1. HMME HA JEKAPCTBEHUS ITPOAYKT o Bl il ¥ 32O F
Kpununeo 3 mg/0,03 mg ¢punmupanu tabieTku _ o
Crypineo 3 mg/0,03 mg film-coated tablets 6- ‘373 o6 [ T__'_Dtl‘ 2075 |

""""""""""

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Beska punmupana tabnerka chabpika 3 mg aApocnupeHoH (drospirenone) v 0,03 mg
eTHHUNecTpaaunon (ethinylestradiol).

[ToMOLIHO BELIECTBO C U3BECTHO ICHCTBHE
Bcesika punmupaHa tabnerka cbabpka 62 mg j1akro3a MOHOXHIpAT.

3a M'bJIHUS CIHMCHK HA MOMOIIHUTE BELLECTBA BHKTE ToUKa 6. 1.

8 JIEKAPCTBEHA ®OPMA

dunamupaHa TadJieTka.
Kpbrna, rmaaka, »biaTa GuiMupaHna tTabierka ¢ guaMersp 5,7 mm,

4. KIUMHHUYHUA JAHHUAU

4.1 TepaneBTHYHH NOKA3AHHSHA

[lepopanina KOHTpaLenums.

[Ipy B3MMaHe Ha pelIeHHETO 3a npeanucBaHe Ha KpunuHeo TpsaOBa 1a ce MMat NpeBU/L HaCTOSLIUTE
PHUCKOBH (hakTOPH 3a BCAKA HeHa, 0cOOeHO Te3H 3a BeHo3Ha TpomboeMbosus (BTE), n kakbB e
pucksT oT BTE npu Kpununeo B cpaBHeHHe ¢ Apyrd KOMOMHHPAaHH XOPMOHA/IHH KOHTPALIeNITHBH

(KXK) (Bx. Touku 4.3 1 4.4).

4.2 Jlo3MpoBKa H HAYHH HA NPHJIOKEHHE

J103upoBKa

Kak ce npuema Kpununeo

Tabnerkure TpsaGBa na ce NpueMaT BCEKH AEH NPUOJM3UTEIHO MO €IHO W ChIIO BpeMe, ako €
HEOOXOAMMO C MaJKO TE€YHOCT, B peja, Moka3zaH Ha OsMcrepHara onakoBka. B3ema ce mno eaHa
TabJieTka IHEBHO B NMPOAb/DKEHHE Ha 21 nocnenoBaresHd IHH. Besika cnenBaliia onakoBKa Ce 3ano4sa
ciie/l MHTEpBaJl OT 7 JHH, B KOWTO He ce mnpuemar TaOJeTKH, MO BpeMe Ha KOWTO OOMKHOBEHO

BB3HUKBA ,,0TNaHO* KbpBeHe. ToBa OOMKHOBEHO ce MosBsABa 2-3 JIEH clie] IoclieHaTa TabjieTka M
MOJKE JIa He NMPUKJTIOYH NPEeIX 3ar04YBaHe Ha Clie/iBallara OnakoBKa.

Kak ce 3anouBa npueMbT Ha KpunuHeo

® be3 npeiuecTBailia XOpMOHaIHAa KOHTpaLenuus (rnpe3 rnocjieHus Mecel)
[TpuemaneTo Ha TabneTkuTe TpsOBa Aa 3aMOYHE HA MbPBHA [€H OT €CTECTBEHHU LIMKBJI HA )KeHaTa
(T.€. MbPBHSA AE€H OT MEHCTPYAJIHOTO KbPBEHE). '
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NOCAEeAHATA aKTUBHA TabneTka (nocnaenHara TablieTka, ChaAbpPKAIla aKTHBHUTE BELLECTBA) OT
npenuiHua KOK, Ho Hait-KbCHO Ha cieBaliua AeH cne obuyaiHua nepHon €3 Tabnerku Wiy
rwiauefo Tabnetky or npeauinHug KOK. Ako e U3no3paia BarHHaICH NPbCTEH HIH TPaHCAEpMAaJEH
[L1aCTHP, keHaTa TpadBa aa 3anoude npuema Ha KpHNKHHEO 33 NpeAnoYnuTaHe B JeHd Ha CBAJIFHETO
MY, HO HE MO-KBCHO OT JEHA, B KOSTO € TpadBano /1a ce HanpasH CjIeBalliaTa aluIuKaLHA.

° [IpeMuHHaBaHe OT METOA CAMO C NPOrecTOreH (Xamde, MHXKEKLUs, UMILIAHT CaAMO C MIPOreCTOreH)
WIH BETPEMaTO4YHA CHCTEMa, ocBoboxkaaBaina nporectored (BMC).

XKenara moxe 1a npeMuHe BB BCEKHEAWH I€H OT NPOrecTepoH-chbAbpaalia Tabnerka (0T UMIUIAHT
wiu BMC B ieHs Ha OTCTPAHABAHETO MY, OT HHXKEKIIMOHHA QOpMa, KOraTo TpsaOBa a ce HanpasH
cJielBallaTa HEDKEKIIHA ), HO BbB BCHYKH Te3H cly4dad TpaOBa Aa ObpAe ChBETBaHA Ja M3MI0JI3BA
JOMBJIHUTENHO OapHepeH METO 3a ITbPBHTE 7 JHHM HA NpHEMaHe Ha TaOJleTKHTeE.

. Crnien abopT B mbpBUS TPHMECTHP
JeHaTa Moke 12 3anouHe BeaHara. Koraro npaBH TOBa, T4 HE CE HYXA€ OT AONWIHHTEIHH

KOHTPAUCIITHBHH MCDKH.

. Cnen paxxgaHe wid aboOpT BbB BTOPHSA TPHMECTHP

Kenure TpaOpa na ObaT CHBETBaHM Ja 3alIOYHAT IPUEMAHETO MEXAY 21-us U 28-us AeH ciiel
paxaaHeTO HIH abopT BB BTOPHS TpuMecThp. Koraro 3ano4He nNo-KbCHO, XKEHaTa TpAOBa na 6nae
CHBETBAHA JIa H3IMON3BA JOMBJIHUTEIHO OapuepeH MeToI [Ipe3 MbpBUTE 7 AHH. AKO 0baye Beue e
MMAJia NOJIOB KOHTAKT, TPsOBa Na ce UKo OPpEeMEHHOCT Npeau AeHCTBUTEIHOTO 3all0YBaHe Ha
npuemaneTo Ha KOK wiH sxeHara TpabBa Ja M34aka MEpBUA CH MEHCTPYAIEH HHKBJI.

3a KbpMeEILH )XeHH BIKTE TOUKa 4.6.

IToBegenne NpH NPONYCHATH TADJIETKH

AKO X€HaTa € 3aKbCHAIA Ja B3eMe TabneTka ¢ mo-Maako oT 12 gaca, KOHTpALCHITHBHATA 3al0MTa HE
orcnabpa. JKeHara cieapa na nmpueMe tableTKara BeOHara LOM CH CIIOMHM M ClleaBainaTa tadbierka
cnelpa aa 6sne npuera B 0OH4aHHOTO BpeMe.

AKO € 3aKbCHANA Ja B3eMe Tabnerka ¢ mopede oT 12 waca, KOHTpaUCITHBHATA 3aldTa MOXe J1a Obae
noHwxkeHa. [loBeaerreTo npH NporycHaTH TabNIeTKU MOXKe Ja Ce ONpeaeH OT CIICAHHTE OB€ OCHOBHH
npaBHia:

1. Ilpuemanero Ha TableTkH HHKOra He TpAOBa [a ce NMpeKbCBa 3a MOBeUE OT 7 AHH.

2.  3a jace NOCTHrHe aZleKBaTHO NMOTHCKAHE HA XUMOTATAMO-XUIIO(PHU3ATHO-OBAPHAIIHATA OC, Ca
HeoOX0oauMH 7 IHY HENMPEKBCHAT NpHeM Ha TabeTkH.

CBOTBETHO B €KeJHeBHATA NpaKTUKa Morart Ja 6baaT JaJCHHU CICAHUTE ChBETH:

- Cenmuna 1

JXKeHara cneaBa na mpueMe NMocaeaHara npomycHata TabieTka BeqHara oM CH CIIOMHH, JOPH aKO
TOBA O3Ha4yaBa IpvMEMaHe Ha Ape TabneTku eaHoBpeMeHHO. Cnie TOBa ClieaBa Ja MPOOBb/DKH Aa
npuema tabnerkure B 0O0HUANHOTO Bpeme. B JompnHeHHe CeABa Oa ce M3MoA3Ba DapHepeH MeTo,
HanpUMeED Npe3epBaTHB, Npea caeapauiuTe 7 AHM. B ¢iydal Ha NOJOB KOHTAKT B NMPEAXOIHHUTE 7 IHH
HEe MOXKE [1a C€ M3KIIOUN eBeHTyasTHa OpeMeHHOoCcT. KonkoTo noBeue TabneTku ca rponycHaTH U
KOJIKOTO NO-0JTH30 ¢a T¢ A0 PEAOBHHUA HHTEpRA Oe3 TabNETKH, TOIKOBA NMO-T'OJIAM € PUCKBT OT
GpemeHHoOCT.

. Ceamuua 2

[TaumeHTKaTA CNeABA Aa [TPUEME MOCeHATa NPONMycHaTa TableTka BeaHara oM ¢ CIIOMHH, JOpH
aKO TOBa O3Ha4yasa rpUeMaHe Ha aBe TabineTku exHoBpemMeHHo. Cnea TOBA CIeaBa a IMPOABIDKY J1a
npuema tabnerkure B o0uuaitHoTo BpeMe. [Ipu ycrnopHe de skeHaTa € npueMaa TableTKHTe
MNPaBHITHO Npe3 [epHoaa OT 7 AHHU NPeAM MLEPBATA MpoITycHaTa TabeTka, He € HY)KHO Ja ¢ BIUMAT
NOMBIHHUTENHH KOHTPALICIITHBHY MePKHU. AKO obade )xeHara € [pOnyCHaa NoBeys _, 504 ‘rf\ :
TpsaOBa na Objie CbBETBAHA Ja H3M0JI3Ba AOITLIHUTENHH Npedna3sHi MEPKH B MPQRLIE 5 HE %
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PHCKBT OT HamasieHa HANEXKIHOCT € HEM3GEKEeH nopaay NPeICTOALINA HHTEpBal OT 7 AHH 6e3
TabneTk. BenpekH TOBa, Upe3 KOpUrupaHe Ha cXxemarTa Ha IpMeMaHe Ha TabJIeTKHTE, BCE OLUE MOXKE
Ia Ce NMpeJOTBpaTH HaMa/IABaHe Ha KOHTpaLSITUBHATA 3aliyTa. [Ipuaspkaiiky ce KbM eHa OT
CIIEIHUTE ABE Bb3MOXKHOCTH, HE € HE0DX0AUMO HU3MOJI3BAHETO HA AOMBIHMTEIHHU KOHTPALCIITHBHH
MEDKH, NPH YCIIOBHE Y€ B 7-T€ AHM Npeiy TbpRATa NpPOIMyCcHaTa TabJIeTKa XKEeHATa € IPHEMAaJIa BCHUKH
TabneTku npaBwiHO. B nmpotuBeH ciy4ail skeHaTa TpaOBa fa ciieABsa MbpBaTa OT T€3H JBEC
BB3MOXKHOCTH M A4 M3I10J13R4 AOMBJHUTEIHY NPEeNnazHu MEPKH 32 ClieABaure 7 NHM.

1. JKenara cieapa Aa nmpHeMe MocjieAHaTa NponycHara TablieTka BeAHara oM CH CIIOMHH, JOPH
aKO TOBa O3HauaRa NMpUeMaHe Ha ABe TabueTku eaHoBpeMeHHo. (el ToBa T4 C/IEABa Ja NPOALIDKH Aa
npueMa TabneTkuTe B 00u4aiiHoTO BpeMe. CrienBaniara 61McTepHa onaxkoBka TpAOBa fa ce 3anoyHe
BEJHATa CJie] KaTO HacTOSIHAT OJIMCTEP CBBPIIH, T.€. HAMAa NpPeKbCBAHE MEXIY OflakoBKHTE. Maiko
BEPOATHO € )KEHATA Aa NOJY4H ,,0TIaAHO" KbpPBEHE B Kpasd Ha BTOpaTa ONAaKOBKa, HO MOXe Ja
Bb3HHKHE 3alanBaHe WX UHTEPMEHCTPYATHO KbPBEHE B THUTE Ha NMpHEeMaHe Ha TalbJIeTKHTE.

2.  JKeHata MOXe ChilO Ja Ob/ie NOChBETBAHA Aa MPEYCTAHOBH NMpUEMa Ha TaOACTKUTE OT
TeKyiara Onicrepra onakoska. Cnen ToBa TpabBa na uMa UHTEepBai 6e3 npuemane Ha TabreTku Jo 7
IHH, BIUTIOYHTEITHO AHUTE, B KOUTO € NMPOIMycHana TableTky, U cie TOBA A3 NPOAB/DKY ChC
caenpaliara OAMCTEpHA ONAKOBKa.

AKO KeHaTa e MpoITyCHaNa TabJIeTKH K BIIOCAECACTBUE HE IMOJIYUH ,,0TNIAAHO KbPBEHE B IbPBHA
HopMaJleH WHTepBan 0e3 TabneTku, TpaOBa Ja ce uMa NpeZIBU], Ye ChlIeCTBYBA B3MOXKHOCT 3a
3a0peMeHABaHe.

CuBer B ciy4aii HA CTOMAIMHO-9PEBHH HADYIICHHSA

B cnyuali Ha TeXXKKH CTOMAIHO-YPERHH HApYLLCHUA (HArp. NTOBpbIIaHe WIM auapud), abcopbuusara
MOXK€ 1A He € IThJIHA H TpadBa aa ¢e npeanpueMaT JOITbJIHUTEIHU KOHTPALESIITHBHY MEPKH. AKO ce
MOSBH MOBPHILIAHE B paMKHTE Ha 3-4 4aca ciiell MpHeMaHe Ha Tabrnerka, TpAOBa Aa ce NpUeMe HOBa
(3amecTBalila) TabneTka Bh3MOXKHO Hal-ckopo. HoBara Tabnetka Tpsbsa 21a ce npueMe B paMKHTE Ha
12 yaca oT 06HYalHHOTO BpEME Ha NMpHeMaHe Ha TabeTkara, aKo € Bb3MOXKHO. AKO ¢a U3MHUHAITH
noseve ot 12 yaca, TpabBa aa ce cienBa CbBETHT 34 MPOITYCHATH TA0JeTKH, KAKTO € JaJeH B TOUKa 4.2
1 JOBEZICHHE NMpH NPOITyCHaTH TabeTKU". AKO >XeHATa He xkKenae Ja NPOMEHH oOHuaiiHaTa CH CxeMa
Ha nMpHeMaHe Ha Ta0neTkuTe, T TpAOBa Ja BleMe aomrsaHUTenHa(H) Tabnerka(m) oT apyra 6nHcTepHa
OIIAKOBKA.

Kak 1a ce 0T/105KH ,,0THAJHOTO* KhpPBeHe

3a ga 3abaBH MEHCTPYyalHHA CH LHKBJI, k€HaTa TpAOBa Ja MPOIB/DKH C Apyra OJIMCTepHA ONaKkOBKa
Kpunuyeo, 0e3 nHTeppan 0¢3 npuemaHe Ha TabnetTkn. ToBa MOxe Aa ce NMPOABJDKA TOJKOBA IbJTrO,
KOJIKOTO JKEHATA XKeJjiae 00 Kpas Ha BTOpara ONnakoBKa ¢ aKkTUBHH Tabnetku. [1o Bpeme Ha
YAB/HKABAHETO XKEHATA MOXKE J1a NMOJYYH HHTEPMEHCTPYAJTHO KBPBEHE WIH 3alianBaHe. PeJOBHUAT
npueM Ha KpunuHeo ce noAHOBABA ¢caen obuyaiiHusg HHTEpBa OT 7 AHH De3 npueM Ha TabneTkw.

3a npeMecTBaHe Ha LIMKBJa B APYT O€H OT CeAMHIATa, pa3jiIMueH OT CeralllHHA NPH HacToAllaTa
CXeMa, XKEHaTa MOXe Ja ObAc NOCHBETBAHA [1a CKBCH MpeacToaiara ¢a3a ¢ ranedo tabneTku c
TOJNKOBA JAHH, KOJIKOTO Xenae. KoJkoTo no-KkpaTsK € HHTEPBAIBT, TOJIKOBA MO-BHCOK € PUCKET TA Ja
He MOJYYH ,,0TNAAHO™ KbPBEHE, & HHTEPMEHCTPYAJTHO KbPBEHE HITH 3aljalIBAHE 110 BpeMe Ha IIpHeMa
Ha cjieABaliara OnakoBka (TOYHO KakTO npH 3a6aBgHe Ha UHKLIA).

JdonbanATe/IHA HHPOPMANHS 38 CHelHAJHO NONYJIAIIHA

Ileouampuuna nonyrayus
HApocnupeHOH/eTUHHIECTPAAMON € NoKaszaH 3a ynorpeba camo ciaen MeHapxe. B3 ocHOBa Ha
eMUIEMUOIOTHYHM JaHHHK, ¢bOpanu npu noBede oT 2000 10HOIM OT »KEHCKH I10J1 Ha Bb nox 18

BB3pacTOBa rpyna ca pasiMuHH OT T€3M, M3BECTHHU NpPH xKeHu Haa 18 roauHm.

IHlayuenmu ¢ cmapuecka ev3pacm
Kpunusaeo He e mokasaH 3a NPUIOKEHUE Ce MeHOMNay3a.




Hayuenmu ¢ veprodpobro yepescoane
Kpununeo e npoTHBONOKA3aH NPH XKEHH ¢ TeXKH uepHoapoOHH 3abongBanus. Brwkre ¢bo TOYKH 4.3

uS5.2.

Iayuenmu ¢ 6vbpeuno yspedcoane
KpumiHeo B NpoTHBOMNOKA3aH MpH eHHK ¢ TeXKa 6x0peyHa HeAOCTaTHYHOCT WK ocTpa OBOpeyHa

HEeOOCTATHhYHOCT. Bokre ¢cBlIo TOUKH 4.3 1 5.2.

HauuH Ha npHaQKEHHE
3a nepopaHO NPHIIOKEHHE.

4.3 IIpoTHBONOKA3AHHA

KombunupanuTe xopMoHainHu koHTpauenTeH (KXK) He Tpadra na ce n3non3sar npH ClIeOHATE
CBHCTOAHMA. AKO HAKOE OT T€3H CHCTOAHHSA CE MOABH 3a IIPBB ITBT NO BpeMe Ha ynoTpebara Ha KXK,
MpUEMBT Ha NPOAYKTa TpAOBa Aa ce cripe He3abaBHO.

. CBpBXUYBCTBHTE/IHOCT KbBM AKTUBHOTO BEILECTBO WJIH KbM HAKOE OT NOMOIIHHTE BEIIECTBA,
n30pocHH B ToYKa 6.1.
. Hanuuue wnu puck ot BeHo3Ha Tpomboembonuns (BTE)

O Beno3Ha TpoMboembonua — Hacrosama BTE (Ha aHTHKOAarynaHTH) WM aHaMHe3a 3a
TakaBa (HanpuMep aun6oka BeHo3Ha Tpombosa [[IBT] wiu 6enoapobna embonns {BE])

o H3BecTHa HacneacTBEHa WiIH NpHAOOUTA NMpeapasnojokKeHOCT KbM BEHO3HA
TpoMBoembonua kaTo pesucteHTHOCT kbM APC (BrmountenHo dakrop V Ha Leiden),
neduumt Ha aHTuTpoMOun-IIL, neduuur Ha nporenH C, gePUUMT HA IPOTEHH S.

® ["onama XMpyprudHa HHTEPBEHLIMA C TIPOAB/DKUTENHO 00e3ABMKBaHe (BXK. TOYKA 4.4)
O Bucoxuar puck ot BeHo3Ha TpoMOoeMO0IUs ce AB/DKH Ha HAJIMYUETO Ha MHOXKECTBO
PUCKOBH (paKkTOpH (BXK. TOUKa 4.4).
. Hanuuwue win puck ot aprepranna tpomdoemdbonus (ATE)

o AprepHanHa TpomboeMbonua — HacTOALIA apTepHaiiHa TpoMboeMOoNHA, aHaMHe3a 33
aprepHanHa TpoMboemOonus (Hanp. uH(apKT Ha MHOKapJa) WK NPOAPOMAIIHO
CBLCTOSHHE (HAIp. CTEHOKApAHs).

O LlepebpoBackynapHo 3a00naBaHe — HACTOAL HHCYJIT, aHAMHE3a 34 HHCYIIT W4
MPOJAPOMAJIHO CbCTOAHME (HAIp. IPEX0JHAa HCXEMUUHA aTtaka, [IMA).
0O H3BecTHa HacIE€ACTBEHA WIH NIpUAOOHTA NPEeapa3nOIOKEHOCT KbM apTepHATIHA

TpoMOOeMOOIHA KaTO XHNEPXOMOLIMCTEUHEMHUA H aHTUHOCHONUINTUIHN AHTHTENA
(AHTHKApOIMONMITIHHOBY aHTUTENA, MYITYCEH aHTHKOAryJIaHT)

0 AHaMHe3a 3a MUrpeHa ¢ GOKaTHH HEBPOJIOTHYHH CHMIITOMH
O Bucok puck ot aprepuanHa TpomMboemMO0IHs BCNIEICTBHE HA MHOXKECTBO PHCKOBH
daxTopH (BXK. ToUKa 4.4) WIM HAa HATHIKHETO Ha €IMH CEPHO3EH PUCKOB (aKTOp KaTo:
3axapeH auabet ¢bC ChAOBH CUMNTOMH
TEXKKA XHIIEPTOHUA
TEKKA JUCTANONPOTCHHEMHSA
* Hanuune win aHaMHE3a 3a TeXKO YepHOApoOHO 3abonsaBaHe, MpH MOJI0KECHHAE 4¢
4epHOAPOOHHTE PYHKLIMOHAIHH NPOOH HE Ca Ce BbPHAIH KbM HOPMATHHUTE CH CTOHHOCTH,
. Texxa 6b06pevHa HeAOCTATBYHOCT WIH OcTpa OBOpeuHa HENOCTATHHHOCT

Hanuuue wiu aHaMHesa 32 4yepHoApoOHHu TyMopH (A0bpoxauecTBeHH WK 310KAYECTBEHH)
HsBecTHy wiu npearnonaraeMy 3n10KavyeCcTBeHU 3a00onsaBaHus, MOBMUAHH OT MOJIOBHTE XOPMOHH
(Hamp. Ha FreHUTATUUTE WIH I'bPAUTE)

HeauarHocTHUMpaHO BArHHATHO KbPBEHE o
EnHoBpeMeHHa ynoTpeba ¢ niekapcTBeHH NPOIYKTH, ChABPKALIH OMUTACBHP/Napraiipes
PutroHaBup u nacabyBup, MEAWLMHCKH MPOAYKTH, ChAbPKALIH IieKanpeBup/ yBpg1z
codocOyBHp/BeNnaTacBHp/BOKCUIIANIpeBHP (BXK. TOUKA 4.5). '

4.4 CpnennanHs npeaynpexieHus H NIpeANa3HA MEPKH OpH yonorpeba




IIpeaynpexaenus

AKO € HAJIMLE HAKOE OT IMOCOYEHUTE MO-07Y ChCTOSHUS WM PUCKOBH (pakTOpH, TpsaOBa Ja ce 00chau
C KeHaTa JIaJli € MOAXO0AAM10 U3NoI3BaHeTo Ha KpurnuHeo .

B ciyuyaii Ha BiOlIaBaHEe WM MbpBa MOABA HA HAKOE OT T€3H CHCTOSHUA WJIM PHUCKOBH (DaKTOpPH,
)KeHaTa TpsaOBa J1a Ob/ie NOCHBETBAHA /1a Ce CBBPIKE C JIeKaps CH, 3a Jla ce OMpe/ieiv 1aid ynorpebara
Ha KpunuHeo TpsOBa Ja ce npeyCcTaHOBH.

B cinyyait Ha cbmHenne 3a wim noteepaeHa BTE wiu ATE, ynorpebara Ha KXK Tpsbsa na ce
npeyctaHoBH. B ciyuail Ha 3amoyBaHe Ha aHTUKOAryJlaHTHa Tepanus, TpsOBa Ja ce 3aro4He
MOJXOAIIA aITEepPHATUBHA KOHTPALIEIILIMA MOpaJd TEpPaTOreHHOCTTa Ha aHTHKOAryjJaHTHaTa Teparus
(KyMapHHH ).

e I{upKyJaTOpPHH HAPYIIEHHSH

Puck or Benozna rpomboem00.1us (BTE)

Ynorpebara Ha Bcekd KoMOMHMpaH XopMoHasieH koHTpalenTus (KXK) nosuiuasa pucka oT BEHO3Ha
tpomboembosius (BTE) B cpaBHeHHe ¢ To3u npu nuua, kouto He ynorpedssar KXK. Ilpoaykra,
KOHTO ChABbPKAT JIEBOHOPrecTpe/l, HOPreCTHMAT HJIH HOPETHCTEPOH, CA CBBP3aHH ¢ HAH-
Huckus puck ot BTE. [Ipyru npoaykrn karo Kpununeo Moxe 1a HMAT 10 ABA N'bTH N0-BHCOKO
HHBO Ha pHcK. PemenneTo Aa ce H3nmo013Ba APYr NPOAYKT, pa3jiHvdeH OT TO3H ¢ HAH-HHCHK PHCK
or BTE, Tpa0Ba aa ce B3eMa caMo cJjell 00CBKIaHe € )KeHaTa, 3a /1a ce rapaHTHPA, Ye TH
pa3oupa pucka or BTE npu Kpununeo, kak HeliHHTE HACTOSIINH PHCKOBH GAKTOPH BJIHAAT HA
TO3H PHCK H TOBA, 4e pucKBT oT BTE e Hali-BHCOK npe3 nbpBaTa rojHHA Ha ynorpeoa.
ChIecTBYBAT M IaHHH, Y€ PHCKBT Ce YBeJIHYABA NPH NOBTOPHO 3ano4Bane Ha npHemMa Ha KXK
cJiel NpeKbCBAHe HA ynoTpedara 3a 4 ce/AMHIIH HJIH NOBeYe.

[Tpu xenu, kouto He u3nonseat KXK u He ca 6pemenHH, okoso 2 Ha 10 000 me passusar BTE 3a
MEPUO/ OT €/IHa roIMHA. Bbrpeku TOBa, MpHU BCsKa OTAE/IHA K€Ha PHCKBT MOXe a Ob/1e MHOTrO 110-
BHCOK, B 3aBUCHMOCT OT HEHHUTE OCHOBHHU PUCKOBH (DAKTOPH (BXK. MM0-10J1Y).

Uzuucneno e', ye ot 10 000 xkenu, kouro usnoassar KXK, cbabpkaliy ApocnUpeHoH, MexXay 9 u 12
skeHH e pa3uaT BTE B paMKuTe Ha €/1HA IOJIMHA; TOBA € CPABHUMO C 6° PH HKEHH, KOUTO H3IOJI3BaAT
KXK, cbabpakaiiy J€BOHOPrecTpe.

U B nBara cinyuas 6posar Ha BTE rogumno e no-mMansk ot 6pos, 04akBaH 1o BpeMe Ha OpEMEHHOCT
WK CJIE]l paXk/1aHe.

BTE moxe na e ¢aranHa B 1-2% ot ciyyawure.

bpoii Ha cayyanTe Ha BTE na 10 000 :xenn B paMKHTE Ha €1HA ro/IHHA

Bpoii na cnynau na BTE
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UskmroudTenHo psaako ce chobliasa 3a TpoM603a B APYTd KPbBOHOCHM Ch0BE, HAIP. YePHOAPOOHH,
Me3eHTepHATHH, ObOpEeYHU HIIH PETHHAITHH BEHH W apTepHHU, NPU NMaLMEeHTKY, npreMaiyd KXK.

! Teau cnydad ca H3YHCAEHH Bb3 OCHOBA Ha BCHYKH AAHHH OT €MTUAEMHONOTHYHHTE NPOYUBAHHS, KATO
Ce H3M0/13BaT OTHOCUTEMIHHTE PHCKOBE 3a pa3/IMUHUTE NpoaykTH B cpaBHeHue ¢ KXK, cpaspxkainu

JICBOHOPI'CCTPEIL.

?Cpeana Touka B uHTEpBana oT 5 10 7 Ha 10 000 >xeHH BB3 OCHOBa Ha OTHOCHTENHHA pHCcK 3a KXK,
ChIBPXKALLM JEBOHOPreCTpe, CIIPAMO KeHH, kouto He npuemat KXK, ot npubnuzurento 2,3 1o 3,6.

PackoBR ¢pakTopn 3a BTE

PUCKBT OT BEHO3HH TPoMOOeMOOIMYHH YCIOXHEHUS MPH XeHH, u3non3saim KXK, Moxe
JHAYMTETHO JA HApacHe MPH XKEHH C JOITbJIHUTEIHH PHCKOBH GaKTOpH, 0COOEHO aKO UMa MHOXKECTRO

Takusa gakropu (Bxk. Tabnuuara).

Kpununeo € npoTHBONOKA3aH, aKO JaeHa )K€Ha UMa MHOXXECTBO PUCKOBH (PaKTOpPH, KOWTO A H3JIarar
Ha BUCOK PHCK OT pa3BMTHE Ha BeHO3Ha TpoM6o3a (Bxk. Touka 4.3). AKO naneHa >keHa HMa MoBede OT

eUH PUCKOB (PaKTOP, BB3MOXKHO € YBEIIHYECHHETO Ha PUCKa Aa € NO-rOJIMMO OT CyMaTta Ha OTACITHHTE
¢dakTopH - B TO3M ClTy4ai TpabBa aa ce uMa npeasun obma i puck ot BTE. Ako cboTHOIIEHHETO Ha
MOJ3HTE H PUCKOBETE ce cunTa 3a orpiuatenHo, KXK He Tpaba na ce npeanucea (Bx. To9ka 4.3).

Tab6aana: Packosd pakropn 3a BTE

r

PuckoB ¢akTop

KomeHnTap

3arnberaBaHe (MHIEKC Ha TEIEeCHa Maca Haj
30 kg/m?)

PHCKBT 3HAUYMTENHO Ce YBENHYaBa ¢
nopuiapaHeTo Ha UTM.

OcobeHo BaXHO € 1a ¢¢ NPELHeHN JaTH HMa U
APYTH PHCKOBH (aKTOpH.

[TpoabioDkuTENHO O0E3ABUKBAHE, MONAMa
XHPYpPruuHa HHTEPBEHLIM, BCIKAKBa
XHpPYpryudHa HHTEPBEHLIMA Ha Kpakara WIH Ta3a,
HEBPOXHPYPIrHUa WIH rojisiMa TpapMa

3alenexxka: BpeMEHHO 00€31BHKBaHE,
BKJIIOUHTEIHO ITBTYBAHE CHC CaMOJieT Haa 4 yaca,
MOXe CBIIOo Aa Obae puckoB (paktop 3a BTE,
0CO0EHO NPH KEeHHU ¢ IPYTH PUCKOBU (PAKTOPHU.

B Te3u cUTyaluHH € NPENOPRYUTEIHO Ja ce
NPEeyCTAHOBHU yoTpedaTa Ha Xamyero (B ciydald
Ha [1aHOBa oNnepalrd HaH-MAITKO YeTHPH
CeJMHLH [MO-paHo) U Ja He ¢€ BB30OHORsABA
MPHEMBT 10 ABE CEAMHLH CIICA ITBIIHOTO
pazasixeaHe. TpabBa a ce M3MOJI3BA APYT
METOJ] Ha KOHTpAlleNlIus, 3a Ja ce uiberue
HexkeslaHa OpeMEHHOCT.

Tpabra na ce cOMHCIH aHTUTPOMOOTHYHO
nedeHue, ako yrnorpedbara Ha Kpunuueo He ¢
NPEYCTAHOBEHA MPEIBAPUTEIIHO,

Hanuune Ha (pamMuiHa aHaMHe3a (BEHO3HA
TpomOoeMbonua rpu OpaT/cecTpa WiIH poauTed,
0co0€HO B CpaBHUTETHO paHHA BB3pacT, Halp.
noA SO-roaMiuHa BB3PacT).

AKO HMa CBMHEHHE 3a HaCNeICTBEHA
peIpas3roNioKEHOCT, JKeHaTa TpaOBa 1a ce
oOBpHE KbM CNELMAINCT 38 CHBET, NPEaH J1a
B3¢M¢E pelieHMe JainH jaa u3nonsea KXK.

Hpyru 3abonasaHud, cBbp3aHu ¢ BTE

Pak, cUCTEMEH JIYITyC EPHTEMATO3YC,
XEMOIUTUYHO-YPEMHYEH CHHAPOM, XPOHHYHO
BBL3NANUTENHO 3a001ABaHe HA uepBara (bonect Ha
KpoH WiH yNIEepo3eH KOJIHMT) H CHPIIOBHAHO-
KJe€ThbYHA AHEMUS

Hanpenpaiua sb3pact

OcobeHo Haa 35 roguHHU

Hsama koHceHCyC 3a BB3MOXKHATA pOJis HA BAPUKO3HUTE BEHH M NOBBPXHOCTHUA TPOMOOGneOHT B

OABaTa H NMPOrpecHpaHEeTO Ha BeHO3HaTa TpoMbo3a.

Tpabea na ce MMa NMpeaBHA NOBHILEHUIT PUCK OT TpoMOoeMboaus no BpeMe Ha 6p€MBHHOCT H O-

cneunanﬂo 6-ceAMUYHHA NEPHOA Ha nmyeprneprHyMa (3a HHPOpMaLIHsI OTHOCHO ,,b

KbpPMEHe™ BX. TOUKa 4.6).

CamnTomn sa BTE (apn0oka BeHozna Tpombo3a B Getoapodna embon
B ciryuait Ha cuMnTOMH XXeHHTe TpAOBa na 6bOaT CLBETBAHH Ja NMOTHPCAT
NOMOLH ¥ Ja HH(POPMHPAT 30paBHHA crieuyanuct, Ye npuemat KXK.




CuMnromuTe Ha gBea00ka BeHo3Ha TpomOo3a (JIBT) morar fa BKITIOYBAT:
- eMHOCTPaHHO NMOAYBaHE Ha KpaKa W/ WIH XOAWIOTO, WIH M0 NPOAWDKEHHETO Ha B€HA B KpaKa,

- Gonka wiH YYBCTBUTEC/IHOCT B KpaKa, KOATO MOXKE Ja €€ yCella CaMO INPH CTOCHE KWK BbPBCHC,
- 3aTOIUISHE HA 3aCEerHaTHUA KpaK,; 3ayCpBABAHEC HUIIH NMPOMAHA HA LBRCTA HA KOXKATA Ha KpakKa.

Cumrrromure Ha 6enoapobua em6onus (bE) Morar ga BKiO4BarT:

- BHE3arHa rogsa Ha HeOGACHHM 3ayX WIM YYECTCHO AHILIAHE;

- BHe3allHa KaluIula, KOATO MoXe Ja 0b71¢ CBLp3aHa ¢ XEMOITTH3A;
- ocTpa O0NKa B rbpHTE;

- TEXKKA 3aMasHOCT WJIH BUECHE HA CBAT;

- YCKOPEH HJIH HEPABHOMEPEH ChPACYEH PUTHM.

Hsxon oT Te3u cuMIroMH (Harp. 3aQyX, KaliHia) ca HecrieUUYHH ¥ MoraT Ja 6baaT HENpaBUIHO
HHTEepNpPEeTHPAHH KAaTO MO-UECTO CPELiaHy WIH NO-MaJIKO TeXKH CbOMTHA (Hanp. HHEXLMHU Ha
IUXATCTHHTE ITHTHLLA).

Jlpyry npU3HaLKd HA CBAOBA OKJTY3HA MOTAT Ja BKMOYBAT: BHE3anHa 60ika, OTOK H IEKO MMOCHHABAHE

Ha KpalHHKa.
AKO Bb3HHUKHE OKJITy3Hs B OKO, CHMIITOMHUTE MOrarT /1a Bapupat ot 6€300/1€3HeHO 3aMbI/IIBaHe Ha

3pEeHHETO, KOETO MOJe Ja mporpecupa Ao 3aryda Ha spenuero. [loHakora 3aryba Ha 3peHune Moxe Ja
BB3HHKHE MOYTH BEHArA.

Prck ot aprepraasa rpomMboembonns (ATE)

B enuieMHONOrHYHH [IPOYYBaHUA € YCTAHOBEHA Bpb3Ka Mexay ynorpebara Ha KXK u nopHineHHA
PHCK OT apTepHaiHa TpoMOoeMbomnus (MHGpapkT HA MUOKapAa) WIM OT MO3BUYHO-CHOB HHLUMACHT
(Hanp. MpexoaHa HCXeMHYHA aTakKa, HHCYJIT). ApTepHaltHuTe TPOMOOEMOONHYHH CBEOMTHA MOraT n1a

ObaaT daTanHu.

PuckoBr daxTops 3a ATE

PucksT oT apTepraiHy TpOMOOEMOOIHYHH YCIIOXKHEHHS WIH OT MO3BYHO-CHA0B HHUHMASHT TIPH XKEHH,
npuemain KXK, ce yBenn4apa NnpH >KeHH ¢ pUCKOBH akTopH (Bik. Tabnuuata). Kpunnneo e
NMPOTHBOIIOKA3aH, aKO NaJIeHa XKeHAa MMa CepHO3eH WIH MHOXKECTBO PUCKOBH dakTopH 3a ATE, KOHTO
s W3J1araT Ha BHCOK PHCK OT pa3BHTHE Ha apTepHaiHa TpomM0o3a (BK. ToUKa 4.3). AKO Aa/ieHa XeHa
MMa NTOBeYe OT €IHH PUCKOR PAKTOP, BE3MOXKHO € YBEJIMUEHHETO Ha PHCKA a € MO-TOJIIMO OT CyMaTa
Ha OTAEJHHTE (PaKTOPH - B TO3HU CiTy4ai TpaOBa na ce uMa npeaBHa oOmus i puck. AKo
CHOTHOLLEHHETO HA MON3HTE H PUCKOBETE ce cuMTa 33 oTpHuarenHo, KXK He Tpabsa na ce npeanycaa
(B3K. TOUKa 4.3).

Tabanna: Puckosn paxktopk 3a ATE

PrckoB paxKTop KomenTap
Hanpenpaia Bp3pact OcobeHo Hag 35 roauHH

TroTioHOMYIIEHE Xenurte Tpabra 1a ObAaT CHBETBAHH R4 HE IYINAT, aKO XKeJadT Aa
nanoasBar KXK. XKenn Haj 35 roauHH, KOUTO NpOARIKABAT Ja
nywar, TpaOBa aa 6baaT HACTOHUHBO CHBETBAHH Ja U3MOJ3BaT

LpﬂBJIH‘-lEH METOA Ha KOHTPaLUCIILHA.

XHUNepToHUA
3aTpcTABaHE (MHAEKC HA TeJIECHA Maca Hajl PUCKBT 3HAUUTENIHO CE YBEIMYaBa ¢ NoBMIIaBaHeTo Ha U TM.
30 kg/m?) OcobeHO BAXHO MPH XKEHH ¢ AOIMBIHUTEIHH PHCKOBYU (pakTopH

tHamnuwe Ha damunHa aHaMHe3a (apTepHanHa |AKO MMa CbMHEHHE 33 HAC/IeICTBEHA NIPEAPA3NOIOKEHOCT, JKCHAT:
TpoMboemMbonusa npy Opat/cecTpa HAH PpOJUTEN, * X
oco0eHO B CpABHUTEIHO paHHA BB3pacT, HaIp.

noa 50-roguiHa BB3pAcT).

MiurpeHa
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MpUcTHIH Mo Bpeme Ha ynotpebara Ha KXK (xoero Moxe na Onae
MPOJPOMATTHO HA MO3BYHO-CHJAOBO ChOHTHE) MOXKe aa Onae
NpUYKHHA 32 He3a0aBHO IMPEKpaTABAHE Ha JICYEHUETO.

CHUCTEMEH JTYITyC EpUTEMAaTO3YC.

Ipyru MEQULMHCKH CECTOSHHSA, CBRP3aHH C 3axapeH auaber, XHNepXOMOLIMCTEMHEMHUS, KIIAIMHO ChPACYHO
HeXeJIaHH CBAOBH ChOUTHS 3a00J19BaHe H NPEACHPAHO MBXACHE, AUCITHIIONPOTCHHEMUS H

Camnromn Ha ATE
B cinyuait Ha CHMITTOMH XKeHUTe TpAOBa Ja ObJaT ChbBETBAHH 1A MOTHPCAT CIEIIHA ME/THLIMHCKA

[MOMOLL B Ja HHQOpMUPAT 3APaBHUS CNELIMATHCT, 4e npuemar KXK.

CHMOTOMMUTE Ha MO3BYHO-CBIOB MHLIMACHT MOTaT Aa BKJIIOYBAT:

- BHE3AMHO H3TPHNBAHE WIH ¢J1a00CT Ha TMLETO, PBKATA HIH Kpaka, 0CODEHO OT enHaTa CTpaHa
Ha TAJIOTO;

- BHE3AIHO 3aTPYJHCHHME NPH XOACHE, 3aMastHOCT, 3aryba Ha paBHOBECHE HIH KOOpPAHHALHA,

- BHE3anHa cOBPKAHOCT, 3aTPYAHEH I'OBOP WM pa3OUpaHe;

- BHE3AIHO 3aTPYAHEHO BHKIAaHE C €JHOTO WIH C ABETE QUH;

- BHE3AMHO, TEXKO WIH MPOIB/DKHTENHO raapobonue 6e3 U3BECTHA NPHYHHA,

- 3ary0a Ha Ch3HAHHME WIHM NPHNAaBK CbC WK 0€3 rupu.

BpeMeHHHTE CHMITTOMH [PEANONAarar, 4e¢ CE0UTHETO e IpeXxoaHa ucxeMuuHa araka (ITHA).

CumrrroMute Ha HHGApKT Ha MUokapaa (M) Morar 1a BK/HOYBAT:

- 0omka, JHCKOMOPT, HANPEKEHHE, TEKECT, YCELIAHE 33 CTATaHE WM ITBITHOTA B I'bP/AMTE,
pBhKaTa WIH Mo I'pbIHATA KOCT;

- AucKoMQOopT, pasnpocTpaHsBalll ce KbM rppba, 4encTTa, I'bp/IoTO, PbKaTa, CTOMaXa,

- yCellaHe 3a CUTOCT, JIOINO XpaHOCMMIAHE WM 33/1aBAHE;

- M3MOTABAHE, TaficHe, MOBPBIIaHE WITH 3aMasHOCT;

- pexoMepHa cJ1abocT, TPEBOKHOCT WIH 3a0yX;

- YCKOPEH UKW HEPAaBHOMEPEH ChPACUCH PUTHM.

. Tymopn

B HAKOH enHMAEeMHOJOrHYHH MIPOYYBaHHs ce ChoOIaBa 3a NOBULIEH PUCK OT paK Ha MaTo4HATa LUHHKA

npu avarocpoyna ynorpeda Ha KOK (>5 roaunm), Ho npoabipkasa Ja HMa NpOTHBOPEYHA OTHOCHO
CTENEHTA, O KOATO NOA0OeH pe3y/ITAT JAOMbJIBa YBPEXKAALIKWTE €PEKTH HA CEKCYATHOTO MOBEACHHE H
(axToOpH KaTo YOBELIKH nanwioMmeH supyc (HPV).

Mera-aHaTH3 Ha 54 enuAEeMHOJIOTHHMHM MTPOYYBAaHHA MOKa3Ba, Y€ UMa JIEKO MOBHLICH OTHOCHUTENIEH
puck (RR=1,24) npu nuarHocTULMpaHe Ha pak Ha rbpAaTa npu xexu, unonsdsaiy KOK.
[ToBHMILEHUAT PHCK MTOCTENEHHO H34Ye3Ba B NMpOAb/KeHUE Ha 10 roaguHu cieq cripaHe Ha ynorpebara
Ha KOK. Tsi kaToO pak Ha rbpliaTa ce cpella paaxo npu xkeHH noA 40-roayiuHa Be3pact,
NOBULICHUAT Opoi HA AHATHO3HTE 3a paK Ha M'bpAaTa MpH XeHH, YNoTpeOABally WIH yHnoTpeOsBaIH
KOK, e Manbk cripaMo o61iHa pUCK OT pak Ha repaaTa. 1e3d Npoy4BaHHs He JaBaT AOKA3ATE/ICTEA 34
NMPUYHHHO-CJIEACTBEHA Bpb3Kka. HabmionaBaHUAT MOAE Ha MOBKHILIEH PUCK MOXKE 18 ¢€ ABRDKH Ha No-
paHHa JHAFHOCTHKA Ha paK Ha rbpaata npu xeHu, npuemainn KOK, 6uonornunure edextn Ha KOK
iy KOMOMHauMs oT ABeTe. PakbT Ha repaaTa, AMarHocTHLMpad npu npuemawmte KOK xxeHy, € B

MO-paHeH CTajMi, OTKOJKOTO TO3H, AKarHOCTHIIMPAH IIPH KeHU, KOMTO HUKOora He ca npHemany KOK.

B penxu ciyyau ca AoknaaBaHH JOOpOKAUYECTBEHH H B MO-PEIKH CIIyUYaH 3JIOKAYECTBEHH
yepHOApoOHH TyMOpH Iipu yniotpebara Ha KOK. B otaenuu ciry4au Te3u TYMOpPH ca JXOBEJH 10 -
KHBOTO3aCTpallaBallld HHTpaa0JOMHHAIIHK KpHBOH3NUBH. [IpH AudepeHuHaTIHaTa Auartosa TpaOBra

1a ce HMa npeaBu uepHogpoOeH TyMop, Korato npy xxeHH, npyemai KOK, ce nod QJIKH

B KOpEMA, YBEJIHYCHHE Ha YEPHHS Apo0 WM NpH3HALKM HA HHTpaaOIOMHHAJICH

e

HWIHA OBApHAICH KaplIHHOM CHaja. OcTaBa na ce nor BLpAU JAJIH TOBa CC OTHAC
AJO3H.




. JApyru ¢hCeTOAHHA

[IporecTore HOBHAT KOMIOHEHT B KpunHuHeo € aiaocTepoHOB aHTArOHKCT ¢ KAJIMH-ChXPaHABAIIH
cBOMCTBa. B noBevyeTo cydaMm He ce O4YaKBa MOBHILABAHE HA HUBATA HA Kanui. B KITHHUYHO
npoyuBane obade, NMPH HAKOM MALIKEHTH C JIEKO WIH yMEPEHO ObOpEeUHO yBpeKIaHE H €AHOBPEMEHHA
ynorpeda Ha KaIHi-ChbXpaHABALLM IEKAPCTBEHH MPOIYKTH, CEPYMHHUTE HUBA Ha KaJIHA JICKO, HO HE
3HAYWTEIHO, C€ MOBMILIABAT [0 BpeMe Ha NpHEMa Ha ApocnupeHoH. [lopaau Tosa ce nmpenopw4Ba 4a ce
NPOBEPABA CEPYMHHAT KaJIHii MO BpEME Ha ITbPBHA LIMKEJ Ha JICUEHHE NIpU NalueHTH ¢ 6x0peyHa
HEAOCTATHYHOCT K CEPYMHHA Ka/IHii NpeAK ieHeHUETO B TOpHUA pepepeHTeH JHana3oH, H 0CODEHO o
BpEMe Ha €JHOBpPEMEHHA yrnoTpeba Ha kaaui-chXpaHABAlIH JIEKAPCTBEHH NPOIYKTH. BHXTE CBHIIO
TOYKa 4.3,

XKeHH ¢ XUMEPTPUTAHLIEpUAEMHUS WIH ¢aMiIHA aHAMHE3a 34 TaKaBa MOXeE 14 ¢4 U3NOXKCHH Ha
NMOBUIIEH PUCK OT MAHKpeaTUT NnpH usnonspane Ha KOK.

Brnpexky ye uMa CHOOLUCHHUSA 34 JIEKM MOBHLIEHHA Ha KPBBHOTO HajiiraHe NMpH MHOTO JKEHH,
npueMany KOK, K THHUYMHO 3HaYMMO MoBHILEHUE ce Habmogasa paako. CaMo B TE3H PEAKH CITy4au €
onpaBAaHo He3aGaBHOTO NpeycTaHoBABaHe Ha ynotpebara Ha KOK. Ako no speme Ha ynorpeba Ha
KOK ripH Beue ChILECTBYBALA XHMEPTOHHUSA, MOCTOSHHO NMOBHLIECHHA CTOHHOCTH Ha KPBBHOTO
Ha/AraHe WiH 3Ha4MTEIHO NOBUIIABAHE HA KPBBHOTO HAIATAHE HE CE€ MOBJIMABA aJIEKBATHO OT
aHTHXHUIIEPTEH3UBHO JiedeHue, yrnoTpebara Ha KOK Tpabea na ce npeycraHoBH. B ciy4au Ha
HeoOxoauMocT ynorpebdara Ha KOK Moxe na 65a¢ Bp300HOBEHA, 8KO C AHTUXHITEPTEH3HBHOTO
JiedeHHe MOoraT Aa € MOCTUIHAT HOPMOTEH3UBHHY CTOHHOCTH.

HMMa crobLieHHs 3a MoaBa WIH BIOIIaBaHE Ha CIIEIHHTE ChCTOAHUA KAKTO NPH OpeMEHHOCT, Taka
npu ynorpeba Ha KOK, Ho fokasaTesncTeara 3a Bpb3ka ¢ ynorpebara na KOK ca Heybenurentn:
KBJITEHHLA H/HIH [IPYPHTYC, CBBP3aH C X0JiecTas3a; KAMbHH B H#UTbUKATa; NOPQHPHSA; CHCTEMEH JTYITyC
EpHTEMATO3YC; XEMOJIMTHYEH YPEMHUEH CHHAPOM; Xopea Ha CHAeHXaM; reCTallHOHEH Xeprec; 3aryba
Ha CAyX, CBbP3aHa ¢ OTOCK/IEpO3a.

Ex30reHHHTE eCTPOreHH MOTAT A4 MPEeNU3BHKAT WK Ja H30CTPAT CHMIITOMH Ha HACJICACTBEH KIIH
NMpHIOOUT AHTHOEAECM.

OcTpH WM XpOHHYHH HAPYLICHHUA Ha YepHOApOOHAaTa (PYHKLIHA MOXKE Ja HAJTOXKAT NPeKpaTABaHe Ha
ynotpebara Ha KOK, nokaro mapkepure Ha yepHoapoOHaTa QYHKLHSA C€ BbPHAT KbM HOPMAITHOTO.
Peunaus Ha XonecTaTHYHA XBJITEHHLIA WM CBBP3aH C X0JIeCTa3a NPYPHTYC, KOKUTO CE € MOABKII IO
BpeMe Ha OpeMEeHHOCT HJTH IO BpeMe Ha npeyiiHa ynorpeba Ha MoJOBH XOPMOHH, Hajlara
npekpaTaBaHe Ha ynotpedara Ha KOK.

Bonpeku ye KOK Moxe 1a uMat edekT BepXy nepudepHaTa HHCY/JIHHOBA PE3UCTEHTHOCT M
rIIOKO3HMA TOJIEPAHC, HAMA JOKA3aTENCTBA 32 HEOOXOAHMOCT OT MPOMAHA Ha TCPANEBTHIHHA PEKUM
npy aEaGeTHIM NPH H3noa3BaHe Ha HUckoa030BH KOK (chabpxaiy <0,05 mg eTHHWIECTPAIHON).
XKenure ¢ auaber obaue TpaOBa BHUMATETHO Ja ce Habntonaear, ocobeHO B paHHHUA eTan Ha yrnorpeba
Ha KOK.

ITo Bpeme Ha ynorpeba Ha KOK ce cho6iiasa 3a BiowaBaHe Ha enuiencus, Ha 6onect Ha KpoH ¥ Ha
YJILIEPO3EH KOJIHT.

JlenpecHBHOTO HACTPOCHME M NEMPECHITA ca J0Ope M3BECTHH HEXENaHH peaKLHH oT ynoTpedara Ha
XOpMOHATHH KOHTpauenTuBH. Jlenpecusara Moxe fia 6be cepHo3Ha H € 1o0pe H3BeCTeH PHUCKOB
daxrop 3a camoyOHiiCTBEHO MOBeAeHHE U camoyOuiicTBo. XKeHnTe TpsaOBa 1a 6BaaT cChBETBAaHH 4 e
CBBPIKAT ChC CBOSA JIGKAp B CIy4al Ha IPOMEHH B HACTPOECHHETO H JENMPECHBHH CHMITTOMH,
BKJIFOUHTETHO H MAJIKO ClIe] 3all0YBaHe Ha JICYUCHHETO.

[MToHsixora MOxXe 71a Ce€ MOSBH XJ10a3Ma, 0COOEHO TIPH XKEHH ¢ aHaMHe3a 3a chlo
¥Keuu ¢ npeapasnofomKeHHe KbM XJ10a3Ma TpaOBa Ja n30AreaT WanaraHe Ha ¢
YITPABHONETORO JIbYEHHUE, AokaTo nmpuemar KOK.



MeannaacKn nper/ea/KoHcy/ITanus
Ipenu 3anouysane WK NOJHOBABAHE Ha nmpueMa Ha KpunuHeo, TpabBa Ja ce CHEME IThJIHATA
MEJUIIMHCKA aHaMHe3a (BKIIOUHTENHO (paMIJTHA aHaMHe3a) M Aa ce u3Koun OpeMeHHocT. TpiadBa na

CE M3MEPH KPBRBHOTO HAJIATAHE W A Ce HarpaBd (PH3KKaNEH Nperiel, KaTo ¢€ B3¢MaT NpEABHA
MPOTHBOIOKa3aHuATa (BX. TouKa 4.3) u npeayrpexaeHuAaTa (Bx. Trouka 4.4). BaxHo ¢ Ja ce Haco4H

BHUMAaHMETO Ha XKeHaTa KbM HHGOPMALIUATA 33 BEHO3HA H apTepHalHa TpoMO03a, BKIIOYHTETHO Y 32
pHcka npu Kpunuueo B cpaBHeHue ¢ apyru KXK, cumnromure Ha BTE s ATE, H3BeCTHHUTE PHCKOBH

(bakTOpH M KaKBO [a ce IIpaBH B CTydai Ha cbMHeHHe 3a Tpombo3a.

XKenata Tpatea aa Gbae HHCTPYKTHpaHa Ja Mpo4eTe BHUMATEIHO JINCTOBKATA 32 NoTpebHTeNns U aa ce
MPUABPXA KBM JafieHHTE ChBeTH. YeCTOTaTa M eCTECTBOTO Ha MNperJieAnTe TpsOBa Aa ce OCHOBABAT Ha
YCTAHOBEHMTE MPAKTHYCCKH HACOKM M 12 OBbAaT aganTUpaHH KBM OTI€/IHATA JKCHA.

Xenute TpsabBa na 6bIaT HHPOPMHPAHH, Ye XOPMOHATHUTE KOHTpaLENTTUBH He npeanassar oT XHB
nHbekuun (CITMH) 1 gpyru nonoBo npeaapaHy O0JIECTH.

Hamaniena epuKacHOCT
Ednkacroctra Ha KOK Moxe na 6bae HamaiieHa B cimydali Ha, HanpuMep, ponyCcHaTH TabeTKH (BK.

TOYKa 4.2), cTOMaLIHO-YPEBHH HApYLIEHM (BxK. TOUKA 4.2) WIH CBHIIPOBOKIALIO JICHCHHE (BXK. TOYKA
4.5).

Hamalien KOHTpOJI HA MECeIHHA HKDJ
[Tpu Bcuuku KOK MoOxe aa ce nosiBU HepeJOBHO KbpPBEHE (3aLlallBaHe WJIH HHTEPMEHCTPYaTHO

KbpBeHe), 0cOOeHO Mpe3 MbPBUTE Mecelu Ha yrnoTpeba. CnexoBaTenHo OLEHKATa HA BCAKO HEPERAOBHO
KBPBEHE HMa CMHCBHJT CAMO Clie/l UHTEPBAN Ha aJanTaliys OT OKOJIO TPH LIMKBJIA.

AKO HEPEIOBHOTO KbPBEHE NEPCUCTHPA HITH Ce MOABABA Cle/l peIOBHM LIMKIH, TpsOBa Na ce HMaT
npeaBH], HEXOPMOHAIIHHA IPHWYHUHM U 4 C€ NOCOoYAT NMOAXORAIIH JHATHOCTHYHH MEPKH, 38 Jia ce
M3KITIOYH 3/10Ka4eCTBEHO 3abonsaBaHe WiIH 6peMeHHOCT. Te MoraT Aa BIJIIOYBAT KIOPETaK.

[Ipx HAKOM KE€HH MO BpeMe Ha HHTepBaia 6e3 TabieTkH MOXKe Ja He HACTBIH ,,0TTIAAHO" KbPBEHE.
Axo KOK e nprHeMaH CBI/IaCHO YKa3aHUATa, OTIIHCAHH B TOYKA 4.2, MAJIKO BEPOATHO € JKeHarta Ja €
OpemeHHa. Benipeku ToBa, ako KOK He € npueMaH cbriacHO Te3d YKasaHHA MIPEIH ITbPBOTO
MPOIYCHATO ,,0TMAJHO* KBPBEHE KHIIM aKO Ca MPOITyCHATH ABE TaKHBa KbpBEHHA, TpAOBa fa ce
H3KJTIOUH OpeMeHHOCT, Mpean aa ce npoab/bku ynotpebara Ha KOK.

JlekapCTBEHHAT NPOAYKT ChIbpaka 62 mg nakro3a B Tabaerka. [1aueHTH ¢ peAKH HACII€ACTBEHH
npobaeMH Ha ranakTo3Ha HENIOHOCHUMOCT, TBJIEH JIaKTa3eH JeQHIMT WITH [IOK030-TATaKTO3HA
manabcopOipsa He TpabBa na npUeMar TOBA I€KapCTBO.

4.5 BianMoaelicTBHEEe ¢ APYrH JIeKAPCTBEHH NPOAYKTH H APYrH GOpMH Ha B3aEMOgelicTBHE

3abenexxkka: Cnezpa Aa ce HanpaBd CIIpaBKa C JIEKApCTBeHaTa HHQoOpMauMs 3a IpHIaraHHTe
eIHOBPEMEHHO JIEKAPCTRBA, 33 [1a C€ YCTAHOBAT NOTEHIHAIIHYA B3aHMOJCHCTBHA.

¢ EdexTn HA APYrH JIeKapcTBEHH NPOoAYKTH BLpXY Kpuunneo

B3auMogelicTBua MOXe fla BH3HHUKHAT C JICKAPCTBA, KOMTO HHAYLMpaT MUKPO3OMAITHHTE CH3HMH,
KOETO MOXE J1a JOBe/e JO NMOBUIIABAHE HA KIMPBHCA HA ITOJIOBHTE XOPMOHH H JI0 ,,0TNAAHO" KEPBEHE
W/WIH HEYCIeX Ha KOHTpauenuMsTa,

Konrpoa
EH3MMHA MHAYKLIMS MOXE Aa ce Habmoaasa clell HAKOJIKO NHH Ha JICYEeHHE.

HHAYKLHA OOMKHOBEHO ce HaOMOJaBa B PAaMKWTE HA HAKOJIKO CEIMHMILH.
JIeKApCTBEHATA Teparnna CH3MMHATa HHIYKIMA MOXKE a NMPOABJLKH 10 oxonolf




Kpamxocpouno neuerue

YKeHHTE Ha JledcHHe ¢ MHAYLMpAIH €H3HMMH JieKapcTBa TpAOGBa BpeMEHHO Ja H3Mon3BaT OapHepeH
METOJI HJIH APYr METON Ha KOHTpalenuus B norenHeHue kbM KOK. baprepHuar Meron Tpadsa ga ce
M3MOJI3BA TIPE3 LIANOTO BPEME Ha CBMBTCTBALIOTO JICHEHHE W B MPOXb/DKEHHE Ha 28 IHWM Cliell
peKpaTABaHETO My. AKO JieKapcTBeHara Tepanusd MNpoAb/KaBa ClIeAd Kpas Ha Tabnerkure B
onakoexara KOK, cnensaiuara onaxopka KOK tpsafBa aa ce 3anouyHe BeaHara ciea npeaxoaHara 6e3
obuuaiiHng nepuoa 6e3 npueM Ha TabieTKHy.

Hwreocpouno neuenue
I[Ipu EeHH HA ABIATOCPOYMHO NIEUEHHE C AKTHBHH BELIECCTBA, HHAYLMPAIIH Y€PHOAPOOHHTE €H3UMH, CE
NpenopbsYBa APYr HaEe)KACH, HEXOPMOHAJIEH METOR Ha KOHTpaLeIlns.

B nuTepaTypara uMa chOOLICHKA 32 CIIEIHUTE B3aHMOAECHCTBHA.

Bewecmaa, nosuwasawu xkiupvrica na KOK (nonuxcena egpuxacrnocm na KOK upes ensumna
UHOYVKYUA), nanpumep:

Bap6utyparu, 6o3eHTaH, kKapfaMasenuH, (PeHHTOUWH, TIPUMKIOH, pUpaMIHLMH U nekapcTBa 3a HIV,
PUTOHABHD, HEBUPAITHH H edaBHpeHL| H eBeHTyalTHO (endamar, rpuseodynByH, okcKapbasenus,
TOTMIHpaMarT ¥ NPOAYKTH, ChAbPXKALIM OUIKaTa XKBIT KaHTapUOH (hypericum perforatum).

Bewjecmea ¢ paznuunu eqgpexmu evpxy xaupwvuca na KOK:

Korato ce npunarat easospemenno ¢ KOK, MHoro kom6uHaiwu Ha HIV-npoTeasun HHXUOHTOPH H
HEHYKJICO3HHH HHXHOMTOPH Ha 00paTHaTa TPAHCKpUNTa3a, BKIIIOYUTEIHO KoMOHHaumu ¢ HCV
MHXHOUTOPH, MOTAT /12 YBEJIHYAT WIH HAMAasAT IU1a3MeHUTe KOHLIEHTPaLuH Ha eCTPOreH WiH
nporecTHHH. OKOHYATENTHUAT €(PEKT OT T€3H NPOMEHH MOXKe A4 OBAC KIHHHYHO 3HAYUM B HAKOU
CIy4aH.

[Topagy ToBa HHGOPMALIMATA 34 EIHOBPEMEHHO NpeANMCcBaHe Ha JiekapceTsa 3a HIV/HCYV Tpabsa na
Oble pasrienaHa, 3a Aa ce HISHTH(HUUMPAT NOTCHUMAITHATE B3aHMOIEHCTBUA H BCAKAKBH CBBP3aHU
npenopbku. B ciiyyaii Ha cEMHEHHe, TOMTBIIHATENICH OapHEPEH METO/I Ha KOHTpaLenuusa Tpadsa na ce
H3MOJI3Ba MPH XKEHHU Ha JICYESHHE ¢ NpoTea3eH HHXHOUTOP WIH HEHYK/I€O3UMAEH HHXHOHTOD Ha

oOpaTHaTa TPaHCKPHIITA3a.

Bewecmea, namanasawu xaupvrca na KOK (enzumnu unxubumopu).

KnMHMYHOTO 3HAYEHHE HA MOTEHLHAIHUTE B3aUMOAEHCTBYUA C EH3UMHH HHXHOUTOPH OCTaBa
HEH3BECTHO.

EIHOBpEMEHHOTO MpHiIaraHe Ha cuiHd HHxuOUTOpH Ha CYP3A4 MOXE 1a MOBUILIM TUTA3MECHHTE
KOHLIEHTpAalLlM{ HA €CTPOTeH HIK NPOrecTHH, WX U Ha BaTa XOPMOHa.

B npoyuBane ¢ MHOrOKpPAaTHH 103K Ha KOMOMHALMA OT JPOCTIHPEHOH (3 mg/neH)/eTHHUIECTPATHOI
(0,02 mg/ueH), exHoBpeMeHHOTO npuiarave Ha cuiHud CYP3 A4 unxuburop kerokoHason 3a 10 aHu
nosuaesa AUC (0-24 4) Ha JpOCITHPEHOH K €THHWIECTPAaUON CBOTBETHO 2,7 B 1,4 NBTH.
[TpunoxkeHHeTo Ha eTOpUKOKCcHO B J03H oT 60 10 120 mg/neH mokassa MOBUIIEHHE HA NJIA3MEHHTE
KOHLIEHTpaLH! Ha ETHHWIECTPAagHOJ cbOTBETHO 1,4 A0 1,6 mhTH, KOraTo Ce NpUeMa e JHOBPEMEHHO ¢

KOMOMHHpAH XOpMOHAJIEH KOHTPALEeNTHB, chappkail 0,035 mg eTHHUNECTpaaHOI.

o Edextn 5a KpHORHEO BHPXY APYTH JIEKAPCTBEHH NPOAYKTH

KOK Morar ga mosnugsT Ha MeTaboiHu3Ma Ha HIKOH JpYrv akTUBHH BeluecTsa. CreoBATENHO
IU1a3MEHHUTE U THKAHHUTE KOHLIEHTPAUYH MOTaT WIH Jia e NOBUIAT (Hanp. HMKJIOCTIOPUH), WY Ja
HaManAT (Hamp. JJaMOTPYDKHUH).

B®3 ocHOBA Ha in vivo NpOYYBaHUA 3a B3aUMOLCHCTBUA MIPH KEHH JOOPOBOJILIM, H3NON3BAIIH
OMENpa3osl, CHMBACTATHH HIHM MHAA30J1aM KaTO MapKepeH CyOCcTpar, KIMHMUYHO 3HAYHMO-
B3aUMOAeMCTBHE Ha APOCIHPEHOH B J03H OT 3 mg ¢ MeTabonu3ma, MeqMHpaH OTJf
IpYTH aKTHBHH BELUECTBE, € MAJIKO BEPOATHO.

KndHHYHHTE JaHHH OKA3BaT, Ye ETHHUIECTPAIHuO MHXHOKpa KIIHPBhHCA HA
CYP1A2, xoero Boau ao cnabo (Hanp. TeohUIHH) WIH YMEpEHO (Hanp. TH3g¥
IN1a3MeHaTa MM KOHLIGHTpaLMA.




. PapMaAKOIHHAMAYHY B3IAHMOACHCTBHSA

[To BpeMe Ha KIHHHYHH H3NWTBAHHUA TIPH NALMEHTH, JEKYBaHM cpely HH}eKLMs ¢ BUpyCca Ha
xenatut C (HCV) ¢ nekapCTBEHH NMPOAYKTH, ChABPIKALH oMOUTACBUp/NapATaNpPEBHP/PHTOHABHP H
na3abyeup, ¢ wiH 6e3 pubaBupHH, MOBUIIEHNA Ha TpaHcamHuHasuTe (AJIT) noBeye OT 5 MBTH ropHaTa
rpaHHIa Ha HopMaTa (I'T'H) ce cpelat 3Ha4HTEIHO NO-YECTO MPH JKEHH, H3MOJI3BALIH JIEKapCTBa ¢
eTUHIWIECTPALHOI, KaTo KOMOMHHpaHu xopMoHanHH koHTpauenTUpH (KXK). Crino taka, npu
NaLHEHTH, JIEKYBaHH C TJIeKanpesup/nuopeHTacBUp WiK coocOyBup/BennaTacBup/BOKCHIIANIPEBHD,
ce Habmonasar nNopumedns Ha AJIT npH xeHH, U3TION3BALIH NIEKAapCTBa, ChAbPXKAILH
eTHHIIIecTpaaro, Kato KXK (Bx. Touka 4.3).

CneposarenHo ynorpebasamure KpunuHeo TpadBa na MpeMHUHAT Ha ANITEPHATHBEH METOA Ha
KOHTpaUenuips (Hanp. KOHTpaleNUys caMo ¢ NIporecTareH WM HEXOPMOHAIHH METOAH ), NpeaH
3aMOYBaHe Ha Teparnua ¢ Te3W KoMOuHauuy ot nekapctea. [IpueMsT Ha KpUnHHeo MOXe Aa ce
MOAHOBH 2 CEAMHLIM CJIe/l 3aBLPIIBaHE HA JIEYEHHETO ¢ Te3d KOMOMHALMH OT JIEKapCTBa.

[Tpu naumenTH 6e3 6pOpeyHa HEAOCTATHLYHOCT, €IHOBPEMEHHATa ynoTpeba Ha aqpocnupeHoH u ACE-
unxuburTopu un HCIIBC He nokazea 3HauuM eeKT BBPXY cepyMHUs Kanui. HesaBucumo ot Topa
eIHOBpeMeHHaTa ynoTpeda Ha KpunuHeo ¢ angocTepoHOBY 8HTarOHUCTH HIIH KANMH-ChbXpaHABaLIH
IUYPETHLM HE € npoyuBaHa. B To3M ciryyait cepyMHHUAT Kanui TpgOBa fia Ce H3CACABA MPe3 ITbPBHA
nedebeH HUKBA. Brokre cbio Touxa 4.4.

. HApyra ¢opmMu HA B3aRMoOJeHCTBHE

JlabopaTopBan H3CcNeIBaAHHSA

H3non3BaHeTro Ha KOHTPALCNTUBHU CTEPOUAY MOXKE Ja ITOBJIMAE HA PE3YIITATHTE OT HAKOHU
11aBOpaTOPHH H3CICABAHNA, BKTIOYMTETHO OHOXMMHYHHTE NapaMeTPH Ha YepHHA Apod, IMMTOBHAHATA
xiiesa, HanOropeunata ¥ 6n0peuHaTa QyHKUMA, U1a3MEHHTE HHBA HA (TPAHCIIOPTHH) MPOTEUHH,
HaTp. KOPTHKOM CBBP3BALIHA NIPOTEHH U JIMMHAHUTE/IIPOTEHHOBHTE (PpaKIMH, NapaMEeTPHTE HA
BBINIEXHAPATHHS MeTabOoJIHN3bM H MapaMeTPUTE Ha KoarynauusTa 1 ¢ubpunonusara. [lpomenure
O0OHKHOBEHO OCTaBaT B HOpMaIHHA nabopaTopeH AHanasoH. JApoCcnHpeHOH NpeAH3BHKBA ITOBHLIABAHE
Ha AKTHBHOCTTA HA IUIa3MEHHS PECHHUH M ITUIa3MEHUS ANJ0CTEPOH, HHAYLIHPAHO OT JIeKaTa My
AHTHMHHEPATIKOPTUKONIHA aKTHBHOCT.

4.6 DepraaaTeT, OpeMEeHHOCT H KbpPMEHe

bpeMeHHOCT

To3u NexapcTBEH NMPOAYKT HE € MOKa3aH No BpeMe Ha OpeMEeHHOCT.

Ako no speme Ha ynotpefa Ha APOCAMPEHOH/CTHHHIECTPAAHO HACTENH OpPEMEHHOCT, MPUEMBT Ha
NeKapcTBOTO TPAOBA Ja ce mpeycraHoBH HezabaBHO. OOCTOMHHTE €NHACMHONOIHYHH NPOYyYBaHUA HE
MOKAa3BaT HMTO NOBHMINEH PHCK OT BpoaeHH AedeKTH npH Acla, pOACHH OT XEHHM, KOUTO ca
uznon3saayd KOK npeau ga 3abpemenest, HuTo TeparoreHeH edekt, korato KOK ca 6unu nprHeMaHH
o HeBHUMAHHE 110 BpeMe Ha OpEMEHHOCT.

[TpoyuBaHHsTA MPH KMBOTHH MOKA3BAT HEXENIAHH peakiMH N0 BpeMe Ha OpeMEHHOCT H KEpMeHe (BiK.
Touka 5.3). Bs3 OCHOBAa Ha Te3d NAHHH IPHM JKUBOTHH, HE MOraT Aa OBAaT M3KIIOYEHH HEXeJaHH
peakLiH, JB/DKAIHM C€ HA XOPMOHAIHOTO AEHCTBHE Ha aKTUBHHUTE BelllecTBa. Brnpeku toBa obusaT
onut ¢ KOK mo BpeMe Ha OpeMeHHOCT He JaBa JOKa3aTeNiCTBa 34 ACHCTBHTCTHH HEXKEJAHH PCeakLUu
MpH Xopa.

Hanuuuute naHHM 3a ynotpedara Ha JPOCHHPEHOH/€THHWIECTPAIHON 10 BpeMe Ha OGPeMEHHOCT ca
TBEDAE OrpPaHHYeHH, 3a [Ja MO3BOJAT 3aKIIOYEHUA OTHOCHO OTPHLATESHMTE e(eKkTH Ha

NPOCTIHPEHOH/€TMHIIECTPAJHON BEPXY OPEMEHHOCTTA, 3OPaBeTO Ha IUIoJa HIH HOBOPoIernsre, KbM
OHEIUHA 1aTa HAMA CHOTBETHH EMHUIEMHONOTHYHY JaHHH. wiA 1o \
[MosuwenusT puck or BTE no BpeMe Ha cnenpoawtHus nepHop Tpadea ig Fl( IBEHEN]
pE30OHOBABAHE HA IPHEMA HA APOCIMPEHOH/ETHHHIECTpaaHon (BXk. Touka 4.3 4. )ﬁﬁwb o

KspMeHe




KspMeHero Moxe 1a ce noeausie or KOK, Thil kaTo Te3n NpoayKTH MOraT Ja HaMaJIAT KOJWYECTBOTO
M J]a MPOMEHSAT ChCTaBa Ha kbpMara. CnenoBarenHo, karo usio ynorpebara Ha KOK He Tpabsa na ce
NnpenopbyBa, JOKATO KbpMEIaTa Makika He OTOME HAITBIHO KbpMayeTo. MaslkH KOJIHYECTBA
KOHTPALIENTHBHY CTEPOHAH W/HIHM TEXHUTE MeTabOIIMTH MOTaT Aa Ce EKCKpeTHpaT B KbpMaTa Mo
BpeMe Ha yrorpebara Ha KOK. Te3u konuuecTBa MOrar fa MOBJIAMSAT HA JETETO.

4.7 EdexTn BbpXy ¢n0cOOHOCTTA 32 MopupaHe H pabora ¢ MAIIHHH

He ca npoeexaaHy Npoy4uBaHHA 3a e(eKTa BbpXY criocoOHOCTTA 32 wodHpaHe u padoTa ¢ MallIHHM.
He ca HabmonasaHu edexkTH BEPXY cnocobHocTTa 3a mogHupane u pabora ¢ MallMHA npH ynotpeda

Ha KOK.

4.8 Hexenann JexapcTBeHH PeAKIHH

3a cepHO3HH HeXXeTaHH JICKAPCTBEHH peakiiyK, HabnroaasaHu npH xxeHu, uinomssaild KOK, prxre

CBIIO TOuka 4.4.

CneaHUTE HeXeJIaHH JIKapCTBEHH peakilvH ¢a chollaBaHu O BpeMe Ha ynoTtpebara Ha

APOCTIHPEHOH/ETUHIWIECTPAIHOI:

CHcreMo-opranen YecToTAa HA HEXKEJIAHHATE PEAKIHA
kixac (MedDRA) Yectu Heuectn Penxu C Hen3secTHa
>1/100 ao <1/10 >1/1000 oo | 210 000 no <1/1 000 4ECTOTa
<1/100
Hapyiuenus Ha CBpBbXYYRCTBUTEIHOCT | BroinabaHe Ha
MMYHHATA CUCTeMA AcT™Ma CHUMIITOMHTE Ha
HAaCJICACTBEH M
npuAcOHUT
AHFHOEAEM
I IcuxuyHu HenpecusHo [TopHiaBase
HapyuIcHUA HACTpOECHHE Ha THOUIOTO
Ilonwxkapane
Ha JHOUOOTO
Hapyuieaus Ha ['napobonue
HEPBHATA CHCTEMA
Hapyuienus Ha yxoto XHUINaKy3Hc
4 J1aOUpHHTA
CbaooBH HapyLIEHMS MurpeHa XuneproHHs, | BeHo3Ha
XHITOTOHUA TpoMboemMbonud
(BTE)
AprepUanHa
TpoMOoembonus
(ATE)
CToMaluHO-4YpEBHU ["'aneHe [loppwinane,
HapyUIEHHA JiHapus
Hapymenus Ha AxHe, EpHurema HORO3YM
KOXKATa H NOAKOXHATA eK3eMa, Epurema mynTugopMe
ThKaH cppbex,
ajoneLus
Hapvyiienus Ha MeHcTpYaiHH YronemspaHe | CexpeT OT rbpaMre
BE3MPOH3BOAUTENIHATA | HAPYLUCHHS, Ha M'bLPAUTE,
CHCTEMA M I'bpAaTa HHTEPMEHCTPYAIIHO | BarHHaIHa
KbpBEHE, HHpEKLHA

fonka B repamTe,
qYBCTBUTEITHOCT Ha
bpAMTE,
BarHHAJICH CEKPET,




BYJIBOBaIrHHAJIHa

KaHAHWao3a
Ob61M HapyLUEeHHS H 3aappKaHe
eeKTH Ha MACTOTO Ha Ha TEYHOCTH,
PIWIOKEHHE yBeJIHYaBaHe
Ha TErJoTO,
HaMaJIABaHe
Ha TErNo0TO

Omucanue Ha H3OpaHH HEXKENaHH PEaKLIHH

Ha6nronapaHHAT NOBHIIIEH PHCK OT apPTEPHATHH H BEHO3HH TPOMOOTHYHHU U TpoMOOEMOOTHYHH
cbOUTHUA, BKIIOYMTETHO HHPAPKT HAa MHOKapAa, MHCYIT, MPEXOAHH HCXEMHYHH IIPUCTBIIH, BEHO3HA
TpoMbo3a 1 HenoapobHa embosus npu xkeHy, n3nonssauid KOK, ca pasrnenanu no-noapoGHO B
TO4Ka 4.4,

CieHHTE CEPHO3HHU HEKENAHH PeaklMy ca choOlUaBaHH NMPH XeHH, ninonssauH KOK, u ca
pasrjiefiaHu B Touka 4.4.

- Hapyimenus, CBBp3aHH ¢ BeHO3Ha TpoMboembonus;

- HapyuwieHnsi, CBBP3aHH C apTepuaina TpoMboembomus,

- XHINEPTOHMS,

- HepHoApOOHH TYMOPH;

- [TosiBaTa WM BIOLUABAHETO HA CHCTOAHMSA, TIPH KOHTO Bpb3KkaTa ¢ u3nonssaHero Ha KOK He e
ybeauTenna: Bonect Ha KpoH, ynnepo3eH KOJUT, eNWIencHs, MHOMa Ha MaTKaTa, noppHpus,
CHCTEMEH JIYITYyC EPHTEMATO3YC, reCTallMOHEH Xepriec, Xopes Ha CHaeHXaM, XeMONHTUYHO-YPEMHYCH
CHHJIPOM, XOJIECTATHYHA XBJITCHHLA,

- XJloazma;

- OcTpH HAHM XpOHHYHH HapyLUeHHA Ha 4epHOApoOHaTa GyHKUMA MOXe J1a HAJIOXKaT
npexpaTiaBaHe Ha ynorpebata Ha KOK, nokato Mapkepure Ha yepHoapoOHaTa QyHKLMA e BhpHAT
KbM HOPMA&JTHOTO. -
YecToTaTa Ha AMAFHOCTHLIMPAHE HA pak Ha I'bpJaTa € MHOrO JICKO NOBUILIEHA CPE/l H3MOM3BALUHTE
KOK. Tnit kaTo pak Ha rbpAaTa ce cpelia pAAKo NMpH >keHu noA 40-roauiuHa ss3pact, NOBHLICHUAT
6poit e MaTbK cIpAMO OBINMA PUCK OT paK Ha repaarta. [IpuunHHa Bpb3Ka ¢ ynoTpebara Ha KOK e
HCH3BECTHA. 3a JOMBIHUTEIHA HHpopMalus BrOKTe TOUkH 4.3 H 4.4.

Bzaumooeucmeivi
,,OTNagHO" KbpBEHE H/WIH KOHTPALIEITHBEH HEYCIEX MOXKE Aa €a pe3yJiTaT OT B3aMMOJACHCTBHA Ha

APYTH JEKAPCTBA (€H3UMHH HHIYKTOPH) C IEPOPAIHH KOHTPAUENTHBH (BXK. TOYKA 4.3).

CrobluapaHe Ha MOJO3MPAHH HEXKETAHU PeaKIMU
Cro6iaBaHeTo Ha MONO3MPaHH HEXEIaHH PEeaKLMH CJie1 paspelllaBaHe 3a yriotpeba Ha JeKapCTBEeHHA

NPOAYKT € BaxkHO. TOBA MO3BOJIABA [a NPOABIDKH HaOMIOAEHHETO Ha ChOTHOMICHHETO NOJI32/PHCK 32
feKapcTBEHHA NMPOAYKT. OT MEAHLIMHCKMTE CIIELIMATIMCTH CE€ H3HUCKBA J1a ChoDLuasar Beaka
MOAO3HMpaHa HEXEIaHa peaklmus ypes.

HansnHUTENHA arcHUMA Mo JIEKapcTBaTa

ya. ,,JdaMmaH ['pyes” Ne 8

1303 Codpus

Ten.: +359 2 8903417
yebcaiT: www.bda.bg

4.9 Ilpenosnpane

Bce owe HAMa OMHT ¢ NpeA03HpaHe Ha JPOCNHPEHOH/ ETHHWIECTPaIHOIL. B'I:- RYBA HZ
¢ KOMOHHHpaHHTE MEPOPaHK KOHTPALENTTHUBY, CHMITTOMHATE, KOUTO MOTAaT 4 ‘

cNy4aii, ca rajieHe, NOBpbILaHE H ,,0TIAAHO KbpBeHE. ,,OTNagHO" KbpBEHE
MpH MOMHYETA MpeAd MEHapXe, aKo CTy4yalHO MPHEMAT JIEKAPCTBEHUS MPOR

llllll




NMOCHaEOIBAILOTO JICHCHHUC Tpﬂﬁﬂa Ha 5']:,[!,8 CHAMITTOMATHYHO.

5., GOAPMAKOJOINMUHH CBOUCTBA

5.1 PapmakoIHHAMHYHH CBOHCTBA

QapMakoTepaneBTHUHa rpyna: [lonoBH XOpPMOHH H MOAYJAaTOpM HA TrEeHHTAIHaTa CHCTEMA,

[IporecTorenn u ecTporeHH, (PUKCHpaHH KOMOHHALKH
ATC xon: GO3AAI2

Hunekc Ha Pearl 3a Heycnex Ha Meroza: 0,09 (roped asyctpaneHd 95% nosepurenHa rpaHuna: (0,32).
O6m, uHpekc Ha Overall (Heycniex Ha Meroaa + Heycnex Ha nmauueHTta): 0,57 (ropeH aBycrpaseH 95%
noBepuTenHa rpaHuua: 0,90).

KoHTpalilemTHBHHAT €PEKT HA APOCIMPEHOH/ eTHHWIECTPAAHO) C€ OCHOBABA Ha B3aUMOIEHCTBHETO
Ha pas/iMyHK (aKTOPH, Hal-BAXKHMTE OT KOWMTO C€ PasTJiexkAaT KaTo MHXHOHWpaHe Ha OBy/NaUMATa M

NMPOMEHH B €HAOMETPUYMA.

To3n nexapcTBeH NpOAYKT € KOMOMHHpaH MepopajieH KOHTPAaUECNTHB ¢ ETHHIIECTpaJHOl H
POrecTOreH APOCIHPEeHOH. B TepaneBTHyHa 1032 APOCIUPEHOH MPHTEXKABA CHUIO AHTHAHPOTCHHH H
JEKH aHTHMHHEPANOKOPTHKOMAHM c¢BoicTBa., Tolf HAMa €CTPOreHHa, INIIOKOKOPTHKOHAHA H
aHTUITIOKOKOPTHKOMIHA aKTUBHOCT. ToBa Jara Ha ApocnupeHOH dapMakonorudeH npodun, 6IU3BK
A0 €CTECTBEHHA XOPMOH NPOTeCTEPOH.

MMa paHHM OT KJIMHHYHH [IpOyYBAHHA, 4€ CJ1abUTe AHTHMHHEPAIOKOPTHKOMAHH CBOHCTBE Ha
IPOCITHPEHOH/eTHHWIECTPAIUON BOAAT A0 1€K aHTHMHHEPAIOKOPTHKOMAEH e(eKT.

5.2 DapMakoOKHHEeTHYHH CBOHCTBA

- HpocnupeHOH

Abcopbuns
[lepopaino mpwiaraHMAT ApPOCcIApeHOH ce abGcopbupa 6Bp30 M MOYTH HAITKIHO. MaxkcHMaxMTe

KOHLIEHTpalldd Ha aKTHBHOTO BELLECTBO B cepyMa or okono 38 ng/ml ce aocturar okono 1-2 yaca
ciel eJHOKpaTHO mnoribinaHe. buoHanuuHocTTa € Mexkay 76 U 85%. EnHoBpeMeHHHAT NMpHEM Ha
XpaHa HAMA BJIHSHHE BbPXY OMOHAIMYHOCTTA HA APOCHHPEHOH.

Pasnpenenenue

Cnen nepopalHO NPHIOKEHME CEPYMHHTE HUBA Ha JPOCMHPEHOH HaManiasBarT ¢ TepMHHAJICH
noaykueoT oT 31 4aca. J[pocnHpeHOH Ce CBBbP3Ba CHC CEPYMHHA aJOYMUH U HE CE€ CBBP3BA CBC
CBBp3BalIMA 11osoBua xopMmoH rnobynun (SHBG) wm ¢ koptukoun cebp3amus rnodynud (CBG).
Camo 3 - 5% or ofwuTe CEepYMHH KOHUCHTPALMH HAa aKTHBHOTO BEIIECTBO INPHCHCTBAT KATO
cBoboaeH crepona. MHoyuMpaHoTo OT eTHHMIecTpaauon ypeaudeHue Ha SHBG He miamse Ha
CBBP3BAHETO HA [JPOCIHPEHOH CBC CepyMHUTe npoTeHHH. CpeaAHMAT mpuBHAEeH o00eM Ha
pasnpeacneHre Ha apocnupedod e 3,7 = 1,2 I/kg.

buoTpaHcdopMalims
JlpocniupeHOH ce MeTaboH3Hupa eKCTEH3MBHO clied NEpOopaTHo npunokeHne. OCHOBHHTE METabOUTH
B [1a3MaTa ca Kuceaara (opMa Ha ApoCNHpPEHOH, FeHepHpaHa OT OTBAPAHETO Ha JIAKTOHHUSA NPLCTEH,
U 4,5-0UXHOPO-APOCIHPEHOH-3-Cyndar, obpasyBaH upe3 pedyKUHA H NOC/HSIBAILO, SYAg:
JpocnupeHOH CBIIO € MOMIOKEH Ha OKHCIIUTENIeH MeTa00MH3bM, KATATH3HPAH OT /’ A

In vitro npocnupeHoH € cnocobeH aa HHXMOHMpa c1abo A0 YMEPEHO LMTOXPL "’ 450 e

CYPI1Al, CYP2C9, CYP2CI19 u CYP3A4. § v
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CkopocTra Ha MeTa0ONMMTHHA KJIMPBHC Ha JpocnUpeHoH B cepymMa € 1,5 = 0,2 ml/min/kg.
JIpOCIMPEHOH C€ EKCKpeTHpa caMO KAaTo cliegd B HenpoMeHeHa ¢opma. MerabonHTHTe Ha
APOCIHPEHOH Ce €KCKPETHpaT ¢ (peKaJIMMTe U ypHHATa NMPH CKOPOCT Ha eKCKpeLMs oT okojo 1,2 1o
1,4. IomyxuBOoTHLT Ha Ha MeTabOUTHATA EKCKPELIAA C YpUHATa 4 dexanuuTe € okomo 40 vaca.

PaBHOBECHH CHCTOSHHA

[To BpeMe Ha LIMKEJA HA JieYeHHe, MAKCUMATHUTE PAaBHOBECHH KOHLICHTpAllHH HA JPOCIHPEHOH B
cepymMa ot okoyio 70 ng/ml ce mocturar cnea okono 8 AHM Ha seueHHe. CepyMHHTE HHBA Ha
APOCTIHPEHOH C€ HaTpyfBar ¢ GakTop OT OKOJNO 3 Karo CIEACTBHE OT CHOTHOIIEHHETO Ha

TEPMHUHAIIHHA NMOJTY)KHBOT H HHTCPBAJIA HA A03HPAHC.

CrieuHaiHM DommyJaluHl

Egdexmu npu 6v6peuno yepescoare

PaBHOBECHMTE HHBA Ha JpPOCIHHPEHOH B CEpyMa INpH XeHH c Jeko OndpewHo yspexmaHe
(kpeaTuHuMHOB KAHpBHC CLcr, 50-80 ml/min) ca cpapHMMHM C Te3H MpH JXEHH ¢ HOpMallHa OBOpeyHa
byukius, CepyMHHTE HHBA Ha JPOCIIHPEHOH ca cpeaHo ¢ 37% MO-BUCOKH IPH JXECHH C YMEPEHO
61u6peuHo yepexaane (Clcr, 30-50 ml/min) B cpaBHeHHE C Te€3H NPH >KeHH ¢ HopmasHa OnOpeyHa
¢byHk1HA. JleueHHETO C APOCIMHPEHOH CBHUIO €€ NOHAcA A0OpE OT XKEHM ¢ JIEKO H yMEpeHO OBOpeyHo
yBpexknaHe. JleueHHETO ¢ APOCNHPEHOH HE MOKAa3Ba KIMHHYHO 3HAYHWM e(EKT BBPXY CepyMHaTa
KOHIIEHTpalMs Ha Kaluu.

Egdbexmu npu ueproopobuo yspedcoane

ITpu npoyuBaHe ¢ eqHOKpaTHA A03a nepopanHuat kinupbHC (CL/F) cnaga npubnusurento ¢ 50% npu
n0OpoBOJILIM ¢ YMEpEeHO 4epHOAPOOHO yBpeXJaHe B CPaBHCHHME C T€3H C HOpMA/Ha 4YepHOApoOHa
byukupa. HaGnmionaBaHuAT cnajg B KIMPBHCA Ha JPOCHHPEHOH NpH AOOpOBONLM C YMEPEHO
4epHOAPOOHO YBPEXKIAaHE HE BOAU A0 BHAUMA pPAIMKA 10 OTHOLIEHHE HA CEPYMHMTE KOHIIEHTpAalHH
Ha xamaii. Jlopy npu Haiu4he Ha Auaber ¥ €JHOBPEMEHHO JIEYEHHE CbC CIIHPOHONAKTOH (JIBa
dakropa, KOHTO MOraT Ja MNpeapasNojioKaT NalUeHTa KbM XUMEpKanueMmus) He ce Habmoaasa
NOBHII3BaHE Ha CEPYMHHTE KOHUEHTPALMHM Ha Kalui HajA ropHaTa rpaHHlia Ha HOPMaJTHHA JQHanasoH.
Moxke 5na ce 3aKIOYH, Y€ JPOCMHUPEHOH Ce MOoHacAd O00pe MpH MalHEeHTH C JIEKO HIH YMEPEHO
yeproapobHo yBpexaaHe (B mo Child-Pugh). -

Emnuvecku ecpynu
He ca HabmogaBaHH KJIMHHYHO 3HAYMMH Pa3jiMK¥ BHB (QAapMaKkOKHHETHKATa Ha APOCHHPEHOH WIH

CTHHHUNICCTPAOHNON MEKAY AITOHKH H XXCHH OT Oda1aTa paca.

. ETugnnecrpaison

Abcopbuus
Etuuunectpanuon ce abcopbupa Obp30 ¥ HanmbIHO cned norreiiaHe. Cnex npwioxeHde Ha 30 ug

NHKOBH IU1a3MEHH KOHUeHTpauuH oT okono 100 pg/ml ce mocturar 1 - 2 yaca cnefi eAHOKpPaTHO
noriabiiaHe. ETHHHNECTpagHOa NpeThPISBa €KCTCH3UBEH €(EeKT Ha MBEPBO INPEMHHABaHE, KOATO
BapHpa B roJIaMa CTeneH MexXay HHAMBUANTE AOcomoTHaTa SHOHANTMYHOCT e OKOMo 45a.

Pasnpeneneque
Erunnnectpanuon uma npueuaeH obeM Ha pasnpepencHue ot S kg U cBbp3BaHETO C IUIR3MEHMTE

MPOTEHHH € oKoao 98%. EtuHunecTpanuon nuayumnpa depHoapodbuus cuares Ha SHBG u CBG. o
BpeMe Ha JieyeHHe ¢ 30 ug eTHHHIECTpaAHON IUla3MeHara KoHUeHTpauus Ha SHBG wapactsa ot 70

10 oxono 350 nmol/l.

ETHHKHNEecTpan#on npeMHHaBa B MaJIKH KonrdecTBa B kbpMarta (0,02% ot nozara)
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dopMupa roaaMo pazHoobpasue OT XUAPOKCHIHPAHH H METHIIHPAHH METabOIHTH, KOHTO NPHCHCTBAT
KaTO CBOOOJHHM METa0OMMTH H KaTO KOHIOraTH ¢ IMOKOpoHMAM H cyngatd. CkopocTra Ha

MeTabOJIMTHHA KIHPHLHC Ha ETUHWIECTpaauon ¢ 5 ml/min/kg. | |
In vitro erunwnectpaadon e obpatum uHxuOutop Ha CYP2CI19, CYPIA]l u CYPIA2, kakTo H

OasupaH Ha MexaHW3Ma Ha aeiictBie nHxubutop Ha CYP3A4/5, CYP2C38 u CYP2J2.

EnuMuHHpaHe
ETuHMIecTpagMos He ce eKCKpETHpa B 3HaYWTE/IHA CTeneH B HEMpOMEHeHa popma. MeraboadTure Ha

eTHHIWIECTPAIHON C€ €KCKpPeTHMpaT Npy CHLOTHOIUEHHWE HA YpHUHAa KBM X¥Ib4dka 4:6. Bpemero Ha
MOJTY>KMBOT Ha METa0OIMTHATA ekcKpeLrs e okouio | aeH. EnuMHUHaLMOHHIAT nomy»uBoT e 20 vaca.

PapHOBECHM CHCTOSHUA
PaBHOBECHH CBCTOAHMA CE€ OOCTHrar Ipe3 BTOpaTa NOJOBHHA HAa LMKBJIA HA JICUCHHE M CEPYMHHTC

HHBA Ha ETHHHUJIECTPAJHOJ C€ HATPYNBAT ¢ ¢akrop oT okoio 1,4 no 2,1.
5.3 Ilpeaxnmanund JaHAH 3a 6e3zonacHOCT

[Tpu naboparopHH JKMBOTHH e(EeKTHTE Ha APOCIIMPEHOH ¥ ETHHHICCTPAAHOI Ceé OrPAHHYABAT A0 Te3H,
CBBP3aHH C YTBBPAEHOTO (¢apMakonormuHo aeidcteue. [lo-cneuwanHo, MNpoydvBaHHA Ha
PEeNpOIYKTMBHATA TOKCHYHOCT MOKAa3BaT eMOPHOTOKCUYHH M (PETOTOKCHYHH €(PEKTH MPH JKHUBOTHH,
KOHMTO C€ CUMTAT 34 BUAOBO crieuubuyHn. IIpH ekcrno3uumH, HaBHIIABAIIH Te3d MpH ynorpedara Ha
OpOCIUPEHOH/ eTHHWIECTPARHON, edeKkTHTe BLpXY mosoBara audepeHumalus ce Habmopasar NnpH
IUTEXOBE, HO HE H NPH MalMyHH.

OueHka Ha pucka Ha okosiHata cpega (ERA)
[lpoyuBaHusATa 332 OLICHKA HA PUCKA HA OKOJIHATA Cpeda MOKa3BaT, Y€ €THHHIECTPaIHOI H
JAPOCHHPEHOH HMAT MOTEHIHANIEH PUCK Ja 3acTpaliii BoAHaTa cpeaa (BxK. Touka 6.6).

6. GAPMAIIEBTHYHHA JAHHU

6.1 ChnHcbK HA NOMOINHHTE BEHIECTBA

Covpuyesuna na mabremxama.
JIAKTO3a MOHOXHApAT
LIAPEBUYHO HHINECTE

HHLIECTE, NMPEXKETaTHHHIUPAHO
KpOCMOBUIOH

NMOBHUIOH

nonucopbar 80

MAarHe3ueB creapar

Ioxpumue.
Opadry II x®T0 (NONMBHHILTOB AJIKOXOJI-4aCTHUYHO XHAPOAU3HpaH, THTaHOB AHOKCHA (E 171),
makporos 3350, Tank, xKbeaT xeneseH okcun (E172).

6.2 HechBMECTHMOCTH

Henpumnoxxumo.

6.3 Cpok pa roaHocr

Tpu (3) ronunu

6.4 CoenuajHH YCIIOBHA HA CbXPaHEHHE

To3u nekapcTBEH NPOAYKT HE H3KUCKBA CTMICLIMAITHU TEMIIEPATYPHH YCJIOBHA 34




6.5 Bujau chaAbLpKanHe HA ONAKOBKATA

dunmupanure TabaeTky ca onakosand B PVC/PVDC/anyMuHMeBH OHCTEPH.

BauctepsT chabpka 21 Tabnerku, pasnonokeHy B TpH pena (BCekH pell Crabpxa 7 Tabnetku).
Kapronenara KyTus cbabpxa eauH 6auctep ¢ 21 TabieTKH M JIMCTOBKA.

6.6 Cnenua/jHu npeANa3AH MepPKH NPH H3XRbpJaaHE H padoTa

To3u neKkapcTBEH MPOAYKT MOXKE Aa MPEACTaB/ABa PUCK 32 OKOJIHaTa cpeaa (BHKTE ToYKa 3.3).
Heunsnoa3BaHUAT 1EKAPCTBEH NPOAYKT MIIH OTNAIBYHUTE MATEPUAIH OT Hero TpaOBa fa ce U3XBLPIAT
B CHOTBETCTBUE C MECTHHTE U3HCKBAHHS.

7. IIPUTEXATEJ HA PAZPEIIEHHUETO 3A YIIOTPEBA

Alkaloid - INT d.o.0.
Slandrova ulica 4

1231 Ljubljana - Crnude
CnoBeHpA

Ten.: +386 1 300 42 90
daxc: +386 1 300 42 91
umeiin: info@alkaloid.si

8. HOMEP(A) HA PASPEINIEHHUETO 3A YIIOTPEBA

Per. Ne 20190098

9. JATA HA ITHPBO PA3PEITABAHE/TIOJHOBSABAHE HA PA3ZPEIIIEHMETO 3A
YIIOTPEBA

JaTa Ha mppBO paspeinasane: 23.04.2020r.
Hata "a nocnenHo noguopasane: 10.10.2023r.

10. JATA HA AKTYAJIN3IUPAHE HA TEKCTA

03/2025




