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INTRODUCTION

« Psoriasis affects ~3% of adults in the US' and ~2-6% in Europe,” and most patients
develop the disease in the third decade of lfe*

« Therapy for patients with chronic plaque psoriasis varies per the severity of the disease,
with topical therapies and/or phototherapy sed to treat limited or mild psoriasis and
photochemotherapy, cyclosporine, methotrexate, apremilast, or biologics such s tumor
necrosis factor (TNF) inhibitors, anti-IL17s, and anti-IL12/23s used to treat moderate-
to-severe forms

+ Certolizumab pegol (CZP) is the only PEGylated, Fo-free, anti-TNF biologic currently under

for the treatment of mod i
demonstrated positive resuls in previous psoriasis trials®®

+ CIMPASI-1 (NCT02326298) and CIMPASI-2 (NCT02326272) are ongoing phase 3 trials
designed to assess the efficacy and safety of CZP compared with placebos results from the
first 48 weeks of the two studies are presented here

METHODS
Study Design

plaque psoriasis and has

« CIMPASI-1 and CIMPASI-2 are replicate, phase 3, multicenter studies conducted in North
America and Europe, consisting of randomized, double-blind, placebo-controlled periods for
the first 48 weeks followed by 96 weeks of open-label observation
« Patients were randomized 2:2:1 to CZP 400 mg every 2 weeks (Q2W), CZP 200 mg Q2W
(following 400 mg loading dose at Weeks 0, 2, 4), or placebo Q2W for 16 weeks (Figure 1)
« AtWeek 16, patients continued to receive treatment through Week 48 according to the
following criteria:
~ CZP 400 mg Q2W- and CZP 200 mg Q2W-treated psoriasis area and severity index
(PASI) 50 responders (250% reduction in PASI) continued to receive their inital biinded
treatment

~ Placebo-treated Week 16 PASI 75 responders (275% reduction in PASI) continued
blinded placebo treatment; PASI 50-75 responders (250% but <75% reduction in PASI)
received CZP 200 mg Q2W (following 400 mg loading dose at Weeks 16, 18, 20)

~ PASI 50 nonresponders at Week 16 entered the Escape Arm and received unblinded
CZP 400 mg Q2W

+ PASI 50 nonresponders at Week 32, 40, or 48 were withdrawn from the study

Figure 1. Study Design
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+ Baseline PASI and PGA scores were comparable across treatment groups for both studies
(Table 1)

+ Roughly one-third of study participants reported prior biologic use, and the proportion
across treatment arms was similar (Table 1)

Figure 2. Patient Disposition
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Table 1. Patient Demographics and Baseline Disease
Characteristics

CIMPASI1 CIMPASI-2

c
400 mg @z

Demographics
Age (years), mean £SD | 79+ 128 | 4452131 | 4362121 | 4332145 | 467£133 | 4642135
Male, n (%)

3(86) | 67005 | 6082 | 20(31) | 5(637) | 43(494)
White, n (%) 5®2) | 87016 | 79(898) | 44(@8 | 8645 | 8131
Geographic region,
n (%)
North America 26610 | 49(516) | 4561 | 3@y | 61670 | 61(701)
rope 25490 | 46@4se) | 43@89) | 14@86) | 30(30) | 26(209)

Weight (kg), mean £ SD | 9522195 | 5262210 | 922+217 | 8712264 | 978+256 | 918+277
BMI (kgim?), mean D | 322+ 68 | 31173 | 307267 | 302280
Baseline Disease Characteristics

Duration of psoriasis

28183 | 37:89

75, 275% reducion in PASI: G2W, every 2 woeks

Patients

« Eligible patients were 218 years of age and had moderate-to-severe chronic plaque
psoriasis for 26 months (PAS| 12, affected body surface area [BSA] 210%, physician's
global assessment [PGA; 5-point scale] 23)

+ Patients had to be candidates for systemic psoriasis therapy, phototherapy, and/or
photochemotherapy

+ Patients were excluded if they had previous treatment with CZP or >2 biologics (including
anti-TNF); had history of primary failure to any biologic or secondary failure to >1 biologic;
had erythrodermic, guttate, or generalized pustular psoriasis types; or had history of current,
chronic, or recurrent viral, bacterial, or fungal infections.

Study Assessments

+ Coprimary endpoints were PASI 75 and PGA 0/1 (clear’ or ‘almost clear with 22-category
improvement) at Week 16

+ Secondary endpoints reporled here were PASI 90 at Week 16 and PASI 75 and PGA 0/1 at
Week 48; PASI 90 at Week 48 was included as an additional endpoint

+ Safety evaluation included assessment of treatment-emergent adverse events (TEAES)

Statistical Analysis

« Al efficacy analyses were performed on the Randomized Set (all randomized patients)

+ Logistic regression models with factors of treatment group, region, and prior biologic:
exposure (yes/no) were used to analyze PASI 75, PGA 0/1, and PASI 90 responder rates
(Week 16)
~ The Markov chain Monte Carlo (MCMC) method for muliple imputation was used to

account for missing data’

+ Safety assessments were performed on the Safety Set, which included al randomized
patients who received 21 dose of study medication
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Figure 5. PASI 90 Responder Rates From Baseline to Week
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Coprimary Endpoints

+ At Week 16, responder rates were greater for CZP 400 mg Q2W and 200 mg Q2W versus
placebo for PAS| 75 and PGA 0/1 (p<0.0001 for all) (Figure 3, Figure 4)

Secondary Endpoints

+ CZP 400 mg Q2W and 200 mg Q2W PAS| 75 responder rates were maintained to Week 48
(Figure 3)

+ PGA 0/1 responder rates were also maintained to Week 48 for patients who continued to
receive either dose of CZP during the Maintenance Period (Figure 4)

+ At Week 16, PASI 90 responder rates were greater for CZP 400 mg Q2W and 200 mg Q2W
Versus placebo (p<0.0001 for both) (Figure 5)

- PASI o impr Week 16 and
dose groups increased by Week 48 in CIMPASI-1 (Figure 5)
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CONCLUSIONS

« Treatment with CZP 400 mg Q2W or CZP 200 mg Q2W for 16 weeks was.
associated with statistically significant, clinically meaningful improvements
for all endpoints analyzed (PAS| 75, PGA 0/1, and PASI 90) compared
with placebo

Response rates were maintained at Week 48 with both CZP doses

For most measures, improvement at both Week 16 and Week 48 was
numerically greatest in patients receiving CZP 400 mg Q2W.

TEAES were consistent with the known safety profile of anti-TNF therapy
and no new safety signals were observed with CZP at any dose over

48 weeks
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Safety

+ For CZP 400 mg Q2W and 200 mg Q2W vs placebo, TEAE|serious TEAE incidence rates
per 100 patient-years from Baseline to Week 16 were 375.919.0 and 292.3/6.9 vs 297.1/6.8
in CIMPASI-1, and 405.7[15.3 and 308.7]7.4 vs 388.9/0 in CIMPASI-2

+ For CZP 400 mg Q2W and 200 mg Q2W, TEAE|serious TEAE incidence rates per
100 patient.years was lower from Baseline to Week 48 compared with rates per 100
patient-years from Baseline to Week 16 (257.6/10.4 and 218.3/5.3 in CIMPASI-1, and
2775[7.5 and 236.0[9.7 in CIMPASI-2) (Table 2)

+ One serious infection was reported in the CZP 400 mg Q2W group in CIMPASI-1, and one
in the CZP 400 mg Q2W group in CIMPASI-2; one death, due to motor vehicle accident,
was reported in the CZP 400 mg Q2W group in CIMPASI-1 (Table 2)

« After 48 weeks of treatment, TEAES occurring in >10% of all CZP-treated patients were
nasopharyngitis and upper respiratory tract infection (Table 3)
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