KPATKA XAPAKTEPUCTUKA HA MTPOAYKTA

1. UME HA JJEKAPCTBEHMS TPOAYKT | A0 (Fo 0l 7'/)’ y

AKAPJI 75 mg cromMalHo-yCcTOi4uBH TabIeTKH -~ 76 -02- 2078
AKAP/] 150 mg croMaliHO-yCTOMYMBH TabJIETKH ' 52 OOJ € e ﬂ

ACARD 75 mg gastro-resistant tablets
ACARD 150 mg gastro-resistant tablets

2. KAYECTBEH U KOJITMYECTBEH CbCTAB

Axkapa 75 mg
Bceska cromaniHo-ycToiMuMBa TabeTka cbabpka 75 mg aleTwIcaIMUMIOBa KUcelnuHa (acetylsalicylic
acid).

Axapa 150 mg
Bcesika croMaliHo-ycTon4uMBa Tabnerka ceabpxka 150 mg aueTuacaatuumioBa KUCeIuHa

(acetylsalicylic acid).

3a MbJIHUA COUCHK HA MOMOLIHUTE BELLIECTBA BUKTE TO4YKa 6.1.

3. JIEKAPCTBEHA ®OPMA
CroMauHo-ycToiuuBa Tabyierka

75 mg: 06sana, ¢ popma Ha cbpue, ABOMHOM3NBbKHANA (puMUpaHa TabneTka
150 mg: Osna, Kpbria, ABOMHOM3NBbKHANA PUIMHUpaHa TabieTka

4. KNUMWHUYHU JAHHH

4.1 TepaneBTHYHH NOKA3AHHUSA

McxemMuyHa OO0JECT Ha CbPLUETO M BCHMYKHU KIMHUYHU CUTYAUUHU, NMPU KOUTO € TPENOPbUYHUTETHO
NpeaoTBpaTABAHETO HA TPOMOOLIMTHA arperaius:

- aHamMHe3a 3a HecTaOW/IHAa CTeHOKapAusA, OCBEH 0 BpeMe Ha ocTpata ¢a3a;

- BTOpHYHA NpoUIaKTUKA HA HH(PAPKT HA MHOKap/a;

- MpenoTBpaTsABaHe Ha 3anyllBaHe Ha NpucajKara ciej aopro-kopoHapeH 6aiinac (AKB);

- KOpOHapHa aHrMoIu1acTHKa, OCBEH M0 BpeMe Ha ocTpara ¢asa;

- BTOPUYHA MPO(UIAKTUKA HA MPEXOAHHM HMCXEMHUYHH aTakKh M HCXEMHYHH MO3bYHO-ChI0BH
WHUMAEHTH, CJIe]l KaTO ca U3KJIIOUYEeHH UHTpauepeOpalHH KPbBOU3IUBH.

AKAPJ] He ce npenoppyBa NpU CHEIUHHU CbCTOSAHUA. TOH € OorpaHM4YeH A0 BTOpUYHA NMpodHIaKTHKA
[P XPOHHUYHO JIEYEHHE.

4.2 Jlo3MpOBKa H HAYHH HA NMPHJIOKEHHE

Jlo3upoBKka

T'psibBa na 6bie NOTHPCEH CHBET OT JICKap, NPean 3ano4uBaHe Ha JICUEHUETO 3a MTbPB

- AHaMHe3a 3a HecTaOu/IHa CTEeHOKapausA, OCBEH 110 BpeMe Ha ocTpaTa (a3sa:




[IpenopsurTensara no3a € 75 mg 0o 150 mg eAHBK AHEBHO.

- BropuuHa npoduiakTHka Ha HHQapKT Ha MHOKapaa:
[IpenoprunTennaTa 103a € 75 mg 10 150 mg BeAHEXK NHEBHO.

- [TpepoTBpaTABaHe Ha 3aMyLUBaHE HA NpHCAAKaTa CJIE] A0PTO-KOPOHApCH baiinac (AKb):
[TpenopwunTennara 1o3a ¢ 75 mg 10 150 mg BeAHBK AHCBHO.

- KopoHapHa aHrMOIUIaCTHKA, OCBEH 110 BPEME Ha OCTpaTa (asa:
[TpenopbunTennara ao3a € 75 mg Ao 150 mg BeAHBX JHEBHO-

- BropuyHa npoyMIaKTHKa Ha IPEXOHH HCXEMHYHH aTaKH M HCXEMUYHH MO3BHHO-CBIOBH
WHIMOEHTH, CJIEH KaTo ca M3K/IIOUEeHH HHTpauepeOpanHi KPbBOU3IHBH:
HpenopruntenHara Ao3a ¢ 75 mg A0 150 mg BeAHBX OJHEBHO.

ITayuenmu 6 cmapuecka 8v3pacm

ALIETWICATHLMIOBATA KUCEIMHa TpAOBa Aa ce mpuiara ¢ NOBHUICHO BHHMAHUE IMpH NALMCHTH B CTapyecka
BB3PACT, KOUTO ca MO-MOJATIMBH Ha Hexellanu peakipy. ObnyalHaTa 032 33 BB3PacTHH CC
npenopb4Ba NpH Tunca Ha 6p6pevHo WK YepHOAPOOHO YBPEXKIaHe (Bx. ToukH 4.3 ¥ 4.4). JleueHneTo
TpsOBa ia ce npepasriexaa Ha pelOBHH HHTCPBAIH.

ITedouampuuna nonyaayus
AKAP]I e npoTHBONOKA3aH B [IEAMATPHYHATA MOMYJ1aUMA MO/ 16-roAKLIHA BH3pacT (BK. TOUKH 4.3 U
4.4).

Bvbpeuno u wepnoOpobro yspedicoare
AKAP/] TpabBa fa ce W30/3Ba ¢ MOBHILEHO BHHMAHHE NPH NMallueHTH C HapyuIcHa OBOpeuHa Win
4epHOAPoOHa GYHKUMA (Ja ce H30ATBa MPH TEXKHA YBpeAH). Mo, BIDKTE TOUKH 43 und4.

Hauun na npruiokeHue

[Tepopanua ynorpeba.

TabneTkure TpAOBa 1a C€ MOMTLLIAT Lie/TH Clle]l XpaHeHe ¢ AOCTaThYHO TeUHOCTH (1/2 yawa BOJA).
CroMalHo-ycToiyuBaTa TabieTka MMa NOKPHTHE W He ce pasnaja B CTOMaxa, KaTo I10 TO3H Ha4HH
HaMassgBa ApasHellna eeKT Ha aleTIICATHLWIOBATa KHCEHHA BhPXY CTOMAIIHATA JIMTaBHLA.

4.3 IIpornBonOKA3aAHHA

CBpPBXUYBCTBHTEIHOCT KbM aKTHBHOTO BELIECTBO, APYTH CATHLMIIATH WM KBM HAKOS OT IOMOLUHHTE
BeLllecTBa, H30pOeHH B TOUKa 6.1,

XemoparuuHa QMaTe3a; KoarynaluHOHHH HapylueHUs: XeMopuus, TpPOMOOLIMTONEHHA.

AKTHBHA WIH ¢ aHaMHe3a 33 PeLMBHpAILA NIENITHYHA 13Ba W/HIH CTOMALIeH/YPEBEH KPbBOH3JIIMB,
WIM APYrH BHOOBE KbpPBEHE KaTO MO3BYHO-CBAOBH KPBBOM3IIHBH.

Texko 6b0peyHO yBpeKAGHE.

Texxkko uepHOAPOOHO YBpEKIAHE.

Texka ¢ChpaeyHa HEAOCTATHYHOCT.

AHaMHe3a 33 aCHHPHHOB aCTMaTH4eH MPHCTHI BCISACTBHE CATHLIMIIATH WIH IEKAPCTBCHH NPOAYKTH C
nogo6HO AelcTBHE, 0cOOEHO HeCTEPOHIHH NpoTHBOBB3NanuTe Hu cpeacrsa (HCIIBC).
EaHoBpeMeHHaTa ynoTpeba Ha METOTPEKCAT B O3 OT 15 mg/ceaMuLia HITH MO-TONEMH (B, TOYKa
4.5).

Jlo3u no-BHCOKHM OT 100 mg Ha ieH npe3 TpeTUA TPUMECTBP Ha OpeMeHHOCTTa (B3
Tletia Y IOHOIIM HA BB3PACT MMOA 16 roiMHH, MOpaaH PHCK OT CHHAPOM Ha Pey /

DYUEKA 2Pl

'f'-f

F

|

44 CpoenHaJHH NpeayNnpexIeHHd H NPeANa3sHH MEPKH NPH YNOTPEU

AKapa He e NoaXoadll 3a ynorpedba KaTo NpoTHBOBB3NATIUTEIHO CPEACTBO




ALIETHIICATHIHWIOBATA KHCETHHA TpsAOBa [a ce U3MOI3BA ¢ NMOBUUICHO BHUMaHNE ITPH MALIMEHTH C
AePUUMT Ha rKK030-0-docdaT AeXUaporeHasa, 3aloTo MOXKeE Aa Bb3HUKHE XEeMOJIUTHYHA aHEMHUA.

ALIETWICATHLIMIIOBATA KUCEIHHA MOXe Ja e H3IMO0JI3BA MPH NALHEHTH ChC CBPBXYYBCTBUTEIHOCT KbM
HECTEPONIHH NPOTHBOBR3NATUTEIHU CPEACTBA CaMO CJIe] BHUMATE/IHA OLICHKa Ha 0anaHca MexIy
PUCKOBE H NOJ3H.

ALICTHNCANTHLMIOBATA KUCEITHHA MOXE A NMPEAU3IBHKA OPOHXOCNA3bM H ACTMATHYHH NPHCTHIH WK
APYrd peakLMH Ha CBPbXYYBCTBHTENHOCT. PUCKOBHUTE (pakTOpH BKIIIOUBAT: CHLUECTBYBAINA aCTMa,
XPOHWYHH pECTIHpaTOPHM 3aD0NBaHuA, CEHHA XpeMa ¢ HOCHHM noauni. ChILOTO Ce OTHACA H 34
MalMEHTH, KOUTO MOKA3BAT AJICPruyYHa peakuus ¥ KbM APYTrH BelulecTBa (HAIPUMED C KOXHH PEaKLHH,
ChpOexk WIW ypTHKApHs).

IlpenopruBa Ce MOBHILIEHO BHUMAHKE MPH NALMEHTH, NPHEMallld e1HOBPEMEHHO IEKapCTBa, KOUTO
MOTAT Ja MTOBHILIAT PUCKA OT A3B2 WIIH KbPBEHE, KaTO NEPOpajlHi KOPTUKOCTEPOMAM, AHTHKOATrYJIAHTH
KaTo BappapHH, CENEKTHBHH HHXUOUTOPH Ha 00paTHOTO 3axBalllaHe HA CEPOTOHHHA (BX. TOUKa 4.5),
KaKTO M NpH NAUMEHTH C MOBHLIEHA CKJIOHHOCT KbM KbPBEHE (HAIp. ¢ AeHUT HA BUTaMuH K).

ALETWICATHLMIOBATA KUCENHA TpAOBa Aa ce npunara ¢ MOBUIIEHO BHHMAaHHE NMPH NauWeHTy ¢
HapyllleHa 0b0peuHa uny yepHoapobHa GyHKUMS, KaTo € MPOTHBOMOKAa3aHa MpH Nal¥eHTH ¢ TeXKO
yBpeaeHa OnOpeyHa wiM 4epHoapobHa pyHKLUA (BK. ToUka 4.3).

AleTHNCATHLMAIOBAaTA KUCceNHHA TpabBa Aa ce npuiara ¢ MNOBMILIEHO BHHMAaHHE NPH NalMEHTH C
aHaMHe3a 3a CTOMALHA WM OyOACHANHA A3Ba, 3al0TO MOXe A2 Bb30OHOBH A3BeHaTa OosecT H na
NPEAH3BUKA KbPBEHE OT CTOMAIIIHO-UPEBHHA TPAKT.

IlanpeHTHTE ¢ aHAMHE3A 33 CTOMALIHO-YPEBHA TOKCUYHOCT, 0COOSHO Te3Hd B HamnpeHana BE3pacT,
TpsiOBa Aa cbOOIABAT 3a BCHUKH HeoOH4YaliHN KOpEeMHH CUMITTOMH {CIIeLIHAHO 38 CTOMALIHO-YPEBHO
KbpBEHE), 0CO0EHO B Ha4aJIHUTE €TAlH HA JIEYCHHETO.

Korato ce nosBAT CTOMAIIHO-YPEBHO KBPBEHE WIH A3Ba, JIeYeHHETO TpAOBa 1a ObIe rpexpareHo.

[Topaan anTuTpOoMOOLIMTHATA H AKTHBHOCT, RUETWICATHLIHIOBATA KHCETHHA MOKe Ja HOBeIe OO
YABJDKEHO BPEME HA KBEPBEHE IO BPEME HA WIM CNEH XUPYPryuyHa UHTEpBEeBLUMA (BKIKOUHTEIHO NPH
MaJKH TPOLEAYPH, KAaTo HallpUMED U3BaXAaHe Ha 3b0). AUSTUNCATMIIMIOBATA KMCR/IMHA He Tpa0Ba
Ia Ce Tprjiara B MpoAb/DKCHUE HA 5 IHM NPEaU [1aHOBa Onepauus, ocobeHo Ha OYM K Ha YIIH.

AKAP] He ce nmpenopbyBa 110 BpeMe Ha MEHOparus, KOrato Moe a YBeJIRYH MEHCTPYATTHO
KbPBCHE.

I['D[JH B HMCKK O03H, AUCTHUICAITHIHJIOBATA KHCCIINHA HaManABa OTACNAHETO HA NHKOUYHA KHCCITHHA.

[Mopanu To3H ¢akKT, NALMEHTH CHC CKIIOHHOCT KbM HaMaJleHa €KCKpeEIlUd Ha NMHKOYHA KMCEIUHA, MOTAT

Ja MMoayvyar rnogarpo3CcH IpHCTHIL.

[lareHTHTE B CTApYECKA BB3PAcT ¢a 0COOEHO MOJAT/IMBH Ha HebnaronpuaTHuTe edexTd Ha HCIIBC,
BKJIKOYHTE/THO alEeTHIICATHIVAIOBA KACEJIMHA, KaTOo 0COOEHO CTOMAIIHO-YPEBHOTO KbPBEHE H
nepgopanuaTa Morat aa Onaat daranHu. HenpexbcHaTa NpoABAXHTENHA yioTpeba Ha aCIHpHH
TpAOBa fa ce u30ArBa B cTapuecka BB3PacT, Opajay PHCK OT CTOMAlIHO-4peBHO KbpBeHe. Korato ce
H3HCKBA MIPOABIDKUTENHO JIeYeHUe, MaluueHTHTe TpadBa aa ce HabnoaasaT peaAoBHO (BX. Todka 4.2).

[Ipenu 3anousaHe Ha RBATOCPOYHE Tepanus ¢ aleTWICAIKUUIOBA KHCETHHA 3a JIeueHHe Ha
ChpACYHOCHLAOBH WM MO3IBYHO-CHA0BHU 3a00/ABaHMs, NALMEHTHTE TPAOBa Ja C€ KOHCYJITHPAT ChC
CBOA JICKAp, KOHTO MOXKE a 'M NOCHBETBA 3d OTHOCUTEHUTE MPEANMCTBA B CPABHEHHE C PUCKOBETE
NpY BCEKH OTAENICH MALIUEHT.




HeoOxoauMo € MOBHIUEHO BHHMAHHME IPH MALMEHTH ¢ AHAMHE3A 33 XMIIEPTOHUA W/ WIH ChpAeUHA
HeMOCTAaThUHOCT, ThH KaTo ce ¢hoOluaBa 3a 3aAbpXaHe Ha TEUHOCTH U OTOK BBB Bpb3Ka C JIEUYEHHETO C
HCTIBC.

CepHo3HY KOKHHU peakUuK, HAKOH OT KOMTO (paTanHH, BKIIOYUTENHO eKCHONHATHBEH AEPMATHT,
CHHAPOM Ha Stevens-Johnson v TOKCHYHA enuaepMaTHa HEKPOIN3a, Ca AOKIAABAHH MHOIO PsANKO BbB
Bpb3Ka ¢ yrnorpedara Ha alleTWICATHLIWIOBA KMucenuHa (Bx. Touka 4.8). [Ipuemst Ha AKAPJI Tpsabea
Ia ce MpeyCTaHOBH NpH IBPBa NOABA HAa KOXKeH OOPUB, JINTaBHYHM JIE3UK WIH APYTH NPU3HALM Ha

CEPBXHYBCTBHUTCITHOCT.

llecuampuuna nonynayus
To3u nekapcTBeH NPOAYKT He TpAOBa Aa ¢e W3roN3BaT NpH A€l ¥ IOHOLIM noA 16-roauiiHa B3pacT

(BK. Touka 4.3).
[Ipu HAKOY Aela AlETHICATHIINIOBATA KUCETHHA MOKe a 6bae 1OoNpHHACALL $aKTop 323

npeAW3BMKBaHE Ha CUHApPOM Ha Pei.

ToBa nexapcTBO CHABPXaA NMo-Manko ot | mmol Harpuii (23 mg) Ha CTOMALIHO-YCTOHYNBaA TaldnerTKa,
T.€. MOXE 13 C€ KaXe, Y€ MPAKTH4ECKH HE ChABPIKa HATPHH.

4.5 BiaumoaelicTsHe ¢ APYTrH JeKAPCTBEHH NPOAYKTH H APYrH popMH Ha B3aHMOAEHCTBHE

[lpoTHBONOKa3aHW KOMOHHALIMM!

Memompexcam, usnonsean 8 003u om 15 mg/cedmuya unu no-208emu

AlleTHICATHLIMIIOBATA KHCEIMHA TTOBHIIIaBA TOKCHYHOCTTA HA METOTPEKCAT BBEPXY KOCTHHA MO3BK
nopagu HamMancHuA ObOpedeH KIHPBHC HA METOTPEKCAT OT MPOTHBOBL3NAIUTE/IHH JICKAPCTBEHH
NMPOAYKTH, BKIKUUTEIHO AUSTICATALMIOBA KUCENUHA. CATHITHIATHTE H3IMECTBAT METOTPEKCAT OT
HEIOBUTE MECTA 3a CBBP3BAHE ¢ IUTa3MEHHUTE NPOTEHHH (BX. TOUKA 4.3).

Kombunauny, M3MCKBAINK NPSANA3HA MepkH NpH ynorpeba uiny KOUTO Ja ObAAT B3CTH TO]
BHUMAHME;

Memompexcam, usnonssan 6 03u no-manxu om 15 mg/ceomuya

AUETWICATHIIIUIOBATa KUCENUHA NMOBHIIABA TOKCHYHOCTTA Ha METOTPEKCAT BbPXY KOCTHHA MO3BK,
Nnopaan HaMmaneHus 6B0peteH KIMPBHC HA METOTPEKCAT OT MPOTHBOBL3NANUTE/THY ICKapCTBEHH
MPOAYKTH, BKITIOUMTENHO aUSTWICATHLMIOBA KHCenHHa, CanHInIaTHTE H3MECTBAT METOTPEKCAT OT
HErOBHTE MECTa 3a CBLP3BaHE C IUIa3MEHHUTE NPOTEUHH (BXK. ToUKa 4.3).

Héynpoghen

ExcrniepdMeHTaTHH JaHHU NoKa3saT, ue ubynpodeH MOxe 1a MHXUOHpA edeKTa HA HBCKAaTa 4034
ALECTWICATHLIWIOBA KUCEIUHA BBPXY TPOMOOLIMTHATA arperalus, KOraTo ce H3noy3par

e HOBpeMeHHO. Brrpexku ToBa, OrpaHUYEHUATA HA TE3H JAHHU U HECUT'YPHOCTTa OTHOCHO
eKCTPAnoJalMATa Ha ex vivo JaHHHTE B KIIMHUYHATA NpaKTHKa O3HAYABAT, Y€ He MoraT aa obaar
HarpaseHH KaTCrOpUYHH 3aKTIOHEHUA 3a peaosHaTa ynorpeba Ha uOynpodeH U He MOXe Jja ce HMa
MPEeABH]l HUXAKbB KIMHHYHO 3HA4YHM BepoaTeH edekT npH ciiy4yaiHara ynoTpeda Ha ubynpodeH (Bx.
ToyKa 3.1).

Anmuxoazynaumu, Hanpumep KyMapuHo8u npou38o0HU, XenapuHx

ERHOBPEMEHHOTO NMPHJIOKEHHE HA aueTHICATHIIIOBA KHCETHHA C aHTHKOAryJIaHTH KaTO Bap(apHH
MOXe J1a AOBeAe N0 MOBHIIaBaHe HA AKTUBHOCTTA HA aHTUKOArylaHTa: MOBHIIEH PHCK OT YARDKAaBaHe
Ha KbPBEHETO ¥ KPBBOUIJINB, B PE3Y/TAT OT H3MECTBAHE HA OPAJTHUTE aHTHKOAry/1aHTH OT MECTATA UM
3a CBbP3BaHe C IUIa3MEHHUTE NPOTENHN Y aHTUTPOMOOLIMTHATA AKTHBHOCT Ha aLleTWICATHIINAOBATA
KHcenuHa (BXK. Touka 4.4).

Cenexmuearnu usxubumopu na obpamuomo 3axeaware Ha cepomonura (SSRI)
[ToBHLIEH PHCK OT CTOMAIUHO-YPEBHO KbpPBEHE NOpaay CUHEPTHYHUA ¢DEKT (BXK.




Hpyeu HCIIBC, sxmouumenno caruyuaamu

EnnospeMeHnHara ynotpeba Ha aueTuicanuuunosa kucenusa ¢ npyru HCIIBC noBuiaBa pucka oT
yBpela Ha TUraBnIaTa Ha CTOMaxa U/Wiy ABaHaIeCETOPBCTHHKA 1 OT CTOMALIHO-YpEBRH
KPBBOK3NMBH, KAKTO H 0T OB0peyHa yBpena B pe3ysITaT Ha CHHEPIrHUHH e(EKTH.

Jlexapcmeenu npodyxmu, KOUMO NOBUUIABAM EKCKPEYUAMA HA NUKOYHA KUCEAURA 8 ypuramda, Kamo
benzbpomapon, npoberneyuo

[pu ynorpebaTa Ha ALETWICATMIUUIOBA KHCEIMHA 38€IHO C JIEKAPCTBEHH MPOAYKTH, KOHTO 3aCHJIBAT
OTHEIAHETO Ha NMUKOYHA KHUCETHHA, ¢ce HaMaIsfBa aKkTHBHOCTTA Ha JIEKApCTBaTa 3a noaarpa
(KOHKYPEHIIMS N0 OTHOIIEHNE eKCKPELIUATA Ha MAKOYHA KHCeNTHHA OT 6bOpeHHUTe KaHaIYeTa).

Huzoxcun
ALETHICANHUMWIOBATA KMCENMHA Hapyllasa Op0peuHaTa eKCKpeLusa Ha AMrOKCHH, KOTO BOOH 10

MNOBHLUIABAHE HA INNA3MCHHTC KOHLICHTPAallHH.

Anmuduabemnu cpedcmea, HANPUMED UHCYAUR # CYAPORUNYPelHY

[Topany XHNOTIMKEMHYHA aKTUBHOCT M U3MECTBAHE Ha CyNQaHHypeHHHTE TPOAYKTH OT TEXHUTE
MECTA Ha CBbp3BaHe C IUTA3MEHUTE NMPOTEHHH, aLIETHICANHIIWIOBATA KHCENNHA MOKE 1a NOBHLIH
XMITOTIMKEMUYHHUA ePeKT Ha aHTHAHAOEeTHUTE CPEnCTBa.

TpomborumusHu AexapCcmeeny npoOyKmu iy Opyzu anmumpombomuuny usxubumopu (Hanp.
MUKIONUOUH)
EnHoBpeMeHHOTO NPHIIOKEHHE C aLICTHIICATTMUKIOBA KMCEJTHHA MOXE [ MIOBHLIX PHCKA OT

YOB/DKABAHE HA KBPBEHETO U KPhBOM3IIHUB.

Huypemuyu
HamaneHa AHYpeTHYHA aKTHBHOCT Ype3 3albpKaHe Ha HaTpu¥ M BOJA B OPraHKU3Ma, BCJICIACTBHE Ha

HaMaJleHaTa rjioMepyiaHa GUiITpalua o NbTA Ha HAMAJIEH CHHTE3 HA PeHaNEeH NpOCTarnaiinH B
6B0peLyTe. AUSTHICATHLIOBATA KHCEIMHA MOXKE 2 TOBUILN OTOTOKCHYHOCTTA Ha (ypoceMuL.

CucmemHy Kopmuxocmepouou

EQHOBPEMEHHOTO NMPUWIOKEHHUE ¢ AUCTHICATULIIIIOBA KUCEIHHA MOXKE 1A MOBMILM PHCKa OT
CTOMALIHO-YPEBHH A3BH M KbpBEHE, Ja HaMaJli IU1a3MeHaTa KOHLEHTpalHA Ha calkiuuiara o BpeMe
Ha JISYEHHUETO ¢ KOPTHKOCTEPOUIM, KAKTO W Ja JOBeE A0 PUCK OT IIpEAO3UpaHe Ha CalHLIHIIATA CIICH
CIMpaHeTo Ha KOpPTUKOCcTepouauTe (Bxk. Touka 4.4).

Eonospemenromo npunodicenue ¢ ACE-unxubumopu
HaManeH aHTUXHIIEPTEH3HUBEH €(EeKT, BCJICACTBHE HA MOHMWKEHATA IMOMEPYIHA QUITpauMa Ypes
HaMalsABaHe HAa CUHTE3ara Ha peHaleH MPOCTArMaHAnH, AeAcTBanM edexTH Ha ChAOPpa3LINpABaHE.

Bannpoesa xucenuna
ALEeTHUICANTULIOBATA KHCEIHHA YBe/lHuaBa TOKCHYHOCTTA Ha BaJIMPOEBATA KMCENNHA, KaTO A

W3MECTBA OT MECTATA 3a CBhpP3BaHE C MIa3MEeHUTE NPOTEUHU. BannpoeBaTa KHCENMWHA MOTEHLUMpa
aAHTHTPOMOONMTHATA AKTHUBHOCT Ha aLIETHWICATHLIWIOBATA KUCEIMHA NOPATH CHHEPIHYHHA €EKT.

Memamuzon

[Ipu enHOBpEMEHEH IIPHEM METaMHU30J MOXKeE a HaMaltd e(ieKkTa Ha alleTIWICANHUWIOBATa KHC/IHHA
BBPXY TpOMOOLMTHATA arperauus. CleqoBaTeNnHo, Ta3H KoMOMHauU TpA0Ba 1a ce W3Mo3Ba C
MOBHILIEHO BHUMAHHE NP NMAllHEHTH, IpHeMallld HUCKa 1034 aCIUPHH 3a KapIHONPOTEKUHA.

Anxoxon
EnHOBpEMEHHOTO NPHEMAHE Ha aJKOXO0J U alleTHICAIHLIMAI0BA KUCEIHHA yBeIy4yaBa pHCKa OF
CTOMAaNIHO-YPEBHH HEXENaHU peaklUHy, HanpUMep raCTpOHHTECTHHANIHA A3Ba WU
raCTPOUHTECTUHHATHO KbPBEHE.




Huxubumopu na kapboanxuopasama

HamaneHa exckpenys Ha auera3’onaMHii; CaTHiunaTHa HHTOKCHKAMA € HaCThIIBAIA P MAUWCHTH Ha
CXEMHM C BUCOKH J03H CATHLIANATH U KHXUOHTOPH Ha kapOoaHxuapa3ara. KOHKYpeHTHOTO NpHiaraHe
Ha UHXUOGUTOPH Ha kapboaHXUApas3arTa, KaTo aleTasoNlaMHi] ¥ CATHLHIIATH, MOXe a I0BEAC 10 TEHKKA
alA103a U TIOBHLIEHA TOKCHYHOCT Ha UCHTpaAJIHAaTA HEPBHA CHCTEMA.

Anmuayuou u adcopbenmu

EXCKpeLMATa Ha aueTHNCATHUMIOBATa KHCEIHHA C€ YBENHYaBa B AlKAIHA ypHHA; KAONIHHBT BCPOATHO
namansBa abcopbumsra. [lauueHTute Tpa6Ba A2 ObAAT CHBETBAHHK 11a HE NPHEMAT CAHOBPCMCHHO
AHTHALIAIH, 32 Ja ce W3berHe npexneBpeMeHHOTO 0CBOOOKAABaHEe HA 1IEKApCTBOTO,

Anmubaxmepuanuu cpeocmea
ToKCUYHOCTTA Ha CYN(POHAMUAIUTE MOKE Ja CEe YBETUYH.

Lurxnocnopun
EnsoBpeMenHara ynorpeba Ha uvknocnopud # HCIIBC Moxe na nosezne 10 NOBHILICH PHCK OT
LMKJIOCNIOPHHOBA HEPPOTOKCHIHOCT.

Anmuememuyu
MeToKnonpaMua 3acuiisa epexTHTE Ha AUCTUNCANHUMIOBATA KHCC/IMHA YpE3 YBENHYABAHE Ha

ckopocTTa Ha abcopdimaTa.

Jlegxompuerogu aHmazoHucmu
[ToBuiUaBa C& MJIa3MEHATA KOHLEHTpalus Ha 3adnpiyKacT.

Tecmoge 3a hyHKYUAMA HA WUMOBUOKAMA X AE3a
ALETWICATMLUMIOBATA KHCEMHHA MOXKE A IIPOMEHH Pe3yJITATHTE Ha TECTOBE Ha QYHKUMATA HA

IIMTOBHIHATA JKI1e3a.
4.6 depTuanter, GpeMeHHOCT H KbpMeHe

BpeMeHHOCT

Hucxu do3u (00 100 mg na oen):

KnyHHYHUTE NpoyuBaHua MOKasBar, uye J034 A0 100 mg Ha ieH, 3a orpaHdyeHa ynorpeda B
aKyLIEpCTBOTO, H3UCKBAILA CICLHATH3IHPAHO HabnoaeHue, ca 6e30nacHy.

Ho3u om 100 00 500 mg Ha Oen:

HsMa DOCTaThYHO KIMHHYEH ONHT Mo OTHOILEHwWE Ha ynoTpebara Ha no3u Hax 100 mg Ha xeH 1o 500
mg aHeBHO. ETo 3a1110, npenopbkuTe no-aony 3a 034 ot 500 mg AHEBHO M MO-BHCOKH Ca NPUIOKHMH
CBLIO U 3a TO3W KO30B UHTEPBAI.

Ho3u om 300 mg nHa QeH_u nO-6UCOKU.
UHxu6HpaHeTo Ha CHHTE3a HA POCTAraHANHU MOXE a OKaXKe HeOIaronpuaTHO BAUSHHE BhPXY
GpeMeHHOCTTa W/ui eMOpHOHANHOTO/dETANHOTO pa3sBUTHE. JJaHHHTE OT eMHASMHOIOT HIHH
W3CTeBANHA TOKA3BAT MOBHMILIEH PUCK OT CTIOHTaHeH afopT, KaKTO H OT ChPAEYHH Mal(GopMaliH H
FACTPOCXM3a CIIEA U3MON3BaHe HA HHXHOUTOP HA NPOCTArNIaHAMHOBHA CHHTE3 B paHHA ¢dasza Ha
OpeMeHHOCTTa. AOCONKOTHHAT PUCK OT ChbPACYHOCHAOBH MandopMaLMH ¢ YBETHYaBa OT NO-MaNKo OT
1% mo oxonio 1,5%. CMATa ¢€, 4e pHCKBT CE NOBHIIABA ¢ YBe/IHYABaHe HA 103aTa H
NMPOABIKHTENHOCTTA HA JIEHCHHUETO,

Joka3aHo e, 4e MPIWIOKEHUETO HAa HHXHOHNTOPH Ha MPOCTArnaHJHHOBHA CHHTES IPH XXHBOTHH BOIH
[10 OBHILIEHA 1Tpe- H MOCTHMILIAHTALHOHHA 3ary6a u emGpHo-deTaneH NeTanuTeT. B OMbIHEHHE,
MOBMILIEHHTE YeCTOTH Ha DasIuiHH MAI(GOPMAlIMH, BKIIOYHTENHO CHPAECUHOCHIOBH, Ca OHIH
IOKNaBAaHMU [PH *KHBOTHH, Ha KOUTO € 611 NanieH MHXHOUTOP Ha NPOCTArNAHANHOBHS CHHTES 110
BpeMe Ha NepHojia Ha OPraHOTEHEe3aTa., '

Or 20-aTa ceAMHIIa OT GPEMEHHOCTTa HATATLK ynoTpebaTa Ha Axkapa Moxe 1a iy
ONUTOXUAPAMHHOH, TB/IKAII Ce Ha HapylueHue Ha 6p0peuHaTa GyHKLM Ha GeThca: F Qi
X 18873




HOABH CKOPO CJIE/l 3aII0YBAHE Ha JICYEHHETO H OOHKHOBEHO © oOpaTMO NpH NPEeKpaTIBaHETO MY.

B nombiHeHHe, HMa ChOOIIEHH 32 CTECHABAHE Ha ductus arteriosus clie[] JJEUSHHE ITPe3 BTOpUA
TPHMECTBP, IOBEYETO OT KOMTO OT3BY4aBAaT CJI€/] NPEKPATABAHE HA JICICHHETO. [To BpemMe Ha MBPBHA H
BTOPHS TPHMECTBP Ha OpeMEHHOCTTa AKapa He TpaOBa 1a ce Mpuiara, ocBeH aKo € abCoNMoTHO
Heo6x0nuMO. AKO AKapA ce M3ToJ3Ba OT KEHA, KOSTO Ce ONHTBA /1a 3aUeHE, WIIH M0 BPEME Ha MTbPBHA
1 BTOPHSA TPUMECTBP Ha OpeMeHHOCTTa, 103aTa Tpa6Ba Ja ce MoAAbPKa Bb3MOXKHO HaH-HHCKA, a
[IPOABL/DKHTETHOCTTA Ha JISYEHHETO — BB3MOXKHO Hali-xpatka. Cie/| eKCrio3uuua Ha Akapn B
POAB/DKEHHE HA HAKOKO AHM OT 20-aTa recTalMoHHa CeAMHLA HATATBK TpAGBa a ce oOMHCIH
AHTEHATAJIHO NPOCTieIABaHe 38 ONHIOXHAPAMHHOH H CTECHABAHE HA ductus arteriosus. Ymorpebata Ha
Akapn TpsbBa [ia ce NpeyCcTaHOBH, aKO Ce YCTaHOBH OJIArOXHAPaMHHOH WK CTECHARAHC Ha ductus

arteriosus.

[lo BpeMe Ha TpeTHs TPUMECTHP HAa OPEMEHHOCTTa, BCHUKH MHXHOUTOPH Ha MPOCTarjJIaHIHHOBHSA

CHHTE3 MOTaT Aa H3/10)KaT (peTyca Ha:

- KapAMOITYIMOHATIHA TOKCHYHOCT (C NPEXAEBPEMEHHO 3aTBapAHE Ha KTyC apTEPHOIYC U
6enonpobHa XUNEPTOHHSA ),

- 6bp6peuHa AMCyHKLUMS, (BXK. 10-TOpe).

MaifKaTa ¥ HOBOPOJIEHOTO, B kpas Ha OPEMEHHOCTTa, Ha.

- BB3MOXKHO YIB/DKAaBaHE Ha BpEMETO Ha KbPBEHE H aHTHArperypalll eheKT, KOETO MOXKe J1a Ce
MpoABH AOPH NPH MHOIO HUCKH J03H,

- HHXMOMpaHe Ha MATOYHHTE KOHTPAKIIHH, BOAELIO A0 3a0aBEHO MM YABILKEHO PaXK/AHE.

CnenoBaTeHO ALIETHICAIMUMIOBATA KHCEIHHA B IO3H [TO-BUCOKH OT 100 mg Ha neH e

NpPOTHBONOKA3aHA MPe3 TPETHA TPUMECTBP Ha OPEMEHHOCTTA (BK. To4ka 4.3). Jo3u oo u

ponounTendo 100 mg Ha JeH , MoraT Aa ce NpueMar Nnoj CTpUKTHO aKyIIEpPCKO HabnoaeHue,

KbpMeHe

Thii KaTO ALETWICATHLIHIOBATA KUCETHHA C€ OTAENA B MAH4YHHOTO MIAKO, T4 HE TpaOBa Aa ce npyema
OT MailkH, KOUTO KbPMAT, NOPaJM CLIECTBYBALIMA PUCK OT CHHAPOM Ha Ped npu ferero. Bucoku
O3H IpH MAMKaTa MOT'aT A HApYLIAT QPYHKLHATA Ha TpoMOoLUTUTE NPK ACTETO.

QOepTUNHTET
He ca npoBesxJaH¥ KOHTPOJIHPAHH [IPOYUYBAHUA 10 OTHOLICHHE HA NOTCHUHATHWA epeKT Ha
aLeTWICATHLUUIOBATa KMCEHHA BBEPXY QepTHnuTeTa.

4,7 EdexTn BLpXy cnocofHocTTa 32 modHpaHe H paboTa ¢ MAIIHHH
ALETWICATHLIMIOBA KMCETHHA He TIOBJHABA CMOCOOHOCTTA 3a odHpaHe WK paboTa ¢ MALHMHH.
4.8 HexelaHH JIEKAPCTBEHH PeaKIHH

HesxesiaHKHTE JIEKapCTBEHH peaKLMy ca TpyNHUpaHy Bb3 OCHOBA Ha CHCTEMO-OPraHHHTE KIIacoBe. B
PAMKHTE Ha BCEKH CHCTEMHO-OpraHeH Kiac YeCTOTHTE ca nepHHUPAHH KaTO: MHOTO 4ecTH (1/10),

yectd (>1/100 mo <1/10), HeuecTw (21/1 000 oo <1/100), penxu (>1/10 000 no <1/1000); muorO
penxu (<1/10,000), c Heu3BecTHA YecTOTA (HE MOXE 12 ObJie OLEHEHA OT HATMYHHTE JaHHH).

Hapymenss Ha KPbBTA H AHMpHATA CHCTEMA
Pedxu; TEeXKO KbPBEHE, KATO HalIpHMEP CTOMALIHO-4YPEBEH H BLTPEUCPENEH KPHBOKIIIHE.
C neuzgecmua yecmoma: NOBULIEH PUCK OT KbpBEHE, YABDKaBaHEe Ha BPEMETO Ha KBPBEHE,
TPOMOOLIUTOTICHHA.
Ha6nonaBaHo € KbpBeHe, HanpUMep NEepHONePaTHBHA XeMOparua, XeMaToM, SITHCTakL
YPOreHUTANHO KbPBEHE, KBpBEHE OT BCHLIHTE.
KbpBeHeTo MOXe 1a IOBEAE 10 OCTPa MITM XPOHH'HA aHEMHS NOPaji KpBBOY ﬁ‘
!
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KenasofceUiMTHA aHEMHUA (HanpUMep B pe3yTaT Ha OKYATHH MUKPDOKPBBS
XapaKTepH3HpalLH ce ¢ 1abopaToOpHH H KIHHHYHH NPH3HALH KaTo cnaboc
XeMOMUTHYHA aHEMUA MOXKE [a CE TOSBH MPH NALKEHTH ¢ INH0K030-6-Qodpar X,
neULMT. GAN
HapymeHus Ha HMYHHATA CHCTEMA .



PeOdxu: peaklMy Ha CBPBXYYBCTBUTENHOCT, XapaKTEPH3UPaLIN ce C N1abopaToOpHH W KIMHHYHY
NpU3HALM, BKIOYBAILM: aHTHOENEM, KOKHH pPEeaklIMy, OTOK; TEXKH PEaKLMH Ha
CBPBXYYBCTBUTEIHOCT, BKIIKYHUTETHO aHAQHIAKTHYEH LUOK.

Hapywenus Ha MeTab0H3MA H XpaHeHeTO
Mruozo pedxu: xunornukeMus.

CohpaeyHH HApYLIeHHS

C Heuzsecmua yvecmoma: peakLMH Ha CBPBbXYYBCTBUTEIHOCT, XapaKTEPU3HpaIly ce ¢ nabopaTopHu U
KJIHHHYHH NPY3HaLM, BKITHOYBAILH: KapAKO-peCHUPaTOPHH HApYIIEHHUS.

OToLH, XHIIEPTOHHUS U CHPAECYHA HEAOCTATBYHOCT ce choOIUaBaT BhB Bpb3ka ¢ HCTIBC,
BKJTHOYHTESTHO MIPH NEYEHHE C AUSTUICATHIIN/IOBA KHCEIHHA.

HapymeHnua Ha HepBHATA CHCTeMa

Peoxu: TEXKO KbpPBEHE KATO BbTpEuepeneH KPbBOUIIUB (0COOEHO NMPH NALUMEHTH C HEKOHTPOIMpaHa
XHIIEPTOHHUSA W/WIH IO BPEME Ha ¢IHOBPEMEHHOTO NPWIOKEHHE Ha aHTHXEMOCTATHLH ), KOETO B
OTAENHM Clly4al MOXeE Ja ObA€ MOTEHUHANHO ONACHO 3a )KHBOTA.

C Heusgecmna wecmoma: CBETOBBPTEX M IIYM B YIIIHTE, KOUTO OOHKHOBEHO ¢4 CUMIITOMHM Ha

npeno3upane.

CroMallHO-4YpeBHH HAPYLWIEHUNA

Yecmu: nucnencus (KUCENHHH, rafieHe, MOBPhILAHE) ¥ KopeMHa 60kKa.

Peoxu: Bb3NaneHUEe Ha raCTPOMHTECTHHANHHA TPaKT, CTOMALIHA W/HIH AYOAEHANHA A3Ba, MHOTO
PAOKO BOACLIM A0 raCTPOUHTECTHHANECH KPBBOHIIUB Y Nepdopautus, XxapakTepU3HpaLliH ce ¢
KJIHHHYHH U 1abopaTopHHU NMPHU3HaUM.

PecnupaTopHu, FPbAHH H MeIHACTHHAJNHH HAPYILLIEHHSE
Peoxu: peakliy Ha CBPbXUYBCTBUTEIHOCT, XapaKTepH3UpalllH ce ¢ 1ab0paTOPHH H KITHHHYHH
NPHU3HALK, BKJIIOYBAILMU: aCTMa, OPOHX0OCNA3LM.

XenaToOMAHAPHH HAPYLIEHHR
Peoxu: npexoaHa yepHoapobHa TMcyRKLHA C MOBHILIEHH TPAHCAMHHA3H.
C HeuszsecmHa yecmoma: YepHOAPOOHA HEIOCTATHUHOCT, CHHIPOM Ha Peil.

HapyumieHH Ha KOXXATA H NOAKOKHATA ThbKaH

Muozo peoxu: Oyno3HH peakLHH, BKITIOYHTETHO CHHAPOM Ha Stevens-Johnson U TokcuuHa
eNUAcpMaNHa HeKpour3a.

C Heusgecrmna yecmoma: PEAKLUH Ha CBPBXYYBCTBUTEIHOCT, XapaKTEPHU3UPALIH CE ¢ KIIHHUYHU
IIPH3HALH, BKITIOYBAIIH: OOPHUB, YpTHKapHi, ChpOeK.

Hapyumenus Ha 6p0peunre H NHKOYHHTE MLTHINA
Mhuozo peoxu: napyineHa 6b6peyHa GyHKUMA, ypaTHH KaMBbHY B 6B6peuuTe.

Hapyuienus Ha penpoaAyYKTHBHATA CHCTEMA H I'bpAaTa
Peoxu: MeHOparus.

CopolliaBane Ha NOAO3HPAHH HEXKENAHH peaKllHy
CbobuiaBaHeTO HA MONO3UPAHM HEXENAHW PEAKIIHY ClIell pa3peiliaBaHe 33 ynoTpefa Ha ekapcTBeHUS
APOAYKT € BaXHO. ToBa n103BOJIABA 1a NpoAbIKHY HaONIOACHUETO Ha ChOTHOLIEHHETO MTON3a/PHUCK 3a
JIEKAPCTBEHUA NPOAYKT. OT MEAHLMHCKHTE CMELIMANINCTH Ce U3UCKBA J1a ChOOILABAT BCAKA
NOJ03UpaHa HEXENAaHa PeaKLMa upes
M3mpaHKTENHA areHUHs Mo feKapcTraTa
yn. ,,Jamsaa I'pyeB” Ne 8

1303, Codusn

Ten.. +35 928903417

yebcaiiT: www.bda.bg




4.9 [lpexo3upane

[1peno3npaneTo npy NALHUEHTH B HANIPEAHANA BB3PACT U 0CoOSHO NMpU Manky Jena H3UCKBa
CNIEUMANIHO BHUMaHKE, ThH KaTO NPH TE3H MalUeHTH TO MOXKE Aa ¢ oKaxe daTanHo.

[Topanu HUCKaTa 1033 Ha AaLETWICANHLIWIOBATA KHCE/IHHA, CTy4alHOTO NpeA03UpaHe HA TO3H
JEKapCTBEH NPOAYKT € MATKO BeposTHO. HapouHoTo nornsiade Ha ronaM Opolt tabneTkun Moxe za
IOBeJe 10 TOKCHYHY HWBA B KPBBTA, KOETO MOXKE J1a C€ CIYYM U CbC 3aKbCHEHHME OT MOBeYe OT 12
yaca.

[Tornemaxe Ha ronsam 6poit croMallHO-ycToRYMBY TabneTku Moxke a AoBele A0 00pa3yBaHe Ha
BB3€J1 OT 3aeNeHH TabneTky B cToMaxa, KolTo e TpyaHo ga Obae npeMaxHar.

CUMITOMH

CuMnToMuTe Ha npeno3rpade oOMKHOBEHO Ca: IWyM B YIUWTE, XUIIEPBEHTHIALMA, TPECKa, raficHe,
NOBpPBIUAHE, 3AMBIIIEHO 3pEHUE, rNaBofonne, 3amaiipane, 0ObpKBaHe, HAPYLICHHE HA KUCETUHHO-
ANKATHUA ¥ €IEKTPONINTEH Dananc, XUrnornukeMus, KOxH® 06puBH.,

B cilyyaif Ha OCTPO npeno3upane, MoraT Aa ce MOABAT ASTHPUYM, TPEMOD, 3a0yX, U3MOTABAHE,
BBb30yIa U KoMa.

CanduMIaTROTO OTpaBaHe 0OMKHOBEHO € CBBP3AHO C IUTa3MEHHTE KOHLUeHTpaumHk > 350 mg/l (2,5
mmol/l). [TopeyeTo CMBLPTHHA CAyyau Ha BB3PACTHH ce HabMIoXaBaT Npy NalMeHTH, YHKTO
KOHLUEHTpalMH HaasHlasatr 700 mg/l (5,1 mmol/l). ExuHnuanm go3u ot mo-manko ot 100 mg/kg, e
MaJIKO BEpOATHO Aa NPUYHUHAT CEPHO3HO OTpaBAHeE.

CmeceHara peCliMpaTOpHa ankano3a i MeTaboIMTHA alli03a, C HOPMATHO WIIH BHCOKO apTepHATHO
pH (HopMmanHa HnM HaManeHa KOHUEHTPALUUsA Ha BOAOPOJHH HoHK), € 00uvaliHa NpH Bb3pacCTHH WIH
A€Lla Ha Bb3pacT Hax 4YeTHpy roauHu. [Ipn aeuara Ha YeTUPH roaAWHY WK NMO-MAJIKO € YeCTO CpenlaHa
AOMHUHHpALIa MeTaCOUTHA alura03a ¢ HUCKO aprepHanHo pH (MoBHIleHa KOHLEHTPALHS HA
BOAOPOIOHH HOHM). AUMZ03aTA MOXKE [a YBENMYU MPEMHUHABAHETO HA CAULIWIATHTE NIpe3 KPbBHO-
MO3p4HaTa Dapuepa.

JleyeHue

Jleuenuero € aa ce HaMany abcopduuATa HA NEKAPCTBEHHA NPOAYKT Ype3 OTCTPAaHABaHe Ha
CTOMALIHOTO ChABPKUMO (MOBPBLIAHE WIN CTOMALIHA NPOMHBKA - aKO € MHHAN He NoBeYe 0T eAUH
yac OT NOrIBUIAHETO HA TAbIeTKUTE), YCKOPABAHE HA €TUMUHUPAHETO HA JIEKAPCTBEHHUSA MPOAYKT,
MOHHTOPHHI Ha BOOHO-EJIEKTPONHUTHUA DajlaHe, Ha CEpYMHOTO HUBO Ha cannunnaty, pH Ha ypHRara,
APTEpHANTHH KPBBHH ra3oBe, CEPYMEH KPEATHHHUH, INIIOKO03a B TU1a3MAaTa H Ypes B KPbBTA, KAKTO H
HOPMAaJIM3MPAHE HA TEMIIEPATYPATA Ha TAN0TO U AKUIAHETO.

[lpunara ce akTUBEH BBIJIEH MO GopMaTa Ha BOAHA CyCIIeH3MA (B f03a 3a pe3pacTHH 50-100 g u 30-
60 g 3a gewua), 3a Aa ce HamatH abcopOLMATA Ha aLIETHICATMIIUIOBATA KHCENHHA.

EnvMuHupaHeTO ce yBenuyana Ype3 ankanu3upaHe Ha YPUHATA, KOETO Ce TIOCTHra Ype3 npuiaraHe Ha
1,26% warpues Oukapbounar. Tpsabsa na ce cnenu pH Ha ypunara. Kopurupa ce metabonurHara
alHA03a ¢ HHTPaBEHO3HO NMpHIoKeHHe Ha 8,4% pa3TBop Ha HaTpueB OukapOoHAT (Hal-Hanpen ce
MPOBEPABAT HABATA Ha CEPYMHMA Kanuil), xunokanuemuara rpadsa na 6wae KopurapaHna npeau a ce
nane HaTpueB OuxapOOHAT, 3al0TO aAIKATU3INPAHETo Ha ypUHATa MOXe Aa Obe Mo-Manko €(heKTUBHO,
aKo IUTa3MEHUTE HHUBA Ha Kanud nagHat nog 4,0 mmol/l. Gopcrpana auype3a He TpAOBa Oa ce
H3MOM3BA, ThbH KATO TA HE NMOA0OPABA EKCKPELMUATA HA CAMUIMIATHTE H MOXE J1a IOBEE 0
6enonpober OTOK.

XeMmoauanusara € neueHue Ha u3bop 3a TeXkku oTpaBsiHUA 1 TpAOBa na ce UMa NpenBuR IIPpY NallUeHTH
C IUTa3MeHH KOHUEHTpauuu Ha canuuwiar > 700 mg/l (5,1 mmol/l) unu npu no-HUCKY KOHLUEHTPALMH,
CBBP3IAHH C TEKKHU KITHHUYHH UNH MeTaOOIWTHH PYHKUMHK. [TaumenTy noa 10 unu Haxa 70 roguHu
MMAT YBEJIHUEH PHUCK OT CATHIIMIaTHA TOKCHHHOCT ¥ MOTaT Jia Ce HY»XAasT OT JAHalH3a Ha No-paHeH

€Tall.




5. ®APMAKOJIOIMYHH CBOHCTBA

5.1 @apmakoaAHHAMHYHH CBOICTBA

(DapMakoTepaneBTUYHA rpyna: AHXUOUTOPU Ha TPOMOOLKTHATA arperanns, ¢ H3KIIOYEHHE Ha
xenapuH, ATC koxn: BO1ACO06

AUETHWICATHIHIOBATA KHCEITHHA € HeoOpaTuM HHXUOUTOP HAa LIMKJIOOKCHIeHa3aTa, KaTo HHXHOHpa
CHUHTE3aTa Ha MPOCTarnasiuH OT apaxui0oHOBa KUCENHHA. TO3H MEXaHH3IBM € OTTOBOPEH 34
MPOTHBOBBLINAITUTE/IHOTO, AHTHITHPETHYHOTO H AHANMETUYHO AEHCTBHE,

Hali-BaxXHMAT eQeKT OT ALETIICATULIMNOBATA KHCEIHHA [TPH HUCKA 1034 oT 75-150 mg ¢
WHXHOUpaHeTo Ha CHHTe32 Ha TpoMboKkcaH A2, CheAMHEHHE, YReNUYaBallo TpoMOoLMTHATA
arperauus ¥ cpA0BOTO 3amyluBane. HHxubupaneTo Ha TpoMOOLIMTHATA LIMKI0OKCHI'€HA3a BOIH A0
HaMaJIiBaHe Ha CIOCOOHOCTTA MM /1a arperupar.

TpombounTHaTa arperauya € OCHOBEH MpoLec, KOHTO onpenens NnocTeneHHaTa CTeHo3a Ha
KOPOHAPHHTE apTEepHH NpH KCXeMUUHA 601eCT Ha chpLeTo. PaspacTeaHeTo Ha TPOMOOLIMTHY arperars
BbPXY aTEPOCKIEPOTHYHO TPOMEHEHHUTE YACTH OT CbAOBETE BOAU A0 0Opa3yBaHETO Ha ChCHUPELH,
KOETO IOCTENEHHO BIOIIABA MUOKApAHaTa Nnep@y3ns 10 HaCTbNBaHe Ha HHPAPKT HA MHOKapaa.
Pe3ynTaTute OT MHOXECTBO KOHTPOJMPAHH NPOYUBAHHUA ITOKA3BAT, Y€ ONTHMAIHOTO HHXNOHpaHe Ha
TpOMOOLIMTHATA LMKIIOOKCHI€HAa3a B CPAaBHEHHE ChC CHIAOBATA MOXE 14 C& MTOCTHIHE KaTO C€ W3MNoJA3Ba
HUCKA N03a aUECTHICATHHIMIIOBA KHCENMUWHA, 0T 40 mg 1o 150 mg Ha neH. CMATa ce, ye HHCKA J03a
aUETWICATHLIIOBA KHCEJIMHA B CTOMALLHO-YCTORYUBH TabNneTKH, KOUTO HE NO3BONABAT
0CBOOOXKIaBaHETO Ha AKTUBHOTO BELLIECTBO B CTOMAxa, BOAW A0 MOJy4YaBaHe HA KOHLIEHTpalis B
OPTATHOTO KpbBoOOpallleHHe, 1ocTaTbuHa a HHXUOUpa TpoMOOLUTHATA UMKIIOOKCHI€HA3a, KAKTO U
IO HHCKA KOHLEHTpALMA B nepyudepHaTa UMPKYIaLHa, KOSTO € 3allUTa CPenly TRbPAE CHAHOTO
WHXUOHpaHe Ha CHHTE3a Ha NPOCTALMKNHH B ChOBATA CTEHA M HEXENaHH PEaKUMH,

Taka HUCKkHMTE RO3H ALETHNCAIMUIIOBA KMCEIMHA MOraT Aa AeHCTBAT no-ePpeKTUBHO, OTKOJIKOTO IO-
FOJIEMMTE, KATO ITPUYMHABAT H MO-MATKO HEXEIAHH peakLUH.

ExcriepuMeHTanHy AaHHH NOKa3Bart, ye ubynpoden Moxke na MHxHOHpa edekTa Ha HUCKATA HO3a
alleTWICANHIIANIOBa KHCEJIMHA BEPXY TPOMOOLMTHATA arperauus, KOraro ¢¢ npuaarat € XHOBpeMeHHO.
B enHo npoy4saHe, korato €IMHU4YHa A03a Woynpoden 400 mg ce npueMa B paMKuTe Ha 8§ yaca
Mpeay ¥ny B paMKuTe Ha 30 MUHYTH HEMOCPEACTBEHO Clell NMPHEMA Ha AlETICATHIMIOBA KHCEIHHA
(81 mg), Bb3HNKBA HAMaNgBaHE Ha eeKTa Ha aLleTHNCANHUNIOBATA KHCENTMHA BBPXY 00pa3yBaHeTo
Ha TpOMOOKCaH UM Ha TpoMOOLUMTHATa arperalua. Bunpekd Topa, OrpaHHYEHHATA HA TE3W JAHHH U
HECHI'YpHOCTTa OTHOCHO €KCTpanoallMATa Ha ex vive JaHHUTE B KTHHWYHATA NPakTHKa O3HAYaBar, ye
He MoraTt Ja 6BaT HanpaBeHH KaTeropuyHH 3aKII0ueHNA 3a peAoBHara ynotpeba Ha ubynpodeH, u
HE MOXe a ce UMa MpeBHA HUKAKBB KIHHUYHO 3HAYMUM BEPOATEH eekT NMpK cnyyalinara ynorpeba
Ha ubynpodeH.

5.2 @apMaKoOKHHETHYHH CBOHCTBA

AbcopOuus
AbcopOuuATa HA AUETUICANTUUMIOBA KHCETHHA OT CTOMAILIHO-YCTORYHBY TabIeTKH MAJIKO ce

pa3nH4yasa B CpaBHEHHE ¢ KOHBEHUHOHANHNTE QopMHu. T4 3anouBa B paMKHTe Ha 3-6 Jaca cieq
[IpHUIAraHe Ha JIEKapCTBOTO, KOETO JIOKA3Ra, e NMOXPUTHETO edeKTHBHO ONMOKHpa pa3najgaHeTo Ha
NIEKApPCTBOTO B CTOMAaxa. -

[TuxoBaTa I1a3MeHa KOHLEHTPaLWA ¢e NoJyyasa cnen okono 6 vaca u e cpexnso 12,7 pg/ml 3a 150 mg
CTOMALIHO-YCTONYMBHY TabneTku U 6,72 pg/ml 3a 75 mg cromMalnHo-yCTONYNBH TaONIETKH.
[IpuchcTBHETO Ha XpaHa B CTOMALIHO-UpeBHMs TpakT 3abass abcopbuursara, Ho He HamaIsaBa
OMOHATUYHOCTTA Ha ALETWICANTMIWIOBATA KUCEIHHA.

80-100% ot morsiiHaTara J03a aneTUACATMIWIORA KHceNHHa ce abcopbupa oT cTOMALIHO-YPEeBHUA
TPAKT.




PasnpenencHue

ALETHICANUINITOBATA KUCEMHHA GbP30 U EKCTEH3KHBHO CE PAa3NIpPEENs B IOBEYETO OT THKAHUTE U
TEIECHUTE TeMHOCTH. OTHOCHTENHHAT 00eM Ha pasnpefeneHue e npubnusurendo 0,15 - 0,2 I/kg u ce
YBEIHYaBa 3a€AHO ¢ yBEeINYaBaHE Ha CEpyMHATa KOHLUECHTpalUA Ha JIEKapCTBOTO.

[Ipubnuzutento 33% or NExapcTBOTO Ce CBBP3Ba C MPOTCHHU MPH CEPYMHA KOHLIEHTpanuA ot 120
ng/ml. Crenenra Ha 6enTHYHO CBBP3BAHE HA JIEKAPCTBOTO 32BHCH OT KOHIEHTPAIHATA Ha anbyMHHa;
NPH 34paBK 0OPOBOJLH TO HAMAJIABA 3a8HO C HAMATABAHETO HA KOHLIEHTPALMATA Ha alOyMUHa.,
[Ipu 6B0peuHa HeMOCTATEYHOCT, 110 BpeMe Ha OPEMEHHOCT M IPH HOBOPOJEHH, CRLP3RAHETO HA
aLICTUICATULIMIIOBATA KIUCCAWHA C ITA3MEHHTE NPOTEUHU HAMAJIABA HE CaMO B Pe3yJTaT Ha
XHnoanbyMHHEMES, HO U IICPAOH HATPYIIBAHE HA €HIOTEHHY BELIECTBA, KOUTO N3MECTBAT
JIEKapCTBOTO OT MECTATA MY 32 CBBP3BaHE C NMPOTEHHMUTE.,

buorpaHcdopmalius

AUCTHICATUIMNIOBATA KHCEIHHA C& MeTa00IHM3Upa YacTHYHO 110 BpeMe Ha abcopbumata. To3u npouec
C€ M3BBPIIBA MOJ BE3XCHCTBUETO HA ecTepasa, [NIABHO B UEPHUSA Apo0, HO CHUIO TaKa H B KPHBHHA
CEPYM, EPUTPOLIUTHTE H CHHOBHAITHATA TEYHOCT.

CanduunaTure ¢e CBHP3BaT IVIABHO C IMLKH 10 CATMUMINTHKOYHA KUCENMHA H C ITIIOKYPOHOBA
KUCEJIHHA 10 CATULIMIOB (PEHONIMIOKYPOHH M CATHUMIIALINA TTIIOKYPOHU, CaMO MaJIKa YacT OT TAX
C& XMAPOKCHINPA A0 AMXHAPOKCHOEH3I0CHA KHCEINHE, 2,3-AuXuIPOKCHOEH30eHa KHCENUHa U 2,3,5-
TPUXUAPOKCHOEH30eHATa KuCenuHa. [1py skeHHTe NpoLechT Ha XUAPOKCHIHpaHe € no-Gasex (To-
HHCKa akTUBHOCT Ha CEpyMHAaTa ecTepasa).

EnuMuHMpaHe

[10Jy)>XMBOTHT HaA IUTA3MEHOTO ENMMHHHpPAHE Ha AleTIWICATHIIOBATA KHCENUHA € 0KoNo 2-3 yaca. 3a
pa3lIuKa OT APYTH CANHLMIATH, HEXHAPONH3HpaHaTa aueTUJICATHIHIIOBA KUCEITHMHA He ¢€ HATPYIIBA B
KPBBHHUA C€pYM NPH NOBTOPHO NpHioxeHHue. Camo okono 1% ot nepopanHara Ao3a Ha
aLECTHIICANWIIOBATA KHCENIHHA Ce OTAEIA C YPUHATA B HEXMAPOJIU3UpaHa GopMa, a OCTAHANIATA YACT
ce EKCKpeTHpa noJ ¢opMara Ha CalTMLMIATH | TeXHUTE MeTabonuTty. [1pH nauyerTH ¢ HOpMaTHa
6B0peuHa pyHkums, 80-100% ot enHOKpaTHaTa 403a OT JEKAPCTBOTO CE OTAENA ¢ YPUHATA B PAMKHTE
Ha 24-72 4aca.

3.3 IpeakanHH4YHHM DAHHH 33 6e30MacHOCT

[TpeakMMHHIHHAT NpOQHI Ha 6€30IIaCHOCT Ha aleTIWICATHIIIOBATA KUCEITHHA € Jobpe
DOKYMEHTHPAH.

Ilpy npoy4BaHus BbPXY XUBOTHH CATHUMIATUTE NPUUHHABAT YBPEKAaHe Ha OLOpeLTe NPy BUCOKH
AO3H, HO HE BOAAT A0 APYTYU OpraHHH JHe3uy. AUSTUICANUIMIOBATA KHCEIMHA € INMPOKO U3ClieABaHa
IR Vitro ¥ in vivo 3a MyTar€HHOCT; He Ca OTKPUTH CBIUECTBEHH J0KAa3aTeJICTBA 34 MyTAE€HEH
noteHuHal. ChIOTO BAXKH U 3a U3CIEABAHUATA 33 KAHIIEPOreHHOCT.

CamuumuiaTHTe ca MOKa3all TEPATOreRHH €(PeKTH TIPH U3CIEABAHUA BHPXY KHBOTHH U TIPH HAKONKO
pasnUYHY BUAOBE. Crie/l NpeHaTamHa eKCIO3ULIHS ca OMUCAHH ¢a HapYIIEHHA HA MMIUIAHTALMATA,
eMOPHOTOKCHYEH M (PETOTOKCHYEH KT, KAKTO H YBPEXAaHE Ha CIIOCOGHOCTTA 3a YYEHE B
MOKOJNIEHHETO.

6. OAPMAIIEBTUYHU TAHHH
6.1 Chnucrnbk HA IOMOUIHUTE BellleCTRA

A0po na mabremxama:

llenynosa Ha mpax

LapeBnuHO HUILIECTE

Hatpues HMmecTeH raukosnar (tun C)




Duamoso noxpumue na mabremxama:
XHIpoMeENosa
Tpuetun nurpar
CUMeTHKOHOBa eMyJICHA
Acryl-Eze White:
- ChbnonvMep Ha METaKpWIOBa KMCenWHa U eTuaakpunar (1:1)
- Tank
- TUTaHOB AHOKCHI
- Konoupaen 6e3B0/IeH CHIMUHEB IHOKCH/
- HatpueB xuaporeHkapOoHaT
- Harpnes naypuncyndgar

6.2 HecbBMeCTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roaHocT

2 roAuHH

6.4 ChneuHajJHH YCIOBHSI HA CbXPAHEHHE

Ha He ce cexpanasa Hax 25°C. [la ce cpxpaHsBa B OpUrMHAJIHATA OMAKOBKA, 3a J1a Ce NpeArnasH oT
BJara.

6.5 Buau cbabpKaHHE HA ONAKOBKATA

Anymuaues/PVC/PVDC Onucrepu B KapTOHEHH ONAKOBKM.
Bunose OnakoBKH:

Akapa 75 mg: 30, 60 unu 120 Tabnetky;

Akapa 150 mg: 30 wu 60 TabGuerku.

He BCcHYKkK BMAOBE OMAKOBKU MOraT na 6b4aT IMyCHAaTH B Mpogaxoa.

6.6 CneuvaJHH NpeaNa3sHH MEPKH NPH H3XBBPJAAHE H paboTa

HsaMa cneuyanHy H3UCKBAHMS.

7. TNPHTEXATEJ HA PAZPEUHIEHHETO 3A YIIOTPEBA

Pharmaceutical Works POLPHARMA S.A.

19, Pelplinska Street

83-200 Starogard Gdanski, [Tonuia

8. HOMEP(A) HA PASPELIEHHETO 3A YHIOTPEBA

AKAPJI 75 mg: Per. Ne 20170037

AKAPJI 150 mg: Per. Ne 20170038

9. HAATA HA ITbPBO PAZPEIHABAHE/TIONHOBABAHE HA PA3SPEILIEHHETO 3A
YIIOTPEBA

Hata Ha mMbpBO paspelasade: 26.01.2017
JlaTa Ha nocneaHo nogHoBaBaHe: 01.12.2021




10. JATA HA AKTYAJIH3HUPAHE HA TEKCTA




