KPATKA XAPAKTEPHCTHKA HA IPOJAYKLZ
N3MHNNWTENNA ATERLIAR N0 NEXAPCTBATA

KDarmua XADSKInODUOMIUKE Wit NPOGYXINE - [puACKenue |

Kva Po2. Ne .._:?2}0(?3.,0..09?_ ................

k. HME HA JEKAPCTBEHHUA NNPOAYKT

Kpnuea 3 mg/0,02 mg ¢punamupann TabneTku
Cricea 3 mg/0,02 mg film-coated tablets

(AL ERIEL R ARSI XRIE _TRITFIIRNETY

2. KAUYECTBEH H KOJIHYECTBEH CbhCTAB

Bcsaka po3oBa ¢puiIMHpaHa TabneTka (akTHBHa TabneTka) Chabpka 3 mg APOCNUPEHOH (drospirenone)
u 0,02 mg etununecrpaanon (ethinylestradiol).

[ToMOINHO BEUIECTRBO C U3BECTHO JACHCTBHE

Bcaka gunmupana tabnetka coabpka 44 mg 1akTo3a MOHOXHAPAT.

Bceaka 6s1a nnaunedo (HeakTuBHa) GMAMHpaHa TadeTka He ChAbPXKa aKTHBHH BELLIECTBA.

[IOMOIIHO BEIIECTBO ¢ UIBECTHO ACHCTBHE
Besika punMipana tabnetka chabpka 89,5 mg Oe3BoaHa NaKTo3a.

3a NLJIHMA CITUMCHK HA MOMOLHKTE BELUIECTBA BHXTe Touka 6.1.

3. JEKAPCTBEHA ®@OPMA

OunMupana Tabnerka.
AxTvBHaTa TabNeTKa € p030Ba, KpbIia, rianka ¢uiMupana tabnerka ¢ AMaMeTsp 5,7 mm.
HeakrupHaTa Tabnerka € 6ana, Kphiia, raaaka priaMiapana Tabiaerka ¢ asaMersp 5,7 mm.

4. KIJHAHHAYHHA JAHHH

4.1 TepaneBTHHHH MOKAZARHS

[lepopanHa KOHTpPALEILIHA.

[Tpy B3uMane Ha pCIIEHNETO 3a NpeAnncBane Ha Kpuiea tpadsa jJa ¢e uMar npeaByujl HACTOALNTE
PHCKOBH (aKTOPH 3a BCAKa #eHa, ocoOeHo Te3n 3a BeHo3Ha Tpomboembonua (BTE), u kakbB € PUCKBT
ot BTE npu Kpuuea B cpaBHeHue ¢ ApyrH KoMOUHMpaHu xopMonainu korTpanentasH (KXK) (Bx.
TOYKH 4.3 u 4.4).

4.2 J0o3HpOBKA # HAYHH HA NPHJIOKEHHE

Ho3upoBka

Kax ce npuema Kpuuea

Tabnerknte TpaAOBRa Aa Cce npueMaT BCEKH IEH NPHONHU3MTENHO MO €1HO H CBINO BPEME, ako ©
HeOOXOOUMO C MajKO TEYHOCT, B pela, MoKa3aH Ha OaucTepHara onakopka. [lpueManeto Ha
TaGNeTKHTE € nocieIoBareHo. B3eMa ce no enHa TaGnerka AHEBHO B NpOABJKCHHE Ha 28
nocnenoBarendy AHH. Besaka cnengpalia onakoBKa ce 3anoysa B €HA C€l B3¢MaHe Ha [TOC/ICAHaTa
Tabnerka OT MpeaxogHara onakoska. ,,OTnanHo* kbpBeHe OOHKHOBEHO C€ [0fABABA 2-3 IOeH caen
3ano4YBage Ha OpveMa Ha ruranedo Tabnerkure (NOCNeOHHA pel) M MOXE 1A He MPHKIIOHH MPCAH
3aNQYBAHE Ha CNEBaLIaTa ONaKOBKa.

Kak ce 3anousa npuemsT Ha Kpuuea
. be3 npeaecTpania XOpMOHANHA KOHTpAlenuus (npe3 NoCReNHHA MeCel)
[lpuemaneTo Ha TabnerkuTe TpsaOBa Aa 3aN0YHE Ha IThbPBHs A€H OT CCTECTBEHHS LIHKD




(T.€. NLPBHUA ACH OT MEHCTPYANHOTO KbPBEHE).

. [TpeMuHaBake OT KOMOHHHUPAH XOPMOHANEH KOHTpauenTHB (KOMOHHHpaAH nepopancH
korTpauentiB (KOK), BaruHanen npbCcTeH WK TPaHCAEPMAJIEH MIACTHP).

JKenara Tpa0Ba Aa 3anouHe npuemaHeTo Ha KpHuea 3a npeAnoYnTaHe B IEHs Clesl NPUEMAHETO Ha
nocieqHara akTHBHA TabneTka (nocieanara Tabnerka, ChIBPXKALLA aKTUBHUTE BELIECTBA) OT
npeaunsua KOK, Ho Haii-KBCHO Ha cneasalis AeH ciael oOudaliinng nepuon 6e3 TabneTky niH
mnanedo Tabmerku ot npeauuHia KOK. Ako € u3nonssana BarHHaNeH NPLCTSH WM TPaHCAEPMAJICH
IUTaCTHp, eHaTa TpAOBa Aa 3anovHe npMema Ha Kpunea 3a IpeAnoYHTaHE B ICHA HA CBATIAHCTO MY,
HO HE MO-KBLCHO OT JICHS, B KOATO € TpAOBano J1a ce HAllpaBH CJIENBANAaTa aruKanya.

. [lpeMiHaBaHe OT METOJ CAMO C MPOFECTOreH (Xanue, MHXEKInA, HMIUIAHT €aMo ¢ NpOrecTOreH)
HJTH BBTPEMATOYHA CHCTEMA, OCBOGOXnaBama nporecrored (BMC).

JKenara MoxXe J1a NPEMHHE BbB BCEKH eH OT NSPHOAa Ha NPHEM HAMpOrecToreH- Chabpxaliia
tabnertka (o1 umiuianT wiv BMC B neHs Ha OTCTPaHSABAHETO MY, OT HHXKEKUHOHHA hopma, Koraro
TpsaGBa a ce HANPABM CIEABALIATA HHXCKLIMA), HO BbB BCHUYKH Te3H ciyyuad Tpabra na Onae
CbBETBaHa Jia M3MOJN3Ba NOMBITHUTENHO OapHeEpeH METO] 3a ITbPBHUTE 7 AHH HA NPHEMAHE Ha
TabNeTKnuTeE. ‘

. Cnen abopT B NbpBUA TPHMECTHD
JKceHaTa MOKE 1a 3anouHe BeAHara. Koraro npaBH TOBa, T4 HE €€ HyX1a€ OT AONBAHHUTENHH
KOHTPALICITUBHU MEPKH.

. Cneq paxkaane uiv adopT BbB BTOPHs TPUMECTHP

JKenure TpsaOBa 1a ObIAT CHBETBANM 1A 3AMOYHAT [IPUEMAHETO MEKIY 2 1-us 1 28-uf ACH Chel
paxnaHeTo uiik abopT BLB BTOPUR TpHMeCTbp. Koraro 3anouxe no-kbCHO, xkeHara TpsabBa 1a oObae
CbBETBAHA 11a H3MOJI3Ba JOIBIHUTENHO GapHEPEH METO Npe3 MbpBHTe 7 AHU. AKO 0baye Beue €
MMala MoJIOB KOHTAKT, TpAOBA lla ¢e H3KOUH OpEMEHHOCT NIpean NEACTBHTEITHOTO 3af04BaHe Ha
npueMaHeTo Ha KOK unn xxenara TpsabBa aa n34aka nbpeya CH MCHCTPYAJIeH LIHKLIT.

3a KbPMEILUH KCHH BHXTE TOYKa 4.6,

[loBeaenyie NpH NPONyCHATH TalJIeTKH
Mnaue6o TabneTkute OT Nocneauns (4-TH) pea ot 6aucTepa Morar aa 6baar urHopupanu. Te obaqe

Tps6Ba A2 6bAAT M3XBBPIEHH, 3a A3 ce N3GerHe yILIKaBaHe Ha NepYoa Ha IPHEMAHE Ha Tiaiedo
TabneTkHTe 110 HeBHMMaHKHe. CNenHHAT ChBET Kacae caMo MPOMyCHATH aKTHBHH TabneTKH:

AKO KeHATA € 3aKbCHANA 12 B3eMe Ta0NeTKa ¢ MO-MAaK0 oT 24 yaca, KOHTPauCeNTUBHATA 3ALIHTA HE
otcnabea. YKeHara cneaBa Aa Npueme Ta6NETKATa BEJHATA IOM CH CIIOMHH U clle/isaliara TabneTka
cneara aa On/e npuera B 0OOHUAHHOTO BpeME.,

AKO € 3aKbCHSIA A2 B3EME TabneTka ¢ moBseye oT 24 uaca, KOHTPAlIEITHBHATA 3aLINTA MOJKe a Oble
noHmwkeHa. [loseneHuero npu nponycHat TabneTKH MOXeE 1a CC OTIpeAL)i OT C/ISAHHTE ABE OCHOBHH
npaBua:

1. [TpenopLYHTENHUAT HHTECPRAT HA TabneTkk 6e3 xopMoH e 4 nuu. [IpreMaHeTo Ha TabJIETKH
HHUKOQra He TpaOBa Aa ce NpexbCeBa 3a MOBCUYE OT 7 JHM.
2. 3a 0a ce MOCTUTHE aA€KBATHO [TOTHCKAHE HA XHIIOTAIAMO-XUIIO(PH3aNnHO-0BapUanHara oc, ca

HEoOXxOoAMMY 7 IHH HENPEKBCHAT ITPHEM Ha TADJIETKH.,
CHOTBETHO B ©XKEAHEBHATA [IPAKTHKA MOraT Aa ObaaT NafieHH CIEAHUTE ChBCTH!

. Jlen 1-7

XKenata cnenpa Aa npueMe NMOCNERHATA NPOMYCHAaTa TabNeTKa BEAHAra IHOM CH CMOMHMH, J10PH aKo
TOBA 03HauaBa NpHeMaHe Ha JiBe TabieTkM eaHOBpeMerHo. el ToBa cneliBa Aa NPOAB/IDKA [a
npuema Tadnerkure B 006uYaiiHoTO Bpeme. B AomkIHEHHE ClEABA Ja ¢C N3T0J13Ba OapHepeH METOo,
HANPUMEP NPE3EpBaTHB Npe3 cheasaluuTe 7 AHK. B criyuail Ha [IONOB KOHTAKT B MPEAXORHHTE 7 IHH

OpeMeHHOCT.




- Hen 8-14

[lampeHTKaTa CieaBa Ja MpHeMe MOCNeHaTa MPonycHara TadieTka BeJHara oM CH CIIOMHH, 10pH
aKo TOBa 03HAYaBa NpHEMaHe Ha ABe TabneTkn eJHOBpEeMEHHO. Cien ToBa CJICABA Ja MPOJABbIYKH Aa
npuema TabneTkure B 00u4alinoTo BpeMe. ITpu YCIOBKE, Y€ KeHaTa € npyeMana TabjJeTKHTe
NpaBUJIHO Npe3 nepuoaa oT 7 AHU Mpelly MbpPBaTa NponycHara Tabierka, He € HYy»KHO a ¢€ B3UMar
NOMTLJIHHTETHYA KOHTPALENTHBHH MEPKH. AKo o6aue xeHaTta e npomycHana noseye ot 1 rabnerka, T4
Tpabra 1a 6bE ChBETBaHA 1A H3IOI3BA TOMbIHHTENHH NPEANa3Hi MEPKH B IPOABIKEHHE HA 7 HH.

. Nen 15-24

PHCKBT OT HAMATEHA HAAEKAHOCT € HEH30EeXKEH nopaau npeacrosiara ¢gasa Ha Miauedo TabIeTKHy.
Bobiipek T0Ba, 4pe3 KOPHTHPAHE HA CXEMAaTa Ha IPHEMAHE Ha TabJIETKUTE, BCE OLIC MOXE Jia CC
IPEIOTBPATH HAMaNABaHE Ha KOHTPauenTHBHATa 3auuTa. [ [puabpikaliku ce KbM €1Ha OT CAEAHWTE
JB€ Bb3MOMHOCTH, HE € HEOOX0IUMO U3NOI3BAHETO HA JAOITBIHHTENHH KOHTPALENTUBHH MCPKH, TIpH
yCIIOBHE, Y€ B 7-Te NHH NpeIn [IbpPBATa MPoIyCHATa TabNeTKa )KeHaTa € MPUEMana BCUYKY TabJIeTKH
npasuiHO. B npoTuseH cny4vait xeHara TpAOBa na ciaeasa MbpBaTa OT TE3H ABC BBIMOKHOCTH H /1a
H3M0JI3BA NONBIHUTEIHU NTPEeANa3Hi MEPKH 3a ClieasalllTe 7 IHH.

1. XKenara cnejpa na npHeMe NOCASAHATA TIPOIyCcHATa TabneTka BeAHara oM CH CIfOMHH, A0pH
aKo TOBa 03HAYaBa [PHEMAaHE Ha ABe TabneTku eanoBpeMerHo. Cnell ToBa T4 CAeNBa 1a MPOALKH 1
npueMa TabneTkure B 0GHUANHOTO BpeMe, I0KATO MIPHEME BCHUKH aKTHBHH TabneTku. 4-1e nuauedo
TabIeTKy OT NocienHns pen TpA6Gsa Aa ce mxebpaaT. Chensamara Gn1iMcTepHa onakoBka TpsOBa fia ce
3ano4He BeaHara. Manko BepoATHO € skeHaTa a MoJIY4H ,,0TNAJHO" KbPBEHE B KPad HA CEKLIMATA €
AKTMBHU TAONETKM OT BTOPATa OIIAKOBKa, HO MOKE J1d BE3HUKHE 3alanBaHe WX HHTEPMEHCTPYANHO
KbPBEHE B IHMTE HA IPUEMaHe Ha Tal/eTKHTE.

2. X enata Moxe cbiio fa 6ble NOCHBETBAHA A2 NMPEYCTAHOBH PHEMA HA AKTHBHHTE TA0NETKKN OT
TekyLiaTa 6nucTepHa onakoska. Cnen Topa T4 TpsaOBa 1a npHema ruranedo TabieTKUTe OT MOCHEAHM
pen 3a EPHOA A0 4 JHH, BIIIIOYHTENHO AHUTE, B KOMTO € NponycHala TabneTky, 1 ciel ToBa na
OPOALIKH CbC CNeapalara OIHCTEPHA ONaKoBKa.

AKO eHaTa € nponycHana TabJIeTKy U BIIOCNE/ACTBUE HE NTONYUYH ,,OTNagHO* KbpBeHE BHB (azaTta Ha
npueMaHe Ha niaiebo Tabnerkure, Tpabpa 1a ce UMa npedB/l, Ye ChiLlECTBYBA BB3MOKHOCT 32
3abpeMeHABaHE.

CunBeT B c1y4ail HA CTOMALIHO-YPEBHHY HAPYIIEHHSA

B cnyy4aii Ha TEXK# CTOMALIHO-YPEBHH HapyLleHHs {Hanp. NospblUaHe Wix adapus), abcopounara
MOJKE Ja HE € IThJTHA M TPAOBA J1a ce MpeAnpUeMar AOMBIHUTENHH KOHTPALEITHBHA MEPKH. AKO €€
MOsBH MOBPbLIAHE B paMKHTE Ha 3-4 4Yaca cie] npHeMaHe Ha akTiBHa TabneTka, TpaOBa na ce npueme
HoBa (3aMecTBailla) TabneTka Bh3MOXKHO Haji-ckopo. HoBara Tabnerka Tpadsa 1a ce NpUEME B
paMKHTE Ha 24 vaca oT 0OW4aiHOTO BpeMe Ha TIpUEMaHe Ha TabneTKaTa, ako € Bb3MOXHO. AKO €a
W3MHHAJIN NoBeYe oT 24 yaca, TpsabBa aa ce cnefBa ChBETHT 3a IPONYCHATH TabJIeTKH, KAKTO € NaAeH
B Touka 4.2 ,Jloeenenue npu nponycHatu TabaeTku . AKO XeHara HE XKellae Aa POMEHH oOWuaiiHara
CH cXeMa Ha Ip¥eMaHe Ha TabneTkuTe, T TPAOBA Na B3eMe NompiHUTENnHa(HM) TabneTka(n) OT Apyra
OnucTepHa OMnakoBKa.

Kak aa ce OTJA0XKH ,,0TOHaAHOTO“ KhpBeHe
3a 13 320aBM MEHCTPYANTHHS CH LIMKBJL, )KeHaTa TpAOBa 1a MpoAbIKU ¢ Apyra O/iMcTepHa OMaKoBKa
KpHuea, 6e3 1a B3ema 1uiaieto Tabnerkure OT HACTOANIATA ONakoBKa. ToBa MOXKE a C€ NPOABIKH
TOKOBA ARJITO, KOJIKOTO XeHaTa JKenae A0 Kpas Ha BTOPATA OIakOBKa ¢ aKTUBHH TabneTku. 1o BpeMe
HA YABIIKABAHETO KEHATA MOXKE /1A [IOYYH MHTEPMEHCTPYANHO KBPBEHE HIIH 3auanBaHe. PenoBHUAT
nprdeM Ha Kpuilea ce mognosaBa ciel dazara Ha wiauebo tabrerkure.

3a npeMecTBaHe Ha LMKLIA B IpYT A€H OT CEAMULIATa, pas/IHueH OT CeralluHMA MPpH HacToALlaTa
CXEMa, JKEHaTa Moxe 43 ObAe NOChBETBAHA A3 CKBCH NpencToamara (asa ¢ mwianedo TadrneTkH ¢
TONKOBA JIHH, KONKOTO *enae. KoNKoTo no-KpaThK € HHTEPBATLT, TOJIKOBA MO-BHCOK € PHCKBT T 12
HE MONY4YH ,,0TNIaAHO™ KbPBEHE, & HHTCPMEHCTPYATTHO KbPBEHE WM 3aUalBaHe no BPCMC HA NpHEMA
Ha CNI¢ABAlIATA OMaKOBKa (TOYHO KaKTo Mpy 3abaBsiHE HA LIMKbIA). -




HauuH Ha DpUIOXKEHHE
3a nepopaiHo NPHICKEHHE.

4.3 IIporusonoxazauus
KombuHupanmTe xopmoHanHe KonrpatenTuey (KXK) He TpsabBa 1a ce H3NON3BAT IIPH CIEAHHTC

CBCTOAHMA. AKO HAKOE OT Te3H ChCTOSIHHUS CE IOSBH 3a MPHB [T 110 BpeMe Ha yroTpebara Ha KXK,
NMpHEMBT Ha NPOAYKTa TPAOBa Aa ce cnpe He3abaBHO.

. CBpbX4YyBCTBUTENHOCT KbM aKTHBHHUTE BEIIECTBA UM KbM HAKOS OT NMOMOLUHHUTE BELIECTRA,
n30poeHH B Touka 6.1.
° Hanuune uau puck or BeHo3Ha Tpomboembonusa (BTE)

o Beuxo3sna rpomboemboansa — nacrosia BTE (Ba anTukoarynaHTH) WM aHaMHe3a 34

TaKkaBa (HanpHMep IbI60Ka BeHosHa TpoMbo3a [JIBT] uiu 6enonpobya embonus [BE])
o H3pecTHA HacnencTBEHA WK nipuaoGUTa MPEAPA3NOI0KEHOCT KbM BEHO3HA

TpoMGoeMEonHua KaTo pearcTenTHocT KbM APC (srnrouutenHo daxrop V Ha Leiden),

nepuuuT Ha anTUTpoMbun-1i1, neduuuT Ha mporeud C, nedHIHT HA NPOTEHH S.

O [onsamMa XHpypryyuta HHTEPBEHIIUA C POABIKUTENHO 00€31BHKBaHE (BXK. TOYKA 4.4)
O BUCOKUAT pUCK OT BeHO3Ha TpoMboeMOonusa ¢ ABJIKH Ha HAUTHYAETO Ha MHOXKCCTBO
pUcKoBH GakTopH (BXK. Touka 4.4).
. Hanuuue unu puck ot aprepyaina Tpomboemodonng (ATE)
e ApTepuanna TpomMGoeMB0NHs — HACTOAINA apTepuaiia TpoMOoeMOOoNMs, aHAMHE3a 32

apTepuanta TpoMGoeMGonua (Hanp. MHGAPKT Ha MHMOKap/a) HIH NPOAPOMAIHO
CBCTOAHUE (HAMp. CTCHOKAPAHA).

O LlepebpoBackynapHo 3aboaBaHe — HACTOSAIL HHCYIT, aHaMHE3a 3a HHCYJIT WITH
NPOAPOMATHO CHCTOSHUE (HANP. NPEXOAHA HCXeMuyHa ataxa, [THA).

O H3BecTHa HacneAcTBEHa WK NpUACOHTA NPpeapasnonoXkeHOCT KbM apTepHallHa
TPOMEOEMEOIHA KATO XHIIEPXOMOLUMCTEHHEMHS H aHTHPOCHONNMHINYA AHTUTENA
(AHTHKAPOHOMMITHHOBU aHTHTENIA, TYIYCEH aHTUKOary/1aHT)

e AHaMHe32 332 MUrpeHa ¢ pokanHH HEBPONOTrHYHH CHMIITOMH
O Bucok puck ot aprepuanna TpomGoeMbonna BCAeaCTBHE HA MHOYKECTBO PHCKOBH
daxropu (BK. TouKa 4.4) WIK HAa HABHYHETO HA €HH CEPHO3EH PUCKOB (aKTOp KaTo:
3axapeH AHa0eT ¢bC ChOBH CHMITOMH
TeXKa XMIIEPTOHUSA
TEXKKa OUCITUIIONPOTCHHEMHS
) Hanuuue unu aHaMHe3a 3a TEKKO YepHOApOoOHO 3adonaBane, MpH MOJIOKEHHE Ye
YepPHOAPOOHUTE PyHKUHOHAHN MPOOH HE ¢a ce BbPHAIU KhM HOPMATHUTE CH CTOHHOCTM.
. Texka 6b0peuna HeTOCTATBYHOCT MK OCTpa 6BOpEeUHa HEAOCTATBYHOCT
. Hanuuue unu aHaMHe3a 3a 4epHOAPoGHH TYMOPH (R06pOKaYECTBEHH HITH 310KAHECTBEHH)
» M3BECTHH MNH TIPEANONaracMy 3JIOKAYECTBEHH 3a00NaBaHUA, NOBIHAHH OT [IOI0BHTE XOPMOHH
(Hamp. Ha TEHUTATHUTE UJIH ThEPIUTE)
. HeauarHocTuuMpaHo BarMHAIHO KbPBEHE
. EnnoBpeMenna ynorpeda ¢ nekapcrBeHH NMpPoAyKTH, ChAbpHaIUX oMbATacRUp/MapuTanpesup/

PHTOHABHP M nacaGyBup, JIEKapCTBEHH MPOAYKTH, ChAbPKAIIH FIEKANPEeBUP/ MAOPEHTACBAD HITH
corocOyBHp/BennaTacBHp/BOKCUIanpesup (Bxk. Touka 4.5).

4.4 CrhneuMaaHy npeaynpekIeHHN i NPeana3sHH MEPKH npu ynotpeda

IpeaynpexaeHusn
AKO € HUIHLE HAKOE OT MOCOUCHHUTE MO-10/Y CHCTOSHHA WM pHckoBH dakTopu, TpabBa Aa ce 00CHIH
C XeHaTa Aally € NOAX0AAIIO W3NoA3BaneTo Ha Kpuuea.

B cnyuaii Ha BNoWABaHe WM ITHPBA NOABA HA HAKOE OT TE3H CHCTOAHUA WM PHCKOBM QAKTODH,
sKeHaTa TpabBa fa 6ble NOCHBETBAHA [a ¢ CBBPIKE € JIEKaps CH, 3a Aa Ce ONpeaenu Janu ynorpebdara
Ha Kpuilea Tpa®Ba na ce npeyCcTaHOBM.

B cayuyaii Ha cbmHenwe 3a uwnm notespacHa BTE wnn ATE, ynortpebGara Ha




MOAXOAALLA aNTEPHATUBHA KOHTpALENLMs NMopaaiu TepaToreHHOCTTa Ha aHTHKoaryJlaHTHara Tepanus
(KyMapuHH).

s LiupKyaTopHn HApYWIEHHS

Puck ot BeHo3na rpomboemdonns (BTE)

Vnorpebara Ha Bceku KomOuHHUpaH xopmoHasieH konTpauenTus (KXK) noBuiuasa pucka OT BEHO3Ha
Tpomboembonus (BTE) B cpaBHenue ¢ To3u npu auua, kouto He ynorpedasar KXK. IpoaykTH,
KOHTO ChABPKAT JIEBOHOPrecTpes, HOPreCTHMAT HJIH HOPETHCTEPOH, €A CBbP3aHH ¢ HaH-
Huckusi puck ot BTE. Ipyrn npoaykrTu kato KpHuea moske 1a HMAT 10 ABAa MbTH M0-BHCOKO
HHBO HA pHcK. PelienneTo 1a ce H3Mo/A3Ba APYr NPOAYKT, Pa3jHYeH OT TO3H ¢ HAH-HHCBK PHCK
ot BTE, TpstBa aa ce B3ema camo cjea 00CbhbKIaHe ¢ ’KeHaTa, 3a /1a ce rapaHTHpa, 4e Ts
pa3oupa pucka or BTE npu Kpuuea, kak HeifiHHTe HACTOSIIIH PHCKOBH (PAKTOPH BJIHAAT HA
TO3M PHCK M TOBa, 4e puckbT oT BTE e Haii-BHCOK npe3 mbpBaTa roiHHa Ha ynorpeda.
CohumecTrByBarT H 1aHHH, Y€ PHCKBT Ce YBeJHYaBa NPH NOBTOPHO 3aM04YBaHe HA NMPHEMA HA KXK
cJiell npeKbCcBaHe Ha ynorpebdara 3a 4 ceAMHIIH HJIH NOBeYe.

[Mpu xenn, kouto He u3nonssat KXK u He ca 6pemennn, okosno 2 Ha 10 000 we pa3sust BTE 3a
NepHO OT e/1Ha rouHa. Bunpeku ToBa, NpH Besika OT/IEHA XKeHa PUCKBT MOJKe Aa Obie MHOTO 1o-
BHCOK, B 3aBUCHMOCT OT HEIHUTE OCHOBHM PHCKOBH (pakTOpH (BXK. NO-10J1Y).

HU3suncieno e', ue ot 10 000 sxenn, kouto uznonssar KXK, chabpikaliy ApocnupeHoH, Mexkay 9 u 12
KeHM 1e pa3BuaT BTE B pamkuTe Ha eHa roaMHa; ToBa € CpaBHUMO C 6° NpH )KeHH, KOUTO U3M0JI3BaT
KXK, cbabpxaum J1eBOHOprecTper.

U B nBara cayyas 6poat Ha BTE roaumHo e no-manbk ot 6posi, ouakBaH no BpeMe Ha OpeMeHHOCT
WJIK CNel paXkaaHe.

BTE moxe na e ¢aranna B 1-2% ot cayyaure.

bpoii na cay4yaure Ha BTE na 10 000 ;xenn B paMKHTe HA €1HA NOAHHA
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Bpoit na ciynau na BTE
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I H'"f’”—“”“' - KXK, codvpucamu 1esonopiecmpenl  pYK, cyduprcainn
KXK (2 caynan) (5-7 caynan) dpocnupenon (9-12 ciynas)

M3KII0MHTETHO PSZIKO ce ChobIaBa 3a TpoMG03a B IpYTH KPbBOHOCHH ChI0BE, HAMp. YEPHOAPOOHH,
Me3eHTepHAITHHN, OBOPEYHH WIIH PETHHAIIHN BEHU M apTEpHH, NpH nauueHTky, npuemaum KXK.

' Te3u cnyyau ca U3YMCIIEHH Bb3 OCHOBA HAa BCHYKH JAaHHH OT €NUAEMHOIOrMYHHTE NPOY1BaHHs, KaTo
CE M3MO0A3BAT OTHOCHTEIHMTE PHCKOBE 3a pa3in4yHHUTE NMPOAYKTH B cpaBHeHHe ¢ KXK, ChabpKalln
JIEBOHOPrecTper.

? CpentHa Touka B MHTepBaia ot 5 10 7 Ha 10 000 xeHu Bb3 OCHOBA HAa OTHOCHT




CLABLPKALLM JIEROHOPTECTPEN, CIIPAMO KEHH, KOHTO He npHemar KXK, ot npubmiaurento 2,3 o 3,6.

Puckosn ¢paxropu 33 BTE

PHCKBT OT BEHO3HM TPOMOOEMOOIMYHH YCIIOKHEHHA NPH xeHH, ninonssaly KXK, Moxe
3HAYMTENHO 12 HAPACHE NPH KEHU C JOMTBAHHUTENHN PUCKOBH (pakTOpH, OCOOEHO aKO HMA MHOKECTBO
TakvBa pakTopH (BX. TaOmuuara).

KpuLiea e mpoTHBOMOKA3aH, aKO NafeHa JKeHa HMa MHOXECTBO PUCKOBH (DaKTOPH, KOUTO A H31araT Ha
BHCOK PHCK OT Pa3BHTHE Ha BEHO3HA TpoMOo3a (BXK. TOuUKA 4.3). AKO Aa[CHa KEHA MMa N0OBEUE OT
e0WH PUCKOB (aKTOpP, Bb3MOMHO € YBETHYEHHETO HA PHCKE 12 € NO-To/IIMO OT CyMaTa Ha OTAC/THUTE
$akTOpH - B TO3H CiIyHait TpaOBa Ja ce uma npeapua obwms i puck oT BTE. Ako ChOTHOIIEHKETO Ha

4
MOJI3UTE U PHCKOBETE €& CYMTA 3a oTpruarento, KXK He Tpabea na ce npeanucsa (Bx. Touka 4.3).

Tabanua: PuckoBu ¢paktopu 3a BTE

PuckoB pakrop

KomenTap

3atnbeTARane (MHAEKC Ha TeJIeCHa Maca Hajl
30 kg/m?)

PUCKET 3HAUMUTEAHO C€ YBenuyara ¢
noexluaeanero Ha UTM.

QcobeHo BAKHO € J1a Ce NpeueHH JaJld HMa u
APYTH pUCKOBH (aKTOPH.

[IpoawnxkurenHo obe3ABHKBARE, roldMa
XUpYyprvyHa HHTEPBEHIUA, BCIKAKBA
XHPYPruyHa UHTEPBEHIMA HA KpaKara Wil 1a3a,
HEBPOXHPYPIUA WIH FONAMa TPaBMa

3abenexka: BpeMEHHO 00e3IBHIKBAHE,
BKITKOYHTESIHO NBTYBAHE ChC CaMOneT Hal 4 4aca,
MOXKE CbIlo Aa 6bae prckos ¢aktop 3a BTE,
0CcODEHO MPH HKEHU € APYTH PHCKOBH PakTopu.

B Te3u cuTyanuy € npenops»yUHTEesiHO Aa e
MpeycTaHoBH ynotpedara Ha Xan4eTo (B ciyvad
HA M1aHOBA onepaliid HaH-MaJKO 4YETHPH
CeaMHIIA 110-paHo) H 1A He ¢ BE30OHORABA
IPHEMBT [0 OBE CEAMULH CAEMN IIBTHOTO
pa3gBUKBaHe. 1pAabBa oa ce M3NON3Ba ApyT
METOJ Ha KOHTpauenuus, 3a Aa ce H3berne
HEKeJIlaHa OpeMEHHOCT.

Tpabea na ce OOMHCIN AHTUTPOMOOTHUHO
seueHne, ako ynotpebarta Ha KpHuea He €
NMPeYCTaHOBEHA MPEABAPHUTEIHO.

Hannuune Ha ¢paMHiIHA aHaMHe3a (BEHO3Ha
TpoMboembonusa npu Opar/cecTpa UnKu poaHTEN,
0COOCHO B CPaBHHUTEIHO PaHHA BB3pacT, HaIp.
nog 50-roauiiHa Bb3pacT).

AKO MMa CbMHCHHE 32 HACJIeACTBEHA
Mpeapa3noIoKeHOCT, JeHara TpAa0Ba fa ce
00bpHE KbM CTIELHANIMCT 3a CBLBET, NPEIH 1a
B3eMe pelreHHe Aann aa u3nonssa KXK,

Hpyr# 3abonsasaHui, cBbp3adn ¢ BTE

Pak, CHCTEMEH JYITYC €PHTEMATO3YC,
XEMOJIHTUHYHO-YPEMHUYEH CHHAPOM, XPOHHWYHO
BB3MAAUTENHO 3a00NABaHe HA YepBaTa (bonect Ha
Kpon wiy ynuepo3eH KoJauT) H ChpIOBUAHO-
KJIeThYHa aHEMHSA

Hanpenpaina Bn3pact

OcobeHo HAD 35 FOAMHU

Hama KOHCEHCYC 3a Bh3MOXKHATA POJIA HAa BAPUKO3HATE BEHK H NOBBPXHOCTHIHA TPOoMOOGeOUT B
NoABaTa M MPOTPECHPAHETO HA BEHO3HATa Tpombo3a.

TpabBa na ce WMa NPEABKI MOBHINEHHAT PUCK OT TpomMOoemMb0a1Ud M0 BpeMe Ha OPEMEHHOCT, H 110~
CHELMANHO 6-CeAAMHYHHA TIEPHO], HA TyepnepuyMa (3a MHdopmaLua OTHOCHO ,,bpeMEHHOCT H

KbpMEHe" BXK. To4Ka 4.6).

Cuamnaromu Ha BTE (ava6oka seHo3Ha TpomM6o3a u Gesoapotna em0oaun)
B ciyuail Ha CHMNITOMH xeHHTe TpAOBa 1a OBAAT CHLBETBAHU J1a NOTBPCAT CrelHA MCAHUHHCKA

IOMOLL ¥ 2 MH(GOPMHUPAT 3IpaBHKA cnieuranuct, ye npuemar KXK.

Cumntomure Ha Aunboka BenozHa TpomGosa (J[BT) Morar fa BK/1104BAT:

- €AHOCTPAHHO MOAYBAHE HA KpaKa ¥/HjIu XOAWIOTO, WIH MO NPOIBIXKEHHETO Ha BCHA B KpakKa,
- Gonka UIHA YYBCTRUTENHOCT B KPaKa, KOSTO MOXE Ja Ce YCeilla CaMO NMpH CTOCHE MM BbPBEHE,
- 3ATONAHE Ha 3aCErHaTHA KPaK; 3auepBABaHe WIM IpOMIHA HA LBETAa HA KOXAaTa Ha Kpaka.

Cumnromute Ha Oenoapobna emGonua (BE) Morar Aa BKitoyBar:
- BHE3aNHA M0sBA HA HEOOACHUM 3aa0yX WIH YYE€CTEHO AHIIAHE;




- BHC3AIIHA KAINTHUA, KOATO MOKE J1a opoe CBBLp3aHa C XCMOIITH34a,

- ocTpa O0MKa B IEPAMUTE;
- TEXKKA 3aMasHOCT W/IH BUEHE HA CBAT;

- YCKOPEH WIH HEPABHOMEPEH ChPACUEH PUTEHM.

Hsikou oT Te3u cuMnToMu (Harp. 3a4yX, Kalukuua) ca HecrneudpUYHE 1 Morar 1a 6baaT HeNpaBuiIHO
HHTEPIPETUPAHH KATO NI0-YECTO CPEIAHU WIH TI0-MAJIKO TEeXKH ChOUTHA (HAMp. HHPEKIHHA Ha

JUXATCIIHHTEC l'l'bTHl.l.IEl).

JIpyru npy3HAUM HA ChAOBA OKJIY3HS MOraT Jia BKJAKUBAT: BHE3alHa 00/Ka, OTOK W JIEKO NOCHHABAHE

Ha KpanHHKA.

AXO BB3HHMKHE OKIY3HA B OKQO, CHMIITOMHTE MOTaT Aa Bapupar oT 0€3001e3HEH0 3aMbIABAHE Ha
3PEHUETO, KOETO MOXE Aa MporpecHpa Ao 3aryba na 3penueto. Ilonakora 3aryba Ha 3peHHE MOXE Na

BE3HHKHCE INNOYTH BEAHArA.

Puck ot aprepiaiana rpom6éoembonns (ATE)

B enuaeMHONOMMYHH NPOYUBAHHA € YCTAHOBEHA BPh3ka Mexay ynorpebara Ha KXK u noBuiieHHs
PUCK OT apTepyanHa TpoMGoeMbonusa (MHGApKT Ha MHOKApAa) HAH OT MO3BbYHO-ChI0B HHUIHIACHT

(HAIIp. MPEXOAHA MCXEMHYHA aTaKa, MHCYIIT). ApTepHanduTe TpoMOoeMOOINYHY cHONTHS MOTAT 12

OBaar aranHu.

Pucxosn ¢paxropi 3a ATE

PUCKBT OT apTepHaTHK TpoMOOoeMOOINYHH YCIOXKHEHHS WIH OT MO3bYHO-CBIOB MHLIHICHT TIPH XCHH,
npuemaiy KXK, ce ypenuuasa npu xeHu ¢ puckoB daxTopH (BXK. Tabnuuara). Kpuuea e
MPOTHBOMNOKA3aH, aKO JafeHa KeHa HMa CEPHO3EH HITH MHOKECTBO PUCKOBH (dakTopu 33 ATE, KOHTO
A M3NaraT Ha BHCOK PHCK OT pa3BHTHE Ha apTepHanHa Tpombo3a (Bk. Touka 4.3). AKO Na/IEHa JKeHa
MMa MOBEYE OT €HH pUCKOB (PaKTOP, BB3IMOXKHO € YBEJTHYCHHUETO Ha PUCKA /14 € MO-roaaMo OT Cymara
Ha OTAEeNHUTE DAKTOPH - B TO3M CIIyyaii TpAOBsa Ja ce MMa NpeABH/ 00K ¥ pUCK. AKO
CHOTHOLLIEHHETO Ha IIO/I3HTE H PUCKOBETE ¢e CuMTa 3a oTpuuarenHo, KXK He Tpsbsa ma ce MpeAnucaa

(x. TOuka 4.3).

Tadanna: PHckoBH paxtopu 3a ATE

Puckos paxkrop

KomMmenTtap

Hanpeasaiua ss3pacr OcobeHo Ha 35 ronuHH

TIOTIOHOIIYHIEHE Kenute TpadBa ta 6bAaT CbBETBAHMW 1A HE NYIHAT, KO KENAAT Ja
w3nosrsat KXK. Xenu naj 35 roaMHu, KOHTO NPOAB/IKaBaT Aa
nyiat, TpadBa fa 6bAaT HACTOHYHMBO CHBETBAHH [a M3NO3BAT
DA3TMYCH METOA HA KOHTPALEIILIHE.

XHUNEPTOHHA

3aTabCTaABaHE (HHIASKC Ha TeleCHA Maca Hajl
30 kg/m?)

PUCKBT 3HAYUTENTHO CE YBENUaBa ¢ noBvlaBanero Ha MTM.
OcoGeno BasKHO NPH XKEHH ¢ ZOMBTHATENHH PHCKOBH (PAaKTOpH

Hannaue Ha pamunna anamsiesa (aprepHanHa
TpomOoemOonns npu Opart/cecTpa WM poJUTeN,
0Cc00EHO B CPaBHUTENHO paHHA Bb3pacT, HAIIP.
nof 50-roaMilHa Bb3pacT).

AKO MMa CbMHEHHE 33 HaC¢ACTBEHA [IPEAPA3NON0XKEHOCT, KEHATA
TpabBa 1a ce 00bPHE KbM CNeLHaNnMCT 33 ChBET, IIPEIH Na B3CMe
pemieHie aanu aa uinomssa KXK.

Murpena

YBeNIUYaBaHeTo Ha YeCTOTaTa Wi TeXEeCTTa HAa MUTPEHOZHATE
NpUCTBITK 1o BpeMe Ha ynorpebara Ha KXK (koero Moxke aa 6b/e
NPOAPOMANHO Ha MO3BYHO-ChI0BO CHOHTHE) MOKeE Na Obae
MPHYMHA 32 HE3a0ABHO NIPEKpaTABAHC HA JICUCHUETO.

JApyrd MEAHLIMHCKY CHCTOAHHSA, CBBP3aHH C
HEKENIaHH ChIOBH CHOMTHSA

3axapeH aHadeT, XHIIEPXOMOUMCTENHEMHUS, KIIAITHO ChPACHHO
zaondaeane ¥ NPeAChPAHO MBKAEHE, AUCAHTIONPOTEHHEMHA H
CHCTEMEH JIyNyC EPHTEMATO3YC.

Cumoromu ua ATE

B cnyuait Ha cHMATOMH XeHUTe TpAOBA ja ObaaT CbBETBAHH 1A MOTBPCAT CNelll




MOMOLL, M A2 HHGOPMHUPAT 3ApAaBHHA CIieLManHCT, ye npueMar KXK,

CHMNTOMHTE HA MOIBYHO-CHA0B HHUHIAEHT MOTAT Aa BKJIKOYBAT:

- BHE3AMHO H3TPLIIBAHE WIH cNabocT Ha JIMLETO, PhKaTa WK Kpaka, 0co0eHo OT €1HaTa CTpaHa
Ha TAJIOTO;

- BHE3aIMHO 3aTPYIHEHHE NPH X0JSHE, 3aMastHOCT, 3aryfa Ha paBHOBECHE WK KOOPAHHALNA;

- BHe3arnHa 00bpKaHOCT, 3aTpyAHEH TOBOP WIH pa30upaHe;

- BHE3aMHO 3aTPYAHEHO BHX/IAHE C €JHOTO HITH ¢ JIBETE OYH;

- BHE3AIMHO, TEXKO WM MPOABMKUTENHO INaBobonne 63 H3IBECTHA IIPHYKHA;

- 3ary0a Ha Cb3HaHHE WM MPUNAaAbK ChC WM 0e3 rbpu.

BpeMeHHHTE CUMITTOMH NMPEANONarar, 4¢ CbOUTUETO € NMpexoHa HCXCMHUUHA araka (TTHUA).

CumnromuTe Ha MHQapkT Ha MUokapaa (M) morat aa BKIO4BAT:

- Oonka, IMCKOM(OPT, HANMPEKEHHUE, TEKECT, YCEIIAHE 3a CTATAHC WIIH ITBJIHOTA B MBPANTE,
pbKaTa WK NOJ MPbJHATA KOCT;

- AUCKOM(DOPT, pasnpPOCTPAHABAIL CE KbM I'bp0a, YeniocTTa, rvploTo, pbKara, CTOMaxa,

- YCEILAHE 3a CHTOCT, JIOILO XPAHOCMUIIAHE WK 33/1aBAHE,

- M3NOTABAHE, [AJICHE, NOBPLUIAHE WM 3aMasHOCT;,

- TIPEXOMEPHA ¢1aboCT, TPEBOXKHOCT HITH 3aAYX;

- YCKOPEH HITH HEPAaBHOMEDEH ChPAEYEH PUTHM.

. TymopH

B HAKOH €NHAEMHOIOrHYHH NPOYYBAaHHMS ce CbobLIABA 32 NOBHIIEH PUCK OT PAK HA MATOYHATA LIAHKA
npu awarocpovHa ynorpeda Ha KOK (>5 roanH#u), Ho Mpoak/ikaBa ia uMa NpoTHBOPCHHNA OTHOCHO
CTEMEHTA, IO KOATO NooGen pesynTar JOMbIBa YBpeKIaUMTe eQeKTH Ha CEKCYATHOTO NMOBEACHUC H
thakTOpH KaTo YoBeLIkM nanuaoMed Bupyc (HPV).

Merta-aHanu3 Ha 54 enUAEMHOIOTMYHH NIPOYYBAHMA MIOKA3Ba, Y€ HMa NEKO NOBHHIEH OTHOCUTCICH
puck (RR=1,24) NpH JHAarHOCTHLIHPAHE HA PaK Ha FbpAATA MpH xexi, m3nonssamm KOK.
[ToBHLIEHHAT PHUCK HOCTENIEHHO H34e3Ba B MPOJBIDKEHHE Ha 10 ronnHy ciex cnyupade Ha ynorpebara
na KOK. Tsii KaTo pak Ha Cbpaara ce Cpeiua paako NpH xkeHH nod 40-roguuiHa Bs3pacT, NOBHIICHHAT
6poii Ha AUArHO3WTE 3a Pak HA CbPAATA [PH KEHH, YNOTPeGABALLN WIH YIIOTPEOABAITH KOK, e manbx
CrIpaMO 001MA PUCK OT paK Ha repAaTa. Te3u npoyuBaHHA HE JaBaT AOKA3aTeNCTha 3a IPHHHHHO-
cneacTBeHa Bpb3ka. HabnogasaHuaT MoZen Ha NOBMILEH PHCK MOXKeE /12 ¢ IBJKH Ha N0-paHHa
JAMArHOCTHKA HA PaK Ha I'bPJATa MpH keHH, npueMamy KOK, 6uonorimunute edextu Ha KOK niu

KOMOHMHALMA OT ABere. PakbT Ha rbpaata, nuarHoctuupan npu npueMammre KOK sxeHn, € B 11o-
paHeH CTalMii, OTKOJIKOTO TO3H, JHATHOCTHIMPAH [IPH JKEHH, KOMTO HUKora He ca mpreMany KOK.

B penku cayuad ¢a A0KIAIBAHK A0OPOKauUeCTBEHH M B [TO-PEIIKH CTYYaH 3/10Ka4€CTBCHH
yepHoapoOHH Tymopn npH ynotpebara Ha KOK. B oraenn cnyqau Te3H TyMOpH €a JI0BEIH 110
’KMBOTO3aCTPaIlIABALIM UHTPaabOMHHATIHH KpbBou3nusH. [lpu audiepeHlanHaTa Hardo3a TpaOBa
113 ce UMa NpeJBUI YepHoapobeH TyMop, Koraro np xexH, npuemawid KOK, ce nogBAT CUITHA OONKH
B KOpEMA, YBETHUCHHE HA YePHHA Apo0 WM NPHU3HALM HA HHTPaadIoMUHATICH KPBBOU3/NB.

MMpu W3n0/13BaHeTO Ha MO-BHCOKH 4031 KOK (50 pug eTHHUNECTPaguo), PUCKBT OT EMIOMETPHAIIEH
WM OBapHaneH kapuuHoM cnana. OcTasa g ce NOTBBPAM Ay ToBa ce oTHacs M 3a KOK ¢ no-Hucku

JO3H.

o JApyru chCrogHNs
[lporecTHHOBHAT KOMNOHEHT B Kpullea € alxoCTepOHOB AHTATOHUCT € KaJIMi-ChXpaHsgBallH CBOHCTBA.
B nose4ero ciydad He Ce OYaKBa MOBHIIABAHE Ha HMBATA HA Kanuid. B KTHHUYHO NMpOYy1BaHe obave,
TIPH HAKOH TALMEHTH C IEKO WIH yMepeHo OB0peuHo yBpexaaHe U €1HOBPEMCHHA ynoTpeda Ha
Ka/THii-ChbXPaHABALlIH JICKAPCTBEHH MPOMYKTH, CEPYMHHTE HUBA HA KATHA JIEKO, HO HE 3HAYHTE/NHO, CC
NOBHLIABAT MO BPEME Ha npHeMa Ha apocnupeHon. [lopany Tosa ce npenoprysa 1a ¢ MpoBEPABa
CEPYMHMAT KanHH N0 BpeMe Ha ITbPBHs LIMKHI Ha JIeYCHHE NTPH HalueHTy ¢ OvOpeina /\
HEIOCTATHYHOCT U CEPYMHHS KaIHH MPEAM JIEHESHHETO B TOPHHUSE pepEepeHTeH Anan ‘




BpPEME Ha €AHOBPEMEHHA YNIoTpeba Ha KalHii-ChXpaHaBallH JIEKAPCTBEHH NPOAYKTH. BukTe ChIl0
TO4KaA 4.5.

Keny ¢ xuneprpuravueprnaemMus Wik paMuiHa aHAMHE3a 34 TaKaBa MOXKE A3 €A M3NIOKCHU Ha
MOBHLICH PUCK OT NMaHKpeaTUT npH usnonzeane Ha KOK.

Bunpeku ye uMa chLoOILICHHA 32 JIEKH MOBUILNEHHA Ha KPBBHOTO HATATAHE [IPH MHOTO KEHH,
npueMalid KOK, knMEHYHO 3HaYKHMO MMOBULLIEHHE ce HaOmogasa psaaxko. CaMo B TE3H PEAKH CiydaH €
OTnpaBaHo He3a0aBHOTO NpeycTaHoBaBaHe Ha ynortpebara Ha KOK. Axko no BpeMe Ha ynoTpeda Ha
KOK npu eeue chluecTByBalla XUNEPTOHUA, IOCTOAHHO MOBHIICHHA CTCHHOCTH HA KPBBHOTO HANATAHC
WJTH ZHAYHUTEITHO NIOBUILABAHE HA KPBBHOTO HAMATAHE HE C€ [IOBJIHABA aICKBATHO OT
aHTHXHIEPTEH3HBHO JieyeHue, ynorpedara sa KOK TpadBa aa ce npeycraHoBH. B cnyyan Ha
HeobxoaumocT ynorpebara Ha KOK Moxke 1a 6b1e BE300OHOBEHZ, K0 ¢ AHTUXHISPTCHIUBHOTO
ACYEHWE MOTaT Ja ¢ MOCTUrHAT HOPMOTEH3MBHU CTOHHOCTH.

MMa cboOenns 3a MoABa WK BAOUIABAHE HA CNEIHUTE CHCTORHUA KAKTO NPH OPEMEHHOCT, Taka U
npu ynotpeda Ha KOK, Ho nokazarencreara 3a Bpb3ka ¢ ynotpebara Ha KOK ca neybenurenHu:
KBJITCHHLIA WUTY NPYPUTYC, CBBP3aH ¢ XONECTa3a; KAMBHH B XKIbUKATa; NOpHUPHS, CUCTEMEH JIyITYC
EPUTEMATO3YC; XEMONMTHYEH YPEMHYEH CHHAPOM; Xxoped Ha ChneHxam; recTallHOHEH Xeprec; 3aryoa
Ha CyX, CBbp3aHa ¢ OTOCKJISpO3a.

Ex30reHHWTE ECTPOreHH MOraT Ja MPeAM3BHKAT WK /14 H30CTPAT CHMMNTOMH Ha HAC/IEICTBCH HITH
ApUAOOUT AaHTHOEAEM.

OcTpH WM XpOHHYHH HapyHIEHHs Ha 9ePHOApPOOHAaTa QYHKLMA MOXE [a HatOXKaT MpeKpariBaHe Ha
ynotpebara Ha KOK, goxaro MapkepHTe Ha uepHoApoOHaTa pyHKLHs CE BLPHAT KbM HOPMATHOTO.
PeltuB Ha XONIECTAaTHYHA KhITEHHLA H/HJIH CBBP3aH C XOJIeCTas3a IPYPHTYC, KOUTO CE € NOABIN 110
BpeMe Ha OpEMEHHOCT WK Mo BpeMe Ha MpeRuLIHa YyIoTpeda Ha ON0BH XOPMOHH, Halara
npekparaBaHe Ha ynorpebara Ha KOK,

Bonpeku ue KOK Moxe na umar epekt BbpxXy nepud)epHaTa HHCYJIMHOBA PE3UCTEHTHOCT U
FTIOKO3HAA TONEPAHC, HAMa AOKa3aTelCTBa 3a HeoOXOIMMOCT OT POMAHA Ha TEPANTEBTHUHHSA PEXUM
NnpH AMabeTHUH Npy #3n0a38ane Ha HUHCkoRo30BH KOK (chabspkainmn <0,05 mg eTnHMnecTpanion).

XKenure ¢ auaber obaue TpaOBa BHUMATENHO Aa ce HAbmoAaBaT, 0co0eHO B PAaHHUS €Tan Ha yroTpeba
Ha KOK,

[To Bpeme Ha ynoTtpeda Ha KOK ce ¢b00inaBa 3a BIIoIIaBaHe HAa €HA0TCHHA AEMPECHs, HA EMUITENCHs,
Ha Ooaect Ha KpoH U Ha yILIEpO3eH KOJIUT.,

JenpecHBHOTO HACTPOEHHE M JENPECHATA Ca SOOpe H3BECTHU HEXETAHH PEakLH OT ynoTpedara Ha
XOPMOHAIHH KOHTpauenTHBH. Jlenpecusita Moxe 1a 6bae ceprosna v € 100pe H3BECTEH PHCKOB
(paxTOp 33 camoyOuiicTeeHo MopeaeHue H caMoybuitcTBo. JKenuTe TpadBa na 6bJaT CHLBETBaHH Ja ce
CBBLPXKAT ChC CBOS JIEKap B cny4ait Ha NPOMEHYU B HACTPOESHHUETO U ACMPECHBHA CUMIITOMH,
BKJIKOYMTENTHO U MAIKO CJEA 3al04YBaHe HA JICYEHHUETO.

[ToHsikora MoXKe Ja ce MOABH XJ10a3Ma, 0CcoGeHO NpPH KEHH ¢ aHaMHesa 3a chloasma gravidarum.

XKenu ¢ npeapasnonokeHne KbM XJoazMa TpaOBa Ja U30MrBaT W3/laraHe Ha CIIbHLIE HITH
YATPABHOJIETOBO IBUSHHE, aoKaTo npremMatr KOK.

MeAHNMHCKHA Nper/iea/KoHCyaATauns

[peau 3ano4Ypade HAU NOJHOBABAHE Ha MpHeMa Ha Kpuuea, Tpa0Ba a ce CHEME IThJIHATA
MEIMLHHCKA aHAMHE3a (BKIIOYMTENHO QaMiliHa aHaMHe3a) M Ja ce H3KmouH 6pemMenHocT. Tpatsa na
C€ U3MEPH KPBBHOTO HANATAHE U /1A CC HANPaBu QU3HKAIEH NpeEriiey, KaTo ce B3¢MaT NPCABUA
IPOTUBONOKA3aHUATA (BXK. TOUKa 4.3) U npenynpexacHuATa (Bx. Touka 4.4). BaxHo € aa c€ HaCO4H




($akTOpH H KAKBO [1a ce MpaBH B cNy4ail Ha CbMHEHKE 3a TpoMbo3a.

JKenara TpabBa Aa ObJe MHCTPYKTHpaHa Aa IpoyYeTe BHUMATETHO IHCTORKATA 3a NOTpedHTENs 1 Ja Ce
NPUIOBPKE KbM JaNeHHTE CheeTH. UecToTaTa M €CTECTBOTO Ha NIpErNIEAnTe TpAOBa Aa ¢€ OCHOBABAT Ha
YCTaHOBEHHTE NMPaKTHYECKH HAaCOKH M Ja OBJaT ajanTHpaHy KbM OTHAC/IHATA XKEHA.

Xennte TpabGsa na 6saaT HHPOPMHPAHH, Y€ XOPMOHATHHTE KOHTPALENTUBH He npeanassar ot X1B
undexuuu (CITUH) u apyri nonoso npegapann 6onaecTy.

HamaneHa epukacHoct
Edukacnocrra Ha KOK Moxe na 6b1ae HaManeHa B cnyyai Ha, HAIIpUMED, NPONYCHATH AaKTHBHH

TabseTkH (BK. To4Ka 4.2), croMaliHO-YPEeBHH HApYLLIEHHUA 110 BpeEME Ha MpHUeMa Ha AaKTUBHHUTE
TabneTkH (BxK. TOUKA 4.2) MK CLIIPOBOXKIALIO NeyeHne (Bx. Touka 4.5).

HamaunieH KOHTPOJ HA MeCeYHHS IHKDJ

INpn ecuky KOK Moxe Na ce nosaBH HEpEeNOBHO KbPBEHE (3allanBaHe Wi HHTEPMEHCTRYATHO
KbpBEHE), 0COOEHO Mpe3 NbPBHTE MEcelM Ha yroTpeda. CrienosareiHO OLEHKaTa Ha BCAKO HEPEAOBHO
KbpBEeHE HMa CMHCDBJ CAMO CIIEA HHTEPBAN Ha ajanTtanus OT OKOJIO TPH LIHKBIIA.

AKO HEPEIIOBHOTO KbPBEHE IIEPCHCTHPA HITH C¢ fI0ABABA CIICH PEAOBHH RUKIH, TPAOBA f1a ce UMar
PEABU HEXOPMOHAIHY MPHYHHHU H Ja e NMOCoUaT MogXoAA1lHd IHAarHOCTHYHH MEPKH, 3a Aa CC
M3KJIIOUYH 3NOKAYECTBCHO 3a0onaBaHe UIIH OpeMEHHOCT. Te MOrar Ja BKII0YBAT KKPETAK.

[Tpn Hakou sxeHU N0 BpeMe Ha (a3aTa Ha iiaLedo TabIeTKUTE MOXKE Aa He HACThIM ,,0THAIHO™
kbpBeHe. AKo KOK € npueman ¢ernacHo yKa3aHWATA, OMUCAHH B TOUKA 4.2, MAITKO BEPOATHO €
’keHaTa aa ¢ Opemenna. Benpexu Toea, ako KOK He e npremaH ChIiTaCHO TE3H yKa3aHUA Ipean
MbPBOTO TIPOITYCHATO ,,0TMAAHO® KbPBEHE WIK aKO Ca IPCMyCHATH JBE TaKMBa KbPBEHHsI, TPAOBa Aa
Ce H3KNI04H BPEMEHHOCT, NpenH Ja ce npoawky ynoTpebara Ha KOK.

Bcska po3osa akTiBHa TabieTka chabpXka 44 mg nakTo3a M BeAka Od/1a HeaxTHBHA TabeTka cbhabpxka
89,5 mg 6e3BoaHa nakto3a. [TauueHTH ¢ peAkH HacneACTBCHY MpoOJIEMH Ha ralakTo3Ha
HEeMOHOCHMOCT, ITBJIEH faKTazeH AeQUUHT W1 FAI0KO30-TalakTo3Ha Manabcopbuus He TpsAOBa na
MpUEMar TOBA JIEKaPCTRO.

ToBa nekapcTBo CHALPXKA MO-Maiko oT | mmol Harpuii (23 mg) 3a [o3a, T.€. MOXE Oa C& KaXKE, Ue
NPaKTHYECKH He ChABPKA HATPUIA.

4.5 BzaumonelcTBHE ¢ APYIH JICKAPCTBEHH MPOAYKTH H APYrH JOPMH HA B3aHMONeHCTBHE

3abenexka: Cneaga Na ce HanpaBH CHOpaBKa ¢ NEKApCTBeHaTa WHGOpMAallMs 3a MPUIAraHuTe
€IHOBPEMEHHO JIEKapCTBa, 34 Ja C€ YCTAHOBAT MNOTEHUHATHN B3aMMOACHCTBUS.

. EdexTn nHa apyru JekapcTBeHH NpoAYKTH BLpXY Kpuilea

B3auMoneiicTBusl MOKe Ha BB3HMKHAT € JICKAPCTBA, KOWTO WHAYLHMPAT MHKPO3OMAITHHUTE CH3UMH,
KOCTO MOe 1a A0Bee 0 MOBHILABAHE HA KJIHPBHCA HA TIOJOBUTE XOPMOHH M JI0 ,,0TIIAAHO™ KbPBEHE
W/ HEYCTIEX HAa KOHTPALIENLINATA.

KoHTpon

ExH3MMHa HHAYKUMS MOXe Ja ce HaDaonasa ¢iiel HAKOMKO JHW Ha neueHHe. MakcHMaliHa eH3UMHa
HHAYKLUMA OOMKHOBEHO Ce HaOnlojasa B PaMKHTE Ha HAKONKO cenMuud. Cren npekparaBaHe Ha
NEKapCTBEHATa TEpanuaA eH3MMHATA HHAYKLIMA MOXKe A NPOABIKH A0 OKONo 4 ceaMHULIA.

KD&TKOCPO‘I HO JICYHCHHE




M3II0/13B2 NPE3 1SN0TO BPEME HA CbIIBTCTBAILIOTO JIEYeHHE W B NpoAb/KeHuMe Ha 28 AHM ciel
NpeKpaTsaBaHeTo My. AKO JIEKAPCTBEHATa TEpalMs MPOABIDKABa Clieli KpaA Ha aKTHBHHTE TaOIeTKi B
onakoBkara KOK, mianebo Ttabnerkute TpadOBa na ce M3XBLPMAT H BEJHAra Ja C€ 3ano4He
cneapaluata onakoska KOK.

Hbarocpodno nevexme
[TpH *EHH HA IBATOCPOYHO JEUYCHNE ¢ AKTUBHH BELIECTBA, HHAYUHPALIH YEPHOAPOOHUTE EH3UMH, CE
ApEnopBYBA APYT HANEKAEH, HEXOPMOHAIIEH METOA HA KOHTPAUEHLIHA.

B nureparypara HMa chbOOIIEHHS 3a CNIEIHHTE B3aHUMOOCHCTBHA.

Bewecmea, nosuwasawu xnupwnca na KOK (nonuxcena eguxacnocm na KOK upes enzumna
UHOYKYUS), Hanpumep.

Bap6utypatu, 603eHTan, kapbamazenuH, PEHUTONH, IPUMIIOH, pudaMnvuiH 1 nekapersa 3a HIV,
PHUTOHABHP, HEBUPAIHH K edaBUpeHL U eBeHTYaHO denbamaT, rpuzeodynBuH, oKkckapdazenuH,
TOMKPAMAT H IIPOAYKTH, ChABPKALLIM GHAKATa XWIT KaHTapHOH (Aypericum perforatum).

Bewecmea ¢ pasnuunu epexmu swvpxy xnupwvrca na KOK:

Koraro ce npunarar ennospemerno ¢ KOK, MHoro xomOuHauus Ha HIV-nipoteasHd HHXUOUTOPH H
HEHYKNICO3HIHH RHXHOMTOPH Ha 00paTHATa TPAHCKPUIITA34, BIITOUHTENHO koMOuHauuu ¢ HCV
MHXHOMTOPH, MOTAT Aa YBEJIHYAT WK HAMANST MNA3MEHHUTE KOHLIEHTPAIHK HA €CTPOTCH WIH
nporecTuHU. OKOHYATETHHAT eeKT OT Te3d NMPOMEHH MOXKe Aa ObAS KNHHHUYHO 3HAYHUM B HAKOH
cny4aw.

[Nopany ToBa MHGOPMALMATA 32 EAHOBPEMEHHO NPEANHCBaHE Ha Nekapersa 3a HIV/HCV tpabsa aa
Obae pasrnenaHa, 3a aa ce HaeHTHGHIHPAT MOTCHUUANHUTE B3AUMONCHCTBHA U BCAKAKBH CBbP3aHH
npenopbkyu. B cnyuaii Ha chMHeRVe, NOMBIHUTENEH GapHEPEH METOI Ha KOHTpalenuua Tpsadsa aa ce
M3MOJI3BA [PH XEHH HA JICUCHHE ¢ NPOTEA3EH HHXUOUTOP W HEHYKNEO3HAEH HHXHOUTOP Ha
oOparHaTa TpaHCKpHMNTAa3a.

Bewecmea, namanseawyu knupvrca na KOK (enzumnu unxubumopu):

KNAHHHYHOTO 3HAYEHHE HA NOTEHUMAHUTE B3aHMOJCHCTBHS C CH3IUMHH MHXUOUTOPH OCTaBa
HEH3BECTHO.

EAHOBPEMEHHOTO NpUnarade Ha CHIIHA HHXUOUTOPH HAa CYP3A4 MOXE Ja MOBHILH TNIA3MEHHTC
KOHLEHTPALHH{ HA ECTPOreH WK NPOrecTHH, WK H Ha IBaTa XOPMOHA.

B npoyusaHe ¢ MHOPOKpaTHH 103K Ha KOMOMHALMA OT APOCTIMPEHOH (3 ME/AeH)/€TURUIECTPanHO
(0,02 mg/nen), enHoBpeMeHHOTO Npunarase Ha cuiiua CYP3A4 unxubutop keroxonason 3a 10 awmn
noerwaesa AUC (0-24 v) sa ApOCNIHPEHOH H €THHUAECTPAIHON CHOTBETHO 2,7 K 1,4 BTH.
[punoxeHueTo Ha eropukoxcut B 2031 oT 60 go 120 mg/nen noxas3pa NOBHIICHHE HA IUTA3MCHHTE
KOHLICHTPALMH HA ETHHMIIECTPAZHON CboTBETHO 1,4 no 1,6 NbTH, KOraro ce npreMa €IHOBPEMCHHO C
KOMOMHVWpaH XOPMOHANICH KOHTPARENnTUB, chabpxkall 0,035 mg eTHHUAECTPaRHOIL.

. Edextn na Kpnnea sbspxy Apyrn aekapcTseHH NpoayKTH

KOK moraT ia oBIuAAT Ha MeTaboNH3Ma Ha HAKOM APYTH aKTHBHH BellleCTRa. CIIe10BaTe/IHO
NA3MEHUTE U THKAHHHUTE KOHLICHTPALMU MOTAT WK 1A C MOBUILAT (HANp. LHKJIOCAOPHH), HITH A
HaMamaT (HAanp. NaMOTPUKHH).

B3 OCHOBA Ha in Viveo NPOyYBaHMA 33 B3aUMOIEHCTBHA NPH XKEHH J0DPOBOILM, H3NON3BALLH
OMEIPa30Jl, CAMBACTaTHH HIIM MHJIA30J1aM KaTo MapKepeH cyOcTpar, KIIMHHYHO 3HAaYUMO
B3aMMOLECHCTBUE HA JIPOCTIMPEHOH B /103H OT 3 Mg ¢ MeTabonu3Ma, MEIMHPaH OT UMTOXPOM P450, Ha
APYTH aKTHBHH BEILECTRA, € MANKO BEPOSTHO.

KNHHUYHUTE DaHHA NOKA3BaT, Y€ eTUHHIECTPAAMO HHXHOHpA KTHPBHCA HA CyOCTpaTUTE Ha
CYP1A2, koeto Boau a0 cnabo (Hanp. TeopunuH) KK yMepeHo (Hanp. TH3aHKAHH) NOBHINABAHE HA
T1a3MeHaTa UM KOHUEHTPaL|A.

. DapMAKOAHHAMHYHH B3aHMOIC¢HCTBHA




[lo BpeMe Ha KITHHUYHH W3MHTBAHUA NPH NalHEHTH, JIEKY BaHH cpelly HHPEKUMsA C BUPYCa Ha XENaTHT
C (HCV) ¢ nekapcTBeHH NPOAYKTH, ChABPXKALIM OMOUTACBHP/IApUTANPEBUP/ PATOHABHD U
na3abyBHp, ¢ MK Be3 prdaBHPHH, TOBUIIEHUS HA TpaHcaMuHasuTe (AJIT) noseye OT 5 MBTH ropHaTa
rpaHyla Ha Hopmarta ([ TH) ce cpetaTt 3HaUMTERHO NMO-YECTO TIPH YKEHH, H3NON3BALLIH IEKapCcTBa C
ETMHWICCTPA/IMO0, KaTo KOMOMHUpaHy xopMoHanHu kontpauenTnel {KXK). Cpmio Taka, fipa
NMAlMEHTH, JICKYBAHHU C IMIEKANPEBHP/MUOpeHTacBHp WK codocOyBup/BennaracBup/BOKCHIANPEBUP,
ce Haburonasar nosuicHUA Ha AJIT opH XeHu, H3nOoJI3BalLH IEKApCTBA, ChbpKalll
eruHunecrpanmo, karo KXK (Bx. Touka 4.3).

CrenosarenHo ynorpebsasamnte Kpuiiea TpaOBa 71a NpeMBHAT Ha anTEpHATHBEH METOI Ha
KOHTpaLenuua (Hamp. KOHTPaLENnuya ¢caMo ¢ rporectarét Uil HEXOPMOHAIHH METOIH), NIpeaH
3aM04BaHE Ha TepaIus C Te3u KoMOuHauu# OT Jiekapcrea. [IpuemsT Ha KpHilea MoXe Aa CE MOAHOBH
2 CEOMHLM clle]l 3aBbpLUBAHE HA JICYEHHETO C T€3M KOMOWHALIMK 0T J1€KapCTBa.

Mpu nauuenTy 6e3 6pOpeuHa HEOOCTATHYHOCT, €MHOBpEMEHHATA yrioTpeba Ha apocnupeHon 1 ACE-
uHXUOUTOpH Wit HCIIBC He nokazea 3HauuM e)eKT BbPXY CepyMHHA Kanui. HezaBncuMo oT TOBA
eflHOBpeMeHHaTa ynorpeba Ha Kpuliea ¢ anaocTepoHOBH aHTAarOHHCTY UM KATHA-ChXPaHABALIH
IVYPECTHIIH HE € NpOoyuBaHa. B To3H cny4aii cepyMHUAT Kanuil Tpalsa aa ¢ u3ciieaBa Npe3 NbpBH
nevyedeH uHKkbLI. Bukre cbuio Touka 4.4.

. Apyru ¢opMH Ha BIaHMOJeHCTRHE

Jlaboparopun H3c/eABAHUSA

M3non3BaHeTo Ha KOHTPALCITHBHH CTEPOUAN MOXKE Aa NOBIHAE HA PEYJITATUTE OT HAKOH
nabopaTopHU HCNENBAHMSA, BKIIOUATENHO OGHOXHMUYHHTE MAPaMeTpH Ha YePHHA P00, HIMTOBH/IHATA
kie3a, HanbrbpeunaTta ¥ 6x0peYnaTa (PyHKIIHS, INIA3MEHNTE HYBA HA (TPAHCIIOPTHH) POTEHHH,
Hanp. KOPTUKOU CBBP3BAlNA MPOTEUH H THUNMHAHUTE/ TPOTCHHOBUTE (PPaKIMH, TAPAMETPHTE HA
BbIIEXHAPATHUSA METAOONH3BM H NapaMeTpPUTE Ha KoaryjialusaTa 1 puopunonusara. [IpoMeHuTe
OOHKHOEEHO OCTaBaT B HOPMATHHS J1abopaTopeH nuanasoH. JJpocnupeHoH npeAu3BUKBa ITOBHINABAHC
HA aKTHBHOCTTA HA NJIA3MEHUA PEHHH H TUIA3MEHHs aJIJIOCTEPOH, HHIAYIIMPAHO OT JIEKATa MY
aHTUMHHEPAJIKOPTHKOHIHA AKTHBHOCT.

4.6 @eprTHaHTeET, OPEeMEHHOCT H KbpMEHeE

bpemeHHocT

'TO3HM NEKAPCTBEH MPOAYKT HE € TI0Ka3aH 10 BpeM¢e Ha OpEMEHHOCT.

AKO N0 BpeMe Ha ynorpeba Ha APOCIIMPEHOH/CTHHUIECTPAAUO/ HACTBNH OPEMEHHOCT, NPHEMBT HA
neKapcTBoTo TpadBa Aa ce npeycTaHoBy HezabaBHO. OOCTONHUTE ENMHACMHOIOIMYAM NPOyYBaHWA HE
[I0Ka3BaT HHTO MOBULUSH PUCK OT BpoJcHM AedeKkTH NpU ACLAa, pOOCHH OT KECHH, KOHTO €4 H3TIOJI3BANH
KOK npenn na 3abpeMenear, Huto TeparoreHeH edekrt, korato KOK ca Ownu npuemanu no
HEBHUMAaHKE NO BpeMe Ha OpeMEHHOCT.

[MpoyuBaHHATA TIpY KHBOTHH IOKA3BAT HEXEIAHH PEaKLMH 110 BpeMe Ha OPEMEHHOCT U KbPMEHE (BX.
Touka 5.3). B3 ocHOBa Ha Te3H JaHHM NPH XWBOTHH, HE MoraT Aa OBAAT M3K/IHOYEHH HEXKENAHH
PEAKHAH, OBIKAIH CE HA XOPMOHAIHOTO JSHCTBHE HA AKTHBHMTE BelSCTBA. BbNpexy Tosa 0OLUMAT
onut ¢ KOK no Bpeme Ha OpeMEeHHOCT He JaBa AOKA3ATEACTBa 3a JCHCTBHTCAHH HEXC/IaHH PCaKLHH
npy Xopa.

Hanuuuute naHHy 3a ynotpedara Ha APOCNHPEHOH/ETHHHUIECTPAAMON TI0 BpEME Ha OPEMEHHOCT ca
TBLPIE OrpaHMUYEHH, 3a Na TO3BOJAT 3aKMIOUEHHS OTHOCHO OTPHLIATENHWTE eQeKTH Ha
IPOCITHPEHOH/CTHHUIIECTPAAMON BLPXY OPEMEHHOCTTA, 3PaBeTo Ha IUI0AA MM HOBOPONCHOTO. KbM
MHELIHA NaTa HAMA CHOTBETHY CIMAEMHONOITHYHH JAHHH.

[ToehiuenusaT prck or BTE mo BpeMe Ha cneapoiunHus nepuol Tpabsa na ce WMa NpeaBUA MPH
BE300HOBSBAHE HA IIPHEMA HA JIPOCAHPEHOH/ETHHIIECTPARHUOJ (BXK. Touka 4.2 1 4.4).

KvpMene
KepMeneTo moxe na ce nosamnae or KOK, Toil kaTo Te3H NPOIYKTH MOTaT Aa HaM

U J1a TIPOMEHST ChCTaBa Ha KbpMaTa, CneaosaTeNHo, KaTo uano yrnorpebara Ha



NpenopbLYBa, 10KATO KbpMELLaTa Maiika He 0TOMe HaMBJIHO KbpMadeTo. Majiki KOJTH4YeCTBa
KOHTpaUuCeNTHBHH CTCPOUIOH W/ WU TEXHUTE MeTabOJIMTH MOrar Ja ce eKCKpEeTHpAaT B KbpMaTa 1O
BpeMe Ha yriorpebara Ha KOK. Te3n konuuecTBa MOrar aa nosiHAAT Ha AETETO.

Oeprunurer

To3u nekapcTBEH NPOAYKT € MoKa3aH 3a npenmaspaHe oT 3abpeMensBaHe. 3a HH(pOPMALHA OTHOCHO
BB3BPBUIAHETO HA pepTunTeTa BXKTE Touka 5.1.

4.7 EdexTn BLpXy cnoco0HocTTa 33 modupaHe H pafora ¢ MAlIUHHA

He ca npoeexaany npoyuBaHus 3a e(peKTHTE BBPXY CriocobHOCTTa 3a wodupaHe U paboTa ¢ MalUKHHH.
He ca HabnonaBaHu eekTH BBPXY cr1ocoSHOCTTa 3a modupade i paboTa ¢ MallliiHH TIpH ynoTpeda

Ha KOK.

4.8 Hexenann JexapcTBeHH peakuHH

3a CepHO3HH HEXENaHH JIEKAPCTBEHH peakLliH, Habno1aBaHy IpH xenH, u3nomssamu KOK, BukTe

CBLIO TOuka 4.4,

ChnenHuTe HeXENAHM JIEKApCTBEHH peaklMu ca choOLIABaHH 110 BpEME Ha ynoTpebaTa Ha
APOCITHPEHOH/ETHHIICCTPATHON:

B Tabnuuara no-pony ca JaaeHu HexellaHUTE NeKAPCTBEHH PEakMH M0 CUCTEMO-OPTaHHH KJTaCOBE
no cucremara MedDRA (MedDRA SOC). YectoTuTe ce OCHOBaBAT Ha JaAHHH OT KJIHHHYHH
npoyuBanua. M3inonsea ce Hafi-moaxoaamusat TepMHH no MedDRA 3a onuncsane Ha onpeaesicHa

peaKig H HEHHUTE CHHOHHMH H CBbP3aRU ChCTOAHUAL.

Hexenanun JICKAPCTBCHH PCaKIIHU, CBBLP3daHH C YIIOT pEGHTB, Ha HpOCﬂHpEHOH/ CTUHWIECTPAAHOT KATO
NEPOpanCH KOHTPALCIITHB HITH MIPH NCUYCHUE HA YMEPEHO aKHE BYJIrapruc B CHOTBCTCTBHC ChC

cicreMata MedDRA u TepMubonoruara Ha MedDRA.

CucreMo-opranex

YecToTa HA HOXETAHHTE PeaKNHH

kiaac (MedDRA) YectH Heuectn Peaxn C HeH3BecTHA
21/100 oo >1/1 000 po =10 000 no yectoTa (OT
<1/10 <1/100 <1/1 000 HAJHYHHTE JAHHH
He MOxe 1a OBae
HanpaseHa
OI[eHKA)
Hudexuuu u Kanaupoza
nHpecTauun
Hapymenus Ha AHEMMUA,
KpbBTa K TuMpHATA TpoMboLHTeMuUA
CHCTEMA
HapyineHua Ha ANEpruvHH CRpLXHYBCTBHTEN
UMYHHATa CHCTEMA peakLHH HOCT
Hapyinenus Ha HapyiueHus Ha
€HIOKPHHHATA €HAOKPHHHATA
CHCTEMA CACTEMA
Hapyuienus Ha [ToBULIIEH ATIETHT
MerabonuiMa u AHOpeKcus
XPaHEeHETO XunepkanneMmus
XUNIOHATPUEMHA
[Tcuxuunn Emonmonan | enpecus AHOprasMus
HapyLICHHUS Ha Hepsroct bescbHue
nabunHocr CbHIHBOCT
Hapyuienua Ha [‘napobonue | BueHe Ha CBAT CBETOBBPTEK
HEPBHATA CHCTEMA [lapecresznd Tpemop




Hapyiuenus Ha

KOHIOKTHBHT

OYHTE Cyxo oKo
Hapywennd Ha
OYHTE
CbpacuHu Taxukapaus
HapyHICHHA
Cb/I0BH HApYLICHHA Murpena O aedut
BapHko3HH BEHH CraoBo
XUNCPTOHUHA HapylieHHe
Enucrakcuc
CHHKOI
BeHo3Ha
TpomMOoeMOON A
(BTE)
ApTtepHansa
TpoMboeMOOITH
(ATE)
CromawHo-upeBHH | ['aneHe Kopemua bonka YroneMeH KopeMm
HAPYILICHAA [loppbuuaHe CToMalmHOo-YpeBHA
Aucnencus HapYLICHHA
MeTeopribsMm Ycemane 3a
["acTpuTt CTOMAILHO-4YPEBHA
Anapus ObJIHOTA
XHarycoBa XEpHHA
OpantHa kaHoOuno3a
3anex
CyxoTa B ycTara
XenaroOunnwapHu XKnvuna 6onka
HapyUIeHus XONEeUHCTHT
HapyweHua Ha AKHe Xnoasma Epurema
KOKaTa H [Ipypuryc Ex3ema MyaTH(popME
MO/JKOXKHATA ThKaH Obpus Anonenus
AxHedopMeH
OepMaTHUT
Cyxa koxa
EprreMa HOLO3YM
XHUOEPTPUXO3a
KoxHO HapywieHue
KoxHH CTpUH
KoHTakTeH
NEePMaTHT
DOoTOUYBCTBUTENEH
OEPMAaTHT
KoxHo BB3CTIUE
Hapyumenus Ha Bonku B repba
MYCKYJTHO- bonka B
CKEJIETHATa CHCTEMA KpaliHHLIUTE
H CheAWHHUTENHATS MyckynHU KpaMiu
THKaH
HapywieHna Ha bonka B Barunansa JvcnapeyHus
BB3NPOU3BOAUTENHA | I'bpAaTa KaHAW03a BynroBarnHut
Ta CHCTEMA U Mertpoparua | bonkH B Taza ITocTkoUTaAHO
repaata * YroneMsaBaHe Ha KbpPBEHE
AMeHopesd BPIANUTE OTnaaHo KbPBEHE
PUOPOKUCTO3HA Kucra Ha repaara

repaa

Xuneprnnasus Ha




Maro4so/BaruHa1 | rbpaara

HO KbpPBEHE HeonnazmMa Ha
["'ennraneH cekper | rppaara

["opeiuy BbIIHH llepBukaned noaumn
BarnHur Expomerpranna
MeHcTpyanHo arpodus
pascTpoiCTBO Kucra Ha sHuHVKa
JAncMeHopen YroneMasaHe Ha
XHMOMEHOpEA MaTkara
MeHoparus |

BarvHanHa cyxoTta

INogo3puTenna

HHTOHaAMa3Ka

Hamaneno nubdbunao

O61um HapyuIeHHA | AcCTeHuA Be3nokolcTRO
€(PEKTH Ha MACTOTO YBETHYEHO NOTSHE
HA [IPHJIOKEHHE OTtok

(reHepanu3UpaH

OTOK, IepudepeH
OTOK, OTOK HA

JMLETO)
H3cnensanus [ToBuiaBaHe Ha [Tonuxkapane Ha
TEJIECHOTO TETJIO TEJIECHOTO TEMNO

*HEPENOBHOTO KbPBEHE OOMKHOBEHO HW34C3BA ITPH NPOIBLIKHTENHO JIEYCHKE
Onucanue Ha U3BPaAHU HEJNCEAAHU PEAKYUN

HabnionaBaHusT NOBULLIEH PHCK OT apTEpHAIHH W BEHO3HH TPOMOOTHYHH H TPOMOOEMOOAHYHH
CLOMTUSA, BKAIOUHTENHO HHDAPKT HA MUOKAPIA, HECYJIT, NPEXOAHH HCXEMHYHH IIPHCTBIH, BCHO3HA
TpomM6032a M Genoapobua eMOonus npu ke, uinomssamy KOK, ca pasrnegasy no-noapoOHO B
TO4Ka 4.4,

CnepHnre CEpUO3HA HEXENAHH PEaKllHHi ca chobLaBaHu NpH xeHu, uinosspawd KOK, 1 ca
pasfsieaaHd B To4uka 4.4.

- Hapyienusd, ¢Bpp3aHM ¢ BeHO3HA TPOMOOEMOOIHA

- Hapywienus, cBbp3aHu ¢ apTepuanHa TpomGoecMO0nns;

- XUNepToHn;

- HepHoaApoOHH TYMODH;

- [loABaTa K BIOIIABAHETO HA CHCTOAHMA, NMPH KOUTO Bphikarta ¢ W3noia3BaHeTo Ha KOK He ¢
ybenutenHa: bonect Ha KpoH, yaLEpo3eH KOJIHT, SNAICNCHA, MHOMa Ha MaTkara, nopdupus,
CHCTEMEH JIyNYC EPHTEMATO3YC, MeCTAMOHEH Xepec, Xxoped Ha CHicHXaM, XeMOJHTHUHO-YPEMHYEH
CHHJIPOM, XONECTATHYHA XK BITCHUIIA;

- Xnoa3mMa;

- OcTpH nnu XpoHUYHH HapymIeHWsl Ha YepHOApoOHaTa PYHKINA MOXKE J1a HAMOKAT [IPEKpaTABaHe Ha
ynotpedara Ha KOK, nokaro Mapkepure Ha YepHOApoOHaTa GyHKLYA ce BbpHAT KbM HOPMATTHOTO.

- EK30r¢HHUTE ECTpOreHn Morar Aa Npean3BHKaT HITH Ja H30CTPAT CHMIITOMH HAa Hac/I¢ACTBEH WITH
NPUAOOWT aHTUOCAEM.

YecroTaTa Ha INHATHOCTHLIMPAHE Ha paK Ha r'bpAara € MHOTO JIEKO IOBHLUICHA CPpEA U3NON3BALHTC
KOK. Tsi kato pak Ha rbpAara ce cpelia pAAKo [IpH KeHH noa 40-roiMiiHa Bb3PacT, MOBHIIEHHAT
Opoif € ManTbk cripAMO O0LIMA PHCK OT pak Ha repaata, [puunnHa Bpw3Ka ¢ yriorpebara va KOK e
HEU3BECTHA. 3a JOITBITHUTENHA HHpOPMAaLIMA BHXKTE TOYKH 4.3 1 4.4,

Bsaumodeticmeun
»OTHaaAHO™ KBPBEHE H/W/IH KOHTPALICNTHBEH HEYCMEX MONKE /1a ca pe3yaTar OT B3ad
APYTH JIeKapcTBa (€H3UMHH WHAYKTOPH) ¢ NEPOPAIIHH KOHTPALICNTTHBH (BXK. TOUKA



Cpo0UIaBaHE HA IOAO3UPAHH HEXENAHH peaKLUM

C10o01HaBaHETO HA NOAO3MPAHH HEXEIAHH PEaKLHH Clel, Pa3peIlaBale 3a ynorpeda Ha JTeKapCTBCHHUA
MPOAYKT € BakHO. ToBa Mo3BoABa Aa MPOABMKH Hab110ASHHETO HA CHOTHOLLIEHHETO NOJI3a/PUCK 32
nexapeTBCHUA NpoaykT. OT MEAMLIMHCKUTE CMNELMANKCTH C¢ H3UCKBA Aa ChOOILABAT BCAKA
NOAO3HPaHa HEXENAHa peaKuus Ypes:

M3nsnHMTEIHA ArCHUNA T10 JIEKApCTBATa

yn. ,.Jdaman ['pyep” Ne §

1303 Codna

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg

4.9 IlpenozupaHe

Bcee ol1ie HAMa ONUT ¢ NPEAO3HPAHE HA APOCTIMPEHOH/eTHHINecTpanion. Bs3 ocHoBa Ha 00IIKA ONHT
¢ KOMOMHHPAHHTE NEPOPAIHN KOHTPALEIITUBH, CHMITTOMKTE, KOHTO MOTaT Ja Bh3HHKHAT B CJy4Ya Ha
Npeno3HpaHe ¢ aKTHBHU TabJIETKH, ca rajieHe, [IOBPhILAHE H ,,0TNakHO™ KbpBeHE, ,,OTIaaHO™ KbpPBCHE
MOK€E Ja C€ TIOABU JOpH NPH MOMHYETA NPead MCHAPXE, ako CJIy4aiHO NMPHEMAaT JICKApCTBEHKA
npoaykt. Hama aHTHAOTH ¥ NocneapaiioTo ledeHue Tpadsa za ObAe CHMITOMATUYHO.

5.  ®APMAKOJOTHYHH CBONCTBA
3.1 ®dapmMakoAHRHAMKYHH CBOHCTBA

(MapmakoTepaneBTH4YHa rpyna: [loMoBM XOPMOHM M MOOYNATOPH Ha FeHHTANIHara CUCTEMA,
[IporecToreHu u ecTporeHy, GUKCHpaHH KOMOWHALWH
ATC kon: GO3AAIL2

Hunexc Ha Pearl 3a neycrnex na meroza: 0,41 (ropen apycrpaHed 95% goeepurenHa rpanuua: 0,85).
O61 uHaeke Ha Overall (neycnex Ha Metoaa + Heycnex Ha nauuenta): 0,80 (ropen aBycrpanen 95%
NoBepHTEnHa rpaHuna: 1,30).

Mexann3bM Ha JeHCTBUE

KonTpaluenTHBHUAT edexT Ha JPOCIHPEHOH/ETHHHAECTPAIHO/ CE€ OCHOBABA HA B3aHMOICHCTBHETO Ha
pasiuMHU (AaKTOpH, Hal-BaXKHHTE OT KOHMTO €€ pa3rfieknar Karo HHXHOHpaHe Ha OBYJNauMATa H
MPOMEHH B EHAOMETPUYMA.

dapMakoIUHAMUYHH e(EKTH

[lpy mnpoy4BaHe 3a uHxuUOMpaHe Ha oOBYJauusATa ¢ 3-UHKBIA, CPaBHABALIC JPOCNHPEHOH
3 mg/etununecrpaauon 0,020 mg B 24-aHeBHa cxeMa M 21-aHeBHa cxema, 24-AHEeBHaTa cxemace
CBBhp3Ba C [10-IOJIIMO MOATHCKAHE HA pa3BUTHETO Ha QomHMkyaute. (ea yMHIIEHO BBHBOKNAHE HA
JI030BY IPELIKH MO BPEME HA TPETHA LIMKBII HA NEYEHHE, [IO-TOJIIMA 4acT OT KEeHUTE B 21-n1HeBHaTa
CXeMa MOKa3BaT aKTHBHOCT Ha AWYHHUMTE, BKAKYWTEIHO CNOHTAHHM OBYNaillMH, B CPaBHEHHE C
KeHuTe B 24-7HeBHa cxema. OBapvanHaTa akTHBHOCT C€ Bpbilla A0 HHBATa NPEAH JCHCHHETO B
LHHKBJIA crnel neveHrero npu 91,8% oT keHuTe, ydacTamM B 24-IHEBHATA CXEMA.

Knvanyna edukacsoct M 6e300acHOCT
ToBa nekapcTBO € kOMOWHMpAH NEpOPaicH KOHTPALIENTHB ¢ €THHHIECTPAAHO]L W IpPOTECTOreH
APOCITHPEHOH. B TepaneBTHuHa N03a APOCIHMPEHOH TNPHTEXasa CBII0 AHTHAHAPOTCHHH H JIEKH
AHTUMUHEPANOKOPTUKOUIHH  CROMCTBA, ToH  HAMA  €CTPOTEHHA, TIHOKOKOPTHKOHAHA U
aHTUIMIOKOKOPTHKOKMAHA AKTUBHOCT. TOBA JaBa Ha APOCMUPEHOH dapMakoioruyeH npodun, 6iIH3bK
N0 ECTECTBEHUA XOPMOH MPOTECTEPOH.

MMa paHHM OT KIMHMYHH NpOYYBAaHHA, Y€ CnabuTe AHTHMHHEPATIOKOPTHUKOUAH
I pOCNHPEHOH/CTHHUITECTPAIHNON BOSAT JI0 JIEK AaHTHMHHEPATOKOPTUKOUICH edeKT.



[porenenn ca OBe MHOFOUEHTPOBH, NBONHO-CIENM, PAHAOMH3MPAHH, M1aLE00C-KOHTPOIUPAHH
POYUBaHHA 3a OUEHKA Ha epHKacHOCTTAa W 0€30MacHOCTTa Ha APOCTIHPEHOH/ETHHHACCTPANuON NpH
KEHH C YMEPEHO aKHe BYJrapuc.

Cnen wect mecelia JeYyeHHe, B CpaBHEHHEe C Tanefo, APOCHUPEHOH/ETHHUICCTPAAHOJ MOKa3Ba
CTATUCTHYECKH 3HAYHMO MO-rojaMo Hamanexwe ¢ 15,6% (49,3% cnpsamo 33,7%) fpd Bb3NANHTETHH
neau, 18,5% (40,6% cnpsamo 22,1%) npu Hepb3nanurenuu aezun U 16,5% (44,6% cnpamo 28,1%) Ha
oOwa Gpoii nesun. B HombiHeHue, Mo-BUCOK MPOLCHT nauueHTH, 11,8% (18,6% crpamo 6,8%),
[TOKQ3BAT OLIGHKa ,4HCT" MM ,JIOYTH 4YUCT™ MO CKalara 3a CTaTH4YHa I[00ajHa OLEHKa OT
nscnenosarend (Investigator’s Static Global Assessment, ISGA).

5.2 @apmMakoOKHHETHYHM CBOICTBa

¢ JApocnupenou

AOcopbus

[Mepopanro npunaraHWAT APOCTIMPEHOH ce abcopOupa GBP30 W MOUTH HaMbBAHO. MakcuManHWTe
KOHLIEHTpalH¥ Ha aKTHBHOTO BEILECTBO B ¢epyma oT okoio 38 ng/ml ce pocrurar okono 1-2 uaca
Clie] ¢AHOKPAaTHO Tornbiuade. buoHanwuHocTra ¢ Mexay 76 u 85%. ENHOBpPEMEHHUAT NpHEM Ha
XpaHa HsAMa BIIMAHUE RBPXY OHOHATMYHOCTTA Ha JPOCIIMPEHOH.

Paznpeaenecnue
Cnen nepopaiHO MpUIOKEHHE CEPYMHMTE HHMBa Ha JAPOCHHPEHOH HaMansiBaTr ¢ TEpMHHANECH

nonyxuBoT oT 31 vaca. JIpocmupeHOH ce CBBP3Ba ChC CEpyMHHA aTOyMHWH U HE C€ CBBP3Ba ChC
CBBP3BANA NOJ0BHA XopMmoH rnobynnH (SHBG) unu ¢ xopruxoun cebpssays miobynnn (CBG).
Camo 3 - 5% or ofwmTe cepyMHHM KOHLIEHTPAUMH HA AKTUBHOTO BELIECTBO INPHUCHCTBAT KaTo
cBoboneH crepona. HMHAyUwHpaHoTo OT eTHHWIECTpanuon yeenwdeHne Ha SHBG ne Bnuse nHa
CBLP3BAHETO HA JPOCIHPEHOH CBC CEPYMRHMTE MPOTEMHH. CpeaHMAT TpHBHAEH o00eM Ha
pasnpeaecieHre Ha gpocnupeHos ¢ 3,7 + 1,2 Vkg.

buotpancgopmMali

JIpOCIUMpPEeHOH ce MeTaboNIU3HPa EKCTEH3HBHO Clie]l MEPOPATTHO NMpHNoxKeHHe. OCHOBHATE METADOINTH
B IUTa3Mara ca kucenara ¢popMa Ha ApOCMHPEHOH, FEHEPHPaHAa OT OTBAPAHETO HA JIAKTOHHHA NPBCTEH,
U 4,5-AUXuapo-apocnupeHon-3-cyndar, ofpasysaH upes peaykKUUa W IIOCNEABalIo cCyldarupaHe.
JlpocriHpeHOH ChUIO € NOANCKEH Ha OKHCIUTENEH MeTaboAn3bM, katanusupal oT CYP3A4.

In vitro ppocnupeHOH e cnocobeH na WHxuOupa cnabo no ymepeHo uutoxpom P4350 eHzumute
CYPIAIL, CYP2C9, CYP2CI19 u CYP3AA4.

EnnMuHnpane

CxopocTTa Ha MeTabONMTHMA KJAMpPHHC Ha JIpocnvpeHoH B cepyma e 1,5 + 0,2 m/mirvkg.
JIpOCIIMpEHOH C€ €KCKpeTHpa caMo KaTo c/ledu B HEnpoMeHena ¢opma. Meradonurnre Ha
APOCIMPEHOH CE€ eKCKPETHpAT ¢ (EeKaNHUTE W ypHHATa MPH CKOPOCT Ha EKCKpeLWA oT okono 1,2 1o
1,4. [TonyXHBOTHT Ha Ha MeTa0ONHTHATA EKCKPCLHA ¢ YPHHATA U dexanuute e okoo 40 yaca.

PaBHOBECHH CHCTOAHHA

110 BpeMe Ha LUMKWIa HA AeYECHHe, MAKCHMAMHNTE PABHOBCCHH KOHIEHTPAlUH¥ Ha RPOCNHAPEHOH B
cepyMa oT okono 70 ng/ml ce mocrurar cinen okono 8 AHM Ha ncueHHe. CepyMHHTE HMBZ Ha
OpPOCIIMPEHOH Ce HATPYNBaT ¢ (akTop OT OKOJO 3 Karo CIeIcrBHe OT ChOTHOLIEHHETO Ha
TEPMUHATHHA MTOAYXXHBOT U MHTEPBAIA HA JI03HPAHE.

Cneuraniu nomynainuy

FEdhexmu npu 6v6peuno yepeacdane
PaBHOBECHHTE HHWEA HA IPOCITHPEHOH B CEPYMa IIPH XKeEHH ¢ Neko OBOpeyHo yBpexaa
kaypsHe CLcr, 50-80 ml/min) c¢a cpaBHMMH C TE3M TNpPH KEeHH ¢ HOpManHa Ob




CepyMHHMTE HHBA HA IPOCIHPEHOH <A CPeAHO ¢ 37% NO-BHCOKH MpH HKEHH ¢ yMepeHo OBOpeuHo
yepexaane (Cler, 30-50 ml/min) B cpaBHeHMe ¢ TE€3H MPH XCHH ¢ HOpMaHa OnOpevHa QyHKURS.
JleueHyeTo ¢ APOCIIHPEHOH ChILO CE NoHacs DoOpe OT XKEHH C JIEKO H YMEPEHO OBOPEUHO YBPCKAAHE.
JIeueHHUETO C IPOCMIUPEHON HE NOKAa3Ba KIIMHWYHO 3HAYKMM e(exkT BbpXY CEPYMHATa KOHLUEHTPALWA Ha
KaJTHIA.

Egdexmu npu vepnoopobro vepescdane

[1pu npoyusase ¢ eaHokparTHa no3a nepopansuat knupsHc (CL/F) cnaga npudausntento ¢ 50% npu
IOOPOBONLM € YMEPEHO YEPHOAPOOHO YBPEX/AHE B CPABHEHME € T€3H C HOpPMAalHA 4E€PHOAPOOHA
¢ynkuud. HaGmonaBanuar cnag B KIHpBHCA Ha APOCIHPEHOH NpH A00OpOBOJILUH ¢ YMEPEHO
4epHOAPOOHO YBPEKIaHe HE BOIH J0 BHAMMA PATHKA N0 OTHOLICHHE HA CEpyMHHTE KOHLIEHTPALHH
Ha Kaiai. Jlopd Opu Hamuyue HA AMabeT M CAHOBPEMEHHO NEUYEHHE ChC CMHPOHONAKTOH (1Ba
daxTOpa, KOMTO MOTaT [a MOpeapasnoneXkaT MauMeHTa KbM XHUIepKalheMus) He ce Habmonasa
[TOBHMIIIABAHE HA CEPYMHHTE KOHUEHTPALMM Ha KAJIWH HaX ropHaTta rpaHvia Ha HOPMalnHusA AHanasoH.
Moxe na ce 3akao4u, Ye JpPOCTIMPEHOH ce ToHAcA A00pe MpH NalHeHTH ¢ JIeKO WKW YMEpPEeHO
yepHoapobHo yBpexkaane (B no Child-Pugh).

Emuuvecrku cpynu
He ca na0nronaBaHi KIMHHHYHO 3HAYUMM pasiHKH BHB (JapMaKOKHWHETHKATa HAa JPOCHMPEHOH WK
€THHHUINECTPARKOI MEXOY ANOHKH M )XEHH OT Oanara paca.

- ETHHHIecTpAgHOI

Abcopbuns

[TepopanHo NMPHAOKEHUAT eTuHHNecTPaanon ce abcopbupa Obp30 M HambAHO. TIMKOBH CEepyMHH
KOHLUEHTPaUMH OT 0Kono 33 pg/ml ce nocrturaT B paMkuTe Ha | - 2 yaca ciiell eAHOKpaTHa NIepopaiHO
NPpHIOkKEHA Jao03a. AbcomworHata OMOHANMYHOCT B pe3yaTar Ha MPECHCTEMHa KOHMOrauda H
MeTaboNHM3Ma Ha IMbPBO IpeMHUHABaHE € npuOnu3uTenHo 60%. EAHOBPEMEHHHAT NMpHEM HA XpaHa
Hamansea OHOHANHYHOCTTA HA €THHWIECTPANHOJ Npu oKolo 25% OT U3CNEABaHMTE JIKMLA, OOKATO B
OCTaHanuTe He ce Habnoaasa NpoMaHa.

PasnpenencHue

HuBara Ha eTuHMNeCTpanuon B cepyMa HaMalsaBsaT B aBe ¢azu, TepMUHANHATa AMCNO3MLIMOHHA (asa
C€ XapakTEPH3Upa ¢ BpeMe Ha IMOMYKHBOT OT nmpuOnu3urenHo 24 yaca. ErnHunecrpannon ¢e CBbp3Ba
CHNHO, HO HeCHEHMPHYHO CbC cepyMHus anbymuH {(npubausurennHo 98,5%) H npenu3BUKBA
OBULIABAHE HA CEPYMHHTE KOHIECHTPALWH Ha CBBP3BAllks NOJ0oBUA XOopMOH riobynuH (SHBG) u
KOPTHKOM] cBbp3Baluua rnobynud (CBG). OnpeneneH € npuBraeH 00eM Ha pasnpeacaeHHe 0T OKONo
5 lkg.

buotpancdopmanys

ETHHUIIECTpAHON NpeThpABa 3HAYHTENEH METabOIN3BM NPU TIBEPBO NIPEMHHABAHE NPE3 YepBara U
uepHus apod. ETHHMnecTpanuon ce MetaGofM3upa rNIaBHO 4Ype3 apOMaTHA XHAPOKCHIIMPAHE, HO Ce
¢opmupa roasiMo pazHooGpasie OT XHAPOKCUANPaHH H METUIMPaHH METaboJIMTH, KOMTO NPUCHLCTBAT
Kato CcBOOOAHM MeTa0OoMMTH W KATO KOHIOTaTH ¢ TJIOKOpoHHaH M cyndaru. CkopocTra Ha
MeTa0ONUTHHA KITHPBHC Ha ETHHUNECTpAnuoa € 5 ml/min/kg.

In vitro etunmiectpagvon e obpariM uuxubuTop Ha CYP2C19, CYPIAT u CYPIA2, xakto H
Oa3MpaH Ha MexaHU3Ma Ha AelicTeue uHxubutop Ha CYP3A4/5, CYP2C8 u CYP2J2.

EnvMuHKupane

ETHHHNECTpaanon He ¢¢ eKCKPETHpPa B 3HAYHTEHA CTENCH B HEMpOMeHeHa gopma. Metabonurnte Ha
CTHHHUIIECTPAIHO C& eKCKpeTHpaT MpPH CBOTHOIICHHE HA YPHHA KbM nbp4ka 4:6. Bpemero Ha
NOMYXHABOT Ha META0ONIMTHATA EKCKPELHA € OKONO | AcH.

PaBHOBECHH ChCTOAHUS
PaBHOBECHHM CBCTOAHHUS C€ AOCTHIAT MPE3 BTOpaTa NONOBHHA HA LHKHIA HAa JIeYeH
HHBA HA CTHHWIECTPAAMON C¢ HATpynBaT ¢ ¢akrop oT okono 2,0 no 2.5.




5.3 IlpeaxnuuuyvHyn AaHHH 32 Ge3onacHoCT

[Tpu naboparopusu XUBOTHU ePEeKTUTE Ha APOCIMPEHOH ¥ ETUHMAECCTPAAHON €€ OrPAHUYaABAT A0 TE3H,
CBbLP3aHH €  yTBBLpAEHOTO dapMakojoruuno aeilicTBue. [lo-cnenyanHo, npoyuBaHMA  Ha
PEIPONYKTHBHATA TOKCHYHOCT NOKA3BaT eMOPUOTOKCHYHH H (ETOTOKCHUYHH e(peKTH Nph SKHBOTHH,
KOMTO CE CUMTAT 3a BUAOBO creuHduunn. [Ipy ekcnosvuuy, HaaBHILABAILM TE3X Mpy ynoTpedaTa Ha
NPOCTIMPEHOH/ETUHWIECTpaAHON, edekTuTe BBPXY NOJOBaTa AuepeHLMaums cc HabnoaaBar MpH
NJIbXOBE, HO He U Opu MaiiMyHHU. [IpoyuBanud 3a OLEHKA HA pPHCKA 3a OKOJIHATa CPeaa MoKasear, e
CTHHUNECTPANKMON M APOCTHPESHOH Morar Aa MpeACTaBIABaT IMOTEHUHANEH PUCK 3a BoAHaTa Cpela
(BK. TOUKA 6.6).

6. OAPMALNEBTHYHHU JAHHHU
6.1 CnHUchK HZ NOMOIMHHTE BeEeCTBA

AKTHUBHH PUAMHPpaHH T20JeTKH (PO30BH):
Cwpyeguna na mabaemxama.

NnaKTo3a MOHOXHIpAT;

HULLIECTE, NPEXKETATHHHIUPAHO;

NOBHAOH;

KPOCKapMeo3a HATpui;

nonucopoar 80;

MarHe3neB cTeapar;

{Hloxpumue:

Opadry 11 po30B (MONTUBHHHIOB ATKOXON-YACTHYHO XHIPOJH3HpaH, THTaHOB AHoKcHa (E 171),
MaKpOTof, TANK, XbIT KeneseH okcun (E172), yepseH kene3eH okcna (E172), yepeH xee3eH OKCHI
(E172))

HeakTHBHH pHAMHpaHH Ta0aeTKH (Den):
Covpyesuna Ha mabremkama:

nakro3a 0€3B0OAHa;

[IOBHAOH;

MarHe3HeB CTeapar.

Hloxpumue:
Opadry [l 65510 (MONUBHHWIOB anKoXo, THTaHOB nuokcHx (E171), Makporo, Tank)

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpok na roasocrt

Tpu (3) roaMHu

0.4 ChpnellHaJHH YCJ0BHS HA ChbXPAHEHHE
Jla ce cuxpansBa noa 30°C.

6.5 Bua H cnabpkaHue HA ONAKOBKATA

OunmupanuTe Tabnetxu ca onakoanu B PVC/PVDC/anymunueBy Gnucrepu.




Bceku Gnuctep chabpxa 24 po3oBH aKTHBHH GuiMUpaHu TabneTku B |-, 2-pH, 3-Tv 1 4-TH pell, 1 4
benu mnauebo punMupaHu Tabnetku B pen 4.

KapToHeHara kyTHs CbAbpPXa eanH OncTep ¢ 28 TaGnerku (24 po3oBH W 4 Genu TabneTkn),
caMozaJIenBallla ce JICHTA ChC 7 AHKW OT CeAMHMLATA U JIUCTORKA.

6.6 Cneunanny NpeANa3HN MePKH NPH H3XBLPJsfHe H padoTa

To3m NekapcTBER NPOAYKT MOXe 1a NPEACTaB/IsBA PHCK 3a OKOJIHATA cpefa (B, Touka 5.3).
Heunsnon3sauuart NexkapcTBEH NPOAYKT WIH OTIAIbUMHHTE MaTEPHAIH OT HETO TPAOBA 1A Ce H3XBBPIIAT
B CbOTBETCTBUE C MECTHHTE U3HCKBAHHUA.

7. NPHUTEXATEJI HA PAZPEHIEHUETO 3A YIIOTPEDBA

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

1231 Ljubljana - Crnude
CrnoBerus

ten.: +386 1 300 42 90
daxc: +386 1 300 42 61
e-mawt: info@alkaloid.si

8. HOMEP(A) HA PA3PEILIEHHAETO 3A YIIOTPEDBA

Per. Noe 20190097

9, JATA HA ITBPBO PA3PEIIABAHE/NMOJHOBABAHE HA PABPEIHEHHETO 3A
YMOTPEBA

Hara Ha mbpBO pa3pemaBaHe: 23.04.2019r.
Hara Ha nocneqHO MOAHOBABANE;

10. JATA HA AKTYANU3IUPAHE HA TEKCTA

07/2023




