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1. TbpProBCcKo HaMMeHORaHME Ha NleKapCTBEHNS NPOAYKT

BEXTRA® WUHICTEPCTBO HA 3IPABECHASBAHETO

BEKCTPA® fiDHAGHeHYE KbU
pagpensentie 3aynorpebale \ 4047 {01 100

2. KosinvecTBeH M KAaYECTBEH ChCTaB - WM
673/43 .09 03 ‘s
HEY

Besika dhunmupaHa Tabnetka ceabpxa 20 mg valdesexib:

3a noMowHuTE BelllecTBa BINK pasgen 6.1.
3. llekapcTEeHa hopma

dunmupann TabneTku.

Berm Tabnetku, ¢ dpopMa Ha Kancyna, oaHadveHn ¢ “20” oT egHara cTpaHa 1 “7815” or
Apyrata cTpaHa.

4. KIMMHYvHW AAHHW
4.1 MNokasanns

CumnToMaTUYHO NeYeHne Ha CCTE0apTPUT UNM peBMaToVaeH apTpuT.

Jieuerue Ha MbpBUYHE GUCMEHOpPEes.
4.2 flosnpase M Ha4YMH Ha rpusioXeHue

Bextra® ce npunara nepoparHo.
Bexira® moxe pa ce nprema ¢ unn 6es xpaHa (BUX pasfern 5.2).

Ocmeoapmpum u peamamoudex apmpum: NpenoppuntenHata fosa e 10 mg seaHbx
OHEeBHO. HAKOW NaumeHT MoXe 4a ce nosAuaAsaT no-gobpe ot 20 mg BeAHLXK AHEBHO.
Makcumannuarta npenopbuntenta gosa e 20 mg BeAHBX AHEBHO.

TMeverue Ha nppeuyHa ducmeHopes: TpenopsYUTenHaTa A03a NPY CUMNTOMETUYHOTO
neveHne e 40 mg BeaHEX iHEBHO, Koraro e Heobxoaumo. Fpes nbpeuns aeH oT
NeYeHNeTo MOXKE [ia Ce Mpueme AoMbIHUTENHa fo3a oT 40 myg, ako e Heobxoaumo. MNpe3a
crepealuyTe JHM MakcumariHaTa npenopbunTenta 4oaa e 40 mg BegHBX SHEBHO.

Mauuenmu e Hanpednarna eb3pacm;: MNpu nauMeHTy B HanpepHana BL3pacT (> 65 roguHn),
no-cneLyManHo npy Tesm ¢ tersio nog 50 kg, 3anoyHeTe eYeHNeTo ¢ Hal-Marnkarta
npenopLYMTenHa fo3a 3a oCTecapTpuT U peBMaTomaeH apTpuT (10 mg BegHBXK AHeBHO)
(ewix pazgen 5.2).

HepHodpobru yapexdarusd: Mpu NaLMeHTV ¢ Neka cTeneH Ha YepHoapobHo yBpexgaHe
(knac A no Child- Pugh) He ce Hanara kopekiiua Ha fosaTa. fledeHUeTo Npu NaumneHTy ¢
ymepeHa creneH Ha yepHogpobHo yepexaaHe (knac'B no Child- Pugh) tpsitsa fa ce
3aroyBa BHUMATENHO. 3a NeveHne Ha 0cTe0apTpUT 1 PEBMATOWAEH apTPUT criegea Aa ce
Nanos3ea Hali-HuckaTa npenopbuutTenta fosa (10 mg BegHBX AHEBHO}, & A03MDOoBL
MBPBUYHA AncMeHopen He Tpsbia Aa Hapxebpns 20 mg. Jiuncea knnHuy
naLmeHTy ¢ TeXKo YepHoapobHo yepexxaaHe (knac C no Child- Pughy). Mg
ynotpebarta npu TakMea naumMeHT € NpoTUBONoKasaHa (B pasgen 4.

Bnbpeynu yepexoarus: basupaliki ce Ha hapMaKkoKMHeTUYHUTE CBOIAG
neKa A0 ymepeHa creneH Ha 6ubpevuHo yepexaaHe (kpeatMHnHOB Knkpy
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VIINW © TEXKKA cTeneH Ha Ou6pevuHo yepexaane (kpeaTuHHOB KAvpbHE < 30 mi/min), He ce
HY)XpasT OT MPoMsiHa B Jo3MpoBKaTa. BbApeku ToBa e NpenopbYvuTeNiHO BHUMaTENHO
NPUNOXKEHUE fipK NaumenTy ¢ SLOpeyHn yBpeXgaHns Ui Te3u, NPELPa3NoNoXeHn KbM
3afpkKa Ha TeyHocT! (Buok paspern 4.4. n 5.2)

[eua u rorowu: Jlexkapcteoto Bextra® He e npoyueHo npw naumeHTy nof 18 roguHu,
Mopapy ToBa HerosaTa yrnoTpebarta He ce NpenopkYBea Apu Te3n NauueHTH.

4_3 MNpoTvRorNoKasanus

AHaMHEeCTWNYHM AaHHN 332 CBPLX4YYBCTBUTENHOCT KbM fIEKapCTBEHOTC BELUECTBO UMM KbM
HAKOe OT NOMOLLHKWTE BelUeCTEa.

AHaMHECTUYHY JaHHW 38 CBPBXUYBCTBUTENHOCT KbM CyridoHamuau (BK pazaen 4.4 n
4.8).

MauuenTy € aHamHesa 3a GPOHXOCNA3LM, OCTLP PUHKT, Ha3arHKK NoNUnK,
AHIMOHEBPOTUYEH EAEM, YPTUKAPUS UNI PESKLIMM OT anepruyeH TUM cries NpueMaHe Ha
aLeTuncanMuunosa KUCEnHa Ui HeCTeponEHN NPOTUBOBL3fANUTENHN NEKapcTBa unm
APy CeneKTUBHN MHXMOUTOpK Ha LuirookeureHasa-2 (COX-2).

Mocnegnnte Tpu Meceua oT OpeMeHHOCTTa 1 Mo BPeME Ha KbpMeHe. (BWXK pasgen 4.6 n
5.3)

AKTVBHa NENTYHA S3Ba UMM raCTROMHTECTUHAITHO KbPBEHE.
BbananurenHy 3adosisBaHna Ha YepBaTa.

TexKa 3acToliHa chpAedHa HenoCTaTE4HOCT.

Texko yepHopfpobHo yepexgare (knac C no Child- Pugh).

4.4 CrieLafiHn NPOTUBONOKa3aHUA U CReUrarHn npegynpexaeHns 3a ynotpeda

Valdecoxib Tpsabea fa ce npunara BHUMaTENHO cref aopTo-KopoHapeH Bavnac, Tei kaTo
fipK TE3N NaLMEeHTN MOXE Ja UMa TO-BUCOK PUCK OT HEXESaHW NeKapcTBEHW peaKkLmy KaTo
MOIBYHO-CBA0BN MHUWASHTK, HapylieHne Ha BbpevuHata yHKLUMS 1K YCNoXxHeHns Ha
rpbaHaTa pada (MHbekumns, gexucLeHwus), ocobeHo ako ca ¢ aHaMHesa 3a MO3bYHO-
cbaoBa GONECT UMM C MHAEKG Ha TerlecHaTa Maca > 30 kg/m®. (Bux pasgen 4.8)

Mo Bpeme Ha NOCTMAPKETHIOBOTO HABIMIofeHMe Npy NauneHTu, npuemally valdecoxib, ca
cboBLaBaHN CEPUO3HIN KOXHN PeaKLiMy, BKIIOYUTENHO eKconuaTueeH AEPMaTT,
cUHApPoM Ha Stevens-Johnson 1 TokcuuHa enwaepmManHa Hekponnaa (Bux paszaern 4.8).
Mpunaraneto Ha valdecoxib Tpsibsa Aa 6LAe NpexpaTeHo NPy Nbpsa NosBa Ha KOXKeH
06pus. MNMaumneHTn ¢ aHaMHes3a 3a aneprvs KbM CyndioHaMyan MoraT Aa UMaT MoBULLEeH
PUCK OT NoABa Ha KOXHNW peakumn (B pasgen 4.3).

IMpu nocTMapkeTMHIoBOTO Habnogenwe Ha valdecoxib ca crobllasaHk peakLUun Ha
CBPbX4YBCTBUTENHOCT (aHadmnakcus n aHrvoegem) (Bux pasgen 4.8). Hakoun ot Tesu
peakumu ca ce NosABUMM NPy MauneHTh ¢ aHamHesa 3a aneprnyeH TWh peakuum KbM
cyndonamuan (Bwxk pasfen 4.3). lNpunoxenueTo Ha valdecoxib Tpsbsa Aa 6bae
NpeycTaHOBEHO NpW MBPBUS NPU3HAK 38 CBPLXYYBCTBUTENHOCT.

HeobxogKMmo e BHMMAaTENHO nMpunaraHe Ha valdecoxib Apu naumMeHTy ¢ aHamHesa 3a
XWUMNEPTOHNS UMK CbpAEYHA HEROCTATEYHOCT MIU APYTY CLCTOSHWSA, Npedpasnonaraili
KbM 3aGpBXKa Ha TEYHOCTU. Thil KaTo MHXMGNPaHETO Ha NpocTarnaHauHOBIUSA CUHTES
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Hansraxde (Bux pazgen 5.1). BeamoxHo e Tesn eekT ga ca 4o3o-3aBucumn 1 ce
Habnogaear no-4ecto npy ynorpeda Ha JO3M, [10-BUCOKW OT NPenopbYnTenHuTe 3a
XpOHUYHO neveHne, TepanusTa c valdecoxib TpsibBa ga ce sanoysa ¢ Hail-HucKaTa
npenopbuMTENHa J032a FfpY NaLueHT ¢ aHaMHeCTUYHM JaHHK 3a XUAEPTOHUS nunu
ChpAeYHa HeJoCTaTBYHOCT WK Apyru 3abonssaHus, npeapasnonarallii KbMm 3aapExKa
Ha TEYHOCTN.

.3ano4BaHeTo Ha nevyeHneTo ¢ valdecoxib npy naumeH™ ¢ AexugpaTtauus Tpabea ga
cTaea BHMMaTenHo. Tpu Te3n NauWeHT € NpenopLYMento pexuipartupaqe npeau
Ha4anoTo Ha nedeHneTo ¢ valdecoxib.

Valdecoxib TpsbOsa fa ce M3nonasa BHUMAETENHO 1Py MaUveHTn ¢ YMEPeHoM3paseHu
YepHogpoGHK yepexaanns (knac B no Child- Pugh) (emx paspern 4.2 n 5.2).

Valdecoxib moxe ga mackupa cuMnToMuTe Ha Tpecka (Bwk pasgen 5.1). MNpu ynotpeba Ha
HECTEPOUAHM NPOTUBOBBL3NAMNMUTENHU NIEKEPCTBA U B NPEAKNMHUYHUTE NPOoYYBaHUs C
valdecoxib ca onucany M3onupaHn cnyyan Ha BRolaBaHe Ha MEKOTBKaHHK NHGeKUmn
(Bvx pasgen 5.3). [Npn onepupann nauneHT, kouTo ripuemart valdecoxib, e HeoBxoaumo
BHMMAaTENHO ga ce Habroaasa MACTOTO Ha paspesa 3a npusHauk Ha Hekums.

Mepchopaunmn, sAsea WK KbPBEHE 0T rNOpHUSE CTOMALLHO-YpEeBeH TPaKT ca HabnogasaHn
npu NaumeHTy, nekyBanu ¢ valdecoxib. CriepoearenHo, Tpsbea Aa ce BHuMasa npy
naUMeHTy ¢ aHamHesa 3a CTOMaLLHO-HpeBHO 3abonsiBaHe KaTo A3B8a Wik BE3NanuTerHn
CBCTOSHUS, KaKTO U MpY PUCKOBK NALMEHTY.

MaumeHT B HanpeHana BL3pacT Ui TaKUBa CbC CEPUO3HY CLMNBTCTBALLM 3ab0nABaHNsA
MOXXE 4a UMAT NOo-BUCOK PUCK OT HapyLUEHUs Ha chpaevHaTa (yHKUMS 1 HeXenaHu
peaKLuM OT CTpaHa Ha ropHUsi racTpo-MHTECTUHaNEH TpakT 1 6ubpeuwTe. MNopapy ToBa
Takuea nauueHTy TpAbBa ga ca nof MmeauumHcko Habriiogerne.

Twii kaTo valdecoxib HAMa edbekT BbPXY TpomOouMTUTE, TON HE MOXeE Aa 6bae NsnosseaH
KaTo 3aMECTUTEN Ha aueTuncanuuuiioBaTa KcernnHa npu CbpAeYHO-CbO0Ba
npodmnakTika (BUX pasgen 4.5).

EanHoBpemeHHOTO npunaraHe Ha valdecoxib ¢ warfarin Tpabsa fa ctaBa BHMMaTenHo.
(su paspen 4.5)

YnoTtpe6ara Ha valdecoxib, KakTo 1 Ha BCEKM NEKaPCTBEH NMPOAYKT, KOWTO nHxubnpa COX-
2, He ¢ce MPenopbLYBa Ha XKeHU, KOUTO Ce ONUTBAT fa 3abpemeHenT (BUX T. 4.6 n 5.1).

A5 JlekapcTBeHu U Apyr1 B3auMoaencTBNs

@apmarkoduHamuyHu e3aumodelicmeust

AHTUKOAryriaHTHOTO NeveHve Tpabea Aa Obae MOHUTOPKUPaHO, ocobeHo npes NbpeuTe
HAKOMKO OHW crieq 3ano4yBaHe Wi npoMsiHa Ha neveHuneTo ¢ valdecoxib npu naumeHTn,
KOMTO npuemat warfarin nnv nogobHW NPogyKTN, Thil KaTto Npy Te3N NauueHT nva
fOBULUEH PUCK OT KbpBEHE.

Valdecoxib Hama etbekt BbpXY MegumpaHnata ot acetylsalicylic acid nHxubuLma Ha
TPOMBOLMTHATA arperaunsa Ui BpEMETO Ha KbpBeHe, KoraTto ce npunara napeHTepanHo
KaTo fiekapcTeeHUs Npekypcop, parecoxib sodium, 3aeaHo ¢ acetyisalicylic acid.
KnuHu4HnTe npoy4ysammns nokasear, Yye valdecoxib moxe ga O npunarax ¢ HMcKY J03u
acetylsalicylic acid, nanonssaku Npy cbpge“Ho-cbhoBsa NpodunakTuka (B pasaen 4.4).
EnHoBpemeRrHOTO nipunarade Ha Hucku ao3u acetylsalicylic acid ¢ valdecoxib o6ave sBoan
00 MOBULLEH PUCK OT rACTPOMHTECTIHANHK YNLepaUmMn Unn APYra YCIoXHEHUS B
cpaBHeHWe ¢ MoHoTepanus ¢ valdecoxib.

HCIMBC moyxe oa HamanaT edekra Ha GuypeTuumTe 1 aHTUXUNepTeH3nBH
nexkapcTeenu npogykTu. Kakro npn HCHIBC, puckeT oT octpa 6u6peyna H
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MOXe fa ce ypernwvyn, korato valdecoxib ce npusiara egHospemeHHo ¢ ACE nHxuburopu
VM puypeTuiun.

Flpn epHoBpemerHoTo npynarale va HCTIBC u cyclosporin wnn tacrolimus ce
npepnonara, ve ce ysenuyasa HedpoTokeuuHusT edekT Ha cyclosporin u tacralimus.
BubpevHaTa doyHKLMS Tpabea Aa Obae MOHUTOPMpPAaHa NpY efHOBpeMEHHO NpuraraHe Ha
valdecoxib 1 HAKOR OT Te3n NeKapCTBEHN NPOAYKTA.

Echexmu Ha Opyau lTekapcmeeHU npodykmu ebpxy hapMakokuHemukama Ha valdecoxip

MetabonnameT Ha valdecoxib npit xopa ce Meauupa rnasHo oT naoeHaummntTe CYP3A4 u
2C9. CrniepoBaTenHo, nekapcTBeH fpoaykTy, uHxnbutopn Ha CYP3A4 n 2C9, Tpsbea ga
Ce ripunarar BHMMAaTerHo B koMBuHauusa ¢ valdecoxib.

[Mnasmerata ekcnosuuma (AUC) 3a valdecoxib ce neoeuwiaea ¢ 62% npi eHOBpeMEHHO
npunarade ¢ fiuconazole (npegrumyo CYP2CYO nuxubntop) u ¢ 38% npy eAHOBPEMEHHO
npunarade ¢ ketoconazole (CYP3A4 unxnbutop). Valdecoxib Tpstea na ce npunara B
Hal-HKCKaTa NpenopLYMTENHa Acaa NpK NauveHTy Ha Tepanus c fluconazole unu
ketoconazole.

Cnep 12-gHeBHO KoMOMHMPpaHo npunoxkeHue Ha valdecoxib (40 mg ABa N=TU AHEBHO) 1
phenytoin (300 mg BegHLX AHEBHO), KOWTO € nHAykTop Ha CYP3A4, ce Habriopapa
HamaneHne Ha nnasmenarta ekcnoauumns (AUC) Ha valdecoxib ¢ 27%. HamaneHata
nnasmeHaTa excnoanims Ha valdecoxib e oyakeaHa rnopagm 4o0pe no3HaTUTE CBOMCTBA
Ha phenytoin KaTo eH3uMeH MHAYKTOP 1 HE Ce cunTa 3a KIMHUYHO 3Havuma. [opaay Toea,
He ce M3KUCKBa YBeueHue Ha fo3aTa Ha valdecoxib, npy egHOBpPeMeHHO NpUIioxeHne ¢
phenytoin. Benpekn Topa Tesun pesyntati TpsbBa ga ce MMaT NpeasuA npy npunaraHe Ha
valdecoxib B komburauvs ¢ nHaykropu Ha CYP3A4 kaTo Hanpymep carbamazepine u
dexamethazone. KnunnuHo 3Havmmo Hamanesdme Ha AUC na valdecoxib moxe pa ce
MOTy4Y, KOraTo ce rpurara ¢ No-cureH eHsyMeH UHAYKTOp KaTo rifampicin.

MpunoxenuneTo Ha valdecoxib ¢ auTnaumaky NekapctBa (aluminium magnesium
hydroxide) He e uMano 3HaunmM eeKT BBPXY CKOpOCTTa Uik CTeneHTa Ha abcopbuws Ha
valdecoxib.

BniusiHue Ha valdecoxib enpxy chapmakokuHemurama Ha 0pyau TeKapcmeeHu npodykmu

JlevenuneTo ¢ valdecoxib (40 mg fBa NbTW SHEBHO B MPOSLSDKEHIE HA 7 QHU) BOAK A0
TPUKPATHO yBernuyasaHe Ha NfiasMeHnTe KoHUeHTpaumn Ha dextromethorphan (cyberpat
Ha CYP2D®6). CnegorartenHo, Tpabea fa ce noAxoXaa ¢ BHUMaHWeE npu e4HOBPEMEHHOTO
npunoxeHne Ha valdecoxib ¢ nekapcTBeHW NPORYKTH, KOUTO ce MeTabonuanpat npeanMHo
ot CYP2D6 1 kouTo umart TeCHW TepanesTiHy rpanuum (Hanp. flecainide, propafenone,
metoprolol).

[MnaaveHata ekcnoauuus Ha omeprazole (cybcTpat Ha CYP2C19) 40 mg et bt
Z[HEBHO ce nosumwasa ¢ 46% cnef npunaraHeTo Ha valdecoxib 40 mg ABa NbT AHEBHO B
NpogbIKeHne Ha 7 AHY, QOKATO NiasMeHaTa ekcnosnums Ha valdecoxib He ce npomehs.
Teau pesynTati NoKasear, ve Bbripeku Ye valdecoxib He ce meTaBonunanpa ot CYP2C19,
TOWM MOXe [ia € UHXMBUTOP Ha To3M n3oeHsum. lNopaaun Tora, TpaAbea Aa ce Nopxoxaa ¢
BHUMaHue, koraTto valdecoxib ce npunara ¢ nekapcTBeHN NPOAYKTH, U3BECTHU KaTo
cyb6eTpaTty Ha CYP2C19 (Hanp. omeprazole, phenytoin, diazepam unn imipramine).

B npoyusahns 3a B3aMMOZERCTBWS NPkt NAUMUEHT C pEBMaTOUIEH apTPUT, KOUTO fipuemar
execeamuyHo methotrexate nHpamyckynHo, nepopanHo npueTaT valdecoxib (40 mg Aga
NMbTY AHEBHO) HAMaLWe KNMHUYHO 3HaYKuM edhekT BbpxXy fMasMeHnTe KoHUeHTpauun Ha
methotrexate. Bunpekn Tosa TpsiGea Aa ce npoRexaa noaxoaawo HabnwheHne sa
TOKCUYHOCT, CBbp3saHa ¢ methotrexate, korato Teau ABa NeKapcTEEHY NPOLYKTa Ce
npunarat egHoOBPEeMeHHO.
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EnHoBpemMeHHOTO npunoxeHue Ha valdecoxib (40 mg gpa nbT¥ ZHEBHO 3a 7 fHW) U1 lithium
BOAYW [0 3HaUMTENHO HamarnseaHe Ha cepyMHus (25%) n 616pevqHuns (30%) knupsHe Ha
lithium ripu 34% Ro-BUCOKa CEPYMHA EKCMO3ULMA B cpasHeHWe CbC CaMOCTOATESNHO
npunoxen lithium. CepymHute KoHUeHTpaumm Ha lithium Tpsbea ga 6baaT MoOHMTOPMPaHN
BHUMATENHO, KOraTo ce 3ano4dBa unv NpoMeHsi TepanmATa ¢ valdecoxib npn naymeHTy,
npuematlin lithium. Lithium carbonate (450 mg gBa nbTy BHEBHO 3a 7 BHW) HAMaLle ethekT
BbPXY hapmarkokiHeTuaTa Ha valdecoxib.

Valdecoxib (40 mg ABa nbTW AHEBHO) MHXUBUpa MeTabonnsma Ha KoMBUHMpaHuA
nepopaneH konTpauenTtus ethinyl estradiol (EE) norethindrone (komBunauvs 35 meg/
1mg). MNnasmexaTa ekcnoanumsa Ha EE u norethindrone ce ysernvyasaT pecneKTMBHO C
34% n 20%. Toea yBenu4eHue Ha KoHUEeHTpauuaTa Ha EE Tpsabea na ce nwa npepeng,
Korato ce nogbupa noaxXoasaw KoHTpaLenTs 3a KombuHauus ¢ valdecoxib. YeenuuyeHara
nnasmeHaTa ekcno3nlus Ha EE moxe Aa yBennun YectoTaTa Ha fosiBa Ha HeXXenaHnTe
peaxuMn Ha nepopasiHuTe KOHTpauenTueK (Hanp. BEHO3HM TpomBoeMBonuyHn cubutus
NP PUCKOBYW Pyni NaLMeHTKN).

EnHoBpemeHHo npunoxeHue Ha valdecoxib u glibenclamide (cyberpat Ha CYP3A4) He
NOBNWS HUTO (hapMaKOKMHETUKATA (EKCNO3NUMATA), HUTO hapmakoiuHamvikaTa (HuBaTa
Ha KpbBHaTa 3axap W uHeynuH) Ha glibenclamide.

Uwexyuonnu adecmemuyu: Huto dapmakokuHeTukata (MeTabonnama u nrasmeHara
ekcnoanuns), Huro hapmakoguHamukata (EEL edhekTi, NCUXOMOTOPHM TECTOBE W
N3NM3aHe oT ynoiika) Ha propofol 3aa MHTpaBeHo3Ho npunoxenue (cybetpar 3a CYP2CO)
nnn midazolam 3a WHTpaBeHO3HO Npunoxerue (cyBeTpart 3a CYP3A4) ce nosnmnsiBaT ot
valdecoxib, crie MHTPaBEHO3HO NPUIIOXKEHNE Ha NeKapcTBEHWS NpeKypcop Ha valdecoxib -
parecoxib sodium.

OcBeH ToRa efAHOBpeMEHHOTO fipunaraHe ¢ valdecoxib HAMa KIMHUYHO 3HaYMM edekT
BBPXY “YepHogpobHust unn Ypesruns CYP3A4-mepunpan metabonusasM Ha nepopariHo
npuemMaHusl midazolam. Valdecoxib Hama 3HauMM echekT BbpXY (hapmakokuHeTnKaTa
kakTo Ha phentanyl IV Taka u Ha alphentanil IV (cyBerpatn Ha CYP3A4), npunaraxu
eOHOBPeMeHHO ¢ parecoxib sodium IV.

Unxanayuonru anecmemuyu: He ca npaseHy hopmantn npoyYBaxns 3a
B3aumogelicTeue. B npoyysanmnsaTa, npy kouto valdecoxib e npunarak npegonepatusHo,
He ca HabnogaBaHy J0oKasaTeNncTsa 3a hapmMakoguHaMUuyHy B3anMMOLeicTBIA Mexay
valdecoxib 1 MHXanauvMoHHUTE aHecTeTHLM asoteH okeup u isofiurane. (Bux pasgen 5.1)

4.6 BpeMeHHOCT M KbpMeHe

EpemenHocm:

MoaobHO Ha ApyrvTe NEKapCTBEHN NPOAYKTA, MHXMOMpaLLM LMKROOKCUIeHasa-2,
valdecoxib He ce npenoptYBa Ha XeHu, KOUTO Ce ONUTBAT 3a 3abpemeHesT (BX. pasgern
44,511n53).

WManonssaneTo Ha valdecoxib e npoTnBonoKasHo Npes nocreqHnTe Tpy Mecetia oT
OpeMEHHOCTTa, Thil KaTe KaKTo 1 ripy ApYri fieKapcTBeHn NpofyKTy, NHXGupatin
npocTarnaHanHOBWS CUHTES, MOXE Aa Ce NPEAM3BUKA NMPEXHEBPEMEHHO 3aTBapsaHe Ha
LYKTYC apTeprosyc uni oTcriabeaHe Ha MaTouyHUTE KOHTPaKLMKY (MpoTpaxupaHo
paxgaHe). (vx pasgen 4.3, 5.1 n 5.3). Valdecoxib ne crniegea aa ce nanorsea o speme
Ha MBPBUTE [BE TPUMEceUMsi 0T GPeMEHHOCTTa UNK paXaaHeTo OCBEH ako
foTeHUVAanHaTa rornaa 3a NauMeHTKaTa He HagXBbpns NoTeHUManHns pyuck sa nnoga.

Hama pocrate4Ho AaHHW 3a n3nonasaHeTo Ha valdecoxib npu BpeMeHHN xeHy u
BpemMe Ha paxgaxe. [poyyBaHNsTa € XXMBOTHU NOKasBaT eqeKT BLPXY
penpoaykrueHocTTa (BWXK pasgen 5.1 u 5.3). [oTenymanHmaT pyucKk Npu xopa He
N3BECTEH.
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Kbpmene:

Vaidecoxib n aktushnat metabonuT Ha valdecoxib ce ekckpeTpaT B MIISIKOTO Ha
TkxoBe. He e ussectHo ganu valdecoxib ce ekckpeTupa B YOBELIKOTO MAsKo. Valdecoxib
He TpADBa fa ce nNpunara fpu XeHu, KOMTo KbpMST. (BWK pazgen 4.3 u 5.3)

4.7 EchekTh BLpXy cnocoBbHOCTTA 22 WwodupaHe U pabota ¢ Mainkxn

He ca nposegeHy npoyyBanust 3a edrexTuTe Ha valdecoxib BbpXxy cnocoBHocTTa 3a
wodmpaHe 1 paboTta ¢ MalnHK. Bee nak natyMeHT, KOUTo Mar 3aManBaHe, BUeHe Ha
CBAT WM CBHNMBOCT MO Bpeme Ha feverue ¢ valdecoxib Tpabea fa ¢e Bb3pbpxaT oT
wodpupaHe unm pabota ¢ MatumHN.

4.8 HextenaHu sieKapcTBeHu peakumn

KnuuuiHaTa BesonacHocT Ha valdecoxib e 6una ouerneHa npu Hag 10 000 nauweHTtw, o1
KonTo Hag 2500 ¢ apTpuT ca bunn NekyBaH! B NPoaLIMKEHNE Ha NnoBeYe oT 6 Mecela it
noeede ot 600 nauueHTN ¢ apTpuT ca Bunm nekysaHu noHe 1 roguHa.

CnepHuTe HeXeraHu peakumn ca uMany no-Bucoka HYecToTa, cpasHeHo ¢ rinaugbo, n ca
cboblluenu cpeq 4824 naunenTa, npuemanu valdecoxib 10 mg go 40 mg kaTo eAnMHW4YHa
U MHOrOKpaTHa Aosa (0o 80 mg gHeBHO) B 24 nnauebo-KoTponnpak Npoy4saHust npu
ocTpa Bofka (0T 3bDeH NPonaxo, MMHeKonoriyHa, ciiel perosmpaHde Ha XepHus,
oproneguyHa Xupyprus uiin npu baiinac Ha KopoHapHa apTepnsi, KaKTo 1 rpy mbpeu4Ha
LUCMEeHOopen) unu npw apTpiT (OCTE0aPTPUT 1 peBMaToupeH apTpuT). Yectorata Ha
rMpeKkpaTsasaHe Ha NeYeHNEeTO NoPaan HexeraHn nexkapcTBeHy peakLm npu
npoyqsaHuaTa 3a octpa 6onka n apTpuT e cboTBeTHO 2,3% 1 6,8% npy nauveHTUTE Ha
Tepanus ¢ valdecoxib v 1,6% n 6% npw naumeHTUTE, Nostyyasam nnauesdo.

Hecmu (>1/100, <1/10)
A8MOHOMHa HepeHa CucmeMa; CyxoTa B YoTara, XUnepToHus.
Opearusmbm Kamo yso: nepudepeH oTok.

Facmpo-usmecmurarner mpaxm: YyBCTBO 3a NMbrHoTa, abfioMuHanHa borika, arnBeonapeH
OCTEUT, AUapuUs, AUCMENCUsi, OPUrBaHe, rageHe.

Meuxuampuyru; 6e3cbHMe, CHHIUBOCT.
Epumpouumu; aHemms.

Huxamernna cucmema; Kawnmya, apuHriT, CUHY3NT.
Koxa u koxHu npudamblu: cepbex, obpus.
Omdenumenxa cucmema: ypuHapHa nHekLus.

Hewecmu (>1/1,000, <1/100)
A8MOHOMHa HepeHa CUCINeMa; YCroxHeHa XUNepTOHKUs, CUHKOT.

OpeaHu3Mbm Kamo Yano; natonorivHa ceposHa cekpells OT cTepHanHaTa paHa, .
yCcroxHeHa aneprng, reHepannsanpal oToK, OTTOK OKONO QYUTE, VIHCbeKTV[paHe Ha paHaTa.

CupleyHo-cudosa cucmema: cCbpaevHa HegocTaTbyHOCT.

Llenmparntia u nepughepra HepeHa cucmema: XUnepToHnsl, XMNoecTesus, nape

Facmpo-unmecmuraned mpakm: LyOLeHUT, racTPOSHTePUT, racTpogyofeHa
yrilepaLuy, ractpoesodaruaneH pednyke, CTOMaTur.
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CrpdeyHa Yecrmoma u pumbM. nannuTaumn.
Ueper 0pob U xitbyka: Nosuiesn cToMHocT Ha AST, ALT.

MemabonumHu u xpaHumenHu. ysenuieHne Ha ankanHa docdarasa, ypenmyeHa ypes,
MOBULLEH KpeaTUHWUH, NOBULLEHA KpeaTUHMOCKoKMHAa3a, yBENMHEHNe Ha TENecHoTo Terno.

Tpombouumu, KbpeeHe U ChCUp8aHe: eXKXMMO3N.

feuxuampUyru: TREBOXHOCT, 0BBLPKAHOCT, HEPBHOCT.

Obuwa ycmol4ugocm Ha opzaHu3Ma: MOHWITMasa, BUPYGHN NHAIEKLIMA.
Huxamenta cucmema: DPOHXOCNa3kM, MHEBMOHNS.

Koxa u KOXHU pudambyu; YpTuKapus.

HapyweHus Ha cemuesHocmma: poMsaHa BLB BKYyCca.

Omdenumenta cucmema: anbyMIHypus, XeMaTypusi, Onurypust.
Cw0osu (ekcmpakapduarti); XemMaTom.

Qyu: 3aMBITNEHO 3pEHNE, KOHIOHKTUBUT.

Pedku (> 1/10 000, <1/1 000)
{fenmpanta u nepugepHa HepeHa cucmema: ZNCEOHUA.

Facmpo-udmecmunaneH mpakm: xemaroxeaus (M3XoXGaHe Ha KbpBaBi UanNpakHeHus),
XemaTemesa, MHTeCTUHanHa obcTpyKuvs.

Tpombouumu, KbpeeHe U cheupsaHe: TPOMBoLMTONEHUS.
MMecuxuampuyHu: penpecns,

Koxa u KoXHU ripudamsbUu; aHrmoeeM, hoTouyBCcTBUTENHACT.
YpozerumanHu: HedpuT.

CrOosu {excmpakapOuarnny); MO3bYHO-ChL0BY HapylLeHns.
JTeskouumu u PEC: neBKonieHnst.

Crieg acpTo-KopoHapeH baiinac nauveHTn, npuemalum valdecoxib 80 mg/oHeBHO, Moxe
[a UMaTt No-BUCOK PUCK OT HEXENaHW NeKapCTBEHN peakuvin KaTo MO3bYHO-ChACEN
WHLMLOEHTY, HapyLueHus B BLEpedHaTa MYHKLUMS UINW YCnoXHeHNs, CBbp3aHy G rpbaHaTa
paHa.

CriegHnTe peaKu CEPUO3HU HEXENaHW JIEKAPCTBEHN peakLyi ¢a ONUCaHM BbB BPh3aka C
ynotpebara Ha HCMBC 1 He moraTt aa 6baar nakmoyeHu 3a valdecoxib: octpa 6w6peyHa
HefOCTaTBYHOCT, XeNaTnT.

Mpy NOCTMaPKETUHIOBOTO HabNAeHWe ca cbobLieHN CriefiHUTe peakuuu:
aHauNaKTYHN peakunn, aHroegeM, epurema myntudopme, cMHIPOM Ha Stevens-
Johnson, ekcthonmaTUBEH fepMaTiT U TOKCUYHa enYagpmasiHa Hekponuaa (Bx. pasgen
43un44).

4.9 lipego3upane

He ca onucaHn criiysan Ha npegosvpane.

NNW anKkanuanupaHeTo Ha ypuHaTa MoXe Aa He ca OT Nofisa nopajn BUCOKNS
cBLp3BaHe Ha valdecoxib ¢ npoTenHuTe.
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5. @apmakonorvyHm gaHHK
5.1 dapmakoguHaMUUHK CBOCTBA

dapmakoTepanesTuyHa rpyna : Coxibs (kokeubu), ATC kog: MO1AHO3

MexaHusMbT Ha gelicTBue Ha valdecoxib e upes uHxMbupaHe Ha HMKNooKkenreHaza-2
(COX-2) — Mmeguuparus pocTarnanaMHoB cMHTES. LiMKnookcureHasaTa oTroBaps 3a
obpasyBaHeTo Ha npocTarnabiantn. Maentudvumpanu ca gee usogopmu, COX-1 n COX-
2. COX-2 e usothopmara Ha eH3umMa, KOATO e UHAYLIMPA OT NPO-Bb3NaftMTeNHY CTUMYRKN
W Ce arpegerns KaTo OTroBOpHa 3a CYHTe3a Ha NpocTaHonaHUTE MeguaTopy Ha BonkaTa,
BbananeHneTo n debpunuteta. B TepanerTuynm aosn valdecoxib e cenexktuser COX-2
MHXMBUTOP KaKToe Ha NepudepHUTE, TaKa U Ha LIeHTPanHuTe NpocTarnabHauHu U He
uHxubupa COX-1, Kato no To3u HavyuH npegnazea COX-1 3aBucMMUTE PUINONOrNYHK
npoLecy B ThKaHUTe, Hali-Beve B cToMaxa, Yepeara u Tpomboumtute. Chilo Taka ce
cmsTa, vYe COX-2, yyactea B OBynauusTa, UMNNaHTUPaHEeTO Ha ANLeKNeTkaTa U
3aTBaPSHETO Ha AYKTYC apTepunosyc, Kakro 1 BbB YHKUMUTE Ha LEHTparnHara HepeHa
cucTema (MHAYLMpaHe Ha TPecka, ycellaHeTo 3a bonka 1 nosHaBaTenHuTe dhyHKUmMN).

Ocmeoapmpum: HelictBuero Ha valdecoxib e oueHeHo B 6 ABOMHO-Crieny,
parHaoMU3MPpaHi KOHTPOMNMPEHN NMPoyYBaHns, B KouTo okorio 2670 nauneHT ¢
OCTE0apTpUT ca NeKyBaHu B NpoAbIikeHne Ha 6 Ao 52 cegmuum. Valdecoxib 10 mg u 20
Mg BEAHEX AHEBHO NoKasa 3Ha4YMTenHo nogobperve B cpasHeHne ¢ nnauebo n edekT,
nofoGeH Ha To3n npyu naproxen 500 mg ABa NbTV AHEBHO, Npy oblla otleHka Ha BonkaTa,
CKOBaHOCTTa 1 huanyeckaTa akTMRHOGT B fABE MNPOYYBaHUs C NMpogbIdKUTenHocT 12
ceaMULM MPpY NaLMEHTX C OCTEOPTPUT Ha TasobeapeHnTe U KONeHHMTE CTaBu.
Obnekyenne Ha apTpuTHaTa bosika ce chobluasa [0 24 yaca OT NPMeMaHeTo Ha NbpBata
Losa. Mpu 26- cepMUYHO NpoyYBaHe NpY NauMeHTU ¢ 0CTE0apTPUT Ha KOJIEHHUTE U
TasobeapeHUTe cTasu (HAKOW OT KOUTO Ca UMaFM U OCTE0apTPUT Ha pkKata n/uniu
rpeBHauBus cTend), valdecoxib 10 mg 1 20 mg BegHBLXK SHEBHO € noKazasn edexT
KRHUYHO cpasHuM ¢ diclofenac 75 mg aBa NbTi BHEBHO.

Peamamouder apmpum: Valdecoxib e oteHeH B 5 ABOWHO-Crieny, paHgoMuanpaHn
KOHTpOnMpaHy Npoy4BaHus, Mpy kokTo 2684 nauveHTyh ca nekysaHu ¢ valdecoxib B
npogbivkeHue Ha 6 go 26 ceamuun. [se 12-cegmuyHyu NpoyYBaHns rnokassar, ve edekTsT
Ha valdecoxib 10 mg 1 20 mg e no-gobup or nnauedo n noaober Ha naproxen 500 my
LBa [TBTH gHeBHO npk obila oLeHKa Ha KIMHUYHYK, nabopaTopHy U hyHKUMOHaHA
nokasareny Npy pesmMaTonfieH apTpUT, KaKTo U 3a nokasaTena HamansBaHe Ha cTaBHaTa
Bonka u vYyscTeutenHoct. B egHo 26-cegmuyHo npoyusaHe valdecoxib 20 mg u 40 mg
efvH MBT AHEBHO e noKasan ediext, noaobeH Ha Tosu Ha diclofenac 75 mg gsa nbTHt
nHeBHo. Valdecoxib 40 mg, obade, He e rokasan AONbNHUTENHY NPefuMcTBa npes
valdecoxib 20 mg. Valdecoxib e usnonasaH eekTBHO B KOMOMHaLNS C KOPTUKOCTEPOMAN
winu GonecromoamudrLmMpaly aHTu-pesmaTuyHn nexkapctea (DMARDS) xato
methotrexate, anatHn conn u hydroxychloroquine.

TMupeuyHa ducmeHopes: Npu MbpeUYHa BUcMeHopesi 3a obnexyaBaHe Ha MeHcTypanHata
BoMKa NOBEYETO NALMEHTKM Ce HYXOaaT camo OT egHOKpaTHa foza ot 40 mg valdecoxib.

lpoy4eaHust 8bpxy 2acmpouHmecmuranHua mpakn: B ase 12-ceaMuynn npoyyBanus
BbpXy 1866 nauweHTV ¢ OCTE0apTPUT, YeCTOTaTa Ha HAOCKOTICKW QOKa3aHWUTe racTpo-
oyoneHanHu assu npn valdecoxib 10 mg n 20 mg eguh nLT aHesHo (3-7%) e
CTaTUCTUMECKM 3HAYMMO NO-HICKa B cpaBHeHue ¢ naproxen 500 mg aBa nbT AHEBHO
(13%), ibuprofen 800 mg Tpu neTM gHesHo (16%) vwn diclofenac 75 mg ABa nbTh AHEBHO
(17%). Npn nnauebo rpynaTa yectoTara & 6-7%.
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73841 e Buna 3HaYMTENHO HO-HUCKa Npu fMauveHTuTe, Npyemall valdecoxib u B fiBete
003MPoBKY (CLOTBETHO 4% 1 8%) B CpaBHEHVe C Te3u Ha Tepanwst ¢ naproxen (18%). Bus
BTOPO 26-ceamMnyHO NpoyYBaHe, NPV KOETO eHAICCKOMMATA € HanpaBeHa caMo B kpast Ha
NPOYYBAHETO MpW 722 NauMeHTV ¢ peBMAaTONAEH apTpuT, Nekyeadn ¢ valdecoxib 20 mg u
40 mg eeaHbX agueeHo unu diclofenac 75 mg gBa MbTW SHEBHO, YecToTara Ha racTpo-
OYOASHANHUTE A3B1 € 3HAYNTENHO NO-HUCKa fipy nauneHTuTe, npuemaily valdecoxib v s
asete gosuposku (4-6%) B cpaBHeHue ¢ naumeHTuTe, Npuemanu diclofenac (16%).

B efnnH npocnektuBeH aHanus Ha 7434 nauveHT ¢ OCTE0apTPUT W PEBMAaTOMOEH apTpuT,
BKITHOYEHN B 8 KOHTPOMMpaHK NPOY4BaHNs C NPoSbmKUTENHOCT oT 12 Ao 26 cegmuuy,
FOAMIUHETS YecToTa Ha S3BEeHUTE YCROXKHEHMA (MaciBHO KbpeeHe, Nepdopauus unn
obcTpyKUmMs) npu neyderne ¢ valdecoxib 5-80 mg AHeBHO & 3HaunTenHo no-Hucka (0,67%),
OTKOJIKOTO roAuiuHaTa YectoTa nipu apyrute HCIBC, usnonasanu 3a cpasnenue (1,97%):
naproxen 500 mg gBa bt gHesHo, ibuprofen 800 mg Tpu nbTn gHeBHO y diclofenac 75
mg ABa MbTW AHEBHO. Bbhpeku No-BUCOKaTa YACHEHOCT Ha Tean YCnoxXHeHus, valdecoxib
5-80 mg LHEBHO He e ¢TaTUCTUYEeCKN 3HauYMMo pasnuyeH ot nnauebo (0,0%).
TepaneBTU4HaTa ,03a NpY OCTE0APTPUT U PEBMaTOMAEH apTpuT Bapupa B pamkute Ha 10
mg go 20 mg gHeBHO.

bnbpeyru eghekmu: Ecbextute Ha valdecoxib Bbpxy 6vbpeuunTe, cpaBHeHun ¢ nnauebo
koreerLUMoHanHu HCIMBC ca oueHeHy Ypes npocnekTneeH obegnHsBall aHanns Ha
npenBapuTesiHo AetuHnpaiy 6ubpedrn cebutust oT 5 nnauebo- Y akTUBHO-
KOHTPONMpaHn 12-cegmuyHmn NnpoyyBaHus BepXy aptpnT, obxsallaun 1806 nauveHTy ¢
OCTEOaPTPUT WMIN peBMaTongeH apTput, npuemany valdecoxib 10 mg nnu 20 mg gHeBHo.
YecToTaTa Ha Ob0pednnTe cubnTits, HabnlogaeaHa nipu Tosn aHanua nipn valdecoxib 10
mg unu 20 mg gHeeHo (3-4%), ibuprofen 800 mg Tpu nTH gHeBHO (7%), naproxen 500
mg Aea M1y gHesHo (2%) 1 diclofenac 75 mg aea nbTu AHeBHO (4%) € 3HauMTenHo no-
BMCOKa, OTKOJIKOTO npu nrianebo rpynata (1%). Bbs BCUYKK TepanesTUYHK Fpyni
rnose4yeTo o1 OBOpevrKTe CEBUTUA Ca ce ABbINKanu Ui Ha NosiBa Ha OTOK UMK Ha
BMOILEHC KPLBHO HarsiraHe.

lNpoyysaHus 3a echbexmume s8bpXy mpomboyumume: lNopeguua oT Marnku, MHOrofo308u1
npoyYBaHuA npKt 3opasu MAaan Ny B HanpeaHasia Bb3pacT (=65 rog.) xopa, npuemanu
valdecoxib (10 mg ao 40 mg gBa nbTh AHEBHO) - eAHOKpaTHa UMMM MHOToKpaTHa fo3a fo 7
OHW, nokazsat, 4e valdecoxib HaAMa edekT BbpXY TpombounTHaTa arperaums unm BpeMeTo
Ha KbpBEHE, CpaBHEHO ¢ rinauebo.

Pasnukata B TpomBounTHaTa akTMBHOCT Mexay Hakou COX-1 nHxubunpatuu HCINBC u
COX-2 cenekTuBHUTE MHXNOUTOPN MOXE fa C& oKaXe KMMHWYHO 3Ha4MMa npu naumeHT ¢
puck oT TpomBembonus, COX-2 cenexTMBHUTE MHEXMOWUTOPK HaMarsBaT opMUPaHETO Ha
cucTemeH (1 CreiOBRaTeNnHo, BEPOSTHO U eHA0TENeH) npocTaumknnt, 6es fa sacarat
TpoMBoLMTHMS TpomBoKcaH. KNuHWMHOTO 3Ha4YeHne Ha Tesun HabriofeHns He e
ycTaHoBeHo. AxnrocpouHara yrnotpeda (6 o 52 cegmuum) Ha valdecoxib npw nauuerTn ¢
OCTE0apPTPUT 1 PEBMATOWAEH apTPUT He € CBbp3aHa C MOBULLIEH PUCK OT cepuosia
CbpAEYHO-ChA0Ba 3ab0neBaeMocT, HE3aBUCUMO OT NOANEXKALLNS CbPASYHO-ChAOB PUCK:
rofaMLIHAaTa YeCTOTa Ha HesKellaHuTe cbOUTHA OT CTpaHa Ha MUuoKapa, nepugepHuTe 1
MO3BYHUTE CBEOBE Fipu NpunoxeHne Ha 10 mg valdecoxib (1,2%) 1 20 mg valdecoxib
(1,0%) e nogo6ha Ha COX-~1 unHxmnbupawmre HCMNBC naproxen 500 mg ABa nbTu ZHEBHO,
ibuprofen 800 mg Tpn MbTH gHesHo K1 diclofenac 75 mg ABa MbTH AHEBHO (2%). YecToTaTa
npw niauedo rpynata e 1,2%.

5.2. ®apmakoKkMHeTHUYHU CBOMCTBA

Abcopbuus

Valdecoxib ce abcopbupa Obp30, KaTo JOCTUra MakcymarnHa rnnasmeHa KoH
crieg, okono 3 vaca. ABcomoTHaTa BuornanuuHacT Ha valdecoxib e 83% cnefs
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MPUROKEHWE. XPaHEHETO He OKasBa 3HaunM ehekT KaKTo BbPXY MakcumanHara rniasmeHa
koHLleHTpauust (Cray), Taka 1 BbpXy cTeneHTa Ha abcopbuust (AUC), koraTo valdecoxib
npuemMaH ¢ XpaHa, Gorara Ha MasHNHKW, HO BpeMeTo 32 JOCTUraHe Ha Makcumarda
nnasmeHa koHUeHTpauus (Tmay) Ce yabixkasa ¢ 1-2 vaca. [Tpunoxenneto Ha valdecoxib ¢
aHTMaumg (anyMUHUEBO- MarHesneB XMEPOoKeuE) He oKassa CblUECTBEHO BIMHNE BbPXY
CKOpOCTTa UMK CTeneHTa Ha abcopbuvis Ha valdecoxib.

BuoHanmuHocTTa Ha valdecoxib, npunoXer nepopanto, He € KMMHUYHO 3Ha4YuMo
paznnyHa B cpaBHeHMe ¢ valdecoxib, npunoeH MHTPaBeHO3HOo flog opmaTta Ha
nekapcTBEHMs Npekypcop - parecoxib sodium.

MpubnnsuTenHara nNpoONoOPLVOHANHOCT Ha [o3aTa CnpsmMo nna3MeHarTa ekcnosuuns Ha
valdecoxib (AUC) e HaGniogaBaHa cneg npunarade Ha egHokpathn fosn valdecoxib. [Mpu
MHOrokpatHY Boau (go 100 mg/aHesHo B npogbmkeHue Ha 14 gumn) AUC Ha valdecoxib ce
yBermyaBa HervHeiHo nipy goan Hag 10 mg gea nut fHesHo. MNogobHo Ha AUC npu
eAHOKpaTHUTE [031, TE3N HENVHENHY YBennUYeHns oT 25- 45% He ce cunTaT 3a KIUHUYHO
3HaYMMIK 1 He HararaT HamaneHue Ha Ao3aTta. PaBHOBECHUTE FNMAa3sMeEHU KOHLeHTpaLn
Ha valdecoxib ce gocTuraT Npefn YeTBLPTUSA AeH OT NPUAOKEHUETO.

FPasnpedernenue

QObembT Ha pasnpegeneHune Ha valdecoxib e okono 55 nutpa. CabpasaHeTo ¢
finasMeHnTe NPoTenHy (OCHOBHO ¢ anbymuH) e okono 98% W He 3aBvcK OT
KOHUEHTpaLuuaTa B gageHnsi ananasoH (21-2384 ng/mi). Valdecoxib n HeroBuat aktneeH
meTabonuT ce pasrpaxgar FaBHO B epUTPOLUTUTE, KOETO BOAW A0 CbOTHOLLEHWEe
KpbB/Mnasma oKono 2.

YcTaHoBeHo €, 1e valdecoxib npemuHasa npes nnaueHTapHaTa Gapuepa npu rTbXose 1
zaiuu. Valdecoxib e otkpuT 1 B LiepebpocnuHanHaTa TEYHOCT Ha MiTbX0oBe.

Memabonuabm

Valdecoxib ce noanara Ha ekcTeH3nBeH YepHoapobeH MeTabonnasbm, BKAoYBaLl
MHOXECTBO ITbTHLa, BtounTernHo uutoxpom P450 (CYP)-3asucumu (CYP 3A4 u
CYP2C9) n3oeH3MM, KAKTO 1 BMPEKTHO FNIKOPOHUpaHe Ha cyndoHamugHara rpyna. [lpu
MHOIOKpaTHO [OSUpaHe HAMa KNMHUYHO 3Hayuma aBTOMHAYKLUMA Ha meTabonuama Ha
valdecoxib.

B yoeelikaTa nrasma e ycTaHoBeH eguH akiveeH meTabonut Ha valdecoxib B konu4ecTso
okornio 10% ot KoHLUeHTpauusiTa Ha valdecoxib. Tosu meTabonuT, KoiiTo e no-cnab COX-2
cenexTmBeH nHxnbuTop ot valdecoxib, cbluo nognexn Ha ekcTeH3nBeH MeTabonuabM 1
npegcTaensisa no-Manko o1 2% oT nosaTta Ha valdecoxib, exckpeTupana B ypuHaTta t
usnpakHeHusTa. Fipy MHOrOKPaTHO AO3YpaHe TOM NOKasBa MoYTH fAKHENHa KMHETUKA U
BpeMe Ha NonyXxveoT, nofobHo Ha valdecoxib. Nopaan HeroBaTa HUCKa KOHLEHTpaLus B
CUCTEMHOTO KPLBOOOpLLUEHUE CE NPYEeMa, Ye He MOBNUABa ChLUECTBEHO fnpodua Ha
BesonacHocT U echeKTUBHOCT Ha valdecoxib.

Omdenste

Valdecoxib ce enumuHMpa OCHOBHO Ypes yepHoapobeH meTabonunabM, KaTo no-Masko oT
5% 0T [03aTa ce EKCKPeTUpa B YpUHaTa U nanpaxHeHusTa B HenpomeHeH sig. Okono
70% oT posaTta ce eKcKpeTupa B YpUHaTa KaTo HeakKTUBHU MeTabomnnTi, OT KOUTO OKOIMo
20% kato valdecoxib N-rntokoporug. BpemeTo Ha nonyenumubnpane (i) e okono 8-11
vyaca, a nnasmeHusT knubpsHe (CLy) okono 6 I/h.

MNayueHmu e HanpedHana ebapacm

Valdecoxib e npunarar Ha 2 500 nauveHTn B HanpegHana ew3pact (65-92 rog
(hapMaKoKMHETUHHI 1 TepaneBTUHHW NpoyyusaHus. [lpn sgpasu JobdpoBonum g
HanpeaHana Bb3PacT, YCTAHOBEHWUSAT epoparneH KnbpbHE Ha valdecoxib e
xoeto Bogn o npubnuanTterndo 40% no-Bucoka nnasmeHa ekcriosuuma (AUG)
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valdecoxib B cpaBHeHue Che 3apaBy MAaagu gobpososnliu. KoraTo ce npeunsyncrin cnpamo
TeriecHara Maca, paBHOBECHaTa nnasmela exkcrnosuuus e 16% no-sucoka npu
BBb3PacTHUTE AoBPOBOMLY OT JKEHCKHM 10T B CPaBHEHUE ¢ BR3pacTHUTE 400POBONLM OT
MEXKN Non (B pasfen 4.2)

brbpeyHu yepexodaHus

Toit kaTo 6B6PEUHOTO erMMuHMpaHe Ha valdecoxib He e oT 3HaueHne 3a HEroBoTo
OTCTPaHsiBaHe OT opraHusma, He ca HabrmoaaBaHu KIMMHWYHO 3Ha4YUMK MpoMeHN B
KIMMbpbHCa Ha valdecoxib npu natwmenTn ¢ Texkn 6ubpeunn yepexaanusa um npu
naumMeHTn Ha auanmnaa. B fonbnHeHne, NpunaraHeTo Ha valdecoxib He e AoBeno o
3HZ3UMMA NPOMSAHAE B CPEAHNS KPEaTUHNHOB KNWPBHG NMPY NaLWeHT C NEKa JO TEXKa
cTeneH Ha OLOpeuHo yepexaaHe (BIK pasfen 4.2).

Yeprodpobru yspexdarus

TpsbBa fja ce Usnonssa Hali-mankaTa npenopbyuntenta fosa (10 mg BeAHLXK BHEBHO) Npu
OCTE0APTPUT 1 PEBMATOMAEH apTPUT, a NpK NBPBUYHA AVCMEeHOpes Ao3aTa He TpsidBa Aa
Haaxsbpns 20 mg gHeBHO, Thil KaTo NiiasMeHarTa ekcriosvums Ha valdecoxib e buna
aHauuTenHo yeenudeHa (130%) npy naumeHTn ¢ YMEpeHa CTeneH Ha YepHogpobHo
yBpeXaiaHe B CpaBHEeHME ¢ MalMeHTy C HOpMarHo dyHKUroH1paLy yeper opob. Mauventn
C TEXKY HYepHOAPOBHN YBpEeXaaHWs He ca 13cnefBaHmn 1 nopaau Tosa ynorpebara Ha
valdecoxib fipit naLyeHT ¢ TEXKN YepHOZPOGHN yBpeEKAaHUs & MPOTUBONOoKasaHa. (BIK
pasgen 4.2 u 4.3)

6.3 MNpepknuHUYHKW A2HHU 3a Ge3onacHocT

MpeakrinHuyHUTE faHHY, Ga3upaHy Ha KOHBEHUMOHANHUTE M3chieaBaHnus 3a 6e30nacHocT,
TOKCMYHOCT MPY MHOTOKPOTEH NPUEM, FrEHOTOKCHYHOCT MITW KaHLIEPOreHHOCT, He NokasBaTt
ocoBeH pucK 3a Xopa.

Mpy npoyYBaHns BbPXY TOKCMYHOCTTA NPU MHOTOKPOTEH Npuem ca Habnioaasaku
HeXernaHu cbOUTIS 0T CTPaHa Ha racTpouHTECTUHAaNHWA TpakT 1 6LOpeumTe, NnofobHo Ha
apyrute COX-uHXubnTOpK, 1 ¢a ce NosBUNN ripy A03n 2 A0 S MbTK No-FosieMu oT
TepaneBTudHaTa eKCosuLMs NpY XPOoHNYHo fiedenue ¢ 20 mg AHeBHo npu xopa. B Tean
MPOYyYBaHMS CUCTEMHATA excro3nLus 3a valdecoxib ce ysenudasa ¢ NPOABITKUTENHOCTTE
Ha JlosnpaHe 1 e CBLp3aHa C yBenvuyasaHe Ha HabnoaasahuTe HexenaHu cuonTus.
JleyenueTo ¢ valdecoxib Getile cBbP3aHO ¢ BRowasaHe v 3abaBsHe Ha 3apacTBaHeTo Ha
KOXHNTE MHDEKLMN, EMEKT BEPOSITHO CBBP3aH ¢ MHXubupaHeto Ha COX-2.

TecToBe 3a penpoAyKTMBHA TOKCUYHOCT NokKaseat pegyLvpaHa oBynauus, uMnnaHTauus v
Bpoii »meu dheTtycu (yBervueH Bpoii npen- v NoCcTUMMNNaHTaLMOHHN 3aryoun 1 TeHReHLmA
33 YBENUYEHKE Ha PaHH1Te pe3opbumn) NPy NMLX0BE, KaTo JIMACBA TOKCMYHOCT 3a
MaiikaTa npy HUBa Ha excnosnums 3a valdecoxib nogobHu Ha Tean rpu Xopa Ha
npoaLIHKUTENHa Tepanus B fosa 20 mg/aHesHo. EdexTute BLpXy oBynaumsaTa ca Guny
o6patumn. Valdecoxib He yepexaa (hepTunuTeTa Npu MbXKN MbX0BE, BKNIOYUTENHO
Gpos, nogsuxHOCTTa U MopdonoruATa Ha crnepMaTosonauTe.

Valdecoxib Hsima TepaToreHeH ediekT fpy NiTkxoee ¥ saiiuu. MNpu saium, obave, ce
HabriofaBa no-BMCoKa YecToTa Ha pesopbuuuTte, HamarieH Opoi 3ai4eTa, poAeH!
HaBeOHLX, SIEKO HaMarieHo TEHEeCHO Terfo Ha (heTyca Y YBENnYeHa YecToTa Ha CKeneTHA
marichopMaLmm, KOATO MOXe fa € CBbP3aHa G TepanuaTta, npu Aosn, KouTo He ca bunu
TOKCUYHM 33 MakaTa.

EpHokpaTHa fosa valdecoxib, npunoxeHa npy KbpMelun NbEXoBe, € fAana KoHUeHTpauum
B MNAKOTO Ha valdecoxib 1 Heros akTueeH metabonuT, NogobHY Ha Te3n B MalunKaTa
nnasma.




KPATKA XAPAKTEPUCTUKA HA MPOOYKTA
BEXTRA® 20 mg film-coated tablets

B nepu/nocTHaTanHo fpoy4saHe npu Nitbxose ce Habroaasa ysenyeHa YecToTa Ha
nocTHaTanHaTa CMbPTHOCT Ha MarkuTe Mpy oKoro 5 go 7 MbTy no-rosisiMa TepanesTuiHa
eKcnosuums oT Taau 3a xopa npu 20 mg/aeH. Mpu Bowuykn rpyni ¢ valdecoxib e
HabnogasaHo No-ABLNro N3HoceaHe.

6. dapmaueBTHUHY JaHHU
6.1 CnucbK Ha NOMOIMHNTE BENleCTBA

Lactose monohydrate, microcrystalline cellulose, pregelatinised starch (maize),
croscarmellose sodium v magnesium stearate.

dunmoBoTo Nokputie chabpka titanium dioxide (E171), hypromellose (E464), macrogol
400, polysorbate 80 (E433).

6.2 PN3UKO-XMMUYHN HECHBMECTUMOCTH
Henpunoxumo.

6.3 Cpox Ha rogHocCT

3 roguHu.

6.4 Cnenuuariiu ycrnoBus Ha GbXpaHeHue
Hsma crnieuvanHmy yKkasaHnst 3a CbXpaHeHne.
6.5 Bua Ha onakoBKaTa v CbabpKaHue

5, 10, 20, 30, 50, 100 TabneTkun B 6riuctepu ot PVC/anymuHueso conuo.
30 x 1 1 100 x 1 TabneTku B Nnepchopupan egHogo3oBu Brictepu ot PVC/anymuHni.
300 u 500 Tabnetin B 6yTunkn or HDPE.

6.6 MpenopbkM Npu ynotpeba
Hsma cnelmanHyn.

7. MpuTexaTen Ha pa3pelleHKeTo 2a ynoTpeba

Pharmacia-Pfizer EEIG
Hillbottom Road

High Wycombe
Buckinghamshire HP 12 4PX
United Kingdom

8. PerucTpalluoHeH HoOMep
9. aTa Ha NbpBO paspellaBaHe 3a ynoTpeba

10. Bata Ha (YacTu4yHa) aKkTyanusauus Ha TeKcTa




