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¢ Risankizumab is a humanized IgG1 monoclonal antibody that inhibits
IL-23 by binding its p19 subunit.

¢ In a phase 2 trial, risankizumab demonstrated superiority over
ustekinumab in patients with moderate-to-severe plaque psoriasis.

* To assess the efficacy following drug withdrawal and re-treatment
with risankizumab or switching from ustekinumab to risankizumab
at week 24 of the open label extension (OLE).

STUDY DESIGN AND PATIENTS

 In the phase 2 (“parent”) study,! 166 patients with moderate-to-
severe plaque psoriasis were randomized to receive subcutaneous
injections of risankizumab (18 mg single dose at week 0, or 90 or 180
mg at weeks 0, 4, and 16) or ustekinumab (45 or 90 mg, based on body
weight at weeks 0, 4, and 16).

Patients were followed up through week 48 during the double-blind
period.

Patients (N=110) who completed 48 weeks in the parent study or who
failed to achieve 50% improvement in psoriasis area and severity index
(PASI 50) response between weeks 24 and 48 were eligible to enter the
OLE (Figure 1).

In this ongoing OLE, all patients received 90 mg risankizumab at
baseline and every 12 weeks thereafter, regardless of their response
level at the end of the parent study.

Patients who failed to achieve PASI 90 responses in the OLE could
increase their dose to 180 mg risankizumab starting at week 12;
however, all patients received 90 mg risankizumab for the study period
reported here.

EFFICACY AND SAFETY ANALYSES

¢ In this preliminary analysis, data through week 24 of the OLE from all
entering patients were included.

¢ The following efficacy endpoints were assessed at week 24 of OLE:
— PASI 90, 90% improvement in Psoriasis Area and Severity Index
— PASI 100, 100% improvement in Psoriasis Area and Severity Index

— sPGA 0/1, static Physician Global Assessment score of clear or almost
clear

— sPGA 0, static Physician Global Assessment score of clear

¢ Non-responder imputation (NRI) was used for missing efficacy data.

* Treatment-emergent adverse events (TEAE) were defined as any
adverse events occurring after the first dose of the study drug in the
OLE through 24 weeks of OLE and within 105 days after the last dose of
study drug (if the patient discontinued treatment during OLE).

Figure 1. Study Design of Phase 2 Trial of Risankizumab in

Psoriasis Patients
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a. Placebo only at weeks 4 and 16. b. Used as per label (45 mg or 90 mg in patients with body weight <100 kg or >100 kg at
randomization, respectively). c. Patients completing week 48 of the “parent” study (NCT02054481) were eligible to enroll in the
OLE (NCT02203851). Patients who failed to achieve at least 50% improvement from baseline in PASI (<PASI 50) during the follow-
up period (indicated by gray shading) were eligible to enter the OLE without completing the “parent” stud. d. Patients who failed
to achieve PASI 90 response i the OLE could increase their dose to 180 mg risankizumab starting at week 12; however, all patients
received 90 mg risankizumab for the study period reported here. Abbreviations: OLE=open-label extension; PASI=Psoriasis Area
and Severity Index; s.c.=subcutaneous,
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* Of the 166 patients randomized in the phase 2 (“parent”) study,
110 (66.3%) patients enrolled in the OLE and received 90 mg
risankizumab (Figure 1).

EFFICACY

* At OLE entry, PASI 90 response rates for patients previously treated
with 18 mg, 90 mg, or 180 mg risankizumab or ustekinumab were 0%
(0/22), 53.6% (15/28), 51.5% (17/33), and 14.8% (4/27), respectively,
reflecting residual benefit from study drug in the parent study (Figure 2).

* At week 24 of the OLE, PASI 90 response rates increased to 68.2%
(15/22), 60.7% (17/28), 66.7% (22/33), and 74.1% (20/27) in patients
initially treated with 18 mg, 90 mg, or 180 mg risankizumab or
ustekinumab, respectively.

Figure 2. PASI 90 Responses Through Week 24 of OLE (NRI)
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a. The time between week 16 of the double-blind period and week 0 of the OLE varied for individual patients.
Abbreviations: NRI=non-responder imputation; OLE=open-label extension; PASI=Psoriasis Area and Severity Score;
s.c.=subcutaneous,

* At OLE entry, PASI 100 response rates for patients previously treated
with 18 mg, 90 mg, or 180 mg risankizumab or ustekinumab were 0%
(0/22), 39.3% (11/28), 30.3% (10/33), and 3.7% (1/27), respectively,
and increased to 27.3% (6/22), 46.4% (13/28), 39.4% (12/33), and
48.1% (13/27), respectively, at week 24 of the OLE (Figure 3).

Figure 3. PASI 100 Responses Through Week 24 of OLE (NRI)
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. The time between week 16 of the double-blind period and week 0 of the OLE varied for individual patients.
Abbreviations: NRI=non-responder imputation; OLE=open-label extension; PASI=Psoriasis Area and Severity Score;
s.c.2subcutaneous.

Week 16

* The proportions of patients previously treated with 18 mg, 90 mg,
or 180 mg risankizumab or ustekinumab achieving static Physician’s
Global Assessment scores of 0 or 1 (sPGA 0/1) at OLE entry were 9.1%
(2/22), 57.1% (16/28), 63.6% (21/33), and 25.9% (7/27), respectively,
and improved to 72.7% (16/22), 67.9% (19/28), 69.7% (23/33), and
77.8% (21/27), respectively, at week 24 of the OLE (Figure 4).

Figure 4. sPGA Scores of 0/1 Through Week 24 of OLE (NRI)
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a.The time between week 16 of the double-blind period and week 0 of the OLE varied for individual patients.

Abbreviations: NRI=non-responder imputation; OLE=open-label extension; s.c.=subcutaneous; sPGA=static Physician’s Global As-
sessment

* At OLE entry, sPGA scores of 0 for patients previously treated with 18
mg, 90 mg, or 180 mg risankizumab or ustekinumab were 0% (0/22),
39.3% (11/28), 33.3% (11/33), and 7.4% (2/27), respectively, and
improved to 31.8% (7/22), 46.4% (13/28), 45.5% (15/33), and 48.1%
(13/27), respectively, at week 24 of the OLE (Figure 5).

Figure 5. sPGA Scores of 0 Through Week 24 of OLE (NRI)
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2. The time between week 16 of the double-blind period and week 0 of the OLE varied for individual patients.
Abbreviations: NRI=non-responder imputation; OLE=open-label extension; .c.=subcutaneous; sPGA=static Physician's Global As-
sessment

SAFETY
¢ An overview of treatment-emergent AEs through 24 weeks of OLE for

all patients who entered OLE is presented in Table 1.

— Through 24 weeks of OLE, the overall rates of adverse events (AEs)
and serious AEs were 38.2% (42 patients) and 2.7% (3 patients),
respectively.

— The most common AE (occurring in >5% of patients overall) was
nasopharyngitis.

Table 2. Summary of Adverse Events Through Week 24
of OLE?

Risankizumab | Risankizumab Ustekinumab
80

Adverse Events, LLEN I Overall
n (%) N=27 N=110
Any AEs 11(50.0) 11(39.9) 10(30.3) 10(37.0) 42(38.2)
Drug-related AEs” 0 1(3.6) 0 18.7) 2(1.8)
Any AE with toxicity
of grade 3 or 4 1(4.5) 1(3.6) 0 2(7.4) 4(3.6)
AE leading to
study drug 0 0 0 0 0
discontinuation
AEs of special interest 0 0 0 0 0
Infections 5(22.7) 7 (25.0) 6(18.2) 4(14.8) 22 (20.0)
Serious AEs® 1457 1(3.6) 1(3.00 0 3(2.7)
Death 0 0 0 0 0
Life-threatening 0 0 0 0 0
Persistent or
significant disability 0 0 0 0 0
or incapacity
Requires or
prolongs 1(4.5) 1(3.6) 13.0) 0 3(27)

hospitalization

Congenital anomaly
or birth defect 0 0 0 0 0

Other medically im-

portant serious event 1.5 0 0 0 1(0.9
Most Common AEs*

Nasopharyngitis 0 3(10.7) 1(3.0) 2(7.4) 6(5.5)

Upper respiratory

tract infection 0 0 2(6.1) 0 2(1.8)

a. AEs through week 24 in all patients who entered OLE based on their initial treatment groups. b. Investigator assessed AE as
possibly or probably related to study drug. c. A serious adverse event was defined as any adverse event that results in death, is
immediately life-threatening, results in persistent or significant disability or incapacity, requires or prolongs hospitalization, is a
congenital anomaly or birth defect, or s characterized on the basis of appropriate medical judgment as an important medical
event that may jeopardize the patient and may require medical or surgical intervention. d. Most common AEs occurring in >5%
of patients. e. One patient with basal cell carcinoma, carpal tunnel syndrome, and ulnar neuropathy. f. One patient with arthri-
g One patient with thyroid goiter.
Abbreviations: OLE=open-label extension; AEs=adverse events.

* Switching treatment to risankizumab in patients initially treated
with ustekinumab resulted in higher clinical responses, as measured
by increases in PASI and sPGA responses at 24 weeks.

* Re-treatment with two doses (OLE baseline and week 12) of 90 mg
of risankizumab following risankizumab withdrawal also resulted in
return of substantial clinical benefit.

* The rates of adverse events through 24 weeks of OLE were as
expected for the population and similar to those observed in the
parent study.
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