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FIG. 98 NK fold frequency from PBMCs-21 days

100

80

80~

40

K Cell freguency

20

" : ) * ¥
Ardi HEL FUSEY47 FUSE1148 FUSE1145 FUSEM48

FIG. 9C NK fold expansion from PBMCs-21 days

8=

60=

40

MK Cell fold expansion

3 ) 3 ¥
Anti HEL FUSE1147 FUSE1148 FUSE1145 FUSE1146



WO 2024/259391 PCT/US2024/034221
14/123
24-hour killing at E:T of 311
FIG. 10A 100+
~® & Fuss-1083
& Fuse-1072
% Fuse-1085
£ Fuse-1074
o S Fuse-1082
Z,’ gamma delia T S8 ® Fuse-1075
2 X call with P815 SiF
= eGFF Flue ceil S 4
S 504
g
?
L Fuse-i078
oo X .
X R W anti-HEL
O L] 1] 5 s L] 1 1
161 109 101 102 10% 104 105 108
Concentration (pM)
anti-HEL Fuse-1062Fuse-1063Fuse-1085Fuse-1072Fuse-1874F use-1075Fuse-1078
Kiiiing Emax {%}] 5.013 75.22 ]7.56 79.41 84.61 75.62 71.97 1388
Kiiiiﬁg ECS0 {pM}] Unstable] 1784 45,48 73.48 27.45 95,22 1374 Unstable
Killing AUC 3947286 {60017451169919179162791550167494375i160916056i559605734 8091733
¥iG. 10B £00- 24-hour killing at E:T of 311
= Qd_,_,..ﬁmm@w»@ % Fuse-1072
= et T oo P . @ Fuse-1084
amma delta T cell with &" -------- = J—
5 3 3315 GGFP FLus cell ==l B Fuse-1077
g R ® Fuse-1073
S 504
< S S K.~ O WHNR. % Fuse-1076
[
£
§
B ) Fuse-ig78
2 Seeeafllag & anti-HEL
E) L] ? L] L} L] L) L
100 109 101 107 103 104 10% 108
Concentration {phi)
anti-HEL {Fuse-10648Fuse-1072 Fuse-1073 Fuse-1076 Fuse-1077 Fuse-1078
Killing Emax {36} 5.769 7218 84.06 61.67 41.9 63.99 18.47
Killing EC50 {pM] | Unstable 203.8 55.67 887.7 2440 713.2 a1a52
Killing AUC 4580287 {574595609166451706148251341132229201153870025111440617




WO 2024/259391

Fig. 118 100

killing percentage (%)

15/123

Killing

PCT/US2024/034221

Fuse-1136
S5C8-5A1-E4IL18mMBA-IL15m10-1
Fuse-1137

SCR-5AT-L15m10-1

Fuse-1138

S5C8-5A1-B4HL18mMBA

Fuse-1132 5C8-8A1-F¢

;\\\\\ & anti-HEL
0 H & ¥ ] E ¥ B ¥
100 10! 102 108 104 108 108
Concentration {(pM)
anti-HEL | Fuse-1136 | Fuse-1137 | Fuse-1138 | Fuse-1138
Killing Emax (%} 5.907 77.65 69.28 60.74 54.29
Killing EC50 {pM)} Unstable 38.93 68.73 147 .32 165.9
Killing AUC 727241 7586205 6881847 5985196 5203886
FIG. 11B IFN-gamma release
10000
- Fuse-1138
Q270 O 508 6A1EAL18MIA-IL1EMT0-1
80004 s
’ﬁ
&
o g
£ 60004 ;
g ¢
= ,’§
ﬁ 4000+ f g Fuse-1137
g 5C8-5A1-IL15m10-1
= Fuse-1138
2000+ 5CE-5AT-E41L18mBA
8 Fuse-1138 8CB-5A1-Fo
Sy aNHHEL
16 101 102 10 104 105 108
Concentration (pM}
anti-HEL | Fuse-1136 | Fuse-1137 {Fuse-1138{Fuse-1139
IFN gamma release Emax {pg/ml) 0 9698 Unstable 305.6 157.8
N gamma release ECSO {ph) Unstable 3448 Unstable 368.2 16.78
IFN gamma release AUC 0 8511953751191263791128371126114958383




WO 2024/259391

FIG. 124

NK cell and P815 eGFP FLUC cell 24-hour cytotoxicity assay

16/1

23

PCT/US2024/034221

705 1:1
) -+ Fuse-748
B0 @ Fuse-750
-+ Fuse-749
-&- anti-NKP4a D2-9A%5
—
§' 50} a FUSﬁ“zéz
o %- Fuse-751
g ; 1 & anti-NKP46 461-G1
= < = Fuse-739
8 -+ Fuse-741
& - Fuse-740
o 30 - Fuse-753
o
= ~ Fuse-743
- W Fyse-742
204 -« Fuse-744
& Fuse-747
= Fuse-746
10- ~~~~~~~ * Fus@“?éﬁ
X . - . , ™ anti-HEL
101 100 101 102 10° 104 105 108
concentration (phd)
anti-HEL  [Fuse-745  Fuse-746 | Fuse-747 [ Fuse-748 { Fuse-749 | Fuse-750] Fuse-751 | Fuse-752 { Fuse-753
k‘“m{fjmax NA 1041 | 1051 | 1239 | 6129 | 5401 | 5565 | 3825 | 4315 | 2089
)
k‘mg;if}cse NA ~1762 | ~672.3 | 2382 | 4498 | 575 447 | 1554 | 1815 | 1314
Kitling AUC 37.06 4364 | 4435 | 4422 | 2112 | 1833 | 1892 | 1242 | 1328 | 973
) anti-NKPA6 | anti-NKPAG )
anti-HEL 461-G1 D2-9A% Fuse-738 § Fuse-740 § Fuse-741 | Fuse-742 | Fuse-743 | Fuse-744
k’""‘gﬁimax NA 35.8 43.91 3391 | 2082 | 3094 158 7354 | 17.04
k‘“’(’;}gjfsg NA 68.66 60.74 7264 | 1328 1 7686 | 74.33 108 83.22
Kilfing AUC 37.06 1235 1515 1159 | 1033 | 1061 | 74.05 | 8435 | 6482




WO 2024/259391 PCT/US2024/034221
17/123

FiG, 128

NK cell and P815 eGFP FLUC cell 24-hour cytotoxicity assay

680 i
21 A + 406
" L% 4CY
e A
L4
&
@ & Fuse-748 (2E7)
(=)
S 40 * 3H8
% < 3F8
% £ 5810
g & BEY
5 & anti NKp4g6
ol (I12-8A5)
)] 3
& 3 BBY
= 208
= oo x NKosl+ S 3A8
i} P315 cell 3 .
S 188
g N ~ \\\\\‘i\\\m‘“\\\“\.\“\:\\q“\\“\\\\m“\\\\\;\ i
N\ X Vo gnti-HEL
] E] ] i H 1] ) » H
101 109 101 102 103 104 10° 106
Concentration (pM)
mouse anti-
anti-MEL | human NKP4S Fuse-748 406 4¢a SELIQ
{D2-945)
killing Emax 24.02 45,06 57.39 83,51 38.79
Killing EC50 {pM} 21.45 §5.32 100.3 138.3 202.4
Killing AUC 058622 36692890 35186226 45024531 41548642 30010002
3HK 268 208 SE7 3A6 1B8 SHY
killing Emax 42.38 41.05 33.63 36.77 28.49 30.28 33,91
Killing ECS0 {pM) 236.2 184.8 5173 587.8 4954 1301 1388
Killing AUC 33252883 | 31768925 | 22458026 | 28958187 | 21732669 | 18267010 | 26515301




WO 2024/259391 PCT/US2024/034221

18/123

FIG. 12C
NK cell and P815 eGFP FLUC cell 24-hour cytotoxicity assay
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FIG. 17A
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FIG. 19
250000 T cell with DC at 86 hour
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FIG. 58A
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FIG. 88A MDA-MB-231 in humanized NSG mice
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