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FIG. 3G
Analyte k,(1/Ms) k,(1/s) K, (M)

AS06962_sdAb 1.26E+07 5.74E-03 4.54E-10
AS15872_sdAb 1.98E+05 2.86E-03 1.45E-08
AS15881 sdAb 1.36E+05 3.13E-04 2.31E-09
AS15883_sdAb 9.49E-+04 2.64E-04 2.78E-09
AS15892 sdAb 1.45E+05 3.86E-04 2.67E-09
AS15899 sdAb 4.25E+05 1.37E-03 3.22E-09
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FIG. 6A
Ligand Analyte k,(1/Ms) k,(1/s) K, (M)
AS15140 HCADb 1.79E+05 1.88E-03 1.05E-08
AS15152 HCAb 1.94E+05 3.55E-03 1.83E-08
AS15156 HCAb 6.66E+04 1.78E-04 2.67E-09
AS15193 HCAb 7.90E+04 7.51E-05 9.51E-10
AS06962 HCAb 1.80E+05 7.10E-03 3.90E-08
AS15881 HCAb PD-1 His 1.00E+05 3.50E-04 3.30E-09
AS15883 HCAb 8.20E+04 3.20E-04 3.90E-09
AS15892 HCAb 1.10E+05 4.30E-04 4.00E-09
AS15899 HCAb 2.20E+05 8.40E-04 3.80E-09
AS25170 HCAb 5.60E+04 5.50E-04 9.80E-09
Keytruda 2.50E+05 2.60E-03 1.00E-08




WO 2019/137541
FIG. 6B
AS515140_HCAD
50+ e
— 40+ //
=
&
o 30
L)
c
2 20-
3
& 10-
0 * *
O 300 600
Time {5}
FIG. 6D
AS15156_HCAD
30-
=5
& 20+
8
=
2
@ 10~
w
0 i 1 £ 3 1
0 300 800 800 1200
Time (s}
FIG. 6F
AS06962 HCAD
40+
5 301
x
o
2 20
o
>N
o
o 104
G % L
¢ 300 600
Time (s}

6/29
PCT/CN2019/071691

FIG. 6C
AS15152 _HCAD

50+
=404 7 N
=
& N,
w 30
12
c
2 204
2
= 10 _

0 ;
0 300 600
Time {s)
FIG. 6E
AS15183_HCADb

30+
=)
&
&
g
3
o
®

G H) ) 1 3
0 300 800 900 1200
Time (s}
FIG. 6G

AS515881_HCADb

Rasponse (RU)

1200

0 300 600 900
Time {5}



7/29

WO 2019/137541 PCT/CN2019/071691
FIG. 6H FIG. 6l
AS15883_HCADb AS15892_HCAb

20+ 30-
= 25
- o |
e © 204
L L
¢ £ 15-
Q L=
[+ ®

5.
0 ' , ' , 04 ; , . .
0 300 600 900 1200 0 300 800 900 1200
Time (s) Time (s}
FIG. 6J FIG. 6K
AS15893_HCADb AS25170_HCAb

25- . 80~
5 5
o &
o 15- v
o @
e &
2 10- 2
;
o 5 N 44

g! H ¥ ¥ i i ]

0 300 600 900 1200 0 150 300 450

Time {s} Time {s}
FIG. 6L
Keytruda

50+

Response (RU)




8/29

WO 2019/137541 PCT/CN2019/071691

FIG. 7A FIG. 7B FIG. 7C

- AS15881_HCAL -+ AS15898 HCAb -+ A515140_HCAD
500 00 500
45D 450 = 450
108 LY B
= = hd <
§ 300 8 3004 o300
= ot A = * =
E 150 E  ys0. E s
& & w
o ) . o
o ¥ v ¥ 0 v v v 1 1 ¥ : ' v ]
wWEot w1t 1wt L (R L L PR EEEE DR L S
Cone. b} Cone. (ni) Cone, (n¥)
FIG. 7D FIG. 7E FIG. 7F
- AB15156 HCAB -+ AS15195 HCAb = AS24884 HCAb
004 600 §00
o 450 T 45 ¢
28 & 2%
= B =
§ 300l 5 3004 . g 300 /A
= = . =
£ s E 4501 £ s
1 a &
@ & . o
o ; . . . o . - . r s - : !
[ E L T L E 102 qot 1w et 1w W 102 10t 40 10t 10r apd
Cone. fobf) Cone. (o} Cone. (n#)
FIG. 7G FIG. 7H FIG. 71
-+ ASIEORT_HOAL -+ AS2E0E4_HCAD -+ AS2E0ET_HCADL
500 00 500
o 48 o AR T 450
& b K
o & = *
g 300 3 300+ g 300 +
= = =
E 450 E 450- T
& & o
o f 9 o
o o o
EHEIE I L LR ELE I L L A 0% 4 400 1wt 1E 0
Cone. (nl) Cong, (oM} Cone, (nW)
FIG. 7) FIG. 7K FIG. 7L
808 -+ ASZ5071_HCAD -+ AS25115_HCAB -+ AB25117_HCAD
3 _ 600+ _ 500
4504 z x
& T 4504 = 450
© % &
] . *
z 300 E 3004 5 w0
. E
E : :
g 180 % 150 E 50
< & &
o i Y v b ¢ e : . s 2 ; ; ;
wiooqet 10 10 e W w1t 19t Wt 10F 1 0wt e 1 et

Conc, (b} Cone. (k) Canc. {lif)



WO 2019/137541

FIG. 7M

-« AS25119_HCAb

00
T
T 4504
o
[
£ 3004 ‘/‘/"1
=
Y ,.)//
£
&
;E}'a 1!:‘#" 10 1;}‘ 163 1;3:‘
Gore., {nll)
FIG. 7P
- ATCHIB4 HOAD
10
T
o 4504
%
z
g 3004
=
g 1506+
kg
&
480 199 100 for 400 100
Come. {(nlilt}
FIG. 75
s AS25396 HCAD
G0
T
< 4504
&
=
£ 304
&
g 160+
o
&
107 101 100 00 10T 10
Cong. {nhl}
FIG. 7V
- AG2E436_HCAD
£l
£
5 4504 *
B
z
3 3004
=
g 150+
R
4
192 1&" 10% 1ot 107 1w
Cong. (i}

9/29
PCT/CN2019/071691
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FIG. 7X
Samol AS15881 | AS15899 | AS15140 | AS15156 | AS15193
amp’le HCAb HCAb HCAb HCAb HCAb
EC,, (nM) 218 1.48 232 4.91 1.26
Samol AS25071 | AS25115 | As25117 | As25119 | AS25149
amp’le HCAb HCAb HCAb HCAb HCAb
EC,, (nM) 4.74 4.06 3.22 3.29 10.65
Samol AS25396_ | AS25457_ | AS25487 | AS25435_ | L
amp’le HCAb HCAb HCAb HCAb cytruda
EC,, (nM) 3.84 4.04 8.94 4.91 2.44
Samo] AS24984 | AS25037 | AS25064 | AS25067 | AS25156
amp’le HCAb HCAb HCAb HCAb HCAb
EC,, (nM) 722 6.62 5.46 4.96 918
Samol AS25164 | AS25170 | AS25222
ampie HCAb HCAb HCAb
EC,, (nM) 6.15 7.20 4.59




Goom, Mean (FL3-H) Geonr, Mean {FL3-MH) Geom. Mean (FL3-H)

Gaom. Mean {FL3-H)

WO 2019/137541

FIG. 8A

> AS15881_HCAb

300+
2004 2
1
i S T 13
103 10t 190 10!
Cond. (M)

FIG. 8D

-e AB15156_HCAbL

te*

30
2004
100
102 10 190 1w
Cone. (n)

FIG. 8G

-~ ABZH037_HCAb

16?

162

3
-
2004 N
»
100 *
& T
102 107 100 w
Cone, (nM})
FIG. 8J
-e ABZS0TI_HCAb
H
2004
L
W T ¥ ¥ ¥
10 10 19% (i 10*
Canic, {nil)

11/29

FIG. 8B

-+ AB15899 HCAb

300+
T
o3 .
g 200
P -
“
]
]
£ A0
]
]
]
102 16" 1%"’ 1!3‘ téz
Core, M}
FIG. 8E
- AB15193_HCADL
3D
T
"
L 2004
]
ko
o
=
g e \
g
3
6]
102 10t 190 W 1g?
Cone, {n)

FIG. 8H

- AB26084 HCAb

360+
T
% .
T 200
= *
g ¥
=
g 100
£
&
10° 104 490 40t 402
Cone. (nh)
FIG. 8K
- AS25115_HCAb
366+
3
9
T 2001
g
G
=
S F50-
£
L
5
102 1&'1 155 1;31 ’Eéz
Cone. {nbl}

FIG.

PCT/CN2019/071691

8C

+ AS15140_HCAD

300+
T
3
o 200+
c
=
@
=
£ 100
I+
&
&
100 gt 100 g0t 102
Cond, (i}
FIG. 8F
-& AB24884 HCAD
300+
5
3
L 2004
[
B
@
z 100
g
&
0
5 s : : £,
0 10 10 Wt w0
Conc, i}
FIG. 8l
-& AB2EDET HCAD
300+
T
3 *
R 200+ *
§
o
=
g 100y
]
é
[ ¥
kL 10 100 10t EL S
Cone. {nl)
FIG. 8L
-+ AB2E117_HCAD
300+
T
3
@ 2004 .
&
o
]
=
g $00
<]
o
&
:0'3 ’Ei‘!" 1&** ‘H;“" *163

Cone. (nM)



WO 2019/137541

FIG. 8M

- A525118_HCAR

300
T
3
[k
4
Ll
R4
=
g 100
L
@&
@
i £ T ¥ ‘3
1% 104 10! 10! 104
Cane, inM)
FIG. 8P
- AS25164 HCAD
300+
EL,’ 200+ .
&
=
£
z o
£
G
o
i T T 3 1
1 10 1o* 10" 104

Cone. (nH)

FIG. 85

- AB25398_HCAL

30
T
3
M 200
e
o
£ 00
g
&
o
b
a t ¥ ¥ 4
10 104 10¢ 10! 104
Cane, inM)
FIG. 8V
- ARZE435 HCAD
06
4
o .
£ 206 P
-4
&
E
g e
g
&
IS - *
103 10 108 10t 1%
G, nh

12/29

FIG. 8N

Georn. Mean [FL3-H)

-+ AS25149_HCADR

300~
. *
2004 * *
100
o ¢ ¢ + %
10 10 W 10t 10¢
Cone. {nM}

FIG. 8Q

Geom. Maan (FL3-H)

- B525170_HCAD

306
*
200- ¥
td
400+
g : : . *,
1w et 100 107 102
Cone. (nM]

FIG. 8T

Geom. Mean (FL3-H)

Geom Mean {FLIH]

-+ ASZH45T_HCADR

PCT/CN2019/071691

FIG. 80

- AS26156_HCAD

300 -
T
% .
-t
W 200~ .
&
)
=
£ 100
)
o
2
@ ¥ ¥ # §
1% 16 10t 101 19%
Cone, (ol
FIG. 8R
- AS2E2Z2 HCAD
300
3
o
B 200
=
&
o
=
g 100
8
&5
[
0 v v 1
40 104 107 101 1%
Cang, (nk)

FIG. 8U

3001 -+ ASIE4BT_HOAD
a0

200+ ra— g .

& 200 .
¥ 5

100 é
¢ o
o
£
&

] ¥ ¥ ¥ 4 + 5

10 1 gy 1t 10t 0 ki 10° ki W0

Cone, (M} Coné. {0}
FIG. 8W
- Kayiruds
360+
200
*

100+

o " ; =

10 10° 10¢ 10° 10t

Cone. {nid}



13/29

WO 2019/137541 PCT/CN2019/071691
FIG. 8X
Samole | ASISSBL_ | ASIS899_ | ASISI40_ | ASISIS6_ | AS15193
amp’le HCAb HCAb HCAb HCAb HCAb
IC, (nM) 1.66 0.91 0.88 2.20 0.79
Samole | AS2S07L_ | AS25115_ | AS25117_ | AS25119_ | AS25149_
amp’le HCAb HCAb HCAb HCAb HCAb
IC,, (nM) 241 2.15 2.06 1.57 8.00
Samole | AS25396_ | AS25457 | AS25487_ | AS25435_ | L
ampie HCAD HCAD HCAD HCAD eytruda
IC, (nM) 1.34 2.44 724 2.70 0.97
Samole | AS24984_ | AS25037_ | AS25064_ | AS25067_ | AS25156_
amp’le HCAb HCAb HCAb HCAb HCAb
IC, (nM) 4.59 6.58 2.91 3.51 6.04
Samole | AS25164_ | AS25170_ | AS25222
amp’le HCAb HCAb HCAb
IC, (nM) 3.25 3.01 1.66
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Sample | AS15881 HCAb | AS15899 HCAb | AS15140 HCAb | AS15156 HCAb
EC., (nM) 3.09 2.60 2.21 451
Sample | AS15193 HCADb | AS25170 HCAb Keytruda
EC, (nM) 0.97 8.36 1.59
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FIG. 10A FIG. 10B
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Best-fit values
Sample ID
Bottom Top EC,, (ng/ml)
AS15140 HCAb 42.26 74.11 0.062
AS15156_HCAb 40.08 73.57 0.048
AS15193 HCAb 33.56 85.39 0.082
Keytruda 46.59 98 0.330
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Ligand Analyte k,(1/Ms) k,(1/s) K, (M)
AS15193 HCAb 1.2E+05 4.7E-04 4.0E-09
AS15193VH8 HCAb 6.80E+04 6.60E-04 9.70E-09
AS15193VH8MI1 HCAb PD-1 His 6.10E+04 1.20E-03 2.00E-08
AS15193VH18 HCAb 8.60E+04 6.00E-04 7.00E-09
AS15193VH18M1 _HCAD 9.20E+04 1.40E-03 1.50E-08
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FIG. 22
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FIG. 27
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FIG. 28
Sample AS06962 | AS15872 |AS15881|AS15883_|AS15892 [AS15899 |ASQ7424 |AS31543_
P _sdAb | _sdAb | _sdAb sdAb sdAb sdAb sdAb sdAb
Amount(mg) 4.39 17.79 8.29 2.22 2.78 0.74 2.34 4.09
Purity >85% >90% >90% >80% >90% 80% >90% >85%
Endotoxin
<0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.01
level(EU/ug)
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FIG. 29

AS15881 | AS15899 [AS15140-| AS15156 |AS15193 [ AS25071 | AS25115 |AS25117_

Sample _HCAb | HCAb | HCAb | HCAb | HCAb | HCAb | HCAb | HCAb
096 | 148 | 133 1.24

Conc.(mg/ml) 1.92 1.58 1.73 2.13
Amount({mg) 6.73 5.54 6.06 11.70 3.77 4.18 5.06 4.72
Purity >90% >90% >90% >90% >90% >85% >90% >90%
Endotoxin level(EU/ug) <0.01 <0.01 <0.01 <0.01 <0.01 <0.01 <0.1 <0.1
AS25457 | AS25487 | AS25435 | AS24984 | AS25037_

AS25119 [ AS25149 [ As25396
_HCAb | HCAb | Hcab | Hcab

Sample _HcAb | _HcAb | _HcAb | _Hcab
Conc.(mg/ml) 115 1.23 112 1.47 1.64 1.41 0.65 0.62
Amount(mg) 4.39 468 | 4.05 720 | 9.10 3.86 135 1.90

Purity >90% | >90% | >90% | >90% | >90% | >85% | >85% | >85%

Endotoxin level(EU/pg) | <0.1 <01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01 | <0.01
AS25067 | AS25156 | AS25164 |AS25170 | AS2522_

carmoy AS25064
ample _HcAb | _Hcab | Hcab | _Hcab | _Hcab | Hcab

1.35 1.37 1.18 1.18 1.26 1.00
6.10 5.93 5.22

Conc.(mg/ml)

Amount(mg) 5.57 4.68 4.60
Purity >90% >85% >90% >90% >90% >90%
Endotoxin level(EU/ug) <0.01 <0.01 <0.01 <0.01 <0.01 <0.01




