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Lesigercept (YH35324)




YH35324 (IgEy,,,-modified Fc) Structure D QeIFY

* YH35324 has fused FceR1a’s extracellular domain to a modified Fc to enable affinity to IgE and anti-FceR1a antibodies, while achieving long-
acting and better safety properties.

* By utilizing FceR1a’s extracellular domain, YH35324 works as an IgE trap and also binds to anti-FceR1a antibodies.

Binding sites
for FcyRs & Clq FcRn-binding sites

FceRla l . : |
Structure of \ p e '
YH35324 ),
- . FceR1la extracellular domain IgD IgG4
v N 133-170 C
25 -205 (181 a.a.) 121 -327 (207 a.a.)

£

he | |

= ! IgD/IgG4 hybrid Fc '

e

Eo -> Long-acting ‘hyFc’ Fusion Platform:

Clinically validated in multiple Ph 3 studies
. ge anti-FceR1a NGB
Binding N
formations N
v - _/ - . .
of YH35324 J Anti-FeeR1o— nghly fI.eX|bI.e & rTaturaI N
i (Maintains biological activity)
w, YH35324 complex
y “\ ) IgG4 Fc
§ ,,!
= Longer acting (FcRn-mediated recycling)
Allergen-IgE — YH35324 complex = Better safety (No induction of ADCC or CDC)

= At2e 2lAe| O[S 57| 25t A=A, 2 ARYo| YE= HEE + AS UL
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IYH35324 Target Product Profile “¥=Te|

Category Description/Expectation

Long-acting IgEzap-Fc fusion protein (human FceRla extracellular domain fused to human IgD/IgG4 modified Fc)
Mode of Action * Binds circulating free IgE antibodies, preventing their binding to FceRla and CD23 on mast cells/basophils and the degranulation response
* Binds functional IgG autoantibodies targeting the high-affinity IgE receptor (FceRl)

Indications / * Chronic spontaneous urticaria (CSU): Anti-IgE therapy naive and omalizumab non-responders, patients with autoimmunity/high IgE levels
Target Patients * IgE-mediated diseases: Atopic dermatitis, allergic asthma, food allergy, chronic inducible urticaria, nasal polyps, etc.

Ccsu

Unmet Medical

Needs Additional IgE-
mediated allergic
diseases

Clinical Benefits

Clinical Risks
Dosing Regimen

IP Status

Competitive Landscape

Only 30% of patients treated with omalizumab experience a complete response. Approximately 45% of CSU patients harbor
autoantibodies and these patients have delayed responses to anti-IgE therapies.!
Omalizumab has a black box warning for anaphylaxis.?

Allergic asthma: 5-10% of severe asthma patients do not experience adequate symptom control with current therapies.

Atopic Dermatitis: Severe and recalcitrant atopic dermatitis, associated with very high IgE levels.

Food allergy: Oral immunotherapy carries procedure-related risks and requires frequent visits over long-term treatment. Despite the
difficulties and high cost, the success rate for desensitization is modest.?

Chronic Inducible Urticaria (CIndU): In many patients, CIndU is not controlled by conventional H1-antihistamines.3

Faster onset, greater potency of IgE suppression and longer duration of effect
Higher complete response rate than omalizumab regardless of autoantibody status

Very low to negligible risk of immunogenicity. Eliminated Fc binding region implicated in IgG-mediated anaphylaxis.
Fewer injection site reactions

Subcutaneous injection, once every 4 weeks

Composition of matter patent protected for 2039+ (without patent term extension)
PCT application entered into 21 countries including US, EU, CN, JP and granted in 9 countries

Anti-IgE therapies: Omalizumab (Xolair®, Novartis), Ligelizumab (Ph 3, Food allergy, Novartis)
Anti-BTK therapy (Ph 3, CSU, Novartis), anti-C-kit therapy (Ph 2, CSU, Celldex)
Anti-cytokine, anti-JAK therapies (AD)

1 Consultation meeting with key opinion leaders at AAAAI2019; 2Xolair® Prescribing Information. FDA; 3J Allergy Clin Immunol. 2018; 141(2): 638-649.
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IYH35324 Exhibits More Potent and Durable Binding to IgE @ S
vs Omalizumab

Stronger and more durable
binding to IgE Stronger suppression of free IgE Stronger suppression of mast cell

300
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(=3 (=3
o o

o

400

w

(=

o
1

Response (nm)
- n
o (=3
o o

o

— 02 in CSU patient serum degranulation
.2n
x75-fold : x10~100-fold
i @® Omalizumab -10 GI-301
SRR ‘ YH35324 . X52-f0|d IC50= 0.028ug/ml
100~ = 120 -
m —
K =2M110’M':l“ 5 57 é 90
K =5.60 x 10% 8 c ]
Ko=215x10"0M :g S0 w : Omalizumab
200 400 600 800 z E 60 x [Co=1.47 pg/mL
Time (sec) £ Ke] : 1Cyo = 13.68 pug/mL
3 257 E 30- ‘ .
Omalizumab E) -E ’," ® YH353.24
14.9nM W o- T od . _3»' © Omalzumab
et K=405 X 10°Mist — o § I T 1 T T 1
:::?:%:‘13:;‘ — 1250M L 25+ . . . . . . ' 0.001 0.01 0.1 1 10 100
— 63nM
— a20m 0 0.01 0.1 1 10 100 1000 Concentration (ng/mL)

— 0nM
Concentration (ug/mL) Produced by Prof. HS Park

T T T T T
200 400 600 800
Time (sec)

YH35324 demonstrated greater IgE suppression and more potent inhibition
of mast cell degranulation compared to the approved drug, omalizumab.
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IYH35324 promises more rapid, complete and durable D RIS

disease control

15000 -
) O
£ 10000+ E
[} [=)]
= =
Y g
— 50004 = -
0- > o o o @

1 T T T T 1
10 24 72 168 240 336 672

Time (hr)
Baseline YH35324 4342 + 4689 ng/mL (1809 + 1953 IU/mL)
Free I8 omalizumab 2401 + 1270 ng/mL (1001 + 529 1U/mL)

1
0 3 6

60 mg/kg

40000 -
- _
E 30000 l
o
=
I 20000 "
D
©
2 10000 t
™
0 > o o o o ¢ 1 B
1 1 I 1 1 1 1 1 1 1
0 3 6 10 24 72 168 240 336 672 0 3 6 10 24 72 168 240 336 67
Time (hr) Time (hr)

5966 + 1560 ng/mL (2486 + 650 IU/mL)
3293 + 1966 ng/mL (1327 + 819 IU/mL)

8772 + 6689 ng/mL (3655 * 2787 IU/mL)
6740 + 2977 ng/mL (2808 + 1240 IU/mL)

e YH35324
- Omalizumab

YH35324 reduced free IgE levels more rapidly than omalizumab in monkeys with high baseline IgE levels.
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IYH35324-1 01: Study Design

@ oIy

Study Title: A First-in-Human, Randomized, Double-Blind, Placebo/Active Controlled, Single Ascending Dose Study to Evaluate the Safety, Tolerability,
Pharmacokinetics, and Pharmacodynamics Following Subcutaneous Injections of YH35324 in Atopic Healthy Subjects or Subjects with Mild Allergic Diseases

@ Target population

= Healthy subjects or subjects with mild allergic disease aged 19 - 55
years with atopy which is defined as having > 1 positive result for
inhalant or food allergens in a skin prick test and/or ImmunoCAP®
specific IgE test, and serum total IgE levels of > 30 IU/mL

o Primary objective and endpoint
= YH35324 Safety and tolerability: Treatment-emergent adverse events
o Secondary objectives and endpoints

= PK profile: Serum concentrations of YH35324
= PD profile: Change in serum free and total IgE levels

° Exploratory objectives and endpoints
= PD for serum basophils: Change in FceRIl expression on basophil surface
= |nhibition of allergen hypersensitivity
= Changes in allergen-induced skin prick weal response
= Change in serum allergen-specific IgE levels

= |mmunogenicity: Incidence of serum anti-YH35324 antibodies

Total IgE > 700 I'U/mL

Cohort 6 YH35324 6 mg/kg (n=8),
OMZ 300 mg (n=8)

Total IgE 30 - 700 IU/mL

YH35324 9 mg/kg (n=8),
OMZ 300 mg (n=2),
Placebo (n=2)

+ t t t

YH35324 6 mg/kg (n=8),

OMZ 300 mg (n=2),

Placebo (n=2)

t 1 1
YH35324 3 mg/kg (n=8),
OMZ 300 mg (n=2),
Placebo (n=2)

t 1 t
YH35324 1 mg/kg (n=38),
OMZ 300 mg (n=2),
Placebo (n=2)

+ 1 *

Cohort 5

Cohort 4

Cohort 3

OMZ: omalizumab

Cohort 2

Cohort 1 = YH35324 0.3 mg/kg (n=3),
Placebo (n=1)
SC injection Safety review Follow-up
Day 1 Day 15 Day 113
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l YH35324-101: Study Results

Overview of Treatment-Emergent Adverse Events (TEAEs)

YH35324 total (n=43) Omalizumab 300 mg (N=16) Placebo (N=9)

Serious TEAEs or anaphylaxis discontinuation or death due to TEAEs

TEAEs

Drug-related TEAEs

21 (48.8)
4(9.3)

0 (0.0%)

L

6 (37.5) 3(33.3)
5(31.3) 1(11.2)
0 (0.0%) 0 (0.0%)

Changes in Serum-Free IgE Level (Median) from Baseline after Treatment of YH35324, Placebo, or Omalizumab

o
S
=)

@
=1
=3

Serum-Free IgE Level (ng/mL)
[%) B
S S
o o

=3

- YH35324 0.3 mgtkg o~ YH35324 3 mgikg = YH35324 9 mglkg
© YH35324 1 mglkg -® YH35324 6 mg/kg -*= Omalizumab 300 mg

-& Placebo

50

60
Time (days)

70

Serum-Free IgE Level (ng/mL)

4000

3000

2000

1000

~@ YH35324 6 mg/kg =+ Omalizumab 300 mg

20 30 40 50 60 70 80 920 100 110 120
Time (days)

This study demonstrated a favorable safety profile and the therapeutic potential of YH35324 which suppressed serum-free IgE
levels in atopic subjects with allergic diseases such as allergic rhinitis, atopic dermatitis, food allergy, and urticaria.

&
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J YH35324-102: Study Design ® 2o

Study Title: A Randomized, Double-Blind, Placebo/Active Controlled, Multiple Ascending Dose, Phase 1b Study to Evaluate the Safety, Tolerability,
Pharmacokinetics and Pharmacodynamics Following Subcutaneous Injections of YH35324 in Atopic Healthy Subjects or Subjects with Mild Allergic Diseases

@ Target population

Cohort5 o n=6), =
= Healthy subjects or subjects with mild allergic disease aged 19 - 55 oowy [ R Double-blind
~ AD Pts
years with atopy which is defined as having > 1 positive result for S & O W OO 4
inhalant or food allergens in a skin prick test and/or ImmunoCAP® (2:1) ;s‘::zgow-up
specific IgE test, and serum total IgE levels of 2 30 IU/mL - W H
! Cohortq | YH353246 me/kg (n=6), Double-blind :
- - ) . I
@ Primary objective and endpoint ' (@sw) | Placebo (n=1) |
.y 1 Randomization f f ? * 1
= YH35324 Safety and tolerability: TEAEs ! (6:1) o
1 Dose ' ‘._,1 s — | YH35324 6 mg/kg (n=6), Double-blind 1
@ Secondary objectives and endpoints ! esafdton. ;7 | | C—— y !
i HighlgE | Omalizumab 300 mg (n=6) Open-label |
= PK profile: Serum concentrations of YH35324 ! Rondomization 4 & 4 4 4 [
. . 6:1:6,
= PD profile: Change in serum free- and total IgE levels ! R '
! oho — | YH35324 3 mg/kg (n=6), oubleiin :
@ Exploratory objectives and endpoints | s oot | Placebo (n=1) i ]
. . . . : gsealation ' Randomization f f * f f :
= PD for serum basophils: Change in FceRI expression on basophil surface S e 1
Sl e cie . 1 § 1
= |nhibition ofallgrgen hypeljsen5|t|V|ty' . | ooy (HES824075 el ome —— :
= Changes in allergen-induced skin prick weal response | Jozwy | Placebo (n=1) !
= Change in serum allergen specific IgE levels :fg’jj"”“”“’"” i ft_f + 1 ‘rf * :
. . . . . . injection Safety Review ast Follow-up

* |mmunogenicity: Incidence of serum anti-YH35324 antibodies L Committee Day 71 Day 141 !
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J YH35324-103: Study Design P ROFH

Study Title: A Randomized, Double-Blind, Placebo/Active Controlled, Single Dose, Phase 1 Study to Evaluate the Safety, Tolerability, Pharmacokinetics and

Pharmacodynamics Following Subcutaneous Injections of YH35324 in Patients With Various Allergic Diseases

@ Primary objective and endpoint
= Safety and tolerability: TEAEs

o Secondary objectives and endpoints

= PD profile: Change in serum free IgE level

@ Exploratory objectives and endpoints
= Serum concentrations of YH35324

* Change in serum total IgE level, soluble
FcERI level, MRGPRX2 level and FceRI
expression on basophil surface, basophil
histamine release assay (BHRA)

= Urticaria control test, Use of rescue
medication, Urticaria activity score (UAS7)

® |ncidence of serum ADAs

Part1
Chronic spontaneous urticaria
patients inadequately controlled
by H1-antihistamines

Part 2
Chronic spontaneous urticaria
patients inadequately controlled
by omalizumab

Part3
Chronic inducible urticaria (cold
urticaria) patients inadequately
controlled by H1-antihistamines

- Randomization

(1:1:1)

- Randomization

(2:1)

- Randomization

(2:1)

v

8 weeks
follow-up period

Omalizumab 300 mg (n=6)
SCinjectionon Day 1

follow-up period

SCinjection on Day 1

2 patients

8 weeks
follow-up period

SCinjectionon Day 1

ClinicalTrials.gov Identifier: NCT05960708
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J YH35324-103: Study Results @ 2oz

% Change from Baseline in UAS7 by Omalizumab Treatment History (Naive vs. Refractory, Part 1/2 pooled analysis)

0

N =@~ Omalizumab refractory (n=6)
g Omalizumab naive (n=6)
g -20
v Symptom improvements following
E YH35324 treatment were
-"; o comparable between omalizumab-
2 naive and omalizumab-refractory
§° -60 patients, suggesting that prior
.{:“: omalizumab exposure may not
f 80 significantly influence therapeutic
g response to YH35324.

100

Baseline Week1 Week2 Week3 Weekd4 Week5 Week6 Week7 Week8

Lesigercept demonstrated potential clinical benefit in omalizumab-refractory patients,
with no notable safety concerns observed compared to placebo.
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