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Antibody |ka [1/Ms] = kor] kd[1/s] |Binding to hAPC(SPR) / KD [nM]
TPP-26870] 1060000 | 0.0138 12.9
TPP-26926 | 534000 0.0163 305
TPP-26862 | 1580000 | 0.0213 135
TPP-26894 | 1940000 0.075 142
TPP-06864 | 1510000 | 0.0169 1.2
TPP-26864 | 1210000 | 0.0107 8.79
TPP-26860 | 1080000 | 0.0147 13.5
TPP-26018 | 613000 |0.00818 13.4
TPP-26025 | 537000 0.015 279
TPP-26862 | 002000 0.152 160
TPP-26873 | 1090000 0.0121 11.2
TPP-26872 1 1160000 1 0.0148 12.8
TPP-26674 | 992000 0.0131 13.2
TPP-268711 1030000 | 0.0142 13.8
TPP-26035 | 562000 0.010 18.6
TPP-24727 | 505000 10.00942 18.7
TPP-26034 | 518000 0.010 19.8
TPP-26024 | 578000 0.0159 275
TPP-26920 1 679000 0.0191 28.1
TPP-26021 534000 0.0185 31.1
FIG. 2
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Antibody normalized amidolytic activity|normalized amidolytic activity
@ 8 nM lgG / [AU/mM 1gG] @ 3.2 nM IgG / [AU/mM 1gG)
TPP-26870 (3.958 1770
TPP-26026 (.998 1473
TPP-26862 0.911 1.543
TPP-26884 (.436 0.527
TPP-26863 0.736 (.855
TPP-26864 0.630 (.863
TPP-26868 0.711 1.020
TPP-26G18 (.686 0.973
TRP-26825 0.805 1.363
TPP-26882 0.514 (.832
TPP-26873 (.758 1.074
TPP-26872 0.811 1.105
TRP-26874 0.773 1.1056
TRPP-26871 0.755 1.215
TRP-26935 {(3.952 1.504
TPP-24727 8.730 1191
TRP-26934 0.955 1.582
TPP-26920 0.677 (.863
TRP-26921 0.736 {.941
FIG. 4
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FIG. 5 (Continued)
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APTT Clotting Time - Screen 2
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Screen 1 Screen 2

10 nM | 30 nM 10 nl 30 nM
TPP-26870 112.1 8§2.35 113.05 85
TPP-26926 130.35 92.45 131.25 95.35
TPP-26882 190.85 141.4 195.35 | 147.25
TPP-26862 138.15 | 101.85 185.2 114.6
TPP-24727 1374 978 140.9 101.25
TPP-268863 152.8 107 154.85 | 115.05
TPP-26864 132.35 92.75 133.65 97.8
TPP-26869 143.8 99.85 1424 100.5
TPP-26871 148.4 102.9 151.05 | 11035
TPP-26872 146.25 | 102.65 146.8 107.75
TPP-26873 129.5 81.7 131.25 95.8
TPP-26874 130.05 914 138.25 97.85
TPP.268%4 188.15 | 139.05 190.6 143.35
TPP-26918 1290.05 93.2 128.6 96.25
TPP-26920 133.05 8938 126.05 91.8
TPP-26921 166 114.15 159.1 112.3
TPP-26924 275.55 258.4 263.4 256.45
TPP-26925 139.3 98.05 144.15 102.2
TPP-26934 147.3 896.25 152.95 103.9
TPP-26935 128.05 84.4 126.6 85.35
No igG 261.8 264.05 | 256.55 258.2
No Protac 41 41 40.8 40.8

FlG. 6C
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L) o

Antibody |, ﬁfﬁéiﬁzﬁf APC i(if;g?;am)
TPP26870 33.636
TPP26926 39,57
TPP26874 20.22
TPP26918 7812
TPP26920 18.754
TPP26935 24.700
TPP26863 5393
TPP26869 32.996
TPP26871 30.615
TPP26872 16,254
TPP26894 12.406
TPP26021 14594
TPP26924 106317
TPP26925 9.410
TPP26934 13.016
TPP26862 5506
TPP26882 15,254

TBP24727 (1e7) 13278

FiG. 7
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TPP24727 (ref)
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Antibody {Piateau Barrier Significance Significance
{n=2) |Protection (%) SU [it-test vs TPP24727)(ANOVA with Dunnett)
TPP26870 29.9 15.6 P=0.0484 Ns
TPP26926 513 7.9 P=0.0002 P=0.0038
TPP26873 34.3 717  ns(P=0.0675) Ns (P=0.13)
TPP26874 17.2 12.7 ns ns
TPP26918 19.3 21.1 ns ns
TRP26920 10.1 13.5 ns ns
TPP26935 44.0 13.8 P=0.0036 P=0.019
TPP24727 9.2 81. - -
FIG. 8B

SUBSTITUTE SHEET (RULE 26)



WO

MNormalized Intensity

2023/168432 PCT/US2023/063716
16/35
300000 - H3
5 -3 no Ab

250000 ™\ -z~ TPP2427 (ref)
200000+

150000 ~

100000 —

50000 —

0....
i f { {
4] 30 60 90 120
Time (min}
APC APC + TPP24727
Mr M
0 15 30 4560 75 90120 M O 15 30 45 60 75 90 120 min

250
150
100

75

50

37

25

20

15

10

FIG. 9A

SUBSTITUTE SHEET (RULE 26)



WO 2023/168432

17/35

PCT/US2023/063716

-~ TPP26863 3¢ TPP2eg72 -V [PP26924 -®- TPP26862
-7 TPP26869 - TPP28894 -©- TPP26325 ——  TPP26882
-&- TPP26871 A& TPP26921 - TPP26234 & NoAb
©- TPP24727
Histone 3 Cleavage
(1 APC: 10 Antibody Ratio)
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ko= )
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@ _§ 9
o O
2 E
[5] .
- O 4
T Z 100000+
0 8 ¥ L] ¥
0 30 &0 90 120
Time (min}
H3 Band Intensity
0 min 60 min
TPP26863 268217 50428
TPP26863 2826585 119707
TPP2BET1 281466.5 | 1321515
TPP26872 288966 130000
TEP26894 299310 158276
TPP26821 330345 240650
TPP26924 2825743 | 1122187
TPP26925 291676 186840
TPP263834 306478.5 161203
TPP263862 321678 | 26862.33
TPPZ26882 323636.5 184791
No Ab 292068 187626.3
TPP24727 252553 44294
FIG. 9B
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APC: Antibody Ratio
Ab No APC 1:0 1:0.3 1:1 1:16
TPP26870 255063.7 11691727 [101320.3 | 193684 1819807
TPP26926 255063.7 (169172.7 | 209047 (2043693 2031413
TPP26873 255083.7 1169172.7 | 202836.3 {201049.7 | 180088
TPP26874 2756548 1181485.8 | 228521 | 225733 {198680.3
TPP28918 2756548 1181405.8 | 218520 | 225838 | 199436
TPP26920 275654.8 11814958 1204557.3 | 201350 | 186666
TPP26935 265472.2 {171337.7 |208011.3 | 205640.3 | 202348.7
FIG. 9C
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Ab T1/2 {minutes; mean) sD P value vs No Antibody
No Antibody 1 294 3 ref
No Antibody 2 311 3.2 ref
TPP26862 93.9 15.9 <0.0001
TRP26863 nd e nd
TPP26869 101.6 9 <0.0001
TRPP26870 110.8 21.9 0.0006
TPP26871 111 19.3 <0.0001
TPP26872 121 124 <(.0001
TPP268873 nd nd nd
TPE26874 107.6 2.3 0.0009
TPP26882 135.7 354 <(.0001
TPP26894 91.5 4.2 <0.0001
TRP26818 196 14.8 <{3.0001
TRPP26920 198.4 10 <0.0001
TPP26921 92.4 4.7 <0.0001
TRPP26924 29.8 3.6 0.9%99
TPP26925 105.7 15.8 <0.0001
TPP263926 88.7 9 0.0033
TPP26934 84 4.3 <0.0001
TPFP26935 86.4 1.2 (3.0193
TPP24727 129.2 1.2 <(.0001
FIG. 10
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Antibody VYH Mutation VL Mutation
TPP-26922
TPP-26938
TPP-29843 8537
TPP-29844 N31i
TPP-20845 Y32F
TPP-29846 N3P
TPP-20847 Y100F
TPP-20848 Q27E
TPP-20849 S5E6W
TPP-29850 N5TW
TPP-20851 N358
TPP-20852 N31F
. TPP-28853 F103M
Variants of TPP-26870 TPP.2085A AR
TPP-29855 S54R
TPP-20856 N57H
TPP-20857 Y100W
TPP-20858 SH6R
TPP-20860 Qa3T
TPP-20861 SE6R
TPP-29863 S28R
TPP-20864 NS7R
TPP-28865 M34F
TPP-29886 T57P
FIG. 11
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FIG. 14A(Continued)
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H3 Band Intensity
8 min 60 min
TEP-26922 342633.3 251909
TPP-2693% 3457147 2514283
TPP-29843 333695.5 235631.3
TPP-29844 322054.8 200035
TPP-29845 331525 211881.3
TPP-2984¢ 329407.8 2311113
TPP-29847 336344 2258187
TPP-29848 350585 1410686.7
TPP-2084% 345365.5 2041487
TPP-28850 377189.5 229388.7
TPP-28851 388140.2 288082.3
TPP-28852 3B1755.7 227780.7
TPP-29853 352819.7 233814
TPP-28854 370552.2 281745
TPP-29855 360891.5 253049
TPP-29856 325071 2350627
TPP-29857 331262.2 252832.3
TPP-29858 325115 248677.7
TPP-29860 322676.5 201865
TPP-29861 321151.8 2379453
TPP.29863 330800.7 225057
TPP-29864 330402.2 253804.3
TPP-29865 340089.7 2385297
TPP-29866 334653.2 2253373
No Ab 314078.5 214661.3
TPP-26870 (ref) | 3109185 214334
FIG. 14B
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