WO 2025/175056 PCT/US2025/015857
1/102

B7-H7 binding

B7-H7 binding

a

FIG. 1A



WO 2025/175056 PCT/US2025/015857
21102

Heavy chain

Heavy chain

B

Light chain
A

FIG. 1B



WO 2025/175056 PCT/US2025/015857
3/102

Human B7H7 300.19

SO0
o & NPXAB-1
& SO0
< 8 NPXAB-2
<
b =
£ 30000 = NPXAB-3
5 20008~ e RRTS
z
52 080

Qa;\x\\\\\\“\ws\x\\\\\\m S .

44 42 a0 & &
Log [bsAb] {84}

FIG. 2A



WO 2025/175056

gMFl (aHu-APC)

4/102

Binding - 300.19 cyn B7H?7

PCT/US2025/015857

500001 & NPXAB-1
40000 N NPXAB2
e NPXAB-3
300004 . 80210
10000
hd
A
ommg_@mm&\ S
44 42 10 -8
fog [bsAb] (M)

FIG. 2B



WO 2025/175056 PCT/US2025/015857
5102
i Cefl Binding Titration Maximal
ADIName Human CB3 EC50 (M) Human CD3 R-Sqguared
! Jurkat Celis MFI
NPXAB-1 8.77E-08 7706 1.00
NPXAB-3 2.71E-08 3174 0.59

FIG. 3A



WO 2025/175056 PCT/US2025/015857

6/102
1500
------- NPXAB-2 -
i’g
T 1000- i
s &
> e
™
[m) e
O 500 @ ® g
0 I 1 1 1 1
4 3 -2 A1 0

log [Ab] (mg/mL)

FIG. 3B



WO 2025/175056 PCT/US2025/015857
7/102
Human
Octet Image: Human B7-H7- Fc on AHC
: e 3 B7-H7-Fc¢ Ky
Name Sensor, Bispecific in Solution {100 nil) ) kon {1/Ns) koff {1fs)
tMonovalent or Avid ") Monoya ent
or Avid
NPXAB-1 1.52E-10 6.93E+05 1.06E-04
NPXAB-3 1.66E-10 4 23E+U5 7.00E-05

FIG. 4A



WO 2025/175056 PCT/US2025/015857
8/102
Cyno
Octet Image: CynoB7-H7 -Fe.on AHC B7-H7- Fe k.
Name Sensor, Bispsoific in Solution (100 nM) M M ; Dt Ron {1/Ms) koff {1/s}
Monovatent or Avid () onovalen
of Avid
. ?*‘\»-\'“"‘““’“"\?“Wsi&m‘\,\um
NPXAB-1 5.53E-10 8.05E+05 4.45E-04
&w&%w"‘*“f\"\'\
NPXAB-3 1.97E-C8 2.93E+05 $.77E-04




WO 2025/175056 PCT/US2025/015857
9/102

Name
NPXAB-1 4.76E-00 2 39E+05 123E-08 0.84
e \‘\
NPXAB-3 1.086-08 2.45E+05 2.31E-03 c.64

FIG. 5A



WO 2025/175056

PCT/US2025/015857

C
Octet Image: Cyno CD3-Feon AHC Cl)igj:c
Nagne Sensor, Bispecific in Soluticn (100 nkt) K, (M) Kon {1/Ms) koftf {1/} Respotise {nm)
Monovaient o
Monovatent
NPXAB-1 4.22E-02 2.78E+05 1. 17563 075
..\\\3
NPXAB-3 1 02E-08 2.23E+08 2.26E-03 .59

FIG. 5B



WO 2025/175056 PCT/US2025/015857
11102

RERERES

TCRATDA Effector Celt (NFAT)

FIG. 6A



WO 2025/175056 PCT/US2025/015857
121102

156~
Strong Activation in Promega NFAT Jurkat Cell System
S
35 100~
Q
]
)
'5 S reld
R -2
:g B4 + NPXAB-1
i v NPXAB-3
- NPXAB-2
A 3 Soonni 3 < o N

43 42 1 10 8 .8 .7

Log hsAb {M)

FIG. 6B



WO 2025/175056 PCT/US2025/015857

13/102
4000000
\\\\\\\\\ N ~@~ NPXAB-1 (Jurkat CD3 only)
% 3000000 N N NPXAB-L (Raji+ Jurkat CD3)
5 S - - NPxaB-2 (Jurkat CD3 only)
§ 2000000 ~W- NPXAB-2 (Raji + Jurkat CD3)
£
£
5
—1 1000000+
e ent—
-6 -4 -2 0 2

log [Ab] (ug/mL)

FIG. 6C



WO 2025/175056 PCT/US2025/015857
14/102

Strong cytotoxic activity on target A204 cells

S 100~

-

-

&
S 80210
’g ‘ﬁ 50 - 80214
k> _g NPXAB-1
(o) NPXAB-3
e NPXAB-2
wiood
e
Of o-
S ®

=

=

2

~ -50 T T T 1

-14 -12 -10 -8 -6

Log bsAb (M)

FIG.7A



WO 2025/175056 PCT/US2025/015857
15102

80—
~&-~ NPXAB-1
-8 NPXAB-2 S
2 60— &k\“‘&\%\\\
3 N &/ﬁ"‘“‘”‘”ﬁ
T 40- L
[}}
9
=~
°7 20~
0 1 1 1 1
-8 -6 -4 -2 0

Log [Ab] ug/mi

FIG.7B



WO 2025/175056

16/102
80—
= v RN §
| \\‘ & L
o 609 & npxas2 P
E \\Q &
; N
T 40+ o
2 e
N S
) 2 0 | S
0 , | |
4 r o

log [Ab] (ug/mL)

FIG. 7C

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
171102

2 15000~
g #- NPXAB-1 (PBMCs only)
[ -® NPXAB-1 (Raji +PBMCs)
+
& 10000+ =& NPXAB-2 (PBMCs only)
‘é - NpxAB-2 (Raji + PBMCs)
o
i -
= 5000
=]
«
=) {
&) 0 T T T 1

-6 -4 -2 0 2

log [Ab] (ug/mL)

FIG. 8A



WO 2025/175056 PCT/US2025/015857
18/102

£ 25000

g -8~ NPXAB-1 (PBMCs only)
= 20000+ & NPXAB-1 (Raji +PBMCs)
8 =¥+ NPxAB-2  Raji + PBMCs)
& 15000

2 ~& NpxAB-2 (PBMCs only)
2 10000-

[T

E)

“ 5000

N

a

o

Log [Ab] ug/ml

FIG. 8B



WO 2025/175056 PCT/US2025/015857

19/102
1200
- = Tcells
o
E —4— T cells + NPXAB-2
@
£
=
=)
>
)
£
=
-
0 L] T L] l L] L] L] L] I L] L] L] L] I L] L] L] L] I L] L] L] L] I
5 10 15 20 25
A A A A

Days on Study

FIG. 9A



WO 2025/175056 PCT/US2025/015857

20/102
NPXAB-2

1000+
E 800 -& T cells Alone
£ —& NPXAB-2 0.1 mg/ki
g 600~ o
E - NPXAB-2 1 mg/kg
2 w0 -~ NPXAB-2 10 mg/kg
g
S 200+
-

Days on Study

FIG. 98B



WO 2025/175056 PCT/US2025/015857

21/102
NPXAB-1
1000
E - T cells Alone
£ ~&-  NPxAB-1 . 0.1 mg/kg
S -#- NPXAB-1 , 1 mg/kg
g ~a~  NPXAB-1 10 mg/kg
o
£
=
'_

Days on Study

FIG. 9C



WO 2025/175056 PCT/US2025/015857
22/102

600

— -= PBMC Alone
£ NPXAB-1
é e
o 400 -~  nNpxaB2 1
: 1
2
o
z 200
S
£
=
|

0_

Days on Study

FIG. 10A



WO 2025/175056 PCT/US2025/015857

23/102
Day
Group 18 22 25 29 31 35
%TGI P value %TGI Pvalue %TGI Pvalue %TGI P value %TGI Pvalue %TGI Pvalue
PBMC NA NA NA NA NA NA NA NA NA NA NA NA
NPXAB-1 52.7 <0.001 49.2 <0.0001 44.6 <0.0001 46.6 <0.0001 44.6 0.0002 38.2 0.0095
NPXAB-2 87.5 <0.0001 91.8 <0.0001 91.9 <0.0001 94.5 <0.0001 93.9 <0.0001 90.9 <0.0001

FIG. 10B




WO 2025/175056 PCT/US2025/015857
247102

12004 w7 Cofiz Alona

~&~ NPXAB-1

800+ <. NPXAB-2

600 -

Tumor Velume (mm”)

RN A
TRy

20 Y25 3
Days on Study

FIG. 11A



WO 2025/175056 PCT/US2025/015857
25/102

T Celis Alone

1500

oy

o

<
|

00 -

600 ~

300

Tumor Volume (mm”)

5 10 15 20 25 36
Days on Study

FIG. 11B



WO 2025/175056

26/102
NPXAB-1
1500
-
E 1200~
£ 120
g g00-
=
£ 600
.
g
300 -
& R
9 ; RN v ¥ ¥ ]
5 40 156 20 25 30

Days on Study

FIG. 11C

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857

27/102
NPXAB-2
1500+
:’g
1200
E
§ 900~
£ 00
‘5 s
g 300
R | ¥ 1 ¥

§ 10 15 206 25 30
Days on Study

FIG. 11D



WO 2025/175056 PCT/US2025/015857
28/102

-~®- NPXAB-2 10ug/kg, iV, single dose, n=2
~&+  NPXAB-2 13ugiky, |V, two doses, n=2
2 NPXAB-2 3uglkg, i¥, singte dose, n=2
NPxAB-1 10uglkyg, IV, single dose, n=2
- NPXAB-1 100/300uglkg. V., two doses, n=2
~&- NPXAB-1 1000ug/kg, IV, single dose, n=2
4.0~ - NPXAB-2 1ouglky, IV, single dose, n=2

%

«
tn
P

@
=}
!

Body weight (kg)

25

I ¥ H i T 1 T T ¥ i §
<7 4 0 3 7 10 14 21 28 35 42 49
Days

FIG. 12A



WO 2025/175056 PCT/US2025/015857
29/102

~~  NPXAB-2 10ugikg, IV, single dose, n=2
NPXAB-2 1/3ug/kg, IV, two doses, n=2
NPXAB-2 3uglkg, IV, single dose, n=2

-~ NPXAB-1 10ugikg, 1V, singie dose, n=2
NPXAB-1 100/300ug/kg, 1V, two doses, n=2
NPXAB-1 1000ug/kg, IV, single dose, n=2
NPXAB-2 10ugikg, IV, single dose, n=2

Body weight change (%)

-10 T T T T T T 7 T 1
(] 3 7 10 14 21 28 35 42 438
Days

FIG. 12B



WO 2025/175056

Fold change {% }
Relative to Day D-pre dose

30/102

The fold change of CD3+ cells in cyna CD45+ celis

~&~  IMO01-Y2004021, 3 uglkg, IV, single dose
~&-  IMO02-Y2004071, 3 ugikg, IV. single dose
1MB01-Y2002038, 1ouglkg, 1Y, singie dose

1M002-Y 2086043, 10ugikg, iV, singte dose
—ie TBO1-Y2005831, 10ugrky, 1V, single dose
200~ o TMO0R-Y2083003. Tougrkg, V. single dose

FIG. 13A

PCT/US2025/015857



WO 2025/175056

Fold change {%}
Relative to Day 0-pre dose

&

31102

The fold change of CD3+ cells in cyno CR45+ cells

e 2M001-Y2004033
2M002-¥2004019

13 ugikg, 1V, Iwo doses
300+

113 ugikg, IV, two doses

200

100+

ol —
S DA 2N A D O
I P S O RS T
¥ QP @é*\*@ BT Pt

~
& A &
Q’Q < PR \5.9 Q'bo'b

o

FIG. 13B

PCT/US2025/015857



WO 2025/175056

32102

The fold change of CD20+ cells in cyno CD45+ celis

&

IMQ01-Y 2004021, 3 ugikg, V. single dose
3MD0B2-Y2004071, 3 uglkg, 1V, singte dose
e IMO01Y2002039, 10ugikg, IV, single dose
1MQ02-YZ2086043. 1hagiky, IV, siagie dose
7H0081-Y2005031, 10ugikg, IV, single dose

250+ - TMO02-Y2003003, 0ugikg, IV, single dose
@
8
LB 200+
Ho 1504
£%
24
S0 1004
5 <
22
= 50
]
4
0
g
o
&

FIG. 14A

PCT/US2025/015857



WO 2025/175056

Fold change (%)
Relative to Day D-pre dose

A
&

33/102

The fold change of CD20+ cells in cyno CD45+ cells

s 2MODTAY 2004633,

113 ugikyg, IV, two doses

2004 -~ 2M002-Y2004019, 313 ugikg, 1V, two doses
‘\\\\
150 f
100 -5
50-
¥
0 T T T T T T ¥ v T T 4 ¥
200 3 M e o A N
o o8 o & BT RN qt 4P W
O R PP S S
£ oS &@_{\0000
< ST T

Q‘D

FIG. 14B

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
34/102

The fold change of CD3+ cells in cyno CD45+ cells

SN 4NO01-Y2004015, 1Duglkg, IV, single dose
~ AMO002-Y2006045, 10ugikg. IV, single dose
- 6M001-Y2006013, 1000 ugtkg, ¥, single dose

2004 -~ BMO02-Y2005001, 4000 ugikyg, IV, singls dose
@
@
S
FTe 1504
%
R
@
2%
o ® -
sz 100
S o
5 -
-
W2 504
s
L]
o
0
L
Q.Q
S
Q’D

FIG. 15A



WO 2025/175056 PCT/US2025/015857
35/102

The fold change of CD3+ cells in cyno CD48+ celis

~e— 5M001.Y2005093, 100/300 ugfkg, IV, two doses
150~ -o~ S5M002-Y2006073, 100/300 ugfkg, IV, two doses

100~

Fold change (%)
Relative to Day 0-pre dose
©
<

0 T T T F T T T T T T T
SR PN SRR A NP D
zb° N Q"‘\Q@ebo g ’&fb oﬁoﬁqﬂaﬁoﬁ\
< 0006‘ < o@‘\ >
%Q \b« Q'
o° &

FIG. 15B



WO 2025/175056

Fold change (%)
Relative to Day O-pre dose

The fold change of CD20+ cells in cyno CD45+ cells

250

200-

1604

36/102

e 4001 Y2064015, 1duglkg, IV, singte dose
e 4MO02.Y2006015, uglky, iV, singte dose
= GMO0-Y2006013, 1000 ug'kg, IV, single dosse
-~ 6M002-Y2005001, 1000 ugikg, IV, single dose

100+

50+

FIG. 16A

PCT/US2025/015857



WO 2025/175056

Foid change (%)
Refative to Day 0-pre dose

371102

The fold change of CD20+ cells in cyno CD45+ cells

—o— 5M001-Y2005095, 100/300 ugikg, IV, two doses

200, —o— 5M002-Y2006073, 100/300 uglkg, 1V, two doses
150 7y
/ ‘
AN
1004 -@-----F N - o ...\ ...... / B R \.
7N
ST
0 1 Ll H T L L T 1 T 1
@ 5 A S AN D
F T BB W A A AT
E o @ PSS
R < W P
-\
o’b

FIG. 16B

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
38/102

The fold change of CD25+ celis in oyno CD3+ cells

-&-  3MO01-Y2004629, 3 ugeig, IV, single dose
g 3MI002-Y2004671, 3 ugfkg, IV, single doss
~& 1MD01-Y2002038, 10ugtkg, IV, single doss
o IMG02-Y2008043, 10ugkg, IV, single dose

e 7MO61-Y2005031, fougkg, ¥, single dose
200 - o THIOR2-Y 2003603, 10ugixg, IV, single dose

@

@

2
:\;‘ ¢ 150 7
a8
22
£%
R 1060+~
<o
T
52
w50

m

B

o

0 7 T T T T H 1]
o,,a » %‘;o _{b *'\ N
& Q N o‘b o° 2 A
& Sy Q <
RO P
N
H

FIG. 17A



WO 2025/175056 PCT/US2025/015857
39/102

The fold change of CD25+ cells in cyno CD3+ cells

SR 2M001-Y2004033, 1/3 uglkg, IV, two doses

250~ s> 2MI002-Y2004019, 153 uglkg, IV, two doses
T 200+
ISR
by
=1 -
2’: 150
£5
Qo 100
o<
gs
® 50+
@
74
0 T T T 3 T T T T T T T
P R R R SO S A
& TP FaGV S
Q"GQ@@ Qﬂz',sg*'\QQQO
*Q‘ A\ AR +id
* &

FIG.17B



WO 2025/175056

Fold change (%)

250
W
8
s 2004
2
& 10
>
)
a
o 1004
E
B 50
Q
oz
0
&
Q.Q
0,5;

The fold change of CD25+ cells in cyno CD4+ T cells

40/102

-@-- 3ME01-YZ004821,
-5 3MGOR-YR004671,
e 1MO01-YZ2002039,
: 1MED2-Y20086543,
TMO04-Y2005031,
TMGOR-Y20030603,

3 ugrkg. IV, single dose
3 ugkg. Y, single dose
HWuglkg, 1V, single dose
10ugikg. 1V, single dose
10ugfkg, 1V, single dose
Augrkg, 1V, single dose

FIG. 17C

T

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
417102

The fold change of CD25+ cells in cyno CD4+ T cells

e 2M001-Y2004033, 173 ugikyg, IV, two doses

2504 - 2ME02Y2004018, 173 ugkg, IV, two doses
§ .
S 200+
2t
[y 50
g,% 1590
248
© o 1004
ﬁ‘ﬁ
6 @
w2
% 50
[}
12
O T T i T l H T H T H v T
X S A AN Y
o 58 &2 3OS AN R
9 Q7 B &NV KY
Q&b @b:\ N QQ@b S PP o
@Q‘ © N O
™ <

FIG. 17D



WO 2025/175056

Fold change {%)
Retative to Day O-pre dose

The fold change of CD25+ celis in cyno CD8+ T celis

500

400

300+

200+

100

42/102

~g~  3MOTI-Y2004029,

S

389002-Y2004571,
13001-Y2002033,
1MDB2-Y 2008043,
7M001-Y2006634,
TMO02-Y 2003003,

3 ugikg, IV, singte dose
Jugika, IV, single dose
1ougikg. IV, single dose
Wugikg, IV, single dose
10ugkg, IV, single dnse
10ugiky. IV, single dose

FIG. 17E

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
43/102

The fold change of CD25+ cells in cyno CD8+ T cells

—a 2ZM001-Y2004933, 113 uglkg, 1V, two doses
500 -~ 2M002-Y2004013, 113 ug/kg, IV, two doses

Fold change (%}
Relative to Day 0-pre dose

D T T T T T T k] T T
P LI o) S 'i\ 'If 9’
AR “*4‘0"' Ao
N Q':' @ ‘5‘ 2y
o° < AR
)
be o’b‘i

FIG. 17F



WO 2025/175056

Fold change (%)
Relative to Day 0-pre dose

The fold change of CD6%+ cells in cyno CD3+ celis

44102

g 3MO01-Y2004021,
- 3M002-Y2004071,
e 4MB01-Y2002038,
~&- 1MDD2-Y2006043,
e TMOG1-Y2005031,

400~ - TMO02-Y2003003,

300

200

100 - =

3 ugfkg, IV, single dose
3 uglkg, V, single dose
10ugfky, IV, single dose
10uglkg, IV, single dose
16uglkg, 1V, single dose
10ugtkg, IV, singie dose

FIG. 18A

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
45/102

The fold change of CD&3+ cells in cyno CD3+ celis

~~ 2M001-Y2004033, 113 ugikg, IV, two doses

200~ - 2M002-Y2004018, 143 ugfkg, IV, two doses
b
S
Fe 1504
5B
c.,o
§F 100
© o
39
22  so-
13
@
"4
D T T T T T T T T T T T T
@ 00 DA e N N oD O
2 > & LN A S
&5 PP RGP o o
IR @‘7;\*'\0000
“Q’Q Q< \b,ﬂ S
2 3
< of

FIG. 18B



WO 2025/175056 PCT/US2025/015857
46/102

The fold change of CD89+ cells in cyno CD4+ T cells

% 3MO01-Y2004021, 3 uglkg, IV, single dose
IMOD2-Y2004071, 3 ugikg, iV, single dose
1M001.Y2002039. 10uglkyg, IV, single dose
e TM002-Y2006043, 10ugtkg, IV, single dose
o TMG0E-Y2005031, 1Dugtkg, IV, single dose

400+ - TMOD2-Y2003003, 10ug/kg, V. single dose
@
w
S
e 306
g
o &
2%
o 4
% S 260
k] 8
s
[t £ 160+
)
[
[
bD
&
&
2

FIG. 18C



WO 2025/175056 PCT/US2025/015857
47102

The fold change of CD83+ cells in cyno CD4+ T celis

e 2M001-Y2004033, 143 uglkg, tV, two doses
1504 - 2M002-Y2004019, 1i3 ugfig, iV, two doses

1004

o
o
:

Fold change (%)
Relative to Day O-pre dose

FIG. 18D



WO 2025/175056

Fold change (%)
Relative to Day 0-pre dose

The fold change of CD89+ cells in cyno CO8+ T celis

400 -

300+

200+

-

U

100+ %

48/102

3M001-Y2004021,
3M002-Y2004071,
1MO01-Y 2002032,
1M002-Y2006043,
7M001-Y2005031,
7MD02-Y2003003,

3 uglky, v, single dose
3 ugikg, IV, single dose
1ougrkg, Iy, singte dose
10ugixg, IV, singie dose
1ougrky, 1Y, singie dose
10ugiky, IV, single dose

FIG. 18E

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
49/102

The foid change of CD69+ cells in cyno CD8+ T cells

~v~  2M001-Y2004033, 1/3 ugtkg. IV, two doses

250 - 2MO02-Y2004018, 13 ugikg, 1V, two doses

&
_§  200-
ge
s
83 150
S%
£a
o8& 100
o8

5 504

[

x4

O ¥ T 1 T T 1 T T
ee ‘o '(\ ’b‘ A ,»'\ ,tb 5‘3’
N @o'ss & \“ 'b‘\ o ofzﬁo'b“
° Py N P
Q NQ R 7
N R
P &

FIG. 18F



WO 2025/175056 PCT/US2025/015857
50/102

The fold change of CD25+ cells in cyna CD3+ celis

v 4AM001-Y2004015, 10ugikg, IV, singie dose
e 4M002-Y2006015, 10ugiky, IV, single dose
- GM001-Y2006013, 1000 ugikg, IV, single dose

250 - 8RM002-Y2005001, 1000 uglkg, IV, single dose

&
T 200+
=2
by

S 450-
22
F-ga §
Yo 1004y
E L
22

& S50+

T

o

0 T T T T T 7
(] X X A &
& N v
& o NN I Y
& o) Ny Q O
SRR~
Ky
o'b

FIG. 19A



WO 2025/175056 PCT/US2025/015857
51/102

The fold change of CD25+ cells in cyno CD3+ cells

~o~  5M001-Y2005085, 100/300 ug/kg, iV, two doses
400+ -o~ 5M002-Y2006073, 100/300 ug'kg, iV, two doses

300

200+

400~

Fold change (%)
Relative to Day 0-pre dose

D T T T T T T T T T
e X N DA e e AN D)
& P PG T W N S
@Q@\G\ (9@%\0000
*Q’Q < NVQ QP
Q’b Q’i"

FIG. 198



WO 2025/175056

Fold change (%)
Relative to Day 0-pre dose

52/102

The foid change of CD25+ cells in cyno CD4+ T celis

e 4MO0H-Y2004015, 10uglky, 1V, single dose
g ANIO02-Y2006615, 18ugikg, IV, single dose
& SMOG1-Y2006013, 1080 ugfig, IV, single dose

300~ - 8M002-Y2005001, 1800 ugikg, 1V, singte dose
200+
1004

0 T T T T T T T

L3
& B N
CHEIRN v IR

PR POl & &

AR
ﬁb*

FIG. 19C

PCT/US2025/015857



WO 2025/175056

Fold change {%)

53/102

The fold change of CD25+ cells in cyno CD4+ T cells

~e—~  5MOD1-Y2005095,

100/300 ugikg, IV, two doses

FIG. 19D

300~ -o- 5RI002-Y2006073, 100/300 ugikg, IV, two doses
&
[+]
©
g /
S 200+ /)\
: /ﬂ\\ [?\\ / &
g S /'_‘@*f:ﬂ{/t
/
)
:; 100 -7 oo W ........................
=
s
©
4
0 T 1 T T T T T T H T T T
G0 0 DA e AN Y
&f (S & AN A L
& Qyua' <:)'$§()'ﬁ & \“‘pfon' B B B B
@dg\‘s\ (5@/:?\{‘0000
o® < N < o?
N &

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
54/102

The fold change of CD25+ cells in cyno CD8+ T celis

- ANOB1-Y 2004015, 10ugiky, IV, single dose

i 4MBD2-Y20060815, 10ugikg. iV, single dose

- 6MO0Y-Y2006013, 1000 ugikyg, 1Y, single dose
500 < 6MO02-Y2005001, 1000 uglkg, iV, single dose

@O
&
LB A00+
IR -
Py
S 3004
£2
£a
U g 200
29
£ 2
s 1004
@
0 T T T T T ¥
g & o > A L
F & P PN BN
© ) N Q Q &P 3
&
Q
G

FIG. 19E



WO 2025/175056

Fold change {%)
Relative to Day 0-pre dose

55/102

The fold change of CD25+ ceils in cyno CD8+ T cells

—~e—  5M001-Y2005085,
&~ 5M002.-Y2006073,

1001306 ugikg. IV, two doses
100/300 ugkg, IV, two doses

/ \/
O

I/ 1Y

{7
/ \
4 Y
7 T T 4 T T T T T T T T
o v,\ CNAIEE Y f\"" oy
N o‘* o P
boqa S Yoy e’\\\»@ c"?’o""‘o@o@\
< b‘ 00‘0
Qeﬂ

FIG. 19F

PCT/US2025/015857



WO 2025/175056

Fold change (%)
Relative to Day 0-pre dose

56/102

The fold change of CD89+ cells in cyno CD3+ cells

506+

400+

300+

200+

ANO01-Y2004015, 18ugikg, IV, singfe dose
- AMB02-Y2006015, 1Quglkg, IV, single dose

- GMI001-Y2006013, 1600 ug/kg, 1V, single dose
e GMO02-Y2005001, 1008 uglkg, IV, single dose

1004 -

FIG. 20A

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
57/102

The fold change of CD89+ cells in cyno CD3+ celis

——  5M001-Y2005095, 108/300 ugrkg, 1V, two goses
400 ~e~ SMD02-Y2006073, 100/300 ugikg, V. two dosses

300+

200+

Fold change (%)
Relative to Day 0-pre dose

FIG. 20B



WO 2025/175056 PCT/US2025/015857
58/102

The fold change of CDE3+ cells in cyno CD4+ T celis

4MO01-Y2004015, 18ugikg, IV, single dose

~  4MB02-Y2006015, 10ugikg, V. single dose
~- §M001-Y2006013, 1800 ugikg. IV, single dose

4004 o~ §MOB0U2-Y2805601, 1008 uglky, IV, single dose

300

2004

100+

Fold change (%)
Relative to Day O-pre dose

FIG. 20C



WO 2025/175056

Fold change (%)
Relative to Day 0-pre dose

The

59/102

fold change of CD69+ cells in cyno CD4+ T celis

—8—  5MO001-Y2005085, 400300 ugikg, iV, two dosses

200 —o- S5MO0Z-Y2006073,  100/300 ugiky, 3V, two doses
150- //’ \ 7\
\
/1A A
100 o= /\v\//\\f' ...... \ \&\
/ }/ )
Y Y A
50+
D T T T T T T T T ¥ i
LN SR SN LIENSIIN NI w
& “’b‘xa' o’”*di\ bo%\"" Y @{1‘ f&&fb*
Q@Q'S\ﬁ\ Ed VIRV
Y K3 Q F
&

FIG. 20D

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
60/102

The fold change of CD69+ cells in cyno CR8+ T cells

e 4M001-Y2004015, 10ugiky, IV, single dose
- 4MO002-Y2006015, 10ug/ky, IV, single dose
e 6MO01-Y2006013, 1000 ugikg, IV, single dose

600+ -~ 6MO02.Y200500%, 1000 ug?kg, IV, single dose
3 A \
ge ‘ -
S8 400
g
5
£ Q
&
S ¢ 200+
-
&
[
o
G T ] T T T ¥
[ 0 Ny B >
S AN B N A
@b S ‘\\ L F B
E A
S
B

FIG. 20E



WO 2025/175056

Fold change (%)

61/102

The fold change of CD69+ celis in cyno CD8+ T celis

~&~  5i1001-Y2005095, 100/300 ugfkg, V. two doses

800~ ~©- 5M002-Y2008073, 1007300 ugfkg, 1V, two doses
a
8
o 600+
o /\
o
- / b
T 400 / \
: | \ ,\/.\
§ 200 r/ \
P et ;
© e/ VUTIUI: - N SOOI RIOPOON
o
07— T T 1
A PO QA A
2 N PN AN b‘
S o@“o@ Sy 0@0@@0@
P L
*Q’ V) R34 N oF
&
< Qrs\

FIG. 20F

PCT/US2025/015857



WO 2025/175056

62/102
G-C8F
3MO01-Y2004021, 3 uglky, 1V, single dose
3MO02-Y2004071, 3 ugfkg, IV, single dose
MO0 Y2002039, 10ug/kg. IV, single dose
1M002-Y2006043, 1ougtkg, IV, single dose
TR0 Y2005031, 10ugikg, IV, single dose
TMO02-Y2003003, 10uglkg, IV, single dose

158 -
E
S 100+
Q
T
f=y
=]
Q
g 50
]
g
{?/
o®
o’}‘q

FIG. 21A

PCT/US2025/015857



WO 2025/175056

Obs Cone{pg/mi}

<

)

63/102

G-CSF

e 2M0B1Y 2004033,
150~ o 2ZMDO2-Y2004019,

113 uglky, 1V, two doses
U3 uglkg, 1V, two doses

100~

50+

.

By

0 sl B N W S \ ) ) S \
SIS P (P IS K AP Y
S W P WG )
PRSI LB A
& < Al

&

FIG. 21B

PCT/US2025/015857



WO 2025/175056

Obs Cone{pg/ml}

2.0+

1.5+

64/102

Ny

IMO01-Y2004021,

- 3MOCZ-Y2004071,

1MOT4-Y2002038,
1MO02-Y2006043,
TMOU1-Y2005031,
TMO02-Y2003008,

3 uglkey, IV, stngle dose
3 ugfkg, 1¥, single dose
10ugiky, IV, single doss
10ugiky, iV, single doss
10ugikg, IV, single doss
10ugiky, IV, single dose

PCT/US2025/015857



WO 2025/175056

65/102

IFN-y

~® 2R0G1-Y 2804033, 13 uglkg, iV, two doses

1.0 -~ 2M002-Y 2004019, 13 ugikg, iV, two doses
= 0.8+
E
2 06
T
5
O 044
b/e3
2
© 0.2+
8.0 ey § 3
"@x\v“a‘\ ev&o'\q’,}@,
5 m’: FPAIX IS P
‘\Q.Q Pt Q & gﬁ\
o N
Q o

FIG. 21D

PCT/US2025/015857



WO 2025/175056

Obs Conc(pgimi)

5000+

4000+

3000~

2000+

1000+

66/102

IL-1RA

3M001-¥2004021,

- 3MI002-¥2004071,

TMO01-Y 2002039,
HMO02-Y2006043,
TMOC1-Y2005031,

TMOC2-Y2003003,
*

3 ugikg, IV, single dose
3 ugikg, IV, single dossa
18ugrkg, 1V, singte doss
10ugkg, 1V, single dose
10ug/kg, 1V, singie dose
10ugiky, 1V, single dose

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
67/102

IL-1RA

- 2M001-Y 2004033, 113 ugikg, 1V, two doses

BOGO~ -« 2M002-Y2004010, 1/3 uglkg, IV, two doses
Z 6000
=)
&‘
g  4000-
3]
Q
]
Q 2000+ N
\\
8 by o . $
g A el R
& W & LI A Vi
TP P
& B @ a0 N OOTONO
Qg R o
& Q W O ¥
) A
Q o

FIG. 21F



WO 2025/175056

Obs Conc(pgiml)

150~

100

S0

68/102

-8

~&~  3M001-Y2304021,
~ 3M002-Y2004071,
N TMG01-Y20302030,
s TMO02-Y2006043,
e TMOO1-Y2005031,
TMQ02-Y2003Q03,

3 ugikg, ¥, singie dose
3 ugikg, IV, single dose
hugiky, IV, singls dose
10ugiig, IV, singte dose
10ugiky, IV, singte dose
Wagikg, IV, single dose

PCT/US2025/015857



WO 2025/175056

Obs Conc(pgimi}

2504 -

o 0"0'53
d&\

69/102

IL-8

e ZN0G1-Y2004033, 13 uglkg, 1V, two doses

2M082-Y2004019, 13 uglkg, IV, two doses
200- P8
N HEEA AN N
AN H Y X, RN
150+ s ¥ NS e
s N F N
Do N -
100 “»
§04 a T
N o et
0 T T T T Y T T T T T

o PO g0 £ *&\ QN D "L
M 3 ~§ X ORI

o N ﬂ, e & W e

b R Q Q b‘;\,sej 0@0@%0@0’5\

& 00‘3

ofs\

FIG. 21H

PCT/US2025/015857



WO 2025/175056

Obs Conc{pg/mi)

70102

MCP-1

IM001-Y2004021,
3IM002-Y2004071,
1M001-Y2002039,
11d002-Y2006043,
TMO01-Y2005031,
TM002-Y2003003,

3 uglkg, WV, single dose
3 uglkg, IV, single dose
10ug/kg, IV, single dose
10ugikg, IV, single dose
10uglig, IV, single dose
10ugfikg, IV, single dose

FIG. 211

PCT/US2025/015857



WO 2025/175056

711102

MCP-1

S 2M001-Y2004033,
300~ -« 2M002-Y2004019,

200

100 -

Obs Conc(pg/mt)

113 uglkg. IV, two doses
13 uglkg. IV, two doses

ey e

o 5 A e

P ,\51?‘0&\0@\ RS
LB

NP

* 0@*

FIG. 21)

R R
P P P P

PCT/US2025/015857



WO 2025/175056

Obs Conc{pgimi)

200+

150+

72102

M1

3IM001-72004021,
JM00R-Y2004071,
1:3001-Y2002039,
1M002-Y2006043,
78081-Y2005031,
TMOG2.Y2003603,

3 ugky, IV, single dose
3 ugikg, IV, single dose
10ugikg, 1V, single dose
1Bugrkg, IV, single dose
10ugikg, IV, single dose
1ougiig, IV, single dose

PCT/US2025/015857



WO 2025/175056

Obs Cone{pg/mi)

200+ - 2M002-Y2004019,

73/102

MIP-1p

e 2MOBT-Y2004033, 1i3 ugikg, 1V, two doses

1i3 ugikg, W, two doses

150 :
1006+
504 JA\ i
A ) .,-J‘;:s\ e \\\\“,\““\\\
0 ».»\'Vl - f;\\“ - o, -\v" T .<I=). .;‘.c \[\
£ 5 50 o~ oR {Jf
A %’5" S Q«asoqr\d%m
Q" S Q 0’550‘\

FIG. 21L

PCT/US2025/015857



WO 2025/175056

Obs Conc{pg/mi}

741102

G-CSF

e 4M001-Y20048185, touglkg, IV, single dose

i 4MO02-Y 2006015, 10uiky, IV, single dose

e BMO01-Y2006013, 1000 uglkg, 1V, single dose
4004 -~ BMO02.Y2005001, 1000 ugrkg, IV, single dose

FIG. 22A

PCT/US2025/015857



WO 2025/175056

75102

G-CSF

- 5M001-Y2005085, 100/300 agikg, IV, two doses
150+ -&- S5M002-Y2006073, 1007300 ugfkg, IV, two doses

100 7\

50+

a‘z’ﬁ’&“.\"’.{\ &ﬁpg@,@,‘:\,}%gv
ES N FFE WIS S

Obs Cone{pg/ml)
—

Ry Lot
53 < R s

o

< o

FIG. 22B

PCT/US2025/015857



WO 2025/175056

76/102

IFN-y

8 4IR001-Y2004015,
S 4M002-Y2006015,
~&~  GMOO-Y2006013,

25+ - BM0OR-Y2005001,

20+

15+

10+

Obs Conc{pg/mi)

10ugikg, IV, singie dose
10ugiKg, IV, single dosa
1080 vgiky, IV, single dose
1000 ugrkg, V. single dose

FIG. 22C

A N
o Qcﬁ

S
&

PCT/US2025/015857



WO 2025/175056
77/102

FN-y

—a—  SMIDOTY 2005005,
4.8 ~o- GMO02-Y2006073,

0.8 4
0.6

0.4+

Obs Conc(pgiml)

0.2

10/ 300 ugrkg, IV, two doses
100/308 ugiky, IV, two doses

00— 0—0—0—¢—0—0—9—0—0—0—9—

e X DA e
& \3?'0'8\ Q@\ éog,&'b(
g

AN i
e S ,&.Q 0”’0@

& &

FIG. 22D

SN
c\?‘

QP

S B

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
78/102

iL-1RA

e 4MO01-Y26040145, 10ugiky, IV, single dose
-~ ANMOO2-Y2006045, 10ugikg, 1V, single dose
— GMO0Y2006013, 1000 ugikg, iV, singls dose

15004 - BMDD2-Y2005001, 1000 ugikg, V, single dose
£
5 1000
£
o
c
[<]
8]
@ 500 -
O
0 \:‘ ¥ § $ D ¥ ¥
& »\5\ e N ‘\ﬂ W ,g:
&b" o _"\n' o oF Q@x d;\
KA
o°

FIG. 22E



WO 2025/175056 PCT/US2025/015857
79/102

iL1RA

—-#—  5M@O1-Y2005095, 100/300 ug'kg, IV, two doses
s BMOBZ-Y2006073, 100/300 ugrkg, V, two doses

5000
{
~ 4000+ i
£ /'
g 3000+ i
T Iy
g [
O 2000+ {
g i !
(o]
1000 A
\ ,//\\
o 4
A2 XA N D A
Lol S W abkt N R 7 W
TP S
&P Lot
qQ ) Rt
N N

FIG. 22F



WO 2025/175056

80/102

iL-8

e 4M001-Y2004015, tBugikg, IV, single dose
4M002-Y2006095, 10ugikg, iV, single dose
e 6I001-Y 2006013, 1000 ugikg. IV, single dose

60~ -~ BMBU2-Y2005001, 1000 ugrkg, 1V, single doss

Obs Conci{pyg/mi}

FIG. 22G

PCT/US2025/015857



WO 2025/175056

Qbs Conce{pgiml)

&

150 o

100+

‘/ /:{ § /./ ,f" g/ 4
o fo &
50- &\gfég\é \0-4‘ Jé;’ \ Pt

&

81/102

-8
1007300 ugikg, IV, tvo doses

100/300 uglky, iV, two doses

K

i

—e— 5MOO81-Y2005085,
SMDO2-Y2006073,

]
-
-
—

£\ o a
AN/ -"\,i \

N L e
0 T T T 1 T T T T
& I P AN RN
F N Q’sxg’ﬁ P 'x‘" K Qm“\ofs\g&di\
0”0'0* ﬂ Q@o‘\

Q»*

FIG. 22H

PCT/US2025/015857



WO 2025/175056

150

100+

Cbs Conci{pgimi)

MCP-1
4MO001-¥2804015, 10ug/ky. IV, single dose
- AMDO2-Y2006015, 10ugrkg, V. singte dose
6MOO1-Y2006013, 1000 ug/kg, IV, single dose
SMO02-¥2805001, 1000 ug/kg, IV, single dose

N
N

\

FIG. 22]

PCT/US2025/015857



WO 2025/175056

83/102

MCP-1

100/300 ug/iog, 1V, two doses
100300 ugrkg, IV, two dases

~o-  5SMO01-YZ005095,
250+ —e— SMO02-Y2006073,

~ 2004 /’l\
E
8 150+ /
g / AN
S 1004 / /’
2 /\ / \
© 50“ \S\\ VR‘:
0 T T T T i T T T l T T
q’
B
R‘ O'bo'ﬁ .Q 0‘5\0‘5
o Qz:%

FIG. 22)

PCT/US2025/015857



WO 2025/175056

84/102

MIP-18

4M061-Y2004015, 10ugikg, IV, single dose

4M002-Y2008015, 10ugikg, IV, single dose
S 6M001.Y2006013, 1000 ugiky, IV, single dose

40+ -2 6M002-YZ005001, 1000 ugikg, V. single dose

Obs Conci{pg/mi}

FIG. 22K

PCT/US2025/015857



WO 2025/175056

Obs Conc{pg/mi)

&

85/102

MIP-1B

-~ 5M001-Y2005095, 100:300 ugikg, IV, tao doses
804 ~5~ 5SMOO2-Y2006573. 1004300 ugiky, IV, two doses

60 ,-\x
\

1
40+ ;/ \\ 7
f
i/ \ /

20(g . /_9,.4

-

@ 50 g B A e g (g P Y
&ﬁo Ib*Q *‘\w o‘ﬁ 06\660‘*"‘? \6;“0'5; Q’b* Q‘ﬁx Q@A
R R~ \yQ 0@0@

&

FIG. 22L

PCT/US2025/015857



WO 2025/175056

86/102

PCT/US2025/015857

.

.

.

NPXAB-1

Tumor cell

B7-H7 binding blocks TMIGD2 interaction
Activity driven by tumor cell crosslinking with CO3

Sensitive to B7-H7 axpression levels

Less toxicity from B7-H7 expression on normal tissue

NPXAB-2

Tumor cell

B7-H7 binding spares TMIGD2 interaction

Activity driven by tumor celi crosslinking with CO3 and
TMIGD2 co-stimulation

Less sensitive to B7-H7 expression levels

More toxicity from B7-H7 expression on normat tissue

FIG. 23



WO 2025/175056 PCT/US2025/015857

87/102
o 100 & S \§\\\x\ ...... P
= 80- \l
- -e- NPXAB-L .
3 60 = NPXAB2 i
)
§ 4o = 6F101gG4 ;%
3 L
3 20+ |
S
0 1 1 I 1
3 2 A 2

Log [Ab] ug/ml

FIG. 24



WO 2025/175056 PCT/US2025/015857
88/102

Q\
o

Jurkat Cell

\\\\z\i\;& |

FIG. 25



WO 2025/175056

Luminescence

1500000
s NPXAB-1
10000004
500000~
—— ,,@‘,/
=
0 I l l I
_6 -4 -2 o

Log [Ab] ug/ml

PCT/US2025/015857



WO 2025/175056

CD25 gMFl on CD4+ T cells

6000

4000

2000

90/102
CD4+CD25+
- NPXAB-1
& NPXAB-5 §&&
-z NPXAB-4

~ NPXAB-3

& =
A
o =
(=]

Log [Ab] ug/mi

FIG. 27A

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857

91/102
CD8+CD25+
190007 o NPxaB-1 o
N Vo
- NPXAB-5 \\\\ N
10000 =~ NPXAB-4 \‘\
- NPXAB-3

5000

CD25 gMFIl on CD8+ T cells

Log [Ab] ug/ml

FIG. 27B



PCT/US2025/015857

WO 2025/175056

92/102

Isotype
17C7

- - -
0 0 0
0 o o
0 0 o
» © o

146 69a28an

NPXAB-4

NPXAB-1

NPXAB-3

NPXAB-5

FIG. 28



WO 2025/175056

TR

ik

SOUME

§§ o

£ 100080

93/102
[FNg 24 hes

8% NPXAB-1
AN ool ol

REWT  ARIED
g I ReaAl

AIVEBTHY

FIG. 29A

PCT/US2025/015857



WO 2025/175056 PCT/US2025/015857
94/102

Porforin 4 hrs

8% NPXAB-1
A\\JIRE SR

AR WY ATHEKG

N

Firgind QO3

W

' NaAR

FIG. 29B



WO 2025/175056 PCT/US2025/015857

95/102
{rmB &4 hrs
$HO0E
S8 NPXAB-1
8060 MY cade salye

i
tH R0 Y AZWLERD
Fugind O BaaAn

FIG. 29C



WO 2025/175056 PCT/US2025/015857
96/102

No treatment
2000

1500

1000

500

Tumor Volume (mm3, mean)

0- T T T 1
0 10 20 30 40

Days on Study

FIG. 30A



WO 2025/175056

Tumor Volume (mm3, mean)

PCT/US2025/015857

97/102
T cells Only

2000+ :

1500 :

1000 :

500
0 T T T 1
0 10 20 30 40

Days on Study

FIG. 30B



WO 2025/175056

2]
[=]
T

'S

o

o
1

N

[=4

o
1

PCT/US2025/015857
98/102

NPXAB-1 (0.01 mg/kg)

Tumor Volume (mm3, mean)

(=]

0

10 20 30
Days on Study

FIG. 30C



WO 2025/175056 PCT/US2025/015857
99/102

NPXAB-1 (0.1 mg/kg)

= 600
®
S
E.
400
E
()
S
o© 200
>
1S
2 :
s 0 — PP TP A A
0 10 20 30

Days on Study

FIG. 30D



WO 2025/175056 PCT/US2025/015857
100/102

NPXAB-1 (1 mg/kg)

[o2]
o
T

o

[=]

o
1

N

(=1

o
1

Tumor Volume (mm3, mean)

o

: I
10 20 30

Days on Study

(=]

FIG. 30E



WO 2025/175056 PCT/US2025/015857
101/102

NPXAB-1 (10 mg/kg)

= 600
®
S
E.
400
E
()
S
o© 200
>
1S
2 :
s 0 — oo oo o
0 10 20 30

Days on Study

FIG. 30F



WO 2025/175056

Tumor Volume (mm3, mean)

1000

800

600

400

200

102/102

Tumor volume

PCT/US2025/015857

- No treatment
~N- T cells only

10
Days on Study

FIG. 30G

=i+ 0.01 mg/kg
< 0.1 mg/kg
~& 1 mg/kg
-8~ 10 mg/kg



