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OBJECTIVE

e To assess the efficacy of certolizumab pegol in

patients with moderate to severe plague psoriasis
who responded to initial treatment, relapsed during a
treatment break, and were subsequently re-treated.

BACKGROUND

e Plagque psoriasis (PSO) is an immune-mediated,
iInflammatory disease; treatment options include systemic
medication, phototherapy and biologic agents.

e Certolizumab pegol (CZP) is a unique, Fc-free, PEGylated,
anti-tumor necrosis factor (TNF) biologic, approved by
both the FDA and EMA for the treatment of moderate to
severe PSQO.12

e Here, we assess efficacy of CZP in patients with PSO
who responded to initial treatment, underwent a blinded
treatment break, relapsed, and were subsequently re-treated.

METHODS
Study Design

o Patients were enrolled in the ongoing phase 3 trial
CIMPACT (NCT02346240); the full study design has been
published previously.?

e Patients included in this analysis received treatment
according to Figure 1.

o We focus on CZP-treated patients who achieved a /5%
iImprovement from baseline in Psoriasis Area Severity Index
(PASI 75) at the end of the initial period (Week 16), were
re-randomized to placebo every two weeks (Q2W) for up
to 32 weeks of double-blind maintenance treatment and
subsequently relapsed (did not demonstrate a PASI 50
response [50% improvement from baseline]).

o Upon relapse, patients entered the 96-week open-label
extension and received open-label CZP 400 mg Q2W.

Table 1. Demographics and baseline
characteristics
?}5 =Clz8|)3 CZP C;lz()v(\)l mg szzz?/(\?amg
(N=10) (N=8)

Age, years, mean (SD) | 42.6 (131) | 414 (87) | 44.0 (177)
Male, n (%) 9(500) | 4400 5 (62.5)
BMI, kg/m?, mean (SD) | 286 (41) | 267 (1.8) 30.9 (5.0)
Prior biologic use, n (%) 6(33.3) : 4(40.0) 2 (25.0)

Anti-TNF 0 0 0

Anti-IL-17 5 (27.8) 3(300) | 2(25.0)

Anti-IL-12/1L-23 1(5.6) 0 - 1(12.5)
>4 dgion. years. | 230 (16.6) 19.4 (15.9) 276 (17.4)
PASI, mean (SD) 23.4 (8.9) . 24.0 (7.3) 22.6 (11.2)
i ifggg;ed' g 33.3 (177) 34.3 (178) 32.0 (18.6)
PGA score, n (%)

3 (moderate) 15 (83.3) 8 (80.0) 7 (87.5)

4 (severe) 3(16.7) 2 (20.0) 1(12.5)
DLQI, mean (SD) 11.8(9.2) | 13.8(97) @ 9.3(8.5)

°C/ZP 400 mg loading dose at Weeks 0O, 2 and 4. BMI: body mass index; BSA: body
surface area; C/ZP: certolizumab pegol; DLQI: Dermatology Life Quality Index;

IL: interleukin; PASI: Psoriasis Area Severity Index; PGA: physician's global assessment;
PSO: plagque psoriasis; Q2W: every two weeks; SD: standard deviation; TNF: tumor
necrosis factor.
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SUMMARY

Due to patient circumstances,
iIndividuals receiving biologic therapy take a treatment break.

We report the clinical outcomes of patients who:
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Following re-treatment, all patients re-gained the same level of
clinical response achieved after 16 weeks of initial treatment.

physicians may recommend that

Were re-treated with
CZP dosed at 400 mg
every two weeks

Were withdrawn

from treatment Relapsed

Patients

e >18 years of age with PSO for >6 months with PAS| >12,
>10% body surface area affected, Physician’s Global
Assessment >3 on a 5-point scale.

e Candidates for systemic PSO therapy, phototherapy and/
or photochemotherapy.

e Exclusion criteria: previous treatment with CZP, ETN or
>2 biologics; history of primary failure to any biologic or
secondary failure to >1 biologic; erythrodermic, guttate

Study Assessments and Statistical Analyses

o Patients were assessed throughout the initial, maintenance
and open-label periods for:

— Absolute PASI
— PASI 75 and PASI 90 (90% improvement from baseline)
o Observed data are reported.

e During re-treatment, time to achieve a /5% or 90%
improvement in PAS| from Week 16 response was
estimated using Kaplan-Meler analysis.

or generalized PSO types; current or history of chronic or
recurrent viral, bacterial or fungal infections.

Figure 1. Treatment arms included in this analysis
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Patients were enrolled in the phase 3 CIMPACT trial. Only study arms relevant to this analysis are shown. 2Loading dose of CZP 400 mg Q2W at Weeks O, 2 and 4; °Dosing adjustment was at the

INnvestigator's discretion based on PASI response. C/ZP: certolizumab pegol; LD: loading dose; PASI: Psoriasis Area Severity Index; Q2W: every two weeks.

Figure 2. Mean absolute PASI through the initial treatment, withdrawal, and
open-label re-treatment periods
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Observed case (there were no missing data). Standard deviations are shown in parentheses. All patients were re-randomized to placebo at Week 16, and subsequently received open-label CZP
400 mg Q2W at relapse (OLE Week 0). 2Combined CZP 200 mg Q2W and CZP 400 mg Q2W; °CZP 400 mg loading dose at Weeks O, 2 and 4. CZP: certolizumab pegol; OLE: open-label

extension; PASI: Psoriasis Area Severity Index; Q2W: every two weeks.
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RESULTS

Patient Population

e Of the patients who were initially randomized to either
CZP 400 mg Q2W or CZP 200 mg Q2W, achieved
PASI 75 at Week 16, and were re-randomized to placebo
Q2W for maintenance treatment, 18 relapsed and
received open-label CZP 400 mg Q2W.

e Baseline demographics are shown in Table 1.

e Mean PASI reduced rapidly over the initial 16 weeks of CZP
treatment (Figure 2).

o At Week 16, in addition to PASI 75, 61% of patients (11/18)
also achieved PASI 90.

Clinical Response to Withdrawal
and Re-Treatment

e Following re-randomization to placebo, median time to
relapse was 142 days (Figure 2).

o After 12 weeks of re-treatment with open-label CZP
400 mg Q2W, mean absolute PASI was comparable to
that achieved after the initial 16 weeks (Figure 2).

o Qver the course of the re-treatment period and follow-up,
all patients who had attained a PASI 75 or PASI 90 response
at Week 16 regained the same level of response.

e A high proportion of patients achieved further
iImprovements in PAS| during re-treatment, compared
to their Week 16 score:

— 83% of patients (15/18) achieved a further 75%
improvement on their Week 16 PASI in a median time
of 127 days (95% confidence interval: 76—-171) from
re-treatment

— 6/7% of patients (12/18) achieved a further 90%
iImprovement on their Week 16 PASI, in a median time
of 169 days (95% confidence interval: 85-337) from
re-treatment.

CONCLUSIONS

e Following re-treatment with open-label CZP
400 mg Q2W, all patients re-achieved or improved
upon their initial treatment response.

The results shown here indicate that CZP may be
an appropriate treatment option for patients who
require a treatment break.

Analyses using larger sample sizes would further
validate these findings.
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