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OBJECTIVE/METHODS COHORT B.BASELINE DEMOGRAPHICS AND DISEASE CHARACTERISTICS (N=102)
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BACKGROUND

VISIBLE, a phase 3b, multicenter, randomized, double-blind, placebo (PBO)-

,ContrO”,e,d clinical trial, Qvaluated the efﬂcacy and Safety of gugelkumab (GUS) Evaluate efficacy, safety, and impact of GUS treatment on pt-reported PsO symptoms and HRQoL in Cohort B through 2 years Mean age Male Mean weight FST . ABUUED LB IS
in participants (pts) with moderate-to-severe plaque psoriasis (PsO) across PsO Duration, y 11.3 (12.8) 11.3 (9.8)
a broad range of self-identified racial/ethnic groups and objectively @ VISIBLE included pts who self- B _ Summary of VISIBLE Study HRQoL Outcomes Presented Through Week 100 G’) Type I-1ll 37.3% o ss-1GA, n (%)
m red photot e e A TEmei e Seees Al A e Coprimary Endpoints: ss-IGA 0/1 and PSSI 90 (Cohort B) at Week 16 years @ Type IV-VI 62.7% e\ Moderate (3] 20 (76.9) 64 (84.2)
SASUTEd photolypes 00o0 ¢ Significantl t rti f GUS-randomized participants achieved th i dpoint dt \1/ b S 4 6 (23.1) 12 (15.8)
ignirican reater proporitions o -ranaomize artcipants acnieve € CO-primary enapoints comparea to oD . .
m ° ye Prop PBO-treated particirI))ants aIi Week 16 (Figure 1) PrImARy enep i’ o Dermatology Life Quality Index (DLQI) D evere
VISIBLE is comprised of 2 cohorts: 000 GUS Lrandomized SIDILET @7 (o s Race/Ethnicity PSSI(0-72) 34.0 (11.8) 34.4 (13.7)
ULl L) ¢ EIX2 56.6 (22.4) 60.8 (27.1)
— GUS 100 mg at W0 and W4, then q8w to W100 Multi-racial, Other, 1% American Indian or
Cohort A: pts with moderate-to-severe plague PsO Yy PBO->GUS a2 Alaska Native, Baseline Pt-Reported Outcomes (Overall study population
" - m m GUS 100 mg at W16 anc_/> W20, then q8w to W100 - Scalp ltch Numerical Rating Scale (NRS) 1.0% : ( A J
| » Mean NRS scores over time Middle Eastern, Mean DLQI 0 14.2 30
" -10- . 4.9% °0-
Cohort B: pts with moderate-to-severe scalp PsO Cohort A: 103 pts with Week 0 ey eSS Week 48 LR, o 0-30 B [
moderate-to-severe plaque PsO . J Black, Hispanic or Mean Scalp ltch
i " : 0 7.6 10
Scal P IS the most common Iy Involved h igh -Im pact site In patients [ BSA >10%, PASI >12, IGA >3 ] Efficacy Outcomes Presented Through Week 100 :\@ Psoriatic Arthritis Impact of Disease-12 (PsAID-12) 10.8% | e e Scalp Itch NRS: 0-10 - _
. ) ) ) ’ ’ (Response Rates Assessed From Weeks 0-100, Safety Assessments Evaluated From Weeks 0-112) * Mean PsAID-12 scores over time 38.2% Mean PsAID-12
with moderate-to-severe plagque PsO, especially among those with skin of ” - .0-10
Cohort B: 108 pts with scalp-specific O Psoriasis Scalp Scalp surface @ Safety B 0 6.1 10
color (SOC) moderate-to-severe scalp PsO Investigator’s Global Iﬂ\ Severity Index (PSSI) area (SSA) N/ * AEs and SAEs Mean PSSD Symptoms a_ —____ D
Assessment (ss-1GA) e PSSI 90  Mean percent Psoriasis Symptoms and Signs Diary (PSSD) ¢ 0-100
: : : . . SSA >30%, PSSI >12, ss-IGA >3, * ss-IGA 0/1 (clear/minimal) * PSSI 100 improvement from [% e Mean symptoms scores over time B _ o 0 63.4 100
Patients with PsO and SOC have reported a disproportionately greater impact and >1 plaque outside of the scalp « 55-1GA 0 (clear) + Mean percent improveren 22583 M2 " S -gusrynrir:]r;tosr;sn- :;E%npeegg, singing, g e @400
. . . . rom paseline In 2
of PsO on their health-related quality of life (HRQoL) compared to White pts'~ \ J \ J J . / . /
AE=Adverse event; BSA=Body surface area; |GA=Investigator’s Global Assessment: PASI=Psoriasis Area and Severity Index; g8w=Every 8 weeks; SAE=Serious adverse event; W=Week. FST=Fitzpatrick Skin Type.

RESULTS

e Week 16 ss-IGA O/1 and PSSI 90 response rates were significantly greater for the By Week 16, meaningful improvement in mean scalp itch NRS was achieved in the GUS- Approximately 45% of GUS-randomized pts reported no effect of PsO on their QoL By Week 16, mean PsAID-12 score, reflecting impact of PsA, improved to a patient acceptable e Safety findings were consistent with the established GUS safety profile, with no new safety
GUS-randomized group vs the PBO group, and improved to >/0% for both the GUS and randomized group and was sustained through Week 100 (Figure 3). The proportion of pts by Week 16, with over 60% achieving and sustaining this endpoint through Week 100 level in the GUS-randomized group, and improvements were sustained through Week 100 signals identified through Week 112
PBO—>GUS groups through Week 100 (Figure 1) achieving >4-point reduction was 69.4% at Week 16 improving to 77.8% at Week 100. (Figure 5) (Figure 7)

e Significantly greater proportions of GUS-randomized pts (>59%) achieved scalp clearance _ _ _ o _
(ss-IGA 0 and PSSI 100) compared to PBO-treated pts at Week 16, with response Figure 3. Mean Scalp ltch NRS Through Week 100 Figure 5. Proportion of Pts Achieving a DLQI Score of 0/1 Through Week 100* (NRI) Figure 7. Mean PsAID-12 Scores Through Week 100

e Through Week 112, there were no events of death, cancer, active tuberculosis, MACE, IBD,
or serum-like sickness/anaphylaxis

i i o Worst Scalp 100 10 .
rates generally improving to >66% for both the GUS and PBO->GUS groups through {tch Imaginable —— PAID12 seoreds Table 1. Key Safety Information and AEs of Interest Through Week 112
Week 100 (NRI) (data not shown) 10 Scalp itch NRS:* | on HRQol. * A score <4.0 is considered a patient acceptable
= ~ 8 ’ ’ PBO (N=27)  GUS (N=81) PBO-GUS*(N=24) GUS (N=81)
* A change of 24 points from X 80 69.6 v symptom score (PASS) N ~ > » -
f,' baseline is considered a cIinicaIIy g’ n Y . 60.0 66.7 0-1 No effect e o A decrease of >3 points is considered a WeekS 0‘16 WeekS 0‘16 Weeks ].6-].12 WeekS 0-112
= = - - L} . . =  B8T7T o e Tueaa._ . 0..q 9.0 q q
Figure 1. Proportions of Pts Achieving ss-IGA 0/1 and PSSI 90 Through Week 100 (NRI) - S mEeigil ljproveament: (510 E a o - L " § minimal clinically important improvement Mean weeks of follow-up 15.4 16.2 88.8 108.3
100 S & = 8 613  TTTeeal @-----"""""" ;6. 5 2° Small effect = Pts with >1 AE 3(11.1) 29 (35.8) 11 (45.8) 63 (7/.8)
81.6 913 Dw > o)) 52.2 ' o . . . .
- 829826 . ®=c-—eeo___ 82.8 81.8 c o > S 40 s 1.6 . 1.7 1.5 AEs leading to discontinuation of study agent 0 0 0 0
o - 80.3 78.8 Q=2 2 - c Moderate . : b
X i Q 1 S 6-10 Serious AEs 1(3.7) o) 0 3(3.7)
= 80 —3 = o5 e e e ccccccmc———————— = o= 2.0 @ o effect o by :
g 78.8 —i 1.8 41.6 o 20 : 1.3 : A, =-4.9 1.0 AEs of interest
=-5, [ .
%5 60 1 Bo=99 120 et 48 68 84 100 Infections* 1(3.7) 12 (14.8) 8 (33.3) 42 (51.9)
7} ( ) 84 100 No Scal ' i ' d
S i ss-IGA 0/1 Response PSSI 90 Response ltch P 0 Extremely Week Se.I’I.O HS m.feCtlonS . 0 0 0 1{1.2)
£ 40 ¥l PBO (N=26) —e— PBO (N=26) 48 84 100 21-80 large effect PBO->GUS: N= 6 5 5 5 4 5 5 Clinically important hepatic disorder® 0 0 0 0
S H - ®- PBO>GUS*® (N=23) - ®- PBO->GUS"® (N=23) O N s > 2 2 Week GUS® N= 22 20 20 21 21 21 21 MACE' 0 0 0 0
S 20 'y - GUS (N=76) - GUS (N=6) ) b PBO -@- PBO>GUS —ili— GUS Malignanc 0 0 0 0
a 11.5 'y —m— GUS Combined® (N=102) —— GUS Combined® (N=102) PBO -@- PBO->GUS -~ GUS PBO (N=26) -@®- PBO->GUS® (N=23) -~ GUS (N=75) g y .
0 ® 338 N o *nominal p<0.001 vs PBO; p-values were based on the mixed model for repeated measures; explanatory variables included treatment group, visit, baseline score, FST *nominal p=0.003 vs PBO; p-values were based on the Cochran-Mantel-Haenszel x° test stratified by FST (I-11l/IV-VI). °Among pts with baseline DLQI >1. °For pts who were *nominal p<0.001 vs PBO; p-values were based on the mixed model for repeated measures; explanatory variables included treatment group, visit, baseline score, FST Venous J_[hromboemb olism _ 0 0 0 0
0 16 24 30 48 84 100 (I-11I/IV-V1), an interaction term of visit with treatment group, and an interaction term of visit with baseline score. °For pts who were randomized to PBO at Week O, only randomized to PBO at Week O, only those who crossed over to GUS at or after Week 16 were included. Pts who discontinued due to lack of efficacy or worsening PsO or (I-11I/IV-V1), an interaction term of visit with treatment group, and an interaction term of visit with baseline score. °For pts who were randomized to PBO at Week O, only Serum-like sickness anaphyIaX|s 0 0 0 0
those who crossed over to GUS at or after Week 16 were included. Baseline values were assigned if pts discontinued due to lack of efficacy or worsening PsO or used a used a prohibited PsO treatment prior to a designated study visit were considered not to have achieved the binary endpoint, and NRI was used for missing data. those who crossed over to GUS at or after Week 16 were included. Baseline values were assigned if pts discontinued due to lack of efficacy or worsening PsO or used a Tuberculosis 0 0 0 0
Week prohibited PsO treatment. ABl=Mean improvement from baseline; zero change from baseline was assigned if pts discontinued due to lack of efficacy or worsening PsO or prohibited PsO treatment. ABL=Mean improvement from baseline; zero change from baseline was assigned if pts discontinued due to lack of efficacy or worsening PsO or
N , used a prohibited PsO treatment (intercurrent events). used a prohibited PsO treatment (intercurrent events). IBD® 0 0] 0 0
*p<0.001 vs PBO; p-values were based on the Cochran-Mantel-Haenszel (CMH) test stratified by FST (I-11l/IV-VI). ?For pts who were randomized to PBO at Week O, only
those pts who crossed over to GUS at or after Week 16 were included in Weeks 20-48. *Includes pts randomized to GUS at baseline and pts randomized to PBO at Data shown are n (%), unless otherwise indicated. IBD=Inflammatory bowel disease; MACE=Major adverse cardiovascular events. °Includes only PBO pts who crossed
baseline who then crossed over to receive GUS at or after Week 16. Pts who discontinued study agent due to lack of efficacy, worsening PsO, or use of a prohibited PsO . L - _ over to receive GUS. "Weeks 0-16: 1 PBO pt had a viral rash; Weeks 0-112: 1 GUS pt had angina pectoris, 1 GUS pt had pancreatitis, and 1 GUS pt had right lower
treatment prior to designated visit were considered non-responders from that point forward. Pts with missing data were considered non-responders at that time point - : - - Flgure 8' PartICIpant Who Achieved complete scalp CIearance (SS IGA 0 and PSSI 100) by lobe pneumonia. “The most common infections for all GUS-treated pts (>5%) included upper respiratory tract infections (24./%), COVID-19 (16.0%), and nasopharyngitis
g & P g & : P V] SDIEQ flecting the effect of tat QoL df th derat
NRI=Non-responder imputation. O t : th G U S d ' d h d : f | : t : P O €an Score; reriec mg € €erlecCt O plgmen ation on Wo ’ |mprOVe rom € moaerate Week 16 and sSu stained response throu h Week 100 (7.4%). “One GUS pt had pneumonia. *No clinically important hepatic disorder AEs were based on a narrow Hepatic Disorders Standardised MedDRA Queries search
N avera ger p S N € -ranaomize grOU p d meant ng ul 1m p rovements In S p g and recorded on the case report form as serious or leading to study treatment discontinuation. '"MACE includes sudden cardiac death, nonfatal myocardial infarction, and

to the mild range by Week 16 in the GUS-randomized group; improvements in mean SDIEQ
continued and were sustained though Week 100 (Figure 6)

nonfatal stroke. ¢I1BD includes preferred terms of Crohn’s disease, ulcerative colitis, and IBD. Pts were counted only once for any given event, regardless of the number of
times they experienced the event. AEs were coded using MedDRA version 27.1.

symptoms by Week 16; improvements were sustained through Week 100 (Figure 4)

Mean percent improvements in SSA (Figure 2) and PSSI (data not shown) at Week 16 for the

GUS-randomized group were >85%, and improved to ~90% for both the GUS and PBO—>GUS : .
Figure 4. Mean PSSD Symptoms Score Through Week 100 Figure 6. Mean SDIEQ Scores Through Week 100 ;
groups through Week 100 ]
Most Severe 5
Score 120 0 Pigmentation . ss-IGA: 3 ss-IGA: O
. .. 100 : .  — ' 8.2 effect on PSSI: 24 PSSI: 0
~35% of GUS-randomized pts achieved a PSSD symptoms score n 8.0 ) QoL® . ] .
Figure 2. Mean Percent Improvement From Baseline in SSA Through Week 100 ) [ Rt iy e e e i o st ] g 8 SSA: 35% i SSA: 0%
100 91.9 93.5 96.3 94.8 96.7 98.4 97.3 - 80 678 e 3 0-6 Mild : ,@ Through Year 2, VISIBLE Cohort B study results showed:
5 S £ 80 . Sgsg 931 93.0 92.1 91.4 91.1 85.0 g_’ 0 6& , 5741 PSSD symptoms score:* =] ‘2 7-11 Moderate
Oco® ’ . . = . \ . L . = .
3 0E> 8 60 % 2 10 ¢ A change of 240 points from baseline is considered a CMI @ S 4 19-15 Severe of all GUS-treated pts achieved . - _ _
a >m 0 Q 3 = 29 . mean % improvement from baseline in
c O 40 = £ g - _ : 1.7 clear/almost clear scalp skin )
= = 5 . 09 W0 -e-.____ ! - P 1.7 . SSA and PSSI among all GUS-treated pts
S5 E S 18.1 17.5 3 2 29 . B o o=@ (ss-IGA 0/1 and PSSI 90)
© £9 o » 20 7 T~w—_o-___- 14 - @ ---r-moa= @---------- 9 17.8 3 A =-5.0 . 2.3 —— —f—--- _
= = IC 18.0 — —i— —i 10.8 7] 1.6 1.6 1.4
13.4 133 11.0 10.6 11.4 s 1.3
0 0 A, =-43.7 . . . . . A, =-512 —m--o 0 A, =-6.7 _
0 1216 24 32 44 48 52 84 100 0 4 16 24 32 48 68 84 100 Least Severe 0 16 24 32 48 68 84 100 (1 T - >66% of all GUS-treated pts achieved CMis in HRQoL, PsO symptoms
Week Week Score Week B s T . ,G@O complete scalb clearance (e.g., scalp itch), and PsA were generally
PBO->GUS® N= 26 23 23 23 23 23 21 22 21 21 PBO->GUS*N=26 25 23 23 23 22 21 21 21 PBO->GUS? N= 26 23 23 23 22 21 21 21 T e ss-IGA: 0 3 ss-IGA: 0 PAS! 100 P P sustained or improved
GUS N: 76 74 75 73 24 24 73 74 71 70 GUS N=76 74 75 74 74 73 71 71 72 GUS N= 76 75 74 74 73 71 71 72 .'. = ¥ E PSSI: 0 4 . PSSI: 0
PBO  -@- PEOSGUS —B- GUS PBO -@- PBO-GUS -~ GUS PBO -@- PBO>GUS —— GUS # SSA: 0% 3 ' SSA: 0% Clinical responses achieved at Week 16 were maintained or improved through Week 100
“nominal p<0.001 vs PBO: p-values were based on the mixed model for repeated measures; explanatory variables included treatment group, visit, baseline score, FST “nominal p<0.001 vs PBO; p-values are based on the mixed model for repeated measures; explanatory variables treatment group, visit, baseline score, FST (IHII/IV-VI), _ . 3 P with continuous GUS treatment, demonstrating hlgh efficacy and durable responses in
“n<0.001 vs PBO; p-values were based on the mixed model for repeated measures; explanatory variables included treatment group, visit, baseline score, by FST (I-1ll/ (I-1Il/IV-VI), an interaction term of visit with treatment group, and an interaction term of visit with baseline score. ?For pts who were randomized to PBO at Week O, only an Interaction term of visit with treatment group, and an interaction term of visit with baseline score. *For pts who were randomized to PBO at Week O, only those pts who Y 1 e diverse pts across all obiectivelv measured skin phototvpes
IV-VI), an interaction term of visit with treatment group, and an interaction term of visit with baseline score. ?For pts who were randomized to PBO at Week O, only those those pts who crossed over to GUS at or after Week 16 were included. Baseline values were assigned if pts discontinued due to lack of efficacy or worsening PsO or used crossed over to GUS at or after Week 16 were included. Baseline values were assigned if pts discontinued due to lack of efficacy or worsening PsO or used a prohibited P J y P yp
who crossed over to GUS at or after Week 16 were included. Zero change from baseline was assigned if pts discontinued due to lack of efficacy or worsening PsO or used a prohibited PsO treatment. ABL=Mean improvement from baseline; zero change from baseline was assigned if pts discontinued due to lack of efficacy or worsening PsO PsO treatment (intercurrent events). Qol=Quality of life.
a prohibited PsO treatment (intercurrent events). or used a prohibited PsO treatment (intercurrent events).
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