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ABSTRACT 

It is now recognized that the prostaglandin synthesis in humans is caused by the 2 
cyclooxygenase (COX) enzymes, COX-1 and COX-2. The COX-1 enzyme is expressed constitutively, 
and is responsible for homeosta.sis of the body eg, vascular dilatation, mucous production in the 
stomach, platelet aggregation and the control of renal blood flow. The COX-2 enzyme, which is 
present in leukocytes, vascular smooth muscles and synoviocytes, is induced by a variety of stimulators 
including cytokines, endotoxins and mitogens. The prostaglandins produced by the COX-2 enzyme are 
responsible for inflammatory reaction. Inhibition of the COX-I enzyme is responsible for adverse 
reactions, particularly in the gastrointestinal system (dyspepsia, ulcers and bleeding), while inhibition 
of the COX-2 enzyme will decrease inflammation. Traditional nonsteroidal anti.inflammatory drugs 
(NSAIDs) inhibit both COX-1 and COX-2 enzymes. The recent development of new drugs (both 
preferential COX-2 and specific COX-2 inhibitors), which have more selectivity to the COX-2 enzyme, 
possesses the same potency in decreasing pain and inflammation as non-specific COX inhibitors, but 
with a significant reduction in adverse GI reactions. These new classes of drugs might change the role 
of treatment for arthritis in the future. 
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lutJ A.~. 1971 Vane LLa::Atu::O> 1~~·H'f>J>J&i:i1'lJ11 EJ1 aspirin ~al>Jl'iCll'lftum'i 
CV CV I fl CV :: • .J f l ~ CV 1 

'i::'ltJnl'ivmauu1~::Lu'lJC.rn>J1~1nm'it1utMm'i'Yl1'll'lJ'lltl'l prostaglandins 'lf'ILu'lJa1'i'11~ty tJ 

m'invm'itl'mau ~amluu ~.~. 1976 Hemler Lrn::~ru::<2> ~'lJWtJLfl'lJ hif cyclooxygenase 

(COX) l1~tl prostaglandin endoperoxide synthetase (PGHS) li1l1U1~LU~utJ arachinodic 

acid ll1'Ll'.hJa1wnn prostanoids ~.:i 1~un prostaglandins (PG) mnmfilVI Liu PGG2, PGH2, 

" 1 .. J' PGF2 , PGI2 , PGD2 , PGE2 m1:: thromboxane A2 (TXA2 ) ~lnm'iA'lJWULfl'lJ 'lf>J COX ma..:i 

n1 l liilm'i~m~ummnt1'll'lJltJ ~.:iilArua>Ju&il um'iiruB..:im'in1..:i1u?Ja.:i rnul'lfii' cox t11L l1a1 • 
ifi~un indomethacin, ibuprofen, phenylbutazone, diclofenac, mefenamic acid, naproxen 

, ~I V ~ I .J' ICf cvo,1 cv CV l Vd 1 .'o. 
m:i:: pirox1cam L u'lJGl'lJ L'lJ a..:i~1nm L lH'll'lJ>J~rua>JuGl tJm'i'i::.:ium'ia mau VIVI L'lf'lJEnA fl'iGl 

LAaLO)u'iau~ (corticosteroids) LL~an'liru::1mam:i?Ja.:im 1>.J1ia1'ivnnmO)u'iau~ ~..:in11'1 • 
L~unmlun~>Jdi1 mG11ut1mau~1>.J1imO)u'ivtJ~ (nonsteroidal antiinflammatory dmgs: 

I 1 <$ _,J l .,.. 1 tJ I J(l d d c!_ ti d 
NSAIDs) vm..:i 'inm1>.J L>Ja Vl>Jm'i mnnamJ ULUtfi::u::L1a1u1u nL'i>JWtJr.Jn'lll'lL~u..:iv1n • 
m'i-rn'li1 LV1m'1w1::au1..:i~..:i c.rn'll1..:iL~t1..:i'Yl1..:i~1u'i::uum.:iL~umm'i ~a1~ty~a mm'i'i::mu 

fl "" .. n'i::LW1::mm'i m::L w1::mm'iL utmm1 l1'iamvo..:i?Ju1V1m::L w1::mm'i'Yl::a Lrn::mm'i'Yll'l • 
'i::uu1Gl 1~LLrl 1mamau (interstitial nephritis) mm'itJ1>.J lGln1..:i1uunw~a..:i Lrn::lm1u 

luu A.~. 1990 Fu Lrn::~ru::<3> 1~~tJvm11rnuhiJ cox tTtJilmJ 2 'lfilVI ~tl cox-
" 

.J !11 1 .-J.. !'l • I ... .. !'I .. I 1 I I • " J 
1 'lf'lLumau 'lf>J'Yl>Ja~ L'lJatn1::un01LLn::>Ja~ LtJL'lfaaa1u l'lty'llfl'l'il'lnltJ 'Yl1l1tJ1'YIA1tJ~>J 

I t :: V ""1 l 'i::uua>JV1a011.:i 1 'llfl'l'i1..:imu 'i1>.J'Yl'lm'ia'i1..:ia1'iL>Jan um::Lw1::mm'i m'iA1tJ~>Jm'i l'ln • • 
LiutJ'llfl'lLaflVlt·h'UlGJ LLn::m'i~tJna>J'lltl'lLO~VILaflVI lu'llru::~LtltJl'lfiJ COX-2 un&iv::hJil • 
l'l~vilatjtieiu LL~al>Jl'iClWtJ 1VIL'lJL'lfn~Li1VILaflVl'll11'lfUVI monocytes, macrophage Lrn::L'lfa~ 
.,J II ' .,J 4' I J' V V ' ' ' "" 

LUtll-l'lltl (synov1ocytes) L>JaL'lfnnLl1n1tJ~nn'i::Ol'lJVl1tJ bactenal hpopolysacchandes l1'iflal'i 
• I <$ .. V 'l 4' ~ .J' .J 1 4' J' fl CV cytokmes 011..:i 1 n~::>Jm'ia'il'lLtltJ 'lf)J COX- 2 LW>J>JlO'll'lJ 'lf'lLeltJ 'lf>J COX-2 tHfl'lLu1J011 

V ... CV I , J11.J' 'l" J' 
a'il'lal'i prostaglandins L'lf'lJLVIU1fi'lJ LLOl prostaglandms 'YJa'il'l'll'lJ>JlvlnLfltJ 'lf>J COX-2 tJv:: 

ilu'Ylrn'Yla1~tyLlluau1..:i~.:ilum'iLnV1m'it1mau (~ti~ 1) ~.:iif u m'i 1~-rum~1tJ8mau~'hJ 
1, ICf _,J, d Q,I ct: • :; l .. .. 

'lfaLO"ltJ'ifltJVl'Yl11 'lf'ltJtJtJ'lff)'i'YJl'll'lJ'Yl'lLtl'lJ 'lf)J COX-1 LLa:: COX- 2 ~..:ia1m'iClnVlff)'i 

trmaul~Qi LL~L~v..:i~1nmluaV1m'in1..:i1tJ'llv..:irnu hiJ cox-1 ~..:irlv l '1LnV1"rn'll1.:iL~u..:i~1..:i 1 

" " " .J d Q/~1 ... :: 'l _, ICf " d 'll1'1GltJ>J1LLa1 Ul'Yl>JArua>JtJGl 'lJnl'itJtJ[J'lLtl'lJ 'lf)J COX-1 >Jln v::>Jr.Jn'll1'1LAU'l'Y11'ln'i::LW1:: • 
all11'iLLa:: 101mn 11rnru::~t11~ilAtua>Ju&ilum'iiJtJ3..:irnu l'lfif COX- 2 mnnv::ilm1>.J • 
ai >Jl'i o 1 tJ m 'i'i::rum'itln Lau l~Qi n1'flVIA11>.Ja1>.J1'iCl'll a.:im GlltJ an Lau~hJ1 'lfaLO)tJ'i a tJVIL tJ 

Q,I:: o 'l 4' l" t I cf Id CV ti 
nl'itJtJtJ'lm'i'Yll'lltJ'llfl'lLatJ 'lf>J COX OJ V1v1n~1 IC50 (Al IC50 mnt1Cl'lVll'YJ'i::V1tJA11>.JL'll>J 

II J • l 4' "" 'l tit/ CV ~ .J 'll'lJ'lltl'ltll'YJal).Jl'iClnVI01'i'Yl1'l1tJ'lJfl'lLatJ 'lf).J COX-1 l'l'ifl COX-2 Vl'itlUn:: 50) Vl'l'lJ'lJEJl'YI 

ij~rua>Ju&ilum'irJtJ&..:iLfltJhiJ COX-2 >J1nni1 COX-1 l'l~fl ICso COX-2/COX- 1 il~1 
V <$ fl J .. "'"'1 CV l .,.. I q V q I CV 'l II u au nv::L utw1mmrua>JuGl um'iaVlm'iamau VIVI LL01v::>Jr.Jn'lll'lLAt1..:i01e:i01rnrn:: Gltrnu • 

1 CV :: 1 4' II CV Jl it I .. .-J 
A11>.Jal)Jl'i(l tJff)'jf.ltJU'lLatJ 'lf)J COX-1 ua:: COX-2 'llfl'ltJ1011trnmau'YJ ).J 'lfaLOltJ'ifltJVl'YI 

l~ilm'i~nti1 l~uaV1..:i b1tJ m'i1..:i~ 1 



S34 Thai J Pharmacol 

~t.J~ 1 LLa'~·n.J'YIUl'Yl'lltl~LffU l'lfiJ COX-1 ua~ COX-2 ~tln1~a'{l~a'T'i prostaglandins( v)~ 

mfo~'11n Pairat M«'> ua~ Vane JR<
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d 
Ul1"i1'3YI 1 ~1 IC50 (uM1L)mMmoi'1uB'mau~1"1'lfm&iu·rnu~'lfilvi~1'31 'lum·H'JuB-3 

LmJhfif COX-1 LLa:: COX-21VIUfl1')l'lf recombinant human enzyme<6
'
7

) 

NSAIDs COX-1 (95% CI) COX-2 (95% CI) COX-1/ COX-2/ 
COX-2 COX-I 

Naproxen 2.7 (1.9-3.4) 50 0.05 18.5 
Ibuprofen 13.88 (6.13-21.63) 80 0.17 5.8 
Indomethacin 0.10 (0.07-0.13) 0.35 ( 0.32-0.39) 0.28 3.5 
Diclofenac 0.059 (0.033-0.085) 0.031 (0.022-0.040) 1.9 0.5 
Nimesulide 50 9.4 (5.7-13.2) 5.3 0.2 
Meloxicam 36.6 (26.4-6.8) 0.49 (0.39-0.57) 74.6 0.01 
Celecoxib 15.0 0.04 375 0.002 
Rofecoxib 15.0 0.018 833 0.001 

-oa1 nm')~wu11 Lau l'lfif cox - 2 )ju'l'lrn'YI l 1m1')Lnvim')B'mauduN l111'1.rnm') 

~'3Ll'l')1::~mn~"1,,.,,J 1 ~'3)j~ruaiJu~1um')iJuB'3La"W1mr cox-2 mn?lu u~iruff'3LmJl'lf" 
'II "" 1 I OJ ~ • .J ti Q.I .Jl ~ I ~ (/q COX-1 'UflUGN'r1')fl iJUtJU'3fl1')'Yl1'31lmrn Lrn::-oa1nm')'YltJ1l'l1lJflOLauv1 "L'lfaLVIU'iflUVllJl'llli • 

aiJu~l'Ufl1')fJtJff'3Lfl'Uhif COX-1 LLa:: COX-2 ~1'3n'Uif Lfl'3 l11 hmm')..Jvin~lJtnol1'U • 
amau~1iJ1'lfi'fL&iU')flUVILVIUfl1~Um1iJtl1"1')fl llJfl1')tJtJff'3m')l11'31'U?Jfl'3Lfl'U l'll'" COX-1 

LLa:: COX-2 ~'3{f<s> 
4 J., l: I 'l c' .J'J .4f ., "'1' 1. COX-1 specific 'r1iJ1Ufl'3Ul'YIUtJU'3LWILil'W1::LmJ 'll'lJ COX-1 'll'-3 L'UU'OJ'OJU'UU-3 iJ'WtJ • 

mfl::h~ij~ruaiJU~Liud umi'um aspirin L'U?J'U1V1~1LYhifu 
1 ti I .J 4Qf Q.1~1 Q.I :; :; 'l c' 

2. COX nonspecific VILLOtnYllJ~ruaiiuVJ lJ01'iUtJU'3'11'3Lfl'U 'll'iJ COX-1 ua:: COX- 2 

1 ., ..J J'l ..... ., "" ., l: 'l .. ' 'l .. 'UflVl')1'11'U'YI naLl'lU'30'1J'r1')flUtJU'3Lfl'U 'll'iJ COX-1 mnm1Lfl'U 'll'lJ COX-2 m 

L 'r1~1iflvi'LLn aspirin, ibuprofen, indomethacin, naproxen, ketoprofen, diclofenac, 

mefenamic acid, piroxicam LLa:: nebumetone LU'UQJ'U 

3. COX-2 preferential lvforlm~)j~ruaiJu~L 'Ufl1')rJtJff'3La'Ul'll'" COX-2 iJ1nni1 

Laul'll'if cox-1 1vium1iJa1"1')flL'Um')rJUff'3mnni11u')::~u 2-100 L'Yi1 m'lu 

n~iJiflvi'url meloxicam, nimesulide LUlJ~lJ 
4. COX- 2 specific lvi'unm~)j~ruaiJU~L'Ufl1')rJUff'3La'Ul'lJ'" COX-2 lvi'~ 1V1u~l,J 

iruff'3Lfl'U lmr cox-1 'r1~flti'uff'3L V4t1'3Laml'flm'Yi1if u 1vmm1iJmm'ja 'l1m1')ti'uff'3 

La'Ul'll'if cox-2 mnni1LmJl'll'" cox-1 LU1fi::~umnni1 100-1,000 L'Yi1 m'lu 
I '"'\l " I fll " naiJ'U vmn celecoxib, rofecoxib L u'UVl'U • 

.J' !1f J Q.I 1 ti \I Q.I J\l '1 I .r::f ., ~ UYll'l11lJ'U'OJ::L u'Ufl1')'YltJYl1lfl1'rn1')LOU10Ufl1') 'lfU1Vl11JflnLaU'YI lJ 'lJ'aLVJU')flUVIYl-3 

n~lJ COX-2 preferential ua:: COX-2 specific ~ijl'lflm.h::L'Ylvt1YJu 1um1-rmnhvi'llfl 

el'n Lau fau mw1::'ll fl L~flmrn::iflan LaU')"1VJ flu~ L ~ fl'3-oa1nuY1m1mfiu1num')l'lfmoi'1u 
\J 
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Meloxicam 

f'I " CV .J1 i1 I d .-.J d CV t f'I Meloxicam LuUUlO'll'trnma\J"r1 2J 'lfaLO'lU'Hl!'.JVl°r12Januru~'lfeN 2JLaflaLuumvi enolic • 
i'Jm'lvivi:S>Jl~&i-J1nm'lm~Lw1~mm"i ih~u~na1V1~'l?iivith~>J1ru 20 .a-1 l>J\I 'Yi11 liaim'it'l 

" 
cv 'l VQ.I ::; Q.I 1 "' d CV 1 CV 'lm.h~mum vi1irn~m'I "i~Vl\Jtll mm1vi-J~t'l\l'l~V1\Ja>Jvia u"i~u~na1 3-5 1u m-J~on . " 
Ltl~uum..Ja\l~~\J LLa~i'Jm'l?ii.Jmt:1t1fl"r1l'llvift:1ua~ 50 Lrn~°r11\lt10J"Jl"i~ft:1ua~ 50<

9
) • 

1. fll'lAfllflLL\J\JLUVl (open study) 

Prouse PJ Lla~Vlru~ cio) liJtJ VI.A. 1996 l~'Yilfll'iAfllflLL\J\JLUVllVlUfll'll'li'm 

meloxicam 'lllJlVl 15 2Jfl/1u LUU'l~U~L'lal 12 atlml'f 1mrthu hV1'1i'm?i111~t:1'1i't1a~twm~t12J 
" 

:.5Tu1iJ 13 9 'ilU wi.Ji1c.Jtbuft:1va~ 8 3 vit:1\Jalrn'lvit:1m'l~&il1~fl&imn LLa~ft:1ua~ 41 'llfl\l~J 
" " 

u1v hii'J mm'itl1vi LamrleJ~uavim'iAnm ii L l~t1\lf t:1ua~ 4 ~hi vi fl\Jalrn'lvim:n 1 iJ'lllJlVl~\I • 

'ilU\llULat:1V1t:1fln1u"r11\IL~irn1m'i11~t:1m~Lw1~mm'i°r1~a Bevis PJ Lrn~~ru~<11) 1utJ ~.A . • 
19 9 6 l~'Yilfll"iAfllflLL\J\JLUVl 1viu1'li'm meloxicarn 'lllJlVI 15 2Jfl 1iu LUlJ'i~U~L'lal 28 itJ 

1mJu1u:.51iniJ 25 'i1u (m~m~u 10 ti) ~i'Jutym'lvii.Jnw~t:1\IL\~u\1Lamrt1u i'J~u1u 22 'i1u 
d 1" ; "'CV I 'l I cf •Id ti 1 I I mnm'it'l 'lftJl"JlJ'1lJ'1Vlfll'i1~U W\J11 2J2Jfll'iLuauuLL a\I um creatinine ·c1earance ua~m • 
elVl'llri1lJ'i~Wll\I N-acetyl- beta-glucosaminidase ~)fl creatinine Lrlfl~tHfVlfll'i~fllfl Lrn~liJ 
W\Jnl'i L~2J~U'llfl\IAl blood urea nitrogen ua~Al l ULLvim:zfu>J 

2. fll'iAflmLtl~urnnu\Jn\Jm11at:1n (placebo) 

Lund B Lrn~~ru~<12) 1lJtJ ~ . A . 19981~'Yilfl1'iAfllflLL\J\JUVl'1fl\l~llJ (double blind) 

Lvlfl~fllfl ~Ja'llfl\ltll meloxicam 'llUlVI 7 .5 LLa~ 15 2Jn1iu Ltl~urnnt1\JO\JUll1at:1nLmJu1u 
" 

tw1-Jm?i1L~t:12J:.51u1u 140, 134 LLa~ 137 'ilUV112Jal~llJ LUlfi~U~L'lal 3 atlvi1'1 W\Ji1mi2J • 
~l~-rrnn meloxicam ~\l'lllJlVI 7.5 Lrn~ 15 2Jfl/1u iim"ia~1'N'llfl\lfllfl1'itl1vi1u?Jru~~iim'i 
1'li''5t:1t:1u1\l~VIL"Ju 1 u?Jru~~na>J~l~-r\Jm'llu1vi 15 >Jn 1iu ai>J1"ioavimm'itl1vi?Jru~wn1~ • 
" mu 

3. fll'iAfllflL tl~urn nu\J (comparative study) 

Carrabba M LLa~~ru~<13) 1utl VI .A. 1995 l~'Yilm'iAfll:flLtl~urnnu\Jm meloxicam 

?Jmvi 15 >JfllilJ Lrn~m piroxicam 'llmvi 20 >Jn1iu tvium'i1'li'mmui.Jnu~\lat:1\l?Ju1u LUU 

'l~U~L1al 3 atJvi1l11mJtbuhV1'1i'm~t12J:.511n1J 325'ilU lVlUelO'l'ilri1U'llfl\l~JU1U~1~-r\Jm 
" " 

meloxicam vit:1m piroxicam LYilO\J 2:1 ~tl1umnn-hft:1ua~ 90 O'lfl\J'11Hl'l&ivit:1m~\1'1fl\I 
'lllJllJLLa~ hi W\J Vl112J LLVI fl vil'I nu fl Ul\I i'Jumi1 ~ty°r11\I ail &i1 lJ ~lU Vl112J a12Jl"i t) l im1'laV1 m fll"j 
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tl1vma:m1')th:aiJu1vu.1·ni.1 Hoise J Lm:::V1ru:::<14> lull VI.YI. 1996 1v1n1m')AfilflLLuutlvi 

'HNv11mtl~urnriuum meloxicam 'll'UlVI 7 .5 i.in1i'u ti'um diclofenac SR 'lJUlVI 100 i.in1 
i'u Lllu'):::t1:::na1 6 Lalelu 1um')~mflt-Ttht1hV1'li'm'll1l1~mieia:::1wm~elmhu1u 336 ')ltJ wu 

v 

I I .J1 .,., q 1 " ..,J tl t V V I 

wu11n~i.J'Yl Vl')Ul'.Jl meloxicam 'J:::i.Jm') 'll'm paracetamol LWelnVleJlnl') 1Vl')1i.JVl1tJUeltln11 

Lm:::vm11 r.rn'li'1..:i L~ u..:im..:i '):::uum..:i L&lu m l11') Lm::: m ')() elU oi'1 el el nv1 nm')~ n Ml w u lv)ti el u n11 

1umii.i~lv1~um diclofenac Linden B LLn:::V1ru:::<15> lull VI.YI. 1996 lv1n1m')~OMlLLUUUV1 • 
a'el\lv)l'ULU~tJULntJUnl')l'lf'm meloxicam 'll'UlVI 15 i.10/llJ tlUtll piroxicam 'll'UlVI 20 i.JO/ 

l'U LlllJ'):::tJ:::na1 6 atJvi1-H 11Jnl')~fftflNtht11')Vl'li'ela:::1wm~eli.J~l'U1'U 255 ')ltJ wu11..r..:i 
v 

a'el\I mh.J 1>Ji1V111mLV1nG11\lnu 1uV111mnm')a1 um')avimm')U1VI Lm:::m')U'):::Lilu 1vit1')1i.J • 
" wu11mn\l,:tei..:i'lJu1ui1r.Ja'li'1\IL~t1..:im\lv11u'):::uum\IL~umm')LYi1ti'u ( fema::: 21 ua::: 23 

V11i.1'Gl1~u) uGlm')U'):::LilmJtht1i1LLU11tl'i.ilum·melul'lfm meloxicam mnn11 Goie The HS 
v 

Lm:::viru:::<15> lull VI.A. 1997 lv1n1m')~OM1LLUUUVla'el..:Jv1'1mtJ~t1ULntJU'):::'1-'d1..:im 

meloxicam 'lllJlVll 5 i.1n11u num diclofenac SR 'lllJlVll 00 i.JO/l'U LlJ'U'):::tJ:::nm 6 atJmlf 

1u~thuhvi'llm'll1L~eli.J~1u11J 258 ')ltJ lilwum1mLV1nG11..:im..:iao~h:::l111..:im meloxicam 

LLa:::m diclofenac 1 irnl')nVI mm')U1VILm:::m')U'):::Lilutl'):::~'Yl5mw 1viti')1i.J 5..:imr11mii.i~lv) • 
"' q 1 ti .i:J_q I J:S ti <Ci Q. "l" I I ')Utll meloxicam 'J:::mLln 'Ui.J'YlV1m1nV11i.1 f.Jn'll1..:JLVltJ..:J'Yl1\l'):::UU'Yl1\ILVl'Uml11')WU virnmm1 

1unrli.i~lv1-rum diclofenac (felua::: 26) Ldmiiuununrli.i~lv)-j'um meloxicam (fmrn::: 16) • • 

1. nl')~fflflLLUULUVI 

Huskisson EC LLn:::V1ru:::<
17

> lui'.J VI .YI. 1996 lv1n1m')AfflflLLUULUVIL~elAn'lflU')::: 
~'YIB1l1W'llel..:Jtl1 meloxicam 'lllJlVI 15 i.in1i'u Lll'U'):::t1:::L1m 18 Lalel'U lum')~fftfl~Jthu hVI 

v 

'li'elBnLGfU')i.Jl(.llf:ltJ~~llJ1'U 357 ')ltf (mmu~u 56 ll) Ntht1felt1a::: 66 a'li.Jl')()~UU'):::'YlllJtll 
v • v 

lv1'1lJ~'U'fVlnl')~mfl wu11mm')tJ1vi'li'el mm')WV1-li'viluV1elm'lf'1 ~iu1u'li'el~tl1vi avia..:i lu 
.J tl "" 1 .s "' . ..,..r I "' ..,J • I"' 'lJru:::rinl') ')::: Li.J'U VltJ')1>.ma:::m1mL'll\ILL ')\l'llel\li.Jel (gnp strength) Vl'lllrnm..:i'll'VIL'J'ULi.Jm u')tJU 

Liiaunurimrn1')Anm i1~Yi'.hufelua::: 11.4 ofeNl1t1V1m')Anmrielun1"r11JV1L~el\lv1n 1illv1r.Ja 
v • 

LyJl~Vll') rrtJ1t1felt1n::: 28 i1mm')'lJ1\IL~tl\l'Yl1\l'):::UU'Yl1\IL~lJelll11') 1u~1'U1'Uiffelua::: 3. 9 ~1 
\j 

~I " !'3 " .. .J 'l " I ~I "' 1 L u'UV1el..:J"r1t1Vlm')~1nm ua:::wrnrn'lll..:J LVltJ..:J'Yl')'ULL ')..:J VILLnm:::L w1:::m'Y11')L um ma Lael Vleleln u • • 
"" v m..:iLVllJmm') ua:::n'):::L w1:::mm')'Yl:::n')elt1a::: o .8 • 

2. nl')AfflflLU~UULlltJUrlUtll"r1neln 

Lemmel EM ua:::viru:::<is> lull VI.A. 1997 lv1n1m')AffHl'll'UVIUVla'el\lv1'1u Ltl~uu 

LntJUnl')l'lf'm meloxicam 'lllJlVI 7 .5 LLa::: 15 i.JO/llJ rlUtll"r1nel0 LlJ'U'):::fJ:::nm 3 atJmlf 11J 

m')-rnM1~YtJ1uhvi'li'elBnLGfU')i.JlV1eltJ~~11nu 468 ')1£1 wu11m meloxicam 'lllJlVI 15 i.in11u v v 
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ffllLrlmi.J~t1ULYit1UOUtnl1atint1Ul..:J<H~L'l'lJ tl1 meloxicam 'llUl~ 7 .5 tJO!i''lJ al2Jl'H1a~ 
'11u1u'llt1~i.J1~ 1~&ini1ml1atim'lfunu uoihhmm1t1LL01noi1..:i'):::l1i1..:im meloxicam 'll'lJl~ 
7.5 ua::: 15 t1n11u LLoiwutiu&lm')Na'll1..:iL~t1..:im..:i'):::uum..:iL~lrnll1l')ltJnai.im meloxicam • • 

°'" 1 .J1 CV q ti 15 t1n11u ')tJt1a::: 16 'LJ'lltll:::"r'ln'l>Jtn meloxicam 'll'lJl~ 7. 5 t1n11mrn:::ml1atim Wtl..:J')titla::: 

11 
!5 • I"" "" ... " ... .J1 il I ... ....i 3. n1')v1fftnLu')t1ULl'lt1Unum011lrnmauv1 ti 'll'aLO'lt1')tit1~mJ '1 

Wojtulewski JA ua:::viru:::c
19

> liJll vi.A. 1996 l~vhm')AOlflLLuutl~ati..:i~1'lJ LU~tlu 

LYitJU'):::l1i1..:im meloxicam 'll'lJl~ 7.5 t1n1iu num naproxen 'll'lJl~ 750 t1n11u LU'LJ'):::t1 ::: 

L1a1 6 L~tiu lurSi'.hv hvi'llmimau'j>JlO'lt1t1~'11u1u 3 7 9 ')lU 1iiwuvi11t1LL01noi1..:im..:ia~~lu 
u u 

~1tJm'ja~a..:i'llti..:i'11u1u'llti~amarnLa:::i.J1~ Lrn:::m')U'):::Li1u t~u')1t1 t~mL wntf Lrn:::r.Ji'.hu LLGi • 
• "•'I .J V !5 I • .,j 1 '1 V q I .J 1 I d'l .,., "1inirnu1t1l'JO'l ti..:Jl1tl~ nl')v1m:nn tilJnll1lJ~L lJ t1..:i"1nm 2J ~Na~ Ll'lll'JVl1')WU lrna>Jl'I ~')U 

u • • 

m meloxicam mnn-h tirl1..:i hnmt1 ~ithtJnat1~1~-rrn.n meloxicam wu Na'll1..:iL~t1..:im..:i 
u • 

ti I lf a fq ~ CV ti I .Jl ., ... 
m:m~1 ::: t11l1l')lJtJt1m1 (')timi::: 33 Lu')UULl'lt1UnU')t1t1a::: 45) ua:::n'ltll'I ~')Utn naproxen 
q ti ti ~ I :; .cl .d_ J' I 

2Jnl')a~a..:i'llti..:JV1112JL'll2J'll'LJ'llti..:J Lat1~t11nm1 ')12.Jl'l..:J>Jnl')L W>J'lllJ'lltJ'lVll blood urea nitrogen 

ua::: creatinine mnni1 Reginster JY Lrn:::viru:::c
20

> l utJ Vl.Yl. 1996 l~nlnl')AffHlLLUUU~ 

ati..:i~l'LJ LU~tJULYiuum meloxicam 2 'llln~m ~ti 7 .5 ua::: 15 i.in11u LU'lJ'):::tJ:::L1ai 3 

ai.J~1'11 l irn1')-rfftn c.itht1 hri'll ti amaU')>JlO'l tit1~'11U1lJ 4 2 3 ')ltl wui1-31iniJ'l1ti~U1~LLa::: 
u u 

amaua~a..:JtiUl..:J<H~L"lJLrlmi.J~tJULfiuunufimJ1~-rum~..:i 2 'llUl ~tn LLa:::liiwUV11l2JLLO'lOGi1..:i 

liJm'ji.J'):::Li3iJt~t1')1t1'):::l1i1..:im~..:i 2 irm~ LLGinat1~l~-rumiru1~ 15 t1n 11iJ ":::iJm'ja~a..:i • 

.. V I d I .J' 1"d I I 1" '°' V q fl..:JLL2J1l')ltl..:Jl'lJl'lnm1mu " :::ua~..:i l1mu11m meloxicam nti mn~Na'lll..:JLVltl..:J'Yll'l 

A V I , d ( J4 16 19) I !5 .. 
') :::UUl11'3L~'lJtlll1l')tJtJUn1ltll d1clofenac Lrn:::m naproxen OO'll>J ' · LLO'lnl')v1ff1::tlfl'l~a 

'll1..:iL~tl'ILLa:::m1t1uat1~tltJ'llti..:Jnl') 1'2fm meloxicam l~iinl')Afflfl~~lYlfY 2 nl')Amn ?1ti 1. 

The Safety and Efficacy Large Scale Evaluation of COX-2 Inhibiting Therapies (SELECT) 

~..:i Dequeker J LLa:::riru:::c
21

> l~n11utJ vi.Yl. 1998 1~t1n1m')AfflflLLuutJ~ati..:i~1u Lu~uu 
.q CV cv CV ~I 

muum meloxicam 'll'lJl~ 7 .5 2J0/1'LJ nrn.n piroxicam 'll'lJl~ 20 t1n11u LulJ'):::tJ:::L1al 28 

iuluN'i'.huhvi'llm~tit1~1inu 9656 'lltl wui1u'):: iln6mw'llt1..:im~..:i 2 iru1ulum'ja~t11m') 
u . 

i.J1 ~ L li1 niJ uoinat1~l~-rum meloxicam wu Na'll1..:i L~ t1..:im..:i'l:::uum..:i L~'LJ tlll1l')U ti un-h tirl1..:i • 
-a-~L'llJ c·rtiua::: 22.5 LU~tJULYivunui'tiva ::: 27.9, p < 0.001) ua:::elO'l')lL~tl'lGitim')Lfl~L~tl~ 
a tin 1 tJ'l :::uum..:iL~umm'll1~tim::: L w1:::ml1l')l'J:::a 1 una>Jm piroxicam ":::mnni1nat1 • • • 
meloxicam 1.4 Lfil a1um')Afflfl~ 2 ~ti Meloxicam Large-scale International Study 

Safety Assessment (MELISSA) ~..:i Hawkey C ua:::viru:::c
22

> l'l1lui'.J Vl.Yl. 1998 fatJnlm') 

meloxicam 'll'lJl~ 7 .5 t1n1i'u num 
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diclofenac SR 'l!Ul~ 100 im1i'u LtJu1:::u~na1 28 i'u 1uc.Yi'.huhvi'llm~ai.J~1u1u 9323 
" 

11u Yn.Ji1m diclofenac aim1m:i~mm1u1~LLa~nl'su1~dhJL~u11iJ 1~~ni1m meloxicam 

LLoihlwuvi11iJLL01n~h'3a~1'3ilumh~cym'3a~~ c·rn'li1'3L~u'3'Yl1'31~uum'3L~umm1wumnni1 

lun~iJUl diclofenac (fum'I~ 19 LU~urnYivunufmia~ 13, p < 0.001) wuucymLau~uun 

l'U'Yl1'3L~Ua1'11"iLLa~O"i~LW1~elll11"i'Yl~a.,r'3 2 nai.JlnaL~r.J..:JtlU (7 "ilr.JtlU 4 "ilU) LLa~rJtbr.J , , " 
QI !5 Qld ti.ct 1 I I \I omJ011aamnnm"iv1n'l'.f1amuu'3i.Jl'llmrn'lll'3LVlr.J'3WU umim.n diclofenac mnm1 (1aua~ , 
• I"' "' "' " ) ' 1 <l 1 ~ J' ".'I "' 7.9 Lu"ir.JUL'Ylr.JUnU"iur.Ja~ 5.5, p < 0.001 am-3 1n011i.J um"iv1nmuwu~u1uoau011aan 

'l1nm1AmnL~u'3'l1nm1il1~c.Jalun~iJ meloxicam mnni1 (faua~ 0.02 Lu~vrnYiuunu 
{mm~ 1.04) 

Nimesulide 

m Nimesulide LllumG11uamau~1iJ1'lim~u"iau~~ilviruamJ~Lllun"i~~mJ il , 
Li.Jrnmi~il sulfonanilide L tJmbuu"i~nau ma1i.Jl"iCl~~ra"v1n'Yl1'3L~'Umm"i 1~~ 1~1~~um , " 
1maa~a..:ia~l1J1~u~na1 1-2 .a-1Li.J'3 il1~u~na1V1~'3~i01LYl1nu 2-3 .a-1Li.J'3 n1ll1Gia-3llfm " , 
OJ ~ d ~ «j" QI QI '1 ... 1 .q 1 .,. .. " 
1ua~ 2 Vl"i-3 mv~aanqmm1u 6-8 '£11 Li.J-3 mv~vunurn"iGlU 1mrn~a'3M"iur.Ja~ 99 mv~ 

" 
~m u~uuuua'3~Giu ua~.rruaanm'3101Ltlmb1Jl l1aj ( {aua~ 7 o) ~maa-rruaan'Yl1'3~:il'll"i~ 
"' "' • " • .!: .J.., .Qt 1 .I"" 
mwu'3a1u"iaua~ 1-3 L'YlltJ'U'Yl'llUuun'Yll'3uaai1~ U"iuL~iJ 

" 

m"iAnm lu L "ivi'lim~ai.J 
1. nl"iAffH'lLLUULU~ 

Reiner M<
23

) lutJ VI .A. 1982 1~"i1U..:JltJm"il'lim nimesulide 'lllJl~ 100- 300 i.Jn/ 

i'u Lllu"i~u~nai 15 i'u 1um"i~mnr.TtJ1u~ili1n1mm~~nvim~aiJ~1u11J 11 11v wui1rJ 
" •t: " \I 

.'J ' "' .. " .. " (24) 
u1UYJn"i1UGluuaueNGlunl"i"ifflfl~ LLa~wrnrn'l.11'3LVIU'3'Utltl Pochobradsky MG ua~Vlru~ 

lull ~uf. 1991 l~n1m"iAn'l'.f1m"il'lim nimesulide uuurJtJ1uuan 11Jc.Ju1u hVl'lim~aiJ 
" " • .J 'l V<V QI ~I vllJ1lJ 22,938 "ilU 'lf-3 ~"iUUl nimesulide 'll'Ul~ 100-400 i.Jn/1lJ Lu'U"i~U~L1al 1-3 

aumlf WUiltnali.Jl"iCln~alnl"itb~l~i.Jlnni1{aua~ 80 'll8'3rJlJ1u wrnrn'li1'3L~U'3'Yl1'3 
" 

"i~UtJ'Yl1'3L~lJall11"ifaua~ 8 Dreiser RL LLa~VlClJ~(2S) lull VI.A. 1993 1~nlm"iAnlf1LLUU 

LU~ ~1£.lnl"illfm nimesulide 'll'Ul~ 200 i.Jnli'tJ LlllJ"i~tl~L1a1inuni1 1 ll 1ur.ru1uhV1'lia 
" 

L~ai.J~11nu 134 "iltl wui1tltJ1mbull1aj'Ylm.nl~~ iitltJ1u 108 "ilu~atjV1"itJnl"iAnlf1 tl 
tJ1uiimm"iu1~a~a'3u"i~mrufaua~ 50 Lrla l~{um 1ui.h~mru 1 tJ wur.rn'li1'3L~U'3'Yl1'3 
"i~uum..:iL~1Jmm1l~u1..:i LLoililwui1mutYtJ1viim1i.Ja>-1wud'nuc.Ja'li1..:iL~u'3'Yl1'3"i~uu'Yl1'3 , " 

... .J ... J' 
L~lJalln"i'YILn~'ll'U 

2. m1Am:t1Lu~urnYiuunuml1aan 

Blardi P ua~viru~<25> lull VI .A. 1992 1~n1m"iAnlf1Lmutl~irn..:i~1lJ Lu~urnYiuu 

nl"i1'£im nimesulide 'll'Ul~ 200 >-1n1i'u tlUF.Jll1'18n LlJlJ"i~tl~L1al 90 i'u 1um"i{mnhVlrzJ8 
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L~r:iii 'lmh'.hm:r-rn1£.1 ~1ln\J 40 ')1£.1 vn.Ji1tnm')u1vi'llru::~mrn::m')Li''llvavia-rnu1'1'6viL'llJ 
\J \J • 

.., I .J1 ... ., . . . (27) .., !'I 1 ... • g LlJO"lllYl Vl')tJ£.ll mmesuhde Bourgeois P LLa::~uu:: L\Ju VI .VI. 1994 VIY110l')v1mflLLtJtJ 

tlviaeN~ltlLU~£JtJLii£JtJOl')Li'm nimesulide 'lJ'UlVl 50, 100 LLa:: 200 iinti'lJ ntJml1avn 

L i'.Ji.J')::£.1::na1 1 L&i rm 11m1')i'nm ~ru1£.1 hmim~flii~1lJ1lJ 3 9 2 ')1£.1 vmi1nciii~1~~um 
\J • 

nimesulide il mm ')U1viavi a'l fl u1'1'6V1 L 'l\Jlrl m u~£JtJ L ii £JtJntm1l1a fl n LLoiwui1 r.Ja'll1'1 L~ £.l'IYll'l 

-s::uum'IL~umm-s 1iJLL01noh'lnu-s::l1i1'lnaii~l~~uml1~flml1afln • 
!S • ("' <,f "' V "' .Jl i1 I <,f .. ..i 3. m-sv1mflLu'l£JtJL'Yl£JtJnum0111rnmauYJ ii 'lfaL01£.1-sa£JV1alJ 1 

Fossaluzza V LLa::V1ru::<25> L\JU VI.VI. 1989 1~'ti1m'lAffM1LLtJtJUVlafN~l1J LU~£JtJ 

Lfi£JtJ£.ll nimesulide 'lJ'UlVl 200 J.JO/ilJ fltJ£.11 naproxen 'lJ'UlVl 500 llO/ilJ Li'.JlJ-s::t.1::L1al 28 

i'u 11rn1-s~ntl1hV1?im'li1l1~fl?ifla::twm~fliiLu~ra'lm£.1~1u1u 40 ')lt.1 wui1m~'l 2 'lllJ1uavi 
\J \J • 

enm-su1vi1u?Jru::l1£JVIWnLLa::m-s1i'?ia ')1J.J~'lm'HV1~mJ'll11'llal~~hYhLiit.1iinu Dreiser RL • 
LLa::V1ru::<29> 'lull VI.VI. 1993 1~'ti1m-s?lnmLLtJtJUV1afl'l~llJ LU~£JtJLii£Jum nimesulide 

'lJ\JlVI 200 iin1i'u, m ketoprofen 'lJ\JlVI 200 J.Jn1i1J, m piroxicam 'lJ1J1VI 20 iin1iu ua:: 

m11aan Li'.Ju-s::t.1::na1 2- 3 aumi.f LlJOl')~nmc!lJ1£.1 hV1?im'li1Lrn::'llaa::twm~aJ.J~llJ1U 60 
\J 

'llt.I wui1m nimesulide aim-sC'lavitnm')U1VILLa::ilm')U-S::Liju LVlt.1')1J.J~ni1m ketoprofen, 
I "' ., ,..$ ., .. .. (30) .., !'I 'l ... 

piroxicam LLa::mmrnnam'llllJ£.1'11Vlt'YYll'laC'loi Lucker PW ua::V1ru:: L\Ju VI .VI. 1994 vi 

'ti1m-sAntllLLtJtJUV1aa'l~l'IJ LU~t1tJLiit1tJnl') 1i'm nimesulide 'lJlJlVl 200 iin1i'1J num 

etodolac 'lJ'IJlVl 600 J.Jf)/iu Li'.JlJ')::U::L1al 3 L&imJ LlJf)l')~f)tllCru1£JhV1?im'li1L~tlJ.JllillJ1\J 
\J 

200 ')lt.1 1iJwum1mL01noi1'lm'la~&i11im1J.JaiJ.J1-sC'lavimm-su1vi-s::l1i1'lm~-:i 2 ?Jmu LLoi 

m-su-s::dhJ LVIULL WY1rfr.l~mnwui1m nimesulide 1lf~rn1 um-s~nm~ni1 
\J 

m-sAntl1 L1Jt -sV1?iaamau')J.J101au~ 
\J 

L i'.JlJ~u1auhi1a-:imJm nimesulide ~::ilm')Ulm L'lf"l 'IJOl')~Ol:ll hV1?iaamaumLi'.J1J 

L 1aimtma1n011J.J uQjiJ-:i liJwtJm')Af)l:fl L \Jf)l')~Otll t 'lVl'lla an LatJ')J.JlOltlU~tlUl'l~Vl L'JlJ 
\J 

m1Anmr.Ja?i1-iL~U'l?Ja-imoia-s::uum-:iL~lJmm-s 

Porto A LLa::V1ru::<31>tui'.J VI.VI . 1994 1~'tilm')AO'l:flLLtJtJUVlaeN~lUL1Jnl'l~Otllr.Ja 

?i1-:i L~t.1-:im-:im::L l'n::enm') tvium')afl-:inar:i-:iwn~m::L w1::enm-s ')::l1i1-:im nimesulide 'lJ'UlVI 

200 >JO!i'U fltJ£.11 diclofenac 'lJUlVl 150 l!Oli'U Li'.JlJ')::tJ::L1allJllJOil 1 L&iau wui1'liJii 

Vl1ll!LL010oll'l nu L \Jf)l')LflVILLC·Ja L \JO'S::L w1::mm-s':i::l1il'l£.ll~'l 2 'lllJllJ 

Celecoxib 

Li'.lmn1im'ri>J specific COX-2 inhibitor ol1LL':in Tmana'lrn'lmC'ln~viauhrna>J , . " " " 
pyrazole Lrn::ila1\J'lJfl'l sulfonamide Li'.li.Ja1\JU':i::nau m~::~n~vi:a>J'l~~'llm::uum-iL~'IJ 

en111-s 1~':i::~um 1 maavia-:iavi L 'IJ':i::u::L1mu':i::>J1ru 2- 3 -i1 tm m~::~unu t u':iGiu 1mar:ivi1~ 
\J • 



Vol 22: Supplement 1, 2000 

01-sAmn 1u1 'S~wim~fl)J 
01'lAOlflLi.J~tJULYiuunu£J1'HGlflOLLa~tl1~1lJtl0LnU~l)J1'lim&lu 'Sfl tl~~u '1 
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Simon LS Lrn~Aru::<32> 1ui'.J A.YI. 1998 l~n1m'lAfflflLLUUUV1'1fl\1~1lJ Li.J~urnYiuu 

tl1 celecoxib 'll'U1Vl 80, 200 Lrn:: 400 )JO/i''U nut.11'H'1fl0 LUU'S::fJ::nm 2 ai.Jm'H1'Um'l 

-inme.Ytl1u hA?lm~1LafliJ~1u1u 2 93 -s1u wui1 m clelcoxib nn'llmviiim1mniJ11u 1 um1 
v • 

a vim m-si.J1vi Lrn::iim1i.J-s~dlu 1vi u-s1iJ'lJ fl\I e.Ytl1mrn::u wmf ~ni1tn'Ha fl n fl ~1\l~Vl L ~u LLliihJ 
v 

wum1iJLLV1nlii1-1Jnu1::'Hi1\lt11 celecoxib 1u'll'U1Vl~~1\lnu Benson WG Lrn::Aru::<33) 1iJtl 

A.YI. 1999 1~n1m-sAn'lflLLUUUV1'1fl\1~1u Li.J~urnYiuum celecoxib mnvi 1 oo, 200 ua:: 

400 )Jfl/i'u, tl1 naproxen 'lllJlVI 1000 )Jfl/i'tJ ua::m'Hafln LUlfi::£J~L1'11 12 atlvi1,,;' 1u 

011-im:n~Jtl1u hA?lm~1LafliJ~1u1u 1oo3 11u wui1~ru1fl~l~-ium celecoxib 1 unnmnvi 
v v • 

~~iim'Sviflumrn-1J~flm'S~nt11~~\ILL~i'u~ 2 'llfl\lm'S'l~~um Lrn::~ni1m'Haflneiu1-1Jiiuu 
a1~f1Jl11\1'100i 1u'llru::~n~iJ~l~~Utl1 celecoxib 'lllJlVI 200 LL'1:~ 400 i!O!i'lJ ~~mm'lUGlVI 

• I 'l """ "" ' ., I J'l .,., (34) 1 ~I mm'Su1Vl VIVIL'YlfJULmnun~iJ'Yl mum naproxen Zhao SZ Lrn::Aru:: Uu A.YI. 1999 

l~n1m1Ant11Lmutlviafl\1~1u Ltl~urnYiuum celecoxib 'llmvi 1 oo, 200 Lrn~ 400 iJn1i'u, 
tl1 naproxen 'lllJ1Vl 1000 )Jfi/i''U Lrn::m'Hafln LUlfi::£J::L1'11 12 ai.Jvi1'H1lJ~U1tl hA'llm~1 

LaeiiJ~1u1u 1004 -s1fJ wui1m:!iJ~l~~um~::iimm1~~uni1naiJ~l~-ium"Haflnflu1-1JiJ1Tt1 • • 
a1~f1Jl11\1'100i 1u'llru::lfrha\liJm-sAntf1LLUUUV1'1fl\1~1lJ~°rl1YffoiJn1J..i'1fanLyjflAm:ni.J-s~ 
a'Yl5mmrn::~rn?J1\ILAfJ\ll11\1~1Ufi'l::LW1::fl1'Hl'S'llfl\ltl1 celecox ib Ltl~fJUL-titlUflUtll diclofenac 

Lrn:: naproxen (Successive celecoxib efficacy and safety studies in osteoartluitis: 

SUCCESS) ~am1Ant11mvii1~::a1L~~mu1ui'.J 2543 if 

01-s A nm L i.J~uu L Yi uunum'H a fl mm:: m ~iu t1 n Lau~hll'lim&lu -Sfltl ~~u '1 

Simon ua::Aru::<32
> 11Jtl A.YI. 1998 l~n1m1Ant11'lfilvitlviafl\1~1u Li.J~t1rnnuum1 

1'lfm celecoxib 'lllJ1Vl 80, 400 LLa:: 800 )Jfi/i''U nutn'Hafln LUlJ'l::t1::na1 4 atlvi1,,;' 1um-s 

~nt11e1'tl1t1 hA?lfltl'mau1mV1flt1~~1u1u 330 'lltl wui1m celecoxib 'll'U1Vl 400 LLa:: 800 
v v 

iJn1i'u aim'Suavim1tl'mau'l.lfl\l?lfl l~~L'YhnuLLa::~ni1t11'Hafln 1u'llru::~m celecoxib 'lllJ1Vl 

80 iJn1i'u ti.r~a hJ~1-1Jli.J~1nt11'Hafln LL~wui1~rn?l1\ILAfl\ll11\IO'l~Lvn~mm-s~1n01-s l~~u 

t.11 celecoxib ~\I 3 'lllJ1Vl~~ hJ~1\I ltl~1nnaiJ~l~~Ut11'Hafln Geis Lrn~Aru::<35> 1utl A.YI . • 
1998 1~n1m'l~fi'lflLLUUUVlnfl\1~1lJ Ltl~t1ULnfJUtl1 celecoxib 'lJU1Vl 400 )Jfi/llJ flUtll 

diclofenac 'lJ'IJ1Vl 150 )JO 1i'u LUlJ'S::fJ::L1al 24 ai.Jm,,;' 1um'S~fitf1~JU1tl hA?lfltl'mau-sm v v 
~. I ~ f d I CV 4 Q.I 4::fCLJ 

VI fl t1Vl~1'U1'U 6 5 5 'S1tl Y.U11'Yl\lnfl\10Gl)J)J01'lVlflUnlJfl\IVlfl01')')nlflL 'H)Jfl1Jn'ULLa::)JflVJ'S101'l • 
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(lt1uGi'1t1t1mnnm'lAf11flLYi1nu (fmrn:: 7 m1::fm.1a:: 8 vrn.J~1~u) Simon LS Lrn::flru::<as> 

1uu fl.VI. 1999 l~l'i1m'lAfflflLtJ~umnuum celecoxib 'l.ltnVI 200, 400 LLa:: 800 tin11iJ, 

m naproxen 1 ooo iin11u Lrn:::m'Hatim llu'l:::t1:::na1 12 &tJvi1l1 lum'l-rm:n~tht1 hfl'li'ti 

BnLG'fU'lll1Vltltl~~l'lJ1'lJ 1149 'lltl wu:hnati~l~-rum celecoxib Yln'l.llJlVILLa::m naproxen ii " . . 
.J.. I ., .. I I Jl '"" .J o !S m'l vi tirnfu t>~YIVI L Yl1 mJ LLa::vi 011 m1tin Vl'lUm'Ha ti nvia ti V1'l::t1::na1nn1 m'lv1 mn • 

., .. ., 
~a'l.ll~Lfltl~Yll~m:::m1::mm'l'l.lt1~m celecoxib 'l.llJlVI 200 LLa::: 400 tin11u, m naproxen 

'l.lu1vi 1 ooo tin11u Lrn::m'Hatin 1uflutJn01~1u1u 128 'llt1~1~-rum~~na11Lllm1m 1 

&tJvi1l1 wuavi'l1m'lLnvimrnLun'l:::Lw1:::mm'lLrltil'i1~1t1m'lrit1~nati~m1lil 'llti~natim"Hatin • 
• I ., V L .J I .Jl .,., 1 V q ti 

LLa::: celecox1b L mnu'leltla:: 9-13 'lJ'l.lru:::nnatiYI Vl'lUtll naproxen wu via~(l~'lt1t1a::: 7 2 . " 
L'lJfll'lAf11fl'l.ltl~ Geis LLa::flru:::(as) ~LtJ~umnuum celecoxib num diclofenac vmm'lt'ltllJ 

Gi'1L~t1~lil1nuqJmY11~Yll~L~1rn1m'lL'lJn~ti diclofenac mnni1~V1LlillJ (ftiua::: 16 LtJ~uu 
Lnttunuftiua:: 6, p < 0.001) Goldstein JL LLa::flru::<

35
> Luu fl.VI. 1998 l~'l1U'l1ti'lla>Ja 

.J ., _.., ., 1 !S t " cl t ., ., .. .J1 .,., 
Lnt11nUlJ (\j'HlVlllJO'l::L w1::mm'l lJfll'lVI m:n 'jfl'lJtlL'1tlllLLa:: 'jfl'lJ tit! mau~lllVltltlVIYI Vl'lU 

tll celecoxib 'l.llJlVI 25-400 tin!i''lJ ~llJ1lJ 6376 'lltl LtJ~t1ULnt1ununati~l~-rum • 
naproxen 'l.l'lJlVI 1000 tin 11'u, tl1 diclofenac 'l.l'lJlVI 100- 150 tin 11u "1~fltll ibuprofen 

'l.l'lJlVI 2400 tin11u ~iinu 2768 'lltl "1~tim"1atin 2864 'lltl Lllm1a1 2-24 &tJvi1l1 wu 

tiu01 m'l'l.lti~ L~tivi a tin L un1~ L~u mm'l m::L w1::mm'lt1viGi'u "1~tin:::a 1 unatim'HatimYi1nu . . , . 
V 1 ~( t CLI ti t ~i 'J d I ti a.I .J'l i1. I .. 

'lt1t1a:: o Vltlu, m celecoxib LY11nU'lt>t1a:: 0.20 \lltlu LlJ'l.lru:::nnatit11\lllt1flmaun ti 'lfmviu • 
'lfltt~'l.lmt1~1mul~a~a~ft1ua::: 1.68 oitiu m'lAf11fl'l.lt1~ Simon Lrn::flru:::<

37
> Luu fl.A. 

" .J • I"' .. .... 1 'I I .J•t .,., 
1999 YILu'ltlULYltlUtll celecoxib num naproxen l~ULL~rn um:::Lw1:::mm'l L'lJn~tiYI Vl'lUtll 

celecoxib nn'l.lu1vi'bJoi1~ 1 tJ"J1nnati~l~-rum"1at1n ( {mJa:: 4-6) L 1J'l.lru:::~nati~1~-rum • • • 

Rofccoxib 

m rofecoxib l~t'ln..JviLllum 1unati specific COX-2 inhibitor Gi'1~crn~~ii~1mlit1LtJ " . 
tJ'l::L'Ylvt lnu miianl:tru:: 1manmlluai'l furanone • 

nl'lAm:n lu hfl'li'ti t 'lfl'li'm~titi 
m'lAmnLtJ~uuLnttunum'HatinLLa::m~1uei'nLau~1ti1'lfm&it1'lt1t1~~u '1 

Ehrich EW LLa::flru::<as> Luu fl.VI. 1999 l~l'i1m'lAnl:t1LLuutJviaa~~1u LtJ~umn£Ju 

tll rofecoxib 'l.llJlVI 25 Lrn:: 125 tin11u num"1at1n LUU'l::t1::nm 6 &tJml1 L1m1'l-rnl:tl 

tc:rao':-::>L0 :1Lcl:<>., v.•u1'1nO::::"Yl.J·1~::ue •1 "" • 1 ' ""., A "' ..J ..-1uu u '1u,., " ·~,., v•. u rofecoxib tinl'l'lVl'l~'l.lt>~fllnl 'llJ1Vltltll~lllJtl'11fl(\JLtit> 
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LfiuunumlHU:lO Lrn~wu11m rofecoxib oX~neM'lJ'UlVliiU'l~aYJi5JnwLnln1J Acevedo E Ln'lt 

Arut<
39

> 1 utJ A. fl. 19 9 9 1~n1m'lAO'tt1u uutlviaeN~l'U L tl~urnnuum rofecoxib 'll1J1Vl 12. 5 

LLat 25 JJO/i1J num diclofenac 'lJ1J1Vl 150 JJO/i1J Lll'U'l~fJ~L1al 1 tJ lum'l1n'lfl~tbu hA 
" 

'li m~eit1"il1u1u 6 9 3 'llU wu11m.X~aei~'llu1mnm'lflavimm'ltl1viLrnt'zi1u 1i1'~thul11~1iJ1~ 
" J' 'l ti t QI 1 1 ~'l tlCV .q V ~ 1 

mnm.J VILYllmJ LLVJOaJJYJ vi1um diclofenac t1mnl'l'lll'3LAU'3Y11'30'ltLW1~mm'lmnm1 • 
Geba GP uatArut<

40
> lull A.fl. 1999 l~n1m'lAn'lflLLuutlviaei'3~1mtl~urnnuu'lt'Yl11'3m 

rofecoxib 'll'UlVl 12.5 t1n1iu, m nebumetone 'll'UlVI 1000 JJn1iu uatm'Ylaein Lllunm 6 

atlm'H' 1um'l1mfl hA?im~eiJJL'U~thu"il11nu 1042 'llU wu11~ltbuvieiuauei-3~~eim 
" " 

. " • .... .J 
rofecox1b, m nebumetone ua~mmrnn 'leJUat 55, 4 7.9 LLa~ 26.8 VlltlalVIU 'Z$~mw1eiu 

airn'3~eim rofecoxib LLatm nebumetone ~n11m'Y1aeineiu1~iiirmh~'l!Y11'3ao&l uatti''3wu 

11m rofecoxib iitl'l~aY15mwQin11m nebumetone Truitt K LLa~Aru~<41 > lull A.fl. 1999 1~ 

nlnl'lAO'lflLLUutJviaei-3~1mtJ~urnfiuum'll'lfm rofecoxib 'll'UlVl 12.5 uat 25 t1n1iu, fJ1 

nebumetone mnvi 1500 t1n1iu LL'ltfJl'Ylaein1um'l1mflr·JthuhA'lim~1ua~?ieia~twm~eit1 
" .J d I ~I • t ~ .q .. I ~ ~ 

YJ)JfllfJmnm1 80 u;;)l'U'J'U 341 'llfJ WU11Yl'31'..11 rofecoxib LLatm nebumetone JJu'l~'1'Yl5 . . 

tnw 1 um'lavi mm'ltl1viLrn~iim'ltl'l~Liiu tviu'l1t1Qi L Yl1nuua~Qin11m'Yla ein Day R uatArut 

<
42

> lull A.fl. 1999 1~n101'lAffH1LLUUUVlafl'3~11JLU~UULnuum rofecoxib 'IJlJlVl 12.5 LLa~ 

25 JJO/i'U, fJ1 ibuprofen 2400 JJO/i'U LLtltfJl'YlatlO Lll1JL1!;11 6 atJml-f LtHJtbuhA?Jei 
" 

L~flJJ"il1u11J 809 'llfJ wu11m rofecoxib uatm ibuprofen alJJl'lflavimm'ltl1viua~aim10 
n11 \1rjtbUL~'U l~Qi~m nln'U LLa~Qin11U1l1aeJOeJU1~~Vl L;;)lJ 

m1Amfl 1ut'lAt1A?im)mau'lm01 eiu~ 
" 

g ti"' "' .... " .... .J•t il ' "' .-..J nl'l\'10'l:flL 1urnY1uunum'Ylaeimrn~mvnueimaun JJ 'lfaLvit11eiuvieiu 'l 

Schnitzer TJ LLatArut(
43

) lull A.A. 1999 1~n101'lAO'lflLLUutlviaei'3~1lJLU~fJU 

Lfiuum1l'lfm rofecoxib 'lJ'UlVl 5, 25 Uat 50 JJO/i'U num'YlaeimllU'ltfJtL1a1 8 GlUV11'Yl1'U 

m'l1nM1~tbuhA'lieiilmau1m01eiu~"il1'1nu 658 11u ~Lllummu 10 tJ wu11~1thu~1~1u 
" " " 

Cl.I .q • " ,J QJ " .Jtl 1 

m rofecoxib 'll'UlVI 25 Lrn~ 50 t1nnu JJm'laV1a'3'1Jfl'3;;)l'U'J'U'IJflY1flmauuat'IJfl'Yl 1vimnm1 

ff~t1~1~1um'Ylaeineiu1~~viL;;i1J 1umu~~m rofecoxib 'll1J1VI 5 t1n1iu 1i1t-Jahi~1"1'ltl;;i1nm • 
'Ylaein ua~~tbuait1110Y11Jm rofecoxib 'l~Qi 

" 

nl'lAOM1~11Jc.Ja'li1'3L?iu-3 

Laine L LLtltArut(H) lull A.A. 1999 1~~0'lflc.Ja'li1'3L?iU'3Yl1'30'ltLWltfll'Yll'l~'JfJOl'l 

aei'30~fl'3Gl'l1;;) lum'lAO'lflLU~urnnuum'll'lfm rofecoxib 'll'UlVI 25 LLat 50 JJn1i'u num 

ibuprofen 'll'UlVI 2400 t1n1iu Lll1J'ltfJtL1a1 24 atlvi1-H LlJ~thuhA'lim~eiJJ"ill'U'J'U 742 

11u wu11naJJ~1~1um rofecoxib ii1eiu hA l1JmtLw1tmm11Xeiun11naJJ~l~1um • • 
ibuprofen eiu1'3~V1L;;iu (feiua~ 9 .6 lunaJJ rofecoxib 25 t1n, {eiuatl4.7 lunaJJ rofecoxib • • 
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" 'I I ..Jl ""' . ( 45) 'I !'I 50 irn, LLa~·rntrn~ 45.8 L'\.ln~Wr'l ~')Uf.11 ibuprofen) Lanza FL LLa~l'lru~ LtJu l'l."1. 1999 

l~AmflLLuutl~aa.:i~1ulutr~iht'lltnwLL~.:iLL').:J;51u1u 170 ')1fJ LtJ~urnYiuu~ai1.:iL~v.:im.:i " . 
fl')~LW1~tnl11') ')~wi1.:im rofecoxib 'll\J1~ 250 i.in1i'u, m ibuprofen 'lltll~ 2400 i.in1i'u, 

m aspirin 'lltll~ 2600 i.in1i'u LLa~uTmrnn Lllunai 7 i'u ~1fJfll')flt1.:in~a.:i01')1~ wui1m') 

Ol')1~WU')ilfJ hl'l LtJm~LWl~tnl11')LtJn~i.i~1~~um rofecoxib, ibuprofen, aspirin Lrn~m'Haan 
L'Yi1nu {mm~ 12, 71, 95 LLa~ 8 ~ni.ia1~u ~.:inaiJ~l~~rnn rofecoxib h.iiim1iJLLOlnoi1.:inu • 
nai.i~~~Um'Hailn Watson DJ ua~l'lru~<45> LtJU l'l."1. 1999 1~')1U')1iJ')lfJ'11tJfll')Afl'tflfll') • 
'I " "' 'I "•'I ..J•t ""' L'lffJ1')fltt1m~LWl~illl11') LtJ~u1fJ'Vl ~')UfJ1 rofecoxib, ibuprofen, diclofenac ua~ nebumetone 

;31u1u 4921 ')1fJ wui1aOl')lfll')L'lim~ntt1m~Lw1~r:nm')LtJnaiJ~l~~um rofecoxib ~in-h • 
I ..J>l ""' " "' ..Jl n I .. ....i I ., " tJ"' ... .... " n~iJ'Vl ~')UfJ10lltJilOLaun )J 'lfaLOlfJ')i)fJ~iltJ '1 ilf.11.:J'lf~L~tJ (')ilfJa~ 9.1 L ')fJUL'VlfJUflU')ilfJ 

a~ 15.6) 

faua')\J ~1flfll')Antt1oi1.:i '1 ii.:i~ul~LLa~.:i 1 \iL i1ui1m~1uamau~1i.i1im~u')t1fJ~ • 
') • d" l: 'l ~ ~') r 
LtJfl~iJ'VlfJUfJ~LmJ 'lliJ COX-2 (Yl-HtJO~iJ preferential COX-2 ua~ specific COX- 2 

inhibitor) iiu')~~niin1w 1 um·rn~r:nfll')U1~Lrn~~nmr:nm')an Lau 1 u t 'jl'Ji m~amrn~ t 'jl'Jia 

"' "l """ I "' " .... ..Jl n I .. <' ..J "'" " I " .J' amaUJ"10lilfJ~ ~~Lmnum0111rnmaun >J ?JaLOJfJ')ilfJ~'Vl>J L'lfiJ10il'U'H'lJ1tl (non-specific 
, , " .c1 " ' 'ld d')v ') cox inhibitors) LLOlWU11~Ja'l.11'1Ll'lfJ'1'VJ1'1fl')~LWl~illl11')tJi)fJfl11 mn.:i ')flOl1iJL>Jil L'lfm LtJ 

I 1 .JJ' "'"" """ nai.i preferential COX-2 inhibitor tJ'll'lJl~'Vla.:J'lJtJ~~a'l>Jl')OWUt1u01m·rna.:i~a'l.l1.:JLl'lt1'1'Vl1'1 . " . 
m~L\"ll~tn'Hl')L~iJtul~u1.:i ~.:ioi1.:ilu~1nn~" specific cox-2 inhibitor ~~rni1.:iL~v.:im.:i 

'l I I 'lu .,j '} ~ .J J' QI ~ I .l'<t fl "" 
m~LWl~flllfl'j iJVl1'1 ~lfltn'HailnL>Jfl L'lf LtJ'lltJl~'Vla'.:J'lJ'U ~.:JtJtJ tllL'HallJ~'1LutJ'Vl1'1Lafl0 

" 
L 'Hii1 um')~ntt1 t ')l'lieJamau tm1mw1~eJcl1.:i~.:i l u~u.:ir:n~ 'H~ei 1u·nu~ih1qJm'H~faiiil~~u 
L~tl.:J~lflfll')LO~ LL~a lum~LWl~ill'Hl') 
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