Comparison of Ixekizumab and Guselkumab in the Treatment of Nail Psoriasis
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KEY RESULTS
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Patients With PGA-F =3 at Baseline

BACKGROUND

m Up to 90% of patients with psoriasis (PsO) have
nail involvement'-3
— Nail PsO is particularly difficult to treat and

takes longer to resolve3

m Ixekizumab (IXE) and guselkumab (GUS),
high-affinity monoclonal antibodies that
selectively target interleukin (IL)-17A and
IL-23p19, respectively, have significant efficacy
in the treatment of moderate-to-severe PsO*-°

m IXE and GUS have both been shown to improve
nail PsO in patients with moderate-to-severe
plaque PsO,'%" but their comparative efficacy
is unknown

m IXORA-R (NCT03573323) is a Phase 4,
randomized, double-blind, head-to-head,
multicenter trial comparing the efficacy and
safety of IXE with GUS in patients with
moderate-to-severe plaque PsO
— Significantly more patients treated with IXE 0 —

than GUS had fully clear skin (Psoriasis Area
and Severity Index [PASI] 100 response) after
4, 8, and 12 weeks of treatment'2

CONCLUSIONS

m |XE was superior to
GUS in clearing nail
PsO at Week 24,
regardless of baseline
nail severity

m Complete nail
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— Onset of action was faster with IXE than GUS'2

OBJECTIVE

m To report treatment differences between IXE
and GUS in clearance of nail PsO at Week 24

in IXORA-R

METHODS
Study Design, IXORA-R

m Double-blind Treatment Period?

160-mg IXE Starting Dose®

1027 patients
randomized
1:1

* p<.05, T p<.01, * p <.001 vs. GUS; Error bars represent 95% Cls constructed using the asymptotic method without continuity correction

IXE Q2W

Weeks0 1 2

*

PGA-F data collected

IXE Q4W

Primary Endpoint:
PASI 100 at Week 12

Post-study
Follow-up®

PGA-F data collected

Major secondary endpoints at Weeks 1, 2, 4, 8, 12, and 24

a Patients received approved IXE and GUS label doses for PsO; b After Week 24, patients entered a post-treatment follow-up period for a minimum of 12 weeks (maximum follow-up: 24 weeks to Week 48);

¢ Administered as two 80-mg injections at Week 0

Key Eligibility Criteria
Inclusion

® = >18 years old with chronic plaque PsO for 26 months prior to baseline
f m Candidate for phototherapy and/or systemic therapy

m Static Physician’s Global Assessment of Disease score =23 and PASI score 212 at screening and at baseline

m 210% body surface area (BSA) involvement at screening and baseline

Exclusion

@ = Clinically significant flare of PsO during the 12 weeks before baseline
m Use of tanning booths for 24 weeks before baseline and during the study, per investigator assessment

m Concurrent or recent use of any biologic agent within the specified periods prior to baseline?

m Previous treatment with IL-12/23 antagonists
— Previous treatment with IL-17 antagonist other than IXE was allowed if the patient had not failed to respond to the therapy

a Etanercept <28 days; infliximab, adalimumab, certolizumab pegol, or alefacept <60 days; golimumab <90 days; secukinumab <5 months; rituximab <12 months; or any other biologic agent (eg, ustekinumab) <5 half-lives
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ABBREVIATIONS

BMI=body mass index; BSA=body surface area; Cl=confidence interval; DLQI=Dermatology Life Quality Index; GUS=guselkumab; ITT=Intent-to-Treat; IXE=ixekizumab, IXE Q2W=80 mg ixekizumab every 2 weeks;
IXE Q4W=80 mg ixekizumab every 4 weeks; NRI=non-responder imputation; PASI=Psoriasis Area and Severity Index; PGA-F=Physician’s Global Assessment-Fingernail; PsO=psoriasis; Q8W=every 8 weeks; R=randomization;

SPGA-=static Physician’s Global Assessment of Disease

San Diego Dermatology Symposium (SDDS 2020); (Virtual); 11-13 September 2020

m More patients with completely clear nails, regardless of treatment,
achieved Dermatology Life Quality Index (DLQI) (0,1), indicating
little/no impact on quality of life (difference: -23% [95% confidence

interval, 14.8%-31.5%])

+ p<.001 vs. PGA-F >0 (non-responder); 95% Cls constructed using the asymptotic method without
continuity correction

Assessments and Statistical Analyses

m Nails were evaluated at baseline and Week 24 using Physician’s Global Assessment of Fingernail Psoriasis (PGA-F),
a 5-point scale rating signs of disease from 0 (clear) to 4 (severe)

Prespecified analyses

m Proportion of patients with moderate-to-severe nail PsO (baseline PGA-F 23) who achieved PGA-F (0,1) or (0) with at
least a 2-point improvement at Week 24

Post hoc analyses

m Proportion of patients with nail psoriasis (baseline PGA-F >0) who achieved PGA-F (0) at Week 24
— Performed to address the imbalance in patients who had baseline PGA-F scores of 3 or 4 between the treatment groups

m Proportion of patients (Intent-to-Treat population with PGA-F >0 at baseline [IXE and GUS]) who achieved DLQI (0,1)
response at Week 24 by PGA-F responder (PGA-F 0) and PGA-F non-responder (PGA-F >0) status at Week 24

Statistical Analyses

m Intent-to-Treat population
m  Comparisons between IXE and GUS were made using Cochran-Mantel-Haenszel test adjusted by pooled site
m  Comparisons between responders and non-responders were made using Fisher’s exact test

= Non-responder imputation was used for handling missing data

RESULTS

Baseline Demographics and Characteristics

ITT Population?

PGA-F 23

PGA-F >0

IXE (N=520) GUS (N=507) IXE (N=83) GUS (N=59) IXE (N=264) GUS (N=239)

Age, years 49.0 (13.9) 49.0 (14.9) 50.4 (12.5) 47.3 (13.0) 48.3 (13.6) 49.0 (13.2)
Male, n (%) 338 (65) 314 (62) 64 (77) 45 (76) 191 (72) 170 (71)
Weight, kg 96.6 (24.9) 94.6 (24.9) 95.6 (24.5) 95.7 (20.9) 98.8 (26.3) 95.0 (21.8)

2100 kg, n (%) 197 (38) 171 (34) 31 (37) 21 (36) 111 (42) 82 (34)
BMI, kg/m? 32.9 (7.9) 32.8 (7.9) 31.3 (7.5) 32.2 (6.5) 32.8 (7.9) 32.4 (6.8)
Duration of PsO since
diagnosis, years 17.5 (13.8) 16.3 (13.8) 22.3 (13.1) 17.1 (13.8) 19.9 (14.4) 18.4 (14.0)
% BSA 24.1 (16.1) 23.8 (15.4) 26.8 (17.5) 24.2 (14.5) 25.8 (16.8) 24.1 (15.6)
PASI 19.5 (7.9) 19.3 (7.1) 20.7 (8.1) 20.4 (6.8) 20.4 (8.3) 20.1 (7.9)
sPGA, n (%)

3 266 (51) 252 (50) 25 (30) 23 (39) 111 (42) 99 (41)

4 224 (43) 232 (46) 51 (61) 31 (53) 131 (50) 127 (53)

5 29 (6) 23 (5) 7 (8) 5 (8) 22 (8) 13 (5)
PGA-F, n (%)

0 253 (49) 268 (53) 0 0 0 0

1 94 (18) 114 (22) 0 0 94 (36) 114 (48)

2 87 (17) 66 (13) 0 0 87 (33) 66 (28)

3 65 (13) 46 (9) 65 (78) 46 (78) 65 (25) 46 (19)

4 18 (3) 13 (3) 18 (22) 13 (22) 18 (7) 13 (5)
DLQI total score 12.8 (6.9) 13.2 (7.4) 13.8 (7.0) 13.8 (7.6) 13.3 (7.0) 13.8 (7.6)
Prior PsO therapy, n (%)

Nonbiologic systemic 170 (33) 141 (28) 33 (40) 15 (25) 102 (39) 63 (26)

Topical therapy 375 (72) 354 (70) 61 (73) 41 (69) 198 (75) 170 (71)

Phototherapy 77 (15) 63 (12) 13 (16) 7(12) 44 (17) 32 (13)

Biologic 139 (27) 134 (26) 25 (30) 15 (25) 72 (27) 65 (27)

Data are mean (standard deviation) unless otherwise stated

m Baseline demographics and characteristics were similar between treatment groups in the Intent-to-Treat population
m Of 520 and 507 patients randomized to IXE or GUS, respectively, 465 (89%) and 459 (91%) patients completed

24 weeks of treatment

Study was sponsored by Eli Lilly and Company
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