KPATKA XAPAKTEPUCTUKA HA NPOAYKTA
1. WME HA NEKAPCTBEHUA NPOAYKT

LOXIMED 7.5
LOXIMED 15

2. KAYECTBEH U KOJIMMECTBEH CbCTAR

Bcaka TabneTtka cbabpXKa : N
Meloxicam 7.5 mg H3NLAHUTERHA Ai ktidwin 1u HERAPGTBAT -
Meloxicam 15 mg Kpama xapawmepucmuxa we npodyxma - Mpunoxenue 1

[lomowwHn BewecTea: BUX T. 6.1.

3. JNEKAPCTBEHA ®OPMA
TabneTtuu

4. KNMWHUYHU OAHHW

4.1. lNokaszaMus:

LOXIMED e nokasan 3a;
KpatkoTpanHo CUMNTOMaTUHHO neveHne Ha 0BOCTPEH OCTE0apTPUT.
CuMnTOoMaTUYHO NneveHune Ha pesMaTouaeH apTpuT.
CUMNTOMaTVYHO NEevYeHUe Ha aHKUNo3Wpal, cnoHAMNoapTpuT (6onect Ha
BexTtepen).

4.2. [JosupoeKa u HaJUH Ha NPUNOXeHue:

Bw3pacmHu:

ObocTpeH octeoapTpuT. 7.5 mg/neH. Ako e HeoBxoaumo, npu nuNca Ha
nogodpeHne, gosata MOXe Aa ce nosuwy Ha 15 mg/nen.

3a pesMatoufeH apTput: 15 mg/gen. B 3aBucumocT oT TepaneBTUYHMA
OTroBOp Ao3ata Moxe Aa 6be HamaneHa Ao 7.5 mg/neH.

AHKMNO3Wpawl  cnoHaunoapTput  15mg/neH. B 3aBucumocT  or
TepaneeTUYHUA OTrOBODR fo3aTta Moxe aa Obvae Hamanera Ao 7.5 mg/aen.
[lHeBHaTa fo3a TpsibBa Aa ce Bieme KaTo egHOKpaTHa 0033, ¢ BOJAA MM
Apyra Te4HOCT, N0 BpeMe Ha XpaneHe. flosaTa oT 15 mg/aer He TpAbea ga
ce npesuLlaBa.

B cny4aii Ha noBuweH puUck OT HeXenaH NeKapCTBeHN peakum, HayanHaTa
fo3a Tpsbsa fa 6vpe 7.5 mg/nen. |

T KaTo BBLIMOXHOCTTA OT BbL3HWKBAHE Ha HEXEenaHun peaxuwm ce
yBenudasa ¢ [o3aTta U NPOALIMKUTENHOCTTa Ha NevyeHwe, TpsabBa ga ce
npunara Han-HUcKaTa epekTuBHa fo3a 3a Bb3MOXHO Hal-KpaTh

Heua Had 12 200uHu:

MakcumanHaTa gosa LOXIMED e 0.25mg/kg.



4.3.

4.4

Mpu bonHM B HanpeaHana Bb3pacT HavanHata fosa Tpsbea na 6wvae 7.5
mg/aeH.

Npn Bonhun ¢ Texxka GbOpeuHa HepocTaTLUHOCT Ao3aTa He TpsAbea aa
npesuwasa 7.5 mg/aeH.

lpomueonoxa3aHnun:

o CBPBLXYYBCTUTENHOCT KbM aKTUBHOTO BEWECTBO MMM KbM HSAKOE OT
NOMOLLHUTE BEWEeCTBA;

e [lpn naumeHTH, KOUTO Ca nokaszanm CUMNTOMM Ha acTMa, Ha3arHv
nonunNu, aHrMoeaem Unu yptukapus, cnea npuem Ha auetuncanuuunosa
KMCeNnuHa WNu Apyrn HectepouaHu NpoTUBOBBL3NANUTENHW CcpeacTsa

(HCMBC):
e AKTMBHA NENTUYHAE A3Ba, CbliecTByBaLWO NACTPOUHTECTUHANHO KbpBEHe,

* AKTMBHO Bb3nanutesnHo 3abonseaHe Ha udepBaTa(bonect Ha KpoH wunv
yNLepo3eH KONUT)

e CKOPOWHO MO3bYHO-CHAOBO KbPBEHE UK APYMN HAPYLIEHUSA CBBP3aHuU C
KbpBeHe; ;

TexKa YyepHogpobHa HegoCTaTh4YHOCT!

Texka 6bbpeyuna HepgocTaTbyHOCT Be3 agnanuaa:

Texxka HeKOHTpoONupaHa cbpaeyHa HegoCTaTbLYHOCT:

Heua noa 12 roanliHa Bb3pacT;

BpeMeHHOCT U KbpMeHe.

B cnyyan Ha BpopeHn 3abonsBaHusi, KOMTO MoraT fna gosenar oo
HECLBMECTUMOCT C HAKOW OT NOMOLUHUTE BellecTsa (BUX CrneyuanHu
npeaynpexaeHna  u - cneuudanHu npegnasHn  Mepkn  3a  ynoTtpeba),
ynotpebarta Ha nekapcrTBeHUs NPOAYKT € NMPOTUBOMOKA3aHa.

CneyuanHu npomueonoKasaHus u cneyuasnnu npeodynpexoenus 3a
ynompeba

Kakto n npu apyrute HCIMBC, npu aHamHesa 3a esodaruT, racTput u/mnm
nenTuyHa A3Ba TpAbdBa Aa ce OcUrypu TAXHOTO MBIHO U3nekysaHe, npeau
3ano4ysaHe neveHne c LOXIMED. [lNauveHtTn c racTpouHTecTUHaNHu
onnaksanua TpAbsa aa 6bvaat HabnwgasaHu.

[MfonobHo Ha Apyrute HCIBC, BbB BCEKM MOMEHT OT fleYeHUEeTO MoraT aa
ce NPOABAT raCTPOUHTECTUHANHO KPpbBOTEYEeHMe, A3Ba UNK nepdopauusa, ¢
unn Ge3 npeaynpeguTenHn CUMNTOMW WM NPEAWEecTBalWO CEePUO3HO
raCTpOMHTECTUHANHO HapylweHue. B cnyyan Ha M30CTpAHE Ha nenTudHa
f38a MU CTOMALHO-YpEeBHO KbpBeHe, neveHneto ¢ LOXIMED Ttpsabea pa
Ovne cnpaHo. MNocneguuute OT TakMBa MpPoOABU Ca MO-CEPUO3HW NPU NO-
Bb3pacTHU DonHu.

CepuosHn  KOXHW  peakuuu, HAKOU OT TAX daTtanHy, BKMoYBALUY
ekcponuatueeH Aepmartut, cuHapom Ha Stevens-Johnson M TOKCU4YHA
ennaepMandHa Hekponusa ce cbodbulasaTr MHOMC PRAKo np AOERE
HCINBC. OkasBa ce, 4e nauveHTuTe ca U3NoXeHN Ha pu
peakuun B Ha4YanoTO Ha Kypca Ha nedeHWe, Kavo
peakuumuTe B OONWUHCTBOTO OT CNyvYauTe € 8 NbPBUA ME
TpabBa aa ce npekpaTtun ynotpebata Ha LOXIMED np




oOpuB,  MYKO3Ha  fneana  KWNKM  HAKaKbB  ApPYr  MpU3HaKk  Ha
CBPBLXUYBCTBUTENHOCT.

HCMNBC wMoxe pna ysenuyaT pucka OT CEepPUO3HUM CbpAeYHOCHOBM
TPOMDOTUYHU HapyWEeHUn, MUOKapAeH WHM(apKT U MO3bYeH yaap, KoWUTo
mMorat pna Ovpat dpatanHu. To3nm puck MoxXe fJa ce yBenuuu ¢
npogb/ikuTeNnHacTTa Ha nedeHue. [launeHTh cbe CbpAEHHOCHAOBW
3abonsBaHns UNU ¢ PUCKOBU (PakTopM 3a CbpAeYHOCDHAOBU 3abonNsBaHUS
MOXe Ja ca U3NOXEeHWU Ha NO-BUCOK PUCK.

HCIBC Tpabsa pga ce npunaraT ¢ BHUMaHWe MpU NauMeHTV C HamaneH
ObbpeveH KpbBOTOK U KpbBeH ofem, npu kouto BubBpeuHute
npocrarnaHauHv ca eknioveHn 8 6vbpevrara nepdysus.

[MTpunoxeuneto Ha HCIBC npy TtakoBa cbCcTOAHUME MOXEe aAa goseae a0
gexoMneHcupaHe Ha nateHTHa 6bbpevHa HefocTaTHYHOCT.

Haun-4ecTo ToBa ce Habnwpaea NPy NOBTOPHO TpeTupaHe, cned Kato € 6uno
npekbcHaTo nevexHneto ¢ HCIHBC.

C Hai-BUCOK PUCK OT TakaBa peakuma ca NnauneHTu B HanpeaHana Bb3pactT,
aexnpparnpaHu naunexTy, Takuea CbC 3aCTONHA cbpaeyHa
HeaoCcTaTbYHOCT yepHoAgpobHa uupos3a, HedpoO3eH cUHAPOM, JevYeHne ¢
anypetuum, ACE wnHxubutopu, crieg ronemMn XuUpypryHd UHTEpBeHUMH,
poBexaawun Ao xunosonemua. lNpu TakMBa NaUWMEHTU B HAYaNOTO Ha
TepanuaTa TpAabBa p[Aa ce MoHuTOopupat obemMbT Ha AuypesaTta ¢
b6vOpedHaTa PyHKUUA.

[lp naumeHTU C HanpegHan cragun Ha 6bbpeyHa HenocTaTBUHOCT,
noanoXeHW Ha xemoananusa, posata Ha LOXIMED ue Ttpabsa pa
Hapsuwasa 7.5 mg. llpu nayveHTM ¢ neko A0 cpesHo Texko 6wBpeyHo
HapyweHue (KpeaTUHUHOB KIIMPBHC NO-BUCOK OT 25 mil/min.) He ce Hanara
HaMmansBaHe Ha nosara.

NopobHo Ha gpyrv HCIMBC npw LOXIMED psaoko ca HabmofgasaHu
NOBULLEHW HMBA Ha CEPyMHMTE TpaHCamMuHasn WUNW Opyri napameTpu Ha
yepHoapobHata ¢hyHkuMs, B nose4eTo cnyvyan Tesn HapylweHus ca
0bpatMM U He3HauUTENHU. AKO Te ce OKaxar 3HAaYUTENHW UNK NMOCTOAHHY,
LOXIMED T1pabea pa 6bae cnpad n na 6baar npoBeneHn CLOTBETHUTE
nacnensaHus.

[pu nauneHTn ¢ KNMHKWYeckn ctabunHa YepHoapobHa unMposa He ce Hanara
HamarnsasaHe Ha gosara.

Npu npunoxexne Ha HCIMNBC e Bb3aMOXHO NOBULLIABAHE HUBOTO HA HATPUIA W
Kanui U 3agpbKka Ha BoAa, KakTo U NOBNUSBAHE HA HATPUYpPeTUYHUA edekT
Ha Aavypetuun. [lpu nodaTnuMeu NauWeHTV pesynTaTtbT e 3agbnboyasaHe
nnyn obocTpsAHe Ha cbpaeyHa HeAoCTaTBLYHOCT UNM  xunepToHua. [pu
PUCKOBY NauneHTn ce npenopbyBa KNMHUYHO MOHUTOPUpaHe.

LOXIMED, nogo6Ho Ha apyrute HCINBC, Moxe fa Mackupa cuMnNToOMUTE Ha
BeYe CblyecTByBatllo UHPEKUNO3HO 3abonsaBaHe.

Ynotpebara Ha LOXIMED, kakTo Ha BCAKO NeKapcTBO, KOETO WUHXunbupa
LUUKMNooKcUreHasarta/npoctarnaHauHoBUR CUHTE3, MOXe fa Hapyiuu
dhepTUNUTETA U HE Ce NPenopvYBa NPW XEeHW, KOUTO MNPaBAT ONUTKM Aa
3avyeHaT. [10 Tasu npuuMHa, NPU XeHW, KOUTO UMaT 3aTpyaHeHus pfa




Kakto n npu gpyrute HCIIBC, u3nucksa ce BHUMATENHO NPUNoXeHne npu
nauyMeHTU B HanpegHana Bba3pacT, nNpu Kouto ObbpeyHaTa, YepHoapobHa w
cbpaedHa hyHKUMA ca 4ecTo BroweHu, Chulo Taka HexenaHute peakuuu
ca  no-4ecTm W NO-TPYAHO Ce NOHACAT NPU BbL3PACTHU, MYBCTBUTENHU W
cnadbun nHavenau.

Hdeya
LOXIMED He Tpsibea na ce naBa Ha Aeua nog 12 roavHn.

LOXIMED Ttabnetkn 7.5 mg cbabpxa nakrosa 43 mg. MNauyneHTtu ¢ BpoaeHa
HENOHOCMMOCT KbM TanakTto3a, Lapp-naktazHa HeAoCTATbYHOCT Unu
rKo3eH/ranakTo3eH cuHapom Ha Manabcopbuua He TpabGBa Oa npuemart
TO3U NPOAYKT.

LOXIMED Tabnetkn 15 mg cvabpxa nakrosa 86 mgq. lNauveHTty ¢ BpoaeHa
HEeNOHOCUMOCT KbM ranakrosa, Lapp-nakrasHa HeaoCcTaTbYyHOCT Wi
FMIOKO3eH /ranakTo3eH CUHAPOM Ha mManabcopbuunsa He Tpsbea pa npuemar
TO3U NPOAYKT.

4.5. llexapcmeeHu ezaumodelicmeusn

EQHOBPEMEHHOTO NPUNOXKEHWE C NPOCTarNaHAUH CUHTETAa3HU MHXUBUTOPU,
BKNIOYUBALWLK  TFIIOKOKOPTUKOMAWM U canuuunatn, nopagn  CUHEPFUYHO
OEUCTBUE, MOXe J[Ja MoBUKM puUcKa OT NA3BU W CTOMALLHO-YpPEeBHU
KpbBouanusu. Takasa koMOUHaUMA He ce npenopbyBa. [puem Ha LOXIMED
¢ apyrn HCMBC He ce npenopbysa.

[Mpu egHoBpeMeHHOTO npunoxexnwe Ha LOXIMED ¢ acnupuH (gHeBHa no3a
1000 mg) npu 3gpasu gobposonun ce Habmwgasa nokaysaHe Ha AUC
(10%) U Crax (24%) Ha LOXIMED. He e u3BecTHa KNWHUYHATA 3HAYNMOCT
Ha TOBA B3anMoaeucTeue,

EaHOBpEeMEHHOTO NpUNoXeHue C opanHu aHTUKOArynaHTy,
aHTUTPOMBOTUYHW NeKapcTea, CUCTEMHO NpunaraH xenapuH, TpomMbonUTUUK
N cenekTUBHU UHXUBUTOPU Ha ODpaTHUR 3axBaT HA CEPOTOHWUHA, MoraTt aAa
anosenaTt 4O NOBULLIEH PUCK OT KpbBoTedeHUA. AKO He Moxe aa 6bvae
usberHato e€gHOBPEMEHHOTO nNpeanucBaHe Ha TakuBa npenapartwy,
Heobxo4uMO € TOHYHO MOHUTOpUPaHe Ha edeKTUTE Ha aHTUKoarynaHTure.
HCMNBC nosuwaBaT NMUTUEBUTE NNa3MeHu HUBa, KOMTO MorFaT Aa goctvurHar
TOKCUUYHM CTOMHOCTU. AKO TakaBa KoMbuHauus e HanoxutenHa, Tpabea ga
ObaaT MOHUTOPUPAHN NUTUEBUTE NNA3MEHU KOHUEHTPpauUU NpU 3anoysaHe
Ha nedvenne ¢ LOXIMED, npu onpegensHe Ha A[o3uvpoBKata WU Npu
npeycTaHoBsBaHe Ha NeYeHneTo.

HCINBC mMoraTt Aa nosuilat XemMaTonorniHata TOKCUMHOCT Ha METOTPEKCar.
Nopaau ToBa NpU NaUMEeHTU Ha BUCOKA f103a meToTpeKkcaT (noBeye oT 15 mg
ceAMUYHO) He ce npenopbysa eaHospemeHHo nedeHne ¢ HCMNBC. B cnyvan
Ha HeobxogumocT oT KoMbuHupaHo neqeHue TpaAbBa Aa ce MOHUTOPUPA
6poAT Ha KPpBbBHUTE KNEeTKU U BrbpeyHaTa PyHKUUA.

HCIMNBC morar aa noHuxat edekra Ha UHTPayTEPUHHUTE KOHESSE:
cpeacTea. §

B cnyyanm Ha xombuHupaHo npegnuceaHe Ha LOXI
naunerTUTe TpsAbBa Aa bbaar agekBaTHO xuapaTvupaHu
Ha neyeHWeTo Aa ObAe MOHUTOpUpaHa TaAxHata O
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HedpoTtokcuuHocTTa Ha uukfnocnopuHa Moxe ga 6bae 3acuneHa oT
HCIBC.

HCMNBC korato ce npunarat ¢ aHTUXUNEPTEH3UBHW nekapcTea, (GeTa—
Onokepu, ACE-unuxubutopu, Basopgunaratopym n auypeTum) Morar na
NOHWXAT TeXHUA edekT, nopaau uHxubupaHe Ha npocTarnaHauHWUTE,
npeaussukBallM Baszogunaraums.

HCMNBC u anrnotensun-ll peuentopHn aHTaronucTy, kakto u ACE
MHXUbUTOPUTE nNposBABAT CUHeprudeH edekT BLPXY HamanssaHeTo Ha
rnomepynHata dcuntpauus. Mpu nauveHTd ¢ npeaxoxgawo 6bBpeyHo
HapyweHWe ToBa MoXe Aa aoseae A0 texka 6bbpeyHa HegoCcTaTLYHOCT.

XonectepamMnHbT cBbp3sa LOXIMED B CTOMalLHO uYpeBHUS TpakT W«
AOBeXaa Ao No-6bHLp30TO My enuMUHUpaHe.

LOXIMED ce enumuHupa nouTM M3UAMNO NOCpeacTsoM YepHoapobeH
MeTabormmsbM, Kato Ase Tpetn ce meauupa oT untToxpom P 450 eH3umu
(CYP 2C9 ocHoBen nbT n CYP 3A4 sropocTeneHeH). OcTaHanarta 4acT ce
€NUMUHMPpa 4Ypes nepokcuaasHo okucnerune. [lpn  edHOBPEMEHHO
npunoxeHne Ha LOXIMED u cpeacTtBa, KOMTO ce UMHXuBUpaT unu ce
metabormanpat or CYP 2C9 u/unn CYP 3A4, tpsBea fa ce uMa npeosvia
BEPOATHOCTTA 3a hapMaKOKUHETUYHO B3aUMOOENCTBUE.

llpn egHOBpEMEHHO NPUNOXEHNe C aHTUaUMAW, AUFOKCUH U (DYDPO3EMUA He
ca Ounu ycTaHOBEHUM CLOTBETHM HaPMaKOKUHETUUHU NEKAPCTBEHU
B3anModencTevs.

B3aumogencTeua ¢ nepopantu aHTuavabeTHU cpeactea He MoraT aa 6baaT
N3KNIOMEHN,

bpemeHHOCM U KbpMEHEe

MHxubutopute Ha npocTarnaHaMHoBaTa CUHTE3a MoraT Aa NOBNUSST
bpemenHocTTa u  eMmBpuoceranHoto | paasutne. [aHnuTe  oT
enMaeMnonornyHn nNpoyvBaHMA B paHHa BpeMeHHOCT NoKasBaT NoBULLEH
PUCK OT CNOHTaHeH abopT, CbpAedHu mandopmaurdM W racTpoxvsa cneg
ynotpeba Ha uHXMBUTOPU Ha npoctarnaHauHoBara cuHTesa. CuuTa ce, ye
puUCKa ce Nosuwasa ¢ Jo3aTta U APoOABLIMKUTENHOCTTa Ha NeYeHueTo.
EkCnepumeHTanHWTe nNpoy4YBaHUN NpuU XUBOTHW MOKa3RaT, Ye NPUNaraHeTo
Ha MHXMbUTOpUTE Ha NpocTarnaHauHoBaTa CUHTE3a BOAWM A0 NOBULUABAHE
H& Ape- W NOCTHWHALMOHHMTe 3arydbu n embpuodeTanHata CMBPTHOCT.
Cvobwaea ce 3a noeuweHa u4ecToTa Ha pasnuMuHM  MandopMauwm
BKMOYUTENHO CHPREHHO-CHOOBU MPpU KUBOTHU, TPEeTUPaHU ¢ UHXUBUTOPU Ha
npocTarnaHanHoBaTta CUHTEe3a No Bpeme Ha opraHoreHesaTta. 1o Bpeme Ha
NbPBUA U BTOPUSE TpUMECTbp Ha bpemenHocTTa LOXIMED He Tpsbea ga ce
npyvnara OcCBeH B cnyyau Ha kateropudHa HeobxoaumocT, onpegeneHa oT
nekysawua nekap. Ako LOXIMED ce uanonsea oT XeHu, KOUTO Ce onuTeaT
na 3abpemeHesT MNM NO BpeMe Ha MbPBU U BTOPU TPUM
OpemeHHOCTTa, Aao3anpoBkarta Tpabsa ga 6bAe Bb3MOXHO |
NPOABMKUTENHOCTTa Ha NeYEeHUe Bb3MOXHO Han-KpaTka.
No Bpeme Ha TpeTns Tpumectbp Ha BpemeHHOCTTa |
MHXUOUTOPK Ha NpocTarNaHavHaBUA CUHTE3 MoraT ga npwu
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¢ Kapauo-nynmoHalsHa TOKCUMHOCT,

6bbpeyuHa AuChyHKUUA, KOATO Jda npepactHe B 6b6peqHa
HeA0CTaTbYHOCT C ONUro-XxmapoamMHUo3a.
B kpasa Ha BpeMeHHOCTTa Te3n NPoOAYKTYU MoraT fAa Npeau3BuKaT Ha MankaTta
v nnoaa:

e yAbMKagaHe Ha BpPeMeTO Ha KbpBeHe, aHTuarperaumoHeH edekT
(QOpK NPU HUCKU A03U);
e MHXMOUPaHE Ha MaTOMHUTE KOHTPAaKUUKN, KOETO MOXe Aa foBeae Ao
sabassiHe UNK yabKasaHe Ha paXQaHeTo.
Nopaan ToBa LOXIMED € npotuBOnoKasaH npe3 Tpetua TpyvMECTbp OT
bpemMmeHHOCTTA.

Kbvpmete
HCMBC npemMuHaBaT B MNAKOTO Ha KbpMewwu Maukun. 1o Tasm npuyunHa
yrnotpebara Ha LOXIMED Ttpsbea aa ce nsbarea npu KbpMadku.

gexmu ebpXy crnocobHocmma 3a wodgupare u paboma ¢ MawuHu

He ca nposeneHyn cneunduyHu npoyusaHus, OTYUTELLN BMUAHWETO Ha
nekapcTBeHUs NMPOAYKT BbpXy cnocobHocTTa 3a wodmpaHe unu paboTa c
mawueu. [lMaunmeHTn, npu KoOUTO Cce nofABABa 3aMafHOCT, 3pUTEenHu
HapyuleHnst unNn apyrn onnakeaHna oT cTpaHa Ha LHC, TtpnbeBa ga ce
Bb3abpXKaT OT Te3n AeNHOCTW.

HexxenaHu nexapcmeenu peaxkyuu

HexenaHnte peakyuu cebp3aHn ¢ ynotpebata Ha LOXIMED ca onucaHu
no-gony. Te3n HeXesnaHu peakuuu ca flekn [0 YMEepeHU NO TeXecT W
obpatnmu,

CbpaevHn HapywieHus
Uecmu: OTOK.

Hevyecmu: nNOBUWEHO KPbBHO HanaraHe, CcbpaevHa He[ocTaTbyHOCT,
cbpuebuere.

Hapylwenua Ha KpbBTa U TMM@PHaTa cuctema

Uecmu:. aHemus.

Hevyecmu: npoMeHun B 0Oposi Ha KPbBHUTE KIETKW, BKIKOUYUTENHO B
audepeHUnanHoTo bpoeHe Ha Oenute KPbBHU KNETKW, NEBKOMEHUA W
TpombouuTonennst. EAHOBpeMEHHOTO NpunoXeHwne Ha nNoTeHuuasnHo
MUENOTOKCUYHU nekapcTsa, ocobeHO MeToTpekcaT MOXe Aa ce OKaxe
npeapasnonaraly akrTop 3a Bb3HUKBAHE Ha LIUTONEHWUSA.

HapyuleHna Ha HepBHaTa cucTtema
Yecmu: 3aMafHOCT, rnasobonue.

Hevyecmu: ceeToBbpTEXK, ByyeHe B ywunTe, CbHMMBOCT.
Pedxku. 4yBCTBO Ha OObLPKAHOCT W [Ae3opueHTauus,
HACTPOEHWETO.

HapyuwieHna Ha ovuTe
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Peoku. KOHIOHKTUBWUT, HapylWeHNe Ha 3PEHUETO, BKNOYUTENHO 3aMbrneHo
3peHue.

PecnmpatTopHu, rpbaHn u MeauacTuHanHu HapyLleHus

Pedku: Npu HAKON UHAMBUAW, anNEePrUuHKU KbM acnUpUH unu apyrn HCIMBC. e
HabniogaBaH NPUCTBLN Ha acTMa.

CromatiiHO-YpEBHN HAPYLIEHUS

Yecmu: pucnencus, rafeHe, noepbwade, abooMUHANHW bonku,
KOHCTUNauun|, pnatyneryus, anapus.

Hewecmu: esodaruT, racTpouHTeCTUHaANHa  S3Ba, OKYNTHU v
MaKPOCKOMCKN YCTaHOBUMU KD bBOTEYEHUS.

Pedku: racTpovHTecTMHanHa nepdopaLuns, KonuT, racTpur.

Xenamo-6unnapHu HapyueHus

Hewecmu: npexofHU HapyleHUAs B napameTpuTe Ha uepHoapoGHaTa
(PYHKUMA (NOBULLEHW TpaHCaAMUHA3N).
Pedku: xenaTtur. ,

HapylweHus1 Ha 6bbpeunTte U NUKOYHUTE NbTHLIA

Hev4ecmu: Hapywerue Ha nabopaTopHute TecToBe, CBbP3aHn ¢ HLBpeyHuTe
(PYHKLMK (NOBULLEHNE Ha CepYMHUA KpeaTUHUH W/unu ypea).
Peodku: octpa 6bbpeyHa HeaocTaTbLYHOCT.

HapVileHUa Ha KOXaTa U NOAKOXHATA ThKaH

Yecmu. npyputyc, KoxHu obpusn.

Heyecmu; ypTukapvs, 3auepsasaHe u obpus.

Peoku: cuHppoM Ha Steven Johnson # ToKcuuHa enuaepmanHa HeKponuaa,
aHrnoegem, (PoTOYYBCTBUTENHOCT.

flpe@ozupare

B cny4ait Ha npefosupane Tpabsa fa ce NPUNOXAT CTaHAAPTHU METOAM,
ThiA KATO HE e U3BEeCTeH aHTUAOT. B KNMHUYHK U3CNeaBaHNS e YCTaHOBEHO,
Ye xonectupaMmnH yckopsaga enuMuHupaneTc Ha LOXIMED., llpy Hanuuue
Ha TEXKNW CTOMAWHO-YpPEBHN nNe3un MOXe Oa Ce npoeege revyeHue ¢
aHTUaunaum 1 H2 peuenTopH aHTaroHUCTH.

OAPMAKONOMMMYHU CBOUCTBA
PapmakoduHaMuvHu ceolicmea

LOXIMED e HectepougHo npoTusoBBb3nanutenHo cpeactso (HCMBC),
KOETO nNOKasBa Ha XKUBOTUHCKA MoJenu NpOoTUBOBbL3INANUTENHA,
aHanreTudda v aHTunupeTudHa akTMBHOCT. MexaHuamMbT Ha gevcTBue Ha
Menokcukam, noaobHo Ha Apyrute HCIMNBC mMmoxe pa '---.‘,‘ aH C
UHXubupaHe Ha npoctarnadavHoBaTa CUHTE3a (UMKNOOKCUreaia

[lpy cpaBHUTENHO EKCNEPUMEHTANHO Npoy4yBaHe Ha nnbxo S
Yye NPOoTUBOBBL3NaNUTENHaTa edeKTUBHA A03a Ha Meng

BUCOKA TepaneBTUYHa rpaHuLa B cpaBHEHWE C APYruTe
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MefnoKkcukaM UuHxubupa B no-ronsiMa  creneH OWMOCUHTes3aTa Ha
npocTarnaHanHuTe Ha MACTOTO Ha Bb3naneHve, B CPpaBHEeHWe C Tasun B
cToMalliHaTa nurasuua n 6vbpeuuTe.

Cuuta ce, 4ye Te3n pasfiuku ca CBbp3aHut CbC CenekTMBHaTa UHXMOUUMS Ha
COX-2 B cpasHeHue ¢ COX-1. OnuTbT nokassa, Yye UHXnbupaHero Ha COX-
2 nosexaa Ao tepanesTuyHuA edekT Ha HCIMBC, pokarto nHxubupaHeto Ha
COX-1 e cBbp3aHa cbe cTomawHuTe N ObBpeyHn HexenaHu edekTu.
CenekTusHNAT edpekT Ha MenoKCUKam € NoTBbpaeHa B ONUTK in vivo v in
vilro Ha pas3nuyHn mMogenn. [pyv nNbneH KpbBeH aHanM3 Ha YoBeK e
noKasaHo,4Ye Menokcukam uHxmnbwupa in vitro COX-2.

Menokcukam B o3 7.5 n 15 mg e nokasan no-BUCOKa cTeneH Ha
nHxudupaHe Ha COX-2, NEeMOHCTpUpaHa KaTo No-BMCOKa CTeneH Ha
UHXOUpaHe Ha nunononuaaxapwd-ctuMmynupada PEG 2 npoaykuusa (COX-
2), cpaBHeHO ¢ TpoMDOKcaHoBa NpoayKUKUA B CbecupBatla ce Kpbe (COX-1).
Te3n edekTn ca 3aBucuMun OT Ao3aTta. Menokcukam HaMa edekT BbpXy
arperaumaTa Ha TpoMbounTUTE N BHPXY BPEMETO Ha KbpBEHE 3a passivka oT
MHAoOMEeTaunH, auknodeHak, nbynpodeH 1 HanpoKceH.

KnuduyHute wM3nnUTBaHUA ¢ Menokcukam 7.5 n 15 mg ca nokaszanuue
HeXXenaHUTe nekapcTseHn peakumn OT CTpaHa Ha racTpouHTEecTUHanHaTa
cucTema ca no-penkv B cpaBHeHUE CbC cTaHaapTHa aosa Ha apyru HCIBC.
[lo-HMUCKa € YecToTaTa Ha gucnencun, NoBpbluaHe, rageHe u abgoMmuHanHa
bonka. Hucka e yecToTarta U O030-3aBUCUMU Ca HEXENaHW neKapcTBEeHW
peakumu Kato nepdopaumnun, 13U, KpbBOTEYEHUS.

PapmakoKuHemMuYyHuU ceolicmea

Pesopbuus

AbcontoTHata BbuoHanuuHocT Ha LOXIMED e 89% cnen eavHwdHa opanHa
no3a 30 mg, cpasHeHa ¢ 30 mg BeHo3Ha Bonyc uHxekuna. MakcumanHara
nnasmeHa KoHueHTpauua Cmax €€ goctura Ao 4-5 yaca cnep npuem Ha
TabneTtka 7.5 mg Ha rnagHo, KoeTo nokassa NPOAbMKNTENHA NeKapcTeeHa
pe3opbuus.

Pe3sopbuunata He ce NpomeHs npu e4HOBPEMEHHO NpUemMaHe Ha XxpaHa.
KoHUueHTpaunnTe Ha nekapcTsoTo ca NponopunmoHanHn Ha gosnte 7.5 u 15
mg. Steady-state ce noctura 3a 3 o 5 aHu. TpoAbMTKUTENHOTO NevyeHue
(noBeye oOT 1 roawHa) nokassa nNOAODHM KOHLEHTPaUMU KaTo Tesw,
Habnogasanu npwv nbpeus steady-state.

[osvpaHeTo BeQHBX AHEBHO AOBEXJa A0 NMNasMeHW KOHLEeHTpauuu Ha
NeKapcTBOTO C OTHOCUTENHO No-cnabo OTKNOHEHWEe Ha BbPXOBUTE
KOHUeHTpauuu B nopsavka ot 0.4-1 meg/ml 3a gosn 7.5 mg vnun 0.8-2,0
mcg/ml 3a no3mn 15 mg.

XpaHa u eghekm Ha aHmuayuou
MpuemaHeTo Ha Menokcukam ¢ borata sakycka He NpOMeHs cTeneHTa Ha
abcopbunsaTta My, HO Boan A0 22% no-s8uCoK Chax. Makcumanudara nnasmena
koHUueHTpaumMa (Cmax) C&€ AocTura mMexay 5 n

dbapMaKOKUHETUYHU B3aUMOAEWUCTBUA NpU €AHOBpEeMeH
aHTHaugn. LOXIMED Tabnetku morat aga ce npunarg
npyuemMaHe Ha XxpasHa »u aHTunauman.
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PasnpedeneHue

Cpeanunat obem Ha pasnpegeneHue (Vss ) Ha menokcukam e 10L. Tou ce
cBbp3Ba BLB Bucoka crened (99%) ¢ nnasmeHuTe npoTenHn (NpeanumMHo
andoymMuHn).

KoHueHTpaLuaTa Ha MeNoKCUKaM B CUHOBManHaTa TeYHOCT cnefl eAUHUYHa
opanHa Ao3a e B ananasoH 40 no 50% ot Tasu B nnasmara. CeobopgHarta
bpakuna 8 CcUHOBUAnNHaTa TEYHOCT € 2.5 NbTU MNOo-BUCOKa OT Tasn B
nnasmaTra, KoeTo ce AbMKW Ha NO-HUCKOTO CbAbpXaHue Ha anbyMuH B Tasun
TeHOCT.

Memabonussum

Menokcukam ce  Metabunuavpa NOYTU  HaNbNHO A0  JeTupu
cdbapMaKkonorMyHo HeaxkTueHu MeTabonuta. OCHOBHUAT MeTabonut  S-
kapBoken menokcukam (60% ot posata), ce obpasysa nocpeacTsom
OKUCNEeHUe Ha MeXAUHHUA MeTabonuT S-XUOQPOKCUMETWUIT MENnoKCUKaM,
KOWTO CbLlO Ce eKckpeTupa, HO B no-Hucka cteneH (9% ot pgoaara).
MposepneruTe in vitro npoy4saxua nokassar, ye CYP 2C9 vrpae BaxHa pons
B TO3n MeTabonuTeH NbT, ¢ MuUHUManNeH npvioc ot CYP 3A4 u30eH3uM.
BepoaTHO OT nepokcuaasHata akTUBHOCT Ha nauveHTa 3aBucaT gpyrute Aea
meTtabonuTa, KoutTo npegcrasnsasat cboTBETHO 16% WK 4% OT NpuaoxeHaTa
nosa.

Exckpeyusn

EkckpeumsiTa Ha MefnoKkcukaM e oCHOBHO nog cdopmMa Ha metabonutu, KouTo
ce OTKpUBAaT B eAHakBa cTeneH B ypuHaTa u dekanunte. CaMmo cnegu oT
HENPOMEHEHOTO CheAnHeHWe ce ekckpeTvupa ¢ ypuHaTta (0.2%) n ekanure
(1.6%). CTeneHTa Ha ypyHapHa ekckpeuns e NoTebpAeHa NpU MHOTOKpaTHO
TpeTupane ¢ 7.5 mr: CroteeTHO 0.5%, 6% U 13% oT gosarta ca yctaHOBEH!
B ypuHaTa noA opMa Ha MeNoKCUKam u Metabnnurute 5-xmapokcumeTnn v
5-kapboKCcU MenoKCUKaM.

Merokcukam Mma 3HauuTenHa 6unuapHa uw/vnn eHTepanHa cekpeuua. Tosa
ce AeMOHCTpMpa Npyu opanHo NpuNoXeHWe Ha xonectupamvH cnefg
eAVHVMYHO BEHO3HO BbBexXJaHe Ha MenokcukaMm, npu koeto AUC Ha
MeJioKcuKamMm Hamanasa okono 50%.

Bpeme Ha nonyxueoT (tyz) e oT 15 po 20 uyaca. ToBa e KOHCTaHTHa
BenuYuHa nNpuM BapupaHe Ha pgosarta 8 TepanesBTUYHN TPaHuUK, KOeTo
nokassa fUHENHa KuHeTUKa Ha wMeTabonuama B Te3n TeparnesBTUYHU
rpaHuun. MNasmeHnaT KNupbHe e cpeaHo 7 Ao 9 mL/min.

MpedxnuHuvHu OaHHU 3a 6e3onacHocm

OBWNPHU TOKCUKONOTMYHN NPOoyYBaKKA NOTBbPXKAABAT, Ye MENOKCUKam nma
npuemnus npodun Ha be3onacHoCT.

[pn nepopanHo BuvBexaaHe cToMHocTUTe Ha LDsp Npy XEHCKU NNbXoBe Cca
98 mg/kg v 800 mg/kg npu Mopckut cBUHYeTa. OCHOBHUTE CMMNTOMW Ha
TOKCMYHOCT BKNIOYBAT, NOHMXEHa MOTOPHA aKTUBHOCT, aHeMua 1 unaHoasa.
MoBeyeTo CMBLPTHW cnyyan ca B pe3yntart Ha _CIQMallHW A3BU U
nocneaeawm nepdopaTuBHN NEPUTOHUTHN. N
WanuTBaHusaTa 3a TOKCUYHOCTTa Npu NosTapAuk
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Apyrv HCIBC, kato A38M 1 epoaun, a Npv NpoALITKMTENHW ApunaraHus -
6uOpeyHa nanunapHa Hekpoasa.

CToMallHO-YpesHUTE NeKapCTBEHW peakuun ca HabriofasaHv  npw
nepopantu fosun 1 v Han 1 mg/kg npu nnbxoee U 3 1 Hag 3 mg/kg npw
Mopcku cBuHYeTa. bvbpeuHata nanunapHa Hekposa ce HabniogaBa camo

NPy NNbXoBe cnea Npuem npes UENUAT UM XUBOT Ha A03M MenoKCUKaMm oT
0.6 mg/kg “nun no-Brucoku.

NanuTBaHWATa 38 TOKCUYHOCT BbPXY Bb3NPOU3BOACTBOTO Ha MNAbLXOBE W
3aMUM He ca nokasanu TepaToreHHOCT Mpu nepopanHu aosa 4 mg/kg npwm
nnbxose v 80 mg/kg npu 3aiun. fosum ot 2.5 mg/kg npu nnbxose u 20
mg/kg npu 3aium ca O6unNM  eMBPUOTOKCUYHW. YAabhKaBaHeTo Ha
OpeMeHHOCTTa U NoBuLLIEHaTa YEeCTOTa Ha MbPTBOPOAEHM, KOETO € N3BeCTeH
(PheHOMEH Ha npocTvarnaHauHosata UHXMBWUWSA, ce Habnlogaea B8 nepu- u
nocTHaTanHu nanutsanHua npu gosa 0.125 mg/kg n no-sucoka.

Mesnokcukam He e friokasan MyTareHHOCT npu Ames test. Menokcukam He e
nokasan KNacToreHHa axkTMBHOCT NO OTHOWeEeHWe Ha Wu3cneasaHe Ha
XPOMO30OMHU abepauun B YOBEWKN NMMQOLUTU U NPU MUKPOAPEH TECT Ha
KOCTEH MO3bK NPV MULLIKA, :
NanuTBaHuATa 3a KapuWHOTEHHOCT NPV NTbXOBE U MULLKWU He ca noKasanw
TYMOPOreHeH wunu KapuuHoreHeH noTeHuuwan po Huea oT 0.8 mg/kg npw
nnbxose U 8 mg/kg npu muwkn. Tpn nscneasauus npes uenust XUBoT Ha
NIBXOBE ¥ MULLKKM MENIOKCUKaM He e YBpeaun apTUKYNapHUS XpyLsin.
Menokcukam He uHAyUMpa MMYHOTEHHW peakuun npu OnuTY ¢ MULLKK #
MOpCKA cBUHYeTa., Menokcukam e nokasan no-cnaba tHhoTOTOKCWYHOCT B
cpasHeHne ¢ apyrn HCMNBC, Ho e ¢ noaobHa Ha Taan Ha nUpoKcukam u
TEHOKCUKaM.

Mpn usanuTBaHWsA 3a nokanHa NOHOCUMOCT 1MpY BCUYKM HAYUHU  Ha
NPUNOXEHWe - BEHO3HO, MYCKYNHO, peKTanHo, AepManHo U oKynapHo,
MOHOCUMOCTTa Ha Menokcukam e 6una nobpa.

OAPMALIEBTUYHU OJAHHU
Cnuckk Ha noMowHuUMe seulecmea

Starch
Microcrystalline Cellulose

Pregelatinised Starch

Colloidal Silicon Dioxide

LLactose

Sodium Citrate

Magnesium Stearate

Qu3UKO-XUMUNHU HeCcheMecmuMocmu
He ca naBecTHuW.

Cpok Ha 200HOCM

3 roguHu
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6.4. CnieyuanHu ycnoeus 3a cbXxpaHeHue

[la ce cbxpaHABa Ha CyX0 U 3aLMTEHO OT CBETNMHA MSCTO NPU TEMNepartypa
non 25°C.
Ha ce nasn Ha MecTa HeJoCTLNHY 3a geual

6.5. [laHHu 3a onakoekama:
Bnuctepu no 10 n no 20 tabnetkn

7. AME U AIIPEC HA NPUTEXATENA HA PA3PELLEHUETO 3A
YNMOTPEDBA:

Meauxka ALl

Codpus, 1504, byn. ,KHas An. [loHaykos” Ne 82
Brnrapus

Tenedon: 96 00 330

dakc: 96 00 324

E-mail: sofia@medica.bg

8. JATA HA NMBbPBO PA3PEILABAHE 3A YNOTPEBA HA JIEKAPCTBEHUA
NMPOAYKT

9. OATA HA NOCIHEAOHA AKTYANTU3ALUA HA TEKCTA

01.10. 2007r.
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