Efficacy and Safety of Topical Nitric Oxide—Releasing Berdazimer Gel in Patients With Molluscum Contagiosum? Results from B-SIMPLE4,
A Phase 3 Randomized Clinical Trial
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Flgure 1: B-SIMPLE 4 Study Deslgn

lled, parallel trial to evaluate the efficacy
and safety of berdazimer gel, 10.3% once daily for the treatment of MC (NCT04535531)12

RCT:
Molluscum Contagiosum
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Importance

Molluscum Contagiosum (MC)

Molluscum contagiosum
is caused by a pox virus and is
characterized by small round, irm,

-

There are & known types of MC virus
(MCV1,2,3,and 4), with MCVE and MCV2

A

suffer from MC each year®10

‘Affects mostly chidren, yet adults
n be impacted, too

Known psychosocial
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ranging from 13 months to § years*<7

Absence of an animal o celculture model
for MC poses a research challenge®

® Currntly, ther s no FOA-approved medication for MC'
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Berdazimer Gel, 10.3%
* Anitric oxide (NO)-releasing medication in phase 3 clinical development

If FDA approved, it could be the first potential presc

(NCE?

* Itis amacromolecule composed of a polysiloxane
bound

tion treatment for MCt
,10.3% s an
gel that consists of 2 components*
Gel contaiing
berdazimer socium

* Berdazimer sodium is a

Hydrogel that promotes.

NO donors? nitric ode release

* Co-administration with a proton donor promotes NO
release from the macromolecule®
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Berdazimer gol, 103%

Berdazimer gel, 10.3% addresses many
of the challenges of NO delivery*

Berdazimer gel 1035% s not FDA approved. berd )

of bergazmer gl 103%1s unkoown.
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* To assess the efficacy and safety of berdazimer gel, 10.3%, a novel topical NO-releasing
medication, for the treatment of MC

riteria
Additional 12-week
Randomization 1:1 safety fol

Berdazimer gel, 10.3% once daily {no restment)

. Ma\e and female patients.

370 lesions at baseline

Patients or their caregivers applied for 12 weeks
to alltreatable lesions (baseline and new)

Primary Endpoint

Safety Measures
* Treatment-emergent adverse

+ Proportion of patients with

roportion of patients achiey
0or Lofalltreatable

all treatable
MC lesions at week 12

events (TEAES) and local skin
reactions (LSRs) through week 24

MC at week 12
* Proportion
290% reduction from baseline in the
number of alltreatable MC lesions.
at week 12
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Figure 2: B-SIMPLE 4 Patient Disposition (CONSORT Diagram):

984 Screened patients
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50 Discontinued before 12 weeks.
29 Lost to follow-up

16 Withdrew consent

5 Had adverse events

(47 Discontinued before 12 weeks
31 Lost to follow-up.
13 Withdrew consent
3 Had adverse events

y
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[67 Discontnuea stay
43 Lostto follow-up

19 Withdrew consent
5 Had adverse events

70 Discontinued study
46 Lost to follow-up
21 Withdrew consent

3 Had adverse events
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Primary Endpoint
Figure 3A: Berdazimer Gel, 10.3% Demonstrated Statistically Significant Efficacy
in the Primary Endpoint of Complete Clearance of All Lesions By Week 121
Clearance at 12 weeks: 32.4% with berdazimer gel, 10.3% vs. 19.7% with vehicle
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Secondarv Endpoints
imer gel, 10.3% significant efficacy in secondary
endpoints of 0 or 1 remaining lesion and 290% clearance at week 121
Figures 3B, 3C: A Higher Proportion of Patients Treated with Berdazimer Gel
Compared with Vehicle Gel Had 0 Or 1 Lesion at Week 12 and 290% Complete
Clearance at Week 12
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Figure 4: In B-SIMPLE 4 the Mean Percent Change from Baseline Lesion
Count Was Statistically Significant for Berdazimer Gel vs. Vehicle Gel
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Safety and Tolerability
Table 1: Treatment-emergent Adverse Events (TEAEs)

* TEAEs were mostly mild if they occurred, with few TEAEs leading to study drug discontinuation?

Berdazimer gel,
10.3% (n=444)
n (%)
Patients with 21 TEAE 191 (43.0) 103 (23.0)
Patients with 21 serious TEAE 0 1(0.2)°
Patients with 21 TEAE leading to study drug discontinuation 18(4.1) 3(0.7)
Patients with a TEAE leading to death [ 0
Maximum severity
Mild 108 (24.3) 75 (16.8)
Moderate 7(17.6) 26(5.8)
Severe 5(1.1) 2(0.4)
Patients with TEAE leading to study drug discontinuation 18(4.1) 3(0.7)
Application-site pain 10(23) 3(0.7)
Application-site dermatitis 4(09) 0

* Humerus fracture deemed not treatment related.

Presented at the 42 Annual Fall Clinical Dermatology Conference®; October 20-23, 2022; Las Vegas, NV. Encore (B-SIMPLEA efficacy and safety results published in JAMA Dermatology?).

investigators; Ms, Enloe and Drs. Cartwright and Maeda-Chubachi are Novan el

Table 2: TEAEs At Application Site Affecting 25% of Patients in Either Group, By Severity

Berdazimer gel, 10.3% (n=444)
n (%)

[Application-site TEAE Mild  Moderate  Severe Mild  Moderate  Severe

Patients with 1 TEAE  108(243) 78(17.6)  5(11)  75(168)  26(58)  2(0.4)

Application-site pain  64(14.4)  18(41)  1(02)  21(47)  2(04) o

Application-site

mhems 25(56)  26(59)  1(02) 5(L1) 1(02) o

Application-site pruritus  25(5.6)  8(18) o 4(09) 1(02) o

Application-site 1125  16(3.6) 0 0 0 0

exfoliation

Application-site

i 8(18)  16(36)  2(05) 1(02) 2(0.4) o

Application-site scar® __ 20(45) _ 1(02) ) 28(63) 0 )

“Transient pain  discussed n the toxt, not the able

" The and aspace
be captured i e

Summary of Local Skin Reactions (LSRs)t

LSRs were evaluated based on a 0, 1, 2, 3, 4 scoring system

Flaking/scaling, crusting, and swelling were not present in >90% of patients at week 12
Most patients (292%) in both groups had an absence of vesiculation/pustulation and
erosion/ulceration at week 12

Table 3: Erythema Was Most Frequently Observed LSR Throughout Study?

Berdazimer gel
LSR-Erythema (events) by week, n (n/N) 2 10.3% (n=444)
Week 2 206 (50) 100 (24)
Week 4 195 (47) 89(21)
Week 8 166 (42) 81(20)
Week 12 110 (28) 82 (21)
0 (not present) 71.8% 79.3%
1 (slightly pink) 16.9% 14.1%
2 (pink or light red) 7.9% 5.5%
3 (red, restricted to treatment area) 26% 0.5%
4 (red extending outside treatment area) 08% 05%
witha ot of 12,3, o4, olfpatents

Table 4: Summary of LSRs by Composite Score and Other Local AEst

Mean LSR composite score by week Berdazimer gel,
(LSR scores were summed, range, 0-24)2 10.3% (n=444)
Week 2 23 06
Week 4 24 05
Week 8 18 06
Week 12
Scar®
Week 12 13(29) 10(22)
Week 24 12(27) 18(4.0)
Hypo- and hyperpigmentation
Through week 12 6 (1.4) 0
Through week 24 0

oafor

* Once-daily application of berdazimer gel, 10.3%, a novel topical
NO-releasing medication, appears to demonstrate efficacy and
favorable safety in patients 6 months and older with molluscum®
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