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Clone CDR 1 CDR2 CDR 3
Light Chain
A1l SGRSSNIASHDVF ETNKRPW GAWDSGLTGML
(SEQ ID NO:9) (SEQ ID NO:10) (SEQ ID NO:11)
c2 GGDNIGRKSVH DDGDRPS QAWDSTVV
(SEQ ID NO:12) (SEQ ID NO:13) (SEQ ID NO:14)
C4 SGSSSNIGNNYVS DNNERLS GTWDSSLSVVV
(SEQ ID NO:15) (SEQ ID NO:16) (SEQ ID NO:17)
H12 and TGSSSNIGAGYDVH GNSNRPS QSYDSSLSGSYVV
H12_GL (SEQ ID NO:18) (SEQ ID NGC:19) (SEQ ID NO:20)
Heavy Chain
A1 SYAIS RIPILGIANYAQKFQG GGSYGSLYAFDI
(SEQ ID NO:21) (SEQ ID NO:22) (SEQ ID NO:23)
C2 SYAIS RUPILGIANYAQKFQG GGSYGSLYAFDI
(SEQ ID NO:21) (SEQ ID NO:22) (SEQ ID NO:23)
C4 SYAIS RIPILGIANYAQKFQG GGYGGNSLYAFDI
(SEQ ID NO:21) (SEQ ID NO:22) (SEQ ID NO:24)
H12 and SYAIS RIPILGIANYAQKFQG SGHGYSYGAFDY
H12_GL

(SEQ ID NO:21)

(SEQ ID NO:22)

(SEQ ID NO:25)

Consensus

SYAIS
(SEQ ID NO:21)

RIPILGIANYAQKFQG
(SEQID NO:22)

KXo XX Xs XeSK7XsAFDXg
X4 =no amino acid or G
Xo=GorS
Xs=GorY
X4=8,GorH
Xs=YorG
Xse=G,NorY
Xz=LorY
Xe=YorG
Xg =lorY
(SEQ ID NO:26)

Figure 3
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Light chain variable domains

A1 clone

>Al_aa_L
QSVLTQPPSVSAAPGQRVSISCSGRSSNIASHDVFWYQQLPGTAPKIVMYETNKRPWGIPDRFSGSKS
GTSATLDIAGLQTGDEADYYCGAWDSGLTGMLFGGGTKVIVL [SEQ ID NO. 1]

>Al_ntd_L

CAGTICTGTIGTTGACGCAGCCTCCCTCAGTGTCTGCGGCCCCAGGACAGAGAGICICCATCTCCTGCTICTGGGAGGE
AGCTCCAACATTIGCCAGTCATGATGITTTCTGGTACCAGCAACTCCCAGGAACAGCCCCCARAATCGTICATGTAT
GAAACTAATAAACGTCCCIGGGGGATTCCTGACCGATTCTCCGGCTCCAAGTCTGGCACGTCCGCCACCCTIGGAC
ATCGCCGGACTCCAGACTGGGGACGAGGCCGACTATTACTGCGGAGCATGGGATAGCGGCCTGACTGGTATGCTG
TTCGGCGGAGGGACCAAGGTGACCGTICCTA [SEQ ID NO. 27]

C2 clone

>C2_aa_L
SYELTQPPSVSVAPGKTTRITCGGDNIGRKSVHWYQQRPGQAPLLLVYDDGDRPSGIPDRFSGSNSGN
TATLTISGTQAMDEADYYCQAWDSTVVEGGGTRLTVL [SEQ ID NO. 2]

>C2_ntd_L

TCCTATGAGCTGACTCAGCCACCCTCGGTGTCAGTGGCCCCAGGAAAGACGACCAGGATTACCTGTGGGGGAGAL
AACATTGGACGTAAAAGTGTCCATTGGTATCAGCAGAGGCCAGGCCAGGCCCCICTICCTCCTCGTCTATGATGAT
GGCGACCGGCCCTCAGGGATCCCTGACCGATICTCIGGCTCCAACTCTGGGAACACAGCCACTCTGACCATCAGC
GGGACCCAGGCTATGGATGAGGCTIGACTATTACTIGTCAGGCGTGGGACAGCACCGTGGTATTICGGCGGAGGGACC
AGACTGACCGTICCTG [SEQ ID NO. 28]

C4 clone

>C4_aa_L
QSVVTQPPSVSAAPGQKVTISCSGSSSNIGNNYVSWYQQLPGTAPKLLIYDNNERLSGIPDRFSGSKS
GTSATLGISGLQTGDEADYYCGTWDSSLSVVVFGGGTKLIVL [SEQ ID NO. 3]

>C4_ntd_L
CAGTCTGTCGTGACGCAGCCGCCCTCAGTGTCTGCGGCCCCAGGACAGAAGGTCACCATCTCCTGCTCTGGAAGT
AGCTCCAACATTGGGAATAATTATGTATCCTGGTACCAGCAGCTCCCAGGAACAGCCCCCAAACTCCTCATTTAT
GACAATAATGAGCGACTCTCAGGGATTCCTGACCGATTCTCTGGTTCCAAGTCTGGCACGTCAGCCACCCTGGGE
ATCAGCGGACTCCAGACTGGGGACGAGGCCGATTATTACTGCGGCACATGGGATAGTAGCCTGAGTGTCGTGGTA
TTCGGCGGAGGGACCAAGCTGACCGTICCTA [SEQ ID NO. 29]

Figure 4
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H12 clone and H12 GL clone

>H12_aa_L
QSVLTQPPSVSGAPGQRVTISCTGSSSNIGAGYDVHWYQQLPGTAPKLLIYGNSNRPSGVPDRESGSK
SGTSASLAITGLQAEDEADYYCQSYDSSLSGSYVVFEGGGTKLTIVL [SEQ ID NO. 4]

>H12_ntd_L
CAGTCTGTGCTGACGCAGCCGCCCTCAGTGTCTGGGGCCCCAGGGCAGAGGGTCACCATCTCCTGCAC
TGGGAGCAGCTCCAACATCGGGGCAGGTTATGATGTACACTGGTACCAGCAGCTTCCAGGAACAGCCC
CCAAACTCCTCATCTATGGTAACAGCAATCGGCCCTCAGGGGTCCCTGACCGATTCTCTGGCICCAAG
TCTGGCACCTCAGCCTCCCTGGCCATCACTGGGCTCCAGGCTGAGGATGAGGCTGATTATTACTGCCA
GTCCTATGACAGCAGCCTGAGTIGGTICTITATGTGGTATTICGGCGGAGGGACCAAGCTGACCGTICCTA
[SEQ ID NO. 30]

Heavy chain variable domains
A1 clone

>Al_aa_H
QVOLOQSGAEVKKPGSSVKVSCKASGGTFSSYATISWVRQAPGQGLEWMGRIIPILGIANYAQKEFQGRV
TITADKSTSTAYMELSSLRSEDTAVYYCARGGSYGSLYAFDIWGQGTMVIVSS [SEQ ID NO. 5]

>Al_ntd_H
CAGGTACAGCTGCAGCAGTCAGGGGCTIGAGGTGAAGAAGCCTIGGGTICCTCGGTGAAGGTCTCCTGCAAGGCTTICT
GGAGGCACCTTCAGCAGCTATGCTATCAGCTGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAAGG
ATCATCCCTATCCTTGGTATAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCGGACAAATCC
ACGAGCACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTIGCGAGAGGGGGC
AGCTATGGTTCICTICTATGCTTTTGATATCTGGGGCCAAGGGACAATGGTCACCGTICTCAAGC [SEQ ID
NO. 31]

C2 clone

>C2_aa_H
QVQLOQSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGIANYAQKFQGRV
TITADKSTSTAYMELSSLRSEDTAVYYCARGGSYGSLYAFDIWGQGTTVIVSS [SEQ ID NO. 6]

>C2_ntd_H
CAGGTACAGCTIGCAGCAGTCAGGGGCTGAGGTGAAGAAGCCTGGGTCCTCGGTGAAGGTCTCCTGCAAGGCTICT
GGAGGCACCTTCAGCAGCTATGCTATCAGCIGGGTGCGACAGGCCCCTGGACAAGGGCTTGAGTGGATGGGAAGG
ATCATCCCTATCCITIGGTATAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCGGACAARATCC
ACGAGCACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACACGGCCGTIGTATTACTGTIGCGAGAGGGGGC
AGCTATGGTTCTCTCTATGCTTTTGATATCTGGGGCCAAGGGACCAGGGTCACCGTCTCAAGC [SEQ ID
NO. 32]

Figure 4 {cont.)
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C4 clone

>C4_aa_H
QVQLQQOSGAEVKKPGSSVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGIANYAQKFQGRV
TITADKSTSTAYMELSSLRSEDTAVYYCARGGYGGNSLYAFDIWGQGTMVTIVSS [SEQ ID NO.
7]

>C4_ntd_H

CAGGTACAGCIGCAGCAGTCAGGGGCTGAGGTGAAGAAGCCTGGGTICCTICGGTGAAGGTCTCCTGCAAGGCTTICT
GGAGGCACCTTCAGCAGCTATGCTATCAGCTGGGTGCGACAGGCCCCTIGGACAAGGGCTTGAGTGGATGGGAAGG
ATCATCCCTATCCTITGGTATAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCGGACAAATCC
ACGAGCACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACACGGCCGTGTATTACTGTGCGAGGGGGGGL
TACGGTGGTAACTCCTTGTATGCTTITTGATATCTGGGGCCAAGGGACAATGGTCACCGTICTCCICA [SEQ ID

NO. 33]

H12 clone

>H12_aa_H
EVQLVQSGAEVKKPGASVKVSCKASGGTFSSYAISWVRQAPGQGLEWMGRIIPILGIANYAQKFQGRV
TITADKSTSTAYMELSSLRSEDTAVYYCARSGHGYSYGAFDYWGQGTL [SEQ ID NO. 8]

>H12_ntd_H
GAAGTGCAGCTGGTGCAGTCTGGGGCTGAGGTGAAGAAGCCTGGGGCCTCAGTGAAGGTCTCCTGCAA
GGCTTCTGGAGGCACCTTCAGCAGCTATGCTATCAGCTGGGTGCGACAGGCCCCTGGACAAGGGCTTG
AGTGGATGGGAAGGATCATCCCTATCCTTGGTATAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTIC
ACGATTACCGCGGACAAATCCACGAGCACAGCCTACATGGAGCTGAGCAGCCTGAGATCTGAGGACALC
GGCCGTGTATTACTGTGCGAGGTCAGGGCATGGATACAGCTATGGAGCTTITTIGACTACTGGGGCCAGG
GCACCCTG [SEQ ID NO. 34]

Figure 4 (cont.) |
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H12 GL clone

>H12_GL_aa_H
QVQLVQOSGAEVKKPGSSVKVSCKASGGTFSSYAISWVROAPGOGLEWMGRIIPILGIANYAQKFQGRVTITADKS
TSTAYMELSSLRSEDTAVYYCARSGHGYSYGAFDYWGQGTLVTIVSS [SEQ ID NO. 35]

>H12_GL_ntd_H
CAGGTGCAGCIGGTGCAATCTGGGGCTGAGGTIGAAGAAGCCTGGGTCCTCAGTGAAGGTICTCCTGCAAGGCTICT
GGAGGCACCTITCAGCAGCTATGCTATCAGCTIGGGTGCGACAGGCCCCIGGACAAGGGCTIGAGTGGATGGGAAGG
ATCATCCCTATCCTTGGTATAGCAAACTACGCACAGAAGTTCCAGGGCAGAGTCACGATTACCGCGGACAAATCC
ACGAGCACAGCCTACATGGAGCTIGAGCAGCCIGAGATCTGAGGACACGGCCGTGTATTACTGTIGCGAGGTCAGGG
CATGGATACAGCTATGGAGCTITTGACTACTGGGGCCAGGGCACCCTGGTCACCGTCTCAAGC [SEQ ID

NO. 36]

Figure 4 (cont.)



Absorbance 450-670mm (UDO)

11/26

N
Nl R
N N
\E N
N N
( {20008 s ] \ Fann rwlmi“j ‘Hl.ﬁm
A1 C2 C4 A3 E3
Unique clones
Bl HumanPD-Li-Fc Mouse PD-L1-Fe T3 HumanFc

Figure 5



Inhibition capacity (%)

100

12/26

0.01 0.1 1 10 100 1000
Antibody concentration (nM)
~ A1 Fab =~ C2 Fab

== C4 Fab -g~ H12 Fab
-8~ Neg. control

Figure 6



Inhibition capacity (%)

13/26

& o
. s \\\\\w&\\\\\\\\‘&“\w AN i.\\\ \\\\\\\\\%\\\\\
oY
_40 _ \\\\\\\\\ ‘\\\\\\\\\\:\\\\\ AN S
- N

0.01 0.1 1 10 100 1000

Antibody concentration (nM)
- A1 Fab -~ G2 Fab
~§= C4 Fab -e~ H12 Fab
-8~ Neg. control

Figure 7



Inhibition capacity (%)

100 -
80+

66

14/26

Illllll 1 IllIIIII LI

001 0.1 1 10 100 1000

Antibody concentration {nM)

-8~ H121gG  -® Commercial igG

Figure 8



Concentration pgéml.

125 000~
w No Abs
1 &Rz 1000 ng/mb
100 G004 =3 200 ngfmb
XD 40 ng/mb
| 22 8ngfmi.
75 000‘_ BB 1.6 ng/mb
50 000
25 000
o

15/26

A T b

2

S e

Figure 9

%

s T

%,

Y




16/26

¥ %&fuﬁsﬁ

AL %,

KSR, » .W‘.O

%
: @
Y]
N [0
: o
S,
¥ 4
13
12
t
3 t
r
wmlm*L = '
gal.m.z(_m F
A= O = 1
, &, £
Lg J &% f 8
oB B8 o £ O ¢ %
EE202E7 ;
]
e
fow ] Q fo] < jo <3 (o)
& S & S & &
o oo < ) L] <
[ [22] < 1 Q 3
iy & & P~ s &
Ll At —

sInusy Jad wnen

Figure 10



17/26

L1 @inbi4

SN

Wy Wy

...... % 4 % 7 4 ¢4 %

158d - 9V
IO - $Y51 @
TI0EM - PYUST
11044 - £YST 4
TI0dY - 281 -




18/26

Figure 12



19/26

—..

IO

”§\Q

S

v T T T T v

B ®

280

i
o2
S
wvy

{1ui/ad) vogesussuos

(] ao Abs comtrals

#.4 ugfml

2 ygfmi

gl

Figure 13A

B

o oo oo oD o
L sl = L

10004

{yuf8d) vogenuasuoy

1.4 pgfmk

N 2 garfmi

L0 ugdfmi

&

[ no &Abs contrals

Figure 13B



20/26

%
9
¢
- «;,O .
\{\"}
“,
] 5,
S LIS
S &
----- OO @@;36
&
%

30,000

LIS N S N N M M T I L L L L

20,000
10,000

Tui/3d unijenussuo)

B 16 ng/mb

RS gng/mt

38 40 ngfml

200 ng/mlL

Vi

B 1,000 ng/mL

1 no Abs controls

Figure 14



I R AR R R
R M WA S I R W Oy BRI I AW B I S W B M S R A A W A I

21/26

o
|

i SO 0 ONO

Anti-mouse PD-L.1 (10F.9G2)

T

H-12

L
Xa

RASLLLLLLL LA L ELLA L L L LRSS,
o e N N A A LA A A AR
et ililidleiiddiiizteiiditieicil

WIS
R
i

En

X
PR

hulD-L1-Fc
A huTiM-3-Fc

1
0-

(NQO) eoueqiosqy

isotype control

cyRD-L1-Fc
& huCTlL-A4

M

= hulPD-L2-Fo

X

"

R huPD-1-Fc

HHE hul AG-3-Fo

moPD-L1-Fc

huCbh28-Fc

7

0 hulCOS-Fc

huBTLA-Fc

b4

Figure 15



1 000+
800+
600+

400-

Volume (mm®)

200-

O T

22/26

N
s >
~
. § .
T
AN ,-"" - ST e ol

s o
—— -
o A

0 2 4 6 8 10 12 14 16 18 20 22 24

4 800+

)

3

~ 3 000

VQlazme {mm
[
[
o
P

1 000+

Days after tumour inoculation

- H12 mAb 4 lsolype control

Figure 16A

O
0

cs

2 4 8 3‘1{} 12 14 16 18 20 22 24
Days after tumour inocuiation

- HiZ2mAb ++ Isotype control

Figure 16B



Blocking efficacy (%)

23/26

100
75-
50-
25-
07
.01 01 1 10 - 'i(l}i} 1600
Antibody concentration (nM)
~-@ H12 1gGt - H12_gligG1 N isotype control
- H121gG4 £ H12_gligG4 ‘

Figure 17



3
Tumour volume (mm’™)

3
Tumour volume {mm’)

24/26

30004
2 000+
1 0004
o

SR graa s N
i:; * ¥ 1 1T [ 1 e

v s 10 15 20 25 30
Days post-inoculation of the tumour cells
o Isotype control
S *
Figure 18A

Anti-PD-L1 H12 lgG,
n=5

2 500

2 000

1500+

10004

5001

Days after tumor inoculation

. Isotype control

N

Y Anti-PD-L1 H12 igGy
n=5 n=5
Figure 18B



Absorbance at 450nm {ODU)

Absorbance at 450nm {ODU)

25/26

2.57

0 0 1 100 10 600

Human PD-L1 {(nM)}

-4 H12 N C4

-4 Atezolizumab ¥ isotype control
Figure 19A

2.0

100 10000
i8G {hM)
~$- H12 N C4
-4 Aterolizumab =¥ {sotype control

Figure 19B



MFi

26/26

10 000- A
5 000

0 e

0 10,000

-4~ H12 1gG1 N\ 4 1gGl
-#&- Atezolizumab -X- DEN IgG1
Figure 20

=
et ‘-ﬁ*..§. TRTEING

1.0 -. vy SRR, S . R RER Ny P
N ,
[5e]
& 0.51
o
0
£
Yo
c
ﬁ -
< 0.0 ———rr

0.0001 0.01

igG (nM)
-~ H12 -\ €4
& Atezolizumab -¥- {sotype control

Figure 21



