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. NANBAHVTENRHA ATEHUMSA NO NEKAPCTBATA
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2. KAYECTBEH H KO/IHYECTBEH CBHCTAB

JlexapCTBEHO BEIECTBO: JieBoHOprecTpen (levonorgestel) 52 mg. Cpeanara in vivo CKOpOCT Ha OTACIISHE €
20 mukporpama/24 daca npes nepsara roayHa.

3a ITBJIHHA CITHCHK HA MIOMOLMHHUTE BEIECTBA, BHXKTE Touka 6.].

3. JEKAPCTBEHA ®0OPMA
BrTpemarouna nexapcreogocrasama cucrema (IUS).

BrTpemarouHaTa cucTeMa, qoctapsaia gesonoprectpen (LNG), ce cueTou ot 6s1a Wit nouT 64ma
JIEKapCTBEHA CHPLICBHHA, MOKPHTa C Helpo3pavyHa MemOpaHa, KOATO € IIPHKPEIICHa KbM BEPTHKATHOTO paMo
Ha T-o6paznoTo Tanoro. banoro T-00pa3sHOTO TANO HMaA MPHUMKa B Kpas Ha BEPTHKATHOTO PaMo H JIBE
XOPH30HTAIHK paMEHa B Apyrug kpail. KoM rnpHMkaTa ca npukpened# xa$aBH NOABHKHY HUIIIKH.
BeprukanHoTo pamo Ha [US e pasnonokeHo B arutMkalioHHa Tpb0a Ha BEpXa Ha armMKarop. T-ydacTeka Ha
MupeHa chappika Gapies cyibart, KolTo ce BUsyanusupa NpH peHTTeHORO wicneapane. CucreMara (IUS) u
aIUTHKATOPHT He CHALPKAT BUTHUMH IPHMECH.

4. KJAHAYHHUA JAHHHU

4.1 TepaneBTHUYHH NOKA3AHHA

KonTpaueniys.
HanonaTHuHa MEHOParui.

IIpoTekuus Ha eHOOMETPHYMA OT XHIEPILIA3HA MO BPEME HAa ECTPOreH-3aMeCTHUTEIHa Tepaliisl.

4.2 [o3npoBKa B HAYMHH HA NPHIOKECHHE

Jlo3apoBKa

ITepBOHaYaTHATA CKOPOCT HAa OTAENAHE in vivo ¢ npubmmsurenHo 20 mukporpama/24 yaca, CjIeA NET rOJIMHU
HaMmansea a0 18 muxporpama/24 yaca cnen egHa rogusa u go 10 mukporpama/24 gaca. CperHata CKOpoCT

HA OTAENAHE Ha JICBOHOPreCcTper 3a METTe FOAMHH € OKoNo 15 Muxporpama/24 gaca.

Ileduampuuna nonysayus
Hsama npuioxuMo nokasanue 3a ynorpebara Ha MupeHa npein MeHapxe.

HaunH Ha NpaaOKeHHE
MupeHa ce mocTaBs B MaTOYHATA KyXUHa. EdeKkTRHA e B MpoAb/DKeHNE Ha 8 rOAMHM 3a MMOKA3aHHUETO

KOHTPALICTILIAA U S TOAHHH 34 NOKA3aHUETO HAHONATHYHA MEHOparus. 3a HAaMHpaHe TOYHUAT MOMEHT Ha
OTCTpaHABaHe/3aMAHa BHXKTE TOUKa ,,OTcTpaHABaHe/3aMsaHa®.

ITpu >xeHn Ha XOpMOHO3aMECTHTENTHA Tepanus MupeHa MOXKe [1a Ce U3MOo3Ba B KOMOHH
WIIH TPAHCAECPMATHHE €CTPOTCHOBH NPOLAYKTH, KOHTO HE ChABPXAT NPOTreCTATCHH.



[locTaBaHe M OTCTpaHsABAHE/3aMsAHA

MupeHa ce npemiara B CTEpHUITHA 0nakoBKa, KOATO He OuBa f1a ce oTBapd, JOKATO TOBA He € HeOOXOAUMO 33
nocrapaneTo i. IlpH oTBOpeHa onakoBka, ¢ mpoaykra TpAOBa Oa ce OOpaBH KaTo c€ B3eMaT MEPKH 3a
aCEMTHYHOCT. AKO CTEPHIHOCTTA HA OIIAKOBKATA € HApYHIEeHA, MPOAYKTET TPAORA 4 ce YHHILOXKH.

Mmupena ce noctaBa ¢ HaOMHSAIIA KapTa 3a TAalMeHTa BLB BLHINHATA KapTOHeHa omakopka. IlombiHeTe
HANOMHALIATA KAPTAa 34 NAlMEHTA U 9 JaiTe HA MAalHEeHTKaTa CJIE] NOCTABIHETO.

Hocmaeane

Ctporo ce npenops4sa MupeHa ja ce MOCTaBA CAMO OT MEIUIIMHCKHA CIELHAAIHCTH, KOWTO MMAT OIMT B
MOCTABAHETO M/AMY ca IOCTATHLYHO 06YUeHH 34 MOoCTapiHe Ha MupeHa.

Ilpexy moctaBiHe, nauMeHTKaTra TpiOBa na ObJe BHUMATEIHO TMperfiefaHa 33 HAIHYHEC Ha
MPOTHBOIIOKA3aHHe 3a nocrasgHe Ha BMC. Mskmodere OpeMeHHOCT Mpeam moctaBgHe. BaeMere mpenBu
BBE3MOXKHOCTT2 33 OBYJIalius ¥ 3aucBaHe NpenH ynortpedba Ha To3W NMpOAYKT. MupeHa He e Noaxoafina 3a
IIOCTKOMTAITHA KOHTpauenuys (Bx. Toukd 4.3 ¥ 4.4 nox MeAHLIMHCKH Nperien/KOHCYITaLs ).

Tabanna 1: Kora aa noctasim MupeHa Ha J€HH B PerpOAyKTHBHA BB3pacT

[I5pBOHAYANHO NOCTaBSHE Ha - Mupena Tpabra ga ce IocTaBH B MATOYHATA KyXHWHA B PAMKHTE Ha
Mupena 7 AHM CJie]l 3alloMBaHe Ha MEHCTpyauusata. B To3u ciryyaid Mupena
NPEeAOCTaBA KOHTpaUeNTHBHA 3aI0UTA CIISA [TOCTaBAHE U HE €
HeCOXOaHMA AOITEITHATENIHA KOHTPALISTILIHA.

- AKO MOCTABSIHE B PAMKHTE H& 7 JHH OT HAYANOTO Ha
MEHCTPYaLUATa HE € BE3MOXKHO WIM 3KCHATa HMa HEPEIOBEH
LHKEI, Mupena Moxxe Zia 6b1€ I0CTaBeHa 1o BCAKO BpEME TIpe3
MEHCTPYAITHHAT HUKBA MPH YCIOBHE, Ye MEIHITHHCKUAT
CHELHAIMCT MOXKE ChC CHTYPHOCT Z1a H3KJIFOYH BE3MOKHOCTTA 33
npeawmecTraia oOpemeaHocT. Benpeku ToBa, B TO3M Ciay4yaH He €
HAJIEKIHO OCHIypeHa He3ab0aBHA KOHTPALEIITHBHA 3ALIMTA CJIEN
nocTaesHe. [To Tasu npuuuna TpaOra na ce U3nosn3ea 6apHepeH
METO/1 33 KOHTpaLenI{ia WA NaAeHTKaTa TpaOBa a ce BE3AbpxkKa
OT BAaTMHAJICH TICJIOB aKT Ipe3 CASABAIHUTE 7 JHH, 3a A2
NpenoOTBPaTH OpeMeHHOCT.

[TocTaBsre cnel paxaaHe B mpombnHeHHe Ha WHCTpYyKuMitTe no-rope (II'sproHagaiHo
nocraBsHe Ha MupeHa):

Crnen paxnase noctaBaHeTo TpadBa na 6b1ae 0TI0XKEHO, J0KATO
MATKATA NPETHPITH MBIHO 0OPATHO PA3BHTHE, TIPH BCHUKH CIIyuan
He TIO-PaHo OT 6 ceaMHLM ¢ie] paxaaHe. B cioywaii, ue obpaTHOTO
Pa3BHTHE e 3HaunTeNHO 3abaBeHo, TpsOBa Ja ce H3daka 1o 12

CCAMHLH CIICH PpAKIAHC.
IloctaBsane cnea abopT mpes Mupena Moxke Aa 6b1€e IocTaBeHa HENOCPEACTBEHO cliell abopT,
IBPBHS TPAMECTH] M3BBPIIEH B ITBPBUAT TpUMeCTEP. B TO3H ciiyvaii He e HeoOxonuma

HOITBJTHHTECIIHA KOHTPALICTILIHA.

3amaHa Ha MupeHa MHEpeHa MOXe Ja ce 3aMEHH ¢ HOBa CHCTEMA ITO BCAKO BpeME Ha
MEHCTPYAIHHS LIHKE. B TO3H ciry4aii He e HeoOxXoaumMa
JOITBJTHATEJIHA KOHTpaLICHIIHA.

[IpemiHaBaHe OT ApYT - Mupena moxe Ja Obe nocraBeHa He3abaBHO, ake
KOHTpaLeNTHBEeH MeToa (HaIIp. ’KeHaTa He € OpeMeHHa.
KOMOHMHHpaH XOpPMOHAJICH




KO €IITHB, HMIUIZHT
HTpan ’ ) - Hyxna oT nomreHUTeIHA KOHTpalenLud: AKO ca MHHAJIH [I0BEYE

OT 7 JHM OT KAaKTO € 3aMO¥HA/I0 MEHCTPYAJIHO KEPBEHE, JKEHATA
TpAOBa Ja ce BB3bpiKa OT BArHHAJICH TOJIOB aKT WM J1a H3II0I3Ba
NOITBIHUTENHA KOHTpaLETIIUA Npe3 CIeABaIHTe 7 JIHH.

B ciyuad Ha TpyZHO ITOCTaBAHE W/HIH CHIIHA 60JTKa M KEPBEHE 110 BpeMe Ha WM ce/l NOCTaBAHe, Tpia0Ba na

ce B3eMeE MPESABH] BB3MOXKHOCTTA OT nepdopaliis 1 TpaOBa Aa ce B3eMAT MOIXOAAINNA MEPKH KaTo
¢u3HKaNEH U YITPAa3BYKOB Tperies.

Cnex nocraBsHe, )XeHaTa TpAOBa Aa ce nperieaa caed 4 no 12 ceqMuriy, 3a fa ce NpOBePAT HUIIKHTE H J1a CE
rapaHTHpPa, Y€ H3AEIHETO € B NpaBWIHA No3uIMa. CaMo (H3HKaAIEH nperiel (BRKIIOYUTEIHO IPOBEpKa Ha
HMIIKH) MOXE Ja HE € JOCTAThYEeH 32 H3KIIOUBAHE HA YaCTHYHA nepdopaiiys.

Korato ce H3n0/13Ba 32 MPOTEKLMA Ha eHAOMETPHYMA IO BpeMe Ha XOPMOHO3aMeCTUTENHA Tepanus, MHpeHa
MOJKE Ja C€ MOCTABH MO BCAKC BpeME TPH JKEHH B aMeEHOpes H Npe3 NocIeAHHTe AHA Ha MEHCTPYaLMATA HIH
AUHKIHYHO KbPBEHE NPH OCTAHAIHTE JKCHH.

Omcmpanaeane/3amana

Koumpayenyus: CucteMara tpabsa aa Obae oTcTpaHeHa Wiy 3aMeHeHa clie 8 roauHu.

IIpoowancasane na xonmpayenyuama cred omempanssane

¢ AKO JK€HaTa »Kelae 1a NIPOABIDKH A4 U3MOJI3Ba TO3H KOHTPALICITTHBEH METOJ, TIPH CaMOTO
OoTCTpaHABaHe Ha MupeHa T4 Moxe 12 6bAe 3aMeHeHa C HOBa.

¢ AKO 3KeHaTa HeE JKellae a M3TI0Ji3Ba CHIIHAT KOHTPaUENTHBEH METO, HO SpeMEHHOCTTA € HexkelaHa,
cUcTeMara TpsadBa Ja c& OTCTpaHH B paMKHTE Ha 7 OHH OT HAYAJIOTO HA MCHCTPYalusaTa [Ipy :KEHH BHB
(epTHIIHA BB3PACT, IPH MOJIOYKSHHE Y€ HMAT HOPMAIIEH MEHCTPYAICH LIHKBIL. AKO CHCTEMATa ©
OTCTpPaHeHa B IPYTO BpEME B paMKHTE Ha LIMKBJIa HIIM JKEHATa HAMA HOpMaJleH MEHCTpyaJieH LHKBI H
JKEHATA € MMaJIa MOTIOB KOHTAKT B PAMKHTE Ha CBHHIATa CEAMHMIA, CHUISCTRYBA PHCK OT 3a0peMeHsIBaHe.
3a J1a ce OCHI'YpH NPOOBIXKUTEHA KOHTpAUeniH,, TpaOpa Aa ce 3anouHe bapuepeH MeToll Ha
KOHTpAILIENIHA (KaTo Npe3cpBaTHBH), 3aM04Baiiku 7 HHU npeau oTcTpaHssane. Cliell oTCTpaHiIBaHe,
TpAOBa J1a ce 3alo4YHe BEIHAra ¢ HOBHUAT KOHTpaALENTHEEH MeTo I (ClleIBaliKi HHCTPYKIUHUTE 3a
ynorpeda Ha HOBUAT KOHTPALIENTHBEH METO]).

Houonamuuna menopazua: CucreMata TpaOea aa Ose OTCTpaHEHa HIH 3aMEHEeHa B CITyqai, ue
CHMIITOMHTE Ha HIHOTATHYHA MEHOparua ¢e 3aBbpHAT. AKO CHMITTOMHTE HE Ce 3aBBbPHAT cliel] yrnoTpeba oT

3 TOMHH, MOXe J1a ce 0OMMCITH NpoaB/DKaBaHe Ha ynorpebara Ha cucteMara. OrcTpaHeTe st WM 1 3aMeHeTe
HaH-KBCHO cnes 8 roauHH.

MupeHa ce OTCTpaHABa, Ype3 BHUMATEHO H3AbPIBaHEe HA HHLIKHTE ¢ (GOpIEIC. Y MPAKHABAHETO HA
AOIBIIHHTENHA CHIIA/OCTPH HHCTPYMEHTH TI0 BpeMe Ha OTCTPaHABaHe MOXKE Ja NpeN3BHKA CUYNBaHe Ha
u3fenuero. Cnex oTcTpaHaBaHe Ha MupeHa, u3menneTo TpaOBa Aa Opae MPOBEPEHO, 33 1a CE YBEPHTE, 4€ €
OTCTpPaHeHO H3UANO. IIpu 3aTpyaHeHo oTcTpaHaBaHe ce CHOOLIABAT EAHHHYHH CIIYyYaH, NPH KOUTO
XOPMOHAJTHHAT LIMJTHHABD CE€ € NPHILTL3HA HaJl XOPH3OHTAJIHUTE paMeHE H I'M CKPHEBA 3a6/IHO BLTPE B
[MAKHABPA. Ta3K CHTYalHs He H3WCKBA TIO-HATATHIIHA MHTEPBEHIINS, CI€/l KATO BeAHbXK € YCTAHOBEHA
IIeJIOCTTa Ha BRTPEMATOYHATA cucTeMa. M3nsKHaHTe KpaHIla Ha XOPH3OHTAIHHTE paMeHe 0OOHKHOBEHO
IIPEIIAa3BAT ITBJIHOTO OTAE/MHE Ha HIWIHHALPpA OT T-00pasHoTO Tsw10. B cimyyait, ye HUIIKUTE HE ce BHKAAT H
CHCTEMaTa € B MATOYHATA KyXHHA, T MOXe 11a ObJie OTCTpaHEHA KAaTO C& H3MOJI3Ba TECEH TbPKATEIL.
BB3MOKHO € Aa ¢€ HAOXH JWIaTalus Ha LEPBHKATHHI KaHAI HITH Jpyra XHPYprudHa HHTEpPBEHITUA.

4.3 IlIporaBonokazamAsi

H3secTHa WM nipeanosaracMa 6peMeHHOCT;
¢ Hacrosimo Wiy peuyMayuBApaIO BE3NAHTETHO 3a00/sBaHE B TA34;
o HHdexumsa Ha NOMHUS TEHUTAICH TPAKT;




EnpoMerpur cnen paxkaaHe;

ABopT, YCIOKHEH ¢ HHPEKIMA, Mpe3 NOCAEAHATE TPH MECELIA;

LlepBuipmr;

IlepBukanHa qUCIIIA3HS;

Manuraeno 3abonsgBaHe Ha MaTKaTa WIH MAaTOYHATA ITHHAKA,

[Tporecraren-3aBHCHMH TYMOPH, HaNp. pak Ha I'bpAaTa;

AOHOPMHO MaTOYHO KPBROTEUYEHHE ¢ HEM3ACHEH IPOM3XOJ;

Bponenu winm npagoOHTH aHOMAITHKM Ha MaTKAaTa, BKIKOYHTENHO H PHOpOMHU 0OpasyBaHus, aKko Te
Ae(opMHpaT MaTOYHATA KYXHHA,

ChCTOAHHA, CBBP3aHN ¢ NOBULICHA BB3NPHEMYHUBOCT KbM HH(EKIIHH;

OcTpo YepHOAPOOHO 3a00NsIBaHE WIM TYMOD HA YEPHHA APO0;

CBpBXYYBCTBHTEIIHOCT KbM aKTHBHOTO BEHIECTBO HITH KbM HAKOE OT NOMOIIHHUTE BEILIECTBA.

4.4 CuoenBajJHn NpeaynpexIenHs H IpeANa3ad MEPKH OIPH YIOTpeOa

Mmupena Moxe [ia ¢e M3MON3Ba ¢ NOBUIICHO BHHMAHHE CIIe]] KOHCYITALNA ¢ ACKap-CIIeHaIHCT WK TpsAOBa
Ja OBe OTCTPaHEeHa, aKO € HAJMIIES HIH 3a NPBB IThT BE3IHHKHE HAKOE OT H30POSHHUTE MO-A0NY ChCTOTHHA!

¢ MHIpPeHa, (POKATHA MUIPEHA ¢ AaCHMETpUYHA 3ary0a Ha 3peHHe HIIH APYTH CHMITTOMHU Ha IIpEXOHa
nepedpanHa HCXeMH,;

H3KTIOYHTENHO CHIHO IIaBoOoHe;

KBITCHHIIA,

3HAYHMTEJHO NMOBHINABAHE HA KPHRHOTO HAJISATaHE;

TEKKO apTepHalHO 3a00/MBaHE, KATO MO3BYECH HHCYJIT HITH HH(ApKT Ha MHOKapAa,
OCTBP BEHO3€H TPOoMO0eMOOTHIBM.

Mwupena Moxce 11a ce H3MOI3BA C IOBHINECHO BHHMaHME NP XEHH ¢ BPOACHO CHPACYHO 3a00/IABaHE WIH
KJIAITHO 3aCATaHe ¢ PUCK OT HH(MECKIHO3ECH SHJOKAPIHUT.

JleBOHOpPreCTpEN B HUCKH JO3H MOXKE Ja MOBJIHSE TIIOKO3HHSI TOJEPAHC, TAKA 9¢ TIPpH JHAOSTHUKH
M3ITON3BaHETO HAa MHpeHa W3HCKBA CJIC/ICHE Ha KPBBHATA 3aXap.

HepenoBHHTE KPBBOTEYEHHA MOTAT /1A MACKHPAT HAKOW CHMITTOMH H [IPH3HALA Ha CHAOMETPHAITHA
TIOJIMIIO3a HIIH pak. B Te3u cyyan TpaOBa Ja ce mpeanpHeMaT JHarHOCTHYHHA MEPKH.

MmupeHa He e MeToz Ha IpEB W300P IIPH XEeHH B NTOCTMEHONAY3a ¢ HanpeAHana aTpodHs Ha MaTKaTa.
Ilopany orpanpdenaTa eKCno3uips B H3MHTBAHKATA ¢ MupeHa 3a noKazaHWeTo NPOTeKIUg Ha
SHOOMETPHYMA OT XHIIEPIUIA3HsA [10 BpEME Ha €CTPOreH-3aMECTUTEITHA Tepanus, HAUIMYHHTE NaHHH Ca

HEeJAOCTATHYHH, 34 JIa MOTBBPAAT WIH OTXBBPIIAT PUCKA 3a PaK Ha rbpAaTa, Koraro MupeHa ce H3Mon3Ba 3a
TOBa [OKazaHHeE,

MenuumHCKH Tiperyiein/KOHCYITalluH

IIpeam nocraesHeTO Ha Cridpanara XkeHaTta TpaOBa aa Ob/e yrenoMeHa 3a epHKaCHOCTTA, PHCKOBETE,
BKJTIOYHTETHO MPHU3HALUTE U CUMITTOMHTE HA T€3H PUCKOBE, KAKTO € OIMUCAHO0 B JIACTOBKATA 32 MAllHEHTA H
HeXKEeTaHWTE PEeaKIIHH ITpH npunoxeHueTo Ha Mupena. TpsaGBa za ce npoBene GU3UKaNECH NPETTen,
BKJTIOUBALIL MpErJie Ha MaJIKUA Ta3 U nperniel Ha repaure. Tpabpa a ce HampaBH LIMTOHAMA3Ka, CIIopen,
OlIeHKaTa Ha MenHuMHCKHA criennanucT. Tpabea na ce nakmoyaTr SpeMeHHOCT U 3a0019BaHKA, TIpelaBaHu
IO NOJIOB ITeT. | eHuTaHITe HHpeKIMU TpaOBa Aa ObAAT YCIIEINHO IEKYBaHH. 34 Jia ¢ MPELCHH BPEMETO Ha
NOCTaBAHE, 32 U3KTIOYBaHe Ha OpeMEHHOCT, BrokTe "J[o3MpoBKa M HaUKH Ha npaioxenue” . Tpabra 1a 6baar
OIIPENCICHH MOJIOAEHACTO HA MATKATA U pa3Mepa Ha MaToYHATA KyxuHa. PasnonoxkeHueTo Ha Mupena 1B
¢yHyca Ha MaTKaTa € H3KIFOYHUTENHO BaXKHO, 33 14 C€ OCHTYDPHU PABHOMEPHA SKCOZUIA Ha CHAOMETPUYMA
Ha JICKCTBHETO Ha MPOreCTarcHa, fa ce NpeaoTBpaTH H3XBLPJISHE U J1a ¢e MOCTHIHE MaKCHM
eduxacHocT. [Topaau TORa, CTPUKTHO TpAGBA J1a C€ CNa3BAT HHCTPYKLIMHTE 34 TIOCTABSH
TEXHHKATa Ha NMOCTABAHE € Pa3jIiyHa OT Ta3H IPH APYTHTE HHTPAYTEPHHHH CUCTEMH, CII
ce Habrerse Ha oOy4eHHeTO Ha MPABWTHATA TEXHHKA Ha MOCTaBsye. IlocTasgaHeTo | OTC




CHCTEMaTa MOXe Ja ObAaT CHIPOBOIEHH ¢ H3BecTHA 00Jka K KbpBeHe. [Iponeaypara moxe Aa JOBEAE 10
NPHIAAEK KATO Ba30BAraliHa PEaKIUs WK CBPUOBE NPH SMITSITTHYHH MAlHEHTH.

KonTponuy nperniean cneapa na ce npassat 4 10 12 ceAMHIM ciel| NOCTABAHETO W CJIC] TOBA €IMH HET
IOAHWIIHO WIH O-4ECTO, aKO CHIIECTBYBAT KJIMHHYHY HHAHWKAIHH.

MHpEHa HC € [I0AX044101a KATO IMOCTKOHTAICEH KOHTPALCITTHE.

Tei KaTO HEPEIOBHOTO KEPBEHE/3aLianBaHe € 00H4YaifHO Mo BpeMe Ha ITbpBUTE MECELM Ha Tepanus,
KETATENHO € Aa ¢ M3KITIOUM NaTONIOTHd Ha eHIOMETpHYMa NpekH nocTapsiHeTo Ha Mupena. B ciry4ait ue
CHCTEMaTA € NIOCTAaBEHA ITO-PAaHO C Lie)I KOHTPALICALHA, AKO C€ [I0SBH KEPBEHE CJIE] 3an0YBaHe Ha €CTPOreH-
3aMECTHTEITHA TEPAIHs, € HeoOXOIMMO J1a Ce U3KITIOYH NaToNorua Ha eHAOMETPHYMA. AKO C€ NPOABAT
HapyIeHUA B MEHCTPYAIHHA LUKBI IO BpeMe Ha IIPOAB/DKUTEIHO IeYeHHE, TpA0Ba ChINo Taka Ja ce
npeanpHeMar NoAXOAALIH AHATHOCTHYHH MEPKH.

HeuecTo kppBeHe/aMeHopes

[Ipw sxeHH BBB (pepTHIIHA BB3pPACT HEUECTO KbPBCHE H/HITH aMEHOpes Ce pa3BHBaT NOCTENCHHO IpH 20 % oT
’KeHuTe. B xpasg Ha rogyHa 8 ot ynorpebaTta Ha MupeHa, HeuecTO KEPBEHE H aMeHOped Ce cpellat
CBEOTBETHO npH 26% U 34% ot noTpeburenure Ha MupeHa. 3a Bb3MOKHA OHPEMEHHOCT MOXKE 1 C& MHCITH,
aKO MEHCTpYaLMs HEe HACTBITA 6 CeAMHLM CJlIe]l HAYalOTO Ha MpeAHIIHATAa MEHCTpYyalHa. [IpH xenure ¢
aMeHopes NOBTOPEH TeCT 3a OPEeMEHHOCT He € HeoOXOAMM, OCBEH aKO HE 'O HAIOXKAT JAPYrH CHMITTOMH.

B CJIIVHAHTE KOTaTo MHPCHB, CcC KOMSHHI/IP& C MpOAB/DKHTEIHA €CTPOr€H-3aMCCTUTE/IHA TCPAIIHA, 11IPH
MOBCUCTO XKCHH NIOCTCIICHHO HACTHIIBA aMCHOpEd NIPE3 NbPBATA rOJAWHA Ha JICYCHHC.

Hudekia B o0nacTTa Ha MaJKHA TAs3

AnnvxaunoHHata Tpeda 3amuraBa Mupena oT KOHTAMUHALMA ¢ MHKPOOPraHH3MH IO BpEME Ha
MOCTABAHETO H B MAaTKaTa. AIUTHKATOPET € CIICLMAIHO ¢H3AaAEH, 3a Ia HAMAIH PACKA OT HHQEKUHH. |IpH
JKEHWTE, H3MO3Balld MeIHH BbTPEMAaTOYHH NPOTHBO3a4aTh4HH cpeacTBa (BMC), pucksT OT HHGEKLIMH B
Ta3oBara 00J1acT € Hali-BHCOK IO BpeMe Ha IIBPBHS Mecell CJIE MOCTABSHETO, a CJie/l TOBa cniaja. H3secreHn
PHCKOB (PAKTOP 3a BB3MANTEITHO 3a00ABaHe B Taz0Bara ob/1acT ca MHOTOOPOMHHTE CEKCYATHH TAPTHBOPH.
Ta3opara MHpEKHMA MOXE J1a IMA CEPHO3HH ITOCHEACTBHSA, KATO MOXKE J1a HAMAITH (PpepTUIIUTETA U [TOBHILH
PHCKa OT €KTOITHYHA OPEeMEHHOCT.

KaxTo npu Jpyrvre raHEKOJIOrHYHH WIH XMPYPru4dHH IPOLCAYPH, MOXe Aa Bh3HUKHE TEXKKA HHEKIUA WIH

CEMNCHC ( BKIFOYHTEIHO CENICHC, TIPEAN3BHKAH OT CTPENTOKOKH IpynaA) cnel nocrapaHe Ha BMC, Benpeku
4e TOBA € H3KIIIOUYHTETHO PAAKO.

AKO JKeHaTa HMa PeKYPEeHTCH €HAOMETPHUT HIH HH(MEKIMH B TA30BaTa 001aCT HIIH aKO 0CTpaTa HHPEKIM €
TEXKa HIH HE ce MOBIHABA OT JICUeHHE B PAMKHTE Ha HIKOJKO JIHW, MupeHa cneapa Aa 6bje oTcTpaHeHa.

[IpenopruBat ce HAKTEPHONOTHYHN U3CIEABAHMA K HAOMIOACHHE JOPH TIPH AUCKPETHH CHMITTOMH Ha
HHpeKu.

H3xBHprasgHe

B pamMxuTe Ha KIMHUYHUTE NpOy4YBaHHA ¢ MUpEHa 3a IOKa3aHHETO KOHTpaleHIMa 4€CTOTaTa Ha
H3XBBLPJIAHE Ha BETPEMATOYHATA JIEKAPCTBOAOCTABAINA CHCTEMA € HHCKA (<4% OT IOCTAaREHHUTE) U B CHLIMTE
rpaHHIM, KAKTO chobimapanuTe 3a 1pyrd BMC. CHMITTOMHTE Ha YaCTHYHO HJIH IThJIHO H3XBBPJISHE Ha

MupeHa, MOXXe J1a BKIIOUBAT KEPBeHE WIH Oonka. BraMorkHo €, 06ade, cicTtemara ga 6u1e M B .':-.
MaTKaTa H 0e3 xkeHara Ja 3a0esexxu TOBa U Aa ZOBEE 0 3aryda Ha KOHTpaleNTHBHATA 3pfinfiR 15 K3

MupeHa HaMaiBa MEHCTPYA/THOTO KbPBEHE, 3aCHIBAHETO MY MOXKE Aa € HHIHKALMS 38/ABEDIWBES

L :
PHCKBT OT H3XBBpIIAHE € NOBHILEH NpU % TR RIS
2




¢ JKeHH ¢ aHaMHE3a 33 TEXKO MCHCTPYAIHC KBpBEeHE { BKIIIOUMTENHO )KEHH, KOUTO H3MO0I3BaT Mupena
3a JIEYECHHE HA TEKKO MEHCTPYAITHO KbPBEHE)

e JKeHH c mO-BHCOK HHICKC Ha TEJICCHATa Maca KbEM MOMCHTA Ha IMOCTaBAHC, TO3H PHCK CC YREIHUaBa
NOCTCIICHHO C MOBHINABAHE HHIIEKCA HA TCIEeCHATa Maca.

XKenure TpsaOBa 1a ObAAT KOHCYATHPAHH IO OTHOLIEHHE Ha Bh3MOXKHHTE NPH3HALM Ha H3XBBPJISHE H KaK 1a
NMpOBEPABAT HUIIKUTE Ha MupeHa, v ChBETBaHH Aa ce CBBPIKAT C JIeKapA CH, aKO HE MOraT [1a HalTHNaT

HuKuTe. TpsaOpa na ce u3nonssa SapuepeH MeTOA 3a KOHTpalenuus (KaTo Npe3epBaTuB) AOKATO HE CE
TIOTBBPAHN MECTOMOIOKEHHETO Ha MHupeHa.

HacTHuHOTO H3XBHPILIHE MOYKE 1 IOHHKH eHKacHOCTTa Ha MupeHa.

YacTuuHo w3xpbpricHaTa Mupena Tpabsa aa 6b1e orcTparena. B MOMeHTa Ha OTCTpaHABRAHE MOXKE Ja CE
MOCTABH HOBA CHCTEMA, IIPH YCIIOBHE Ye € M3KmoveHa OpeMeHHOCT.

[lepdopama

Mozke 1a HacThIM nepdopalids WK NeHEeTpauHa B TAI0TO HIX B IIMIKATA HA MATKAaTa, KATO TOBA HAH-YECTO
Ce CIIy4Ba N0 BpeMe Ha MOCTABAHETO, BBIPEKH Y€ TOBA MOKe Ja Ob/I€ YCTAHOBEHO Ha MO-KBCEH eTan H MOXE
J1a NOHWKH e(eKTUBHOCTTa HA MupeHa. B T03u ciryuaii cucremara ciiefipa 1a Obe OTCTPaHEeHa; MOXKE Jja ce
HAJIOXKH XMPYPrudHa HaMeca.

B roisMo MpoCnieKTHBHO CPaBHHTEIHO HEHHTEPBEHLIMOHAIHO KOXOPTHO H3MHTBAHE IPH MOTpeOHTENH Ha
BMY (N = 61 448 xenm) ¢ neproa Ha HaObmoaeHHue |1 roauHa, yectorata Ha nepgopamns e 1,3 (95% CI: 1,1
- 1,6) na 1000 mocrapsaHus B usnara uicneapaHa rpyna; 1,4 (95% CI: 1,1 - 1,8) na 1000 nocraBaHus B
rpynata Ha Mupena H 1,1 (95% CI: 0,7 - 1,6) na 1000 noctapaHus B rpynara Ha Meaaure BMY.

Y 1wpkaBaHeTo Ha NEPHOJIA HA HAaOMOAEHKE 10 5 TOIMHU B TIO/TpYNa Ha ToBa u3nuTBaHe (N=39 009 xeHw,
H3N0A3BaIH MuypeHa wiH Mequu BMY, 73% ot Te3u jxeHH ca pa3nosiarajid ¢ HHGOopMauus Ipe3 BCHYKUTE 5
TOIHHH OT IIPOCIENRABAHETO), YCTAHOBEHATA YECTOTATA HA Nepdopanus no BCAKO BpeMe Ha LISIHS -
rojuimeH nepuon e 6una 2,0 (95% CI: 1,6 — 2,5) na 1000 nocrapauns.

KtpMeHeTo 1o Bpeme Ha MOCTaBAHETO H MOCTABIHETO 0 36 CeMHLIE CIEH PAKIAHETO Ca MOTBBPACHH KaTo
PHUCKOBH ()aKTOPH H B IOATPYIIaTa, KOMTO Ca OHIH OpOCHEasBaHH B IPOABIDKEHHE HA 5 TOAHHH.

[IpoyuBaHeTO MOKa3a, Ye KAKTO KBPMEHETO N0 BPEME Ha NMOCTABAHE, TAKA ¥ NOCTABAHETO 0 36 ceaMHUIIH
CJIC]] paXkKAaHe ca CBBP3aHH ¢ OBHIICH PHCK OT nepdopannd (Brk Tabnuua 2). Te3n pucKOBH QakTopH ca

OWITH [TOTBBPACHH B cyOrpynara, mpocieficHa B paMKHTe Ha 5 roguHd. JIpaTa dhakropa ca HE3aBHCHMH OT
BHJIa HA nocTareHOTO BMY.

Tabanna 2: Yecrora Ha nepdopaums Ha 1000 nocTassHUa 3a [A7aTa H3CIEBaHa rpyna HabmonaBaHH Hax
| ronuHa, cTparudrIFpaHa o BpeMe Ha KEPMEHE M NEPHOJ OT BpEMeE CJiel] packgaHe [pH MOCTaBIHE
(parkaaTH >KEHH )

KepMewy o speMe Ha noctapaHere | HekbpMellH no BpeMe Ha NOCTaBAHETO
IMocTaesaae <36 ceaMUIM 5,6 1,7
ClIEA PAKAAHETO (95% CI 3,9-7,9; n=6047 noctapauug) | (95% CI 0,8-3,1; n=5927 nocrapaHms)
IMocrarane >36 cenMuim 1,6 0,7
CIIE/ PAXKAAHETO (95% CI 0,0-9,1; n=608 mocrapanus) | (95% CI 0,5-1,1; n=41,910 nocrassHu)

PuckebT ot nepdopanus Moxe a Obie YBEITHUCH MPH XKeHH ¢ GUKCHpaHa pEeTPOBEP3HA MATKA.

IloBTOpHHAT NIpErie Caen nocTaBdHe TPAOBa [1a ClleIBa YKa3aHHATA, JAJEHH TIO-FO
»» MEIMIIHHCKH NpErnea/KOHCYTAlHsI, KOHTO MOraT fa OhJaT afalTHpaHH, KaKTo
NpH XEHH ¢ PUCKOBH dakTopu 3a nephopanms.



Pak Ha repnara

[1pn meTa-aHanu3 Ha 54 enMAEMHONOTHYHH MPOYYBAHHA ce CHOOMIABA 32 JIEeKO MOBHIIIEHHE Ha
oTHOCHTENHHA pucK (RR = 1,24) oT pak Ha repaarta, AUarHOCTULIMPAH MPH XXEHH, KOUTO Ca U3MOJI3BAIH B
MOMEHTa KOMOHHMpaHy nepopaiiik korTpanenTHed (KIK), npeauMHO NpoxyKTH, CHAbPXKaLIH eCTPOreH-
nporecrareH. JIOIbJIHHTETHHAT PUCK NOCTEIICHHO H34E3Ba B MpoAbDkeHie Ha 10-Te roIUHH Cliel CTIHpaHe
Ha ynorpebara Ha KIIK. Trii kato pakbT Ha rephara € psaabk mpH xeHy nof 40-roguimsa Be3pacT,
JONBAHUTEAHUAT Opoii Ha AMATHOCTHLMpPaH Pak Ha THP/IATA B HACTOALIMTE U CKOPOLIHUTE NMOTpeOHTENH Ha
KIIK ¢ MaBK B CpaBHEHHE ¢ OOIIMA PHCK OT pak Ha rbplara. Be3MOXHO € pHCKBT OT pak Ha bpAATA NIPH
JKEHHTE, U3MOJI3BAIIH CAMO MPOTECTAreH-ChIbP/KALH Ta0leTKH, Ja € nogo0eH Ha pHcKa, cBrp3aH ¢ KIIK.
ITpu NpOXYKTHTE, CHOBPXKAIIH CaMO MporecTareH, obave I0KazaTeNCTBaTa Ce OCHOBaBaT Ha MHOIO NI0-MaJlka
I0MyJIalHs NOTPeOHTENH ¥ IOPaIi TOBA ca no-Manko yoeaurenan otkonkoro mpa KIIK.

PucK npw xeHU B MEHOMNAay3a

PUCKBT OT pak Ha reEpAATa Ce YBEJIHYABA TIPH *KEHH B MEHOMNAY3a, H3NON3Ballld CUCTEMHA (T.€. epopaiHa
WIH TPaHCAEPMAlHa) xopMoHo3aMmecTuTeTHa Tepanud (X3T). To3u puck e mo-Bucok IpH KoMOMHHMpaHa
X3T, ceappkaiia eCTpOreH —IporecTare, OTKOJIKOTO CaMo ¢ eCTporeH. TpabBa a ce HanpaBH CrpaBKa
CBILO H C MPOAYKTOBATA WHGMOPMAIMA HA eCTPOTEHHHA KOMITIOHEHT 34 JOITKWTHHTE/IHAE HHPOpMAaLIEs.

HapraMaTouna HpeMeHHOCT

JKenn ¢ aHaMHe3a 332 U3BEHMATOYHA OpEeMEHHOCT, OTIEPATHBHA HAMECA BEPXY MaTOYHHTE TPEOM WIH Ta30Ba
MH(EKLNA ca HATOKEHH Ha IIO-BHCOK PHCK OT €KTOMHYHA OpemeHHocT. BeposATHOCTTA 33 HATHYKE Ha
H3BBEHMaTouHa 6peMeHHOCT clie/iBa na ce 0OMHCIIM B CiTydaii Ha 6oNka B AOJIHATA YacT Ha Kopema, 0CO0eHo
CBHYUETAHA C JIMIICA HA MEHCTPYATHO KbPBEHE WIH KOTAaTO IIPH JKEHA ¢ AMEHOpes 3aII0YHE KbPBEHE.
ADCOMOTHHAT PHCK OT €KTOIHMYHA OpeMEHHHOCT TIPH 3KEHH, H3MMOJ3BaIH MHUpeHa € HHCBK, IopajH o01aTa
HaMaJIeHa BEPOSTHOCT OT 320peMeHSBaHe NpH XXeHU M3N0N3Bal MupeHa B cpaBHEHHE C JKEHH, KOHTO He
H3I10J13BAT HHKaBa KOHTpaUEHA. B roiiMo NpOCIEKTHBHO CPABHMTEIHO HEMHTEPBEHIIHOHAITHO KOXOPTHO
Npoy4BaHe ¢ NEPHOA Ha HAOJIOACHHE OT €AHa MOJIMHA, NPONEHTHT HA H3BBHMATOYHA OpeMEHHOCT IIPH
u3ror3paHe Ha Mupena ¢ 0,02%. B kmHHHYHK W3NHTBaHHK:, a0COMIOTHATA YeCTOTa Ha MOABAa Ha EKTOITHYHA
OpemeHHOCT 1IpH ynoTpeba Ha Mupena € nmpubnuzurento 0,1 % rogumno, cpaseHeHo ¢ 0,3-0,5% ronumHo
NPH AEHH, KOUTO HE M3MOJI3BAT HAKAKBA KOHTpaLeNuA. AGCOMOTHHAT PUCK OT EKTONTHYHA OpeMEHHHOCT
IIPH XKE€HH, U3NIoN3BatiH MupeHa, € HHCBK. BLITpekH ToBa, KOraTo eHa eHa 3abpeMenee ¢ MupeHa in sifu,
OTHOCHTEJIHHAT PHCK OT EKTONHYHA OpPeMEeHHOCT C€ YBEIIHYABA.

HeHanunsaimy ce HHIIKHK

AKO Npu nipersie]] KpauiaTa Ha HAIIKKHTE, ¢ YHATO [IOMOII, C€ OTCTpaHaBa Mupena, He MOraT a c€ BHIAT B
INMHKAaTa Ha MaTKaTa, MhPBO TPAOBA a Ce M3KTIOYH BE3MOMKHOCTTA 33 HaltHuMe Ha OpeMenHocT. Humikute
MOJXKE J1a ca H3TEIJIEHH B MAaTKATA WK B LEPBUKAIIHWA KaHaN M 4 H3NA3aT OTHOBO IIPH cjeasainara
MEHCTpyauus. Cliell KaTo ce M3KIIOYH HATHYHETO Ha 6PeMEHHOCT, PasofioKSHHETO HA HUIIKHTE MOXKE J1a
Obae yCTAHOBEHO Ype3 BHUMATETHO COHAMPAHE C TIOAXONALN HHCTPYMEHT. AKO T€ He MoraT aa Obaar
OTKPHUTH, TpAOBa 1a ce 0OMHCIH BE3MOKHOCTTA 34 CIIOHTAHHO H3XBEBPIAHE HITH nepdopalus. 3a
YTOYHABaHE Ha IIpaBHJIHATA NO3HIIHA HA CHCTEMATAMOXE 1 C€ M3IIOJI3Ba YJITPa3BYKOBO H3cieasaHe. B
CITy4aid, 4e TO He MOKE Ja ce ITpOBee WITH € HEYCIEITHO, MOXE [a Ce NMPHJIOXKH PEHTTEHOBO H3CNIEeABAaHE 3a
NOKanu3upaHe Ha MupeHa.

YronemMeHH GOIUKYIH

TsH xaTo koHTpauenTHBHUAT edekT Ha MupeHa e TiaBHO JoKaeH, OOMKHOBEHO NPH JKECHU BbB (DEPTHIIHA
BB3PACT C& MOIBABAT OBYJIATOPHH LIMKITH ¢ (GONMKYJIHA pynITypa. IIoHAKOra aTpesHaTa Ha (hamHRRIHITE Ce

3a0aBa H POJIUKYIOreHe3aTa MOXKe 13 IPoaLJLKH. Te3H yroleMeHH QOHKYIH He MO /\Al\
pasrpaHH9e¢HH KIHHHYHO OT OBAPHAITHA KHCTH. YTOIEMEHH (DOJHKYITH ca JTHAarHOCTHARpamd J1n
XKEHHTE, H3noa3BaiH Mupena. [losedeto oT ¢ponuKynnuTe ca aCHMIITOMHH, HO MOT, -/-7: &y, *F‘ W
¢ 6onka B MaJIKHA Ta3 HIH AHCIapeyHHS. 5‘% ¥ . - |
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B nopeuero cirydau yronemenure GOMHKYIIH NPETHPIABAT OOPaTHO CMIOHTAHHC Pa3sBHTHE 32 AB2a 10 TPH
mecella HaOmoaeHne. AKo TOBa He ce CJTydH, ce MPENopbUBa NPOTBDKCHUE HA YITPa3sByKOBHS MOHUTOPHHT
H TIPHJIAraHeTO Ha JAPYTH AHArHOCTUYHH/TEPANEBTHYHH MepKY. B pelixn ciydan MoXe Ja €€ HallOXKH
XUPyPrHYCCKa HHTEPBEHIIHA.

[IcCHXHWYHU HapyIeHud:

Hobpe W3BECTHH HEXETAaHH peaklHy [IpH ynoTpedara Ha XOPMOHAIHH KOHTPALECTITHBH Ca AEHPECHBHO
HacTpOEHUe | AenpecHs (Bk. Touka 4.8). lenpecuara Moxke 1a Obie cepHo3Ha ¥ € 100pe H3BECTEH PHCKOB
(haxTOp 3a CYMUMAHO NOBeACHUE U caMoyOuiicTRO. JKenure TpsaOBa ga OBAT CHBETBAHM 14 CE€ CBBPIKAT C
MEIWLIHHCKHA CH CIHELIHAJIUCT B CJIYYaid Ha NPOMEHH B HACTPOCHUETO H ACTIPECHBHH CHMITTOMH,
BKJTKOYHTEJIHO H CKOPO CJig]] 3aNOYBaHe Ha JIEUCHHETO.

IlpenriasHu Mepky MO BpEMe Ha OTCTPAaHABAHE

YnpaXKHABaHETO Ha AOMTBJIIHUTEHA CHIA/OCTPH HHCTPYMEHTH IO BpeMe Ha OTCTpaHABaHE MOXE 1a
NpeAU3BHKA CUYITBaHEe Ha H3IeMeTo (BX. Touka 4.2). Cnen orcTpaHaBaHe Ha MupeHa, u3jenuero TpaOBa fa
Ob/ie MPOBEPEHO, 3a Ia Ce YBEPUTE, Y€ € OTCTPAHEHO H3LIIO.

4.5 B3laHmopeiicTBHE ¢ IPYrH JJeKAPCTBEeHH NPOAYKTH H APYrA JOopMHE HA B3IaHMOACHCTBHE

3abenexka: Tpsabea Aa ce Harpasu cnpaBka ¢ HHQOPMALHATA 32 NPEANHCBAHE HA CHITHTCTBAIMTE
JIEKapCTBa, 3a 1a ¢€ HACHTH(HIHPAT NMOTEHUHATHHUTE B3aUMOACHCTRHAL

4.5.1 EdexT Ba apyra JekapcTBeHH NPOAYKTH BhpXy MuapeHa

MoraT Aa HaCTENAT B3aHMOACHCTBHA C JIEKAPCTBA, KOHTO HHAYLIMPAT WIH HHXUOUpPAT MHKPO3OMAITHHTE
€H3HMH, KOEeTO MOXKE Aa JOBEAE A0 NOBHIIABAHE WA HaMaJIIBaHe Ha KIMPBHCA Ha TIOJIOBHTE XOPMOHH.

Bewecmea, yeenuuasatyu KIupvHCO HA IEBOHOP2ECIMPEN, HANPUMED.

(DeHUTOMH, bapOUTYpaTH, MpUMHACH, KapbaMasenut, pHdaMNYIHH H BEpPOATHO CBINO OKCKapOasenHH,
TOIHpPAMaT, enibaMaT, rpu3ecdyIBHH U MPOAYKTH, ChIABPIKAIIH SKBJIT KAHTAPHOH.

Bnuanuero Ha Te3H IeKapcTBa BEPXY KOHTpalle[ITHBHATa edpHKacHOCT Ha MMpeHa He € H3BEeCTHO, HO He C€
CMATA, Y€ € OT TOJSIMO 3HAYCHHE IOPAJH JIOKATHHA MEXaHU3BM HA JCHCTBHE.

Bewecmea c npomennusu eghexmu 6bpxy KIUpbHCA HA NEBOHOP2ECMPEN:
IlpH eNHOBpEMEHHO NPHIIOXKEHHE ¢ NOJoBH XopMOoHK MHoro HIV/HCV nporeaszHy U He-HYKII€O3UIHH

MHXHOMTOPH Ha o0paTHaTa TPAHCKPHIITa3a MOTAT /1A YBEIHYAT WIH Ja HAMAJIAT IUIA3MEHHTE KOHLIEHTPaLHH
Ha NpOTECTHH.

Bewecmea, namanasawgu KIUpoHCA HA NEGOHOPIECTNPER (EHIUMHU UHXUOUMODY), HAND.:

CuitHH H yMepeHd uHXHOuTopu Ha CYP3A4 kaTo a30/10BH NPOTHBOTEOWYHHU CpeAcTBa (HalpHMED
¢ITyKOHA301I, HTPAKOHA30J, KETOKOHa30/1, BOPHKOHA301), BEpallaMHJT, MaKpOJIHAH (HanpHUMEp
KJIApUTPOMHLIMH, EpUTPOMHUNH ), JWITHA3EM H COK OT I'pend)pyT MOTaT Aa NIOBHINAT IUIA3MEHHTE
KOHIIGHTPALlHK HA MPOTeCTHH.

4.6 DepraanTeT, (PEMEHHOCT ¥ KbpMeHe

bpeMeHHOCT




Mupena He TpabBa 1a ce M3MION2RA MPU CHIECTBYBALIA HIH NMO03HpaHa OpeMeHHOCT (BK. Touka 4.3). B
Cilydai Ha 3a0peMeHsBaHe AOKATO ce u3noi3ea MupeHa, cueremara TpAOBa a 6b4€ OTCTPaHEHA BE3MOXKHO
HaH-CKOPO, Thit KATO BCeKM BETPEMATOYEH KOHTPALICITTHB, OCTABEH i1 Sif, MOMKE J]a TIOBHIIIH PHCKa OT abopT
U OpexAeBpeMeHHO paxaane. OTcTpaHsBaHeTO HA MupeHa Wiy H3CICABAHETO HA MAaTKAaTa MOXe ChINO Aa
npeaAr3BHKa crionTaneH abopT. Tpabra na ce H3KMOYH eKkTONHYHA OPEMEHHOCT.

Axo xeHaTa Xxenae a NpoABIDKH OpeMEeHHOCTTA H CHCTEMaTa He Moxe Jia ObJie OTCTpaHeHa, T4 TpsaOBa na
ObAe MpedyNpeaAcHa 33 PHCKA W BB3MOKHHTE TIOCIIEACTBHA OT IIPEKAEBPEMEHHO paXKAaHe 3a AETETO. XOABT
Ha TakaBa OpeMeHHOCT TpAOBa BHHMATENHO Aa ce npocneny. Xenara Tpa6ra aa 06/ HHCTPYKTHpaHa Ja
ChOOIIABA 32 BCHYKH CUMIITOMH, KOHTO MOKA3BaT YCJIOXKHEHHS HAa OpEMEHHOCTTa, KaTo CIACTHYHA KOPEeMHa
BoJika ¢ TeMnepaTypa.

OcpeH TOBa HE MOXKE Aa C€ H3KIFOYH TOBHINEH PUCK OT BHPHJIM3HPALIH e(peKTH IIpH JKEHCKH (DETYCH,
nopaaH BbTPEMAaTOUYHATA eKCIIO3UIIKAA Ha JeBoHoprecTpen. MMa M3onupaHy cliyvyad Ha MAacKylTHHHK3alMA Ha
BBHILIHHTE M'¢HHTAIMH NPH )KEHCKHM (PETYCH c/le)] JIOKATHA €KCIIO3HLHS Ha JIEBOHOPreCTpen 1o BpeMe Ha
OpPEMEHHOCT ¢ [T0CTABEHA JIEBOHOPIeCTpen-0¢BO00XKAaBaINa BETPEMATOYHA CHCTEMA.

Kspmene

Okono 0,1 % oT mo3ata Ha JIEBOHOprecTpeN NPEMHHABA B AETETO IO BpeMe Ha KEpMEHE. MalIko BEpOsATHO €
KONMYECTROTO JICBOHOPrecTpen, 0cB000KAaBaHO OT NIOCTapeHaTa B MaTKaTa MupeHa, na npeicTaBiisiBa PHCK
3a neteTo. He ca perucrpupann BpenHH edekTU BEPXY pacTeka H Pa3BUTHETO HA KBPMAYeTo, KOraTo ¢
u3no3ea Mupesa, 6 ceqmuim cien paxaane. CaMocTosTeNHaTa TEPAIM C IPOreCTar¢HH HE MOBJTHABA
KOJIHYECTBOTO H KAYECTBOTO HA KEPMATA.

MOepTUNHTET

Cnen orcrpadsBaHe Ha MHpeHa, )XeHHTe ce BpBIaT KbM HOPMAaJIHHA CH (PEPTHIIHTET.
4.7 EfexTH BLpXy cnocobHocTTa 38 IodHEpane H patoTa ¢ MANMKHHA
He ca nposexxnanu w3ciaeaBaHus Ha e(eKTHTE BbPXY CNOCOOHOCTTA 3a modupaHe H paboTa ¢ MalHHH.

4.8 Hexenann JekapcrBeHN PEAKIHE

Pe3rome Ha npodmna Ha He301acHOCT

HexenaHuaTe epekTr ca no-4eCTH Npe3 IMEPBUTE MECELM CJiel] NOCTABAHETO H OT3BYYABaT IPH
npoabDkATeNHA ynotpe6ba. OcBeH Hexenanure edexTd, n36poeHH B ToMKa 4.4, clie/THATE HEXKEIaHN eeKTH
ce cpOOIaBaT IPH XEHH, U3NoI3Ballyd MupeHa.

MHoro decTHTe Hexenanu epexTH (= 1/10) BKTiouBaT KbpBeHe 0T MATKATA/BAArAIMILETO, BKJI. 3allaBaHe,
OITMTOMEHOpEA, aMeHOopes U A0OpOKAYECTBEHH KHCTH Ha AHYHHKA.

ITpu pepTHnHH xeHH cpeAHUAT Opoii Ha JHW/MeECELH ChC 3allafBaHe HAMAIABA NMOCTENEHHO OT JAEBET Ha
YETHPH JHH NPE3 ITBPBUTE 1IECT Mecena Ha yriorpeba. IpoleHTsT Ha skeHHTe ¢ YABDKEHO KbPBEHE ([TOBCUYC
OT oceM AHH) Hamansaea oT 20% Ha 3% npes obpeHTE TpU Mecena Ha ynorpeba. B KIHHHIHHUTE U3NTHTBAHHA
Ipe3 MbpBaTa roAMHa Ha ynorpeda 17% OT skeHHTe Ca NOTYYHIH aMeHopes ¢ MPOAB/DKMTETHOCT OT HaH-
MaJIKO TPH Mecena. B xpas Ha roauna 8 ot ynotpebaTta Ha MHpeHa, IPOABIDKHTEIHO KEPBEHE H HEPEIOBHO
KbPBEHE CE CpellaT ChOTBETHO NpH 3% u 10% oT norpeburenure Ha MupeHa; aMmeHopes ce cpema mpH 34%
U pAXKO KbpBEHE NpH 26% 0T noTpebuTeMTe Ha MHpeHa.

Koraro ce H3no13ea B KOMOMHALMA C eCTPOreH-3aMECTHTEIIHA TSPANUA, TIORSUSTO KE |/¢ X
MOCTMEHONAaYy3a, M3NoJ3Ballil MupeHa, ca noJy4Yiid 3alanBaHe H HEPEAOBHO KbPBEHE YN ,
Meceli Ha siedenre. Crien TOBa KBPBEHETO H 3aL[ANBAHETO HaMaslsBaT H okono 40%045keHy T :
HAMAT KBPBEHE IIPe3 NOCHACOHUTE TPH Mecella OT ITbPBaTa roJIHHA Ha JICUEHHE. "
MO-YECTH INPH XXCHHTE B [IEPHMEHOIIAY3a B CPABHEHHE C JKEHHTE B IIOCTMCHOIIAY3a.
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YecroTara Ha mOOPOKAYECTBEHHTE KMCTH Ha AHYHHKA 3aBHCH OT M3NOI3BAHUTE JHArHOCTUYHH METO/IH, 4 B
KIIHHHYHHTE W3NHTBAHKs YBEIWYeHH GONMMKYNH ca JHArHOCTHLHPAHH NpH 12% OT KEHWTE, H3MOI3BAIIH
Mupena. [ToBegeTo OT POMUKYTHUTE Ca ACHMITTOMHH ¥ H3Y€3BAT B PAMKHTE Ha TPH Mecelia.

CrHchK HAa HEKETAHUTE ICKapPCTBEHH peaKIIMH B TabnuueH BUJ

B Tabmuua 3 mo-pomy ca mpeacTaBenn HEAESTAHKWTE Peakiinm o CUCTeMo-opranny acose Ha MedDRA
(MedDRA SOCs). YectoTuTe Ce OCHOBABAT HAa NAHHH OT KITHHHYHUTE W3NHTBAHUA.

Tabaana 3: HexKeJIaHU IEKAPCTBEHH peakLiii

Cucremo- Muoro wectns | Yectn Hegectn Peaxn C men3BecTHA
OpranHH (=1/10) (= 1/100 po (= 1/1000 no = 1/10 000 po 9ecTOoTA
KJIacoBe <1/10) <1/100) <1/1000)
Hapymenun Ha CBpPBXYYBCTBUT
HEMYHHATA €JTHOCT,
CHCTEeMA BKJTHOUHTETHO
obpus,
YPTHKapHsa ¥
AHTHOEOEM
Ienxnunn HenpecuBHO
HAPYIIECHHN HacTpoeHue/
Henpechs
[loHwxeno
TAOU0
Hapymenns na | ['napobomue MurpeHa
HEPBHATA
CHCTEMA
Co»a0BH 3amasiHOCT
HApPYICHHASA
Cromammno- Kopemun I'aneHe
JpeBHH bonku/6onku B
HApYIIEHH S T34
Hapymenns Ba AkHe Anonennd
KOXKATA H XHp3yTHIBM
NOAKOKHATA
ThKAH
Hapymenns ma bonka B
MYCKYJIHO- repba**
CKeJleTHATA
CHCTEMA,
CheAHHHTENHAT
a THKaH H
KOCTHTE
Hapymenns na | IlpoMeHu B Hudexipu Ha Ilepdopauma Ha
BL3NPOHIBOAH- | KEPBEHETO, TOPHHTE markara***
TEJITHATA BEITIOYHTCIIHO reHUTAJIHHA
CHCTEMA H YBEJIMYABAHE M | ITHTHINA
'bpaaTa HaMaIABAHE Ha KucTH Ha
MCHCTPYANTHOTO | giyHHUIINTE
KbPBEHE, HncMeHopes
3anarnBaHe, bonka B
OJIHTOMEHOPEA U | repauTe™*
aMCHOpEA H3xpbpisiHe Ha
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ByneosarMHUT* | BETpEMAaTOYHATA
Barunanna KOHTpaLENTHRH
cexperua* a CHCTEMA
(HaIBIHO H
JaCTHYHO)

HicnenBanng YBenuuenue Ha [IoruInaBaHe Ha
TETr10TO KPBBHOTO
HaJISraHe

H3non3Bal e Halt-nogxoaamusa TepMuH MedDRA 3a onicaHKe Ha onpeieNieHa peakiiii H HEHHHTE
CAHOHHMMH H CBLP3aHH CHCTOAHHA.

* UanuTBaHus 32 NPOTEKIHA HA €HIOMETPHYMA: ,,YECTH

** UsnuTBaHuA 33 NPOTEKUMA HA EHAOMETPHYMA: ,, MHOTOQ YeCTH

*** Tazu yecToTa ce OCHORABA HA rOJIIMO MPOCNEKTHBHO CPABHUTETHO HEUHTEPBEHIIMOHATHO KOXOPTHO
H3MUTBaHE NpH noTpedureny Ha BMYVY, Koero nokasgea, 4e KbpPMEHETO MO BPEME Ha IIOCTABAHETO H

MOCTABAHE A0 36 CEAMHIH CJIe pAKIaHETO Ca HE3aBHCHMH PHCKOBH (hakTOPH 3a nepdopariud (BIDKTE
Touka 4.4). B KIHHHYHHTE H3NUTBaHKA ¢ MHpeHa, KOHTO H3KIIOUBAT KbPMaUKH, YeCTOTaTa Ha nepdopalHs
e ,,pelaKu™.

OtnenHo npoyysaHe ¢ 362 jxeHu, KOUTO ¢a H3NOA3BaTH MupeHa roseue oT 5 TOJUHH IoKa3Ba
MOCAEAOBATENECH NPOPHI HA HEXENAHHTE PeakliiH MeXAy ToauHH 6 u 8.

Ornycanne Ha H30paHu HEXKEJIAHW PEAKITUH

Hudexumm v nadecTaltui

Crnen nocrapgie Ha BMC ce cpo0magaT cirydan Ha CencHC (BKITIOUHTENHO CETICUC, NIPSIH3BHKAH OT
CTPEITOKOKH IpynaA ) (BIDK Touka 4.4).

CrcTogHuA CBHP3dHH C G@MBHHOCTTQ POOOBHA H MOCACPOAOBHA NCPHOA.

Koraro enna xeHa 3a0pemenee c MupeHa in sifu, OTHOCHTEIIHHAT PHCK OT €KTOIMHYHA OPEeMEHHOCT C¢
MOBHIIABA (B TOYKA - CMCHHAIHH MpeAynpexIecHus H NpeAasHi MEPKH NpH ynioTpeda).

HH]_J}’I.[[EHHH Ha BBIMNPOHIBONHTE/IHATE CHCTEMA H 'bpAaTa.

Crobmagar ce ciTyda Ha pak Ha Ibpata (¢ HEH3BECTHA 4eCTOTa, BiK. Touka 4.4).

Crobmapane Ha NONO3HPAHH HEXKENAHH PEAKIHU
CrofIaBaHeTo Ha TIOAO3HPAHH HEXKEJIaHH peaKlHH Clie] pa3pellaBaHe 3a ynorpeba Ha nekapcTBeHyd

[IPOAYKT € BakHO. ToBa MO3BO/ABRA 1a NIPOIB/DKH HaOMIOIeHHETO Ha CHOTHOMICHHETO O34/ PHCK 32
nekapeTBeHUa npoaykT. OT MEOWIIHHCKHTE CIISHMANIMCTH ¢ H3HCKBA Ja choOImAaBaT BeAKka rnoJo3HpaHa
HeXXeJlaHa peakLys upe3

HanenHuTEIHATA arcHINA 110 JIEKAPCTRATa

yi. ,Jamau I'pyes” No 8

1303 Codusn

Ten.: +35 928903417

yebcaiir: www.bda.bg

4.9 Ilpeaosupane

Henpunoxumo.
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5. ®APMAKOJIOI'MYHHA CBOHCTBA
3.1 PapMakoONHEAMHAYHHA CBOWCTBA

PapmakoTepanepTHyHa rpyna: IlnactMacosa cniupaia ¢ nporecrareH
ATC xon: GO2BA 03.

JIeBOHOprecTpel € MpOrecTareH ¢ aHTH-€CTPOT€HHO JICHCTBHE, KOHTO HAMMPa pasIHIHH NPUIOXKEHHS B
TMHEKOJIOTHATA: KaTO NPOreCTareHoB KOMIIOHEHT Ha NEPOpaliHUTe KOHTPALIENITHBH, PX XOPMOHO-
3aMECTHTENIHATA Tepanysa WIH CAMOCTOSTENTHO KAaTO KOHTpaLENTHB Mo popMaTa Ha TabJIETKH, ChAbPKAIIH
caMo MPOTeCTareH, WK KaTo cyOJepMaIHA UMIVIAHTATH. JIeBOHOprecTpen Moxe Ja Ce IPHUIOXKHU U
AMPEKTHO B MaTOYHATa KyXHHA ¢ BRTPEMATOYHA JIEKAPCTBOAOCTaBALNA CHCTEMA. ToBa NO3BONABA
H3MOJI3BaHETO HA MHOI'O HHCKH IHEBHM 034, Thil KaTO XOPMOHBT ce 0CBOOOXKAaBA JHPEKTHO B NIPULICTHUS
OpraH.

MupeHa MMa rmaBHO JIOKaJIHW IIPOTECTAreHHH €)eKTH B MaTOYHATa KyXHHA, BHcokaTa KOHUEHTpaIHA Ha
JIEBOHOPTECTPEN B CHACMETPHYMA HaMaligea Opod Ha eCTPOTEHOBHUTE H IPOreCTEPOHOBHTE PELICIITOPH, KaTo
MO TO3M HAUMH HAMANABA UYBCTBHTEAHOCTTA Ha €HIOMETPHYMA KbM LHPKYJIMpAIIHA €CTPaJHON H
ynpakKHABa CHIeH aHTHIIpoudepaTuseH edekt. ITo BpeMe Ha ynoTpeGara Ha MupeHa ce HabmogaBat
MOpOIOrHYHH POMEHH Ha EHAOMETPHYMA M cllala JIOKAIHA peakiidd THIT 4yKI0 TA10. 3a1e0egBaHeTo Ha
JIMTraBULIATA HA [IEPBHKCA 3aTPY/IHABA MHHABAHETO Ha CIiepMaTa 1pe3 IiepBHKaNHKA Kasan. JlokanHara cpena
Ha MaTKaTa B Ha TpsOuTe HapyllaBa GYHKIMATA U MOABHKHOCTTA HA CIIEPMATO30HAMTE, KaTO IO TO3H HAYHH
npeaoTBpaTaBa peprinH3anuaTa. ITpi HIKOH XKEHH C€ MOTHCKA OBYJIAIHATA.

KonrpauenmueHata eprkacHocT Ha MHpeHa € HaneABana B 5 rojieMH KIHHHYHYE Npoy4YBaHud ¢ 3330 xxeHH,
mwnonsBamy Mupena. KontpauerrrusHata edukacHOCT Ha MupeHa criefy 5 TOIMHM € U3C/IeIBaHA B
KIMHHUYHO Mpoy4BaHe ¢ 362 yxeHH, m3noisBaii MupeHa, oT KoHTo 221 jKeHH ca MpUK/IIOYIWIH B TOJIHHA §
oT npoy4BaneTo. [1o Bpeme Ha roauHK 6 10 8 cTenenTa Ha Heycnex (Pearl uugexc) e 6una 0,28 [95% CI
(0,03, 1,00)]. KonrpauenTueHaTa akTHBHOCT Ha MupeHa e 00o01eHa B Tabnuia 4.

Tabauna 4: KymynaTusHa cTenicH Ha Heycnex (%) u cTeneH Ha Heycnex (Pearl unnekc)

I'onuna KymyaarasaaTta crenen na| CremeHTa HA Heycnex
Heycnex (%)* (Pearl Index)
(95% CI) (953% CI)

KonTpanenTHBHA ¢PHKACHOCT 110 BpeMe HA rognHA 1 go S
(N= 3330, COopHH JaHHH OT M3NHTBAHKHA 34 KOHTpALEIIHs X0 5 rOJHHN)

I'oguna 1

0,20 (0,09; 0,46)

0,21 (0,08; 0,45)

T'ogwnu 1 mo 5

0,71 (0,37; 1,33)

KoHETpanenTHBHa e(pUKACHOCT IO BpeMe HA roAHHHA 6 10 8
(N=362, IlpogskeHne Ha mpoy4saHe 3a Mupena)

I'oquna 6 0,29 (0,04, 2,05) 0,34 (0,01; 1,88)
I'oguua 7 0,40 (0,01; 2,25)
I'omiHa 8 0,00 (0,00; 1,90)

['oguuau 6 mo 8

0,68 (0,17; 2,71)

0,28 (0,03; 1,00)

*Meton na Kaplan Meier

CTeneHHUTe HA HEYCIEX BRTIOUBAT ¥ OPEMEHHOCT, ABJKAINA C€ HA HEYCTAHOBEHO H3XB
nepdopaumy. ITonobHa KOHTpaLenTHBHA e(HKACHOCT ce HaOIIo1aBa H TIPH TIPOBEAE
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MOCTMAPKETHHIOBO Mpoy4BaHe ¢ nopeue ot 17000 skenn, uznomssamp Mupena. Twil kaTo ynorpebara Ha
MmupeHa He M3HCKBa €:K¢AHEBEH MPHEM OT )KEHHUTE, HUBATa Ha OpEMEHHOCT MpH ,,TUITHYHA ynoTpeda” ca

noo6GHM Ha Te3u HabMoAaBaHU NIPH KOHTPONHPAHK KJIMHHYHM Npoy4BaHus (,,nepdekrHa ynorpeba™).

HanonseaneTo Ha Mupena He BoaH 1o npomsHa B opaetmus peptiurtet. Okono 80% oT KeHHTE, oXKeIalH
a 3a6PEMEHEAT, ca 3aueHAIM B paMKuTe Ha 12 Mecela cliefi oTcTpanszate Ha MupeHa.

MeHCTpYaLHaTa € pe3yITaT Ha JHPEKTHOTO ASHCTBHE HA IEBOHOPIeCTpeEll BbpXY CHAOMETPHYMA H HE
OTpa3ABa OBapHaJIHNA HMKEI. [Ipn sxeHHTe ¢ pa3iudeH THII KbpBEHE HE Ca YCTAHOBEHH ICHH pa3iHuusA
MEXTY PA3BHTHETO Ha (DOTHKYIIH, OBYJIALMATA H OPOHM3BOACTBOTO HA €CTPaHoa H nporectepoH. Ipes
ITEPBUTE MECEIH CNex MOCTaBsiHeTO HAa MupeHa MOXe JJa C¢ MOABH 3ALAMBAIIO KBPBEHE B Npolieca Ha
HaMaJlBaHe NpolHQiepanMaTa Ha EHAOMETpHAIIHATA TUraBuiia, (C€I0BATENHO TTO-CHIIHOTO NOTHCKAHE Ha
nponudepaunsTa Ha SHAOMETPUYMA BOIH 0 HaMalaBaHe Ha 06eMa H MMPOABIDKHTETHOCTTA Ha
MEHCTPYALMATA 10 BpeMe Ha ynoTpebara va Mupera. OckbIHOTO KPBROTCUCHHE UECTO NPEMUHABA B
OJTMTOMeHOpes H aMeHoped. OBapranHaTa (JyHKIMA € HOpMAJTHA ¥ HHBATA HA €CTPaJHOJI Ce NOAIbpKaT
JOpH, KOraTo XeHuTe ¢ MHpeHa ca ¢ aMeHopes.

Mupesa Moxe 1a 6be YCIICIIHO H3NO/I3BaHA 3a JISUSHHe Ha HAHOMAaTHYHA MeHopards. IIpH sxeHu ¢
MEHOparus, MEHCTpyanHaTa 3aryba Ha KpbB HaMalsiea ¢ 62-94% B kpas Ha TpHuTe Mecella M ¢ 71-95% B Kpad
Ha LIecTTe Mecela Ha ynoTpeda. B cpaBHenue ¢ eHaoMeTpuanna abnainya win pesekius, Mupena nokasea
PABHOCTOMHA €PUKACHOCT B HAMAJIABAHETO HA MEHCTpYyaIHaTa 3ary0a Ha KpBB JI0 IBE¢ TOMUMHH. MeHoparus,
IBJDKallia ce Ha CYOMYKO3HH MHOMH, MOXKE M J1a He ce nopausiae taka nobpe. HaManeHOTO KBpBEHE
MOBHINIABA KOHIIEHTPAIHATA HA XEMOII00MHA B KphBTa. MHpeHa HMa IOJIOXKHTeNeH eEKT H NMPH
TUCMEHOpEA.

E¢ukacHoCcTTa Ha MHpeHa B NPeANa3BaHeTo OT XHIISPILIA3Hs Ha SHAOMETPHYMa N0 BpEMe Ha
NPOABIDKHTEIHO €CTPOreHOBO NCUYSHUE € ¢AHAKBO A00pa, He3aBHCHMO OT ITHTA Ha MPHUEMAaHe Ha €CTPOreHa —
epopaHO WiH TpaHcaepManHo. [IpH camocTOATENHAa eCTPOreHOBA Tepanus HaOmoJaBAHHAT NMPOLICHT Ha
XHrnepiiasus € okoio 20%. Hpn knuaudHu npoy4YBaHns, BKIIOYBAIMM 000 634 :xeHH B IepUMEHONAy3a H
B IIOCTMCHONAY3a, KOUTO H3MOI3BaT MupeHa, He € ChOOIIEH HUTO SHH ClIydai Ha XHIepILlia3us Ha
SHIOMETPHYMA M0 BpEME Ha NIepHO/Ia Ha HabIKoAcHHE, Bapypall OT 1 A0 5 roguHH.

5.2 DapMakoKARETHUHY cBolicTna

AXTHBHOTO BellleCTBO Ha MupeHa e nesonoprectpen. JleBoHOPrecTpemsT ce 0cRobOXKAaBa JHPEKTHO B
MaTovyHaTa KyxuHa. OneHEeHHUTE CTOMHOCTH Ha OCBOOOIKIaBaHE i Vivo 3a Pa3IHIHHTE NEPUOAM OT BPEME Ca
npeacraseHH B Tabmuia 5.

Tab6anna 5: OneHedure cCTOMHOCTH Ha OCBOOOXKIaBaHe in vivo 3a MupeHa:

QO1leHeHHUTE CTOHHOCTH Ha

Bpeme OCBOOOKAABAHE in Vivo

[MHKporpama/24 uaca]
24 HH cien NOCTABAHETO 21
60 muH cnea NOCTABIHETO 21
1 rogHHAa CICA MOCTABAHETO 19
3 roAUHH CJICA MOCTABAHETO 14
5 TrOMHUHH Clied MTOCTABAHETO 11
8 romMHH CJe]] OCTABIHETO 7
Cpenno 3a 1™ roguna 20
Cpeato 3a 3 rogyHi 18
CpeHo 3a 5 roauHH 15
Cpenno 3a 8 ropunan 13

CxopocTTa Ha OTAeNsAHE HA NEBOHOPrecTpeN in vivo IsPBOHAYAITHO € oKoo 20 pg/24 ya
10 pg/24 vaca cnen 5 rogHHM.



Abcopbuus

Cien nocrapsiHe, JJEBOHOprecTpe ce 0cBo0O0XKAaBa B MaTOUHaTa KyxuHa Oe3 3a0assaHe, BL3 OCHOBA Ha
H3MEPBAHHUATA HA CEPYMHATA KOHLCHTpAIH.
Iosede ot 90% oT ocBOOOAECHHS TEBOHOPreCTPEN € CHCTEMHO HAJIHYCH.

Cnen mocraegHe Ha MupeHa, JIEeBOHOPrecTpes MoxXe /1a ObJe OTKPHT B cepyma/mnasmara ciel 1 yac.
MakcHMallHaTa KOHLIGHTpallHA Ce JOCTHra B paMKHTE Ha 2 CeIMUIIH Clie/] TIOCTABAHETO U KOJIHYECTBO OKOMIO
180 ng/l (CV 38,3%). B choTBETCTBHE CEC CKOPOCTTA Ha IMMOHIDKABAHE HA CTENEHTa Ha OCBOO0KAaBaHETO,
CPEIHO MeOMETPHYHATA CEpYMHA/TLNIa3MEHA KOHIISHTPALHA Ha JIEBOHOPrecTpen Crajia MoCTENeHHO, KAKTO €
II0Ka3aHO B TaOJHIa 6.

Tabnamrna 6 Ob6ma nnasMena koHueHTpaura Ha LNG

BpeMe cliefl IOCTABSTHE O61mara nia3MeHa KOHIEHTpalHsA Ha
LNG [ng/l] (reometpuuna CV%)
24 nvu 175 (37,6)
2 Mecena 169 (37,1)
| roguma 159 (37.4)
3 roauHM 139 (37.8)
5 roguHH 123 (38.2)
8 rogquHu 100 (39,9)

Bucokxara JokajiHa CKCIIO3HIINA B MAaTOYHATa KyXHHa, BOAHU 0O CHIHO H3pa3CH KOHUCHTPALMOHCH I'pa/JIMCHT

OT €NHOMETPHYMA KbM MHOMETPHYMa (rpalHeHT eHAOMETPHYM KbM MHOMETPHYM > 100 MbTH) H HHCKH
KOHIIEHTPALliH Ha JIEBOHOPrecTpen B cepyMa (TpaiHEHT e IHOMETPHYM KbM cepyM > 1000 meTH).

IlpH 3xeHH B nOCTMEHONAY3a, KOHTO M3MON3BAT 34 JedeHue Mirena 3aeaHO ¢ nepopalieH eCTPOreH, CpeHarTa
CepyMHA KOHLICHTPALIHs Ha JIEBOHOprecrpen cnaaa ot 257 pg/ml (25 no 75 nepcentuna: 186 pg/ml no 326
pg/ml) 3a 12 meceuia no 149 pg/ml (122 pg/ml no 180 pg/ml) 3a 60 mecena. Korato Mupera ce uzno:;3sa
3a€0HO C NEPOPANTHO JICUSHUE C ECTPOreHH, CEpPYMHATa KOHIIGHTpalMa Ha JICBOHOPrecTpe 3a 12 Mecena
HapacTBa npubmazurenHo 1o 478 pg/ml (25 no 75 nepcentuna: 341 pg/ml no 655 pg/ml), xoeTo ce ABIKH
Ha HHAYKUMTS Ha MiobynHHa, CBbp3Bai] nojgoeuTe XopMoHu (SHBG) upes neueHHe ¢ TiepopalieH €CTPOreH.

Pasnpeneneuue

JlepoHOprecTpen ce CBBP3Ba HECTIEHHMHYHO CHC CEPYMHMTE aN0YMHHH H CIIeHH(MUIHO ¢ ITI00yIuHA,
cBbp3Ball nonoBure xopMoHH (SHBG). [lo-mManko ot 2 % oT imMpKyypaims JeBOHOPTeCTpe o
HacrosimeM e cBoboaeH crepoua. JleBoHOprecTpen ce cebp3Ba ¢ BUcok adernuTeT KbM SHBG. CpoTBETHO,
npoMeHHTe B KOHHEHTpauuaTa Ha SHBG B cepyma BoaaT oo yBenwuende (pH M0-BHCOKH KOHLIEHTPALIHH Ha
SHBG) unu B noHwkeHHe (Npy O-HHCKU KOoHIeHTpaluu Ha SHBG) ot ofmaTa KOBLEHTpalHi Ha
neBoHoprectpen B cepyMa. Konuenrpanuara Ha SHBG HaManaBa cpeaHo ¢ okono 20% npe3 MEPBUTE 1BA
Mecella Ciel mocTapsHeTo Ha MupeHa 1 ocTapa cTabiIHa cjiel TOBa, KaTo CE€ YREJIHYABA CAMO JICKO JIO Kpad
Ha 8 rogWIIHUg Nepuos Ha ynorpeba.

Cpeanuar obeM Ha pasnpeaeneHie Ha TeBoHoprecrpen e 106 L.

IlokazaHo e, 4ye TeNeCHOTO Ter10 M KoHIeHTpauuaTa Ha SHBG noBiusABaT KOHIEHTpaLUATA Ha
JIEBOHOPTECTPEN, 2 HMEHHO HHCKOTO TEJIECHO TEeTII0 M/WIH BHCOoKo HiBO Ha SHBG yeemup#famuii /o

/ N -
KOHIIEHTPALMATA HA IeBOHOprecTpelL. [IpH XKeHH B penpoyKTUBHA BE3PACT ¢ HHCKO 7 SQHOERRO (3 Si
55 kg) cpenHaTa cepyMHa KOHUEHTPALWA HA IEBOHOPIECTpeN € OKoNo 1,5 MbTH No-BUgh. " 5 a. -;_%_ 1
L “'lr.‘ _i""' ot i :

NG



buorpancdopManms

JlesoHOprecrpen ce merabonuzHpa B rojisMa creneH. Haii-paxxHuTe MeTaOONHTHH TBTHIA Ca PENYKIUATA
Ha A4-3-0KCH rpynara ¥ XHIPOKCWIMPAHETO B MO3UIMH 2a, 1B u 16B, nocneapanu ot xouroraius. CYP3A4
€ OCHOBHHAT €H3UM, YYaCTBall B OKHCIHTETHAA MeTaboan3bpm Ha LNG. Hanwunwure in vitro nanau
npenonarart, ue¢ CYP mMeannpatnTe peakuuu Ha OHoTpaHc(opMalLiys, MoraT Aa He 6b4aT OT roJIAMo
3sHauyeHHe 32 LNG B cpaBHeHHe C pegyKLHATA H KOHIOTALIUATA.

EnuMuHUpaHe

OOLMAT IKWIMBEPBHC Ha IEBOHOPTeCcTpe ot miasMara € npubtnusurendo 1,0 ml/minkg. Camo cnenu ot
JICBOHOPreCTpel Ce eKCKPETHPAT B HellpoMeHeHa dopma. MeTaGolIHTHTE Ce eKCKpeTHpaT ¢ QeKaIHHTE H
VPHHATA B paBHH CBLOTHOLICHHA. EMTHMHHALIMOHHHUAT HOXY>KUBOT, KOKTO C€ MPEeACTaBA OCHOBHO 4pe3
MeTabouTHTEe, € 0KoNno 1 Jen.

JInHelHOCT/HeTHHEHHOCT

DapMaxOKMHETHKATA HA JIEBOHOPreCTPENt 3aBHCH OT KOHLeHTpauuaTa Ha SHBG, kosSTo OT CBOA CTpaHa ¢
BJIHAE OT ECTPOreHUTE M aHaporenuTe. HaManapaHeTo Ha koHUeHTpauuaTa Ha SHBG Boau 10 HaMaIBaHe
Ha o0IaTa KOHIEHTpallkA Ha JIEBOHOPreCTPell B CEpyMa, [TOKa3Ballla HelTHHeHHaTa ¢papMakOKHHETHKA Ha
JIEBOHOPrecTpel M0 OTHOLICHKWE Ha BpeMeTo. Bb3 OCHOBA Ha MMaBHO JIOKAIHOTO ACHCTBHE Ha MHpeHa, He ce
O4YakKBa MOBIHABAHE HA e)UKACHOCTTa Ha MHpeHa.

5.3 HpeaknHARYHH JaHHH 33 6e30macHOCT

IIpenknTHHUUHWTE NAHHH 38 0€30TIaCHOCT He 1ToKa3BaT ocobeH pHCK 3a Xopa Ha 6a3a Ha Mpoy4YBaHUATa 32
oe3onacHocT, apMakonorus, (papMaKOKHHETHKA, TOKCHYHOCT, FTeHOTOKCHYHOCT H KapLIMHOTCHEH
NOTEHUMAN Ha eBoHOprecTpel. JleBoHoprecTpen e Aobpe u3Bected nporecrareH. [IpodueT Ha
0E30IMaCHOCTTa MY € oAPOOHO IOKYMEHTHPAH ClIe] MPOABLKUTENHO npunaraHe. [IpoydysanHs, MPOBECHO
BBPXY MaiiMyHH ¢ BETPEMATOYHO OTHEIAIL C€ JISBOHOPrecTpell B IPOAB/LKEHAE HA 9 1012 Mecena, e
NMOTBBPAWIIO JIOKATHATA GapMaKOIOTHYHA aKTHBHOCT Ha TIPOAYKTA, ChueTaHa ¢ 1o0pa IoKaIHa MOHOCHMOCT
H OTCBCTBHME HAa JAHHY 34 CUCTeMHA TOKCHYHOCT. He € ycTaHOBEHA eMOPHOTOKCHYHOCT CJIE[l HHTPaYTePHHHO
IIpHJIaTaHe Ha JICBOHOPTECTPEI NpH 3akur. OueHkaTa Ha 0e30IacHOCTTA Ha €1aCTOMEPHHUTE CECTABKM HA
pe3epBoapa ¢ XOPMOHA, ITOJIHETIIEHOBHTE MATEPHAIIH HA TIPOYKTA H KOMOHHAIIHATA OT €J1acCTOMED H
neBOHOprecTper, 6azupaHa KaKkTO Ha OLIEHKATA 3a FeHeTHYHA TOKCHUHOCT B CTAHOAPTHHTE in Vilro W in vivo
TECT CHCTEMH, TaK4 M Ha TECTOBE 32 GHOCHBMECTHMOCT IIPH MHILIKH, TUTbXOBE, MOPCKH CBHHYETA H 3aHIH H
in Vifro TECT CHCTEMH, He Ca MOKA3aJIA JAHHH 32 OHOHECHhBMECTHMOCT.

6. ©APMAIIEBTHYHH JIAHHHA

6.1 CpHECHK HA DOMOILIHHTE BEIECTBA
[ToMARMETUNCIITOKCAHOB €AaCTOMED
CunMimeB THOKCHI, KOJIOHAeH Oe3BoaeH
IHomueTunen

bapues cyndar

KenezeH OKCHA,

6.2 HechLBMeCTEMOCTH

Henpunoxumo

6.3 Cpoxk Ha rogmocT

3 rOIMHH
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6.4 Chnenranny ycIoBHA HA CHLXPAHCHHE

He ce M3HCKBAT CrICHHATHH YCIOBHA HA CEXpaHeHUe.
6.5 BraH cBIbpKAHHEE HA ONAKOBKATA

CHcreMara, 3a€IHO ¢ aKCeCOapUTe € OMIAKOBAHA B roperto rpecoad crepunu3vpad TY VEK muk.

3a HOBHS AIUTMKATOP: NPOOYKTHT € B €IHHAYHA, TOILTHHHO 00paboTeHa OMHMCTEPHA ONAKOBKA C OTJIEIIBALLL CE
Karak.

6.6 CoennaJnH Dpeina3nd MEePKH NPH H3IXBLPAAHE H paboTa
MHupeHa e onakoBaHa B CTEPHJIEH TUTHK, KOHTO He OHBa Aa ce 0TBaps, OKATO TOBa HE € HEOOX0IMMO 3a
nocTassaHeTo H. Che cucTemara TpaOBa 1a ce 60paBH KAaTo ce B3eMaT MEpPKH 33 aCeNTHYHOCT. AKO

CTEPHIHOCTTA HA OMAKOBKATA € HApPYIIEHa, MPOAYKTET TPA0Ba Ja ¢ce YHHILOXKHU.

HeusnonsBaHUAT JISkapCTBEH NPOAYKT WIH OTIIAXBYHHTE MATEPHAIH OT HETO TpAOBA a C€ H3XBBPNIAT B
CBOTBETCTBHE C MECTHHUTE H3HCKBAHHAL.

7. ITPUTEXATEJL HA PASPEHIEHHUETO 3A YIIOTPEBA
Bayer AG
Kaiser-Wilhelm-Allee 1

51373 Leverkusen
I'epMaHus

8. HOMEP(A) HA PASPEINIEHUETO 3A YIIOTPEBA
[1-27122/23.09.2014 r. (9800344)
9. HATA HA ITBPBO PAZPEMIABAHE/MOJHOBSBAHE HA PASPEINEHHUETO 3A

YIHOTPEBA

Hata Ha mepeo pa3pemarane: 05 HoemBpH 1998 r.
Hata Ha nocneaHo nogHoesABaHe: 23 cenremepu 2014 r.

10. JATA HA AKTY AJIM3APAHE HA TEKCTA

MM/ITIT

17 gk ’W:/’



