N3NbAHWUTENHA AT EHUUA ﬂO NNEKAPCTBATA

Mpunoxetue kom paspewenue 3a yrotpe6a
KPATKA XAPAKTEPHCTHKA HA IPOAYKTA
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1. HME HA JEKAPCTBEHWS IPOAYKT ~~ 2 74

Hotemin® 10 mg and 20 mg suppositories
Xoremun 10 mg v 20 mg cynozuropun

2. KAUYECTBEH ¥ KOIMUYECTBEH ChCTAB
Beska cymozuropus ot 10 mg chabpika 10 mg piroxicam u

BeAKA CYMO3UTOpHs 0T 20 mg chAbpxa 20 mg piroxicam
KaTo JIEKApCTBEHO BEIUECTBO.

3. JEKAPCTBEHA ®OPMA

CyII03UTOPKH 33 PEKTAIHO TPUIIONEHUE.

4, KJHAYEM JAHHA
4.1, TepaneBTHYHH HPHIIOHKEHHS

BraraluTelHa U TeTeHepaTHBHY 3aG0/MBaHNSA Ha CTABKTE H rPEOHATHIA CTBIO,
Bonecr Ha Bechterew, ocThp MpHCTLIL HA MOJArpa.

3anoyBaHeTO Ha JISUCHHUETO ¢ Hofemin ce Ha3HauaBa OT JIeKap CIICIHATHCT.

4,2. JTo3MpOBKX H HAYHH KA HPUIIOKeHHE

Cyno3uTOpHAaTa sieKkapeTseHa Gopma flasa BE3MOMKHOCTTA 1 e n30erne
JMPEKTHHS yiueporetet edexr Ha piroxicam.

PHCKBT OT TIOSBATA HA HeXENaHH JeKapCTBeHH PeaKimy Moxke ga Obae HaMaleH
ype3 NpeANUCBaHe Ha Hall-HuCKaTa eQeKTHBHA /1032 32 HaH-KPATKO BPEME, C
KOATO Ce MOCTHra TEPaNeRTHYEH Pe3yNTar (BHK. T. 4.4.).

Bu3pacta:

Tpu cTaHK 3a60MBaHus HasansaTa o3a e 20 mg BEAHEK IHSBHO, & NpH MHOTO
CHUTHY GONKH Ha4anHaTa 032 M0 W3KMoYeHne Moxe Jia 6b/1e 30 mg BEAHEK
nuesHo. HavanyaTa noza TpabBa IOCTENCHHO JA CE HaMarsiBa 1o 10-20 mg
HAHEBHO.




IIpy HALMEHTH ¢ OCTHP HPHCTHII Ha MO/Iarpa, Npes IbPEUTE 5-7 puu Tpabra na ce
TIPHOKK €AHOKpATHA JHEBHA /1032 OT 40 mg.

He ce nperiopbuBa BPHIATaHETO Ha JIEKapCTBOTO 3a IPOABILKHUTENHO JICUCHHE Ha
nojarpa.

TIpenopbuanara JHEBHA /1032 He TPsiGBa Jja C& NPeBHIIaBa.

Jlena: NeKapCTBEHUMAT NPOAYKT He ce NPENopbaBa NpH Aetia ol 14-ropuisa
BB3pACT.

[fappesTs B cTapyecka Bb3pact: NP AHEBHA HO3H HAL 20 mg piroxicam e
HAGMONABaHO SHAUMTENHO IOBHIISHUE Ha YeCTOTaTa Ha HEXCNaHUTE peaKLiuy
npy Te3d nayeHTH (Hax 60 ropuiIHa BB3pAcT).

IIpH ranueHTH ¢ yBpesieHa Or0peyHa (yHKUHEA He € HeOOXORMMO penylpaHe Ha
[03aT4, @ IPH TaKuBa C YBpe/ieHa uepHoApotHa By KK (yepHOApOOHA
HEeJOCTaTHUBOCT) TPAOBA Aa ce MUCIH 32 HaMajiABaHe Ha 103aTa, TBH KaTO
piroxicam ce meTafonu3Mpa OCHOBHO B YCPHUA 1pob,.

4.3. IIpoTuBonoxaszayus

- CBpbX4yBCTBHTEIHOCT KbM piroxicam #iH HAKOH OT NOMOIMHHTE BELIECTSA Ha
NEKAPCTREHHA NPOXYKT.

- Ciyuas, KOraTo PUHKT WITH yPTHXAPUS Ca NPEAU3BUKAHY OT CANMIMIAT HITH
JpYTH HECTEPOHIIHH IIPOTHBOBB3NANMTENHY JIEKapCTBa.

- BpeMeHHOCT # KbpMEHE.

- Anamsesa 3a KepBeHe WM nepdopaliid Ha racTpo-HHTECTHHATHIS TPAKT,
cBbp3any ¢ npefuuHo Revenue ¢ HCTIBC, Octpa WK XPOHHYHA NIENTHIHA
A3pa/KPHBOM3IIB, TIPH ABa WM [IOBEYE JIOKa3aHK OTASIHM CHH30TA Ha
yiLepanysa uian KbpBEHE;

- XeMoparuwsa Auaresa.

- TlaupedTy Ha AHTHKOArYIAHTHA TSPl

- 'VMepeHa WK TXKKa ChPIeYHa HEOCTATHHHOCT.

- Buapact nox 14 roquHy.

4.4, CriemaaagM npeaynpexIenns 1 BPeN0PbKH NpH ynoTpeda

EqHOBpeMEHHOTO IPUIOXKEHHE HA Hotemin ¢ apyru HCIIBC, BKTIOYHTENHO
CeeKTUBHM UHXMGUTOPH Ha IMKIOOKCHreHasa-2 TpaOBa fa ce u3bsrea.

PHCKBT OT [10SBATA Ha HEeXKeJAHH JIEKAPCTBEHH PEakIiy MOXe /a Ob/ie HamaneH
ypes MpeNUCBAHE HA HAji-HUCKATA eQEKTHBHA /1032 32 HAH-KPATKO BPEM®, C
KOSITO ¢& TIOCTHIa TEPANIERTHUEH Pe3yTat (BHXK. T. 4.2. M raCTpO-MHTECTHHAIICH
4 KapZHO-BaCKY/IapeH PHCK N0-101Y).

T1py ManpesTH B CTapuecka BE3PAcT € yBeIuicHa YeCToTaTa Ha HEeXXefaHBTe
NEKAPCTBEHHM PeaKUMy B CIEACTBHE Ha IPUAONKEHHETO Ha HCIIBC, ocobeno
KbpBeHe i nepdopalis Ha FacTPO-HHTECTHHATHMS TPAaKT, KOUTO MOTAT A2 6Baat

thatanuu (BK T. 4.2.). AT
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Knpsene, ynuepauus u nepdopaliis Ha racTpo-MHTECTUHAIHUS TPaKT, KOHTO
Morar fa 6ejar darandy ca Ouny HaGogaBaly NpH NPUN0KEHHETO HA BOHYKH
HCIIBC, o BesAKo BpeMe Ha JeUeHHETo, ¢ win 0e3 npefynpexiasalia
CHMIIOTOMaTHKA HJIM aHAMHE3a 32 CepUO3HH TacTpO-UHTECTHHANHY 3a00ABaHUA.

PHCKBT OT KbpBEHe, YILepanys i neppopauus Ha racTpO-MHTECTHHANHUA TPaKT
CTaBa MO-BUCOK mipH yeemiuaBane aosute Ha HCIIBC npu nanienTH ¢ aHaMHe32
3a 9382, 0COGEHO aKo T4 € YCIOKHEeHa 0T KPBBOM3AUB HITd nephopanus (Bix

T. 4.3.) ¥ IpH MAHEHTH B CTAPUYECKa BH3PacT. B Te3H ciiyyalik NEUeHHETO Ce
3aro4Ba ¢ Hall-HUcKaTa HanwyHa Kosa. CBILO Taka MOTAT Jia Ce HasHayar
TPOTEKTHBHH feKapcTBa (HanpuMep misoprostol wny urxuburopy Ha
IIPOTOHHATA NOMIIA), & CLIIO M B CNyHakTe, KOTATO MAMSHTHUTE ca Ha JEUCHUE ¢
HHCKU /1031 aCIIUpHH UMY APYTH JIEKAPCTBA, KOUTO MOTaT Aa YBE/IMYaT racTpo-
MHTeCTHHATHUA pUCK (BIDK IIO-HAFONY M T. 4.5.).

TlanpesTy ¢ AHAMHE3A 3a TaCTPO-MHTECTHHANIHA TOKCHYHOCT, 0CoGeHO TaKuBa B
cTapuecka Bh3pacT TPAOEA Ja YBEAOMABAT BE/iHAra 3a Besika HeoOmuakina
afaoMMHANHA CUMITOMaTHKa (Hal-Beyue KbpBEHE OT racTpo-HHTECTHHANHHA
TPaKT), 0coGeHO B HAYAOTO Ha Nleuerueto. Tpalsa fa ce 00BpHE BHIMAHNE Ha
HanHeATHTe TIpUEMaIlH JeKapcTBa, KOMTO MOraT ja YBeAu4aT pUcka oT
YIIlepanus W KbPBEHE, TAKHBA KaTo IIepOpaliHi KOPTHKOCTEPOHAHY,
AHTHKOATYAHTA (Warfarin), CENeKTHBHY HHXHOMTOPH Ha 06PaTHOTO 3aXBailiaHe
Ha CEPOTOHMHA WM AHTATPOMGOIMTHE NIEKapCTBa (aCIIApPHH) (BIXK T. 45.).

Korato ce mosiBK KbpBEHe I yALepalus oT raCTpo-HHTECTHHAIHUA TPAKT IIPH
nauuenTy npueMamy Hotemin, neueHHETO TpabBa Ja ce NpeyCTaHoBy.

HCIIBC TpsGBa fa ce ipaiaraT MEOrO BHUMATERHO MPH MAMEHTH C aHaMHes3a
3a racTpO-MHTECTHHAIHY 3a00nABanua (YILepaTHReH KOJIHT, Gonect Ha Crohn),
3an10TO 3a607ABAHETO MOKE Ha ce H30CTpH (BIK T. 4.8.).

EruIeMHAOIOrHMHHATE JOKA3ATeNCTBa IPENONATAT, Ye IPHIOKEHUETO Ha
piroxicam Moxe fa Gble CBBP3aHO C BUCOK PHCK OT YBPeX/JaHuA Ha racTpo-
MHTECTHHATHIS TPAKT B cpakenue ¢ apyra HCTIBC (pwx chuio T. 4.1. 1 T. 4.3.).

TIpu NauyMeHTy ¢ aHaMHe3a 3a XUIIEPTOHUS W/IIH ChPISUHA HEJOCTATEHHOCT €
HeoGXoIUMO TTOBHINIEHO BHUMAaHMUe, Thil KaTo UMa ChOoDIIeHN 2a 3aAPBKKA Ha
TeuHOCTH U eaem MpH neyenne ¢ HCIIBC.,

Muoro pazxo npu nprnoxerneto Ha HCTIBC (smwx 1. 4.8.) ca HaGnoaBaHy
TEKH KOXKHH peakiliy, HAKOY OT KOATO (haTaiHu, KOUTO BKITIOYBAT
exchONMATUBEH AEPMATHT, CHHAPOM Ha Stevens-Johnson 1 TOKCHYHA
enMAepMaHa Hekponuza. H3riexa, 4e pHCKET OT Pa3BHTHETO Ha TOpPHUTE € T0-
BHCOK B HAYANOTO Ha JIEUSHUETO KATO PEaKLMHTE B MOBEUETO Cliy4au HaCThNBAT
B IBPBHA Mecel OT feyerneTo. Jeuetneto ¢ Hotemin TpsiGBa na Obae
TpeyCTAHOBEHO TIPH NbPBaTa N0ABA HA KOKEeH OOPHB, MyKOSHH JIC3HH UIH
KaKLBTO K [a ¢ Gener Ha [IOBHIleHa YYBCTBHTENHOCT.




4.5.

C1paeyuno-ChA0BH M MO3BYHO-CHIOBH edieKTH:
Heo6x0AUMO € [a C& OCHFYPAT NMOAXOMAII0 HATIONSHHE ¥ ChBET 3a NauMeHTH ¢
aHAMHE3a 3a XUIIEPTOHKA ¥/UH JleKa JO yMepeHa KOHTeCTHBHA ChpJiedHa

HEeJOCTATBUHOCT, THH KaTo UMa ¢hoOIIEHH 32 OTOLHM M 3aJPEKKa Ha TEHHOCTH,
cepp3anu ¢ neyennero ¢ HCIIBC.

KnuHE#YHY NpOyUBaHMS U eNVASMMOROrHYHY NARHHM OKA3BaT, Ye ynoTpebaTa Ha
maxon HCTIBC (ocofeHo npH BUCOKH AO3H M NPOABKUTENHO IPHIOKEHHE)
MOe Jla ObJie CRBP3aHa C JISKO MOBHINEH PHCK OT apTEePHATHA TPOMOOTHYIHH
VHIUOENTH (HanpuMep MEOKapeH MHpapKT wimy HHcynT). Hama qocTaThuHo
IAHHY 3a [a ce H3KMIOYH TaKbB PUCK MPY H3MO3BAHETO Ha piroxicam.

TadelTy ¢ HeKOHTPONHpaHa XUIEPTOHMS, KOHTeCTHBHA ChpASIHA
HEZIOCTATEYHOCT, JMATHOCTHIIMpaHa HCXeMHYHa COMECT Ha CLPIETO, 3a00naBane
Ha nepudepHNTe APTEPUH H/HIH MOIBYHO-CHIOBY YBPEKAaHHA TpsiGBa fa ce '
REKyBaT ¢ piroxicam CaMo cJief] BHUMAaTenHa npenenka. ChI0To ce OTHACH M
fIpe/y 3arnouBaHe Ha NPOXB/KUTEIHO JICUSHHES IPH NAIMSHTH ¢ PHCKOBH
(haxTopu 3a CHPACUHO-CHACBH 3a00NABANKSA (XUNCPTOHNS, XUMNEPIHIUACMU,
3axapeH gualeT, TIOTIOHOMYIIEHE).

Yrotpe6ara Ha piroxicam MoXe Aa IOTHCHE (PePTHIHTETa Y JKEHH U HE CC
TIPEIOpbYBa NPHIIOKEHHETO My IPH KEeHH, JKenaenie Aa 3abpemenest. IIpy
JKCHH, UMaJd TPYAHOCTH NpH 3abpeMeHABane WK PH TakHBa, NOJJI0XKCHY Ha

H3CTieABAHMS T10 TO3H MOBOJA, Tp:AbGBa fa ce oGch/M NPeKPaTABAHS HA TCUCHHETO C
piroxicam.

JlexapeTeeHd HIH APYTH B3auMOAeHCTBHSA
TToBHIIEHO BHUMAHHE CE H3UCKBa [IPH ¢JHOBPEMEHHO IPIIICKEHHE C.

- ApYTH NIEKapCTBa, KOUTO C& CBBHP3BAT B FOJIAM NPONEHT C MIaSMEHHTE NPOTCHHH
(piroxicam MOe KOHKYPEHTHO Jia BB3NPENsTCTBA CBBP3IBAHETO HM C
IPOTEHHUTE);

- aueruncaTuuEnosa xucemuta unu apyru HCIIBC (nasMeHOTO HHBO Ha
piroxicam ce Hamanssa NprTU3UTENHO Ha 80 %); TEPArCBTHIHHTE edexTH He ce
yBenuuasar, 06ade PUCKST OT HEKENAHY PeaKiMH — BIITIOUATEIHO racTpo-
MHTSCTHHAICH KPHBOUIUR — C& YBEJIHYaBa SHAUHTETHO IPH €NHOBPEMEHHOTO
npunoxenue ¢ HCIIBC;

- anTukoaryrapTi: HCTIBC morat Aa yBenuyaT e(peKTATE Ha BHTHKOATYNaHTH,
takusa kato warfarin (BX T. 4.4.);

- aHTUTPOMOONMTHY aHTHATPEraHTH U CeNIeKTHBHI HHXUOHTOPH Ha 00PATHOTO
saxeamaHe Ha cepoToHuHa (SSRI): MOBHIIEH PUCK OT racTpO-HHTECTUHAHO
KepBeHe (Buk T. 4.4.); )

- IUTHH-CHIBPIKALIY JEKAPCTEEHH IPOAYKTH ([1a3MEHOTO HUBO Ha JIMTHA MOXE
Ia ce YBelIM4K); .

- KOTHKOCTEPOHH, IOPANH YREIUYeH PHCK OT FacTpO-UHTECTHHAIHA YNIEpaALHA
¥ Kbpsene (BK T. 4.4.);

- KASHH-CHABPIKALIY JEKAPCTRA HIH KANMH-ChXPaHABALIM AMYPETHLH (ONacHOCT
OT XHNEPKANHEMHUA);

- AWyPeTHIY H aHTHXUNEPTEH3HBHH TeKapeTsa (piroxicam NpHIHHAB
Ha HaTpui ¥ Kanuil, Hopagy xoeTo eexTsT UM ce HaManasa);
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4.6. bpemMeHHOCT B KbpMeHe

JleyeHHeTO ¢ piroxicam € MPOTHROMOKA3AHO 110 BpeMe Ha GpeMeHHOCT U
KBpMEHE.

4.7. Edextn BLpPXy cnocobHoCTTa 32 miodupaHe H paboTa ¢ MALTHHH

4.8

4.9

TBi KaTO ICUSHUETO ¢ piroxicam MOXKe Ja Ipeu3BHKa BIIOLIABAHE HA 3PCHHETO,

HMauUEeHTHTEe ¢ CLBRETBAT Ja He modupaT ! Ja He paboTaT ¢ MalIMHK aKko ca
3acerHaTH.

Hexenagn JICKAPCTBSHH PEARIHH

PasnpazueHns Ha CTOMAIIHO-YPEBHHMA TPaxT, ofpasyBaHeTo Ha %384, 10ABaTa Ha
XeMOparuH OT TpaKTa ca CUTHaJ 32 He3a0aBHO CIHpaHe Ha JIEYSHHETO C
piroxicam.

Hapywenus B yepHoApoSHaTa GyHKups (YsenueHy: CTOAHOCTH Ha
yepHOAPOSHUTE EH3UMH), OTOLM (NIpe/IMHO Ha JOJIHATE KpaiBuiy npy OOJIHK ¢
yBpezeHa chplieyHa HeHHOCT), anepriueH OTOK (Ha SHIETO ¥ phlieTe), Oyo3Hu
KOXKHH OOpYBH, BKIOUHUTEIHO CHHAPOM Ha Stevens-Johnson U TOKCHYHA
eMHAepMaiHa HeKponu3a (MHOTO pAAKa), POTOTYBCTBUTENHOCT, OOPHBM H
3aMBIICHO 3pPEHNE.

Veperxknane QyHKIUATa Ha XeMOIIOSTHYHAT CHCTEMA: HaMaNdBaHe Ha
cToliHOCTHTE Ha XeMornobuna u PCV (packed-cell volume), notuckase
arperanuira Ha TpoMOOIHTHTE.

JIokasiHo pasfpazHeHHe Ha MYKO3HHTEe MeMOpaHH (XeMOopariiHa ceKxpeuus),
GosesHeHa AedeKauys, YBeJIHUCHH TO3HBH 3a AedeKallud.

KSIMHMYHA TIPOYYBaHMS ¥ eUASMHAONOTHYHY JaHHM NPEIIoNaraT, Je
ymotpedata va nakow HCIIBC (ocobeHo Mpu BUCOKH 03K M IPOABIDKHTEIHO
MPHUOXKESHHE) MOXKE Ha CE CBBPIKE ¢ AEKO NOBHIIEH PUCK OT apTepHalHy
TPOMGOTHYHY HHUMASHTH (HanpUMep MEOKapaeH MH(APKT WY AHCYNT, BIK T.

4.4.). ima cro0IeHud 3a eleM, XUIIEPTOHU ¥ ChpAeYHa HEIOCTaThHHOCT IIPH
nedyenne ¢ HCIIBC.

IIpenosnpaxe

CHMITTOMH: 3aMasHOCT, 3aMbIIICHO 3pEHHE, KOMa.

JledeHHre: TOKA3aHO € CUMITOMATHYHO AEYeHHE,

[IpeqBapuTenty NpoyIBaHUA [IOKA3BAaT, Y€ NpHIAaraHeTo Ha aKTHBEH BBITICH
MOJXKE [a HOBese N0 HamaneHa peabcopbuus Ha piroxicam, CleAOBATENHO
gaMangeade Ha o6I0TO KONMHYECTBO OT HATMYHOTO IEKAPCTBEHO BEIIECTBO B
njpa3Mara.

Piroxicam He TOATENKH HA XEMOZHANKM3a, Thit KATO B rOJIAMa CTENEH € CBBP3aH ¢
MJIA3MEHUTE NPOTeHHH, 3aTOBa ANAIU3aTa HE € OT I0N3a IIPU IeUeB e Ha

TIPS AO3HPAHETO.
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GAPMAKOJOIAYHA JTAHHH
PapMaKoTHHAMHKA

Piroxicam e neKapcTBEHO BELIECTBO, I0KA3AI0 BHCOKA IPOTHBOBBIANIUTENHA
AKTHBHOCT TPX OCTPH M IIOAOCTPH MOJENH HA OTIHTHY JKUBOTHH. ToMH MMa
3HAYUTE/ICH AHAITETHYUEH H aHTUIpeTHueH edexT. B excriepuMeHTaNHY
YCIOBUSA NIPH MULIKH, IUTHX0BE B KydeTa 3a piroxicam € /I0Ka3aHo, Y€ ¢ Chllo
TonKoBa eheKTHBEH, WK no-edextipen or indomethacin (wanp. 30 mBTH MO~
edexrrsen mpu UV eputeM TECT), B NOBEYETO H3CTSABAHKA piroxicam Nokas3pa
1-2 TBTH TIO-BHCOKA aKTHBHOCT OT acnupuy, phenylbutazone u naproxen.

ITpu phenylquinone repuoB TECT piroxicam € NO-NOTEHTEH aHAIIETHK OT
fenoprofen u ibuprofen.

MexannzbM Ha geHcTBHE

Piroxicam MOBAMABA MHOTO OT KOMIIOHEHTHTE Ha BB3MATUTEIHIA TPOLIEC.
[ToxoGHO Ha APYTHTE HECTSPOM/IHH IIPOTHBOBB3NAMNTEIHA IeKApCTBA TOH CHIIHO
HOTHCKA IPOCTarNaHAMHOBATa CHHTE3a,

3a pasnuka ot indomethacin, piroxicam HOTHCKa 0OPATUMO HUKIOOKCHTEHA3ATA.
Toit yrpakHABa MOCTOAHSH HHXHGHpaN] edeKT BLpXy curtesata Ha PGE), PGE;
1 PGFa, B TpoMBonuTrTe. Toif TTOTHCKa (harouuTosata 1 0cBoG0oXK/NaBAHETO HA
AK3030MHa Xuposasa, Piroxicam npuTexasa ChIO ¥ HHXKOMpAI
TpoMBouuTHATa arperanys eQeKT.

In vitro, piroxicam uma ca6 eexT BbpXy aKTHBHOCTTA Ha octhoIHIIasaTa,
TpoMBOKCAH KITY MPOCTANKKIMH CHHTeTa3aTa | JTMIIOOKCHICHASHUTS CH3NMA Ha
apaxMIOHOBATa KUCETHHA.

Piroxicam He HOTHCKa CHa3MOTeHHHAT eeKT Ha histamine, serotonin,
aUeTHAXOINY HIIM TpOCTarIaHAuHHITE.

Piroxicam HsMa 3HaYUM edeKT BLpXY GyHKUHATA Ha XurioH3HO-aApeHalHaTa
cucTeMa. 3a pasiiKa OT HECTEPOUIHUTE NIPOTHBOBB3NANIUTEIHH JICKAPCTEa,
CBABPKALTA KapGOKCHIHA KMCEIHHA, piroxicam He [OBJIKABA
MHUTOXOHIPUANHUAT W MAKPO3OManeH Ca™ Tpascnopt B yepHus Apol Ha
IUIBXOBE M XaMCTEPH, KOrato & B KoHueHTpaumus 1o 300 pM.

ITopasu ToBa, Y€ B CBUINTE eKcriepuMeHTH EDsp cTOHHOCTTA 38 NIOTHCKAHE HA
TpOCTArJaHAMHOBATA CHHTE3a Bhanu3a Ha 0,35 uM, cnensa ue Ca™ Tparcriopt e
HesasHcuM OT edekTa Ha MHXHOVpaHe Ha HKIOOKCHIeHa3aTa.

PapMAKOKBEHETHKA

Cren HABRM3AHE B CHCTEMHOTO KpbBooGpamerue npk pH 7.4, romiMara 4acT oT
piroxicam npemunaBa B HoHu3HpaHa GopMa, KOATO € no-xuapoduIHa U 31paBo
CEBp2aHa ¢ MTA3MeHHTe npoTerHi. [lopumeraTa MeTaboIMTHA aKTHBHOCT B
06acTHTE ¢ BH3MATEHHE BOAY HO JIOKANHO [OBHINABAHE Ha KHCEIHHHOCTTA,
KOETO OT CBOS CTPAHA € IPEANOCTABKA 33 IPEMUHABAHETO HA piroxicam B
nunodunsa GopMa, KOATO IECHO NPOHHKBA BbB BB3IANCHATA THKAH.

Piroxicam nposiBsea aQUHUTET KbM Pa3peeicHHe BEB BB3MANCHUTS TEKaHH.
HanpumMep, NO-BHCOKH KOHIICHTPAIHK Ha piroxicam ce OTKpHBAT BEB-BE3NANICHA
il iy
KOJIHHA CTABA Ha Kyde (MOJIEN Ha BHaManenye, NpeAnsBUKac Tyt
A
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5.3.

KpUCTA/IM), KAKTO H B €leM Ha Kpaue Ha MUIIKa (MOZEN Ha OTOK, NIPEAH3BHKAH C
KapareHUH) B CPABHEHME C HEBBINAICHUTE ThKAHH.

OpraHH¥Te H THKaHHK KOHUEHTPALMH Ha piroxicam HpH IUIEXOBE Ca MO-HUCKH B
CpaBHEHHE C IU1A3MaTa, C H3KIOYEHHe Ha YepHu APpod.

ExcKpelyaTa 5a piroxicam ¢ ypusara ¢ 76 % OT IpHNOKeHaTa 033, a ¢ demeca-
22 % oT npHiokeHaTa noza. He ca Habmofapany NpE3HalK Ha KyMY/IHPaHe B
HUTO SOWH OT BETPEIIHHTE OpraHy.

['naBHETE MeTaBONHTH Ha piroxicam ca S-hydroxy piroxicam, KakTo

1 N-methyl-benzosulfonamide u Herosute ananosu. MetabonuTure HE
npuTexaraT eeKTH BHpXy OHOCHHTE3aTA Ha IPOCTarIAHAHHUTE | C2
TIPAKTHYECKH HEAKTUBRH NpPH PA3/IHYHH MOJENM Ha BL3NANCHMUA.

TpeAKAMHAYHA JAHHE 32 Oe30macHOCT

OCTPA TOKCHYHOCT

Toau Ha piroxicam, no-uucky ot 200 mg/kg opanso, IPeAWIBKKBAT NOBHIARAHE
Ha JJOKOMOTOPHATA aKTUBHOCT ¥ MHIIKH. B MO-BHCOKH JO3H, IPUIOKEHHETO Ha
NeKapCcTBEHOTO BEIIECTBO BOMH N0 aTaKcHs i BIOCIEACTBHE — H3pa3eHa CeAalHs.
CMBpPTTA HpH TE3M KUBOTHH HACTEHNBA O 8-ud AeH. o3y oT nopanbKa Ha

1000 mg/kg HHTpanepUTOHSATHO CHINO NPeAH3BHKBAT MOTHCKAHE Ha
[IeHTpaJlHATA HEPBHA CUCTEMa Ha MHULIKH,

[TpraraHeTo Ha MOAOGHY BUCOKM JO3M NPH IUIEXOBE X MAHMYHH BOJIH CaMo 110

JpasHeHe Ha CTOMAIHO-YPEBHYA TPAKT, Ge3 Aa Ce PerHCTPHPAT APYIH TOKCHIHY
FIPOMEHH.

XPOHWYHA TOKCWYHOCT

[IpoABLHKATENHOTO MPHIATaHEe Ha piroxicam Ha MHIUKY, TUIbXOBE H Ky4e€Ta BOAH
IO pa3sBUTHE Ha FACTPO-HHTECTHHANHH JIE3HH, 3HAYHTENHO I0-TEXKH TpH
JEHCKUTE, B CPABHEHUE ¢ MBIKKATE XuBoTHY. Habmomana ce ChII0 U
HaMansABaHe Ha TelIECHATA Maca U, IIpH IIBXOBETE ~ peHaIHA nanuaapHa

wekposa. [Ipu MalMYHHU He ce PETUCTpHpaT AEKapCTBEHO-CBbP3aHy TOKCHHM
TIPOABH.

TOKCHYHOCT I1I0 OTHOIIEHWE HA PEMPOIVKTUBHATA GYHKIHA
B nosu Mexcay 2.5 1 5 mg/kg piroxicam mogo6HO Ha Apyrd HHXHGHTOPH Ha
GUOCHHTE3aTa Ha IIPOCTAraHUEATE, YIBDKABA aKTa Ha pOKAaHe PH IIBX0BE,
a ro GNOKHpa HaTBAHO IpH Ao3K 10 mg/kg nHeBHO.

B nocoueHuTe J03H piroxicam He NOBIUABA INIOZOBUTOCTTA, deranHara
CMBPTHOCT H TErJIoTo Ha Iofa. He ce npossaBaT TOKCHYHK eeKTH U IIpa
MaiKaTa.

B IpyrH M3CREBARUA ca HANPABEeHH NOAOGHY HAGIOACHHA NIPH ILTBXO0BE U
sabny - fo3u 2, 5 u 10 mg/kg we npepussuxear Gerannu mandopMalHy 1 He
[OBNHSABAT NNIOAOBUTOCTTA,

B CHOTBETCTBHE C IIPEAIIECTBAlINTE AAHHH, THEBHH 031 OT 5 1 10 mg/kg
piroxicam, npunaranyu Ha GPEMEHHH THX0BE MY 15-us 1 21-us jged ot
6peMeHHOCTTa, YABIIKABAT 030-3aBUCHMO BPEMETPACHETO HA 2KTa HA PaXKIaHe.
[TocoueHHTE 03K HAMABAT ¥ pa3Mepa Ha HOBOPOJCHHTE MIbXOBEL LIy,
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JMBOTHH, TPETHPAHH B Meprofia Mexkay 1-ua u 18-us unu 20-ua OeH Ha
6peMEeHHOCTTa, PAKNAHETO 3aN04Ba Ha 23-us UM 24-14 NeH U NPOAB/IKaBa A0
24 yaca, KaT0O B OTAEIHH Ciydal 0CTaBa HEIBIIHO,

YecTo € perucTpHpat0 HOPMATHO pakaaHe, KOTaTo piroxicam e mpuiarad
Mexny 1-us1 1 16-us feH Ha OpeMeHHOCTTa.

Piroxicam IposBsBa BHCOKa TOKCHYHOCT HPH NpHIarane Ha KbpMEIN IUIbX0Be B
mo3a 10 mg/kg - 1/3 0T XBpMELIUTeS KUBOTHH Ca yMPENH MeXIy 7-1s

1 13-u4 neH cnel paxaaHeTo. Ta3n 1032 CHUIO Taka 3HaUUMO MOBIHARA K
IPOMYKIMATA Ha MILAKOTO, IIpH ayTONCHHTe ca OTKPHTH A3BM H KPBEBOM3AUBY

B CTOMAaXa, KakTO H nepuronut. Haii-nuckaTa fo3a, KOATO HE IPSAM3BHKBA
HHKAKBH HE)KENaHK Peakiiiy Y OTIMTHH XKUBOTHH, € MHOIOKPAaTHO I10-BHCOKA

OT TepanesTHYHATA /{034 IPH XOpa.

TIpy ¥3HON3RAHETO HA PASIUMHH METO/IH € YCTAHOBEHO, Ye Piroxicam He
rposBsiBa MyTareHeH eQeKT.

Piroxicam He OpoABABA U KapUHHOI€HEeH eeKT y rpusadu, JOpH NpH
TIPOAB/DKUTENHO TIPUIOKEHHE.

6. CAPMAIEBTHYHN JAHHHA
6.1. Cnucnbyx Ha NOMOHIHHATE BelleCTRA

OcBen JIeKapCTBEHOTO BELIECTBO, BCska CyHosHTOpHs chappxka Hard fat Ph.Eur,
Colloidal anhydrous hydrophobic silica EGIS Spec., Medium-chain triglycerides
Ph.Eur. and Hypromellose Ph.Eur.

6.2. HechBMECTHMOCTH

He ca uzpecTHH.

6.3. Cpok Ha TOTHOCT

5 roguuan

6.4. Crieniua/iHO MpeRynpeKaenue 3a cbXpaHeH e

Ja ce cpxparssa noj 20°C.

6.5. Bua v chabpiKanie HA OMAKOBKATA

5 cyniosuToprd Ha Gnuctep, 2 Gnuctepa (oSmo 10 CYMO3UTOPHH) Ca MOCTaBEHH B
KapTOHEHA ONaKOBKa 3a€JIHO C JIUCTOBKATA 34 MAllMCHTA.

6.6. IlpenopbKH 3a ynorpeda H cbXpaHeHne

Bmwx T 4.2.




7. VIME ¥ AJlPEC HA IIPOU3BONUATEJA

EGIS Pharmaceuticals Public Limited Company
Kereszturi ut 30-38.
1106 BUDAPEST, HUNGARY

8. IIPUTEXATEJI HA PASPEINEHMETO 3A YIIOTPEBA

EGIS Pharmaceuticals Public Limited Company
Kereszturi ut 30-38,
1106 BUDAPEST, HUNGARY

9. PEITMCTPAIIAOHEH HOMEP

Hotemin supp. 10 mg x 10: 970 0473/16.05.2003
Hotemin supp. 20 mg x 10: 970 0474/16.05.2003

10. JATA HA IIBPBO PASPEITEHUE 3A YIIOTPEBA

Hotemin supp. 10 mg x 10: 970 0473/07.10.1997
11-782/02.10.1997

Hotemin supp. 20 mg x 10: 970 0474/07.10.1997
I1-783/02.10.1997

11, JATA HA (JACTHYHA) IIPOBEPKA HA TEKCTA frf"’” By
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