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1. UME HA JIEKAPCTBEHUA NMPOAYKT

AKAP/T 150 mg cromatiHo-ycToitunsy tabnerku i (o P, ... 03 v 4 ;{’V 03 '?_ / AL B

ACARD 75 mg gastro-resistant tablets

[

AKAP]I 75 mg ctoMawmHo-ycToitunsu Tabnerku I’ MK
|
ACARD 150 mg gastro-resistant tablets i
l
|

2. KAYECTBEH H KOJIMMECTBEH CbCTAB

Akapn 75 mg
Besika cromalno-ycToiumsa Tabnetka chabpka 75 Mg aleTHICAIMUMIOBA KUcenuHa (acetylsalicylic
acid).

Akapa 150 mg
Bceska cromawHo-ycToliunsa tabnerka cpabpika 150 mg aueTnncanuumMnoBa KuceauHa

(acetylsalicylic acid),

3a MbJIHKUS CIHCHK HA NMOMOLIHHTE BELECTBA BHXKTE TOYKa 6.1.

3.  JEKAPCTBEHA ®OPMA
CromaluHo-ycroitunsa Tabnerka

75 mg: Gana, ¢ popma Ha cbple, 1BOIHOM3NbKHANA tuamupaHa Tabnetka
150 mg: 6sna, kpwriia, ABOHHOM3MbKHANA GUAMupaHa TableTka

4. KJIHHUYHHU JAHHH
4.1 TepaneBTHYNHH NOKA3aHHS

Hcxemuuna Gonect Ha CbpUETO W BCHYKH KJIIMHHYHH CUTyaluHH, NMPH KOHUTO € NMPENOPBLYHTEITHO
MPEaOTBPATABAHETO Ha TpOM60U.P]THa arperamnus:

- aHaMHe3a 32 HeCTAOMITHA CTEHOKap/Hs, OCBEH 110 Bpeme Ha ocTpata asa;

- BTOPHYHA NPO(HUNaKTHKA HAa HH(APKT HA MHOKAPAA;

- MpeAOTBpATABAHE HA 3allyLIBaHEe Ha NpHCAJKaTa Cle/l a0pTo-KopoHapeH Gaiinac (AKB);

- KOpOHApHa aHrMOMIACTHKA, OCBEH 110 BpeMe Ha ocTpara (asa;

- BTOPHYHA NMPO(UIAKTHKA HA MPEXOAHH HCXEMHYHH aTakH U HCXEMHYHH MO3IBYHO-CbIOBH
HHUHWIOCHTH, CIIEL KaTo Ca U3KJIIOYEHH HHTPBL{EPE(S]JEU]HH KPBbBOH3JTHBH.

AKAP/ He ce npenopbyBa npu cnewHn cherosnua. Toil e OrpaHHYeH 10 BTOPHYHA MpodUIakTHKA
MPH XPOHHYHO JIeUeHHE.

4.2  /lo3MpOBKA H HAYHH HA NPHJIOKEHHE

£03H POBKa

Tps{ﬁsa na obae NOTBPCEH CBLBET OT JIeKap, Npeau 3arnoyBaHe Ha JIeYeHHeTo 3a MbPBH MBT.

- AHaMmHe3a 3a HectabuiHa CTCHOKapaHs, OCBEH 110 BpeMe Ha ocTpara



[TpenopwuuTenHara go3a € 75 mg no 150 mg BeAHBRK AHEBHO.

- Bropuusa npodunakTHka Ha MHGApPKT HAa MHOKapAA:
[Tpenoptuutennara 4o3a ¢ 75 mg a0 150 mg BeAHEK OHEBHO.

- [IpenoTBpaTaBaHe Ha 3aIyLIBAHE HA NPHCAIXATA cle] a0pTo-KopoHapeH Gatinac (AKE):
[MpenopbuynTenHaTa no3a e 75 mg Ao 150 mg BEAHEX AHEBHO.

- KopoHapHa aHrHonmacT#ka, CBeH No BpeMe Ha octparta ¢asa:
[Tpenoprunrennara no3a ¢ 75 mg a0 150 mg BEAHBK HHEBHO.

- BropuuHa npodHaaKTHKa Ha NPEXOAHH HCXEMHYHH 8TAKH H HCXEMHYHH MO3BYHO-CHACEH
MHUWASHTH, CIell KATO €A H3KTIUSHH HHTpauepeOpantHu XpbBOHATHEH:
ITpenopvuurenyara no3a € 75 mg A6 150 mg BeAHBK AHEBHO.

Hayuenmu 6 cmapuecxa evspacm

ALETHICATHIIWIOBATA KHCeNHHA TpROBa fa ce IPHNIAra ¢ NOBHMILIEHO BHIMAaHWE MPH MALHEHTH B CTapyecka
BB3PacT, KOWTOC ca NO-NCAATIHBH Ha HexkenanH peaxipi. O6udaiiHaTa 1o3a 32 BE3PACTHH ce
NpenopbUBa NpH nHnca Ha 6u6pedHo WiK gepHoapobHO yBpexaane {Bx. ToukH 4.3 H 4.4). Jleuenriero
TpaGaa [8 ¢ MPepasriexIa Ha PeIOBHH HHTCPBATH.

Heduampuuna nonyaayus
AKAP]/] e npoTHBONOKa3aH B NEIHATPHIHATA NOMYNauds mox 16-rondiHa Be3pacT (Bk. TOYKH 4.3 1
4.4).

Bobpewno u uepnodpobuo yepexcdane
AKAP/I Tpa6Ba na ce H3MoN3Ba ¢ NOBYINEHO BHHMAHHE NPY NMALMEHTH ¢ HapylueHa Gr0peyHa Wi
yepHoapoOHa (GyHKuHA (Aa ce H3GArBa npy TexKH yBpeau). Mons, BuxTe Touku 4.3 U 4.4.

HauuH Ha npunomeHue
[Nepopanta ynorpeba.

TabnerkuTte TpsibGpa Aa ce NOMNBLUAT LETH Clel XpaHeHe ¢ AOCTAThYHO TeurocTH (1/2 vawa Bona).
CroMauHo-ycToituHBaTa TablieTka HMa [IOKPHTHE H HE CE pa3naja B CToMAaxa, KaTo MO TO3H HAYHH
HaManapa ApasHEllHs edekT Ha aLeTUICATHLMAOBATA KMCeIHMHa BbpXY CTOMALHATA JINTaBULIA.

4.3 IIpoTHBONOKAIAHHA

CBpBXHYBCTBUTEIIHOCT KbM aKTHBHOTO BELIECTBO, ADYTH CALMLMIATH HIH KBM HAKOE OT IOMOLIHHTE
BelecTsa, H3Gpoeun B Touka 6.1,

XeMoparuyuHa quaTe’a; KOaryJIausoHHH HapYIIeHHA: XeMO(WIHaA, TPOMOOLIHTONEHHA.

AXTHBHA WM C aHAMHE3a 33 PeLMIHBHpalIa NeNTHIHA A3BA H/AIH CTOMAILICH/ IpeBeH KPEBOAYIHB,
HAH APYTH BHAOBE KBPBEHE KaTO MOFBYHO-CHIOBH KPBEBOHITHRH.

Texxo 6B6pedHO yBpexaane.

Texko YepHOAPOGHO yBpeXIAHE,

Texxka cvpaeyHa HEACCTATHYHOCT.,

AHaMHesa 32 aCTHPHHOB aCTMATHYEH NPHCTRI BCHECTBHE CANMITUIATH HITH JIEKAPCTBEHH TPOAYKTH ©
noaoGHo nelicTene, ocobeHo HecTepouIHM npoTHBoBL3INanuTentu cpeacrea (HCIIBC).
Ennospemennara ynorpeba na MeroTpekcaT B 1034 0T 15 mg/ceamnua wiy no-rofieMu (Bx. Touka
4.5).

Ho3n no-Bucoku oT 100 mg Ha JeH npe3 TPETHA TPHMECTBDP Ha GpeMeHHOCTTA.

Jeua H I0HOLIH Ha BB3pacT oA 16 roAMHH, NOpaiH pHCK OT cHHApoM Ha Peli (Bx. Touka 4.4.).

4.4 CneunanaHn NpeaynpexRAeHHR H NPeINa3HH MEPKH NpH ynotpeba

Axapn He e NOXXOAAL 3a yNoTpeba KaTo NPOTHBOBLANMATHTEAHO CPEACTEO/aHAN HPETHK.




AUETHNCANMLNIOBATA KHCETHHA TPAGBA 13 CE M3IOMN3BA ¢ MOBHIICHO BHHMAHHE [PH NAUHEHTH ¢
AEQHUNT Ha rioko30-6-pochar Aexnaporenasa, IAOTO MOXe 12 BHINUKHE XEMOTHTHIHA AHEMHA.

ALCTHICATHIIANIOBATA KHCEITHHA MOXKE A3 C& HINO/3Ba IPH TIAIHEHTH Che CBPBXTYBCTBHTENTHOCT KBbM
HECTEPOMAHH NPOTHBOBLNANHTEHH CPEICTBA CAMO CIIEX BHUMATEITHA OLleHKa Ha GanaHca Mexkay
PHCKOBE H TO/T3H.

ALETHICATHUKIOBATA KHCTHHA MOXE Aa NPEAH3BHKA GPOHXOCTIATEM H ACTMATHIHH TIPUCTBITH HITH
ApYTH peaKLMH Ha CBPBXYYBCTBUTEHOCT. PHCKOBHTE )akTOpH BKIIOUBAT: CHUIECTBYBAILA ACTMA,
XPOHHHH PECNHPATOPHH 3a60NABAHNA, CEHHR XPeMa C HOCHH NONHIH. CHLIOTO Ce OTHACH M 38
NAUHEHTH, KOHTO MOKA3BAT ANEPrUYHA PEAKLIHMA K KbM ADYTH BELLECTBA (HANPHMED C KOKHH PeaKiuH,

cbplesc Nl ypTHKapua).

[Mpenopsusa ce NOBMIIEHO BHHMaHKE TPH NALKEHTH, NPHEMALLM €IHOBPEMEHHO JIEKAPCTBE, KOHTO
Morat 1a NOBHLUAT PHCKA OT #1382 WM KEPBEHE, KATO IEPOPATHH KOPTHKOCTEDOMAH, AHTMKOAIYTAHTH
Kato BapdapuH, CeneKTHBHH UHXHEMTOPH Ha 06PaTHOTO 3aXBAllAHE Ha CEepOTOHHHA (BK. TOUKa 4.5),
KAKTO K NPH NALUHEHTH C NOBHILEHA CJIOHHOCT KbM KbpPBEHE (Hanp. ¢ AeHLMT Ha BHTAMHH K).

ALETHICATHUAIOBATA KHCEIHHA TPA6BA 3 Ce MPHIATA C NOBHIIEHO BHUMAHHE NPH MAIHEHTH ¢
Hapywena 6x6peyna win yepHoapoGHa (yHKIIHA, KATO € MPOTHBOMOKA3ANA GpH DAUHESHTH C TEKKO
yBpeneHa 6b0peuna win Jeproapo6Ha GyHKuMA (BX. TouKa 4.3).

AUSTHICATUUAIOBATA KHCRITHHA TPAGBA a CE MPHIIAra ¢ NOBHIIEHO BHIMAHHE NIPH NAIHEATH ©
AHAMHE3A 33 CTOMAILHA WM flyo/ICHANHA 4384, JALIOTO MOXeE A2 BL30GHOBH A3BeHaTa Gonect u na
NPeAH3BHKA KbPBEHE OT CTOMAUIHO-HPEBHHA TPAKT.

TNauneHTHTE C aHAMHEIA 32 CTOMALUHO-YPEBHA TOKCHYHOCT, 0COGEHO TE3H B HanpeNHANg BR3PACT,
TPpA0Ba Aa CbOGIIABAT 32 BCHUKH HeOGMHAlHH KOPEMHH CHMITTOMH (CTISLHMATHO 32 CTOMAIIHO-YPEBHO
KbpBeHe), 0C06EHO B HAYANIHHTE eTaNH Ha JIEYSHHETO.

Korato ce noABAT CTOMAILIHO-4PEBHO KbPBEHE WK A3Ba, TEYSHHETO TpabBa na 6bae NpeKkpaTeHo.

Mopany antuTpoMGoLMTHATA H aKTHBHOCT, ALIETHICANMUKAOBATE KHCETHHA MOKe Ja noBsefe oo
YABIKEHO BpEME HA KbPBEHE MO BPEME HA MITH CNEZ XHPYPrUYHE HHTEPBEHIIHA {BKMIOYHTENHO npu
Mank npoueaypH, kKaTo HalpuMep H3BakaaHe Ha 350). ALSTHNCATHIMIOBATA KHCEIMHE He TpabBa
Aa C¢ nphiara B NPOABMIKEHHE HAa 5 AHH NP UIAHOBA OMepanus, ocobeHo Ha 09H | Ha YIIH,

AKAP]] 1e ce npenopbuBa no Bpeme Ha MEHOPArHA, KOFATO MOXe 12 YBEJHIH MEHCTPyaIHO
KbpBeHe.

JlopH B HUCKH 03H, AUETHICATHLMIOBATA KHCEHHA HAMATABA OTASNAHETO HA MAKOTHA KHCENTHHA,
Topanu To3u $axT, NaLHEHTH ChC CKNOHHOCT KBM HaMaleHa €KCKPeLHA Ha MHKOYHA KHCENHMHA, MOraT
Aa MOMyYarT roAarpo3eH pHCThI,

IaunenrnTe B cTapuecka BB3pacT ca 0COGEHO MONATIHEH Ha HeOnaronpustHuTe edexrn Ha HCTIBC,
BIIIOHHTENHO AUCTHIICATHURIIOBA KHCENNHA, KATO 0COBEHO CTOMAIIHO-IPEBHOTO KEPBEHE H
nepopaunsTa Morar aa 6baat dpatannu. HenpexncHara NPOIBLIKUTENHA yoTpe6a HA aCHPHH
Tpsibsa fa ce H30ATBA B CTApUecKa BB3IPACT, TOPaH PHCK OT CTOMALIHO-YPEBHO KEpBene, Koraro ce
H3NCKBA NPONBIKHTENHO NIEIeHHe, aLkeHTHTe TpAba Aa ce HabmoxaeaT peIoBHO (BX. TOUKa 4.2).

l'IpenH 3anoYyBaHE Ha AbArocpoYHa TEpanHA ¢ aUCTHIICATHLHX/IOBA KHCE/IHHA 33 JIeYeHHe Ha
CBPREHHOCHA0BH MTH MOIBYHO-CBI0OBH 3&60J'IHB&HHX, NMAJHEHTHTE 'rpsGBa Aa C& KOHCYNTHpAT CBe
CBOA Nekap, KOWTO MOXKe aa ' TochBeTBa 34 OTHOCHTE/THHTE NPEAHMCTBA B CpaBHEHHE C PHCKOBETE
TIpH BCCKH OTACNEH MAaLHEHT.




IMpu naumneHTH, eKyBaHy ¢ aUETUNICATHLUKIIOBA KHCENHHA, €A ChOGIIEHH PEAKH CITydaH Ha OCTpa
MHOKapIHA HCXeMHA CbC WK 6e3 MHOKADAEH HHOAPKT KAaTO YacT OT peakLHa Ha
CBPBXYYBCTBHTENHOCT {CHHAPOM Ha KyHuc). B cydait na norsspaeH cuHApoM Ha KyHuc, Jamkaim ce
Ha AUCTHICATHIIIOBA KUCEIHHE, IPHEMBT Ha NPOAYKTa TpAGea He3abaBHO Na ce NpeKpaTH.
Heo6x0a1MO € NOBHIIEHO BHHMAHHE NPH MALMEHTH C AHAMHE38 38 XUIMEPTOHHS M/HIK CHPACTHA
HeJOCTATBYHOCT, Thil KaTo ce ChOOILABA 3& 3aNbpXKaHe Ha TEYHOCTH H OTOK BBB BPE3Ka C JIEYCHHETO C
HCIIBC.

Cepio3HH KOXHH PeakuUMH, HIKOH OT KOUTO (ATANHH, BKNIOYHTENHO eKCHONHATHBEH JEPMATHT,
CHHApOM Ha Stevens-Johnson 1 ToxcHYHa enuiepManta HEKPOIH3a, €A AOK/IAABAHM MHOTO PAIKO BbB
BPb3Ka C ynotpebara Ha aUETUACANHUMIOBA KHCENHHA (BX. Touka 4.8). [TpuemsbT Ha AKAPJ Tpabea
23 e NPEYCTAHOBH NPH MBPBA N0ABA HA KOXEH 0OPUB, IHFABHYHH NE3HH WIH APYTH [IPH3HALHK Ha
CBPBXUYBCTBHUTEIHOCT.

Heduampuuna nonynayus

To3u nexapcrsen NpoAykT He TpAGBA a Ce M3MON3BAT NPH ACLE H ICHOWM 10 1 6-FOAHIIHA BB3pacT
(Bk. Touka 4.3).

IpH HAKOH Aela AUETUICANHITAIOBATA KHCEHHA MOXe na GbAe AONpHHACALL daxTop 3a
nApeAH3BHKBAaHE Ha CHHApPOM Ha Peil.

ToBa nexapcTBo ChABpPHa No-Manko ot | mmol Hatpuit (23 mg) Ha cToMamHo-ycTounBa TabneTKa,
T.€. MOXE [ C€ KaXe, Ue NPaKTHYECKH He ChABPKA HATPHI.

4.5 BaaumoneilcTBRe ¢ IpyrH JeKapCTBEHH NPOAYKTH U APpYTrH GOPMH Ha BlaHMOACHCTBHE

IpoTHBONOKAa3aHH KOMOHHALIMH:

Memompexcam, usnonsgan @ do3u om 15 mg/cedmuya unu no-zonemu

AUETHICANHUKIOBATA KHCEMHHA MMOBUILABA TOKCHYHOCTTA HA METOTPEKCAT BBPXY KOCTHHSA MO3BK
Nopanyx HamaneHus 656peyeH KIMPBHC Ha METOTPEKCAT OT NIPOTHBOBbBANAIUTENHH JIEKAPCTBEHH
NPOAYKTH, BKTIOUHTETHO AUETHNCATHLNA0BA KHCenuHa. CAnNLMIATHTE H3MECTBAT METOTPEKCAT OT
HETOBRHTE MECTA 33 CBBP3BaKeE ¢ ITA3MEHNTE NPOTeHHH (BkK. Touka 4.3).

Kombunauuy, H3HCKBAUIK NpeANasHH MEPKH NMpH YIOT @a WKW KOHTO 4 Gbga'r B3€TH N0

BHHMaHHE:

Memompexcam, usnon3zean ¢ dosu no-manku om 15 mg/ceomuya

AUETIWICANHLANOBATA KHCETHHA [TOBHINIABA TOKCHYHOCTTA HA METOTPEKCAT BBPXY KOCTHHA MO3EK,
NopalH HaMaleHHA OBOpeyeH KIMPHHC Ha METOTPEKCAT OT IPOTHBOBB3NANUTETHU IEKaPCTBEHH
NPOAYKTH, BKNIOYHTENHO ALETHICANHIANOBA KHCeHHA, CATHIHIATHTE H3MECTBAT METOTPEKCAT OT
HETOBHTE MECTA 32 CBBP3BAHE C IUIAIMEHHTE NPOTEHHH (BXK. Touka 4.3),

Hoynpoghen

Ekcnepumentansu aannu nokassar, ue nbynpoden Moxe na uHxubupa edexta Ha HHCKaTa 4032
BUSTHIICATHUMIORA KHCENHHA BEPXY TPOMGOLIMTHATA arperauya, KOraTo ce H3Non3Bar
€QHOBPEMEHHO. B1Npeky TOBA, OrPAHHYEHUATA HA TE3M JAHHH U HECHTYPHOCTTA OTHOCHO
SKCTPaNONAUHATA HA ex Vivo NRHHHTE B KNHHHYHATA NPAKTHKA 03HAYABAT, 4e He MOTaT Aa OsaaT
HAaTpaBeHH KaTeropH4HH 3aKIIOYEHHA 38 pelloBHaTA ynoTpeGa Ha HOynpodeHr 1 He MOxXe 1 ¢e HMa
MpeaBHA HUKAKBB KNHHHYHO 3Ha9MM BeposaTeH edeKT npH cnyvalinara ynotpeba Ha ubynpoden (Bx,
TO4Ka 5.1).

AHMUKOQZYNARMY, HANPUMED KYMADUHOBY NPOUIGOOHY, XENapUH
ExHoBpeMEeHHOTO NpuosiceHHe Ha AlETHACATHLIAIOBA KNCENHHA ¢ AHTHKOATYAHTH KaTo BapdapHH

MOXE A2 NOBEAC A0 NOBHLIABAHE HA AKTHBHOCTTA HA AHTHKOArYJIAHTA: NOBUIIEH PHCK OT YABDKABAHE
Ha KBPBEHETO H KPBBOWSJIHE, B PE3YJITAT OT U3MECTBAHE HA OPATHHTE SHTHKO




33 CBBP3BAHE C I1A3MEHHTE NPOTEHHH M BHTHTPOMGOLHTHATA AKTHBHOCT HA ALETIICANMIJIOBATA
KHCEAHHA (BX. TOYK: 4.4).

Cenexmusnu urxubumopu na o6pamnomo saxeawane #a cepomonuna (SSRI)
[NoBHwIeH pHCK OT CTOMALIHO-IPEBHO KBPBEHE NOpai CHHEPrHIHUA eexT (BX. ToUKa 4.4).

Apyeu HCIIBC, exnouumenro canuyunamu

EnHospemennara ynotpe6a Ha aueThncannumiosa kucenrHa ¢ apyrs HCITBC noeumasa pucka ot
YBpEIa Ha NMHraBuLlaTa Ha CTOMAaXa H/WIH JBaHANECeTONPbLCTHHKA H OT CTOMAUIHO-YPeBHRH
KPEBOH3NHBH, KAKTO H OT 6bOpeyHa yBpeaa B pe3yNTaT Ha CHHEPrHYHH eQeKTH.

Jlexapcmeenu npodyxkmu, KOUMO ROBUWASAM EKCKPEHUAMA HA NUKOUHA KUCERUHA 8 YDURAMA, KAMO
Gensbpomapon, npobeneyud

I1pn ynorpebata Ha aLETHICATHLIHIOBA KHCETHHA 32€HO C IEKAPCTBEHH NPOAYKTH, KOHTO 3aCHIIBAT
OTAENAHETO HE MUKOYHA KHCEIHHA, C¢ HAMANABA AKTHBHOCTTA HA JIeKapCTBaTa 32 nojarpa
(KOHKYpeHLHA 110 OTHOIIEHHE EKCKPELHATA HA TUKOIHA KHCENHHA 0T Gr6peaHuTe KaHa4eTa).

Huzoxcun
AUETHACARMUITOBATA KHCENUHA HapyluaBa GEOpedHaTa eKCKpeLUs Ha IHNOKCHH, KOSTO BOJH N0
MNOBHILABAHE HA MAA3MEHUTE KOHLEHTPALHH.

Anmuduabemnu cpedcmaa, Ranpumep UHCYAUR U cyAdoHuRYpeiiny

TNopanu XMNOrMHKEMIMHA AKTHBHOCT H H3MECTBAHE Ha CyndaHmmypeliHuTe NPOAYKTH OT TEXHHTS
MECTa Ha CBbP3BaHe ¢ MIAIMEHHTE TTPOTEHHH, AUSTHACANHLIEIOBATA KUCEIMHA MOXe A8 TOBHIIH
XAMOrTHKEMUYHHSA €(PeKT Ha aHTHIHAGETHHTE CPEICTBA,

Tpombonumuyriu nexapcmeeny npoOykmy unu Opy2u GHMUMpPOMGOMuNHY uHxubumopu (nanp.
MUKNCRUOUH)

EnHOBPEMEHHOTO NPHNOXKEHHE C AUCTHICANHLINIOBA KUCENTMHA MOXE 1@ TTOBHLLN PHCKA OT
YABDKABAHE HA KbPBEHETC M KPLBOH3IHB,

Huypemuyu
HaManena anypeTHyiHa akTHBHOCT 4pe3 3aIbpKase Ha HATPHH H BoJa B OpraHn3Ma, BCICACTBHE Ha

HaMaNleHaTa rOMePy THA GHUNTPaLMA 1O MTA HA HAMATIEH CHHTE3 HA PEHAIEH NPOCTACNAHANH B
OrbpeunTe. AUETHICATHUKIOBATA KHCEITHHA MOXE 1 NOBHINH OTOTOKCHYHOCTTA Ha bypocemun.

Cucmemnu kopmuxocmepoudu

EnHOBPEMEHHOTO NPHNOXKEHHE C ALSTUICATHUANOBA KUCENTHHA MOXE Aa MOBHLIM PHCKA OT
CTOMALIHO-4YPEBHH A3BH H KBPBEHE, [1a HAMAJIM [L1A3MEHATA KOHLISHTPAlMA Ha CAIHI[MIIATA 0 BpeMe
Ha JIEYeHHETO € KOPTHKOCTEPOUIH, KaKTO H Ja JOBE/e 00 PHCK OT MPEAO3UPAHE HE CATHIIHNIATA el
CMHpaHeTO Ha KOPTHKOCTEPOHAHTE (BK. TOUKA 4.4).

Eonospemenromo npunocenue ¢ ACE-unxubumopu
HamaneH aHTHXHNepTeH3uBeH edeT, BCIENCTBHE Ha MOHIKEHATA [TIOMEPY/THA DHITpaUNS dpes
HaMaABaHe Ha CHHTE3aTa Ha PEHANeH NPOCTANIAHAMH, JeHCTRAlM eeKTH Ha CHAOPA3IIHMPABAHE.

Banrnpoesa kucenuna

AUETHICANHUMIOBATA KHCEIMHA YBENHHABA TOKCHYHOCTTA Ha BAMPOEBATA KHCRIHHA, KaTO 1
M3MECTBa OT MECTaTa 3a CBBP3BAHE C IUIASMEHHTE NpoTenHy. Bannpoesara kucenuHa noreHimpa
AHTHTPOMEOLIMTHATA AKTHBHOCT HA ALIETHNCATHLIMIOBATA KMCENHHA NIOPAIH CHHEPIHYHMI eheKT.

Memamuzon
[Ipu enHoBpeMeHEH NpHEM METAMH3ON MOXE 2 HaMATH e()eKTa Ha alleTHICATHLMAOBATA KHCEHHA
BBPXY TpOMGOUHTHATa arperauud. CnenoBaTenHo, TasH KomGuHauys TpAGBA Ja ce H3non3ea ¢

TNOBHIUEHO BHUMAHHKE NPH NALMEHTH, NPHEMAILH HACKA 1032 ACTIHPHH 33 KAPAHOMp




Anxoxon

EaHOBpeMEHHOTO TpHeMaHe Ha aNKOXOM H aleTHICATHUIUIOBA KHCENHHA YBETHYABA PHCKA OT
CTOMAILHO-YPEBHH HEXKENAHH PEaKLHH, HapUMep racTPOMHTECTHHANHA A3Ba WIH
racTPOHHTECTHHANHO KLpBeHe.

Huxubumopu na kapboarxudpazama

HamaneHa exckpeLlus Ha aLeTa30JaMil; CATHIIATHA HHTOKCHKALMA ¢ HACTHIBANA IPH NAUHCHTH Ha
CXEMH C BUCOKM J03H CANMMLIANATH M HHXHOHTOPH Ha kapOoanxuzpasara. KoHKypeHTHOTO Npiiarane
Ha MHXHOWTOPH Ha KapboaHxHapasaTa, KATO ALETA30NAMUA ¥ CATULIHIATH, MOXE 3 JOBeIe A0 TEKKA
alHA032 H MOBHIUEHA TOKCHYHOCT Ha LIEHTPANHATA HEPBHA CHCTEMA.

Anmuayudu u adcopbenmu

EKCKpeuHATa Ha aUETUICANHLIMIO0BATA KHCENHHA CE YBeNMYaBa B AIKANHA YPHHE; KAOJHHBT BEPOATHO
Hama/sBa abcopbumara. [NauueHTHTe TpAGEA fa GBJAT CHBETBAHU 43 HE NPHEMAT €LHOBPEMEHHO
aHTHALKAM, 33 Aa ce W30erne nMpexaeBpeMeHHOTO 0CBOGOXKAARAHE HA JIEKAPCTBOTO.

Anmubaxmepuannu cpedemea
TokcH4HOCTTA Ha CYNHOHAMHINTE MOKE A3 CE YBEIHTH.

Lurxnocnopun
EnnoepeMeHHara ynorpeba Ha uuknocrnopun 1 HCTIBC mosxe na nosesie 10 NOBHIEH PHCK OT
LHKIOCTIOPHHOBA He(POTOKCHYHOCT.

Anmuememuyu
Meroknonpamus 3ackiBa eeKTHTE Ha ALETHICATHLIOBATA KHCETHHA Ype3 YBeIMYaBaHe Ha
ckopocTTa Ha aGcopbunsra.

Jesxompuenosu anmazonucmu
[MosKaBa ce nnamMeHaTa KOHLEHTPAUUA Ha 3aHplyKacT.

Tecmoge 3a gynryuama na wumosudrama Jcnesa
ALETHACATHLNIOBATA KUCETHHA MOXE [I3 TPOMEHH Pe3yNTATUTE Ha TECTOBE HA PyHKIIHATA Ha
HIMTOBRAHATA X34,

4.6 DepTHAHTET, GpeMEHHOCT H KbpMeEHe

BpemenHocT
Hucku do3u (0o 100 mg Ha den):

KimMHHYHHTE NpoyyBaHuA Nokassar, ue 2034 Ao 100 mg Ha AeH, 3a orpakueHa ynorpeba B
aKymepcTBOTO, H3IUCKBALLLA CrieuranH3upano Habmonenue, ca Ge30nacHH,

o3y om 100 mg Ha Qen:
HsamMa n0ocTaThuHO KIHHUYEH OTHT 110 OTHOIIEHHE Ha ynorpe(Gara Ha A03H Haa 100 mg Ha aeH mo 500
mg AHeBHO. ETO 3a1l0, NpenopbKHTE No-A0MTy 3a A03H OT S00 mg AHEBHO M NO-BHCOKH ¢4 IPHIOKHMH
CBILO H 38 TO3H 0308 WHTEpBa.

Hosu om 300 mg ng den u ng-gucoxu:

Huxnbupanero Ha crHTe3a Ha NpoCTarnaHAHHK MOXE Ja OKaxe HeGIaronpuATHO RIUAHHE BLPXY
GpeMeHHOCTTa W/HAH eMOPHORANHOTO/GETANHOTO pasBUTHE. JIAHHHTE OT SITHIEMHONOTHYHH
H3CNeBAHKA NOKA3BAT NOBHUIUEH PUCK OT CNOHTaHeH abopT, KaKTo H OT CHPACYHA MandopMaLuy 1
racTpoCXH3a ciiell H3N0/138aHe Ha HHXHOHTOP Ha NPOCTArNaHAHHOBHA CHHTE3 B paHHa ¢asa Ha
GpemeHHOCTT2, AGCONIOTHHAT PHCK OT CEPACHHOCHAOBH ManhOPMALIMH Ce YBENHYABA OT MO-MAJIKO OT
1% 10 okono 1,5%. CmsTa ce, 4e pHCKBT Ce NMOBULIABA C YBEIHYABAHE Ha 103aTa H
NPOIBIKHTENHOCTTA HA JIEIEHHETO,

HoxasaHo e, 4e NPUIOKCHHETO HA HHXHOGMTOPH Ha MPOCTArNAHAXHOBHA CHHTE3 MPH XKHUBOTHH BOIH
A0 MOBHLIEHA Npe- M MOCTHMIUTAHTALMOHHA 3ary6a 1 emOpuo-deraneH netanurer




AOKNaABAHH MPH XHBOTHH, HA KOHTO € ORI naneH HHXHGHTOD Ha NpOCTArNIAHOIHHOBHA CHHTE3 1O
BpeME Ha nepHoAa Ha OPraHOreHes3aTa.

Or 20-ara ceamuua oT GpeMeHHOCTTa HATATHE ynotpeGata Ha Akapi MOXe J1a IPHYHHH
OJTHrOXMAPaMHHOH, NBJBKAIL Ce HA HApYLIeHHe Ha GuOpeurata $yHKIHA Ha deTyca. Toba Moxe Ja ce
NOABH CkOPO C/ie/l 3aM04BaHE HA JIEHEHHETO H 0GHKHOBEHO € ofpaTHMO K NIpEKpaTABaHe My,

B nomuiiHeHue, uma cbobierns 3a 3aTeapsHe Ha ductus arteriosus ClIeA IeYEeHHeE IIpe3 BTOpHA
TPUMECTLD, NOBEHETO OT KOHTO OT3BYHABAT C/E] [IPEKPATABAHE Ha JledeHneTo. [1o BpEMeE Ha THPBHA H
BTOPHA TPHMECTBD HA GPeMEHHOCTTa AKapy He TpaGBa Aa ce Tipunara, OCBEH aKko & a6ComoTHo
HeobX0AUMO. AKO AKApA ce H3MON3BA OT KeHa, KOATO Ce OITHTEA ha 3adeHe, WM TI0 BpeMe Ha ITbPBHS
H BTOpHS TPUMECTBP Ha GpeMEHHOCTTa, A03aTa TPsOBa Aa ce NoAZBPXKA BLIMOXKHO Half-HHCKa, a
TIPOAB/DKHTENHOCTTA Ha ICUEHHETO — BB3MOXHO Hali-kparka. Cnell eXcrno3uuua Ha Axapn B
NPOOB/DKEHHE HA HAKONKO AHH OT 20-aTa reCTaUHOHHA CEAMMUA HATATHK TPAGBA 14 ce OGMUCTH
AHTEHATAHO NPOC/ICAKBAHE 38 ONHIOXHAPaMHHOH, YroTpe6ata Ha AKapa cennHa Tpabea xa ce
NPEyCTARHOBH, AKO CE YCTAHOBH ONIMIOXHAPAMHHOH WM 3aTBapAHe Ha ductus arteriosus.

Ilo Bpeme Ha TpeTns TpuMeECTBp Ha GpeMEHHOCTTA, BCHUKY MHXHOHTOPH Ha NPOCTarIaHAMHOBUA

CHHTE3 MOraT fa H3noxart deryca Ha:

- kapIHOTYIMOHAIHA TOKCHYHOCT (C [IPeXAEBPEMEHHO 3ATBAPAHE Ha AYKTYC apTEepHO3YC M
6enonpobua xunepronus);

- 6B6peuna auchyHKUMs, (BX. N0-rope);

MahkaTa i HOBOPOAEHOTO, B Kpad Ha GPEMEHHOCTTa, Ha:

- BBIMONCHO yNILIDKABAHE Ha BPEMETO Ha KbPBEHE H AHTHArPerupam ebekT, KOSTO MOXE /1a e
NIPOABH JOPH MPH MHOTO HUCKH NO3M;

- HHXUOHPAHE HA MATOUHHTE KOHTPAKLMH, BOXEIO 0 3a6aBeH0 WiH YABMKEHO pakaaHe.

CrezoBatenyo aleTUNCATHLIIOBATA KHCEJHHE € MPOTHBONOKA3aHa MPE3 TPETHA TPHMECTLD HA

GpementocTTa {BX. Touka 4.3). 03K K0 H BKMIOYHTENHO 100 mg Ha AEH , MOTAT Aa CE MPHUEMAT 1oL

CTPHKTHO aKkyLiepcko HabniogeHue.

KnpMeHe
TbH KaToO aLETHACANHUMNOBATA KHCENTHHA CE OTAENA B Mait4HHOTO MJIAKO, TA He TpabBa Ja ce npHema

OT Ma¥KH, KOHTO KbPMAT, NOPaH CHILECTBYBALIMA PUCK OT CHHAPOM Ha Peit npu aerero. Bucokn
03¢ NpH MafikaTa MOraT i Kapywar GYHKUKATA HA TPOMGOLIHTHTE NIPH JIeTeTo.

Deprunurer
He ca NPOBEKIAAHH KOHTpPOJHpAHH [IPOYYBAHHA 10 OTHOUIEHHE HA NMOTCHIIHAITHBA edaexr Ha

AUETHACATHUHNIOBATA KMCETHHA BEPXY depTHaKTETA.

4.7 EdextH sbupxy cnocobuocTrs 32 wodupane u pabora ¢ MalIHHK

ALETHICATHLKIOBA KHCENHHA He NIOBJIHABA COCOGHOCTTA 32 wodHnpaHe KK paboTa ¢ MamHHK.
4.8 HekKenaHH NeKapCTBEHH peaKuHy

He:xenanuTe nekapcTBerH peakumi ca rpynHpaHy BL3 0CHOBA Ha CHCTeMO-OpTaHHKTE Knacose. B
PAMKHTE Ha BCEKH CHCTEMHO-OPTAHEH KIAC HECTOTHTE ¢a NeHHUPAHH KaTO; MHOTO YECTH =1/10),
uecty (21/100 no <1/10), Heuectu (>1/1 000 no <1/100), peaxu (=1/10 000 xo <1/1000); MHoro
peakH (<1/10,000}, ¢ HeusrecTHa YecToTa (ne moxe na 6bAe OLEeHEHa OT HANHYHUTE DaHHH).

Hapywennn na xphsTa u AumpraTa cucTema
Pedru: TeXKO KbpBEHE, KaTo HanpHMep CTOMALHO-YPEeBEH U BLTPEHEPENEH KPbBOHTHB.
C neussecmra vecmoma: nosuImeH puck ot KEpBEHE, yABIKABAHE HA BPEMETO HA KbPBEHE,
TpoMGOLHTONEHKA.

Ha6monarano e xspaeHe, HanpuMep TIEPHONEPATHBHE XeMOPATrHA, XeMaTOM, EMHCTAKCHC,
YPOT€HUTAHO KBPBEHE, KBPBEHE OT BEHLMTE. -
Kbpsenero moske 1a fosene A0 octpa Hnn XPOHHYHA AaHEMHA NTOPANH KPBBOH
KeN3onePUUMTHA aHeMUs (HANPHUMED B PE3Y/ITAT HA OKYNTHH MHKPOKPBBO




XapaxTepH3upaulH ce ¢ 1a6OpaTOpHY K KIHHHYHY NPH3HALK KaTo cnabocr, 6nenocr, xunonepdysua.
XeMONUTHYHA AHEMHUA MOKE Ja Ce [IOABA NPU NaLHeHTH ¢ IoK030-6-pochaT AexuaporeHasex
AedHumT.

HapyleHHns Ha HMYHHATA CHCTeMa

Pedxu: peakItH Ha CBPBXUYBCTBHTEITHOCT, XapaKTePH3HpaIH ¢e ¢ 1abOpATOPHA H KNHHUYHH
NPH3HALM, BIIHOYBALIH: AHIHOEEM, KOXHH PEAKLMH, OTOK; TEXKH PEaKIHH Ha
CBPBXYYBCTBHTENHOCT, BKIOYHTENHO aHADKUIAKTHYCH LIOK,

Hapywenws na meTaGoan3ma u Xpanenero
Mrozo pedku: XMROrANKEMHUA.

Cobpaeunn napymenuns

C Heussecmna wecmoma: peakiuy Ha CBPBXYBCTBUTE/NHOCT, XAPAKTEPHIHPALIH C& C NabOpaTopHH U
KIMRUYHH NPH3HALK, BKMTIOYBALLY: KAPAHO-PECNHPATOPHH HAPYLIEHH; CHHAPOM Ha KyHuc (cctpa
MHOKApIHA HCXEMHUA CbC WK Ge3 MHOKApEH MHDAPKT KATO YacT OT peakLus Ha
CBPBXYYBCTBHTENHOCT),

OTOouy, XUNEPTOHHS M CPAEYHA HEAOCTATEYHOCT C& CHOOWIABAT BbB Bpb3ka ¢ HCIIBC,
BKITHIHTENHO TIPH JIEHeHHE ¢ ALETHICATHIMI0BA KHCETHHA.

Hapymieuns Ha HepBHAaTa CHCTeMa

Pedku: TeXKO KbpBEHE KATO BETpedepeneH KpBBOHITHE (0COGEHO NPH NAIMEHTH C HEKOHTPONMpPaHA
XHMEPTOHHA W/HIH MO BDEME Ha EAHOBPEMEHHOTO IPHIIOKEHHE HA AHTHXEMOCTATHIIM), KOETO B
OTOEMHH CTy4aH MOxe Aa Obje NOTEHLHATHO ONAcHO 3a KHBOTA.

C neuseecmna wecmoma: CBETOBLPTEX H INYM B YIIHTE, KOUTO OGHKHOBEHO ca CHMIITOMH Ha
npeno3upaHe.

CToMalIHO-4PeBHH HAPYIIEHHS

Hecmu: nucnencus (KHCENNHK, raieHe, NOBPbIUAHE) H KOpeMHa 6onka.

FPedxu: Bb3NANEHHUE HA rACTPOMHTECTHHANHHA TPAKT, CTOMALIHA W HIH AYOIeHANHA A3B2, MHOTO
PALKO BOAEIA AO FACTPOHHTECTHHANEH KPBBOUITHB H NephOpaLMs, XapakTepHIUPaLIH Ce ¢
KITHHHYHA H N1ab0paTopHU NpPU3HALH.

Pecnupatophu, rpbanu n MenHacTunannH Hapywenus
Pedku: peakuMM Ha CBPBX4YBCTBHTENIHOCT, XapaKTEPHIMPALUM Ce C nabopaTOPHH H KJIHHAYHH
TIPHU3HALH, BKIIOYBALIHK: aCTMa, GPOHXOCTIAZEM.

XenaTo6HANAPHE HAPYLIEHHA
Pedxu: npexoaHa 4epsoAPoGHa AHCHYHKUMA ¢ IORHIIEHN TPaHCAMHHA3H.
C neussecmna vecmoma: 4epHOAPOBHA HEXOCTATHYHOCT; CHHApOM Ha Peif.

Hapywenus Ha KOKaTa M NOAKOKHATA THKAH

Mhnozo pedxu: Gyn03Hu peakunH, BKTIOUUTENHO CHHAPOM Ha Stevens-Johnson H TOXCHYHA
enuaepManta HeKpoJH3a.

C neuseecmua uecmoma: peakUMH Ha CBPBXYBCTBHTETHOCT, XapaKTEPH3HPALIH ¢e ¢ KIHHHYHA
NpPH3HALH, BKAOYBALLK: 0OpHB, YpPTHKapui, chpbex.

Hapymenus na 6n6peunTe H NHKOYHATE MLTHINAG
Muozo pedru: napywena 666peuna QyHKUMA, yPaTHH KAMBHH B 6n6peunre.

Hapywenns ua penpoaykrussata cHcTema H rbpaaTa
Peoku: meHoparus.

Cw BAHE Ha NOAO HeXeNnaHu U

Cro6LaBaHETO HA NOIO3HPAHH HEXENAHH PEAKITHY Clie] paspernabane 3a ynotpeba ApCTBEHHA

NPOAYKT € BakHO. TOBA NO3BONABE A4 NPOAL/TKH HabMOIEHHETO Ha CHOTHOIIE gﬂ{éngGK 3a
Ky
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JICKapCTBEHHA NPOLYKT, OT MEAMUMHCKHTE CITELHATHCTH C€ H3HCKBA A3 CHOGIIABAT BoAKa
MON03HPAHA HEXKENaHa PeaKilHa Jpes

HambanUTeHa areHUMA O TekapcTBaTa

ya. Jaman Fpyes” Ne 8

1303, Codun

Ten.: +35 928903417

yebeaiit: www.bda.bg

4.9 [Ipeno3upane

INpenosupaneTo npu naunewTH 8 HanpexHana BB3PACT U 0COGEHO NPH MANKH Nela H3HCKBA
CNERHANHO BHHMaHHE, Thil KATO IIPH Te3M MALMEHTH TO MOXKE J1a C& OKaXKe ¢aranuo.

IMopany HuckaTa n03a Ha AUETHACANHUMIOBATA KHCETHHE, CAy4aiHOTO Npe03UpaHe Ha TO3H
JICKAPCTBEH NPOAYKT ¢ MANKO BeposaTHe, HapoyHoTo nornsuane 5a ronam Gpoit Tabnetku Moxe aa
AOBEIE N0 TOKCH'HH HMBA B KPBBTA, KOETO MOXeE JIa Ce CIIYMH M CBC 3aKBhCHEHHE OT Noseye or 172
Yaca.

Torxbittane Ha ronam GpoH CTOMALIHO-YCTONYHBH TABNETKH MOXKE Za nosene no obpasysane Ha
BB3EN OT 3a/1eNeHH TAbNETKH B CTOMAXa, KOATO € TPYAHO Aa 61ae MpPeMaxHarT.

CHMIOTOMH

CuMITOMHTE Ha Npeno3upaHe oGHKHOBEHO Ca: IIYM B YIOHTE, XMIIEPBEHTHIIALHA, TPECKA, raficHe,
TNOBPBIUAHE, 3AMEITIEHO 3pEHHE, r1aBobonue, 3amalisaHe, o6bpKBaHE, HADYIIEHUE HA KHCEIHHHO-
ANKAIHHA ¥ ENEKTPONHTEH GanaHc, XHIONIHKeMUs, KOXHH 0GPHEH,

B cny4ait Ha ocTpo npenosupaHe, MOTaT Aa Ce MOABST JCTHPHYM, TPEMOP, 3a0yX, H3OTABAHE,
5530YyIa H KoMa. '

CanuuMnaTHOTo oTpaBiHe 0GHKHOBEHO € CBBP3aHO C IUIa3MEHHTe KOHLEHTpaupH > 350 mg/l (2,5
mmol/1). Tlosedero cMbpTHY ciyyan Ha BEIpAcTHH ce HaGmoaaBaT TIPM NaLMEHTH, YHHTO
KOHUEHTpaunk Hageuwasat 700 mg/l (5,1 mmol/l), Eausuyny 2031 oT no-maiko ot 100 mg/kg, e
MANIKO BEPOATHO A MPHYHHAT CEPHOZHO OTPABAHE.

Cmecenara pecnuparopua ankano3a u MeTaGoHTHa auunio3a, ¢ HOPMaJIHO HIIH BUCOKO apTepHAITHO
pH (HopManHa unu HamaneHa KOHUEHTpaUKA Ha BORODPOIHH HoHH), € 06H4aiiHa npy Be3pacTHH Wiy
A€lia Ha BB3PACT Hal YCTHPH roAuHK. [1pyn AenaTa Ha YETHPH rORHHH WIH NO-MAJIKO € YeCTo CpeliaHa
ROMHHMpaIIA MEeTabONHTHA aLKA03a C HUCKO apTepuanHo pH (nosumena KOHLEHTpaLHA Ha
BOAOPOAHH HOHH). ALKAO3aTa MOXKE 1 YBENHYH NIPEMHHABAHETO HA CANHITATHTE Npe3 KPLBHO-
MO3BYHAaTa Gaphepa.

JleyeHue

Jleuenneto e na ce Hamany abeopbuusTa Ha JIEKAPCTBEHUA IPOAYKT Ype3 OTCTPAHABAHE Ha
CTOMALIHOTO ChABPKUMO (NIOBPBIAHE WIH CTOMAITHA HPOMHBKA - KO € MHHAN HE MOBEYe OT SIHH
Hac OT NOMILILAHETO Ha TAONCTKHTE), YCKOPABAHE HA E/IMMHHUPAHETO HA JIEKAPCTBEHHS HpOIOYKT,
MOHHTOPHHT H2 BOJHO-E/IEKTPONHTHHA GalaHC, HA CEPYMHOTO HUBO HA CATHLIHIATH, pH Ha ypuHara,
PTEPHATTHH KPBBHU ra3oBe, cepyMeH KPeaTHHHH, IVII0K03a B [UIA3MATA H Yped B KPBBTA, KAKTO H
HOpMANH3HPAHe HA TEMNIEPATYPATA HA TAIOTO H AHILAHETO.

Ipunara ce akriBes BbInEH noa GopMata Ha BoAHA Cycnenzus (B n03a 3a Bb3pacTHH 50-100 g u 30-
60 g 3a neua), 3a na ce HaManK abcopOuMATa HA ALETHICATKIIOBATA KHCETUHA.

Enumutinpaseto ce ysennyasa upes ankau3supane HA ypUHATA, KOGTO Ce NI0CTUIA 4pe3 NpHiaraHe Ha
1,26% Hatpues 6uxapGonar. Tpabea na ce creau pH Ha ypuHaTta. Kopurupa ce meraGonurHaTa
alfos3a ¢ MHTPABCHO3HO NprIoKeHHE Ha 8,4% pa3TBop Ha HaTpHes GukapGonar (Hali-ranpen ce
TpOBEPABAT HHBATA HA CEPYMHHUS KalMi), XHNOKaNHeMUsTa Tpa6Ba Aa 6ble KODHI¥paHa IIpenH Aa ce
Aane HaTpHes GHKapGOHAT, 3ALLOTO ANKANMIUPAHETO HA YPHHATA MOXKE 13 GBAE NO-MAJIKO edexTHBHO,
KO ILIA3MEHHTE HUBA Ha KamHA naaHar nox 4,0 mmol/l. opcupana Axypesa se Tpibea fa ce
H3M01388, Thi# KA&TO TH HE NOLOGPABE EKCKPELIMATA HA CANHIHAATHTE H MOXE J1a JOBEE 10
BenonpoGeH oTok.




Xemonuanuzara & neyeHHe Ha H30OP 3a TEXKH OTPaBAHHA K TPA6Ba Iia ce HMa PeABKA NPH [ALHEHTH
¢ TIA3MEHH KOHUEHTpaUMH Ha camuumnat > 700 mg/l (5,1 mmol/l) win npH No-HUCKH KOHUEHTPAIIMH,
CBBP32HH € TEKKH KIMHHYHH MK MeTabonuThy $yhxumm. [MTanmertyt nox 10 win ran 70 roqanu
#MaT YBENMHMHUEH PHCK OT CAMTMLMAATHA TOKCHIHOCT H MOTAT Ja Ce HYXNAAT OT AMaIK3a Ha No-paHeH
eran.

5. ®APMAKOJIOTHYHM CBOUCTBA
5.1 dapmakoaHHAMHYHH CBOlCTBA

MapMaKoTepaneBTHYHa TpyNa: MHXUEGHTOPH HAa TPOMGOUMTHATA arperauys, ¢ H3KNIOYEHHE Ha
xenapui, ATC koa: BO1ACO06

ALETHNCATHIMIOBATA KHCETHHA € HeoOpaTHM HHXHOUTOP Ha IMKICCOKCHI€Ha3aTa, KATO HHXHOHpa
CHHTE34T2 Ha IPOCTArJIAHAMH OT apaxHIOHOBA KHCEIHMHA. TO3H MEXaHH3bM € OTTOBOPEH 38
TIPOTHBOBLINANHTEIHOTO, AHTHITHPETHIHOTO H AHAITETHYHO ACHCTBHE,

Haf-paxHuaT edexT 0T aueTHNCATHIOWIOBATA KHCETHHA NPKE HACKA J03a ot 75-150 mg e
HHXMOMpaHeTo HA CHHTE3a Ha TPoMOOKCaH A2, CHeIMHEHHE, YBETHYABAMIC TPOMGOLMTHATA
arperaus H c5I0BOTO 3amyiuBaHe. Mnxnbupanero Ha TpoMGOLMTHATA LIMKNOOKCHTEHA3A BOAN OO
HamansgBaHe Ha crocoGHOCTTA MM Ja arperupar.

TpomOGouHTHATA arperaliia € OCHOBEH IpoLeC, KONTO onpeaend NOCTeNeHHATA CTEHO03a Ha
KOPOHAPHHTE apTePHH [TPH HCXeMHYHA GonecT Ha ChpLETo. PaspacTEaHeTO Ha TPOMGOLIMTHH arperaTH
BBPXY ATEPOCKASPOTHYHO MPOMEHEHHTE YaCTH OT CHAOBETE BOAH A0 06pa3zyBaHeTo Ha ChCHpELH,
KOETO MOCTEeNEeHHO BIOIIaBa MHOKAapAHAaTa Nepdy3ud 10 HacTrNBaHe Ha HHQapKT Ha MHOKAp/A.
Pe3ymraTuTe OT MHONKECTBO KOHTPOMHPaHH NPOYHBAHUA MOKA3RAT, Y¢ OMTHMANTHOTO HEXHOHpaHe Ha
TPOMGOLUHMTHATA LMKIOOKCHI€HA3a B CPABHEHHE CBC ChA0BATa MOXE J& CE [IOCTHIHE KATO C€ H3MN0/I3Ba
HHCKA 1032 AUCTUNICANHLIMIORA KHCEMHAA, 0T 40 mg Ao 150 mg Ha neH. CMaTa ce, Ye HUCKa 2033
ALETUNCANHUMNIIOBA KHCENIHHA B CTOMALIHO-YCTOHYHBH TAONETKH, KOHTO HE TMO3BOJABAT
0cBOGOXKAZBAHETO HA AKTHBHOTO BELUECTBO B CTOMAXa, BOOH 0 MONYyYaBaHe Ha KOHLEHTpALHA B
NOPTAIHOTO KpbBooGpallieHHe, AOCTATHYHA A2 HHXHOHpa TpOMOOLHTHATA UMKIOOKCHTeHa3a, KakTo U
10 HHCKA KOHUEHTpaUHA B nepudepHaTa UMPKYIaLHs, KOSTO & 3alMTa Cpelly TBhp/E CIIHOTO
HHxUOHpaHe HA CHHTE3a HA NPOCTALMKIAMH B CHAOBATA CTEHA H HEXEIAHH peakliH.

Taka HUCKHTE A03H ALETHICANHLHAOBA KHCENHHA MOTaT Aa delicTBar no-ePekTHBHO, OTKOJIKOTO HO-
TONIEMHTE, KATO NPHYHHABAT H NO-MATKO HEKEeNaHH peakLHH.

EKCrepHMeHTAIIHH JaHHH [TOKA3BAT, 4e udynpodeH Moxke na MHXHOUpa edekTa HA HHCKATA 1038
ALETHICANHLIHIOBA KHCEITMHA BhPXY TPOMGOIMTHATA arperauya, KOraro ¢e MpHiIaraT eJHOBPEMEHHO,
B eaHo npoyupaHe, Koraro eaMHHYHA A03a HOympoden 400 mg ce npremMa B pamkHTe Ha § waca
Npean UK B paMKHTe Ha 30 MMHYTH HENOCPERCTBEHO CNEN IPHEMA HA ALUETHICATHIWIOBA KHCEIHHA
{81 mg), BB3HMKBA HaMaNxBaKe Ha edexTa Ha AleTHNCANTHIIIOBATA KACE/IHHA BEpXY 00pa3yBaHeTo
Ha tTpombokcaH WK Ha TpomGouMTHATA arperaima. Brnpeky Tosa, OrpaHHYEHHATA Ha T€3H BAHHH H
HECHIYPHOCTTAa OTHOCHO EKCTPAITONIAUMATA HA ex Vivo JaHHHTE B KIMHHYHATA [IPAKTHKA 03HAYABAT, 26
He MOTaT Ja ObIAT HanpaseHH KATerOpHUHH 3aKMOUeHHN 34 penoBHaTa ynorpeba Ha ubynpoden, n
He MOXe /12 C& MMa NpPeABHI HUKAKBE KTHHUYHO 3HAUYHAM BepoATeH edekT npH cayHaltHara ynoipeba
Ha H0ynpodeH.

5.2 @dapmaxKoKHHETHYHH cBolicTBA

AGcopbuus

AGcopbunATa Ha ALUECTUICANHIIWIOBA KACENHHE OT CTOMAlHO-YCTORYHBH Tal/IETKH MAMKO C&
pa3HyaBa B CpaBHeHHE ¢ KOHBeHUMOHATHUTE dopmu. TA 3anouBa B paMKkuTe Ha 3-6 9aca cien
TpUAaraHe Ha JIEKAPCTBOTO, KOETO AOKA3Ba, 9€ NOKPHTHETO ediekTHBHC GIOKMpa pasnafaHeTo Ha
JIeKapCTBOTO B CTOMAXa.

[TvkoBaTa nnasmMeHa KOHLEHTPALMA Ce MOTyYaBa ciel okono 6 yaca ¥ e cpeqHo
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[prcheTBHETO HA XpaHa B CTOMAUTHO-YPEBHHA TPaKT 3aGasa aGcopOUMATa, HO HE HAMAaNABa
61oHANMYHOCTTA HA ALETHICATHIWIOBATA KHCETHHA.
80-100% ot noreaHararta 1032 aLUETHICAIHLIOBA KHCENHHA ce aGCOPGHpa OT CTOMALIHO-YPEBHHA

TPAaKT.

Pasn HHE

AUCTHICATHIHIIOBATA KHCEMMHA OBP30 H eKCTEH3UBHO Ce pasipeielia B OBEYETO OT THKAHHTE M
TeNecHUTE TeYHOCTH, OTHOCHTeNHMAT 06eM Ha pasnipesencHue ¢ npubausurenHo 0,15 - 0,2 I’kg u ce
YBETUYERA 38€1HO ¢ YBeJHYaBaHe Ha CEPYMHATA KOHLSHTPAUMA Ha JIeKapCTBOTO,

Mpubausurenno 33% ot ekapCcTBOTO C& CBLP3BA C MPOTEHHH NPH CEPYMHE KOHLEHTpauusa ot 120
pg/ml. CrenenTa Ha 6enThyHO CBLP3BAHE HA NEKAPCTBOTO 3ABUCH OT KOHLEHTPALMATA HA anbyMHuHa;
fpH 30paBy [oGPOBOALK TO HAMANABA 3a€IHO ¢ HAMANABAHETO HA KOHLEHTPAUMATA Ha anbyMuHa.
[pu 6v6peuna HepocTaTBUHOCT, NO BpeMe Ha GPeMEHHOCT ¥ NPU HOBOPONEHH, CBBPIBAHETO HA
ALETHNCATMUAIOBATA KHCENHHA C [UTA3MEHHTE NPOTEHHH HAMaNABA HE CAMO B PE3yATaT Ha
XunoanGyMHHEMHs, HO H NOpalH HATPYNBAHE HA EHOTEHHH BELICCTBA, KOMTO H3MECTBAT
NeKapcTBOTO OT MECTATA MY 33 CBBP3BAHE C MPOTEHHHTE.

bu HehopManus

AUCTIWICATHLIATOBATA KHCENHHA ¢e MeTaboTH3upa 9acTHIHO no BpeMe Ha aGcopbunara. Tozu mpouec
C¢ H3BBPIUBA NOA BLIACHCTBHETO Ha €CTEPa3a, FIABHO B YEPHHA APOG, HO CHILO TAKA ¥ B KPLBHHS
CEpYM, EPHTPOLIMTHTE H CHHOBUANMHATA TEYHOCT.

CanruunatuTe ce CBBP3BaT [NIaBHO C MMLMH A0 CATALIHINHKOYHA KHCEIMHA H ¢ IIIIOKYpPOHOBa
KHCENIHHA 10 CATHUHIOB GeHONTMIOKYPOHHE H CANHIGUIAHAN IMOKYPOHHMA; CAMO MAaJTKa JacT OT THX
Ce XHAPOKCHITHPA 10 AMXHAPOKCHOEH308Ha KUCEHHA, 2,3 -THXHAPOKCHOEHI0EHA KucenuHa 1 2,3,5-
TprxuapokcubensoeHaTa KucenHa, ITpH seHHTe NpoLeckT Ha XHAPOKCHTHpaHe e no-GaseH {mo-
HHCKa aKTHBHOCT Ha CEpyMHATa ecrepasa).

Enumunupane
Nony*¥BOTET Ha NITA3MEHOTO ETHMHHHPAHE Ha ALETHICATHLUWIOBATA KHCETHHA € okono 2-3 vaca. 3a

pasfiiKa OT APYTH CANHUKIATH, REXHAPOMTHIHPAHATA ALETHACANMIMAOBA KHCEIIMHA HE CE HATPYTIBA B
KPbBHKA CEPyM IIPH MOBTOPHO npuioxeHne. Camo okono 1% ot nepopansata 103a Ha
AUETHICATHLIMAOBATA KHCENNHA CE OTHENA C YPHHATA B HeXHAponusupaHa ¢opMa, a oCcTaHanara 9act
ce exCKkpeTHpa noa GopMaTa Ha CANHLIATH W TeXHHTe MeTaGonuTH. [1py NaUHEHTH ¢ HOpMaTHa
616peyna dyukuus, 80-100% or enHokpaTHAaTa 1034 OT JIEKAPCTBOTO O OTAENA C YPHHATA B PAMKHTE
Ha 24-72 4aca,

53 Ipeakaunuunu AaHHH 33 Ge3oNacHOCT

[MpeaxnvHuaHUAT Npodun Ha 6€30MACHOCT HA AUSTHICAMMIIMIOBATA KKCEMHA & Kobpe
AOKYMEHTHDEH.

TTpx npoyuBaHus BBPXY XHBOTHH CANHLMIATHTE NPUIHHABAT YBpexaaHe HA GLOPELHTE NPH BHCOKK
AO3H, HO He BOAAT N0 APYrM OpraHHH Ne3HH. ALIETHICATHIIAUIOBATA KHCSIHHA € HIHPOKO M3CIeBaHa
in vitro H in vivo 3a MYTaréHHOCT, He C8 OTKPHTH CBINECTBEHH AOKA3aTe/ICTBA 3a MyTareHeH
noteHUHa. ChHUIOTO BAXKH H 33 HICTENBAHHATA 32 KAHLEPOTEHHOCT.

CannuuiaTiTe ca NoKa3any TepaToreHHH eeKTH NPH HICNENBAHUA BBPXY KHBOTHH H NPH HAKOIIKO
pasnu4HK Buaose, Cnea npeHaraiHa eKCro3HLHMA ca ONHCAHH Ca HApYLIEHHA HA UMILTAHTALIHATA,
eMBPHOTOKCHYEH H (PETOTOKCHYEH edeKT, KaKTO U yBpex)IaHe Ha CriocofHOCTTa 32 YueHe B
MOKONEHHETO,




6. OAPMAIIEBTHYHH JAHHH
6.1 CnHceK HA NOMOIMKTE BELIECTBA

Adpo na mabremxama:

llenynola Ha npax

LlapeBH4HO HHILIECTE

Hatpues HuwiecteH rnukonar (Tun C)

dunmoso noxpumue Ha mabremxama:
Xunpomenosa
Tpwerun urrpar
CHMeTHKOHOBA eMyNCHA
Acryl-Eze White:
- CbnonuMep Ha METaKPHIIOBA KHCEAMHA U eTunakpunar (1:1)
Tank
THTaHOB THOKCHI
Konounen Ge3poleH CHIMUHEB THOKCHL
Hartpuer xnaporenkapGoHar
Harpuer naypuncyndgar

6.2 HecnBMecTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roanoct

2 roauHy

6.4 Crneuusnanu ycJJOBHS HA ChbXpAHeHHE

Ha He ce cbxpaHaba Hag 25°C. Jla ce chXpaHaBa B OPHrHHAIHATA ONAKOBKA, 34 Ja Ce NPeANasH OT
Bnara.

6.5 Buan chabpkaHHe HA ONAKOBKATA
AnymuHUesH/PYC/PVDC GaucTepH B KAPTOHEHN OMAKOBKH.
Bunose ONaKoBKH:

Axapa 75 mg: 30, 60 unn 120 rabnerku;

Axapa 150 mg: 30 nin 60 Tabnerku.

He BcHuky BHOOBE ONAKOBKH MOrart Aa 6BOaT [TycHaTH B npofax6a.
6.6 Cneunajann NpeaAnasHH MEPKH NPH W3XBbLpANHE H pabora
HaAMa cneunanHy H3HCKBAHHA.

7. NPHTEXATEJ HA PASPELIEHHETO 3A YIIOTPEBA
Pharmaceutical Works POLPHARMA S.A.

19, Pelplinska Street

83-200 Starogard Gdanski, [Tonwa

8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

AKAPJI 75 mg: Per. Ne 20170037
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AKAPI 150 mg: Per. Na 20170038

9. JATA HA NBPBO PASPEIIABAHE/MIOJHOBSIBAHE HA PA3PEIIIEHHETO 3A
YOOTPEBA

Jara Ha mepBo paspemasane: 26.01,2017
Hlata Ha nocnenno noauoBapane: 01.12.2021

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA




