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Anti-GITR 28F3 VH (hIgG2)

52

103

154

205

256

307

358

Segmento V: 3-33
Segmento D: 3-10
Segmento J: JH6b

2/102

Q Vv @ L VvV E S G G G VvV V Q P G
CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTG GTC CAG CCT GGG
_CDR1
L R L S C A A S G F T F S S ¥
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 Yy 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 GTG TAT TAC TGT GCG AGA GGG GGG
Vv R G D Y Y Y G M D V W G Q G
GTT CGG GGG GAC TAC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG
v T VvV s S
GTC ACC GTC TCC TCA

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

52

103

154

205

256

307

Segmento V: L18
Segmento J: JK2

3/102

A I © L T © S P S s L S A S V G D
GCC ATC CAG TTG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC
_CDR1
R v T I T C R A S Q G I s S A L A
AGA GTC ACC ATC ACT TGC CGG GCA AGT CAG GGC ATT AGC AGT GCT TTA GCC
_CDR2
w Y Q © XK P G K A P K L L I Y D A
TGG TAT CAG CAG AAA CCA GGG AAA GCT CCT AAG CTC CTG ATC TAT GAT GCC
s s L E S G VvV P S R F S G S G S G
TCC AGT TTG GAA AGT GGG GTC CCA TCA AGG TTC 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 Yy ¢ ¢ o F N S Y P Y T F G Q G T
TAT TAC TGT CAA CAG TTT AAT AGT TAC CCG TAC ACT TTT GGC CAG GGG ACC
K L E I K

AAG CTG GAG ATC ARA

Figura 2B



Anti-GITR 18E10 VH (hIgG2)

52

103

154

205

256

307

358

Segmento V: 3-33
Segmento D: 6-19
Segmento J: JH6b

4/102

Q Vv Q L Vv E s8S G G G V V Qo P G
CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTG GTC CAG CCT GGG
_CDR1
L. R L S ¢ 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 o 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 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 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 GTG TAT TAC TGT GCG AGA GGG GGG
AV A F Y Y S M D V W G Q G T
GCA GTG GCC TTC TAC TAC AGT ATG GAC GTC TGG GGC CAA GGG ACC
T V S S
ACC GTC TCC TCA

Figura 3A
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Anti-GITR 18E10 VK (hKappa)

52

103

154

205

256

307

Segmento V: L15

Segmento J: JK2

5/102

p I Q 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 X 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 GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

T b F T L T I S s L o 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 Yy ¢ 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 ARA

Figura 3B



Anti-GITR 19D3 VH (hIgG2)

52

103

154

205

256

307

358

Segmento V: 3-33
Segmento D: 3-16
Segmento J: JH6b

6/102

QO Vv © L VvV E S G G G V V Q P G
CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTG GTC CAA 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 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 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
CTA AGA GCC GAG GAC ACG GCT GTG TAT TAC TGT GCG AGA GGG GGA
D Y Y Y Y Y vV M D V W G Q G T
GAC TAC TAC TAC TAT TAC GTT ATG GAC GTC TGG GGC CAA GGG ACC
T V S S
ACC GTC TCC TCA

Figura 4A
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Anti-GITR 19D3 VK (hKappa)

52

103

154

205

256

307

Segmento V: L15

Segmento J: JK2

7/102

p I Q 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 X 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 GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

T b F T L T I S s L o 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 Yy ¢ 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 ARA

Figura 4B



Anti-GITR 3C3 VH (hIgG1)

Segmento V: 4-34
Segmento J: JH3b

8/102

1 CAG GTG CAA CTA CAG CAG TGG GGC GCA GGA CTG TTG AAG CCT TCG GAG ACC
_CDR1
L s L T C A V Y G G S F S G Y Y W
52 CTG TCC CTC ACC TGC GCT GTC TAT GGT GGG TCC TTC AGT GGT TAC TAC TGG
_CDR2
T W I R © 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 CTC AAG AGT CGA GTC ACC
I s v D T S K N O F S L K L S s V
205 ATA TCA GTA GAC ACG TCC AAG AAC CAG TTC TCC CTG AAG CTG AGC TCT GTG
_CDR3
T A A D T A V Y Y C A R L G A F D
256 ACC GCC GCG GAC ACG GCT GTG TAT TAC TGT GCG AGA CTG GGG GCC TTT GAT
A F D I W G © G T M V T V 8 S
307 GCT TTT GAT ATC TGG GGC CAA GGG ACA ATG GTC ACC GTC TCT TCA

Figura SA



Anti-GITR 3C3 VK1 (hKappa)

52

103

154

205

256

307

Segmento V: L15
Segmento J: JK2

9/102

p I Q 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 X 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 o S G VvV P S R F S G S G S G
TCC AGT TTG CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

T Db F T L T I S s L o 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 Yy ¢ 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

Figura 5B



Anti-GITR 3C3 VK2 (hKappa)

Segmento V: L20
Segmento J: JK2

52

103

154

205

256

307

10/102

E I v L T ¢ s P A T L S L S P G E
GAA ATT GTG TTG ACA CAG TCT CCA GCC ACC CTG TCT TTG TCT CCA GGG GAA
_CDR1
R A T L s C R A S Q G V s S Y L A
AGA GCC ACC CTC TCC TGC AGG GCC AGT CAG GGT GTT AGC AGC TAC TTA GCC
_CDR2

w Y © ©Q X P G Q A P R L L I Y D A
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
TCC AAC AGG GCC ACT GGC ATC CCA GCC AGG TTC AGT GGC AGT GGG CCT GGG

T D F T L T I S s L E P E D F A V
ACA GAC TTC ACT CTC ACC ATC AGC AGC CTA GAG CCT GAA GAT TTT GCA GTT

_CDR3

Y Yy ¢ Q O R S N W H T F G Q G T K
TAT TAC TGT CAG CAG CGT AGC AAC TGG CAC ACT TTT GGC CAG GGG ACC AAG

L E I K

CTG GAG ATC AAA

Figura 5C



Anti-GITR 2G6 VH (hIgG1)

52

103

154

205

256

307

358

Segmento V: 3-33
Segmento J: JH6b

11/102

Q Vv © L VvV E S G G G VvV V Q P G
CAG GTT CAG CTG GTG GAG TCT GGG GGA GGC GTG 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 VvV T
CAC TGG GTC CGC CAG GCT CCA GGC AAG GGA CTG GAG TGG GTG ACA
w 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 VvV E D T A V Y Y C A R G G
CTG AGA GTC GAG GAC ACG GCT GTG 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 GTT ATG GAC GTC TGG GGC CAA GGG
v T V s S
GTC ACC GTC TCC TCA

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

52

103

154

205

256

307

12/102

p I Q 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 X 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 o S G VvV P S R F S G S G S G
TCC AGT TTG CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG

T Db F T L T I S s L o 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 Yy ¢ 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

Figura 6B



Anti-GITR 8A6 VH (hIgG2)

52

103

154

205

256

307

358

Segmento V: 3-33
Segmento D: 3-10
Segmento J: JH6b

13/102

Q Vv Q L VvV E S G G G V VvV Q P G
CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTG GTC CAG CCT GGG
_CDR1
L R L s ¢ 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 vV R O 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 GTG TAT TAC TGT GCG AGA GGC GGT
Vv R G L F Y Y G M D V W G Q G
GTT CGG GGT CTC TTC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG
v T V S S
GTC ACC GTC TCC TCA

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

52

103

154

205

256

307

14/102

A I 9 L T 9 S P S S L S A S V G D
GCC ATC CAG TTG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC
_CDR1
R v T I T C R A S © G I S S A L A
AGA GTC ACC ATC ACT TGC CGG GCA AGT CAG GGC ATT AGC AGT GCT TTA GCC
_CDR2
w Y ©Q o K P G K A P K F L I Y D A
TGG TAT CAG CAG AAA CCA GGG AAA GCT CCT AAG TTC CTG ATC TAT GAT GCC
s s L E S G VvV P S R F S G S G S G
TCC AGT TTG GAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG
T p F T L T I S s L o 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@ Q F N S Y P Y T F G QO G T
TAT TAC TGT CAA CAG TTT AAT AGT TAC CCG TAC ACT TTT GGC CAG GGG ACC
K L E I K
AAG CTG GAG ATC AAA

Figura 7B



Anti-GITR 9G7 VH (hlgG4)

52

103

154

205

256

307

358

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

15/102

E Vv @ L vV E S G G G L V K P G G S
GAG GTG CAG CTG GTG GAG TCT GGG GGA GGC TTA GTA AAG CCT GGG GGG TCC
_CDR1
L R L S C A A S G F T F S T V W M
CTT AGA CTC TCC TGT GCA GCC TCT GGA TTC ACT TTC AGT ACC GTC TGG ATG
_CDR2
s w vV R Q A P G K G L E W V G R I
AGC TGG GTC CGC CAG GCT CCA GGG AAG GGG CTG GAG TGG GTT 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 GTG 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 CTG TAT CTG CAA ATG
_CDR3
N S L H T E D T A V Y Y C T T G Q
AAC AGC CTG CAC ACC GAG GAC ACA GCC GTG TAT TAC TGT ACC ACA GGG CAG
. 1 p Y S Y Y Y G M D V W G Q G T
CTG ATC CCT TAC TCC TAC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC
s Vv T VvV s S
TCG GTC ACC GTC TCC TCA

Figura 8A



Anti-GITR 9G7 VK1 (hKappa)
Segmento V: A27
Segmento J: JK1

52

103

154

205

256

307

16/102

v L T © s P G T L S L S P G E
GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA
_CDR1
R A T L s C R A S © S VvV S S S Y L
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
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
GCA TCC AGC AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TCT

G T D F T L T I S R L E P E D F A
GGG ACA GAC TTC ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA

_CDR3

v Yy Y ¢ 9 ¢ Y G S S P W T F G Q G
GTG TAT TAC TGT CAG CAG TAT GGT AGC TCA CCG TGG ACG TTC GGC CAA GGG

T K vV E I K
ACC AAG GTG GAA ATC AAA

Figura 8B



Anti-GITR 9G7 VK2 (hKappa)
Segmento V: A27
Segmento J: JKS5

52

103

154

205

256

307

17/102

E I v L T ¢ s P G T L s L S P G E
GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA
_CDR1
R A T L S C R A S Q S VvV T S S Y L
AGA GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT ACC AGC AGC TAC TTA
_CDR2
AW Y ©Q Q XK P G OQ A P R L L I Y G
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
GCA TCC AGC AGG GCC ACT GGC ATC CCA GAG AGG TTC AGT GGC AGT GGG TCT
G T p F T L T I S R L E P E D F A
GGG ACA GAC TTC ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA
_CDR3

v Y Yy ¢ o ¢ Y G S s Pp I T F G Q G
GTG TAT TAC TGT CAG CAG TAT GGT AGC TCA CCG ATC ACC TTC GGC CAA GGG
T R L E I K
ACA CGA CTG GAG ATT AAA

Figura 8C



Anti-GITR 14E3 VH (hIgG1)

52

103

154

205

256

307

Segmento V: 4-34
Segmento J: JH3b

18/102

O Vv ¢ L o Q W 6 A G 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 s L T C A V Y G G S F S G Y Y W
CTG TCC CTC ACC TGC GCT GTC TAT GGT GGG TCC TTC AGT GGT TAC TAC TGG
_CDR2
s w I R QQ P P G XK 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 GTC ACC
I s v D T S K N O 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 V 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 V T V S S

GCT TTT GAT ATC TGG GGC CAA GGG ACA ATG GTC ACC GTC TCT TCA

Figura 9A



Anti-GITR 14E3 VK (hKappa)
Segmento V: L15
Segmento J: JK1

52

103

154

205

256

307

19/102

p I Q 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 X 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 GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG
T Db F T L T I S s L o 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 Yy ¢ Q ¢o Y N S Y P P T F G Q G T
TAT TAC TGC CAA CAG TAT AAT AGT TAC CCT CCG ACG TTC GGC CAA GGG ACC
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Anti-GITR 19HS8 VH (hIgG2)
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Anti-GITR 19H8 VK1 (hKappa)
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Anti-GITR 6G10 VK1 (hKappa)
Segmento V: L18
Segmento J: JK2

52

103

154

205

256

307

24/102

A I ¢ L T © S P S s L S A S V G D
GCC ATC CAG TTG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC
_CDR1
R v T I T C R A S Q G I s S A L A
AGA GTC ACC ATC ACT TGC CGG GCA AGT CAG GGC ATT AGC AGT GCT TTA GCC
_CDR2
w Y Q © XK P G K A P K L L I Y D A
TGG TAT CAG CAG AAA CCA GGG AAA GCT CCT AAG CTC CTG ATC TAT GAT GCC
s s L E S G VvV P S R F S G S G S G
TCC AGT TTG GAA AGT GGG GTC CCA TCA AGG TTC 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 Yy ¢ ¢ o F N S Y P Y T F G Q G T
TAT TAC TGT CAA CAG TTT AAT AGT TAC CCG TAC ACT TTT GGC CAG GGG ACC
K L E I K
AAG CTG GAG ATC ARA

Figura 11B



Anti-GITR 28F3 VH (hIgG2)
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A27
ENTRADA

A27
ENTRADA

A27
ENTRADA

A27
ENTRADA

A2
JK1
ENTRADA

39/102

E I
_CDR1
R A
L L
T D
G S

T O
s v
_CDR2
G A
L T
WwoT

Figura 25A

(el

CDR3

1O

<]



Anti-GITR 9G7 VK2 (hKappa)
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Anti-GITR 19H8 VK2 (hKappa)
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HuMab GITR en secrecion de miL-2 mediante 3A9-HGITR en
presencia de mAB anti-cd3 unido a placas
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mAb GITR en secrecion de mIL2 mediante células 3A9-
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HuMab GITR en secrecién de IFN-g de linfocitos T CD3 estimulados con CHO que expresa OKT3
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mAb GITR en secrecion de IL-2 mediante linfocitos T CD4 estimulados
con células CHO que expresan OKT3 (dia 2) - Donante #1
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Fijacion de Variantes de 28F3 a 3A9-hGITR transfectante 3Ap-hGITR
5001 ECS0
* Al A EREE]
| Bi B1i R.TT
o 400 4 © Ci ]
o ¥ o D 04
= 300+ $ £ El .04
L ® Fi Fi 60.28
= 200- [ e G 1565
2 A H Hi B19.8
L] B2 EXET
1004 $ = B2 ~ 2BET
L C2 1378
0- . : = Dz 333
. = E2 .60
10+ 102 10° 102 10, = = e E
Concentracion (nM) & = 0.7
B z ZAET
oA A3 2.860
m = B2 4173
& O C3 218
Jd [ 03 1.063
FOE =] 2037
v B FI ~ 1247
1 = 5] B1.58
. I8 25} 1626
Figura 55A
Fijacion de Variantes de 28F3 a 3A9-hGITR transfectante 3Ap-hGITR
500+ ECH0
. 24 B4 07717
m 3 E4 5401
_ 4007 A O e 06378
& Y 04 7325
= 300 +» = E4 ~ 3 BS54 00T
T . Fa 15.08
= 200 m G4 =04
2 A H HE 05600
o B 0.6629
1004 & = BE 0.3107
L o 0.3455
0 ; L 0% 0.5681
, + E EE 2753
10+ 102 10¢ 102 10 . = = TS
Concentracion (nlM) & = G5 07976
m = HE 0.3404
- A A 0. 7967
- EE 07574
& & T 1418
4 E 6 1.437
$ E B ]
1 B 1501
1 £ 1681
e HE 03330

Figura 55B




86/102

Variantes de 28F3 en secrecion de IL-2 de células 3A9-hGITR

en presencia de anti-CD3 unido a placas
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Variantes de 28F3 en secrecion de IL-2 de células 3A9-hGITR

en presencia de anti-CD3 unido a placas

2500 -
— 2000- o —
2 A A3 B.613
-E W B B3 ~ 4576
o ® C3 C3 9.153
o 1500+ & o3 D3 1299
ol § E3 =
= F2 F3
1000 1 | a3 G3 20.52
# H3 H3 ~10.82
Eu'u I I I 1
102 10 100 107 102
Concentracion (nM)
Figura 56C
Variantes de 28F3 en secrecion de IL-2 de células 3A9-hGITR
en presencia de anti-CD3 unido a placas
2500+ EC50
*  Ad Ad ~ 20304
B4 7403
— - & C4 Ccs ~3.075
- 2000 Fy ¥ o4 04 4758
E A & Es E4
2 & Fa 3.070
— 1500+ H G G4 ~ 20182
o
- *
1000 -
I I I 1
10-2 10 100 101 102

Concentracion (nM)

Figura 56D




88/102

Variantes de 28F3 en secrecion de IL-2 de células 3A9-hGITR
en presencia de anti-CD3 unido a placas
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Ab GITR en secrecion de IFN-g mediante linfocitos T CD4 estimulados
con células CHO que expresan OKT3 - Donante #2
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Ab GITR en secrecion de IL-2 mediante linfocitos T CD4 estimulados
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Variantes de GITR.6 en proliferacion de linfocitos T en cocultivo
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