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CS2015 is designed to effectively block two critical regulators of

type 2 inflammation-OX40L & TSLP
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Note. Modified from Croft Met al. OX40 in the Pathogenesis of Atopic Dermatitis-A New Therapeutic Target. Am J Clin Dermatol. 2024 May;25(3):447-461. doi:
10.1007/540257-023-00838-9. Epub 2024 Jan 18. Erratum in: Am J Clin Dermatol. 2024 May:25(3):463. doi: 10.1007/540257-024-00850-7. PMID: 38236520;
PMCID: PMC11070399.
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CS2015 lead bsAbs demonstrated potent inhibition of OX40L/OX40

\

and TSLP/TSLPR downstream signaling
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+ (52015 lead bsAbs potently interrupted the engagement of hOX40L on hOX40 reporter cells and hTSLP on
hTSLPR/IL-TRa reporter cells, respectively.

+ The blocking activities of CS2015 were comparable to those of the benchmark (parental) antibodies, with
single or sub nanemolar 1C50s.

Notes K19 Tead bsAb; KI9YTE and K19LS are K19 consirucied with two versions af kalf iife extension (HLE) ruitated Fo; QX90L 4050 bsdb, consisting
of OXAOL avim and irvelevant arm, I5 formidated with the same format as K19; TSLPAso bsdb, constating of TSLP arm and irvelevant arm, & formmlated
with the same format as K19,
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CS2015 lead bsAbs inhibit the release of inflammatory cytokines

from primary CD4+ T cells stimulated by TSLP/OX40L
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CS2015 lead bsAbs potently suppresses TSLP-induced release of

TARC (CCL17) in human monocytes and PBMC

Inhibition of TSLP-induced TARC Release in Monocytes
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Inhibition of TSLP-induced TARC Release in PBMC
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'S2015 inhibited TSLP-induced release of TARC in human monocytes and PBMC, to an extent comparable

to that achieved by the benchmark (TSLP parental) antibody, while OX40L parental mAb exhibited no

C
inhibit

activity (data not shown)

Notes:K19YTE and K19LS are K19 constructed with twa versions af half 1ife exiension (HLE) mutated Fe; BMK1:TSLP parverial mdk.
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CS2015 demonstrated potent disease control activities in Atopic

Dermatitis (AD) model with OX40 and TSLP humanized mice

In MC903-induced AD models, CS2015 lcad bsAbs
» rapidly reduced skin lesion severity including ear and epidermal thickening.
* decreased immune cells, especially mast cells infiltration.

* reduced itch events
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CS2015 demonstrated superb PK profiles in NHP, supporting long-

term dosing intervals

Single dose PK of C52015 in NHP
viasCorlv

—— CS20158C
- CS2015 IV

Serum concentration (pg/mL)

Test Snecies — Dose AUC, CL
Atticle Species Route [jmi-_,-“"lt'xg} (ng/ml*h) (mL/day/kg)
SC 50 293335.63 24 504.6
Cynompol
K19LS ymomolgus =
50 260552.55 27 617.6

= In NHPs, CS2015 lead molecule K19LS exhibited a mean half-life of 21 days (504.6 hours, SC) and 25.7
days (617.6 hours, IV).

= KI19LS had a clearance rate of 2.4 (SC) and 2.7 (IV) mL/day/kg, and was well-absorbed, with outstanding
bioavailability.

Nate, K19LS 5 K19 constricted with half iife extenston (HLE) mutated Fe.
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[#&] : CS2015 a TSLP/OX40L Bispecific Antibody as a Potential Novel Therapeutic Agent
for Type 2 Inflammation Diseases
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