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Anti-BTLA 1B4 VH
V segment: 2-05
D segment: 3-10
J segment: JH6b

e I T L K E S G PTLV K PTOQTL
1 CAG ATC ACC TTG AAG GAG TCT GGT CCT ACG CTG GTG AAA CCC ACA CAG ACC CTC

CDR1

T b 1T ¢ T F S G F S L N T I G V G V
55 ACG CTG ACC TGC ACC TTC TCT GGG TTC TCA CTC AAC ACT ATT GGA GTG GGT GTA

CDR1 | CDR2

g s

P et

N W I R Q@ P P G K A L E W L A L I Y
109 AAC TGG ATC CGT CAG CCC CCA GBA AAG GCC CTG GAG TGG CTT GCA CTC ATT TAT

CDR2

W D DD K R Y S P S L KR RULTTI S
163 TGG GAT GAT GAT AAG CGC TAC AGC CCA TCT CTG AAG AGG AGG CTC ACC ATC TCC

K DT S K N QV V L T M TNMD P V
217 AAG GAC ACC TCC AAA AAC CAG GTG GTC CTC ACA ATG ACC AAC ATG GAC CCT GTG

CDR3

b T AT Y Y C A H S G I T EV R G V
271 GAC ACA GCC ACA TAT TAC TGT GCA CAC AGC GGG ATT ACT GAG GTT CGG GGA GTT

CDR3

I T H Y Y & M DV W 66 Q66 T T V T V
325 ATT ATA CAT TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GTC

S S
379 TCC TCA
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Anti-BTLA 1B4 VK

V segment: A27
J segment: JK5

E I v L T @ $S P G T L S L S P G E R
1 GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA

CDR1

AT L § C R A S Q@ S V S S S Y L A ¥
55 GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC AGC TAC TTA GCC TGG

CDR2

Y ¢ ¢ K P G Q A P R L L I Y G A S S
109 TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

CDR2

[ N .

R A T 6 I P D RE S G S G S F T D F
163 AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGBC AGT GGG TCT GGG_ACA GAC_TTC S

P

T L 17T I S R L E P E D F AV Y Y C Q
217 ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

CDR3

@ Y € $ § I T F 6 Q@ 6 T R L E I K
271 CAG TAT GGT AGC TCA ATC ACC TTC GGC CAA GGG ACA CGA CTG GAG ATT AAA

FIG.1B
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Anti-BTLA E4H9 VH
V segment: 2-70
D segment: 3-10
J segment: JH6b

Q v T L RE S GGP AL V KPTOQQTL
1 CAG GTC ACC TTG AGG GAG TCT GGT CCT GCG CTG GTG AAA CCC ACA CAG ACC CTC

CDR1

T LT CTF S GG F S L S T S 6 M C v
55 ACA CTG ACC TGC ACC TTC TCT GGG TTC TCA CTC AGC ACT AGT GGA ATG TGT GTG

CDR1 | CDR2

.

e et e —

S W I R @ P P 6 K A L E W L A L I D
109 AGC TGG ATC CGT CAG CCC CCA GGG AAG GCC CTG GAG TGG CTT GCA CTC ATT GAT

CDR2

w b DV K Y Y S S S L KT K L T I §
163 TGG GAT GAT GTT AAA TAC TAC AGC TCA TCT CTG AAG ACC AFG CTC ACC ATC TCC

K b T § K N Q V V L T M T D M D P V
217 AAG GAC ACC TCC AAA AAC CAG GTG GTC CTT ACA ATG ACC GAC ATG GAC CCT GTG

CDR3

pb T A T Y Y CARTRFTMTF R GV
271 GAC ACT GCC ACG TAT TAC TGT GCA CGG ATA CGG TTT ACT ATG TTT CGG GGA GTC

CDR3

Y Y Y Y Y 6 L DV WG Q6 T TV T V
325 TAC TAC TAT TAC TAC GGT TTG GAC GTC TGG GGC CAA GEG ACC ACG GIC ACC GTC
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Anti-BTLA E4H9 VK

V segment: A27
J segment: JK3
E I v L T @ §$ P 6 T L S L S P G E R
1 GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA

CDR1

AT L S €C R A S Q S V S S S Y L A W
55 GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC AGC TAC TTA GCC TGG

CDR2

Y ¢ @ K P G @ AP R L L I Y G A S S
109 TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

CDR2

o Pk Pt P P e e g P P

R A T GG I P DR F S G S &6 S G T D F
163 AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TCT GGG ACA GAC TTC

CDR3

oy

: T L T I § R L E P E D F A VYV ¥ Y C Q
217 ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

CDR3

Q Yy @ sS S P P I TF GG P G T K V D I
271 CAG TAT GGT AGC TCA CCT CCG ATC ACT TTC GGC CCT GGG ACC AAA GTG GAT ATC

K
325 AAA
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Anti-BTLA 3C2 VH -
V segment: 4-59
D segment: 6-19
J segment: JH4b

@ v a L @ E S 6P G L V KPS E T L
1 CAG .GTG CAG CTG CAG GAG TCG GGC CCA GGA CTG GTG AAG CCT TCG GAG ACC CTG

CDR1

s L T CT 1T S @6 S I S N Y Y W N W
55 TCC CTC ACC TGC ACT ATC TCT GGT GGC TCC ATC AGT AAT TAC TAC TGG AAC TGG

CDR2

I R Q P P 6 K 6 L E W I 6 Y I Y Y s
109 ATC CGG CAG CCC CCA GGG AAG GEA CTG.GAG TGG ATT GGG TAT ATC TAT TAC AGT

CDR2

T S T K Y NP S L KSRV T M § V E
163 ACG AGC ACC_AAG_TAC_AAC CCC_TCC CTC_AAG AGT_CGA_GTC-ACC_ATG-TCA-GTA-GAG

r $ K N Q F S L K L S S VT AATDT
217 ACG TCC AAG AAC CAG TTC TCC CTG AAG CTG AGC TCT GTG ACC GCT GCG GAC ACG

CDR3

AV Y Y C AR VY K VY S T G W F F D
271 GCC GTG TAT TAC TGT GCG AGA GTG AAA GTG TAT AGC ACT GGC TGG TTC TIT GAC

CDR3

Pt

Y W 6 Q@ 6 T L V T V S 5§
325 TAC TGG GGC CAG GGA ACC CTG GTC ACC GTC TCC TCA

FIG.3A
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Anti-BTLA 3C2 VK1

V segment: L18
J segment: JK4

A I @ L T Q s P S S L S A S VvV G D R
1 GCC ATC CAG TTG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC AGA

CDR1

v 17T 1 T C R A S Q G I S S A L A W Y
55 GTC ACC ATC ACT TGC CGG GCA AGT CAG GGC ATT AGC AGT GCT TTA GCC TGG TAT

CDR2

Q ¢ K P G K A P KL L I Y D A S S L
109 CAG CAG AAA CCA GGG AAA GCT CCT AAG CTC CTG ATC TAT GAT GCC TCC AGT TTG

CDR2

E S 6 VP S R F S 66 S G S 6 T D F T
163 GAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT

CDR3

i P s Pt

L T I § S L @ P E D F A T Y Y C Q@ @
217 CTC ACC ATC AGC AGC CTG CAG CCT GAA GAT TIT GCA ACT TAT TAC TGT CAA CAG

CDR3

F N § Y P L T F G 6 & T K V E I K
271 TTT AAT AGT TAC CCT CTC ACT TTC GGC GGA GGG ACC AAG GTG GAG ATC AMA

FIG.3B
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Anti-BTLA 3C2 VK2
V segment: A27
J segment: JK2
E I v L T @ §$ P 6 T L S L S P G E R
1 GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA

CDR1

AT L S CRA S Q S VS S S Y L A W
55 GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC AGC TAC TTA GCC TGG

CDR2

Y 0 ¢ K P G Q AP R L L I Y G A S S
109 TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

Pt Pt P PP et vt e P s

R A T GG I P DR F S G S G S @ T D F
163 AGG_GCC_ACT_GGC_ATC_CCA_GAC_AGG_TTC_AGT_GGC_AGT_GGG_TCT_GGG_ACA_GAC_TTC_

CDR3

———

T L T I $ R L E P E D F A V Y Y C Q
217 ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

CDR3

Q Y ¢ s s P Y T F G Q & T K L E I K
271 CAG TAT GGT AGC TCA CCG TAC ACT TTT GGC CAG GGG ACC AAG CTG GAG ATC AAA

FIG.3C
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Anti-BTLA 6A5 VH
V segment: 2-05
D segment: 3-10
J segment: JH6b

Q I T L K E $ 6@ P T L V K P T Q T L
1 CAG ATC ACC TTG AAG GAG TCT GGT CCT ACG CTG GTG AAA CCC ACA CAG ACC CTC

CDR1

T L T ¢CTF S 66 F S L S T S G V G V
55 ACG CTG ACC TGC ACC TTT TCT GGG TTC TCA CTC AGC ACT AGT GGA GTG GGT GTG

CDR1

———

G W I R Q@Q P P 6 K A L E W L A L I Y
109 GGC TGG ATC CGT CAG CCC CCA GGA AAG GCC CTG GAG TGG CTT GCA CTC ATT TAT

-CDR2

WD DD KRY S P S L K S RLTTIT

163 TGG GAT GAT GAT AAG CGC TAC AGT CCA TCT CTG AAG AGC AGG CTC ACC ATC ACC

K D T $§ K N Q V V L T M A N M D P V
217 AAG GAC ACC TCC AAA AAC CAG GTG GTC CTT ACA ATG GCC AAC ATG GAC CCT GTG

CDR3

b T A 7T Y Y CAWHTI R I T E V R G V
271 GAC ACA GCC ACA TAT TAC TGT GCA CAC ATC CGT ATT ACT GAG GTT CGG GGA GTT

CDR3

I T s Y Y G M DV W G666 Q66 TTV T V
325 ATT ATC TCC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GTC

S S
379 TCC TCA
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Anti-BTLA 6A5 VK

V segment: A27
J segment: JK5

E I VvV L T Q@ $ P & T L S L S P G E R
1 GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA

CDR1

AT L § C R A S Q@ S V S S T Y L A W
55 GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC ACC TAC TTA GCC TGG

CDR2

Y ¢ ¢ K P G Q AP RULLTI Y 6 A S S
109 TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

CDR2

Pt Pt Bt Pt ot oo e ot s

R AT G I P DR F S G S 6 S 6 T D F

163 AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TCT GGG ACA GAC TIC

CDR3

s

. T L T I S R L E P E D F A V Y Y C Q
217 ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

CDR3

@y S S P P I T F G Q G T R L E I
271 CAG TAT GGT AGC TCA CCT CCG ATC ACC TTC GGC CAA GGG ACA CGA CTG GAG ATT

K
325 AAA
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Anti-BTLA 11E2 VH
V segment: 3-20
D segment: 3-10
J segment: JH6b

EVvV a0 L V E $ 6 6 6V I R P G G S L
1 GAG GTG CAA CTG GTG GAG TCT GGG GGA GGT GTG ATA CGG CCT GGG GGG TCC CTG

COR 1

R L § ¢C A A S &G F T F DD Y G M S W
55 AGA CTC TCC TGT GCA GCC TCT GGA TTC ACC TTT GAT GAT TAT GGC ATG AGC TGG

COR2

vV R @ A P G K G L E W V S 6 I N W N
109 GTC C&C CAA GCT CCA GGG AAG GGG CTG GAG TGG GTC TCT GGT ATT AAT TGG AAT

CDR 2

G & S T & Y A A S V KGR F T I S R
163 GGT GGT AGC ACA GGT TAT GCA GCC TCT GTG_AAG_GGC_CGA TTC_ACC_ATC_TCC_.AGA___

b N AAK N S§ L Y L @Q M NS L R A E D
217 GAC AAC GCC AAG AAC TCC CTG TAT CTA CAA ATG AAC AGT CTG AGA GCC GAG GAC

CDR3

S ALY Y CARTDYJVYYGEP OGS P N
271 TCG GCC TTG TAT TAC TGT GCG AGA GAT TAT TAC TAT GGT CCG GGG AGT CCT AAC

CDR3

Y FY Y A M DV W G Q T TV T V S
325 TAC TTC TAC TAC GCT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GIC TCC

S
379 TCA
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Anti-BTLA 11E2 VK

V segment: L15
J segment: JKI

b1 ¢ M T Q S P S S L § A S V G D R
1 GAC ATC CAG ATG ACC CAG TCT CCA TCC TCA CTG TCT GCA TCT GTA GGA GAC AGA

ChR 1

v T I T €C R A S @ G I S S W L A W Y
55 GTC ACC ATC ACT TGT CGG GCG AGT CAG GGT ATT AGC AGC TGG TTA GCC TGG TAT

CDR 2

Q @ K P E K A P K S L I Y A A S S L
109 CAG CAG AAA CCA GAG AAA GCC CCT AAG TCC CTG ATC TAT GCT GCA TCC AGT TTG

CDR 2

e o et

Q $S 6 vpPp S RF S &S 66 S 6T D F T
163 CAA AGT GGG GTC CCA TCA AGG TTC AGC GGC AGT GGA TCT GGG ACA GAT TTC ACT

CDR 3

P e ]

LT I s S$ L @ P E D F A T Y Y C 0@ Q
217 CTC ACC ATC AGC AGC CTG CAG CCT GAA GAT TIT GCA ACT TAT TAC TGC CAA CAG

CDR 3

Y N § Y P R T F G Q 6 T K V E I K
271 TAT AAT AGT TAC CCT CGG ACG TTC GGC CAA GGG ACC AAG GTG GAA ATC AAA

FIG.5B
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Anti-BTLA E8D9 VH
V segment: 2-05
D segment: 3-10
J segment: JHéb

Qe I T L K E S &€ P T L V KP T QQTL
1 CAG ATC ACC TTG AAG GAG TCT GGT CCT ACG CTG GTG AAA CCC ACA CAG ACC CTC

CDR1

T LT €T F S 6 F S L $ T S 6 V G V
35 ACG CTG ACC TGC ACC TTC TCT GGG TTC TCA CTC AGC ACT AGT GGA GTG GGT GTG

CDR1 CDR2

G W I R Q P P G K A L E W L A L I Y
109 GGC TGG ATC CGT CAG CCC CCA GGA AAG GCC CTG GAG TGG CTT GCA CTC ATT TAT

CDR2

w b DD KRY S P S L K S RULTTIT
163 TGG GAT GAT GAT AAG CGC TAC AGC CCA TCT CTG AAG AGC AGG CTC ACC ATC ACC

K b T § K N Q V V L T MHTNMTDP V
217 AAG GAC ACC TCC AAA AAC CAG GTG GTC CTT ACA ATG ACC AAC ATG GAC CCT GTG

CDR3

b T A T Y Y C A H T S I TE V R G A
271 GAC ACA GCC ACA TAT TAC TGT GCA CAC ACC AGT ATT ACT GAG GTT CGG GGA GCT

CDR3
I I Y Y Y G M DV WG Q GT TV TV
325 ATT ATC TAC TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GTC

S S
379 TCC TCA
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Anti-BTLA E8D9 VK

V segment: A27
J segment: JK4

E I v L T @Q $ P G T L S L S P GG E R
1 GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA

CDR1

AT L S ¢ R A S Q S V S S S Y L A W
55 GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC AGC TAC TTA GCC TG&

CDR2

Y ¢ ¢ K P G Q AP R L L I Y @ A S S
109 TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

CDR2

P e P .

R AT @ I P D RF S G S G S @ T D F
163 AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TCT GGG ACA GAG TTC

CDR3

—r——

T L T T § R L E P E D F A V Y Y C @
217 ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

CDR3

Q Y 6 H $ L T F G GG € T K V E I K
271 CAG TAT GGT CAC TCG CTC ACT TTC GGC GGA GGG ACC AAG GTG GAG ATC AAA

FIG.6B
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MKTLPAMLGTGKLFWVFFLIPYLDIWNIHGKESCDVQLYIKRQS

EHSILAGDPFELECPVKYCANRPHVTWCKLNGTTCVKLEDRQTSWKEEKNISFFI
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Anti-BTLA 10H6 VH
V segment: 3-33
D segment: 3-10
J segment: JH6b

Q v @ L VvV E S 66 G 6 VvV VvV @ P G R S L
1 CAG GTG CAG CTG GTG GAG TCT GGG GGA GGC GTG GTC CAG CCT GGG AGG TCC CTG

CDR1

R L §$ ¢C A A S GG F T F S$ S Y D M H W
55" AGA CTC TCC TGT GCA GCG TCT GGA TTC ACC TTC AGT AGC TAT GAC ATG CAC TGG

CDR2

V. R 2 A P G K G L E W V A A I W N D
109 GTC CGC CAG GCT CCA GGC AAG GGG CTG GAG TGG GTG GCA GCT ATA TGG AAT GAT

CDR2

G S N K Y Y A D S V K @R F T I § R
163 GGA AGT AAT AAA TAC TAT GCA GAC TCC GTG AAG GGC CGA TTC ACC ATC TCC AGA

b NS K N T L Y L Q M N S L R A E D
217 GAC AAT TCC AAG AAC ACG CTG TAT CTG CAA ATG AAC AGC CTG AGA GCC GAG GAC

CDR3

T AV Y Y C A RD IR I TM VR G V I
271 ACG GCT GTG TAT TAC TGT GCG AGA GAC CGT ATT ACT ATG GTT CGG GGA GTT ATT

CDR3

T @ Y Y 6 M DV W G Q6 T TV T V S
325 ACC CAA TAC TAC GGT ATG GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GTC TCC

S
379 TCA
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Anti-BTLA 10H6 VH
V segment: 04
J segment: JK2
p I @ L T Q $ P S S L S A S V 6 D R
1 GAC ATC CAG TIG ACC CAG TCT CCA TCC TCC CTG TCT GCA TCT GTA GGA GAC AGA

- CDR1

v T I T € R V § Q0 6 I S S Y L N W Y
55 GTC ACC ATC ACT TGC CGG GTG AGT CAG GGC ATT AGC AGT TAT TTA AAT TGG TAT

CDR2

R Q@ K P G K V P K L L I ¥ S A S N L
109 CGG CAG AAA CCA GGG AAA GTT CCT AAG CTC CTG ATC TAT AGT GCA TCC AAT TTG

CDR2

ot PP ot Vot o

@ S 6 vV P S R F S &6 S 66 S 66 T D F T
163 CAA TCT GGA GTC CCA TCT CGG TTC AGT GGC AGT GGA TCT GGG ACA GAT TTC ACT

CDR3

L T I § S L Q@ P E D V AT Y Y 6 Q R
217 CTC ACT ATC AGC AGC CTG CAG CCT GAA GAT GTT GCA ACT TAT TAC GGT CAA CGG

CDR3

T Y N A P Y T F G Q G T K L E I K
271 ACT TAC AAT GCC CCG TAC ACT TTT GGC CAG GGG ACC AAG CTG GAG ATC AAA

FIG.21B
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Anti-BTLA 10H6a VK
V segment: A27

J segment: JK5

E I VvV L T @ $ P G T L S L S P G E R
1 GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA

CDR1

AT L § CR A S QS VS S I Y L AU
55 GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC ATC TAC TTA GCC TGG

CDR2

Y ¢ @ K P G Q A PR L L I Y G A S S
109 TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

CDR2

P P PR P Pt s Pt

R A T G I P DR F S G S 6 S 6 T U F
163 AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TCT GGG ACA GAC TIC

CDR3

e~

T L T I S R L E P E D F A V Y Y C Q@
217 ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

CDR3

Q Yy ¢ s §s p P I TF G Q G T R L E I
271 CAG TAT GGT AGC TCA CCT CCG ATC ACC TIC GGC CAA GGG ACA CGA CTG GAG ATT

K
325 AAA
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Anti-BTLA 10H6a VK
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Anti-BTLA 4C9 VH
V segment: 2-05
D segment: 3-10
J segment: JH6b

@Q I T L K E S & P T L V K P T Q T L
1 CAG ATC ACC TTG AAG GAG TCT GGT CCT ACG CTG GTG AAG CCC ACA CAG ACC CTC

CDR1

T L T ¢C T F S & F S L S T S @ VvV G V
56 ACG CTG ACC TGC ACC TTC TCT GGG TTC TCA CTC AGC ACT AGT GGA GTG GGT GTG

CDRL ., CDR2

g g A Pt Pt Pt

AW I R Q P P G K A L E W L A L 1 Y
109 GCC TGG ATC CGT CAG CCC CCA GGA AAG GCC CTG GAG TGG CTT GCA CTC ATT TAT

CDR2

W D DD K RY S P S L K S R LTI T
163 TGG GAT GAT GAT AAG CGC TAC AGC CCA TCT CTG AAG AGC AGG CTC ACC ATC ACC__

K D T s K N Q V V L T MM S N M D P V
217 AAG GAC ACC TCC AAA AAC CAG GTG GTC CTT ACA ATG AGC AAC ATG GAC CCT GTG

CDR3

b T AT Y Y CAHTR I A E V R G V
271 GAC ACA GCC ACA TAT TAC TGT GCG CAC ACC CGC ATT GCT GAG GTT CGG GGA GIT

CDR3

I Yy Yy Yy Yy 61 DV W6 a6 TTV TV
325 ATA TAC TAC TAC TAC GGT ATA GAC GTC TGG GGC CAA GGG ACC ACG GTC ACC GTC

S S
379 TCC TCA
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Anti-BTLA 4C9 VK
V segment: A27
D segment: JK1
FE I v L T @ $ P 6 T L S L S P G E R

1 GAA ATT GTG TTG ACG CAG TCT CCA GGC ACC CTG TCT TTG TCT CCA GGG GAA AGA

CDR1

AT L $ ¢CR A S Q@ SV S S T Y L V W
55 GCC ACC CTC TCC TGC AGG GCC AGT CAG AGT GTT AGC AGC ACC TAC TTA GTC TGG

CDR2

Y @ @ K P &G QAP RLL I Y G A S S
109 TAC CAG CAG AAA CCT GGC CAG GCT CCC AGG CTC CTC ATC TAT GGT GCA TCC AGC

CDR2

T g S o By g i st

R AT & I P DR F S G S G S G T D F
163 AGG GCC ACT GGC ATC CCA GAC AGG TTC AGT GGC AGT GGG TCT GGG ACA GAC TTC

CDR3

~—rrray

T vt T I §$ R L E P E D F A V Y Y C Q
217 ACT CTC ACC ATC AGC AGA CTG GAG CCT GAA GAT TTT GCA GTG TAT TAC TGT CAG

CDR3

Q vy ¢ § §$ W T F GG Q&G T K V E I K
271 CAG TAT GGT AGC TCG TGG ACG TTC GGC CAA GGG ACC AAG GTG GAA ATC AAA

FIG.25B



WO 2008/076560

Anti-BTLA 4C9 VH

2-05 germline
4C9 VH

2-05 germline
4C9 VH

2-05 germline
4C9 VH

2-05 germline
4C9 VH

2-05 germline
4C9 VH

36/41

QITLKESGPTLVKPTAQTL

_CORI
TLTCTFSGFSLSTSGVGY

_CDR?
GWIRQPPGKALEWLALIY
Aw o oo o e e e e e e e e .

CORZ h
WNDDKRYSPSLKSRLTIT
N T

KDTSKNQVVLTMTNMDPY

_COR3

PCT/US2007/084792

2-05 germline
4C9 VH

JH6b germline
4C9 VH

DTATYYCAH
_________ TRIAEVRGYV

COR3
YYYYGMDVWGQGTTVTY

(JH6b)



PCT/US2007/084792

WO 2008/076560

37/41

DADDIAAAY
£407

'
oy
1]

dAdIDLYESSYDHA

2Ha~

W om = m m om om ow

SSASDSVYOISTLVYYIDdS

T¥09

(TIe)

S

LC Ol

ATIANLHODDILNM

__SS
£400

- = = m & = m m m % ®m = =

1171401959595 4

SRR

dYOOdIDDAMVYTAS

" e m M w = m R & = m m o

TST19 r SDLIAIZ

AN 60V
auL|wusb TC
sulLwash sz

AN 6IF
BUL [UJab /2y

AN 61
auL|uwJsh /gy

AN 63
uLwusb /gy

JA 6J¥ V18- Ljuy



WO 2008/076560 PCT/US2007/084792

38/41

TITRATION OF ANTI-BTLA MABS
ON BTLA-CHO CELLS

70000+
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0..
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FIG.28A
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INHIBITION OF HVEM BINDING TO
BTLA-CHO CELLS BY MABS IC50(nM)
750007 —=—11-4C9  1.02
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2 1 0 1 2
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FIG.28B
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