KPATKA XAPAKTEPHCTHUKA HA TIPOAYKTA

1. ThPTOBCKO UME HA JEKAPCTBEHIA HPOAYKT

MELOXICAM-VITANIA 7,5 mg tablets T e T T
MEJIOKCHKAM-BUTAHH 7,5 mg Tatrerxu R i W
MELOXICAM-VITANIA 15 mg tablets Fnbi F'y’/?’é‘?/ﬁ ........ Forrremn IUUZZ{HU

MEJOKCHUKAM-BUTAHMUS 15 mg Tadbnerxu

.

. QagGpet; ‘/C / _ L7 i
2. KAYECTBEH 1 KOJIMYECTBEH CHCTAB -

1 Tabrerxa cpaBpKa 7,5 wnm 15 mg DL Ao 1028
4-xunpoxcn-2-mMerwi-N-/Smeran-2-taazonmn/-2H-1,2-6erzonasug-3-kapGoxcamun-1,1-
muokcuf = meloxicam (METOKCHKAM)

3. JEKAPCTBEHA ®OPMA
TabreTkn 3a IepopaTHO NPUIIOKEHHE

4, KINHAYHHU TAHHU

4.1.JIoxasaumust

CHMITOMATHYHO JTeYeHHE Ha :
- mpoTH4ar ¢ GONKH OCTecapTPHT (apTpo3a, JETEHEPaTHBHO CTaBHO 3a00IsiBaHe)
- PeBMaTOMAEH apTpHT
- aHKWNo3wpany cnoEmunnt (Gonect Ha bexrteper)

4.2. To3apoBKa 0 HAYHH HA MPHJI0KCHHE

Ocmeoapmpum: 7,5 mg/men. Axo e HeobGxomuMo, Ho3aTa MOxKe na OnJe

noemwmena g0 15 mg/nen

Pesmamonder apmpum 15 mg /mexn. B 3aBHCHMOCT OT TEPAIeBTHYHHUS OTFOBOD

Jxo3aTa Moxe Ja 0bae HaManena no 7,5 mg /uen
Anrunosupawy crondunum 15 mg /neH. B 3aBHCHMOCT OT TEpalNeBTUYHHSI OT
nozara Moke na ObAe HaMaeHa mo 7,5 mg /neH

TOBOD

HPH manpceHTy ¢ IOBHIICH PHCK OT HOXKCHaHH JICKAPCTBCHH pPCaKIHH JICYCHHETO Oa €€

3almo9He ¢ 1034 OT 7,5 mg/nes.

ITpr mammentd ¢ Texka OpOpedHa HEHOCTATHUHOCT Ho3aTa He Tpabpa ma mampuimasa 7,5

mg/neH

Tsit KaTo BBE3MOXHOCTYTA OT BB3HHKBAHE HAa HEXXESIAHH Peaxlyy ¢ ypenpdasa ¢ Josara H
HPOaBTAHUTCITHOCTTA Ha JICUCHHE, TpSIGBa Ja ¢ Hnpuiara Hai-HuCcKaTa e(l)eKTI'IBHa Jo3a 3a

BB3MOKHQ Hali-KpaThK MEpHoO.

IOno0mmM:
MaxcumanHara 103a Menokcukam-Buatanns, kosaro ce npenoprysa e 0,25 mg/kg

Tsii kaTo MO3HMpoOBKaTa IIPH JICHA BCe OLIE HE € YTOUHeHa, yrorpebara TpadBa 1a c
IIPH I0HOIIH U BH3PACTHH.

MakcnmantaTa fHeBHA 1032 MenokcnkaM-BUTanss, KOSTO ce NPelophusa €
Tabnerkute Tpsadea fa ce IpueMaT ¢ BOJa MM JPYTa TeUHOCT 3a¢THO ¢ XpaHa,




4.3. IlpornBonoxazanus

Ilpr CBpPLXYYBCTBHTENHOCT KbM meloxXicam MIH HSAKOE OT IIOMOIUHHTE BEIIECTBA B
npenapara. CplIecTByBa IIOTEHIHAIHA BB3MOXKHOCT 38 KPBCTOCAHA YYBCTBHTENHOCT KBM
aleTUICANHIIIOBATa KACENHHA H JPYTH HECTCPOHIHH IPOTHBOBB3ANHTENHA CPEICTBA
(HCTIBC)

MenoxcukaM-Buranns se Tpadsa Aa 0Be Ipuiaran [Py NAlUeHTH ¢ H3SIBSHH CHMIITOMH Ha
actMa, HasalIHHU IIONIHMIN, aHTHOeNeM H/IH YpPTHKapls, cjlell IPHEM Ha aleTHIICAalHHHIOBa
xucemrHa win gpyru HCTIBC. He 1pa6Ba aa ce npunara mpu:

- AXTHBHA MJIH CKOpOIIHA raCTPORHTECTHHANHA f3Ba/Tepdopaiius;

- AKTHBHO BB3NANATENHO 3a00g9BaHe Ha yeppara (OonecT Ha Kpor Min ynueposes KouT)

- Texxka gepHOKpoOHA HEAOCTATHIHOCT;

- Texka 650peuna HenoCTAIBUHOCT 03 JHanmsa;

- CplgecTayRaIlo racTpORHTECTHHAHO KBPBEHE, CKOPOIIHO MO3BYHO-CHAOBO KHPBEHE MIH
IOpYTH HApYUICHHS, CBBP3aHY ¢ KbPBEHE;

- Texxa HEKOHTPOIMpaHa ChPeYHa HeloCTaTBUHOCT;

- Hena nox 12 roguiiaa BB3pacT;

- Bpemennoct 1 xppMene

Memokcukam-BuTanus. € HIpOTHBOIIOKA3aH 3a JleYeHHe Ha IepHoneparysHa Oonka IpH
ChpfieuHa XUPYPris — aoproxopoHapeH Galtnac (CABG)

4.4.Crenuany npeazHn Mepry
Kaxto u npu npyrmre HCIIBC, HeoOxozpmo € BHMMATERHO JE4YCHHE HA MAIHCeHTH ©
NpeHIUIHE 3a00/BaHKs Ha TOPHHA TaCTPONHTECTHHANICH TPaKT ¥ IIPK NMALUEHTH, TPETHPAHK
¢ auruxoarynauTH. [lanpeHTH ¢ TacTpOMHTECTMHANHH OIiakBaHHa Tpadbsa na Opxar
Habmopasanu, Menokxcukam-BuTanus tpa0ea ga ObAe COpSH IPH KbPRALUA HENTHYHA A3Ba
HITH TRCTPOHHTECTHHANHO KPBBOTEHCHIE,

Kaxrto u npu apyrute HCTIBC, racTpoHHTeCTHHANHO KPBBOTEUSHNE, A3Ba WIH fIep(opanus.
KOHTO € Bh3MOXKHO Ia ca (arTamKl, MOTAT Ja ce MPOSEAT BHB BCEKH MOMEHT OT NEUEHHETO, ¢
i Oe3 TpenyNpeNuTeNHy CHMITOMM HAH NpeJecTBallo CEpHO3HO TacTpOHHTECTUHANHO
napymenne. [locaegunuTe OT NOKOOHM nposiBH OOHKHOBEHO €A HO-CEPHO3HM OpH IHO-
BB3PACTHU NaIHEHTH.

CepHo3HATE KOXHH peaklyi, HAKOH OT TfX (aralHu, BKIOYBAINy exchoIiaTHBeH
HepMaTaT, caHapoM Ha Stevens-Johnson M TOkCHYHA eMUAEpMANIHA HEKpoOEisa ce osobimagar
MHOrO panxo npu ynorpeta na HCTIBC. Oxazpa ce, ge manuentnTe ca W30XKEBH HA Bali-
BHCOK PIHCK OT II0sBa HA Te3M peakiyi B HAUajloTO Ha Kypca Ha JedeHue, KaTo Bb3HMKBAHETO
Ha peaximpTe B OONIIMHCTBOTO OT CIIYYanTe € B IBPRHA Mecell OT Jedenuero. 1padea na ce
npekpary yrnorpebara Ha Menokcnkam-BHTaHnsg IpH IbpBa HPOsiBa Ha KOXKeH OODHB,
MYKO3Ha JIe3Us MM HAKAKHR APYT MPH3HAK HA CBPEXUYBCTRUTEIHOCT

HCIIBC Moike ga yBenHUH PUCKA OT CEPHO3HH ChPIACIHOCHIOBH TPOMOOTHYHII HAPYIIESHMS,
MHOKapJeH HH(ApKT ¥ MO3bUEH yHap, KOHTO Morar fa 0prar daranHi. Tosu pHCK MOXe Ja
Ce YBEIHWH C IIPONBIUKHIENHOCTIA Ha JedeHue. [lanuentnre Cbe CHPAEYROCHIOBH
3a00NABAHHA WIM C PHCKOBH (DAKTOPH 3a CHLPICUHOCHAOBH 3a00JigBais MOKe ja ca
H3/I0KEHN Ha 0-BHCOK PHCK.

HCTIBC  ymxubupar cuHTe3ata Ha OBOpeYHHTe MNPOCTATNAHIMHY, KOHTO HIpadTt
coMararenHa pons npu OwvdOpeuna nepdysus. [Ipr TamumentH, DpR Kouto OBOpEUHHAT
KPBBOTOK H 00eM KpEB ca Hamanend, npunoxesdero ma HCIIBC woxe ma_yc
ceiNecTByBamaTa OsOpeuna mexommeHcarys. Haii-yecto Topa ce Habmonaea 1
TpeTHpaHe, clen kato ¢ Ouno npexkscyaro aeuenuero ¢ HCIIRC. _
C Hafi-BHCOK PHCK OT TaKaBa PeaKi(is ca MAalMeHTH B HanpenHaia BE3pact.
Tan#EHTH, TAKNBa CbC 3acToiina OR0pedHa HeFOCTaTHYROCT, YepHOnPOSHa




CHHIPOM, ChuiecTBYBAIIE OBOpeunu 3a00nsaBanud, OONHM, KOMTO HONYHYaBAT ChHBTCTBAING
nedenre ¢ auypernnd, ACE nuxuburopy, anruoteHswH I penenTopHM aHTATOHMCTH, MK
GOMHY Cliel TONEMH XUPYPTUHCCKE HHTEPREHIR, JOBEMHIANIN 10 XAroBo eMus. TTpi Taxisa
UaUuMeHTH 8 HAUalloTo Ha Tepanusra Tpsadea ja ObIaT BHUMATENIHO MOHUTOPUPAHY 00eMET Ra
Jurypesarta ¥ Os0pedraTa QyHKIpsL.

B penxu crydan HCTIBC morar fa IpHYARAT BHTEPCTHUHANEH HEDPHT, [IOMEPYIOHEDPHT.
On0Opedna MeaynapHa (Halpapra) HeKpo3a WK He(hpOTHYEH CHEAPOM.

Hosata na MenokcuxaM-BrTaHusS nIpH DamueHTH ¢ HAOPEOHAT MM KpaeH crajdii Ha
On0pedHa HENOCTATHYHOCT, HOMIOKEHN Ha XeMOMManu3a, He Tpa0ea aa nansumasa 7,5 Mr.
Tpu manueHTH ¢ JIEKO WY CPEIHO TeXKKO OFOPEYHO HAPYLISHHUE HE Ce HaNara HaMailiBaHe Ha
n03aTa (HaupHMep HalHeHTH ¢ KPeaTHHHHOB KIMPEHHC [T0-BHCOK OT 25mi/min).

Kaxro npu nosegero HCIIBC, panxo ca Ounm HadMOXapayy NOBHIOEHN HIBA HA CEpPYMHEHTE
TPaHCHMWHA3H WIM HAa APYrH napaMeTpu Ha uepHoApoOHaTta dyHKuug. B mopevero ciyuau
TOB& ca OMIM He3BaYHTE/IHN MM TIPEXONHH NOBHIICHUSA HAJ HOPMAIIHHTE CTOMHOCTH. AKO
MPOMEHMTE ¢4 SHAUMTENHH WIH IOCTOSHHH, JeueHneTo ¢ Menoxcukam-Buranns 1pabea na
Obe NPeKBCHATO U Ja OBAAT IPOBEICHH CHOTRETHHTE H3CISIBAHHUS,

[Tpy manueHTH ¢ KNUEMYECKHW CTabMIIHA YepHONpOoOHA NHpO3a Ke ce Halara HaMandBaHe Ha
no3ara.

Hpu crabu nin HeMOIIHH IANMEHTH HEXXeJaHNTE IEKAPCTBEHH Peakiliy Morar ja 6bnart no-
YeCTH I TakHBa OoyHM TpsOBa na 6n1aT Oimasko Habmonasasy. Kakro v npu apyra HCTIBC.
npenaparbT TpsOBa Ha ce HpHiara BHAMATENHO IPH NAUMEHTH B HAIpEAHANA BBH3PACT, 34
KOHTO  CBHIECTBYBA  II0-TOAMa BEPOSTHOCT Ja crpaiarl OTf HapyiueHHd Ha
On0peunara, uepHOAPOOHATA HIIH CEpAcYHATA DVHKIHS.

ITpu npunoxenne wa HCTIBC e Bp3MOXXHA WHIOYKIWS HA HATPUI, KalWii, ¥ 3aIpBXKKa HA
BOJa. KaKTO ¥ HHTephepeHINA ¢ HATPUYPSTHYHHUS eQeKT Ha NuypeTHuTe. [IpH momaTiHBl
TDAlHEHTH BEPOATHHAT pe3yaTar € 3agbn0ovaBaHe wMiIM o0OCTpAHE HA ChPACYHA
HEJOCTaTRUHOCT MM XHHOEPTOHHSA. 33 PHCKOBH NANMEHTH C¢ NPSHOPBYUBA KITHHHYHO
MOHHTOpPHpaHe,

Meloxicam, xaxro mpu mpyrure HCIIBC, Moxe Ha Mackupa CHMOTOMATE Ha Bede
ChINeCTBYBAO HHEKIIHO3HO 3ab0iIIBaHe.

VYnorpebara #a meloxicam, KakTo H Ha KOETO M Ja € JIEKapPCTBO, 38 KOETO € W3BECTHO e
WHXHOHpa THKIOOKCHIEHA3aTa/ IPOCTarTAHIMHOBHIS CHHTE3, MOXKE Ha HAPYIIH (GepTHIMTETa
H HE Ce IPEenophyBa IPH JKEHH, KOUTO HpaBIT ONHTH Ja 3adeHar. [lo Ta3u mpuuuHa, IpH
HepyTe, KOMTO MMaT 3aTpyJHeHHs Ja 3a0peMedesT MM TPOREKZAT M3CHCABaHlA 3a
CTepHIMTET TPIOBa Ja ce npekpary ynorpebara Ha meloxicam .

Menoxcnkam-Batanna tabmetkm 7,5 mg m Menokcuakam-Brranus 1abnerks 15 mg
ChEBDKAT 86 mg Jakrosza B MakCHMAaIHara IpelophuBaHa JHenHa noza. Ilanuedrare ©
BPOACHA  HEMOHOCHMOCT KBM  TajnakToza, Lapp-makrasHa  HENOCTATBYHOCT MM
PMOKO3€H/TaNaKTo3eH CHHAPOM Ha ManabcopOiin He TpsOBa a MPHEMar TO3H JIEKApCTEEH
UPOIYKT.

4.5. JlekaperBens B3aamMoNeHCTBIN
-  Jpyrm  npocrarmampmy  cumrerassu  mExuSuavopm  (PSI), mrmousangs
TIHIOKOKOPTHKOCTEPOHAK B CATHNHMIATH (2MeTHICAMIUNIOBS KICEAWHA): eNHOBPEMEHHO
npunarane ©Ha PS|, ype3s cHHeprudeH edekr, MOXe [a YBenHd
TaCTPOMHTECTHHANHH 38U M KBPBERE H HE CE IPETIOPLUBA.

He ce npenoprusa npueManero a meloxicam ¢ apyru HCIIBC.




Ilpn exHoBpemenno ppmiarane ¢ acmupun (1000 mg-Tpuxpatia gHeBHA N03a) NPH 3IpaBh
JoGposomm ce Habmonara TeHAeHIMA 3a mokauBane Ha AUC (10%) m Cmax (24%) na
meloxicam. KnuanvyHaTa 35a9MMOCT Ha TOBA B3aHMOJCSHCTRIE HE © U3BECTHA.

IIpr enHOBpEeMEHHO NpUEMAHE C TIEPOPATHH GHIMUKOAZYAGHMY, OHMUMpoMOoyuniiy
REKAPCIIBA, CUCTIEMHO NPUNAZAH XeHapuH, MpoMOOIUMUYY U CeleKmuHY UHXUbUmOopY HA
obpamnus 3axeam Ha cepomonuna (SSRIs): cHIMECTBYRA TIOBHIICH PHCK OT KPHBOTCUCHHS.
Nopajd NOTHCKaHe Ha (YHKIHWTe Ha TpoMmOoImiTuTe. Axo He Moxe jga Opme m3bersarc
¢HHOBPEMEHHOTO TIpeIHHCBAHE HA TaxkuBa JIGKAPCTBEHH NPORYKTH, HEoOXOomHMO €
BHHMATEITHOTO MOHUTOPHPAHE Ha eDEKTHTE Ha aHTHKOATYIaHTHTE.

- Jlumuii; crobmeno e, we HCIIBC mnosuinaBaT NHTHEBHTE IIa3MEBX HuBa (mopanm
HaManeHara OBOpeYHa eKCKpelHd Ha JHMTHH), KOHTO MOratr Ja MOCTHIHAT TOKCHYHH
croiinoctu. He ce mpenopsuBa enHoBpeMentara ynorpeda Ha notuii ¢ HCIIBC. Axo Takasa
KOMOHHANS € HANOXKHTENHA., TpsadBa BHHMATENHO Ja OBNAT MOHWTOPHPAHA NHUTHEBHTE
Na3MEHH KOHIIEHTPALHM IIPYU 3al0OYBAHE Ha NedeHwe ¢ meloxicam, Ipy ONpenensHe Ha
JO3UPOBKATa My M IPH IIPEYCTAHOBABAHE HA JIEUEHIIETO ¢ ICKAPCTBERUSA IPOAYKT,

- Memomparcam: HCIIBC Morar na mamanar TyOyiHaTa cekpelus Ha METOTpeckaT H TO
TO3M HAudH Ja TIOBUIOAT IIA3MEHATa MY KOHIeHTpamws. [lopagu TasH NpHwuHA IIPU
IaleHTH HA BYICOKM JO3H MeToTpekcar (Ham 15 Mr ceIMuupo) He ce npemopbuba
enHospeMennoro upmiarade ¢ HCIIBC. Tpabdsa ma ce muMa HpeABHA pHCKA OT
psaumogeiictere Mexnay HCIIBC u merorpekcaT W IpH NAarMeHTH HAa HACKH JI02W
METOTpecKkar, 0co0eHO UpH Tesnw ¢ Hapywera OsOpeuna d¢yexmus. B cuywail, = e
HeoOXoauMo KOMOUHHpPaHOo JiedeHue, TpAOBa Ja ce Ipocieaasar Oposi Ha KPbBHHTE KIETK K
OBOpeyHara pyrknut. Ocobeno BruManue ce H3HCKBd, B cnyyail ue HCIIBC u meTo1peckar
ca IPHETH B PaMKUTE HA 3 JHH KaTO B TO3HW ciyuall ONa3MeHMTe HEB2 Ha METOTpeKcaT MOraT
Ja ce TIOBMINAT ¥ A MPHUUMHAT I0-BHCOKA TOKCHIHOCT, Bhopekd ue gapMakoKugeTHKaTa Ha
MeToTpexcar (Hax 15 Mr CeIMHIYAO) He e IOBJMSABA 3HAUHMO OT ENHOBPEMEHHOTO JEUEHHE C
meloxicam, Tpsdpa ma ce ¥Ma NPEABHI, Y€ XEMATONOTHYHATA TOKCHYHOCT Ha METOPTEKCAT
MO3Ke Ja ce 3achni ot neuenuero ¢ HCIIBC.

- Konmpayenyus: Cwobieno e, ye HCIIBC nonuwxkapar edexTa HA d@HTPAYTePUHHEHTES
CpelicTBa, HO € HeOOX0AUMO [T0-HATATHITHO TIOTBLYKAABAHE.

~ Huyperuyu: 1Ipu nanmeHTH, Xouto ca aexuaparupany, seucaueto ¢ HCTIBC e cebpaano ¢
NIOTEHIHANHa BB3MOXKHOCT 0T BE3HHKBaHE Ha ocTpa OBOpeuna HemocTaTe4rocT. Iauudensy,
mpueMamn MenoxcuxkaM-Butanug i nuyperuin TpsaOea ga O6p0aT aKeKBaTHO XUZpAaTHPaHH H
DPeNy 3amoYBanHe Ha JeTeHHEeTO Oa Obe MORUTOPHpaHa TaxHaTa Os0peuna QyHKIus.

- Auwmuxunepmensusny __cpedcmsa (uanpumep 6Gera-Omoxepr. ACE-mmxmburopr,
Basomnaratopd, muyperuod): Ilpu nmeuenue ¢ HCIIBC e cwobimer noHmKeH edekT Ha
AHTUXHIIEPTCH3MBHUTE JICKAPCTREHII CPENCTEA NMOPALH HHXHOMpaHe HA MPOCTATHAHIUHUTE,
TIPHYMHABANTGI Ba30JHIATAIHA.

- HCIIBC y_aueuomensun-1I peuenropuute autaromucrd, xakro u ACE maxuGuroprre
MpoABABAT cuHEpPTHdeH e(deKT BBPXY HaMaiNgBaHETO Ha TmoMepyiHara ¢unrpamug. [lpu
DAaNHEeHTH ¢ Ipexoxiamo 0s0peuno HapylieHHEe TOBA MOXE Aa JOBeAE HO Texkka GuOpedna
HEAOCTATHUHOCT,

- Xorecmupamuynem_CBBP3Ba meloxicam B racTpOMHTECTHHANHES TPakKT H JOBEXIA AC {0~
OBp30 emuMEHIpaRe Ha meloxicam

- Hedppomorcuunocmma Ha yuknocnopun Moxe pa 0sne zacuitena ot HCTIBC BesescTnie Ha

neuexne TpadBa qa Obae HaceaBana GEGPGY-IH&T& (OYHKUHS.

Meloxicam ce envMHHEPa TOYTH M3LANO HOCPEACTBOM uepHOApOGen Mel
NpHONH3ATENHO IBe TPeTH ce Menuupa oT mmroxpom (CYP) P450 (CYP 2CY




CYP 3A4 sropoctenenen). Ocrapganara efHa TpeTa ClCEBa APYTH HAYLHH HA eNiMUBHPAHE,
KaTo NepOKCHAA3HO OKucieHue. IIpy eqHOBpPEMEHHO IPHAIOKEHNE Ha meloxicam u CpeacTsa,
38 KOWTO € M3BECTHO, ue MEXHOHpar min ce Metabomnsupar ot CYP 2C9 w/mmn CYP 3A4,
TpsGBa f1a ¢ce B3eMe IIPEABH BEPOATHOCTTA 38 (PapMaKOKUHETHIHOTO B3aMONCHCTBIE.

[Ipu emHOBPEMEHHO NPIJIOKEHHE C AHTHAUMAM, UUMETHANH, JHTOCHE ¥ ypo3eMus He ca
OWNH YCTAHOBEHU CEOTBETHH (papMAaKOKIHETHYHH JICKapCTBEHH B3auMoaeicTad,

BaaumopeiicTeys ¢ IIEPOpaHi auTHANA0e TIYHH CpeICTBa HE MOTaT Aa OBAAT F3KIFOYCHH.,

4.6. bpeMeHgoCT A KbpMeHe
Wuxnbunngara Ha IPOCTArNIAHOMHOBYS CHHTE3 MOXe HeXelNaHO ja INOBNHge OpeMeHBOCTTa
u/unn emOpuoderanroTo paseuTre. JaHHK 0T SIHASMHONOIAYHI IPOYYBAHKS NPEIIIONarar
HOBHMIUGH PHCK OT CIOHTaHEH abopT H OT ChpheuHH MaupopMallii H TacTpoXi3a CIeH
yrorpebara Ha HHxuOUTOPH Ha INPOCTAHITIAHAWHOBYS CHHTE3 B padHa OpeMEHHOCT.
AGCOMOTHHAT PUCK OT CEPAEYHO-CEHAOBH MaN(hopMalyi & HOBHIIEH OT Mo-Manko oT 1% jo
npudnnzurenso 1,5%. Canra ce, Ye pHCKBT ce MOBHIIARA ¢ K03aTa U HPOABIDKHTENROCTIA HA
neqenyero. IIpunaranero na HEXUOHTOPH HA NpOCTATIAH HHOBYSA CHHTE3 IIPH XHBOTHY BOI
N0 NOBHIIABAHE HA IIpe- H NOCTHHIANMOHHATE 3ary0u u eMOpuoderanHa cMbpTHOCT. B
JONBIHEHHE ce ChOOIaBa MOBHHIEHAa YECTOTA Ha PasNiYHA MandopMalu#d. BKIFOUUTENHO
CBPACYHOCHIOBH, IIpPH JKHBOTHE, HA KOWTO Cca MpHIOXKEHH HHXHONHTODH  Ha
NpOCTarIAHAUHOBUS CHHTES 10 BpEMe Ha OPraHoreHe3aTa. i
Jlo BpemMe Ha 7TpeTHs TpUMECTBD Ha OpeMeHHOCTIa BCHYUKM WHXHOWTOPH HAa
NPOCTArNIAHAMHOBH CHHTE3 MOTaT a NPHYUHAT Ha (eTyca:
- KapAuo-MyNMOHANHA TOKCHYHOCT (¢ WpexAeBpeMEeHHO 3aTBapdHe Ha JYKTYC
apTEPHO3YC H IYIMOHATHATA XHIICPTCH3H);
- Opbpeuna muchyHKIHA, KOATO MOXKE Ja Ipepacse B OnOpedHa HeNOCTATLUHOCT ¢
OJTHIO-XHAPOAMHHO3E.
Ha majixarta B kpast Ha OpeMeHHOCTTA:
- BB3MOXHO YABDKABAHE HA BPEeMETO Ha KbpBeHe, aHTHarperanfofeH edext. xofiTo
MOJKeE Jia ce IPOSBH JOPH NPU MHOTO HHCKM NO34;
- HEXuOupaHe Ha MaTOYHMTEe KOHTPaKIUH, KOeTo Ha JoBene Ho 3abapdHe ILIH
yOBIDKABAHE Ha PAXKIAHETO.
Hspectno e, we HCIIBC npemunaBar B kbpMara, BBOPEKH 4Ye HAMA TaKbE OMHT €
Menoxcuxam-Butarud, 1o tazm npiunna ynotpebara My fa ce n30srBa IpH KbpMayKi.

4.7. Bnusiaue Bppxy cnocobHocrTa 3a modupake ¥ padoTa ¢ MAIEHHE

He ca nposenenn cnenuduuHm IPOyUBaHMS, OTUMTAINH BIMSHHETO A JEKAPCTBEHHA
IPOAYKT BEPXY cnocoOHOCTTa 3a modupane wnu paborta ¢ mMamnay., ITauuenT, opy Kouro
¢e NpogBABa 3aManHOCT, 3PHTEIHY HAPYIIEHHS, BKNIOURTENHO 3aMbBINICHO 3PEHIE, UIH JPYTH
onnaksanys ot crpaHa Ha L{HC, Tpabsa na ce Bp3appikar oT NoRo0HN OeHHOCTH.

4.8. He:keaHR AeKapcTBeHH PeaKuEl
Psipko ce HabMiOmapaT CASHKHHUTE HEXKENMAHH NEKapCTBEHH PEaKUHH, KOHNTIO BEPOATHO €3
CBBp3anu ¢ Iprema Ha meloxicam:

Tacmpounmecmunaniy
Ilo-gecto ot 1% - gucnencusd, rafgcHe, IIOBPEHLUIAHE,
KOHCTHITALMSA,METEOPHIBM, JHAPHAA




Mexay 0,1 u 1% - npexoHu RapyIIeHHS B TAPAMETPUTE Ha YepHOApoOHaTa QyRKIMs (Hap.
MOBMIUEHH TpaHCaMUHazM i OunupyOHE), OpuIBaHe, €30(aryT, racTpoAyoAeHalHa A3Ra,
CKPHUTH HJJH MAKPOCKOIICKH YCTAHOBHMH FACTPOHHTECTHHAIHY KPBBOTCHECHS.

IMo-manxo ot (,1% - racrpounTecTHHanHa nepdhopanus, KOIUT, XeNaTHT, TACTPUT.

[acTpoHHTECTHHANHOTO KPBBOTEYCHHE, s3Ba Wi Nepdopamid € Bb3MOXKHO Ja ObjAaT
tharamHn

Xemamonrozuunu

[o-gecro or 1% - anemus

Mexny 0,1 7 1% - npoMeru 8 Opos Ha KPHEHHTE KIETKH, BKIIOYATENHO B NH(DEPEHIHATHOTO
OpoeHe Ha OemiTe KPBBHH KJITKH, JIEBKONECHHS M TpoMOounTomeHus. EXHOBPEMEHHOTO
NPHIOKEHHE HA MOTSHIIIANH0 MUEIOTOKCHYHN JICKAPCTRa, 0COOEHO MeTarpexcar, MoXKe Ia
Ce OK@KE Ipeapasnonaraml GakTop 38 Rb3HUKBAHE HA [IHTONSHHA.

Hepriamonoauynit

[lo-uecto ot 1% - myprTyC, KOXKEHE 00pHBH

Mexzay 0,1 u 1% - ctomaTut, ypTHKapus

To-manko ot 0,1% - poTouyBcTBRTENHOCT. B MHOTO pelxyl cliyyar € BE3MOJKHO Pa3BHTHETO
Ha Oymo3mu peaxuny. MyntudopMena epHTeMma., cHEmpoM Ha Steven Johnson. ToxcuuHa
eNiepManHa HeKpoIH3a.

Pecrnupamopnu

Ilo-manko ot 0,1% - II0fBa Ha acTMa P HHIMIBIIYW alCPrHTIHN KbM aCHIipDUH WAH APYTH
HCTIBC

HAC

[To-gecto or 1% - 3aMagHOCT, MTaBobOIHE

Mexny 0,1 1% - cBeTOBBpTEXK, OYdeHe B YIHHTE, CERNHBOCT.

IHo-manxo oT 0.1% - uyBCTBO 32 OOBPKAHOCT 1 JEI0PHEHTALIA H3MEHEHHE Ha HaCTPOSHHETO

Kapouosackyrapmu
Ho-uecro o1 1% - enem
Mexay 0.1 1 1% - nosumeHo KpLRHO HaNAraHe, chpileduede, 3auepryaBane

Hurouononosu

Mexny 0,1 1 1% - HeHopManul napaMeTpu Ha OBOpeusaTa QYHEKIHA (DOBHLUICH CepyMeH
KPeaATHHHH W/HIH CepYMHA ypes).

[o-manko ot 0.1% - octpa OrOpeusa HEAOCTATHUHOCT.

Ymotpebara Ha HCIIBC wmoxe pma OwBae cpep3aHa CBC CMYINEHHS NP YPHHHpaHE,
BKITIOYHTENHO OCTPa 3apHKKa Ha YPHHA.

IpUMEANY
Io-manko ot 0,1 %-KOHIOHKTHBUT. HAPYIIEHHS B 3pEHHET0, BKIIOWUTENHO 3aMEIIICHO 2PEHLIE.

Pearuuu na cepvxyyscmeumentocm
Tlo-manxo or 0.1% - armoeseM ¥ peaxkiuH Ha COPBXYYBCTBHTENHOCT
BKIIFOUHTEIHO aHAbHIAKTONIHI/aHaQUNaKTHIHE Peakiui,




4.9. Ilpenozupane

B cnyuaif Ha mpemosupane TpLOBa na OBIAT HMPHIIOKEHN CTAHHAPTHH METOREH — CTOMAIlHA
IIPOMHUBKa U HAKOH 00110 NOAKpEeNsIIy MEPKY, Thil KaT0 HE € M3BecTeH aHTUAOT. B Kiuanuan
H3CACHBaHUS € OMIO YCTAHOBEHO, UE XOIECTHPAaMUHBT YCKOpSBa ENUMHUHHPAHETO HA
meloxicam.

5. ®BAPMAKOJIOTNTYHEN JTAHHA

5.1.@apMakoIMHAMIIHH CBOCTBA

ATC MO1ACO6

Menokcukam-Butanns e HecTeponaHo nmpotuBorb3namurenHo cpencrso HCIIBC ot xnaca
Ha €HONOBATA KHUCEAUHA, KOSTO UPH ONUTH C XHBOTHHM € IOKA3aN0 IPOTHROBB3NATHTEAHH.
AHAITCTHYHH M aHTHIHPETHYHH cBolicTaa. [lpy BCHYKY CraHAapTHH MOXENH Ha BL3HalleHHE
meloxicam e mokasan CHHa NPOTHBOBEINANHUTENIHE aKTHBHOCT. BE3MOKHO € MEXaHHIMEBT
Ha CIIOMEHaTuTe Io-rope edexTH ma ce DpIKH Ha cmocobHocrta Ha meloxicam 7Ja
uuxudHUpa OHOCHATE3aTa Ha IPOCTAMAHAHANTE — H3BECTHN MEAHATOPH Ha BL3NAICHIETO.

Ilpn mTBXOBe ¢ apIPUT CPABHEHAETO HA YIIEPOTeHHATA 032 K NpPOTHBOBE3NANNTEIHATA
eeKTUBHa 1034 ¢ NOTRHPINIO BICOKA TePANeBTHYHA TPaHKIA Haj Tasy IPU CTAHIapTHMTE
HCIIBC. In vivo meloxicam mrxuOupa OHOCHHTE3aTa Ha IPOCTArIaH/IHHEI MHOIO TO-CIUIHO
HA MACTOTO Ha BBE3NAICHHETO, OTKOJKOTO B CTOMAIIIHATA MyK03a My On0penuTe.

Tesu pasmMKM ce cMf4Ta, He ca CBBP3aHM Che cenekTwBHarta uHxudmnma na COX-2 B
cpapHeHne ¢ COX-1. Hoceramunar onur e noxasan, ye COX-2 maxubunudara foBeXKAa 0
TepaneBTHuana edexr Aa HCIIBC, pokaro umxmbuumsra Ha CCX-1 e orroeopua 3a
CTOMAamHATe H OBOpeUHNTE HeXKenaHH JISKApCTBECHY PeaKkim.

CenexrusHara vExuOMIES Ha meloxicam e O1na MOTRBPHAEHA KAKTO in Vitro, Taka u ex vivo
BBPXY pa3NMuUHM CHCTEMH 34 M3IMTBaHe. IIpH DAUIOCTEH KPHBEH aHalu3 [pH YOBEK,
meloxicam e moxazan, ge mExOMpa in vitro COX-2 cenextupHocTra. Meloxicam e noxazan
II0-BHCOKA cTeneH Ha WHXMOApane wa COX-2 ceneKTHBHOCT €X Vive, ZEMOHCTPHpaHa Karto
II0-BHCOKA CTENEH HA MEXHOUpaHe Ha NMHNONOIRzaxapua-cruMynuparata PEG2 npoayiiua
(COX-2), cpaBHeHO ¢ TpoMOOKCaHOBATa NPCAYKINS B cheuppaurara ce kpui (COX-1). Tesn
e(eKTH ca OMaM 3aBUCHMH OT xo3ara. Meloxicam e moxasan NHIca Ha epeKT, KAKTO BBhPXY
arperanusra Ha TpoMmOONHTHTEe, Taka H BHPXY BPEMETO Ha KBPBEHES. 3a pasiumka OT
meloxicam. indometacin, diclofenac, ibuprofen  u naproxen, 3mauuTenHo MHXHOuUpAT
arperalusTa Ha TpPOMOOLMTHTE M YABIIKABAT BPEMETO Ha KbPREHE.

KinHu4HNTE U3NUTRAHAS TIOKA3BAaT, 4e ¢ 1o3a 7.5 u 15 mg meloxicam ca mo-penkn ciyyan
Ha TACTPOHHTECTHHAIHN HEMENAHH NEKAPCTBEHH DEaKIiH, B CPABHEHHE ChC CTAHAAPTHATA
nosa ua apyru HCIHIBC, xaro npeobiamapanie no-HHCKA € YECTOTATA Ha HEXKEJIadH PeakIlHi
KaTo HUCIHENCHS, IOBphlUaHe, ramede u  abmommuamHa Oomka. Yecrorara Ha
TaCTPOMHTECTHHANY HEKEJIAHH JICKAPCTBCHH peakKIliH, XaTo TNepdopalry, F3BH HIH
KPBBOTEUYCHN S, CHOOIICHH 3a meloxicam, ¢a HMCKY B JO303aBICHMI.

5.2. GapMakoKAHESTHIHE CBOMCYRa
Meloxicam ce abcopGupa KoGpe OT racTpPOMHTECTHHANHMA TPAKT, KOeTO pediekTHpa KaTo
Brcoka abcomoTHa SnoHamIgocT o1 89% crnen mepopanHo IPUIIOKCHYE.

Cren mpunaraHe Ha eJHOKpaTHa Jo3a meloxicam, cpemuuTe INA3MEHH KOHICHTOAMUN Ce
JOCTHIAT B paMKuTe Ha 5-6 waca.
ITpu npunarane Ha MHOTOKPATHH H03k steady-state e mocTHrHAT 3a 3 10 5 !
JloznpaHero BeAHEBX AHEBHO NOBEXKAA N0 NIASMEHH KOHLEATPATMH HE
OTHOCHTENHO HO-cnab0 OTKIOHCHHE HAa BBPXOBHTE KOHUEHTpAWUU B NOp




mcg/ml 3a 03w ot 7,5 mg u 0,8-2,0 meg/ml 3a nosu ot 15 mg, pecnextusao Cmin u Cmax
nipu steady state.

MaxcHManHuTe IMTa3MEeHH KOHIOEHTPANWH opn steady state ce gocrrrar 8 paMKuTe Ha 5-6
Jaca.

[TpoABIKUTEIHOTO NEUEHHE 34 MEePHOAH OT IIOBeYe OT €4Ha roAMHA TOKa3Ba IOA0OHMH
KOHIICHTPALKH Ha JISKapCTBOTO KaTo Te3H, HaOMOAaBaHy IPH IBPBHS IOCTHIHAT steady state.
HenpeKkscHATOTO NEYeHHE 3a TO-IPONBIDKUTENHY NepUOoAH (Hanprvep 6 MeceLa) He II0Ka3Ba
HHKAKBH IPOMEHH BBB (apMakOKHHETHKATA B CpaBHeHNe ¢ (apMmaxokiHeTnKara npu steady
state ciel jpe CceOMIIM Ha nepopanwo Jeyenme ¢ 15 mg meloxicam/neH. Begxaxsa
pazIyud Clel JIeYeHne Mo-IBIr0 0T 6 Mecena ¢a Maltko BepOSITHH,

Crenenra na abcopOupare Ha meloxicam Be ce npoOMeHA NPH €NHOBPEMEHHO IIPUEMAHE C
XpaHa.

Pasnpeoenenue

Meloxicam ce cBbp2Ba B MHOTO BHCOKA CTENEH C IUIA3MEHHTE YIPOTEMHH, OCHOBHO ¢ anfyMuH
(99%).

Meloxicam nererpupa no0pe B CHHOBHANHATA TEYHOCT, 3a Ja Jaie KOHIEHTpalHu
IpHOMH3UTENHO HOJOBHHATA OT Te3W B [IIa3MaTa

ObGeMpT Ba pasnpelelcHHe € MawbK, cpenuo 11 yurpa. MiHOuBHiyarHuTe BapHalyH ca B
nopsaeka 30-40%

Buompancoprayus

Meloxicam npeTsprnsaBa eKCTEH3HBHA HyepHOXpoOna OuoTpanchopmarma.

B ypunara ce orkpuBar 4 paszmmunm merabommita Ha meloxXicam, BCHUKH OT KOMTC ca
(hapMaKoZHHAMAYHO HEAKTHBHH.

OcHoruuAT MeTaboImT, 5’ -KapboxcmmenokckaM (60% o1 nosara) ce 06pazyRa MOCPEUCTROM
OKHCIIEHHE Ha MEXKIUHHHS MeTafonmur 5°-XUIPOKCHMETMIIMEOKCHKAM, KOiTo CBILO ce
€KCKPeTHpa, HO B IO-HHCKa cTeneH (9%) or nozara. liposelenuTe HHBHIPO NpOYYBAHRA
npenunonarat, ¥¢ CYP 2C9 wurpac Bana pond B To3d METabONUTEH IET, ¢ MHHUMAJCH
npuxoc or  CYP 3A4 uzoensuM. BeposTHo OT mepokcuiasHara aKkTHBHOCT HA NallieHTa
3aBUCAT Hpyrure Isa MerabonmrTa, KOHTO TIPEeACTasnaBaT ChOTReTHO 16% u 4% ot
IPHIIOKEHATE 034,

Enunmunupane

Meloxicam ce eKcKpeTHpa OCHOBHO mof (opMara Ha MeTaboMMTH, KOHTO ce OTKPHBAT B
€/IHAKBA CTeNleH B ypuHaTa u dexamuure. [lo-manko ot 5% oT nuepHAaTa J03a ce eKCKpeTHpa
B ypuHara, CpeaHHAT eNHMUHAIHOHEH NONYKIBOT € 0KoNo 20 daca.

TorannuAr miasMeH KIKPHHC € cpeano 8§ ml/min

Juneiinocm/nenunetinocm
Meloxicam moxasga nineiina apMaxoKuHeTHKa B TCPANCBTHUHHS 1030B JHANA30H OT 7.5 Mr
Io 15 Mr ciien mepopaiHO HIH HHTPAMYCKYJTHO IPYIIOKCHEE,

Creyuguynuy 2pynu nayueniny
YepronpoGua/Bulpeuna HeLOCTATEIHOCT
dapvakokHHeTHKATa HAa meloxXicam He ce HDOBIHABA ChINECTBEHO HHUTO OT YEpH
HUTO OT JleKa JI0 CPENHO TeXKKa OBOpedHa HeJOCTATHYHOCT. [lpu TepMmungif
HEeZO0CTaThb4HOCT, TOBUINABAHETO Ha 00eMa Ha pa3IpecacHue MOXKe Jia )mBe
KOHLEHTpanys Ha ceoboaeH meloxicam © mo Ta3w OpuywHa He TpsOsa
JHEeBHA 1033 01 7.5 M,




Haz;uenmu G HanpedHana GB3pdCH

CpeqHuir MnasMer KMPBHC opa steady state Opy TAI€ATH B HAIPESIHATA BB3PACT € MalKo
HO-HHCEK OT TO3H, KOHTO ce choOIIaBa py Io-MIagH alHeHTH.

5.3, lpenkamau=Hu JaHHM 332 0e30HaACHOCT

IIpenxnpHMYIHATE MaHHH 32 0e30TacHOCT He II0Ka3BaT CHHIECTBEHH PHCKOBE OT ynoTpebaTa
Ha Menokcukam-Brutanns. He e waGmomapan kxapuwHoreHeH ebekT Ha meloxicam mpu
IPHIIOKEHUETO My Ha rpuzaun. Miloxicam HaMa MyTareHeH edekT Ipt AmeS H3MUTBaHM:
U KIAcTOreHEH e(eKT TpPH H3CACABAaHE Ha XPOMO3OMHO OTKIOHEHHE ¢ “OBEUIKH
TUMQOIUTH I IPH iN-Vivo MUKPOSJIpeH TeCT B KOCTHHS MO3BK Ha IPH3aYH.

6. DPAPMAIIEBTHYHN TAHHMT
6.1. Concbk HAa NOMOUIHUTE BENIECTBA
Haperuuno aumecte, [pexenarnanzupano namecte (Huwecre 1500), Kononnen cumaien

auoxcun, Harpues murpar, Jlaxroza MOHOXHApAT, MHKpOKpHCTATHA LENYNo3a, Marnesien
creapar

0.2, DIGHKO-XMMEYHE HEChBMeCTHMOCTYH
He ca w3BecTHH

6.3. Cpox Ha rogHecT
3 rogRHH

6.4. Yenosus 3a cChXpaHeHne
Ha ce coxpaHaBa Ha MecTa, HeJOCTBIHY 32 Aela

6.5. Bua na onakoskara
MenoxcuxaM-Buramusa 7,5 mg ce apeiuiara s onaxoexu ot 20 Tabnera
Menoxcuxam-Butanua 15 mg ce npennara B ontakoBky oT 20 Tabnery

7. llprTe:xkaTelf Ha PashelieHIIET) 38 YEOTpeda
Burarnsa ®apma EOO/]
Codma 1309

Hpoxssopuren:
Merckle GmbH, Ludwig-Merckle-Str.3, 89143 Blaubeuren, [Nepmanis

8. Perncrpaiionen noMep

9. Jlata Ha paspemenHeTo 3a ymorpefa/ Jara Ea yALDKABAHE pPA3PEHICHIETe 32
yrorpeda

10. laTa Ha nocreiHa pedaKiiys HA TEKCTA
Hexenppu 2009




