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PD-1/CTLA-4 Dual-reporter Assay with PD-L1/CD80 APC PD-1 reporter Assay with PD-L1 APC
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Notes: AK112 is an anti-PD-1/VEGFA bispecific molecule
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PK Profiles in Cyno Monkeys following IV Infusion
€52009 AK104*
10000 _ . .
G I g
- roup 3 (50 mg/k;

MW
(kDa) 200 200
_ cL 0.70 (5mpk), 1.6 (4mpk),
£ (mLihrkg) 0.57 (15mpk) 1.9 (16mpk)
£ Vvd,ss 79 (5mpk), 92 (4mpk),
’ (mL'kg) 75 (15mpk) 113 (16mpk)
1(-;’)2 75.9 (5mpk) 47.9 (4mpk)
! e e e e Noles® AK104 is an anti-PD-1/C Tl A-4 bispecific molecule,
Time (hours) * From AK104 Ph1b study protocol
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EGFR/Luc reporter assay of bsAbs
(1nM EGF-his stimulate)
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Notes: Competitive bsAb was synthetized with published Baili's
EGFR/HERS3 bispecific anfibody, SI-B001; anti-EGFR clone 1,
104 102 10° 102 104

panitumumab; anti-EGFR clone 2, cetuximab; anti-HER3, patritumab

Conc. nM
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FaDu (EGFR+++ HER2+ HER3+)* CDX model
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s type
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2 10 14 20 30 40
Days after the start of treatment

Notes: All mono-therapy groups were given 10 mg/kg or equivalent dose as J17 with 1 week interval 3 times. The combo group
was given & mg'kg for each antibod)y.

* The level of antigen expression was determined with FACS

anti-EGFR clone 1, panitumumab; anti-HERS, patritumab; Combo group was given anh-EGFR clone 1 and anti-HER3 clone at
5 mag/'kg each.
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J17 exhibits mAb-like PK in mice, suggesting it is a stable bispecific molecule.

10 myg/kg single dose IV bolus in CB17 SCID mice
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PO N N NN * ! 0r0ups vere given a single dose of S mglg
e Day21 %TGI Day21 %TGl Day21 %TGl ® J17-CSL20-Exa demonstrated effective tumor
J17-CSL20-Exa (DAR 4) 90% 59% 102% inhibition.
J17-DXd (DAR 2) 29% 46% 82% ® |n mouse MTD** study on balb/nude mice, J17-
J17 51% 22% 60%

CSL20-Exa remained well tolerated at 150 mg/kg.

* The level of antigen expression was determined with FACS.
" MTD was defined as the maximumdose that do not cause mortality, serious overt toxicities or >=15% weight loss for more than 24h in any animal.
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CSL20-Exa-conjugated ADC demonstrated a more favorable PK profile than DXd-conjugated ADC.

Mouse PK (CB17 SCID)

s M S S
S e * -e- J17-CSL20-Exa (DAR 4) ADC )
l } 5 mg/kg, single dose
§ . +- J17-CSL20-Exa (DAR 4) tAb
E ¥ J17-DXd (DAR 2) ADC
H 10 mg/kg, single dose
3 -&- J17-DXd (DAR 2) tAb } 9/kg, sing
T T T 1
50 100 150 200
Time (h)
Tl
Sample ID AUCapc/AUCtan
J17-CSL20-Exa (DAR 4) 37288.42 40624.38 91.8% 102.2
J17-DXd (DAR 2) * 23554.33 53026.13 44 4% 64.23

*J17-DXd (DAR 2)'s exposure data was normalized to a dose of 5 mg/kg.
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NCI-H524 CDX Model (H-Score 300)
Single-dose administration @ Day 18
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o o Vehicle(PBS), single dose

g ¢ -+ 221.3.1-CSLO1-Exa, Smg/kg, single dose

g 2000 « 221.3.1-MC-VA-PAB-Exa, Smg/kg single dose
2 1 ~+ 221.3.1-DXd, 5mg/kg, single dose
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Days after the start of treatment
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HS524 cell line

HS24 cell line
150 150
Oetreotide Oetreotide
2 120 = 221.3.1-DXd 120 = PEN-221
= [} k. & g .
z 90 . & Octreotide+221,3.1-0Xd z 90 =e o Octreotide+PEN221
z ' z .
2 60 i 2 60
= " Note: S§TR2(221.3.1)-DXd 5
30 . is a model ADC. 30 "
o crE e o : e
4 3 2 4 0 1 2 3 4 432401 2 3 4

Concentration (leg (uM)) Concentration (g (n¥))

® KEY FINDINGS - SSTR2-DXd would avoid drug-drug interference as shown by current anti-SSTR2 therapies

® No efficacy interference: SSTR2(221.3.1)-DXd antitumor activity not compromised by octreotide co-treatment while
the potency of PEN-221 (octreotide conjugated to DM1) notably lower in the same assay

¢ Clinical translation

+ No need for washout of first-line treatment of SSA, while Lutathera® requires a 4-week washout
v Enable combination therapy with SSAs or Lutathera®
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CS5005 Mouse PK
(CB17 SCID) after 10 mg/kg IV Single Dose
10000
-e- 221.3.1-CSLO1-Exa ADC
S 1000 -©- 221.3.1-CSLO1-Exa TAb
£
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Time (hr)
AUCo 16sn (NM*h) Cmax (nM) T1/2 (h)
221.31-CSLO1-Exa 5452111 64729.97 84.2% 1713.22 132.61
221.3.1-MC-VA-PAB-Exa 4 28516.77 34827.12 81.9% 865.12 80.04
221.3.1-DXd 8 40794 .43 38668.91 105.5% 1285.77 117.60
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5.

DLL3 expression is driven by ASCL1 Dual targeting SSTR2 and DLL3 overcomes tumor

Pearson 1= 084 p = [196-23a0= 81 heterogeneity and expands target population
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® No detectable ITGB4 expression in life-sustaining i TR0 K D ;
organs, e.g., brain, heart, lung, and liver i
® High-level expression observed in peripheral nerve, ‘é s

similar to HER2. R 7
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(H-score:180) (H-score:80)
@day 23 @day 23
~e— Vehicle (PBS), Single dose TGI PR CR —e~ Vehicle (PBS), Single dose T61 PR CR
* H86.2-Vedotin (DAR 4), Smg/kg, single dose 109% #5 W] - H862-Vedotin (DAR 4), Smg/kg, single dose ak YE e
~e— H86.2-Vedotin (DAR 4), 10mg/kg, single dose 2% 36 306 e HS6.2-Vedotin (DAR 4), 10mg/ke, single dose 7% 06 o6
gy, S BOOPCIEGL Vedotin DAR4), 10mg/hg singledose 71%  0/5 06 ~o Tsotype IgG1-Vedotin (DAR 4), 10mg/ke, single dose 33% /6 0/6
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Notes: MED: TGI=90%, at least one animal achieved PR.
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HT-29
(H-score:180) @day 23 (H-score:80) @day 23
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- Isotype IgG1-deruxtecan (DAR 8), 10mg/kg, single dose  31% o6 06 @ Isotype IgG1-deruxtecan (DAR 8), 10mg/kg, single dose 30%  0/6 06
+ H86.2-derustecan (DAR 4), 10mg/kg, single dose 8% 06 06 [+ H86.2-derustecan (DAR 4), 10mg/kg, single dose o %6 06 |
—+— H86.2-deruxtecan (DAR 4), 10mg/kg, Q2W (Dayl, 15) 55% 06 06 —+— H86.2-deruxtecan (DAR 4), 10mg/kg, Q2W (Day1,15)  100% 36 06
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Notes: MED: TGI290%, at least one animal achieved PR.
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CS2009: A first-in-class trispecific antibody targeting PD-1, CTLA-4, and
VEGFA with potential to be a next-generation backbone therapy with combined 7299
checkpoint inhibition and anti-angiogenesis

CS2011: A novel bispecific antibody targeting EGFR and HER3 that

demonstrates promising anti-tumor activity in preclinical evaluation 2921

CS5007: A novel EGFR and HER3 dual-targeted antibody-drug conjugate (ADC)

with potent antitumor activity in preclinical studies 2954




CS5005: A novel SSTR2-targeted antibody-drug conjugate (ADC) with robust 4751
anti-tumor activity in preclinical studies
CS5006: A novel integrin p4-targeted antibody-drug conjugate (ADC) with

. S S . 2953
robust antitumor activity in preclinical studies
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