


PCT/US2021/018939

WO 2021/168379

2[75

ewolse|qoinau

duipnjoul sadAy |92 493ued Auew U0 PISSDIAXDIDA0 SI EH/ G
uol1duN§ ||92-1 31gIYyul ued 1eyl Julodyaayd sunwwi uy .
((9/2ad) 9/ uonenualayiqg Jo 491sn|) se umoud| os|e) €H/9 —

soidesayl ¢@o 1usaund ul uled
}934€e) JJO 01 pea| ued Yydiym ‘sansau |esaydiiad uo passaldxy .

ewolse|qoinaN a|dwexa 40} U110 |ewidpP01I304NdU
JO s190ued uo pPassatdxa si jeyl apisoljdued y .

(zao uadnue apisol8uen) ¢ao —

"sa1deJayl 1ua4ind yiim pajeldosse uled 193.e) JJO0 onpad pue
Ajjeaij1a9ds sewoisejqolnau 3931e} ||Im Jeyl (snasjow ,Y3IdINS,,
Se 0) paJJajod 0S|e) 9|ndajow 3ulpuiq e 918340 01 SI |e03 9yl




PCT/US2021/018939

WO 2021/168379

3/75

ied pue suoinap 19518l

=

a1

N

311 AV “\."\\&W\e\\\&\\ :
aF

9nJaN |esaydiaad AyljesaH g

[|9D EwO03Se|qOIN3N Y

¢as




PCT/US2021/018939
4175

WO 2021/168379

N
N

x\\\\\\\§\\\\§\\\\&\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\&\\\\\\\\\\ \ \\
\&&§&§\\§\§§&§§§§§&

{gewixninuip ~3-9)
Apognuy zao-nuy

9NJI9N |esdydiaad AyljesH g [19D ewolse|qOJnNaN Y

¢as




PCT/US2021/018939

575

WO 2021/168379

N

R R
| ued puesUOINONISEIEL O SPIONY W NIdINS

9NJI9N |esdydiaad AyljesH g [19D ewolse|qOJnNaN Y

€HLE % TAD »




PCT/US2021/018939

WO 2021/168379

6/75

N
N

x\\\\\\\§\\\\§\\\\&\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\\&\\\\\\\\\\ \ \\
\&&§&§\\§\§§&§§§§§&

Apoqnuy ,,43dINS €H/9 X ZAD-1uy

9nJaN |esaydiaad AyljesaH g

uied oN

[|9D EwO03Se|qOIN3N Y

€HLE % TAD »




PCT/US2021/018939

WO 2021/168379

7175

|opow Apnis uied oaia uf —
Aessy D0QV —
sJ11s14910e4eyd |eaisAydolg —
JuajeAlg pue AlUILY JUS|eAOUOIN —
Aydiy109ds Suipulg —
duluuig adoydy —
S9IpOgIIue YIdINS 21410adsig
Aydij103ds 3ulpulg —
usiedwed AJanodsip wuae 3ulpulq EH/ZG e
Ayd1y109ds Sulpulg —
gewixninuip wodJj uoljeiniew wJe suipuiq zqo e




PCT/US2021/018939

WO 2021/168379

8/75

‘gewixninuiq ol paJjedwod se mopuim d1rnadesay)
0.J1/A Ul Y] Ul 9Seaudul p|oj-G< ueyy Ja1eaus

MOUYS 1Byl salepipued 129|3s ‘(ewolse|goJnau

oY1 Supdiwiw) €H/g pue zdo 4o (suodnau
|eJaydiiad ayl supppiwiuw) zdo isnl suissaidxa aul|
|92 e uo Aesse DDQV e3awold 9yl suisn edju)

'OAJA U] 8Ul131S9]
Lou_ mwpm_o_tcmu dol ay3 109|9s pue 109(oud 9y1 jo
3 U01S31IL SUIINP Pa3I”Ias swUe ¢do Z pue sH/9
N mf Eot salpoqgnue ( ,,,¥3dINS) saij10adsiq aye N




PCT/US2021/018939

WO 2021/168379

975

.

DIDUNASHLADSSTOOHLATIVAAIHATAAYANSTLTLSSTISALSANSADILASTOSNOSOTVNAANMODANYIHdAIN
NTIDAASYLOSHTOSASAdIdASAYYALYITANLODO 1TddAHLSDSIAALYAAIdOTSSILTLIALDSDSDSIYSAADSIUNSAN HITINY
NOdNOOAMHTALNDONYHATSOSSHILILAYADASYSTISSdSOLINDIAN DS TISISHOLAHNHTYIHINASISIANODDMESHAALINSATS

4S9ASATAddLINANNIJODONSIMIAYIASdAIONATILISADNI L13QUSddTLAAD dIHdOONVISILNIIdVd TYIN
SANDINATNONTMAVHIALIASAAYALSNADITH Y LHYNHAIADAAAMNANAIdAIHSAAAAADILATALYSIAITLAN I
d4714ASdDDT1TIdVdIddILHINAISHA IANNAANLNSANHNANDIALDLDTSSSIALAASSTSATOSSOTAVAILHADS
LTIVOSNMSALADIdIAANATIDTVYLOOSISNSSd VTdIASdONLSYSSALATLODOMAINDHZVYIAAAYLAIVHISNINDT
AVLNYISLAVSILIUDNASAYAALDDAAdAIVYAMITONDdVYDUAMNANADLISIOSYYISTHISODJDATIDDDSIATOAT
(uoneinw Yy yum) z-2ad Z :ON ai BIs <

ADASTSISHOLAHNHIVIHINASISIANDDODMYSHANLTISATS
1S9ASATAddLIIANNIJODONSIMIAVIASAAIDNATILISADNI L1IAYSddTLAAD IO DA WASILITIdVA TVIN
SAUDIAINONTMADHIALIASANIALSNADITH AN LAVNHATIADAAAMNIAIdAIHSAQAANDLATD LESINTLAN N
d414ASd997113dVdIddILHINAISHd IANNANN LNSANHNANDIIALOLDTSSSAALANSSTSATOSSOTAVAILHADS
LIVOSNMSALAdIdIAQNATIDTVYLODSLSNSSA V1dIASdONLSYSSALATLODDMAIN O VIAAAYLAIVHISNINDT
AVLNMSLAVSILIUONASAYAALODAAAIVYAMITTONDdVYOUAMNININADLISSDSYYISTHISDDdOAIDDDSIATOAS
(uoneinw yy) yum) 1-zad 1 :ON ai DIS <

7




PCT/US2021/018939

WO 2021/168379

10175

‘|leudis 1says3iy ay3 pey yaiym |0J3u0d gewixninuip

aY3 03 pazijewou sem [{|A ‘A132wo03Ad moj) AQ paulwaalap ([4IN) Alsuajul
JU9I3S3J0N[J UBSW 3Y] Se payiodal si aul| ||92 TZw 01 Sulpuiq Apoqiuy
‘Aesse 3ulpulq yoea 40} pasn sem

S||22 uol||iw/ 8n T JO UOI1EJIU3IUO0I Apogiiue ue Yyyum paulels aJam s||ad

‘Suipulq Juswa|dwod dnpal
0} UolleINW YZZE e aAeY 03 SulIaauUI3ua S1 UoISaJ 24 9Y3 aJaym
Ao 9apisoljdued uewny Yyiim syoeas Apoqiiue |eUO[DOUOW B SIYZZEN

'2ao apisoljdued uewny Yyiym syoeal Apoqiyue |[euojoouow e Sl egopyT e

:salpoglue
|001 gD 01 paJjedwod aJom salpoqiiue [eluaJed [euojdoouow zdo

(z-zao pue 1-zao) wue
Sulpulq zao paziuewny ay3 JO ulpulg aY3 SSISSe 0} pasn aJaM (EH/gw

pue zaow sassaJtdxa ‘0T4-9Tg WOJ) PAALISP ‘BWIOUR|3W 3Show) auj| [|92
8/9 PuUe €H/g pue zgo s3assaldxa Ydiym ‘aul| ||92 BwOUR|]DW uewny Tzw




PCT/US2021/018939

11175

WO 2021/168379

IdN 9°FE=7-71
HIN €°6= 1-Z0
(+EH/4 pue +z@9 ‘ewouepw vewny) TZIN

SRR

[4IN T EV9= #7207

dd H72

X T 1) al b ]
|4 £

L

\\

=

SRS

%

= 00

PO 0] PaZIeULIop

=02

= gl




PCT/US2021/018939

WO 2021/168379

12175

-

_

[N £ €ST= (% 4y e
14N T°00%=
I4IN 88T= 7

[HWN T°0€= -271%

(+€H/4 @snow pue +z(d9 ‘ewourjaw asnow) g/ ¢

Ad HFO

apoy 0] paeILLIon

[N T EVI= ¥
4Nl £SY=

[dN €°6= %

(+EH/9 pue +7gD ‘ewouejaw uewny) TN

34 H7D

=07

= OF

= a0l

SPR0W O] PaZ|[EWA0N




R

pJemio) panow swie €H/g ¢C —
sulpulq
1o Alljiqedojanap Jood 01 anp papn|oxa aJam QT —

J3uapl siapulq €H/ZYG Ov -




PCT/US2021/018939

WO 2021/168379

14/75

'|043U0D gewixninuip syl 01 pazijewlou
sem |{IAl ‘A1ldwo3Ad mol4 Ag pautwiaalap (14IN) Ayisuaul
JU32s3J40N|} ueaw ayj se pajodal si uipuiq Apogiiuy

‘Aesse 3ulpuiq ydaes 104 pasn sem S||92 uoljjiw/
3n T Jo uol1eJ3UddUOD Apoqgiiue ue Ylim paulels 94om s||9)

2-7A9 X €H/Q 10 T-2AD X €H/ G Sa1poqnue diynadsig —
wJe 3ulpulq eH/9 —

AnawolAa mopy Aq 3uipuiq |92 ssasse 0}

pasn aJom (EH/ G dsnow sey ‘gdD ou) aul| ||92 919 pue gH/4
pue zgo sassaJddxa yaiym ‘aul| |92 ewoue|aw uewny Tzw




WO 2021/168379

18175

— ¢
T X
&
1
b s
&
RO D] RIRALAR
£
%
O

i ' i F LA A I e S
@ 2 & § ® =
R N Wy SR

=

EE S G S O S EU Y

PCT/US2021/018939

1.0 MFI

tnvenra B7H43 17-36 =14.8 MFI
7-0% =31.4 MFI
11.6 MFI

7 -
i =

B16 (transf. with GD2/GD3)

FIG. 12

[T
p
©
LN
—
—

[
=
™
~
<
(3]
1l
[€a]
]
H
™
o 3
-
™~
o
o
&
>
£

306 MFI
325 MFI

M21



WO 2021/168379 PCT/US2021/018939

16/75

ORI oo e
RTINS W
SN e
A A AN . oy
RN T —

1023.8 MFI

34.5 MFFI

57.2 MFI
31.6 MFI
449 MF|

1 MFI

GAMPE
128.7 MFI

invenra B7H3 17-10

B78

SPUYE Q) POTRRNHEN

FIG. 13

I
.
S @
2y
b

BN i
oo

37.6 MFI

% =4.6 MFI

A

4
63.5 MFI
27.9 MFI

%4 =1.1 MFI

1 MFHF

e N 8 X
SN =X 1]
R —_— 82 "

H

- S

Invenrs B7H3 17-10

B16

S —————
8 ] 8 S R ®

BN O] pelieagn




= e

PJeMIO) paAOW SWJe €H/] 2T —

swJe 3ulpulq €H/9 Ot
Avuiyye 3uipuiq
SJ9}|e DH JO p|o4eds ul uoileinw juiod a|8uis —

swJe zdo Y104 4o} ureyd ysij uowwo) —

(qewixninuig) gyw asnow JO UOISISA paziuewnH —
(z-2@o pue T-z@o) swue Suipuiq ¢dO ¢ »




WO 2021/168379

18/75

R

iy

Y
’ E )
IR -
%_’*“

)

S
—

SRR

A e -
\m\\“\\\\\m\Wmmm&\\\,m\\ssm}&\\\w
Sy

‘W\\\i

B P

: ¥
« I NS & N o
- ) N ¥ &
SERN U PRI
e
R
R <

R

REORE ) PRIGRRIN

M21

M21

339.2 MFI
383.9 MFI
362 MF

266.7 MFI

Al

PCT/US2021/018939

370 MFI
316.9 MFI

nvenra B7H3 17-36xG02-2 =151.1 MFI

1847.7 MFI

T
>S>s
O o0 N
~N WO W
NN OO
N N <

1847.7 MFI

FIG. 15



WO 2021/168379 PCT/US2021/018939

19175

All B7H3 antibodies we could test
seem to bind to mouse B7H3

as well as human, with the
exception of 17-34. (GD2-1

doesn’t bind to B16, so the
binding seen is assumed to be

the B7H3 arm.)
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