Anti-O8E 1Gl1VH
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217

271

325

V-segment: 4-34
b-segment: D6-13
J-segment: JH4b

Q v o L O Q
GTG CTA CAG CAG

CTC ACC TGC GCT

I R Q P P G
CAG CCC CCa

CDR2

G T T N Y N
ACC ARC TAC

e

ARG AAC CAG TTC

A v ¥ Y c A
TAT TAC TGT GCG

W G 2 G T L
CAG GGA ACC CTG

)
TGG
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G A G L L
GGC GCA GGA CTG TTG

G G s F S
GGT GGG TCC TTC AGT

G L B W I
GGC CTG GAG TGG ATT

et v s et et e g S g g e e

5 L X 3 R
TCC CTC ARG AGT CGR

L R L S ]
CTG AGG CTG AGC TCT

L S S5 W S
CTC AGC AGC TGGE TCG
IDG*lS/DNl

T \'i S 3
ACC GTC TCC TCA

Figure 1A

K P S E T L
AAG CCT TCE GAG ACC CTG

CDR1

B L L T

D Y F w T '
GAT TAC TTC TGG ACC TGG

G E I N H ]
GGG GARA ATC AAT CAT AGT

v T I S A D
GTC ACC ATT TCA GCA GAC

v T A A D T
GTG ACC GCC GCG GAC ACG

N W A F E Y
AAC TGG GCC TTT GAG TAC

JE4D
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Anti-~08E 1Gl1lVK

55

108

183

217

271

a27
JK4

V-segement:
J-segment:

E E v L T C F B G T L 3
GRA ATT GTG TTG ACG CAG TTT CCA GGC ACC CTG TCT

CDR1

A T L 5 c R A 5 Q 5 v 5
GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTIT AGC

Y g ¢ K P G Q A 7 R V L
TAC CAG CAG ARA CCT GGC CAG GCT CCC AGG GTC CTC

CDR2

N e Tt

R A T G I P D R iy s G 5
AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT

T L T I s R L B P 2] D Iy
ACT CTC ACC ATC AGC AGA CI'G GAG CCT GAA GAT TTT

Q Y G 8 s P L T F & G G
CAG TAT GGT AGC TCA CCG CTC ACT TTC GGC GGAR GGG

Ly axe

Figure 1B

L 3 P G E R
TTG TCT CCA GGG GAR AGA

] T Y L A W
AGBC ACC TAC TTA GCC TGG

I Y G A 8 R
ATC TAT GGT GCAR TCC AGA

G s G T 3} F
GGG TCT GGG ACA GAC TTC

A V b Y c ¢
GCA GTG TAT TAC TGT CAG

T K v E I K
ACC ARG GTG GAG ATC RAA
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V-segment: 3-53
D-segment: Not found
J-segment: JHEb

E v Q L WV E
GAG GTG CAG CTG GTG GAG

R L S Cc A A
AGA CTC TCC TGT GCA GCC

v R Q A P ]
GTC CGC CAG GCT CCA GGG

G R T Y ¥ A
GGT AGA ACA TAT TAC GCA

H 3 K N T L
AAT TCC AAG ARC ACG CTIG

A v Y Y ¢ A
GCC GTG TAT TAC TGT GCG

T T v T V 3
ACC ACG GTC ACC GTC TCC

s G G G L I
TCT GGA GGA GGC TTG ATC

5 G F T v 5
TCT GGG TTC ACC GTC AGT

K G L B W v
AAG GGG CTG GAG TGG GIC

D 3 v K G R
GAC TCC GTG AAG GGC CGA

X L g M N 5
TAT CTT CAA ATG AAC AGC

Q %4 G G 5 L
CAG CCT GGG GGG TCC CTG

CDR1

e s e st  E 8 o P L A 82 P P P P e Fan R

S il Y M N W
AGC ARAC TAC ATG ARC TGG

CDR2

P Gt Bt s et Lt e PR P Pkt g e

5 v I Y G 5
TCA GTT ATT TAT GGC AGT

v T I s R D
GIC ACC ATC TCC AGA GAC

L R A E D T
CTG AGA GCC GAG GAC ACG

At o ot ot Pt o AL e L P T Ak PRk P Ao B o o g T ok Pl Tam g b o

R D T Y A M
AGA GAT ACC TAC GCT ATG
JHED

TCT

Figure 2A

D v W G Q G
GAC GTC TGG GGC CAA GGG
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Anti-O8E 2ATVK

55

109

163

211

271

325

V-segment: A2T
J-segment: JEK2

B I v L T Q 3 B G T L 3 L 5 P G E R
GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAR AGA

A T L S c R A 5 Q 3 v 8 3 S Y L A W
GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC AGC TAC TTA GCC TGG

Y Q Q K P G Q A P R L L I ¥ G A 5 8
TAC CAG CAG ARA CCT GGC CRG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

R A T G I b D R F g G 8 G 3 G T D E
AGG GCC BACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TCT GGG ACA GAC TIC

CDR3

T L T I 5 R L B P E D F a Vv Y Y Cc 2
ACT CTC ACC ATC AGC AGA CTGE GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

Q Y G 8 8 b M Y T F G Q G T K L E I
CAG TAT GGT AGC TCA CCC ATG TAC ACT TTT GGC CAG GGG ACC ARAG CTG GAG ATC

Ly e

Figure 2B
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V-segment: VH3-53
D-segment: D5-24
J-segment: JHED

E v
GpG GTG

R L
AGA CTC

v R
GTC CGC

b s o

Q
CAG

TCC

CAG

L v E 5 e G G L i3 Q P G G 8 L
TTG GTG GAG TCT GGA GGA GGC TTG ATC CAG CCT GGG GGG TCC CTG

CDR 1

ot ki s o g v g o T P e P P B e 8 Tt

C A A S G F I v S5 R N Y M o) W
TGT GCA GCC TCT GGG TTC ATC GTC AGT AGA BAC TAC ATG AAC TGG

ChR 2

A P G XK G L B w v ] v I Y G S
GCT CCA GGG ARG GBG CTG GAG TGG GTC TCA GTT ATT TAT GGC AGT

ChR 2

G R
GGT AGGH

N s
&aT TCC

AV
GCC GTG

G T
GGG RCC

TAT

ACG

s i g i g P P o Tt o st o o o o g e

D c A D s Vv K G R F T I ] R D
GAC TGC GCA GAC TCC GTG ARG GGC CGA TTC ACC ATC TCC AGR GAC

N T L Y L 9 M N s L R A E D T
AAC ACG CTG TAT CTT CAAR ATG BAC AGC CTG AGA GCC GAG GAC ACG

Y c A R D G D X G M [ Y W G Q
TAC TGT GCG AGA GAT GGG GAC TAC GGT ATG GAC GTC TGG GGC CAA
D5-24
JHED
v T v 5 S
GTC ACC GTC TCC TCA

Figure 3A



Anti OBE 2F9VK

55

109

163

217

271

V-segment:
J-segment:

B I
GAL ATT

A27
JK2

v L T
GTG TTG ACG

Q

s
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P G T L

CAG TCT CCA GGC ACC CTG

R

A

CDR 1

2] L 8
TCT TTG TCT

B G E R
CCA GGG GAR AGA

s o} 5 v

AGG GCC AGT CAG AGT GTT

G

Q

A P R L

GGC CAG GCT CCC AGS CTC

P

D

R F S G

CCA GAC AGG TTC AGT GGC

R

L

B )4 E D

AGA CTG GAG CCT GAR GAT

A T L 5 c
GCC ACC TC TCC TGC
Y Q Q X P
TAC CAG CAG ARA CCT

CDR 2

R A T G I
AGG GCC ACT GGC ATC

T L 7T 1 s
&CT CTC ACC ATC AGC

CbR 3

Q Y G 5 s
CAG TAT GGT AGC TCA

¥
ARR

B

I

Y T F G

CCcT CIG TAC ACT TTT GGC

JK2

5 4 5
AGC AGC AGC
L I b
CTC ATC TAT
S G 2
AGT GGG TCT
F A V¥

TIT GCA GTG

Q G T
CAG GGG ACC

Figure 3B

Y L A w
TAC TTA GCC TGG

CDR 2
G A S5 S
GGT GCA TCC AGC

G T i F
GGG ACA GAC TTC

CDR

Y Y c g
TAT TAC TGT CAG

K L E I
ARG CTG GAG ATC



Anti-O8E 12E1 VH

7125

V segment: 3-9
D segment: 3-10
J segment: JHED
E vV @ L v E 8 €€ 66 66 L ¥ Q@ P 6 R 8 &

1 GRA GTG CAG CTE GTG GAG TCT GGG GGA GGC TTG GTA CAG CCT GGC AGG TCC CTG
CDR1
R L 3 cC VvV A 8 G F T by D D Yy A M H W
55 AGA CTC TCC TGT GTA GCC TCT GGA TTC ACC TTT GAT GAT TAT GCC ATG CAC TGG
CDR2
v R Q A P G K G L B ) v 5 G I S w [
109 GTC CGG CAA GCT CCA GGG AAG GGC CTG GAG TGG GTC TCA GGT ATT AGT TGG AAT
CDR2
S G 3 I G Y A D s v K G R T I 5 R
163 AGT GGT AGC ATA GGC TAT GCG GAC TCT GTG RAG GGC CGA TTC ACC ATC TCC AGA
D N A K N 3 L Y L Q M N g i R A E D
217 GAC ARC GCC BAG AAC TCC CT& TAT CTG CAA ATG AAC AGT CTG AGA GCT GAG GAC
CDR3
T A L Y b4 c T K A L b4 G 8 G 5 b= D F
271 ACG GCC TTE TAT TAC TGT ACA ARR GCC CTC TAT GGT TCE GGG AGT TCT &AC TITC
s
JHED
CDR3
Y Y Y G M D v ow G Q G T T A A ¥ ) 3
325 TAC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC GCC GTC TCC TCA

Figure 4A



Anti~O8E 12El VK

55

108

163

217

271

E I
AR ATT

A T
GCC ACC

2 Q
CRA CAG

CDR2

v p e e

A T
GCC ACT

L T
CTC ACC

T Pt 10 st e

R R
CGT AGG

V segment:
J segment:

v
GTG

ATC

T
ACG

L
TTG

TCC

AGC

TTC
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L8

JK1

T ¢ 8 P A T » 8 L 8 B G E R
ACA CAG TCT CCA GCC ACC CTG TCT TTG TCT CCA GGG GAA AGA

TGC

GGC

CCa

AGC

GGC

CDRL

At Ll et £ P ot o P g s P g P g g o P ot S o g i s B s S S g P P ot Pt P P P e e ol P g o

R A 8 Q 3 v S s Y L A W b4
AGG GCC AGT CAG AGT GTT AGC AGC TAC TTA GCC TGG TAC

Q A P R L L I Y D A 3 N R
CAG GCT CCC AGG CTC CTC ATC TAT GAT GCA TCC AAC AGG

A R by 1 G 5 G 5 G T D by T
GCC AGG TTC AGT GGC AGT GGG TCT GGE ACA GAC TTC ACT

s s s

L E P B D F A v Y Y c Q Q
CTA GAG CCT GAA GAT TTT GCA GTT TAT TAC TGT CAG CAG

Q G T K Vv B I K
CAR GGG ACC AAG GTG GAA ATC ARA

Figure 4B



Anti-0OBE 13D12 VH

55

109

163

217

271

325

Q v
CAG GTG
5 L
TCC CTC
I R
ATC CGC
e 5

V segment:
D segment:
J segment:

Q
CARG

GGA AGT ACC

T 3

ACG TCC ARG

A v
GCT GIG

e

M 2]
ATG GAC

TAT

GTC

9725

4-34
3-9
JHED

L Q Q w G A G L L K B 3 E T L
CTA CAG CAG TGE GGC GCA GGA CTG TTG ARG CCT TCG GAG ACC CTG

c A VvV b4 G G 8 F 5 G b4 Y W 5 w
TGC GCT GTC TAT GGF GGG TCC TTC AGT GGT TAC TAC TGG AGC TGG

P P G K G L E W I G K I Jd H S
CCC CCA GGG AAG GGG CTG GAG TGG ATT GGG AAA ATC AAT CAT AGC

CDR2

g e o e P i e P o ik I P P Pk Pk Pt Pt ot AL N P ot PR Lt P S S S T

N Y N P S L K § R v T I 8 ¥V D
ARC TAC AAC CCG TCC CTC AAG AGT CGA GTC ACC ATA TCA GTA GAC

N Q F 5 L K I N S v T A A D T
AAC CAG TTC TCC CTG AAAR CTA AAC TCT GTG ACC GCC GCG GAC ACG

Y C A R E L R Y F E N Y Yy Y G
TAC TGT GCG AGA GAA TTA CGA TAT TIT GRA AAC TAC TAC TAC GGT

JHED

W G Q G T T v T v 5 5
TGGE GGC CRA GGG ACC ACG GTC ACC GTC TCC TCA

Figure 5A
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Anti-08E 13D12 VK

A27
JKL

V segment:
J segmenc:

B I v I T Q ) B G
1 GAA ATPT GTG TTG ACG CAG TCT CCA GGC

T L 3 L 3
ACC CTG TCT TTG TCT

CDR1

~——

v 5 s 3
AGT GTT AGC AGC AGC

A P g .

A T L S c R & 3 Q s
GCC ACC CTC TCC TGC AGG GCC AGT CAG

55

Yy o @ K P G Q A P
TAC CAG CAG ARR CCT GGC CAG GCT CCC

R L L I ¥

108 AGG CTC CTC ATC TAT

R P T G I P D R iy S G s G 5

163 AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG ECT

T L T 1 b R L E 24 B D 3
ACT CTC ACC ATC AGC AGA CTG GAG CCT

A v

217 GAA GAT TTT GCh GTG

Q Y G S 3 P R T
CAG TAT GGT RGC TCA CCT CGG ACG

FoG Q G T K

271 TTC GGC CAA GGG ACC ARG

Figure 5B

P G E R
CCA GGG GAR AGA

e ot et P e e e e R e

Y L A i
TAC TTA GCC TGG

CDR2

v S o ek o B o o P P P

& A S 3
GGT GCA TCC AGC

G T D F
GGG ACA GAC TTC

CDR3

e

Y Y C Q
TAT TAC TGT CAG

v E I K
GTG GAR ATC ARA
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Figures 11A and 11B

B7H4-ELISA

—a— 2A7.C11
—w— 13D12,G10

conc BTH4-g {ng/mi)

B7-H4 ELISA

—e—2AT7
—a—"12E1

conc Penta-B7H4 (ng/ml)




Figure 12
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Figure 13
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% Internalization
{vs Hu IgG-SAP control)
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Figure 14

Anti-BTH4-SAP Internalization in CHO-B7H4 Transfectants

. 2A7-SAP
Y 2F%-SAP
* 1G11-SAP

------------------

g

L] ¥ L L3 r L) L ¥
10 100 1000
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EC50

11.32 9.881 8.013
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Figure 15

% Internalization
{vs Hu IgG-SAP control)
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HEK (transfected with B7H4)
Cell in SCID Mice

{median, n=8)
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=~ \fehicie

~ 1500~ == Human IgG, 10mg/kg
& =¥ anti-2A7, 10mglkg

£

@ 1000+

E

=

S 5004

0- ————

| ] ) ] ¥ ) | ) | ] | }
9 14 19 24, 28 34 39 44
‘ A A A =Dosing
Days Post Implantation

Figure 20



