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N3MbITHATENNA ATERURA N0 NEKAPCTBATA
Kpamea Xapakmepuomuka N Npogysme - [Ipuacxenue 1

1. HME HA JEKAPCTBEHHA HPOAYKT

Kpununeo 3 mg/0,03 mg ¢unMupanu TadieTku
Crypineo 3 mg/0,03 mg film-coated tablets

2. KAYECTBEH H KOJIHUECTBEH CBCTAB

Beska punMupana Tabnetka chabpika 3 mg apocnipenoH (drospirencne) u 0,03 mg
eTUHUNECTpaanon {(ethinylestradiol).

T1OMOIIHO BELIECTBO ¢ H3BECTHO JICHCTBUE
Beaka gunMypana Tabaerka cpabpika 62 mg 1aKT03a MOHOXHIPAT.

34 NMbIHUA CTIHCHK HA TOMOLIHUTE BELIECTBA BUXKTE TOYKA 6.1.

3. JEKAPCTBEHA ®OPMA

QuimupaHa Tabnerka.

Kptraa, rnanka, sxwita duimupana tabnerka ¢ aAMaMersp 5,7 mm.

4. KIHHHYHH JAHHH

4.1 TepaneBTHYHH NOKA3AHANA

[TepopaniHa KOHTpaLenuu.

[Mpu B3MaHe Ha pPELICHUETO 3a npeanrMcBane Ha Kpununeo TpadBa na ce umMaT NpeiBHA HACTOALILMTE

PHCKOBH (pAKTODPH 3a BCAKA XKEHA, 0COOEHO TE3M 3a BeHo3Ha TpoMmboeMbonya (BTE), ¥ KakeB €

puckbT oT BTE npu Kpunuueo B cpaBHEHHE ¢ ApYyTH KOMOMHHPAHH XOPMOHATIHH KOHTPaLICITHBY
(KXK) (Bk. TOukH 4.3 u 4.4).

4.2 JTo3HpOBKA H HAYHH HA NPHIOKEHHE

Ho3uposka

Kak ce npuema Kpununeo

Tabnerkure Tpabsa ma ce npHeMar BCEKH JIEH MPHONW3UTENHO [0 €0HO M CBIIO BpEME, 4KO €
HeOOXOAMMO C MAIKO TEYHOCT, B pefa, MokasaH Ha GnMcrepHaTa onakoBka. Biema ce no ¢aHa
TabneTka NHEBHO B NMPOALIKEHHE Ha 21 nocnenosaTenHy JHH. Beska ciensalia onakoBKa C< 3anotsa
cnell HHTepBal OT 7 IHM, B KOTO He ce mpuemar TabneTkd, MO BpeME Ha KOHTO OOHKHOBEHO
Bb3HHKBA ,,0TNIAAHO" KbpBeHe. ToBa 0OMKHOBEHO ce MOsBABa 2-3 [eH cnel nocseaHata TabneTka u
MOXKE N3 HE MNPUKAIOYH [IPESOY 3arM04YBaHe Ha CleABalllaTa ONakoBKa.

Kak ce 3anousa npHemsT Ha Kpunnneo

' Bes npenuiecTpala XopMOHANHa KOHTpanenuus (1pe3 mocieiHHs MECeL)

[IpuemaHeTo Ha TadneTKuTe TpAOBA N3 3aM04HE Ha IThPBHUA IE€H OT €CTECTBCHHA LIMKBJ Ha XKEHaTa
(T.e. MBPBHS I€H OT MEHCTPYATHOTO KbPBEHE).

. ITpeMuHaBaHe OT kKOMOHHMPAH XOPMOHAJIEH KOHTpauenTus (KOMOMHMpPaH NepopaneH
kouTpauentis (KOK), BarvdaneH npbCTeH WK TPAHCAESPMAICH NNACTHP).
Xenata TpadBa ga 3anoune npuemMaHeTo Ha KpHIMHEOo 3a MPEeAnovYXTaHe B ACHA Ci1e




MOCJIEAHATa aKTHBHA TabneTka (nocneaHara TabnerTka, ChIAbpXkaila akTHBHHTE BEILECTBa) OT
npeavinba KOK, Ho Haii-xbhcHO Ha cienpamus AeH cien obuvaiinus nepHoa 6e3 TabNeTkn HilH
nnauebo tabnerku ot npeanmHaa KOK. Axo € u3non3eana BarMHaICH NPBLCTCH WK TPaHCACpMAICH
TU1acTUP, )KEHATA TpADBa Aa 3anoyHe npyHeMa Ha KpUnuHeo 3a npeAnouMTaHe B ICHA HA CBANAHETO
MY, HO HE [TO-KBCHO OT [ICHA, B KOATO € TpADOBaIO Oa ce HalpasH ClenBailara annuKalH.

o [IpeMHHABaHe OT METO/ CAMO C NPOTECTOreH (Xanye, WHKEKLHs, MMIUIAHT CaMo C MPOrecToreH)
HJTH BETPEMATOUHa CUCTEMA, 0cBOGOK TaBawa nporectored (BMC).

YKeHaTa MOXeE 11a TpEMHHE BBE BCEKMEIUH ZIEH OT NPOrecTepOH-Chabpkalla Tabnerka (0T HMILIAHT
i BMC B ficHs Ha OTCTpaHABaHETO MY, OT HHXKEKLMOHHA dopMa, koraTo TpsOBa ia C¢ HAllpaBy
CleBalliaTa MHXXEKIIUA ), HO BB BCHYKH TE€3H Cny4uaH TpsaOBa Aa Objae ChBETBaHa Ja U3M0/13Ba
NOITRAHUTENHO DapHepeH METO/ 33 ITLPBUTE 7 IHM HA NMPHEMAHE HA TAONETKHUTE.

o Cnen abopT B IbpPBHA TPHMECTBP
Yenata Moxe ja 3anoune BegHara. Korato mpaBu T0Ba, TA He C€ HYX/a€ OT AOMBJIHUTE/IHH
KOHTPALENTTHBHH MEPKH.

* Cnen paxaaHe WM abopT BbB BTOPHA TPHMECTHP

YKenute Tpsabea na Ob1aT CHBETBaHH 14 3aN04HAT pHEMaHeTo Mexay 21-ud 1 28-ua n€H Cnen
pakaaHeTo MNH aBopT BLB BTOPHA TpHMeCThP. KoraTo 3anouse no-kKbeHo, skeHata Tpadea Jia 6bae
ChBETBaHa [1a U3NOJ3Ba AOIKIHUTENIHO GapuepeH MeTo npe3 MbPBHTE 7 JIHH. AKO 00ate BEHE €
AMAJIA TOJIOB KOHTAKT, TPAOBa [1a ce M3KJIIOUH OpPEMEHHOCT MpeaH JCHCTBUTENHOTO 3ar04BaHe Ha
npuemaHeTo Ha KOK unn xeHara TpadBa Aa m3yaka NbpBUSA CH MEHCTPYANEH LHKBIL.

3a KbpMEIUH XKeHH BIKTE TO4Ka 4.6.

HoBenenne NPH NPONYCHATH TAOJAETKH

AKO XEHATA € 3aKBCHANA A B3eMe TableTka ¢ no-Maaxo ot 12 vaca, KOHTpaUenTHBHAaTa 3allHTa HE
oTcnabsa. KeHara cneapa na npueme Tabnerkara BeaHara oM CH CIIOMHH U CJISBALaTa tabnerka
cleaBa na Opae npHeTa B 061uyaltHOTO BpeMe.

AKO € 3aKbCHANA 14 B3eMe TabneTka c noBede ot 12 yaca, KOHTPALENTHBHATA 3aIIHTAa MOXKe 13 Obe
noHuxcHA. [IoReaeHHETO NpH NMPoNyCcHATH TA0NETKH MOXKE Aa C€ OMPENEH 0T CASAHUTE JBC OCHOBHH

[IpaBHA;
1. [Tpuemanero Ha TabneTkH HUKOra He TpA(Ba 1a ce MPEKbCBA 3a NoBeYe OT 7 IHY.
2.  3a jaa ce NOCTHTHE afieKBaTHO MOTHCKAHE HA XMNOTATaMO-XKHIO(pU3ATHO-0BapUaiHaTa 0¢, Ca

HeoOxoAUMH 7 AHW HENPEeKbCHAT MPHEM Ha TaOJICTKH.
CBHOTBETHO B ¢IKCIHEBHATA NpakTHKa MOraT a Obar XageHH ClIeIHHTE ChBETH:

. Ceamuna 1

Kewnara cneapa na npMeMe NOCIEAHATA MPONycHaTa TadyieTka BeHara oM CH CNOMHH, 10PH aKko
TOBA 03Hayapa NMPHEMaHe Ha JBe TableTKH enHoBpeMeHHO. Criea TOBa CNe/iBa Ja NPOABbIIAH Aa
npuema TabneTkure B 06HualiHoTo Bpeme. B nomniHeHue criensa a ¢e U3noa3Ba bDapHepeH METO,
HANPUMEp NPE3IEPBATHB, 1Ipes caeasamyTe 7 AHH. B cnydail Ha MOJI0B KOHTAKT B NPEAXOAHUTE 7 IHH
HE MOXE IIa C€ H3KII0UH eseHTyanHa 6peMeHHocT. Konkoro nogeyue TabNETKN ¢a NpONyCcCHATH W
KOJIKOTO Mo-OJIH30 ca Te 10 peaoBHUA HHTepBal Oe3 TabsieTky, TONKOBA MO-TONAM € PUCKBT OT
OpeMeHHOCT.

e Ceamuua 2
[TauueHTKaTa CNEABA Ja [IpUEMe MocneaHara NpoNnycHara TabNeTKa BeAHara woM ¢H CNoMHH, A0pH
aKo TOBa 03HAYABA [IPUEMaHe Ha JBe TabneTkn eaHoppeMeHHo. Cnel ToBa cie/ipa 1a IPoABIDKH 12
nprema Tabnerkure B ofuuaiinoTo Bpeme. [p# yciiopke de jkeHaTa e npremMana TabneTkuTe
MPaBKIIHO MpE3 NNepHoaa oT 7 AHH Npely bpBaTa NpoycHaTa TabineTka, He € Hy3KHO Ja ¢ B3IuMar
JOITBIHUTENHN KOHTPALICIITUBHH MEPKH. AKo 0Dave XeHaTa e IpornycHana rnoseue oT |
TpabBa na OkJi€ CHBETBAHA Ja H3MO3Ba ZONBIIHHTEIHH MPEANAa3HH MEPKH B NPOIbII

® Cegmuia 3



PHCKBT OT HaMalleHa HAleKIHOCT € HEH3GEKEeH Nopajiy MpeAcTOSIIMs HHTepBan oT 7 quM 0e3
Tabnerkn. Benpeku ToBa, upe3 KOpHTHPaHe Ha CXEMATa Ha MPUEMAHE Ha TADJIETKHTE, BCE OLUE MOXE
Ia ce NPeNOTBPATH HAMANIABAaHe HA KOHTpalLICNITHBHATa 3aiiMTA. [ IpHabpKaiki ce KbM e1Ha OT
CIELHUTE JBE Bb3MOXHOCTH, HE € HEOOXOAUMO M3NOJ3BAHETC Ha JOITBIIHHTENHH KOHTPALETITHBHH
MEPKH, TIPH YCNIOBME Y€ B 7-T€ JHHM NPEAHN MBPBATA IPONyCcHATa TabneTka »eHara € npueMana BCHYKH
TabJeTKM NpaBWIHO. B npoTHBeH cnyuail xeHara TpaOBa oa ciieaBa MbPBATa OT TE3M JIBE
BB3MOMCHOCTH W J1a U3NI0/I3Ba AON'BAHMTENIHH NPEeANa3H MEPKH 32 CIISABAUIMTE 7 IHH.

1. Kenara cnenea na npHeMe MOCISAHATA NPONYCcHATa TaONETKa BEAHAra L1OoM CH CIIOMHH, TIOPH
aKO TOBa 03HAYaBa NMpHeMaHe Ha Be TabneTkn eqHoBpeMmeHno. Crell TOBA T4 Cjl€lBa 12 NPONBLIDKH Na
npuema tabnerkure B obMuaiinoro speme. Cineasawara 6nMcTepHa ONakoBKa TPAOBA a €& 3aNo4HE
BENHAra clel KATo HACTOALIMAT ONHCTEP CBBPILY, T.€. HAMa NIPEKBCBAHE MeX Ay OnakoBKuTe. Manko
BEPOATHO € KEHATA JIa ITOJIYUH ,,0TNaAHO™ KbPBEHE B Kpad Ha BTOpaTa OMakoBKa, HO MOXKE id
BB3HMKHE 3ALANBAHE WIH MHTEPMEHCTPYAIHO KbpPBEHE B JHUTE HA TIPHEMAHE HA TabNeTKHTE.

2. JKenara Moxe ¢aII0 Oa 6bae OCHBETBAHA A NIPEYCTAHOBU NPUEMA Ha TaDIETKUTE OT
TeKylara 6aMcTepHa onakoeka. Cresl Toa TpAOBa na MMa HHTEPBAN Oe3 npuemaHe Ha TabneTku 1o 7
JTHY, BKNIOYHUTETHO IHUTE, B KOUTO € NponycHana Tabnerky, U ciiel TOBa Aa APOABIIKH CBC
cneaBaiiaTa OnrcTepHa 0NakoBKa.

AKXO XeHaTa € IponyCHana TabneTky v BIOCASACTBHE HE MONYYH ,,0TIIAAHO™ KbPBEHE B ITbPBHA
HOpMaJICH MHTEpBaI O¢3 Tabnerku, TpadBa 1a ce HMa NpeaBHI, Y€ ChIIECTBYBA Bb3IMOKHOCT 3a
3a0peMEHABAHE.

CobBeT B c/1y4aii HA CTOMAIIHO-YPEeBHH HApYIIeHHSA

B cayuaii Ha TeXKH CTOMALIHO-IPEBHH HapyIIeHHs (Hamp. NOBPbIIAHE WK JHAPH: ), abcopbunsTa
MOKE 112 HE € I'BJTHA H TpA6Ba /1a ce MPeANPHEMAT AOILIHATENHH KOHTPAUENTHRHE MEPKH. AKO ce
MOABM MOBPbLIAHE B PAMKHTE Ha 3-4 waca ¢jiel npHeMane Ha Tabserka, TpAOBa Aa ce MPHEME HOBA
(3aMecTBamia) TabneTka Bh3MOXKHO Hali-ckopo. HoBarta TabneTka TpadBa 1a ce pueMe B PAMKHTE Ha
12 yaca or 06HUaiHOTO BpeMe Ha MpHeMaHe Ha TabieTKaTa, ako € BE3MOXKHO. AKO ¢a H3MHHAIIH
noeede ot 12 yaca, TpaGBa a ce ¢jieABa CbBETHT 3a PONMYCHATH TabNETKH, KaKTO € AajeH B TouKa 4.2
JToreaenye npu nponycHaTu Tabnerku™. AKo »eHaTa He Xenae [1a MPOMEHH obHyaiHaTa CH CXeMa
Ha MpyUEMaHe Ha TabeTknTe, T4 TpAGBa 1a B3eMe JombiHHTenHa(H) TabaeTka(i) oT Apyra OnHcTEpHa
ONaKoBxa. -

Kak na ee 0T107KH ,,0TIIAAHOTO“ KbPBEHE

3a na 3a6aBH MEHCTPYATHHUA CH LMKBJ, XKeHaTa TpAOBa Ha mpoABIKY ¢ Apyra OAiMCTEpHa OMaKoBKa
Kpunurueo, 6¢3 sHTepRan 6€3 npuemane Ha Tabnerku. Toea MOXE a C€ MPOABIIKH TONKOBA ABJITO,
KOJIKOTO JKEHATA eJlae 10 Kpas Ha BTOpaTa Onakoska ¢ akTHBHH TabneTku. [lo Bpeme Ha
YIOBIKABAHETO KEHATA MOKE 14 ITOJYYH HHTEPMEHCTPYATHO KbPBEHE HITH 3aliansaHe. PeAOBHHAT
npreM Ha KpHITHHEo ce nojiHoBABA ciel obrualinus uHTepBan OT 7 aHU 6e3 NpHEeM Ha Ta0NeTKH.

3a npeMecTBane Ha LMKBJIA B APYT IEH OT CEIMHUIIATA, pa3iM4yeH OT CCralliHHs MpH HACToALaTa
CXeMa, JKeHaTa MoXe Ja 6bAe MOCHBETBAHA Aa CKbCH IIpeacTodilara ¢asa ¢ nnanedo TabACTKH ¢
TONKOBA JHY, KOJKOTO xenae. KonkoTo Mo-KpaTek € HHTEPBANBT, TOJKOBA NO-BHCOK € PHCKBT TA 1a
HE NOJIYYH ,,0TIIaAHO™ KbPBEHE, 4 HHTEPMEHCTPYATHO KEPBEHE HIH 3alanBaHe 1o BpeMe Ha IIpHEMa
Ha CJIEBAIIATA ONaKoBKa (TOUHO KakTO NpH 3a0aBaHe HA LIMKBIA).

Heouampuuna nonyrayus

JpocnMpeHOH/CTHHUNECTPAIMON € MOKa3aH 3a ynorpeba camo cien MeHapxe. Bb3 ocHOBa Ha
ENUIEMHONIOTMYHM JJaHHH, ¢hOpaH npy nopede ot 2000 rOHOUIH OT HKEHCKU [0J1 Ha BB3PacT I0A 18
rofMH#, HAMA JAaHHH, KOMTO Ja I[OKka3paT, 4de OezomacHocTTa W eduxacHocTTa B TasH MAala
BB3PacToBa IPYNa ¢a pasnHYHM OT Te3H, U3BECTHH NPH XCHHU HaJ 18 ronHu.

Ha4uH Ha npUIGKEeHHe
3a NepopalHoO IPUIOKEHHE.

4.3 IlporHBONOKA3AHHS




KomOunupanure xopmoHanan koHTpauenTtuBd (KXK) He TpaOBa na ce u3non3sar Mnpy CICIHUTE
CBCTOSHHA. AKO HSIKOE OT Te3H ChCTOAHMS CE MOABH 3a OPBB IThT N0 Bpeme Ha ynoTpebara Ha KXK,
NPUEMBT HAa NPOAYKTaA TpAOBa 11a ce cripe He3abaBHoO.

° CBpbXUYYBCTBUTE/IHOCT KbM AKTHBHOTO BEILECTRBO MIH KBM HAKOE OT NOMOLIHWTE BELICCTBA,
H30poeHH B TouKka 6.1.
J Hanuuue wnu puck ot BenosHa Tpomooembonus (BTE)

o Beno3sna tpomboemGonua — Hacrosmwa BTE (Ha aHTHKOAry/IaHTH) WK aHAMHE3a 3a
TakaBa (HanpuMep Ibiboka BeHo3Ha Tpombosa [JIBT] unu 6enonpobHa embonus [BE])

O H3BecTHA HacneACTBEHA MITH NMpUACOHTA IpeApa3NoiokKEHOCT KbM BEHO3HA
TpoMOOEeMOOITHS KaTo Pe3sHCTEHTHOCT KbM APC (BKmoUUTENHO PakTop V Ha Leiden),
aebuuut Ha arTuTpoMOun-111, neduunT Ba nporenn C, IePULUMT HA IPOTEHH S.

o 'oNiAMa XHPYPrUYHA HHTEPBEHLIMA C PCABLKUTENHO 00e3aBIKBaHE (BXK. TOUKA 4.4)
O BHCOKHAT puck o1 BeHo3Ha TpoMOoeMOoins ce AIKHY HA HAIMYHETO HA MHOMKCCTBO
pPMCKOBH (paxTopH (BK. TOUKa 4.4).
¢ Hanuuue uau puck ot aprepnasnta TpoMboembonus (ATE)
o AprepuanHa TpoMOoeMO0Hs — HACTOAINA apTepHAIHA TPoMOOEeMOOITHA, aHAMHESA 32

apTepuaina TpoMboeMboaus (Hanp. HHGAPKT Ha MMOKApAa) Ut MPOAPOMAIIHO
CBCTOAHME {HANp. CTEHOKAPOUA).

© llepebpoBackynapHo 3aboagasaHe — HACTOALT HHCYNIT, aHAMHE3a 32 HHCYNIT HITH
MPOAPOMATHO ChCTOHME (HAMp. NpexoaHa McxeMU4Ha ataka, [THA).

O H3eecTHa HacnencTseHa HITH NPUA0OUTA NPEAPA3HOI0KEHOCT KbM apTepHaiHa

TPOMOOEMOBOITHA KaTO XHIIEPXOMOLUMCTEHHEMH U aHTH(HOCPOTHIIUIHN aHTUTENA

(AHTHKAPHONMIIMHOBY AHTUTENA, NYNYCEeH aHTHKOAryJJaHT)

AHaMHe3a 3a MHIpeHa ¢ GoKallHW HEBPOJTOTHYHH CHMITTOMH

Bucok pHck oT aprepHanHa TpoM00eMO0NHs BCIEACTBHE Ha MHOYKECTBO PHCKOBH

dakTopu (8. Touka 4.4) WIM HA HAIMYHETO HA CAMH CEPHO3EH PHCKOB (aKTOp KaTo:
3axapeH AHader CrC ChA0BH CUMIITOMHU
TEXKKaA XUIICPTOHHUA
TEXKKA AHCAUINONPOTEHHEM U

. Hanuuue iy aHaMHe3a 3a TEXKO 4epHOAPoOHO 3a0onasane, Npy MOJIOKEHHE 4
YepHOAPOOHNTE PYHKIIMOHANTHY NMPOOH HE Ca ¢¢ BBPHAIH KbM HOPMATHHTE CH CTOHHOCTH.

. Texxa OnOpedHa HENOCTATHYHOCT WM ocTpa OBOpeUHa HEAOCTATBYHOCT

. Hanuurie Mg aHaMHE3a 3a YepHoapoOHH TYMOpH (N0GPOKAYECTBERH WM 310KaYECTBEHH)

. M3BecTHH WM NPEANOIATaeMH 3JI0KAYeCTBEHU 3a00nsABaHts, NOBJIHAHYN OT ITOJIOBUTE XOPMOHH
(HaIp. Ha TCHATANIMKUTE WIH TbPAUTE)
HeawarHoCcTHUWPaHO BarHHAJIHO KBPBEHE
EAHOBpEMEHHA YHOTPeGa ¢ JICKapCTBEHH MPOLYKTH, ChIBPKALLH OMUTACBHD/TIapUTaNPEBHp/
PrtoHaBHp K nacaGyBHp, MEAHIIMHCKH TIPOAYKTH, ChABPKAILM TTICKANPEBAD/ MHOPEHTACBUP KU
copocOyBHp/BeNNAaTacBHp/BOKCUIANpPeBUp (BXK. TOuKa 4.5).

c O

4.4 CuoenHaauu npeaynpexieHas H NpeanasHi MepKH NpH ynorpeda

Ilpeaynpexnenun
AKO e HalHLE HAKOE OT MOCOUEHMTE MO-I0MY ChCTOSHHS WM PHCKOBM (akTopH, TpsabBa na ce 00ChaH

C )KeHaTa Aanu € NOAXOAAI0 H3N0A3BaHeTo Ha KpHnuHeo .

B cnyvaid Ha BIOIIABAaHE MNH MbPBA NOsSBA HA HAKCE OT TE€3H CbHCTOAHHUA HIH PHCKOBH daxTopi,
KeHaTa Tpa6Ba a Gb/le NOCHRETBAHA /12 CE CBBPIKE C JleKaps CH, 3a Ia Ce Onpeleay Janu ynorpebara
Ha KpunuHeo TpsabBa aa ce npeycTaHOBH.

B cnyvaii Ha cebMHeHHe 3a mwnu noteepAecHa BTE wnu ATE, ynotpebara Ha KXK TpsadBa a ce
npeycTaHOBH. B ciay4all Ha 3amo4BaHe HA aHTHKOAryJlaHTHa Tepanwua, TpAOBa a C€ 3aMOo4vHE
IIOAXOASIIA ANTepPHATHBHA KOHTPAUENUUS NOpaAu TEPATOTCHHOCTTA Ha aHTHKOAryJiaHTHATa TEparHi

(KyMapuHH).
. [lnpxynaropHn napymeHHA

Puck o1 BeHo3una rpomboemboaun (BTE)




Ynorpebdara Ha Bcexku KOMOMHHUpaH XopMoHasieH KoHTpauenTus (KXK) nosuinasa pucka oT BEHO3HA
Tpomboembonus (BTE) B cpasHenue ¢ To3u npu auua, kouto He ynotpedssar KXK. Ilpoaykru,
KOHTO ChAbPIKAT JIEBOHOPIrecTpeJl, HOPreCTHMAT HJH HOPETHCTEPOH, €a CBbP3aHH ¢ HaH-
HUCKUA puck oT BTE. Apyrn npoaykTu kato KpunuHeo Moxe 1a HMAT 10 ABa MbTH MO-BHCOKO
HHBO HA pHucK. PemenneTo 1a ce H3Mo0JI3Ba APYr NPOAYKT, Pa3jiH4eH OT TO3H ¢ HAH-HHCBK PHCK
or BTE, TpsaGBa na ce B3ema camo cJiel 00ChK1aHe € ’KeHaTa, 3a Aa ce rapaHTHpa, e T4
pa3oupa pucka or BTE npu Kpununeo, kak HeliHHTe HACTOA LM PHCKOBH (GAKTOPH BJAHAAT HA
TO3H PHCK M TOBA, 4e puckbT 0T BTE e Haii-BHCOK npe3 nbpBaTa roiHHa Ha ynorpeoa.
ChbiecTBYBAT H IaHHH, Ye PHCKBT Ce YBeJHYaBa NPH NOBTOPHO 3ano4BaHe Ha npuema Ha KXK
cJie/l NpeKbLCBaHe HAa ynorpedara 3a 4 ceAMHLUH HWIH NoBeYe.

[pu xenu, kouto He uznonssatr KXK u He ca 6pemennn, okoso 2 Ha 10 000 we pa3sust BTE 3a
MepHo/1 OT €/1Ha roinHa. Burnpeku ToBa, Npy BCsAKa OT/IEHA )KeHa PUCKBT MOXKeE J1a Obae MHOro no-
BHCOK, B 3aBUCMMOCT OT HEHHUTE OCHOBHH PUCKOBH (aKTOPH (BK. MO-10J1Y).

U3uncneno e', ye ot 10 000 sxenn, kouto uznonssar KXK, cbabpkaliy IpoCnHPEHOH, MeX1Y 9 U 12
keHH 1ie paspuaT BTE B paMKHTe Ha e1Ha ro/IMHA; TOBA € CPABHHMO € 6 MPH KEHH, KOMTO H3M0/I3BaT
KXK, cbabprauin jeBoHOprecTper.

U B nBara cnyyas 6post Ha BTE roanmHo e no-manbk ot 6pos, 04YakBaH 1o BpeMe Ha OpeMeHHOCT
WM ClIe[l paKaaHe.

BTE moxe na e ¢paranna B 1-2% ot cnyqaure.

bpoii na caygsaure Ha BTE na 10 000 xenn B paMKHTE Ha €1HA FOAHHA
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Hfufﬂfﬂmmﬂ KXK, coduparcaiuti 1660MODIECMPET  1VE o dnnneaiii
KXK (2 cayvan) (5-7 caynan) dpocnupenon (9-12 ciynas

M3KIIOYMTENHO PSAKO ce chobliaBa 3a TpomM603a B ApYrd KPbBOHOCHH CBIOBE, HAanp. 4epHOAPOOHH,
ME3eHTEpHaIHU, ObOPEUHH WM PETUHAIHM BEHU W apTepuy, Npyu nauueHTkH, npuemaid KXK.

' Te3u cnyuam ca M3YMCIECHH Bb3 OCHOBA HA BCHYKH JIaHHH OT eNUAEMHOIOTHYHHMTE MPOY4BaHUs, KaTo
C€ WU3MO0J3BAT OTHOCUTEHMTE PUCKOBE 32 pasiMyHuTE NpoaykT B cpaBHeHne ¢ KXK, chabpikailu
JIEBOHOPrecTpel.

? Cpenna Touka B WHTepBana ot 5 10 7 Ha 10 000 skeHn Bb3 ocHoBa Ha oTHOcHTenHHUs puck 3a KXK,
ChABPIKALLH JIEBOHOPreCTPer, CIIPAMO XKeHH, kouTo He npuemat KXK, or npudausutento 2,3 10 3,6.

Puckosn ¢paktopu 3a BTE
PUCKBT OT BEHO3HH TPOMOOEMOOTHYHM YCI0KHEHHUs NpH xeHu, u3nonspamn KXK,
3HAUMTE/THO /14 HAPACHE MPH JKEHU ¢ JOMBIHUTEHH PUCKOBH aKTOPH, OCOOEHO a
TakuBa pakTopu (Bx. Tabnuuara).
KpurnHeo e npoTHBONOKa3aH, ako /ajieHa )KeHa MMa MHOXKECTBO PUCKOBH (aKT,




Ha BUCOK PHCK OT pPa3BHTHE Ha BeHO3HA TpoM0o03a (BXK. TOuka 4.3). AKO AaN¢Ha JKEeHA HMa NOBEUE OT
eIUH PHUCKOR (aKkToOp, BL3MOXKHO € YBENIUUYESHUETO HA PHCKA J1a € NO-TOJIAMO OT CyMaTa Ha OTACNTHUTE
daxTopwm - B To3M ciyuail Tpabea 1a ce uMa npeasuz obmus i puck or BTE. AKO CHOTHOLIEHUETO HA
NOJI3HTE H PHCKOBETE ce CYMTA 32 oTpuuarenno, KXK He 1pa6sa na ce npeanHcsa (Bx. Touka 4.3).

Tabanua: Puckosn ¢paxkroph 3a BTE

PuckoB ¢akTop Komenrap
3aTrECTABAHE (HHAEKC Ha TENECHA Maca Haj PUCKLT 3HAYATCAHO CE yBENMUuara ¢
30 kg/m?) nosumasanero Ha UTM.

QcobeHo BaXKHO € Aa Ce NPCUEHH JaJH HMa U
APYTCH PUCKOBH (PaKTOPH.

[TpoasnxkuTenHo obe3qBHAKBaHE, ronIMa B Te3n cHTYalHH € NPEIopbUYHTEIHO 1A Ce
XHPYPrudHa HHTEPBEHLUA, BCAKAKBa IIpeyCTaHOBH yroTpebaTa Ha XanueTo (B Ciryvai
XHPYprUuHa MHTEPBEHIMA Ha KpakaTa WK Ta3a, | Ha [IaHOBA ONepauus Hal-Malko HYETHPH
HEBPOXUPYPTHS WIM roasMa TpasMa Ce[IMULIA NIO-PaHO) H 1A HE CE€ BL30OHOBsBA
3abenexKa: BpeMCHHO 00e3BHKBaHE, NpHEMbBT A0 JBE CCAMHLUH CNICA TBJTHOTO
BKNFOYMTENTHO TBTYBAHE ChC CAMOJIET Haj 4 yaca, | pasaBHKBaHe. TpAaOBa na ce u3noi3sa Apyr
MOXe Cbl0 Aa Obae puckos ¢gakrop 3a BTE, METOM Ha KOHTpalICNLIKs, 33 12 ce H30eTHE
0CODEHO MPK KEHHU C OIpYrd PUCKOBH GAKTOPH. HEXXenaHa OpeMeHHOCT.

Tpsbpa na ce 0OMHCTH AHTHTPOMOOTHYHO
neuenue, ako ynorpedara Ha KpunuHeo He €

MpeyCTaHOBEHA NIPEABAPUTEIIHO.

Hanvuue Ha ¢pamunHa anamHe3a (BeHO3Ha AKO MMa CbMHEHHUE 338 HACICACTBEHA
TpoMBoeMBONTHS NpH GpaT/cecTpa UK POAMTEN, | MPeapasNoNOKEHOCT, XKenara TpiadBa na ce
0COOCHO B CPABHHTEIHO paHHA BB3PAcCT, Halp. 0OBbpPHE KBM CIICLMANHCT 32 CHBET, NMpEdr A
noA 50-roguiuHa Bp3pact). B3eME pelieHHe aaii aa usnonssa KXK.
Hpyru 3abonasanns, cebp3adu ¢ BTE Pak, CHCTEMEH JYIMYC EPHTEMATO3YC,

XEMOJUTHYHO-YPEMHYEH CHHAPOM, XPOHUYHO
BB3NATHTENHO 3200 18BaHe Ha yepBara (boecT Ha
KpoH unu ynuepo3eH KOJIHT) H CbPNOBHHO-
KIeTHYHA AaHEMHUS

Hanpeapawa Bp3pact OcobeHo Haa 35 roIMHH

HaMa KOHCEHCYC 3a BB3MOXKHATA PONS HA BAPHKO3HUTE BEHH M MOBBPXHOCTHHSA TPoMOO(pIeOHuT B
MosABaTa ¥ NPOrpecHpaneTo Ha BeHo3HaTa TpoMOo3a.

Tpa6pa na ce MMa NPEABH MOBHILCHHAT PHCK OT TpoMOoeMOO0IKA Mo BpeMe Ha OPEMEHHOCT, H 110~
CIIELHANIHO 6-CeIMUYHHS NEPHON Ha MyeprepuyMa (3a WH{popMalig OTHOCHO ,,bpeMEHHOCT H
KbpMEeHE™ BK. ToUKa 4.6).

Cumntomu na BTE (aba6oka BeHosna Tpombo3a M Geogpotna embond)
B cny4ai Ba cHMNTOMY XKeHUTE TpadBa na ObaaT ChbBETBAHH Aa NOTHPCAT CNEIIHA MEAHIIHHCKA
MOMOLL K 13 HH(GOPMHPAT 34paBHEA cneuuanucT, 4e npuemat KXK.

CuMmniToMuTe Ha ABJI00KA BeHo3Ha TpomBoza (JIBT) Morar ga BKIIKOUBAr:

- €IHOCTPaHHC MOAYBAHE HA XKpaKa /WM XOAHJIOTO, WIH MO NPOJLIKEHHETO HA BCHA B KpaKa,
- 0OJIKa HIH YYBCTBMTEITHOCT B KPAKa, KOATO MOKeE JIa C€ YCellla CaMo [IpH CTOEHE HIIA BbPBCHE,
- 3ATOIJIAHE HA 3aCeTHATHS KpaK; 3a4EePBARAHE HU/IH NMPOMAHA HA LIBETA HA KOXKaTa Ha Kpaka.

CumMnromure Ha denoapobua eMbonus (BE) morar aa BKIIOYBAT:

- BHE3anHa 0sBa Ha HEOOACHHUM 3ayX UAH YYECTCHO JHIIAaHE;

- BHE3AMHA KalUIHIIR, KOATO Moxke Na Oblie CRhp3aHa C XeMONTU3a;
- octpa 6oKa B IpAMTE;

- TEKKa 3aMasgHOCT WIH BHECHE Ha CBAT,

- YCKOPEH WM HEPABHOMEPEH CHPACUEH PUTEM.

HAKOM OT Te3H CUMIOITOMH (HANp. 3allyX, KauUiHua) ca Hecneuy(puyuam 1 Morar




MHTEPIPETUPAHH KATO MO-YECTO CPEIIAHH HIH [0-MaNKo TEXKU ChOUTHA (HAnp. HHQEKLHH Ha

AUXATETHUTE ITHTHILA).

Jpyr¥ npu3naiy Ha CbIOBA OKJY3HA MOTAT Ia BXNOYBAT: BHE3AM\a OONKa, OTOK 1 NEKO NIOCHHABANE

Ha KpaifHHKA.

AKO Bb3HHKHE OKJTY3HA B OKO, CHMIITOMUTE MOFaT [a BapupaT oT 06e300/1€3HEHO 3aMBIIIABAHE Ha
3PEHHETO, KOETO MOXKE Na IIporpecHpa Ao 3aryba Ha 3peruero. [loHsakora 3ary0ba Ha 3peHHe MOXKE Na

Bb3HHKHC NOYTH BCOHAra.

Puck ot apTepHanua Tpomboembosnn (ATE)

B enuaeMuonorduny Npoyusanus ¢ yCTaHOBEHA Bpb3Kka mexay ynorpebara na KXK v nosuincHus
PHCK OT apTepHanda TpoMboembomnus (MHGApKT Ha MHOKapAa) UIH OF MO3BYHO-CHJIOB HHHUASHT
(Hanp. NpexoaHa HCXEMHYHA aTaka, HHCYAT). ApTrepuandure TpoMboeMbonHuHu cHONTHA MOraT Aa

OBJaT (aTanHH.

Puckosn paxropn 3a ATE

PHCKBT OT apTepUanHy TPOMOOeMOONHYHY YCIONKHEHHS HIIH OT MO3BYHO-CBA0B MHUHIAEHT MPH KEHH,
npuemaiuu KXK, ce yBenuuapa npH xeHH ¢ prickoBH aktopn (Bx. Tabnuuara). Kpunvneo €
POTUBONOKA3AH, AKO JANCHA JKeHa MMa CEPHOICH HAK MHOKECTBO puckosu Pakropu 3a ATE, xouTo
S M3JTAraT Ha BUCOK PHCK OT PA3BHTHE HA apTepuanHa TpomOo3a (BXK. ToUKa 4.3). AKO JallCHa KEeHa
HMa NOBEYE 0T €AMH PUCKOB QaKTOpP, Bb3MOKHO € YBCIIHUEHHETO HA PHCKA Ja € TO-TOJAMO OT CymMara
Ha OTOENTHHTE (PAKTOPH - B TO3M ClTyqail TpaOBa aa ce uMa npeABUA 001K H pUCK. AKO
CBOTHOLLEHHETO Ha TONI3HTE M PHCKOBETE ce cunTa 3a oTpHuarenHo, KXK He Tpadea Aa ce npeanucea

(BX. TOUKa 4.3).

Tabanna: PuckoBH paxroph 3a ATE

PHeKoB hakTo KoMeHTap

Hanpeagawa Bs3pact OcoGeHo Hal 35 rojgHay

TioTioHonyweHe XKennre TpadBa qa ObaaT CHBETBAHU J1a HE MYLUAT, AKO JKeNadT 1a
manomsear KXK. JKenu naa 35 roaMHH, KOUTO NpOABIKaBaT Ja
nyluar, TpaOBa aa ObJAT HACTOHYHBO CHBETBAHH [1a U3I10J3BAT
paznvueH METO Ha KOHTPALENLINA.

XUNEPTOHHSA

3arnecTaBaHe (MHIEKC Ha TeJIECHa Maca Haj,
30 kg/m?)

PUCKBT 3HAYMTENIHO CE YBeNHYaBa ¢ NOBHILABAHETO HA WTM.
OcoBeHO BXKHO NPH KEHU C JOMTBJAHUTENHH PUCKOBH (akTOPH

Hanwune Ha ¢paMunHa aHamHe3a (aprepHania
TpoMOboemb01uA npu Opar/cecTpa WIH POANTEN,
0COOEHO B CPABHUTEHO PaHHA BB3PACT, HATMp.
nox 50-ronHinHAa BB3PacT).

AKO ¥Ma ChbMHEHHE 33 HACJIeICTBEHA NPEApa3NooKEHOCT, KEHATa
TpabBa ja ce 06bpHE KbM CIELUATHCT 33 ChBET, NPEAH 1a B3ICME
peineHue gany aa uinonssa KXK.

Murpena

VY BeNMYaBaHETO HAa YECTOTATA MIIH TEXKECTTa HA MHIPEHO3HHUTC
npucThnu no Bpeme Ha ynotpebara Ha KXK (xoeto moxe aAa 6bae
NPOAPOMATHO Ha MO3B4HO-CHIOBO ChOUTHE) MOKE fa Obae
NPUUYHHA 32 HE3aDABHO NPEKpaTABaHE Ha JICHCHHETO.

Apyru MEJHUHMHCKH ChCTOSIHUA, CBBP3AHH C
HeXKeJNaHH ChI0OBH CHOHTHA

3axapeH nuabeT, XHOEPXOMOLIMCTEHHEMHUS, KJIATIHO ChPACHHO
3a6015BaHe H TIPE/ICHPAHO MBXKICHE, AHCIUNONPOTEHHEMHA H
CHCTEMEH NYITYC EPUTEMATO3YC.

Cumnromu Ha ATE

B cny4ait 2a cuMNTOMH XeHuTe TpaAdBa Xa ObAaT cbBETBaHH J1a NOTHPCAT CCIIHA MEAMIIMHCKA
MOMOIIN M 12 MHPOPMUPAT 3apaBHus cneunanucr, ue npuemar KXK.

CumMnroMuTe Ha MO3BpYHO-CBIOB HHUWJACHT MOIaT Ja BKIIOYRBAT.
~ BHE3AITHO H3TPRIIBAHE HIIH ¢naboCT HA JIHLETO, pbKaTa HITH KpakKa4a, ocoOeHo

Ha TAJIOTO,

- BHC3AITHO 3aTPYIHCHHE NPH XO0AEHEC, 3aMadHOCT, 3&!‘}"63 Ha PABHOBCCHC




- BHe3anHa o0BPKAHOCT, 3aTpyAHEH rOBOp WM pasbupaHe;

- BHE3aIMHO 3aTPYAHEHO BUKIAHE C €AHOTO HIIH € ABETE OUH;

- BHE3AIMHO, TEXKKO WIH IIPOABIDKHTENHO MNasobonue 6e3 H3BecTHa NPHYMHA;
- 3aryba Ha Ch3HaHWE MM MPHUNAABK CHC WY 0€3 rbpu.

BpeMeHHuTE CHMITOMH IIPEATIONArar, 4e chOMTHETO € rpexoaHa ucxemuuHa araxka (ITHA).

Cumniromute Ha uHQapkT Ba muokapaa (MM) Morar aa BxouBar:

- bosika, TUCKOMGODPT, HAMTPEKECHHE, TEKECT, YCELIAHE 3a CTATAaHE WIH TbIHOTA B FEPAUTE,
pPbKaTa WK NoJ rpsaHaTa KOocT;

- AHCKOMGOPT, pa3npocTpaHsBalll ce KbM Ibpba, YencTTa, IbpNoTo, PhKaTa, CTOMaxa,

- YCELIAHE 33 CUTOCT, JIOLNO XPaHOCMHJIAHE WM 3a1aBsHe,

- H3MOTABAHE, TAJCHE, ITOBPBILAHE WM 3aMasHOCT;

- [IPEKOMEPHA CTadOCT, TPEBOXKHOCT HITH 321y X;

- YCKOPEH UJIH HEPABHOMEPEH ChPIACUEH PHTHM.

. Tymopu

B HAKOM eNMAEMHONOMAYHU NPOYYBAHHA C& ChOOLIABA 34 NOBUILEH PHCK OT PaK Ha MaTOYHATA IHHKA
MpH aAwirocpouna ynorpeda Ha KOK (>3 rogunu), HO NpoARIKaBa Aa HMa IIPOTHBOPEYHA OTHOCHO
CTENEHTA, 10 KOATO NoAoOeH pe3yaraT JONLIBA YBPEOXKAAIUMTE e(peKTH Ha CEKCYATHOTO TOBEACHHE H
(pakTOpH KaTO HOBEIIKH Manunomel supyc (HPV).

MeTa-ananu3 Ha 54 enMaeMHUONOrMYHU OPOY4YBaHHs II0KA3B4A, Y€ HMA JIEKO NTOBULLICH OTHOCUTCINICH
puck (RR=1,24) npu AHarHocTHLMpaHe HAa PaK Ha rbpAaTa OpH xeny, unonspaiun KOK,
[ToBMILIEHHAT PHCK MOCTENEHHO H3Ye3Ba B NIPOALKEHHE Ha 10 roAMHY cejl CMpaHe Ha ynoTpedara
Ha KOK. Tbii kaTro pak Ha I'bplaTa ce cpeiia paako np skeHH nod 40-roguuiHa Bb3pacT,
NOBMILEHUAT GpOii Ha AMATHO3XTE 3a PaK HA IbPAATa MPH JKEHH, YNOTpebaBaliy WiH ynorpedasaiu
KOK, e Manbk cipsamo o01Ms pyCK OT pak Ha repjata. Tesn npoyuBaHHA HE AaBaT NOKa3aTe/ICTBa 33
NPHYHHHO-CNEACTBEHA Bpb3ka. HabnroaapauuAT Mogen Ha NOBHIIEH PUCK MOXE Ja CC IbJIAKH HA M10-
paHHa JIWArHOCTHKA HA pak Ha rbpAara NnpH xexu, npuemaiun KOK, 6uonornunure edekty Ha KOK
WK koMOHHaUMs oT asete. PakeT Ha ropaara, aMarHocTHiMpad npy npuemaire KOK xeHH, € B
NO-paHEH CTAAMH, OTKOIKOTO TO3M, IMATHOCTHLMPAH NPU XEHH, KOUTO HHKora He ca npuemani KOK.

B penxn ciiydau ca noknaaBaHH JoOpOKauE€CTBEHH M B O-PEAKH CAY4aH 3/10KAUECTBEHH
yepHoApoOHU Tymop# npH ynorpedara Ha KOK. B oraennu coytau te3u TyMOpM ca N0BEIH 00
’KMBOTO3ACTPALIABAIIM HHTpaabaoMMHaNHH KpBBOU3NUBH. [Tpy nudepeHuMaTHaTa IMarosa TpabBa
713 c€ HMa MpeBH, YEPHOAPOOGEH TYMOP, KOraTo npH xexy, npuemamy KOK, ce NosBaT CuaHH OOJKH
B KOpeMa, YBENHYCHHE Ha YEPHHUS ApO0 WITH NpU3HALK HA WHTPaabJIOMHHANIECH KPBbBOU3TIHB.

[Mpwu n3nonseaHero Ha no-sucoxn go3u KOK (50 pg erunnnectpanuoll), pHCKbT OT €MIOMETPHANEH
HIIH OBAPUANICH KapuxHoM craga. OcTaBa 1a ¢e NOTBLPAH Aasiu ToBa ce oTHacs K 3a KOK ¢ no-HucKH
JO3H.

. JAPYru ¢bCTOAHUS
[TporecTore HOBUAT KOMITOHEHT B KpunHsueo e aniocTepoOHOB aHTANOHHCT ¢ KaTHH-ChXpaHABallly

CBOICTBA. B MoBeyero ciyyau He ce 04akBa NOBUIIABAHE HA HUBATA HAa Kainii. B KIHMHHYHO
npoyusaHe obaye, NPH HAKOH MALMEHTH ¢ JIEKO WM YMEPEHO OBLOPEUHO YBpeKAaHe Y EIHOBPEMEHHA
ynorpeda Ha Kanui-chXpaHaBalll JJeKapCTBEHH NPOAYKTH, CEPYMHKTE HHBA Ha Kanus J1€KO, HO HE
3HAYUTENHO, C€ NOBMINABAT MO BpEMe HA MpHeMa Ha JpocnupeHoH. [lopaau ToBa ce Npenops4sa aa ce
NPOBEPABA CCPYMHUST KaHil N0 BpeMe Ha IEPBHUs WMKBJ Ha JIeMEHHE MPH [aUHEHTH ¢ OpOpevHa
HEAOCTATHYHOCT W CEPYMHHA KalTHi NPEI ICUEHHETO B rOpHMA pedepeHTEH NHanas3oH, 1 0CodeHo no
BPEME HA €HHOBpPEMEHHA yrioTpeba Ha Kanui-ChXPaHSBallH JIEKAPCTBEHH NPOAyKTH. BIKTeE Cht0
Touka 4.5.

JKeHu ¢ XxuneprpuraniepuaeMisa Uiy GaMuiiHa aHaMHe2a 3a Takapa MOXKe 1a ¢
NOBMLIEH PUCK OT NAHKPEATHT NPH n3noaseaHe Ha KOK.

vl bt



Bonpexy ye uMa cpo0IIeHNs 3a NEKH TOBHILICHHUA HA KXPbBHOTO HANATAHE MPH MHOIO KCHH,
npuemainy KOK, KN#HHYHO 3HaYUMO MOBHILIEHHE ce HabmoaaBa paako. CaMo B T€3W PEIKH cilydaH €
onpaBaaHo He3abaBHOTO NpeycTaHOBABaHe Ha ynorpebara Ha KOK. Axo ro Bpeme Ha ynoTpeba Ha
KOK nipu Beue ¢bUIECTBYBAINA XUNIEPTOHKA, TOCTOAHHO NOBULUICHH CTOHHOCTH Ha KPBBHOTO
HANATEHE WIH 3HAYUTEIHO NMOBHIUABAHE HA KPBBHOTO HAIAraHe He C¢ NOBIHABA aACKBATHO OT
aHTHXMMEPTEH3UBHO JeueHne, ynoTpebara Ha KOK tpadsa na ce npeyctaHosu. B ciny4aun Ha
neoOxoaumoct ynotpebara na KOK moxe na 0vae pp300HOBEHE, aKO ¢ AHTHXUNEPTESH3HBHOTO
NeYMEeHHE MOraT I1a €€ NOCTHTHAT HOPMOTEH3HBHH CTORHOCTH.

HiMa cbobiueHus 33 NOABa WK BIOLIABAHE HA CIEIHUTE ChCTOAHUA KAKTO Npi OPEMEHHOCT, TaKa 1
mpH ynotpeba sa KOK, Ho nokazaresnicTeara 3a Bphika ¢ yrnotpedara Ha KOK ca HeybenuTenHu:
KHATEHHLA W/HITH [IPYPUTYC, CBHP3aH C X0NeCcTasa; KAMBHH B XIJIbUKATA; NOPpPHPHA; CHCTEMEH JTYITYC
EPHTEMATO3YC; XEMOJIMTHYEH ypeMHYeH CHHAPOM; xopes Ha CHieHXaM; recTallHOHEH Xeprec; 3aryoa
Ha ClIyX, CBbp3aHa ¢ OTOCKJIEpO3a.

EK30reHHuTE eCTporeHy Morar Aa NpeAM3BHKAT WIH A4 H3OCTPAT CHMITTOMHM Ha HAaCNCACTBCH WK
NMPHUAOOHT aHIHOSEM.

OcTpu MM XPOHUYHH HapylIeHUA Ha YepHoApoOHaTa GpYHKLMA MOXKE Aa HAmOKaT NpeKpariBaHe Ha
ynotpebara Ha KOK, nokaro mapkepute Ha yepHOApOOHaTa pyHKIHA C€ BLPHAT KbM HOPMAIHOTO.
PeltMIHB Ha XOJNIECTATHYHA KBITEHHLA W/HIH CBBP3aH ¢ X0JIECTa3a IPYPHTYC, KOHTO Ce € MOosABM N0
BpEME Ha OPCMEHHOCT WK 110 BpeMe Ha NMPEMIIHA ynoTpeda Ha NnojioBH XOPMOHH, Hanara
npekparasBaHe Ha ynotpedata na KOK.

Bpnpeku ue KOK Moxke na uMat ekt BupXy neprdepHara MHCYJIHHOBE PE3UCTEHTHOCT 4
FNHOKO3HAA TOJAEPAHC, HAMA TOKA3aTENICTBA 32 HEOOXOAHMMOCT OT NPOMAHA HA TEPANEBTHYHHA PEKHM
MpH AuabeTniy pH U3noN3Bane Ha HKHCckoa030BH KOK (chappawi <0,05 mg eTHHHISCTPaauon).
Kenute ¢ quaber obage TpsGBa BHEMATENHO Aa ce HabJonasar, OCOGEHO B PaHHHS €TaN Ha ynoTpeda
Ha KOK.

ITo BpeMe Ha ynotpeba Ha KOK ce ¢roOLaBa 3a BA0OIIABAHE HA €HAOTCHHA ACNPECHH, Ha CIIICTICHA,
Ha OosiecT Ha KpoH H Ha yALEpo3¢H KOJIHT.

JIeNpeCcHBHOTO HACTPOEHHE H JENPECHATA ca Jo0pe H3IBECTHH HEXKENAHH PEAKLIMH OT ynoTpebara Ha
XOPMOHATTHH KOHTpaLenTHeH. JlerpecusaTa Moxe fa Obie CepHo3Ha H € 100pe U3BECTEH PHCKOB

dakTop 3a caMoySUiiCTBEHO NOBEACHHE H caMoyOuiicTBo. JXKennTe Tpabea na ObaaT CHBETBaHM [Ia CC
CBBPXKAT ChC CBOS JIEKAp B C/iyyali Ha NPOMEHHU B HACTPOCHHETO ¥ JCIIPECUBHN CUMITTOMH,
BKNKYHTETHO U MAJIKO CNE 3aIMo4YBaHe HA NEYCHHETO.

[ToHsAKkora MOXe Aa ce MOABH X/10a3Ma, 0COBEHO NMPH JKEHHX ¢ aHaMHe3a 3a chloasma gravidarum.
XKeHnu ¢ npeapaznonokKeHue KbM xJioasMa TpadBa qa u30Arsar u3jaaraHe Ha CNbHLC WK
YNTPABHONETOBO JIb4EHKE, JlokaTo npuemar KOK.

MeanuuHcKs nperael/KoHCY. ITALHA

[Tpenu 3ano4yBaHe HIH NOAHOBABAHE HA MpHema Ha Kpununeo, TpsbBa 1a ce CHeMe TThiIHaTa
MeAMUHHCKa aHaMHe3a (BKIIIOYHTENHO (aMIIHA aHaMHE3a) M [1a ce W3KiIour OpemeHHocT. Tpsbpa na
ce A3MEPH KPBBHOTO HAAATAHE H JA Ce HANPaBH PU3HKATIEH NPETVICA, KAaTO €€ B3€MaT NpeaBHI
MpOTHBONOKa3aHuATa (BK. Touka 4.3) ¥ npeaynpexacHHATa (Bx. Touka 4.4). BaxHo € aa ¢€ Hacou!
BHHMAHHETO HA XEHATA KbM MHGOPMallUATA 33 BEHO3HA U apTepHaiHa TpomD0o3a, BKIIIOYATENHO H 33
pucka npu Kpunuseo s cpaBuenne ¢ apyrm KXK, cumnromure na BTE u ATE, W3BeCTHUTE pUCKOBH

(aKTOpH U KaKBO [a ce MpaBu B Ciiyuadl Ha CbMHEHHE 3a TpoMbo3a.

Jenara Tpa6Ba na Gbe MHCTPYKTHPAHA Ia NPOYETE BHUMATEMHO JJMCTOBKATA 33 ITOTPED ¥ face




Yenute Tpa6Ba aa 6Laar HHPOPMHUPAHH, ue XOPMOHATTHATE KOHTPALICNITUBY He npeAnassat oT XHB
uapekunu (CITHH) 1 apyru nonoBo npenasaHu H01€CTH.

Hamaaena epukacHocT

EdukacHoctra Ha KOK Moke 2 Obae HaManeHa B ciydyad Ha, HaTIpHEMED, NPpOITyCHATH TabnerkH (Bx.
TouKa 4.2), CTOMALIHO-4UPEBHH HapylieHns (BK. To4Ka 4.2) WM ChIIPOBOXKAALLO JICUEHHE (BK. TOUKA
4.5).

Hamajaen KOHTPOJ HA MECCIHHA HHKDJ

[Mpn senukn KOK Moxe ha ce nossy HEPEAOBHO KBPBEHE (3aLlanBaHe WIH HHTCPMEHCTPYAIHO
KbpPBEHE), 0COBEHO Mpe3 NbPBUTE MecelM Ha ynoTpeda. CienoBaTeTHo OLEHKATa Ha BCAKO HEPCI0BRO
KbPBCHE HMa CMHCBJ CaMo CJIeA MHTEPBAJI Ha afanTaiida OT OKOJIO TpH LHMKB/A.

AKO HEpeJOBHOTO KBPBEHE TIEPCHCTHPA HITH CE MOABABA CEM PeAOBHH 1IHKIIH, TpA0Ba 1a ce HMaT
MpeaByl HEXOPMOHAIHH APHYWHU W [1a C& IOcoYaT NOAXOAAILN JHArHOCTHYHH MEPKH, 3a Za CC
U3KITFOYH 3MOKAYECTBEHO 3abonaBane unu OpeMeHHoCT. Te MOrar Ja BKIIIoYBaT KIOPETaX.

[Tpit HsiKOH EeHH MO BpeMe Ha HHTepBana 0e3 TableTky MOXKE Ja HE HAaCThIIH ,,OTTIAAHO" KbPBEHE.
Ako KOK e npreMaH ¢brinacHO yKa3aHUATA, OMMHCAHH B TOUK2 4.2, MANKO BEPOATHO € KeHata fia €
OpemedHa. Burpekd To8a, ako KOK He € npueMaH ¢brinacHO Te3W yKa3aHHA NpeaH IbPBOTO
MPONYCHATO ,,0TNANHO™ KbPBEHE WM AKO ca MPONYCHATH BE TakKuBa KbpBEHH, TpAOBa Ja ce
M3KITKO4HM OpeMEHHOCT, Npeay na ce npoabixu ynorpedara Ha KOK.

JlekapcTBeHHAT NPOAYKT ChABPKA 62 mg nakroza B Taberka. [lanMeHTH ¢ peIKH HACACACTBCHH
npobneMH Ha ralakTO3HA HETOHOCHMOCT, NBJIEH JIAKTa3eH JChHUIIHT HWiH ITI0K030-TA/IAaKTO3HE
manabcopOius He TpaOBa Aa NpHEMar TOBa JIEKapCTBO.

4.5 BzaumoneilicTBHE ¢ APYTH JEKAPCTBEHH NPOAYKTH H APYrH opMH Ha B3AHMOJCHCTBHE

3abenexka: Cieasa ha €¢ HanpaBd CIOpaBKa C JieKapcTBeHATa WHPOpMauWsa 3a TNpuilaraHuTe
¢/IHOBPEMEHHO JIEKAPCTBA, 3a A C€ YCTAHOBAT NOTEHLMATHH B3aUMOICHCTBUA.

. E¢exTH Ha ApYrH JiekapeTBeHH NPOAYKTH BLpXY Kpunuseo

B3auMonelicTBME MOXKE Ja BB3HHUKHAT € JIGKAPCTBA, KOMTO MHIYLMPAT MHKPO3OMAIHHTE C€H3HMH,
KOETO MOYKeE a JOBEAE JI0 NOBHIIABAHE HA KTHPBHCA HA MOMOBHTE XOPMOHHU H 10 ,,OTNAHO" KbPBEHE
H/AJTA HeYCIeX Ha KOHTpaLieNLMATA.

Kontpoa

EH3MMHa MHAYKIHMA MOXE Ia ce HabiolaBa clen HAKONKO AHM HA JieyeHue. MakCHManHa €H3HMHa
HHAYKLUUSA OOHMKHOBEHO ce HabmoZaBa B PAMKHTE Ha HAKOJAKO ceaMuuu. Crie NpekpaTsaBaHe Ha
JIEKAPCTBEHATA TEPAIHA €H3UMHATA HHAYKUMSA MOKE 1@ MPOLBAKH 10 0K040 4 CeAMHUM.

Kpamxocpouno nevenue

YKeHuTe Ha JeYeHHE ¢ MHAYLMPAIH €H3NMH JIeKapcTBa TpAOBa BPEMEHHO 1a M3M0/N3BaT DapuepeH
METOI WIH IPYT METOJ Ha KOHTpalenuus B fomsiHenue kbM KOK. BapaepHusaT MeTOA TpsAdBa 1a ce
M3NOJI3BA NPE3 IMJIOTO BPEME HA CBLIBTICTBALIOTO JEYEHHE H B NPONBIKCHHE HAa 28 [HH CNICH
MpeKpaTaBaHeTo My. AKO JleKapcTBEHAaTa Tepanus INpoNb/KaBa cnel Kpas Ha Tabnerkute B
onakoskata KOK, cnenBawara onakoska KOK TpsGsa fa ce 3anoyHe BeaHara cies npeaxonHara oes
oOnvailinua nepyon 6e3 mpHeM Ha TabneTKH.

Hvrzocpouno neyenue
[Tpu keuu Ha ABATOCPOYHO NIEHEHHE ¢ AKTUBHH BELIECTBA, HHAYUHPALUH YCPHOAD
NpenopbyBa APYTr HaASKAEH, HEXOPMOHAICH METO Ha KOHTPALICTILIHA.

B nuTtepaTypara Ma ChOOLICHHA 32 CNEHUTE B3aUMOIeHCTBHA.




Bewecmsa, nosuwasawu krupvrca Ha KOK (nonuxcena egpuxacriocm na KOK upes enzumna
UHOYKYUSL), HANDUMED

BapOutyparu, 603eHTaH, KapbaMazenuH, PEHHTOHH, TPUMUIOH, prudaMnuLMH 1 nekapcersa 3a HIV,
PHUTOHABWP, HEBHPANMH M ehaBHPEHILL H EBSHTYANHO denabamart, rpH3eodynBUH, OKCKapOa3eIliH,
TOMUPAMAT H IPOAYKTH, ChAbPKALIM OUIIKAaTa JKBIT KaHTAPUOH {(hvpericum perforatumy).

Bewecmea c paznuwunu echexmu evpxy xnupvuca va KOK:

Koraro ce npuiarat egHospemerno ¢ KOK, muoro koMOuHauuu Ha HIV-npoteasau HHXHOUTOPU U
HEHYKJIEO3MAHH HHXHGHTOPH HAa o0paTHaTa TPaHCKPHIITA3a, BKIOYNTENHO koMOuHauun ¢ HCV
WHXHUOUTOPH, MOTAT J1a YBEAHYAT WIH HAMAJIAT MJIA3MEHHTE KOHUEHTPEUWH Ha €CTPOIreH WiK
nporecTHHA, OKOHYATEMHHAT eeKT OT T3 MPOMEHH MOXKE Aa OBbAC KIHHHYHO 3HA4YKHM B HAKOH
CIyvyau.

[Mopanu ToBa BHPOPMALMATE 34 SAHOBPEMEHHO NpeAnKcBaHe Ha nekapersa 3a HIV/HCV TpAOBa 112
ObIe pa3riie/iaHa, 3a Ja ce naeHTUGHUHPAT MOTCHIMAMHITE B3aMMOACHCTBHA W BCAKAKBH CBBbP3aHN
npenopbku. B cnywait Ha CeMHeHHe, IONBTHATEeH Gapiepen METO Ha KOHTpauenuus Tpabsa aa ce
H3M10/13BA NPH KEHH HA JICYEHHE C MPOTEA3EH HHXHONTOP HIIH HEHYKIICO3UeH HHXUOUTOP HA
obpaTHaTa TPaHCKPHITTA3a.

Bewecmsa, namanseawu xnupvica va KOK (enzumuy unxubumopu).

KnMHHYHOTO 3HAY€HHE HA NOTEHIIHANHKTE B3aMMOAEHCTRIS ¢ €H3UMHH HHXHOHTODH 0CTaBa
HEH3BECTRO.

EnHOBpEMEHHOTO NMpunarale wa cuiiu MHXHOUTOpH Ha CYP3 A4 MoXKe 71a NOBHIIN TUIa3MCHHTE
KOHLICHTPALYH Ha ECTPOTr€H WK NPOTECTHH, MM M Ha 1BaTa XOPMOHa.

B npoyupaHe ¢ MHOTOKPaTHH 03M Ha KOMOMHALKS OT APOCIHPEHOH (3 mg/AcH)/eTHHIUIECTPAAHON
(0,02 mg/nen), ennoepeMeHHOTO npuiarane Ha cHAHUA CYP3A4 MHXHOMTOpP KETOKOHA301 33 10 qHH
nosumasa AUC (0-24 4) Ha APOCTIHPEHOH W ETHHIIECTPAAHON CHOTBETHO 2,7 ¥ 1,4 NBTH.
[TpunoskeHHero Ha eTopuKOKcHO B o3u o1 60 1o 120 mg/aeH nokassa NOBHUICHUE HA NJ1a3MCHUTE
KOHLUEHTPALMH HA CTUHUIIECTPANNON CHOTBETHO 1,4 10 1,6 NbTH, KOraro ce npuema €IHOBpPEMCHHO C
KOMOMHHPAH XOPMOHANEH KOHTpauenTHB, ¢habpkaul 0,035 mg eTHHHIECTPaaAUOII.

. EdexTt Ha KpunuHeo Bupxy ApYr4 JeKapcTBEHH NPOAYKTH

KOK morar na noBausaT Ha Meraboau3Ma Ha HAKOH JPYTd akTHBHE BelecTBa. Cne10BaTeTHO
[Ia3MCHUTE ¥ ThKAHHNWTE KOHLIEHTPALIHH MOTAT WM [a CE MOBUILIAT (HaIp. WHKJIOCMOPHH), WITH a
HaManAT (Hanp. JAMOTPHXHH).

B3 0CHOBa Ha i vivo NpoyYBaHus 33 B3aMMOAEHCTBHA NPY )KCHHU A0OPOBOJILIM, H3MOI3BAINM
OMETIPa30fl, CHMBACTATHHE I MHJIA30/1aM KaTO MapKepeH cybeTpar, KITHHHYHO 3HA9YHMO
B3aHMOIEHCTBHE Ha APOCMIMPEHOH B JI03H OT 3 mg ¢ MeTabonuama, Mequupas oT nutoxpom P450, Ha
APYTH aKTUBHH BEILECTBA, € MAIKO BEPOATHO. |

KnnHyYHWUTE NaHHH NOKA3BaT, Y€ ETHHHIECTPAZHO/ HHXUOUPa KIMPBHCA Ha CyOcTpaTuTe Ha
CYP1A2, xoero Boau 0 cnaGo (Hanp. TeoQHIHH) WK YMEPEHO (Hamp. TH3aHMAHWH) NOBULIABAHE HA
n1a3MeHaTa HM KOHIEHTpaLgA.

° DapMaxKoaAHHAMHYHH B3aHMOACHCTBHS
[io BpeMe Ha KTUHHUYHH U3NMHTBAHHA MPH MALHEHTH, JIEKYBAHH CPEILY uHdeKLUA C BHPYCA HA
xenatut C (HCV) ¢ nexapcTBeHH poAyKTH, ChAbpKAIH OMOUTACBUP/ TAPHTANIPEBHD/ PUTOHABHD 1
nazabysup, ¢ unu 63 pubaBHPHH, NOBULICHUS Ha TpaHcamuHasute (AJIT) noseye OT 5 MbTH ropHaTa
rpanuua Ha Hopmata (I'TH) ce cpeluat 3HaYMTENHO [IO-4ECTO NPH KCHH, H3MOJI3BalUlH JIEKapCTBad €
ETHHUNECTPAAHOIN, KaTO KOMOMHHpaHH XxopMoHanHH KoHTpauentisu (KXK). Cbluo Taka, npH
MaLMEHTH, NIEKYBAHH C IMIEKAPEBHD/ THOPEHTACBHD WK cofocOyBHp/BENNaTaCBHP/BOKCHAAPEBHD,
ce HAaOMOAaraT noBHIIeHHA Ha AJIT npu xeHNU, H3non3Baily JEKapCcTea, ChIbPXKALIH
eTHHUNECTpaaHo, karo KXK (Bx. Touka 4.3).

CaenosarenHo ynorpebspamure Kpunureo TpadBa 1a peMHHAT Ha aNTepHATH
KOHTpAUEILMA (HANP. KOHTPALIETIMUA ¢aMO ¢ [IpOrecTarcH HiH HEXOPMOHATHU



3ar104BaHe Ha Tepanud ¢ Te3n KoMOuHauny ot jekapersa. [1pHeMbT Ha KpHNHHEO MOXKE 13 Ce
MOAHORK 2 CEAMMUM CIET 3aBbpllBaHe HA JIEUEHHETO ¢ Te3U KOMOHHAUMH OT JIEKapCTBa.

[pu nanyeHTH 63 GEOpEUHA HEQOCTATBYHOCT, EJHOBPEMEHHATA ynoTpeba Ha apocnHpeHoH i ACE-
uHxn6uTopu 1 HCTIBC ne moxassa 3HauMM eekT BbPXY CEPYMHHA Kanui. HezaBucHMo OT TOBa
eAHOBpEeMEHHaTa ynoTpeba Ha KpunuHEo ¢ anaocTepoHOBK AHTArOHHCTH MM KanHH-CbXpaHABailH
AHYPETHIM He € IIpoyuBana. B To3u cayuyaii cepyMHHAT KaJIMH TpaOBa 1a ce H3C/ICABa NPE3 MbPBUA
nededeH LMKbI. BrkTe cbiio Touka 4.4.

. JApyra ¢popMH Ha B3anMo/iciicTBHE

JlabopaTopHH n3caeaBaHNs

HU3non3saHeTo Ha KONTPALENITUBHH CTEPOMAN MOXKE 113 NOBJIHIC HA pE3y ITaTHTE OT HAKOH
nabopaTopHy M3CIEABAHHSA, BIJTIOUHTETHO OHOXHMHYHHATE NapaMeTpH Ha YepHUA Apo0, IUHTOBHAHATA
AU1e3a, HagObhOpeyHara H OLOpeuHara PyHKUUA, IUIa3MEHHTE HHBA HA (TpaHCMOpPTHHN) IPOTCHHH,
HaNp. KOPTHKOM CBbP3BAILMA NPOTEHH H THNHAHATE/IPOTEHHOBUTE (QPAKLMH, [1APAMETPHTE HA
BBIIIEXMAPATHAS METaBONKH3bM 1 NapaMeTPUTE Ha KoaryiauHaTa U @uopunonusara. [Ipomenure
0OHKHOBEHO OCTABaT B HOPMANHUS JabopaTopeH auanazoH. JpocnupeHOH NpeaU3BHKBA IOBHIIABAHE
Ha aKTHBHOCTTA HA TUTA3MEHHUA PEHIH ¥ MJIA3MEHUA anJOCTEPOH, HHAYLHPAHO OT JIEKaTa My
AHTHMHHEPAIKOPTUKOUAHA aKTUBHOCT,

4.6 DepruanTeT, GPEMEHHOCT H KbPMEHE

bpemenHoct

To3u nekapcreeH MPOAYKT HE € MOKa3aH 110 BPEME Ha OPEMEHHOCT.

Axo nmo Bpeme Ha ynorpefa Ha APOCMMUPEHOH/ETHHWIECTPAIHON HACTBAM OPEeMEHHOCT, NPHEMBT HA
NeKapcTBOTO TPAGRA A Ce npeycraHosH He3abasHo. OOCTOMHHTE €NHASMHUONIOTMYHH TPOYHBAHHA HE
MOKa3BaT HHTO TMOBHIIEH PHCK OT BPOACHH ACPEKTH IIpH O€uda, POAEHM OT KEHH, KOHMTO ca
wanomseany KOK npean na 3abpemeHesT, HETO TeparoreneH edekt, korato KOK ca 6unu npuemany
10 HEBHUM3aHHE TI0 BpeMe Ha OPEMEHHOCT.

[Tpoy4BaHHATA NPH KUBOTHH NOKA3BAT HEXKEAHM PEAKLIMM MO BpeMe Ha GPeMEHHOCT H KbpPMEHE (BiK.
Touka 5.3). Bp3 OCHOBAa Ha Te€3M IAHHH TPH JKHBOTHM, HE MOTaT ga ObAAT M3KNOYEHH HCKETaHH
PEaKLIMH, AbIKALIA CE HA XOPMOHAIHOTO JEHCTBYE HAa aKTHBHHTE BelllecTBa. Bnnpekn T0Ba 00IMAT
ormut ¢ KOK mo BpeMe Ha OpeMeHHOCT He aBa JOKa3aTeNCTBa 3a ACHCTBUTEIHA HEXENAHU pEaKlMH
ApPH xopa.

Hannunute nanHy 3a ynorpebara Ha APOCNHMPEHON/ETHHUAECTPAIHON N0 BpEME Ha DPEMEHHOCT ca
TBBPIAC OrPaHWYEHM, 33 Na [O3BONAT 3aKMIOYEHHMs OTHOCHO OTpHLATENHHTE e(eKTH Ha
IPOCTIMPEHOH/ETHHIIIECTPANHON BBHpXY OPEMEHHOCTTA, 3APABETO Ha TUI0AA MM HOBOPOACHOTO. KbM
AHELIHA JaTa HAMA CBOTBETHH ENUACMHOMOTHYHH NaHHH.

MMosrmesuaT puck or BTE no BpeMe Ha CleOpodHIHMA NMEPHOA TpadBa Aa € MMa MPEABHA NpH
Bb300OHOBSBAHE HAa NPUEMA HA APOCIUPEHOH/eTHHUAECTPaauo (BXK. Touka 4.2 U 4.4).

KspmMmene

KnpMeHeTo Moxe Aa ce rmopiayae or KOK, Tbi KaTo Te3n npoayKTH MOTaT Ja HaMalAT KOJTHICCTBOTO
M 3 IPOMEHAT ChCTaBa Ha KbpMara. ClIefI0BaTeNHo, kaTo uano ynorpedara Ha KOK He Tpsbsa na ce
MPenopbYBa, 10KATO KhpMeIlaTa Malika He 0TOUe HAMbJIHO KBPMAUYETO. Manku KONH4ECTBa
KOHTPALICNITHBHH CTEPOUAN W/HIH TEXHUTE METabOJINTH MOTAT Aa C€ CKCKPETHpaT B KbpMaTa 110
speMe Ha yrnorpebara Ha KOK. Te3u koln4ecTsa MOrar /1a NOBIHAAT Ha ACTETO.

4.7 EdexTH BbpXy coco0HOCTTA 32 WodgHpaHe H padoTa ¢ MAMIHHHA

He ca npoeesknany Npoyusanna 3a eekTa BhpXy CocOBHOCTTA 33 IHo@upaHe H paboTa ¢ MAMHU.
He ca nabmonasany edektd BepXy cnocoOHOCTTa 32 odupaHe 1 paboTa ¢ MallvHH 11 cba
Ha KOK.

4.8 HexenaHH J¢KAPCTBEHH peaKUHH



3a CEpHO3HM HeXeNaHH JeKapCTBEHK peakiiny, Habmronasanu npy sxkeHn, nanonssaiy KOK, BuxTe

CBhINO TOuYKa 4.4.

CnepHuTe HEXETaRU NEKAPCTBEHH PEakLiMy ¢a choOLIaBaHH o BpeMe Ha ynorTpebata Ha
APOCNUPEHOH/CTHHWIECTPALHOI:

Cucremo-opranen

YecToTa HA HEXKETAHATE PEAKIHH

xaac (MedDRA) Yectn Heuectu Penxu
>1/100 no <1/10 >1/1 000 no <1/100 >10 000 po <1/1 000
HapylueHHs Ha CBpBEX4YYBCTBUTETHOCT
HMYHHaTa CHCTEMA AcrMa
[lcuxnunu napyurenus | HenpecuBHo [TopxInaBane Ha
HacCTpoOcHUe AMOUAOTO
[loHmxkaBaHe Ha
THOU0TO
Hapyuienusa Ha ['naBobonne
HEpBHATA CUCTEMA
HapyweHnus Ha yxoTo U XHIIAKY3HC
NaOMpHHTA
Cpa0oBH HapyHICHUA Murpena XHUnepTonus, Benosna
XHITOTOHUSA tpomboembonua (BTE)
ApTepHainHa
tpomSoemOonus (ATE)
CroMaiHo-4YpeBHH ["aneHe IMospbliaHe,
HapyIIeHHY Jidapus
Hapymenus Ha Koxara AKHe, EpureMa HONO3YM
¥ NMOAKOXHATa ThKaH eK3eMa, Chpiex, EputeMa MynTudopme
anoneHus
HapyuieHua Ha Mencrpyaiiu YronemsBaie Ha Cekper OT rbpauTe
BB3INPOU3BOANTENIHATA | HAPYLICHHA, IbpANWTE, BarMHajliHa
CUCTEMA M I'bpAara UHTEPMEHCTPYATHO HHPEK s
KbpPBEHE,

OonKa B rbpAMTE,
YyyBCTBUTEIHOCT Ha
FbPAXTE,
BArHHaNeH CeKper,
BYJIBOBarMHA/IHA
KAHAHZO3A

OD0IUM HapYLIEHHA H
edekTH Ha MACTOTO Ha
MPUIOKEHHE

3ansppKaHe Ha
TEYHOCTH,
YBEJTUYABAHEC HA
TErnoTo, HamansasaHe
Ha TErjIoTC

Onucanye Ha u30paHy HEXelaHU peakiiuy

Ha6nionaBanysaT NOBMIIEH PHCK OT APTEPHAITHU H BEHO3HH TPOMOOTHUYHH B TpoMOoeMbOomHyHH
CEOHTHA, BKNKUYNTETHO HHGAPKT Ha MUOKapAa, HHCYJIT, NPEXOIHU HCXEMHWYHH NPUCTBITH, BEHO3HA
Tpom603a 1 GenoapoGHa eMGonus Npy kexH, uanonzsamn KOK, ca pasresany no-noapobHo B

TOuKa 4.4.

CJICIHHTE CEPHO3HN HEXeNaHH peakiiMi ca croblasanu npH xxesn, nanonssaum KOK, 1 ca

pa3rnenaHy B To4ka 4.4.

- HapyuieHus, cBbp3aHH ¢ BEHO3HA TpoMBoeMO0n;
- Hapyinienus, cBbp3aHu ¢ apTepydanHa tpomboeMOoIns;

- XUNEPTOHHA;




- YepHoapoOuu TyMopH;
- [TosiBata MM BAOLIABAHETO HA CHCTOAHMA, TIPH KOMTO Bpb3Kata ¢ u3non3paneto Ha KOK He e
yoenutenna: bonecr Ha KpoH, yiliepo3eH KOJIUT, enuiencys, MAoMa Ha MaTkara, nopgupus,
CUCTEMEH NIYIYC EPHTEMATO3YC, 'eCTALIMOHEH Xepec, Xxopes Ha CHIEeHXaM, XeMOIHTHIHO-YPEMHUEH
CHHIPOM, XOIECTATHYHA XBJITCHULIA,;
- Xnoa3Ma;
- OcTpH 1K XPOHUYHY HAPYLLIEHHUA Ha YepHOOpoOHaTa (PYyHKUMA MOXKE /12 HAIOWKAT
npekparssane Ha ynorpedara Ha KOK, nokaro mapkepure Ha uepHoapoOHaTa pyHKIIHs Ce BhPHAT
KbM HOPMANHOTO.

- EK30reHHuTe ecTpOreHd MOTaT Od NpeaU3BUKAT WK Aa H30CTPAT CHMATOMM Ha HaCIEACTRCH

MY TIPUAOOUT AHTHOEIEM,

YecroTara Ha AHArHOCTHLIMPAHE HA PaK Ha MbPAATa € MHOIO JIEKO NOBUILEHA CPEA U3MON3BAIIMTE
KOK. Tt xaro pax Ha repjaTa ce cpeuta psako NpH skeHH moa 40-roaviiHa Bb3pacT, MOBHLICHHAT
6poii e ManbK CIIpAMO OOLIMS PHCK OT paK Ha rbpaara. [IpuudHHa Bpb3Ka ¢ ynotpebara Ha KOK e
HCH3BECTHA., 33 JOIThJIHHTEIHA HHQOPMAaLIHA BHKTE TOUKK 4.3 ¥ 4.4,

Bzaumooeiicmeaun
»OTNAAHO KbPBEHE H/HIH KOHTpaUENTUBEH HEYCIIEX MOXKE [1a ca pe3y/ITaT OT B3aHMOACHCTBHA Ha
APYTH nekapcTBa (EH3MMHH UHIYKTOPH) € IEPOPAITHA KOHTPaLENTHBH (BX. Touka 4.5).

Cro0liiaBare Ha MOAO3IUPAHH HEKENAHW PEAKLIMY
C1o611aBaHeTo Ha MOA03HMPaHH HEXKENAHE PeaKiMy CIeH pa3pelnaBaHe 3a ynorpeda Ha 1eKapCTBEHHA

NPOAYKT € BakHo. ToBa N03BOAABA Ja IPOABLIKK HaBNIOAEHHETO HA CHOTHOLICHHETO NOJI3a/PHCK 33
nekapereeHus npogyxt. OT MEIWLIWHCKATE CNICIMATHCTH CE M3MCKBA /1a ChODUIaBaT BCAKA
NORO3UPAHA HEXE/IaHa PCaKUA Ypes:

HM3nbanuTenHa areHuus no jJeKapcreara

viL. ,,Jdamas ['pyer” Ne 8

1303 Codun

Ten.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 [Ilpemozupane

Bce olue HSMa ONHT ¢ MpeAo3HPaHe Ha APOCIHPEHOH/ eTHHHIeCTpaano. By 0cHOBa Ha 0OHIMS ONUT
¢ KOMOMHUPAHKHTE NEPOPATHH KOHTPALIEITTHBYU, CAMITTOMHTE, KOHTO MOraT Aa Bh3HHKHAT B TO3Y
cny4ai, ca rajese, nospeilane i ,,0TIagHo* KbpBeHe. ,,OTNajJHo™ KbpBEHE MOXKE Na CC MOABH N0PH
NpY MOMHYETa NPEAH MEHAPXE, KO CIyYaiiHO NpHEMAT NeKapcTBeHHa NpoaykT. HsiMa aHTHAOTH U
MoCIIeIBalIOTO eueHre TpAOBa Aa 6bIe CHMIITOMATRUHO.

5.  ®APMAKOJIOFrMYHHU CBOHUCTBA

S.1 @apmakoaHHAMHYHH CBOHCTEA

dapmakorepanesTHuna rpyna: [lonoBd XOpMOHM M MOIynaropd Ha TrEHHUTanHaTa CHCTEMA,

[Iporectorenn u ectporeny, PUKCHpaHd KOMOUHALIUN
ATC xoa: GO3AAILZ

Hunekc Ha Pearl 3a Heycniex Ha MeToaa: 0,09 (ropen neycrpadeH 95% noBepHTENHA rpaHHLIA: 0,32).
O6m unnexc Ha Overall (Heycrex Ha MeToaa + HeycneX Ha nauuenta): 0,57 (ropeH aBycTpaHeH 95%
noBepurenHa rpasnua: 0,90).

KoHTpauenTURHUAT edekT HA APOCHUPCHOH/ STHHWICCTPANnHos ¢ OCHOBARA HA B3anM BUETO

APOMEHH B EHAOMETPHYMA,




To3u nekapcTBeH MNpOAYKT € KOMOWHHMpaH nepopaieH KOHTPALUENTHB ¢ CTHHWIESCTPaauMon H
[IpOreCTOrex ApocnyupeHod. B TepaneBTHYHa 033 APOCTIHPSHOH NPHTEXABE CHIIO AHTHAHAPOTCHHH H
JEKH AHTUMMHEPANOKOPTUKOUWAHHM CBOWCTBAa. TOH HiAMA €CTPOr¢HHa, TAIOKOKOPTHKOHAHA H
AHTHITHOKOKOPTHKOWANA aKTHBHOCT. TOBa JjaBa Ha APOCIHPEHOH papMakosornveH npodun, OIIH3BK
10 €CTECTBCHUS XOPMOH TIPOreCcTepoH.

Mma pgaHHH OT KNHHMYHH MpPOYYBAHHA, Ye CnabMTeé AHTMMHHEPATOKOPDTUKOHAHMU CBOHCTBA Ha
APOCTIHPEHOH/ETHHANECTPANMON BOAAT 0 €K AHTUMHHEPAIOKOPTHKOHAEH €EKT.

5.2 @®apMaKOKHHEeTH4YHH cBoHCTBA

. Apocnupenon

Abcopdums

[lepopanHo NpHAAraHUAT ApOCNHMpeHOH ce abcopOupa Obp30 M MOYTH HanbIHO. MaKCHMATHUTE
KOHUEHTPAUHH Ha aKTHBHOTO BelNEeCTBO B cepyMa oT okono 38 ng/ml ce aocturar okono 1-2 waca
clel €IHOKpaTHO NOrnbiliaHe. BHoHanu4HOCTTa ¢ Mekay 76 M 85%. EAHOBPEMCHHUAT NpueM Ha
XpaHa HAMa BJIHAHHE BbPXY OUOHAIMYHOCTTA HA APOCNHPEHOH.

PasnpeneneHue

Cnen MnepopanHO TIPWIOKEHHE CEPYMHMTE HUBA Ha JpPOCHMPCHOH HamajndABar ¢ TEpMHHaAcH
noayxuBot oT 31 yaca. JIPOCHHPEHOH €& CBBP3Ba CbC CepyMHMs albyMHMH M HE CE CBbp3Ba ChC
CBbP3BALIMA NOT0BMA XOpMoH rnod6ynuH (SHBG) mnu ¢ KOPTHKOHI CBbP3BaliHsA r100Yy1HH (CBG).
Camo 3 - 5% or ofwMre cepyMHM KOHUEHTpaUMH Ha aKTHBHOTO BCIIECTBO MAPHCHLCTBAT KATO
ceobonten crepoua. Muayumpanoro oT erwHunectpamuon yeenuueHue Ha SHBG He BiowAC Ha
CBBP3BAHETO HA JAPOCHUPEHOH CbC cepyMHuTe nporeuHd. CpeIHMST npuUBHOCH o0cM  Ha
pa3npenencHue Ha apocriperoH € 3,7 £ 1,2 I/kg.

buotpanchopmMaliys

JpoCnUPEHOH ¢e MeTaboNH3Upa EKCTEH3UBHO CIEd MIEPOPATHO NPHIOKeHHE., UCHOBHHUTE META0OTIUTH
B IUIa3Mara ca Kucenara ¢opma Ha ApOCIIHPEHOH, FeHEpUpada OT OTBApAHETO Ha IAKTOHHHA NPbCTEH,
u 4,5-AMxuapo-mpocnupeHoH-3-cyndar, obpasysaH upes peayklUus W nocneasaino cyndgarupaHe.
JpOCTIPEHOH CbLIO € MOAT0KEH Ha OKHCIMTENCH METaboH3bM, KaTanH3npaH or CYP3A4.

In vitro apocnupeHOH € crocofed Aa MHXMOHpa cnabo 10 yMepeHo LuToxpoM P450 eH3HMHTE
CYPIAIL, CYP2C9, CYP2C19 u CYP3AA4.

EnuMHUHHpaHe _
CkopocTTa Ha MeTabONMTHHS KIMPbHC Ha JpocnupeHon B cepyma e 1,5 = 0,2 mi/minkg.

JIPOCTIHPEHOH CE€ EKCKpEeTHpa caMo0 KaTo Cleqd B HenpoMeHeHa ¢opma. Metabonurure Ha
APOCTTHPEHOH Ce EKCKPETHPAT ¢ (peKaNMHTE H ypHHATa NPH CKOPOCT Ha eKCcKpeuwsa oT okoao 1,2 1o
1.,4. [lonyxMBOTHT Ha Ha MeTaboNUTHATA eKCKpeLUd ¢ ypHHara 1 pekanunte € okono 40 yaca.

PaBHOBECHH ChCTOAHMA

[To BpeMe Ha UMKDBIA HA JieYeHHE, MAKCHMAHUTE PABHOBECHM KOHLUEHTpAallMM Ha JAPOCIMPECHOH B
cepyma oT okono 70 ng/ml ce moctdrar cien okojo 8 mHH Ha Jevyenwe. (CepyMHUTE HHMB& Ha
OPOCIIUPEHOH c¢e HaTpynBar ¢ ¢akTop OT OKOJA0 3 Karo CJeJCTBHE OT CHOTHOUICHHETO Ha
TEPMHHATHHA TTONYKUBOT U UHTEPBASIa HA JI03HPAHE.

CneuManiy nonviaiuu

Edexmu npu 6vbpeuno yepesxcoane
PaBHOBECHMTE HHMBA Ha JIPOCIHPEHOH B CepyMa IMpH JkeHM C Jeko ObOpedHO yBpekaaHe
(kpearunnroB KIHpBHC CLcr, 50-80 ml/min) ca cpaBHHMH ¢ Te3d MPH XKEHU C HOPMAL =-=
¢byuxuus. CepyMHUTE HHBA Ha JPOCTIMPEHOH €A CPEAHO ¢ 37% IO-BHCOKH TP / CHAACMDMEDOR
6B6peuHo yBpexkaane (CLcr, 30-50 ml/min) B cpaBHeHHe ¢ TE3H IIPH XKEHH C HORMAHTT
dbyukiua. JledeHHeTo ¢ APOCTMPEHOH CBHINO CE NMoHacA JoOpe 0T XKEHH C JICKC |




yBpekaaHe. JIeueHUETO ¢ APOCHMPSHOH HE TMOoKa3sa KIXHHYHO 3HAYUM edeKT BBbPXY CepyMHATA
KOHLEHTpALME HA KaTHi.

Echexmu npu weprodpobno yepesicoane

IMpy npoyusaHe ¢ EAHOKPATHA A03a nepopatHuaT KiupbHce (CL/F) cnana npubausutento ¢ 50% npu
N0GPOBONY C YMEPEHO YepHOAPODOHO YBPEXKHAaHE B CPABHEHHME C TE3W ¢ HOPMAIHA YCPHOAPODHA
dyHkung. Habmopasauust cnan B KAMPBHCZ Ha APOCOMPEHOH NpH AoOpoBOIUM C YMEPEHO
yepHOAPOOHO YBPEXKAAHE HE BOAW /10 BUAHUMA paliMKa 10 OTHOIIEHHME HA CEPYMHHTE KOHIICHTPALNH
Ha Kanuii, JlopM NpH HamuuMe Ha AuabeT U eIHOBPEMEHHO JledeHHe CbC CMUPOHONAKTOH (1Ba
daxTopa, KOMTO MOrar na MPEAPA3NONOKAT NALMEHTA KBM XMIIEPKAIMEMHSA) He ce HabntoNaBa
MOBHUIABAHE HA CEPYMHUTE KOHLUSCHTPAIIMKM HA KAUTHH HAA NOpHarTa rpaHiiia Ha HOPpMAalTHUA NHAlla30H.
Moxe na ce 3akJIIOYMH, Y¢ APOCTHPEHOH €€ TOHAcH AOOPE Npu NALMEHTH C JICKO WIH YMEPEHO
yepHoapoOHO yepexiane (B no Child-Pugh).

Emnuvecku cpynu
He ca HabmogaBaHH KIHHMYHO 3HAYMMH Pa3IHKH BbB (PapMakOKHHCTHKATa Ha JPOCIHPEHOH WIH
CTHHHAECTPATHON MEXAY ATIOHKH U )KeHH OT Osnara paca.

] ETvnnaecrpaauon

AOcopbuus

EruHunectpaguon ce abcopOupa Obp3o W HamwIHO cnea nornsiaHe. Crea MpHIOKEHHE Ha 30 nug
NUKOBH IUIa3MEHH KOHUeHTpauuH ot okojio 100 pg/ml ce mocrurar 1 - 2 waca cnen €IHOKPaTHO
nornbiiade. ETHHUNECTPAAWON NPETHPNABA EKCTEH3MBEH o(ekT Ha TLPRO [PEMUHABAHE, KOHTO
BapHpa B rofiaMa CTENEH MEKAY HHARBHANTE AGCOMOTHaTa OUOHATHMHOCT € OKOJIO 45a.

Paznpeaenenue
ETHHHTECTPAZHON HMA MpHBMAeH 00eM Ha pasnpeaencHye ot 5 I/kg U CBbp3BAHCTO C IUIA3MEHATC

npoTenHn € okono 98%. EtuHnnecTpannol HHAYnMpa YepHoapobumns cunres Ha SHBG u CBG. 1o
BpeMe Ha Jievense ¢ 30 Ug errHMIecTpafHol ILiasMenata konuentpauus va SHBG napactsa o1 70
Ao okono 350 nmol/l.

ETunuaecTpaason NpeMHUHABA B MANKH koliyecTsa B kbpMarta (0,02% ot ao3arta).

buoTpaHchopMaliks

ETHHHNECTpaaHoOn NPETEPNABA 3HAYHTENEH METaboNu3bM NP MLPBO NPEMHHABAHC NpPE3 yepBaTa H
yepHHsi gpoO. ETHHEIecTpaguon ¢e MeTa0ONMH3Hpa rMaBHO 4pe3 apOMarHa XUAPOKCHAHMpPaHE, HO ¢
dbopMupa ronamMo paznoobpazie OT XHAPOKCHINPAHN i METWIHPaHH METR00INTH, KOWTO NpUCHCTBAT
KaTO0 CBOGOJZHM METABOMMTH WM KATO KOHIOraTH C IVIIOKOPOHHAHW M cynarn. CkopocrTa Ha
MeTaOONNTHHS KITMPBHHC HA ETHHUJIECTpanyon € 5 mi/min/kg.

In vitro ernuunecrpaguon ¢ o6parum unxuburop Ha CYP2C19, CYPIAL wu CYPIA2, kaKto H

Ga3upaH Ha MexaHW3Ma Ha fAeiicTBue HExuOHTOp Ha CYP3A4/5, CYP2C8 w CYP2J2.

EnyWMHHHpaHe
ETHHHJIECTPaZHON HE CE GKCKPETHPA B 3HAYHMTEIIHA CTENCH B HenpomeHena Gopma. MerabonuTure Ha

CTHHUIECTPAOHON €€ eKCKpeTUpaT NPH CROTHOLIEHWE HA YPHHA KbM KIBYKA 4:6. Bpemero Ha
MOIYAKHUBOT HA MeTa00oNMTHATA eKCKpelus € okono | aeH. ENUMUHAUMOHHUAT ROAYAKHBOT € 20 yaca.

PapHOBECHH CHCTOAHUA
PaBHOBECHH CHLCTOAHHSA Ce JIOCTHIAT Mpe3 BTOpaTa nojloBUHA Ha LIMKBLIIA HA JICYCHHC M CEpYMHHTC
HHMBA HA ETHHHIIECTPaHoA ce HaTpynear ¢ daktop ot okono 1,4 1o 2,1.

53 IIpeakaHHHYHH JaHHH 32 He30MacHOCT

ITpu nabopaTopHH KUBOTHH ePEKTHTE HA APOCTIHPEHOH ¥ CTHHHICCTPAAHOI C
CBBpP3aHH ¢ YyTBbpAcHOTO (QapmakonornyHo geicreue., [lo-crnienuan



PENPOAYKTHBHATA TOKCHYHOCT MOKA3BAT eMOPHOTOKCHYHH M ()ETOTOKCHYHM €(eKTH NpH KHBOTHHM,
KOMTO CE CYMTAT 3a BHA0BO cneudPHyHu. [IpH eKCNO3MIMA, HAJIBHIUABALIK Te3d NpH ynoTpedara Ha
APOCITUPEHOH/ STHHIIECTPAIUON, ePEeKTHTE BbpXY MoJioBaTa AndepeHtMalns ce Habnoxagar npu
MIbXOBE, HO HE W NPU MAHMYHHU.

6. PAPMALEBTHYHH JAHHH

6.1 ChnHcbk HA NTOMOLIHHTE BEIHECTBA

Cwvpyeauna Ha mabaemxama.
JIAKTO3a MOHOXHAPAT;
HapEBHUYHO HUILIECTE;

HHLUECTE, NMpeKeNaTHHUIHPAaHO;
KPOCIIOBHAOH;

MOBHOH,

nonucopbar 30;

MarHe3HeB creapar

loxkpumue.
Opadry Il xbnT0 (MONMBMHWIOB ANKOXO0JI-4aCTHYHO XMIPOJMIMpaH, THTaAHOB AHokcua (E 171),
MaKporoJ, Tank, »XeaT xkeneseH okewa (E172).

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpox na roanocrt

Tpu (3) ronunu

6.4 Cneunannu yCTOBHA HA ChXpaHEHHeE

TO3H4 neKapcTBEH NPOAYKT HE W3HCKBA CIICLHUAITHA TEMIIEPATYPHH YCIOBHS 334 ChXPaHCHHE.
6.5 Buan cuoabpxaHHe HA ONAKOBKATA

dunmupanuTe Tabnerku ca onaxopany 8 PVC/PVDC/anyMHHEHEBH OAKCTEPH.

BrivcrepbT chabpka 21 TabneTky, pa3noNoKeHH B TPH peaa (BCEKH peli Chabpka / TabeTKH).
Kapronenara kyTus cbabpia enuH 6nuctep ¢ 21 TabneTkHd H MMCTOBKA.

6.6 CrheunajaHH HpeANazHN MEePKH NPH K3XBBPAANE H padoTa

Hama cneuuanuy v3nucksanua. Hensno3BaHUAT NEKAPCTBEH NPOAYKT WK OTNAABYHHTE MaTEpHaIH
OT Hero TpAdBa 12 € U3XBBLPIAAT B CHOTBETCTBHE ¢ MECTHUTE W3HCKBAHUA.

7. MPUTEXATEJ HA PASPELIEHHUETO 3A YIIOTPEBA

Alkaloid - INT d.o.o0.
Slandrova ulica 4

1231 Ljubljana - Crnuge
CnoseHnsn

Ten.: +386 1 300 42 90
dakc: +386 1 300 42 91




e-meiin: info@alkaloid.si

8. HOMEP(A) HA PAZPEUIEHHETO 3A YINIOTPEBA

Per. Ne 20190098

9, JAATA HA ITBPBO PASPELNABAHE/TIOJHOBABAHE HA PAZPEHIEHHETO 3A
YHOTPEBA

Hata na nepBo paspemarane: 23.04.2020r,
Jlata Ha nocleHo NOIHOBABAHE:

10. JATA HA AKTYAJIN3UPAHE HA TEKCTA

07/2023




