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Transient expression of variants on
Human igG1 backbone

Figure 3A (continued)
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Figure 4B (continued)
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Figure 4C (end)
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Light Chain Sequence

DIVMTOSPDSLAVSLGERATINCKSSOSLLWSVNONSYLSWYQLKPGQPPKLLLYGASIRESGYPDRES
GRESGTDFTLTISSLOAEDVAVYYCOHNHGSFLBYTFGGRTRLEIRRTVAAPSVFIFPPSDEQLKSGTASVY
CLLNNFYPREAKVOWKVDNALOSGNSQESYTEQDSKDSTYSLSSTETLSKADY EKHKVYACEVTHOQGLSS?
VTKSFNRGEC™ {SEC 1D NO: 84)

Heavy Chain Sequence

OVOLVOSGAEVKKPGASVYKVSCKASGNTFTSYVMHWYVROQAPGOGLEWMGYINPYNDGTKYNEKFK
GRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARSTARATPYFYAMDYWGQGTLVTVSSASTKGPSVFF

LAPSSKSTSGGTAALGTLVKDYFPEPVTVSWNSGALTSGVHT FPAVLGSSGLYSLSSVVTVPSSSLGTQTYIC
NVNHKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMIBRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHODWLNGKEYKCKYSNKALPAPIEXTISKAKG
QPREPOVYTLPPSREEMTKNQVSLTCLVKGFRYPSDIAVEWESNGOPENNYKTTPPVLDSDGSFRLYSKLTY
DKSRWQGONVFSCSVMHEAUHNHYTOKSLSISPG* (SEQ 1D NO: 85)

Figure 5
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Figure 7
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T B Tinurilimab
S 104 EBC-123
K Tusamitamab //
I & 9 B NEO-201 /
23 2
S8 104 /
: %
£ o o
g %
S ol A 7N
NCI-H1299 NCI-H1299 NCI-H1299 NCI-H1299
CEACAMS #2F3 CEACAMG #12 CEACAM6
N256A (pooled population)
nMFI NCI-H1299 NCI-H1299 NCI-H1299 NCI-H1299
N256A
CEACAMS CEACAMO #12 CEACAM6
#2F3 (pooled
population)
AB1 1.02 376 968 1.95
Anti 1.02 65.6 3.68 2.44
CEACAMS
Anti 1.1 1.07 1520 654
CEACAM6
Tinurilimab 1.27 1.38 2230 598
EBC-123 1.29 650 1750 473
Tusamitamab 1.36 614 1.75 1.49
NEO-201 1.74 742 1890 570

Figure 9A (continued)
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AB1 0.54 2.77 1.22
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Figure 9B (end)
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Figure 11A (continued)
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Analyte Ligand KD (M) Kon (1/Ms) Kais (1/s)
CEACAMS 6.38E-08 1.74E+05 1.11E-02
AB1 CEACAMS
> 2E-07 - -
N256A
CEACAMS 7.75E-10 8.65E+05 6.71E-04
EBC-123 CEACAMS
5.55E-10 8.64E+05 4.80E-04
N256A
CEACAMS 3.21E-10 5.12E+05 1.64E-04
NEO-201 CEACAMS
4.01E-10 5.48E+05 2.20E-04
N256A
CEACAMS 1.37E-09 3.87E+05 5.30E-04
Tusamitamab CEACAMS
1.27E-09 5.34E+05 6.77E-04
N256A

Figure 11A (continued)
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Figure 11B (continued)
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Ligand
Analyte KD (M) Kon (1/Ms) Kais (1/s)
CEACAM6 7.15E-08 2.23E+05 1.60E-02
AB1 CACAMG6
3.18E-06 4.19E+04 1.33E-01
N256A
CEACAM6 1.57E-09 6.26E+05 9.85E-04
EBC-123 CEACAM6
1.61E-09 6.60E+05 1.06E-03
N256A
CEACAMG6 1.26E-10 5.80E+05 7.31E-05
NEO-201 CEACAM6
2.17E-10 5.90E+05 1.28E-04
N256A
CEACAM6 NB NB NB
Tusamitamab CEACAMé6
NB NB NB
N256A

Figure 11B (end)
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Normalised integrated intensity (tSEM)
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NCI-H1299
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NCI-H1299 CEACAMG N256A

Figure 12(A) (continued)
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Figure 12(B) (end)
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Figure 14A (continued)
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ICso (nM)/Max. inhibition (%)
Cell line
AB3 IgG1-MMAE MMAE alone
NCI-H1299 >1700/ 54.85 580.7 /59.84 2.17/84.5
NCI-H1299
15.19/67.5 358.4/67 1.14/77.68
CEACAMBG #12
NCI-H1299
54.26/ 60.58 568.3/52.69 2.83/73.7
CEACAMS #2F3
NCI-H1299
CEACAMS6 N256A 1374.55/56.39 536.8 /59.41 2.99/82.95
#19
NCI-H1299
463.25/75.06 512.75769.98 1.52/80.88
CEACAMS5 N256A #6
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Figure 14B (continued)
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Cell line ICso (nM)/Max. inhibition (%)
AB3 Tusamitamab-MMAE
Capan-1 (Pancreas) 2.07/62.54 78.14/ 58.84
CFPAC-1 (Pancreas) 52.33 /63.11 854.7/42.73
HCC4006 (Lung) 1.96/70.61 112.8/72.81
SNU-16 (Gastric) 5.29/96 68 0.28 /93.65
HT-29 (Colon) 56.37/87.56 65.93 /85
Figure 14C (end)
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Figure 15
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Figure 16
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Mean Tumour volume of BxPC-3 tumours

7009
%"5'”09 - Vehicle (PBS)
E\
600 *y == HulgG1-MMAE, 5 mg/kg

<> AB3, 5 mg/kg
S AB3, 1 mg/kg

(oL
(.) 3 6 9 1.2 1.5 1.8 2.1
Study day

15 Body weight change

-8 Vehicle (PBS)
= Hu lgG1-MMAE, 5 mg/kg
~» AB3, 5 mg/kg
<% AB3, 1 mg/kg

Mean body weight change(%) + SEM
N

L
¢

O 3 6 9 12 15 18 21
Study day

Bay 21 Data Summary

Tumow Grawh Analysis Taxicity

Jroup { WOrGuR Scrrdute TG ANDVA TRE ENTRD
Y P vatse) fraly §avally

B & Pz

2 2 5 madks w7 0 Q]

3 8 AB3 5makg i wta AE

4 N AB3 1 omgdis 0 R

27/29



WO 2022/245299

Mean TV (mm?) + SEM

1400+
1200+
1000+
800-
600
4001
200;

PCT/SG2022/050336

Comparison of tumour growth profiles for NCI-H1299 isogenic clones
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Figure 18
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Treatment Regimen Tumour Growth Analysis Toxicity
Test Mean TV TG1 [ ANOVA PR CR Max. 8w | TR0 NTRD
Cell line n/Group article Dose Route Schedule {mm?) ) (n/all n/all} (n/all) Loss (%) (nlgal (n/all)
6 PBS - 772,03 0/6 0/6 Nﬁ):’" 0/6 0/6
NCI-H1299 5 W D[r"";z‘ygo Onday3
-1.24%
6 AB3 ma/ke 571.52 32 ns 0/6 0/6 ( ) 0/6 0/6
NCI-H1299 6 PBS ) 73051 - 0/6 0/6 Onday3 | g 0/6
Dosing - (-1.52 %)
CEACAME B v on Day 0 Onday 3
ok n
#12 6 AB3 me/ke 90.37 110 5/6 0/6 (0.14%) 0/6 0/6
NCI-H1299 6 PBS ! 598.44 0/6 0/6 No BW 0/6 0/6
Dosing loss
CECAMS 5 Vol onpayo No BW
ak
#2F3 6 AB3 melke 96.38 108 6/6 0/6 loss 0/6 0/6
NCIOH1299 6 PBS - ) 1180.72 0/6 0/6 No BW 0/6 0/6
N256A v Dosing NA loss
5 on Day 0 No BW
CEACAMS #6 :
6 AB3 malke 899.74 28 ns 0/6 0/6 oss 0/6 0/6

Figure 19
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