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OBJECTIVE

» To report the long-term efficacy and safety of risankizumab through 244 weeks in adult patients with PsA and an inadequate response or
intolerance to csDMARDs

INTRODUCTION

* Risankizumab (RZB) is a humanized immunoglobulin G1 monoclonal antibody that inhibits interleukin-23 by targeting its p19 subunit with high
affinity and specificity, and is approved for the treatment of adult patients with psoriatic arthritis (PsA)

+ KEEPsAKE 1 (NCT03675308) is an ongoing, global, phase 3, multicenter clinical trial to evaluate the efficacy and safety of RZB versus placebo
(PBO) in adults with moderately to severely active PsA

— Eligible patients were = 18 years old, naive to biologic therapy, and had a history of inadequate response or intolerance to = 1 conventional
synthetic DMARD (csDMARD-IR)

* In the KEEPSAKE 1 trial, more patients randomized to RZB compared with PBO achieved the primary endpoint of = 20% improvement in
American College of Rheumatology (ACR20) score at week 24, and the trial has demonstrated efficacy of treatment with continuous RZB 150 mg
across several PsA disease domains’

» Here, we report the long-term efficacy and safety of RZB through week 244

METHODS

Study Design Figure 1. KEEPSAKE 1 Study Design
» Following a 24-week double-blind, PBO-controlled,
parallel-group treatment period (period 1), patients

entered an open-label extension treatment period Screening ; Period1 ; Period 2
from week 24 up to week 316 (period 2) (~35days) ! Double-Blind Period { Open-Label Extension
) ) ) Al (24 weeks) Period
— Radiographic endpoints were collected only to % \ 2 v
* In period 1, patients were randomized 1:1 to receive N ; Follow-Up
subcutaneous RZB 150 mg or PBO at weeks 0, 4, g (20 weeks)
and 16 B PBO
 Starting at week 28, all patients received open-label W =sC Dose 2 i
RZB 150mg every 12 weeks through week 316 f T T T T i T
» Data are reported as observed (AO); missing Week: 0 4 16 Zf 36 316
data for categorical endpoints were imputed using Primary endpoint
nonresponder imputation, except for data missing o o ACR20 Response
due to the COVID-19 pandemic or the geopolitical Key Eligibility Criteria
conflict in Ukraine and Russia, which were imputed * Aged 2 18 years
using multiple imputation; results for continuous * Active PsA
endpoints are reported using a mixed-effect model + csDMARD-IR

for repeated measurement

ACR20, = 20% improvement in American College of Rheumatology; csDMARD-IR, conventional synthetic disease modifying anti-rheumatic drug-inadequate responder; PBO, placebo; PsA, psoriatic arthritis; RZB, risankizumab; SC,
subcutaneous.
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RESULTS

+ Patients treated with RZB through week 244 showed durable, long-term improvement in key signs and symptoms of PsA, including:

— Achievement of ACR20, ACR50, ACR70, and inhibition of radiographic progression (as defined by change from baseline in modified Total
Sharp Score [mTSS] < 0)2 (Figure 2)

— Resolution of enthesitis and dactylitis (Figure 3)
— Achievement of minimal disease activity (MDA) and = 90% reduction in Psoriasis Area Severity Index (PASI90) (Figure 4)

» The overall rates of treatment-emergent adverse events (TEAEs; 119.0 E/100 patient-years [PY]), serious TEAEs (7.6 E/100 PY), and AEs
leading to discontinuation of study drug (1.8 E/100 PY) have remained stable and generally consistent with those reported during the 24-week,
PBO-controlled period 1 (Table 1)

Figure 2. Achievement of ACR Responses and < 0 Change From Baseline in mTSS?in Patients

Originally Randomized to RZB
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ACR20/50/70, = 20/50/70% improvement in American College of Rheumatology score; AO, as observed; NRI-C, non-responder imputation incorporating multiple imputation to handle missing data due to COVID-19; NRI-MI, missing data
imputed as non-responders, except those missing due to COVID-19 or geopolitical conflict in Ukraine, Russia, or Israel, which are imputed by multiple imputations; RZB, risankizumab.

2Change from baseline in mTSS was not statistically different between patients treated with risankizumab versus placebo at week 24, which was a ranked, secondary endpoint in KEEPSAKE 1. The proportion of patients with no
radiographic progression (as defined by change from baseline in mTSS < 0) was a prespecified, but nonranked, endpoint; therefore, no statistical conclusions can be drawn.



Figure 3. Resolution of Enthesitis and Dactylitis in Patients Originally Randomized to RZB
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ACR20/50/70, = 20/50/70% improvement in American College of Rheumatology score; AO, as observed; BL; baseline; E/100 PY; events per 100 patient-years; mTSS, modified Total Sharp Score; NRI-C, nonresponder imputation incorporating

multiple imputation to handle missing data due to COVID-19; NRI-MI, missing data imputed as nonresponders, except those missing due to COVID-19 or the geopolitical conflict in Ukraine, Russia, or Israel, which are imputed by multiple
imputations; RZB, risankizumab.

Figure 4. Achievement of MDA and PASI90 in Patients Originally Randomized to RZB
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AO, as observed; MDA, minimal disease activity; NRI-C, nonresponder imputation incorporating multiple imputation to handle missing data due to COVID-19; NRI-MI, missing data imputed as nonresponders except those missing due to
COVID-19 or geopolitical conflict in Ukraine, Russia, or Israel, which are imputed by multiple imputations; PASI 90, = 90% reduction in Psoriasis Area and Severity Index; RZB, risankizumab.

Table 1. Safety Profile Through Week 244

RZB Week 242 PBO Week 24* All RZB® Week 244
Parameter, Events (E/100 PY) N = 483, PY = 224.1 N =481, PY = 223.5 N = 946, PY = 3820.6
TEAE 398 (177.6) 387 (173.2) 4546 (119.0)
Serious TEAE 15 (6.7) 22 (9.8) 289 (7.6)
TEAE leading to discontinuation of study drug 6 (2.7) 4 (1.8) 69 (1.8)
COVID-19-related TEAE 1(0.4) 2(0.9) 260 (6.8)
Adjudicated MACE®¢ 0 0 13 (0.3)
Serious infection 6 (2.7) 8(3.6) 57 (1.5)
Opportunistic infections (excluding TB and herpes zoster) 0 0 1(<0.1)
Active TB 0 0 0
Herpes zoster® 2(0.9) 1(0.4) 11 (0.3)
Malignant tumors 0 2(0.9) 26 (0.7)
NMSC! 0 0 5(0.1)
Excluding NMSC? 0 2(0.9) 21(0.5)
Adjudicated anaphylactic reaction 0 0 0
Serious hypersensitivity 0 0 2(<0.1)
All deaths (including non-treatment-emergent)" 1(0.4) 0 12 (0.3)

AE, adverse event; MACE, major adverse cardiovascular events; NMSC, non-melanoma skin cancer; PBO, placebo; PsA, psoriatic arthritis; PY, patient-years; RZB, risankizumab; TB, tuberculosis; TEAE, treatment-emergent adverse events.

TEAEs were defined as any adverse event with an onset date that was on or after the first dose of RZB and up to 140 days after the last dose of RZB if the patient discontinued the study drug prematurely.
224-week data from KEEPSAKE 1.

"Reported for all randomized patients who received at least one dosage of RZB through week 244.

“There were 13 adjudicated MACE occurrences, 3 (< 0.1 E/100 PY) cardiovascular deaths, 6 (0.2 E/100 PY) nonfatal myocardial infarctions, and 4 (0.1 E/100 PY) nonfatal strokes.

9The incidence rate of MACE for patients with PsA is 0.46 E/100 PY, as derived from population-based epidemiological studies.?

¢The incidence rate of herpes zoster for patients with PsA is about 1.0 E/100 PY, as derived from population-based epidemiological studies.?

The incidence rate of NMSC for patients with PsA is 0.61 E/100 PY, as derived from population-based epidemiological studies.*

9The incidence rate of malignant tumors (excluding NMSC) for patients with PsA is 0.48 E/100 PY, as derived from population-based epidemiological studies.*

"There were 11 treatment-emergent deaths. Two deaths were related to COVID-19; 1 was due to complications related to acute leukemia; 1 was due to dyspnea; 1 patient with anemia from diverticulosis died due to multiorgan failure from
septicemia as a complication from anastomosis surgery (left hemicolectomy surgery); 1 patient, who was 81 years old with dementia, was hospitalized for pneumonia, developed urosepsis, and died from related complications; 1 patient was
hospitalized for anxiety and depression, developed septicemia, nausea, vomiting, fever, and loss of appetite a week after discharge, and died from unknown causes a week later; 3 patients died of unknown causes (one had a 40-year history of

smoking and died after Chronic Obstructive Pulmonary Disease exacerbation); 1 patient with history of hypertension, obesity, and dyslipidemia died due to cardiomyopathy. Additionally, 1 nontreatment-emergent death occurred 166 days after the
last dose of RZB.



RESULTS (CONTINUED)

Table 2. Additional Efficacy Endpoints Through Week 244

Week 52 Week 148 Week 244
Endpoint PBO to RZB PBO to RZB PBO to RZB
o \ 161 [N=443] -14.8 [N=439] -16.4[N=480] -16.4[N=478] -16.7 [N=480] -16.9 [N = 478]
Change from baseline in TJC, mean (5% Cl) (17.2,-149)  (-159,-13.8)  (-17.0,-15.9)  (-17.0,-159)  (-17.5,-16.0) = (-17.6,-16.1)
o . 10.5[N=443] -10.5[N=439] -10.6[N=480] -10.8[N=478] -10.8[N=480] -10.8[N = 478]
Change from baseline in SJC, mean (95% Cl) (-111,-98)  (-112,-98) = (-109,-103)  (-11.0,-105)  (-11.2,-103)  (-11.3,-10.4)
o . 038[N=430] 043[N=431] 0.55[N=365] 0.94[N=367] 0.93[N=337] 2.07[N =342]
Change from baseline in mTSS, mean (95% Cl) (0.16,0.60)  (0.21,0.65)  (0.12,097) = (0.52,1.37)  (017,1.68)  (1.32,2.81)
No radiographic progression
(g B P 8 < 0.5), % (nIN)" 93.5 (402/430) 90.3 (389/431) 91.2 (332/364) 86.6 (316/365) 90.5 (305/337) 83.6 (286/342)
Change from baseline in patient’s assessment -27.5[N =440] -23.1[N=435] -27.3[N=479] -245[N=476] -26.1[N=479] -24.4[N =476]
of pain (VAS), mean (95% Cl)* (-30.1,-24.9)  (125.8,-205)  (-29.5,25.0) = (-26.7,-22.2) = (28.3,-23.8)  (-26.6, -22.2)

Change in mNAPSI, mean (95% Cl)®

-12.86 [N = 306]
(-13.85, -11.87)

-11.26 [N = 334]

(-12.21, -10.30)

-15.01 [N = 308]
(-15.81, -14.21)

-13.99 [N = 334]
(-14.75, -13.22)

-14.70 [N = 306]
(-15.44, -13.96)

-14.71 [N = 334]
(-15.42, -14.00)

. . . 12[N=306] -1.1[N=334] -1.5[N=306] -1.4[N=334] -1.6[N=306] -1.5[N=334]

Change in PGA-F, mean (95% Cl) (1.3, -1.1) (1.2, -1.0) (1.6, -1.4) (1.5, -1.3) (1.7, -1.5) (1.6, -1.4)

BASDAI 50, % (n/N)* 357 (30/84)  43.7(38/87)  31.5(30/94)  358(34/95)  19.1(18/94)  29.5 (28/95)
o 226[N=84] 277[N=87] -262[N=91] -280[N=93] -221[N=91] -2.56 [N =93]

d

Change from baseline in BASDAI, mean (95% CI)* 5757 4 78)  (323,.2.32)  (-3.10,-213)  (-3.27,-233)  (-2.71,-1.70)  (-3.05,-2.08)
o A114[N=84] -135[N=86] -125[N=91] -140[N=93] -1.06[N=91] -1.34[N=093]

Change from baseline in ASDAS, mean (95% CI)* 437 590y  ((157,-1.13) (-148,-1.01)  (-162,-117) = (-1.31,-0.81)  (-1.57,-1.10)

ASDAS Clinically Important Improvement, % (n/N)°

PASI100, % (n/N)’

51.2 (43/84)
52.5 (137/261)

53.5 (46/86)
45.7 (113/247)

37.7 (35/94)
52.9 (144/273)

455 (43/95)
51.7 (141/272)

24.1 (23/94)
48.4 (132/273)

34.9 (33/95)
48.9 (133/272)

. ] 041 [N=479] -0.32[N=476] -0.41[N=479] -0.35[N=476] -0.38[N=479] -0.34[N = 476]
Change in HAQ-DI, mean (95% CI) (-0.45,-037)  (-0.36,-0.27)  (-0.46,-0.36) = (-0.40,-029)  (-0.42,-0.33)  (-0.39, -0.29)
i 8.43[N=476] 7.32[N=473] 861[N=476] 7.78[N=473] 7.68[N=476] 7.90 N =473]
Change in SF-36 PCS score, mean (95% Cl) (7.79,9.08)  (6.67,7.97)  (7.83,9.39)  (7.00,857)  (6.68,869)  (6.90, 8.90)
. . 79[N=476] 65[N=473] T74[N=476] 64[N=473] 7.2[N=476] 6.0[N =473
Change in FACIT-Fatigue score, mean (95% CI) (7[‘2’ 8.7) ] (5[.7’ 7.3) ] (6[.5, 8.2) ] (5[.5‘ 7.2) 1 (6[.3, 8.1) ] (5[.11 6.9) ]

AO, as observed; ASDAS; Ankylosing Spondylitis Disease Activity Score; BASDAI, Bath Ankylosing Spondylitis Disease Activity Index; BASDAI 50; 50% reduction in Bath Ankylosing Spondylitis Disease Activity Index; BSA, Body Surface Area;
FACIT-Fatigue, Functional Assessment of Chronic lliness Therapy-Fatigue Questionnaire; HAQ-DI, Health Assessment Questionnaire-Disability Index; MMRM, Mixed-Effect Model Repeated Measurement; mNAPSI; modified Nail Psoriasis
Severity Index; mTSS, modified Total Sharp Score; NRI-MI, nonresponder imputation incorporating multiple imputation to handle data missing due to COVID-19 or geopolitical conflict in Ukraine, Russia, or Israel, all other missing data imputed
as nonresponders; PASI100, 100% reduction in Psoriasis Area and Severity Index; PBO, placebo; PGA-F, Physician Global Assessment of Fingernail Psoriasis; RZB, risankizumab; SF-36 PCS, 36-ltem Short Form Health Survey Physical
Component Summary; SJC, Swollen Joint Count; TJC; Tender Joint Count; VAS, Visual Analog Scale.

All changes are least-square mean changes from baseline. Results for continuous endpoints are reported by MMRM. Number of unique patients contributing to MMRM model estimates: patients with at least one available change from baseline
value and no missing data for the factors and covariates in the model. The MMRM N is not visit-specific and is displayed for model estimates for all visits.

2Reported AO at week 52 and with MMRM for week 148 and week 244.

"Reported AO at week 52, 148, and 244.

°Reported for patients with nail psoriasis at baseline (RZB, n = 309; PBO/RZB, n = 338).

“Reported for patients with axial spondylitis at baseline, AO at week 52, and with MMRM at week 148 and 244.

*Reported for patients with axial spondylitis at baseline, AO at week 52, and with NRI-MI at week 148 and 244.

'Reported for patients with = 3% of body surface area affected by psoriasis at baseline (RZB, n = 273; PBO/RZB, n = 272), AO at week 52 and with NRI-MI at week 148 and week 244.

CONCLUSIONS

* Long-term treatment with risankizumab demonstrates durable efficacy through 244 weeks in treating clinical manifestations of PsA and
improving quality of life, with low rates of radiographic progression, in adult patients with an inadequate response or intolerance to csDMARD(s)

* The safety profile of risankizumab remains consistent with previous studies, with no new safety risks identified
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