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CD3 CD137 
Kon 

(M-1-s-1) 
Koff 
(s-1) KD (M) 

Kon 
(M-1 - s-1) 

Koff 
(s-1) KD (M) 

H183L072 3.54E+04 1.20E-02 3.40E-07 3.47E+03 1.96E-02 5.66E-06 
H0868L0581 1.23E+05 1.94E-02 1.57E-07 1.22E+04 1.36E-03 1.11E-07 
H1550L0918 7.20E+04 3.16E-03 4.38E-08 1.09E+04 5.79E-03 5.30E-07 
H1571L0581 1.42E+05 1.56E-02 1.10E-07 1.21E+04 1.05E-03 8.68E-08 
H1610L0581 6.80E+04 1.42E-03 2.09E-08 1.07E+04 1.10E-031.03E-07 
H1610L0939 5.00E+04 2.53E-03 5.07E-08 1.30E+04 8.01E-04 6.18E-08 
H1643L0581 9.46E+04 2.51E-02 2.65E-07 1.23E+04 6.06E-04 4.94E-08 
H1647L0581 4.43E+04 1.01E-01 2.28E-06 9.98E+03 6.47E-04 6.48E-08 
H1649L0581 7.50E+04 3.36E-02 4.49E-07 1.29E+04 5.53E-04 4.28E-08 
H1649L0943 6.10E+04 4.81E-02 7.89E-07 1.43E+04 4.68E-04 3.28E-08 
H1651L0581 7.18E+04 3.71E-02 5.17E-07 1.40E+04 6.03E-04 4.32E-08 
H1652L0943 6.23E+04 6.36E-02 1.02E-06 1.29E+04 4.70E-04 3.64E-08 
H1673L0581 7.96E+04 1.06E-03 1.33E-08 1.19E+04 9.60E-04 8.04E-08 
H1673L0943 5.50E+04 1.16E-03 2.10E-08 1.22E+04 7.22E-04 5.91E-08 
H2591L0581 1.02E+05 5.35E-02 5.25E-07 2.04E+04 7.42E-04 3.63E-08 
H2594L0581 9.83E+04 5.84E-02 5.93E-07 2.09E+04 1.63E-03 7.81E-08 





X-ray data collection and refinement statistics 

Data collection 
Space group 
Unit Cell 

C2 

a.b.c (A) 233.795, 74.019, 81.986 

c(,R,Y (°) 90.000, 108.858, 90.000 

Resolution (A) 77.585-3.705 
Total reflections 99,488 
Unique reflections 14,221 

Completeness (highest resolution shell) (%) 99.2 (99.7) 
R,,„„ a  (highest resolution shell) 0.161 (1.052) 

Refinement 
Resolution (A) 48.822-3.705 
Reflections 14,195 
R factor b (Rfree  C) (%) 22.33 (27.50) 
rms deviation from ideal 
Bond lengths (A) 	 0.003 
Bond angles (°) 	 0.618 

a; Rme,„=LhkIDIlj (hkl) — 	(hkl)) 1lLhkUlj (hkl)J, where Ij (hkl) and 

(/ (hkl)) are the intensity of measurement] and the mean intensity for the reflection 

with indices hkl, respectively. 

b;R factor = Ihk/IFbalb(hk/)1-1Febs  (hki)l/Ehk/lFobs  (hkl)1, where Fobs  and Fcaio  are the 

observed and calculated structure factor amplitudes, respectively. 

c; Rfr„ is calculated with 5% of the reflection randomly set aside. 
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Antibody names and SEQ ID Nos 

Antibody 
ID Antibody name 

SEQ ID NOs 
Chain 1 Chain 2 Chain 3 Chain 4 

AbOl CLDN6AE25EK/DualAEO5KE-5G13251326 41 50 54 68 
Ab02 CLDN6AE25EK/DualAE15KE-5G13251326 41 50 55 68 
Ab03 CLDN6AE25/DualAE05-SG14001326 42 51 56 69 
Ab04 CLDN6AE25/DualAE15-SG14001326 42 51 57 69 

Ab05 
xCLDN6AE25/DualAE05- 
xSG1386k1385hVI 1 44 52 60 70 

Ab06 
xCLDN6AE25/Dua1AE15- 
xSG1386k1385hVI I 44 52 61 70 

Ab07 CLDN6AE25EK/DualAEO5KE-SG14051406 45 50 62 68 
Ab08 CLDN6AE25EK/Dua1AE15KE-SG14051406 45 50 63 68 
Ab09 CLDN6AE25/Dua1AE05-SG14071406 46 51 64 69 
AblO CLDN6AE25/Dua1AE15-SG14071406 46 51 65 69 

Abl 1 
xCLDN6AE25/Dua1AE05-
xSG1384k1383hV11 47 52 66 70 

Ab12 
xCLDN6AE25/Dua1AE15-
xSG1384k1383hV11 47 52 67 70 

Ab13 CLDN6AE25/Dua1AE05-SG13251326 48 53 56 71 
Ab14 CLDN6AE25/Dua1AE15-SG13251326 48 53 57 71 
Ab15 CLDN6AE25/Dua1AE05-SG14051406 49 53 64 71 
Ab16 CLDN6AE25/Dua1AE15-SG14051406 49 53 65 71 

Ab17 
xCLDN6AE25/Dua1AE05-
xSG1350k1349hVI1 43 52 58 70 

Abl8 
xCLDN6AE25/DualAE15-
xSG1350k1349hVI1 43 52 59 70 
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Antibody 
name 

Other 
name 

SEQ ID NOs: 
Chain 1 Chain 2 Chain 3 Chain 4 

C53348 - 193 195 194 192 
PPU4134 AbOl 41 50 54 68 
PPU4135 Ab03 42 51 56 69 
PPU4136 Ab04 42 51 57 69 
PPU4137 Ab17 43 52 58 70 
PPU4138 Ab18 43 52 59 70 











Details of study groups for in vivo anti-tumor efficacy evaluation 
a. Study groups using NCI-1-11435/HuNOG mice model 

Group Antibody Dose 
1 vehicle - 
2 CS3348 1 mg/kg 
3 PPU4134 1 mg/kg 
4 PPU4135 1 mg/kg 
5 PPU4136 1 mg/kg 
6 PPU4137 1 mg/kg 
7 PPU4138 1 mg/kg 

b. Study groups using OV-90/HuNOG mice model 
Group Antibody Dose 

1 vehicle - 
2 CS3348 0.05 mg/kg 
3 CS3348 0.2 mg/kg 
4 PPU4135 0.05 mg/kg 
5 PPU4135 0.2 mg/kg 



Summary of Toxicology Studies 

Study Type 	Species Treatment/ 
Observation 

period 

Animals Dose 
(micro g/kg) 

Single-dose toxicity: 

[CS3348] 	Cynomolgus 
Single dose 	monkey 

(3 to 4 years of 
age) 

Single IV dose, 8 
days 

1 male and 1 female 100 

[PPU4135] 	Cynomolgus 
Single dose 	monkey 

(4 years of age) 

Single IV dose, 
29 days 

2 males 90 





Binding affinity of PPU4135 towards human and cyno antigens 

Antigen 
affinity 

ka (1/Ms) kd (1/s) KD (M) 
human CLDN6 2.17E+05 7.94E-04 3.65E-09 
cyno CLDN6 2.18E+05 8.21E-04 3.77E-09 
human CD3eg 7.80E+04 2.66E-02 3.41E-07 
cyno CD3eg 1.01E+05 3.32E-02 3.29E-07 

human CD137 1.26E+04 5.91E-04 4.68E-08 
cyno CD137 8.35E+03 1.46E-03 1.74E-07 


















