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V segment: 1-08
D segment: 6-6
J segment: JHS5b
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0 v Q L v 0 S G A E v K K P G
CAG GTG CAG CZG GIG CAG TCT GGG GCT GAG GIG AAG AAG CCT GGG
_CDR1
v K vV S C K A S G N T F T S Y
GIG AAG GIC TCC TGC AAG GTT ICT GGA AAC ACC TIC ACC AGT TAT
N W vV R Q A T G Q G L E W M G
AAC TGG GIG CGA CAG GCC ACT GGA CAA GGG CTIT GAG TGG ATG GGA
N P N S G N T G Y A P K F Q G
AAC CCT AAC AGT GGT AAC ACA GGC TAT GCA CCG AAG TIC CAG GGC
T M T R N T S Z S T A Y M E L
ACC ATG ACC AGG AAC ACC TCC ATA AGC ACA GCC TAC ATIG GAG CIG
_CDR3
L R S E C T A v Y Y C A R I Y
CIG AGA TCT GAG GAC ACG GCC GTT TAT TAC TGT GCG AGA ATA TAT
S Y N W F D P W G 0 G T L v T
TCG TAC AAC TGG TIC GAC CCC TIGG GGC CAG GGA ACC CIG GIC ACC
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 3F4 VK (hKappa)

V segment: L6
J segment: JK4

E I 4 L T Q S p A T L S L S p G E

1 GAA ATT GIG TZG ACA CAG TCT CCA GCC ACC CIG TCT TIG TCT CCA GGG GAA
_CDRI1
R A T L S ¢ R A S © s VvV s s Y L A
52 AGA GCC ACC CZC TCC TGC AGG GCC AGT CAG AGT GTIT AGC AGC TAC TTA GCC
_CDR2
W Y © © K P &G Q A P R L L I Y D A
103 TGG TAC CAA CAG AAA CCT GGC CAG GCT CCC AGG CTC CIC ATC TAT GAT GCA

S N R A T G I P A R F S G S G S G

154 TCC AAC AGG GCC ACT GGC ATC CCA GCC AGG TTC AGT GGC AGT GGG TCT GGG
T D F z L T I S S L E P E D F A v
205 ACA GAC TIC ACT CIC ACC AIC AGC AGC CIA GAG CCT GAA GAT TTIT GCA GIT
_CDR3
Y Y c 0 o) R S N W P L T F G G G T
256 TAT TAC TGT CAG CAG CGT AGC AAC TGG CCT CIC ACT TTC GGC GGA GGG ACC
K v E Z K
307 AAG GTG GAG ATZC AAA

Figure 1B
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 14B6 VH (hIgG1)

52

103

154

205

256

V segment: 5-51
D segment: 3-9
J segment: JH2

E v Q L E Q S G A E v K K P G E S
GAG GTG CAG CTG GAG CAG TICT GGA GCA GAG GTG AAA AAG CCC GGG GAG ICT

_CDR1
L K I S C K G S G Y S F T 3 N W I
CTG AAG ATC ZCC TGT AAG GGT ZCT GGA TAC AGC TTT ACC AGC AAC TGG ATC

_CDR2
G W v R Q M p G K G L E W M G F I
GGC IGG GIG CGC CAG ATG CCC GGG AAA GGC CIG GAG IGG AIG GGG TIC ATC

Y P G D S D T R Y S P S F 0 G Q v
TAT CCT GGT GAC TCT GAT ACC AGG TAC AGC CCG TCC TITC CAA GGC CAG GTC

T I S A D K S I S T A Y L Q W S S
ACC ATC TCA GCC GAC AAG TCC ATC AGC ACC GCC TAC CTG CAG TIGG AGC AGC

_CDR3
L K A S D I A M Y Y C A R Y G D D
CIC AAG GCC TCG GAC ATC GCC ATG TAT TAC TGT GCG AGA TAT GGG GAT GAC

W Y F D L W G R G T L v T v S S
TGG TAC TTC GAT CIC TGG GGC CGT GGC ACC CTIG GIC ACT GTC TCC ICA

Figure 2A
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 14B6 VK1 (hKappa)

V segment: L6
J segment: JKS

E I 4 L T Q S p A T L S L S p G E

1 GAA ATT GIG TZG ACA CAG TCT CCA GCC ACC CIG TCT TIG TCT CCA GGG GAA
_CDRI1
R A T L S ¢ R A S © s VvV s s Y L A
52 AGA GCC ACC CZC TCC TGC AGG GCC AGT CAG AGT GTIT AGC AGC TAC TTA GCC
_CDR2
W F Q0 © R P G Q A P R L L I Y D A
103 TGG TTC CAA CAG AGA CCT GGC CAG GCT CCC AGG CTC CIC ATC TAT GAT GCA

S N R A T G I P A R F S G S G S G
154 TCC AAC AGG GCC ACT GGC ATC CCA GCC AGG TTC AGT GGC AGT GGG TCT GGG

T D F S L T I S S L E P E D F A v

205 ACA GAC TTC TCT CIC ACC ATIC AGC AGC CTA GAG CCT GAA GAT TTT GCA GTT
_CDR3

Y Y c 0 o) R 3 D W P I T F G 0 G T
256 TAT TAC TGT CAG CAG CGT GGC GAC TGG CCC ATC ACC TTC GGC CAA GGG ACA

R L E : K
307 CGA CTG GAG ATT AAA

Figure 2B
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 14B6 VK2 (hKappa)

V segment: L15
J segment: JKS

C I Q M T Q S P S S L S A S v G D

1 GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CIG TCT GCA TICT GTA GGA GAC
_CDRI1
R v T - T ¢ R A S © G I S S W L A
52 AGA GIC ACC ATC ACT IGT CGG GCG AGT CAG GGT ATT AGC AGC IGG TTA GCC
_CDR2
W Y © © K P E K A P K S L I Y A A
103 TGG TAT CAG CAG AAA CCA GAG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA

S S L Q S G Vv P S R F S G S G S G

154 TCC AGT TTG CAA AGT GGG GIC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG
T D F Z L T I S S L 0 p E D F A T
205 ACA GAT TIC ACT CIC ACC AIC AGC AGC CIG CAG CCT GAA GAT TTIT GCA ACT
_CDR3
Y Y c 0 o) Y N S Y P R I T F G 0 G
256 TAT TAC TGC CAA CAG TAT AAT AGT TAC CCT CGG ATC ACC TIC GGC CAA GGG

T R L B I K
307 ACA CGA CTG GAG ATIT AAA

Figure 2C
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 23H3 VH (hlgG1)

V segment: DP-44
J segment: JH4b

E v 0 L Vv Q S G G G L v H P G G S

1 GAG GTT CAG CZG GIG CAG TCT GGG GGA GGC TIG GTA CAT CCT GGG GGG TCC
_CDR1
L R L S C A G S G F T F S N Y A M
52 CIG AGA CTC TCC TGT GCA GGC TCT GGA TTC ACC TIC AGT AAC TAT GCT ATG
_CDR2
Y W v R Q A P G K G L E W v S A I
103 TAC TGG GIT CGC CAG GCT CCA GGA AAA GGT CTG GAG TGG GTA TCA GCC ATT

G I € G C T F 4 T D S v K G R F T
154 GGT ATT GGT GGT GAC ACA TIC TAT ACA GAC TCC GTG AAG GGC CGA TTC ACC

I S R D N A K N S L S L Q M N S L

205 ATC TCC AGA GAC AAT GCC AAG AAC TCC TIG TCT CIT CAA ATIG AAC AGC CIG
_CDR3

R A E D M A \ v Y C A R M G T G Y

256 AGA GCC GAG GAC ATIG GCT GIG TAT TAC IGT GCA AGA ATG GGA ACT GGG TAC

F F D v W G 0 G T L v T Vv S S
307 TTC TTT GAC TAC TGG GGC CAG GGA ACC CTG GIC ACC GTC TCC TCA

Figure 3A
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 23H3 VK (hKappa)

V segment: L6
J segment: JK3

E I v L T Q S P A T L S L S P G E

1 GAA ATT GTG TZG ACA CAG TCT CCA GCC ACC CTG TCT TIG TCT CCA GGG GAA
_CDR1
R A T L S C R A S Q S v S S Y L A
52 AGA GCC ACC CTZC TCC IGC AGG GCC AGT CAG AGT GIT AGC AGC TAC TTA GCC
_CDR2
W Y Q Q K P € Q A P R L L I Y D A
103 TGG TAC CAA CAG AAA CCT GGC CAG GCT CCC AGG CIC CIC ATC TAT GAT GCA

S N R A T G I P A R F S G S G S G

154 TICC AAC AGG GCC ACT GGC AIC CCA GCC AGG TIC AGT GGC AGT GGG TICT GGG
T D F z L T I S S L E P E D F A %
205 ACA GAC TTC ACT CIC ACC ATIC AGC AGC CTA GAG CCT GAA GAT TTT GCA GTT
_CDR3
Y Y c Q Q R S N W P L T F G p G T
256 TAT TAC TGT CAG CAG CGT AGC AAC TGG CCT CIC ACT TTC GGC CCT GGG ACC
K v D Z K
307 AAA GIG GAT ATZC AAA

Figure 3B
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 6E1 VH (hlgG1)
V segment: 3-30.3

D segment: 3-10
J segment: JH1

Q v Q L v E S G G G v v Q P G R S

1 CAG GTG CAG CTZG GIG GAG TCT GGG GGA GGC GTIG GIC CAG CCT GGG AGG TCC
_CDR1
L R L S C A A S G F T F S S F A M
52 CIG AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TIC AGT AGC TTIT GCT ATG
_CDR2
H W % R o A p G K G L E W v T v I
103 CAC TIGG GIC CGC CAG GCT CCA GGC AAG GGG CIG GAG TGG GIG ACA GIT ATT

S Y D G S I K M Y T D S v K G R F
154 TCA TAT GAT GGA AGC ATT AAA TAC TAC ACA GAC TCC GTG AAG GGC CGA TTC

T F S R L N S K N T L Y L Q M N S

205 ACC TTIC TCC AGA GAC AAT TCC AAG AAC ACT CIG TAT CTG CAA ATG AAC AGC
_CDR3

L R A B C T A v Y Y C T R D G N Y

256 CIG AGA GCT GAG GAC ACG GCT GZG TAT TAC TGT ACG AGA GAT GGA AAC TAT

G S A R Y F Q H W G Q G T L v T \Y

307 GGT TCG GCG AGA TAC TIC CAG CAC TGG GGC CAG GGC ACC CIG GIC ACC GTIC
S S
358 TCC TCA

Figure 4A
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 6E1 VK1 (hKappa)

V segment: L15
J segment: JK1

C I Q M T Q S P S S L S A S v G D

1 GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CIG TCT GCA TICT GTA GGA GAC
_CDRI1
R v T - T ¢ R A S © G I S S W L A
52 AGA GIC ACC ATC ACT IGT CGG GCG AGT CAG GGT ATT AGC AGC IGG TTA GCC
_CDR2
W Y © © K P E K A P K S L I Y A A
103 TGG TAT CAG CAG AAA CCA GAG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA

S S L Q S G Vv P S R F S G S G S G

154 TCC AGT TIG CAA AGT GGG GIC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

T D F z L T I S S L Q P E D F A T
205 ACA GAT TIC ACT CIC ACC AIC AGC AGC CIG CAG CCT GAA GAT TTIT GCA ACT

_CDR3

Y Y c 0 o) Y N S Y P R T F G 0 G T
256 TAT TAC TGC CAA CAG TAT AAT AGT TAC CCT CGG ACG TTC GGC CAA GGG ACC

K \ E : K
307 AAG GTG GAA ATC AAA

Figure 4B
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 6E1 VK2 (hKappa)

V segment: L6
J segment: JK2

E I 4 L T Q S p A T L S L S p G E

1 GAA ATT GIG TZG ACA CAG TCT CCA GCC ACC CIG TCT TIG TCT CCA GGG GAA
_CDRI1
R A T L S ¢ R A S © s VvV s s Y L A
52 AGA GCC ACC CZC TCC TGC AGG GCC AGT CAG AGT GTIT AGC AGC TAC TTA GCC
_CDR2
W Y © © K P &G Q A P R L L I Y D A
103 TGG TAC CAA CAG AAA CCT GGC CAG GCT CCC AGG CTC CIC ATC TAT GAT GCA

S N R A T G I P A R F S G S G S G

154 TCC AAC AGG GCC ACT GGC ATC CCA GCC AGG TTC AGT GGC AGT GGG TCT GGG
T D F z L T I S S L E P E D F A v
205 ACA GAC TIC ACT CIC ACC AIC AGC AGC CIA GAG CCT GAA GAT TTIT GCA GIT
_CDR3
Y Y c 0 o) R S N W P Y T F G 0 G T
256 TAT TAC TGT CAG CAG CGT AGC AAC TGG CCG TAC ACT TTT GGC CAG GGG ACC
K L E Z K
307 AAG CTG GAG ATZC AAA

Figure 4C
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 18E9 VH (hIgG1)
V segment: DP-44

D segment: 3-9
J segment: JH4b

E v Q L v Q S G G G L v H P G G S

1 GAG GTT CAG CZG GIG CAG TCT GGG GGA GGC TIG GIT CAT CCT GGG GGG TCC
_CDR1
L R L S C A H S G F T F T S S A M
52 CIG AGA CIC TCC TGT GCA CAC ICT GGA TTC ACC TTIC ACT AGC ICT GCT ATG
_CDR2
H W v R Q A P G K G L E W I S A I
103 CAC TGG GIT CGC CAG GCT CCA GGA AAA GGT CIG GAA TGG ATA TCA GCT ATT

G T ¢ G C T Y M A D S v K G R F T
154 GGT ACT GGT GGT GAC ACA TAC TAT GCA GAC TCC GIG AAG GGC CGA TIC ACC

I S R D N A K N S L Y L Q I N S L

205 ATC TCC AGA GAC AAT GCC AAG AAC TCC TTG TAT CTT CAA ATA AAC AGC CIG
_CDR3
R A E D M A v 4 Y C A R D F Y D I
256 AGA GCC GAG GAC ATG GCT GTA TAT TAC TIGT GCA AGA GAC TITT TAC GAT ATT
L T € Z F D Y W G Q G T L A\ T v S
307 TTIG ACT GGT AZC TTT GAC TAC TGG GGC CAG GGA ACC CTG GIC ACC GTC TCC
S
358 TCA

Figure SA
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WO 2016/196228

Anti-OX40 18E9 VK (hKappa)

52

103

154

205

256

307

V segment: L5
J segment: JK1

PCT/US2016/034470

C I O M T s P S S Vv S A S V G D
GAC ATC CAG ATG ACC TCT CCA TCT TCC GIG TCT GCA TCT GTA GGA GAC
_CDR1
R VvV T - T R A S O G I S s W L A
AGA GTC ACC ATC ACT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC
_CDR2

W Y 0 H K 5 K A P K L L I Y A A
TGG TAT CAG CAT AAA GGG AAA GCC CCT AAG CTC CTG ATC TAT GCT GCA

S S L Q 8 v P S R F S G S G S G
TCC AGT TTG CAA AGT GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

T D F T L I s S L © P E D F A T
ACA GAT TTC ACT CIC ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT

_CDR3

Y Y T 0o 0Q N § F P S T F G Q G T
TAC TAT TGT CAA CAG AAT AGT TTC CCT TCG ACG TTC GGC CAA GGG ACC

K Vv E - K
AAG GTG GAA ATC AAA

SUBSTITUTE SHEET (RULE 26)

Figure 5B
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 8B11 VH (hIgG1)

V segment: DP-44
J segment: JH4b

E I Q L v Q S G G G L v H P G G S

1 GAA ATT CAG CZG GIG CAG TCT GGG GGA GGC TIG GTA CAT CCT GGG GGG TCC
_CDR1
L R L S C A G S G F T F S S D A M
52 CIG AGA CIC TCC TGT GCA GGC ICT GGA TTC ACC TTIC AGT AGC GAT GCT ATG
_CDR2
Y W v R Q A p G K G L E W v S A I
103 TAC TGG GIT CGC CAG GCT CCA GGA AAA GGT CIG GAG TGG GTA TCA GCT ATT

G I ¢ G C T Y M T D S v M G R F T
154 GGT ATT GGT GGT GAC ACA TAC TAT ACA GAC TCC GIG ATG GGC CGA TIC ACC

I S R D N A K N S L Y L Q M N S L

205 ATC TCC AGA GAC AAT GCC AAG AAC TCC TTG TAT CTIT CAA ATG AAC AGC CIG
_CDR3

R A E D M A v 4 Y C A R L G M G Y

256 AGA GCC GAG GAC ATG GCT GIG TAT TAC TGT GCA AGG CIG GGG ATG GGG TAC

Y F D 4 W G Q G T L v T v S S
307 TAC TTT GAC TAC TGG GGC CAG GGA ACC CTG GTC ACC GIC TCC TCA

Figure 6A
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WO 2016/196228

Anti-OX40 8B11 VK (hKappa)

52

103

154

205

256

307

V segment: L6
J segment: JK1

PCT/US2016/034470

E I Y L T Q S P A T L S L S P G E
GAA ATT GIG TZG ACA CAG TCT CCA GCC ACC CIG TCT TIG ICT CCA GGG GAA
_CDR1
R A T L ) C R A ) Q S 4 ) ) Y L A
AGA GCC ACC CZC TCC TIGC AGG GCC AGT CAG AGT GTIT AGC AGC TAC TTA GCC
_CDR2
W Y Q Q K P G Q A P R L L I Y D A
TGG TAC CAA CAG AAA CCT GGC CAG GCT CCC AGG CIC CIC ATC TAT GAT GCA
S N R A T G I p A R F S G S G S G
TCC AAC AGG GCC ACT GGC AIC CCA GCC AGG TIC AGT GGC AGT GGG TCT GGG
T D F z L T I S S L E p E D F A v
ACA GAC TTIC ACT CTC ACC ATC AGC AGC CTA GAG CCT GAA GAT TTT GCA GIT
_CDR3
Y Y < Q Q R S N W P p T E G Q G T
TAT TAC TGT CAG CAG CGT AGC AAC TGG CCT CCG ACG TTC GGC CAA GGG ACC
K \% E - K
AAG GTG GAA ATC AAA
Figure 6B
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WO 2016/196228 PCT/US2016/034470

Anti-0OX40 20B3 VH (hIgG2)

V segment: 3-13
J segment: JH4b

E v Q L v E S G G G L v Q I G G S

1 GAG GTG CAG CTZG GIG GAG TCT GGG GGA GGC TTG GTA CAG CCT GGG GGG TCC
_CDR1
L R L S C A A S G F T F S S Y D M
52 CIG AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TIC AGT AGC TAC GAC ATG
_CDR2
H W % R e T T G K G L E W v S v I
103 CAC TIGG GIC CGC CAA ACT ACA GGA AAA GGT CIG GAG TGG GIC ICA GIT ATT

G T A G C T Y v P G S v K G R F T
154 GGT ACT GCT GGT GAC ACA TAC TAT CCA GGC TCC GIG AAG GGC CGA TIC ACC

I S R E N A K N S L Y L Q M N S L

205 ATC TCC AGA GAA AAT GCC AAG AAC TCC TTG TAT CTT CAA ATG AAC AGC CIG
_CDR3

R A ¢ D T A v M Y C A R G G M G N

256 AGA GCC GGG GAC ACG GCT GIG TAT TAC IGT GCA AGA GGG GGG ATG GGG AAC

Y F D 4 W G Q G T L v T v S S
307 TAC TTT GAC TAC TGG GGC CAG GGA ACC CTG GTC ACC GIC TCC TCA

Figure 7A
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WO 2016/196228

Anti-0X40 20B3 VK (hKappa)

52

103

154

205

256

307

V segment: L6
J segment: JK4

PCT/US2016/034470

E I v L T ¢ S P A T L S L S P G E
GAA ATT GIG TZG ACA CAG TCT CCA GCC ACC CTG TCT TIG TCT CCA GGG GAA
_CDR1
R A T L S ¢ R A S ©O S WV S S Y L A
AGA GCC ACC CT”C TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC TAC TTA GCC
_CDR2
W Y © © K P & 0O A P R L L I Y D A
TGG TAC CAA CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GAT GCA
s N R A T 6 I P A R F S G 8 G S G
TCC AAC AGG GCC ACT GGC ATC CCA GCC AGG TTC AGT GGC AGT GGG TCT GGG
T D F - L T I S S L E P E D F A V
ACA GAC TIC ACT CTC ACC ATC AGC AGC CTA GAG CCT GAA GAT TTT GCA GTT
_CDR3

Yy Yy ¢ ¢ ¢ R S8 N W P L T F G G G T
TAT TAC TGT CAG CAG CGT AGC AAC TGG CCG CTC ACT TIC GGC GGA GGG ACC
K Vv E - K
AAG GTG GAG ATC ARA

Figure 7B
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 14A2 VH (hIgGl)

V segment: 3-30.3
J segment: JH5b

Q v Q L Vv E S G G G v v Q P G R S

1 CAG GTG CAG CZG GIG GAG TCT GGG GGA GGC GTIG GIC CAG CCT GGG AGG TcCC
_CDRI1
L R L S ¢ A A S G F T F S N Y A L
52 CIG AGA CIC TCC TGT GCA GCC TCT GGA TIC ACC TTC AGT AAC TAT GCT CTG
_CDR2
H W Vv R ¢ A P G K 6 L E W VvV A L I
103 CAC TGG GIC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GIG GCA CTT ATA

S Y D G S R K H Y A D S v K G R F
154 TCA TAT GAT GGA AGC AGG AAA CAC TAC GCA GAC TCC GTIG AAG GGC CGA TIC

S I S R L N S K N T L Y L 0 M N S

205 AGT ATIC TCC AGA GAC AAT TCC AAG AAC ACA CIG TAT CTG CAA ATG AAC AGC
_CDR3
L R A E L T A v Y Y c A S L T M Vv
256 CIG AGA GCT GAG GAC ACG GCT GTG TAT TAC TGT GCG AGT CIT ACT ATG GTT
R E G G Q G T L v T v S S
307 CGG GAG GGG GGC CAG GGA ACC CZG GIC ACC GIC TCC TCA

Figure 8A
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WO 2016/196228 PCT/US2016/034470

Anti-OX40 14A2 VK1 (hKappa)

V segment: A27
J segment: JK3

E I % L T Q S p G T L S L S P G E

1 GAA ATT GIG TTG ACG CAG TCT CCA GGC ACC CTG TCT TIG TCT CCA GGG GAA
_CDRI1
R A I L S8 ¢ R A S8 © S Vv 8 s s Y L
52 AGA GCC ACC CT”C TCC TGC AGG GCC AGT CAG AGT GIT AGC AGC AGC TAC TIA
_CDR2

A W Y © ¢ K P G © A P R L L I Y @G

103 GCC TGG TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CIC CIC ATC TAT GGT
A S S R A T G - P D R F S G S G S
154 GCA TCC AGC AGG GCC ACT GGC ATZC CCA GAC AGG TIC AGT GGC AGT GGG TCT
G T D F T L T Z S R L E P E D F A
205 GGG ACA GAC TTZC ACT CTC ACZC ATZC AGC AGA CIG GAG CCT GAA GAT TIT GCA
_CDR3
v Y Y C Q Q Y G S S P F T F G P G
256 GTIG TAT TAC TGT CAG CAG TAT GGT AGC TCA CCA TIC ACT TIC GGC CCT GGG

T K % D I K
307 ACC AAA GTG GAT ATC AAA

Figure 8B
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WO 2016/196228

Anti-OX40 14A2 VK2 (hKappa)

52

103

154

205

256

307

V segment: 014/04
J segment: JK4

PCT/US2016/034470

C I Q L T Q S p S S L S A S v G D
GAC ATC CAG TZG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC
_CDR1
R v T Z T C R v S 0 G I S S Y L N
AGA GIC ACC ATZC ACT IGC CGG GZG AGT CAG GGC ATT AGC AGT TAT TTA AAT
_CDR2
W Y R Q K P 3 K v P K L L I Y S A
TGG TAT CGG CAG AAA CCA GGG AAA GIT CCT AAG CIC CTG ATC TAT AGT GCA
S N L Q S G \ P S R F S G S G S G
TCC AAT TIG CAA TCT GGA GIC CCA TCT CGG TIC AGT GGC AGT GGA TCT GGG
T D F Z L T I S S L 0 p E D v A T
ACA GAT TIC ACT CTC ACT ATC AGC AGC CTG CAG CCT GAA GAT GIT GCA ACT
_CDR3

Y Y € Q R T Y N A P Y T F G G G T
TAT TAC GGT CAA CGG ACT TAC AAT GCC CCT TAC ACT TTIC GGC GGA GGG ACC
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Anti-OX40 20C1 VH (hIgG1)
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Figure 9A
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Figure 9B
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Figure 10A
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Figure 10B
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Recombinant anti-OX40 antibody binding to
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KLH Ex vivo T cell response, Day 22
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KLH Ex vivo T cell response, Day 41
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End of Treatment
{EOT)
» Completion of 24
wks of treatment

Progressive Disease |

(PD)
«(linical deterioration
«Unacceptable toxicity

Clinic visits

0y 30, 60,100

after EQT

Survival FU:
ALL Subjects
every 3 months for
2 years from first
dose of study drug(s)

!

Additional cydes
(R, PR, D

A

(Section 3.1.6)

Response FU:
(R, PR, or D
Tumor Assessment
every 3 months from EOT

Re-treatment

(1-(4: 0X40.21 + Ipilimumab
 (5-(8: 0X40.21 only

A 000217 VNivolumab @ lpilimumab
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(Section 3.1.8)

*Schedule to be determined based on safety/PK/PD

Figure 43
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