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Background Methods

« Prurigo nodularis (PN) is a chronic inflammatory disease characterised by severely itchy cutaneous nodules Study design

— Of the atopic population enrolled, mild, active AD was capped at 10% (patients with moderate-to- Efficacy endpoints
that substantially affects quality of life and is often inadequately controlled with topical medications*~ « Population: Adult patients with PN inadequately controlled with topical prescription therapies or for severe AD were excluded) »  Proportion of patients with > 4-point reduction in WI-NRS" from baseline at Week 12 and Week 24
+ PNisoften diagnosed with comorbid atopic diseases, such as atopic dermatitis (AD), and nearly half of adult whom those therapies are inadvisable o Treatment: Dupilumab 300 mg every 2 weeks (q2w) or matched placebo for 24 weeks; low-to-medium « Proportion of patients with IGA PN-S¢ score 0 or 1 at Week 12 and Week 24
patients with PN have a history of atopy or current atopic comorbidity* «+ Subgroups: Atopic patients and non-atopic patients potency topical corticosteroids/topical calcineurin inhibitors (TCS/TCI) or antidepressants were permitted . Proportion of patients with concomitant = 4-point reduction in WI-NRS® from baseline and IGA PN-S¢
+ Two independent, randomized, phase 3 clinical trials, LIBERTY-PN PRIME (NCT04183335) and PRIME2 — Atopic patients were defined as patients with a physician-documented history of atopic comorbidities if patients were on a stable regimen prior to screening and enrolment, provided they expected the dose to score 0 or 1 at Week 12 and Week 24
(NCT04202679), demonstrated the efficacy and safety of dupilumab in both atopic and non-atopic PN patients defined as AD, allergic rhinitis/rhinoconjunctivits, asthma, or food allergy, or a current diagnosis of at not be changed throughout the study *Patients who received the prohibited medications/procedures and/or rescue medications that impacted efficacy before each timepoint were considered non-responders, and
inadequately controlled Wlth topical therapies or When thOSG therapies were nOt adVisables leaSt one Of these atOpiC Comorbiditiesi per investigatorjudgement ¢ StatiStical methOdS: P-values were CalCUlated USing Chi-square teSt' Non-responder imPUtation [s;sosll:tg-ﬁ:l:alla::la:r};ct:ln:g;)i:gt :’farleecmls-l::rsef ;:t?;weti?eopn:::z outcome, worst pruritus in the past 24 hours (0 = no itch, 1-2 = mild pruritus, 3-6 = moderate pruritus, 7-9 = severe
- AtOpiC and non—atopic PN populations were each ca pped at 60% of the total enrolled population methodologya was used pruritus, 10 = very severe pruritus). Minimal important difference in WI-NRS depends upon the baseline score; for baseline WI-NRS = 7, = 4 reduction is clinically meaningful.

‘Investigator’s Global Assessment for PN stage of disease (IGA PN-S), clinician-assessed severity of disease, using a 5-point scale (0 = clear [no nodules], 1 = almost clear
[1-5 nodules], 2 = mild [6-19 nodules], 3 = moderate [20-100 nodules], 4 = severe [> 100 nodules]).

Objective Results

Table 1. Baseline demographics and disease characteristics by history of atopy. Figure 1. Proportion of patients achieving = 4-point improvement from baseline in Figure 2. Proportion of patients achieving an IGA PN-S score of 0 or 1 by history of
WI-NRS by history of atopy. atopy.

o To report the efficacy of dupilumab
. . . . . 100 1 Atopic 100 - Non-atopic 100 ~ Atopic 100 - Non-atopic
in patients with PN with or without
history of atopic comorbidities, in a bemographics ol ol ol ol

p re-s peCifi ed ana lySi S Of poo led d ata Age (years), mean (SD) 47.4 (16.3) 46.8 (15.7) 49.9 (15.1) 52.7 (16.9) P <0.0001 P <0.0001
from two p hase 3 trials: LIBERTY-PN Weight (kg), mean (SD) 73.5 (17.5) 76.3 (17.7) 73.2(19.3) 73.2(17.0) i 58.2 = - F=0.0001

Race, n (%)

Proportion of patients (%)

Proportion of patients (%)
Proportion of patients (%)
Proportion of patients (%)

White 38(55.9) 33(49.3) 55(61.1) 50 (58.1)
PY Black or African American® 2(2.9) 7(10.4) 6 (6.7) 4 (4.7)

C o n C lu s I o n s Asian 26 (38.2) 26 (38.8) 26 (28.9) 28 (32.6)
Other or missing data® 2(2.9) 1(1.5) 3(3.3) 4 (4.7)

Region, n (%)°

. Asia 21 (30.9) 22 (32.8) 25(27.8) 25(29.1) Week 12 Week 24 Week 12 Week 24 Week 12 Week 24 Week 12 Week 24
°
.Duplluma.b treatmen:t for %4 we.eks SERE ETRE 6(8.8) 7(104) 10 (1L.1) 10 (11.6) m Placebo (n=68) m Dupilumab 300 mg q2w (n=67)  m Placebo (n=90) m Dupilumab 300 mg g2w (n = 86) = Placebo (n = 68) m Dupilumab 300 mg 2w (n=67)  m Placebo (n =90) m Dupilumab 300 mg q2w (n =86
I m p roves Itc h a n d Skl n les I o ns I n Latin America 7(10.3) 7(10.4) 23 (25.6) 18 (20.9) 2w, every 2 weeks; WI-NRS, Worst-Itch Numerical Rating Scale. q2w, every 2 weeks; IGA PN-S, Investigator’s Global Assessment for PN stage of disease; PN, Prurigo Nodularis.
patlents with both atoplc and Western countries 34(50.0) 31463) 32(356) 33 (384) Figure 3. Proportion of patients with concomitant = 4-point improvement from S afet
t o P N d . th Disease characteristics baseline in WI-NRS and IGA PN-S score 0 or 1 by history of atopy. y
non-atopic comparea wi Duration of PN (years), mean (SD) 4.7(5.4) 6.5(7.9) 6.0 (7.3) 5.0 (6.6) +  Overall safety was consistent with the known dupilumab safety profile,® with
pl ac eb o — . — 100 - Atopic 100 ; Non-atopic treatment-emergent adverse events (TEAES) occurring with similar rates in
Ongoing mild atopic dermatitis, n (%) 7(103) €(9.0) v v dupilumab-treated patients with or without history of atopy (66.7%/61.6%),
° H Stable use of TCS/TCI%, n (%) 43 (63.2) 41 (61.2) 48 (53.3) 50 (58.1) compared with placebo (52.9%/59.6%)
These Observatlons suggeSt that T o e A A A 80 - 80 - « Patients with or without history of atopy had similar or lower rates of severe
interleukin_4 receptor alpha “NRS? [0-10], mean (SD) A(L1) -6 (10} 4 (L0) 6(0.9) = = TEAEs in the dupilumab groups (4.6%;/2.3%) compared with the placebo groups
i . .. . IGA PN-S' [0-4], n (%) = = (4.4%/6.7%)
(IL-4Ra) signaling is involved in 3 omm | wwa | omg | »mEa 5 o 5 o
° ° 1] [
PN regardless of patient history 4 26(38.2) 17 (25.4) 28(3L.1) 33 (38.4) < P=0.0057 o N
c c -
Of ato p iccomo rb i d ities DLQI? [0-30], mean (SD) 16.6 (7.1) 183 (6.3) 17.3 (7.3) 17.7 (7.1) § 40 37.3 § 40 237
. . Skin pain NRS" [0-10], mean (SD) 6.9 (2.3) 7.5(2.1) 7.3 (2.4) 7.0 (2.7) 5 S
* Overall safety was consistent with Sleep NS (0-10), mean (50 wa | o) | 4oas | a7es : :
th e kn own d u p| lu ma b Safety p r0f| le ’ Total HADS' [0-42], mean (SD) 14.8 (8.0) 15.4 (7.8) 15.4 (8.4) 15.3(8.1)
(- Q 236.4% of atients were Black or African American; *Including American Indian or Alaska Native, Native Hawaiian or Pacific Islanders, and
with no remarkable differences kcons Al e oo Repuplc o ore, Tt Eopec s i o AT AT Cole M

unknown; “Asia: China, Japan, Republic of Korea, Taiwan; East Europe: Hungary, Russia; Latin America: Argentina, Chile, Mexico; Western countries:
USA, Canada, France, Italy, Portugal, Spain, and UK. “Defined as maintaining the same medicine (low-to-medium potency TCS, or TCl) and maintaining
Q Q the same frequency of treatment (once or twice daily) used from 2 weeks prior to screening. °0 = no itch and 10 = worst imaginable itch. 0 = no
betwee n ato p I C a n d n o n - ato p I C nodules, 1 = 1-5 nodules, 2 = 6-19 nodules, 3 = 20-99 nodules, 4 = 100 or more nodules. #0-1 = no effect, 2-5 = small effect, 6-10 = moderate effect, Week 12 Week 24 Week 12
11-20 = very large effect, 21-30 = extremely large effect. "0 = no pain and 10 = worst imaginable pain. '0 = worst possible sleep and 10 = best possible
patie nts sleep.’= 7 = normal, 8-10 = possible case, = 11 probable case of anxiety/depression (scale for each anxiety and depression is 0-21). DLQI, Dermatology

Life Quality Index; HADS, Hospital Anxiety and Depression Scale; NRS, Numerical Rating Scale; q2w, every 2 weeks; SD, standard deviation; TCI, topical = Placebo (n = 68) u DuPIlumab 300 mg q2W (n = 67) = Placebo (n = 90) u DuPIlumab 300 mg q2W (n =86,
calcineurin inhibitor(s); TCS, topical corticosteroid(s).

Week 24

q2w, every 2 weeks; IGA PN-S, Investigator’s Global Assessment for PN stage of disease; PN, Prurigo Nodularis; WI-NRS, Worst-Iltch Numerical Rating Scale.
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