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= Abstract =

Multicenter Study in Efficacy and Safety of Celecoxib in Patients
with Rheumatoid Arthritis and Osteoarthritis

Sang-Seokg Seong, M.D., Yong-Beom Park, M.D.*, Wan-Sik Uhm, M.D.,
Jisoo Lee, M.D.**  Jong Dae Ji, M.D.*** Sang-Cheol Bae, M.D.,
For the Celecoxib PMS Investigators

Department of Internal Medicine, the Hospital for Rheumatic Diseases, Hanyang University
College of Medicine, Younsei University College of Medicine*, Ewha Woman’s University
College of Medicine**, Korea University College of Medicine***, Seoul, Korea

Objective: The aim of this study was to define the efficacy and safety of celecoxib in Korean
patients with rheumatoid arthritis and osteoarthritis. In addition, the impact of gastrointestinal
symptom severity on health related quality of life (HRQoL) was measured before and after the
treatment with celecoxib.

Methods: Three hundred seventy nine patients with rheumatoid arthritis (n=175) and osteoar-
thritis (n=204) were enrolled from 25 centers from May 2004 to December 2004. After treatment
of celecoxib for 4 weeks, efficacy was determined by physician’s global assessment and EQ-5D.
Severity of gastrointestinal (Gl) symptom was assessed by visual analogue scale.

Results: Treatment made improvement in 263 patients (69.4%), but 108 patients (28.5%)
didn’t show change in their symptom and 8 patients (2.1%) were aggravated after treatment.
Mean change was 0.129+0.3 in EQ-5D utility score (p<0.05), 11.8+17.8 in VAS in EQ-5D
(p<0.05) and -7.9+19.6 in Gl symptom severity (p<0.05). Blood pressure was not elevated
after treatment and there was no cardiovascular adverse event. Gastrointestinal symptom
improvement correlates with improvement in VAS (r=0.2, p<0.01).

Conclusion: Celecoxib is not only effective in patients with rheumatoid arthritis and osteoar-
thritis but also helpful in reducing Gl symptom.

Key Words: Celecoxib, Efficacy, Safety, HRQoL
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Table 1. Baseline characteristics of completed patients (n=379)

RA (n=175)* OA (n=204)

Age (meantSD) 55.4+13.2 64.5+8.9
Duration of arthritis (mean+SD, months) 70.5+81.1 56.1£77.1
Assessment of arthritis, n (%)**

Very good 0 (0.0) 0 (0.0

Good 26 (14.9) 29 (14.2)

Not bad 101 (57.7) 119 (58.3)

Bad 45 (25.7) 50 (24.5)

Very bad 3 (1.7 6 (3.0
Blood pressure (mmHg)

SBP (mean=SD) 122.4+13.8 126.3+14.4

DBP (mean+SD) 77.4+10.3 78.4+8.7
GI symptom severity (VAS, mean+SD)*** 32.3+23.5 34.6123.7
EQ-5D (mean*SD) 0.55+0.28 0.56+0.27
VAS (mean+SD) 52.8+18.4 54.6+17.7
Hypertension, n (%) 26 (14.9) 51 (25.0)
Coronary artery disease, n (%) 4 (2.3) 8 (3.9
Peptic ulcer disease, n (%) 15 (8.6) 17 (8.3)
Concomitant steroid use, n (%) 89 (50.9) 13 (6.4)

*RA with OA patients are included in RA group, **Very good: no symptoms, no limitation of lifestyle, Good: mild
symptoms, no limitation of lifestyle, Not bad: moderate symptoms, mild limitation of lifestyle, Bad: severe symptoms,
limitation in most of lifestyle, Very bad: intractable symptoms, limitation in all of lifestyle, ***Extreme gastrointestinal
symptom is expressed as 100 and no gastrointestinal symptom is expressed as O in visual analogue scale
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Table 2. Primary efficacy outcome 4 weeks after cele-
coxib treatment

: AFFA R

Table 4. Changes in EQ-5D and VAS among groups of
primary efficacy outcome

n (%)
RA OA
Better 114 (65.1) 147 (72.1)
No change 54 (30.9) 56 (27.5)
Worse 7 (4.0) 1 (0.4)
Total 175 (100) 204 (100)

Table 3. Changes in EQ-5D and GI symptom severity

(n=379)
Baseline 4 weeks Mean P
change  value*
GI "
SYMPIOM 33 51736 2594205 -7.9419.6 <0.05
severity
EQ-5D 056030 0.69+0.20 0.13+0.30 <0.05
VAS 5374180 65.5+182 11.8+17.8 <0.05

*Paired t-test
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Better ~ No change Worse p-
(=263)  (n=108) (=8)  value*
Change i
anse M 4184030 0.03+0.20 -0.1140.50 <0.01
EQ-5D
Change in
17.0£17.5 124104 -17.5¢162 <0.01
VAS

*ANOVA test
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Fig. 1. Correlation between change in gastrointestinal

symptom severity and change in Visual Ana-
logue Scale of EQ-5D 4 weeks after celecoxib

treatment.
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Table 5. Adverse events in completed patients (n=379)

Adverse event n %
GI adverse events 14 3.70
Other adverse events 7 1.80
Anemia 2 0.53
Facial edema 1 0.26
Glycosuria 1 0.26
Headache 1 0.26
Pruritis 1 0.26
Stomatitis 1 0.26
Total adverse events 21 5.5

104 p=0.34
94 5
8 -
7 -
67 0=0.40

% 51
4
g H

A 3 3 2006 —

g Ao o STh dold el A

Fe FX
= 654 ool mEFI 1§k FolA AolE H

o|A] gkgtom ~HZolE BHE Fo ARE AT
a8 Ao Jks T2 YT 2).

3) AlEZA F2AIE: Celecoxib Fojo] wE ¥t
HEe Fo A £57] dgto] 1245 (14.2), ¥4
1251 (213.8)R olgr] e Fo A 779

=

—~
H+

94), B & 781 (29.)F T HZo EAZH
Fo]E HolxA &Uthp>0.05). F 200 mgS
of e FA FF7] eH(1264£152) Fo
(126.5+15.5)7 z}o]E Ho|X ojgtr] &
Fo] H(78.3:9.7)3 F(78.4+9.5)9 =}ol7} §l
. 400 mge Fof e FolME Fo] H FE7]
QH(124.0+13.4)7 T FT EQH(124.4+12.5)0] W
o] fiem olgky] UYE Fo H(77.8+9.1)F
(77.329.2)l] Fogt Ao]E Holx] gkskth. AT
5o A 8L RuHRA gy
2t=9| Hi3} Celecoxib Fof A

< Al

AFT? S8 A= Hito] 335 (#23.6A°o4y F
=z
=

(

o)
3=

onf ot oft met ¥ e X Hn o
£

=

&

o] 43 ToE 259 (2052 EAZFSZ HosA
FRAUTP<005)(E 4). Frle|2Rddes 23
HETFo g FE B3 dntes 7F FolMeg W

3}go] 7.5+18% 82+207F zo)7 1A (p=0.75),
654 oo nHTH I WY TOoF FE3t &
A% A% 7.2+19.03% 85420022 zol7l ¢l

; L )
s @ & & &
o 37 P W o’ W W & &
N R SRR SNSRI & N
SN EN\ Y N
Q § § K\ \ N
Y S S
¢ ) \«'O \&O
& d
S S

Fig. 2. Frequency of gastrointestinal adverse events in subgroups.

— 214



thp=0.55). FAst Az TRkl BHI Aol
HNE SAE 105£147 GAE 7682012 o]
HolA %3kTHp=0.08).

K
]

FrlElaBdds ZBEG Fx9 A5 Hl2H
Zol=gaAZA= 71 Bol AWEHE oA F sy
olt}. ml=Fe A$ 52~774 oA JHed 267%7}

FYo| HolE FWE WaHol=RAEAE B
S8k Ao 2ANAT @ Wd 108 Yot
HaEzolEgdsAs HE 4@ PEzoew
Yests Aoz sl A (5). FHF A ABE
QA% 1 Ase 2e An Qe T 49L
werstd FF S se=ol=ggFA Abgol
248 Aoz Y4um o BE el NEs
2748 Aol

COX2 A AL EdRAA w A w2

H2ol=gdFAe vsstiA 948 dEE5s =
d F de o2 & Atk =HAE, Frtg
HEd A 796885 o= T CLASS ATellA
celecoxibi= ibuprofen®} diclofenac@} W|w3}e] G 3}+=
fFAHEA A3 T WEe fFYsiA e
Ao Uetwga, 2349 84 1327485 tge=
celecoxib®] FAAGI 47 4D GHYE A
SUCCESS-I 179X % celecoxib= naproxen, diclofe-
nac? 5 FEALS YEhHEA FR 3% §
WEol X AA #As= RS2 YEET (6). 3
A E2T AFE ofUAW B ZAMIANE 1A fE
3 Bk URAE A47E 69.4%% YERY KR
ol e ALE AIAHUTL A #A o] A%
FEe AoE UeEEth A% F42 celecoxib

[e

[o=]
=
A W ol HwEte] AR os sHE A

ox Ml ox A Hr o M o

N
h
o

Celecoxib Fo ¥ 91733 F2-80] 147 A 24
SAAR Fxpe] AH, AL HAY, 2HZo=

— 215

LA FARE) FEYT A —

ofo
i)
i
2
&
e

EA4 AolE HelA Ptk
Az FelA ot () 654
1 79 Aol7h Qm o)
nAg Aol

Fof e

off of
o

fo

w2
o
- s
o F
o

oA
o)
O et

a9
ot
to

) o o
o3

A ok
14

T

R

O

— Lo

[ o
5]

o 8
ot
flo

i

N
&
a2

Lo

T o2 o o W

= o 30
ol oo i TodE AN

o it
e

rE o o
o
Lo
©

o I

4o |o

ko)

i 32 4o

z 20
O
9
o)

O
o pl S

2 oz X
% 9

]

—\éﬂllo-lfow
mﬂ—lN;LgJ
w5
i Ol
2 B e
SURSRE v/
érﬁlir
R $ N
L o
002i
grﬁ
1111015
to&
rZ ol\
)
Do
9 F o P
o O il
éL
2 o
N
N
R

o
Iyt
ot

2
olN
2
B
z
>
z
=]

Y

4 o

w2
fu
0 2
bk ot

Lo
o

o fo M @ i

Moo oo T g
udl y
N o=
o 1N
or i
o by f
fot Q
)
1‘10,'\,n
o
2o
RN
Y
O}L__g
r.lé,
iy

£
o
CI- "
olft o2
L ot s
re D)
- =2
=2 x
X
T
S Au)
o} £
+, rr
ol o\ Mo o
> Y
S 2%
L o o ol
ok N ox
o gy 2
)
(R
>
oo i

5]

i)

Bz
nooX rir

oz
o
o

)

QL

Me R
%0,
oo

0%
o o
Iox
Lo
ot
i)

o2 o3 to ol
z
o
ol

2 R

B
lo
=

2

N

N

o

5

s flo

tht o
)
ol

o
9,
]
A o

a2

o —

fu

N

>
o, Mo

32

K

S
o)

1-'.1

[l
it
2
E=
ot
i Ao
ol
rJ
)
2
lo

2
ol
o

o N
&
o
ey
r
Y olX
o

wy
BN
>

o
32
)

A

X

A
R

2

o orlr oo o
b
X

ot

o

A

o

oy

fuj

AN

ot

b

o

N

N

>

>

oo

_\-\l o

R

=)
P o 2

=)

W
w)
m
fo 4
e
2
X
N
ol
AN
)
tlo
>
>
gL
rr
b
fr

o I
o,

-
=2
R

Bl oy
o
Lo
of
=il
-3
R=)

i
)

ool
+,
e
g
L 2

( ﬂp_'j,
_>"'1_'4
o
s

o
e

W

w)

lo,

>

N

2 3
.
il
Hoox
g e 8
o
e
N2
>

of

o

r.l

rJ

)

j

T

2

N

9 = F_>II_, lo,

o oo
o 2

o )

2o Moo oo

=

AT o8 Aol cox-2 93
oz AF H4¥H FYI

=
o
t} (10-18). Celecoxibol] 2]3+ A&
3t A+ rofecoxibWE I

i,
2oy



— W EFrtE| 2335 R] A 13 A

e Ak 2 olfEE o)Hd muE Az}
AVMA R e BF 1zt A es He &3
agl7] WEoz Aztdd. 48

9] celecoxib® F

T T o 2A= F AYE R 739
AT Al E oo g AES WE & UAs A
o7 AZEAT) celecoxibd] &#HZ B 9 Tt

& #age naaA g

ot HU
ok to o2 )
olN %’
2 =
L3% P
fol
2,
2 4
=
rSL‘
=
e
o
[}
A
ozt =2
Sl
-4
g T
% 3 3 oo 00 >
o rlo t kI & rr (A oo [o

13
L
rx&
e o

off rR Ay o om
o U w0
Ny
o0
o -
HU 2
L
o o
e
p
=2
=
-0l
B
o
et
o
fru

ayrt a3
t}. Celecoxib /\]-%-
Lo

Celecoxib= FvtEl=dd @} R SAjol A
Ric's o
14
ol A7 &4 el Aol Az AAWAE KAk

2Atel 2
w8 4ol Bad ARS AT 74 F% 3
o4 Aol Al w4 =HVT

Celecoxib PMS Investigators

FIEAEAW), FHIFAW), AEZRIA ),

AAECEZAY), AASCIEYY FANANEY
), THACHEL I AR, HAFCE
o JHFTAHE %), %@4(%ooygqh, o7 2=

(QJJ/L,]]:H) o]/ﬂ—o (
e, o+ o(*i%-"/ltﬂ =3, olF(dat
), oA AN ), FEAFE W), T
T(E@=d), A TIIEH ),
o), BHLEFA), I EAdH), HAHM

— 216

A 3 3 2006 —

TR ), FSA(E 3 )
REFERENCES

1) Wolfe F, Kong SX, Watson DJ. Gastrointestinal
symptoms and health related quality of life in patients
with arthritis. J Rheumatol 2000;27:1373-8.

2) Silverstein FE, Faich G, Goldstein JL, Simon LS,
Pincus T, Whelton A, et al. Gastrointestinal toxicity
with celecoxib vs nonsteroidal anti-inflammatory
drugs for osteoarthritis and rheumatoid arthritis: the
CLASS study: a randomized controlled trial. Cele-
coxib Long-term Arthritis Safety Study. JAMA 2000;
284:1247-55.

3) Bombardier C, Laine L, Reicin A, Shapiro D, Bur-

gos-Vargas R, Davis B, et al. Comparison of upper

gastrointestinal toxicity of rofecoxib and naproxen in
patients with rheumatoid arthritis. VIGOR Study

Group. N Engl J Med 2000;343:1520-8, 2 p following

1528.

Curhan GC, Bullock AJ, Hankinson SE, Willett WC,

Speizer FE, Stampfer MJ. Frequency of use of ace-

4

~

taminophen, nonsteroidal anti-inflammatory drugs,
and aspirin in US women. Pharmacoepidemiol Drug
Saf 2002;11:687-93.

Fries JF, Murtagh KN, Bennett M, Zatarain E, Lin-
gala B, Bruce B. The rise and decline of nonsteroidal

5

~

antiinflammatory drug-associated gastropathy in rheu-
matoid arthritis. Arthritis Rheum 2004;50:2433-40.
6) Singh G, Fort JG, Goldstein JL, Levy RA, Hanrahan
PS, Bello AE, et al. Celecoxib versus naproxen and
diclofenac in osteoarthritis patients: SUCCESS-I
Study. Am J Med 2006;119:255-66.
7) Laine L, Bombardier C, Hawkey CJ, Davis B, Sha-
piro D, Brett C, et al. Stratifying the risk of NSAID-
related upper gastrointestinal clinical events: results of
a double-blind outcomes study in patients with rheu-
matoid arthritis. Gastroenterology 2002;123:1006-12.
Kvien TK, Kaasa S, Smedstad LM. Performance of
the Norwegian SF-36 Health Survey in patients with
rheumatoid arthritis. II. A comparison of the SF-36
J Clin Epidemiol

8

=

with disease-specific measures.
1998;51:1077-86.

Talamo J, Frater A, Gallivan S, Young A. Use of the
short form 36 (SF36) for health status measurement
in rheumatoid arthritis. Br J Rheumatol 1997;36:
463-9.

10) Solomon DH. Selective cyclooxygenase 2 inhibitors

9

~



11)

— 334 9

and cardiovascular events. Arthritis Rheum 2005;52:
1968-78.

Shaya FT, Blume SW, Blanchette CM, Weir MR,
Mullins CD. Selective cyclooxygenase-2 inhibition
and cardiovascular effects: an observational study of
a Medicaid population. Arch Intern Med 2005;165:
181-6.

12) Kimmel SE, Berlin JA, Reilly M, Jaskowiak J, Kishel

L, Chittams J, et al. Patients exposed to rofecoxib and
celecoxib have different odds of nonfatal myocardial
infarction. Ann Intern Med 2005;142:157-64.

13) Graham DJ, Campen D, Hui R, Spence M, Cheetham

C, Levy G, et al. Risk of acute myocardial infarction
and sudden cardiac death in patients treated with
cyclo-oxygenase 2 selective and non-selective non-
steroidal anti-inflammatory drugs: nested case- control
study. Lancet 2005;365:475-81.

14) Bresalier RS, Sandler RS, Quan H, Bolognese JA,

Oxenius B, Horgan K, et al. Cardiovascular events
associated with rofecoxib in a colorectal adenoma

15)

16)

17)

18)

c A EA B FEA A —

chemoprevention trial. N Engl J Med 2005;352:
1092-102.

Solomon DH, Schneeweiss S, Glynn RJ, Kiyota Y,
Levin R, Mogun H, et al. Relationship between se-
lective cyclooxygenase-2 inhibitors and acute myo-
cardial infarction in older adults. Circulation 2004;
109:2068-73.

Mamdani M, Rochon P, Juurlink DN, Anderson GM,
Kopp A, Naglie G, et al. Effect of selective cyclo-
oxygenase 2 inhibitors and naproxen on short- term
risk of acute myocardial infarction in the elderly.
Arch Intern Med 2003;163:481-6.

Ray WA, Stein CM, Daugherty JR, Hall K, Arbogast
PG, Griffin MR. COX-2 selective non-steroidal
anti-inflammatory drugs and risk of serious coronary
heart disease. Lancet 2002;360:1071-3.

FDA. Cardiovascular safety and risk-benefit assess-
ment. URL: http://www.fda.gov/ohrms/dockets/ac/05/
briefing/2005-4090B1_03_Pfizer-Celebrex-Bextra.pdf.

— 217



