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1. MME HA JIEKAPCTBEHHUA IMTPOAYKT

MupeHna 20 mukporpama/24 yaca BbTpeMaTo4Ha JIeKapCTBOAOCTaBALLA CHCTEMA
Mirena 20 micrograms/24 h intrauterine delivery system

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

JlexapcTBeHO BELIECTBO: ieBoHOprecTpen (levonorgestel) 52 mg. CpeaHara in vivo CKOPOCT Ha OTZAE/AHE €

20 mukporpama/24 yaca npe3 mbpBara roaMHa.
N3NbAHUTENHA ATEHUMS N nempcmam
3a TbJIHKMA CIIMCHK HA MOMOLLHUTE BEIIECTBA, BUXKTE ToYka 6.1. | "P47%@ xapaxmepucmuxa na NPOGyxma MNpusowenye 1
Kbm Pez. Ne ... . 98\303"(»’
3. JIEKAPCTBEHA ®OPMA Paspewenve N
BG/mame - . 95 Y , 08 -08- 2025
BbsrpemaTouHa nekapcTBoaocTasaiua cucrema (IUS). Ovofomai ki el
Jgofiperue Ak
[ EMOTIIG W e /
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"""""""""

[TpoayKTBT ce CbCTOM OT Oa1a WK nNoyTH Os1a JieKapcTBeHA CbpPLIEBHHA, MOKPHUTA C NMOJy-Npo3payHa
MeMOpaHa, KOSTO € MPHKPeneHa KbM BepTHKATHOTO pamo Ha T-o6pa3HoTo TanoTo. bsnoro T-obpasnoTo
TS0 MMA MPUMKA B Kpas Ha BEPTHKATHOTO PaMO M JIBe XOPH3OHTAIIHH paMeHa B Ipyrus kpai. Kom
NPUMKATa ca MpUKpeneHu KadsaBy MOABHXHU HUIIKK. BepTukanHoTo pamo Ha [US e pa3nonoxeHo B
arUIMKallMOHHA TpbOa Ha BbpXa Ha aruiukarop. T-yyacTbka Ha MupeHa chabpxka bapues cyidar, KOHTO ce
BU3YyaJIM3Mpa NpH peHTreHoBo uicneasane. Cucremara (1US) v animkaTopbT HE ChbAbPXKAT BUAHMH
MPHUMECH.

4. KJAHHUYHHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHS

KonTpauenums.
MpuonaTHuHa MeHOparus.
[TpoTekiLMa Ha eHJIOMETPHYMa OT XHNEPILUIa3us 10 BpeMe Ha €CTPOreH-3aMECTHTEIHA Tepanus.

4.2 Jlo3HpOBKA H HAYHH HA NPHJIOKEHHE

IHeouampuuna nonynayus
Hsma npuioxumo nokasaHue 3a ynorpedara Ha MupeHa npead MeHapxe.

HauyHH Ha npHJIOKeHHE

MupeHa ce nocTaBs B MaTouHaTa KyXuHa. EexTHBHA € B MPOAb/DKEHHE HA 8 rOJIMHM 3a MOKA3aHHETO
KOHTpALEMNLMA H 5 NOIMHH 3a MOKa3aHUATA WIHONATHYHA MEHOpArusa U NpOTEKLMA HAa EHIOMETPHyMa OT
XHIEpIuUIa3us 1o BpeMe Ha eCTPOreH-3aMeCTUTEIHA Tepanus. 3a HAMUpaHe TOYHUAT MOMEHT Ha
OTCTpaHsABaHe/3aMsHa BUXKTE ToYKa ,,OTcTpaHsBaHe/3aMsaHa™.

[Tpy )keHH HA XOPMOHO3aMECTUTE/IHA Tepanus MupeHa MoxXe J1a ce M3110J13Ba B KOMOMHALIMA C MepopaiHu
WIH TPaHCAEepMallHH €CTPOreHOBH MPOYKTH, KOUTO HE ChAbPXKAT NPOreCTareHH.

[locTaBsHe ¥ OTCTpaHsBaHE/3aMAHA

MupeHa ce npeiara B CTEpHIHA ONAKOBKA, KOATO He OHMBa 11a ce 0TBaps, 10KaTo TOBa He € HE0DX0AHMO 32
nocrassHeTo i. [Ip1 oTBOpeHa onakoBka, ¢ MpoaykTa Tpadsa na ce 60paBH KaTo ce B3eMaT MEPKH 3a
acenTHYHOCT. AKO CTEPHIHOCTTA Ha ONAKOBKATa € HapylleHa, NPOAYKTHT TpAOBa Ja Ce yHHLI0KH.




MupeHa ce J0CTaBd C HAaNOMHALIA KapTa 3a MalMeHTa BbB BbHIIHATA KapToHeHa onakoBka. [lombiHere
HaroOMHSLLATa KapTa 3a MalueHTa U 1 AaiTe Ha NauueHTKaTa cjiejl NoCTaBAHeTo.

llocmaesine

Crporo ce npenopbuBa MupeHa Aa ce NnocTaBs caMO OT MEIWLMHCKH CNEeLHATMCTH, KOHTO WMAT OIHT B
MOCTaBAHETO W/HJIH ca OCTaTh4yHO 00y4eHH 3a nocraBsiHe Ha MupeHa.

[lpenn mocraBsHe, nauMeHTKkata TpAbBa na ObAe BHMUMATEJIHO TperjiejaHa 3a HalM4Yde Ha
NpOTHBOMNOKa3aHKe 3a nocrassine Ha BMC. H3knmouere GpeMeHHOCT npear nocrassHe. Biemere npensua

Bb3MOXKHOCTTA 3a OBYJIALlMA M 3ayeBaHe npeau ynorpeda Ha TO3M MpOAyKT. MupeHa He € noaxoasuia 3a
MOCTKOMTA/IHA KOHTpauenuus (Bx. To4kH 4.3 u 4.4 nog MeMUMHCKH nperiie/l/ KOHCYITaLus ).

Tabauna 1: Kora na nocraBUM MupeHa Ha )X€HH B peNnpo/lyKTHBHA Bb3pacT

[IbpBOHAYANHO MOCTaBAHE HA - MupeHa TpabBa aa ce nocTaBi B MaTOYHaTa KyXHHa B paMKHMTE Ha
MupeHa 7 1HY cnej 3anoyBaHe Ha MeHCcTpyauusaTa. B To3u cinyvait Mupena
MpeaocTaBs KOHTpALENTHBHA 3alHTa CJIe/l IOCTABAHE U HE €
He00X01MMa JOMbIIHUTE/IHA KOHTPALCITLIUA.

- AKO nocTaBsiHe B paMKHTE Ha 7 IHH OT Ha4aJ0TO Ha
MEHCTPYAlMATa HE € Bb3MOXHO WIH )XeHaTa HMa HEPEJ10BEH
LIMKBJI, MupeHa Moxe a Ob/ie MocTaBeHa Mo BCAKO BpeMe Mpe3
MEHCTPYAJTHHAT LMKBJI MPH YCJIOBHE, Y€ MEAHIIHHCKHAT
CMELMAITUCT MOXE CbC CHTYPHOCT /1a M3KJIFOYH Bb3MOXKHOCTTA 3a
npeauecTnaiia OpeMeHHOCT. BbIpekH TOBa, B TO3H Clly4aH He e
HaJIEXk/AHO OCHI'ypeHa He3abaBHa KOHTpALIENTHBHA 3allliTa Clie]l
nocrassHe. [To Ta3u npuuuHa TpadBa aa ce u3non3ea bapuepeH
METOJ1 38 KOHTpALIeNIIMA WIH NaLMeHTKaTa TpsadBa 1a ce Bb3Abpka
OT BarMHaJIeH MOJIOB aKT Mpe3 ciaeasalmre 7 IHH, 3a 1a
npeaoTBpaTH OpeMEHHOCT.

[TocTaBsaHe ciel paxjaaHe B nonbiHeHHe Ha HHCTpYKUMitTe no-rope (ITspBoHavanHo
rnoctaBsHe Ha MupeHa):

Cnen paxaaHe NOCTaBAHETO TPAOBa 1a Ob/1€ OTI0KEHO, J0KATO
MaTKaTa MpeTbpIH MJIHO 00PaTHO Pa3BHTHE, ITPH BCHYKH CITy4aH
HE TM0-paHo OT 6 CeIMHUIIM cnel paxaaHe. B cnyyaii, ue obpaTHOTO
pa3BUTHE € 3HAYUTENIHO 3abaBeHo, TpaOBa 1a ce u3vyaka 10 12
CEJIMHULIM ClIe/l paX/aHe.

[locTaBaHe cinen aboprt npes Mupena Moxe a Obae nocraBeHa HeNnoCpeACTBEHO ciiea abopr,
ITbPBHUA TPHMECTBP M3BBPILEH B MbPBUAT TpUMECTLP. B TO3M cayuait He € HeoOxoauma
NOMbJIHUTE/THA KOHTPALICTLIUA.

3amsaHa Ha MupeHa MupeHa MOXe /1a Ce 3aMEHH ¢ HOBa CHCTEMa 110 BCAKO BpeMe Ha
MEHCTPYAJTHUA UMKBJ. B TO3M ciyyaii He e HeoOxoaHMa
JIOITbJIHMTEJIHA KOHTPALIEIIIHA.

[TpemuHaBaHe OT ApYyT - MupeHna moxe aa 6b1e noctaBeHa He3abaBHO, aKO € CHTYPHO, 4e
KOHTpALIeTITHBEH MeTo/ (Hanp. KeHaTa He e OpeMeHHa.

KOMOMHMpaH XOPMOHAJIEH

KOHTpALEeNTHB, UMIUIAHT) - Hyx/1a oT 1OMbJIHUTETHA KOHTpALEILUA: AKO Ca MHHAJIH MOBEYe

OT 7 AHM OT KAKTO € 3aM04YHaJI0 MEHCTPYAITHO KbPBEHE, XKeHaTa
TpAOBa J1a ce Bb3AbpKa OT BArHHAJIEH MOJIOB aKT WK J1a U3M0J13Ba
JIOMbTHUTE/THA KOHTPALEMLIMA 1Pe3 CJIe/IBALLUTE 7 JHH.




Baxcna unghopmayus, kosmo mpsabea 0a umame npeosud no 6peme Ha Wiu cied ROCMAssiHe

B cnyyau Ha TPYAHO NOCTaBAHE M/WIH CHIHA 00JIKa H KbPBEHE 110 BPEME Ha WJIM ClIe/l NIOCTaBsHe, TpAOBa /1a
ce B3eMe IMpeaBH/I Bb3MOXHOCTTA 0T nepdopalius U TpadBa 1a ce B3eMart NnoJAXoAs1H MEPKH KaTo
¢H3MKaIEH H YITPa3ByKOB MNperien.

Cnen nocraBsiHe, )xeHaTa TpaOBa na ce npernena cnea 4 no 12 ceaMHiy, 3a 1a ce NPOBEPAT HHUILKKTE H J1a Ce
rapaHTHpa, Y€ M3ETHETO € B MpaBuiHa Nno3uumusa. Camo ¢pu3HKaieH nperien (BKIIYUTETHO NpoBepKa Ha
HUILKH) MOXE /1a HE € JOCTaThuYeH 3a M3KJIF0YBaHE HA YaCcTHYHA nepdopalus U MOXe Jia ce OOMHCITH
ynTpa3BykK (Bx. Touka 4.4).

KoraTto ce u3roJi3sa 3a MpoTeKuMs Ha eHIOMETPUYMa 110 BpEMe Ha XOPMOHO3aMeCTHTEIHA Tepanus, MupeHa
MOJKeE JIa C€ MOCTAaBH MO BCAKO BPEME MPH )KEHH B AMEHOPEs H Mpe3 MOC/IeAHHTE IHH Ha MEHCTPYyalluaTa iH

ALHKIIHYHO KbPBCHE IMPH OCTAHAJIUTE KEHH.

Omcmpansieane/3amana

Koumpayenyus: Cucremara TpabBa 1a 6bae oTCTpaHeHa WM 3aMEHEHa C/iell 8 rOAMHM.

IIpoovadicasane Ha koHmpayenyusma cieo Omcmpansasane

e AKO XeHara xeJiae J1a MPOABJDKH Ja U3M0JI3Ba TO3H KOHTPALIENTHBEH METO/, IPH CAMOTO
oTcTpaHsBaHe Ha MupeHa T8 Moxe 1a Oble 3aMeHeHa ¢ HOBa.

e AKO XeHaTa He XeJiae Ja W3M0J13Ba ChLIMAT KOHTPALENTUBEH METO/I, HO OPEMEHHOCTTA € HeXeJlaHa,
cucTtemara Tpa0Ba 1a ce OTCTPaHHU B PAMKHMTE Ha 7 JIHH OT HAYAJIOTO HA MEHCTPYaLMATA MPH KEHH BbB
(pepTHIHA BB3pACT, MPH MOJOKEHHE Y& UMAT HOPMAJIEH MEHCTPYAJICH LIMKBJI. AKO CHUCTeMaTa €
OTCTPaHEHa B IPyro BpeMe B PAMKHTE Ha LIMKBJIA WIH )KE€HaTa HAMa HOPMAIEH MEHCTPYa/IeH LUMKBJI U
KEHATa € UMaJla MoJIOB KOHTAKT B PAMKHMTE Ha CbhlllaTa Ce/IMHULA, ChILECTBYBA PUCK OT 3a0peMeHsBaHe.
3a /1a ce OCHTypH NMPOAb/DKATENIHA KOHTpaLenius, Tpabsa na ce 3ano4yHe bapuepeH MeTo/l Ha
KOHTpaLeniuusa (KaTo npe3epBaTUBH ), 3aNo4Baiku 7 AHU Npeau oTcTpaHsBaHe. Crieal OTCTpaHsBaHe,
TpabBa /1a ce 3ano4YHe BeHara ¢ HOBUAT KOHTPALENTHBEH METO/1 (ClIeIBANKH MHCTPYKIIMHUTE 3a
ynorpe0a Ha HOBUAT KOHTPALIENTTHBEH METO).

Houonamuuna menopazcusa: Crucremara Tpabsa n1a 6bae oTcTpaHEeHa WIH 3aMEHEHA B ClTy4ai, ye
CUMITTOMMTE Ha WIMONATHYHA MEHOPArus ce 3aBbpHaT. AKO CHMITTOMMTE HE C€ 3aBbpHAT Clie/l ynorpeba ot
5 ronvHHM, MOXe /1a ce 0OMMCIM Npoab/kaBaHe Ha ynoTpebara Ha cucrtemara. OTcTpaHeTe A WIH A 3aMEHeTe
Hal-KbCHO ciiell 8 rOAWHH.

Ilpomexyus Ha enoomempuyma om xunepniasus no 6peme Ha eCmpoceH-3amMecmumenta mepanus.
Cucremara Tpsa0OBa 1a 6b1e OTCTpaHEHa WM 3aMEHEHa cJiell 5 TOAHHH.

MupeHa ce OTCTpaHABa, Ype3 BHUMATEIHO H3AbPIBaHE HA HULIKUTE ¢ Qopuenc. YnpaxHABAHETO Ha
NIOMBJIHUTE/THA CHJIA/OCTPH HHCTPYMEHTH MO BPEME Ha OTCTPaHABaHE MOXe /1a NPeAW3BUKa CHyIBaHe Ha
cucremara. Cien orcrpaHsaBaHe Ha MupeHa, cuctremara TpsabBa 1a 6b1e MpoBepeHa, 3a 11a Ce YBEPUTE, Y€ €
LAJ1a W HAIMBJIHO oTcTpaHeHa. [Ipu 3aTpyiHeHO OTCTpaHsBaHe e ChboOLIaBaT €IMHHYHH CIIy4aH, MpH KOKUTO
XOPMOHA/THUAT LIHIMHIBP Ce € MPHILUTb3HAJI HAJl XOPH3OHTAIHHTE PaMEHE U I'M CKpHBA 3a¢/IHO BbTPE B
IMIMHABPA. Ta3u CUTyallus He M3MCKBA MO-HATATHIIIHA HHTEPBEHLIUA, CJIe/l KaTO BEHBXK € YCTAaHOBEHA
LLEJIOCTTa Ha BbTPEMaTOYHaTa cHcTeMa. M3mbKHAIWTE Kpauilla Ha XOPH30HTAIHUTE paMeHe OOMKHOBEHO
[pera3Bar MJIHOTO OT/ENIAHE Ha LWIHHABPa oT T-00pa3sHoTo TA10. B ciiyyaii, 4e HUIIKHTE HE Ce BHXKIAT,
YCTAHOBETE MACTOTO HA CHCTEMAaTa upe3 y/ITpa3ByK WIH ApYr METO/. AKO CHCTEMAara € B MaTo4yHaTa KyXHHa,
T MOXe 1a Obj/le OTCTpaHeHa KaTo ce u3noj3sa TeceH opuernc. Bb3MOXKHO € 1a ce HaN0XKH JIHIaTallMs Ha
LIEpPBUKATHHA KaHal WK 1pyra XMpYypruyHa HHTEPBEHLIUA.

4.3 [IllporuBonokazaHHs

e M3BecTHa unu npeanonaraeMa OpeMEeHHOCT;
e HacTosauo WM pelMIMBUPALILO Bb3NAIUTEIHO 3a00/15BaHe B Ta3a,
e HHpekuHs HA 10JIHUA NEHUTAIEH TPAKT,




EHIOMETPHT cnell paxiaHe,

ADOpT, yClOXKHEH ¢ HHEKLMS, Npe3 MOoCJIeHHTE TPH Mecella,

LlepBHLMT;

[lepBukanHa AUCIIA3MA;

ManuruneHo 3abonsiBaHe Ha MaTkaTa WiH MaTo4yHara UIMiKa;

[TporecrareH-3aBHCHMH TYMOPH, Hamp. paKk Ha rbp/ara;

AGHOPMHO MaTOYHO KPbBOTEYEHHE C HEU3ACHEH NPOH3XO/I;

Bpo/ieHH WK NpUI0OHTH aHOMAJIMKM Ha MAaTKaTa, BKJIIOYHTENHO U GUOpPOMHH 00pa3yBaHus, ako Te
nepopMHpaT MaTtoyHaTa KyXHHa,

ChCTOAHHSA, CBbP3aHH C NMOBHILIEHA Bb3NPUEMYHBOCT KbM HH(EKLIMH,

OcTpo 4epHOAPOOHO 3ab0sIABaAHE WM TYMOP Ha YepHHs J1poD;

CBpBbXYYBCTBHTEJIHOCT KbM AKTHBHOTO BEILIECTBO MJIH KbM HAKOE OT NOMOILIHHTE BELIECTBA.

® & & o o ¢ o o

4.4 CneuHaJHH npelynpexieHHs H Npeana3’HH MepKH NpH ynorpeda

MHupeHa MoJXe /1a ce M3M0JI13Ba C MOBHIIEHO BHUMAHHE CJIe/l KOHCYJITAlUA C JIeKap-CreLHaInucT Wi TpsabBa

na 6bje OTCTPAHEHA, aKO € HAJTMLIE WIH 3a MPbB MbT Bb3HUKHE HAKOE OT H30POEHHTE NO-A0JTy ChbCTOAHMA:
e MHUrpeHa, (hoKalHa MHIpeHa C aCHMETpHYHa 3aryda Ha 3peHHe WIH ApYTH CHMITTOMH Ha NpeXoaHa

LiepebpasiHa HCXEMHUH;

U3KJIFOYMTEJTHO CHJIHO ri1aBoOoJiue;

KBJITEHHULA;

3HAYMTEJIHO MOBUILABAHE HA KPbBHOTO HAJIATAHE,

TEXKKO apTepHanHo 3a00nsBaHe, KaTO MO3BYEH HHCYNT WIH HH(APKT Ha MHOKapAa;

OCTbP BEHO3€H TPOMOOEMOOIH3BM.

MupeHa MOXe 1 Ce H3I10J13Ba C MOBHILIEHO BHHMAHHE MPH XKEHH C BPOJIEHO ChpAEYHO 3a00/11BaHe WK
KJIAINHO 3acAraHe ¢ PHCK OT HHPEKLIMO3EH EHIOKaP/IHT.

JIeBOHOpPrecTpel B HUCKM JI03H MOJXe Jia MOBIUsE ITIIOKO3HHUS TOJIEPAHC, Taka Y€ NpH AHa0eTHYKH
W3M0J13BaHETO Ha MUpeHa U3KMCKBA ClIe/IEHE Ha KpbBHATa 3axap.

HepenoBHUTE KpHbBOTEYEHUA MOTaT /1a MACKMPAT HAKOW CUMIITOMH M MPH3HALM HA €HAOMETpHaIHaA
MoJIMMo3a WiK pak. B Te3u cnyyau TpabBa aa ce npeanpHeMar IHarHOCTHYHH MEPKH.

MupeHa He € MEeTO/1 Ha NPBB H300p NMPH XKEHH B MOCTMEHOTNAY3a ¢ HanpeaHaia aTpogus Ha MaTKara.
[Topanu orpaHHyeHaTa eKCro3HMLMsA B H3MTUTBaHUATA C MHUpeHa 3a NOKa3aHHETO NMPOTEKLUA Ha
EHIOMETPHYMa OT XHINEPIUIa3Hs MO BpEMe Ha eCTPOreH-3aMECTHTE/THA Tepanus, HAUIMYHHTE JaHHH ca
HEe0CTATBhYHH, 3a [1a MOTBBP/JAT MM OTXBBLPJIAT PHCKA 3a paKk Ha rpbpaaTa, korato MHpeHa ce H3noJi3sa 3a
TOBA MOKa3aHHe.

MeaHIMHCKH Nperjead/KOHCYJITaluy

[Tpeau nocTaBsHETO HA CMpaara )eHata TpabBa na 6b/1e yBe10MEHA 32 ePMKACHOCTTA, PUCKOBETE,
BKJIFOYMTEJTHO MPH3HALIUTE H CHMINITOMHTE HA TE€3H PUCKOBE, KAKTO € OMMCAHO B JIMCTOBKATA 3a NallHEHTA U
HEXEJIAHUTE PeaKLMH MPH NPHIoKeHHeTo Ha MupeHa. Tpabsa na ce nposene Gu3MKaeH nperiej,
BKJIFOYBALIL MPETJIEe/l HA MAJIKKA Ta3 W nperiea Ha repaure. TpaOBa aa ce HanpaBu LIMTOHAMaskKa, Cropes
oLileHKaTa Ha MeauuuHckusa cneuranuct. TpsabBa na ce u3koyaT OpeMEeHHOCT M 3a00/ABaHKA, NpelaBaHH
1o nosjoB mbT. [eHuTanHuTe HHQEKIMK TpAOBa a 6BbAAT yCNEeLHO JeKyBaHH. 3a 1a Ce NpeLeHH BPEMETO Ha
MOCTaBsAHE, 3a U3KJIIOYBaHE Ha GpeMeHHOCT, BikTe "J[03MpoBKa M HA4YMH Ha npuwiokeHue". Tpabsa na Obaar
Onpe/Ie/IEHH MOJOXKEHHETO Ha MaTKaTa M pa3Mepa Ha MaTo4yHaTa KyxuHa. PasnonoxeHneTo Ha MupeHa BbB
¢dyHIyca Ha MaTKaTa € H3KJIFOYHMTETHO BaXHO, 3a /1a C€ OCHI'YpH paBHOMEpHA €KCMO3HIMA Ha EHAOMETpHYMa
Ha AeHCTBUETO Ha MPOrecTareHa, a ce NpeaoTBpaTH U3XBbPJISHE U Jla Ce NOCTHIHE MaKCHMalHa
eukacHoct. [Topaau ToBa, CTPUKTHO TPAOBa /1a ce Cna3BaT HHCTPYKLMHMTE 3a MOCTaBAHETO. Thi KaTo
TeXHHKATa Ha MOCTaBAHE € Pa3jiM4yHa OT Ta3H NPH APYruTe HHTPAYTEPHHHH CHCTEMHM, CrieLMAIHO TpAOBa 1a
ce Habsierne Ha 00y4eHHETO Ha MpaBWJIHATA TEXHHKA HA nocTaBsHe. [locTaBiHEeTO U OTCTPAHABAHETO HA




cucTeMara MoxXe /1a Ob1aT ChIIPOBO/ICHHU C W3BeCTHA Dosika U KbpBeHe. [IpoueaypaTa MoXe /1a noBeae 10
MPUMNaabK KaTo Ba30BarajiHa peakuus Wi rbpuOBe MPH CNWICNTHYHH MALUEHTH.

KoHTponHHM nperneay cieasa aa ce npassaT 4 10 12 cenMuuM ciea nocrasiHero. Moxe na ce 0OMHMCIH
BarMHAJIEH YJITPa3BYKOB MNpere, 3a /ia ce yCTaHOBH NMpaBWJIHATA M03UIIMA HA cucTemara. B cnyyaid, ye
MupeHa He MOXe J1a Ob/ie ToKaIu3MpaHa B MaTOYHaTa KyXHHa, TpA0OBa /1a ce 0OMMCIIN U3XBBPIIAHE HITH
nbaHa nepdopauns (Bx. naparpad ,Jleppopaums™ no-101y) U MOXe a1a Ce MU3M0JI3Ba PEHTTEHOBO
usciensane. Cnea ToBa NOBTOPHO M3ciieBaHe TpAOBa 1a C€ W3BBPILBA €[IMH BT FOAUIIHO KK NO-4eCTo,
aKO MMa KJIMHHYHH MOKa3aHHUA.

MupeHa He € MOAXO0AA1la KaTO NOCTKOMTANIEH KOHTPALEITHUB.

Toit kKaTO HEPEAOBHOTO KbpBEHe/3alanBaHe € 00MYanHO M0 BpEME HA MbPBHTE MECELIM HA TEparus,
KeJIaTeJTHO € 1a Ce M3KJII0YM NaToJIOrHs Ha eHI0METPHYMa Npe/Ix NnocTaBaHeTo Ha MupeHa. B ciyyai ye
CHCTEMATa € MOCTaBeHa No-paHo C LeJ1 KOHTpaLenuus, ako ce MosBH KbPBEHE CJIe/l 3ar04YBaHe Ha €CTPOreH-
3aMEeCTHUTEJIHA Tepanus, € HeoOOXOAMMO Ja ce U3K/II0YM NAaTOJIOrus Ha EHI0OMETPHyMa. AKO Ce MpOABAT
HapylEHHUs B MEHCTPYAJIHUA LIMKBJI N0 BPEME Ha NPOAB/IKUTEHO JIeueHHe, TpAdBa ChLIO Taka Ja ce
npeAnpueMar noAXoAsIlH AHArHOCTHYHH MEPKH.

[lepdopaumus

Moxe aa HacThIH nepdopaius WiH NeHeTpalys B TAIOTO WM B IIMHKATa HA MATKaTa OT BbTPEMATO4€eH
KOHTpALENTHB, KATO TOBA HAl-4€CTO C€ CJIy4Ba M0 BpeMe Ha MOCTaBAHETO, BLIIPEKH Y€ TOBAa MOXe 1a Obae
YCTAHOBEHO Ha M0-KbCEH €Tan U MOXe /1a NOHWKH e(PeKTHBHOCTTa HA MHpeHa. B HAKOM OT Te3H Ciy4a
cHCTEMaTa MOXE Jla Ceé HaMMpa U3BbH MaTo4HaTa KyxHHa. TakaBa cMcTeMa cjie/iBa Jia Ob/Jie OTCTpaHeHa;
MOJXKE 1a C€ HAJIOXKK XUPYPruyHa Hameca.

B ro1isMo NpoCNeKTHBHO CPABHUTEIHO HEMHTEPBEHLIMOHATHO KOXOPTHO H3IMTUTBaHE NpH MoTpeOUTENH Ha
BMY (N = 61 448 xxenn) ¢ nepuoa Ha HabmoaeHue 1 roamHa, yectorara Ha nepgopauus € 1,3 (95% CI: 1,1
- 1,6) Ha 1000 nocraBsHus B LsiaTa u3caeasasa rpyna; 1,4 (95% CI: 1,1 - 1,8) na 1000 nocraBsitus B
rpynara Ha Mupena u 1,1 (95% CI: 0,7 - 1,6) va 1000 noctaBsHua B rpynara Ha MmeaHuTe BMY.

Y 1b/DKaBaHETO Ha Mepuosia Ha HabmoieHHe 10 5 roauHKM B noArpyna Ha Tosa u3nursaHe (N=39 009 xkeuu,
u3non3paid Mupena unu meauu BMY, 73% ot Te3u keHH ca pasnonaraii ¢ HHGopMaLHs rmpe3 BCHYKHTE S
FOZAMHH OT MPOCJIEAABAHETO), YCTAHOBEHATA YECTOTATa Ha Nepopalus Mo BCAKO BPEME Ha LIEJIHA S-
roauueH nepuon e ouna 2,0 (95% CI: 1,6 — 2,5) na 1000 nocraBaHus.

KbpMeHeTO 1Mo BpeMe Ha MOCTaBAHETO U MOCTABAHETO /10 36 CEAMHLIM Clie/l paXIaHETO ca MOTBbPACHH KaTo
PHCKOBH (DaKTOPH M B MOArpynara, KOMTo ca OWIM NpocieisiBaHH B MPOIb/DKEHHE HA 5 TOJUHH.

[MpoyuBaHETO NMOKa3a, Y€ KAKTO KbPMEHETO MO0 BpeMe Ha M0CTaBAHE, TAKa U MOCTABAHETO 10 36 ceAMULIU
clle/l pajk/JlaHe ca CBbP3aHH C MOBHILEH PHCK OT nepdopaims (Brxk Tabnuua 2). Te3n puckosu daktopH ca
OunM NoTBLPAEHHU B cybrpynara, npocieaeHa B paMKUTe Ha 5 rofiMHH. /[BaTa pakropa ca He3aBUCHMH OT
BMJ1a Ha noctaBeHoTo BMY.

Ta6auua 2: Yectora Ha nepdopais Ha 1000 nocTaBsHMs 3a LJIaTa U3CIE1BaHa rpyna Hab/Io1aBaHH HaJl
| roguHa, cTpaTHgHUiIMpaHa Nno BpeMe Ha KbPMEHE W NEPHO/ OT BPEME CJIE/l paXK/laHe MPH MOCTaBAHE
(paXkaanu *eHH)

KbpMelilu no BpeMe Ha MoCTaBiHETO HexbpMelu no BpeMe Ha MoCTaBAHETO
[TocraBsHe <36 cCeaAMHIIH 5,6 1,7
C/Iell paXKJaHEeTO (95% CI 3,9-7,9; n=6047 nocraBsauus) | (95% CI 0,8-3,1; n=5927 nocraBsHHA)
[TocTraBaHe >36 ceAMHULIH 1,6 0,7
CJie]l PaXXAaHETO (95% CI 0,0-9,1; n=608 nocraBauus) | (95% CI 0,5-1,1; n=41,910 nocraBsHu)

PuckbT oT nepdopaius Moxe Ja Obae yBeIHUYEH MPH KEHH ¢ PUKCHpaHa peTPOBEP3HA MaTKa.
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[ToBTOPHHAT nperyiel cjiea NocTaBaHe TPA0Ba [1a Clie/iBa yKa3aHUATA, 1aZICHH MO-rope B TO4YKa
MeIHLMHCKH Mperjie/KOHCyaTaums”, BKIIOUYHTEHO ChboOpaXkeHHe 3a W3I0J13BaHe Ha BarHHAJICH
yNTpa3ByKOB Npersiesl, 3a 1a Ce YCTAHOBH NPaBHJIHATa NO3HLMSA Ha cucTemara 4 1o 12 ceaMuULM cnel ToBa,
KOMTO MOTaT 1a ObaT aflanTHPaHH, KaKTO € KIMHHYHO MOKA3aHO MPH KEHH C PUCKOBH (akTopH 3a

nepgopaLms.

Henanunsaliy c€ HULLIKH

AKO INpH Mperie/l KpauilaTa Ha HULLKUTE, C YHUATO NOMOIIL Ce OTCTpaHsBa MupeHa, He Morar J1a ce BUIAT B
HIMAKATa HA MATKaTa, TbPBO TPAOBA /1a Ce M3K/IHYH Bb3MOXHOCTTA 3a HATHYME Ha OpeMeHHOCT. HuikuTe
MOJKE /1a Ca U3TErJIEHH B MaTKaTa WiH B LIEPBUKAIHUA KaHaJ M J1a M3/1A3aT OTHOBO IPH Cjle/Ballara
meHcTpyalus. Clell KaTo ce U3KIK0YH HAJIMYHETO HA OPEMEHHOCT, Pa3noJIOKEHHETO Ha HULLIKHTE MOXE /1a
O'bjle YCTAaHOBEHO Ype3 BHUMATEHO COHAMPAHE C NOAXOAALL HHCTPYMEHT. AKO Te He Morar aa Obaar
OTKPHUTH, TpAbBa /1a ce OOMHMCIIH Bb3MOXHOCTTA 33 CIIOHTAHHO U3XBbpJIsiHE WK nepdopatus. 3a
yTOYHsIBAHE Ha MpaBHIHATA MO3MIIMA HA CHCTEMaTa MOJXKE JIa Ce M3I10JI3Ba BarHHAJIEH YJITPa3sByKOB Iperie/l.
B ciyuaii, ye yaTpa3ByKOBHAT NpeErie/l HE MOXE Jla Ce MPOBEJIE WM € HEYCMELIeH, MOXE /1a C€ NMPHIIOKH
PEHTTEHOBO M3CJIe/IBaHe 3a JIOKaIu3upaHe Ha MupeHa.

HeuecTo KbpBEHE/aMeHOpes

[Tpu skeHHU BB (pePTHIIHA BH3PACT HEYECTO KbpBEHE W/HJIM aMEHOpes Ce pa3BUBaT nocreneHHo npu 20 % ot
xenute. B kpas Ha ronuHa 8 ot ynorpebara Ha MupeHa, HEHeCTO KbpPBEHE H aMEHOpes C€ Cpeluar
CHOTBETHO 1pH 26% u 34% ot norpebuTenure Ha MupeHa. 3a Bb3MOXKHA OPEMEHHOCT MOXKE /1a C& MHCIIH,
AKO MEHCTPYaLlHs HE HACTBIM 6 CEAMMLM ClIe/l HAYAI0TO Ha NpeIMIiHaTa MeHCTpyauus. [1pu xxeHure ¢
aMeHopes MOBTOPEH TECT 3a OPEMEHHOCT He € HEOOXOIMM, OCBEH aKO HE IO HaJIOKaT APYTH CHMIITOMH.

B ciyuaure korato MupeHa ce KOMOMHKMpA ¢ NPOAB/DKUTEIHA ECTPOreH-3aMEeCTHTETHA Tepalts, MpH
MOBEYETO KEHH NOCTENEHHO HACThIIBA aMEHOPes Mpe3 MbpBaTa roJIMHa Ha JIeYeHHE.

Hudekuus B 0bnacTra Ha MaJIKHA Ta3

ArMkauMoHHara Tpbba 3aimurasa MupeHa OT KOHTaMHHALIWA ¢ MMKPOOPraHH3MH 110 BpeMe Ha
NOCTABAHETO i B MaTKaTa. AIMIMKATOPBT € ClELMATHO Ch3/1a/ICH, 3a 1a HAMaJIM pUcKa oT HHGeKLHH. [Tpu
KEHHTE, W3MOI3BALIH MEHH BbTPEMATOYHH NMPOTHBO3a4aTh4yHH cpeacTBa (BMC), pckbT OT HHGEKLHH B
Ta3oBara o6nacT e Haii-BUCOK M0 BPEME Ha MbPBHA Mecell CJIe/l MOCTaBAHETO, a clie/l ToBa cnaja. M3secreH
pHCKOB (hakTOp 3a Bb3MATHTENHO 3a00/1sBaHe B Ta30BaTa 00/1aCT ca MHOMOOPOHHHTE CEKCYaTHH MapTHbOPH.
Ta3oBaTta HH(MEKIMA MOXKE 1a UMA CEPHO3HHM MOCIEACTBHSA, KATO MOXE /1a HaMalk PepTHIHTETA H MOBHLIHN
PHCKa OT eKTONMH4YHa OPEMEHHOCT.

KakTo npH JApyruTe FTMHEKOJOMMYHH WM XUPYPrHYHH NPOLIEIYPH, MOXKE /1a Bb3HHKHE TeXKa HHPEeKLHNsS WK
cencuc (BIJIFOUMTETHO CENCHC, TIPEIM3BUKAH OT CTPENTOKOKH rpynaA) cinen nocrassiHe Ha BMC, Bbrpexu

Y€ TOBA € H3KJTOYHTCITHO PAKO.

AKO JKEHATa UMa PEKYPEHTEH EHAOMETPUT WK MH(EKLMH B Ta30BaTa 06J1aCT WM aKO OCTpaTa MH(EKLH €
TEXKA WIH HE Ce MOBIMABA OT JICYEHHE B PAMKHMTE Ha HAKOJIKO AHH, MupeHa cne/sa 1a Obe oTcTpaHeHa.

[IpenopbuBat ce 6aKTEPHOJIOTHYHH U3CIIEABAHUA U HA0JII0AEHHE IOPH MPH TUCKPETHH CHMIITOMH Ha
HHpEKLIUA.

H3xBbpiisHe

B pamkuTe Ha KIMHHYHUTE NPOy4YBaHHUA ¢ MHpeHa 3a MoKa3aHHWETO KOHTPALICTLIHA 4€CTOTaTa Ha
H3XBbPJIAHE Ha BbTPEMATO4HATA JIEKAPCTBOAOCTABAIIA CHCTEMA € HUCKA (<4% OT MOCTABEHHMTE) U B ChLIHTE
rpaHULIM, KakTo chobiaBanuTe 3a Apyru BMC. CHMNITOMHTE HA YaCTHYHO WM ITBJIHO H3XBBPJISAHE Ha
MupeHa, MOXe /1a BKJIIOYBAT KbpBeHE WK 6osika. Br3MOXHO €, obaye, cucTeMara 1a Obae U3XBBPJIEHA OT




mMaTkara ¥ 0e3 xeHara Ja 3abesexu ToBa M J1a JoBeje 10 3aryba Ha KOHTpaLenTHBHATa 3aliMTa. i kaTo
MupeHa HamajisiBa MEHCTPYAIIHOTO KbPBEHE, 3aCHJIBAHETO MY MOXKE /1a € MHANKALIUA 32 U3XBBPIAHETO H.

PUCKBT OT U3XBBPJIAHE € MOBUILLEH MPH
e )KeHHu c aHaMHE3a 3a TEXKKO MEHCTPYAIHO KbpBEHE (BKJIIOUHTETHO KEHH, KOWTO W3noj3BaT MupeHa
3a JIeYEHHE Ha TEKKO MEHCTPYaJIHO KbPBEHE)
e )KeHM c mo-BMCOK HHJEKC Ha TeJieCHaTa Maca KbM MOMEHTA Ha NOCTaBAHE, TO3H PHCK C€ YBE/IH4YaBa
MOCTENEHHO C MOBHLIIABaHE HHIEKCa Ha TeJieCHaTa Maca.

Xenure TpabBa 1a 6bAAT KOHCYNTHPAHH M0 OTHOLIEHHE HA Bb3MOXHHUTE NMPH3HALIM HA U3XBBPJIAHE U KakK J1a
NpoBepABaT HUILKKUTE HAa MUpEHa, U CHbBETBAHM J1a C€ CBBPXKAT C JieKaps CH, aKo HE MOrar Jla Hanunar
nuwkuTe. TpsabBa na ce u3non3sa 6apuepeH METO/ 3a KOHTpALENLKs (KaTo Npe3epBaTHB) 10KaTO He ce
MOTBLPAH MECTOMOJIOKEHHETO HAa MHpeHa.

YacTHYHOTO W3XBBPJIAHE MOXKE [1a MOHWXKHK ePUKacHOCTTa HAa MupeHa.

YacTHyHO H3XBbpJieHaTa MupeHa TpaOBa 1a 6bae oTcTpaHeHa. B MOMEHTa Ha OTCTpaHABaHE MOXKe /ia ce
[MOCTaBH HOBA CHCTEMA, MPH YCIIOBHE Y€ € U3KIIoYeHa OpEMEHHOCT.

Pak Ha rbpaaTa

[Tpu MeTa-aHaM3 Ha 54 eNUAEMHUOIOTHYHH NPOY4BaHHUs ce ChOOIaBa 3a JIEKO MOBHILIEHHE Ha
orHocuTesHus puck (RR = 1,24) ot pak Ha rbpaara, AHarHOCTULIMPaH TMPH KEHH, KOUTO Ca H3MOJI3BAJIH B
MOoMeHTa KoMOMHHMpaHH nepopanHH KoHTpauenTusH (KIIK), mpeauMHO NpoayKTH, ChAbpXaLlH €CTPOreH-
nporectareH. JIOMbJIHUTEIHHAT PUCK NMOCTENEHHO H34e3Ba B NMPOAbDKeHHE Ha 10-Te roanHu cnes cnupaxe
na ynorpe6ara Ha KITK. Twit karo pakbT Ha rbpaara € paabK pH xeHH noa 40-roauuiHa Bb3pacT,
JOMBIIHUTETHUAT Opoii HAa THArHOCTUIIMPAH PaK Ha I'bpAaTa B HACTOALLMTE U CKOPOLUHUTE MOTPEOHTEIH HA
KITK e Manbk B CpaBHEHHE ¢ OOIIMS PHCK OT paK Ha rbpjara. Bb3aM0OXHO € pHCKBT OT pak Ha rbpaara rnpH
KEHHUTE, U3MOJ3BAlllH CAMO NporecTareH-chabpkally Tabnerky, na e nogobeH Ha pucka, csbp3aH ¢ KIIK.
[Ipn MpoayKTHTE, ChAbPXKALLK CAMO NporecTareH, odaye 10Ka3are/icTBara ceé OCHOBaBaT HaA MHOI'O Mo-Majka
nomnyJaums noTpeduTe I 1 NOpajH ToBa ca no-mMayko ybeaurenuu orkonkoro npu KIIK.

PHCK npH )XeHH B MEHOMay3a

PUCKBT OT pak Ha rbpjaTa ce yBeJuuaBa npH *eHH B MEHOMNay3a, U3r0/3Ballld CHCTEMHaA (T.€. nepopaiHa
WM TpaHcaAepMasiHa) xopMoHo3aMecTHTenHa Tepanus (X3T). To3u puck e no-BUCOK NPH KOMOMHHpaHa
X3T, cbhabpiKalla eCTPOreH —[porecTareH, OTKOJIKOTO caMo ¢ ecrporeH. Tpsa0bBa a ce HanpaBu cripaBka
CBIILLO H C MPOAYKTOBAaTa HHPOPMALIUA HA ECTPOreHHUA KOMIIOHEHT 3a JIONTbJIHUTETHa HHpOpMALHS.

M3BbHMaTo4Ha OpEMEHHOCT

JKeHu ¢ aHaMHe3a 3a U3BbHMAaTO4YHa GpPEMEHHOCT, ONepaTHBHA HaMeca BbPXY MaTOYHUTE TPHOM WIIH Ta30Ba
uHGEKLMA ca H3NI0KEHH Ha MO-BUCOK PHCK OT EKTONMHYHA OpeMEHHOCT. BeposTHOCTTa 3a HAW4Ke Ha
M3BBHMATOYHA GPEMEHHOCT cie/1Ba 1a ce 0OOMHUC/M B Ciiyuait Ha 6osika B 10J1HaTa 4acT Ha Kopema, 0cobeHo
ChYETaHA C JIMIICA HA MEHCTPYAJTHO KbPBEHE WJIM KOraTo IPH JKeHa C aMEHOopes 3arno4yHe KbpPBEHeE.
AGCONIIOTHHAT PUCK OT EKTONMYHA OGPEMEHHHOCT MPH KEHH, H3NMOI3BALIM MHpeHa € HUChK, nopaau odLiaTa
HaMaJIeHa BEPOATHOCT OT 3a0peMeHsABaHe NpH KEHHU H3Non3Bald MUpeHa B CPaABHEHHE C KEHH, KOMTO HE
M3MOJI3BAT HUKAaBa KOHTpaLEeNnu#s. B rojisMo npocneKTHBHO CPABHHUTEIHO HEHHTEPBEHLIMOHATHO KOXOPTHO
Mpoy4BaHe C MepHo/ Ha HablloleHHe OT €/IHa FOINHA, MPOLEHTHT Ha U3BbHMATOYHA OPEMEHHOCT MpH
uinos3Bane Ha Mupena e 0,02%. B K 1IMHHYHHM H3NUTBaHUA, aDCOJIIOTHATA YECTOTA Ha NOsABA HA EKTOMHYHA
6peMeHHOCT npH ynoTtpeba Ha Mupena e npubauzurento 0,1 % roaumHo, cpaseHeHo ¢ 0,3-0,5% roanumno
MPH KEHH, KOUTO HE H3M0/3BAaT HHKAKBA KOHTpaLeniMs. AGCOMIOTHHUAT PHCK OT EKTONMHYHA OPEMEHHHOCT
NpH )KEHHU, H3Nno3Ba MupeHa, e HUCbK. Bbrpeku ToBa, KoraTo eaHa xeHa sabpemenee ¢ Mupesa in situ,
OTHOCHTEJTHHAT PUCK OT EKTONHYHA OPEMEHHOCT Ce yBEJIH4YaBa.




YrosemeHH GonukyIu

Tbii KaTO KOHTPALENTHBHUAT epeKT Ha MHUpeHa € r1aBHO JIOKalieH, OOMKHOBEHO IPH XKEHH BbB (epTHIIHA
Bb3PACT C€ MOSBABAT OBYJIATOPHH LMKJIH ¢ onukynHa pyntypa. [Tonskora aTpe3usTa Ha QoHKyJIHTE Ce
3a6aBs ¥ GoIMKyIOreHe3aTa MoXe J1a NpoaAb/kU. Te3n yroneMeHH GOoIHKY/IH He MOXKe aa Obaar
pa3rpaHHYeHH KJIMHHYHO OT OBapHAIHH KHCTH. YTOJIEMEHH (POJTUKYJIH Ca THArHOCTHLIHPAHH NpH 12% ot
EHUTE, u3nos3paiu Mupena. [ToBeueTo oT GONHKYJIMTE Ca ACHMITTOMHH, HO MOraT Jia 0b/1aT ChIPOBOAEHH
¢ 6osika B MAJIKMA Ta3 WIH JAHUCNApEYHHS.

B noseyeTo ciiy4yau yrojieMeHuTe (OJIMKYJIH NpeThprsBaT 00paTHO CIOHTAHHO pa3BHTHE 3a 11BA 10 TPH
mecela HabmoieHHe. AKO TOBa He Ce CJIy4H, Ce NMpenopbyBa MpoAb/KEHHE Ha YJITPa3ByKOBHA MOHHTOPHHT
M MPHIAraHeTo Ha JAPYry AHarHOCTHYHW/TepaneBTHYHH MEPKH. B peaku ciyyau Moxke /1a ce HaJI0XKH
XMpYPru4ecka HHTEPBEHLIHUA.

[ICHXHYHH HApYLIEHHA:

JIoOpe U3BECTHH HEXKEJIAaHW PeaKilMu MpH yrnoTpedbara Ha XOPMOHAJIHH KOHTPALEIITHBH Ca ENMPECHBHO
HacTpoeHHe M nenpecus (Bx. Touka 4.8). Jlenpecusta Moxe /1a Ob/Jie cCepHo3Ha U € 100pe U3BECTEH PHCKOB
dakTop 3a CyMUHIHO NMoBeaeHHe U caMoyOuiicTBo. JKenute TpsOBa na Ob1aT CbBETBAaHH /1a C€ CBbPXKAT C
MEAMLIMHCKHS CH CNEeLHAJIMCT B ClIy4ai Ha MPOMEHH B HACTPOECHHETO H JIETIPECHBHH CHMIITOMH,
BKJIDYMTETHO U CKOPO ClI€]l 3aro4YBaHe Ha JICYECHHETO.

[Ipeana3zHu MEPKH 110 BpEME HA OTCTPAHsABaHE

VrpaxxHABaHETO Ha JOMb/IHUTEIHA CHJIa/OCTPH HHCTPYMEHTH MO BpEME Ha OTCTPaHABAHE MOXe Na
Npe/IM3BUKa CYyNBaHe Ha cHMCTeMara (BX. Touka 4.2). Cnen orcrpaHsBaHe Ha MupeHa, cucremara TpadBa zia
Ob/Ie MPOBEPEHA, 3a J1a Ce YBEPHUTE, Y€ € LiAJ1a U HAITb/IHO OTCTPaHEeHa.

4.5 BsaumoaeiicTBHe C APYrH JIeKAPCTBEHH NPOAYKTH H APYrH GOPMH HA B3aHMOeHCTBHE

3abenexka: TpabBa na ce HanpaBu cripaBka ¢ HHPOpPMALIUATA 32 MPEANUCBAHE HA ChITbTCTBALLMTE
JIeKapCcTBa, 3a J1a ce HACHTU(OHULMPAT NOTEHLUHATHUTE B3aUMOJIEHCTBHA.

4.5.1 EdexT Ha ApPYrH JeKapcTBeHH NPOAYKTH BbpXy Mupena

Morar /1a HaCTBIAT B3aUMOIEHCTBHA C JIEKAPCTBA, KOMTO HHYLIMPAT HJIH HHXHOMPAT MHKPO30OMaIHHTE
€H3UMH, KOETO MOXKE /1a 1I0Be/1€ /10 MOBHIIIABAHE WJIM HAaMaJ/IiBaHE HAa KJIHPbHCA HA MOJIOBUTE XOPMOHH.

Bemecmea, yeeauvasawju KIupvHca Ha 1esonopeecmpen, Hanpumep.

®denuTouH, 6apOUTYpaTH, NPUMKHIOH, KapdaMasenuH, pudaMULMH U BEPOSTHO ChIIO OKCKapOa3ernHH,
tTonupamar, penbamar, rpuzeoQysiBUH U MPOJYKTH, ChIAbPKALIH HKbJIT KAHTAPUOH.

BnusHHETO Ha TE3H JICKApCTBa BbpPXY KOHTpAUECNTHBHATA e(bmcacumrr Ha MHPCH& HE € H3BCCTHO, HO HE CC
CMATA, Y€ € OT roJiAsMO 3Ha4YCHHE nopajaH JIOKAJIHHA MEXAHH3IBM Ha NIEHCTBHE.

Bewjecmea ¢ npomennueu eghexmu bpxy KiupvHca Ha 1€60HOP2ECMpe.

[Tpu eaHOBpEMEHHO MpUIOKeHHeE ¢ noJoBH xopMoHH MHOro HIV/HCV npoteasHu n He-HYKJI€O3HAHH
MHXUOUTOPH Ha oOpaTHAaTa TPAHCKPHIITA3a MOraT /1a YBEJIHYaT WIH J1a HAMAJIAT [UIa3MEHHTE KOHLEHTpaUHrH
Ha MPOreCTHH.

Bewjecmeaa, namanagawu KnupvHCa Ha 1e8oHopeecmpen (eH3uMHu unxubumopu), Hanp.:

Cuinu u ymepenu uHXuburopu Ha CYP3 A4 kaTo a30/10BH NPOTHBOrbOMYHH Cpe/ICTBA (Hanpumep
¢I1yKOHAa30J1, HMTPAKOHA30J1, KETOKOHA30J1, BOPUKOHA30]1), BepanaMHJi, MaKpoJIWIH (Hanpumep




KIaPHTPOMMLIMH, EPUTPOMULIMH), IUJITHA3EM H COK OT rpeindpyT Morar ja noBMIIAT MIa3MeHHTE
KOHLEHTPALMK HA MPOreCTHH.

4.6 @epTHanTeT, OPEMEHHOCT H KbpMEHE

bpeMeHHOCT

MupeHa He TpabBa J1a ce U3I10/13Ba MPH ChLIECTBYBALLA WIH M0/103MpaHa OpeMeHHOCT (BX. Touka 4.3). B
cnyu4ait Ha 3abpemeHsBaHe 10KaTo ce u3noa3sa Mupena, cucremara TpsbBa 1a Ob/ie OTCTpaHeHa Bb3MOXKHO
Hal-CKOPO, Thil KATO BCEKH BbTPEMATO4YEH KOHTPALIENTTHUB, OCTABEH in Sifu, MOXE J1a MOBHIIH PHUCKa OT abopT
W MpexeBpeMeHHO paxaaHe. OTcTpaHaBaHeTo HA MUpeHa WK U3CJIeIBAHETO HA MaTKaTa MOXe ChILO /1a
npean3BUKa crioHTaHeH aboprt. TpabBa 1a ce M3KJIKOYH EKTONHYHA OPEMEHHOCT.

AKO XeHara XeJae /1a Mpoab/DKH OpeMEeHHOCTTa M CHCTeMarTa He MoXke 11a Ob/1e OTcTpaHeHa, T4 TpadBa 1a
Ob/ie nMpeaynpeaeHa 3a PUCKa H Bb3MOXHHTE MOCJIEACTBHA OT NMPEXKAEBPEMEHHO pa)k/laHe 3a 1eTeT0. XOAbT
Ha TakaBa OpeMeHHOCT TpsOBa BHMMATEJIHO J1a ce npocienu. XXenara Tpabsa aa Ob1€ HHCTPYKTHpPaHa Jia
cb0oOLIaBa 3a BCHYKH CUMITTOMH, KOUTO 0Ka3BaT YCJIIOXKHEHHA Ha OpEMEHHOCTTa, KaTo CracTHYHa KOpeMHa

OoJika ¢ Temneparypa.

OcBeH TOBa HE MOXeE JIa C€ U3KJIIOYH MOBUILIEH PUCK OT BUPWIM3HPALLH €PEKTH NPH KEHCKH (PeTycH,
Mopajii BbTPEMaTO4YHATa EKCIO3HLIMA HA JIeBOHOprecTpes. MmMa u30/MpaHH ciiy4yan Ha MacKyJIMHH3alMs Ha
BLHILIHHTE MTEHUTAIMH MPH KEHCKH PETYCH CIIE/1 JIOKATHA EKCIO3HUIIHA Ha JIEBOHOPreCcTpel Mo BpeMe Ha
OpeMEHHOCT ¢ NMOCTaBEHA JIEBOHOPrecTpei-0cBo00XK 1aBallla BbTPEMATOYHA CHCTEMA.

KbpMeHe

Oxouno 0,1 % ot n03aTa Ha JIEBOHOPrecTpe/i MPeMHHaBa B IETETO M0 BPEME Ha KbpMeHe. MaJiko BEpOATHO €
KOJIMYECTBOTO JIEBOHOprecTpeJi, 0cBOO0XKAaBaHO OT NocTaBeHaTa B MaTkara MupeHa, 1a npe/crasisBa pucK
3a nerero. He ca peructpupanu BpeHH e(PEKTH BbpXY pacTeka U pa3BUTHETO Ha KbpPMa4veTo, KOraro ce
u3nosizBa MupeHa, 6 ceaMuuM cnea paxaaHe. CaMOCTOATE/IHATa TEpaIHA ¢ MporecTareHd He NOBJIHABA
KOJIMYECTBOTO M KA4€CTBOTO HAa KbpMara.

DepTUIHTET

Cnen orcrpaHsBaHe Ha MUpeHa, )KEHUTE Ce BPbIIAT KbM HOPMAITHHUA CH (PEPTHITHTET.

4.7 EdexTH BbpXy cnocobHOCTTA 32 IopHpaHe H paboTa ¢ MALIHHH

He ca npoBexnaHu u3cneaBaHus Ha ePeKTUTE BbpXY cnocoOHOCTTa 3a wodHpane U padoTa ¢ MalIHHH.

4.8 HexenaHH JIeKAPCTBEHH PEeaKIHH

Pe3iome Ha npoduiia Ha 6€30NMaCHOCT

Hexenanure edekTH ca No-4eCTH Npe3 MbPBUTE MECELH CJIe/l TOCTaBAHETO W OT3BY4aBaT IpH
npoab/pkUTeNHa ynorpeba. OcBeH HexenaHuTe eexTH, H3bpoeHH B ToUKa 4.4, ClieIHATE HEXKeNaHH ePeKTH
ce cboOIIaBaT NPH )XEHHU, U3Noa3Balli MHUpeHa.

MHoro yectuTe Hexenanu edextu (= 1/10) BknouBaT KbpBEHE OT MaTKaTa/BllaraJIMILETO, BKJI. 3allafnBaHe,
OJIMIFrOMEHOpes, aMeHopes U 100pOKaYeCTBEHH KUCTH Ha SHYHHUKA.

[Tpn epTHIHH KEHH CPEAHUAT OPOIl HA AHHW/MECELIH ChC 3allalBaHe HAMAIABA MOCTENEHHO OT JA€BET Ha
4eTHPH JIHHU MPe3 MbPBUTE LIECT Mecela Ha ynoTpeda. [IpoLeHTHT Ha )EeHHTE C YAB/DKEHO KbpBEHE (MoBeye
oT oceM nHH) HaMmansBa ot 20% Ha 3% npe3 NbPBUTE TPU Mecela Ha ynoTpeda. B KIIMHUYHUTE H3NMUTBAHHA
[pe3 MbpBaTa roguHa Ha ynorpeba 17% ot xeHUTe ca MoJlyYHIH aMeHOpes C MPOJABJDKHTETHOCT OT HaH-
MaJIKO TpH Meceua. B kpas Ha roguna 8 ot ynorpedbara Ha MupeHa, NpOAb/DKHTEIHO KbPBEHE H HEPEIOBHO
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KbpBEHE ce cpelar cboTBeTHO npu 3% u 10% ot notpeburenure Ha MupeHa; ameHopes ce cpelia npu 34%
H pAAKO KbpBeHe npH 26% ot norpeduTesinTe Ha MupeHa.

Koraro MupeHa ce u3nosi3Ba B KOMOHHALMA C MPOABIKHUTEHO JIEYEHHE C ECTPOreH 3aMECTHTEIIHA TEpanus,
NOCTENEHHO KbPBEHETO CMMPA MPH NMOBEYETO XKEHH M0 BpEME Ha ITbpBaTa roJIMHa.

Yecrorara Ha 10OpOKa4Ye€CTBEHUTE KHCTH HA AHYHHUKA 3aBHCH OT H3MOJI3BAHHTE AMArHOCTHYHH METO/IH, a B
KIMHUYHHMTE W3MHATBAHUA YBETHYEHH (POIIMKYJIM ca IHarHOCTULIMPaHH NpH 12% OT *keHHUTe, U3M0JI3BaLLH
MupeHa. [loBeueTo oT ponukyuTe Ca aCUMIITOMHH M M34€3BaT B PAMKHTE HAa TPH MECELa.

CrHMCBhK Ha HEXEJIAHMTE JIEKAPCTBEHU PeakL MK B TaOIHYEH BU/I

B Tabsuua 3 no-101y ca NpeCTaBEHH HEeXeIaHHTE peakliMM N0 CHCTEMO-OpraHHH Kinacose Ha MedDRA
(MedDRA SOCs). YectoTuTe ce OCHOBAaBAaT Ha JaHHH OT KJIMHUYHHUTE M3NMTBAHUA.

HexenaHu peakLuH MpU KJIHHWYHH W3MHTBAHUA MPH MOKa3aHHETO MPOTEKLIHA HA €HIOMETPHyMa OT
XMMEepIUia3us Mo BpeMe Ha ECTPOreH 3aMeCTHTE/IHA Tepanus (BKIo4YBalM 514 xenu 1 1218,9 xeHa-roamtm)
ca HabI101aBaHK NPH 110100Ha Y€CTOTA, OCBEH aKO HE € MOCOYEHO APYro B OEIEHKH M0J1 JIMHHA.

Tabauna 3: HexxeNaH! JIEKAPCTBEHU PEaKLIMH

Cucremo- MHoro 4ecTH YecTn HeuecTH Peaxu C HeH3BecTHA
OpPraHHH (= 1/10) (= 1/100 oo (= 1/1000 no (= 1/10 000 no 4eCcTOoTa
KJjiacoBe <1/10) <1/100) <1/1000)
Hapymenus Ha CBpbX4yYBCTBHUT
HMYHHATA €JIHOCT,
CHCTEMA BKJIIOYMTEITHO
0bpus,
YPTHKApHA H
aHrHoeneM
Mcuxu4ynu JlenpecuBHO
HaApYLIEeHHS HacTpoeHHue/
Henpecus
[ToHuxkeHo
nubu10
Hapywenuns na | ['naBobonue MurpeHa
HepBHaTa
CHCTEMA
CobaoBu 3amasHOCT
HapyUIeHHH
Cromammuo- Kopemuu ["aneHe
YpeBHH Oonku/60JKH B
HApYUIEHHHA Tas3a
Hapymienus Ha AKHe Anoneuus
KOXKATa H XHp3yTH3BM
NOAKOXKHATA
ThKaH
Hapymenus Ha bosika B
MYCKYJ/IHO- rbpba**
CKeJIeTHATA
CHCTeMa,
ChbelHHHTEJHAT
a ThKaH H
KOCTHTE
Hapymenus Ha | [IpoMenu B Mudexuuu Ha [lepdopauus Ha
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Bb3NPOH3BOAH- | KbPBEHETO, FOPHUTE maTkara***
TeJIHATA BKJIKOYHTEJIHO reHUTAJIHH
CHCTEMA H yB€JIHYaBAaHE U | MbTHUILA
rbpaara HamasisBaHe HA | KuctH Ha
MEHCTPYAJIHOTO | SHYHHULIUTE
KbpPBEHE, JucmeHopes
3alanBaHe, bonka B
OJIMTOMEHOpEA U | rppauTe**
aMeHopes H3xebpnsHe Ha
BynBoBaruHuT* | BhTpeMaTO4HaTa
BaruHaiHa KOHTpaLEenTHBH
cekpeuus* a cucrema
(HaMBJIHO M
4aCTH4YHO)
Hicaensanus YBenuueHue Ha [loBuiIIaBaHe Ha
TErJI0TO KPbBHOTO
HaJIAraHe

U3non3saH e Hali-noaxoasimna TepMuH MedDRA 3a onucanue Ha onpenesneHa peakiuus U HEHHUTE
CHHOHHUMH M CBbP3aHH CbCTOAHHA.

* U3nuTBaHHA 32 NPOTEKLIMA HA €HIOMETPUYMaA: ,,4eCTH"

** UsnuTBaHUA 32 NPOTEKLMA HA EHAOMETPHYMa: ,, MHOI'O Y€CTH™

*** Ta3u yecToTa C€ OCHOBABA Ha roJiIAMO MPOCNEKTUBHO CPABHUTEJIHO HEUHTEPBEHLIHOHATHO KOXOPTHO
M3MUTBaHe Npu norpeduTenn Ha BMY, koeTo noka3ssa, Y€ KbpMEHETO 110 BpeME Ha NOCTABAHETO H
nocTaBsHe 10 36 CEIMHLIM CJIe/l paXK/IaHETO Ca He3aBHCHMH PUCKOBH GakTopH 3a nepdopauus (BHKTE
Touka 4.4). B KIMHHYHHTE U3NUTBAHUA ¢ MUpPEHa, KOUTO M3KJIKOYBAT KbPMaYKH, 4YecTOoTaTa Ha nepgoparms

€ ,,peaKu”.

OtaenHo nmpoyuBaHe ¢ 362 )KeHH, KOUTO ca M3MnoJ3Bali MupeHa noseye OT 5 roJiMHM nokassa
rocJie10BaTesieH Npodu Ha HeXeJIaHMTE peakLMu MEexX1y roauHu 6 u 8.

Onucanue Ha H36@HH HCXCJIdaHH PCAKLIHH

UHbekunu U MHpECTaLHH

Cnen noctassine Ha BMC ce cboOuiaBar ciyqan Ha Cerncuc (BKIKOYHTETHO CENCHUC, MPEeJU3BHKaH OT
CTPENTOKOKH rpynaA) (Bux Touka 4.4).

CocrosiHud CBbP3aHH C 6@MEHHDE!:!§, POAOBHA H NOCIEPOAOBHA NEPHOA:

Koraro eaHa xeHa 3abpemeHee ¢ MUpeHa in sifu, OTHOCHTEJIHUAT PHUCK OT EKTONMHYHA OPEMEHHOCT Ce
nosuiIasa (BHX Touka - CrnieliMaliHy NpeaynpexaeHHs H Npeana3Hi MEPKH NpH ynorpeoda).

Hﬂ[;!I.I.IBHHH Ha Bb3IPOH3BOJAHTE/IHATA CHCTEMA H I'bpJaTd.

PUCKBT OT pa3BMTHE Ha paK Ha rbp/aTa € ¢ HEU3BECTHa YeCcToTa, Koraro MupeHa ce U3noJsi3sa 3a
MOKa3aHWETO MPOTEKLIMA Ha EHJIOMETPUYMA OT XHUIIEPIUIa3Hus MO BPpEME Ha €CTPOreH 3aMECTHTE/IHA Tepanus.
Cpo0LuaBar ce cily4au Ha pak Ha rbpjara (C HEM3BECTHA YE€CTOTa, BX. TO4Ka 4.4).

ChoOluaBaHe Ha NoJ03MpaHd HEXeJIaHW PeaKLUH

C10o01aBaHeTo Ha MoJA03MPaHH HEXEJTaH! PeakLMH crie/l paspeluaBaHe 3a ynorpeda Ha jieKapCcTBEHHs
MPOAYKT € BaXHO. ToBa No3BoJiABa Ja MPOABL/IXH HabII0IEHHETO HA CHOTHOLLIEHHETO MOJI3a/PHCK 32
JieKapcTBeHUs NMpoaAyKT. OT MEAMLIMHCKHTE CNIELIMATHCTH C€ H3UCKBA J1a ChoOLIaBaT BCAKA NMOJA03HpaHa
HeXXeJlaHa peakuus 4vpes

HM3nbaHKTEIHATA areHLUMA 110 JieKapcTBaTa

yi. ,,Jlamsas ['pyeB” Ne 8

1303 Codus
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Ten.: +359 2 8903417
yebOcaiiT: www.bda.bg

4.9 [Illpenosnpane

Henpunoxumo.

5. ®APMAKOJIOTHYHH CBOHUCTBA

5.1 ®apmakoaAHMHAMHYHH CBOHCTBA

®dapmakotepaneBTHuHa rpyna: [lnactMacosa cnupasna ¢ nporecrareH
ATC xon: GO2BA 03.

JleBOHOpPrecTpes € NporecTareH ¢ aHTU-eCTPOreHHO AEHCTBHE, KOMNTO HAMHUpa PA3InYHH MPHIIOKEHHUA B
FMHEKOJIOrMATA: KaTo MPOrecTareHOB KOMIMOHEHT Ha MNEePOPAIHUTE KOHTPALIEITHBH, ITPH XOPMOHO-
3aMECTHUTEJIHATA TePANMs MK CAMOCTOATENIHO KaTO KOHTPALIENTHB noj popmara Ha TabNEeTKH, ChAbpXKalllH
CaMo MporecTareH, Wiu KaTo cybiepMaiHy UMIUIAHTATH. JIEBOHOprecTpesl MOXe Jla ce NPHIIOKH H
JIMPEKTHO B MAaTOYHATa KYXHHa C BbTPEMATO4YHa JIEKapCTBOAOCTaBAIa cHcTeMa. ToBa no3BoJisiBa
M3I10/I3BAHETO HA MHOTO HUCKH JIHEBHH 1034, Thii KATO XOPMOHBT C€ 0CBODOX1aBa IUPEKTHO B NPHLIETHHA
OpraH.

MupeHa MMa rJIaBHO JIOKAJTHK NMporecTareHHH epekTd B MaroyHaTa KyxuHa. BHcokaTa KOHUEHTpaLMUs Ha
JIEBOHOPrecTpesl B eHAOMETPHYMa HaMalifnBa Opos Ha ECTPOreHOBUTE H MPOreCTEPOHOBUTE PELIENTOPH, KaTo
M0 TO3M HAYMH HaMasaBa YyBCTBUTEHOCTTA HAa €HIOMETPHYMA KbM LIMPKYJIHPALIUA €CTPaHoN H
ynpaxKHsBa CWieH antunponandeparuseH epekr. [1o Bpeme Ha ynorpebara Ha MupeHa ce Habmo1aBar
MOP(}OJIOrHYHH NMPOMEHH HAa EHAOMETPHYMa M cilaba oKaIHa peakius THI YYXKI0 T10. 3anebeNsBaHeTo Ha
JIMraBMIlaTa Ha LIEPBUKCA 3aTPy/AHABA MHHABAHETO HA CriepMara npe3 LEpBUKATHUA KaHal. JlokanHara cpesa
Ha MaTKaTa 4 Ha TpbOUTE HapylaBa PYHKUHMATA H NOABHXXHOCTTA Ha CIIEPMATO30M/IMTE, KAaTO MO TO3H HA4YMH
npeaoTsparaBa peprunuzaumsTa. [IpH HAKOH KEHHU Ce NOTHCKA OBYJIALIMATA.

KonTpauenTriBHaTa epUKacHOCT HAa MupeHa e u3neaBaHa B 5 roJieMH KJIMHUYHM Npoy4BaHus ¢ 3330 KeHH,
u3non3paid Mupena. KourpauentuBHata epukacHOCT Ha MupeHa ciell 5 roaMHH € H3ciie/IBaHa B
KJIMHHYHO NpoyuBaHe ¢ 362 XeHH, U3non3Baiu MupeHa, ot KouTo 221 eHH ca NPUKIIOYHIIK B roJIHHa 8
oT npoy4BaHeTo. [1o Bpeme Ha roauHu 6 10 8 crenenTa Ha Heycnex (Pearl unaekc) e 6una 0,28 [95% Cl
(0,03, 1,00)]. KonTrpanenTuBHaTa akTHBHOCT Ha MupeHa e 060buieHa B Tabiuua 4.
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Ta6.auua 4: KymynatvBHa creneH Ha Heycnex (%) u creneH Ha HeycneX (Pear]l nHaekc)

lNoauna KymyaaTuBnara crenen Ha| CreneHnra Ha Heycnex
Heycnex (%)* (Pearl Index)
(95% CI) (95% CI)

KonTpauenTHBHa epHKACHOCT N0 Bpeme Ha roauHH 1 10 5
(N= 3330, C60pHH JaHHHM OT W3MUTBAHUA 3@ KOHTPALETILIMS 110 5 rOJAMHH)
[loauna 1 0,20 (0,09; 0,46) 0,21 (0,08; 0,45)

Noauuu 1 10 5 0,71 (0,37; 1,33)

KonTpauenTHBHa epHKACHOCT MO BpeMe Ha rojiHHH 6 10 8
(N=362, [lponwnkeHue Ha npoy4BaHe 3a MupeHa)

lonuna 6 0,29 (0,04; 2,05) 0,34 (0,01; 1,88)
["'opuua 7 0,40 (0,01; 2,25)
["onguHa 8 0,00 (0,00; 1,90)
["oauHKn 6 no 8 0,68 (0,17; 2,71) 0,28 (0,03; 1,00)

*Meton Ha Kaplan Meier

CreneHuTe Ha HEYCMneX BKIIOYBAT U OPEMEHHOCT, Ib/IKAallla C€ Ha HEYCTAHOBEHO H3XBBPJIAHE, H
nepdopaiumu. [Tono6Ha koHTpaLenTHBHA e()MKACHOCT ce HabI0/1aBa U NPH MPOBEICHO OOLIMPHO
MOCTMAPKETUHIOBO Mpoy4BaHe ¢ noseye ot 17000 xeHu, usnon3sammu Mupena. Twit kaTo ynorpebara Ha
MupeHa He H3MCKBA eXE/IHEBEH MPUEM OT JKEHHTE, HUBaTa Ha GPEMEHHOCT NpH ,,THNHYHA ynoTpeba” ca
noao6HU Ha Te3u HAOI0aBAHH MMPH KOHTPOJIMPAHH KIMHMYHH NpoyuBaHus (,,neppexTHa ynorpebda”).

U3non3BaHeTo Ha MupeHa He BOAH 10 nmpoMsHa B Obaeumns ¢eprunutet. Okosno 80% OT KeHUTE, Nnoxenanu
na 3abpemMeHesT, ca 3a4eHIH B paMKHTe Ha |2 mMeceua ciell OTCTpaHsBaHe Ha MupeHa.

MeHcTpyalMaTa € pe3y/ITaT Ha AUPEKTHOTO A€HCTBHE HA JIEBOHOPreCTpesl BbpXy €HAOMETPHYMa U HE
OTpa3siBa OBapHalHUA LMKBI. [IpH KeHHUTe ¢ pa3/iIHyeH THIl KbPBEHE HE Ca YyCTAHOBEHH ACHH pas/iHyius
MEX /1y Pa3BUTHETO Ha (POIMKYIIH, OBYJIALIMATA U MPOM3BOACTBOTO HAa €CTPAHOI M nporecTepoH. [1pes
MbPBUTE MECELIM CJIe]l NOCTaBAHETO Ha MHUpeHa MOJXe /1a ce MOABH 3allanBallo KbpBEHE B M1poLeca Ha
HaMa/isBaHe nposdepaumaTa Ha eHoMeTpHanHaTa qurapdua. Cie10BaTeIHO Mo-CHITHOTO NMOTHCKaHe Ha
npoiudepaluaTa Ha eHIOMETPHYMa BO/IM 10 HAMalsBaHE Ha 00e€Ma M NPOABL/DKHTETHOCTTA Ha
MEHCTpyaLuATa 1no Bpeme Ha ynorpebara Ha MupeHa. OCKbAHOTO KPbBOTEYEHHE YECTO NPEMUHABA B
OJIMroMeHopes U ameHopes. OBapHajiHaTta QyHKLMA € HOPMa/lHa W HUBATa Ha €CTPAJIMOJI C€ NOAAbPXKAT
JIOPH, KOraro xeHure ¢ MupeHa ca ¢ aMmeHopes.

MupeHa Moxe J1a Ob/ie YCTEIHO H3MO0JI3BaHa 3a JIe4YeHHEe Ha HIHOoNaTHYHa MeHoparus. [1pu xkeHH ¢
MEeHOparus, MEHCTpyaiHara 3aryba Ha KpbB HaMaiaBa ¢ 62-94% B kpas Ha TpuTe Meceua u ¢ 71-95% B kpas
Ha ILIECTTe Mecella Ha ynoTpeba. B cpaBHeHHe ¢ eHaoMeTpHalHa abnauus WK pesekiids, MupeHa nokaspa
paBHOCTOMHA e)MKACHOCT B HAMA/IABAHETO Ha MEHCTPyasHaTa 3aryba Ha KpbB JI0 /IB€ roJiMHH. MeHoparus,
ABJDKALIA c€ Ha CYOMYKO3HH MHOMH, MOXE M J1a He ce NMoB/Mse Taka 1oope. HaManeHoTo KbpBeHE
MOBHUILABA KOHLEHTpALMATA Ha XeMOrioOMHa B KpbBTa. MUpeHa UMa MOJIOXKHUTENIEH ePEKT U NPH
[AUCMEHOpeH.

EdukacHoctra Ha MUpeHa B MpeAna3BaHeTo OT XUIEpIUla3us Ha eHAOMETpHYMa 110 BpEME Ha
NMPOJABDKHUTETHO ECTPOr€HOBO JIEYEHHE € e/IHaKBO N00pa, HE3aBUCHMO OT ITbTA HA NPHEMAHE HA €CTPOreHa —
NepopaIHO WIK TpaHcaepMaiHO. [IpH caMOCTOATEIHA ECTPOreHOBA TEpanuA HaO/I0JaBaHUAT MPOLCHT Ha
xunepmiasus € 0koso 20%. [1pu KIMHHYHH NpOyYBaHHsA, BKJIIOYBALIM 00110 634 KeHH B NEpHMEHONay3a H
B [I0CTMEHOIMAY3a, KOUTO U3MoJ3BaT MUpeHa, He € CbOOLIEH HATO €IMH CTy4ai Ha XUneprulasus Ha
eHOMEeTPUYMa 110 BpeMe Ha rnepHozaa Ha HabsoneHue, Bapupalll ot | 10 5 roAMHH.
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5.2 @apMakoKHHETHYHH CBOHCTBA
AKTHBHOTO BelLECTBO HA MupeHa e JieBoHoprecTpe. JIeBOHOprecTpensT ce 0CBOOOX/1aBa TMPEKTHO B
MaToyHaTa KyxuHa. OLeHeHHUTe CTOHHOCTH Ha OCBODOXK1aBaHE in Vivo 3a pa3/IiYHHTE NEPHOIH OT BPEME ca

npeacraBeHy B Tabauua 5.

Tabauua 5: OueHeHuTe CTOMHOCTH HA OCBOOOXAaBaHe in vivo 3a MUpeHa:

OlieHeHUTE CTOMHOCTH HA

Bpeme ocBoOOXaBaHe in vivo

[Mukporpama/24 yaca|
24 nHU cihell NOCTABAHETO 21
60 nHH cyiea NOCTaBAHETO 2]
| roguHa cnen noCTaBAHETO 19
3 roAMHMU cie/l MOCTaBAHETO 14
5 roavHHM ciejl NOCTaBAHETO 11
8 roAMHHM Cie/l NOCTaBAHETO 7
CpenHo 3a 1™ roauHa 20
CpenHo 3a 3 roAMHH 18
CpenHo 3a 5 roaAuHH 15
CpenHo 3a 8 roaMHM 13

Ab6copbuus

Cnen nocraBsiHe, JIEBOHOPrecTpen ce ocBob0Xk1aBa B MaTOYHAaTa KyxHHa 0e3 3abaBsHe, Bb3 OCHOBA Ha
M3MEpPBAHUATA Ha CEPYMHATa KOHLICHTPALUA.
[ToBeye ot 90% oT 0CBOOOAEHHSA JIEBOHOPIreCTpeE)l € CHCTEMHO HAJIMYEH.

Cnen nocraBsHe Ha MupeHa, ieBoHoprecTpe Moxe J1a Obae OTKpUT B cepyma/iuiasmara cien | yac.
MakcuMaJiHaTa KOHLIEHTpAllMsA Ce OCTUIa B paMKUTE Ha 2 CEJIMHMIIM CJIe]l NOCTaBAHETO H KOJIHYECTBO OKOJIO
180 ng/1 (CV 38,3%). B cboTBETCTBHE CHC CKOPOCTTA HA MOHHKABAHE HA CTEMNEHTa Ha 0CBOOOX/1aBAHETO,
Cpe/IHO reOMETpPHYHATa CEPyMHA/IJla3MEHa KOHLIEHTPALIMA Ha JIEBOHOPreCTpel Craja nocTerneHHo, KakTo €
nokasaHo B Tabnuua 6.

Tabanna 6 O6ma nnasmena koHueHTpauus Ha LNG

Bpeme cnen nocrassaHe Obwara riasMeHa KOHLUEHTPaLMA Ha
LNG [ng/l] (reomeTpnuna CV%)
24 e 175 (37.6)
2 MeceLa 169 (37,1)
| roguHa 159 (37.4)
3 roauHH 139 (37.8)
5 ronuHu 123 (38,2)
8 ronuHu 100 (39,9)

Bucokara jioKasiHa eKCMo3ulMg B MaTOYHATa KYXHHA, BOJU 10 CHIIHO M3pa3eH KOHLUEHTPALIMOHEH IPpaJlueHT
OT €JHOMETPHYMA KbM MHOMETPHyMa (rPaJiHEHT EHAOMETPHYM KbM MHOMETPHYM > 100 IMbTH) H HHCKH
KOHLIEHTPALIMHK Ha JIEBOHOPrecTpesi B cepyMa (rpajHeHT eTHOMETPUYM KbM cepyM > 1000 mbTH).

[1pu xeHM B MOCTMEHOMNAy3a, KOUTO M3MON3BAT 3a JiedyeHHe Mirena 3ae/IHO C NepopasieH eCTPOreH, CpeHaTa
cepyMHa KOHLEHTpalMa Ha JieBoHoprecTpen cnana ot 257 pg/ml (25 no 75 nepcentuna: 186 pg/ml no 326
pg/ml) 3a 12 meceua no 149 pg/ml (122 pg/ml no 180 pg/ml) 3a 60 meceua. Korato Mupena ce u3nonssa
3a€/IHO C MEPOPATHO JIEYEHHE C ECTPOreHH, CEpyYMHATa KOHLEHTPALIMA Ha JieBOHOprecTpen 3a 12 mecela
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HapacTBa npubnusuTenHo no 478 pg/ml (25 no 75 nepcentuna: 341 pg/ml no 655 pg/ml), koero ce abiKkH
Ha WHAYKLMTA Ha rno0ynuHa, cebp3Baill nonosure XopMoHu (SHBG) upes neyeHue ¢ nepopasieH eCTporeH.

PaznpeneneHue

JleBoHOprecTpes ce CBbp3Ba HecrneLH(PUIHO ChC CEPYMHUTE AIOYMHUHHU M cneLMpHYHO C 11100yIMHa,
cBbp3Ball nojoBute XopMmoHH (SHBG). IMo-Maniko ot 2 % oT uMpKyJIHpaLMs JJI€BOHOPrecTpe rno
HacTosuleM e cBoboneH crepous. JleBoHoprecTpen ce cBbp3Ba ¢ BUCOK adenurer kbM SHBG. CroTBeTHO,
MPOMEHHTE B KOHLIeHTpauuaTa Ha SHBG B cepyma BOAAT 110 yBEJIHYEHHE (MTPH NO-BUCOKH KOHLEHTPALlMM Ha
SHBG) unu B noHWwxkeHKe (MpH No-HUCKH KOHLeHTpauuu Ha SHBG) ot obiara koHUEHTpaluMs Ha
neBoHoprecTpen B cepyma. Konuenrpauusra Ha SHBG Hamanssa cpeiHo ¢ okoso 20% npes mbpBUTe 1Ba
Mecella cJie/l NocTaBiHeTo Ha MupeHa M ocTaBa cTabWiIHa e/l TOBa, KaTo Ce yBeJIM4YaBa caMo JICKO 10 Kpas
Ha 8 roAMIIHUA Nepyuoa Ha ynorpeoa.

Cpeanusat obem Ha paznpeaeneHnue Ha sesoHoprectpen e 106 L.

[Toka3aHo e, 4e TeJIECHOTO Terno ¥ KoHueHTpauuaTa Ha SHBG nosiusBaT KOHUEHTpALHATA HA
JIEBOHOPrecTpe/l, a8 MMEHHO HUCKOTO TeJIECHO Terjio u/Win Bucoko HuBo Ha SHBG yBennyasar
KOHLIEHTpALMATA Ha JieBoHoprecTpe. [1pu xeHH B penpoayKTHBHA Bb3pacT ¢ HUCKO TeJIeCHO Terio (37 ao
55 kg) cpeaHara cepyMHa KOHUEHTpAlLUA Ha JIECBOHOPrecTpe € 0KoJIo 1,5 mbTH No-BUCOKA.

buorpancopmanus

JleBoHoprecTpen ce Metabonu3upa B rojsmMa creneH. Hak-BaxHure METabOJIMTHH MbTULLA Ca PENYKLMATA
Ha A4-3-OKCH rpynara ¥ XHAPOKCHIHpPaHeTO B no3uumH 2a, 1 u 16, nocnensanu or koHorauus. CYP3A4
€ OCHOBHMAT €H3MM, Y4acTBalll B OKHCIHTETHUA MeTabosin3bM Ha LNG. Hannuuure in vitro naHHH
npenonarar, 4e CYP MeauupaHuTe peakiuy Ha 6HoTpaHC(opMalus, MoraT 1a He ObaT OT roJIAMo
3HayeHue 3a LNG B cpaBHEHME C peAyKLMATA U KOHIOraluATa.

EnMMUHHpaHe

OG6LIMAT KJIMbPBHC Ha JIEBOHOPrecTpei oT ruasmara e npubausurento 1,0 ml/min/kg. Camo cneam ot
JIEBOHOPrecTpes ce eKCKpeTHpaT B HernpoMeHeHa popMa. MeTaboIMTHTE e EKCKPEeTHpAT € peKanuuTe 1
ypHHaTa B paBHH CbOTHOIIEHHA. EJTMMHHAIIHOHHHUAT NOJTYXKHBOT, KOHTO Ce NpeACTaBs OCHOBHO Ype3
meTabosuTHTE, € OKOJIO | JIeH.

JIMHEe HHOCT/HEeJTMHEHHOCT

dapMaKOKMHETHKATa Ha JIEBOHOpPrecTpes 3aBUCH OT KoHLeHTpauuaTa Ha SHBG, kosaTo oT cBOs cTpaHa ce
BIIMAE OT ECTPOreHUTe U aHaporedute. HamansaneTo Ha KoHUEHTpauusaTa Ha SHBG Boau 10 HamansasaHe
Ha 0011aTa KOHUEHTPALMA Ha JIEBOHOPrecTpe B cepyMa, nokassailla HeJlMHeHHaTa papMakOKHHETHKA Ha
JIEBOHOPrecTpei N0 OTHOLLIEHHE Ha BpemeTo. Bb3 0CHOBa Ha rfIaBHO JIOKAJIHOTO JieiicTBHEe Ha MUpeHa, He ce
o4aKBa MoOBJIMABaHE Ha eUkacHOCTTA HAa MuUpeHa.

5.3 Ilpeak/HHHYHH JaHHH 3a 6e30nacHOCT

[MpeakJIMHUYHKUTE AaHHH 32 630MacHOCT He noka3BaT 0cobeH pUCK 3a Xopa Ha 6a3a Ha NpOy4YBaHHATA 3a
6e3onacHocT, papmakonorus, GapMaKkOKMHETHKA, TOKCHYHOCT, FEHOTOKCHYHOCT W KApUHHOTCHEH
MoTEeHLMa1 Ha JieBoHoprecTpe. JleBoHoprecTpen e 1o0pe n3BecteH nporecrareH. [Ipo¢puirsT Ha
6€30MacHOCTTa My € MoAPOOHO I0KYMEHTHPAH CJie/l NPOJABIKUTENHO npuiaraxe. [IpoyyuBaHus, MPOBEAECHO
BbPXY MaiMyHH C BbTPEMATO4YHO OTZESAIL Ce JIEBOHOPrecTpesl B NpoAb/KeHHe Ha 9 1012 meceua, e
MOTBBP/IKIIO JIOKATHATa (JapMaKOJOrHYHA aKTHBHOCT Ha MPOAYKTA, ChyeTaHa ¢ 1o0pa JiokaHa MOHOCUMOCT
M OTCHCTBHE Ha JaHHHM 3@ CHCTEMHA TOKCHYHOCT. He € ycTaHoBEeHa eMOPHOTOKCHYHOCT CJIE[l HHTPAYTEPHHHO
fpujlaraHe Ha JieBOHOprecTpes npH 3aiuu. OueHkara Ha 6€30MacHOCTTa Ha €1aCTOMEPHHTE ChCTAaBKH Ha
pe3epBoapa ¢ XOPMOHa, MOTMETHIEHOBHTE MaTeEPHA/IM Ha MPOYKTa H KOMOMHALIMATA OT eJlaCTOMEp H
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neBoHoprecTpes, 0a3upaHa KaKTO Ha OLEHKATa 3a F’eHETHYHA TOKCUYHOCT B CTAHIAPTHUTE in Vilro ! in vivo
TECT CUCTEMH, TaKa M Ha TeCTOBE 3a OMOCHBMECTUMOCT IMPH MHILKH, IUTbXOBE, MOPCKH CBUHYETA H 3aiLIH U
in Vitro TeCT CUCTEMH, HE ca NMoKa3anu AaHHH 3a OMOHECHBMECTHMOCT.

6. ©®APMALEBTHYHHU JAHHH

6.1 CnHCbK HA NOMOIHHTE BELlECTBA

[ToNMaAUMETHIICHIIOKCAHOB €J1acTOMEp

CuiMuMeB THOKCHI, KonoHuaeH 0e3Bo/ieH

[lonueTHnex

bapues cyndar

JKene3eH OKCHL

6.2 HecbBMECTHMOCTH

Henpuioxumo

6.3 Cpok Ha roaHoct

3 roauHM

6.4 CneuMajJHH YCJIOBHH Ha CbXpaHEeHHE

He ce u3McKBaT cnelMallHM YCIIOBHA HAa CbXpaHEHHE.

6.5 BuA H CbABPKAHHE HA ONAKOBKATA

[TponyKTHT € B eAMHUYHA, TOTUITMHHO 00paboreHa biMCTEpPHA ONaKOBKa ¢ OTJIENBAlll CE Karnak.

6.6 CunenHajJHH NpeANna3HH MepPKH NPH H3XBbpasHe H paboTa

MHupeHa e ornakoBaHa B CTEPHJIEH IUIMK, KOWTO He OMBa J1a ce OTBaps, 10KaTO TOBA He € HeOOX0AUMO 3a
nocrassHeTo . Cbe cucTeMara TpsaOBa 1a ce G0paBH KaTo ce B3eMaT MEPKH 3a aceNTHYHOCT. AKO
CTEPUIHOCTTA Ha OMNAKOBKaTa € HapylleHa, MPOAYKTHT TPAOBaA /1a C€ YHMILIOKH.

Heu3noi3BaHUAT JIeKapCTBEH NMPOAYKT WK OTNAaAbYHHUTE MATEPHAIH OT HEro TpAdBa 11a ce M3XBBLPIIAT B
CbOTBETCTBHE C MECTHHUTE U3UCKBAHHUA.

7. NMPUTEXATEJI HA PASPELIEHHETO 3A YIIOTPEBA

Bayer AG

Kaiser-Wilhelm-Allee 1

51373 Leverkusen

["'epmaHus

8. HOMEP(A) HA PASPELIEHHETO 3A YIIOTPEBA

[1-27122/23.09.2014 r. (9800344)
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9. JIATA HA NBPBO PA3ZPEIIABAHE/MMOJHOBABAHE HA PASPELIEHHETO 3A
YINIOTPEBA

JlaTa Ha mbpBO pa3peiwasane: 05 HoemBpu 1998 1.
JlaTa Ha nocneaHo noaHossBaHe: 23 cenremBpu 2014 r.

10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

04/2025
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