
3lillPEH ll3BEIIIT AJ 3A OCOlillHllTE HA JIEKOT 

1. IIME HA MEJ(IIIJ;IIHCKIIOT IIPOII3BO)]; 
ARCOXIA 30 mg cp1111M 0611o)KeH11 rn6nern 
ARCOXIA 60 mg cp11nM 06J1o)KeH11 rn6nern 
ARCOXIA 90 mg cp11nM 06J1o)KeH11 rn6nern 
ARCOXIA 120 mg cp11JTM 06J1o)KeH11 rn6nern 

2. KBAJIIIT ATIIBEH II KBAHTIIT ATIIBEH COCT AB 

CeKoja cj)11J1M 06nm1<eHa rn611ern coJJ,p)1<11 30, 60, 90 11n11 120 mg etoricoxib. 

EKcu11n11eHc11 co no3HaT ecpeKT: 
30 mg Ta6neTa: 1,3 mg naKT03a (Bo cpopMa Ha MOHox11JJ,paT) 
60 mg Ta6JleTa: 2,7 mg JlaKT03a (Bo cj)opMa Ha MOHOX11)],paT) 
90 mg Ta6JleTa: 4,0 mg JlaKT03a (BO cpopMa Ha MOHOX11)],paT) 
120 mg Ta6JleTa: 5,3 mg JlaKT03a (Bo cj)opMa Ha MOHOX11)],paT) 

3a K0MnneTHa n11cTa Ha eKcu11n11eHc11 B11JJ,11 )],eJI 6.1. 

3. <l>APMAIJ;EBTCKA <l>OPMA 
<l>11J1M 06no)1<eH11 rn6nern (rn6JTern). 

Ta611eT11 0)], 30 mg: Cl1H0-3eJieHl1, BO 811)], Haja60JlKO, 611KOHBeKCHl1 Ta6neTl1 Ha e)],HaTa CTpaHa 113rpaB11paH0 
,, 10 l ", a Ha ,lJ,pyraTa - ,,ACX 30". 

Ta6J1eT11 0)], 60 mg: TeMH03eJ1eH11, BO 811)], Ha ja60JJKO, 611KOHBeKCHl1 Ta6JTeT11 Ha e)],HaTa CTpaHa 
113rpaB11paHo ,,200", a Ha JJ,pyraTa ,,ARCOXIA 60". 

Ta6neT11 0)], 90 mg: 6eJT11, BO 811)], Ha ja60JlKO, 611KOHBeKCHl1 Ta6JieTl1 Ha e)],HaTa CTpaHa 113rpaB11paH0 ,,202", 
a Ha )].pyraTa ,,ARCO XIA 90". 

Ta6neTl1 0)], 120 mg: 6JTe)],03eJleHl1, BO 811)], Ha ja6oJIKO, 611KOHBeKCHl1 Ta6JieTl1 Ha e)],HaTa CTpaHa 
113rpaB11paHo ,,204", a Ha )].pyrarn - ,,ARCOXIA 120" . 

4. KJIIIHWIKII IIO)];ATOIJ;II 

4.1. TepaneBTCKH HH)J.HKau.uu 

ARCOXIA e 11H)],11u11paHa Kaj B03pacH11 11 Kaj a)],oJTecueHrn Ha B03pacT o)], 16 ro)],11H11 11 nocrnp11 3a 
Cl1MnT0MaTCKa Tepan11ja Ha Cl1MnT0Ml1Te Ha 0CTeoapTp11Tl1C (OA), peBMaT0l1)],eH apTp11Tl1C (RA), aHKl1Jl03eH 
cn0H)],11Jll1Tl1C, KaKo 11 6oJJKa 11 3Hau11 Ha BocnaneH11e noBp3aHl1 co aKyTeH rl1XTl14eH apTp11Tl1C. 

ARCOXIA e 11HJJ,111..1,11paHa Kaj B03pacH11 11 Kaj a)],011ecueHT11 Ha B03pacT O)], 16 ro)],11H11 11 nocrnp11 3a 
KpaTKOTpajHa Tepan11ja Ha yMepeHa 6onKa no )],eHTanHa onepau11ja. 

O)].ny1<arn 3a npon11wyBalbe Ha cene1<T11BeH 11Hx11611Top Ha COX-2 ce 
11H)],11811)],YaJIHl10T ueno1<yneH p11311K Ha nau11eHT0T (811)],eTe )],eJl 4.3, 4.4). 

4.2. )];03upalhe u uaquu ua an.'lnKau.uja 
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nau11eHTOT 3a HaMMyBal-be Ha CHMnTOMHTe 11 HeroBHOT o,n_roBop Ha ,n_a,n_eHaTa Tepan11ja Tpe6a pe,n_OBHO ,n_a 
ce KOHTpOJrnpaaT, oco6eHo Kaj nau11eHTl1 KOH CTpa,n_aaT O)]_ OCTeoapTpHTHC (BH)]_eTe ,n_eJT 4.3, 4.4, 4.8 11 5.1 ). 

Ocmeoapmpumuc 
npenopa4aHaTa ,n_03a e 30 mg e,n_Haw )]_HeBHO. Bo cny4aj Ha He)]_OBOJIHO HaManyBal-be Ha CHMnTOMHTe Kaj 
HeK011 nau11eHTH, ann11u11pa1-1,e Ha 3roneMeHa ,n_o3a o,n_ 60 mg e,n_Haw ,n_HeBHO, MO)Ke ,n_a ja 3roneM11 
ecp11KaCHOCTa. Bo cny4aj Ha OTCYCTBO Ha TepaneBTCKa ecp11KaCHOCT, Tpe6a ,n_a ce np11MeHaT ,n_pyrn MO)KHl1 
TepaneBTCKH nocTanK11. 

PeGMamouiJeH apmpumuc 
npenopa4aHaTa )]_03a e 60 mg e,n_Haw )]_HeBHO. Bo cny4aj Ha He,[!_OBOJIHO HaMMyBal-be Ha CHMnTOMHTe Kaj 
HeK011 nau11eHT11, ann11u11pa1-1,e Ha 3roneMeHa ,n_03a o,n_ 90 mg e,n_Haw ,n_HeBHO, MmKe ,n_a ja 3roneM11 
ecp11KaCHOCTa. Kora nau11eHTOT KJll1Hl14Kl1 Ke ce CTa611Jll1311pa, MO)Ke ,n_a 611,n_e COO,[!_BeTHO HaMaJTyBal-be Ha 
)]_03aTa Ha 60 mg e,n_Haw ,[!_HeBHO. Bo cny4aj Ha OTCYCTBO Ha TepaneBTCKa ecp11KaCHOCT, Tpe6a ,n_a ce np11-
MeHaT ,n_pyrn MO)KHl1 TepaneBTCKl1 nocTanKH. 

AHKUJ/03eH cnoHiJuJ1umuc 
npenopa4aHaTa ,n_o3a e 60 mg e,n_Haw ,n_HeBHO. Bo cny4aj Ha He,n_oBonHo HaMMyBal-be Ha c11MnToM11Te 1<aj 
He1<011 nau11eHT11, ann11u11pa1-1,e Ha 3roneMeHa ,n_o3a o,n_ 90 mg e,n_Haw ,n_HeBHO, MO)Ke ,n_a ja 3roneM11 
ecp111<aCHOCTa. Kora nau11eHTOT KJ111Hl14Kl1 Ke ce CTa611Jll1311pa, MO)Ke ,n_a 611,n_e COO,[!_BeTHO HaMaJTyBal-be Ha 
)]_03aTa Ha 60 mg e,n_Haw )]_HeBHO. Bo cny4aj Ha OTCYCTBO Ha TepaneBTCKa ecp111<aCHOCT, Tpe6a ,n_a ce np11-
MeHaT ,n_pyrn MO)KHl1 TepaneBTCKl1 nocTanKH. 

Cocmoj6u Ha agym11a 60J1ga 
3a COCTOj611 Ha aKyTHa 6onKa, eTop11KOKC116 Tpe6a ,n_a ce ynoTpe6yBa CaMO BO nepHO)]_OT Ha Tpael-be Ha 
aKyTHHTe Cl1MnTOMl1. 

AKymeH zuxmul/eH apmpumuc 
TTpenopa4aHaTa ,n_o3a e 120 mg e,n_Haw ,n_HeBHO. Bo KJIHHl14KHTe 11cn11TyBal-ba 3a a1<yTeH rHXTH4eH apTp11T11c, 
eTOp11KOKCl16 611J1 ,n_a,n_eH BO Tpael-be O)]_ 8 ,n_eHa. 

IlocmonepamuG11a 6011Ka no iJe1-m1aJ1Ha onepai1u)a 
npenopa4aHaTa ,n_03a e 90 mg e,n_Ha ,n_HeBHo, orpaH114eHo ,n_o MaKCHMYM 3 ,n_eHa. HeK011 nau11eHT11 MO)Ke ,n_a 
11MaaT noTpe6a o,n_ ,n_pyra nocTonepaTHBHa aHaJ1re311ja KaKo ,n_ononHyBal-be Ha ARCOXlA 3a BpeMe Ha 
Tp11,n_HeBHHOT nep110,n_ Ha Tepan11ja. 

,n:0311 nOBl1COKl1 O)]_ OHHe KOH ce npenopa4yBaaT 3a ceKOJa l1H)]_ l1Kau,11ja: 11Jll1 He nOKa)KaJle )]_O)]_aTHa 
ecp111<aCHOCT 11n11 He ce npoy4eH11. Cnope,n_ Toa: 

,n:03aTa 3a OA He Tpe6a ,n_a 611,n_e noroneMa o,n_ 60 mg Ha ,n_eH. 
,n:03aTa 3a RA 11 aHKl1Jl03eH cnoH,n_11n11T11c He Tpe6a ,n_a 611,n_e noroneMa o,n_ 90 mg Ha ,n_eH. 
,n:03arn 3a aKyTeH rnxT He Tpe6a ,n_a 611,n_e noroneMa o,n_ 120 mg Ha ,n_eH, co orpaH114eHo BpeMeTpae1-1,e Ha 
TpeTMaHOT )]_O MaKCHMYM O)]_ 8 ,n_eHa. 
,z::i:03arn 3a nocTonepaTHBHaTa 6onKa no ,n_eHTMHa onepau11ja He Tpe6a ,n_a 611,n_e ~~~~ mg, co 
orpaHl14eHO BpeMeTpael-be Ha TpeTMaHOT )]_O MaKCHMYM O)]_ 3 ,n_eHa. 

TToce6H11 nonynau1111 

$ 
IloGo3parnu nai1ueHmu :.;s,s,.,y 

• ✓y 
3a noBo3pacH11Te n11ua He e noTpe6Ho np11naro,n_yBa1-1,e Ha ,n_o3arn. KaKo 11 3a ,n_pyr • 
noroneMa npeTnmn11BocT co noBo3pacH11Te nau11eHT11 (B11,n_eTe ,n_en 4.4). 

Ilai1ue11mu co xenamaJ111a w1cyrf.Julfuem1u)a 
Ee3 orne,n_ Ha 11H,n_111<au11jarn, 3a nau,11eHrn co 6nara xenaTaJTHa ,n_11ccpyHKu,11ja (Child-Pugh noeHH 5-6) He 
Tpe6a ,n_a ce arrn11u11pa ,n_o3a noroneMa o,n_ 60 mg e,n_Haw ,n_HeBHO. 3a nau11eHT11 KOH cTpa,n_aaT o,n_ yMepeHa 
xenaTaJTHa ,n_11ccpyHKu11ja (Child-Pugh noeH11 7-9), 6e3 orne,n_ Ha 11H,n_11Kau,11jarn, He Tpe6a ,n_a ce ann11u11pa 
,n_03a noroneMa o,n_ 30 mg eiJHaut dHeGHO. 
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l0HIHl1LfKHTe HCKYCTBa ce orpaHHLfeHH oco6eHO Kaj nau,11eHTl1 co yMepeHa xenaTaJlHa )],HC<pYHKU,Hja 11 3aToa 
Tpe6a )],ace 611)],e npeTna3nHB. He nOCTOH Kn11Hl1LfKO HCKYCTBO 3a nau,11eHTl1 co cep1103Ha xenaTanHa 
,1J,11ccpyHKu,11ja (Child-Pugh noeH11 ~ 1 O); cnope,1], TOa, Herosarn ynoTpe6a e KOHTpa11H,1J,11u,11paHa 3a osoj BH)], 
nau,11eHT11 (s11,1J,eTe )],en 4.3 , 4.4 11 5.2). 

Ilal{ue1-1mu co 6y6pe:J1c1-1a w1cyrjJui1ue1-1Lfu}a 
He e noTpe6Ho np11naro,1J,ysal-be Ha )],03arn 3a nau,11eHT11 co KpeaTHHHH Kn11peHc ~30 ml/min (s11,1J,eTe )],en 
5.2). YnoTpe6arn Ha eTOp11KOKCl16 Kaj nau,11eHTl1 co KpeaTHHHH KnHpeHC <30 ml/min e KOHTpa11H)],11U,11paHa 
(s11,1J,eTe )],en 4.3 11 4.4). 

II eoujampucKa nonyflal{uja 
ETop11KoKc116 e KOHTpa11H,1J,11u,11paH 3a ,1J,eu,a 11 a,1J,onecu,eHT11 no)], l 6-ro,1J,11wHa B03pacT (s11,1J,eTe )],en 4.3). 

HaLfHH Ha ynOTpe6a 
ARCOXIA ce ann11u,11pa opanHo 11 Mm1<e )],a ce 3eMa co 11n11 6e3 xpaHa. ,[(ejcTBOTO Ha neKoT 3anoL1Hysa 
no6p3o )],OKOnKy ARCOXIA ce 3eMe 6e3 xpaHa. Toa ce npaKrnKysa Kora e noTpe6Ho 6p3o HaManysal-be Ha 
CHMnTOMHTe. 

4.3. KonTpauunuKauuu 

• X11nepceH311Tl1BHOCT Ha aKTHBHaTa cyncTaHU,Hja 11n11 Ha 611no KOj 0)], eKCU,HnHeHCHTe HaBe)],eHH BO )],en 
6.1. 

• AKTHBeH nenTHLfeH ynKyc 11n11 aKTHBHO racTpOHHTeCTHHanHO (fl1) Kpsape!-be. 

• flau,11eHTH Kaj KOH no 3eMal-be Ha au,eT11ncan11u,11nHa K11cen11Ha 11n11 HCAl1Jl BKnYLfHTenHo 11 
11Hx11611Top11 Ha COX-2 (u,11KnOOKc11reHa3a-2) ce jas11n 6poHxocna1aM, aKyTeH p11H11T11c, Ha3anH11 
non11n11, aHrHOHeBpOTCKH e)],eM, YPTHKap11ja, 11n11 aneprnCKH THn Ha peaKU,1111. 

• EpeMeHOCT 11 .uoel-be (s11.ueTe .uen 4.6 11 5.3). 

• Cep1103Ha xenaTanHa .u11ccpyHKU,11ja ( cepyMCKH an6yMHH <25 g/1 11n11 Child-Pugh noeH11 ~ 10). 

• flpou,eHeT 6y6pe)KeH KpeaTHHHH KnHpeHC <30 ml/min. 

• ,[(eu,a 11 a.uonecu,eHTH no.u l 6-ro.u11wHa B03pacT. 

• Bocnan11TenHo 3a6onysal-be Ha u,pesaTa. 

• KoHrecrnsHa cpu,esa cna6ocT (NYHA Il-IV). 

• TTau,11eHTl1 co BHCOK npHTHCOK, LfHjWTO KpBeH npHTHCOK e nocTojaHo noKaLfeH Ha.u 140/90 mmHg 11 
KOjWTO He 611n coo.useTHO KOHTpon11paH. 

• Yrnp.ueHo 11cxeM111-1Ho .3a6onysal-be Ha cpu,eTo, 3a6onysal-be Ha 
u,epe6posacKynapHo 3a6onysaI-be. 

4.4. Iloce6uu npenynpeJ:.yean,a u MepKH ua npeTna3JIHB0CT npu ynoTpe6aTa 

I'acmpou1-1mecmu1-1Gfl1-1u erjJeKmu 
K0Mnn11Kau,1111 Ha ropHHOT racTpOHHTecrnHaneH TpaKT [TTepcbopau,1111, YnKyc11 11n11 Kpsape!-be (TTYK)], np11 
WTO HeKOH pe3ynT11pane BO cpaTan~H HCXO.U, ce 3a6ene)KaH11 Kaj nau,11eHTl1 KOH 611ne TpeT11paH11 co 
eTOp11KOKCl16. 
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Ce npenopaYyBa npeTna3JlHBOCT npH TpeT11pa1-beTO Ha nau11eHTH co HajBHCOK CTeneH Ha p113HK O,l], nojaBa Ha 
racTpOHHTeCTHHaJJHH KOMnJIHKaUHH co HCAHn: noB03paCHHTe n11ua, nau11eHTH KOH napanenHO KOpHCTaT 
611no KaKBH ,ll,pyrn HCAHn 11n11 aueT11ncan11u11nHa K11cen11Ha, 11n11 nau11eHTH co npeTXO,l],Ha 11cTop11ja Ha 
racTpOHHTeCTHHaJJHO 3a6onyBal-be, KaKO WTO ce ynKyc 11 KpBapel-be O,l], racTpOHHTeCTHHaJJHl10T TpaKT. 

PH3HKOT O,l], racTp011HTeCTHHaJJHH HecaKaHl1 ecpeKTl1 (racTp011HTeCTl1HaJJeH ynKyc 11JIH ,ll,pyrn 
racTpOHHTeCTHHaJJHH KOMnJ111Kau1111) ,l],O,l],aTHO ce 3fOJleMyBa aKO eTop11KOKC116 ce 3eMa 11CTOBpeMeHO co 
aueTHJlCaJJHUHJlHa Kl1CeJ111Ha (,ll,yp11 11 npH Hl1CKH ,l],0311). ,1J;onroTpajHHTe KJil1HHYKH 11cn11TyBal-ba He nOK<l)l(aa 
3HaYHTeJIHa pa3JlHKa BO racTp011HTeCTHHaJJHaTa 6e36e,l],HOCT O,l], acneKT Ha ceneKTHBHHTe HHXH6HTOpH Ha 
COX-2 + aueT11ncan11u11nHa K11cen11Ha, HacnpoTH HCAHn + aueT11ncan11u11nHa K11cen11Ha (B11,l],eTe )],en 5.1) . 

KapouoGacKyllapHu erjJeKmu 
Km1Hl1YKHTe 11cn11TyBal-ba yKmKyBaaT ,l],eKa JleKOBHTe K011 cnafaaT BO KJiacaTa Ha ceneKTHBHH HHXH6HTOp11 
Ha COX-2, MO)Ke ,l],a 611,l],aT noBp3aH11 co pH3HKOT OJ], TpoM60TcK11 HaCTaHH ( oco6eHo MHOKap,ll,11janeH 
HHcpapKT (Ml1) 11 M030YeH y,ll,ap), BO O,lJ,HOc Ha nnaue6o 11 HeKoH HCAl1n. 011,l],ej1<11 Kap,ll,HOBacKynapHHOT 
p113HK O,l], eTOpHKOKCH6 MO)Ke ,l],a ce 3roJleMH co ,l],03aTa 11 BpeMeTpael-beTO Ha H3JlO)KeHOCTa, Tpe6a ,l],a ce 
np11MeHH HajManaTa ecp11KaCHa ,l],03a co HajKpaTKO MO)KHO BpeMeTpael-be. I1oTpe6aTa Ha nau11eHTOT 3a 
HaManyBal-be Ha CHMnTOMHTe KaKO 11 HerOBHOT 0,l],fOBOp Ha Tepan11jaTa Tpe6a pe,ll,OBHO ,l],a ce KOHTpon11paaT, 
oco6eHo Kaj nau11eHT11 KOH cTpa,ll,aaT OJ], ocTeoapTp11rnc (B11,l],eTe )],en 4.2, 4.3, 4.8 11 5.1). 

TTau11eHT11 co 3HaYajHH cpaKTOp11 Ha p11311K 3a Kap,ll,HOBacKynapH11 HaCTaHl1 (Ha np. x11nepTeH3Hja, 
x11nepn11n11,l],eM11ja, ,l],11ja6eTec Men11Tyc, nywel-be), MO)Ke ,ll,a ce TpeT11paaT co eTop11KoKc116 co roneMo 
BHl1MaH11e (BH,l],eTe ,l],eJl 5.1 ). 

CeneKTHBHHTe 11Hx11611Top11 Ha COX-2 He ce 3aMeHa 3a aueT11ncan11u11nHa K11cen11Ha, 3a npocp11naKca Ha 
Kap,ll,110BacKynapH11 TpoM60eM60J111CKH 3a6onyBal-ba, nopa,ll,H Toa WTO Kaj HHB noCTOH He,l],OCTaTOK Ha 
aHTHTpoM60UHTHO ,l],ejcTBO. Cnope,ll, TOa, aHTHTpOM60UHTHHTe Tepan1111 He Tpe6a ,l],a ce npeKHHyBaaT 
(B11,l],eTe norope )],en 4.5 11 5.1 ). 

Ey6pe:>1cHu erjJeKmu 
6y6pe)KHHTe npocrnrnaH,lJ,HHH MO)Ke ,l],a HMaaT KOMneH3aUHCKa ynora 3a O,ll,p)KyBal-be Ha 6y6pe)KHaTa 
nepcpy311ja. Cnope,ll, ma, BO ycnoBH Ha 3arpo3eHa 6y6pe)KHa nepcpy311ja, ann11Kau11jarn Ha ernp11K0Kc116 
MO)Ke ,l],a npe,ll,H3Bl1Ka HaManyBal-be Ha cpopM11pa1-beTo Ha npocrnrnaH,lJ,11H 11, ceKyH,ll,apHo, HaManyBal-be Ha 
npoTOKOT Ha KpB BO 6y6pe3HTe, co WTO ce HapywyBa cpyHKUHjaTa Ha 6y6pe3HTe. I1au11eHT11 co HajBl1COK 
CTeneH Ha p113HK O,l], BaKBa peaKUHja ce JlHUa KOH npeTXO,l],HO HMane 3HaY11TeJ1HO HapyweHa Q)YHKU11ja Ha 
6y6pe3HTe, HeKoMneH3HpaHa cpueBa cna6ocT, 11n11 u11p03a. Tpe6a ,l],a ce npe,ll,BH,l],H cne,l],el-be Ha cpyHKUHjarn 
Ha 6y6pe3HTe Kaj OBHe nau11eHTH. 

]aOpUlKQ 1-IQ mel/1-IOCnJU, eOeMU U XUnepme1nuja 
KaKo wTo e cnyYaj 11 co ,ll,pyrn neKOBl1 3a K011 ce 3Hae ,l],eKa ja 11Hx11611paaT CHHTe3aTa Ha npocTarnaH,lJ,11HOT, 
Kaj nau11eHTHTe KOH np11MaaT eTOpHKOKC116 e 3a6ene)KaHa 3a,ll,pWKa Ha TeYHOCTl1, e,l],eMH 11 x11nepTeH311ja. 
C11Te HecTepoH,l],HH aHT1111HcpnaMaTopH11 neKOBH (HCAHn), BKnyY11TenHo 11 eTop11KoKc116, MO)Ke ,l],a ce 
noBp3aT co nojaBaTa HJlH nOBTopyBal-beTO Ha KOHreCTHBHa cpueBa cna60CT. Ilo,l],eTaJJHO BO BpCKa co 
peaKu11jaTa Ha eTOpHKOKCH6 BO 0,l],HOC Ha ,l],03aTa, BH,l],eTe ,l],eJl 5.1. Tpe6a )],a ce 611,l],e npeTna3JlHB co 
nau11eHTH KOH HMaaT HCTOpHja Ha cpueBa cna6oCT, ,l],HC(pYHKUHja Ha neBaTa KOMOpa, HJlH x11nepTeH3Hja, Ka
KO co nau11eHTH KOH npeTXO,l],HO CTpa,ll,ane O,l], e,l],eMH OJ], 611no Koja npHYHHa. ,1J;oKOJlKY nOCTOH KJIHH11'-IKl1 
,l],0Ka3 3a HapywyBal-be Ha COCTOj6aTa Ha OBHe nau11eHTl1, noTpe6Ho e )],a ce npe3eMaT COO,l],BeTHl1 MepKH, 
BKJIYYl1TeJlHO 11 npeKHHyBal-be Ha Tepan11jaTa co eTopHKOKCH6. 

ETopHKOKCH6 MO)Ke ,l],a' ce ,l],OBe,l],e BO BpcKa 11 co n03aYeCTeHa 11 cep1103Ha x11nepTeH3Hja, 3a pa3Jll1Ka O,l], 

HeK011 ,ll,pyrn HCAHn 11 ceneKTHBHH 11Hx11611Top11 Ha COX-2, oco6eHo np11 ann11Kau11ja Ha BHCOKH ,ll,0311. 
Cnope,ll, Toa, npe,ll, 3anoYHyBal-be Ha TpeTMaHOT co eTop11KOKc116 Tpe6a ,l],a ce peryn11pa x11nepTeH3HJaTa 
(BH,lJ,eTe )],en 4.3), a noce6Ho BHHMaHHe )],a ce o6pHe Ha ~cne,ll,el-be Ha KpBHl,l,e)."F=m;):1,1.J 
TpeT11pa1-beTO co eTOpHKOKCH6. KpBHHOT npHTHCOK Tpe6a )],a ce npoBepy ~ )],Be He,l],eJlH no 
3anOYHyBal-be Ha TpeTMaHOT, a noToa ,l],a ce KOHTpon11pa pe,ll,OBHO. ,1J;OKOJ1K ~ B ~ 
ce 3roneM11, Tpe6a )],ace pa3MHcnyBa 3a anTepHaTHBeH TpeTMaH. ~ w 

~ I") 

~,,> ./4 
✓;,, C .~, 

• CKOf1l'-.,.c:::; 
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XenamaflHU erpeKmu 
3roneMyBal-be Ha anamrn aMHHOTpaHccpepa3a (ALT) 11/11n11 acnaprnT aMHHOTpaHccpepa1a (AST) ( ornp11n11Ka 
TPH 11n11 noBeke naT11 0JJ. ropHaTa rpaH111..1,a Ha H0pMaJJH0T0 HHBO) e 3a6ene)KaHo Kaj oKony 1 % 0JJ. 
na1..1,11eHTHTe KOH 611ne n0)].Jl0)KeHH Ha KJ1HHH4KH 11cn11TyBal-ba 11 611ne TpeT11paH11 )],0 e)],Ha f0)],HHa co 
eTOpHKOKCH6 30, 60 11 90 mg Ha )],eH . 

Tpe6a )],ace K0HTpon11paaT CHTe na1..1,11eHTH Kaj KOH ce 3a6eJJe)KaHH CHMnT0MH 11/11n11 3Hal..l,H Ha )],HCcpyHKLl,Hja 
Ha UPHH0T JJ.po6, HJlH Kaj KOH pe3yJJTaTHTe 0)], TeCTHpal-beT0 n0Ka)KaJle a6HopMaJJHO cpyHKLl,HOHHpal-be Ha 
1..1,pHH0T JJ.p06. Bo cny4aj Ha nojaBa Ha 3Ha1..1,11 Ha xenaTaJJHa HHcycp111..1,11eH1..1,11ja, HJlH )],0K0JJKY pe3yJJTaTHTe 0)], 

TeCTHpal-baTa K0HTHHy11paH0 noKroKyBaaT a6HOpMaJJHO cpyHKLl,HOHHpal-be Ha UPHH0T JJ.po6 (TpHnaTH noBeKe 
0)], ropHaTa rpaH111..1,a Ha H0pMaJJH0T0 HHB0 ), Tepan11jaTa co eTOpHKOKCH6 Tpe6a )],ace npeKHHe. 

OnlUmo 
,[(oKOJlKY 3a BpeMe Ha Tpen1pa1-beT0 HaCTaHe BJl0lliyBal-be Ha HeKoja 0)], ropeHaBe)],eHHTe cpyHKL.1,1111 Ha 
opraHCKH0T CHCTeM Kaj na1..1,11eHT0T, Tpe6a )],a ce npe3eMaT C00)],BeTHH MepKH 11 Tepan11jaTa co eTOpHKOKCH6 
eBeHTYaJJH0 )],a ce npeKHHe. ,[(a ce npe)],BH)],11 Me)],111..1,HHCKH C00)],BeTHa K0HTpona BO cny4aj Ha Tepan11ja co 
eTOpHKOKCH6 Kaj nocTapH JlHLl,a 11 Kaj na1..1,11eHTH co 6y6pe)l{Ha, xenaTaJJHa HJlH cpueBa )],HC(pYHKLl,Hja. 

Tpe6a )],a ce 611)].e BHHMaTeJleH np11 0T004HyBal-be Ha TpeTMaH co eTOpHKOKCH6 Kaj na1..1,11eHTH co 
)],ex11)].pa1..1,11ja. Ce npenopa4yBa na1..1,11eHTHTe )].a ce pex11)].p11paaT, npeJJ. oTn04HyBal-be Ha Tepan11JaTa co 
eTOpHKOKCH6. 

CepH03HH peaKL.1,1111 Ha K0)KaTa, np11 WT0 HeK0H JJ.YPH 11 co cpaTaneH HCX0)],, KaK0 WT0 ce eKccpon11jaTHBeH 
)],epMaTHTHC, CTHBeH-1,.IOHCOHOB CHH)].p0M 11 T0KCH4Ha en11)],epMaJJHa HeKp011H3a, M0WHe peTK0 ce 
perncTp11paaT BO BpcKa co ynoTpe6aTa Ha HCAl1JI 11 HeK0H ceneKTHBHH 11Hx11611Top11 Ha COX-2, 3a BpeMe 
Ha n0CTMapKeTHHfWK0T0 CJle)],el-be (BH)],eTe )],eJl 4.8). Ce n0Ka)Ka )],eKa na1..1,11eHTHTe ce Ha HajBHCOK CTeneH 
Ha p113HK O)], OBHe peaKL.1,1111 BO paHHTe q)a311 Ha Tepan11jaTa, np11 WT0 nol.feT0KOT Ha peaK1..1,HjaTa BO noBeKeTO 
cny4a11 HaCTaHyBa BO npBH0T Meceu 0)], TpeTMaH0T. CepH03HH peaKLl,HH Ha x11nepceH3HTHBH0CT (Ha 
np11Mep, aHacp11naKca H aHrnoe)],eMH) ce np11jaBeHH Kaj na1..1,11eHTH KOH npHMaJle eTOpHKOKCH6 (BH)],eTe )],eJl 
4.8). HeKoH ceneKTHBHH HHx11611Top11 Ha COX-2 ce noBp3aHH co 3roneMeH pH3HK 0JJ. K0)KHH peaK1..1,1111 Kaj 
na1..1,HeHTH co HCTOpHja Ha 6HJJO KaKBa Me)],HKaMeHT03Ha aneprnja. Tepan11jaTa co eTOpHKOKCH6 ce 
npeKI1HyBa np11 npBaTa nojaBa Ha HCHn Ha KO)KaTa, MYK03HH ne3HH, HJlH 611no KOj JJ.pyr 3HaK Ha 
x11nepceH3HTHBH0CT. 

ETOpHKOKCH6 MO)Ke )],a ja MaCKHpa TpecKaTa HJlH JJ.pyrnTe 3Ha1..1,11 Ha B0CnaJJeHHe. 

TToTpe6Ha e npeTna3JlHB0CT Kora eTOpHKOKCH6 ce anJJHL.1,Hpa HCT0BpeMeH0 co BapcpapHH HJlH JJ.pyrn 0paJJHH 
aHTHK0arynaHTH (BH)],eTe )],eJl 4.5). 

YnoTpe6aTa Ha eTOpHKOKCH6, KaK0 WT0 e cny4aj co CHTe JleK0BH KOH ja HHXH6HpaaT Ll,HKJl00KCHreHa3aTa / 
CHHTe3aTa Ha npocTarnaHJJ.HH, He ce npenopa4yBa 3a )KeHH KOH HacTojyBaaT )].a 3a6peMeHaT (BHJJ.eTe )],en 
4.6, 5.1 11 5.3). 

Ta6neT11Te ARCOXIA C0JJ.p)KaT naKT03a. TTa1..1,11eHTH co peTKH Hacne)].HH npo6neMH co HeTonepaH1..1,11ja Ha 
ranaKT03a, HeJJ.0CTHr Ha Lapp naKTa3a HJJH Ha fJlHK03a-ranaKT03Ha Manancopn1..1,11ja, He T a ro 3eMaaT 
OB<5j neK. ~'I, v-. ME,Qlft;. 

"<:-0 ~'Y. 

~ ft·-- c> ' . . + "{" -::,';t'. s 
M ·~ ' (") C: ., __. I .,. ""O s ~!cc.· ~ 
? ~ " I') 

~¥ '+>" 
✓i,, .~ 

"CKQ(1Jt. 

4.5. liuTepaKquja co )].pyrn JleKOBH u 11:pyrn c(>opMn ua uuTepaKqnja 

(/JapMGKO0UHCIMCKU UHinepaKifUU 

OpallHU aHmuKoa2yJ1aHmu: Kaj n111..1,a crn611n11311paH11 Ha xpoHwrna Tepan11ja co BapcpapHH, ann11Ka1..1,11jarn Ha 
eTopHKOKCH6 120 mg )],HeBH0 6ewe noBp3aHa co 0K0JJY 13% 3f0JleMyBal-be Ha npoTpOM6HHCKOTO BpeMe 
cnopeA MeryHapoJJ.HHOT CTaHJJ.apJJ.H3HpaH 0JJ.H0C (MCO). CnopeJJ. Toa, na1..1,11eHT11Te KOH npHMaaT opanH11 
aHTHK0arynaHTH Tpe6a BHHMaTeJlH0 )],a ce CJle)],aT 0)], acneKT Ha HHBH0T0 npoTpOM6HHCKO BpeMe cnope)], 
MCO, oco6eHo BO npBHTe HeK0JJKY )],eHOBH 0JJ. 3ano4HyBal-be Ha Tepan11jaTa co eTop11KOKCH6 11n11 0JJ. 
npoMeHaTa Ha )],03aTa Ha eTOpHKOKCH6 (BH)],eTe )],eJl 4.4). 
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JJ,uypemw4u, AKE-uHxu6umopu u aHma201mcmu Ha AH2uonteHJUH II: HCAI1JI M0)l(e )],a ro pe)],yu,11paaT 

)],ejCTBOTO Ha )],HypeTHU,HTe 11 J],pyrnTe aHTHXHnepTeH3HBHH JleK0BH. Kaj HeK0H nau,HeHTH co HapyweHa 

6y6pe)l<Ha cpyHKu,11ja (Ha np. )],ex11,l],p11paH11 nau,11eHTH 11n11 nocrnp11 nau11eHTH co HapyweHa 6y6pe)l(Ha 

<pyHKu,11ja), HCT0BpeMeHaTa ann11Kau,11ja Ha AKE-11Hx11611Top 11n11 aHTar0HHCT Ha AHrnoTeH3HH II, KaKo 11 

cpe)],CTBa KOH ja HHXH611paaT l.J,HKJl00KCHreHa3aTa, M0)Ke )],a npe)],H3BHKa )],0)],aTH0 HapywyBal-be Ha 

6y6pe)KHaTa <pyHKU,Hja, BKJlY4HTeJlH0 11 M0)l(Ha aKyTHa 6y6pe)l(Ha HHcycp11u,11eHu,11ja, WT0 e o6H4HO peBep-

3H6HJlHO. OBHe HHTepaKU,1111 Tpe6a )],a ce 3eMaT npe)],BH)], Kaj nau11eHTH KOH npHMaaT eTOpHKOKCH6 

11cT0BpeMeHo co AKE-11Hx11611Top11 11n11 aHTaroHHCTH Ha AHrnoTeH3HH II. Cnope)], Toa, KOM611Hau,11jaTa 

Tpe6a )],a ce ann11u11pa co npeTna3JlHB0CT, oco6eHo Kaj nocTap11Te n11ua. ITau11eHTHTe )],a 611)],aT coo)],BeTH0 

x11,l],p11paH11 11 )],a ce npe)],BH)],H cne)],el-be Ha 6y6pe)l(HaTa cpyHKu,11ja no 3ano4HyBal-be Ha napanenHarn 

Tepan11ja, KaK0 11 HaTaM0WHH pe)],0BHH K0HTP0JlH. 

Ai1emUJlCaJlU1,fUJlHa KUCeJlUHa: Bo e)],H0 npoy4yBal-be 113BpweH0 Bp3 3)],paBH JlHU,a, BO CTa611J1Ha COCToj6a, 

anJ111Kau,11jaTa Ha eTOpHKOKCH6 120 mg e,l],Haw )],HeBH0 He npe)],H3BHKa e<peKT Bp3 aHTHTpOM60u,HTHOTO 

)],ejCTBOTO Ha au,eTHJlCaJlHU,HJlHaTa KHCeJlHHa (81 mg e)],Haw )],HeBH0 ). ETopHKOKCH6 M0)l(e )],a ce yn0Tpe611 

HCT0BpeMeH0 co au,eTHJlCaJlHL.1,HJlHa KHCeJlHHa, BO )],0311 KOH ce K0pHCTaT 3a Kap)],H0BacKyJJapHa npo<p11J1aKca 

(HHCKH )],0311 Ha au,eTHJlCaJlHLl,HJlHa KHCeJlHHa). MeryToa, HCT0BpeMeHa anJ111Kau,11ja Ha aueTHJlCaJlHLl,HJlHa 

KHCeJlHHa co HHCKa )],03a 11 eTOpHKOKCH6 M0)l(e )],a npe)],H3BHKa 3f0JleMeH CTeneH Ha nojaBa Ha racTp0HHTeC

THHaJleH ynKyc HJlH J],pyrn K0MnJlHKau,1111, BO cnope)],6a co HH)],HBH)],YaJJHaTa ynoTpe6a Ha eTOpHKOKCH6. 

l1cTOBpeMeHaTa anJTHKau,11ja Ha etoricoxib co )],0311 Ha au,eTHJlCaJlHU,HJlHa KHCeJlHHa Ha)], 0HHe KOH ce 

npe)],BH)],eHH 3a Kap)],H0BacKynapHa npoqmJiaKca, 11n11 co J],pyrn HCAI1JI, He ce npenopa4yBa (BH)],eTe )],eJl 

5.1 11 4.4). 

1.{wuwcnopuH u maKpOllUMyc: l1aKo oBaa HHTepaKu,11ja He e npoy4eHa co eTop11KoKc116, HCT0BpeMeHarn 

ann11Kau,11ja Ha u,11KJ1ocnop11H 11n11 TaKpon11Myc co HCAHJI M0)l(e )],a ro 3roneM11 He<ppoTOKCH4HHOT ecpeKT 

Ha npHMeHH0T UHKJl0CnopHH HJlH TaKp0JlHMyc. 6y6pe)l(HaTa Q)YHKU,Hja Tpe6a )],a ce CJle)],H )],0K0JlKY BO 

KOM611Hau11ja ce K0pHCTH eTopHKOKCH6 11 HeKoj 0)], 0BHe JleK0BH. 

(/)apMaKOKUHemuttKU wtmepaKlfUU 

BllujaHue Ha emopuKoKcu6 6p3 rjJapMaKoKuHemuKama Ha opy2u J1eK00u 

JlumuyM: HCA11JI ro HaManyBaaT 6y6pe)l<HOTO H3Jla4yBal-be Ha JlHTHYM 11, cnope)], Toa, ro 3roneMyBaaT 

HHB0T0 Ha JlHTHYM BO nJla3Ma. ITo noTpe6a, BHHMaTeJlH0 )],a ce CJle)],H HHB0T0 Ha JlHTHYM BO KpBTa 11 )],a ce 

np11naro)],H )],03Hpa1-beT0 Ha JlHTHYM 3a BpeMe Ha np11Mal-beT0 Ha 0Baa KOM611Hau,11ja Ha JleK0BH KaK0 11 np11 

n0BJleKyBal-beTO Ha HCAI1JI. 

'-- MemompeKcam: Bo )],Be cry)],HH e 113BpweH0 npoy4yBal-be Ha BJlHjaHHeTO Ha eTOpHKOKCH6 60, 90 HJlH 120 
mg ann11u11paH e)],Haw Ha )],eH BO Tpae1-1,e OJ], 7 )],eHa, Kaj nau,11eHT11 KOH np11Mane )],0311 Ha MeT0TpeKcaT O)], 

7,5 )],0 20 mg e,l],Haw He)],eJlH0, 3a TpeT11pa1-1,e Ha peBMaT0H)],eH apTpHTHC. ETOpHKOKCH6 BO )],03a 0)], 60 11 90 
mg HeMawe Hl1KaKB0 BJlHjaHHe Bp3 KOHL.1,eHTpau11jaTa Ha MeT0TpeKCaT BO nJla3Ma HJlH Bp3 peHaJJHH0T 

KJlHpeHC. Bo e)],Ha CTY)],Hja, eTOpHKOKCH6 120 mg He noKmKa HHKaKB0 BJ111jaH11e, H yra CTY)],Hja, 

eTOpHKOKCH6 120 mg npe)],H3BHKa 3f0JleMyBal-be Ha KOHL.1,eHTpau,11jarn Ha MeT0Tpe s61~ ' ~ Ta 3a 28% 
11 HaManyBal-be Ha peHaJJHH0T KJlHpeHC Ha MeT0TpeKCaT 3a 13%. Kora eT0pHK0Ki 11 ,Me, :OTP T ce an-

(:,- •f~ 
J111Il11paaT HCT0BpeMeHQ, ce npenopa4yBa C00)],BeTH0 CJle)],el-be Ha T0KCH4H0 ~ K ~~~ 0)],~ yBa Ha 

MeT0TpeKCaT. ~ ·~ !:; 
~ - ~ 

+~ ·""' 
OpallHU KOHmpai1enmu61m cpeocnwa: ETop11KoKc116 60mg )],a)],eH napanenHo co o ~ KR'o , au_enTHBH0 

cpe)],CTB0 Koe C0)],p)l(H 3'5 MHKporpaMH eTHHHJl ecTpa)],H0Jl (EE) 11 0,5 )],0 1 mg HopeTHH)],p0H BO Tpael-be 0)], 

21 )],eH, ja 3roneM11 crn611nHarn cocrnj6a Ha AUC0_24" Ha EE 3a 3'7%. Ernp11K0Kc116 120 mg )],a,l],eH co 

HCT0T0 opanH0 K0HTpauenTHBH0 cpe)],CTB0, HCT0BpeMeH0 HJlH co pa3JlHKa O)], 12 4aca, ja 3f0JleMH CTa611J1Ha

Ta cocrnj6a Ha AUC0_24 ,,. Ha EE 3a 50 AO 60%. OBa 3roneMvBal-be Ha KOHU,eHTpau11jarn Ha EE Tpe6a Aa ce 

3eMe npeABHA np11 H36opOT Ha 0paJJH0 K0HTpauenTHBH0 cpeACTB0 3a ynoTpe6a co eTOpHKOKCH6. 

IToroneMaTa 113nm1<eH0CT Ha EE M0)l(e )],a ja 3roneM11 HHUHAeHuarn Ha HecaKaHH )],ejcrna noBp3aH11 co 

opanHHTe K0HTpauenTHBHH cpeACTBa (Ha np, BeH03HH TpOM60eM60JlHCKH HacTaHH Kaj )l(eHH co 

nOTeHU,HjaneH p113HK), 

6 



XopMOHCKG 3GMeHCKG mepGnujG (X3T): An1111Kau,11jarn Ha eTOpHKOKCH6 120 mg co xopM0HCKa 3aMeHCKa 

Tepan11ja Koja ce cocT011 o.n. KOH,yrnpaHH ecTporeHH (0,625 mg PREMARIN
1
M) BO TpaeH,e o.n. 28 ,ueHa, 

pe3y11T11pawe BO 3ro11eMyBaH,e Ha cpe,uHaTa Bpe,uHOCT Ha cTa61111HaTa cocToj6a Ha AUC0_24,, Ha 

HeKOH,yrnpaH ecTpOH ( 41 % ), eKBl11111H (76%) 11 l 7-(3-ecTpa,D.11011 (22% ). B1111jaH11eTO Ha npenopa4aHHTe 
xp0Hl14Hl1 ,D.0311 Ha eTOp11KOKCH6 (30, 60 11 90 mg) Hee npoy4eH0. B1111jaHHeTO Ha eTOpHKOKCH6 120 mg BO 
yc110B11 Ha H3110)KeH0CT (AUC0_24,,) Ha OBHe ecTporeHCKH K0MnoHeHTH Ha PREMARIN 6ewe noManKy o.n. 
no110B11Ha BO o,uHoc Ha Bpe,uH0CTHTe KOH 6ea perncTp11paH11 Kora PREMARTN 61111 an11m.1,11paH 
HH,D.HBH.D.YaJlH0 11 co 3ro11eMeHa ,D.03a o.n. 0,625 Ha 1,25 mg. MHHl14KaTa 3Ha4ajHOCT Ha OBHe 3ro11eMyBaH,a 
He e no3Harn, a noBHCOKH .n.0311 Ha PREMARJN He ce npoy4yBaHH BO KOM611Hau,11ja co eTop11KOKc116. OB11e 
3ro11eMyBaH,a Ha KOHLJ,eHTpau,11jaTa Ha ecTporeH11Te Tpe6a .n.a ce 3eMe npe,uBH.lJ. np11 1136opoT Ha xopM0HCKa 
Tepan11ja BO nocTMeHonay3a 3a ynoTpe6a co eTop11KoKc116, 611.n.ejk11 3ro11eMeHarn H3110)KeHocT Ha ecTporeH 
611 MO)Ke11a .ua ro 3ro11eM11 p113HKOT o.n. HecaKaHH ,uejcTBa noBp3aH11 co X3T. 

llpedHU30H I npedHU30JlOH: Bo cTy,u1111Te 3a HHTepaKu,11ja Ha 11eKOB11Te, eTop11KOKc116 He noKa)Ka KJ1HHH4KH 
3Ha4ajHH B1111jaH11ja Bp3 cpapMaKOKHHen-1KaTa Ha npe,D.Hl130H / npe,D.Hl130110H. 

/{U20KCUH: ETopHKOKCH6 120 mg an1111u,11paH e,uHaw ,D.HeBH0 BO TpaeH,e o.n. 1 0 ,D.eHa, Bp3 3,D.paBH B0110HTep11, 
He npe,D.H3BHKa npoMeHa Ha CTa61111HOTO HHB0 Ha n11a3Ma Ha AUCo-24'! 111111 Ha 6y6pe)KHaTa e1111M11Hau,11ja Ha 
.n.11roKCHH. Eewe 3a6e11e)KaHo 3ro11eMyBaH,e Ha .n.11roKCHH Cmax (0Tnp111111Ka 33%). OBa 3ro11eMyBaH,e 
Ha4e11H0 He e 6HTHO 3a noBeKeTO nau,11eHTH. MefyToa, nau,11eHTHTe co BHC0K CTeneH Ha pH311K o.n. 
TOKCl14H0CT o.n. .n.11roKCHH Tpe6a .n.a ce c11e,uaT o.n. OBoj acneKT, Kora eTop11KOKc116 11 .n.11roKCHH ce 
an1111u,11paaT 11CTOBpeMeH0. 

Bllu}GHue HG emopuKoKcu6 ep3 JleKoeu KOU ce MemG60Jllt3upGGm co cyJ1rjJ0111pG11crpepG3u 

Ernp11K0Kc116 e 11Hx11611Top Ha ,uejcTBoTO Ha 40Be4Karn cympOTpaHccpepa3a, K0HKpeTHo SULT! El 11 ce 
nOKa)Ka ,ueKa rH 3ro11eMyBa cepyMCKl1Te K0HU,eHTpau,1111 Ha eTHHl111 ecTpa.n.11011. l1aKO C03HaH11jaTa 3a 
B1111jaH11eTO Ha MH0WTB0 cympoTpaHccpepa311 BO M0MeHT0T ce CKpOMHl1, a KJ111Hl14KHTe noc11e,u11u,11 3a MH0ry 
11eKOB11 ce ywTe ce 11cn11TyBaaT, pa3yMH0 e .n.a ce 611.n.e BHHMaTe11eH Kora eTop11KoKc116 ce an1111u,11pa 
napane11HO co .n.pyr11 11eK0Bl1 KOH npBeHCTBeH0 ce MeTa601111311paaT O,D. CTpaHa Ha 40Be4Kl1Te 
cy11cpoTpaHccpepa311 (Ha np. opaneH ca116yrnM011 11 M11H0Kc11.n.1111) . 

BJ1 ujG1-1ue HG emopuKoKcu6 ep3 JleKoeu KOU ce MemG60Jllt3UpGGm od cmpGHG HG CYP U3OeH3UMU 

Bp3 OCH0Ba Ha UH eumpo npoy4yBaH,a, eTOp11KOKCH6 He 611 Tpe6ano .n.a rn HHXH611pa l.l,11T0Xp0Ml1Te P450 
(CYP) I A2, 2C9, 2C 19, 2D6, 2E I 111111 3A4. Bo e.n.Ho npoy4yBaH,e H3BpweHo Bp3 3,upaB11 1111u,a, ,uHeBHarn 
an1111Kau,11ja Ha eTop11KOKrn6 120 mg He npe,u113BHKa npoMeHa Ha xenaTanH0T0 ,uejcTBo Ha CYP3A4, WT0 
6ewe ou,eHeT0 co noMOW Ha TeCT0T 3a ep11TpOMHU,l1H BO 3,D.11BOT. 

Bllujartite 1tG dpyzu JleKoeu ep3 rpGpMGKOKUHemuKGl11G HG emopuKoKcu6 

BopuKOHGJOJl u MuKOltGJOJl: HcToBpeMeHarn ynoTpe6a 611110 Ha nepopaneH Bop11KOHa3011 111111 110KaneH 
nepopaneH re11 MHK0Ha3011, MOKHH CYP3A4 11Hx11611T-~p11, co eTop11KoKc116 npe,u113BHKano Mano 
3ro11eMyBaH,e Ha 113110)KeH0CTa Ha eTOpHKOKCH6, HO Bp3 OCHOBa Ha o6jaBeHHTe no,uaTOl.1,11 He ce CMeTa 3a 
KJ111Hl14Kl1 3Ha4aJH0. 
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PurjJaMnUlfUH: l1cToBpeMeHa ann11Kau11ja Ha eTop11KOKCH6 co pmpaMnm.1,11H, MOKeH noTTHKHyBa4 Ha CYP 
eH311MHTe, npe.D,H3BHKa 65% HaManyBal-be Ha K0HI.J,eHTpau1111Te Ha nJla3Ma Ha eTOpHKOKCH6. OBaa 
HHTepaKI.J,Hja M0)Ke .D,a pe3yJlTHpa BO n0BT0pHa nojaBa Ha CHMnT0MHTe Kora eTOpHKOKCH6 ce ann11u11pa 
HCT0BpeMeH0 co pHCpaMnHUHH. J1aKO 0BHe HHcpOpMaI.J,1111 M0)Ke .D,a cyrep11paaT 3fOJleMyBal-be Ha )],03aTa, 
)],0311 Ha eTOpHKOKCH6 n0BHC0KH 0)], 0HHe KOH ce HaBe.D,eHH 3a ceKoja HH)],HKau11ja, He ce npoy4eHH BO 
KOM611Hau11ja co p11cpaMn11u11H 11, cnope.D, Toa, He ce npenopa4yBaaT (BH.D,eTe .D,en 4.2). 

AHmai1uou: AHTal.1,11)],HTe He BpwaT Hen0B0JlH0 BJlHjaHHe Bp3 cpapMaKOKHHeTHKaTa Ha eTOpHKOKCH6 BO o6eM 
KOj 611 611J1 KJlHHl14KH peneBaHTeH. 

4.6 <I>epTHJIHTeT, 6peMeHOCT u ~Oelbe 

EpeMenocm 
3a eTOpHKOKCH6 He noCTojaT KJlHHl14KH no.D,aT0UH 3a COCToj611 Ha BeKe HaCTaHaTa 6peMeHOCT. Tipo
Y4YBal-baTa Bp3 )KHB0THH n0Ka)KaJle penpo.D,yKTHBHa T0KCl14H0CT (Btt)],eTe .D,eJl 5.3). CTeneHOT Ha p11311K Kaj 
40BeK0T BO cpa1a Ha 6peMeHOCT He e n03HaT. ETOpHKOKCH6, KaK0 WT0 e cny4aj 11 co .D,pyrnTe JleK0BH KOH ja 
HHXH611paaT CHHTe3aTa Ha npocTarnaH)],HH, M0)Ke .D,a npe.D,H3BHKaaT HHepu11ja Ha MaTKaTa H npe.D,BpeMeH0 
3arnopa1-be Ha ductus arteriosus 3a BpeMe Ha nocne.D,HH0T TpttMecTap. ETop11KoKc116 e K0HTpa11H.D,11u11paH BO 
6peMeHOCTa (BH)],eTe .D,eJl 4.3). ,z::i:oKOJlKY )KeHaTa 3a6peMeHH 3a BpeMe Ha TpeTMaH0T, Tepan11jaTa co 
eTOpHKOKCH6 ce npeKHHyBa. 

f(oel-be 
Ce ywTe He e n03HaT0 )],aJlH eTOpHKOKCH6 ce H3Jla4yBa BO 40Be4K0T0 MJleK0. ETopHKOKCH6 ce 113Jla4YBa BO 
MJleK0T0 Ha )KeHKH CTaopu11 BO cpa3a Ha )],0el-be. )KeHH KOH npHMaaT eTOpHKOKCH6 He CMeaT )],a .D,ojaT 
(BH.D,eTe .D,en 4.3 11 5.3). 

<Pepmw1umem 
YnoTpe6arn Ha eTop11KOKC116, KaK0 WT0 e cny4aj 11 co ceKoja JleK0BHTa cyncTaHUHja KOja rH HHX11611pa 
COX-2, He ce npenopa4yBa 3a )KeHH KOH HacTojyBaaT .D,a 3a6peMeHaT. 

4.7 BJiujauue Bp3 cnoco6uocTa Ja ynpaByBalhe BOJHJIO u paKyBalhe co Mamuuu 

MefyToa, nau11eHTH Kaj KOH ce jaBHJla 3aweMeTeH0CT, BpTornaBHUa HJlH nocnaH0CT )],0.D,eKa npHMaaT 
eTOpHKOKCH6, He Tpe6a )],a ynpaByBaaT B03HJl0 HJlH .D,a paKyBaaT co MaWHHH. 

4.8 HecaKauu ~ejcTBa 

IIpe2J1eO Ha nporjJuJ1om na 6e36eonocm 
Bo KJlHHl14KHTe 11cn11TyBal-ba, eTopHKOKCH6 e pa1rne.D,yBaH 0)], acneKT Ha 6e36e.D,HOCTa, Bp3 9295 JlHUa, 0)], 

KOH 6757 6ea nau11eHTH co ocTeoapTp11rnc (OA), peBMaT0H.D,eH apTp11T11c (PA), xpoHH4Ha 6onKa BO 
.D,0JJHH0T .D,en Ha 'p6eTOT 11n11 aHKHJl03eH cnoH.D,HJlHTHC ( 0Tnp11n11Ka 600 nau11eHT11 co OA 11n11 PA ce 
TpeT11paHH BO Tpael-be 0)], e.D,Ha rO.D,HHa HJlH noBeKe ). 

co 

Bo e.D,Ha nporpaMa 3a .D,0611Bal-be pe3yJlTaTH 33 Kap.D,H0BacKyJJapHaTa 6e36e.D,HOCT, Bp3 0CH0Ba Ha 36HpHH 
no.D,aT0UH co6paH11 o.D, TpH cnope.D,6eH11 11cn11TyBal-ba c--0 aKTHBHa cynCTaHu11ja, 17412 nau11eHTH co 
0CTeoapTpHTHC HJlH peBMaT0H.D,eH apTpHTHC 6ea TpernpaHH co eTOpHKOKCH6 (60 mg HJlH 90 mg), co cpe.D,H0 
BpeMeTpael-be Ha TpeTMaH0T 0)], 0K0JlY 18 Meceu11. Tio.D,aTOUHTe 3a 6e36e.D,HOCT 11 .D,pyrnTe HH(pOpMaI.J,1111 
.D,0611eH11 o.D, oBaa nporpaMa, ce np11Ka)KaH11 BO .D,en 5.1. 
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Bo 1<mrn11Y1<11Te 11cn11TyBal-ba 3a a1<yTHa nocTonepaTHBHa )],eHTarrna 6onKa no onepau,11ja Koja BKJlyYyBa 614 
nal.l,11eHT11 ne1<yBaH11 co eTop111<01<c116 (90 mg 11n11 120 mg), npocp11noT Ha Heca1<aH11 )],ejcTBa BO 0B11e 
11cn11TyBal-ba 611J1 BOrnaBHO CJ111YeH Ha OHOj np11jaBeH BO KOM611H11paH11Te 11cn11TyBal-ba Ha nal.l,11eHTl1 co OA, 
PA 11n11 xpoH11YHa 6onKa Bo )],OJlHHOT )],en Ha 'p6eTOT. 

Ta6eJ1apua J1ucma ua uecaKmtu peaKlfUU 
Bo KJ111H11YK11Te 11cn11TyBal-ha Bp3 nal.l,11ettT11 co OA, PA, xpoH11YHa 6onKa BO )],OJTHHOT )],en Ha 'p6eToT 11Jll1 
aHKl1Jl03eH cnoH)],11J111T11c, TpeT11paH11 co eTop111<01<c116 30 mg, 60 mg I1J111 90 mg ce )],O npenopaYaHaTa )],03a 
BO Tpael-he O)], HajMHory 12 He)],eJ111, 11n11 BO npoyYyBal-baTa 113BpweH11 co noMow Ha nporpaMaTa ,,MEDAL" 
BO Tpael-be 0)], 3½ f0)],11Hl1, 11Jll1 BO KpaTKOTpajH11Te 11cn11TyBal-ba )],0 7 )],eHa 3a aKyTHa 6onKa, 11Jll1 naK Bp3 
OCHOBa Ha nocTnpO)],aJKHOTO 11CKYCTBO (B11)],eTe Ta6ena 1), perncTp11paH11 ce CJle)],Hl1Te HecaKaHl1 )],ejcTBa, 
Y11jawTo HHl.l,11)],eHl.l,a e noroneMa O)], cnyYa11Te Ha TpeTMaH co nnal.l,e6o: 

Ta6eJia 1 
CucTeMcKa KJlaCH<!>HKauuja TioHM Ha HecaKaHa peat.:uuja KaTeropuja Ha 
Ha opraHH <J>peKBeHUHia* 
#fl(/Je«~uu u un,µecma~uu a.rrneonapeH ocTe11T11c 4eCTl1 

raCTpoeHTep11THC, HHcpeKUHja Ha ropHHTe Jl,11WH11 HeB006114aeH11 
naTl1WTa, HHcpeKu11ja Ha yp11HapHHOT TpaKT 

IlopeMemyBalba na KpBma u aHeM11ja (np11MapHo acou11paHa co HeB006wrneH11 
J1u111qmuom cucmeM racTpo11HTecnrnanHo KpBapett,e), neyKoneH11ja, 

TpOM60UHTOneH11ja 

IlopeMemyBa1M fla x11nepceH311Tl1BHOCT+" HeB006114aeH11 
UMYflOJIOlUl(UOnt cucmeM 

aH rnoeJJ,eM/ a Hacp 11Jl a KT WI H 11/ a Hacp HJlaKTO HAH 11 
+ 

PeTKH 
peaKUHH BKJlY4HTeJlHO 11 WOK+ 

/lopeMemyBalba fill eJJ,eMhaJJ,pwKa Ha Te4HOCT 4eCTl1 
Mema60JIU3MOnt u UCXf){lfl(lnt{l 

3roneMyBatt,e 11n11 HaManyBalhe Ha aneTHT, HeB006114aeu11 
CTeKHyBaH,e Ha Te)l(HHa 

fl cuxujampuc«u aHKCl1O3HOCT, JJ,enpec11ja, HaMaJJeHa MeHTaJJHa Hesoo6114aeH11 
nopeMemyBalba ocTp11Ha,xanyu11Hau1111t 

KOHcpy311ja•, HeM11p• PeTK11 
IlopeMemyBlllb{l fill flepBflU0/11 BpTornaB11ua, rnaB06onKa 4eCTl1 
cucmeM 

JJ,11crey311ja, Hecott11ua, napecTe311ja/x11necTe311ja, HeB006114aeH11 
nocnaHocT 

IlopeMemyB{Uba ,w o•tUme 3aMaTeH B11A, KOHjyHKTHBl1THC HeB006114aeH11 
IlopeMemyBmba ua yu,ume u Tl1Hl1TYC, BpTOrJ1aB11ua HeB006114aeH11 
VlUflU0/11 Jl(l(Jllf)Ufl/11 
IlopeMemyBalba na cp~emo nann11rnu1111, ap11TM11jai l.£eCTl1 

aTp11janHa cp116p11nau11ja, rnx11KapA11ja•, HeB006WiaeH11 
KOHrecTHBHa cpueBa cna6oCT, Hecneu11cptt4HH 
EKr npoMeHl1, aHrnHa neKTOpHCt, MHOKapAHjaneH 
11HcpapKT9 

BaCKVJlllf)llU 110/)eMemvBalba x11nepTeH311ja 4eCTl1 
Hann11B11 Ha upBeH11no, uepe6poBacKynapeH HeBoon •~ . 11cna.u\ MHHJJl1B 11cxeM114eH Hanan, ~lj\ \II M J,/1/lf. 

,._.o ,s.,"~ 
x11nepTeH311BHa Kp113at, BaCKYJlHTl1Ct,i ~~' Pecnupamopflu, mopa«aJ1flU u 6pOHXOCITa3aM• 4el 'ffi . ~ 

Meoujacmufl{Ulllu <! ""r - .,, 1, ·'. r ~ 

nopeMemyBalba ~_., .;,fc"~ 

Kawn11ua, .u11cnHea, en11cTaKc11c H eBo~~~l~ 

r acmpouumecmu 1ulJl1tU A6AOMl1HaJJHa 6onKa" MHory 4ecrn 
nopeMemyBalba 

3arreK, raCOBl1, racTp11Tl1C, fC'.}yw11ua/K11CeJ111HCKl1 4eCTH 
pecjrnyKc, npon11B, JJ,11cnenc11ja/en11racTp114Ha 
Hey .uo6HocT, raJJ,ett,e, noBpakatt,e, e3ocparnrnc, 
ynKyc BO yCTaTa 
a6JJ,OMHHaJJHa HarrHaTOCT, npoMeHa BO Ha4HHOT Ha HeB006114aeH11 
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Xenamo6u!lujapnu 
nopeMemv«alba 

llopeMemy«albll Hll K0J/Cll u 
nomK0JICH0 lllKU60 

llopeMemy«alba na 
MYCKY!l0CKe!lemuo, C6p3H0 
lllKU60 U K0CKU 
Ey6peJICHU u ypunapHU 
nope.uemy«alba 

Omumu nopeMemyaa,-ba u 
cocmoj6u na Mecmo ,w 
llll/lUKllU,U ia 

JlBH)Kel-be tta u,peBarn, cyBa ycrn, 
racTpOJlYOJleHaneH yJ1Kyc, nenTH4HH y11Kyc11 
BKJJY4YBajkH racTpOHHTecnrnanHa nepcpopau,11ja H 
KpBapel-be, CHHJlpOM Ha HpHTa6HJlHO u,peBO, 
naH KpeaTHTHCt 

noKa4eHo ALT, noKa4eHo AST 

xenaTHTHC+ 

xenaTanHa cJJa6ocT•, )KOJJTHu,a• 

eKXHM03a 

e)leMH Ha mIu,eTo, ja)le)K, 11c11n, ep11TeM+, 
yprnKap11jat 

CTHBeHc-1,loHCOHOB CHH)lpOM :::, TOKCl14Ha 
en11)lepManHa HeKpOJJH3at, cp11Kc11paHa epynu,11ja 
O)l JleKOTt 

MycKyJJeH rp4/cna3aM, MYCKYJJOCKeJJeTHa 
60J1 KalKpyTOcT 

npoTeHHyp11ja, 3fOJleMeH cepyMCKH KpeaTHHHH, 
6y6pe)l{Ha CJJa6ocT/6y6pe)l{Ha 11Hcycp11u,11eHu,11ja 
t(BH)leTe )leJJ 4.4) 
acTeHHjah~MOp, 3a60J1yBal-be Koe HaJIHKyBa Ha 
rp11n 

60J1Ka BO rpa)lHTe 

4ecTH 

PeTKH 

4ecTH 

HeB006114aeHH 

PeTKHt 

HeB006114aeHH 

HeB006114aeH11 

4eCTH 

HeB006114aeHH 

Hcnumyaalba 3roJJeMeHa a30THa ypea BO KpB, 3roJ1eMeHa HeB006114aeH11 
KpeaTHH cpoccpoKHHa3a, xttnepKaneMttja, noKa4eHa 
MOKPa4Ha KHCeJlHHa 

PeTKH 

*KaTerop11ja Ha cj>peKBeHu11ja: )],ecjrn1rnpaHa 3a ceKoj no11M Ha HecaKaHo 11cKycrno cnopen np11jaBeHaTa 11Hu11neHua 
BO 6a3aTa Ha nonaTOU11 BO KJll1HH'-IKl1Te 11cn11TyBal-ba: MHory YeCTl1 (2:1/10), l.feCTl1 (2:1/100 )lO < 1/10), 
Hesoo611YaeH11 (2: 1/1000 no <1/100), PeTK11 (2: 1/10,000 no < l /1000), MHory peTKl1(<I/10,000). 

t OBaa I-1ecaKaHa peaKUHja 611J1a 11neHTmjrnKyBaHa BO TeK Ha nOCTMapKeTl11-1WKOTO CJJene~be. Hej311HaTa np11jaBeHa 
cjipeKBeHu11ja 611J1a npoueHeTa Bp3 ocHoBa Ha HajB11coKarn 3a6eJ1e)KaHa cj>peKBeHu11ja Hl13 nonaTou11Te on 
KJl11Hl1YKOTO 11cn11Tysal-be co6paH11 no 111-1n11Kau11ja 11 ono6peHa n03a. 

tKaTerop11jarn Ha cjipeKBeHu11ja "PeTK11" 611J1a necjimmpaHa cnopen Bon11,10T 3a 3611peH 113sewrnj 3a oco6111-111Te Ha 
JleKOT (CMnLI,) (peB. 2, CenT 2009) Bp3 OCHOBa Ha npoueHeTOTO Bl1COKO Bp3yBal-be Ha 95% 11HTepBaJl Ha noBep6a 3a 
0 HacrnH11 cnopen 6pojoT Ha J1eKyBaH11 J111ua co ARCOXlA BO aHaJ1113aTa Ha nonaTou11Te on <!)a3a III co6paH11 
cnopen n03a 11 111-1n11Kau11ja (n=l 5,470). 

B X11nepceH311Tl1BHOCTa BKJlYYYBa TT011Ml1 "aJ1epr11ja", "anepr11ja Ha JleK", 
"x11nepceH311Tl1BHOCT", "1-1ecneumjJ11'1Ha x11nepceH311T11B1-1ocT" , "peaKu11ja 
'\1ecneu11cjJHYHa aneprnja". 

"x11nepceH3HTHBHOCT Ha JleK", 
Ha XHnepceH311THBHOCT" H 

§Bp3 0CH0Ba Ha aHaJHt3HTe 011 .llOJlfOTpajHHTe KJlHHH4KH HCnHTyBal-ba co nnaue6o H aKTHBHa K0HTpona, 

ceJJeKTHBHHTe COX-2 HI-IXH6HTOpH 61-1J1e noBp3aHl1 co 3roJ1eMeH pH3HK on cepH03HH TpOM60THYHH apTep11CKH ..--.= - ~ ... 
Hacrn1rn, BKJ1yyysaj1<1-1 MHOKapn1-1janeH HHC~apKT 1-1 M030'leH ynap. ManKy e sepojarno ne1<a 3roJJeMyBal-beT v- 'A ME~~ 

• ancoJJyTHl10T p113HK 3a saKBH HacTaHH Ke HMMHHe 1% ron11wHo Bp3 OCHOBa Ha nocTOeYKHTe nonaTOUH ~;y ~-~-~[ -~~, 
(Hesoo61-1YaeH1-1). - ;r ~Z§JC , I~ · 

! < ?<? - . ~ 
~ ~~ f; 

Bo BpcKa co ynoTpe6arn Ha HCAl1JI, perncTp1-1paH11 ce CJ1e,D,H11Te cep11O3Hl1 HecaKaHH .u~-»-- 11 11CT)<I.!,~ e 

6 
~~ CKOS'_J~ _,.....,._,, 

MmKe .ua ce 11cKJ1yYaT 3a eTop1-1KoKc1-1 : HecppoTOKCH'-IHOCT, BKJ1yY11reJ1HO 11 HHTepcTHUHJaJl ~-.-, , 1-1c 1-1 

HecppOTCKl-1 Cl1H,llpOM . 

IlpujasyBalbe ua MO'.IKHH uecairnuu peaKQHH 
TTp1-1jaByBal-heTO Ha MO)KHl1Te HeCaKaHl1 peaKUl-111 no CTaBal-beTO Ha JleKOT BO npoMeT e Ba)KHO. Toa 

OBO3MO)KyBa KOHT11Hy1-1paHO CJle)lel-be Ha O)],HOCOT 1<op11cT/p1-13HK Ha JleKOT. Ce MOJlaT 3,llpaBCTBeHl1Te 
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pa6oTHl-1Ul-1 .ua rn np1-1JaByBaaT Cl-1Te MO)KHl-1 HeCaKaHl-1 peaKUl-111 npeKy Hau110HaJIHl10T ueHTap 3a 
np11JaByBal-be Ha HeCaKaH11 peaKU1111 . 

4.9 IIpe11,03upalbe 

Bo KJ11-1H1-1LJK11Te npoyYyBal-ba, arnrnKau1-1jaTa Ha e.u1-1HeLJH11 .uo311 Ha eTop11KOKc116 .uo 500 mg 1-1 no
Bet<eKpaTHl-1 ,U031-1 .uo 150 mg/.ueH BO Tpael-be o.u 21 .ueH, He pe3yJ1T1-1pawe co 3HaLJajHa TOKCl1LJHOCT. Bewe 
perncTp1-1paHa aKyTHa npe.uo31-1paHOCT co eTOp11KOKCl-16, HO BO noroJleMl-10T 6poj cJ1yLJa11 He 6ea 
perncTp1-1paH11 HecaKaHl1 .uejcTBa. HajLJeCTO perncTp1-1paH1-1Te HeCaKaHl1 .uejcTBa 6ea KOH311CTeHTHl1 co 
6e36e,UHOCHl10T npoqrnn Ha eTOp11KOKCl16 (Ha np. racTp01-1HTeCTl-1HaJIHl-1 H3CTaHl1, Kap.u11opeHaJIHl-1 HaCTaH11). 

Bo cnyyaj Ha npe.uo31-1paHOCT, nornYHO e .ua ce np11MeHaT soo611YaeH11Te 11HTepseHTH11 MepK11, Ha np. o.u 
racTp011HTeCTl1HaJIHl10T TpaKT ce OTCTpaHyBa Heancop611paHl10T MaTep11JaJI, ce BOBe.uysa KJ111Hl1LJKO 
cne.uel-be 11 ce socnocTasysa cynopT11BHa Tepan11ja, no noTpe6a. 

ETop11KOKC116 He MO)Ke .ua ce .u11jaJI11311pa no naT Ha xeMO.D,11jaJI113a; He e n03HaTO .D,aJil-1 eTOp11KOKCl16 MO)Ke 
. . 

.ua ce .u11JaJI1-1311pa no naT Ha nep1-1ToHeanHa .U11JaJil-13a. 

5. <l>APMAKOJIOIIIKH OCOEEHOCTH 

5.1. <l>apMaKO/J,HHaMCKH oco6euocTH 

<l>apMaKoTepaneBTCKa rpyna: AHTl11-1HcpJ1aMaTOpH11 H aHT11peBM3TCKl1 np0113BO.U11, HeCTepo1-1.u11, KOKC1161-1, 
ATC w11cppa: MO! AH05. 

MexaH1-13aM Ha ,11,ejcrnysal-be 
ETop11KoKc1-16 e nepopaJieH, ceneKT11BeH 11Hx1161-1Top Ha u1-1KJ100Kc1-1reHa3a (COX-2) so paMKl1Te Ha 
KJ111Hl1YKl-1 npe.us1-1.ueH1-1Te .U0311 . 

Bo TeKOT Ha npoyYyBal-baTa 113spweH1-1 BO o6nacTa Ha KJ111Hl1YKaTa cpapMaKonornja, ARCOXIA npe.D,113B1-1Ka 
11Hx1-1611u1-1ja Ha COX-2 3as11cHa o.u .uo3arn, a 6e3 11Hx1161-1u1-1ja Ha COX-I , so .uo311 .uo HajMHory 150 mg Ha 
.ueH. ETop11KOKCl16 He ja l1HX11611pawe Cl1HTe3aTa Ha raCTp11YeH npOCTarnaH,Ul1H 11 HeMawe BJ111jaH11e Bp3 
cpyHK1.1,11jarn Ha TpoM6ou11rnTe. 

l..l,1-1KJ100Kc11reHa3aTa e o.urosopHa 3a co3.uasal-beTo Ha npocTarnaH.U11Hl1 . H.ueHT1-1cp11KyBaH11 ce .use 
1-13ocpopM1-1, COX- I 11 COX-2. COX-2 e 113ocpopMa Ha eH311MOT Koj ce nOK3)Ka .ueKa ce 1-1H.uyu1-1pa co npo
socnaJI11TeJ1H11 cT11Mynau1111 11 ce CMeTa .ueKa e npBeHCTBeHo o.urosopeH 3a c11HTe3aTa Ha npocrnH01-1.uH1-1Te 
Me.u1-1jarnp11 Ha 6onKarn, socnaJieH11eTo 11 TpecKaTa. HcTo TaKa, COX-2 e BKJ1yYeH 1-1 np1-1 osynau1-1jaTa, 
11MnJ1aHrnu11jarn 11 3arnopa1-beTo Ha ductus arteriosus, perynau11ja Ha 6y6pe)KH3Ta cpyHKu1-1ja, KaKo 11 Ha 
cpyHKUl-111Te Ha ueHTpaJIHl10T HepBeH Cl1CTeM (11H.UYKUl-1ja Ha TpecKa, nepuen1.1,11ja Ha 60J1Ka 11 KOrHl1Tl1BHaTa 
cpyHK1.1,11ja) . Toj MO)Ke, 11cTo TaKa, .ua 11rpa ynora 11 BO neYel-be Ha ynKyc. COX-2 e 11.ueHrncp11KyBaH BO 
TKl1BOTO OKOJlY racTp11YHl1Te YJ1Kyc1-1 KaJ M3WKl-1Te J11-1ua, HO He e YTBp,UeHa HeroBaTa peneBaHTHOCT BO 
neLJel-beTo Ha ynKyc11Te. 

~l-1Hl1YKa eqrnKaCHOCT-11 6e36e,11,HOCT 
0 rov. v1 Mc,qlf. 

,,_,~ ~<So: 
<:;- '1-
~ (' 

; ~\' 
EqrnKaCHOCT ~ .• "- ,.,I --, < I ' .... , 

-s- ~ ""IJ 
Kaj nau1-1eHrn co oc;reoapTp1-1rnc (OA), eTOp11KoKc1-16 60 mg e.uHaw .UHeBHO ~ a 3Ha ... Y~, HO 
no.uo6pyBal-be Ha pe3yJ1TaT11Te BO 0,UHOC Ha 60J1KaTa 1-1 BO 0,UHOC Ha npoueHKaTa Cm - OT 33 
cocToj6arn Ha 3a6onysal-beTo. Os11e none3Hl1 ecpeKTl1 ce 3a6eJ1e)Kai-111 ywTe BTop1-10T .ueH o.u Tepan1-1jarn 1-1 
npo.uom1rnja .ua er311cT11paaT 11 .uo 52 He.uen11. ITpoyYyBal-baTa co eTop1-1KoKc116 30 mg e.uHaw .UHeBHO 
nOKIDKaa cynep11opHa eqrnKaCHOCT BO O.UHOC Ha nnaue6o, 3."-BpeMeTpael-be Ha TpeTMaHOT o.u 12 He.D,eJ111 (Bp3 
OCHOBa Ha CJ1WfHl1 MeTO.D,11 3a 01.1,ettyBal-be KaKO WTO 6ewe norope HaBe.D,eHO ). Bo e,UHO npoyYyBal-be Ha 
o6eMoT Ha .D,03aTa, eTop11KoKc116 60 mg noKa)Ka 3HaLJ11TeJ1HO noroneMo no.uo6pysal-be OTKOJ1KY 30 mg 3a 
c11Te 3 np11MapH11 1.1,en11, 3a speMeTpael-he Ha TpeTMaHOT o.u 6 He.uen11. ,ll;o3arn o.u 30 mg He e npoyYyBaHa 3a 
ocTeoapTp1-1T1-1c Ha paueTe. 
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Kaj nau,11eHTl1 co peBMaTOl1)],eH apTp11Tl1C (PA), 11 eTOp11KOKCl16 0)], 60 mg 11 O)], 90 mg e)],Haw )],HeBH0, o6eTe 
n0Ka)l{aa 3Ha4!1Tel1H0 no)],o6pyBal-be BO 0)],H0C Ha 6011KaTa, B0CnaJ1eH11eT0 11 n0)],Bl1)KH0CTa. Bo 
11cn11TyBal-baTa KOH rn npou,eHyBMe )],0311Te O)], 60 mg 11 O)], 90 mg, 0B11e no11e3Hl1 ecpeKTH npo)],Ol1)1(11ja )],a 
er311CT11paaT BO TeK0T Ha ue110T0 BpeMeTpael-be Ha TpeTMaH0T O)], 12 He)],e1111. Bo 11cn11TyBal-be Koe ja 
npoueHyBa110 )],03aTa O)], 60 mg BO cnope)],6a co )],03aTa O)], 90 mg, H )],BeTe )],0311 Ha eTop11KoKc116 O)], 60 mg 
e)],Haw )],HeBH0 11 O)], 90 mg e)],Haw )],HeBH0 6,rne noecp11KacH11 O)], n11au_e60. ,r:i:03aTa O)], 90 mg e)],Haw )],HeBH0 
61111a cynep11optta BO 0)],H0C Ha )],03aTa O)], 60 mg e)],Haw )],HeBH0 3a f1106a11HaTa npou,eHKa Ha 6011Ka Kaj 

nau,11eHT11 (0-100 mm BI,13ye11Ha aHMorna CKMa) co npoce4H0 no)],o6pyBal-be 0)],-2.71 mm (95% CI: -4.98 
mm, -0.45 mm). 

Kaj nau,11eHTl1 KOH )],061111e Hana)], 0)], aKyTeH rl1XTl14eH apTp11Tl1C, eTOp11KOKCl16 120 mg e)],Haw )],HeBH0, 3a 
BpeMeTpael-be Ha TpeTMaH0T 0)], ocyM )],eHa, n0KmI<a HaMMyBal-be Ha yMepeHa )],0 eKCTpeMHa 6011Ka 11 
B0CnaJ1eH11e BO 3rno60Bl1Te, BO cnope)],6a co 11H)],0MeTaU,11H 50 mg Tp11naT11 Ha )],eH. HaMMyBal-beTO Ha 
6011KaTa 6ewe 3a6e11e)KaHo ywTe Ha YeT11p11 4aca no 3anoYHyBal-he Ha TpeTMaHoT. 

Kaj nau,11eHTl1 co aHKl11103eH cn0H)],1111HTHC, eTOp11KOKCl16 90 mg e)],Haw )],HeBH0 n0Ka)l{a 3Ha411Tel1H0 
n0)],06pyBal-be BO 0)],H0C Ha 6011KaTa BO 'p6eTOT, B0CnaJ1eH11eT0, KPYT0CTa 11 cpyHKU,11jaTa. K11HHH4KaTa noma 
O)], eTOp11KOKc116 6ewe 3a6e11e)KaHa ywTe BTop110T )],eH O)], Tepan11jarn no 3an04HyBal-be Ha TpeTMaHoT 11 
npo)],011)1(11 )],a er311CT11pa BO TeK0T Ha ue110T0 BpeMeTpael-be Ha TpeTMaH0T O)], 52 He)],e1111. Bo BT0po 
11cn11TyBal-be Koe Bpwe110 npou,eHKa Ha )],03aTa O)], 60 mg BO cnope)],6a co )],03aTa O)], 90 mg, eTop11KoKc116 O)], 

60 mg )],HeBH0 11 0)], 90 mg )],HeBH0 nOKa)Ka11e Cl1114Ha ecp11KaCHOCT BO cnope)],6a co HanpoKCeH 1000 mg 
)],HeBH0. Kaj 1111u_a KOH HeC00)],BeTH0 pearnpa11e Ha 60 mg )],HeBH0 BO TeK Ha 6 He)],e1111, 3ro11eMyBal-be Ha 
)],03aTa Ha 90 mg )],HeBH0 ro n0)],06p1111 CK0p0T 3a 11HTeH311TeT Ha cn11HaJ1Ha 6011Ka (0-100mm BH3ye11Ha 
aHM0rHa cKa11a) BO cnope)],6a co npo)],0l1)KyBal-be co 60 mg )],HeBH0, co npoce4H0 no)],o6pyBal-be O)], -2.70 
mm (95% CI: -4.88 mm, -0.52 mm). 

Bo KJ111Hl14K0 npoyYyBal-be 3a npou,eHKa Ha n0CT0nepaTHBHa )],eHTMHa 6011Ka, eTOp11KOKCl16 90 mg 61111 
)],aBaH e)],Haw )],HeBH0 )],O HajMHory Tp11 )],eHa. Bo no)],rpynarn Ha nau,11eHT11 co yMepeHa 6011Ka Ha 
no4eT0K0T, eTOp11KOKCl16 90 mg n0KmI(aJl Cl1114eH aHaJlreCTl14Kl1 ecpeKT co OHOj Ha 116ynpocpeH 600 mg 
(16.11 vs. 16.39; P=0.722), 11 noro11eM O)], OHoj Ha napauernM011/Ko)],e11H 600 mg/60 mg (I 1.00; P<0.001) 11 
n11aue60 (6.84; P<0.001) MepeH0 cnope)], BKynH0T0 HaMMyBal-be Ha 6011KaTa BO TeK Ha npBHTe 6 4aca 3a 
(TOPAR6). O)],HOCOT Ha nau,11eHT11 KOH np11jaB1111e ynoTpe6a Ha )],ono11H11Te11eH 11eK 3a 6011Ka BO TeK Ha 
npB11Te 24 Yaca O)], )],0311pa1-beTO 61111 40.8% 3a eTOp11KoKc116 90 mg, 25.5% 3a 116ynpocpeH 600 mg Q6h, 11 
46.7% 3a napau_ernM011/Ko)],e11H 600 mg/60 mg Q6h BO cnope)],6a co 76.2% 3a n11au_e60. Bo 0Ba 
npoyYyBal-be, cpe)],H0T0 BpeMe Ha no4eT0K Ha )],eJCTB0TO (B11)],1111BO HaMMyBal-be Ha 6011KaTa) Ha 90 mg 
eTOp11KOKCl16 6H11 28 M11HYTl1 no )],0311pa1-beT0. 

6e36e,nHocT 

My11T11Hay110HaJ1Ha no11rop04Ha nporpaMa 3a TpeT11pa1-be Ha apTp11Tl1C co eTOp11KOKCl16 11 ,Ul1KJlOffieHaK 
(nporpaMa ,,MEDAL") 
TiporpaMaTa MEDAL 6ewe npocneKTHBHa )],113ajH11paHa nporpaMa 3a np11Ka)I<yBal-be Ha I<ap)],110Bac
Ky11apH11Te (CV) 6e36e)],HOCHl1 pe3y11TaT11 Bp3 0CH0Ba Ha 3611pH11 IT0)],aT0U,11 co6paHl1 0Ll,,.-<etl~~&ld 
)],B~jHo c11en11 I<0HTpo1111paH11 11cn11TyBaI-ba co aKTHBeH I<0MnapaTop 11 Toa CTY)],Hja 

1 
, _ 

EDGE. · ~ 
CTy)],11jarn MEDAL 6ewe npe)],BH)],eHa )],a ce cp0Kyc11pa Ha I<ap)],110BacI<y11apH11 :Ipe3, ' I<aj; 7804 
nau11eHT11 co OA 11 5700 nau,11eHT11 co PA, I<o11 6ea TpernpaH11 co eTOp11KoKc116 601 -, (3a' , ;yo)],* O•Ho 90 

~ ; / 
mg (3a OA 11 PA), 111111. )],11I<JlocpeHaK 150 mg Ha )],eH, 3a cpe)],eH nep110)], O)], 20,3 M ~ (MaKs;.Pt~YM 42,3 

'CK n l,:. /,{,' " 
Meceu,11, cpe)],Ha Bpe)],H0CT: 21 ,3 Meceu.11). Bo oBa 11cn11TyBal-be 6ea eB11)],eHT11paH • ep1103H11Te 
HecaKaH11 )],ejcrna 11 npeK11HyBal-baTa nopa)],11 nojaBa Ha HeKoe HecaKaiw )],ejcrno. 

CTy)],1111Te EDGE 11 EDGE II 11Maa 3a u_e11 )],a rn cnope)],aT r , cTpo11HTeCT11HaJ1H11Te rpaH11u,11 Ha To11epaHu,11ja 
Ha eTOp11I<OI<c116 HacnpoTH )],11K11ocpeHaI<. CTy)],11jarn EDGE oncpakawe 7111 nau,11eHT11 co OA, KOH np11Maa 
)],03a Ha eTOp11KoKc116 90 mg Ha )],eH ( 1,5 naT11 noBeke O)], )],03aTa npen11waHa 3a OA) 111111 )],11KJ1ocpeHaI< 150 
mg Ha )],eH, 3a cpe)],eH nep110)], O)], 9, 1 Meceu,11 (MaI<CHMYM 16,6 Meceu,11, cpe)],Ha Bpe)],H0CT: 11,4 Meceu,11). 
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CTy)],11jarn EDGE II oncpakawe 4086 nau11eHrn co PA, KOH 6ea TpernpaHH co eTOpHKOKc116 90 mg Ha )],eH 
mrn )],HKJ1ocpeHaK 150 mg Ha )],eH, 3a cpe)],eH nep110)], o)], 19,2 Meceu11 (MaKCHMYM 33, 1 Meceu11, cpe)],Ha Bpe)],
HOCT: 24 Meceu11). 

Bo 3611pHaTa nporpaMa MEDAL, 34701 nau11eHT11 co OA 111111 PA 6ea TpernpaHH 3a cpe)],eH nep110)], O)], 

17,9 Meceu11 (MaKCHMYM 42,3 Meceu11, cpe!],Ha Bpe)],HOCT: 16,3 Meceu11), npH WTO OK011Y 12800 nau11eHTH 
6ea TpeT11paH11 3a nep110)], noro11eM O)], 24 Meceutt. nau11eHT11Te KOH 6ea perncTp11paH11 BO nporpaMaTa ttMaa 
WHpOK oncer Ha OCHOBHO HHBO Ha Kap)],HOBacKy11apHH H racTpOHHTeCTHHaJlHH cpaKTOpH Ha p113HK. 
nau11eHTH co nOHOBa HCTOpHja Ha MHOKap)],11janeH HHcpapKT, npeca)],yBal-be Ha 6ajnac Ha KOpOHapHa 
apTep11ja, 111111 nepKyrnHa KopoHapHa HHTepBeHu11ja Bo poK o)], 6 Meceu11 npe)], HHBHaTa perncTpauttja, He 
6ea 3eMeHH npe)],BH)],. Bo cTy)],11jarn 6ewe )],03Bo11eHa ynoTpe6a Ha cpe)],cTBa 3a 3aWTHTa Ha racTpOHHTec
THHa11HHOT TpaKT 11 HHCKH )],0311 Ha acn11p11H. 

U:e110KynHa 6e36e)],HOCT: 
He 6ewe 3a6e11e)KaHa 3Ha4HTe11Ha pa311HKa noMefy eTOpHKOKCH6 11 )],HKJlOcpeHaK, BO O)],HOC Ha 
Kap)],HOBaCKy11apHHTe TpOM60TCKH HaCTaHH,. Kap)],HOpeHaJlHH HeCaKaHH )],ejcrna 6ea 3a6e11e)KaHH co 
noro11eMa 3a4eCTeHOCT BO Tepan11jaTa co eTOpHKOKCH6 OTK011KY co )],HKJlOcpeHaK, np11 WTO OBOj ecpeKT 6ewe 
11 3aBHCeH 0)], )],03aTa (KOHKpeTHH pe3y11TaTH BH)],11 no)],011y). racTpOHHTeCTHHaJlHH 11 xenaTaJlHI-1 HecaKaHH 
)],ejcrna 6ea 3a6e11e)KaHH 3Ha4HTe11HO no3a4ecTeHO BO Tepan11jarn co )],HKJlOcpeHaK OTK011KY co eTOpHKOKCH6. 
HHUH)],eHuarn Ha HecaKaHH )],ejcrna BO EDGE 11 EDGE IJ 11 Ha HecaKaHHTe nejcrna KOH ce cMeTaa 3a 
cepH03HH 1111tt KOH pe3y11T11pa BO npeKHHyBal-be Ha cTy)],11jarn MEDAL, 6ewe noro11eMa BO Tepan11jarn co 
eTOpHKOKCH6 OTK011KY co ,l],HKJ10cpeHaK. 

Kap)],HOBacKy11apHH 6e36e,D,HOCHH pe3y11Tarn: 
Eewe 113BpweHa cnope)],6a Ha CTeneHOT Ha nOTBp,D,eHH, cepH03HH, TpOM60TCKH Kap)],HOBaCKy11apHH 
HeCaKaHH ,D,ejcrna (KOH ce COCTOjaT 0,1], Kap,D,HjaJlHH, uepe6poBaCKy11apHH 11 nep11cpepHO-BaCKy11apHH 
HaCTaHH) noMefy eTOpHKOKCH6 11 ,l],HKJlOqJeHaK 11 no,D,aTOUHTe ce pe3HMHpaHH BO rn6e11arn WTO c11e,D,H. He 
6ea 3a6e11e)KaHH HHKaKBH CTaTHCTH4KH 3Ha4ajHH pa311HKH BO CTeneHOT Ha TPOM60TCKH HaCTaHH noMefy 
eTOpHKOKCH6 11 ,l],HKJlOqJeHaK, BO 0,1],HOC Ha CHTe aHaJ1113HpaHH no,D,rpyn11, KOH oncpakaa nau11eHTH co WHpOK 
oncer Ha OCHOBHO HHBO Ha Kap)],HOBacKy11apeH pH3HK. ,D;oK011KY ce pa3rne,D,yBaaT 0,D,,D,e11HO, pe11aTHBHHTe 
pH3HUH 3a noTBp,D,eHHTe, cepH03HH, TpoM60TCKH Kap,D,HOBacKy11apHH HecaKaHH ,D,ejcrna BO Tepan11jaTa co 
eTOpHKOKCH6 60 mg 111111 90 mg BO cnopen6a co )],HKJlOqJeHaK 150 mg, ce C11114HH. 

noTBpti.eHH cepttOJHH, T 

ETOpHKOKCH6 
(N= 16819) 

25836 nauueHT / 
rO)lHHH 

)lH0B8CK Jl8 HH H8CT8HH J6H 
,ll,HKJJO<l>ettaK 

(N=16483) 
24766 nauueHT / ro)lHHH 

CTeneH t (95% Cl) 

no npOTOKOJl 1.24(1.11, 1.38) 1.30(1.17, 1.45) 
3a T em a"'e 1.25 ( 1.14, 1.36) 1.19 ( 1.08, 1.30) 
noTBpti.eHH Kapt1,HjaJJHH HCnatJ,H 

no npOTOKOJl 0.71 (0.61 , 0.82) 0. 78 (0.68, 0.90) 
0.70 (0.62, 0.79) 

no npOTOKOJl 0.34 (0.28, 0.42) 0.32 (0.25, 0.40) 
0.29 (0.24, 0.35) 

no npOTOKOJl 0.20 (0.15, 0.27) 0.22 (0.17, 0.29) 
3a TpeTH a"'e 0.24 (0.20, 0.30) 0.23 (0.18, 0.28) 
HacTaHH Ha I 00 nau11eHTl ro.u11H11 ; Cl = 111-1TepBa.n 1-ia .uoBep6a (confidence interval) 

N = BKyne1-1 6poj 1-1a nau11e1-1TH omj>aTeHH BO nonynauHjaTa ,,no npoToKon" 

TpeTM8HHTe 

PeJJaT. HJHK (95%CI) 

0.95(0.81, I.II) 
1.05 (0.93, 1.19) 

0.90 (0.74, 1.10) 
0.99 (0.84, 1.17) 

0.92 
1.08 

no np0TOK0JI: CHTe HaCTaHH perttcTpHpaHH BO TeK0T I-la npoyc1yBaHaTa Tepan11ja HJIH BO nep110.u eHa no 
npeKHHyBal-beT0 (co HCKJIY'-IOK Ha nauHeliTH KOH npHMHJle <75% o.u :ipoyYyBaHH0T JleK, HJlH KOH npHMHJle HCAHJl KOH He 
ce npe.uMeT 1-1a cTy.UHjarn > I 0% o.u speMeTo ). 
3a TpeTHpal-be: CHTe nornp.ue1rn 1-1acTaHH 110 KpajoT Ha HCnHTyBal-beTO (BKJlY'-IHTeJlHO H nauHeHTH KOH noTeHUHja.Jll-10 6HJle 
H3Jl0)KeHH Ha HliTepBeHUHH KOH He ce npe11MeT Ha CTy.u11jaTa, no npeKHHy Bal-be Ha Tepan11jaTa co JleK0BH KOH ce npe.uMeT Ha 
CT 1\Hjarn). BK flHl10T 6 oj Ha nau11eHTl1 11cn11TaHl1 no CJl ciaeH 11360 , n=l 7412 3a eT0 11KOKCl16 11 17289 3a .lll1KJl0OeHaK. 
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Kap,D,HOBacKyJiapHaTa CMpTH0CT, KaK0 11 l(eJl0KynHaTa CMpTH0CT, 6ewe CJlHYHa TIOMery rpyn11Te TpeTHpaHH 
co eTOp11KOKCl16 11 )],HKJlO(peHaK. 

Kap,D,11opeHaJ1HH HacrnH11 : 
TTp116J1mKHO 50% o,D, nal(HeHrnTe perncTp11paH11 BO cTy,D,11jarn MEDAL, HMaa 11cTop11ja Ha x11nepTeH311ja Ha 
0CH0BH0 HHB0. Bo TeK0T Ha npoyYyBal-beT0, HHL\H,D,eHL(aTa Ha npeKHHyBal-ba nopa,D,H HeCaKaHH ,D,ejcTBa BO 
noBp3aH0CT co x11nepTeH3Hja, 6ewe CTaTHCTHYKH 3HaYHTeJ1H0 noroJleMa Kaj TepanHHTe co eTOp11KOKCl16, 
0TK0JlKY co )],HKJlO(peHaK. YIHL\11,D,eHL(aTa Ha HeCaKaHH ,D,ejcrna (npeKHHyBal-ba 11 cepH03HH HaCTaHH) KaK0 
K0HreCTHBHa Cpl\eBa CJ1a6ocT, 3a6eJ1e)1<a CJlHYHa CTaTIKa Kaj Tepan11jaTa co eTOp11KOKCl16 60 mg, BO cnope,D,6a 
co )],HKJlO(peHaK 150 mg, HO CTanKaTa 6ewe n0BHC0Ka 3a Tepan11jaTa co eTOp11KOKCl16 90 mg BO 0)],H0C Ha 
)],HKJlO(peHaK 150 mg ( CTaTHCTHYKH 3HaYajHO 3a 90 mg eTOp11KOKCl16 Hacnporn 150mg ,D,HKJlO(peHaK BO 
Koxoprnrn OA Ha cTy,D,11jarn MEDAL). HHL\H,D,eHL\aTa Ha HecaKaHH ,D,ejcrna noBp3aHH co nornp,D,eHa 
K0HreCTHBHa cpl(eBa CJ1a6ocT (HaCTaHH KOH ce cepH03HH 11 pe3yJ1THpaa BO xocnHTaJ1H3al(Hja HJlH ynaTyBal-be 
BO ypreHTeH l(eHTap), 6ewe He3HaYajHO TI0BHC0Ka 3a Tepan11jaTa co eTOp11KOKC116 0TK0JlKY co )],HKJlO(peHaK 
150 mg, npH WT0 OBOj ecpeKT 6ewe 3aBHCeH 0)], ,D,03aTa. J1Hl(H,D,eHL(aTa Ha npeKHHyBal-ba nopa,D,H HeCaKaHH 
,D,ejcrna TI0Bp3aHH co nojaBa Ha e,D,eMH, 6ewe n0BHC0Ka 3a Tepan11jaTa co eTOp11KOKCl16 0TK0JlKY co )],HKJl0-
cpeHaK 150 mg, np11 WT0 OBOj ecpeKT 6ewe 3aBHCeH 0)], )],03aTa (CTaTHCTHYKH 3Ha4ajHO 3a eTOp11KOKCl16 90 
mg, HO He 3a eTOp11KOKCl16 60 mg). 

Kap,D,11opeHaJ1HHTe pe3yJ1TaT11 3a EDGE 11 EDGE II 6ea K0H3HCTeHTHH co 0HHe KOH ce on11waH11 3a 
cTy,D,11jarn MEDAL. 

Bo noe,D,11HeYHHTe cTy,D,1111 Ha nporpaMaTa MEDAL, 3a ernp11K0Kc116 (60 mg HJlH 90 mg), ancoJ1yTHaTa 
HHL\H,D,eHL\a Ha npeK11HyBat-haTa BO 611J10 Koja 11cn11TaHHYKa rpyna H3HecyBawe ,D,0 2,6% 3a x11nepTeH311ja, ,D,0 
l ,9% 3a e,D,eMH 11 )],0 I, 1 % 3a K0HreCTHBHa Cpl\eBa CJ1a6ocT, npH WT0 n0BHC0Ka CTanKa Ha npeKHHyBal-ha 
6ewe 3a6eJ1e)KaHa 3a Tepan11jaTa co eTOp11KOKCl16 90mg 0TK0JlKY co eTOp11KOKCl16 60 mg. 

Pe3yJ1TaTH 3a racTp0HHTeCTHHaJJHHTe rpaHHL\H Ha TOJ1epaHL(11ja cnope,D, nporpaMaTa MEDAL: 
3HaYHTeJ1HO noHHCKa CTanKa Ha npeKHHYBal-ha Ha TpeTMaH0T 3a 611J10 Koe KJlHHHYKH (Ha np. ,D,Hcnenc11ja, 
a6,D,OMHHaJ1Ha 60J1Ka, YJ1Kyc) racTp0HHTeCTHHaJlH0 HeCaKaH0 ,D,ejcTBO 6ewe 3a6eJ1e)KaHO BO Tepan11jaTa co 
ernp11K0Kc116 Hacnp0TH ,D,HKJ1ocpeHaK, BO ceKoja 0,D, TPHTe cTy,D,1111 - K0MnoHeHTH Ha nporpaMaTa MEDAL. 
CTaTIKHTe Ha npeKHHyBal-be nopa,D,H HeCaKaHl1 KJ111HH4KH raCTp0HHTeCTHHaJlHH HaCTaHH Ha CT0 
nal(HeHT/ ro,D,HHH 3a l(eJlOT0 BpeMeTpael-be Ha CTY,D,HjaTa, H3HecyBaaT KaKo CJle,D,11: 3,23 3a eTOp11KOKCl16 11 4,96 
3a ,D,HKJ1ocpeHaK BO cTy,D,11jam MEDAL; 9,12 co ernp11K0Kc116 11 12,28 co ,D,HKJ1ocpeHaK BO cTy,D,11jarn EDGE; 11 
3,71 co ernp11K0Kc116 114,81 co ,D,HKJ1ocpeHaK BO cTy,D,11jam EDGE II. 

Pe3yJ1TaTH 3a racTpo11HTeCTHHaJ1HaTa 6e36e,D,HOCT cnope,D, nporpaMaTa MEDAL: 
Ll,eJ10KynHHTe HaCTaHH BO ropHH0T ,D,eJl Ha racTp0HHTeCTHHaJlHH0T TpaKT 6ea ,D,ecpHHHpaHH KaK0 
nepcpopal\HH, YJ1Kyc11 11 KpBapel-be. Bo no,D,rpynarn Ha L1eJ10KynH11Te HaCTaHH BO ropHH0T ,D,eJ1 Ha 
racTp0HHTeCTHHaJlHH0T TpaKT KOH ce CMeTaaT 3a K0MnJlHL\HpaHH, cnafaaT nepcpopal\HH, onCTPYKL\HH H 
K0MnJlHU,HpaH0 KpBapet-he; BO no,D,rpynaTa Ha HaCTaHH BO ropHH0T ,D,eJl Ha racTp0HHTeCTHHaJlHH0T TpaKT 
KOH ce CMeTaaT 3a HeK0MnJlHU,HpaHH, cnafaaT HeK0MnJlHU,HpaH0 KpBapet-be 11 HeK0MnJlHU,HpaHH YJ1Kyc11. 
3HaYHTeJ1HO noHHCKa CTanKa Ha l(eJl0KynHH HaCTaHH BO ropHH0T ,D,eJl Ha racTp0HHTeCTHHaJlHH0T TpaKT 
6ewe 3a6eJ1e)KaHa co ernp11K0Kc116 BO 0,D,H0C Ha ,D,HKJ1ocpeHaK. OB,D,e He 6ewe perncTp11paHa 3HaLtajHa 
pa3nHKa noMefy eTOp11KOKCl16 H )],HKJlOcpeHaK BO 0)],H0C Ha CTanKaTa Ha K0MnJlHL\HpaHH HaCTaHH. 3a nO,D,
rpynaTa Ha xeMoparHCKH HacTaHH BO ropHH0T ,D,eJl Ha racTpOHHTeCTHHaJlHHOT TpaKT (KOM611HHpaHO -
KOMnJlHU,HpaHH 11 HeKOMTIJ1Hl\HpaH11), He 6ewe perncTpHpaHa 3HaYajHa pa3J111Ka J;!:e~~~Op11KOKCl16 11 
,D,HKJ1ocpeHaK. TTomarn 3a HacTaHHTe BO ropHH0T ,D,eJl Ha racTp0HHTecTHHaJlHHO . ~T o7f't.· ~n11jarn co 
eTOp11KOKCl16 HacnpoTH • )],HKJlOcpeHaK, He 6ewe CTaTHCTHYKH 3Ha4ajHa Kaj n iieH OH apaneJlH0 

npttMaa HHCKH A03H Ha acnttpHH (ompttnHKa 33% nautteHTH). 0~ 

CTanKHTe Ha CTO nau,HeHT! rO,D,HHH Ha n0TBp,D,eHHTe K0JV-llJlHLl,HpaHH 11 HeKO aHJ;f acTaHH BO 
E. ' a" 

ropHH0T ,D,eJl Ha raCTp0HHTeCTHHaJlHHOT TpaKT (nepcpopau,1111, YJ1Kyc11 11 KpBapel-he . ~HecyBaa 0,67 
(95% CT 0.57, 0.77) co ernp11K0Kctt6 11 0,97 (95% CI 0.85, 1.10) co ,D,HKJ1ocpeHaK, np11 WTO ce ,D,0611Ba 
peJ1aT11BeH pH3HK o,D, 0,69 (95% CI 0.57, 0.83) . 
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Eewe 113BpweHa npecMeTKa Ha crnnKaTa 3a noTBp.L\eH11Te HaCTaHH BO ropHH0T )],en Ha racT
po11HTeCTHHaJJH110T TpaKT Kaj nocrnpHTe nau,HeHTH, np11 WT0 HajroJleMO HaMaJJyBal-be 6ewe 3a6eJ1e)KaHO Kaj 

nau,11eHTH Ha B03pacT ?.75 ro)],HHH 1,35 [95% CI 0.94, 1.87] HacnpoTH 2,78 [95% Cl 2.14, 3.56], HacrnH11 Ha 
CT0 nau,11eHTlrO)J,HHH 3a eTOp11KOKCl16 11 )],HKJlO<peHaK, 3ace6Ho. 

CTanKHTe 3a noTBp)J,eHHTe KJ111HH1-IKl1 HaCTaHl1 BO )],0JlHH0T .[\eJl Ha racTp011HTeCTHHaJJHl10T TpaKT 
(nepcpopau,1111 Ha TeHK0T0 11n11 )],e6enoTO u,peBo, oncTpyKu,1111, 11n11 xeMoparnja (TTOX)) He 6ea 3HaYajHo 
pa3Jll1'-IHl1 nOMefy eTOp11KOKCl16 11 )],HKJlO<peHaK. 

XenaTanH11 6e36e)],HOCHH pe3ynrnT11 cnope.L\ nporpaMaTa MEDAL: 
ETOp11KOKCl16 6ewe )],0Be)],eH BO BpCKa co CTaTHCTH'-IKl1 3HaYajHa noHHCKa CTanKa Ha npeKHHyBal-ba nopa)],H 
xenaTaJJHH HecaKaHH )],ejcrna, HacnpoT11 )],11KJJO<peHaK. Bo 36HpHarn nporpaMa MEDAL, 0,3% OL\ 

nau,HeHTHTe TpeT11paHH co eTOp11KOKCl16 11 2,7% O)], nau,11eHTl1Te TpeT11paHH co )],HKJlO<peHaK, ja npeKHHaa 
Tepan11jarn nopa.L\H xenaTanH11 HecaKaHH )],ejcTBa. CrnnKaTa Ha cTo nau,11eHT/ro)],11H11 113HecyBawe 0,22 3a 
TpeTMaH0T co eTOp11KOKCl16 11 1,84 3a TpeTMaH0T co )],11KJlO<peHaK (p-Bpe)],HOCTa 113HecyBawe <0,00 l 3a 
eTOp11KoKc116 Hacnp0TH L\HKJJo<peHaK) . MeryToa, noBekeTo xenaTaJJHl1 HecaKaH11 )],ejcTBa BO nporpaMaTa 
MEDAL He 6ea cep1103H11. 

1IonOJlH11TeJlH11 TpOM60TCKl1 Kapn110BacKyJ1apH11 6e36ep.HOCHH nonaTOU11 
Bo KJ111HH'-IKl1Te npoy'-l)'Bal-ba BO KOH He 6ea BKJJyYeHH CTYL\HHTe OL\ nporpaMaTa MEDAL, 0Kony 3100 

nau,11eHTl1 6ea TpeT11paHH co eTOp11KOKCl16 ?.60 mg Ha .[\eH, BO Tpael-be 0)], 12 He)],eJlH HJ111 n0)],0Jlr0. He 
nocToewe 3a6eJ1e)I<Jll1Ba pa3Jll1Ka BO CTanKaTa Ha noTBp,L\eHH, cepH03Hl1, TpOM60TCKH Kap)],H0BaCKyJ1apHH 

HacrnH11 noMery nau,11eHT11Te TpeT11paH11 co eTOp11KOKC116 ?.60 mg, nnau,e6o, 11n11 He-HanpoKceH HCAl1Jl. 
MeryToa, CTanKaTa Ha 0BHe HaCTaHH 6ewe n0BHC0Ka Kaj nau,11eHTl1Te TpeT11paH11 co eTOp11KOKCl16, BO 
cnope)],6a co 0Hl1e K0l1 6ea TpeT11paH11 co Hanp0KCeH 500 mg )],BanaTH Ha )],eH . Pa3Jll1KaTa BO 
aHrnTpoM6ou,11THOTO )J,ejcTBOTO noMery HeK011 HCAl1JI K011 ja 11Hx11611paaT COX-1 11 ceneKTHBH11Te 
HHXH6HTOp11 Ha COX-2, M0)Ke .[\a 611)],e KJ1HHl1'-IKH 3HaYajHa 3a nau,11eHTH Kaj K0l1 n0CT0l1 p11311K 0)], TpOM6o
eM60J111CKl1 HacrnH11. CeneKTl1BH11Te 11Hx11611Top11 Ha COX-2 ro HaManyBaaT cpopM11pa1-beTO Ha c11cTeMcK11 
(11 , cnope)], Toa, BepojaTHO eH.[\OTeJlHCKH) np0CTaLl,11KJ111H, 6e3 )],a BJ111jaaT HenoB0JlH0 Bp3 TpOM60U,HTHl10T 
TpoM60KCaH. 101HHH'-IKaTa peneBaHTH0CT Ha 0BHe perncTp11paH11 HaCTaHH Hee YTBp,L\eHa. 

1IonoJ1Hl1TeJ1HH nonaT0UH 3a racTp011HTeCTHHaJJHaTa 6e36ep.HOCT 
Bo )],Be 12-He)],eJlHH )],BOjHO cnen11 eH)],0CK0nCKH npoyYyBal-ba Ha np11HU,Hn0T, KyMynaTl1BHaTa HHL.1,11)],eHu,a 
Ha racTp0L\Y0L\eHaJJHH0T ynKyc 6ewe 3Ha'-IHTeJlH0 n0HHCKa Kaj nau,11eHTl1Te TpeT11paH11 co eTOp11KOKCH6 120 
mg e.[\Haw )],HeBH0, 0TK0JJKY Kaj nau,11eHTl1Te TpeT11paHH HJ111 co HanpoKceH 500 mg )],BanaT11 Ha )],eH 11Jll1 
116ynpocpeH 800 mg Tp11naT11 Ha )],eH. ETOp11KoKc116 noKa)Ka noroneMa 11ttu,11)],eHu,a Ha ynKyc BO cnope,L\6a co 
nnau,e6o. 

TTpoyYyBal-be Ha 6y6pe)KHaTa cpyHKu11ja Kaj nocrnp11 n11ua 
TTpeKy HaH3MeHH'-IH0 L\BOjHo cneno nnau,e6o K0HTpon11paHo 11cn11TyBal-be Ha napanenHH rpyn11 611ne 
npou,eHyBaH11 ecpeKTl1Te 0)], 15-)J,HeBeH TpeTMaH co eTOp11KOKCH6 (90 mg), u,eneKOKCH6 (200 mg bid), 
HanpoKceH (500 mg bid) 11 nnau,e6o, 3a 113JlaYyBal-be Ha yp11HapeH HaTPHYM, KpBeH np11T11C0K 11 L\pyrn 
napaMeTpH Ha 6y6pe)l<HaTa cpyHKU,Hja, Kaj Jl11U,a Ha B03pacT 0)], 60 )],O 85 ro.[\HHH, n0)],Jl0)KeH11 Ha 
HaTp11yMcKa )],HeTa 0)], 200-mEq/)J,eH. ETOpHKOKCl16, u,eneKOKCH6 11 Hanp0KCeH 11Maa CJ111'-IH0 )],ejcTBO Bp3 
113JlaYyBal-beT0 Ha yp11HapHH0T HaTpHyM BO TeK0T Ha )],B0He.[\eJlHl10T TpeTMaH . C11Te cnope)],6eHH aKTHBHl1 
cocr ojK11 noK~aa 3roneMyBal-be HacnpoT11 nnau,e6o, Bo 0L\H0C Ha c11cT0J1H110T KpBeH np11T11coK; MeryToa, 
TpeTHpal-beT0 co eTOpHKOKCH6 noKa)Ka CTaTl1CTl1'-IKl1 3HaYajHo 3f0JleMyBal-be Ha 14. )],eH, BO cnope)],6a co 
u,eneKOKc116 11 Hanp0KCeH ( cpe,L\H0 0TCTanyBal-be 0)], CTaH)J,ap)J,HaTa Bpe)],H0CT 3a Cl1CT0J1Hl10T KpBeH 
np11T11coK: eTop11KOKc116 7,7 mmHg, u,eneK0Kc116 2,4 mmHg, HanpoKceH 3,6 mm Hg). o.V-. 1-1 Mt.,, . ~~ ~ 

""'<J ~+. 
~ O"'~~, ('I 5.2. <l>apMaKOKHHeTH'IKH oco6eHOCTH "' ~ Ll 
~ ~. ,, ' I")/ 

Ancopm1u)a % · ,..,,.,, 
✓1,, ♦ 

Ann11u,11paH opanHo, eTOp11KoKc116 ,B,o6po ce ancop611pa. AnconyTHaTa 611opacno lilcBG . HecyBa 
0TnpHJJHKa I 00%. no 113BpweH0 )],0311pa1-be 0)], 120 mg e.[\Haw )],HeBH0 BO crn611J1Ha C0CT0 ' ajBl1COKaTa 

Bpe.L\H0CT Ha KOHU,eHTpau,11ja BO nJJa3Ma (reoMeTp11cKa cpe,L\Ha Bpe.L\H0CT Cma,=3 ,6 µg/ml) 6ewe 3a6eJ1e)KaHa 
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0Tnp111rnKa I 4ac (Tmax) no anm1Kau,11jaTa Bp3 B03pacHH ;rnu,a Ha rna)],H0. O6naCTa Ha reoMeTp11cKaTa 

cpe,!l,Ha spe,!l,H0CT no)], Kp11BaTa (AUC0•24,,) H3Hecysawe 37,8 µg·hr/ml. <l>apMaKOK11HeT11KaTa Ha eTOpHKOKc116 
e npaB0JIHHHCKa npeKy u,eJIH0T oncer Ha KJIHHH4KHTe )],0311 . 

,IJ;o311pa1-beTo co np11Mal-be xpaHa (s11coK0MaceH o6poK) HeMawe sn11jaH11e Bp3 o6eMOT Ha ancopnu,11ja Ha 
eTOp11KoKc116, no ann11Kau,11jaTa Ha )],03a O)], 120 mg. Eewe 3acernaTa cTanKaTa Ha ancopnu,11ja, WT0 
pe3ynT11pawe BO HaManysal-be Ha Cmax 3a 36% 11 3roJieMyBal-be Ha Tmax 3a 2 4aca. Os11e no)],aTou,11 He ce 
CMeTaaT 3a KJIHHl14Kl1 3Ha4ajHH. Bo KJIHHH4KHTe 11cn11TyBal-ba, eTOpHKOKCH6 e ann11u,11paH 6e3 orne)], Ha 
np11Mal-beTo xpaHa. 

/J,ucmpu6yi1uja 
ETOpHKOKCH6 e 0TnpHJIHKa 92% Bp3aH co npoTeHH Ha 40Be4Ka TIJia3Ma BO paMKHTe Ha K0HU,eHTpau,1111 O)], 

0,05 )],0 5 µg/ml. BonyMeHOT Ha )],HCTp116yu,11ja BO CTa6HJIHa COCTOj6a (V dss) 6ewe ornpHJIHKa 120 L Kaj 
nyfe. 

ETOpHKOKCH6 Ja npeMHHyBa nnau,eHTaTa Kaj crnopu,11 11 3aJU,H, KaK0 11 KpBH0-M0304HaTa 6ap11epa KaJ 
crnopu,11 . 

EuompaHcrjJopMalfuJa 
ETOpHKOKCH6 eKCTeH311BH0 ce MeTa60Jil13Hpa co < l % 0)], )],03aTa Koja ce nojaBH BO yp11HaTa BO 0CH0BHa 
cpopMa. rnaBHHOT naT Ha MeTa60JI113MOT 3a. cpopM11pa1-be Ha ,!l,ep11BaT Ha 61-XH,!l,p0KCHMeTHJI ce KaTaJil13Hpa 
co CYP eH3HMHTe. Ce noKmI<a )],eKa CYP3A4 np11,!l,0Hecysa 3a Mern6oJIH3MOT Ha eTOpHK0Kc116 UH 6U60. HH 

Gumpo cTy,!l,HHTe noKmKysaaT )],eKa CYP2O6, CYP2C9, CYPIA2 11 CYP2Cl9 M0)Ke, HCT0 TaKa, )],a ja 
KaTaJil13HpaaT rnaBHaTa MeTa6oJIHTCKa naTeKa, HO HHBHaTa KBaHTHTaTHBHa ynora UH 6U60 Hee npoy4eHa. 

Kaj MaWKHTe JIHU,a ce H)],eHTH<pHKyBaHH neT MeTa6oJIHTl1. OcHOBHHOT MeTa60JIHT e ,!l,ep11BaT Ha eTOpHKOKCH6 
0)], 6'-Kap60KCHJIHa KHCeJIHHa cpopM11paH co noHaTaM0WHa OKCH)],au,11ja Ha ,!l,epHBaT0T Ha 61-XH,!l,p0KCHMeTHJI . 
Os11e 0CH0BHH MeTa60JIHTl1 HJIH He n0Ka)l<yBaaT HHKaKBa 113MepJIHBa aKTHBH0CT, HJIH ce caM0 CJia6o 
aKTHBHH KaKo 11Hx11611Top11 Ha COX-2. H11Ty e)],eH O)], os11e Mern6on11rn He ja 11Hx11611pa COX-1 . 

EJ1uMuHai1u}a 
no 113BpweHa HHTpaBeHCKa anJIHKau,11ja Ha e)],HHe4Ha )],03a Ha 25 mg pa,!l,H006eJie)KaH eTOpHKOKCH6 Bp3 
3,!l,paBH JIHU,a, 70% O)], pa,!l,H0aKTHBH0CTa ce nojaBH BO yp11HaTa, a 20% BO cpeu,ecoT, rnaBH0 BO 811)], Ha 
Mern6oJIHTH. TToManKy O)], 2% ce nojas11ja KaKo HenpoMeHeT JieK. 
EJIHMl1Hau,11ja Ha eTOpHKOKCH6 HacTaHyBa pe4HCl1 11CKJIY4HB0 npeKy MeTa60Jil13MOT, a noToa CJie)],11 
6y6pe)KHO 113Jia4yBal-be. CTa6HJIHl1 K0HU,eHTpau,1111 Ha eTOpHKOKCH6 ce )],0CTHrHyBaaT BO poK 0)], Ce)],yM )],eHa 
no anJIHKau,11jaTa Ha 120 mg e)],HaW )],HeBH0, co 0)],H0C Ha aKyMynau,11ja 0)], 

0

0K0JIY 2, WT0 0)],f0Bapa Ha 
noJiy)KHB0T 0 )], 0KOJIY 22 4aca. KJI11peHCOT Ha nJia3Ma no HHTpaBeHCKa anJI11Kau,11ja Ha )],03a 0)], 25 mg ce 
npou,eHyBa Ha oKony 50 ml/min. 

KapaKmepucmuKu Ka} nai1ueHmume: 

Ilocmapu naZfueHmu: <l>apMaKOK11HeT11KaTa KaJ nocrnp11 n11u,a (Ha B03pacT O)], 65 
CJil14Ha KaK0 11 KaJ MJia)],HTe. 

Ilofl : <l>apMaKOKHHeTHKaTa Ha eTOpHKOKCH6 e CJil14Ha Kaj Ma)KHTe Ii )l(eHHTe. . 
~ 
< V 
-, ~• I 

~ <$~ 
o/ ') 

XenamaJIHO HapymyGal-be: TTau,11eHrnTe co cna6a xenaTanHa )],11ccpyHKu,11ja (Child-Pugh ',;y ~ ~ ni •Jif '' 011 
np11Maa eTOpHKOKCH6 60 mg e)],Haw Ha )],eH, noKa)l<aa 0Tnp11n11Ka 16% noBHC0Ka cpe,!l,Ha sperrl'N~:-ff.!f"AUC 
BO cnope,!l,6a co 3,!l,paBH JJ HU,a KOH 6ea n0)],JI0)l(eHH Ha HCTH0T pe)KHM. nau,11eHTHTe co yMepeHa xenaTaJIHa 
)],11c<pyHKu,11ja (Child-Pugh noem1 7-9) KOH np11Maa eTOp11KoKc116 60 m_g ce«oj emop oeu, noKmKaa CJIH4Ha 
cpe,!l,Ha Bpe,!l,H0CT Ha AUC BO cnope,!l,6a co 3,!l,pas11Te n11u,a KOH np11Maa eTOpH·KoKcH6 60 mg e)],Haw Ha )],eH; 
eTOpHK0Kc116 30mg e)],Haw Ha )],eH He e npoyYeH Kaj 0Baa nonynau,11ja. He nocTojaT KJIHHH4KH 11n11 cpapMa
K0KHHeTH4KH no)],aTou,11 3a nau,11eHrn KOH CTpa,!l,aaT O)], Cef..ii103Ha xenaTaJIHa )],Hc<pyHK1..1,11ja (Child-Pugh 

noeHH :::C:10). (BH)],eTe )],eJI 4.2 11 4.3). 
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Ey6pe:JICHO Hapytuy6ffH,e: <l>apMaKOKJ,1HeT11KaTa Ha e)J,J,1He4Ha )],03a Ha eTOpHKOKCH6 120 mg Kaj nau,11eHTl1 co 

yMepeHa .D,O cmrna 6y6pe)KHa 11Hcycp11u,11eHu,11ja 11 nau,11eHTH co 6y6pe)KHO 3a60JT)'Bal-be BO KpajHa cpa3a, KOH 
ce no.D,J10)KeH11 Ha xeMO.D,11jan113a, He 6ewe 3Ha4ajHo pa3JJH4Ha BO cnope.D,6a co 3.D,paBHTe 1111u,a. 
XeMO)],HjaJJH3aTa He3Ha4HTeJ1HO npH.D,OHece 3a eJ1I1MI1Hau,11ja (KJ111peHC Ha )],11jan113aTa: OTnpHJlHKa 50 

ml/min). (B11.D,eTe .D,en 4.3 11 4.4). 

lleoujampucKU nai1ue1-1mu: <l>apMaKOKHHeTHKaTa Ha eTOpHKOKCH6 Kaj ne.D,11jaTpHCKI1Te nau,11eHTl1 ( <12-
fO)],HWHa B03pacT) Hee npoy'-leHa. 

Bo e.D,HO npoy'-lyBaJ--be Ha cpapMaKOKHHeTHKaTa (n= 16) 113BpweHO Bp3 MJla)],11 JlHU,a (Ha B03pacT 0)], 12 )],0 17 

rO)],HHH), cpapMaKOKHHeTHKaTa Kaj MJla)],HTe co Te)KHHa 0)], 40 )],0 60 kg KOH np11Maa eTOpHKOKCH6 60 mg 
e.D,Haw Ha .D,eH 11 MJ1a)],11Te >60 kg KOH np11Maa eTOpHKOKCH6 90mg e.D,Haw Ha .D,eH, 6ea CJ1114Hl1 Ha 
cpapMaKOKHHeTHKaTa Kaj B03paCHl1 KOH np11Maa eTOpHKOKCH6 90 mg e.D,HaW Ha .D,eH. Ee36e.D,HOCTa 11 

ecp11KaCHOCTa Ha eTOpHKOKCH6 Kaj ne.D,11jaTpHCKl1 nau,HeHTH He ce O.D,pe.D,eHH (BH)],eTe .D,eJl 4.2). 

5.3. Ilpei:.KJIHHH'IKH noi:.aTOU,H 3a 6e36ei:.uocT 

Bo npe.D,KJ111Hl14KHTe npoy'-lyBaJ--ba ce nOK3)Ka .D,eKa eTOpHKOKCH6 He e reHOTOKCH'-leH. ErnpHKOKCH6 He e 

Kapu,11HoreH Kaj rnyBU,11. Crnopu,11Te pa3BHja xenaTou,enynapHH 11 THpOH)],HH (pOJlHKYJJapHH KJleTO'-IHH 
a.D,eHOMH, np11 an1111Kau,11ja Ha )],03a >2-naTH noroneMa 0)], '-IOBe'-!KaTa (90 mg), 3aCHOBaHO Ha CHCTeMCKa 

113JlO)KeHOCT Kora np11Maa )],HeBHa )],03a, 3a nepHO)], 0)], OKOJlY )],Be fO)],HHH. XenaTou,enynapHHTe 11 
THpOH)],HHTe Q)OJlHKYJJapHH KJleTO'-IHH a.D,eHOMH KOH 6ea 3a6eJ1e)KaHI1 Kaj CTaopu,11Te, ce CMeTaa 3a 

nocne.D,11u,a O.D, .D,ejcrnyBaI-beTo Ha MexaHH3aM cneu,11¢11'-!eH 3a CTaopu,11, Koj ce O.D,HecyBa Ha HH.D,yKu,11ja Ha 
xenaTaJJHHOT CYP eH3HM. He e yrnp.D,eHo .D,eKa ernp1-1K0Kc1-16 npe.D,H3BHKyBa HH.D,yKu,11ja Ha xenaTaJJHHOT 

CYP3A eH3HM Kaj nyfe. 

racTpOHHTeCTHHaJJHaTa TOKCH'-IHOCT Ha eTOpHKOKCH6 Kaj CTaopu,11Te ce 3fOJleMH napaneJJHO co )],03aTa 11 co 

BpeMeTO Ha 113J10)J(eHOCT. Bo npoy'-lyBaJ--beTO Ha TOKCH'-IHOCTa, 113BpweHO BO nepHO)], 0)], 14 He.D,eJ111, 

eTOpHKOKCH6 npe.D,H3BJ1Ka racTpOHHTeCTHHaJJHH y11Kyc11 BO ycJJOBH Ha 113J10)KeHOCT noroneMa 0)], OHHe KOH ce 

3a6eJ1e)KaHI1 Kaj '-IOBeKOT np11 anJ111Kau,11ja Ha TepaneBTCKaTa )],03a. Bo npoy'-lyBaJ--beTO Ha TOKCH'-IHOCTa, 

113BpweHO BO nepHO)], 0)], 53 11 106 He.D,eJ111, HCTO TaKa, 6ea 3a6eJ1e)KaH11 racTpOHHTeCTHHaJJHH YJJKYCH BO 

ycJJOBH Ha 113JlO)KeHOCT, cnope.D,JlHBH Ha OHHe KOH ce 3a6eJ1e)KaH11 Kaj MaWKH cy6jeKT np11 TepaneBTCKaTa 

)],03a. Kaj KY'-IHJ--ba, 6y6pe)KHJ1 11 racTpOHHTeCTHHaJJHH a6HOpMMHOCTJ1 ce 3a6eJ1e)KaH11 BO ycJJOBH Ha BHCOK 
CTeneH Ha 113JlO)J(eHOCT. 

Ce noKa)Ka )],eKa eTOpHKOKCH6 He e TepaToreH BO npoy'-lyBaJ--baTa Ha penpo.D,yKTHBHaTa TOKCH'-IHOCT 

H3BpweHa Bp3 crnopu,11 co 15 mg/kg/.D,eH (Toa npeTcrnByBa 0Tnp111111Ka 1,5 naTH noBeKe o.D, .D,HeBHaTa 
'-IOBe'-!Ka )],03a (90 mg) 3aCHOBaHO Ha CHCTeMcKa 113JlO)KeHOCT). Kaj 3aju,11Te, TpeTMaHOT npe.D,H3BHKa 

3fOJleMyBaJ--be Ha Kap.D,HOBac1<y11apH11Te MaJJ(pOpMau,1111, WTO 6ewe 3a6eJ1e)KaHO Ha HHBOa Ha 113J10)KeHOCT 
nOHHCKH O)], KJ111Hl14KaTa 113J10)J(eHOCT, np11 )],HeBHa 40Be4Ka )],03a (90 mg). MefyToa, He 6ea 3a6eJ1e)KaHH 

Ha)],BOpewHH 11]111 CKeJleTHO-cpeTaJJHH MaJJ(pOpMau,1111 npe.D,H3BHKaHH 0)], TpeTMaHOT. Kaj crnopu,11 11 3aj UH, 

6ewe 3a6eJ1e)KaHo 3ro11eMyBaJ--be 3aBHCHO o.D, .D,o3aTa, np11 nocT-HMn11aHTau,110Ho ry6el-be, BO yc110B11 Ha 

113JlO)KeHOCT noroneMa O)], HJ111 e.D,HaKBa Ha 1,5 naTH 0)], '-IOBe'-!KaTa 113J10)J(eHOCT (BH)],eTe .D,eJl 4.3 11 4.6). 

ETOpHKOKCH6 ce 113Jla4yBa BO MJleKOTO Ha CTaopu,11 BO cpa3a Ha )],Oel-be, co KOHU,eHTpau,1111 OTnp111111Ka 

)],BO paTHO noro11eM11 o.D, OHHe BO nna3MaTa. Eewe 3a6e11e)KaHo HaManyBal-be Ha TenecHaTa Te)l<HHa Ha MaJJH 

KY'-1111-ba, OTKOra THe np11M11ja MJleKO O)], Maj Ka Koja np11Mana eTOpHKOKCl-16 3a BpeMe Ha )],OeJ--beTO. 

6. <l>APMAlJ;EBTCKH OCOEEHOCTH 

6.1. JlucTa ua eKcu,unueucu 

Jaopo: 
Kanu11yM XH.D,poreH cpoccpaT (6e3BO.D,eH), HaTpHyM KpOCKapMeJl03a, MarHe3HYM 

ue11y1103a 
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Ta6.rzenma 06J102a: 
KapHay6a B0C0K, JlaKT03a MOH0XH,1],paT, XHnpoMeJ103a, THTaHHYM ,1],H0KCH,1], (E 171 ), TpHaLJ,eTHH. 
Ta6J1eTHTe 0,1], 30, 60 vi 120 mg, HCTO TaKa, C0,1],p)KaT HH,1],Hf0-KapMHH JlaK 6oja (El32) H )K0JlT cpepHOKCH)], 
(El 72). 

6.2. HeKOMnaTU6UJ1HOCTH 

He e npHMeHJlHB0. 

3 f0,1],HHH. 

6.4. Iloce6uu MepKu ua npeTna3J1HB0CT npu CKJ1a/l,upalhe 

lliHWHl--ba: KoHTejHepoT )],a 6v1,1J,e ,1J,06po 3aTBopeH, 3a )],ace 3aWTHTH O)], BJ1ara. 
DJlHCTepH: ,[(ace '-lyBa BO opHrHHaJlH0T0 naKyBal--be, 3a )],ace 3aWTHTH 0,1], BJlara. 

6.5. Ilpupo/l,a u co/l,pmuua ua KOHTejuepoT 

30mg 
DJlHCTepH anyMHHHyM/anyMHHHYM BO naKJ Bal--ba 0,1], 7 H 28 rn6J1eTv1 . 

60, 90 u 120 mg 
EJ1HCTepv1 anyMHHHyM/anyMHHHYM BO naKyBal--ba O)], 7, 14 HJlH 28 Ta6J1eTH. 

6.6. Iloce6uu MepKu ua npeTna3J1HB0CT 3a uc<J>pJ1albe 

HeMa noce6HH 6apa1--ba. 
CeKoj HeHCK0pHCTeH JleK HJlH 0Tna,1],eH MaTepHjaJl Tpe6a ,1],a ce 0TCTpaHH BO cornaCH0CT co Jl0KaJlHHTe 
6apa1--ba. 

7. HOCHTEJI HA O,ll;OEPEHHETO 3A CTABAlbE BO IIPOMET 
TipeTCTaBHHWTBO WEPI1Hr TIJlAY l..l,EHTPAJl l1CT Ar - CKonje 
YJ1. ,[(aMe fpyeB 6p. 28, 5-TH KaT, CKonje, P. MaKe,1J,0Hv1ja, TeJl . 3217 268 

8. EPOJ HA O,ll;OEPEHHETO 3A CTABAlbE BO IIPOMET 
IlaKyBal--be 0,1], 30 mg co 7 <pHJ1M-06J10)KeHH Ta6JleTH - 15-2976/11 0,1], 04.07.2011 
TiaKyBal--be 0,1], 30 mg co 28 <pHJlM-06JlO)KeHH Ta6JleTH - 15-2977/11 0,1], 04.07.2011 
TiaKyBal--be O)], 60 mg co 7 <pHJ1M-06J1o)KeHv1 rn6J1ern - 15-2978/11 0,1], 04.07.2011 
TiaKyBal--be 0,1], 60 mg co 14 (pHJlM-06JlO)l(eHH Ta6J1eTH - 15-2979/l 1 0,1], 04.07.2011 
TiaKyBal--be 0,1], 90 mg co 7 (pHJTM-06JlO)l(eHH Ta6J1eTH - 15-2980/11 0,1], 04.07.2011 
TiaKyBal--be 0,1], 90 mg co 14 <pHJlM-06JlO)KeHH Ta6JleTH - 15-2981 / I I 0,1], 04.07.2011 
TiaKyBal--be 0,1], 90 mg co 28 (pl1JlM-06JlO)KeHH Ta6JleTH - 15-2982/11 0,1], 02.06.2011 
TiaKyBal--be 0,1], 120 mg co 7 <pl1J1M-06J10)KeHH Ta6J1eTH - 15-2983/11 0,1], 04.07.2011 . 
9. ,ll;ATA HA H3,ll;ABAlbE HA O,ll;OEPEHHETO 3A CTABAlbE BO IIPOMET 
09. AnpHJl 2010 

10. )];AT A HA PEBH3HJA HA TEKCTOT 
OKTOMBpH 2017 
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