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Omalizumab (Xolalr): ant-IgE ‘or asthma

Adalimumab (Humira): antl-TNFa for RA
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Pembrolizumab
Nivolumab

Bevacizumab
Casirivimab/Imdevimab

Atezolizumab

Ramucirumab
Ustekinumab

Adalimumab

Golimumab

(8140 : @A, %)
E o - 1195 ’
2 ATS-X A ABRMEIR 1124 138 ‘.’
3 soUyYs A PRRSEEH 1037 94 f
4 srEeT A RESATR 946 136 :
5 ussPF A Bzt 925 195
6 FFTOUL* P FARSUEH 913 420
7 AL HaER SAIARS 815 29
8 F/RFS A L™ 809 407
9 OFTU-T Fres HAE 774 -
10 FPINIC BREE REARSTR 763 A72
11 YLRN R KRIRRE 730 118
12 PAU-7 MBEET RS oxu= 725 125
13 FESrUY A BB 622 659
14 YASLY~ A B%(—5fUU— 526 09
15 AF5-5 M - AR BI=ENE 515 59.9
16 A7T* RISHILE NBI 510 208
17 E235 UOTFRE I-41 506 425
18 H12IULD P BA(—SUU— 501 A214
19 (2252 A PAFSAME 472 173
20 S K=— UOTFRE EVERT 433 24
& AnswersNews https://answers.ten-navi.com/pharmanews/23443/
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Extracting Antibody — Target human protein pairs
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@ PDBj Shadaa

=% Trotein Data Dank Japan J ‘“‘.
Searching for the Extracting common variants

complex 3D structures on the target proteins

l Allele frequency > 0.1%

Mapping the variants on the
Complex 3D structures
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Ono & Hijikata (2022)
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3D complex known
13.8% 16
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Only non-complex
3D known
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The Number of target proteins

Antibody 3D unknown
84.7%
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The Number of variants

398 85 / 304 variants mapped on 3D structures
) ) of 30 human target proteins complex with
antibody-target pairs antibody drugs

Ono & Hijikata (2022)
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7 oN 1 Gevokizumab Rontalizumab

Canakinumab j

Z2—4"v b  EGFR

Nectumumab R RICL ZBEREM O FRIER

Total energy
dru T POBID  Variant T

i Canakinumab L1B 4g6) K204E 033 022

FREFUQETME/NY 7 2 b consinama L1B 4g6) K204L 030 013
v \‘N‘ Canskinumab L1B 496 noosy  EGESNNGSZIN

{ ) \&‘ Gevokizumab L1R 2g6m K204E 054 049

' N, i LB 4g6m K204L 102 093

Fanbt Gevokizumab IL1B 6m N205Y 022

Bk ) NFAZ 425 HSTR 046 049

Sd ,1 S442N ] Rontaizumsb INFA2 a25¢ A120T 075 0.75

D Rontalizumab INFA2 425r MI7IL 077

Cetwimab  EGFR Baru S442N 1.79 -0.40
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Cetwdimab _ EGFR Garu R521K -0.26
i Ssxd S442N .03 -064
S492R 014

Ssxé R521K 038

Ono & Hijikata (2022)
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AlphaFold Abody Builder

RMSD = 1.08 A RMSD = 1.73 A RMSD = 1.37 A
TM-score = 0.968 TM-score = 0.927 TM-score = 0.936

AF2IC& > T b FOTFH—LIEFED L S WERE LD
BAF2ICL > T, FEAY—ETLAREA DL DL EH /- BIELBU T > T-BEN/NL v PV I3T6% F THEK
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48% coverage » 76% coverage

100% 1 [l Dark proteome
... 26% O intrinsically disordered
_I,,,m,,m,,y 75% 2% [C] PFAM - No PDB / AF
i disordered [ Gained AF - 70 > pLDDT 2 50
No ,.,,,ml' [ 10% | 50% - [l Gained AF — 90 > pLDDT 2 70
m .I PDB 2 20% [ Gained AF — pLDDT 2 90
PDB 2 50% 25% - [C] PDB 20% to 50% - pLDDT < 90
identity PDB 2 06% ] PDB 50% to 95%
identity o Il PDB 295%
e ——— e
PDB and linear regions Coverage after AlphaFold

Porta-Pardo et al. PLoS Comp Biol. (2022)
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Improved prediction of protein-protein interactions

using AlphaFold2

Patrick Bryant® 123% Gabriele Pozzati® 23 & Arne Elofsson® 12%

Identifying interacting proteins
ROC as a function of difierent metrics
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Bryant et al. Nat Commun. (2022)
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