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Unifying the Discovery Portfolio

Aligning the Early-Stage Discovery Software across
Chemaxon and Certara

Adrian Stevens
Chief Product Officer, Chemaxon

David Lowis . :
Executive Director, Certara Predictive Technologies
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In-silico Models Can Enhance The Design
Process in Discovery

In-silico profile
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Certara MIDD Platform

Data Integration & Predictive Analytics Delivering Certainty Across Drug Development

Discovery Preclinical Earlier Clinical Later Clinical

Candidate Selection / Optimization De-Risking Early Development Systems Pharmacology & Clinical Trials Support &
Translational Science Virtual Populations
Compound Registration Simcyp Simcyp * Animal studies Simeyp * Dose optimisation Simeyp . Patide.nt.dose (PK/PD)
Discovery SITE e 'VIVE FiH dose el ° FEs/ARAs/PPIs Sl predictions
Discovery PhySChem * Predict tissue conc’s * Drug interactions * Extrapolation into
. ) o e
Platform Calculators QSP Assess Certara IQ * Risk assessment. Certara 1Q « Absorption and Certara IO sipec;:e:ig:)rlixcatnons
(D360/Design (EFA) => (QsP) - DDIs&PGxrisk  m (QsP) clinical formulation = (QsP) - elderly
Parameter - Toxicity delli iciti
modelling - ethnicities

Hub) Safety Pharm

DILI, CSS, « Formulation dev/risk Simcyp * Disease progression / Phoenix - disease states
Ssfety SIVA efficacy biomarkers NLME Organimpairment

Target validation

Predictors

Safety/Tox
A Workflows

Predictors

) ] » Safety profile * Pregnancy, Lactation
e . |.d.. Biomarkers of Drug « Conmed risk assess Clln.lcal « Drug combinations
W efficacy Interaction LEL

orkflows

Explorer ¢ Clinical trial design * Clinic trial design

»..

* Clinical trial design Database Simulator
4+ 4 4 4+ 4+
A.l. Molecular Design A.l. ADME Predictors / SARs A.l. Deep Learning Analytics A.l. Verification & validation of mechanistic models A.l. Clinical Endpoints (CODEX) A.l. Gen Report Writing (CoAuthor)
Certara Cloud LAYAR Foundational data platform leveraging proven data fabric technology

“In-Silico Profile” concept

* Unique library of data which defines/characterizes a specific compound and provides input parameters for in-silico
* Compound Profile ‘file’ will expand and transform over time as experimental data is generated and accumulated
* Standardized data formats will allow predictive models to be run as automated workflows across large numbers of compounds and test scenarios.
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Aligning the Discovery Portfolio

Starting with D360 and Design Hub
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Key Areas of Product Development

Combining the Discovery capabilities of Certara and Chemaxon

Improved cross-modality support
o Small molecules, peptides, oligos, Ab, ADC, ....

o Working groups set up to develop analysis best practises

Improved consistency in substance representation
o Consistent chemistry representation

o Consistent representation for other modalities (HELM, BILN)

Improved access to Certara CPT science
o Inclusion of SimCyp PK prediction technologies

o Secondary Intelligence, DILI, ...

Transition towards product convergence in Discovery
o Improve user workflow my connecting Analyze-Design-Make

o An open web-based application within the MIDD platform with data orchestration layer
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Near-term:
Cross-Application
Consistency
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Near-term Goals

Greater consistency of entity and data handling
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Marvin — An Awesome Drawing Product!

Expand on supported modalities

Coming soon:
o Export CDXML
o Monomer library
o Support HELM
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Cross-Platform Drawing Standard

All Chemaxon applications standardized on Marvin — . I
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Design Hub CERTAINTY

DISCOVERY
2025 Highlights Next: Near-term Plans
 Matched Pair Searching * Improved data synchronization with D360
* SAR Matrix

© Copyright 2025 Certara, Inc. All rights reserved.

* Complete the migration to (new) Marvin
Enhanced support for external collaborations

Registry workflow improvements * Image support for spreadsheet view




Next: Improved D360 Data Synchronizatio S EthUE
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Next: Improved D360 Data Synchronization e

© Copyright 2025 Certara, Inc. All rights reserved.
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Next: Image in Spreadsheet
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D360: Recent Highlights and Plans

2025 Highlights (D360 25.0 & 25.5)

Other modalities: Enhancement of sequence

alignment

o Alignment of sequence subsets

o Manual sequence editing

o Undo and realignment
Data visualization

o Dynamic data subset viewers

o Charterror bars

o Overlaid dose-response curves from different assays
Workflow:

o Active filter gadget display

o Contains constraints with multiple values

o Elimination of blocking progress dialogs

o Improved spreadsheet row/column navigation

CERTAINTY
DISCOVERY

Next: Near-term Plans (D360 26.0 & 26.5)

Antibodies and ADCs
o Display of sequence annotation
o Improved ADC data configuration capabilities
Design of Peptides
o Design of peptides in context of sequence alignment
o Capture of Design Peptides
o Use of external reference sequence
Workflow
o Integration of Marvin
o Dynamic data series

o Integration of Secondary Intelligence



Data Subset Histogram

Highlights — Data Visualization s

Bar Color- -
28+
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26—
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Highlights — Sequence Alignment

Manual Sequence Alignment Editing

Reference CHEMBL402482 Alignment: [dentity Matrix - All [(Jpetails = @ @ ¥ x Reference CHEMBL402482 Alignment: Identity Matrix - All [(JDetails = @ @ v x Reference CHEMBL402482 Alignment: Identity Matrix - All [ Details = @ @ ¥ x
[ Sequence Alignment: Main Sequence Alignment: Main Sequence Alignment: Main
1 2 2 4 5 6 7 8 9 = = 1 2 2 4 5 6 7 8 9 =

CHEMBL402482 I CHEMBL402482 I CHEMBL402482 I

CHEMBL412034 CHEMBL412034 CHEMBL412034

CHEMBL410648 CHEMBL410648 CHEMBL410648

CHEMBL415611 A LT+ 9 CHEMBL415611 CTR L Z CHEMBL415611

CHEMBL386178 TO m Ove select d + . MBL386178

CHEMBL386299 monomers CHEMBL386299 TO un d o ed It CHEMBL386299

CHEMBL426344 CHEMBL426344 CHEMBL426344

CHEMBL402481 CHEMBL402481 CHEMBL402481

CHEMBL122183 CHEMBL122183 CHEMBL122183

Use of BILN Notation 0 Realign Sequences

H
N
R~ i i
3 R, Aligned to Reference 1 Aligned to Reference 2
Reference CHEMBL402482 Alignment: Identity Matrix - All Reference CHEMBLA402482 Alignment: Similarity Matrix - All (Joeails == @ @ v x
r Sequence Alignment: Main Sequence Alignment: Main

/ NH 1 H 3 4 5 6 7 8 9 i 1 2 3 4 5 6 7 8 9 i
6 7 8 R1 CHEMBL402482 | L W Q v P F S \ CHEMBL402482 | L W Q \ P F S \
CHEMBL412034 | L F Q V P F S A\ CHEMBL412034 | L F Q Vv P F S A%
CHEMBL426344 | L D Q \ P [F S \ R e a I i n | L Y Q v P F S \
CHEMBL440266 | L Y Q V 2] F S A\ g | T w Q Vv P = S Vv
’ CHEMBL437514 | L M Q \ P F S \ s e q u e n C e s | L D Q \ P F 5 A
CHEMBL263685 | L A Q Vv P F s v CHEMBL437514 | L M Q V P F S Y
- K - CHEMBL263600 | L S Q Vv P F S \ CHEMBL262600 | L S Q Vv P F S \
150 of 150 Sequences Displayed ~ Zoom =@ Copy Alignment Extract to Spreadsheet 150 0f 150 Sequences Displayed  Zoom =) Copy Alignment EfaeisSetias!
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Highlights — WOrkﬂOW Multiple Text Operands

Structure
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Near Term Plans: Workflow

Marvin as an Integrated Sketcher
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Secondary Intelligence Integration

Dynamic Data Subsets

Create an entry for each data series you wish to define

Each series must be provided with a name and definition in terms of data constraints,

Any data records that match the data constraints for a series will be assigned to that series.

The order of series definitions is important, any record matching more than one series will be assigned to the first matching
series.

Series
o s B8 (@

Series Rules. Count Series Name

Logic AAND B

A) Inhibition of recombinant c-Src by radioactive
phosphotransfer assay in presence of 10 uM ATP 63
GMean IC50 (nM): Less than 100

B) Inhibition of recombinant c-Abl by radioactive

Logic AAND B

A) Inhibition of recombinant c-Src by radioactive
phosphotransfer assay in presence of 10UMATP 4
GMean IC50 ("M): Less than 100

B) Inhibition of recombinant HCK by radioactive

Logic AAND B

A) Inhibition of recombinant c-Src by radioactive
phosphotransfer assay in presence of 10 uM ATP 0
GMean IC50 (nM): Less than 100

B) Inhibition of recombinant EGFR by radioactive

Active c-Abl issue

Active HCK issue

Active EGFR issue

Series Name for Non-Matching Records:
Data Series Column Name:  Data Series

Update Series Colum.

Cancel @

B @ Brlwdln # ©O% Q0O 2o -7-9 B-sEBH®" :
Spreadsheet
Sample Code Structure MACHR3 ADRA2A CBR2 DAT CAVIPT2
& Secondary Secondary Secondary Intelligence | Secondary Intelligence
Q @@ mhiziox @P micox AR@ mhicoon A inh: 16.0 % A inh:40% ARE@P mhesown A
7 Ex00000001 i Ki 15898.6 (M) i 13333.3 (M) K 4347.8 (M) Ki: 15882.4 (M) Ki 30000.0 (M) Ki: 2443.4 (M)
Inh: 40.0 % @P mhis2o% inh: 43.0% A inh: 85.0 % A nhisos ARP mhosown A
[ exeonoo00z Kit 107143 (M) i 410256 (M) K 6787.3 (M) Kit 9343 (M) Ki 30000.0 (M) Ki 989.0 (nM)
nh:70% A nhi11e% AGE mhaon A inh: 1.0 % A@ nh:70% A@P mrown A
O ex00000003 Ki: 214286 (M) i 13333.3 (nM) Ki: 73543 (M) Ki: 15882.4 (nM) Ki: 30000.0 (n) Ki: 15576.8 (M)
inh:30% A@E@ nhsox A@E@ wh-zox A Inh: 2.0 % A@ mh-30% A@@P mh2ow A
0| exo0000004 Ki: 214286 (M) i 13333.3 (nM) Ki: 19565.2 (nM) Ki: 15882.4 (nM) Ki: 30000.0 (n) Ki: 15576.8 (M)
Inh: 55.0 % @ nhzoew @@ 0w A inh: 99.0 % A@@ mh:18.0% A@E@ mh220% A
[ Exo0000005 Ki: 5844.2 (M) Ki: 10370.4 (nM) Ki: 22814 (nM) Ki: 53.5 (M) Ki: 30000.0 (nM) Ki: 13576.9 (M)
Inh: -4.0% A nh:60% AGE mh-120% A Inh: 1.0 % A mh:10% A@@ mh20% AR
7 Ex00000008 Ki: 21428.6 (M) Kii 13333.3 (M) Ki: 19563.2 (M) Ki: 13882.4 (M) Ki: 300000 (M) Ki: 13576.2 (M)
Inh:00% A nh:7.0% A Inh: -40% A Inh: -10.0 % A Inh: -8.0 % A@@ mh-ox A
7 Ex00000007 Kit 21428.6 (M) i 13333.3 (M) Ki: 19565.2 (M) Ki: 15882.4 (M) Ki 30000.0 (M) Kit 15576.9 (M)
Spreadsheet: Spreadsheet Viewer
c-Src
. c-Si
ChEMBL Id Structure Data Series GMean c .
urve 1o
IC50 (nM)
- 2 0
I 50
i
1: [ CHEmBL1241482 L Active c-Abl issue 4199 400
= = :
= = i
- o
=
2/2
(J CHEMBL1241769 i Active HCK issue 96.00
1
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Near Term Plans: Antibody and ADC Representation

Antibody Sequence Feature Display

IMGT Kabat Chothia Martin AHo
> FRl1 <«
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24 |25 | 26 | 27 | 2B | 29 | 30 |31 (32|33 |34 |35 (36|37 |38 (39|40 (41|42 (43 | 44 | 45 | 46

Handling of Multiple Linker-Warheads
| _ADC |

|Linker/Payload 2|  [Linker/Payload 3 | Linker/Payload 4 |

ID00098 ID00102 ID00103

ID0025 |
6

CERTAINTY
DISCOVERY

Antibody Sequence Relationship Display

e

1

LAL LI LI I Al Il el ]y ]

S
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Near Term Plans: Peptide Design

Sequence Alignment: Reference CHEMBL402482 Alignment: Similarity Matrix - All
Seguence Alignment: Chain 1

Key Capabilities

MHC class | BA Chain 1
(FLPSDYFPSV) 1 2 3 4 5 6 7 ) 9
GMean Sequence Add/Delete Sandbox sequences
CHEMBLA02482 1168 Alignment e  Edit Monomers
__l IIIIII . Add/Remove Chains
CHEMBL410648 2198 D
* Copy/Paste of sequences/monomers

CHEMBL415611 2301 Y L D Q v P F S Vv )
CHEMBL386178 3199 | Y L F P G P Vv T A * Sequence CaICU|atlonS
CHEMBL386299 3199 | Y L W P G P vV T A ¢ Flnd/RepIace mOtIfS
CHEMBL426344 3304/ | L D Q@ V P F S V ° Enumerate (eg ALA scan)
CHEMBL402481 3995 | N M ' P F F P P Vv
CHEMBL122183 4295 Yy L M P G P VW T A Workfl ow

-Virtual Sequence Sandbox:

* (Create and evaluate new sequences in
|E| Ij e SEQ SEQ Q 5 El:l [E- I:E:: L(jl,- (Q Z a Q u-E§ 3 of 3 Sequences Displayed q
5

the Sandbox

MHC class | BA 1 2 3 4

(eSONEPY Sandbox * Promote to dataset for further analysis
P-00000003 00 | L W a v p ow s v Design Area « Capture in database as Design peptides
VP~00000004 0000 I L F Q VvV P F s V * Retrieve in regular D360 queries
tVP~00000005 0.000 L

150 of 150 Sequences Displayed Zoom . Unfilter All Copy Alignment Extract to 24



Long-term:
A Convergent User
Experience

CERTAINTY
DISCOVERY
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In-silico Models Can Enhance The Design

Process in Discovery

Multiparameter Optimization

In-silico profile

i 'ﬁ‘fﬁ"ﬁ

Decide if the compound P

0 o o Fo L& £
meets the objectives & TS
$ ¥

&

KD | CMax | AUC CL Fu PPB
X X X X X X
\ In-silico
optimisation

Certara

Run the Di ?
iscover
Compound Research Chemist chkspace °
through Q’.
multiple JChem Search
assays Lhem\atry Eﬂg\ﬂE‘ Determl-ne Wh(jt
compound to
make next
Synthesize designed Generate Novel Compounds
compound
Deep newral network HO
10,000s x P H
- \ HO 0o
-4 HO OH

CERTAINTY
DISCOVERY
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Model Parameters
predictors & calculators)

Safety/Tox Profile
(DILI)

PK Profile
(Simcyp)

PK/PD Profile

(1Q
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Today: Different Applications & Data Sources

Trying to build workflows is time consuming

= - B
D360 = S i Y =~ Design Hub
e Different data models * Manual data exports and imports
_________J
» Different back-end architectures o——  Manual data formatting & normalization
e Different user experiences * Expertise required to run each application

We want to make it more streamlined & technologically robust

CERTAINTY
DISCOVERY




Future: Integrated Designh and Analysis Application

D360 and Design Hub converging into a single design and analysis application

—0 °
N S s |- T : I e e g MR e e
D360 - i &
I Certara
Design Hub - s _T . .
* Applications converge into a single solution * No more ETL (export/import)
e Single solution for workflow integration * Enabling Automation
G
« Common set of features * Business efficiency and Scaling
CERTAINTY Single holistic view of all your project data — Real, Design & ldeas

DISCOVERY



Future: Integrated Designh and Analysis Application

Key Features and Benefits

Web-based

o Offered either as a SaaS solution or self-hosted

o Team-based project data access . | EE= T e e R

28090 20090 Y nesa

Consistent chemistry model 1l
o Using Marvin and Chemaxon toolkit (CCL) a |-

25090

Improved workflow and data sharing

77777

o Utilizing our data orchestration layer o,

Comprehensive access to Al services o . -
throughout - - - -

o Throughout aspects of Analysis, Design and Make 2

Simplified deployment and set-up
Certara

o Improved connectivity to customer and third-party apps .
P Y Party app Discovery

o Reduce the time to Go-Live

CERTAINTY
DISCOVERY




Future: Integrated Designh and Analysis Application

Certara Development Investment

Focus will shift to the new software solution

o Ensure existing workflows from each product are preserved

o Combine the best features from each product ° | ... 200000 CEDEDEDES
- E.g., Web application, Query interface, Kanban board, Hypothesis capture - n
o Merge duplicate features between Design Hub and D360 °8" :
- E.g., SAR table, MMP Analysis, library enumeration °
Target 1st commercial release: Q42027 |~ =
o Early access opportunity for interested customers 1. f ": ‘
Customers can continue to use our existing o T |
applications -
o Continue to support and maintain D360 and Design Hub
. _ _ _ Certara
- Until the new solution reaches appropriate functional level )
Discovery

o Will formulate a transition plan

To su gt current customers of each product

CERTAIN
DISCOVERY




° ° ° sk
Po rthI Io TI m el I n e * Disclaimer: As with all timelines, this is a plan, not a commitment!

2025 2026

Design Hub:
& T = * Synch data with D360 e Support customer deployments ¢ Maintenance & support only
* Marvin integration * Maintain product
* Image support for spreadsheet
view
p * Dynamic Data Subset viewers * Peptide Design e Other modality analytics

* Manual sequence editing/undo ¢ 2° Intelligence Integration
e Chart Error Bars Ab: Sequence features
* Active Filter gadgets Marvin integration

* First Alpha * Beta testing * First commercial
release (V1.0)

Ce -
DISCOVERY
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