTEIIHA TE
HOBEUCTO KEHH TIOCTENIEHHO HACTbIIBA AMEHOPEA NPE3 ITBPBATA TOAUHA Ha JIEUCHHE.

Hugdexyua e o6nacmma namankua mas
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AIIHKAUHOHHATA TPE6a 3aıımTaBa Mupena OT KOHTAMHHALHA C MHKPOOPTAHH3MH TIO BpeMe Ha
TIOCTABIHETO À B MATKATA. AILIHKATOPET € CIIELIHAIIHO CH3AAJIEH, 3aa HAMAJIH PHCKA OT HHbekuuy. Tipu
3KEHHTE, H3NOAZBALIM MEIHH BLTpeMaTOUHH IIPOTHBO3aYATBYHH CpencrBa (BMC), pACKET OT HHEKHAH B

Ta30BaTa O6JIACT € HaË-BHCOK MO BpeMe Ha N'EPBHA MeCEL CIE] TIOCTABAHETO, a cheg ToBa cnaga. HsBecrex
pHCKkoB DakTOP 3a BB3NAIATENHO 3a6071ABAHE B Ta30BaTa OONacT ca MHOTOÖPOHÄHHTE CEKCYANHH MapTHBOpH.
Ta308aTa unbekuma MOXKE Ha HMa CEPHO3HH NIOCNEACTBHA, KATO MOXKE NA HAMATIH PEPTHIATETA u NOBHLUM

pucka OT ekTorHuHa 6pemeHHocT. KakTo np APYTHTE FHHEKOJIOTHAHH HIN XHPYPTHYHH TIPOUENYPH, MOXKE

Aa Bb3HHKHE TEKKA HHEKUHA HIM CEICHC (BKITOYHTENHO CEIICHC, IIPEIH3BHKAH OT CTPENTOKOKH rpymaA)
crex nocraBae Ha BMC, BEnpeku 4e TOBa € H3KNIOUHTEJIHO PALIKO.

AKO 2KeHaTa HMa peKypeHTeH EHAOMETPAT HIIM HHEKLHH B TA3OBATA O6NACT WIM AKO OCTPATA HHPEKHHA €
TEIKKA HJIH HE CE TOBJIHABA OT JIe4EHHE B PAMKHTE Ha HAKOJIKO IHN, Mupena cnenBa na Öpne orcrpanea.

Tipenopbusat ce GaKTePHONIOTHYHH HSCNENBAHHA 4 HAÖJLIONEHNHE AOPH NPA AMCKPETHA CHMNTOMH Ha

HHEKLHS.

Hsxevpnane

B paMkuTe Ha KIHHAUHHTE IIPOy4BaHHa C Mupena 3a TIOKA3AHHETO KOHTPALENILHA YecTOTaTa Ha

H3XBbPNAHE HA BBTPEMATOYHATA NEKAPCTBONOCTABALIA CHCTeMa € HHCKa (<4% OT nocTaBeHHTe) H B ChLIMTE

TPAHALH, KAKTO CBO6LIaBanHTe 3a apyru BMC. Cumnromute Ha 4aCTHUHO HJIH ITBIIHO H3XBbPIIIHE Ha

Mupena, Moxe Ja BKIIOUBAT KEpBeHe WIM OomKa. BE3MO2KHO €, o6aue, CHCTEMATA na ÖbNeE H3XBBPJIEHA OT
MaTKaTa u 6e3 2keHaTa Na 3a6eJ1eH ToBa H Ja AOBeJE 10 3ary6a Ha KOHTPALIENTHBHATA 3ALUHTA. TE KATO

MupeHa HaMaraBa MEHCTPYANIHOTO KbpBeHe, 3ACHJIBAHETO My MOXKEa € HHAUKALIHA 3a H3XBEPIAHETO Hi.

PuckBT OT H3XBBPJIAHE € NOBMWEH TIPH
- Kenn c aHaMHe3a 3a TEYKKO MEHCTPYANIHO KbpBeHe (BKIIOYHTENHO KEHH, KONTO H3N03BaT Mupena
3a eveHHe Ha TexKKO MEHCTPYAIHO KbpBeHe)
- )Keun c TIO-BHCOK HHHEKC Ha TEJIECHATA Maca KbM MOMEHTA Ha TIOCTABAHE; TO3H PHCK ce yBenMuaBa
TIOCTENEHHO C NOBMWIABaHe HHAEKCA Ha TENECHATA Maca.

XKenyre Tpa6Ba ya OEHAT KOHCYIITAHPAHH NO OTHOLUEHHE Ha BE3MOXKHHTE NIPH3HAallH Ha H3XBHPJIAHE H KAK 1a
HpOBepABAT HHWIKHTe Ha MupeHa, H ChBeTBaHH Ja Ce CBbpxKaT C J1EKAPA CH, AKO HE MOTAT Ja HANHANIAT

HHLUIKHTE. Tpa6Ba Ja ce usnon3Ba GapHepeH METOA 3a KOHTpalienuna (KATO IIPe3epBaTHB) AOKATO He ce

NOTBbPAH MeCTONOJIOKEHHETO Ha Mupena.

UacTHYHOTO H3XBEPJIAHE MOXKEa TIOHWKH EhHKaCHOCTTA Ha Mupena.

Yacruano UsXBbprieHaTaMupena Tpa6Ba na Gpne OTCTpaHeHa. B MomenTa Ha OTCTpaHaABaHe Moxe Ja ce
TIOCTABH HOBa CHCTeMa, IIPH ycnoBue ye € H3KTIIQUEHA ÖPeMEHHOCT.

Ilepbopayuan

Moxe na HaCTENH nepbopauma WI NEHETPALHA B TANOTO WIM B LUHÄKATA Ha MATKATA, KATO TOBA HaÏ-4eCTO
ce C/Ty4aBa Mo BpeMe Ha IIOCTABAHETO, BbIIPEKH Ye TOBA MOXKE Da ÜEJE YCTAHOBEHO Ha TIO-KbCEH eTall H MOXKE

Da IIOHWKH edeKTHBHOCTTa Ha Mupena. B Tro3u cryuañ cacreMara crenBa naRe OTCTpaHeHa; MOXKE na ce
HANOXKH XHPYPTH4Ha HaMeca.
B ron4Mo npocneKTHBHO CPABHHTEIIHO HEHHTEPBEHLIHOHANHO KOXOPTHO H3MHTBAHE TIPH NIOTPEÖHTENH Ha
BMY (N = 61 448 kenn) c nepvog Ha HaOmogeHve | TOAMHA, 4eCTOTATA Ha nephopauus e 1,3 (95% CI: 1,1
- 1,6) Ha 1000 nocTaBaHua B uAaTa H3crensana rpynia; 1,4 (95% CI: 1,1 - 1,8) na 1000 nocrasanus B

rpyrıara Ha Mupeuau 1,1 (95% CI: 0,7 - 1,6) Ha 1000 nocTraBaHua B rpynaTa Ha MEHHHATE
BMY.VabDKaBaHETO Ha Nepvoga Ha HAÖNIONEHHE NO 5 FOXAHH B TIOATPyTIa Ha TOBA H3IIMTBAHE

usnonsBaum Mupexa um Menu BMY, 73% OT Te3H 2keHM ca pa3rionaranx C HHPOpMay
TOAHHH OT NIPOCJIENABAHETO), YCTAHOBEHATA YECTOTATA Ha TIEP OPAUHA MO BCAKO BpeM EN
roxaiuex repnon e Guna 2,0 (95% CI: 1,6 — 2,5) Ha 1000 nocTasanna.
Kppmenero no BpeMe Ha TIOCTABAHETO H NOCTABAHETO 10 36 CEAMAUH CHEN PAKAAHET
PHCKOBH DAKTOPHA H B HOATPYNATA, KOHTO Ca 6HIH TIPOCJIENABAHH B IIPONBIDKEHHE HA
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IIpoyuBaHeTo noka3a, Ye KAKTO KbpMeHETO IIO BPEME Ha NOCTABAHE, Taka H TIOCTABAHETO KO 36 CEIIMHUH
Cie paxkaHe Ca CBLp3aHH C TIOBHIIIEH PHCK OT Ilepbopauma (Bax TaGnuua 1). Tesu packogu dakTopH ca
ÖHIH NOTBEpACHH B cy6rpynata, TIPOCJIENEHA B PAMKHTE Ha 5 roxAHY. /IBara dakropa ca HE3ABHCHMH OT

BHJA Ha NocTaBeHoTo BMY.

Ta6.ınna 1: YecToTa Ha nephopauua Ha 1000 nocrasanua 3a UsiaTa uscrensana rpyna HAÖNIONABAHN Han
1 roquHa, crparabuumpaHa mo BpeMe Ha KbpMeHe H IIEPHOA OT Bpeme culeq PAKHAHE TIPH TIOCTABAHE

(paxnann xeHH)

PHCKBT OT nephopauua Moxe Na yBerlHueH TIPH XEHH C PHKCHPAHA PETPOBEP3HA MATKA.

TlogropHHaT npersien cher nocraBaHe TpA6Ba Na CHenBA YKA3AHHATA, Mayen M0-rope B TOUKa

.MexuLHHCKH niperen/KOHCYNTALHA”, KOHTO MoraT AA ÖBAAT ANANTHPAHH, KAKTO € KAHHHUHO TOKA3aHO

IIPH XEHH C PHCKOBH PAKTOPH 3a Nepdopauna.

Pak Ha rEpAATA

Tpx MmeTa-aHarın3 Ha 54 eIMNEeMHONOTHYHH npoyuBaHna Ce CLROGINABA 3a NEKO NOBHIIEHHE HA
OTHOCHTesIHHA PACK (RR = 1,24) of pak Ha r'EpAaTA, AAATHOCTALHPAH NPH KEHH, KOHTO Ca H3NON3BANH B
MOMEHTA KOMÖHHHPAHH TepoparH4 KoHTpauenrTABH (KIIK), npexamHo nponykra, CBAbP>KAIUH ECTPOTEH-
nporecTareH. JlOMBJIIHHTEIHHAT PACK TIOCTEIIEHHO H3463Ba B IIPONBIDKEHHE Ha 10-Te TOAHHH CIE CTIHpaHe
Ha ynorpeGara Ha KTIK. Tri kaTo pakbT Ha rHPHATA € PANEK TIPH XEHH Nog AÜ-TONHLIHA BL3pacT,
AONBIHUTENHAAT GpOË Ha HHATHOCTHLHPAH pak Ha l'HPAATA B HaCTOALIMTe H CKOPOLUHHTE NOTPEÖHTENH Ha
KIIK e Manbk 8 cpaBHeHuye c 06H PHCK OT pak Ha rHPJATA. BE3MOXHO € PHCKET OT pak Ha 'ÉPAATA npH
KEHHTE, H3NIOJ3BALIH CAMO NPOrECTAreH-CHIBPXKALH TAÖNETKH, Ha € 10106EH Ha PACKA, CBHP3aH c KIIK.
Tipu npoxykrure, CbBABP>KalllH Camo nporecTaren, O6aue NOKA3ATENCTBATA Ce OCHOBABAT Ha MHOTO IIO-MAJIKA

nonyJauHA NOTPeÖHTENH H TOBA ca No-Manko YGEAHTENHH OTKONKOTO pH KIIK.

Puck npH XEHH B MeHOTAyY3a
PHCKBT OT pak Ha THPAATA ce YBEJIHUABA NPH KEHH B MEHOTIAY3A, H3NON3BALA CHCTEMHA (T.e. NepopanHa
WIM TPaHCHepMarHa) XOPMOHO3AMECTHTENHA Teparına (X3T). TosH pack € TIO-BHCOK rpH KOMÖHHHPAHa
X3T, CBABp>Kamma ecrporeH —TIPOTECTATEH, OTKOJIKOTO camo C ECTPOTEH. Tpa6Ba na ce HanpaBH CnpaBKa
CBO H C lIPOXYKTOBATA HHŸOPMALHA Ha ECTPOTEHHHA KOMMOHEHT 3a NOMBIIHHTEIIHA HHPOPMALHA.

Hzernmamouna Öpemennocm

XeHn c aHaMHe3a 3a H3BBHMATOUHA ÖPeMEHHOCT, ONEPATHBHA HaMeca BEPXY MATOUH

HHEKLHA Ca H3JIOKEHHA Ha TIO-BHCOK PHCK OT EKTONHUHA 6peMeHHOCT. BepoATHoc
H3BBHMATOUHA GpeMeHHOCT CIIENBA Ja ce OÖMHCIIH B Cryuaï Ha Oomka B JOJIHATA 4a
CbYETAHA C IHIICA Ha MEHCTPYANHO KbPBEHE WIM KOTATO IIPH XKEHA C AMEHOPEA 3arıo

Kppmeinn no Bpeme Ha
NOCTABAHETO

HexkppmMeiun no Bpeme Ha
TIOCTABAHETO

Ilocrasane < 36
CeAMHAUH CJIeA
paxaHeTO

5,6

95% CI 3,9-7,9,
n=6047 NOCTaBAHHS)

1,7

95% CI 0,8-3,1,
n=5927 nocTaBaHHa)

IlocTasane > 36
CEIIMHLUM CJIeN

IIJGJKIBHCTO

1,6

(95% CI 0,0-9,1,
n=608 nocTaBsHug)

0,7

(95% CI 0,5-1,1,
n=41,910 nocTasaHua)
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A6CONIOTHHAT PHCK OT EKTONHUHA GpeMeHHHOCT Npu 2KeHH, H3nO13Bauum MupeHa e HACEK, Nopagu oOulata
HAMAJIEHA BEPOATHOCT OT 3a0peMeHABaHe NPH KEHHA H3NION3BaAUIM Mupena B CpaBHeHHe C KEHH, KONTO He
H3NON3BAT HAKaBA KOHTpauvenuna. B TONAMO TIPOCHEKTHBHO CPABHHTENHO HEHHTEPBEHLIHOHAJIHO KOXOPTHO
npoyuBaHE C nepHog Ha HAÖNIKONEHHE OT EHHA TOAHHA, IIPOLEHTBT HA H3BBHMATOYHA ÖPeMEHHOCT NpH
43n013BaHe Ha Mupena e 0,02%. B KIHHHYHH H3NHTBAHHI, aÖCOIOTHATA YEeCTOTA Ha MOABa Ha EKTONHUHA

OpeMeHHocT npu ynoTpe6a Ha Mupena e npnônnsurenno 0,1 % rogqMuHo, cpaBeHeHo c 0,3-0,5% TOAHILHO
IIPH KEHH, KOHTO He H3TI013BAT HHKAKBA KOHTPALIENLHA. AGCONKTHHAT PHCK OT EKTONHYHA ÖPeMEHHHOCT
pH >KeHH, H3TI0N3BaııH MHpeHa, € HHCbK. Brnpeku Tosa, KoraTo exxa >KeHa 3abpeMeHee c Mupena in situ,
OTHOCHTENIHHAT PHCK OT EKTONHUHA GPEMEHHOCT CE YBEJIHYaBa.

Henanunsanyu ce nuwku

AKO np4 Nperney KPAHILATA Ha HHIUKHTE, C YHATO TIOMOLL Ce OTCTpaHaBaMupeua, He Morar Ja ce BHAAT B
IUHKATA Ha MATKATA, IIbPBO TPAOBA Aa Ce H3KJIIOUH BB3MO)KHOCTTA 3a HANHYHE Ha GpemeHHoct. Humikute
MOXKE a Ca H3TETJIEHH B MaTKaTa WIM B LEPBHKAJIHHA KaHall À Ja HAJIA3AT OTHOBO TIPH CJICABALLATA
MeHcTpyauys. Cren KaTo Ce H3KNIOUH HAJIHYHETO Ha 6peMeHHOCT, PASNONOKEHHETO HA HALIKHTE MOXKE Da
ÖBNE YCTAHOBEHO 4pe3 BHHMATEJIHO COHAHPAHE C HOHXONAU HHCTPYMEHT. A KO Te He MoraT Ja ÖBNaT
OTKPHTH, Tp16Ba Ja ce OGMHCIIH BE3MOXKHOCTTA 3a CIIOHTAHHO H3XBBPJIAHE HIM rIepbopauma. 3a
YTOUHABAHE Ha IIPABHIIHATA NO3HUMA Ha CHCTEMATAMOXKE Ja Ce H3NON3BA YIITPA3ByKOBO H3cnenBaHe. B
cryuaïñ, Ye TO He MOXKE a ce IIPOBENE HJIH € HeYCNEIHHO, MOXKE Ja Ce NPHJIOKH PEHTTEHOBO H3CJIENBAHE 3a
JoKañnH3HpaHe HaMupena.

Vzonemenu donurynu

Tbit KaTO KOHTpallenTHBHHAT edekr Ha Mupena e TIIABHO nokaneH, OÖHKHOBEHO NpH 2keHH BBB DePTHIHA
BB3PACT Ce NOABABAT OBYJIATOPHH LAKNH C honakyrHa pyntypa. Ilouakora atpesuaTa Ha honukynure ce
3a6aBa 4 PonakyroreHesaTa MOXKE Ja IPONBIUKH. Tesa yronemenx honukynu He Moxe Na GEHAT
pa3rpaHHUEHH KIHHHUHO OT OBAPHATHH KHCTH. VroreMeHH DonukynH Ca AHArHOCTAUHpaHA np 12% OT

KEHHTE, H3nonsBau Mupena. [lopeyeto OT bornkynaTe Ca ACHMNTOMHH, HO MOTAT Ja OBNAT ChBIIPOBONEHH
c Gonka B MañKHA Ta3 WIM AHCNAPEYHHA.

B nogeuero cryaan YTONEMEHHTE BONHKYIH IIPETBPIABAT O6PATHO CHOHTAHHO PA3BHTHE 3a BA AO TPH
Mecelia Ha6sıloneHHe. AKO TOBA He CE CIIY4H, Ce NIPENOPEABA NIPONBIDKEHNE Ha YJITPA3BYKOBHA MOHHTOPHHT
A HPHNATAHETO Ha Jpyrv AHATHOCTHAHH/reparieBTHUHH Mepku. B peuxu cryuan Moxea ce HaOxH
XHPYPFH4ecKa HHTEPBEHLIHN.

Dcuxuunu napywenua:

Mo6pe n3BectHn HEKENAHH pEAKLIHH NPH YTIOTpe6aTa Ha XOPMOHAJIHH KOHTPALIENTHBH Ca NenpecHBHO
HaCTpoeHHe H Nernpechn (Bx. Touka 4.8). Jenpecuata moxe na ÖBne cepHo3Ha u € n06pe H3BeCTEH PHCKOB
dakTop 3a CYAUHAHO TIOBENEHHE H CamoyOuiicTBo. )Kenute Tpa6Ba na GEAAT CEBETBAHH NA CE CBLp2KaT C

JeKapa CH B CITyyafi Ha IIPOMEHH B HACTPOEHHETO H NENPECHBHH CHMNTOMH, BKIIOYHTEIIHO H CKOPO CIIER
3anlouBaHe Ha JIEUCHHETO.

IIpeönasnumepku no epeme na omcmpanseane

VnipaxHABAHETO Ha NOMBJIHHTENHA CHNA/OCTPH HHCTPYMEHTH NO BpeMe Ha OTCTPAHABAHE Moxea
npexH3BHKA CAYIIBAHE Ha H3NENHETO (8x. TOUKAa 4.2). Cnexn OTCTpaHaBaHe HaMupena, usnenuero TpA68a nA
6B1e NpoBepeHo, 3a Ha ce YBEPHTE, Ye € OTCTPAHEHO W310.

4.5 BsanmoneñäcrBne c ApÿrH JEKAPCTBEBH NPOAYKTH H APyTH POPMH Ha B3auMoy<FNUE»
3a6enexka: Tpa68a za ce HanpaBu cnpaBka C HHOPMAUHATA 3a NpeANMCBaHe Ha CET}

JeKapcTBa, 3a 1a ce HAEHTHHALMAPAT IIOTEHLIHANHHTE BBAHMONEÄCTBHN. Art Ss
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4.5.1 Edexr na apyTa 1eKapCTBeBH NPoAyKTH B_EpxyMupena

Morar na HACTENAT BBaAHMONEÄCTBHA C JIEKAPCTBA, KOHTO MHAIYUHPAT MIIH HHXH6HpaT MHKPO3OMANHHTE
€EH3HMH, KOETO MOXKE Aa OBERE AO HOBHUIABAHE WIM HAMANABAHE Ha KIIHPEHCA Ha TIOJIOBUTE XOPMOHH.

Bewecmea, yeenuuaeauwu Kiupbuca Ha nesonopzecmpen, Hanpumep:

Dexnronx, 6ap6uTypaTu, IIPHMHAOH, Kap6aMa3enHH, PADAMNALHH H BEPOATHO CHIHO OKCKAPOA3ETTHH,
TONHpPAMAT, herGaMaT, rPH3E0DYIBHH H NPOHYKTH, CbAbp Kall KAHTAPHOH.

BrusHyeTo Ha TesH JIeKAPCTBA BLpXy KOHTPALIENTHBHATA ebukacHocT Ha Mupena He € H3BECTHO, HO He ce
CMATA, 4€ € OT TOAAMO 3HAYEHHE NOPANH NOKANHHA MEXAHH3BM Ha NEÄCTBHE.

Bewecmea c npomennueu emexmu eepxy KnupoHca HaNesonopeecmpen:

Tpu eqHOBpeMeHHO NIPHJIOKEHHEC NOJIOBH XOPMOHH MHOTO HIV/HCV npotea3HH U He-HyKIeCO3HHU
HHXHOHTOPH Ha OGPATHATA TpaHCKpHNTa3a MOraT NA YBESIHUAT WI Ja HAMANAT IIASMEHHTE KOHLIEHTPALIMHH
Ha TIPOrECTHH.

Bewecmea, hamanieaiyu KiupbHca na nesonopeecmpen (eH3umHu unxubumopU), Hanp .:

Cun MH yMepeHH HHxHOuTOpH Ha CYP3A4 kato a30710BH NIPOTHBOTBÖHYHH CpenCTBA (HanpHMep
brrykoHa307, HTPAKOHA3ON, KETOKOHA30N, BOPHKOHA3ON), BEPANAMHAN, MAKPONHAH (HanpHMep
KIAPHTPOMHUHH, EPHTPOMHLUHH), AMJITHA3EM MH COK OT rpelindpyT MOTAT 2a NOBHILNAT ILIA3MEHHTE

KOHUEHTPAUIHH Ha TIPOTECTHH.

4.6 _®epTaJiaTeT, ÖpeMeHHocT H KbpMeHe

Bpemeunocr

Mupena He Tpa6Ba Ha ce H3TI0N3BA IIPH CEINECTBYBAUIA HIM NOAO3MpaHa OpemMeHHoct (Bx. TOUKA 4.3
Tporusonokasanus). B cryuañ Ha 3a6pemeHaBaHe nokaro ce u3non3Ba Mupena, cacremara Tpa6Ba na 6pıe
OTCTpaHeHa Bb3MO)KHO HAH-CKOPO, TEA KATO BCEKH BETPEMATOYEH KOHTPALIENTHB, OCTABEH in situ, MOXKE 1a
TOBHLUM PHCKA OT aGOPT 4 IIPE>KIIEBPEMEHHO paxaaHe. OrctpaHaBaHeTo Ha Mupena uM H3CJIENBAHETO Ha
MaTKaTa MOXKE CELLO 2a IIPENH3BHKA CNOHTaHeH a6opr. Tpa6Ba na ce H3KNIOUH EKTONIHYHA ÖPEMEHHOCT.
AKO »KkeHaTa 2keslae Na IIPONBIDKH ÖPeMEHHOCTTA H CHCTEMATA He MOXKE Da ÖBNE OTCTPAHEHA, Ta TPAGBA Na
Grue rıpemyrıpeneHa 34 PHCKa H Bb3MOKHHTE TIOCHEACTBUA OT IIPEIKIEBPEMEHHO PAKJAHE 3a NETETO. XONBT
Ha TakaBa 6peMeHHOCT TPA6BA BHHMATENHO Ja ce npocnenn. JKenaTa Tpa6Baa ÖBNE HHCTPYKTHPAHAa
cbO6INaBa 34 BCHUKH CHMIITOMH, KOHTO TIOKA3BAT YCJIOPKHEHHA Ha OpeMeHHOCTTa, KATO CHACTHYHA KOPEMHA
Gorka c Temnepatypa.

OcBex ToBa He MOXEa CE H3KJIFOYH TIOBHLLIEH PHCK OT BHPHAIH3SHPALIIH ecseKTH Np KEHCKH beTycH,
TOPaH BPTPEMATOUHATA EKCIIO3HLIHA Ha JeBoHoprectpen. Mma w30nMpaHH cyan Ha MACKYNHHH3AUHA Ha
BBHLUHHTE lEHATANHH NPH >KEHCKH PeTYCH Chey JIOKANIHA EKCIIO3HLIHA Ha NeBOHOprecTpell IIO BpEME Ha

GpemeHHOCT c TIOCTABEHA JIeBOHOPrECTPEN-OCBOGOXKNABALLA BBTPEMATOYHA CHCTEMA.

Krpmene

Oxono 0,1 % OT nosara Ha JIeBOHOprectpesl NpeMHHaBa B AETETO 110 BPEME Ha KbpMeH
KOJIM4ECTBOTO JIeEBOHOprectpen, OCBOGOKNABAHO OT NocTaBeHaTa B MaTKaTa Mupexa f
3a nerero. He ca perHCTpapaHH BpenHH ecekTH BEPXY PACTEXKA H PASBHTHETO Ha Kb Ks
H311013Ba Mupena, 6 cenMuum CIIEN paxnaHe. CaMOCTOFTENIHATA Tepanua c npore

0e

KOJIHYECTBOTO H KAUECTBOTO Ha KbpMaTa. a. DEwee



@Meprunutrer

Chen orcTpaHaBaHe HaMupena, XeHHTe Ce BPbINAT KbM HOPMAJIHHA CH PEPTHNHTET.

4.7 Ebexru BEpxy cnoco6nocrra 3a mobapane 4 pa60Ta c Maman

He ca nposexnaHn H3CHenBaHHA Ha edbexTHTe BEPXY CHOCOGHOCTTA 3aOHpaHe H paGOTA c MAHHH.

48 Hexerann 1eKapCTBeHA PEAKNHEH

Pesrome Ha npobuna Ha Ge30nacHocT

HexeranuTe edekTH ca rlo-ueCTH npe3 MEBPBHTE MeCELH CHEN IIOCTABAHETO H OT3BYUABAT TIPH

NPONBIDKHTENHA ynoTpeba. OcBeH HEKENAHHTE ehekTH, H36poeHH B TOHKA 4.4, cneqHHTe HEIKEIAHH EDEKTH
ce CBOÖINABAT pH 3KEHH, H3NONSBAUH MupeHa.

Muoro uecrure Hexeyany edextu (> 1/10) skmouBaT KBpBeHe OT MATKaTA/BIArATNHIMETO, BKN. 3ALANBAHE,

OJNHTOMEHOPEA, aMeHopes 4 NO6POKAUECTBEHK KHCTH Ha AHUHHKA.

pu deprankn 2xenu cpenxusar 6poñ Ha xHy/MeceuH CRC 3alanBaHe HaMAJ1ABa TIOCTEIIEHHO OT NEBET Ha

yeTHpH IHN Mpes ITBPBHTE LIIECT Meceua Ha ynoTpe6a. [IPOLeHTBT Ha XEHHTE C YIBIDKEHO KEpBeHe (roBeue
OT OCeM HM) HaMaraBa OT 20% Ha 3% npe3 NBpBHTe TPH Meceua Ha ynorpeba. B KIHHHUHHTE H3IIHTBAHHA

npe3 ITbBpBaTa rOAHHA Ha ynoTpeGa 17% oT KEHHATE Ca NONYAHIH AMEHOPES C IIPORBIDKHTENHOCT OT Haii-
Maiko TpH Meceua. B kpası Ha roxmHa 8 oT ynorpe6aTa Ha Mupena, NPONBIDKHTENHO KbPBEHE H HEPENOBHO

KbPBeHE ce CpelllaT CBOTBETHO np4 3% u 10% OT norpe6nrennTe Ha Mupena; amenopes ce cpea npn 34%
Mi paaxo KBpBeHe np 26% OT noTpe6uTennTe Ha Mupena.

KoraTo ce 43110713Ba B KOMGHHALHA C ECTPOreH-3aMECTHTENHA TÉPANHA, NOBe4YeETO KEHH B TIEPH- U

nocTMeHonay3a, H310713Baum MupeHa, ca nony4HNH 3allanBaHe MW HEPENOBHO KBPBCHE Mpe3 ITBPBHTE
Mecerm Ha IeyeHHe. Crexn ToBa KEPBEHETO H 3allanBaHeToO HAMANABAT H OKONO 40% oT xeHuTe BLOOWIE
HAMAT KbpBeHE Mpe3 TIOCHEAHHTE TPH Mecella OT NbpBaTa rOHHHA Ha r1eueHHe. HapyuieHusTa c KbpBeHe ca
TIO-YECTH TIPH KEHHTE B NepHMeHOnay3a B CPABHEHHE C KEHHTE B IIOCTMEHONIAyY3A.

UYecrorara Ha 106poKaueCTBEHATE KHCTH Ha AÜUHHKA 3ABHCH OT H3IIOJNISBAHHTE IMATHOCTHYHH METONK, a B

KIHHHUHHTE H3IIHTBAHHA YBEIIHYEHH DOJIHKYJIH Ca HAHATHOCTHUAPAHHA pH 12% OT XEHHTE, H3TIOT3BALUH
Mupeua. [logeuero of donukysHTe ca ACHMNTOMHH H H34E3BAT B PAMKHTE Ha TPH Meceua.

CrucEKk Ha HEIKENIAHHTE JIEKAPCTBEHH PEAKLUH B TAÖIIHYEH BAL

B TraGruua? no-normy ca npencraBeHH HEXKEJIAHATE PEAKLHH IIO CHCTEMO-OpraHHH KlacoBe HaMedDRA
(MedDRA SOCs). Yecrorure ce OCHOBABAT HA J@HHH OT KIIHHHYHHTE H3IIHTBAHHN.

Ta6nana 2: HEKENAHH JIEKAPCTBEHH PEAKLAH

Cuacremo-opranau |Mnoro aecra ecru Heuecrta Peakn C HeH3BecTHa

KJlacoBe (= 1/10) (> 1/100 ao (2 1/1000 ao <1/100) | (21/10 000 | xecrora
<1/10) ao <1/1000)

Hapymenus na CapbxuyBCcTBH
HMYHHATA TEAHOCT,

cucTema BKIIOUHTEJIHO

O6pHB,
YPTHKAPHA H

L THOCJIEM

Icuxaaax HlenpecuBHo S,
HApymIeHus HacTpoeHHe/ S

Jenpecua 3

10

Ae

IZ

Hy

&/
Nana ss



Vsnon3BaH e Hañ-nonxoamuusa TepmuH MedDRA 3a orıncanne Ha onperenena peakıına 4 HEÄHHTE
CHHOHHMH H CBbP3AHH CBCTOAHHS.
* VisnuTBaHHa 3a NPOTEKUHA Ha EHAOMETPHYMa: ,,4ECTH“
** J3nnTBaHHA 3a IIPOTEKUHA Ha EHNOMETPHYMA: ,, MHOTO YECTH“
*** Tasu yYecTOTa ce OCHOBABA Ha TOAIAMO NPOCHeKTHBHO CPABHHTENHO HEHHTEPBEHLHOHAJIHO KOXOPTHO
H3IIHTBAHE IIPH NoTpebuTenH Ha BMY, KoeTo noka3Ba, 4€ KbPMEHETO IIO BpeMe Ha HOCTABAHETO H

nOCTABAHE 10 36 CEINMHIIH CHEN pAKAAHETO ca HE3ABHCHMH PHCKOBA PaKTOPH 3a Nepopauna (BHKTE
Toyka 4.4). B KIMHHYHHTE H3NMTBaHHA C MupeHa, KONTO H3KIIOUBAT KEPMaUKH, YECTOTATa Ha repbopauma
€ „PenKH“.

OTxenHo npoyusaxe c 362 >KeHH, KOHTO Ca H3I1013Barın Mupena noBeue OT 5 TOIHHH IIOKa3BAa

NOCNENOBATENEH Npodw Ha HEYKENAHHTE PEAKLIHH MexKay lOAHHA 6 u 8.

OrmcaHne Ha H36paHH HEXKENAHH peakuMH

Andexyuu u undbecmayuu

11

TlonwxeHo
4610

Hapymenus ua T'naBo6onne Murpena
HEPBHATA CHCTEMA

Craou 3aMañHoCT

Hapyııenus
Cromammo- Kopeman l'anene
qpeBHH Gonkn/6Gonkn B Ta3a
Hapymenusn
Hapymenas Ha Akue AslonelHa
KoxaTa u XHP3YTH3EM
IIOIIKODKHWIB
TbkaH

Hapymenns Ha Bonka B rpp6a**
MYCKyJIHO-
ckeneTHaTa
CHCTEMA,
CbeAHHHTEAHATA
TbKAH H KOCTHTE

Hapyıenusn na TIpomenu B KkbpBeHero, |Hirrderimn Ha

Bb3UPOH3BOHHTEN- | BKIHOYHTENIHO TOPHHTE Ilepbopauns na
HATA CHCTEMA H YBENHUABAHE H TEHHTaIIHH Markara***

TBPAATA HAMAJIABAHE Ha NETHILA
MeHCTpyasIHOTO Kucru Ha
KbpBeHE, 3allanBane, AHUHHLHTE
OJIHTOMEHOpeA H Jncmenopes
aMeHopea Bonxa B

BynBoBarunHt* repaure**
BaruHasma cekpeuma* | HaxsppnsHe Ha

B3TPCM3TOHH3T3
KOHTPBJEHTHBHZI
CHCTEMa

(nanbıHo u
YaCTH4HO)

Hscnensanna VBernuenHe Ha Tlopumapane
TErJOTO Ha KpbBHOTO

HAJLATAHE

„ering N
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Canexn nocrassHe Ha BMC ce cho6masar cryuan Ha cencuc (BKIIIOUHTENHO CenCHC, NPEHH3BHKAH OT

cTpenTokoku rpynaA) (smx rouxa 4. 4 CneuxanHu npexynpexaenHua 4 npexnasHH MepK4 np ynoTpeba) .

Cocmoanua cevpszanu c Öpemennocmma, podoeua u nocnepodosua nepuod:

KoraTo equa xeHa 3a6pemenee c Mupena in situ, OTHOCHTESMIHHAT PHCK OT EKTONHUHA ÖPEMEHHOCT ce
nopvwasa (Brx TOUKa - CnieUHATIHH HPeXyYNPEXIEHAI 4 HPEANASHA MePKH NPA ynoTpeba) .

Hapywenus na evsnpouseodumennama cucmema u evpdama:

Cpo6lnaBar ce Cııyuan Ha pak Ha FHPAATA (c HEH3BECTHA YECTOTA, BK. TOUKa 4.4 CneunarrHn
HPEAYNPEKICHAA H TIPENTIA3HH MEPKH NPK ynioTtpeba).

Cro6uiaBane Ha HONO3HPAHH HEXKENAHH PEAKLIAH
Cr06maBanero Ha NOAO3HPAHH HEIKEJIAHH PEAKLHH CIEL paspelliaBaHe 3a YIIOTpe6a Ha JTEKAPCTBEHHA
IIPOAyKT € BaXHO. ToBa 1I03BONABA Ha TIPONBIDKH HAÖJIHONEHHETO Ha CHOTHOIMIEHAETO NON3a/PACK 3a

NEKAPCTBEHHA IIPONYKT. Or MEIHLIHHCKHTE CIIELIHAIHCTH Ce H3HCKBA Ja CHOGLHABAT BCAKA NOHO3HpAHA
HEIKEJIAHA PEAKLIHA upe3
VsnsnHuTenHaTa areHlmg HO IeKAPCTBATa
ya. „Jaman l'pyer” Ne 8
1303 Copus
Ten.: +35 928903417
yebcañT: www.bda.bg

4.9 IIperozupane

HerparoxnMo.

5. @®APMAKOJIOTHYHH CBOËCTBA

5.1 Bapmanonanamıım CBOHCTBA

©apmakoTeparieBTH4Ha Tpyra: IInacrmacoBa cnuMpana c nporecrarex

ATC kon: G02BA 03.

JlesoHoprecTpen e nporecrareH C AHTH-ECTPOTEHHO HEHÄCTBHE, KONTO HAMHPA PANIHUHH TIPHJIOKEHHA B
THHEKONOTHATA: KATO TIPOTECTATEHOB KOMIIOHEHT Ha NEPOPANIHHTE KOHTPALIENTHBH, IIPH XOPMOHO-
3aMECTHTENHATA TEPATIHA WIM CAMOCTOATEJIHO KATO KOHTPALIENTHB nog dOPMaTa Ha TAÖNETKH, CEABPKALH
camo MIPOTECTArEH, WH KATO CYONEPMAIIHH HMINIAHTATH. JIeBOHOPprecTpen Moxe Ja ce NPAIOXKHA H

HAHPEKTHO B MATOUHATA KYXHHA C BBTPEMATOYHA NEKAPCTBOHOCTABALUA CHCTEMa. ToBa no3BoraBa
H3NIO13BAHETO Ha MHOTO HHCKH HHEBHH 03H, Thi KATO XOPMOHBT ce OCBOGOXHABA AUPEKTHO B NPHLIEJIHHA
opraH.

Mupena HMa TJIaBHO JIOKAJIHH TIPOTECTATEHHH eeKTH B MATOUHATA KyXHHa. Bucokata KOHLEHTPALHA Ha

JIeBOHOPreCTPEN B EHOMETpHyMa HAMANABA Opod Ha ECTPOTEHOBHTE H TIPOTECTEPOHOBHTE PELIENTOPH, KATO
lO TO3H HAUHH HAMANABA YYBCTBHTEIIHOCTTA Ha EHAOMETPHYMA KbM LHPKYJNIHPALUHA ECTPAAAON H

YIPAKHABA CHIEH AHTHNPONHbepaTaBeH edext. Ilo Bpeme Ha yrıorpe6ata Ha Mupena ce HaGmonaBaT
MOPOTIOTHUHH IIPOMEHH Ha EHAOMETPHYMa H Cllaba HOKAJIHA pEAKLHA THN AYHKUO Tao. 3anebengBanHeTo Ha
JIHTABHLIATA Ha LIEPBHKCA 3ATPYAHABA MHHABAHETO Ha CIIEPMATA Mpe3 LEPBHKAIHHA KAH e g

Ha MATKATA H Ha TPbBÖHTE Hapyıllasa PyHKUMATAa H NOJBHKHOCTTA Ha CIIEPMATOZOHAHTE,
HpeAOTBpATABA PEPTHAH3AUHATA. [Ip HAKOA KEHH Ce NIOTHCKA OBYNAUHATA.
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KonrpauenrasHaTa edukacHoct HaMnpena e H3renBaHa B 5 roneMu KIIHHHYHH npoyusanua c 3330 xeHH,
ManonsBaıım Mupena. KOHTpauenTtuBHaTa ehnkacHocr Ha Mupena 5 TONHHM € H3crenBaHa B

KIHHHUHO npoyuBaHe c 362 *KeHH, H310713BaH MupeHa, OT KOHTO 221 XKEHH Ca HPAKMOUANHA B TONMHA 8
OT npoyusaxero. [Io speMe Ha roauxu 6 no 8 crenenTa Ha Heycnex (Pearl xnnexc) e Guna 0,28 [95% CI
(0,03, 1,00)]. KonrpauenraBHara akTHBHOCT HaMupena e o6o6mena B TaGraua 3.

Ta6nana 3: KymynarusHa crenex Ha Heycnex (%) x crenen Ha Heycrıex (Pearl xHnexc)
T'oxxaa Kymysıarusuara CreneH Ha Crenenta na

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

(95% CD
Koxrpagentusna ebuKachocT no Bpeme Ha roaunu 1105

(N= 3330, C60pHH HaHHM OT H3IIHTBAHHA 3a KOHTpallenuna JO 5 TOJHHH)
Toauna 1 0,20 (0,09, 0,46) 0,21 (0,08, 0,45)

Tonunn 1 n0 5 0,71 (0,37, 1,33)

KoHTpanenTuBHa ebHKacHocT no BpeMe HA TOAHHH 6 10 8
(N=362, [IpoabmxeHue Ha npoyuBaHe 3a Mupeua)

Tonuna 6 0,29 (0,04, 2,05) 0,34 (0,01, 1,88)

Tonuna 7 0,40 (0,01, 2,25)

Tonnna 8 0,00 (0,00, 1,90)

Toguun 6 no 8 0,68 (0,17, 2,71) 0,28 (0,03, 1,00)

*Merox Ha Kaplan Meier

Crenenute Ha Heycnex BKNIOUBAT H ÖPEMEHHOCT, MEJDKAIHA Ce Ha HEYCTAHOBEHO H3XBbPJIAHE, H

nepbopaumn. [loq06Ha koHTpauenraBHa ebukacHocT ce HaGHIOIABA 4 IIPH IIPOBENEHO OÖLLIHPHO

HOCTMAPKETHHTOBO npoyuBaHe c rogeue oT 17000 xexn, usnonssaumm Mupena. TRü kaTo yNoTpe6aTa Ha

Mupena He H3HCKBa EKEHHEBEH IIPHEM OT KEHHTE, HHBATA Ha ÖPEMEHHOCT IIPH ,,TANHUHA yr1oTpeGa” ca
NONO6HH Ha Te3H HAGMONABAHA PH KOHTPONHPAHA KIHHHYHH NpoyyuBanna (,,n1ephekTHa ynoTpe6a”).

Hsnonssanero Ha Mupena He Bon AO npoMaHa B Otaemma heprannrer. Oxono 80% oT >KEHHTE, noxkenann
na 3a6peMeHeAT, Ca 3saueHarH B paMKuTe Ha 12 Mecera cren OTCTpaHaBaHe Ha Mnpena.
MencTpyaunaTa e pe3yITaT Ha AHPEKTHOTO JelcTBHe Ha JEBOHOPrECTPEN BBPXY EHAOMETPHYMa H He

OTpa3aBa OBAPHATIHHA LHKBN. [pH >KeHHTe c pasrHueH TAN KbPBEHE He Ca YCTAHOBEHH ACH PASIHUUAA
MEXIY PA3BHTHETO Ha (OJIHKYJIH, OBYIALHATA À NPOH3BONCTBOTO Ha ECTPAAHON H Nporectepon. IIpez
ITRPBATE MeCelH CHEA TIOCTABAHETO Ha Mupena More NA CE NOABH 3aLANIBAULO KbPBEHE B IIPOLIECA Ha
HAMAJIABAHE NPONHDEPAUHATA Ha EHAOMETPHANHATA AIHTABULIA. CHENOBATENHO TIO-CHIIHOTO NOTHCKaHe HA

nporındepaumaTa Ha EHAOMETPHYMA BOAH JO HAMATNABAHE Ha O6ema H IIPONBIDKHTENHOCTTA Ha

MEHCTPYALHATA HO BpeMe Ha ynoTpeOata Ha MnpeHa. OCKBAHOTO KpPEBOTEUEHHE YECTO IIPEMHHABA B

OJIMTOMeHOped H aMeHOpes. OBapHarıHaTa hyHKLUHA € HOPMATIHA À HABATA Ha ECTPAHHON ce NIONNBPIKAT
Op, koraTo >KEHHTE c Mupena ca c ameHopes.

Mupena Moxe Ja One YCTILIHO M3NOJI3BaHa 3a JIEUCHHE Ha HAHOTNATHAHA MEHOPATHA No

MCHOparHa, MCH yarınaTa 3ary6a Ha KpbB HaManaBa c 62-94% B kpas Ha TpHTe Mec
Ha WecTre Mecena Ha ynotpe6a. B cpaBHeHHe c exnoMerTphana a6nanus HH pese
paBHocToiHa eDHKACHOCT B HAMANABAHETO Ha MEHCTPYANHATA 3aryOa Ha KpbB 10 AB
HEJDKAIHA Ce Ha CYOMyKO3HH MHOMH, MOXE H Ja He ce noBJiHse Taka 106pe. Hamarıe

era
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TIOBHILNIABA KOHLIEHTPALIHFTA Ha XEMOTJIOÖHHA B KpbBTa. Mupena xMa nonoxuTenen ebekT 4 pH
AACMEHOpea.

Eduxkacuoctra Ha Mupena B npeyma3BaHeTo OT XHTIEPILIASHA Ha EHJIOMETPHyYMA NO BpeME Ha

NPONBIDKHTEIIHO ECTPOTEHOBO JIEYEHHE € EIIHAKBO WOOpa, HE3ABHCHMO OT ITBTA Ha IIPHEMAHE Ha ecTporeHa —

HEPOPANHO WIM TPAHCHEPMAIIHO. [Ip camocrosrera ecrporeHoBa Teparıua Ha6N1KOAABAHHAT TIPOLIEHT Ha

xXHnepriiasua e 20%. pw KIHHHYHH IPOY4BAHHS, BKIIOUBALUM 06110 634 3KEHH B TIEPHMEHONIAy3A H
B NOCTMeHONay3a, KONTO H310713BaT Mupena, He € CBOÖINEH HATO EIIHH CTyyafi Ha XUTIePIWIa3HA Ha

EHIOMETPHYMa Mo Bpeme Ha NepHoNa Ha HAOMIONEHHE, BAPAPAUL OT | zo 5 rogqMHH.

5.2 @MapmakokuHeTH4HH CBOËCTBA

AKTHBHOTO BEINECTBO Ha Mupena e resonoprectpen. JIeEBOHOPTECTPEeNBT ce OCBO6OKNABA AMpeKTHO B
MATOUHATA KYXHHa. OueHeHHTe CTOÄHOCTH Ha oCBOGOKHABAHE in vivo 3a PASIHAHATE NepHosu OT BPEME ca
npencrasenu B Tabyınua 4.

Ta6nuna 4: Ouenennte CTOAHOCTH Ha 0CBO60xNaBaHe in vivo 3a Mupena:

Ckopoctra Ha OTNENAHE Ha NEBOHOPTECTPEN in vivo IBPBOHAYANHO € OKONO 20 ug/24 4aca u Cnaya no
10 ug/24 yaca cneg 5 ronnnn.

AGcop6una

Cney noctaBaHe, NEBOHOPTECTPEN ce OCBO6OXKHABA B MATOUHATA KyXHHa 6e3 3a6aBaHe, BE3 OCHOBA HA

H3MEPBaHHATA Ha CepyMHaTa KOHLCHTPALHI.
Tlopeye oT 90% or OCBOGONEHHA eBOHOprecTpes € CHCTEMHO HAJIHUEH.

Cney nocrasane Ha Mupena, neBoHoprecrpen Moxe ra ÖbAE OTKpAT B cepyMa/na3Mara crex 1 yac.
MakcumasinatTa KOHHEHTPALHA Ce AOCTHTA B PAMKHTE Ha 2 CEIIMHLM NOCTABAHETO H KONHYECTBO OKOJIO
180 ng/l (CV 38,3%). B CBOTBETCTBHE cbc CKOPOCTTA Ha NOHWKaBaHe Ha CTEIIEHTA Ha OCBOÖOKHABAHETO,
CPEAHO TEOMETPHYHATA CEPyMHA/TLIA3MEHA KOHLEHTPALHA Ha JIEBOHOPTECTPEN CITANA HOCTENEHHO, KAKTO €
TIOKa3aHo B TAOTAUA 5.

Ta6.ıana 5 O6ma niasmena KonmeHTpauma Ha LNG

14

Ouenenute CTOÄHOCTH Ha

Bpeme ocB06OKABAHE in vivo
[mukporpama/24 yaca]

24 HM CHE MOCTaBAHeTO 21
60 HH cHez NIOCTABAHETO 21
1 ronnHa cnen nocTraBsHeTo 19
3 TOMAHA CHE HOCTABAHETO 14
5 FOJIPIHH CIIGIL IIOCTBBSIHCTO I 11

8 rOHAHH CJIEN TIOCTABAHETO 7
Cpenno 3a 1" ronnna 20
Cpeaxo 3a 3 TONUHH 18

CpenHo 3a 5 roqMHH 15

CpeaHo 3a 8 roxuxm 13
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BucokaTa lOKaJIHa CKCNOSHUMA B MATOYHATA KyXHHa, BOM JO CHJIHO H3PA3EH KOHLEHTPALIHOHEH rpayHenT
OT EAHOMETPHYMA KbM MHOMETPHYMa (TPANHEHT EHAOMETPHYM KEM MHOMETPHYM > 100 ITBTH) 4 HHCKH

KOHLEHTPALIHH Ha JIEBOHOPTECTPEN B CepyMa (TPANHEHT EIIHOMETPHYM KbM cepym > 1000 rreru).

Tipu xXeHH B IIOCTMEHOTIAy3A, KOHTO H3NON3BAT 3a eyeHHe Mirena 3aeıHo c NepopaneH eCTpOreH, cpeqHata
CepyMHa KOHLEHTPALHA Ha JIeBoHOprectpen cnana oT 257 pg/ml (25 ao 75 nepcexrana: 186 pg/ml no 326
pg/ml) 3a 12 meceua no 149 pg/ml (122 pg/ml go 180 pg/ml) sa 60 mecenxa. Koraro Mupena ce H311013Ba

3ae1HO C TIEPOPAIHO JIEYEHHE C ECTPOTEHH, CepyMHaTa KOHLEHTPALHA Ha JleBOHOprecTpen 3a 12 Meceua
HapacTBa NpHOH3HTeNHO 10 478 pg/ml (25 no 75 nepcentuna: 341 pg/ml ao 655 pg/ml), koeTo ce ABIDKH
Ha HHAYKLHTA Ha TJIO6YJIHHA, CBBP3BAIN TIONOBHTE XOPMOHH (SHBG) pes neyeHne c nepoparex ecrporeH.

Pasnpenenenne

JleBoHoprecTpen ce cBEp3Ba HeclellubHYHO CLC CepyMHuTe anGyMHHH U CHELHHAHO C TIIOÖYIHHA,
CBBP3BAIL TIOJIOBHTE XOpMOHH (SHBG). Ilo-Manko or 2 % oT HHpKyYHHpamHa NeBOHOprectpen NO

HACTOAIUEM € CBO6GONEH CTEPOHA. JIeEBOHOpTecTpeNn ce cBLp3Ba C BHCOK aenuTeT KEM SHBG. CE0TBeTHO,
IIPOMEHHTE B KOHUEHTPpauımaTa Ha SHBG B cepyMa BOJAT WO YBeNHUEHHE (pH M0-BHCOKH KOHLEHTPAUHH Ha

SHBG) B noHæKeHHe (NpH M0-HACKH KOHLIEHTPaLIMH Ha SHBG) oT o6mara KOHLEHTPALHA Ha

xeBoHoprecTper B cepyMa. KonueHTpauusaTa Ha SHBG Hamanaga cpexxo c okono 20% npe3 ITBPBHTE
Mecela CJIEN MOCTaBaAHeTO Ha Mupena u OCTaBa craGunHa crie] TOBA, KATO CE yBesIM4aBa CAMO JIEKO HO kpaa
Ha 8 TOAHLUHHA TIEPHON Ha ynoTpeba.

CpegHuar o6em Ha pasnpenenenne Ha neBoHoprectpen e 106 L.

Tloxa3aHo €, de TEIECHOTO Tero KH KOHLEHTPALHATA Ha SHBG noBn4aBaT KOHLEHTPALAATA Ha

NEBOHOPTECTPEN, à HMEHHO HHCKOTO TEJIECHO Tero H/MJIH BACOKO HHBO Ha SHBG yBennyaBar
KOHLEHTPALHATA Ha IEBOHOPrecTpen. [pv XeHH B penpoAyKTHBHa Bb3pacT C HACKO TEJIECHO Tero (37 HO
55 kg) cpenHara cepyMHa KkoHLEHTpauH4 Ha JIEBOHOPTECTPEN € OKONO 1,5 ITBTH TIO-BHCOKA.

PBuorpanchopmauusa

Jlesooprecrpex ce Mera6onusHpa 8 ronama CTeneH. Haii-saxHute MeTaGoruTHH ITBTHINA Ca peqyKUMATA
Ha A4-3-OKCH rpynaTa 4 XHHPOKCHIApAHETO B nO3AUHH 20, 18 m 168, nocnensanx OT komioraıma. CYP3A4
€ OCHOBHHAT EH3HM, Y4ACTBALL B OKHCIMTeNHHA MeTabomH3bM Ha LNG. Hanwunute in vitro nanHu
npenonarat, ue CYP MennnpannTe Ha GHOTPAHCHOPMALHA, MoraT Ja He OBHAT OT rOJIAMO
3HayeHHe 3a LNG B cpaBHeHHe c pexyKUMATA H KOHIOTALHATA.

EnaMuHupaxe

O6uIHAT KIHBPBHC HA NEBOHOPTECTPEN OT NA3MATA € npHOnusnTenHo 1,0 ml/min/kg. C

MeTAaGOJHTUTE, € | NEH.
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Bpeme crien nocTaBaHe OG6mara nmia3MeHa KOHHEHTPALHA Ha
LNG [ng/l] (reomerpauna CV%)

24 num 175 (37,6)
2 Meceua 169 (37,1)
1 ronnHa 159 (37,4)
3 TORHHH 139 (37,8)
5 roxuan 123 (38.2)
8 TOaHHH 100 (39,9)

HEBOHOPreCTPEJI CE EKCKPETHPAT B HenpoMeHeHa hopma MeraGorurure ce ekckper
YPHHATA B PABHH CBOTHOUIEHNA EsIuMMHaUHOHHHST TIOJY2KHBOT, KOHTO Ce
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Jluneïnocr/HenxmeñHocT

DapMakOKHHETHKATA Ha JIEBOHOprectpell 3ABHCH OT KOHUeHTpallnata Ha SHBG, KOATO OT CBOA CTpaHa ce
BIMAe OT ECTporeHHTe H aHAporenute. HamanaBaHeTo Ha KOHLIEHTpaumaTa Ha SHBG Bogu 10 HaManaBaHe
Ha O6ulaTa KOHLIEHTPALHA HA JIEBOHOPTECTPEN B CepyMa, TIOKA3BAllla HENHHEÂHATA PAPMAKOKAHETHKA Ha

NeBOHOPTECTPEN 10 OTHOLLIEHHE Ha BpeMeTO. Bb3 OCHOBA Ha TIIABHO JIOKANIHOTO AelicTBHe Ha Mupena, He ce
ouakBa NOBIMABaHe Ha eibukacHocTTa Ha Mupexa.

5.3 Ipexkaannuan 3a CesomacHOCT

TpeaxkinHHAHHTE NaHHH 3a Öe30TTaCHOCT He MoKasBaT OCOGeH PHCK 3a Xopa Ha 6a3a Ha NPOYABAHHATA 3a
6e3onacHoCT, PapMAKONOrHA, PAPMAKOKHHETHKA, TOKCHUHOCT, TEHOTOKCHUHOCT H KAPLIHHOTEHEH
TIOTEHLHAN Ha JIeBOHoprecTper. Jlesonoprectpen e NOÖpe n3Becrex mporectaren. IIPObareT Ha
6esonacHocTra My € NOAPOGHO AOKyMeHTHpaH Cex NPONBDKHTENHO npHrarane. [IpoyaBaHHa, npoBereHo
BbPXy MAÂMYHH C BBTPEMATOUHO OTJIEJIALL CE JEBOHOPrECTPEN B TIPONBIDKEHHE Ha 9 1012 Meceua, e
NOTBbPAHNO JIOKAIHATA PapMAKONOTHUHA AKTHBHOCT Ha IIPOAYKTA, CByeTaHa C AO6PA JHIOKATIHA HOHOCHMOCT
H OTCECTBHE Ha JHAHHH 3a CHCTEMHA TOKCHUYHOCT. He € ycTraHoBeHa EMGPHOTOKCHUHOCT CJIEA MHTpayTepHHHO
npHJiaraHe Ha NEBOHOPTECTPEN np 3añu4. OuenkaTa Ha GesonacHocTra Ha EJIACTOMEPHHTE C'ECTABKH Ha

pe3epBoapa Cc XOPMOHA, NOJNHETHIEHOBHTE MATEPHAJIH Ha NpOAyKTa H KOMGHHALHATA OT EJIACTOMEP H

JIEBOHOPTECTPEN, 6a3HpaHA KAKTO Ha OLIEHKaTa 3a TEHETHYHA TOKCHAHOCT B CTAHNAPTHMTE in vitro M in vivo
TECT CHCTEMH, Taka H Ha TECTOBE 3a ÖHOCBBMECTUMOCT IIPH MHLLUKH, ILTEXOBE, MOPCKH CBHHYETA H 3aHLlM M

in vitro TECT CHCTEMH, He Ca HOKA3ANH AAHHH 3a GHOHECEBMECTHMOCT.

6. DAPMATEBTHUHH JAHHH

6.1 Cuncbk Ha TOMOMBATe BeIeCTBA

TonnnnMeTHICHIOKCAaHOB EIACTOMEP
Cnnnunes IHOKCHA, KONOHNEH 6E3BONEH
HonneTuneH
bapues cyndar
Kenezeh OKCHA

6.2 HecbBMecTamocta

Henpnnoxumo

6.3 Cpoxk Ha roqHocT

3

6.4 Cnennaran yCcroBH4 HA CbxpaHeHHe

He ce H3HCKBAT CIIELIHAIIHH YCIOBHA Ha CHXPAHEHHE.

6.5 Buy u chabpxKanne Ha ONAKOBKATA

Cuctemata, 3ae1HO C AKCECOAPHTE € OTIAKOBAHA B ropelllo mpecoBaH CTepArIH3Hpa TYVEK
3a HOBHA AILIHKATOP: NPOAYKTsT € B EHHHHUHA, TOILIAHHO 06paGorena 6JIHCTEPHA OTIAKOBKA C OTJIENBAIU ce
KATIAK.

6.6 Cneukanan npenuasHH MepKH pH H3XBLPJINHE H PAÜOTA ay
ENae Mr
ee

tg |
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MupeHa e onakoBaHa B CTepHIeH ILIHK, KoiiTO He 6uBa Da ce OTBAPA, AOKATO TOBA He € HEODXOAHMO 3a
NOCTABAHETO i. CC cucremata Tpa0Ba Na ce GOPaBH KaTO Ce B3EMAT MepKH 3a aCETITHUHOCT. Ako
CTePHIHOCTTA Ha ONAKOBKATA € HapyllieHa, NPOAYKTST TPAGBA Ja CE YHHLLIOKH.

Hensnor3BaHHaT JIEKAPCTBEH MpOAyKT HIN OTTIANBUHHTE MATEPHANH OT Hero TPAOBA Aa Ce H3XBbPIIAT B

CbOTBETCTBHE C MECTHHTE H3HCKBAHHA.

7. MPUTEKATEJIHA PA3SPENIEHMETO 3A YIOTPEBA

Bayer AG
Kaiser-Wilhelm-Allee 1

51373 Leverkusen
Trepmanna

8. HOMEP(A) HA PA3PEINEHHETO 3A VHOTPEBA

11-27122/23.09.2014 r. (9800344)

9 MATA HA ITbPBO PA3SPEDIABAHE/DOJHOBABAHE HA PA3PEINEHHETO 3A
YHOTPEBA

Hata Ha nbpBo paspemaBane: 05 HoemBpx 1998 r.
Jara Ha nocnenHo nonHoBaBane: 23 cenTremBpH 2014 r.

10. MATAHAAKTYAJI“3HPAHE HA TEKCTA

I

No

Se
Je

an go
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