KPATKA XAPAKTEPUCTHKA HA INPOJAYKTA

1. HUME HA JIEKAPCTBEHHA ITPOAYKT

Jlexanon Komnnekce 200 mg/500 mg dunmupann tabnerku
L.ekadol Complex 200 mg/500 mg film-coated tablets

| PaapewieHue Ne

BG/MA/MP - ...
DQOBPeHUE Ne ... vvineen,

2. KAYECTBEH H KOJTHYECTBEH CbHCTAB

Bcesaka punMupata tabnerka ceaspka 200 mg ubynpoden (ibuprofen) n 500 mg napauneramon
(paracetamol).

3a MbIHNAA CNUCHK HA MOMOILHUTE BELIECTBA BHXKTE TOouka 6. 1.

3. JEKAPCTBEHA ®OPMA

PdunmupaHa TabaeTKa
benn no noyrn 6enn, npoasarosatH, GpunMupadu tabnetku, ¢ pasMepu 19,7 mm x 9,2 mm.

4. KINHHAYHHU TAHHHA

4.1 TepaneBTHYHH NOKA3ZAHUSA

3a BpeMeHHO o0/ieK4yaBaHe Ha JieKa 10 YMepeHa 00Jka, CBbp3aHa ¢ MUTPEHA, rnaBobosue, GOnKH
B rbpba, MEHCTpyanHu OOJKH, 3b600014, peBMATUUYHU H MYCKYJIHH 6ONKYU, CAMIITOMH Ha MPOCTY/a
H I'PHN, Bb3NaJEHO I'bPJIO U BUCOKA TeMiiepaTypa. To3u NeKapcTBEH NPOAYKT € 0COOEHO
MoaxoAAll 3a 60jKa, 3a YMeTO OBJIaiiBaHe € HEOOXOAHUMa NMO-CHJTHA aHalre3ud oT
CaMOCTOATE/IHOTO MPHUNOKEHUE Ha HOYMpodeH UK napaueTamon,

Jlekanon KoMmnaekc € nokasa npu nuua Haza |8 roauny.

4.2 [o3upoBKA H HAYMH HA TIPHJIOKEHHE

Ho3upoBka
Camo 3a KpaTkocpouHa ynotpeda.

[laumeHTHT TpsAOBaA 1a ce KOHCYATHpA € JIeKap, aKO CUMIITOMUTE MEPCHCTUPAT MM CE BIIOLLAT,
MK aKo € HeoOXxoauMa yrotpefaTa Ha JIEKapCTBEHHMA NPOAYKT 3a MoBeYe OT 3 JHH.

Hexenanure peakuuy MOrar ja c€ HaMaJsAT 40 MUHUMYM KaTo ¢ce IIpHeMa Hal-HUCcKaTa
epeKTHBHA 1032 3a Hall-KpaTKHA NIepHOJ, HEOOXOONM 3a KOHTPOJIMPAHE HA CHMIITOMHUTE (BXK.
To4Yka 4.4).

Bvipacmuu: Jla ce npvema no eana tTabieTka 10 TPH I'bTH AHEBHO ¢ Boga. MHTepBanbT Mexay
OTACTHUTE NMpUeMHU TpabBa na ObJie HaR-MaJIKO LIECT Yaca.

TpsabBa na G'b,ue Hal-MaJIKo WeCT Yaca.

MakcumanHnara f03a ¢ wecTt rabnerku (1200 mg ubynpoden, 3000 mg napaue

N3NBLIHUTENHA ATERUWE NO NEKAPCTBATA
leamu'a XApAKMADUCMUKA Ha NDOGYKTa - . fipuAoxeHue |

KesmPea Ne ... .oV QO YV W&
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Cmapuecka ev3pacm
He ca Heo6xoauMu cnieLnaniu KopekiMH Ha A03aTa (BXK. ToYKa 4.4).

[launeHTHTE B CTapuecka Bb3pacT ca U3JIOKEHH HA MTOBUILICH PHCK OT CEPHO3HH MOCIEACTBHA OT
HEXENIaHU PCaKLHU. AKO € NPELCHEHO, Ye € HeoOXxoanumo Nneuerue ¢ HCTIBC, Hali-uuckara
epeKTHBHA Ko3a TpAGBa Ja ce Mpusara 3a Bb3MOXHO HaH-KpaThK cpoK. MaumeHTbT Tpa6Ba na ce
MpocaciaBa p€AOBHO 32 CTOMALIHO-YPEBHO KbPBEHE MO BpeMe Ha neuyeHHeTo ¢ HCIIBC,

fleduampuyuna nonyaayus
He ce npenopbusa ynorpe6aTa npu aeua u woHoiu nox 18 roauuu.

bn6peyuHo yBpexaaHe

B ciryuai Ha 6b0peyHo yBpexaHe (HUBO Ha FyMepysiHa ¢unrpauus 10-50 ml/min), eanoxpartuara
103a He TpAOBa aa npesuinasa 500 mg napaueramon (eaua TabJIeTKa) H UHTEPBAIBLT MEXAY
OTACJIHUTE A03M TpsabBa na Obae noHe WeECT yaca. 3a MALHEHTH C TEXKO OBnOpedHO yBpexaHe,
BHXX TO4YKa 4.3).

Yepnoapobno yBpexkaaHe

Ilpu nanuenTH ¢ HapyileHa yepHoapoGHa hyHKLMA MK cHHapoM Ha Gilbert, no3ata Tpsabea aa ce
HaMam WK Na Ce yBeIW4H UHTEpBaa Mexay npuemute. JlHeBHaTa 1o3a He TpaGBa fa
HaJBHIIABA 2 g napaitetamoli (4 TabneTku). 3a MaUHEHTH C TEKKO 4EPHOAPOOHO YBpeXaaHe,

BHXKTE TOUKa 4.3)

JlHeBHaTa n03a He TpAGBa Ja npeBuIuapa 2 g napaueTamon/neH (4 Tabnerkn) B crieARUTE KTHHHYHH
CAy4qau:

® BB3pacTHH C Terno noa 50 kg

¢ XPOHHYEH AJIKOXOIHU3IBLM

® JexMAapaTaumsa

® XPOHHYHO HeJIOXpaHBaHE

HauuH Ha OPHIGKEHHE

3a nepopanHo NIPUIOXKEHHE.
3a 1a ce HAMAJIAT 10 MHHHUMYM HEKETAHHTE PeaKkiUH, NalHeHTHTE TpaOBa na npuemar
Jlexkapon KoMnnexe ¢ xpana.

4.3 IIporumonoxkazanuns
To3u nekapcTBeH NPOAYKT € NPOTHBOIMOKA3aH:

- NpH NAUHCHTH CbC CBPBXHYBCTBHUTE/IHOCT KbM aKTHBHHUTE BELLECTBa HIIH KbM HAKOE OT
NMOMOLUHUTE BELIlECTBA, H30pOEHH B TOYKA 6.1,

- TpH HALMCHTH C aHaMHE3a 32 peaKLMH Ha CBPBLXYYBCTBHTENTHOCT (Hanp. 6pOHXOCNAZEM,
aHTHOCACM, acTMa, PUHHT AW YPTHKAPUA), CBBP3aHH C alleTUIICATHLIMIOBA KUCETHHA WK
APYTH HECTEPOMAHH NTPOTHBOBB3NANHUTENHH cpeacTia (HCIIBC).

- [IPH NTALUHCHTH € aKTHBHA peUMAMBHpALIA NENTHYHA S3Ba/XeMoparus (IBa UK oBeYe
OTACJIHH €MH30/a Ha 0Ka3aHa yJluepalta WM KPbBOH3IMB) UK aHAMHE3a 32 TaKHBA.

- [IPH MALIHEHTH C aHAMHE3a WU CbILECTBYBAlla CTOMAIHO-YpEBHA ynuepanusa/nepdopaums
H/IH KbPBEHE, BKIIIOYHTENHO BBB Bpb3ka ¢ HCIIBC (Bx. Touka 4.4).

- MAUHCHTH ¢ HAPYLIEHHs HA KPbBOCHCHPBAHETO.

- TIpH MALHEHTH C TEXKO Y€PHOAPOOHO yBpekaaHe, TexKo 6b6peuHo yBpe
CbpACYHA HEAOCTaTHYHOCT (ky1ac IV mo NYHA) (Bx. Touka 4.4).

- MpH €AHOBPEMEHHA ynoTpeda ¢ Ipyru JeKapCTBEHU MPOAYKTH, ChABbPK
BKIAIOYHTENHO LUKN0-OKCHreHasa-2 (COX-2) cneunduvHu HHXHOHTOPH




(BXK. TOouKa 4.5).

- NnpH eAHOBPEMEHHA YNoTpeba ¢ APYry NEKapCTBEHH NPOAYKTH, ChAbPKAILK NapaLieTaMos —
[TOBHILIEH PHCK OT CEPHO3HU HEXKENaHU peakiuy (Bx. Touka 4.5).

- pe3 NOoCACAHHUA TPHMECThP OT OPEMEHHOCTTA, NOPaan PUCK OT NPEXAEBPEMEHHO
3aTBAapsiHE Ha AYKTYC apTepHo3yc Ha QeTyca ¢ Bb3MOKHa GenoapobHa xunepTosus (BiK.
TO4YKa 4.6)

44 Cnenuannu mpeaynpexxieHHs H Npeain2a3HH MePKH NpH ynorTpeba

Hoyopoden

Hesxenanute cuOMTHA MOraT Aa ce HaManaAT 10 MHHMMYM KaTO CE€ M3MO/3Ba Hal-HHCKATa
e()eKTHBHA 1032 3a HAH-KpaTKHUs CPOK, HEOOXOAUM 32 KOHTPOJHMPAHE Ha CHMITTOMUTE (BXK. TOYKa
4.2 u nudopmanuaTa OTHOCHO CTOMALIHO-YPEBHH H CHPASYHO-CHAOBH PHCKOBE N0-A0Y) U KATO
NALIMEHTHTE NPUEMAT A03aTta ¢ XpaHa (BXK. Touka 4.2).

Cmapuecka év3pacm

JlMiaTa B cTap4ecKa Bb3pacT ca ¢ IMOBHUILIEHA 4eCTOTa Ha HeXelaHUTe peakuuu kM HCIIBC,
0COOEHO CTOMAUIHO-YPEBEH KPHBOM3IUB U TIepPOPALUA, KOUTO Morat 2a 6baaT ¢ daralteH HIXoN
(BK. TOuka 4.2).

Heo6Xx0aMMO € NMOBHIIEHO BHUMAHHE NMPH MAUMEHTH C ONPENENEHHU CHCTOAHHNSA

Pecnupamopru napyuwienus
[Ipn mauueHTH, CTpaRaluy OT HilM ¢ aHaMHe3a 3a GpOHXHaIHA ACTMa WITH alepru4Ho 3a6011aBaHe,
uMa cprobmenus, ye HCIIBC npeau3BukBatr 6poHXOocnasem.

Crpoeuno-cv0060, 6v6peino u uepHoOpobHO yepexcoane

I[Tpunoxenuero na HCTIBC Moxe Aa npHYMHH 10303aBUCHMO TTIOHMXKEHHUE B 06pazyBaHeTo Ha
NpOoCTarjllaHJAHHYU U Ja yCKOpH pa3BUTHETO Ha OBOpeyuno yepexaaue . [TauueHTUTe ¢ Hali-BHCOK
PHCK OT TaKaBa peaKuUus ca Te3H ¢ HapyuueHa OnOpeuHa GyHKUHUA, ChPJACUHO YBPEXKAHE,
YepHOAPOOHa MUchyHKLMS, Ha TedeHHe C AUYPETHLM M B CTAPYECKA Bb3PacT. [Ipu Te3u NnalLueHTH
TpAOBa Aa ce npocneassa 6vOpeyuHara GpyHkUMA (BXK,. Touka 4.3).

Covpoeyno-cv006u 1 MO3BbYHO-CBOOSU ehexmu

HeobxoauMo e noaxoasuio npociaeasipaHe ¥ KOHCYJITHpaHe NPH NalHEeHTH ¢ aHaMHe3a 3a
XMNEPTOHUA H/WJIH JIEKa 10 yMepeHa 3aCTOMHA Chp/eYHa HEAOCTATLYHOCT, Thil KaTo ca
ChoOLIaBaHH CITyYaH Ha 3aJPbXKKa Ha TEYHOCTH H OTOK BLB Bpb3Ka ¢ Tepanusa ¢ HCIIBC.

KnMHHYHHTE NpoyYBaHHsA MOKa3Bart, Y€ ynotpedarta Ha MOynpodeH, 0coBeHO BbB BUCOKH A03M
(2400 mg/neH), Moxe fa € CBbp3aHa C JIEKO MOBHIIABaHE HA PHCKA OT ApTEPHAHU TPOMBOTHUHU
cbOMTHA (Hanp. MH(apKT Ha MUOKap/a KK UHCYAT). KaTo uano, enuaeMHONMOrHYHUTE
Npoy4BaHMA HE MOKa3BaT Bpb3Ka MEXIYy npueMa Ha uOynpodeH B HUCKH a03u (Hanp. <1200
mg/AeH) ¥ MOBHLIABAHE HA PUCKA OT apTEPHAIHH TPOMOOTHYHH CHLOUTHA.

[MauneHTHTE ¢ HEKOHTPONIMpPaHa XHIIEPTOHHA, 3aCTOMHA ChpAcUHa HeaocTaThuHOCT (Knac II-11T mo
NYHA), ycranoseHa ucxemuuHna 60J1eCT Ha ChpLETO, nepudepHa apTepHaIHa GOnecT W/HIu
MO3BbYHO-CBAOBO 3a00iABaHe TpAGBa Aa 6BaaT NeKyBaHHu ¢ HOynpodeH caMo ciied BHHMAaTeHa
NpeLcHKa U A3 ce u3barsaT Bucokute 1034 (2400 mg/aen). Tpsabsa aa ce U3BBLPLIBA BHUMATEIHA

CbPACYHO-CBAOBH CHOUTHA (HANpP. XMNEPTOHHSA, XHIEPIUNMAEMHA, 3aXapeH a1ab
TEOTIOHOMYLWEHE), 0CO0EHO aKko € HeobXxoanuM npueM Ha HOYNnpodeH BbB BUCOKH
mg/aeH).

Cmomawno-upesro xvpeere, yryepayus u neppopayus Iﬁ e
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6baaT ¢ daraned usxon, npu scudku HCTIBC no Bcsko BpeMe Ha NEYEHHETO, CbC UM Oea
MPEAYNPEAUTCIHA CUMITTOMH HAM NPEHILHA aHAMHE3a 33 CEPUO3HH CTOMAIIHO-YPEBHH
CBOUTHA.

PUCKBT OT CTOMAILIHO-YPEBHO KbPBEHE, YaLepaLlHs HIIH nepgopanus ce NoBHILABA C
yBenn4aBare Ha ao3ata Ha HCIIBC, mpu naunenTH ¢ aHamHe3a 3a 5383, 0co6EHO npu
YCNOXHEHHUA C XEMOparus uiu nepgopauus (Bx. Touka 4.3) ¥ Ipy NaUMEeHTH B cTapuecka
BB3pacT. Te3u nalmeHTH TpA6Ba Aa 3aMOYHAT JICYEHHE C HA-HHUCKATA Bh3MOXKHA 1034,
KomOuHupana Tepanus ¢ NpoTeKTHBHU CpecTBa (Hanp. MHU30MPOCTON HIIH HHXUOUTOPH Ha
NPOTOHHATA noMna) TpsAGBa Aa ce OGMUCIH NMPH TE3H NMALMEHTH, a CHLIO H MpYU MALMEHTH,
HYKJacllK CE OT €NHOBPEMEHEH NMPHUEM Ha HUCKM JI03U1 alECTUIICATMIIHIOBA KHCEMHA, WU JPYTH
JIEKapCTBEHH NPOAYKTH, NOBUILABALIH PHCKA OT CTOMAUIHO-YPEBHH CHOUTHA (BXK. TO-Z0NY H
TOYKa 4.5).

{1allMCHTH C aHAMHE3A 3a CTOMAUIHO-YPEBHA TOKCHYHOCT, 0COGEHO B cTapuecka Bb3pacT, Tpabaa
Aa ChOOLIABAT BCHYKY HeOOHUaiiHU a6 AOMMHAIIHH CHMNITOMH (0COGEHO CTOMALLHO-YPEBHO
KbpBEHE), 0COOEHO B HAYAJOTO Ha JIeYEeHUETO.

Heobxoaumo e BHUMaHMe npy nalUeHTH, NpUEMallN eJHOBPEMEHHO JIEKAPCTBA, KOUTO MOrar aa
MOBHIIAT pHCKa OT CTOMAIIIHO-4PEBHA YJILIEPALUHA MM KbPBEHE, KaTO MEPOpaIHH
KOPTHKOCTEPOU/IH, AHTHKOATryIaHTH, KaTo Bappapun, CEIEKTUBHH HHXUOUTOPHU Ha oOpaTHoTO
3aXBalllaHC HAa CEPOTOHHHA MJIH AHTUTPOMOOTHYHH CPEACTBA, KaTO aleTHICANHLIHIOBA KHCeIHHa
(BXK. TouKa 4.5).

[1pH nosBaTa Ha CTOMAIIHO-YPEBHO KbPBEHE HIIH YJLEPALMA P NAlHEHTH, NpUeMallH
HOYNpPOPEeH-ChABPKALIM TIEKAPCTBEHH NPOAYKTH, JIEUYEHHETO TpAOBa Aa ce npekparu.

HCIIBC tpsa6sa na ce npeanuceat ¢ NOBHIIEHO BHUMAHHE Ha MALMEHTH C aHAMHE3a 34
CTOMAUIHO-YPEBHO 3200nABaHe (YLepo3eH KOMUT, Gonect Ha KpoH), Thil KaTo Te3H CbCTOSHMS
Morat ia ce 000CTpAT (BXK. TouKa 4.8).

CJIE u cmecena coedunumenno-movkanHa 6onecm
[Tpn naunenTn che cucremen aynyc epuremaronec (CJIE) u cMeceHa che THHHTETHO-ThKAHHA
OonecT MOXe 1a MMa NMOBUIIEH PHCK OT ACENTHYEH MEHUHIUT (BX. Touka 4.8).

Tesxcku Koosicrnu peaxiyuu

MHOT0 psAAKO Ce ChOOLLABA 32 TEKKH KOXKHH PEAKLIHH, HAKOH C daTaleH U3XO/, B TOBa YUCJIIO
eKC(ONUATUBEH JEPMATHUT, CHHAPOM Ha CTHBBHC-JIDKOHCHH M TOKCHUHA €NUAepMasiHa HEKPOJIHW3a MpH
ynotpebatra Ha HCTIBC (B:k. Touka 4.8). [TalMeHTHTE Ca H310KEHH Ha 0-BUCOK PHCK OT T€3H
PCAKLMH B HAYAJIOTO Ha JICYEHHETO, NOABATA HA PEAKLMATA B [MOBEUYETO CIyUaH ce HabmonaBa B
NMbPBUA MECER OT TepanuaTa. JIokiiaABaHH ¢a Cilydal Ha OCTpa, FreHepallM3UpaHa, eK3aHTeMAaTo3Ha
rmyctynosa (AGEP), cebpsannu ¢ ynorpebGara Ha uGynpoden crabpixamy JICKApCTBEHH NIPOAYKTH.
Ynotpebara Ha TO3M nekapcTBEH NMPOAYKT TpAOBa Aa ce MpeyCTaHOBH OLIE NMPH MBPBATa MTOKBA Ha
fIpH3HALH U CHMIITOMH HA TEXKH KOXKHH PEaKIHH, KATO KOXEH OOPHB, 1e3MH Ha THraBuLATa WIK
HAKAKBB APYr CHMIITOM HA CBPBXYYBCTBHUTEHOCT,

Hapywen ghepmunumem npu scenu

Bx. Touka 4.6.

Mackupane Ha CAMIOITOMMTE Ha MOANEKAIINTE HHOEKLIMH

Hbynpoden Moxe na Mackupa CHMITOMUTE Ha MHDEKLUA, KOETO MOXKE 14 IOBEE J0 3a
32M04BAHE HAa MOAXOAALLO JICYEHHE W [0 TO3H HAYHH J1a BJIOLIM U3XOAa OT HHBEKLUAT
HabmonaBa npy HakTepuaiHa MHEBMOHMUA, npuacduTa B o0LECTBOTO, KAKTO M npu 0a
yC1o)KHEHHA Ha Bapulena. Korato ubynpodeH ce npunara 3a neyeHue Ha NoBHILIEHA
unu 3a obnexyapade Ha O6oJikaTa BbB BPb3Ka ¢ HHMEKUMS, ce npenopr4Ba HabMoAeHN
HHQpEKUUATA. [Ipy1 H3BBLHOONHUYHH YCI0BUS NALMEHTHT TPAGBa Ja ce KOHCYITHpa ¢ Niekap; ako
CUMITOMMTE MEPCHCTHPAT WM Ce BJIOILABAT. N A

M1

.
" ‘nl'_ ut -[.

- -5 ’

‘_Ili

- - i ’ !
1| I"..:\- P - . ':.-._._ iy ‘
l..:' ~'l| -l'::' I‘JPI-T-._-;-'. o ' . ;- 4 J




[lapaiieTamon
Heo6xoanmo € NOBUILIEHO BHUMAHME, 4KO NApaLEeTaMosl ¢e NpeAnMcBa NpyU NalueHTH C;
-  OBOpeuHo yBpexaaHe
- 4YepHOApPOOHO yBpexXaaHe
- cueapom Ha Gilbert
- OCTBbp XernaTuT
- I'MOK030-6-pocdar nexnaporeHaseH AeHULMT
- snoynotpeda ¢ anKoX0JN/XpOHHYEH AJIKOXOMU3IBM
- XPOHHYHO HeJOXpaHBaHe, HUIChK MHACKC Ha TeJeCHa Maca, aHOPEeKCHs
- aexMapaTaulMA
- €AHOBPEMCHHO NPWIOKESHHE HA JICKAPCTBCHH NPOAYKTH, KOMTO 3acAraT 4€pHOApoOHaTa
¢pyHKUMA (BK TO4YKa 4.5)

[Topaau yBenu4eHUA pUCK OT MeTaboauTHA auKMa03a ¢ ronsMa aHHoHHa pasnvka (HAGMA) ce
NpenopbUYBa NOBHIUEHO BHUMAHKUE NPU CHITBTCTBALIO NPUNOKEHHE Ha GIYKIOKCALIMIUH U
napaleTamoJi, OCOOEHO NpH MaUUEHTH C TeXKa cTerneH Ha 6bOpeyHO yBpexKaaHe, CEeNCUcC,
HeJOXpaHBaHE U APYTM M3TOYHMLIHU HA ASPULMT Ha rIYTATHOH (HAnp. XpOHHUYEH aJIKOXOJH3BM ),
KaKTO M NMPH TE3H, KOUTO U3MOJI3BAaT MAKCUMAJIHATa JHERHA A03a NapaueTtaMoi. IlpenopruBa ce
CTPUKTHO MPOCHEAABAHE, BKJIKYUTEIHO N3MEPBAHE HA S-OKCOMPOJIHH B YPUHATA.

PUCKBT OT Ipeo3ypaHe ¢ napaueTaMo € MMOBUUWEH MPH NALKUEHTH ¢ HEUMPOTUUHO AJIKOXOJIHO
yepHOoApOoOHO yBpexaane. B cayuait Ha XpOHHUEH alKOXOJIU3bM, C€ MPENOpPbYBa NOBHIIEHO
BHUMaHHE (BHXK CbIO Touka 4.2). [To BpeMe Ha neueHUeTo ¢ napaneTaMoJi, He TpAOBa 1a ce
npUeMa aJTKoOXoOJI.

[TauuentuTe TpaAdBa na 6bAAT NpeaynNpeaeHH 1a HEe IpUeMaT €AHOBPEMEHHO H APYTH NPOAYKTH,
CBABPXKALHU fapanetTaMol, 1opaiu pUckK oT TeXKKO YpHOAPOOHO yBpexXaaHe B clydai Ha
npeao3dpaHe (BHX To4dka 4.3 u 4.9).

EAHOKpaTHO npujiaraHe Ha napaueramMos B 103a, HEKOJKOKPAaTHO HaJABHILIABAllla MaKCMManHarTa
AHEBHA J03a, MOXE CEPHO3HO Ja yBpeaH 4epHHa aApob. B TakuBa ciayyau Hama 3aryba Ha
c¢b3HaHHe., He3zaBHCHUMO OT TOBa, B ciiyual Ha npeao3upaHe Tpabea Ja ¢€ NOTHPCH HezabaBHa
MEAHLIMHCKA MOMOL JOPH NAaLMEeHThT Aa ce UyBCTBa A00pe, Thil KaTO UMa PUCK OT TEXKO,
3a0aBE€HO H HeoOpaTUMO yBpexXaHe Ha yepHus apob (BHx Touka 4.9).

[IpeniecTBanio yepHOApOOHO 3a00IsIBAHE YBEIMYABa PUCKA OT YBpPEXIaHe HA HepHHs ApoD,
CBBbP3aHO ¢ NMapaueramoi. [TalMeHTHTE, KOHTO Ca UMaJIM HapylleHa YephoapobHa win 6b6peuna

¢yHKLMsA, TPAOBA A4 NOTHPCAT CHBET OT JieKap Npean ynorpebaTa Ha TO3M JIEKAPCTBEH MIPOAYKT.

Ilpy nanueHTH ¢ H3YEpPIaHU HUBA Ha IIYTATHOH, ynorpebaTa Ha mapaleTaMon MOXe /1a YBETHUH
pUCKa OT MeTabouTHA auuao3a (BHX Touka 4.9).

4.5 BiauMoaeHCcTBHE ¢ APYIH JIeKAPCTBEHH NPOAYKTH H APYrK ¢OopMH HA B3aUMoJeHcTBHE

Tosn NeKkapCcTBeH NPOAYKT (KAKTO BCHUKH JNEKAPCTBEHH NNPOAYKTH, ChAbpxallu HOynpoden u
HCIIBC) € npoTuBOnoka3zaH B KOMOWHAIMA C:

* aleTHJICATHLUHIIOBA KHCEIUHA (OCBEH aKO HHUCKa 034 aleTUICATUMIIMIIOBA K
HenpeBuilaBalla 75 mg AHEBHO, € NMpeANUcaHa OT Jiexap, BUXK MO-A0aY): €
[IPUIIOKEHHE Ha uOynpodeH U aleTHICATULIHIOBA KUCEJIHHA MO MPHUHIIH
npefnopbUBa, MNopajn Bb3MOXKHO YBE/MUaBaHE HA HEXKETAHUTE peaKLUH (

* apyry HCTIBC, BKno4uNTEIHO ceneKTUBHY MRXUOUTOPH Ha LIHKJIO-OKCHT
MOTaT Ja YBENIU4YaT pUCKA OT HEXKeJJaHH peakluH (BX. TouKka 4.3).




To3H JlekapcTBeH NPOAYKT (KAKTO BCHUKH JICKAPCTBEHH MPOAYKTH, CbABPIKALIM [1apaUeTaMo) e
MPOTHBONOKA3aH B KOMOWHALMA ¢ IPYTH JIEKAPCTBEHN NIPOAYKTH, ChAbPKALLM rmapaleTaMolt —
NOBHUICH PMCK OT CEPUO3HH HEXKeJIaHU peakuuH (BX. ToUKa 4.3).

To3n JexapcTBed NPOAYKT (KaKTO BCHYKH JIEKAPCTBEHH MPOAYKTH, ChAbpHxalWM HOynpodeH u
HCIIBC) Tpa6sa na ce U3noa3Ba ¢ NOBHLIEHO BHUMAaHKE B KOMGHHALIMA C

. anTHKoarynantiu: HCIIBC morar Aa 3acHAAT edheKTUTE Ha aHTHKOATyJIaHTHTE, KaTO
BapdapuH (BX. Touka 4.4).
. aHTHXWNEPTCH3UBHM NeKapcTBa (ACE HHXHOUTOPH M aHrHoTeH3uH I aHaTtaroHucTH) u

avypeTaud: HCIIBC Morar 1a nonmxkar edeKTUTe Ha Te3H 1eKapCTBEHH npoaykTu. Ilpun
HAKOW NAallHEHTH C KOMIpOMETHpaHa ObOpeYHa QyHKUHA (Hanp. AEXHAPATHPAHU NALMEHTH
WJTH MalMEHTH B CTap4eCKa Bb3pacT ¢ KOMNpoMeTHpaHa Gb0peuna GyHKuus)
€qHoBpemMeHHaTa ynotpeda Ha ACE uHXHOUTOp MK aHruoteH3us Il aHTAroOHUCT U
CpeACTBa, KOUTO MHXHOHPAT LHKNO-OKCUIe€Ha3aTa MOXKe JIa IOBEIE 10 JOMbIHHUTEIHO
BowaBane Ha ObOpevHaTa QyHKUMSA, B TOBA YUCIIO H Bh3MOXKHA OCTPa OBOpeuHa
HEOCTATBYHOCT, KOATO OOMKHOBEHO € 00paTuMa. Tesu B3auMoaeicTBUA TpaGBa 1a 6baaT
B3ETH NPENBUA NpH nalWeHTH, npuemamn HCIIBC ennospemento ¢ ACE unxubuTopn
niu aHruoTensux Il antaronmctn. Cnegobatento, koMGuHaLusTa TpaGea aa ce npuara c
NOBHIIEHO BHUMaHHE, OCOOEHO MpH JiMlia B cTapuecKa Be3pacT. [Taunenture Tpadea na ca
aICKBaTHO XHIIpPATHPaHH H TpAOBa na ce OOMHCIIH MOHUTOpPHUpaHe Ha 6BL6peuHara PyYHKOMA
CII€N 3aM01BaHe HA CHIIBTCTBALLA TEPANUA U NEPHOANYHO clel ToBa. JIMypeTULINTe MOraT
yBE€/IH4AT pUCKa oT HedpoTokcuyHocT Ha HCTIBC.,

. AHTHArpEraHTH U CENEKTHBHM HHXUOUTOPH Ha OOPATHOTO 3aXBAIlAHE HA CEPOTOHUHA
(SSRI): NOBHLIEH PHCK OT CTOMALUHO-YPEBHO KbpBeHE (BXK. TOUKA 4.4).
. ALICTH/ICATMUHIIOBA KHCEJIHHA (HUCKa 1033, HeMpeBHILaBaLa 75 mg AHEBHO):

€KCTICPUMEHTAIHM 1IaHHH [T0KA3BaT, 4e HOYNPO(EH MoXe KOHKYPEHTHO aa MHXHOHpa
eexra Ha HUCKHMTE 103M aLlEeTHIICANHLUIIOBA KHCEMHA BbpXY TPOMOOUMTHATA arperaLus,
KOraTo C€ NpUeMaT eAHOBPEMEHHO. Bbnpeky ue HMa HECHTYPHOCT NPU €KCTPaNoNUPaHETO
HA TE3M aHHH OT KNUHWYHM CTyHaH, HE MOXKE 1a C€ M3KIIIOYH Bb3MOXHOCTTA, Ye
PCAOBHHUAT MPOAB/IKHUTENIEH PHEM Ha HOYNpOgeH MOXe 1a HAMAJIN KapAHONPOTEKTHBH U
eeKT Ha HUCKH JI03H alleTHACATHIIMIIORA KuceanHa. He ce 04aKBa KIHHHYHO 3HAYNM
edeKT npH HepenosHa ynorpeGa Ha uGynpoden (Bx. Touka 5.1).

. CbpAcHHU rauko3uan: HCIIBC morat na o6ocTpsaT chpaeyHara HenocTaTsuHoOCT, Ja
HaManAT rIoMepyaHaTa (PUATPaLMA H 1a NOBHLUAT NJIA3MEHUTE HUBA HA [TMKO3UIUTE.
. Xonectupamun: EnHoBpeMeHHnata ynotpeba ua HOymnpodeH U XxonecTHpaMHH MOXe na

Hamanu abcopbuusta Ha uGynpodeH B8 cTOMaIHO-4YPEBHUSA TPaKT. Bunpekn toBa,
KIHHUYHATA 3HAYHUMOCT € HesCHA.,

. HHKJIOCMOPUH: MOBUIIEH PUCK OT HE(PPOTOKCUHHOCT.

. KOPTHKOCTEPOHAH: YBENHYEH PUCK OT CTOMALIHO-YPEBHH A3BH M KbpPBEHE (BXK. Touka 4.4).

. ANYPCTALH: TIOHWXKEH JHYPETHYEH eeKT. JlnypeTHIMTE MOraT 1a MOBHMILAT PUCKA OT
HedpoTokcHuHocT Ha HCIIBC.

. JIUTHH: NOHHKEHO EIIMMUHUPAHE HA JIUTHIA.

. METOTPCKCAT: HamMaJICHa CTENEH Ha €JIMMHHUPAaHe Ha METOTPEKCAT.

. Mupenpucton: HCIIBC He tpabsa aa ce usnonzsat o 8-12 aHu chexn NPUAOKEHHE Ha
MHGenpucToH, Thit kKaTo HCIIBC MoraT aa noHMxkar epeKTa Ha MU ENPHUCTOH.

. XMHOIOHOBH aHTHOHOTHLIM: AaHHHU OT NPOYYBaHUS BbPXY XKMBOTHH coyart, ye HCTIBC

MOraT Aa yBEIU4aT prUCKa OT KOHBYJICHH, CBBP3aHH C XMHOJOHOBUTE AaHTHOMOTHLIH.
[launenTy, npuemauin HCTIBC 1 XMHONIOHN MOXe 1a ca M3T0KEeHH Ha MOBMILIEH PUCK OT
MoABa Ha KOHBYJICHH.

. TaKpOJHMYC: BEPOATHO MOBHUIEH PHCK OT HEYPOTOKCHYHOCT NPH eTHOBPEME
Ha HCTIBC ¢ Takponumyc. SLPAN
v 3UIIOBYIHH: MMOBMIIEH PUCK OT XEMaTOJIOrMYHA TOKCUYHOCT MPH €HOBPE : ;’fmygs&w ) S |
Ha HCIIBC v suposyann. MMa nanum 3a yeennuen puck ot XEMApTPO3 _;;a_fqﬁympﬂ 5 ‘"ng
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To3u nexapcTBeH NPOAYKT (KAKTO BCUUKH JIEKAPCTBEHH MPOAYKTH, ChABLPXKALH NapaueTaMon)
TpabBa Aa ce u3NnoJ3Ba ¢ NOBUMIEHO BHUMAaHME B KOMOUHALIMA C:

. O nyKNOKCALUUINH: HEOOXOAUMO € MOBHUILEHO BHUMAHME MPH CbNBTCTBRALA ynoTpeba Ha
(AYKAOKCALMIIMH M MapaleTamor], Thit KaTO €IHOBPEMEHHHUAT MIPHEM CE€ CBBP3Ba C
MeTabonMuTHA auMI03a ¢ rojgMa aHHOHHA pa3jiMKa, 0Co0eHO NpH NalHeHTH C PUCKOBH
dbakTopH (BXK. TouKka 4.4).

. XnopaM(peHUKOI: NOBUIIEHA NNa3MeHAa KOHLEHTpalua Ha XJopaMpEHUKO.

. XoJiecTUpaMHUH: CKopocTTa Ha abcopOuus Ha napaueTaMmos ¢€ NOHHKABa OT XOJIECTHPAMHUH,
CienoBaTellHO, X0J1eCTHpaMHH He TpsadBa 1a ce IpueMa B paMKHTE Ha €IHH 4ac, aKo €
HeoOXx0aMMa MakCUMaHa aHa/re3v4.

. MeTtoknonpaMua ¥ AOMIEpHAOH: abcopbLMsaTa Ha napaleTaMos ce MOBUIIABA OT
METOKJIONPaMH U AOMIIEPHIOH. BLnpeku ToBa, He e HeoOxoauMo aa ce u3bArsa
eIHOBpEMEHHAaTa ynorpeba.

. BapdapuH/aHTHKOAryJaHTH: aHTUKOAryJ1aHTHUAT €¢eKT Ha BapdapHH U IpYrd KyMapHHH
MOXKE€ 1a €€ 3aCHJIM [IpU peAOBHA ynoTpeda Ha napaueTaMos C NOBULIEH PHCK OT KbPBEHE,
003M, NPUAOXKEHHA HHUHAEHTHO HE OKa3BaT ChIECTBEHO BIUAHHUE.

. 3UMA0BYIHH: MOBHIUIEHA Y€CTOTa HA HEYTPONieHUs. 3aTOBa, NapaleTaMoll # 3UJ0BYIMH
TpabBa Ja ce rnpuiaaraT eJHOBPEMEHHO CaMO MO JIEKapcKo TMpeanHcaHHe.
. [TpobeHenna: kKOHIOrauMsaTa Ha NapaleTaMos ¢ IIKKYPOHOBA KMCEJIHHA ¢€ HHXHOUpa,

KOETO BOAH 1O HaMaABAHE Ha KIMPBHCA HA napauetaMon ¢ npubnusurenno 50%. Ipu
NALUHEHTUTE, KOUTO NMpHEeMAaT EAHOBPEMEHHO npobeHeuuna, TpadBa Aa ce MMa npeaBya
HaMa/IsIBaHE Ha J103aTa Ha napauetaMoll.

. XenaTtoTOKCHYHH CyOcTaHUMH (BHXK To4Ka 4.4). XemaTOTOKCHYHOCTTA Ha TIapaLeTaMoll
MOXe 1a ObJe yCUIIeHA OT €AHOBPEMEHHOTO MPUIIOKEHHE HA JIEKAPCTBEHH MPOIYKTH,
KOMTO 3acArar yepHud ApoO, kato bapOUTypaTH, TPHUMKINYHHA aHTHAENPECAHTH H
aJIKOXO.

4.6 DepTHIHTET, DPEMEHHOCT H KbpMEHe
bpeMeHHOCT

Hsima onut ot ynorpebara Ha ubynpoden/napaueramon 200 mg/500mg dunmupann Tabnetku npu
Xopa no BpeMe Ha HpeMeHHOCT.

Om naruyuemo Ha ubynpogen:

[TornckaHeTo Ha NpOCTarNiaHAMHOBHMA CHHTE3 MOXKE J1a MOBJIHMAE HebIaronpuaTHO OpeMeHHOCTTA
W/unu emOpuo/deranHoro passuTHe. JJaHHH OT SNUAEMHOIOrHYHMA NPOYYRAHHUSA MOKA3BAT MNOBHIIEH
PUCK OT HEAOM3HOCBAHE U ChPACYHU MaiopMaLMy U FaCTPOCXHU3KC Cle] ynoTpeba Ha MHXUOUTOPH
Ha NPOCTAarjaHJIMHOBUA CHHTE3 B PaHEH e€Tan Ha OpeMeHHOCTTa. AOCOIIOTHUAT PUCK OT ChPACHHH
MasipopMauuH e Oun nosuieH ot nox 1% wa okono 1,5 %. Cunra ce, ye pHCKBT ce MOBUILIABA NPH
BUCOKH J03H ¥ MPOAB/DKUTENHO NedeHue. [Ipy npoyyuBaHua ¢ XXUBOTHH MIPHIOKEHHETO Ha
MHXHOHUTOPH Ha MPOCTArnaHaUHOBHS CHHTE3 BOAH 0 Npe- U MOCT-UMIUIAHTALMOHHA 3aryfa u
eMmOpuo-deraneH neranurer. OcBeH TOBA ce ChoOIIlaBa 3a NOBHILIEHa YECTOTA HA BPOJAEHH
MaI(pOpPMALIMH, BKIIOYHTEIHO ChbPACYHO-CHAOBH, I1PH )XHBOTHH, NPUEMANH HHXHOHTOPHU Ha
NpOCTarnaHAMHOBUA CUHTES 1O BpEME Ha OpraHOreHe3ara.

Ot 20-Ta ceamuuia Ha OpeMeHHOCTTa HaTaThK, ynorpedaTta Ha uOynpoded MOXKe J1a JoBeae A0
OJIMFOXHMAPAaMHHOH B PE3YJTaT OT HapylleHa GpyHKUua Ha ObOpeurTe Ha mioaa. Tosa Mo
NMPOsABH CKOPO CIIEA HAYAJIOTO HA JISHEHHETO U OOMKHOBEHO € 00paTHMO cnep npekpar gﬁy\w B)J?H%
OOMBJIHEHHE, UMa CHOOLLICHUA 3a C/TyYaHd Ha CTECHABaHe Ha Ha ductus arteriosus cne 16 BDe3 ™ 7
BTOpHUA TPHMECTEP, IIOBEUYETO OT KOUTO €4 C& Bb3CTAHOBHJIM CJIE[ CIIMpAHE Ha Jieye
Ta3d NpHYHUHAa, udynpodeH He TpAOBa Aa Ce H3MOA3BA NIPE3 ILPBHA H BTOPHSA TPHM
OpeMeHHOCTTa, OCBEH MpPH KaTeropuyHa HeoOxoaumocT. Ako ubynpoden ce U3noJ
KOHUTO C€ OMUTBAT 1a 3a0peMeHedT Wiu npe3 NbPBUA ¥ BTOPHA TPUMECTHP Ha Opeme
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TpsAbBa Na O'bae MAKCUMAIHO HHCKA M NPOABL/KUTENTHOCTTA Ha JIEYEHHE Bh3MOXKHO Haii-KpaTka.
[IpeHaTanHOTO NpocneasiBaHe 3a OJTHIOXHAPAMHHOH M CTECHEHHE Ha ductus arteriosus TpsaOBa Ja ce
MMa TNpeIBHA Cea €KCMO3HUHA Ha HOynipodeH B Npoab/HKEeHHE Ha HAKONKO OHHU ot 20-Ta
reCTauHoOHHa ceaMHua HataTbk, UbyTpoden Tpabea na 6bae cnpsH, ako ce YCTAaHOBH HAIMYHE Ha
OJIMFOXHJIPaMHHOH WIIK CTECHEHUE Ha ductus arteriosus.

Ilo BpeMe Ha TpeTHs TPUMECTBP OT OPEMEHHOCTTA BCHYKM MHXMOMTOPH Ha MPOCTAr/IaHIHHOBHS
CHHTE3 MOrarT [1a U3J10XKaT IJ10Ja Ha PHCK OT:
- KapAvomy/IMOHAjIHa TOKCHMYHOCT (C MpPEKAEBPEMEHHO CTECHABaHe/3aTBapAHe Ha QeTaTHHA
JYKTYC apTepHo3yc H Oestoapobna XunepreHsna);
- OvOpeuna nuchyHkuuA (BHK 1o-rope);

MahKaTa H HOBOPOZAEHOTO B Kpas Ha OpEMEHHOCTTA OT:
- Bb3MOXHO YAB/DKABAHE Ha BPEMETO Ha KbPBEHE, aHTUATPEraHTEH e(eKT, KOHTO MOXKe Na ce
Ha0/110/1aBa IOPH B MHOTO HHCKH JI03H.
- MOTHCKaHE HA MATOYHHUTE KOHTPAKLIHK U 3a0aBEHO MK YABIDKEHO paskaHe.

Cnenosartenno, uGynpoden/napaveramon 200 mg/500mg dpunmupanu Tabnerku e NPOTHUBONOKA3aH
rpe3 TPETHA TPHUMECTbp Ha OpeMeHHOCTTa (BXK. TOUYKa 4.3).

Om nanuuuemo na napayemamon

3HaunTeneH obeM NaHHK NpH GPEMEHHH KEHH HE NIOKA3BAT HUTO MaN(OPMaTHBHA, HHTO
(pero/HeOHaTATHA TOKCHYHOCT. Pe3yITaTUTE OT €NMAEMHONONMUHHTE NIPOYYBAHHUS BbpXY
HEBPOJIOrHYHOTO Pa3BUTHE HA LA C eKCIIO3MLIMA Ha [TApaLeTaMol i ufero He ca ybeaurenHn. AKo e
HEOOXOAUMO OT KIMHHYHA IJIE/IHA TOYKA, [IapaLeTamMol MOXe Ja ce NPHIara fo Bpeme Ha
OpemMeHHOCT, HO TpAOBa Ja ce U3MoN3Ba Hal-HUCKATa eEeKTHBHA 1033 32 Bh3MOXKHO Hal-KpaTKo
BpEME U C Bb3MOXKHO Hal-HHCKATa 4€CTOTA.

KbpMmene
Hoynpoden n nerosure MetTabonuTi MOraT 1a NPEMUHAT B MHOTO MAIKH KOJTHYECTBA (0,0008%

OT MaH4YMHaTa 4o3a} B Kbpmara. Tbii kaTo 3a cera He ca M3BECTHH YBPEXKAAIH eheKTH BbPXY
KbpMayieTaTa, MPEKbCBaAHE Ha KbPMEHETO OOHKHOBEHO He € HeOOX0AUMO 0 BpeMe Ha
KPaTKOCPOYHO JIEUeHHE ¢ HOynpodeH ¢ npenopbYMTENHATA N03A.

Chnen nepopajiHo NpuitokeHue, NApaLeTamMon ce eKCKPETHPa B KbPMATa B KJIMHUUHO He3HAYMTEITHO
kostn4ecTBo. Criopea nyOInKyBaHHTE JaHHH, KbPMEHETO HE € MPOTHBOMOKA3aHO. CnenoBaresnHo,
MnapaleTaMon MOXKeE 1a €€ M3M0a3Ba ChIJIACHO NPENOPBKUTE 10 BPEME HA KbPMEHE.

Oeprunurer

Ynorpebara Ha NpoAyKTa MOXE Jla HapyLIH KEHCKHA (epTHIIMTET H He Ce MpenopbyBa [IPH XKEHH,
KOMTO OMUTBAT Ja 3a4eHar. [IpH jkeHH, KOMTO UMAT TPYAHOCTH Che 3a6PEMEHABAHETO MIIH NIPEMHHABAT
H3cneBaHug 3a Oesrutoane, Tpabsa na ce oOMUCAH NpekpaTaBaHe yrnorpebara Ha JIEKAPCTBEHUS

[POOYKT.

4.7 EdexTn BBpxy enoco6HoCcTT2 32 IopHpaHe n paGoTa ¢ MANIAHH

Jlexanon KoMmiexc He BIIWse HIIH UMA CAMO HE3HAYMTEJIHO BIIHSHHE BBpXY CNOCOOHOCTTA 34

wodgupaHe 1 pabora ¢ MalIMHH. Bb3MOXKHH ca HeXeaHH peakLMHt, KaTO 3aMasHOCT, CHHJIUBOCT,
yMOpa M 3pHTEJIHH HapyuieHud, cnea npueM Ha HCIIBC. TNauuenTTe, KOUTO UM [
peakuurH, He TpabBa aa wodupaTt Uan paboTAT ¢ MalLIMHHA.

4.8 HexenaNH JieKapCTBEeHR peaKlHy

oL - I*.".w-.hf.-‘
B knuHHYHHTE npoyuBaHHua ¢ uGynpoden/napalueraMmon He ca HabGIIOdaBaHH fyrwHeKenady ,
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TabauyeH CNIUCHK HA HEXKENAHUTE PEAKLIHY

B Tabnauuara no-aommy ca u3bpoeHH HelkeNnaHUTE PeakuMH OT JAHHUTE OT NPOCNEAsBaHETO HA
NlexapcTBeHaTa O6e3onacHocT, chobaBaHy NPy MalUHEHTH, NTPHEMAIH CAMOCTOATETHO uoynpoden
HJIM napaleTaMo npy KPaTKOCPOUHA U ABJITOCpOYHA ynoTpeda.

HexxenanuTe peakuuu ca JajeHu no-ao.y, B TaGJIHYEH BUA CrIOpe/] CHCTEMO-OpraHHa
Knacuuxauus U yectota. Yectorara ce onpenens KakTo ciefBa: MHOro yectu (>1/10), uecw
(=1/100 po <1/10), veuectn (=1/1000 go <1/100), peaxu (>1/10 000 no <1/1000), MHOrO peaKH
(<1/10 000) 1 c Hem3BecTHA YecTOTa (OT HAMIMUHHMTE JaHHU HEe MOXE 1a 6bae HarpaBeHa OLIeHKA).
Ilpu Bcako rpynupane B 3aBHCUMOCT OT YECTOTATA HEXENAHUTE pPeakLMU ce H3GpOsBaT B
HU3XOIs1 pell MO OTHOIUCHHE Ha TAXHATa CEPUO3HOCT.

ICHCTeMO-OPrafHeH Kiac

HecTOoTAa

Hexxenana peakuns

HapylueHus Ha KpbBTa H
lnumMd$HarTa cucTeMa

MHoro peaku

XeMaTonoeTHUHH HapyIICHHA!

Hapyuienus Ha MMyHHaTa
cHucreMa

HeyecTu

PeaklMH Ha CBPBX4YBCTBHTEIHOCT C YPTHKAPHUS U
2
[IpYPHUTYC".

MHoro peaku

[TeXXKH peakuuu Ha CBPBXYYBCTBHUTETHOCT.
CHMIITOMHMTE MOFAT Jia BKJIIOYBAT: OTOK Ha
JIMLIETO, €3UKa H JIAPUHKCA, AUCTIHEes, TaXHKapaus,
XUIMOTOHHA (aHaQUIaKCU, aHTHOEEM HIIM TEXKHK
ILI0K) 2.

[ ICUXKHYHHK HapyllIeHHA

MHoro peaku

00bpKaHOCT, JenpecHs, XATIOLUHHALMH

HapylieHHs Ha HepBHaTa
crcTema

HedecTHn

I’ napobonue, 3aMasHOCT

MHOro peaxu

ACENTHYEH MEHWHTHT °, NMapecTe3us, ONTHYEH
HEBPHT, COMHOJIEHTHOCT.

HapyiteHus Ha ouuTe

MHoro peaku

Bpurenno Hapyenune

Hapyienns Ha yXoTo H
nabupuHTA

MHoro peakn

Tunuryc, BEPTHIO

CbpACUHH HApYLIEHHS

MHoOro peaku

CbpaeyHa HEOCTaThYHOCT, OTOK ?

CBa0BH HapyIIEHHA

MHoro peaku

XuneproHus *

PecriMpaTOpHH, FPbAHH H
MEIHACTHHANHH HapYLIEHHUA

MHoOro peaku

PeakTUBHOCT Ha JMXATENHATa CHUCTEMa,
BK/IIOYHUTEIIHO: aCTMa, U30CTPAHE HAa acTMa,
POHXOCNA3bM, AUCTIHER 2,

I(CTOMalHO-YpEBHH HAPYLIEHHS

YecTH KopemHa 6oska, noBpbliiale, nHapys, AUCIIENCHA,
raaeHe, kopemeH auckomgopr
HeuecTH [lenTuHa s13Ba, cTOMamHO-YpeBHa nepdopanms,

CTOMALIHO-YPEBEH KPLBOH3ITUB, MEJIEHa,
XeMmaTesa °, yALEepO3eH CTOMATHT, 060CTPAHE Ha
YALEpO3eH KOJIHUT, 6onect Ha Kpon | ractpur,
MaHKPEATHT, PAATYIEHLMNA, KOHCTHITALIUA.

XenaToOunuapH HapyIEHUSA

MHoro peagku

HapyiueHa yepHoapobHa ¢yH
PKBJITEHHLA ©.

HapyuieHns Ha KoxaTa U
MOJAKOMHAaTa TbKaH

YecTH

XUMepxuapo3a

HeuyecTtu
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byNo3HHA peakUMH, BKIIOUHATENHO CHHAPOM Ha
Stevens-Johnson, eputeMa My ITHGOpPME,
TOKCHUYHA €NHAEPMAalIHA HEKPOJIH3a 2,
€KCONHAaTHBHH IepMaTo3y, mypnypa

C HEU3BECTHA VlekapcTBeHa peakiius ¢ €03MHOGUANA Y
4eCTOTa cucreMHM cumnToMHu (DRESS cunapom), octpa
reHepalH3IvpaHa eK3aHTEMATO3Ha NyCcTyno3a
(AGEP), peakuin Ha GOTOYYBCTBHTEIHOCT

HapylLienus Ha 6bvOpeumTe M MHoro peaxku He@poTOKCHYHOCT B pa3nu4dHu dhopMu,
NMUKOYHUTE MbTHLIA BKJAKOYHUTEIHO HHTEPCTHLHANIEH HEDPHT,
He(POTHYEH CUHAPOM, OCTPA U XPOHHUYHA
0CbOpetHa HEOCTATBUYHOCT 7,

06M Hapywenua u edextn Ha |[MHOro peaku YMOopa, Hepa3nojaoKeHHUe
MACTOTO Ha NPHIIOKEHHE
HM3cnenpanus YecTu [loBHWEeHa ananuH amMmuHOTpaHcdepasa,

NMOBHULIEHA raMa-rnyTaMmunTpatcdepasa,
OTKJIOHEHHUs B H3CIIeIBAHHA Ha HepHOApoOHaTa
KpyHKLIMA cneld ynoTpeba Ha mapaueTaMonl

IloBuIeH KpeaTUHHH B KPBBTA, NMOBHLIEHA ypes|
B KPHBTA

HeuecTn [loBulIeHa acriapTaT aMHHOTpaHcdepasa,
noeulleHa ankaiHa ¢ocdaraza B KpLBTA,
[TOBMILEHA KpeaTHH docdokrHHa3a B KPBBTAa,
MOHMXEH XeMOrNoOHH, MOBHUILEHH
TPOMOOLIMTH.

Onucanue Ha u3OpaHU HEXKENHH PEAKLUH
' TIpMepuTe BKIIOUBAT arpadyIOLMTO3a, aHEMMSA, araCTUYHA aHEMHA, XEMOJHTHYHA aHEMHA,
NCBKONCHHSA, HEYTPOINEHMs, NAHUUTONEHUS U TpoMOoLMronenus. [IspBUTE NpusHaLu ca BUCOKA
TEMIEparypa, DOKU B I'bPJIOTO, MOBLPXHOCTHYU A3BH M0 YCTATa, IPHUIONONO0HU CUMITTOMY, CHIHA
OTIIAAHAIOCT, HEODACHUMO KbpBEHE M CHHHHHU, U KbPBEHE OT HOCA.

[TokNaaBaHu ca peakLMM Ha CBPBbXYyBCTBUTENHOCT. Te Moxe na ca (a) HECNIEUHDHUYUHH aNepruyHn
peakuuu 1 aHadunakcus, (0) MoBHIIEHA PEAKTUBHOCT HA AUXATENHATA CHCTEMA, HANP. 4CTMa,
BJIOLIABAHE HA aCTMa, OPOHXOCTIA3LM WIH IUCNHESA, WiH (B) pa3siNHYHH KOXHM PEaKLUH, HATIP.
MPYPHTYC, YPTHKAPHs, aHTHOEIeM H NO-PAAKO eKCPONHATHBHYU U OYIIO3HH JepMATO3H ( BKIIIOHHTENHO
TOKCHYHA eNHAepPMaTHa HEKPOJIH3a, CHHAPOM Ha CTHBBH-/[KOHCHH U epuTeMa MynTHdOpME).

? TIaTOreHETHYHHUAT MEXaHU3bM HA JIEKAPCTBO-HHAYLMPAHKS aCeNTHYEH MEHMHTHUT HE € HAITHIHO
H3dacHeH. Benpeku Tosa, HanndHUTE JaHHK OoT HCIIBC-cpbp3aHy acenTHYHY MEHMHIUTH HacO4Ba KbM
peakuMA Ha CBPBXYYBCTBHTEAHOCT (IOpaaH BpEMEHHO B3aMMOACHCTRHE C NIPHEMA HA IEKAPCTBOTO H
W34YE3BAHETO UM clieA cniMpadeTo My). Tpabesa na ce orbenexu, ue ca HabnoAaBaHH €AMHUYHH CITyYaH
Ha aCeNTHYEH MEHHHIUT NMpPH MalMeHTH CbC CHLIECTBYBALM ABTOUMYHHH HapylLIeHHs (KaTO CUCTEMEH
TyITyC €pUTEMATO3YC U CMECEHA ChEMHUTE/THO-TbKaHHA 60NecT) o BpeMe Ha nedeHue ¢ HOynpodeH,
ChC CHMITTOMM KAaTO: CXBaHAaT BPAT, r1aBo0oMeE, rajeHe, MOBPbLUAHE, TPECKA WIIH JE30PHEHTALMA (BXK.
TOo4ka 4.4).

* KnuHHYHKM npoy4BaHUA NOKA3Bar, ue yrotpebara Ha ubynpodeH, ocobGeHo BB BHCOKM 103H (2400
mg/neH) MoXe 1@ € CBbp3aHa ¢ JIEKO MOBHILABAHE HA PHCKa OT apTePHATHHA TPOMOOTH
(HarpuMep MHQAPKT HA MMOKAPAA MJTH UHCYNT) (BXK. TouKa 4.4),

> Haii-yecTo HabmofaBaHNTE HEKETAHHM CHOMTHA Ca C MACTPO-MHTECTHHANEH NP
® INonsikora daranyu, ocoGeHO B CTApUECKA Bb3PacT.

"Bux Touka 4.4

* [Ipeno3upate Ha napaieTaMon MOXeE 11a JIOBEE 10 0CTpa HepHOAPoGHa Helo
YePHOAPOOHA HEAOCTATBYHOCT, YEPHOAPOoOHA HEKPO3a U YBPEKIaHE HA YEPHUS
? OcofeHo npu AbArocpouHa ynotpe6a, ChNpoBOIeHa ¢ MOBHLIEHH CEPYMHH HUB




BxitouBa ¢bILO HCKPO34 Ha INallTWINTC.

CbobLaBaHe Ha NOAQ3UPAHH HEeXENaHH peakliiK

Cro011aBaHeTO Ha NOAO3HPaHH HEXEJIaHH peakuty criel paspelilaBaHe 3a yrnotpeba Ha JEKapCTBEHHUA
MPOAYKT € BaXXHO. T0oBa 1Mo3BoJisABa Aa NpOAB/DKH HabNMIOAEHMETO Ha CHOTHOLIEHHETO 110113a/pUCK 3a
JIEKapCTBEHHA NMPOIYKT. OT MEHLHHCKHTE CTIELIUATNCTH Ce M3MCKBA 1a choOLIAaBaT BCAKA MOA03HPaHa
HEXEJIAHA PEaKLMA Ype3 HallMOHA/THA CUCTEMA 3a choOmaBane B M3nbiHUTEIHA areHUMs no
nekapcteara yi. ,Jamau ['pyes” Ne 8, 1303 Codus, Ten.: +35 928903417, yebcaiit: www.bda.bg.

49 Ilpeao3upaue

HU6ynpodeH
[Ipu neua npueMbT Ha noseue oT 400 mg/kg nbynpoden Moxe na noBene 10 Bb3IHUKBAHE HA
cuMnTOMH. [1p# BB3pacTHH edekTsT A03a-0TrOBOp € Mo-ci1abo H3paseH.

[Tony>XuBOTHT NpH pego3upaHe ¢ 1,5-3 vaca.

Cumnmomu

[ToBeueTo nauMeHTH, NpHeny KIMHKUYHO 3HauuMH konuvectea HCITBC, passuBar Haii-Beue rajene,
MOBpBLIAHE, EMHracTpanHa 6oska WK no-paako auapus. lllym B ymure, rinaBobosde U ¢CTOMAaLIHO-
YPE€BHO KBPBEHE CHILO ca Bh3MOXKHU. [IpH no-cepnosHu oTpapsHUA ce HAOMOAaBa TOKCUMYHOCT OT
CTpaHa Ha LIEHTPaJiHa HCPBHA CUCTEMA, U3pa3sABailla Ce B CbHJIMBOCT, MOHIKOra Bh30y/ia 1
Ae30pHCHTALMSA WIH KoMa. [ToHskora nauneHTUTE Nomy4asar rspuoBe. [1pu cepuo3uu oTpaBsHUs
MOK€ Jla HACTENH MeTaboMTHA alKa03a H YAb/XKaBaHe Ha NpoTpoMOHHOBO Bpeme / INR, cBbp3ano
BEPOSATHO C HAMECA BbB QYHKLIMHTE Ha LUPKyIUpalluTe $aKTopu Ha KPbBOCHCUpBAHETO. Moxke 11a ce
Habnmonaea ocTpa 6b0peyHa HEAOCTATEUHOCT M YEPHOAPOOHO YBpEXKAAHE, aKO ¢a MPHAPYKEHH OT
aexuaparauua. Be3aMoxno € 00ocTpsiHe Ha acTMaTa NpH aCTMATHLIM.

Jleuenue

Jleyenunero TpadBa na Obe CHMATOMATHYHO K NTOJIBPIKAILIO, KATO CNEIBA A BKIIOYBA FIOAAbPIKAHE
NPOXOAMMOCTTa HA IHXATE/ITHUTE TBTHLA U MPOCNEAABAHE HA ChPACYHHTE U XXHM3HEHUTE NOKA3ATENN
1o crabunusupane Ha nauuenra. o 1 vac creq nmpveM Ha MOTEHIMATHO TOKCHYHATA 1034, Ha
MaeHTa MOXe 1a Ce NMPHI0XKH NMEpOopaiHO AKTUBEH BBIVIEH. UeCTHTE WM NPOABIKHTE/IHH
KOHBYJICHHM TpAOBA f1a Ce TPETHUPAT ¢ IHA3EIIaM WM JIOpa3enam 3a MHTPaBEHO3HO npuioxenue. [1pu
acTMa TpsaOBa Ja ce npunarat OpoOHXOAKIATATOPH.

[Tapaieramoil

HepHoapoOHo yBpexaaHe npU Bb3pacTHHU € Bb3IMOXKHO NpH npHeM Ha 10 g (exBuBaneHTHO Ha 20
TabJIETKH) Wi noeeye napaueramon. [Tornbutanero Ha 5 g (exkBuBaneHTHO Ha 10 TabneTku) unu
MOBEUE NApaleTAMONT MOXKE a I0BEAE X0 YEPHOAPOOHO yBpexJaHe, aKko NpH NalMeHTa ChleCTBYBa
€/IMH WJTA NOBEUE OT PUCKOBUTE QAKTOPH IMO-A0NY:

a) MalMEHTHT € Ha MPOABJKHTE/IHA Tepanus ¢ kapbamasenuH, peHobapOHTOH, PeHUTOMH,
NPUMH/I0H, PUPAMITULIMH, XBIT KAHTAPHOH HIIH APYTH NEKAPCTBEHU NPOAYKTH, KOUTO
HHAYLUMPAT YePHOAPOOHUTE €H3UMH.

0) Malu#EeHTHT PEAOBHO KOHCYMHMPA ANKOXO0J, MOBEYE OT NPENOPBUYHTETHHTE KOJIMYECTRA.

B) MalKeHTHT BEPOATHO UMA M3UEPNBAHE Ha [VTYTATHOH, HANp. XPAHUTENIHU Pa3CTPOHCTBA,
KHCTH4HA pnbposa, XMB undekuns, HeA0XPAHBAHE, KAXEKCHA.

Cumnmonu
CHMNTOMUTE Ha NPe/IO3UpaHe ¢ NapaLeTaMos B bpBuTe 24 yaca BKAIOUBAT Npedi A
MOBPbIAHE, aHOPEKCHA H KopeMHa boika. YepHoapobHo yBpexxaaHe Moxe Aa ce H3Gh ﬁ@ﬁ‘&éﬂ 12 1 N
o 48 yaca cnen npuemMa, Koraro ce HabNoAaBaT OTKIOHEHHS B PE3YATATHTE OT U3 ﬁﬂaﬁ,ﬂﬂ Ha SIS /
4epHoApobHaTa GyHKkuuMA. Moxe 1a ce MOSBAT aHOMaNUM B MeTabon3mMa Ha rmokodatfa i = .7
MeTabonuTHa auuao3a. [Ipu Texkko oTpaesHe uepHOAPOOHATA HEAOCTATEYHOCT MOXKE ‘ |




eHuedaonaTii, KPbBOHIJIMB, XHITOTTMKEMH, MO3bUEH OTOK U cMBPT. [lpu Oosika B KpbCTa,
XEMaTypHA M NMpoTeHHypus ce npeanonara Ocrpa 6r0peuHa HeJOCTATHYHOCT ¢ OCTpa TybyiHa
HEKpPO3a, KOUTO MOTaT 14 C€ PA3BHAT JOPHU U NIPH OTCHCTBHE HA TEXKKO YepHOAPOOHO yBpexaaHe. Mma
CBHOOLLICHHUS 32 aDUTMHH U NTaHKPEAaTHT.

Hevenue

He3abaBHOTO neUeHHE € OT ChLUECTREHO 3HAYCHUE NPU Npeao3nupaHe ¢ napaueraMos. Jopu u npu
OTCHCTBHE Ha TEXKKO U3ABEHH PAaHHU CUMITTOMM, MALMEHTHTE TPAOBa CrielHo Ja 6baaT IpHeTH B
OonHMIIA 3a OKa3BaHe Ha HezabaBHa nomoll. CUMOTOMHTE Morar Ja 6baT OrpaHUyueHd 10 FraAeHe WK
NMOBPBIIAHE U € BE3MOXKHO JIa HE OTPa3aBaT TEXKECTTA Ha NPEAO3UPAHETO WIK PUCKa OT OpraHHa
yBpeaa. JleueHnero TpsadBa na Oba€ B ChOTBETCTBHE € YCTAHOBEHUTE TEPANERTUYHM NMPENOPHKH.

Tpabea aa ce uMma NpeABHU] JieYeHUE C AKTHBEH BBIVIEH, aKO NPEA03UPAHETO € HACTHITUIIC B PAMKHUTE
Ha 1 yac. [lnazMeHaTa KOHUEHTpaLMs Ha napaueraMon TpsOBa Ja 0bae n3MmepeHa 4 yaca WiH [o-KbCHO
cjieA MornbuiaHe (M3MepBaHETO Ha KOHLUEGHTPALMUTE Ha NO-PaHEH €Tal He JaBa HaJexaHa
UHOopMAaLIN ).

JleueHue ¢ N-aLeTHNILMCTEHH MOXKe Ja Ce NPUA0KHU A0 24 4Yaca clea MpUeM Ha napaueTamol, HO
MaKCHMAIEH NPOTEKTUBREH edeKT ce HabnmwaaBa 1o 8 yaca cnex nornbluaHeTo. EdexTuBHOCTTA Ha
AHTHAOTA HaMaJIgBa pPA3KO cel TO3H nepuo.

[1py HeoOXxOAUMOCT Ha nauueHTa TpadBa Aa ce NPHIOKHU HHTPABEHO3HO N-aLEeTUILHMCTEUH, B
CHOTBETCTBHE C YCTRHOBEHATA CXeMa Ha MpuiioxeHue. I1pu aunca Ha noBpsellaHe, NepopasHo
NMPWIOKEH METHOHUH MOXKe Ja ObJie NOAXOAAIA ANTEPHATUBA B U3BLHOONHUYHH CHTYaLIMHK.

JleueHHeTO Ha NAUUEHTH C TEXKKO HapylIeHHe Ha YepHoApoOHaTa GyHKUMA 24 vaca caelt
MOrTbIIAHETO TPAOBA [1a C€ NMPOBEK/A B CHOTBETCTBUE C TEPANEBTHYHUTE NPENOPHKH.

s. ®APMAKOJOTHYHH CBOUCTBA
5.1 @apMaKoIHHAMHYHH CBOHCTBA

(DapmakoTepaneBTHYHa Irpyrna; NpOTUBOBRB3NAUTETHA U aHTUPEBMATHYHH NIPOAYKTH, HECTEPOHIHH,
MPOU3BOAHHM HA NPONHOHOBAaTa KHcenrHa. KombnHauun Ha ubynpodeH

ATC xoa: MOIAES]

QapMaKOJIOTHYHOTO ACHCTBHE Ha HOynpodeH U napaueTaMol ce pa3nnyuasa no OTHOILUEHHE Ha
MACTOTO H HaYHHa Ha JeHCcTBHE. Te3Hn AOMBbJIBALLM C€ MEXAaHU3IMH Ha ACHCTBHE Ca CHHEPrHYHH, KOETO
BOH A0 NMO-U3pa3cHa aHTUHOLMLICTILUUA U aHTUNHPETUYUEH €(eKT, OTKONKOTO NMPU OTAEIHHUTE AKTHBHH
BELECTBA, MMPHJIOXKEHH CAMOCTORTEITHO.

Hoéynpoden
HNoynpoden e HCIIBC, koeTo e nokazano e(peKTHBHOCTTA CH B OOMKHOBEHHTE €KCTIEPUMEHTANHH
MOJIEJIM HA Bb3MAJIEHHUE NMPU JKUBOTHH Ype3 HHXUOUpaHe Ha NPoCTarIaHAMHOBHUS CHHTES,
[IpocrarnaHaAHHUTE CEHCUTU3UPAT HOLMLICNITHBHUTE AEPEHTHH HEPBHH OKOHYAHHMA KBM
MeJHaTopHTe, Harlpumep OpaxukuHuH. [Topaau Tosa ubynpodeH npeau3BUKBa aHareTHYEH ekt
ype3 nepudepHa HHXHOMUMA Ha UHKIOKCHreHasa-2 (COX-2) naoeH3nMa, KOeTo NocaeaABallo BOAH 10
HaMaslIeHa CEHCHTU3AaLM Ha HOUMUCTITUBHUTE HEPBHU OKoH4aHus. HabnioaaeaHo € ¢bilo

AHTHNIHpeTHYHHUTE edeKTH Ha HOYTIpodeH ce MpOoABABAT YPE3 LEHTPATHO HHXHOH
npocTarjiaHanHuTe 8 xunoranamyca. Hoynpoden uuxubupa obpatnmMo Tpombort

BB3INAJICHHE.



J1aHHH OT eKCriepMMEHTANIHN NPOYYBAHKsA MOKAa3BarT, ye MOynpodeH Moxe KOHKYPEHTHO /1a HHXHOHpa
edpeKTa Ha HHCKa 11032 ALETH/ICATTHLIMIOBA KMCETMHA BbPXY TPOMOOLIMTHATA arperatms, Koraro ce
npuaraT €AHOBPEeMEHHO. HAKoH (hapMakogMHAMM4HM NMPOYYBAHHMA OKABAT, Y€ NPH [IPHEM Ha
€AUHKUIHM 03K HOynpodeH 400 mg B pamkHTe Ha 8 Yaca npesy UM B paMKHTE Ha 30 MHHYTH Cliell
MPpHEM HA AlICTHICATHLHIIOBA KUCEIMHA ¢ He3abaBHO ocBoboxaaBaHe (81 mg), e HabmoaaBaHO
HaMaliiBaHe Ha e)EKTa Ha alIETHACAIMLIMIOBATA KHCETHHA BbPXY 00pa3yBaHETO HA TPOMOOKCAH HJIU
TpOMOOLMTHATa arperauus. Benpeku ye MMa HEACHOTH MO OTHOLIIEHHE Bb3MOXHOCTTA 33
CKCTpAroiNMpaHeTo Ha TE3H 1aHHH B KJIMHHYHATA NPAKTHKA, HE MOXKE J1a C& H3KJIIOYH Bb3MO)KHOCTTA,
¢ peaoBHATA, ABJIrOCpOUHa ynorpeda Ha HOYNnpogdeH Moxe 1a HaMATH KapaHOTIPOTEKTHBHMUS edexT
Ha HUCKHTE 1034 ALICTHJICATMIINIIOBA KUCeIHHA. CMATA Ce, Y€ JIMICBA KIMHUYHO 3HAYHM eeKT npu
CJyuau Ha €MHHYHa ynorpeda Ha nOynpoden (BHxK Touka 4.5).

[lapanieTamon

ToYHUAT MEXaHH3bM Ha JefiCTBHE Ha NApaLETaMoJl HE € HaITbJIHO U3ACHEH, BBLIIPEKH TOBA UMa
SHaMTE/IHH NOKA3ATE/ICTBA B [I0JIKPENa Ha XMIOTe3aTa 32 ICHTPAIEH aHTHHOLMIENTHBEH edeKT.
PaznuyHy 6UOXMMHYHH U3CNEeABAHUA NOKa3BaT HHXUOHPaHE Ha LIEHTpaIHaTa aktuBHOCT Ha COX-2.
IapanieTamon MoXe CBIIO A3 CTHMY/IMPa aKTHBHOCTTA HA HU3XOALLMTE THTHILA Ha 5-
XUAPOKCHTPUNITAMHH (CEPOTOHHMH), KOMTO HHXHOMPAT HOLMUENTHBHOTO NPEJaBaHe HA CUTHAI B
rpeOHa4Hus MO3eK. HanuuHuTe maHuu nokaseat, 4e napaueraMosn okazsa MHOTO ¢JiaG HHXHOMTOpEH
edekT BbpXy nepudephute uzoeH3uMu Ha COX-1 u 2.

Kombunaimara ubynpoden v napaiteramon

Kombunauuara ubynpoden/napatieraMmosn € 0cobeHo MoaxXoasma npH O0JKa, 32 KOATO € HEOOXOAUMO
MO-CHJTHO OONeK4aBallo cpeacTBo oT ubynpogen 400 mg wnu napaueramon 1000 Mg CaMOCTOATEIHO,
KaKTo U nmo-6bp30 AeHcTBaIlLO cpeacTso oT HBynpodeH.

Ilposexaanu ca paHAOMH3MpAHH, ABOHHO-3aC/IETIEHH, NJIauebo-KOHTPONUpPaHH NPOYYBAHUA C Ta3H
KOMOMHALMA, KATO € H3MO/I38aH MOJIEN Ha 60/KaTa Clien JeHTATHa onepauus. Ilpoyusanusara ca
NOKa3zamu, 4e

. Hoynpoden/napaneramon 200 mg/500 mg dunMupanu TabaeTku ca M0-€EKTUBHU NPH
obex4aBaHe Ha GonkaTa OTKONIKOTO Napauetamon 1000 mg (p<0,0001).
. [IpoabiokuTETHOCTTa Ha aHANIreTUYHHA eeKT € GUNa 3HAYUTETHO NO-TONIMA npu

nbynpoden/napaueramon 200 mg/S00 mg Gpunmupanu tabnerku (8,4 4yaca) OT Ta3H Ha
napanetamon 300 mg (4 yaca, p<0,0001) wau 1000 mg (5,2 vaca, p<0,0001).

. ObwiaTa oueHKa Ha U3MUTBAHOTO JIEKAPCTBO OT YMACTHHLIMTE € MOKA3a1a BUCOKH HUBA Ha
YROBJIETBOPEHOCT, KaTo 88% OT TAX ca oueHuu ubynpoden/mapaueramon 200 mg/500 mg
¢punmuparu Tabnetku kato ,,006pH”, ,,MHOro JOGPH” MITH , OTAHYHK IO OTHOLICHHE
obsexuaBaHeTo Ha 6osikara. [TpoayKTHT ¢ GUKCHpPaHa 1030BA KOMBHHALIMA € UMAT 3HAYMTEHO
no-nobpe aekcrene ot u6ynpoden 200 mg, napaueramon 500 m g ¥ 1000 mg (p<0,0001 BbE
BCHUYKHU CITY4aH).

Jlo3arta B enna punmupana Tabnerka ubynpoden/mapaueramon 200 mg/500 mg obnekuasa fno-
epexTHBHO DoJIKaTa OTKONKOTO KOMOUHALIMATA OT Napaueramon 1000 mg / koaenHos ¢ocdar 30 mg
(p=0,0001), u e nabnronaBauo, ue e He No-Manko eGeKTUBHA OT KOMOWHALMATA MEXY MOynpoden
400 mg u koaeuHoB docdar 25,6 mg.

Hoynpoden/napaueramon 200 mg/500 mg dpunMupanu TabneTkn uma 61-p30 HAYaJIo Ha
»MOTBBPJICHO OCe3aEMO O0NIeKUeHHE Ha GONKaTa”, MOCTHIHATO 33 cpefHo 15,6 MUHYTH
Tabnetka) win 18,3 MuHyTH (1032 OT 2 TabneTKH), KOETO e o-Gbp30 OTKOJIKOTO MpH
mg (30,1 MunyTH, p<0,001), n6ynpoden 400 mg (23,8 munyTH, p=0,0001) 1 napauetaMbY S00:mgt: -
(23,7 munyty, p=0,0001). ,,CrluecTBeHo 0bnekuyenne Ha Gonkara” Npu To3u npomyktle- AdCTUTHATO 3a - | 7
cpeaHo 39,3 MuHyTH (10323 oT | Tabnerka) unu 44,6 MunyTH (103a oT 2 TabNETKH), KOR1G, € -_ S :" /
3HAUHUTENHO NO-0BP30 OTKONKOTO NpH UGynpoden 200 mg (80,0 MUHYTH, p<0,0001), </




mg (70,5 muHyTH, p=0,001), napaueramon 500 mg (50,4 MuHyTH, p=0,001) ¥ napaueramon 1000 mg
(45,6 MmuHyTH, p<0,03).

[IpoBeaeHH ca U ApYTH paHAOMH3NUPAHHU, NBOHHO-3aClIeNeHH, M1aLe60-KOHTPOIUPAHA NPOYYBAHUS C
Ta3n KOMOHWHALMA, KaTo € M3NOM3BaH MoJen Ha 6onkara cne AeHtanHa onepalmsa. [IpoyusanusTa ca
[MOKA3aJH, Ye:

. Hoynpoger/napaueramon 200 mg/500 mg punMupanu tabnetku ca no-e(eKTHBHH TIPH
obsrekyaBane Ha 6onkata ot mapaueramon 1000 mg (p<0,0001) 1 ubynpoden 400 mg (p< 0,05).
. IIpOAB/DKHTENHOCTTA Ha AaHAJINeTHYHHMSA €(EKT € O1ia 3HaAYUTENHO [10-TO/IAMa NPH

noynpoden/napaueramon 200 mg/500 mg punmupanu tabietku (9,1 yaca) OTKONKOTO NPH
napauetamon 500 mg (4 yaca) wim 1000 mg (5,2 yac).

. ObLata oleHKa Ha M3NMKHTBAHOTO JIEKAPCTBO OT YYACTHHUMTE € 110KAa3a/1a BACOKH HHBA Ha
YAOBNETBOPEHOCT, KaTo 93,2% OT TAX ca OLEHHITH NPOAyKTa KaTo ,,4066p”, ,,MHOTO 100DLp” UK
»OTJIHYEH N0 OTHOUIEHHE obJiexkuaBaHeTo Ha Goskara. [TpoaykTwT ¢ hUKcHpaHa H030Ba
KOMOMHALIHA € MMaJl 3Ha4HTENHO no-a06pe AekcTBue oT napaueramon 1000 mg (p<0,0001).

JIpyro paHaAOMH3HPaHO, ABOHHO-3aC/IENIEHO KIMHUYHO MPOYYBAHE € NMPOBEACHO C
noynpogen/napaiieramon 200 mg/500 mg punmupanu TabneTkH 3a NeYeHHE Ha XPOHWYHA GOJKa Ha
koJigHOTO. [IpoyuBaHeTo € nokasano, ye:

. H6ynpogen/mapaueramon 200 mg/500 mg dunmupanu Tabnerku ca no-eheKTUBHU NpH
obnekuyaBaHe Ha GonkaTa ot napaueramon 1000 mg npu kparkocpouHo (p<0,01) u ABJIMOCPOYHO
neuyenue (p<0,01).

. OO6uiara oueHka Ha ubynpoden/napauecramon 200 mg/500 mg dunMupanu TabneTky or
YHACTHHLHMTE € MoKa3aJla BHCOKH HHBa Ha YAOBIETBOPEHOCT, kaTo 60,2% oT Tax ¢ca oLeHU
MpoAYKTa Karo ,,A00bp” WK ,,0TIIHYEH 32 ABJIOCPOUHO JIeYeHHE Ha 00JIKa B KOJNSHOTO.
HNo6ynpoden/mapaueramon 200 mg/500 mg punMupanu TabneTkH € MMa 3HAUHTETHO NO-106PO
AeHcTBHE OT napaueramMon 1000 mg (p<0,001).

N6ynpogen/napaueramon 200 mg/500 mg dunmupann rabnetku obnekuara no-edbekTUBHO Gonkara
OTKOJIKOTO KOMOHMHauuATa oT napaueramon 1000 mg/konennos dpocdar 30 mg (p=0,0001) n
KomOHHauuaTa Mexxay ubynpoden 400 mg u koneuHos docdar 25,6 mg (p = 0,0001).

52 @DapMaKOKHHETHYHH CBOlcTBa

Hb6ynpoden

Abcopbyus

HoynpogeH ce abcopbupa aobpe 0T CTOMALIHO-YPEBHHS TPAKT H CE CBLP3BA BbB BUCOK NMPOLIEHT C
rwiasMeHuTe Senteuu. U6ynpodeH ce pa3TBaps B cMHOBHANHATA TeUHOCT. [1a3MeHHTEe HUBA HA
Hoynpoder ot ndbynpogpen/napaueramon 200 mg/500 mg rabneTku ce yCTaHOBAT CIEA 5-Ta MHHYTA,
K4TO NMHKOBHUTE TU1a3MEHW KOHLIEHTPpAUWH Ce nocTHvrar 1-2 vaca ciej npueM Ha rinaaHo. Korato
ubynpoden/napaueramon 200 mg/500 mg tabneTku ce npHeMa ¢ XpaHa, MHKOBHTE INa3MeHH HHBA Ha
HOYNpogEH ca NO-HUCKH U JOCTHTAHETO MM Ce 3a0aBs Che CPeaHO 25 MHHYTH, HO KATO LI/IO CTENEHTA
Ha abcopOLius € eKBUBAJIEHTHA.,

buompancopmayun u enumunupane
Hbynpogen ce merabonuarpa B uepHus Apob A0 ABa OCHOBHM MeTabONMTA, KATO TbPBHYHHAT BT Ha
CKCKpeLma € upes ObOpeuure, rnox gopMara WAy Ha METaBONIUTH, WIH Ha TI0-TFOJIEMH
338€HO € HE3HAYHUTETHO KONWYECTBO MOynpodeH. ExckperusTa upes OuOpenure
creneH. EMTMMUHAUMOHHUAT MOTYXKHBOT € OKOJIO 2 4aca.
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He ce HabmonaBar 3HaYnMK pasnuky BbB PapMaKOKMHETHHHAS npoduwi Ha ub:



cTap4ecKa Bb3pacT.

[ lapaneramon

Abcopbyus

[lapaueramon ce abcopbupa 6Bp30 0T CTOMAIIHO-YPEBHHMs TPAKT. CBBLP3BAHETO C MIA3MEHHUTE
OenThLUM € HE3HAYUTENHO NpU o6HYaliHUTe TepaneBTHMHH KOHUEHTPALMM, BBIIPEKH e 3aBHCH OT
no3ara. [ InasmeHnte HuBa Ha napaneramon ot ubympoden/napaueramon 200 mg/500 mg Tabnerku ce
YCTaHOBABAT HA J-Ta MHHYTa, KATO NMKOBY MJ1a3MEHH KOHIIEHTpauuM ce nocrurart 0,5-0,67 uaca cnen
npuemM Ha rnagHo. Koraro ubynpoden/napaueramon 200 mg/500 mg Tabnerky ce npHeme Ha [IIAAHO,
NUKOBHTE IUIA3MEHWU HUBA Ca NO-HHCKH H C€ JOCTHIAT CBbC CPEHO 55 MHHYTH no-6aBHO, HO KaTo LAJIO
cTencHTa Ha abcopOLina e eKBHBAIEHTHA.

buompancopmayus u enumunupane

ITapaueramon ce Metabonusupa B 4epHHA Apo6 M ce OTAEAA B YPHHATA, INIABHO KATO MTIOKYPOHUIHM U
CyNgaTHH KOHIOraTH, kato okono 10% ca rayTaTHoHHH KoHioraty. [To-Manko ot 5% ce eTMMHHHpa
KaToO HEMPOMEHEH napaueTaMmosn. ENUMHHALMOHHUAT MONYKHBOT € okono 3 Yaca.

Manbk XHAPOKCHIIMPaH METab0IMT, KOHTO OOHKHOBEHO c€ 00pa3yBa B MHOIO MaJIKH KOTHYECTBA OT
OKCHIa3H ChC CMECEHH (PYHKLMH B YE€PHHA APOO U C€ JETOKCHKMPA Ype3 KOHIOTal|a ¢ YePHOAPOGEH
FJIyTaTHOH, MOXE [1a aKyMYJIHpa cliell Ipeo3upaHe ¢ Napaieramon U Aa NPUUYHHH YBpexJaHe Ha
yepHus aApod.

He ce HabmonaBaT 3HaukMK pasiMkH BbB GapMaKOKMHETHYHHA NPOGKUI HA HapaLleTamMon MNPH JINLIA B
cTap4yecKka Bb3pacT.

KombuHauusata nbynpodeH ¥ napaueramon
bHOHAIMYHOCTTA ¥ (PAPMAKOKUHETUUHHUAT Npodun Ha UOYnpodeH M NapaueTaMon, NPHeTH Moa

(popmaTa Ha TO3H JICKAPCTBEH NPOAYKT, HE C€ NPOMEHS KOTaTO Ce NPUEMAT B KOMOHHALMUA KATO
eJHOKPAHTHA W/IH MHOTOKPATHH JO3H.

Tosu nexapcTBeH MPORYKT € NPOH3BEACH 4Pe3 TEXHONOTHA, KOATO M03BOIABA €AHOBPEMEHHOTO
ocBobOXKNaBaHe Ha HOyNpodieH U MapaleTamoll, 3a 1a MOJKE AKTUBHUTE CHCTaBKM A3 OKAXKAT
KOMOHMHHpaH e(eKT.

5.3 IlpeaxkaHHHYHH A2HHH 33 0e30MACHOCT

Hbéynpoden

ToxcukonoruyHuar npodun Ha Ge3onacHocT Ha uGynpodeH U NapaneTaMon € yCTaHOBeH [IpH
NpOY4BaHHATA C XKHBOTHH M OT NPOABDKUTEIIHUA KIIHHUYEH ONNT npy xopa. Hsama Hosu
NPEeAKNHHHYHH JaHHH, KOWATO Cca OT 3Ha4YE€HHE 3a NPEXNUCBALLINA TeKap, OCBEH MPEACTABEHHUTE B
Hacroawara Kparka xapakTepucTrka Ha NMpoAyKTa.

[lapaueramon
Hsma KOHBEHUMOHAIHY [TPOY4BaHHsA, IPOBEIEHHU MPH YTBLPAECHH CTAHAAPTH 32 OLIEHKA HA
TOKCHMYHOCTTA 10 OTHOLLUEHHE Ha PEIPOAYKTHBHUTE (PYHKIIWH H Pa3BHTHETO.

6. PAPMAIEBTHYHH JTAHHU
6.1 CnHcbK HAa TOMOUIHHTE BelllecTBa

ChbpueBHHA Ha TabseTkaTa
llapeBUUHO HULIECTE

KpocnosuaoH (Tun A) (E1202)
KonouaeH 6essoaeH cunuues auokeusa (E551)




[Toeugon K-30 (E1201)
[IpexxenaTuHU3MpaHo HULLECTe (LIAPEBUYHO)
Tank (E553b)

CreaprHoBa kucenuna (50)

QUIMOBO NOKPUTHE

[Tonn (BuHKMnOB ankoxon) (E1203)
Tank (E553b)

Makporon 3350 (E1521)

Turanos arokcun (E171)

6.2 HecbBMecTHMOCTH

Henpunoxumo.

6.3 Cpok Ha rogHocT

3 roavHu

6.4 CroeunajuH ycJOBHA HA CbXpaHeHMe

T03H jiekapcTBeH NPOYKT HE M3MCKBA CTIELMANHU YC/IOBHA Ha CbXpaHEHHE.
6.5 BuauchabpkaHHe HA ONAKOBKATA

bancrepu ot amymunuii-PVC/PVDC, onakosaHH B KapTOHEHHU KYTHH.
bructepHu onakosk: ¢ no 10, 16 unu 20 punMUpann TabaeTky.

Eanonososu 6aucrephu onakosku: 10x1, 16x]1 win 20x1 ¢rMHUpann TabneTku.

He BCHUKH BUAOBE ONaKOBKM MOraT Aa 6bAaT IyCHATH B npogaxoa.

6.6 Cneuma/ M NpeANa3’HM MepPKH NPH HIXBBPAHE

Heusnon3saHuAT nexapcTeeH NpoayKT WM OTHAAbYHUTE MaTe€pHalld OT HEro TpsAOBa a Ce H3XBLPIAT
B CbOTBETCTBHE ¢ MECTHHTE H3UCKBAHMSL.

7. INIPUTEXATEJ HA PASPEINEHHUETO 3A YIIOTPEEA
Sandoz d.d.
Verovikova 57,

1000 Ljubljana
Cl1oBeHUS

8. HOMEP(A) HA PABPEHIEHHETO 3A YIIOTPEBA

Per.No: 20200009

9, JAATA HA ITbPBO PAZPEHIABAHE/IIOIHOBSIBAHE HA
3A YIIOTPEBA

Hara Ha mbpBO paspemasane: 27.01.2020




,HB,T& Ha IMOoCInCaIHO MMOAHOBABAHC.

10. JAATA HA AKTYAJIN3IUPAHE HA TEKCTA

08/2024




