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— 3

5 -~ C1-C6

c

§ & native VWF

g 2 -&- VWFAC1-C6

= —~ BSA

o

<

< 1+

(2}

£

T

£

@ g

0.0001 0.001  0.01 0.1 1 10
[1-G5 mAb] pg/ml

-~ C1-C6
8 native VWF
-& VWFAC1-C6
-+ BSA

0.0001 0.001  0.01 0.1 1 10
[4-B12 mAb] pg/ml



-5/34 - PCT/GB2022/050989

WO 2022/223966

Figure 4

11

1.236-10
E
T

i
£
13810

v
»

¥
_840E-13
2.50E-11

&

0.0000121
2
3

00000915
00000107

0.0000139
0.0000039:

s

. b.onood

o

0.00

15100000 0.00000376

7370000
2480000
70700.00 0.000005

2
A5

1
2
1

3

ure 5

Isotype control

Aoy eplite#_Ka 1/

Fi




WO 2022/223966 -6/34 - PCT/GB2022/050989

Figure 6A
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Figure 6B
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Figure 6C
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Figure 7B
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Figure 7D
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Figure 9

human VWF protein residues Domain | Antibody | ka kd {1/s) | KD (M)

(1/Ms)

2255-2333 c1 1-A2

2334-2402 2 1-A2

2430-2496 c3 1-A2

2497-2577 4 1-A2

2578-2646 cs 1-A2 1.70E+05 | 7.93E-05 | 4.66E-10
2647-2722 6 1-A2

2255-2333 c1 1-D5

2334-2402 2 1-D5

2430-2496 c3 1-D5 1.64E+03 | 2.43E-03 | 1.49E-06
2497-2577 c4 1-D5

2578-2646 cs 1-D5 1.55E+05 | 1.43E-04 | 9.22E-10
2647-2722 c6 1-D5

2255-2333 c1 1-G5

2334-2402 2 1-G5

2430-2496 c3 1-G5

2497-2577 4 1-G5

2578-2646 cs 1-G5 2.14E+07 | 4.78E-03 | 2.23E-10
2647-2722 6 1-G5

2255-2333 c1 3-H9

2334-2402 2 3-H9

2430-2496 c3 3-H9

2497-2577 4 3-H9 3.04E+04 | 1.42E-03 | 4.66E-08
2578-2646 cs 3-H9 1.60E+05 | 3.19E-05 | 1.99E-10
2647-2722 c6 3-H9

2255-2333 c1 4-H3

2334-2402 2 4-H3

2430-2496 c3 4-H3

2497-2577 c4 4-H3

2578-2646 cs 4-H3 4.36E+07 | 1.22E-02 | 2.79E-10
2647-2722 6 4-H3
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Figure 11

Antibody ka (1/Ms) kd (1/s) KD (M)

1-A2 parent 5.93E+04 4.76E-07 8.02E-12

1-A2_VH- 6.64E+04 8.30E-09 1.25E-13

par_VL-par

1-A2_VH- 2.56E+04 1.81E-07 7.07E-12

par_L1

1-A2_VH- 5.96E+04 7.44E-07 1.25E-11

par_LO

1-A2 H2 VL- 2.45E+04 7.80E-06 3.18E-10
ar

I1)—A2_H2_L1 1.90E+04 3.84E-08 2.03E-12

1-A2 H2 1.0 3.61E+04 3.50E-06 9.69E-11

1-A2 _H1_VL- 3.98E+04 9.49E-07 2.38E-11

par

1-A2_H1 L1 2.38E+04 1.40E-07 5.89E-12

1-A2 H1 LO 3.49E+04 6.54E-07 1.87E-11

1-A2 HO_VL- 3.51E+04 6.18E-07 1.76E-11

par

1-A2 HO L1 6.32E+04 2.73E-06 4.32E-11

1-A2 HO LO 1.19E+05 2.74E-08 2.31E-13

Antibody ka (1/Ms) kd (1/s) KD (M)

4-H3 parent 1.86E+05 2.84E-06 1.53E-11

4-H3 VH- 1.37E+05 9.81E-06 7.17E-11

par_VL-par

4-H3 VH- 1.23E+04 1.75E-08 1.43E-12

par_L1

4-H3 VH- 4.88E+04 8.46E-08 1.73E-12

par_LO

4-H3 H8_VL- 5.49E+04 5.99E-07 1.09E-11

par

4-H3_HS8_L1 5.28E+04 9.15E-07 1.73E-11

4-H3 H8 LO 4.52E+04 5.66E-07 1.25E-11

4-H3 H7 VL- 2.93E+04 3.05E-07 1.04E-11
ar

5—H3_H7_L1 6.54E+04 3.82E-07 5.84E-12

4-H3_H7_LO rep 1.08E+05 1.73E-07 1.61E-12

4-H3 H6_VL- 5.53E+04 3.63E-07 6.55E-12

par rep

4-H3 H6 L1 6.57E+04 1.14E-07 1.73E-12

4-H3_H6_LO 4.12E+04 2.67E-08 6.49E-13

4-H3 _H5_VL- 2.69E+04 4.34E-07 1.61E-11

par

4-H3_H5_L1 1.03E+05 5.95E-08 5.75E-13

4-H3 _H5_LO 1.35E+05 4.93E-08 3.66E-13
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4-H3_H4_VL- Binding
par confirmed
4-H3_H4 11 4 45E+04 6.25E-09 1.4E-13
4-H3 H4 1.0 2.71E+04 5.24E-07 1.93E-11
4-H3 H3 VL- 5.42E+04 1.59E-06 2.94E-11
par
4-H3 H3 L1 1.15E+05 1.72E-07 1.49E-12
4-H3 H3 1.0 7.56E+04 1.45E-07 1.92E-12
4-H3_H2_VL- 9.00E+04 1.75E-06 1.94E-11
par
4-H3_H2 1.1 2.99E+04 1.36E-07 4.53E-12
4-H3_H2 1.0 3.35E+04 9.13E-07 2.73E-11
4-H3_H1_VL- 2.82E+04 1.87E-07 6.64E-12
par
4-H3_H1_ L1 3.10E+04 4.27E-07 1.38E-11
4-H3_H1 1.0 1.34E+05 2.49E-06 1.87E-11
4-H3 HO VL- 2.21E+04 2.89E-07 1.31E-11
par
4-H3_HO_L1 rep 3.69E+04 1.52E-07 4.12E-12
4-H3 HO_LO No binding
Antibody ka (1/Ms) kd (1/s) KD (M)
1-D5 parent 1.72E+05 4.20E-06 2.43E-11
1-D5_VH- 1.50E+05 3.34E-06 2.23E-11
par_VL-par
1-D5_VH- 9.60E+04 7.91E-06 8.24E-11
par_L1
1-D5_VH- 1.32E+05 6.59E-06 5E-11
par_LO
1-D5_H2 VL- 1.35E+05 4.20E-06 3.12E-11
par
1-D5_H2 11 2.98E+05 1.13E-05 3.8E-11
1-D5_H2 1.0 1.38E+05 1.06E-06 7.66E-12
1-D5_H1 VL- 7.80E+04 2.37E-08 3.04E-13
par
1-D5_H1 L1 7.10E+04 6.72E-09 9.46E-14
1-D5_H1 L0 7.79E+04 1.25E-07 1.6E-12
1-D5_HO_VL- 7.70E+04 2.38E-09 3.1E-14
par
1-D5_HO_L1 1.69E+05 2.99E-07 1.77E-12
1-D5_HO_LO 7.52E+04 1.13E-08 1.5E-13
Antibody ka (1/Ms) kd (1/s) KD (M)
3-H9 parent 1.50E+05 9.05E-06 6.03E-11
3-H9_VH- 2.06E+05 8.94E-06 4.34E-11
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3-H9 VH- 1.92E+05 2.12E-05 1.11E-10
par_LO
3-H9 H2 VL- 9.20E+04 1.14E-06 1.24E-11
par
3-H9 _H2 LO 7.81E+04 8.74E-07 1.12E-11
3-H9 H1 VL- 2.29E+04 7.18E-08 3.13E-12
par
3-H9 H1 LO 1.82E+04 2.84E-07 1.56E-11
3-H9 HO VL- 8.77E+04 3.59E-07 4.09E-12
par
3-H9 HO LO 8.09E+04 8.46E-08 1.05E-12
Antibody ka (1/Ms) kd (1/s) KD (M)
1-GS5 parent 8.16E+04 2.07E-06 2.53E-11
1-G5_VH- 1.78E+05 8.45E-08 4.75E-13
par_VL-par
1-G5_VH- 1.07E+05 1.28E-06 1.2E-11
par_L1
1-G5_VH- 1.06E+05 3.80E-07 3.58E-12
par_LO
1-G5_H2_VL- 2.62E+04 3.78E-07 1.44E-11
par
1-G5_H2 L1 1.29E+05 2.25E-08 1.74E-13
1-G5_H2 1O 2.99E+04 3.90E-07 1.3E-11
1-G5_H1 VL- 2.46E+04 1.66E-07 6.77E-12
par
1-G5_H1 L1 4.07E+04 6.03E-07 1.48E-11
1-G5_H1_LO No binding
1-G5_HO_VL- 8.45E+04 7.20E-07 8.52E-12
par rep
1-G5_HO L1 7.90E+04 1.02E-06 1.29E-11
1-G5_HO_LO 8.24E+04 9.05E-08 1.1E-12
Figure 12
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