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1.  HME HA JEKAPCTBEHHSA IIPOAYKT 5. o

= o A BT

Jwane 35 0,035 mg/2,0 mg o6BuTH TabneTKH
Diane 35 0,035 mg/2,0 mg coated tablets
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2, KAYECTBEH 1 KOJIMYECTBEH CHCTAB

21 chappxkaly XOpMoH 6€x0BH OOBUTH TabNeTKH:
Besaka tabnetka crabpxka 0,035 mg erununectpaauon (ethinylestradiol) u 2,0 mg HUNPOTEPOHOB
auerat (cyproterone acetate).

ITomoinno(u) Bemectro(a) ¢ u3BecTHO jAebicTBHe: Jiakroza MoHoxuapar 31,115 mg v 3axapo3sa
19,371.mg.

33 MBJAHNAY CIIHCHK HA NIOMOIHHTE BELMIECTRA, BIDKTE TO4KA 6. 1.

3. JEKAPCTBEHA ®OPMA
QOBHTA TaONeTKa

TabmerkuTe ca 6€XXOBH Ha LIBSAT, 0OBUTH, KPBITIH C KOHBEKCHH [TOBBPXHOCTH.

4.  KJIVHWIHHA JAHHH

4.1 TepaneBTHIHH NOKAZAHAH

JleueHre Ha yMEPEHO 10 TEKKO aKHE, CBBP3aHO C YyBCTBHTEAHOCT KbM aHApOTreHH (Che HiM 6e3
cebopes) W/HAH XHP3YTHIBM IPH XKEHH B PENPOLYKTHBHA BH3PacT.

3a neuenue Ha akne JInaHe 35 TpaOBa a ce M3NOA3Ba CaMO Cliel KaTo JIOKAJIHATA TepanHs WM
NEUEHUETO ¢hC CHCTEMHH aHTMOMOTHLIM ca OMIW HEYCMELIHH.

Trii kaTo I{uane 35 € Chiio ¥ XOPMOHAJIEH KOHTPAlENTHB, TOH He TpsAORa Aa ¢ce M3NoN3Ba B
KOMOMHAIIMA ¢ IPYTH XOPMOHANHU KOHTPALUENTABH (B3K. TOUKa 4.3).

4.2 J03HpoBKA H HAYHH HA NPHIOKEHHE

Ho3upoBka

Kax oa npuemame Huane 35

Tnade 35 TpsBa fa ce MpHeMa PENOBHO, 3a J1a CE MOCTHIHE TepaneBTHYHHA €(EKT W JKellaHara
KOHTpaLEeNTHBHA 3amuTa. ManonssaHata npe/y ToBa XOPMOHAIHA KOHTpaLlenius Tpadsa na 6b1e
npeycranoeeHa. CxeMara 3a gosupade Ha [uane 35 e monoOHa Ha obuUJaliHaTa cXema 3a MpHeM Ha
[IOBEYETO KOMOWHMpAHH TEpopanHW KoHTpauentHeH. ET0 3amo, Tpiabpa fa ce Cnas3sar CHLMUTE
OpaBHIa 3a MNpWIOkeHHe. Korato ce npuemar NpaBHIHO, KOMOHHHPAHWTE TICPOpPaTHH
KOHTPALENTHBH HMAT 4YeCTOTA HAa Heycmex Ha MeTtoja mnpubmasurenso 1 % ropuino.
Hepenosuusit npueM Ha J{uane 35 MoKe a NpeaH3BHKa HHTEPMEHCTPYAJIHO KEPBCHE
fieueOHAS K KOHTPALICITHBEH eeKT. WA g

Tabnerkute TpaOBa Ja ce B3eMAaT B MOCIEAOBATEIHOCTTA, KOATO € MOCOYCHA
BCEKHM JIEH M0 €IHO H CBINO BpeMe C MANKO KolHvecTBO TewHocT. IIpuem
nHesHO 21 nochenoBarenHd IHH. Cren 7 AHM, B KOUTO HE ce B3WMar Tabu



creaBamaTta onakoBka. Iopaau cnupase npremMa Ha TablIeTKy B Te3d JHM OOMKHOBEHO C& MOsABAB2
oTnagHo KepBeHe. To 3amousa Ha 2-3 JeH ¢iea mocneaHara obpura Tabaerka H MOXE Ja He €
CBBPLUM/IO NPEAM 3aMOYBAHE HA CJICABAILATA OIaKOBKA.

Kax 0q 3anounem ynompebama na Juane 35

o Ilpedu moea He e UIROAIBAH XOPMOHAALH KOHMPAYENMUSEH Memoo (8 npeQuiinus mecey)

[IpueMbT Ha TabneTkn TpsOBa A4 3aNIOYHE OT THPBUA A€H HA ECTECTBEHHA LMKBJI (T.€ MEPBHA ACH
Ha MEHCTPYAIHOTO KbpBeHe). BB3MOKHO € da ce 3anouHe OT 2-5 A€H, HO [0 BpEME Ha MBPBHA
LIMKEA TpAOBA J1a ce H3MO0J3Ba AOITBIHHTENCH GapUepeH MeTo] 3a MpeArna3saHe or OpeMEHHOCT B
NBPBUATE 7 JHUA OT IpHeMa Ha TaOJIeTKHUTE.

o [lpemunaeane om Opy2u KOMOUNUDQHU XOPMOHMIHU KOHMpayenmusu (kombunupanu
nepopannu xoumpayenmueu, KOK), sazunanen npbocmen uau mpancoepmanes naacmup

[TarmmenTxara TpadBa Ja 3amoyde npuema Ha pane 35 3a npeanoydTane B AcHA Ciiel NOCICIHATA
XOPMOH-CBABPXKalla Tabnerka ot mpegvmmnusr KOK M Hali-kbcHO B JieHA cied OOHYaiHMA
WHTepBanx 0e3 npueM Ha TaONeTKH WM ¢ npHeM Ha TabiieTKH, KOMTO HE CBABPIKAT XOPMOH OT
npegumHpaAT KOK. B cnyvaii, 4e nmauMenTkara € W3NON3BAa BardHANEH IIPBCTEH MM
TpaHCAESPMAJICH UIACTHP, TA TpAOBa Aa 3anovHe Aa npueMa Jnade 35, 3a OpeAnoyYnTaHe B JCHA Ha
OTCTPAHABAHETO HA TIOC/E/HHA MPBLCTEH WM IUIACTUP OT OMAKOBKaTa NMpeAHA3HAYCHA 34 CAHMH
MK, HO He NO-KbCHO OT JeHs Ha CASABALIO TUTAHWPAHO NPHICKEHNE.

o [lpemunasane om CoOBPHCAUS CAMO NPOLECMO2EH MEMOC (MUHUMAONeMKY, WHIICEKYUY,
UMPRAHMAMY) URY OM nRpozecmozen 0ce0boxcoasaua unmpaymepunna cucmema (1US)

[TaimeHTKATA MOXKE Ja NMPEMHHE, B KOHTO M A3 € JeH OT NpHeMa Ha MHHHTaONCeTKHTE (OT
yMIutanTaTa wig ot IUS B [eHd Ha OTCTpaHABAaHETO WM, OT MHXKEKIMATA B ACHA, B KOHTO €
TpaGBaio Ja e MOCTABH CJIE/BAIIATA WHXKEKIMA), HO FBB BCHUKH ClIyyaud TpaOBa Aa ce M3MoM3Ba
IOMBJIHUTENHO Apyr DapUeped MeTOX B MEPBATE 7 IHH OT MpHEMa Ha TabJIeTKHTE.

s  (ned abopm & nvpeomo mpumecevie na bpemennocmma

ITanMeHTKATa MOYMKE JIa 3alOYHE NpHeMa Ha TabneTkw BeaHara. B TakbB CIyyaH T4 HE C€ Hyxac
OT AONBbJIHUTEIHHA KOHTPALSITTUBHA MEPKH.

o  (neo pascoane wiu abopm 66 6MOPOMo mpumeceyue
3a KbpMauKA BXK TOYKA 4.6 ,,bpeMEHHOCT ¥ KbDMEHE ™.

[TansenTkuTe TpAOBA Aa 3armovHAT Mpuema Ha 21-ug fo 28-us neH cnen pakpaHero WM abopra.
AKO 3anoyHe MpHEMa NO-KbCHO, JKeHaTa Tpa6Ba na O'se MOCHBETBaHA Aa U3N10/3Ba Apyr GapHepeH
METOJ Tpe3 MhpBHTE 7 OHM OT npueMa Ha TabneTkure. Benpekn ToBa, ako Bede € HMAIO
CHOLIEHHE, TPAOBA a ce M3KJIKYH OPEMEHHOCT MpeAr 3anoyBaHe Ha ynotpe6aTa na Juane 35 win
71a ¢e H34aKa J0 TIEPBHA MEHCTpYaleH LHKB.

Ilponyckane npuem na mabaemxu
AKO NallHeHTKaTa € 3aKbCHAJIA C MO-MaJIKo 0T 12 Yaca, KOHTPALCITHBHATA 3aL

Ts Tpabsa Ja B3eMe TAOIETKATA BEJHArA IUOM CH CIIOMHH W J1a IPOAB/DKA TIPHE
TabNeTKy B 00MYaHHOTO BpeMe.




AKo e 3aKBCHANAa moBede 0T 12 uwaca, KOHTpaUENTHEHATA 3aIUTAa MOXKe Aa orcnabre. B Takbs
Clyuai ca BANMAHU CIIEIHUTE OCHOBHM TIPaBHIIA:

1. TIpueMbT Ha TabneTKM MOXKe Ja C& MPEeKpaTABa 3a He noBeye oT 7 JHH;
2. Heobxopumu ca 7 MOCNEAOBATENHM [HW Ha TPHEM, 33 Na C€ TOCTHUTHe HeoOXoaumara
CYIIpPecHd Ha XHIIOTaIaMo-XHIogu30-0BapHaHATa OC.

B 3aBHCHMOCT OT Te3u NPABHJIA ¢€ AaBaT CICAHHTE ChBETH 34 CKEAHEBHATA IIPAKTHKA.

o [Ivpsa cedmuya

XKenara TpaOra na B3eMe NMOcNeqHaTa MPOMycHaTa TabeTKa BeJHara IHOM CH CIIOMHH, JOPH TOBa
na O3Ha4gaBa jga BieMe 2 TalneTkH wapeaHwk. Criea TOBA NPHEMBT NMPOABIKaBa B OOWYAHHOTO
BpemMe. OcBeH TOBa, TpaOBa 1a ce M3NON3Ba OapviepeH METOX, HANPHUMEp Mpe3epPBATHB MpeE3
cnenpamuTe 7 AN, AKO © MMAJIO CHOLICHWE B MpeAuliHATe 7 OHW, TpiaOBa Ja ce WMa NpenBuj
BB3MOKHOCTTA 3a 3abpeMeHsBane. PHCKBT € TOAKOBA MO-TONSAM, KOJKOTO MOBEeYe TAOJIETKH ca
NPOITYCHATH H KOTAaTO JHHTE, B KOMTO Ca NPOITyCHATH ¢a OJIN30 A0 PEOBHHA HHTEPBal, B KOHTO HE
ce B3eMar TabJIeTKHTE.

» Bmopa ceomuya

JKeHara Tps#6Ba aa B3eme Toc/ieAHATa NpoOIycHaTa TalbJeTKa BeAHAra IMOM CH CTIOMHH, JOPH TOBA
Ja 03HayaBa Ja Bieme 2 TabneTky Hapeanwk. Cren TOBa MpUEMET MNpoABAXKaBa B o0HYalHOTO
BpeMe. AKO T4 e B3uMaja NpaBHiHe TabneTkuTe npe3 7-Te AHM MpEeAH IIbpBaTa MpOmycHaTa
tabneTka, He ¢ HeOOXOOUMO Jla C& M3MOA3BAT APYrH KOHTpauenTHBHH Metoad. Obaue, ako He €
TAK4 WM aKO € rnpomycHana nopeye or 1 tabnerka, TpabBa na OBJAe NMOCHBETBAHA /1A B3EME
MOMBJIHUTE/IHE MEPKH B cIeABallUTE 7 THH.

o  Tpema ceomuya

PUCKET OT HaManaABaHe €(PEKTHBHOCTTA € MHOIO BHCOK NMOpaaH O/IM30CTTa A0 HHTEPBAa OT BpeMe,
Npe3 KOHTO He ce B3uMaT tabnerkure. Bee nak, upes aganrupane Ha CXeMarTa Ha IIpaeMa, Moxke 1a
ce IpeHOTBPATH HAMAJICHATA KOHTpalleNTHBHA 3amuTa. Upes cnassaHe Ha ¢Ha OT ABETE ONLMYU HE
e HeoOxoauMa yroTpebaTa Ha JOIMBTHUTENHNA KOHTPALCITHBHY MEPKH, aKO BCHYKHTE 7 IHH IIPEAH
MLpBaTa NPONYCcHAaTa TabjeTka jkeHara € NpHesia MpaBWIHO BCHUkM Tabnerku. Axo obaye He ¢
Taka Tpa0Ba da OBAe MOCHBETBAHA Aa CIIA3W IBPBATA ONUMA H CHUICBPEMEHHO [Ja HU3MOJ3BA H
JOITBTHUTETHU NIpeATnia3HH MEPKH B CIICABALLMTE 7 JHU.

1. IlanuenTkara TpabBa Ja B3eMe MOC/IEHHATA NPOIycHaTa TabjeTKa BeAHAra IIOM CH
CIIOMHH, AOPH TOBa Jia 03Ha4yaBa 1a B3eme 2 TabneTku HapeAHbk. Cnen TOBA MPUEMBT
TpadBa Na NpoaBIkU B 00HYaiHOTO BpeMe. 1lloM TasM oNaKoBKa CBBPIIH, BEAHAra ce
3AMIOYUBA CleABalliaTa, 0e3 MHTepBal MexXay TAX. B To3M Ciayyal skeHara 1€ MoJIy4H
PEIOBHO KBhpBEHE B Kpad Ha BTOpAaTa OMAKkOBKa, HO MOKE Ja HMa 3allalBailo HITH
npoOHBHO KEPBEHE B AHUTE, B KOUTO NpHeMa TabJIeTKUTE.

2. JKeHara chIio MOXe Ia OBAe NOCHBETBAHA Aa MPEKpaTH NMpUeMa Ha TalJIeTKH OT Tasd
onaxoska. Cies TOBa He TpaOBa Ja ce B3UMaT TabeTky 10 7 AHH, BKIIOUHTEITHO NEHS B

AKO >keHaTa € mpornmycHala TabNeTky ¥ He MOJy4YH KEPBEHE B IBPBHA HOPMAJEHWMI
npHeM Ha TabneTkH, TpAOea Ja ce Mucny 3a 3abpeMeHaBaHe. )
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Cveemu 6 cayuatl Ha 2acmpo-uHMeCMUHAAHY CMYUEHUA %
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B cnyuaii HA TeXKM racTpO-MHTECTHHAITHHW CMyIieHHs, abcopOlmsara MOXKE /1a He € IThJIHA W Ja
TpAOBA J1a ce B3eMAT JOITHTHATEIHH KOHTpauenTUBHA MEPKH.

AKO TIOBPBINAHETO € 3-4 yaca ciien npueMa Ha TalieTKarTa, ce IpuIara ¢bBeTa, KOHTO ce OTHAacA 3a
[IPOTyCHaTH TabeTkH, KakTo & AafieHo B yacT “IIponyckare npuem na mabnemxu’”. AKo jkeHaTa
HE HCKa /a TIPOMEHHM HOpMAajlHATA CXeMa Ha NpHeM Ha TaOleTKHTe, T4 MOXe Ja B3eMe
HeoOXxoauMaTa H3BbHpeAHA Tabnerka (TabneTku ot JApyra OnakoBKa).

I poabLEKHTEJIHOCT HA YHOTpeDa

IIpombmkuTeHOCTTa HA YIOTpeda 3aBMCH OT TEXKECTTa, CHMMITOMHTE Ha AHAPOTCHHU3ALUS H
OTTrOBOpa Ha JicueHHeTo. OGUKHOBEHO, JICUEHHETO MPOALIBKABA HAKONKO Mecena. AKHe U cebopes
OOHKHOBEHO C€ MOBIHABAT TI0-PAHO OT XHP3YTH3EM,

Bpemero 10 06neKkyaBaHeTo Ha CHMITOMHTE € Hal-Maiko Tpy mecela. HeobxoauMoctra ot
NpOaBIKABAHE Ha NEYEHHETO TPAOBA 14 Ce OLEHIBA MEPHOAKYHO OT JICKYBAIIHA JIEKap.

Ipenoppurtendo ¢ Juave 35 na ce B3WMa MoHe olle 3-4 IMKBJIA Cled OT3By4YaBaHe Ha
cumnToMute. I1oM ce MoSBH PELHINB, CEAMHLM HIH MECELH ClEJl NPEKpaTaBaHe Ha yroTpedara,
neyeHnero ¢ Muane 35 Moxke Ja ce Bp300HOBHM. B ciydal Ha MOAHOBABaHE Ha npuema Ha /lpaHe
35 (cnep veTHpHUCEeIMHYEH WM MO-TOJIAM NepHoa CBOOOASH OT IIpHeM Ha TabneTku) TpadBa 1a ce
HMa NpeABHI MTOBUIIECHUAT pHck OT nossa Ha BTE (Bxk. Touka 4.4 CrienManau npeaynpexacHus |
Npeana3Hyl MEpKy npH yrnoTpeda).

Honvanumenna unopmayun 3a cneyuannu 2pynu nayuenmu

Ieovampuuna nonynayun
Huane 35 ce npunara camMo ciea MEHapXxe.

[layuenmu 6 cmapuecka év3pacm
Henpunoxumo. Juane 35 He € NOKAa3aH cles MeHonaysa.

Hayuenmu ¢ ¥eproOpobHU yepescoanua

Juade 35 € TMPOTHBONOKA3AH TPH JKEHH C TEXKKM YSPHOAPOOHH 3a00NABAHHS, MPH KOHTO
¢yHKUMOHATIHHTE HEepPHOAPOOHH NOKA3aTENH He ca ce HOpMalNH3upanv. Bixre chbmo rouka 4.3
IIpoTHBOTIOKA3AHMUA.

Hayuenmu ¢ 6vbOpevnu yepexcoanus
He ca mpasenn cnermaliHi npoyusanud Ha J[uade 35 mpu nauueHTH ¢ OBOpeyHH yBpexnaHus.

HanuuHure naHHYU HE npeAnonaraT npoMaHa Ha JICYCHUETO [IPH Ta3H Irpyna natucHTH.

Haviu Ha nmpusig:keHue

[IepopanHo NpUIOKEHHUE

4.3 IIpoTEBONOKA3ARNSA




e Hacroswa unK MHHaNa BeHO3Ha TpoMbo3a (aeaboka BeHo3Ha TpoMbo3a, Oenoapobia embonms)
¢ Hacrosmma wunaM MunHana aprepuanHa tpom0o3a (Hanp. HHGApKT Ha MHMOKapaa) WIH
IIPCAPOMANHH ChCTOAHMA (HAMp. CTEHOKAPAHWS U NPEeXOACH HCXEMHUCH TIPHCTHIT).
¢ Hanuuue nnu aHaMHe3a 32 MO3BbYHO-CHAOE HHLHAEHT
Hanuuue Ha TeXKH HIH MHOXECTBEHH PHUCKOBH (PaKTOPH 3a pa3BHTHE HA BCHOZHA HIH
apTepuanHa TpomMboza (BK. Touka 4.4) kato:
O 3axapen nuabeT ¢bC ChI0BH CUMITTOMH
O TEXKA XHNEPTOHUS
O TEeXKA AMCIHMONMPOTEUHEMHUS
e HacneAcTBeHO WM npHAOOHMTO NpeapasmoioXKeHUe KbM BEHO3HA M apTepuanHa TpomOo3a,
KaTO Hamp. PE3MCTEHTHOCT KbM axTueHpan npoteuH C (APC), aednumt Ha aHTHTpOoMOMH 1,
neuunr Ha nporeun C, JaeduuMT Ha NPOTEMH S,  XHMNEPXOMOLIMCTEHMHEMHUS,
anTH(ochoNHNUAHY aHTHTENA (AHTUKAPIHONHNHH AHTUTENA, YNYC AHTUKOArYJIAHT).
e AnaMHe3a 3a MUrpeHa ¢ POKaIHY HEBPOTOTHYHH CHMIITTOMH,
o Texko uepHoapoOGHO 3a00ndBaHe WM TaKOBa IpEeKapaHC B MHHAJIOTO, TIPH  KOETO
(YHKIMOHAIHUTE YepHOAPOOHH [TOKA3ATEIIH HE ¢a C€ HOPMATH3HPAJIH,
o Hanuune WK aHaAMHE3a 33 TYMOPH Ha YepHHA Jpob (106poKkauecTBEHH MM 3T0KAYECTBEHH);
M3pecTHH WIH TIONO3MPAHH MOBIHAHM OT NOAOBHTE CTEPOHAM 3TI0KAYECTBEHH CHCTOAHHA
(HanpUMep Ha TCHUTATHHUTE WIH HA I'bpPAATA);
HeauarHoCTHLHPaHO BarMHAJIHO KEPBEHE;
H3pecTHa MM MOAO3HpaHa GPEMEHHOCT;
KspMene;
CBpBEXYYBCTBHTEITHOCT KbM AKTHBHUTE BeleCTBA HM/H KM HAKOE OT MOMOIIHHMTE BEIECTBa,
H30pOeHH B TOUKa 6.1.

Huane 35 He TpaOBA fa ce H3MOA3BA OT MEXKE.
Nuane 35 € MNPOTHBOMOKA3aH 32 €IHOBpPEMEHHA ynorpeda ¢ JIEKapCTBEHHTE MPOAYKTH,
ChABPKALIH OMOMTACBHD/TApHTANIPEBUP/PUTOHABHD U JacabyBup (BXK. Touku 4.4 1 4.5).

4.4 CrnenuajHH npeAynpexIeHHs H PeANa3HH MePKH NIPH ynoTpeda

Hnane 35 ce ChCTOM OT NPOrecTOreHa UHNPOTEPOHOB ALETAT W €CTPOr€Ha €THHUNECTPAAHO H €€
npHnara B NpoabiKenre Ha 21 AHK OT Meceudua LHKbA. ToH uMa cbheTas, noaoteH Ha TO3M Ha
koMOMHHpaHUTe Nepopaniu koHTpauentHeu (KOK).

IIpoaABL T KHTENHOCT HA yHIOTpPebda

BpeMeTo 10 OT3BY4aBaHe Ha CUMITTOMMTE € Haii-manko Tpu Mecena. Heobxoaumoctra o1
MPOABLIKABAHE HA JIEYeHHETO TPAOBA 1a Ce OLEeHsABa MEPUOAHEHO OT JIEKYBaLIKs Nekap (BK.
Touka 4.2).

OTHHUYHUAT M ENKIEMHONIOTHYEH OMUT ¢ KOMOWHALMMTE €CTPOreH/NporecToreH NojodHH Ha
Jiuane 35 ce 6Gasupa Ha xomOuHWpanwte nepopanHd koupauentued (KOK). 3artosa
peayIpeKaSHUATA, CBEp3aHH ¢ yriorpebara Ha KOK, Baxar u 3a Jlnane 35.

IIpedynpescoenun

AKO € HaJuUe HAKOE OT ChLCTOAHMATA/pUcKoBHMTE (hakTopu, H30pOeHH no-Aoiy, TpsOBd Na ce
npeLeHy nonszara ot ynorpedara Ha Jlwane 35¢npaMo BL3MOXKCHHTE PUCKOBE 3a BCA
oOchbaM ¢ HesA MPENM T8 Aa pellu Ja 3amouHe jda u3non3sa Jluawe 35. B ciyua
H30CTPAHE MM MbPBa MOABA HA TE3H CHCTOAHHA WIM PHCKOBH GaKTOpH, HKEH;
CBBPHE C nekaps ¢u. Toi Tpadea aa peiun Aam ynotpebara na Hnane 35 1pad '

HupKyaaTropHH HApyHIieHHs :-




¢ Vnorpebara Ha JluaHe 35 HOCH MOOBMLIEH puCK OT BeHo3Ha Tpomboembomusa (BTE) e
CpaBHEHHE ¢ Heu3noszBaHeTo My. Honwauutenuunar puck or BTE e Hal-BHCOK npe3 nbpsarta
roayHa Ha ynotpeba Ha JlwaHe 35 WK NpH NOAHOBABAHE WK MPEMHHABAHE KbM JICUCHUE ClIe
vHTepBan 6e3 TabieTkd OT moHe eAMH Meceu. BeHosHata TpoMGoembonna Moxe aa Obie
¢datanHa B 1-2% OT ciyyauTe.

o EnHaeMHONOrHYHHTE W3CJAedBaHHA ca mokasai, ue 4yecrtotata Ha BTE e 1,5 10 2 nvTH no-
BUCOKA MpH KeHuTe, u3monmssaild Jiuane 35, B CPaBHCHHE C Te3H, [pHEMALLH
NEeBOHOPrecTPEACHIBPKALIM KOMOMHHpaHH nepopanHy kKourpauentHed (KOK) w moxe na
0bae nonoben Ha pucka or KOK, chabpxainy ie3orecTpen/recToIeH/ IpoCIMpeHoH.

e lma BepostHOCT rpynata norpeSuteny, uszmonssawy uane 35, ma BKAKOYBA MAUMEHTKH C
BbTPELLHO MPHCHL MOBHUIEH CBPAEYHO-CHAOB PHCK KAKTO INPH MOJMKHCTHYEH OBapHaieH
CHHIPOM.

e EnuaeMHoIoriuHUTE MPOYUBAHAS ChLIO MOKA3BAT BPb3Ka MEX/Y yMoTpedara Ha XOPMOHAJIHH
KOHTpaLENTHBA W TOBMIIEH PHUCK OT aprepHalicH TpomOoeMGonM3eM (MHOKapAeH HMH(apKT,
NpeXoAcH UCXSMHHUECH [TPUCTDLI).

e MHzsbHpeaHo peaku ca cboOuieHwsTa 3a TpomOO3a B ApYTrH KPBBOHOCHM CBAOBE, HaNpUMep
YepHOAPOOHH, ME3EHTEPHAIHH, OBOpeYHH, UepeOpaTHH KN B PETHHATHA BEHH H apTCPHH, MpH
YKE€HH, H3NOJ3BALIY XOPMOHANHM KOHTPAUENTUBHH CPEACTBA.

o CHUMIITOMWHTE HAa BCHO3HA WIM apTepHanHa TpoM003a HIU Ha MO3BUHO-CHIOB HHIMASHT MOTrar
Ja BKMOYBAT: HeoOHuaiiHa €IHOCTpaHHAa Oonka B Kpaka M/WIHM NOJYBAHE, BHE3alHa CHUNHA
Goska B 06nacTTa Ha TPBAHMA KOLL, CHC HIIK Oe3 HpaJHalMs KbM JIABaTa PbKa; BHE3AMECH 3anyX;
BHE3aNHa TOfBA HA KALUIMLE, BCAKO HeoOMYaifHO, CWTHO, NPOABDKHTENIHO I/1aBOOONHE;
BHE3aNMHa YaCcTHYHA WM ITBJIHA 3aryfa Ha 3peHue; JUIUIONHs; HEACEH roBop Wil adasus;
CBETOBBPTEK; KOJIANC ¢ HIH 6e3 GoxanHu rbpuose; cabocT WIH CHIIHO H3Pa3eHO M3TPBIIBAHE,
BHE3ATIHO 3aCATalllo 6AHATA CTPaHa MK YacT OT THIOTO; MOTOPHH HapyIeHHs, "OCTbP" KOpeM

¢ PHCKBT OT BeHO3HA TPOMOOEMOOIHA Ce yBEN1YaBa C:

- HampeABaHe Ha BL3pacTTa;

- nylieHe (PHCKBT AOMBAHUTEIHO HAPAcTBA NPH YNOTpeba Ha MoBeYe LMrapy B
YBENMUCHHE HA BBE3PACTTA, 0co0eHO npH >keHH Hag 35 r. JKenure Han 35-roaviuHa
Bb3pacT TpAOBa HACTOHYMBO Aa ObJAT NOCHBETBAHW Ja HE MYINAT, aKO UCKAT Ja
n3non3sar J{uane 35);

- MonoxHuTeNHa (JaMHITHA aHamHe3a (Harp. BeHo3Ha Tpomboembonus npu Opar, cecTpa
WK POAMTE] B OTHOCUTETHO paHHa Bb3pacT). AKO C€ NOJO3HPA HANWYKE Ha
HACJTEICTBEHO NPEAPAsoNONEHUE, JKeHaTa Tpa0Ba 1a Ob/J¢ HACOUCHA KbM
CMELIHATMCT 34 ChBET, NPEJIH Ja ¢e B3eMe pelleHue 3a ynorpeda Ha XOpMOHAIHU
KOHTPALENTUBHY CPEICTBA;

- NPOALIDKUTENHO 0DE3ABIKBAHE, FOIEMH OMEPALHH, ONEPALMH HE NOTHATE KPAHHHLIH
WM TEXXKHM TPaBMH. B Te3u ciiyuau ce npenopbysa fa ce npekpari ynorpedata Ha
KOK (B ciyuaii Ha NIaHMpaHa onepalns NOHe YSTHPH CEMHULM TIPS/ faTaTa) u Aa
HE ce 3aMo4Ba OTHOBO JIO 2 CEIMHMUM CJIE], MBJIHOTO BB3CTAHOBABAHE HA IBHXEHHMETO.
TpaGea ga ce MMa PeABHA MPHNAraHE HA aHTHTPOMOOTHYHO ACHEHHE, AKO
ynorpebara Ha JlnaHe 35 He e Ouna npeycTaHOBEHA NPEABAPUTENHO.

- 3aTABCTABAHE (MHAEKC Ha TenecHaTa Maca Haz 30 kg/m?).

AprepHantnTe TpoME0eMOONHYHH CHOUTHA MOxKe Aa OBAAT KHBOTO3ACTpALIIABAIIM WM AQ UMAT
daTanen u3xox. IIoTeHIMATET 3a MOBHIIEH CHHEPTHYUEH pHck oT TpoMbo3a Tpabea a ce MMa

peBKMA TIPH JKEHU ¢ KOMOWHALS OT PHCKOBH (aKTOPH WIH C MO-roffAMa TEeKECT Ha
oraesieH pHckos (axrop. TO3H MOBHILEH PHCK MOXKE [ € NO-TOJISIM OT OOMKHOBEHH
puck oT dakropute. [[HaHe 35 He TpaOBa 1a ce NpeAHCcBa IPH OTPHLATEIIHA ouef;
CHOTHOIIEHHETO pHCK-non3a (Bux , JIpoTHBOnOKazanus ™).




e Puckbr OT aprepuanHd TpoMOOEMOONHYHH YCIOKHEHHS WIH MO3bYHO-CBAOB WHLMIACHT C€
yBE/IH4ABA C:

- HampeABaHe Ha BE3pacTTa;

- nyleHe {PUCKBT AOMBJIHHTENHO KapacTBa ApH YNoTpeOa Ha noeeye LMrapy 1
YBETUUEHHE HA Bb3PacTTa, 0cobeHo npw sxeHn Haa 35 r. Xenure Hap 35-roamiuHa
BB3PacT TPAOBa HACTOHYMBO Jla ObJaT NOCHBETBAHHM 12 HE MYILAT, aKO HCKAT /1
u3rionzear Juane 335);

- AWCITUNMONIPOTEUHEMHUS,

- 3aTIIbCTABAHE (MHAEKC Ha TenecHaTa maca Haj 30 kg/m?).

- XHIICPTOHKA,

- MHIPEeHa;

- KJianHa O0NecT HA CHPLIETO;

- NpeACHPIHO MBXICHE;

- nomoxuTenHa daMunHa aHamHesa (Hanp. aprepuanHa TpoMbo3a npu Opat, cectpa
HJTH POANTEN B OTHOCHTENHO PaHHA BBb3PpacT). AKO ce€ NOAO3HPa HATMYMHE Ha
HACNIEACTBEHO MpEAPA3NONIoKEHYE, XKeHaTa TpsOsa 1a ObAe HACOUYEHA KbM
CIELHAJTUCT 3a ChBET, MPEM Aa CE B3eMe pellcHUE 3a yNoTpeba Ha XOPMOHAITHH
KOHTpaUENTHBHH CPEACTBA.

e JIpyrH MEIOHIMHCKH CBCTOAHHA, CBbP3aHHW C HEXKEJIAHH LIMPKYJATOPHH CHOWTHSA, BKIIOYBAT
3axapeH JUa0eT, CHCTEMEH JIYIYC EPHTEMATO3YC, XEMONUTHYSH YPEMHUYeH CHHIPOM, XPOHUYHO
Bh3NAIEHHE Ha nebenoto gepso {GonecT Ha Crohn MnM yALEPE3EH KOJUT) W CHPHOBUMHO-
KJIETBYHA aHEMMSL.

o Tpsbpa ga cc WMA TMpeABHMI YReaHueHus pWck oT TpombGoemOonusa B nyepmepuyma (3a
nndopmanua otHocHo "BpeMeHHoCT M KbpMmeHe" Bx. TouKa 4.6).

e VBenMueHHE HAa UECTOTATA WM TEKECTTa Ha MHIpeHara mo BpeMme Ha ymotpeba na Juane 35
(KkoeTo MOXKe Ja € TMPH3HAK Ha nepeGpoBacKyTapeH WHUMAEHT) Moxke aa Obje MpUudHaA 3a
He3abaBHO npexpaTsaBaHe ynoTpebarta na [Auane 35.

¥Kenute, kouto uanorzsat Juade 35, cneasa H3pWIHO Aa OBAAT HHCTPYKTUPAHH 4 CE¢ CBBHpXKAT
CBC CBO4 JIEKap B CNIy4ail Ha BB3MOXKHH CUMITOMH Ha TpoM0OO3a. B ciiyvalt Ha NoA03HpaHa HIIH
noTebpAeHa Tpombo3a ynotpebara Ha J[uaHe 35 TpsGpa na ce npeycraHoed. Heobxonumo ¢ na ce
3aMOYHE afAeKBATHA KOHTpallenuus, MOpaau TepaTOreHHWTe eYEKTH Ha aHTHKOAryJIaHTHATa
Tepanusa (KyMapHHOBY MPOIYKTH).

- Tymopu

Haii-BaxxausT puckoB (aKkTOp 33 pak Ha IMMHKaTa HA MaTKaTa € Ha/MuKe Ha mosTapsaima ce HPV
urdexiua. HAKOM enujeMHMOOrdYHM NPOY4BAHHS COYAT, ue MPOMbIDKMTENHATa ymorpeba Ha
KOK Moxe aa nonpaHece 3a yBEIMYABAaHE HA PHCKA, HO Te NPOABJDKABAT Aa ¢4 NPOTHBOPEIHEH 1O
OTHOIIEHHE HA CTENEHTa, O KOATO Ta3H HAXO4Ka MOXE A ¢ ABIDKH Ha NPHAPYXKABalIH (HaKkTopH
KaTO LIEPBUKANEH CKPHHHMHT M CEKCYalHO MOBEIEHWE, BrMo4Bamo ynotpeba Ha OapuepHa

KOHTPALIETILIHA.

MeTa-aganu3 Ha 54 enHIeMHOJIOTHYHH TNPOY4YBaHWA I0Ka3Ba, Y€ CHIIECTBYBA JICKO YBC/IHMYEH
otHocHTeneH puck (RR = 1,24) 3a ycraHoBsiBaHe pak Ha I'bpAarta NpH xeHH, nenonssawy KOK.
PucKBT MOCTENEHHO H3Ue3Ba B NpOoABkeHde Ha 10 roAWHu cmen npekparsaBaHe ynorpebaTta Ha
KOK. Twii KaToO pak Ha rbpAaTa ce cpellia paako npH xxeHu moj 40 rogHHy, yBenH4eHHA Opoi Ha
MMarHo3a paK Ha IbplaTa NpH XeHW, ynortpeOssamm win ynorpebasanu KOK, e masi

cpaBHeHMe ¢ O0IMA PUCK OT paKk Ha rpprara. Te3d mMpoy4uBaHHA HE AaBaT A0 -*/:T* BB
NpHYKMHHA Bpb3ka. HabmiogaBaHOTO yBEnWYeHHME HA PHCKa MOXE Aa CE AB/D # G-parHy

MArHo3a PaK Ha THP/JATA TIPH XKern usnonssamy KOK, Ha GuonorHunnTe edexTu L& KOG

KOMOHHALMA OT JBeTe. PakbT Ha IbpAaTa, JHarHOCTHIMPaH Npu ynoTpebisa ﬁﬁ?éééi%ﬁ;-
paHEH cTaaHii OTKOIKOTO TO3H AMarHOCTHLMPAH TPH XKEHH, KOMTO HHKOra He ca W3Boupdal K&
SRk #




B peaku cnyuau npu ynorpeba Ha KOK ce HabmomapaTt n100pokavecTBEHM TYMOPH Ha YEPHHA
apo0, a B olle MO-pefKH CIIy4YaH 3/I0KaueCTBeHH. B H30IUpaHN CllydaH TE3H TYMOPH ca NPHUYHHHIIH
JKHUBOTO3aCTPALIABAIIH HHTpaabmoMuHanyu xemoparuu. [Ipu audepenuuanna nuarnosa Tpsibsa aa
ce MHCIIH 3a YepHOIpoOeH TyMop, Korato npH xeHH, npueMamm KOK ce nossaT cwian 60nk# B
FOpHaTa 4acT Ha KOPeMa, YBEJIHYCHHE Ha depHMs Jpob WK TpH3HALKH Ha HHTpaabloMHHAalHa
XEeMOparus.

3noKaYecTBeHHTE 3a00JABaHud MOXe Ja OBAaT KHBOTO3aCTpallaBallld MM Aa HMar ¢araieH
H3XO/.

- JIpyru ¢cecTOSHHAA

XeHuTe C XUMEPTPHIIHIIEPHACMHS WIH ¢ paMiiHa 0OpeMEHEHOCT ¢a ¢ MOBHIIEH PHCK OT I104Ba
Ha MaHKpeaTHT, korato ynorpedsasat KOK.

Beopexs ue npH HaxoM keHu, npueMamid KOK mam Inane 35 uMma cboOIEHHA 3a MOBHINEHH
CTOMHOCTM HA KPBBHOTO HAJNATaHe, KIMHAYHO 3HAYMMMTE IMOBMIICHHA C& peJKH. Bee mak, ako no
BpeMe Ha yrorpefa Ha KOK ce paseue NpoAB/DKHTENIHA KIHHHYHO 3HAYMMA XHNEPTOHHA, JIEKapAT
TpabBa fma npenopwua mnpekbcBane Ha KOK u  pga nexyBa XUNEPTOHHATA. AKO C
AHTHXHIIEPTEH3MBHA TEPAITHs Ce MOCTUIAT HOPMAJIHH cToitHoCcTH, ynoTpebata Ha KOK moxke na ce
Bb300HORH.

ClieAHMTE CBCTOAHMA Ca CBBP3aHH WIH C€ BIOoIIaBatr IpH OpeMeHHocT WiH ynotpebara Ha KOK,
Ho Bph3kaTa MM ¢ KOK He e mokazaHa: JKBITEHALA HW/HIA NPYPUTYC, CBBP3aH ¢ XONeCTasa,
obpaszyBaHe Ha JKITBYHH KAMBHH; NMOpPOUPHA; CHCTEMEH NYIYC EPHTEMAaTO3yC, XEMOJHMTHYCH
ypeMHueH CHHApPOM; xopesd Ha Sydenham; recrampoHeH xeprec; 3aryba Ha ciyxa, CBbp3aHa ¢
OTOCKJISpO3Aa.

HpH JKEHH ¢ HACIEACTBEH aHrHoeneM, €K30reHHUTE CSCTPOrcHH Morat ga Ipein3BHKaT HIIH
OﬁOCT]JHT CHMIITOMHUTE HA aHT'HOCACM.

IIpy oCcTpM HNH XPOHHYHH HECPHOAPOOHHM (YHKUHOHAIHHM CMYIIEHHA MOXKE Ja CE€ HATOXH
npekpatssaHe ynorpebara Ha KOK, mokato ce HopMaidzupar 4epHOApoOHUTe nipobu. Peltane Ha
XOJIECTATHUHA XXBITEHHIIA, KOATO 33 MPBB BT CE € NMOSABHIIA MO BpeME Ha OPeMEeHHOCT MK NpH
peavInNa yrnorpeda Ha MOJIOBH XOPMOHH CBILO Hajara /a ce npexpatH ynorpedara Ha KOK.

Bropeku ye KOK Moxke aa oka3paT e(peKT BEpXY HepH(EpHATa PE3HCTCHTHOCT HA HHCY/IMH H
IJIFOKO3HHA TOJEPAHC, HAMA AOKA3aTEICTBA 32 HEOOXOAMMOCT OT NMpPOMsSHA Ha TepaneBTHYHHA
peKHM npH avaGeTHukd, w3nomsBamm  Hucko-mozoen KOK  (ceaspxkamm < 0,05 mg
ernHAIecTpaauon). Bee nax awabetMukwre TpabBa BHHUMATENHO Aa ce HaOnogaBaT JAOKaTo
npuemar KOK.

[Ipu ynorpeba Ha KOK ce cpbobiiaBa 3a BlollaBaHE HA €HAOTE€HHA ACNPECHs, CIIHJICIICHA, HA
oonect Ha KpoH u ynneposeH KOJUT.

Hobpe H3BeCTHHW HEXENaHH peakidd npu ynorpedaTa Ha XOPMOHANHH KOHTPAUCNTHBY Ca
NEeNpecHBHO HACTpoeHue W aenpecus (Bx. Touka 4.8). Jlenpecusra Moxke ga Obae cepHo3Ha U €
noOpe M3BECTEH PHCKOB (DAKTOP 33 CYMLIMAHO MOBEAEHHE W CaMOYOHHCTBO. K | :
OBNaT CHBETBAHM Ja CE€ CBBPXKAT C JieKapd CH B Ciiyyald Ha TPOMCHH B §
NEIPECHBHA CHMITTOMH, BKJIKOUHTEITHC M CKOPO ClEA 3ar0vBaHe Ha JIEUYSHHETO.




IIoHnaxora Moxe Aa ce MOSBH XJI0a3Ma, HaKH-Beue NP KEHHUTE, KOUTO HMAT aHaMHe3a 3a XJioa3ma.
Kenure ¢ npeapasnonoKeHwe KBM XoasMa TpaOBa ga W30ArBaT M3IaraHe Ha CITBHIE HITH
yATpaBHoaeTOBO O0MBEMBaHHe JoKaTo Hinon3paT KOK.

AKO TIpH 2KEHH, CTpajallli OT XMP3YTH3BM, BHE3ATHO CE Pa3BHAT HIIM CE€ YBENTHYAT CHMITTOMHTE,
MPHYHHHTE 332 CHCTOSHHETO HM (AHAPOTeH-TIPOAYLHpAll TYMOp, HaaObEOpedeH €H3UMEH Ae(eEKT)
TpsOBa Aa OBbOAT U3ACHEHU Ype3 JUQIEPEHLMAIHO JHATHOCTULIHPAHE.

Beaxa oOpuTa TableTKa OT TO3M NEKAPCTBEH NPOAYKT chabpaa 31,115 mg nakroza MOHOXHAPAT H
19,371 mg 3axapo3za. IlaldeHTH C peAKH HACIEIACTBEHM NpPOOJIEMH HA HENOHOCHUMOCT KBM
GpyKTO3a, raNaxKro3Ha HENMOHOCHMOCT, MBJHA JaKTa3HAa HENOCTAaThYHOCT, TTHOKO30-raJIaKTO3Ha
mManabcopOLpa, KOUTO ¢a Ha aueTa Oe3 nakrosa, Tpadea Ja UMAT TOBA NPeABUIL.

[loBuinaBsane Ha AJIAT

ITo BpeMe HA KIMHMYHYM [IPOYYBaHHS NpH nanueHtd ¢ xenatut C BupycHHW (hepatitis C virus,
HCV) HHEKINH, JIEKYBAHHU C JIeKapCTBEHH [IPOOYKTH, ChABPIKAIIH
OMOHUTACBUD/TAPUTATIPEBUD/PUTOHABHP H HacaOyBHp c¢bC Wiu 6e3 pubaBupuH, ce HabmoaaBa
3HAYMTENRHO MOBHIIEHHE Ha TpaHcaMuHazuTe (AJIAT) nosede oT 5 MBTH HaZl rOpHATA IPaHKLIA Ha
Hopmara (upper limit of normal, ULN), koero ce cinyuBa 3HAYMATEIHO MO-UECTO NPH XKEHM,
ynoTpeOaBald  JIEKapcTBa, CHABPXKAIIM ETHHWIECTPAAHOJ, TAKHBA KaTe KOMOHMHHMpaHH
xopmonHanau konrpauenTiey (KXK) (k. Toukn 4.3 u 4.5).

Meouyurnicku npeziredwxoncysmauun

[Ipenwu 3anousane yriotpeOa Ha Jnane 35 wiv npeau Bh3CTAHOBABAHETO HA MpHEMa, TpAOBa aa ce
CHEME IThIIHA AHAMHE3a M Ja C€ U3BBPIUY MBJIEH NPerie]] ¢ OTNIe] MPOTHROMOKA3AHUATA (BXK. TOYKA
43) W npepynpexacHuaTra (Bxk. Touka 4.4), koifto TpabBa na ce NIPOBEXIa TNEPHOAHYHO.
[TeproagMUHHAT MEXHLMHCKM Mperne] € OT 3Ha4Y€HWE TOopajd MPOTHBONOKA3aHHATA (HampHMep
NpexoAeH HCXeMHYeH TPHCTBEN W Ap.) WIH pHCKOBHTE ¢axkropd (Ciyyad Ha BEHO3HA HIH
aprepuanHa TpoMbo3a B CEMEHCTBOTO), KOMTO MOTAT [la C€ IOABAT 3a TPHB NMBT MO BpeMe Ha
u3non3eane Ha Jluane 35, Uecrorara u ecTecTBOTO Ha TE3M MpeEryieay TpAOBA Aa € OCHOBABA Ha
nobpe ycTaHOBEHATA [MPAKTHKA M A Ce afanTHpa KbM OTACSIHHA ClTy4da, HO HaH-00umo TpAdera na
ce oOpbllia BHHMAaHHE Ha KPBBHOTO HAJiiraHe, CbPAMTE, OPraHUTE B KOpeMHaTa obnacT M Tasa,
KATO C€ BIJIIOUYBRA LICPBHKANHO LIMTOJIOTHYHO U3CIEABAHE.

XKeuure TpaOea na OnaaT npeaynpelncHH, ue OPAJTHHTE KOHTpaLENTHRH karo JluHe 35 He
npeanasear ot HIV mndexuuu (CIIMH) 1 ot apyru O60/IeCTH, KOUTO CE MPEAABAT I10 I10JIOB ITBT.

Hamanena ethexmusnocm

KonrpauerrrHeaisaT edext Ha Juane 35 Moke Aa ce BJIOLIK B CIIY4aH HaNpUMEP Ha IPOIyCcKaHe
nmpueM Ha TabneTkH (BxX. Touka 4.2 Ilpomycxare npuem nma mabremiu), racTpO-HHTECTHHATHY
HapymeHus (Bx, Touka 4.2 Cvgemu 8 cayuaii Ha 2acmpo-UHMECMUHAIHY CMYUEHISE) 110 BpEME Ha
ynorpebara Ha TableTKHTe WIM €IHOBPEMEHHO MpHIIaraHe ¢ APYTH JIEKAPCTBEHH NPOAYKTH (BiXK.
Touka 4.5 BaauMoaeicTBHE C APYTH JIEKAPCTBEHH NPOAYKTU W Apyr¥ GOPMH Ha B3aMMOIECHCTBHE).

Browen KORmMpoOJa Ha {HKDH

ITIpu ectporen/mporectoren KOK Moxke Ja ce NMOSBM HEPENOBHO KbpBEHE (3gMARMMIDIIgG
npoOUBHO KBpBeHE), OcO0EHO B NBEPBUTE MecelM Ha ynorpeba. 3aToBa OUEH ‘ , BOly
HepeOBHO KLPBEHE HMA CMMCHJI €IBA CIIE aAanTalMOHHHA HHTEPBAIT OT OKOJIO 3,___ K10 éﬁr %
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AKO HEPEJOBHOTO KbPBEHE MEPCHCTHPA WIH CE MOABU CNe] PEJOBHH LHKIH, TpAOBa a C€ ThPCAT
NPHYMHH, HECBEP3AHH C XOPMOHHTE H J1a ce NpeANpHEMAT NOAXOAMIIHA AHATHOCTUYHH MEPKH, 33
114 c€ H3KJTIOUH 3/T0KAYECTBEHOCT HIIH OpemenHocT. Moxe [a ce HaJl03KH K KIOpETaxX.

ITpu HAKOM >KEHH Cjie[] HHTEpBaia, B KOMTO He ce B3NMAT Tab/IeTKH, He C¢ MOsABABA MEHCTPYaJTHO
kbpeeHe. Ako KOK e m3nonsean criopen ykaszaHusaTa onucaHy B Touxa 4.2 Josupoexa u Hawun Ha
ApUNOJIcEnte, MAJTKO BEPOATHO € JKEHATa Ja € OpeMeHHa. BbhIpekH TOBa, ako yka3aHwATa HE ca
CMA3EHH MPeH MEPBOTO JIHICBALIO PENOBHO KPHBOTCUEHHE WM AKO 2 IETH HE C€ MOABH TaKOBa
KpbBOTEUEHHE, TpaOBa JAa c€ HM3KIIOYH BBIMOXKHa OpEeMEHHOCT npeaM Ja € HNPOABIDKH
u3rnoazsaHeTo Ha KOK.

4.5 BizagmojeiicTBHe ¢ JApYra JIeKApCTBeHH TNPOJYKTH M ApyrH  ¢opMH HaA
B3aAMMOIECHCTBHE

3abenexka: Cnezpa Ja ¢e HanpaBH CIpaBka ¢ fieKapcTBeHaTa HHOOpMauMA 33 NPUIAraHuTe
eTHOBPEMEHHO JIEKAPCTBA, 38 14 C€ YCTAHOBH BPE3MOXKHOCTTA 34 €BCHTYAJIHN B3aHMOJICHCTBHA.

KonTtpon

EH3uMHa MHOyKumMs Moxe Ja ce Habmiomapa cnef HAKONKo AHH JiedeHHe. OOHKHOBCHO
MaKCHMAaJTHATa €H3MMHA HHOYKLHS NPOTHYA B paMKUTE Ha HAKOJKO ceAMMUM. Cnen crnupaHe Ha
JIeKapCTBEHATA TEPAIHs eH3UMHATA HHIYKIMA MOXKe Ja TIPOJBJIKH 10 OKOJIO0 4 CeIMHIIH.

Edexmu na opyzu nexapcmea evpxy Juane 33

Moske Oa BB3HMKHAT B3auMMOJEHCTBHA C JPYrd JIEKapCTBa, KOWTO HHAYUMPAT MHKPO3OMAaJiHH
EH3MMH, ¥ TOBA MOXe 12 JORERE JO MOBHINEH KIHPBHC HA MONOBHTE XOPMOHH, BOJIEII 10 NOABA HA
KhpPBEHE H/WIM HaMalleHa KOHTPALCITHBHA 3alllHTA.

EnsuMHaTa MHOYKUHA Beue MOxKe Ja ce HalmogaBa ciell HAKOJIKO OHH OT JISYCHHETO.
MakcHMaIHaTa UMHAYKLHA Ha €H3HMUTEe OOHKHOBEHO ce HadmoJiaBa B pPaMKHTe Ha HAKOIKO
ceqMuny. Cllex CrnUpaHe Ha JEKAPCTBEHATa Tepamus €H3MMHATa MHIYKUHMs Moxe Aa Obae
MOJUThP3KaHA B NPOALIDKEHHE HA OKONO 4 CeIMHLM.

Kenn, nekyBamy ce ¢ HAKOM OT TE3H JIEKAPCTBEHH NPOAYKTH, TPOBAa BPEMEHHO A3 H3MOJ3BAT
NONBIHUTENHO ¢ JluaHe 35 W GapHepeH MeTon MNM Aa m3depar APYr METOA HA KOHTPALETLAs.
TpabBa ma ce m3mon3ea OapHepeH METOJ 3a KOHTPALENIWS TO BpeMe Ha €IHOBPEMEHHOTO
MPHAOKEHHE Ha JieKapcTBaTa M 28 JHH Cel CIHpaHeTo My.AKO NEpPHOJA, N0 BpeMe Ha KOHMTO €
M3MON3BaH GapuepeH MeTo]l MPOAB/DKH M Cliell NPHIUIIoUBaHe Ha TablleTKuTe OT OnakoBKaTa
Jlnaue 35, cnenpamara onakoeka Tpatpa na Onae 3anounara 6e3 obuualinug neproa 6e3 npueM Ha
TaOJIEeTKH.

Bewecmea, ysenuuaemyu xnupvuca na Huanwe 35 (mamanena eduxacnocm Ha [Juawe 33 upes
EHIUMHA UHOYKYUA) HAND.

(DenuTouH, 6apObUTYpaTH, NPUMUIOH, KapOamMazenuH, pu(aMIIHIHH, a CBLIO TAKa € Bh3MOXHO U
okckapbaszenus, TonupaMar, ¢enbaMar, rpu3eodyIBHH W NPOAYKTH, ChABPKAILIH OHNKATa HKBIT
KaHTaApPKOH ).
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Bewecmea ¢ paznuven eghexm svpxy xnupvrca na Juane 35, nanp. 7 <A Mg
[Ipu enHoBpeMeHHO mnpunoxeHue ¢ Mwane 35 muoro HIV/HCV npo'reaszn" goMGUTOPY
HEHYKJICO3HAHH HHXMOMTOpHM Ha oOpaTHAaTa TPAHCKPUNTAa3a MOXE [da MOBHLI H I\

1a3MeHHTe KOHLIEHTPAllHH Ha eCTporeHa WIH TMporecTHHa. Te3H NpOMEHH !:
KIMHHYHO 3HAYMMH B HIKOM CJIyYaH. \ B
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Bewecmeama, HamMarasawy KiupwHea Ha xombununpanume xopmonannu xoumpayenmusu, KXK
(EH3UMHY UHXUOUMODY)

KIUHUYHOTO 3HAYEHME HA TOTEHLHAJIHHTE B3aMMOICHCTBHS C €H3WMHHTE MHXHOHTOpPHM OCTaBa
HEU3ZIBECTHO.

EOHOBpeMEHHOTO NPWIOKEHUE Ha cHIIHU HHXHOMTOpH HAa CYP3A4 Moxe na yBEIUYH [LUTa3MEHHTE
KOHLIEHTpalHH{ Ha €CTpOreH Wi Ha NPOreCTHH, WIH H Ha ABETeE.

JlokazaHo e, 4ye mo3uTe Ha eTopHKOKcHO or 60 go 120 mg AHEeBHO MOBHIIABAT INIA3MEHHTE
KOHIIEHTPALlMH Ha ETWHWIeCTpaJHoN ChOTBeTHO orT 1.4 mo 1,6 mbTH, KOraTo ce MOpHeMar
eOHOBPEMEHHO ¢ KOMOMHMpaH XOpMOHAJeH KoHTpauentus, cbibpaxkami 0,035 mg
CTUHHJIECTPAAHOM.

Eexmu na ecmpozen/npozecmeponnume KOK evpxy Opyzume nexapcmeeni npooykmu

Ectporen/nporecrorenunre KOK xato lwaHe 35 MoraT na MOBIWAAT METa0ONM3Ma Ha OPYTH
neKapcTBeHH NpoAykTH. CBHOTBETHO I[L1a3MeHATa M THKaHHA KOHLGHTpaluH Morar jna Osmaar
VBEJIHYEHH (HAPUMEP LMKJIOCHOPHH) HIIH HaMAalleHH (HATIpHMep JIAMOTPHIUH).

MapMakoIUHAMHUYHY B3aUMONECHCTBUL

EnnoBpeMeHnaTa ynoTpeba ¢ eKapcTBeHH MPOAYKTH, ChABPXKAIM OMOHTACBUp/NapUTanpeBHp/
PHTOHABHP W Aacal0yBHp, ¢hC Wi Oe3 puOaBHpHH MOXE Aa YBEMHYH PHCKA OT IOBHINABAHE Ha
AJIAT (Bx. Touku 4.3 1 4.4).

[To Tasm npuurHa, ynorpebasawmre Juane 35 Tpabea la NpEMHUHAT KbM ANTEPHATHBEH METOA HA
KOHTpalenuus (Hamp. KOHTPAaleNniyd CaMo ¢ NporecTareH WIH HEXOPMOHANHM METOAM) Mpeiu
3aTIOUBAHE HA TEpalHs ¢ TO3H peXkHM Ha komOuHarus. [IpuemsbT Ha [liade 35 Moke a ce 3amoduHe
OTHOBO 2 CEIIMHIIH CJIe]] 3aBBPIIBaHe HA TO3M KOMOMHHPAH Pe)XdM Ha JIEYCHHUE.

KnuHMYHKTE JAHHH NPEATNoNarar, 4e¢ eTHHHIEeCTpagrHon HHXHOHpa KiIMpEHCa Ha cyOCTpaTuTe Ha
CYP1A2, sojemn g0 cnabo (HanpuMmep TeodunMH) HIH YMEPEHO (HaNpHMep TH3AHH/IHH)
MOBHINIABAHE HA TAXHATA TJIA3MEeHA KOHLCHTpaLH.

Apyzu hopmu na eaaumoodeticmeue

o Jlabopamopru mecmoee

Ynorpebara Ha nponykTH karo [uaHe 35 MOXe 1a NOBIHAC BBPXY Pe3y/NTaTHTE OT HAKOH
naGopaTOpHH TECTOBE, BKIIOMHTETHO OHOXMMHUYHMTE TapaMeTpH Ha depHoapoOHara, THpPOHAHATA,
HanOROpeuHaTa W OBOpeuHaTa QYHKIMS, IUIA3MEHATA KOHLICHTpAlMA Ha NMPOTEHHHTE, HANPHMED
rmo6ynHH CBBP3Balll KOPTHKOCTEPOHAH H JTHIAJHW/IMNCTIPOTEMHHH (pakuMy, NapaMeTpUTe Ha
oOMAHATA Ha BBIJIEXHApATH H NAapaMeTPH Ha KPbBOCKCUpBaHeTO H (puOpHHOIu3arta. IlpoMeHuTe

ODHKHOBEHO Ca B nopAabKa Ha HOPpMaATA.

3abenexka: JlekapeTBenata HHQOpPMAIHA Ha CBHIBTCTBAIIOTO JieueHHe TpsAOBa Oa Owae
KOHCYJITHPaHA € 11eJ1 OTIpeaensiHe Ha NOTEHLMANIHY B3aUMOICHCTBHA.

4.6 PepTHANTET, GPEMEHHOCT H KbpMeEHe

bpeMEeHHOCT




Vnorpebara Ha JIuaHe 35 e NMPOTHBONOKA3aHA MO BpeME HAa OPEMEHHOCT. AKO IO BpeMe Ha
neuenue ¢ Jluane 35 ce yeranosH GpeMeHHOCT, MpuUeMsT TpaOBa He3abaBHO 1A ce mpekparTu. (BXK.
Touka 5.2 [TpemiHAYHY JaHHM 32 6€30TacHOCT).

Kspmene
Yrnotpebara Ha [[ptane 35 e npoTHBOMOKa3aHa Mo BpeME Ha KbpMmeHe. LIMMpOTEpOHOBHAT aLeTaT
npeMHHaBa B KbpMara. Okomo 0,2% ot maiuuHara fo3a mie AOCTHrHE AC HOBOPOACHOTO 4pes

KbpMarTa, KOETO ChOTBeTCTBA Ha no3a okono 1 pgkg. 0,02% or aHeBHata madupHa no3a
ETHHWIECTPAJHOJ CHINC MOXKE Ja MPEMHUHE B HOBOPOACHOTO C KbpMaTa 1o BpeMe Ha KbpMEHe.

4.7 Edextn BbpXy cnmocoOHOCTTA 32 miopHpane H padoTa ¢ MANIHHH

He ca npoBexxgaHu npoyuyBaHds 3a e(eKTHTE BBPXY cnocobHoctTa 3a wodwupane W paborta ¢
mauad. He ca 6wid nabmogaBaHk edekTH BBPXY cnocobHOCTTa 3a Iodupane M pabora ¢
MALUKHH TIPH JKEeHH, pHematiu Juane 39,

4.8 Hexemrann NekapCcTBeHH PeaKuiH

48.1 OGo0menne Ha npodn/ia HA Oe300ACHOCT

Haii-gecTo cho0iaBaHuTe HEXENIAHN peakipn cBbp3aHH ¢ Juane 35 ca ragene, 6onka B KopeMma,
[IOBHIIEHO TErJo, [MapoboHe, AENPECHBHO HACTPOCHHE, NIPOMEHEHH B HACTPOCHHETO, OONKa B

bPANTE, YYBCTBUTEIHOCT Ha IbpaAnTe. T€ ce npossasat npu > 1% o1 notpeburenure.

ChllecTBYBa IOBUILEH PHCK OT TPOMBOeMBOIM3bM P BCHYKH XKEHH, KOUTO M3nonspar JInaue 35
(B>Kk. TOUKa 4.4).

4.8.2 TabanuyeH cnuehLK HA HEKEJTAHATE PDEAKIHH




C Henm3BpecTHA

CHCTEMHO-OPranna Peaxn qecToTa (0T
Knacapukanun Hecrn Hetuectn (=1/10 000 g0 HAJIHTHHTE JAHHH He
< < —
(MedDRA) (2 1/100 no <1/10) (= 1/1000 no <1/100) < 1/1000) MosKe 12 GhTe
HanpaBeHa ONCHKA)
HenmoHOCHMOCT KBEM
HapyuieHus Ha ounTe
KOHTAKTHH JICIIH
IlopHiuaBsane Ha
C1A0BU HApYILICHHSA
KPBBHOTO HAJIATAHE
CTOMALIHO-YPEBHH ["anene [loBpriLane
HAPYLICHUA Kopemna Gonka Jlnapus
eHHd Ha HMYHHATA
Hapy MYH CBpBXYYBCTBHTEIIHOCT
CHUCTEMA
YeenuueHue Ha HaMmangapane Ha
Hscnegpanms
TErJioTO TErJIOTO
HapyuieHus Ha 3anpbAKKa Ha
MeTaboIM3Ma H XpaHEHETO TEYHOCTH
HapyiueHus Ha HepBHATA
b °P I'masobonue Murpena
CHCTEMA
HAenpecuBHO
HACTPOCHHE
IlcyxHuHH HApYLIEHHA P [ToumxkeHo nubuao | [loBumeno nHOUIO
ITpomenu B
HACTPOCHUETO

Hapymenns Ha

bonka B repauTe,

XuneprodHa Ha

BarvnanHa cexpeuus
BB3MPOM3BOAMTEIHATA Hanpexenue B FBPANTE

Cekpellds OT I'bPAUTE
CUCTEMA H I'bpAATA I'BPANTE
Hapyenust Ha koxara 3adyepBaBaHE Eputema HOZIO3YM
MNOAKOKHATA THKaH YpTUKApUA Epwrema myntugopme
CbIOBH HapYLISHUA TpomboemMbonzEM

* Usnonssanu ca Hadi-noaxomaiure MedDRA tepmunun (12.0 Bepeusi) 3a OnHcBaHe Ha
olpeaeicHH HexXenanH peakiuy. CHHOHUMH MK NMOA00HK CBCTOAHMSA HE Ca ONHCAaHH, HO
TpAOBa Aa C€ UMAaT NpPEIBUA.

4.8.3 Onncanne HA H30PAHHUTE HEKETAHH PEAKIHH

[Tpn xenn, kouto uanomear KXK, e HabnwogapaH HOBUILEH PHCK OT apTePHATIHH H BEHO3HH
TPOMOOTHYHH U TPOMBOeMOOIUYHH CHOHTHA, BKITIOUHTEIHO HH(APKT Ha MHOKAap/a, HHCYIT,
MPEXOAHH HCXEMHYHH TPHCTHITH, BeHO3HA Tpombo3a 1 Oenoapobya emOonua, KOHTO ¢a

pasriieJaHu mo-nmogpodHo B TOUKa 4.4.

CneHHTE CEPHO3HH HEXENAaHU PEaKIMH ¢e choGInaBaT mpH s>keHH, ninomssami KXK, kouro ce
oGcrkaar B T. 4.4 ,,Cneunyanay NpedynpeKAcHHs U IpeanasHH MepKy py ynorpeba”:

- BeHo3HH TpOMOOeMOOIMYHH HApYILEHH;

- Aprepuanuu TpoM00eMOONTHYHHA HAPYLICHHS;
-  XHUNEePTOHHA;

- YepHOApoOHH TYMOPH;

- Tlosia vnw BiIOUIaBaHE HA CHCTOAHHMATA, IPH KOHTO €AHOBPEMEHHATA YTIO
He ¢ pemrapama: Oomect Ha KpoH, ynuepaTHBEH KOMMT, CMHISIICHS,

XeMOJIMTHYCH YPEMHYCH CHHAPOM, XONCCTATHYHA XXBJITEHHILIA,




-  XmoazMma;

- OcTpo WiH XpOHHYHO HapyIIeHHe Ha YepHOApoOHaTa (PyHKIMA MOKE Ja HAOXKH CIIHPAHE
Ha ynorpebata Ha KOK, nokaro mapkepuTe Ha depHoApoOHaTa PyHKLHA ce BbPHAT KbM
HOPMATHOTO.

- Ilpu xeHH ¢ HaclIeCTBEH AHTHOEAEM, €K30TeHHUTE €CTPOr€HH MOraT Jia NPpeAH3BHKAT HITH
000CTPAT CHMIOTOMHTE HAa aHTHOEEM.

YecToTaTa Ha HACHO3a HA paK Ha TBPJata € MHOro Jeko nosuilieHa cpen npuemaimre KOK. Toh
KATO PAK HA I'bP/ara ce cpellia paaKo MpH keHd moy 40 roauny, ypeandeHus Opoi Ha JuarHosa
HA paK Ha I'bPJATa NpH KeHH, ynoTpedasainu uin ynorpedssand KOK, ¢ manrek B CpaBHEHHE ¢
obums pHCK OT pak Ha repaarta. [IpHummHO-clieacTBeHaTa Bph3ka ¢ yrorpebara Ha KOK e
HEH3BECTHA. 3a MmoBeye HHGOpMAaLHA BHKTe Touka 4.3 u To4ka 4.4.

Bzaumooeucmeua
ITpoGuBHO KBpPBEHEe H/WIHM HeyClelIHa KOHTpAaIeNus MOYKE Aa ¢a pesyiTar OoT B3aMMOACHCTBHA
Ha JAPYCH JIEKAPCTBA (€H3UMHH HHIYKTOPH) C MEPOPAITHHA KOHTPALIENTHBH (BX. TOYKa 4.5).

Cro0uaBsare Ha NIOAOIMPAHH HEXKENAHM PCAKIHH

Cro0ImaBaneTo Ha MOJO3MPAHH HEXKENAHH peakiiy ciiefl pa3pellaBaHe 3a ynorpeda Ha
JIEKAPCTBEHHS NPOAYKT € BaskHO. ToBa MO2BOMABA J1a IPOALIDKH HAOMIOACHHETO Ha
ChOTHOUICHHETO MOMN3a/PUCK 34 JISKAPCTBEHUA NPOAYKT. OT MEAHUHHCKHTE CNICLHAIHCTH Ce
M3HCKEA Ja ch0oO1aBar BCAka MOA03UpaHa HEXKENaHa peaKiug upes

HM3nbanuTenHaTa areHus no 1eKapeTpara

yi. ,,Jamsan I'pyes” Ne 8

1303 Codua, brarapus

Ten.: +35 928903417

yebeaiiT: www.bda.bg

4.9 IIpeaoszupane

Hsama cro0imenns 3a cepuo3HH yBpeXkIamu eekTy rpu npenosupane. Ha 6asata Ha oOmms onur
¢ KOMOMHHMpaHH NEpPOPAJHH KOHTPANENTHBH, CHMITTOMHTE, KOHTO OOMKHOBEHO MOrar Ja ce
NOKBAT, BKJIOUBAT: rajicHe, MOBPBINAHE H OTNaAHO KbpeeHe. OTNagHOTO KbHPBEHE MOXKE JAa ce
MPOSBH JOPH MPH MOMHYETATA MPeIH MEHAapXe, aKo CIy4aHHO TIPHEMAT JISKApCTBECHHA TIPOIYKT.
Hsama crienpands aHTHAOTH H ITOCIENBAINOTO JeueHHe cleBa Aa ObAe CHMITOMATHYHO,

5, G®APMAKOJOINYHHA CBOMCTBA

5.1 POapMaKoAWHHAMAYHE CBOHCTBA

PBapmaxorepanesTHUHa rpyna: Ilonosr XOpMOHH M NpenapatH, MOBIMABAIINA NOJIOBATa CUCTEMA,
auTHAHAPOreHH, aHTHaHAporeHu u ecrporedn, ATC koa: GO3HBO]

KocMmeHo-MacTHHS (PONHKYI, CHCTOALN C€ OT MacTHA JKJie3a M KOoCMeH (ONHKY.N, € aHAPOreHHO
YYBCTBHTEIIHA YACT HA KoXKaTa. AkHe, ce0opes, xMp3yTH3BM UM aHpOreHHa ajlonenus ca KIMHUYHH
ChCTOSHHSA, PE3YNTAT HA OTKJIOHEHHS Ha TO3H TaprereH OpraH, KOHTO MOXeE Ja ¢a NPHYHHCHY OT
IOBHILIEHA YYBCTBHTEIHOCT MJIH BHCOKO IUIa3MEHO HHBO Ha aHaporeHute. JIBere aKkTuBHU

MHXHAOMpA aHOpOTEHHATa CHHTE3a B TAPreTHUTE KNETKH M HAMAJIABA KOHLEHTpal Rk
B KPbBT4 4Ype3 AHTUIOHAAOTPOHHMA CH e(eKT. AHTHIOHAJOTPONIHHAT uat:[)I |
eTHHMJICCTPAAHONA, KOWTO CBIO Taka yBenduaBa CHHTE3ara Ha CBBP3B



rno6ymuH (SHBG) e nnasmara. C ToBa ce peayuupa cBoOOOHHS OHONOTHYHO aKTHBEH aHIPOTEH B
KpBBOOOpaLLleHHETO.

FonsMo, mnpocnekTuBHO, ¢ 3 Trpynd KOXOpPTHO IMIpoy4yBaHe TI0OKa3a, Y€ YecToTara Ha
auarsocTuumnpane Ha VTE sapupa Mexay 8 a0 10 Ha 10000 sxenn-rogvau npu npHemane Ha KOK
C HHUCKH J103H ecTporeH (<50 pg eruHunectpaauon). HaH-HOBMTE NaHHH MOKA3BAT, Y€ 4eCTOTaTa
Ha auarHoctunupane Ha VTE e npubmuzurendo 4,4 va 10000 >xeHM-romHHH OpU NpHeMaHe Ha
KOK or eHH, XOMTO He ca OpeMeHHH M Bapupa Mexgy 20 go 30 ma 10000 x¢enu-roguHH NpH
OpeMeHHH >KeHH HIIM TAKUBA CIISH paXAaHe.

Jleuenuero ¢ Juanme 35 ob6bukHOBeHO cien 3 go 4 Mecella BOOH A0 O3/paBABaHE¢ Ha
CBINECTBYBAILIOTO akHe. [IpeKOMEPHOTO OMa3HABaHe Ha KocaTa M KOXara, OOMKHOBEHO M34e3Ba
no-pano. OnagaHeTo Ha KOCaTa, KOETO YecTo ce cpela npu ceboped, Cro HaManasa. I1pu sxeHu ¢
neka hopMa Ha XHP3YTH3IBM, OCOOEHO C JIEKO YBEJTHUEHO OKOCMSABAHE I10 JINLETO, PE3YNTATHTE CC
NI0JIY4ABAT CAMO ClICTT HAKOMKO MeceuHa ynorpeda.

Konrpauernrmusuust edext Ha duane 35 ce Ga3upa Ha B3auMOAEHCTBUTO Ha PasHuHK (akTopy,
HaW-BOXHH OT KOMTO ca MHXHOHWpaHe Ha OBYJALMATa H NMPOMAHA Ha LiEPBHKaNHaTa cekpeuud. B
JIOITBJIHEHHE KBM TIpeAnasBaHe ot 3abpeMeHsBaHe, KOMOHHAUHATA €CTPOrEH/TIPOTECTOreH MMa H
APYrd MOJMIOKHTEIHH KAauyecTBd, KOWTO Ca HE3ABHCHMH OT OTpHIATENHMTE (BXK. Touka 4.4
Coeupaniy nNpeaynpexIeHHs W mNpeamasHd Mepkd mnpH ynotpeba, touka 4.8 Hexenaun
JeKapcTBEHH peakumu). LIMKBABT cTaBa TMO-pEAOBEH, MEHCTpyaluATa 4eCcTO € MNO-Mallko
Oone3neHa, ¢ mo-Majka 3aryba Ha KpbB. [locnennoro BogH 0 HaMalsIBaHE HA TOSBATA HA XKENE3€H

AepHLHT.

S.2 PapMaKkoKHHEeTHYIHH CBOACTBA

Hunpomeponoe auemam

Abcopbuug

Crnen mepopalHO NpwIokeHHe, abcopOlMdTa Ha LMIOPOTEPOHOB anerar € Omp3a H IIBJIHA.

MakcHMaliHa cepyMHa KOHUEHTpalus oT 15 ng/ml ce noctyra cnea enuHu4eH npHem 3a 1,6 vaca.
buoHannyHocTTa € okono 88 %.

PaznpenencHue

[IHIIpOTEPOHOB ALETAT € MOYTH HM3IAI0 CRBP3aH cbe cepyMHHs anbymuH. Camo 3,5-4,0 % ot
ofljara cepyMHa KOHLEHTpalud € MNpeiacTaBeHa karo cBobozaen crepoua. IlpeamseukaHoTo OT
eTHHHIeCTpaanon yeenvueHHe Ha SHBG He Bnusie BBpXY CEpYMHOTO NMPOTEHHHO CBBP3BaHE Ha

LMIPOTEPOHOB arierar. MCTHHCKHAT 00eM Ha pasnpelesieHHe Ha LIATIPOTEPOHOB alCTAT € OKOIO
986 + 437 1.

buorpancdopmalins |
[unporepoHor auerar ce Metabonusmpa nNoutH HambAHO. OCHOBHHAT META0OJMT B IUIa3Mara €
aedunnpan kato 158-OH-CPA, koiito ce o6pazysa upes uuroxpom P450 enzum CYP3A4. Huroto
Ha KIHphHCA B cepyMa € okoito 3,6 mi/min/kg.

Enumunupane S
e

CepyMHMTe HHBA HA LMIIPOTEPOHOB aLeTaT HamaissaTr B nBe (asm, koero e xgpakpeiiid Np
noIyKuBoT oT okoio 0,8 h m okono 2,3 — 3,3 nuu. lIHmpoTepoHOB aneTar/ 3§ ﬂ; 0‘5@0
eKCKpeTHpa B HenpoMeHeHa (opma. Herosure matabonHTi ce EKCpETHpAT B ypm;a@ PrOIpE e ‘é
choTHOWEHKME OT okono 1:2. [TomyxHBOTHT Ha MeTabONMTHATA eKCKpeLus & okod| 138 vt R ) 2

= T L
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ChcTogHKHE Ha CTAOHITHOCT AR




dapMakOKHHETHKATa Ha LMIIPOTEPOHOB ALIETAT He ce BiuAe oT HUBaTta Ha SHBG. B pesynrar Ha
eXXeTHEBHHS MPHEM CEepPYMHHTE HHBA HA JISKAPCTBOTO CE YBEJIMUABAT OKOJIO 2,5 ITHTH JOCTHIaHKH
CBCTOAHHME HA CTAOMJTHOCT 110 BPEME Ha BTOPATA NOJIOBHHA OT [IHKbBIIA.

Emununecmpaouon

In vitro, etmannectpaguon e oopatim HHxHOuTop Ha CYP2CI19, CYPIAL u CYPIAZ2, kakro u
nHxuourop Ha CYP3A4/5, CYP2C8 u CYP2J2 Ha MexaHH3BM.

Abcopbuus

[lepopanHO NpUIOKEHWIT €THHHIeCTpaaunon ce abcopbupa O0bpp30 M HanbaHO. MakcHMaTHaTa
cepyMHa koHueHTpaius ot 71 pg/ml ce moctura Ha 1,6 4ac. Ilo Bpeme Ha abcopOupsaTa U MEPBOTO
yepHOAPOOHO TNPEMHHABAHE, ETHMHWIECTPAaIuo]d TPETHPOSBA YAB/DKEHO MeTabonM3HpaHe,
pocturafikm cpefHa oOpaiHa OHOHATMYHOCT OT OKoNO 45 % ¢ rojeMH HHTCPHHOHBHIYATHH
paznuums ot okono 20 — 65 %.

PasnpeneneHue

ETUHHIECTPAaMON € 3HAYNATENHO, HO HeCTIeLM(HIHO CBBP3aH ChC CEPYMHHA anbyMHH (okono 98
%) ¥ NPEHM3BHAKBA YBEJHUEHHE Ha cepyMHata kKoHueHTpauus sHa SHBG. O6emeT Ha
pasnpeneneHue e okono 2,8 — 8,6 l/kg.

buotpaHcdopMaLysg

ETununecTpaguon € 00eKT Ha MPeCHCTEMHO KOHIOTHPaHE B THHKOUYPEBHATA MYKO3a H UCpHHMA
Jpo6. ETHHHENECTpaiHOA DBPBHYHO C& MeTaboNHM3Mpa Ype3 apOMAaTHO XHWAPOKCH/IMPaHe, HO Ce
GopMHpa ¥ TOMAMO pazHoo0pasHe OT XMAPOKCWIHpAaHY H METHJIHpPaHHW METabOJMTH, KOMTO <a
[PEACTABEHH K4aTO CBOOONHM MeTaOOMHTH W KATO TAIOKYPOHHMIA3HO W CyN(aTHO CBbp3aHH.
Kmuperca e okono 2,3 — 7 ml/min/kg.

EnnmuaMpane

CepyMHHTE HYBa HAa ETHHWIECTPAIUON HAMAJIABAT B BE (pa3H, KOETO € XapaKTePHO 34 IIOJIYXKHBOT
or 0kojlo 1 h u ceorBerHOo okono 10 — 20 h. HenpoMeHeH neKapCTBEHHMAT MPOAYKT He Ce
EKCKPETHUPA, KaTo MeTaGONIMTHTE HA ETHHHIIECTPAOMONl CE€ EKCPeTHpaT B YPHHAPHO/OHIHAPHO
CHLOTHOILIEHHE OT 4:6. TTomyXHBOTHT HA MeTa0ONUTHATA EKCKPELIH € OKOJIO | JieH.

CoueTOoAHKEE HA CTAOHIHOCT
CecrosHie Ha cTaOHAHOCT €€ MOCTUra MO BpPEeMe HAa BTOpAaTa IOJIOBHHA OT IHMKBIA, KOraro
CEepYMHMTE JIeKapCTBEHH HHBA ca MO-BUCOKY ¢ 60% B cpaBHEHHE C €JHOKpATHA J1034.

d3.3 IIpeAKIHHAYHH AAHHH 32 0€30IaCHOCT
Emununecmpaouon

ToxcuuHMAT NPodKUI HA eTHHIWISCTPaauoI € aobpe uzBecTeH. HaMa npeaiTmHIYHA JAHHU, KOUTO
Na NpeI0oCTaBAT JOMbIHUTENHA HHPOpMaLus 3a 0€3011aCHOCTTa KEM Ta3H, KOATO € BEYe BKIIKOUEHa
B APYTH TOYKH HA UHPOpMALIMATA 3a MPOAYKTA.

Hunpomeponoe ayemam
Cucmemna moxcuyrnocm
IpenxnuuuuHKTe AAHHH He Da3KPHBAT CrEUMaleH pHCK IpH Xopa, 0as3

KOHBEHLMCHAIIHHA NPOYYBAHHA ¢ MHOCOKPATHA J030Ba TOKCHYHOCT.

Embpuomoxcuunoch/mepamozennocm \\




H3cnenpanusgTa 3a eMOPMOTOKCHYHOCT Ha KOMOKHALMATA OT ABETE JEKAPCTBCHH BCINECTBA HE
YCTAHOBABAT €(PeKTH MOKA3ATENHHM 3a OOII TepaTroreHeH eMeKT cjel TPETHpaHe IO BpeMe Ha
OpraHOTeHe3aTa MPEeay pa3sBUTHETO HA BEHIIHWTE ITOJIOBH OpraHH. IlpunaraHeTo Ha LMNPOTEPOHOB
alleTaT B MO-BHCOKH JO3H MO BpeMe Ha (asara Ha AudepeHUHpaHe Ha I[IOJIOBUTE OpraHu,
YyBCTBHTE/IHA KBM XOPMOHH MOX€ Ja TpeAM3BUKA NOABA HA MMPH3HALM Ha (EeMHUHM3ALHA Y
MBKKHTE deTycH. Habmonenuara Ha HOBOPOAEHH €A OT MBXKH 0], H3JIOKEHH Ha AEHCTBHETO
Ha LMOPOTEPOHOB alleTaT B MaTKaTa HE MOKA3BAT HMKAKBW NMpH3HALM Ha QemMHHM3anus. Bee mak
ynioTpebara Ha /fnane 35 € MpOTHBOINOKA3aHa [0 BpeMe Ha OpeMEeHHOCT.

I'enomoxcuynocm/xanyepocernocm

[IpM3HaTHTe NOBPBH TECTOBE 34 TEHOTOKCHYHOCT NPOBEASHH C L[MNPOTEPOHOB aueTaT ca
OTPUIIATENHH, HO NMO-HATATBIIHUTE TECTOBE [1OKA3BAT, Y€ TOH MOXE Aa NMPEAH3BUKA OTKIIOHCHHS B
JIHK (u yeenuuenwe Ha penmapanmonHata aktuBrOCT Ha JIHK) B uepHOOpOOHHTE KNETKH OT
ILTEXOBE MU MaMMyHHM, KAKTO U B TIPACHO H30JMPAHU YOBEIIKH XEMNAaTOLMTH, JOKAaTO OT Jpyra
crpada JJHK orknoHeHusTa B 4epHOAPOOHM KJISTKH HA KYUETA ¢4 H3KIIIOYHTETHO PEMIKH.

ObpaszyBaHero Ha oTiJioHeHHsa B JJHK npe cucTeMHO H3jlarase ce rojy4apa NMpH KOHIIEHTPALH,
KOHTO MOraT Ja ce€ IOoJyd4ar TpH NpHEM Ha MpenopbyaHara J[03a LHIPOTEPOHOB ALETAT.
[TocnencTBHE OT TPETHPAHETO ¢ LHIPOTEPOHOB aueTar “in vivo” e yBeJHYCHATa YeCTOoTa Ha
okaty, Bb3MOKHH NPEHEOTUIACTHYHHN YepHOAPOOHH JIE3HH, C IPOMAHA Ha KJIIEThYHHTE €H3UMH Y
JKEHCKH ILUTBXOBE, KAKTO H YBEIHYCHHE Ha MYTALMOHHATA YECTOTa B TPAHCTEHHH TUIBXOBE C
OakTepHanIeH reH KaTo TapreTeH 3a MyTallHH.

KJIHHMYHKAT OMHT M MPOBEACHWTS CIMHACMHOJOrHYHHM H3NUTBAHHA JOCera HE MOTBBPXKIABAT
yBEJIMUeHaTa YecTOTa Ha MOoABa Ha YepHOAPOOHW TYMOPH IIpH XOpa, KaKTO H H3CJICIBAaHUATA 33
KaHLIEPOreHHOCT Ha LJMAPOTEPOHOB aleTaT, MPOBEACHH ¢ IPH3avH, He MOKA3BAT MMPH3HAIM Ha
cnenudUUeH KaHLIEPOreHEeH NOTeHLUHAI.

Brenpekn ToBa, TpaOBa Aa ce WMa MPEABUJ, 4e€ MOJOBHUTE CTEPOHIHH XOPMOHM MOrar jJa
NPEAU3BHKAT PACTEK HA HIKOM XOPMOHAJIHO 3aBUCUMH THKAHH H TYMOPH.

B zaxkmoueHHe, AOCEralHUTE HAXOJAKM HE INpEeAW3BHKBAT BE3paXKeHHe cpenly yrorpebara Ha
Huane 35 npM xopa, pH CHOTBETHOTO NMOKA3aHKME H B NIpENophYaHaTa J03a.

6. Q®APMAIIEBTUYHHU JAHHHU

6.1 CnEchLK HA NOMOITHATE BENIECTBA

NaKTO3a MOEOXHADPAT

LAPEBHUHO HUILECTE

MOBHACH 25

MarHe3ueB cTeapar

3axapo3a

nmosuacH 700 000

makporon 6 000

KaJIHeB KapOoHaT IpeLMMATHPaH

TaJIK

rauriepon 85 %

tHTanoB auokcup (E 171)

skeae3cH okcHa, XbaT (E 172) N
MOHTAHIJIMKOJIOB BOCEK \

6.1 HecnhBMeCTHMOCTH




