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WuXi Biology Global Facilities

Hit Finding (DEL, Peptide Discovery)
{ Compound Profiling (Biophysics)

Drug Delivery
In Vitro Pharmacology, Inmunology, Target Discovery, Hit Fmdmg,
Oncology, Hepatology, Nephrology, Compound Profiling,
Infectious Disease, Biomarker Discovery

Hit Finding

Compound Profiling
In Vitro Pharmacology
\%er In Vivo Pharmacology

S an’DTe'goSC " Bioanalysis

og Ul Oncology, Neurobiology Cardiology, Protein/Antibody Productlon
AWK Appm company Pulmonary Disease, Rare Disease, Structural Biology, Oncology,
Infectious Disease, Compound Profiling,
Reproductive and Endocrine Disease Metabolic Disease

Protein Production
Structural Biology

Hit Finding (pEL, FBDD, SBDD)
Compound Profiling

Drug Delivery, In Vitro Pharmacology,
Large Animal Pharmacology,
Radionuclide-Drug Conjugates Discovery,
Molecular Imaging Center
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Why Peptide as Potential New Modality Compound in Drug Discovery

Small Molecules

<500 Da

Peptides

Proteins/Biologics

» >5000 Da

Advantages Over Small Molecules

 High target specificity
 High target affinity

* Fewer side effects

» Less accumulation in tissues

Increasing Size & Complexity

General Advantages of Peptides

» Highly potent and selective
» Less toxic
« Low cost

Farooq, Z., Howell, L. A., & McCormick, P. J. (2022). Probing GPCR Dimerization Using Peptides. Frontiers in endocrinology, 13, 843770. https://doi.org/10.3389/fendo.2022.843770
Sharma, K., Sharma, K. K Sharma, A., & Jain, R. (2023). Peptide-based drug discovery: Current status and recent advances. Drug discovery today, 28(2), 103464. https://doi.org/10.1016/j.drudis.2022.103464
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Advantages Over Other Biologics

« High membrane permeability
* Less immunogenic
» Synthetically facile




Advantages of Cyclic Peptides

Cyclic Peptide Linear Peptide
Advantages of Cyclic Peptides Conformationally constrained
Better oral bioavailability 4 - -
» Innate resistance to peptidase
*  Allow optimization using standard small Stability W 0
molecule chemical workflow AN CQCQ OOQO
7 Protease J J
Protease RN Digested Peptide
) — & |
Intact peptide
Membrane permeability
HogHeg a
i 'Ps H‘Og &O—H AL u ( ‘II J_,
Fast Desolvation needed Large polar surface
wrhsss W - Membrane Slow
Membrane

Ji, X., Nielsen, A. L., & Heinis, C. (2024). Cyclic Peptides for Drug Development. Angewandte Chemie (International ed. in English), 63(3), €202308251. https://doi.org/10.1002/anie.202308251
Critical Reviews ™in Eukaryotic Gene Expression, Volume 26, Issue 3, 2016, pp. 199-221
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Peptide Therapeutic Area
Radionuclide drug conjugates Distribution of peptide-based Diabetes mellitus and its complicat

Pluvicto drugs indication from 2014 to 2024 Semaglutide

* Radioligand therapeutic agent * GLP-1 receptor agonist

* Advanced metastatic prostate cancer Py :§ * Type 2 diabetes and obesity

* Natural ligand YO \:‘\“T; * Natural ligand

* FDA approved ii”“ T é Sitior e FDAapproved oo
) Reproductive system 4o/,

https://www.novartis.com/us-en/sites/novartis_us/files/pluvicto.pdf disease 18% https://www.medkoo.com/products/57427

. . Slee
Cardiovascular Disease ) B
Bone-related dlseasesl

Cancer
Enlicitide chloride (MK-0616) iy Paluratide (LUNA18)
1 . . . _ . e
. PCSK9 inhibitor N cyclic peptide pan-RAS inhibitor VL o
* Solid tumors ok Y

e Digestivetract ‘~ S
* Hypercholesterolemia U U x disease 18% 1S Qe
) Pr Vo2 ._‘\. « mRNA display L o
* mRNA display , ,\BW o v

E"’ku . b 7 30/0 ~"'K(°o o =]
* Phase Il Hmﬁ " Phasel )@J ":*uQm"':*Tf;J\

https://doi.org/10.1021/jacs.3c03886

25% :
Rare disease

Icotrokinra (JNJ-77242113) Daybue (trofinetide)
* IGF-1R agonist

* Rett syndrome (a rare, genetic neurological

https://drughunter.com/molecule/mk-0616

* [L-23 receptor antagonist
* Moderate to severe plaque psoriasis

; ¢ disorder) fons”
' Phage dISPIay T r'jw: /Oj \/‘OLHJC LL \Eﬁ{
o, e, ; e CHy . HoN, o o o
PVl Aan = The — Tp—Lys—Val Ty~ Ala— €O~ G Asn— ALy -k ° = W
e Phase llI W BT N Natural ligand . N 7
@ - » FDA approved
https://doi.org/10.1038/541598-024-67371-5 https.//go.drugbank.com/drugs/DB06045
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Xiao, W., Jiang, W., Chen, Z. et al. Advance in peptide-based drug development: delivery platforms, therapeutics and vaccines. Sig Transduct Target Ther 10, 74 (2025). https://doi.org/10.1038/541392-024-02107-5




DEL and Display for de novo Peptide Discovery

Q.

* High throughput decoding and Affinity-based screening

Peptide DEL mRNA Display Phage Display
IR /D

Library Diversity 10™M1

* in silico techniques enhanced

» Various cyclization strategies

* Highly customizable
Features

* Flexible choice in peptide length

« High backbone and side chain diversity « Optimal diversity * Natural amino acids dominate
« Incorporation of 1200+ unnatural AAs « Each position is randomized + Compatible with cellular selection
* 6 advanced cyclization strategies « Multiple library architectures and in vivo selection

Peptide size range of 4-12 amino acids Incorporation of limited unnatural AAs

Bicyclic peptides constrained on a molecular scaffold not provided




Part 1:
Peptide DNA-Encoded
Library (DEL)
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A Typical DEL Approach

o BB3
O
DNA-Encoded Libraries NH HJPWQ
NH
g =9 HNQO "o70
| =3 Tag4 Tag3 Tag2 o Kfo L
! Dlgt;rent Splitinto W} ‘rnm/ >_N NH 5
: S HN
DO+ O DO MWO = )ﬁ%wo& o
DNAtag B;:Iding | Tagl  BB1 N=N o
ock | : = \ v ,
________________ (88 ~ Pooled 73571”7” | : DNA Barcode Warhead
Well A . Well A
Split into Pooled DD D [ | D E
= DT — IINH]MD—OD Affinity Selection Binder Identification H't‘%:z'f‘:*::t'i )
~ dOOO-OT OO a5
' ! . Binders
Well B DNAtagz Well B o, A 0L _T"—

Next round of
BBs (1 per well)

Minimum Assay Development
«  Combinatory Synthesis and Bar-coded by DNA

Fast Turn-over and Low Reagent Consumption
» Extremely Large Library Size with Extremely Low Cost-per-compound .

Multiple Channels in Parallel in One Campaign

Rich SAR Information

»  Sequence-based De-convolution Enables One-pot Screening



Peptide DEL Library Formula — Super Pool 1.0

Total diversity: ~260B

Chemical Structures of Peptide DEL T

e /— Small Thioether Cyclized Peptide DEL 4\
(o]
Linear Peptide Libraries SN i QYO\NH MN H\H/O\NH
N
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o o H o} H S S 8 NH
o Lt lorrlot o e °.
/ o o o 6 S o
~ 0. _NH
o @ w
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Hj/ Eﬁﬂ% ¥ A J 7O 10 ° Diversity: ~60 Million Diversity: ~51 Billion
Z4
Total diversity: ~95 Billion
Representative Linkers
Cyclic Peptide Libraries
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Launch of Peptide DEL 2.0

New Libraries
Peptide DEL 1.0

Peptide DEIN2:0

20+ Libraries
350+ Billion Diversity

Expanded Chemical Space

@ Peptide DEL 1.0

—

V/,\"/ ,\ 4

Linear peptides

V/,\"/ \\4

Diverse cyclic
K peptides

Library Collections

M

Small cyclic
peptides

P

/. \V/ \V4
RDC warhead

cyclic peptides /

Broader MW Distribution

30%

~ N
=] ]
® x

Probability
2

Peptide 1.0
Peptide 2.0

° 0 200 400 600 800 1000 1200 1400 1600 1800 2000

MwW

J

O Peptide DEL 2.0

Upgraded Libraries

» Broader peptide size range: 4AAs to 12AAs
* Expanded chemical space

. Natural AAs and 1200+ unnatural AAs,
including D-/L-isomers, aN-alkylation and a-/B-/y- AAs

- 6 cyclization strategies

In-depth Experience

>50 targets screened
>10 target classes across various therapeutic areas

>70% screening success rate

WuXi
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Peptide DEL Library — Super Pool 2.0

Total diversity:

- Cyclic Peptide libraries T

Diversity: ~11 Billion

Cyclization:
CuAAC click
reaction

X
o o
M’an“pﬁ
o o
X
H 9 H o
MN?L”JK/NTOHJL
o o
% [e] [o]
MQHKNTC)”*
[o] (o]

% o o
M’?\HK"TOHX

N

~86B

Diversity: ~2.1 Billion

Cyclization:
CuAAC click
reaction

H 2w
N N
Tpu)b O,

o o
H 2w it
N N NH,

N N
o o

Diversity: ~2.3 Billion

Cyclization:
CuAAC click
reaction

o o o] o

Diversity: ~0.42 Billion

Cyclization:
CuAAC click
reaction

Diversity: ~11 Billion

Diversity: ~2.1 Billion

Diversity: ~2.3 Billion

Diversity: ~0.42 Billion

Advanced Cyclization Strategy &
Small Cyclic Peptide Libraries

Diversity: ~12.7 Billion
Cyclization: Benzimidazole

Diversity: ~1.6 Billion
Cyclization: Nitrile-aminothiol
Click reaction

Diversity: ~20 Billion
Cyclization: Amidation

Diversity: ~20 Billion
Cyclization: /




Amino Acid Selection for Custom Peptide DEL

1

3

Key Features of Peptide DEL about AA

Amino Acid Collection

v" 1,400+ validated natural and unnatural amino acids
v 1000+ a-amino acids with diverse side chains

v" 300+ non a-amino acids with diverse backbones .’

v" 10% amino acids with aN-alkylation

Natural Amino Acids and Derivatives

300
250
200

150

COUNT

100

50

$&

\ SN2

v\'b N v‘?Q \\\(\e (ﬁ% Q\o (9\\) (o\* \2'\\‘9 NS & \/*% @Q’} Q\(\e <2,\o L)Qj\ /\‘&\" «kQ «*k A%
S

?‘
S

ok

N

Abundant natural amino acids and their derivatives enhance the structural
optimization and modification of natural peptides.

Selection Strategies

- @ l_>L < >: v" aN-alkylation AA: Enhanced Membrane Permeability &
/
A Improved DMPK
O N O e Res
\ v" B-AA: Increased Proteolytic Resistance & Enhanced
Metabolic Stability

& WL IV v . i ;
\@N o 1N \E\/" A Charged AA: Membrane Permeability Modulation &
. - S o Solubility Modulation

N S : N v Site-specific AA substitutions to modulate H-bond
- X0 QO °

donors/acceptors

Unnatural Amino Acids

aN-alkylation
10%

S~

= Peptiod
0,
38.6% = oN-methylation

Other aN-alkylation

Others
W ! o
N’YOH Fmoc”" OH  Fmoc” OH °
0 0 o
HN Fmoc’N\)LOH
*Fmoc

Unnatural amino acids offer far
superior structural diversity than
natural amino acids.

W

a-AA
B-AA 56%

28%

WuXi
AppTec




Case Study: MDM2-p53 Inhibitor Discovery Using Peptide DEL

Af'--‘iNEdicjnaI
Chemistry Letters)

pubs.acsorg/acsmedchemlett Letter

DNA-Encoded Macrocyclic Peptide Libraries Enable the Discovery of
a Neutral MDM2—p53 Inhibitor

4.5-billion-member cyclic peptide DEL library:

* Highly non-proteinogenic

 High backbone diversity

 Lower MW, TPSA, HBD and HBA count than
phage and mRNA display

NH
o i r_m_un,
HN . g W
-
u"(: UNP-6457

| MDM2 TR-FRET IC50: 9 nM |

Joshua Schwochert - 2 = +5E e

Co-founder and CSO of Unnatural Products

94 BT @
https://Inkd.in/gcy7Y3EW
Congrats Anthony Silvestri and team. Excited to announce our JOShua SChWOChert
publication in collaboration with WuXi, in particular Weniji Su, on
cyclic peptide DNA-encoded libraries. We think DEL offers some

Co-founder and CSO of Unnatural

unique advantages over ribosomally encoded libraries, which

have traditionally dominated the peptide discovery space. Products

Looking forward to seeing where this technology can take us

when applied to novel, unaddressed targets. 0 Unnatural Products

Here's to continued innovation in the peptide discovery space as
the field builds momentum.

HHIFX

We think DEL offers some unique advantages over ribosomally encoded
libraries, which have traditionally dominated the peptide discovery space.
Looking forward to seeing where this technology can take us when applied to

novel, unaddressed targets.

Silvestri, A. P., Zhang, Q., Ping, Y., Muir, E. W., Zhao, J., Chakka, S. K., Wang, G., Bray, W. M., Chen, W., Fribourgh, J. L., Tripathi, S., He, Y., Rubin, S. M., Satz, A. L., Pye, C. R., Kuai, L., Su, W., & Schwochert, J. A. (2023). DNA-Encoded Macrocyclic Peptide Libraries Enable the Discovery of a

Neutral MDM2-p53 Inhibitor. ACS medicinal chemistry letters, 14(6), 820-826. https:/doi.org/10.1021/acsmedchemlett.3c00117
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Case Study: Direct Comparison of Cyclic & Linear Peptide using Sub-libraries in Peptide-DEL

® Cyclic

Enrichment
Copy

NTE DM NTC
Copy Copy . Enrichment
NsynthonID (MDM2) (NTC) Enrichment (MDM2) (NTC)
10577-401-415-375-180 0 0 0.1 0.1
10578-401-415-375-180 0 0 0.1 0.1

10579-401-415-375-180 29 0 311417.56 0.1

Silvestri, A. P., Zhang, Q., Ping, Y., Muir, E. W., Zhao, J., Chakka, S. K., Wang, G., Bray, W. M., Chen, W., Fribourgh, J. L., Tripathi, S., He, Y., Rubin, S. M., Satz, A. L., Pye, C. R., Kuai, L., Su, W., & Schwochert, J. A. (2023). DNA-Encoded Macrocyclic Peptide Libraries Enable the Discovery of a
Neutral MDM2-p53 Inhibitor. ACS medicinal chemistry letters, 14(6), 820-826. https://doi.org/10.1021/acsmedchemlett.3c00117
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Case Study: Validation of Hits Identified from Peptide DEL Screening

Bioassay Results X-ray Structural Analysis

» UNP-6456 and UNP-6457 were synthesized and tested in relevant assays

S an 0

LAk b,

» b Q/é A
SETYS SVEY-S o
k' k"

UNP-6456 UNP-6457

» Synthesized hits shows strong potency as MDM2-p53 protein-protein interaction inhibitor

> X-ray structural analysis of the MDM2-Compound complex

HN"S0

MDM2 TR-FRET MOM4 FP

© UNP-84S6

© UNP-6456
& UNP-84ST

4 UNP-64ST

01 ; !'0 |j” 1N‘W ‘M'IN !M 0‘1 1 10 100 1000 10000 100000
[compound] nM [compound] nM
n=2 UNP-6456 | UNP-6457
hMDM2 TR-FRET IC50 (M) 0.043 0.009
hMDM4 FP IC50 (M) 5.15 3.30
PAMPA (x10° cm/s) <0.00 <0.00
RS4;11 viability 1C50 (M) >50.0 >50.0

/ A

Silvestri, A. P., Zhang, Q., Ping, Y., Muir, E. W., Zhao, J., Chakka, S. K., Wang, G., Bray, W. M., Chen, W., Fribourgh, J. L., Tripathi, S., He, Y., Rubin, S. M., Satz, A. L., Pye, C. R., Kuai, L., Su, W., & Schwochert, J. A. (2023). DNA-Encoded Macrocyclic Peptide Libraries Enable the Discovery of a
Neutral MDM2-p53 Inhibitor. ACS medicinal chemistry letters, 14(6), 820-826. https://doi.org/10.1021/acsmedchemlett.3c00117
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Academic Access to Peptide DEL

W & Coming Soon: The Next-Generation DELopen
Small Molecule Library - Advanced Chemical Diversity

4-Cyclew G )

=l Molecule [::

(iii\ Librarie

uncrey 6 3 Billion : N 3 ;:%Zl )

*EX tra Peptld @ DEL - more options for Your Research

Small Molecule Library

WEO.27 siion o[ erone B e

T .| Peptide
Peptide DEL Library

6 AA Peptide

50%

Pre-register for the 5th Gen DELopen Kit via email: DELopen_Platform@wuxiapptec.com




Part 2:
MRNA Display
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MRNA Display Workflow

mRNA Display Workflow Data Analysis

mRNA (NNK), library

Diversity >1013 qPCR for Enrichment Analysis Sequence Clustering

© High Throughput
Decoding

O P~ NN Y@\TV - P pTT—

NANSD SR

@ PCR of cDNA I IH IH
© In-Vitro \ o =

Enrichment % (log)

Translation !

election Round

AN 4-7 Rou nds @ Binding Selection

s sf Of Se|eCtI0n PCR & High Throughput Decoding Sequence Logos
N Immobilized &
S Target Protein on R ‘ e
Magnetic Beads N S - o P Sa SRS S
! L LG COMMT ¢S (T
SRR /D Negative Counter Selection 200bp-- = o= ‘ 2 =

(s x 36 times Ll i TR
© Reverse o W @ Zaail ceslin e ol sy
Transcription g \ w O, O F-CHIE, UL, 5 A, L, O

‘ Purified products

O Cyclization 0P

: W Zoptec



MRNA Display Peptide Libraries

Cyclic peptide library, natural AA only

Off-the-shelf Library Two Strategies for Oligonucleotide Synthesis

> Peptide Structure
» Codons for customized library

\ * Library Construct NNK
P

Trimer
Degenerate codons Pre-synthesized trinucleotides
Features . . . _ . . _
32 codons for 20 amino acids 20 trinucleotides coding 20 amino acid
> Library Construct SR EIBIon el Controlled ratio for amino acid

acid

AUG UGC (NNK/XXX)n UGC
Met Cys (XXX) , Cys
Where n = 6-15

Note:
I.N=G,ACTK=TG
2. XXX: Pre-synthesized Trimer Phosphoramidites without Cys

W it



MRNA Library High Throughput Decoding QC

QC result for 12mer library

Nucleotide Distribution

9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

100%
90%
80%
70%
60%

50%
40% I
30%
20%
10%
0%
1 2 3 4 5 6 7 8

» AITICIG frequency ranges from 20% to 30% in position N.

NA BT mC mG

 GIT frequency ranges from 41% to 59% in position K.

30

31 32 33 34 35 36

postion

00~ O U WN e

10
11
12
13
14
15
16
17
18
19
20
21
22
23
24
25
26
27
28
29
30
31
32
33

35

A
0.275716
0.2908886

0
0.300797
0.295355

o]
0.299626
0.291031

a
0.294374
0.288768

0
0.291512
0.284331

0

0.28772
0.281501

0
0.286887
0.280673

0
0.282833
0.278948

o]

0.278852
0.275503
a
0.277157
0.272216
0
0.276367
0.269355

0
0.271361
0.269095

0

T
0.230888
0.241168
0.582927
0.233966
0.235389
0.569384
0.234735
0.234827
0.565212
0.233823
0.234198
0.561198
0.233013
0.233632
0.561007
0.23365
0.232361
0.553574
0.231336
0.2313
0.55083
0.231328
0.229994
0.550208
0.229794
0.229409
0.550799
0.229548
0.227583
0.542849
0.22718
0.225851
0.526682
0.225097
0.226461
0.54886

C
0.290127
0.261631

0
0.256922
0.265011

o}
0.263792
0.271793

o}

0.27026
0.275239

Q
0.274318
0.280607

Q0

0.2759
0.283899

0
0.281154
0.286684

0
0.282168
0.288647

o}

0.286793
0.291553
o}
0.288019
0.295542
Q
0.292556
0.299603

Q0
0.29883
0.296594
0

G
0.203269
0.206314
0.437073
0.208316
0.204244
0.430616
0.201847
0.202249
0.434788
0.201443
0.201795
0.438802
0.201157
0.201431
0.438993
0.202731
0.202238
0.446426
0.200622
0.201343
044917
0.203672
0.202411
0.449792
0.204561
0.203534
0.449201
0.205276
0.204659
0.457151
0.203898
0.205191
0.473318
0.204712
0.20785
045114

W it



Case Study - mRNA Display Screening Performance

Selection Strategy

Round 1 Selection .. Binders

Biotin-Target

Round 2-6 Selection

&

Binders ) Binders

@ 0% Flow through

Negatlve selection (Beads only) Biotin-Target

Elution from the target: Al
} binders (R4 to R6)

Round 7 Selection

Binders » Binders

Binders %
‘ o Affnity e AN N
Negative select|on (Beads only) Biotin-Taget & His-Ligand Biotin-Target
Elution from negative selection: Non-specific ~ Elution from protein.complex: Elution from the target:

binders from beads or tube (if needed) Allosteric binders (R7) Orthosteric binders (R7#)

* Negative selection: 3 times, to remove non-specific binders

Selection Performance

Recovery Trend
1.00E+02

= 1.00E+01 S
1.00E+00
1.00E-01
1.00E-02

o 1.00E03 . l

—'1.00E-04
1 2 3 4 5 6 7 T#
Selection Round

g [Recovery (%)]

m Positive Recovery © Negative Recovery

» The target shows a good enrichment trend

Identity Matrix with Score >= 40%

Heatmap Line plot & Sequence Logo

LR 1 R, HIN, MO,
THIE, L, YR, ] OB

» 19 sequence clusters are observed with count number >= 10
» 21 peptides from clusters with good performance were picked for validation

WuXi
AppTec



MRNA Display Validation Results & Oligo Delivery Efficiency

- Peptide 1: Orthosteric Binder N (i Structural Analysis T
' >

Peptide 1: Target (1:1 binding kinetic) Peptide 1: Target/Ligand (1:1 binding kinetic)

KD=17 nM No concentration-dependent signal
30 ]
0 _\\l\
=z “ 25 \\
N \. . ~ \ > Cryo-EM confirmed allosteric binding )
0 — e 7 Knockdown Efficiency Evaluation N
0 250 200 0 250 | 560 Target High Target mid Target low
\_ Time (s) Time (s) Y. 100 expression cells 100- expression cells 100 expression cells
- Peptide 2: Allosteric Binder N i,
Peptide 2: Target (1:1 binding kinetic)  Peptide 2: Target/Ligand (1:1 binding kinetic) P e N T T
60 __ 1004 .\ PP == S S ———td
504 . KD: 8'6 nM 1 . KD= 62.5 nM 'g tz B0 % 80 ? 80
75 g g 80 % 50 E 60
=2 404 o \ E % a0 W Ew
[ . T 2 20
304 e 504 0+ o7 u-'a 3 2 10 1
204 25 : Log[concentration (iM]] Log[concentration (pM)] Log[concentration (uM)]
10 | T— = ® WuXi peptide-SiHPRT1 To
0 ; i : - : | . | . | m SiHPRT1 only WuXi 37nM
0 250 500 0 250 500 WuXi peptide only
Time (s) Time (s) \__ ¥ Benchmark SiHPRT1 Benchmark 2.4nM W,
L v

WuXi

AppTec



Case Study - mRNA Display Validation Results

Confirmation for Cyclization Site and Binding Hotspot using SPR

Cyclization Site

Original peptide O Q O Original peptide
O O O

Cys to Ser O O O
O O O

Peptide Name KD (nM) with Target in SPR
Peptide 8 8.6 Alanine Sean <
Peptide 8 - C1S /
Peptide 8 - C10S /
Peptide 8 - C15S 49

v" First two cysteine residues are important for cyclization

Binding Hotspot
00000
QOO
QOC

(

00000000000

~

KD (nM)
49

112
277
22,60
NA
774
76
45
191 OI
30
82
112
80

OOQQQQQQOOOOOQ

73

Note: Key residues are defined with >= 3 fold KD change

WUXi~
AppTec



Workflow of Customized Focus Peptide DEL for Hit-to-Lead Optimization

*mRNA Display Data : [ /\

» Sequence alignment/ clustering
*Amino Acid Scan Data
. SAR from Ala scanning
Crystal/NMR/cryo-EM structures %
Apo protein and complex

Timeline: 7 Months

Library Diversity:

Library Design
1-2 weeks

700*700*700 UAAs
0 e Optimized Peptide Hits

Synthesis and Validation

6-8 weeks >300 FOId
BB validation

Chemotype B ,~-____ Chemotype C . . e
o and seIeCtion 9 1':'?‘I\\?:",:'_EVZEE‘.}:E::“:,' lmprovement In Afflnlty from
jri"’ﬂko'_l 0-3 weeks s d

Chemotype A ol 3 separate chemotypes
BB2 BB3 . . s
(5 From single digit nM =2 Ppeptide
Route Validation & 9 DEL Screening, Deco.dlng, and
Optimization Data Analysis
3-4 weeks i 2-4 weeks p mo I
(Optional) 9 " o feo?

Peptid}g DEL Design and Production
2, 9-12 weeks

ay
Y 4

O_f{j}

A ) LA

binding affinity

Target

H{%



Part 3:
Extended Capabilities
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Genetic Code Expansion via Stop Codon Suppression

Incorporation of unnatural amino acids via UAG stop codon

* Validated two approaches for incorporation into model peptides with no detectable misincorporation
 POC incorporation of 4-fluoro-L-phenylalanine using aminoacyl-tRNA synthetase charging of tRNA
 POC incorporation of biphenylalanine using pdCpA ligation of tRNA

* Ongoing efforts to expand the range of non-natural amino acids accessible using WuXi AppTec’s in-house IVT system
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What is the HTC Peptide Platform, and why choose it?

High-Throughput Peptide Synthesis Platform for Hit Validation: Per validated throughput: UAAs > 48 - HTC on-plate synthesis;

UAAs < 48 - SPPS on synthesizer. Crudes are directly usable in downstream bioassays (no purification), enabling rapid validation results to
guide next steps.

= Rapid Decision-Making: Design-synthesis-test cycles completed in 2-4 weeks per round, enabling go/no-go decisions within 6 weeks.

= Cost-Effective: 3-10 times more economical than traditional medicinal chemistry approaches.
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Case Study: Parallel Peptide Synthesis and ASMS Validation

Peptide DEL screening HTC-peptide resynthesis Assay ready plate

Without purification
LC-MS yields

Enriched signals / Compounds
selection

48 peptides Single peptide ASMS

Direct-to-Biology assay
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= LC-MS yield for synthesized peptides

100% linear peptides (LC-MS yield> 50%); 53% cyclic peptides (LC-MS yield> 50%)
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Integrated Bioassay Platform for Peptide Profiling
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WuXi Biology

A comprehensive spectrum of biology services and solutions, supporting stand-alone and integrated projects,
from target discovery to hit finding, lead optimization, candidate selection, and beyond.

® Comprehensive discovery and translational biology centers, with ~3,000 experienced scientists and global footprints in 9 sites

®  Early discovery screening platform, providing diverse hit finding solutions and high throughput hit optimization solutions

such as DEL/HTS/HCS/ASMS/FBDD*/Display/virtual screening and Direct-to-Biology, supported by informatics and data sciences
® Thousands of validated, ‘ready to go’, in vitro assays and in vivo models enabling discovery biology for comprehensive
target classes, therapeutic areas and modalities

® Extensive Oncology, Immunology, Infectious Disease, Inflammation, Neuroscience, Rare disease and Metabolic Disease

indication, offering an end-to-end service from discovery, through optimization and into clinical development

® AAALAC accredited and BSL-2 certified on multiple sites

® Pathology and CAP-certified FACS capabilities supporting clinical biomarker services

Modalities Early Discovery Lead Optimization In Vivo Pharmacology
. Small molecules . New target discovery and mechanistic study . In vitro biochemistry and cell biology . Comprehensive in vivo disease model
. Peptides . Protein production & structural biology . Cell panel screening collection
. Oligonucleotides . Screening & hit identification: . MOA studies ° Targeted oncology and immuno-oncology
. Bi-functional molecules, e.g. DEL/HTS/HCS/ASMS/FBDD/Display/VS and . Radiometric assays c Drug resistance and other novel models of
ADC/PDC/POC/TPD* libraries for small molecules, covalent, peptides, higher translational value

. Clinical biomarker development and

TPD & macrocycles validation . Tumor model database

. Vaccines

. el . High throughput hit optimization: D2B platform

*DEL: DNA-Encoded Library; HTS: High Throughput Screening; HCS: High Content Screening; ASMS: Affinity Selection Mass Spectrometry; FBDD: Fragment-Based Drug Discovery
ADC: Antibody-Drug Conjugate; PDC: Peptide-Drug Conjugate; POC: Peptide-Oligonucleotide Conjugate; TPD: Targeted Protein Degradation
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Contact Us

. Mahnaz Arjomand Executive Director, US BD Head Dave Madge Vice President, EU and Israel BD Head
Business _ _
@ mahnaz_arjomand@wuxiapptec.com @ dave_madge@wuxiapptec.com
Development
Contact @ +1415 755 3735 @ +44.7803 124321
Suk Young Cho Executive Director, Korea BD Head Fumio Itoh Executive Director, Japan BD Head Marcher Xu Executive Director, China, Singapore and Australia BD Head
@ sycho@wuxiapptec.com @ fumio_itoh@wuxiapptec.com @ Xu_longji@wuxiapptec.com

@ +82 31724 2861 @ +81 75 315 1044 @ +86 185 0210 0621

Customer Service

@ wuxiconcierge@wuxiapptec.com

@ 400-820-0985

@ WwWw.wuxiapptec.com

WuXi AppTec website WuXi Biology website LinkedIn
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