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« Traditional design:

Induction Trial i . Maintenance Trial

:Re-randomization of |
clinical responders |
' tand clinical remitters |

r

Drug

Clinical Remission Clinical Remission
- Early (4-12 wks) - Late (612 mo's)

" “Induction of Clinical Remission” @ “Maintenance of Clinical Remission”
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e ACT 1/ 2 (ACTIVE ULCERATIVE COLITIS TRIAL)

- Precise 1 (certolizumab for Crohn)



e ACT 1/ 2 (ACTIVE ULCERATIVE COLITIS TRIAL)
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Week 8 = First time point at which Week 38 = Placebo patients
steroid tapering was allowed. returned to baseline steroid dose.
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Precise 1 (certolizumab for Crohn)

withdraw

976 Patients underwent

assessment

314 Were not eligible

662 Underwent randamization

329 Were assigned to receive
placeba
156 Had CRP =10 mg/liter

L

153 Withdrew fram study
39 Had an adverse event
2 Did not comply with
protocol
9 Withdrew for personal
reasons
19 Were withdrawn for clinical
FEASONS
113 Had lack of improverment
or worsening of disease
6 Withdrew for other reasons

176 Completed 26 wk (53.5%)

Z Did not receive
treatment

331 Were assigned to receive
certalizumab pegel
146 Had CRP =10 mg/liter

129 Withdrew from study
37 Had an adverse event
3 Did not comply with
protocol
23 Withdrew for personal

2 Were lost to follow-up
79 Had lack of improvement
or warsening of disease
5 Withdrew for other reasans

202 Completed 26 wk (61.0%a)
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Curve 2: Incrcasc in the severity
0 1 0 yrs of intestinal symptoms after initial
low activity

Curve 3: Chronic continuous
SV IO

0 10 yrs

Curvel: Remission or mild
severity of intestinal symptoms
after initial high activity

O 10 yrs
Curve 4: Chronic intermittent

symptoms
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o CLASSICT (CLINICAL ASSESSMENT OF ADALIMMAB SAFTY AND EFFICACY STUDIED AS
INDUCTION THERAPY)

« GAIN (GAUGING ADALIM MAB EFFICACY IN INFLIXIMAB NONRESPONDERS)
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e ACCENT] (A CROHNS DISEASE CINICAL TRIAL EVALUATING INFLIXIMAB IN A NEW LONG
TERM TREATMENT)

« CHARM  (CROHN TRIAL OF THE ADALIMMAB FOR REMISSION MAINTENANCE)

o PRECISE2 (PEGYLATED ANTIBODY FRAGMENT EVALUATION IN CROHN DISEASE SAFTY AND
EFFICACY)



Adalimumab Maintenance:
CHARM Study Design

Open-Label

40 mg EOW 40 mg EOW

wp,d,. {98 mg R Status 40 Adalimumab
imumab ESPONSe mg um
(CDAI decrease EOW/Weekly Open-Label
270 points) AvAfter Week 12

Colombel et al, Gastroenferpliogy. 2006131950, DDW late-breaking abstract,



CHARM: Clinical Remission of CD Over Time With

Adalimumab

Randomized Responders (n = 499)

-BPlacebo -#Adalimumab 40 mg EOW -mAdalimumab 40 mg weekly
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*p < 0.001 vs placebo; tp = 0.005 vs placebo.
EOW = every other week; remission = CDAl < 150.
Colombel JF, et al. DDW 2006, Abstract 686d.
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TIME TO EVENT

« DADERKRBREBRODELGI Y FRA 2 b
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NABRKREEBRTEHRALEI Y FIRA Y FOARESINEFICHE->TLNS

e OVERALL SURVIVAL

e TIME TO PROGRESSION

* PROGRESSION FREE SURVIVAL
o TIME TO TREATMENT FAILURE
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