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Anti-GITR 28F3 VH (hIgG2)
V segment: 3-33
D segment: 3-10
J segment: JH6b
© vV @ L VvV E S G G G V VvV Q P G
CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTIG GTC CAG CCT GGG
_CDR1
L R L s C A A S G F T F s S Y
CTG AGA CTC TCC TGT GCA GCG TCT GGA TTC ACC TTC AGT AGC TAT
H W Vv R Q A P G K G L E W V A
CAC TGG GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCA
w Y E G S N K Y Y A D S V K G
TGG TAT GAA GGA AGT AAT AAA TAT TAT GCA GAC TCC GTG AAG GGC
T I S R D N S K N T L Y L Q M
ACC ATC TCC AGA GAC AAT TCC AAG AAC ACG CTG TAT CTG CAA ATG
_CDR3
L R A E D T A V Y Y C A R G G
CTG AGA GCC GAG GAC ACG GCT GIG TAT TAC TGT GCG AGA GGG GGG
vV R 6 D Y Y Y G M D V W G Q G
GTT CGG GGG GAC TAC TAC TAC GGT ATG GAC GIC TGG GGC CAA GGG
v T V S s
GTC ACC GIC TCC TCA

358

Figure 2A
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Anti-GITR 28F3 VK (hKappa)

V segment: L18
J segment: JK2

A I Q L T Q S P S S L S A S A% G D

1 GCC ATC CAG TIG ACC CAG TCT CCA TICC TCC CTIG TCT GCA TCT GTA GGA GAC
_CDR1
R A% T I T cC R A S Q G I S S A L A
52 AGA GTC ACC ATC ACT TGC CGG GCA AGT CAG GGC ATT AGC AGT GCT TTA GCC
_CDR2
W Y Q Q K P G K A P K L L I Y D A
103 TGG TAT CAG CAG AAA CCA GGG AAA GCT CCT AAG CTIC CIG ATC TAT GAT GCC

S S L E S G v P S R F S G S G S G
154 TCC AGT TTG GAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

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

205 ACA GAT TTC ACT CTIC ACC ATC AGC AGC CTIG CAG CCT GAA GAT TTT GCA ACT
_CDR3

Y Y cC Q Q F N S Y P Y T F G Q G T

256 TAT TAC TGT CAA CAG TTT AAT AGT TAC CCG TAC ACT TTIT GGC CAG GGG ACC

307 AAG CTG GAG ATC AAA

Figure 2B
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V segment: 3-33
D segment: 6-19
J segment: JH6b

PCT/US2015/033991

Q A% Q L v E S G G G v v Q P G
CAG GTIG CAG CIG GIG GAG TCT GGG GGA GGC GIG GIC CAG CCT GGG
_CDR1
L R L S cC A A S G F T F S S Y
CIG AGA CTC TCC TIGT GCA GCG TCT GGA TTC ACC TTC AGT AGC TAT
H W v R Q A P G K G L E W v A
CAC TGG GTIC CGC CAG GCT CCA GGC AAG GGG CTIG GAG TGG GTIG GCA
W Y A G S N K Y Y A D S v K G
TGG TAT GCT GGA AGT AAT AAA TAC TAT GCA GAC TCC GIG AAG GGC
T I S R D N S K N T L Y L Q M
ACC ATC TCC AGA GAC AAT TCC AAG AAC ACG CTG TAT CTIG CAA ATG
_CDR3
L R A E D T A v Y Y cC A R G G
CIG AGA GCC GAG GAC ACG GCT GTIG TAT TAC TGT GCG AGA GGG GGG
A A% A F Y Y S M D v W G Q G T
GCA GIG GCC TTIC TAC TAC AGT ATG GAC GIC TGG GGC CAA GGG ACC

ACC GTC TICC TCaA

Figure 3A
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Anti-GITR 18E10 VK (hKappa)
V segment: L15
J segment: JK2
p I 9 M T Q S P S S L S A S V G D
GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC
_CDR1
R v T I T C R A S ©Q G I S s W L A
AGA GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC
_CDR2
W Y ©Q ©Q K P E K A P K S L I Y A A
TGG TAT CAG CAG AAA CCA GAG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA
s s L © s G VvV P S R F S G S G S G
TCC AGT TTG CAA AGT GGG GIC CCA TCA AGG TTIC AGC GGC AGT GGA TCT GGG
T b F T L T I S S L Q P E D F A T
ACA GAT TTC ACT CTC ACC ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT
_CDR3
Y ¥y ¢ ©Q @ Y N S Y P Y T F G Q G T
TAT TAC TGC CAA CAG TAT AAT AGT TAC CCG TAC ACT TTT GGC CAG GGG ACC
K L E I K
AAG CTG GAG ATC AAA

307

Figure 3B
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V segment: 3-33
D segment: 3-16
J segment: JH6b

PCT/US2015/033991

Q A% Q L v E S G G G A% A% Q P G
CAG GTIG CAG CTIG GIG GAG TCT GGG GGA GGC GIG GIC CAA CCT GGG
_CDR1
L R L S cC A A S G F T F S S Y
CIG AGA CTC TCC TIGT GCA GCG TCT GGA TTC ACC TTC AGT AGC TAT
H W v R Q A P G K G L E W v A
CAC TGG GTIC CGC CAG GCT CCA GGC AAG GGG CTIG GAG TGG GTIG GCA
W Y A G S N K F Y A D S v K G
TGG TAT GCT GGA AGT AAT AAA TTC TAT GCA GAC TCC GIG AAG GGC
T I S R D N S K N T L Y L Q M
ACC ATC TCC AGA GAC AAT TCC AAG AAC ACG CTG TAT CTIG CAA ATG
_CDR3
L R A E D T A v Y Y cC A R G G
CTA AGA GCC GAG GAC ACG GCT GIG TAT TAC TGT GCG AGA GGG GGA
D Y Y Y Y Y v M D v W G Q G T
GAC TAC TAC TAC TAT TAC GTT ATG GAC GIC TGG GGC CAA GGG ACC

ACC GTC TICC TCaA

Figure 4A
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Anti-GITR 19D3 VK (hKappa)
V segment: L15
J segment: JK2
p I 9 M T Q S P S S L S A S V G D
GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC
_CDR1
R v T I T C R A S ©Q G I S s W L A
AGA GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC
_CDR2
W Y ©Q ©Q K P E K A P K S L I Y A A
TGG TAT CAG CAG AAA CCA GAG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA
s s L © s G VvV P S R F S G S G S G
TCC AGT TTG CAA AGT GGG GIC CCA TCA AGG TTIC AGC GGC AGT GGA TCT GGG
T b F T L T I S S L Q P E D F A T
ACA GAT TTC ACT CTC ACC ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT
_CDR3
Y ¥y ¢ ©Q @ Y N S Y P Y T F G Q G T
TAT TAC TGC CAA CAG TAT AAT AGT TAC CCG TAC ACT TTT GGC CAG GGG ACC
K L E I K
AAG CTG GAG ATC AAA

307

Figure 4B
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Anti-GITR 3C3 VH (hlgG1)

V segment: 4-34
J segment: JH3b

8/102

PCT/US2015/033991

1 CAG GTIG CAA CTA CAG CAG TGG GGC GCA GGA CTG TTG AAG CCT TCG GAG ACC
_CDR1
L S L T cC A v Y G G S F S G Y Y W
52 CIG TCC CTIC ACC TIGC GCT GTIC TAT GGT GGG TCC TTC AGT GGT TAC TAC TGG
_CDR2
T W I R Q P P G K G L E W I G K I
103 ACC TGG ATC CGC CAG CCC CCA GGG AAG GGG CTG GAG TGG ATT GGG AAA ATC
N H S G N T N Y N P S L K S R v T
154 AAT CAT AGT GGA AAC ACC AAC TAC AAC CCG TCC CTIC AAG AGT CGA GTIC ACC
I S v D T S K N Q F S L K L S S v
205 ATA TCA GTA GAC ACG TCC AAG AAC CAG TTC TCC CTIG AAG CIG AGC TCT GIG
_CDR3
T A A D T A v Y Y cC A R L G A F D
256 ACC GCC GCG GAC ACG GCT GIG TAT TAC TGT GCG AGA CIG GGG GCC TTT GAT
A F D I W G Q G T M v T v S S
307 GCT TTIT GAT ATC TIGG GGC CAA GGG ACA ATG GTIC ACC GIC TICT TCA

Figure SA
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Anti-GITR 3C3 VK1 (hKappa)

V segment: L15
J segment: JK2

D I Q M T Q S P S S L S A S A% G D

1 GAC ATC CAG ATG ACC CAG TCT CCA TICC TCA CTG TCT GCA TCT GTA GGA GAC
_CDR1
R A% T I T cC R A S Q G I S S W L A
52 AGA GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC
_CDR2
W Y Q Q 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 v P S R F S G S G S G
154 TCC AGT TTG CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

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

205 ACA GAT TTC ACT CTIC ACC ATC AGC AGC CTIG CAG CCT GAA GAT TTT GCA ACT
_CDR3

Y Y cC Q Q Y N S Y P Y T F G Q G T

256 TAT TAC TGC CAA CAG TAT AAT AGT TAC CCG TAC ACT TTIT GGC CAG GGG ACC

307 AAG CTG GAG ATC AAA

Figure 5B
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Anti-GITR 3C3 VK2 (hKappa)

V segment: 120
J segment: JK2

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

1 GAA ATT GTIG TIG ACA CAG TCT CCA GCC ACC CTIG TICT TTG TCT CCA GGG GAA
_CDR1
R A T L S cC R A S Q G v S S Y L A
52 AGA GCC ACC CTC TCC TGC AGG GCC AGT CAG GGT GTT AGC AGC TAC TTA GCC
_CDR2
W Y Q Q K P G Q A P R L L I Y D A
103 TGG TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GAT GCA

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

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

205 ACA GAC TTC ACT CTIC ACC ATC AGC AGC CTA GAG CCT GAA GAT TTT GCA GIT
_CDR3

Y Y cC Q Q R S N W H T F G Q G T K

256 TAT TAC TGT CAG CAG CGT AGC AAC TGG CAC ACT TTT GGC CAG GGG ACC AAG

307 CTG GAG ATC AAA

Figure 5C
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Anti-GITR 2G6 VH (higG1)
V segment: 3-33
J segment: JH6b
Q v ¢ L V E S8 G G G V VvV Q P G
CAG GTT CAG CTG GTG GAG TCT GGG GGA GGC GIG GTC CAG CCT GGG
_CDR1
L R L S C A A S G F I L S D Y
CTG AGA CTC TCC TGT GCA GCG TCT GGA TTC ATC TTG AGT GAC TAT
H W Vv R Q A P G K G L E W V T
CAC TGG GTC CGC CAG GCT CCA GGC AAG GGA CTG GAG TGG GTG ACA
wW Y D G S N K F Y VvV D S V K G
TGG TAT GAT GGA AGT AAT AAA TTC TAT GTA GAC TCC GTG AAG GGC
T I S R D N S K N T L Y L Q M
ACC ATC TCC AGA GAC AAT TCC AAG AAC ACG TTG TAT CTG CAA ATG
_CDR3
L R vV E D T A V Y Y C A R G G
CTG AGA GTC GAG GAC ACG GCT GIG TAT TAC TGT GCG AGA GGG GGA
A T G H F Y Y V M D V W G Q G
GCA ACA GGT CAC TTC TAC TAC GIT ATG GAC GIC TGG GGC CAA GGG
v T V S S
GTC ACC GIC TCC TCA

358

Figure 6A
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Anti-GITR 2G6 VK (hKappa)
V segment: L15
J segment: JK2

D I Q M T Q S P S S L S A S A% G D

1 GAC ATC CAG ATG ACC CAG TCT CCA TICC TCA CTG TCT GCA TCT GTA GGA GAC
_CDR1
R A% T I T cC R A S Q G I S S W L A
52 AGA GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC
_CDR2
W Y Q Q 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 v P S R F S G S G S G
154 TCC AGT TTG CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

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

205 ACA GAT TTC ACT CTIC ACC ATC AGC AGC CTIG CAG CCT GAA GAT TTT GCA ACT
_CDR3

Y Y cC Q Q Y N S Y P Y T F G Q G T

256 TAT TAC TGC CAA CAG TAT AAT AGT TAC CCG TAC ACT TTIT GGC CAG GGG ACC

307 AAG CTG GAG ATC AAA

Figure 6B
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Anti-GITR 8A6 VH (hlgG2)
V segment: 3-33
D segment: 3-10
J segment: JH6b
© vV @ L VvV E S G G G V VvV Q P G
CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTIG GTC CAG CCT GGG
_CDR1
L R L s C T A S G F T F s S Y
CTG AGA CTC TCC TGT ACA GCG TCT GGA TTC ACC TTC AGT AGC TAT
Q W v R Q A P G K G L E W V A
CAG TGG GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCA
w Y E G S N K Y Y A D S V K G
TGG TAT GAA GGA AGT AAT AAA TAC TAT GCA GAC TCC GTG AAG GGC
T I S R E N S K N T L Y L Q M
ACC ATC TCC AGA GAA AAT TCC AAG AAC ACG CTG TAT CTG CAA ATG
_CDR3
L R A E D T A V Y Y C A R G G
CTG AGA GCC GAG GAC ACG GCT GIG TAT TAC TGT GCG AGA GGC GGT
VvV R 6 L F Y Y G M D V W G Q G
GTT CGG GGT CTC TTC TAC TAC GGT ATG GAC GIC TGG GGC CAA GGG
v T V S s
GTC ACC GIC TCC TCA

358

Figure 7A
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Anti-GITR 8A6 VK (hKappa)
V segment: L18
J segment: JK2

A I Q L T Q S P S S L S A S A% G D

1 GCC ATC CAG TIG ACC CAG TCT CCA TICC TCC CTIG TCT GCA TCT GTA GGA GAC
_CDR1
R A% T I T cC R A S Q G I S S A L A
52 AGA GTC ACC ATC ACT TGC CGG GCA AGT CAG GGC ATT AGC AGT GCT TTA GCC
_CDR2
W Y Q Q K P G K A P K F L I Y D A
103 TGG TAT CAG CAG AAA CCA GGG AAA GCT CCT AAG TTC CIG ATC TAT GAT GCC

S S L E S G v P S R F S G S G S G
154 TCC AGT TTG GAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

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

205 ACA GAT TTC ACT CTIC ACC ATC AGC AGC CTIG CAG CCT GAA GAT TTT GCA ACT
_CDR3

Y Y cC Q Q F N S Y P Y T F G Q G T

256 TAT TAC TGT CAA CAG TTT AAT AGT TAC CCG TAC ACT TTIT GGC CAG GGG ACC

307 AAG CTG GAG ATC AAA

Figure 7B



WO 2015/187835

15/102

Anti-GITR 9G7 VH (hlgG4)

52

103

154

205

256

307

358

V segment: 3-15
D segment: 3-10
J segment: JH6b

PCT/US2015/033991

E A% Q L v E S G G G L v K P G G S
GAG GTIG CAG CIG GIG GAG TCT GGG GGA GGC TTA GTA AAG CCT GGG GGG TCC
_CDR1
L R L S cC A A S G F T F S T v W M
CTIT AGA CTC TCC TIGT GCA GCC TCT GGA TTC ACT TTC AGT ACC GIC TGG ATG
_CDR2
S W v R Q A P G K G L E W v G R I
AGC TGG GIC CGC CAG GCT CCA GGG AAG GGG CTG GAG TGG GTIT GGC CGT ATT
K S K T D G G T T D Y A A P v K G
AAA AGC AAA ACT GAT GGT GGG ACA ACA GAC TAC GCT GCA CCC GTIG AAA GGC
R F T I S R D D S K N T L Y L Q M
AGA TTC ACC ATC TCA AGA GAT GAT TCA AAA AAC ACG CTIG TAT CTG CAA ATG
_CDR3
N S L H T E D T A v Y Y cC T T G Q
AAC AGC CIG CAC ACC GAG GAC ACA GCC GIG TAT TAC TGT ACC ACA GGG CAG
L I P Y S Y Y Y G M D v W G Q G T
CIG ATC CCT TAC TCC TAC TAC TAC GGT ATG GAC GTIC TGG GGC CAA GGG ACC

TCG GTC ACC GTIC TCC TCA

Figure 8A
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Anti-GITR 9G7 VK1 (hKappa)
V segment: A27
J segment: JK1

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

1 GAA ATT GTIG TIG ACG CAG TCT CCA GGC ACC CTIG TCT TTG TCT CCA GGG GAA
_CDR1
R A T L S cC R A S Q S v S S S Y L
52 AGA GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC AGC TAC TTA
_CDR2

A W Y Q Q K P G Q A P R L L I Y G
103 GCC TGG TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT

A S S R A T G I P D R F S G S G S
154 GCA TCC AGC AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TICT

G T D F T L T I S R L E P E D F A

205 GGG ACA GAC TTIC ACT CTC ACC ATC AGC AGA CTIG GAG CCT GAA GAT TTIT GCA
_CDR3
v Y Y cC Q Q Y G S S P W T F G Q G
256 GIG TAT TAC TGT CAG CAG TAT GGT AGC TCA CCG TGG ACG TTC GGC CAA GGG

307 ACC AAG GTIG GAA ATC AAA

Figure 8B
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Anti-GITR 9G7 VK2 (hKappa)
V segment: A27
J segment: JKS

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

1 GAA ATT GTIG TIG ACG CAG TCT CCA GGC ACC CTIG TCT TTG TCT CCA GGG GAA
_CDR1
R A T L S cC R A S Q S v T S S Y L
52 AGA GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT ACC AGC AGC TAC TTA
_CDR2

A W Y Q Q K P G Q A P R L L I Y G
103 GCC TGG TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT

A S S R A T G I P E R F S G S G S
154 GCA TCC AGC AGG GCC ACT GGC ATC CCA GAG AGG TTC AGT GGC AGT GGG TICT

G T D F T L T I S R L E P E D F A

205 GGG ACA GAC TTIC ACT CTC ACC ATC AGC AGA CTIG GAG CCT GAA GAT TTIT GCA
_CDR3
v Y Y cC Q Q Y G S S P I T F G Q G
256 GIG TAT TAC TGT CAG CAG TAT GGT AGC TCA CCG ATC ACC TTC GGC CAA GGG

307 ACA CGA CTIG GAG ATT AAA

Figure 8C
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Anti-GITR 14E3 VH (hlgG1)
V segment: 4-34
J segment: JH3b
©Q v ¢ L © © W 6 A &6 L L K P S E T
CAG GTG CAG CTA CAG CAG TGG GGC GCA GGA CTG TTG AAG CCT TCG GAG ACC
_CDR1
L $§ L. T C A VvV Y G G s F S G Y Y W
CTG TCC CTC ACC TGC GCT GIC TAT GGT GGG TCC TTC AGT GGT TAC TAC TGG
_CDR2
s w I R Q P P G K G L E W I G E I
AGC TGG ATC CGC CAG CCC CCA GGG AAG GGG CTG GAG TGG ATT GGA GAA ATC
N H S G N T Y Y N P S L K S R V T
AAT CAT AGT GGA AAC ACC TAC TAC AAC CCG TCC CTC AAG AGT CGC GIC ACC
I s v D T S K N Q L S L K L S S V
ATA TCA GTA GAC ACG TCC AAG AAC CAG TTA TCC CTG AAG CTG AGC TCT GTG
_CDR3

T A A D T A VvV Y Y C A R F G S N D
ACC GCC GCG GAC ACG GCT GTG TAT TAC TGT GCG AGA TTT GGG AGT AAT GAT
A F D I W G Q G T ™M VvV T V s 8
GCT TTT GAT ATC TGG GGC CAA GGG ACA ATG GTC ACC GIC TCT TCA

307

Figure 9A
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Anti-GITR 14E3 VK (hKappa)
V segment: L15
J segment: JK1

D I Q M T Q S P S S L S A S A% G D

1 GAC ATC CAG ATG ACC CAG TCT CCA TICC TCA CTG TCT GCA TCT GTA GGA GAC
_CDR1
R A% T I T cC R A S Q G I S S W L A
52 AGA GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC
_CDR2
W Y Q Q 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 v P S R F S G S G S G
154 TCC AGT TTG CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

T D F T L T I S S L Q P E D F A T
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4000
3500
3000 & 20
= 2500 N 6.6
% 822
£ 2000
) #0.74
2
&= 1500 #0.25
1000 | R #0.08
N 0.027
500 § §
N N
N\ \
N\ \
0 \ \
No Ab hlgG1 hlgG2

Figure 42A



WO 2015/187835 PCT/US2015/033991

64/102

GITR mAb on IL-2 secretion by CD4 T cells stimulated with OKT3
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