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Confirmed multi-target engagement by FACS

Binding affinity ratio to CTLA4 and PD-1 is close to 1:1

Monovalent binding
to CTL4 KD: 1.62e-8M
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Monovalent binding
to PD-1 KD: 1.65¢-8M ¢ .
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Confirmed multi-target engagement by Octet
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Notes: 1. AK104, an antiPD1/CTLA4 bispecific molecule; 2. AKI12, an antiPD1/VEGFA bispecific molecule; 3. Medi5752, an anti-PDI/CTLA4 bispecific molecule;
4. CS1003 is anti-PDI molecule; 5. I09 is anti-CTLA4 molecule with Fe-null mutation; 6. Bevacizumab is an anti-VEGEA molecule.
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CHOs-PD-1/CTLA4
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* PD-1/CTLA4=40:1. similar to the ratio on TILs
* Blocked B7/CTLA4 more effectively than combo regimen
* Monovalent anti-PD-1 arm of CS2009 remams functional
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* CTLA4 single positive
* Monovalent anti-CTLA4 arm of CS2009 unable to block
CTLA4/B7 mteraction

== unbound PD1

—¥* unbound PD1

E ] o . -= CS1003+CS1002 i‘“” . .‘ -=- C352009
E \l './ E 50 \\
= X, g
E 0 ._,...—'/\'\ lE- 0 -____.I'/
5 o "1 2z 3 4 o 1 2 3
Antibody Conc. log{nM) Antibody Conc. log(nM)
* PD-1 single positive
* Monovalent anti-PD-1 arm of C52009 remains functional
Notes:C51002 is anti-CTLAL molaculs.
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Octet VEGEVEGFE Blockade Bioazsay
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No damage on binding affinity to VEGFA (KD: Cencentration (nM)
approx. le-12 M), comparable to bevacizumab
(KD: 2e-12 M 1n house data) VEGE/VEGFR reporter assay also indicated

comparable potency among the three molecules.

HUVEC proliferation inhibition assay
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Xenograft-COLO205 cell model,
Nude mice, N=8, ip
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z In vivo efficacy study in COLO205-nude mice showed
g 500 that CS2009 had comparable potency to bevacizumab
2 and AK112 (Biosimilar) as an angiogenesis inhibitor.
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4 mg/kg single dose IV holus in nude mice 9.5 mg/kg single dose, 15 mg'kg QW+*4, and 45 mg'kg
QW=4 IV infusion in cyno monkeys
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Mouse systemic exposure (12-day) of CS2009 * Monkey T1/2: ~4 days
after 4mpk IV dosing 1s comparable with those * Systemic clearance: ~6.24 ml/day/kg
of AK104 and AK112. + AK104 human T1/2: ~4 days @ equivalent dose
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http://www.cstonepharma.com/
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