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Constant region sequence of TCR alpha chain:

TRAC_Human
4LAT Alpha Crystal

TRAC_Human
4LAT Alpha Crystal

TRAC_Human
4LAT Alpha Crystal

VEKSFETDTN LNFQNLSVIG FRILLLKVAG FNLLMTLRLW SS SEQ ID NO:31
--SEQ ID NO:32

Figure 3A

Constant region sequence of TCR beta chain:

TRBC1 Human
4LAT Beta Crystal

TRBC1 Human
4LAT Beta Crystal

TRBC1 Human
4LAT Beta Crystal

TRBC1 Human
41L4T Beta Crystal

GRAD CGFTSVSYQQ GVLSATILYE

ILLGKATLYA VLVSALVLMA MVKRKDF-- SEQ ID NO:33
SEQ ID NO:34

Figure 3B
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Numbering Defined for Alpha Constant Region:
1 11 21 31 50
TRAC Human PNIQNPDPAV YQLRDSKSSD KSVCLFTDFD SQTNVSQSKD SDVYITDKTV
4LAT Alpha Crystal  PDIQNPDPAV YQLRDSKSSD KSVCLFTDFD SQTNVSQSKD SDVYITDKCV
E17 Design 2 QQQQ IgG4  PDIQNPDPAV YQLRDSKSSD KSVCLFTDFD SQTQVSQSKD SDVYITDKCV

51 61 71 8l 95 SEQ ID NO:
TRAC Human LDMRSMDFKS NSAVAWSNKS DFACANAFNN SIIPEDTFFP SPESS 35
4L4T Alpha Crystal ~LDMRSMDFKS NSAVAWSNKS DFACANAFNN SIIPEDTFFP SPESS 36
E17 Design 2 QQQQ IgG4 LDMRSMDFKS NSAVAWSQKS DFACANAFQN SIIPEDTFFP SPESS 37

Figure 4A

Numbering Defined for Beta Constant Region..

01 11 21 31 50
TRBC1_Human E DLNKVFPPEV AVFEPSEAEI SHTQKATLVC LATGFFPDHV ELSWWVNGKE
414T _Beta_Crystal LE DLKNVFPPEV AVFEPSEAEI SHTQKATLVC LATGFYPDHV ELSWWVNGKE
E17_Design 2 QQQQ IgG4 LE DLKNVFPPEV AVFEPSEAEI SHTQKATLVC LATGFYPDHV ELSWWVNGKE

51 61 71 8l 100
TRBCI Human  VHSGVSTDPQ PLKEQPALND SRYCLSSRLR VSATFWQNPR NHFRCQVQFY
4L4T Beta Crystal ~ VHSGVCTDPQ PLKEQPALND SRYALSSRLR VSATFWQNPR NHFRCQVQFY
E17 Design 2 QQQQ IgG4  VHSGVCTDPQ PLKEQPALQD SRYALSSRLR VSATFWQNPR NHFRCQVQFY

101 111 124 128 SEQ ID NO:
TRBC1_Human GLSENDEWTQ DRAKPVTQIV SAEA WGRA 38

4L4T Beta Crystal ~ GLSENDEWTQ DRAKPVTQIV SAEA WGRA 39
E17 Design 2 QQQQ IgG4  GLSENDEWTQ DRAKPVTQIV SAEA WGRA 40

Figure 4B
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Antibody Binding on Ramos
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Antibody binding on Jurkat
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Antibody Binding on Ramos
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Binding to cyno-CD19 expressing cell
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Binding to Cynomolgus CD3 protein
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W3438-T3U4.E17-1.ulgG4.SP affinity test on Ramos
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W3438-T3U4.E17-1.ulgG4.SP affinity test on Jurkat
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Figure 15B
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CD69* (%) in CD8* T

CD69" (%) in CD4* T
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W3438-T3U4.E17-1.ulgG4.SP
Isotype control

W3438-T3U4.E17-1.ulgG4.SP + Raji
Isotype control + Raiji

W3438-T3U4.E17-1.ulgG4.SP
Isotype control

W3438-T3U4.E17-1.ulgG4.SP + Raji
Isotype control + Raji
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CD4" T cell
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W3438-T3U4.E17-1.ulgG4.SP
Isotype control

W3438-T3U4.E17-1.ulgG4.SP + Raji
Isotype control + Raji

W3438-T3U4.E17-1.ulgG4.SP
Isotype control

W 3438-T3U4.E17-1.ulgG4.SP + Raji
Isotype control + Raji
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W3438-T3U4.E17-1.ulgG4.SP
Isotype control

W3438-T3U4.E17-1.ulgG4.SP + Raji
Isotype control + Raji

W3438-T3U4.E17-1.ulgG4.SP
Isotype control

W3438-T3U4.E17-1.ulgG4.SP + Raji
Isotype control + Raji
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Binding to Jurkat
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Tumor volume (mm?®)

4004

300+

200+

1004 .

Binding to human C1Q

® \W3438-T3U4.E17-1.ulgG4.SP
® HumanlgGl

0.0 0.1 1 10 100 1000 10000
[Clg] nMm

Figure 20

-o—- Group 1 isotype hlgG4 (1.5 mg/kg)

%= Group 2 W3438-T3U4.E17-1.ulgG4 (1.5 mg/kg)
~¥. Group 3 W3438-T3U4.E17-1.ulgG4 (0.3 mg/kg)
¥ Group 4 W3438-T3U4.E17-1.ulgG4 (0.06 mg/kg)

¥ ®
‘:(\\\\\\f‘:::\\\\\“\“:%

1
7

7 14 21

Days after the start of treatment

Figure 21

16/18



WO 2019/057124

Log Conc (!ig/ml]

PCT/CN2018/106776

Concentration of antibody at different time in cyno serum
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W3438-T3U4.E17-1.ulgG4.5P_1mg/kg #1 predose
W3438-T3U4.E17-1.ulgG4.5P_1mg/kg_#1_Day3
W3438-T3U4.E17-1.ulgG4.5P_1mg/kg_#1_Day14
W3438-T3U4.E17-1.ulgG4.5P_1mg/kg_#1_Day28

108 107 108

W3438-T3U4.E17-1.ulgG4.5P_1mg/kg #2 predose
W3438-T3U4.E17-1.ulgG4.5P_1mg/kg #2_Day3
W3438-T3U4.E17-1.ulgG4.5P_1mg/kg #2 Dayl4
W3438-T3U4.E17-1.ulgG4.SP_1mg/kg_#2_Day28
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