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Objectives

To assess the long-term efficacy of CZP dosed at 400 mg every two weeks, in addition
to the durability of response in patients who achieve PASI /5 after an initial 16 weeks
of treatment.

Background

Figure 1 Study designs
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Table 1 Demographics and baseline characteristics

of iIncluded patients

Placebo — CZP 400 mg Q2W (N=116)

/ Placebo Q2W n=100 — Age (years), mean + SD 464 + 12.6
Plaque psoriasis (PSO) is an immune-mediated, inflammatory disease that affects around 1:9:2 pacl 50 Male, n (%) /6 (65.5)
2_4% of adults.! randomization | [ CZP 200 mg Q2W Caucasian. n (%) 108 (93.1)
Certolizumab pegol (CZP) is a unique Fc-free, PEGylated, anti-tumor necrosis factor N\ sts'ble : '
23 CZP 400 mg Q2W v - Weight (kg), mean + SD 94.0 + 26.1
approved by the FDA and EMA for the treatment of moderate to severe PSO.~ Y Open-label escape adjustments® 9 gl — R
In phase 3 trials, patients with moderate to severe PSO have demonstrated a durable ~ CzZP400 Mg Q2WN=72 |, <1 50 — withdrawn : Duration of PSO (years), mean + SD 177 £121
response to CZP over one year (48 weeks) of double-blinded treatment.*> v (Weeks 32-144) v Concomitant PsA? n (%) 19 (16.4)
Here, we report the long-term clinical responses for patients with PSO who received open- e e e e e Jfoerrerseri e oAS| mean + SD 188467
label treatment with CZP dosed at 400 mg every two weeks (Q2W) for up to 128 weeks. : - -
B) CIMPACT BSA (%), mean + SD 23.2+ 139
MethOdS Initial treatment period Mai : : PGA score, n (%)
(double-blinded) aintenance period Open-label period 2 moderate 81 (69.8)
Study Design / Placebo Q2W n=57 : 4 severe 35 (30.2)
» Data were pooled from three phase 3 trials in adults with PSO: CIMPASI-1
(NCT02326298), CIMPASI-2 (NCT02326272), and CIMPACT (NCT02346240). Full study 3 } <PASI 75 75200 me oW DLQ total score, mean + 5D 129+ 74
designs have been reported previously.*> LD? Possible Any prior systemic therapy use for PSO, n (%) 87 (75.0)
- At Week 0, patients were randomized to receive CZP 200 mg Q2W (400 mg loading dose CZP 400 mg Q2W s / adjuifr;eemsb Prior biologic use, n (%) 33 (28.4)
at Weeks 0/2/4), CZP 400 mg Q2W, etanercept (CIMPACT only), or placebo. L Open-label escape '
CzPA00 Mg QEWN=>3 | . g : anti-TNF 19 (16.4)
- Patients included in this analysis: ) _neren :
v (Weeks 32-144) v ti-lL-17 12 (10.3)
— Were randomized to placebo at Week O Week 0 12 16 32 48 144 antl '
@ -ccccerricientiitinttittnstctnstns @ eeerrenennns @ :ccccerrecinniinnns @ ovreeerreennienns @ ovvreeecennces // ................... P ANti-1L-12/IL-23 6 (5.2)

— Failed to achieve a 50% improvement from baseline in Psoriasis Area and Severity Index
(PASI 50) at Week 16

— Entered the open-label escape arm where they received CZP 400 mg Q2W for up to
128 weeks (Figure 1)

» Dosing adjustment was permitted from Week 48 of the study based on PASI response and
the investigator's discretion.

aLoading dose of CZP 400 mg Q2W at Weeks 0, 2, and 4; PDepending on PASI response, any dose adjustments were either

mandatory or at the investigator’s discretion. ?Presence of concurrent PsA was self-reported.

Maintenance of response In patients who
achieved PASI /5 following 16 weeks of
treatment with CZP 400 mg Q2W

—o— PAS| 90 —e—DLQI 0/1
A) PASI 75, PASI 90 and PGA 0/1 response (n=82)

Response over 128 weeks of treatment with
CZP 400 mg Q2W

Figure 2 Figure 3

» Patients who did not achieve PASI 50 at any visit after receiving unblinded
CZP 400 mg Q2W for 16 weeks were withdrawn from the study.

—o— PASI| 75
A) PASI 75, PASI 90 and PGA 0/1 response (N=116)

Patients —e— PGA 0/1

» Included patients were >18 years of age with PSO for >6 months (with PASI >12,
>10% body surface area [BSA] affected and Physician’s Global Assessment [PGA] >3 on

a 5-point scale), and were candidates for systemic PSO therapy, phototherapy and/or 100 - 100 100.0%
photochemotherapy. s .

- Patients were excluded if they had previous treatment with CZP or >2 biologics; history of § 807 75.5% z 80" = 82'4:/0
primary failure to any biologic or secondary failure to >1 biologic; erythrodermic, guttate _3 66.4% % sS S éﬁi{;
or generalized PSO types; or a history of current, chronic or recurrent viral, bacterial or Tg 60 - 57.6% o g 60 - > |
fungal infections. " & Tg’ S

o i g 407 Open-label period: § % 40 - i
Stat|5t|cal Ana lyS|S 3 66.0% who entered this 8. ~ IL\I)
. . o . _ _ c 20— period remained on 0 20 — Open-label period?
» Proportions of patients achieving a 75% or 90% improvement from baseline in PASI § CZP 400 mg Q2Wa» &
(PASI 75 or PASI 90), PGA 0/1, or Dermatology Life Quality Index (DLQI) 0/1 through £ 0 ‘ | | | | | | 0 | | | | |
128 weeks of treatment with CZP 400 mg Q2W (Weeks 16—-144 of the study) are reported. 0 16 32 48 64 80 96 112 128 144 0 16 32 48 64 80 96 112 128 144
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» Responder rates in the subset of patients who achieved a PASI /5 response following = =c
16 weeks of treatment with CZP 400 mg Q2W in the escape arm are also reported. B) DLQI 0/1 response (N=116) B) DLQI 0/1 response (n=82)

» Estimates of responder rate were based on the simple average response. Patients 100 -
mandatorily withdrawn from the study were treated as non-responders at subsequent 83 100~
timepoints; all other missing data were imputed using Markov Chain Monte Carlo 2 80 - g 80
(MCMC) methodology. = 2 _ =
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» 116 patients did not achieve PASI 50 after 16 weeks of placebo treatment, and entered the § CZP 400 mg Q2W=* o
open-label CZP 400 mg Q2W escape arm. Baseline demographics of these patients are x 0 | | . . . . . 0 . . . . .

- 0 16 32 48 64 80 96 112 128 144 0 32 48 64 80 96 112 128 144
shown in Table 1. Week Week

Response to CZP Treatment

» Patients demonstrated a rapid response during the first 16 weeks of CZP 400 mg Q2W
treatment; 74.7% of patients achieved PASI 75 at Week 32, 48.7% achieved PASI 90, and
65.4% achieved PGA 0/1 (Figure 2A).

» Initial responder rates were sustained to Week 144 (Figure 2A).

Patients who were mandatorily withdrawn from Week 32 onwards were treated as non-responders at subsequent timepoints. Other missing data were imputed using MCMC methodology and responder rates reflect the simple average response and include patients who did
and did not dose adjust during the open-label period. 2Depending on PASI response, dose reductions to CZP 200 mg Q2W were permitted at the discretion of the investigator; °64 of the 97 patients (66.0%) who completed the trial to Week 48 and continued into the
open-label period remained on CZP 400 mg Q2W for the remainder of the trial.

BSA: body surface area; BW: bi-weekly CZP: certolizumab pegol; DLQI 0/1: Dermatology Life Quality Index of O or 1; no effect of disease on quality of life; ETN: etanercept; IL: interleukin; LD: loading dose; MCMC: Markov Chain Monte Carlo; PASI: Psoriasis Area Severity
Index; PASI 50/75/90: 50%/75%/90% improvement from baseline in PASI; PGA 0/1: Physician's Global Assessment score of O or 1 (“clear” or “almost clear”) with >2-point improvement from baseline; PsA: psoriatic arthritis; PSO: plaque psoriasis; Q2W: every two weeks;
SD: standard deviation; TNF: tumor necrosis factor.

» Similar trends were observed for DLQI O/1 (Figure 2B).
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Maintenance of Response

» Of the 82 patients who achieved PASI 75 after 16 weeks of CZP 400 mg Q2W treatment
(Week 32):

— The majority (82.4%) maintained PASI 75 over a further 112 weeks of treatment (Figure 3A)

— 65.9% also achieved PASI 90 at Week 32, and this value was maintained to 64.4% at
Week 144 (Figure 3A)

— 61.0% also reported DLQI 0/1 at Week 32 which increased to 68.0% at Week 144 (Figure 3B)
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Conclusions

CZP dosed at 400 mg Q2W offers a durable, long-term treatment option for patients with
moderate to severe PSO.
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