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Introduction

Atopic dermatitis (AD) is a common, chronic inflammatory skin condition typically
characterized by Th2-driven inflammation. However, AD is highly heterogenous,
and not all patients respond to Th2-focused treatments. Therefore, other
inflammatory axes may also be involved in pathogenesis. IL18 is a pleotropic
cytokine that is robustly expressed in dermal epithelial tissue and amplifies
multiple types of inflammation; targeting IL18 may be a novel therapeutic approach
to the treatment of a heterogenous indication such as AD.
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EVO301 is a novel biological therapeutic targeting IL18, comprised of the native
IL18 binding-protein (IL18BP) and a human serum albumin Fab (SAFA) moiety.
EVO301 has recently completed a Ph2a trial in AD with positive results.
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Here, we present preclinical data supporting the pharmacology of EVO301. In in
vitro assays, EVO301 demonstrated sub-nanomolar potency at inhibition of IL18,
equivalent to competitor therapeutic antibodies and the endogenous IL18BP. In an
acute oxazolone induced skin inflammation model, fluorescently labeled EVO301
demonstrated preferential homing to sites of inflammation, while in a chronic
oxazolone induced atopic dermatitis model, EVO301 effectively reduced disease
parameters. In conclusion, targeting IL18 with therapeutics such as EVO301, may
demonstrate efficacy in heterogenous inflammatory conditions such as atopic
dermatitis.

EVO301 demonstrates high potency in vitro

Figure 1. In vitro potency of
120 EVO301 versus an anti-IL18 mAb.
KG-1 cells were plated in basal

+ SAFA

human IL18 (8 ng/mL) and placed at
37C for 1hr. KG-1 cells were plated

TR media without FCS. Titrations of
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EVO301 binds human serum albumin and
results in hFcRn mediated half-life extension

EVO301 10mpk single-dose PK
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Figure 2. EVO301 demonstrates longer half-life in HSA/hFcRn vs C57BI6 mice. A single
intravenous (i.v.) dose of 10 mpk EVO301 was administered to HSA/hFcRn mice or C57BI/6
mice; the systemic PK profile of EVO301 was evaluated through at least 120 hrs. Table
presents the pharmacokinetic assessment of EVO301 in C57BI6 mice vs HSA/hFcRn mice

EVO301 preferentially homes to and resides
in oxazolone-inflamed ear tissue

A B

o (right aar)
t

aazokoe

ow7 01

C D
EVO301 - FLI FLI vs systemic PK

0.008 = 0007 500 _

5 0.006 £

0.006 g 03

_ £ 0.005 <

£ 0004 5 0004 300 &

H £ 000 200

% 0002 £ 0002 2

_ Z o001 100 7

0 g

e e e 2 ashe 7ahe 0 g

he ahr 6hr 24hr 4ghr 72hr
—Left Ear —Right Ear

CFT Image Quantification

Kidneys ~Bladder  Liver

RFU

2000
2000 I
1000

o =0 N .

Right Ear Left Ear
= Untreated m EVO301

Figure 3. Fluorescence lifetime imaging (FLI) and cry (CFT)

Vi EVO301 Plac el
adjusted
Change
Week 4 41 18 (-40, -7) <0.01
Week 8 -50 -16 -34 (-51,-17) <0.01
Week 12 55 22 33 (-50,-17) <0.01

EVO301 Phase 2a Clinical Highlights

- Trial met primary efficacy endpoint at week 12
- EV0301 produced rapid, statistically significant EASI reductions at
weeks 4, 8 and 12 versus placebo
- 33% placebo-adjusted improvement in EASI at week 12
- 23% of EV0301 patients achieved IGA 0/1 at week 12

Additionally, 23% of patients treated with EVO301 (vs 0% placebo)
achieved vIGA-AD 0/1 (percent of patients achieving a score of 0 or 1
on the validated Investigator’s Global Assessment for Atopic Dermatitis
with 2 2-point reduction from baseline) at week 12.

% reduction in EASI at weeks 4, 8, and 12

= Pharmacokinetics (PK): Consistent with the Phase 1 healthy
volunteer trial; PK and target engagement data continue to support
a Q4 week dosing regimen.

= Safety Profile: EVO301 was well tolerated, with no related serious or
severe adverse events reported, no treatment related
discontinuations due to adverse events and no meaningful
differences in events between the active and placebo groups.
Biomarkers: Robust reduction of both Th2 and non Th2
inflammatory biomarkers in AD including CCL-17 (TARC), CCL-22 and
1L-22

of EVO301 in HSA/hFcRn mice. (A) Schematic of FLI study in oxazolone-induced
inflammation in HSA/hFcRn mice. (B) Images of mice at 1, 4, 6, 24, 48, and 72 hrs post 10
mpk i.v. CF-750 labeled EVO301 (C) Q ion of relative )in the
right and left ear over the duration of the study (D) Comparison of EVO301 FLI results wwlh
previous EVO301 systemic PK in HSA/hFcRn mice (E) Images of mice without (left) and
with (center and right) fluorescently labeled EVO301 at 10 mpk, 72 hours post dosing (F)
Quantification of fluorescence intensity in right (oxazolone inflamed) ear compared to
internal tissues

EVO301 reduces disease in oxazolone-
induced atopic dermatitis model in mice

G1: Control
G2: OXA + Vehicle

G3: OXA + EVO301 (1 mpk)

G4: OXA + EVO301 (3mpk)

? G5: OXA + EVO301 (10mpk)
7 ——————— G6: OXA + ant-IL4Ra mAb (3 mpk)
Anti-IL4Ra/anti-1L18 mAb (2x week) G7: OXA + ant-IL-18 mAb (10 mpk)
EVO301 (every-other day)
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Conclusions

IL-18 is a proinflammatory cytokine that is proposed to contribute to multiple
inflammatory pathways, and is abundantly expressed in epithelial tissues,
such as skin.

EVO301 is a high potency inhibitor of IL18 and is comprised of the native
IL18 binding-protein (IL18BP) and a human serum albumin Fab (SAFA)
moiety, which improves in vivo half-life via hFcRn binding

EVO301 preferentially homed to inflamed tissue (oxazolone-induced
dermatitis) and demonstrates efficacy in the chronic oxazolone-induced
model of atopic dermatitis in mice

These data, in addition to recently announced positive Ph2 a data presented
above, support that EVO301 may be an effective therapeutic for the
treatment of chronic inflammatory diseases, such as atopic dermatitis.
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hronic oxazolone induced dermatitis model: additonal information about ths model can be found in the publicatio by Jang ot al., Cylokine 172
(2023) 156413. In brief, SKH-1 mice were sensilized with 100uL 3% oxazolone solution on day 0. From days 7 10 27, mice were challenged with 100uL
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Figure 4. EVO301 demonstrates efficacy in the chronic
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