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Background

‘ } Psoriasis is a chronic immune-mediated inflammatory skin disease.' The advent of effective biologics has greatly improved outcomes of
patients with psoriasis. Treatment goals have shifted toward achieving near or complete clearance of the skin with highly effective biologics®

Guselkumab is a fully human monoclonal antibody that targets the p19 subunit of interleukin-23 and is approved for the treatment of
\]r’ moderate-to-severe psoriasis.® In previous global phase 3 studies (VOYAGE 1 and 2), 40.8% of patients treated with guselkumab achieved
super response, defined as achieving an absolute Psoriasis Area and Severity Index (PASI) of O at both Weeks 20 and 28

A recent Chinese randomized, double-blind, placebo-controlled, phase 4 study showed that guselkumab has high effectiveness and
- good tolerance in Chinese patients with moderate-to-severe psoriasis.* However, characteristics of super responders in Chinese patients

remain unclear

Objectives

@ To report post-hoc analysis results of the proportion of patients who achieved super response and baseline characteristics
of guselkumab-treated super responders and non-super responders in the Chinese post-approval commitment (PAC) study

Methods

Study Design Statistical Analysis

e This randomized, double-blind, placebo-controlled, phase 4 e This analysis included only patients randomized to the

study (NCT04914429) enrolled patients from 26 sites in China guselkumab group at Week O

e Eligible patients had a diagnosis of moderate-to-severe plaque  ® Super response was defined as achieving a PASI 100 response
(i.e., absolute PASI=0) at both Weeks 20 and 28. Patients with

missing PASI results at Weeks 20 or 28 were counted as not

psoriasis, defined by an Investigator’s Global Assessment (IGA)
score =3, PASI =12, and involved body surface area (BSA) 210%,

and had to be eligible for either systemic therapy or phototherapy having achieved super response

e At Week O, patients were randomized in a 2:1 ratio to receive
guselkumab 100 mg or placebo. At Week 16, patients in the
placebo group crossed over to receive guselkumab. Guselkumab

and placebo were administered by subcutaneous injection e A multivariable logistic regression analysis was conducted to
explore factors associated with achieving super response

according to the predetermined dosing schedule (Figure 1)

Figure 1: Study design
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Results

Identification of Super Responders Figure 2: Proportion of super responders

e Of 327 patients who were randomized in the PAC study,
217 patients were assigned to the guselkumab group
and included in this post-hoc analysis

e The PASI100 response rates in the guselkumab group
were 53.6% at Week 20 and 58.9% at Week 28

Table 2: Patient disease characteristics and laboratory assessments at baseline

Baseline characteristics

Super Responder Total
(N=98) (N=217)

e Overall, 98 guselkumab-treated patients (45.2%)
were identified as having achieved super response
(PASI 100 response at both Weeks 20 and 28; Figure 2)

SRe, super responder.

Patient Demographics and Medical History of Super Responders and Non-Super Responders

e Patient demographics and medical history at baseline are summarized in Table 1

e Guselkumab-treated patients who achieved super response, compared with those who did not, respectively, were:

— slightly younger (<45 years: 64.3% vs 59.7%; 45 to <65 years: 34.7% vs 32.8%; 265 years: 1.0% vs 7.6%)
— of lower body weight (=90 kg: 93.8% vs 85.7%)

- more likely to be overweight (body mass index 24 to <28 kg/m?* 43.3% vs 29.4%) but less likely to be obese

(body mass index =28 kg/m?* 17.5% vs 27.7%)
— less likely to have a comorbidity of hyperlipidemia (19.4% vs 25.2%) or hyperuricemia (7.1% vs 15.1%)

Table 1: Patient demographics and medical history at baseline

Baseline characteristics

Super Responder
(N=98)

Total
(N=217)

Mean psoriasis disease duration, years (SD) 12.4 (91) 124 (104)° 124 (9.8)°
Mean PASI score (SD) 22.6 (9.7) 24.9 (11.2) 23.9 (10.6)
<20 45.9 (45/98) 42.0 (50/119) 43.8 (95/217)
>20 541(53/98) 58.0 (69/119) 56.2 (122/217)
Mean BSA, % (SD) 32.7 (18.8) 36.9 (20.3) 35.0 (19.7)
<20 30.6 (30/98) 20.2 (24/119) 24.9 (54/217)
>20 694 (68/98) 79.8 (95/119) 751 (163/217)
IGA score
Mild (2) 0 (0/98) O (0/119) O (0/217)
Moderate (3) 80.6 (79/98) 731 (87/119) 76.5 (166/217)
Severe (4) 194 (19/98) 26.9 (32/119) 23.5 (561/217)
Mean NAPSI total score (SD) 4.0 (2.0)° 4.2 (2.2) 41 (2.2)°
sslGA score
Absence of disease (0) 6.1 (6/98) 1.7 (2/119) 3.7 (8/217)
Very mild disease (1) 6.1 (6/98) 34 (4/119) 4.6 (10/217)
Mild disease (2) 204 (20/98) 18.5 (22/119) 194 (42/217)
Moderate disease (3) 52.0 (51/98) 55.5 (66/119) 53.9 (117/217)
Severe disease (4) 15.3 (15/98) 21.0 (25/119) 184 (40/217)
History of biologics use
Ever used 8.2 (8/98) 5.0 (6/119) 6.5 (14/217)
Never used 91.8 (90/98) 95.0 (113/119) 93.6 (203/217)
History of non-biologic systemic treatment
Ever used 32.7 (32/98) 48.7 (58/119) 41.5 (90/217)
Never used 674 (66/98) 51.3 (61/119) 58.5 (127/217)
Mean neutrophil-to-lymphocyte ratio (SD) 2.7 (1.0)" 2.8 (1.2) 2.8 (11)"
Mean serum glucose, mmol/L (SD) 5.5 (1.2) 57 (1.9) 5.6 (1.6
Mean serum cholesterol, mmol/L (SD) 4.8 (0.9) 4.8 (1.0)° 4.8 (1.0
Mean serum HDL cholesterol, mmol/L (SD) 1.2 (0.3) 1.2 (0.3)° 1.2 (0.3)"
Mean serum triglycerides, mmol/L (SD) 1.8 (1.1) 1.7 (1.5)° 17 (1.3)

Age, years
<45 64.3 (63/98) 59.7 (71/119) 61.8 (134/217)
45 to <65 34.7 (34/98) 32.8 (39/119) 33.6 (73/217)
>65 1.0 (1/98) 7.6 (9/119) 4.6 (10/217)
Gender
Female 23.5 (23/98) 20.2 (24/119) 21.7 (47/217)
Male 76.5 (75/98) 79.8 (95/119) 78.3 (170/217)
Body weight, kg
<90 93.8 (91/97) 85.7 (102/119) 894 (193/216)
>90 6.2 (6/97) 14.3 (17/119) 10.7 (23/216)
Body mass index, kg/m?
Underweight (<18.5) 21(2/97) 34 (4/119) 2.8 (6/216)
Normal (18.5 to <24) 371(36/97) 39.5 (47/119) 384 (83/216)
Overweight (24 to <28) 43.3 (42/97) 294 (35/119) 35.7 (77/216)
Obese (228) 17.5 (17/97) 27.7 (33/119) 23.2 (50/216)
Medical history
Hyperlipidemia 194 (19/98) 25.2 (30/119) 22.6 (49/217)
Hypertension 204 (20/98) 219 (26/119) 21.2 (46/217)
Hyperuricemia 7.1 (7/98) 151 (18/119) 11.5 (25/217)

Data are presented as % (n/N).

Baseline Disease Characteristics and Laboratory Data of Super Responders and Non-Super Responders

e Disease characteristics and laboratory assessment results at baseline are presented in Table 2

e Guselkumab-treated patients who achieved super response, compared with those who did not, respectively:

- had somewhat lower disease severity (PASI 220: 54.1% vs 58.0%; BSA 220%: 69.4% vs 79.8%; IGA score
of 4:19.4% vs 26.9%)

— were more likely to have never used non-biologic systemic treatment for psoriasis (67.4% vs 51.3%)

Data are presented as % (n/N) unless otherwise specified. °n=118. °n=216. °n=68. °n=94. °n=162. 'n=96. 9One extreme outlier value (ratio=375) was excluded.

"n=214. 'n=117. 'n=215. *n=97.

HDL, high-density lipoprotein; NAPSI, Nail Psoriasis Severity Index; SD, standard deviation; ssIGA, scalp-specific IGA.

Figure 3: Logistic regression analysis of factors associated with super response

Logistic Regression Analysis for Factors Associated With Achieving Super Response

e Logistic regression analysis showed that having never used non-biologic systemic treatment was associated
with achieving super response (Figure 3)
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°Included psoralen and ultraviolet A light therapy, methotrexate, cyclosporine, and acitretin. Cl, confidence interval; OR, odds ratio.

» Favors super response
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