of patients with moderate CD; in this subgroup, high baseline CRP
was associated with substantially higher remission rates. This
analysis suggests that patients with moderate disease can be treated
effectively with adalimumab, especially when there is evidence of
inflammation. Prospective studies are warranted to confirm these
findings.

Abstract PTU-108 Table 1  Per cent of patients in clinical remission at

week 4

Placebo ADAB80/40 ADA160/80
All patients 12% (9/74) 24% (18/75) 36% (27/76)+
CRP =10 mg/l, % (n/N) 4% (1/28) 27% (9/33)* 43% (12/28)+
CDAI =300, % (n/N) 17% (8/46) 29% (13/45) 46% (19/41)1
CRP =10 mg/l, CDAI =300, % (n/N) 7% (1/15) 26% (6/23) 57% (8/14)1
CDAI >300, % (n/N) 4% (1/28) 17% (5/30) 23% (8/35)*
CRP =10 mg/l, CDAI >300, % (n/N) 0% (0/13) 30% (3/10) 29% (4/14)

*p<0.05 vs placebo.
1p<0.005 vs placebo.
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Introduction The efficacy of adalimumab (ADA) in Crohn’s disease
(CD) by disease duration has been explored, but efficacy and safety
of ADA by disease severity have not been investigated. The
CHARM? and EXTEND?® trials assessed ADA treatment for the
maintenance of remission in patients with moderate to severe CD.
Results from CHARM and EXTEND in patients with moderate vs
severe CD were pooled to assess efficacy and safety by disease
severity.

Methods This analysis of pooled data were performed to assess
clinical response and clinical remission at week 56 (CHARM) or 52
(EXTEND) in patients with moderate (CDAI =300) or severe
(CDAI >300) CD, treated with blinded ADA every other week
(eow) or placebo. In both trials, patients received open-label ADA
induction (CHARM: 80 mg at week 0, 40 mg at week 2; EXTEND:
160 mg at week 0, 80 mg at week 2), followed by blinded treatment
(ADA 40 mg eow or weekly, or placebo in CHARM, 40 mg eow or
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placebo in EXTEND) from weeks 4 to the end of the trial (week 56
in CHARM, week 52 in EXTEND). Data from the ADA 40 mg eow
arm of CHARM was pooled with data from EXTEND; safety and
efficacy (proportion of patients in clinical remission, defined as
CDAI<150, or clinical response, defined as at least a 70 point
decrease in CDAI [CR70]) at week 56/52 were assessed for patients
who achieved CR70 at week 4, separated by baseline disease severity
(moderate or severe).

Results A total of 438 patients were included in the pooled analysis:
187 with moderate CD (placebo: 92; ADA: 95) and 251 with severe
CD (placebo: 126; ADA: 125). For both moderate and severe CD
groups, a statistically significantly greater proportion of patients
treated with ADA 40 mg eow achieved clinical response and clinical
remission at week 56/52 compared with placebo treated patients
(Abstract PTU-109 table 1). The safety profiles in the moderate and
severe CD subgroups were similar.

Abstract PTU-109 Table 1 Clinical response (CR70) and clinical
remission at week 56/52, by baseline CDAI: pooled data from CHARM
and EXTEND

CDAI <300 CDAI >300
ADA ADA
Placebo 40 mg eow p Value* Placebo 40 mg eow p Value*
CR70 (%) 16 44 <0.001 14 44 <0.001
Clinical 14 40 <0.001 1 34 <0.001

remission (%)

*ADA vs placebo.

Conclusion The analysis of the pooled data from CHARM and
EXTEND suggests that ADA 40 mg eow is safe and effective for the
treatment of either moderate or severe CD.
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Introduction The CHARM trial! demonstrated that adalimumab
(ADA) was effective for the maintenance of remission in patients
with moderate to severe Crohn’s disease (CD), and that remission
rates are influenced by a patient’s baseline C reactive protein (CRP)
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concentration and prior anti-TNF experience.! Patients who were
either anti-TNF-naive or had an elevated baseline CRP achieved
higher rates of remission than the general study population. In this
post hoc analysis we examined whether patients who were anti-
TNF-naive and had an elevated CRP at baseline could achieve higher
remission rates than those previously reported.

Methods Data from CHARM, a 56-week, randomised, placebo-
controlled trial of ADA maintenance therapy, were analysed. All
patients received open-label ADA during a 4-week induction period,
and were then randomised to ADA (40 mg weekly or every other
week [eow]) or placebo for a 52-week double-blind period. In this
analysis, clinical remission at week 56 was determined for rando-
mised responders (patients who had a decrease in CDAI =70 at
week 4 compared with baseline) who were naive to prior anti-TNF
treatment, by baseline CRP subgroups (high: =10 mg/l, vs low:
<10 mg/l), using non-responder imputation. Remission rates for
patients treated with weekly or eow ADA were compared with rates
for placebo-treated patients, using Fisher’s exact test.

Results ADA treatment (weekly or eow) resulted in statistically
significantly greater rates of clinical remission at week 56 compared
with placebo treatment in each CRP subgroup of anti-TNF-naive
patients (Abstract PTU-110 table 1). The percentage of patients in
clinical remission was greater in the high CRP subgroup for both
weekly and eow ADA treatment.

Abstract PTU-110 Table 1  Clinical remission at week 56 in
anti-TNF-naive patients in CHARM

ADA 40 mg ADA 40 mg
Placebo eow p Value* weekly
n/N (%) n/N (%) n/N (%) n/N (%) p Value*
Baseline 6/46 (13) 17/49 (35) 0.017 18/43 (42) 0.004
CRP<10 mg/I
Baseline 6/43 (14) 19/36 (53) <0.001 23/43 (53) <0.001
CRP=10 mg/l

*p Value vs placebo, from Fisher's exact test.

Conclusion In the CHARM trial, anti-TNF-naive patients with
baseline CRP=10 mg/] experienced greater rates of clinical remis-
sion, regardless of ADA dose frequency, compared with patients
with baseline CRP<10 mg/I.
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Introduction Elevated C reactive protein (CRP), a marker of inflam-
mation, is known to correlate with Crohn’s disease (CD) activity' 2
and to be a predictor of disease relapse in CD.? * However, in
patients with moderate or severe CD it is not known whether CRP
is associated with disease progression.

Methods This post hoc analysis evaluated the association of baseline
(BL) CRP and change in CDAI over time in patients with moderate
(CDAI >220 to =300) to severe (CDAI >300) CD who were
randomised to the placebo group in the CHARM trial® (N=238).
Patients received open-label adalimumab (ADA) induction (week 0:
80 mg; week 2: 40 mg) followed by blinded weekly placebo treat-
ment from weeks 4—56, with switch to open-label ADA allowed
after week 12 for disease flare. This analysis grouped patients by CD
severity and BL CRP (severe, high: CDAI >300, CRP=10 mg/I;
severe, low: CDAI >300, CRP<10 mg/l; moderate, high: CDAI
=300, CRP=10 mg/l; moderate, low: CDAI =300, CRP<10 mg/1).
Mean CDAI scores at each visit from weeks 4—56 were calculated
for each subgroup, using last observation carried forward (after week
4) to handle dropouts or switch to ADA.

Results CDAI decreased from BL in all subgroups after ADA
induction (Week 4, Abstract PTU-111 table 1). By week 56, the
mean CDAI in all subgroups had increased compared with week 4,
and was greater in patients who had higher CRP vs lower CRP at BL
(244 vs 223, 306 vs 260, for moderate and severe groups, respec-
tively). In patients with moderate CD and high CRE, week 12 and
week 56 CDAI approached that of patients with severe CD and low
CRP, despite BL differences in CDALI of over 90 points (week 12: 235
vs 243; week 56: 244 vs 260).

Abstract PTU-111 Table 1 Mean CDAI over time

Severe (CDAI >300) Moderate (CDAI <300)

CRP <10 mg/!l CRP 10 mg/l CRP <10mg/l CRP 210 mg/l
N=60 N=87 N=70 N=44

BL CRP, mg/l, 2.5 (0.2—9.7) 33.6 (10.1—287.0) 4.2 (0.2—9.9) 31.4 (10.1-104.0)
median (range)

BL CDAI, 348 (46) 370 (49) 259 (24) 254 (32)

mean (SD)

Wk 4 CDAI, 243 (85) 242 (96) 162 (68) 174 (70)

mean (SD)

Wk 12 CDAI, 243 (102) 286 (109) 190 (85) 235 (120)

mean (SD)

Wk 56 CDAI, 260 (95) 306 (114) 223 (91) 244 (116)

mean (SD)

Conclusion This post hoc analysis of disease activity and CRP
demonstrates that an elevated BL CRP in patients with moderate or
severe CD is associated with higher disease scores after 1 year.
Disease activity over time in patients with moderate CD and higher
CRP behaved similarly to that of patients with severe CD and lower
CRP.
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