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Building Alithea Genomics

Daniel Alpern, CTO and co-founder at Alithea Genomics
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Outline

1. Alithea Genomics - which problem do we help solve
2. How did we get there?
3. Lessons learned & Q&A
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Many drugs fail because of unforeseen toxicity

Adverse effects discovered too late during clinical trials

Biomea Fusion Announces BMF-219 in Diabetes
Placed on Clinical Hold

June 06, 2024 16:05 ET | Source: Biomea Fusion, Inc.

Tango Therapeutics Announces Discontinuation of TNG348
Program

Share @ X ® &

— The phase 1/2 clinical trial of TNG348, a USP1 inhibitor, is being terminated due to toxicity
observed in the initial study cohorts —

— Cash runway extended into 2027, PRMT5 and CoREST clinical programs remain on track —

BASED ON RECENT FDA FEEDBACK RAPT THERAPEUTICS
STOPS ZELNECIRNON PROGRAM FOLLOWING CLINICAL HOLD
DUE TO SINGLE SAE OF SEVERE LIVER INJURY

November 11, 2024 A PDF Version

Pre-clinical

Clinical and
FDA approval

Approved drug after
10 years and $2B+

Alithea Genomics - 2025

Drug discovery

Traditional Drug-
Development pipeline
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How to reduce drug failures in clinical trials?

Gather more mechanistic insights in the early developmental phase

Advanced experimental
models

Human physiology-relevant
Patient-derived iPSC, Organoids

Multi-Omics Profiling

Complex phenotyping
Mechanistic insights

Al/ML integration for
Data-driven discovery

1 vovo tesngy

From Brown et al., 2018

Prediction of MoA & Toxicity
Structure Activity Relationships

Alithea Genomics - 2025
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HT Profiling in Drug Discovery Strategies

Chemistry-first Biology-first
(Compounds — Biology) (Disease/Target — Compounds)
» What does this compound do biologically? «  Which compounds modulate this biological system?

HT Profiling
(Samples — Data —
Signatures)

DRUG-seq Q Morphology phenotypes

Molecular phenotypes

Al-Enabled Insights

MoA | Safety | Efficacy | Biomarkers
ALITHE A
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DRUG-seq a workflow for large-scale molecular phenotyping

Rapid, low-cost and high-throughput transcriptomics

96 / 384

153" | ] L

Frozen cell Barcoded Single Tube Sequencing Data
culture plates cDNA Libprep analysis

* Highly scalable
« Data comparable across sample types
* Mechanistic insight

* expected Q1-2026
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How to reduce drug failures in clinical trials?

Gather more mechanistic insights in the early developmental phase

Drug discovery

Drug development
with Alithea Genomics

Pre-clinical

Clinical and

FDA approval Pre-clinical

Clinical and
FDA approval

Approved drug after
10 years and $2B+

Alithea Genomics - 2025

Drug discovery

Traditional Drug-
Development pipeline
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Transcriptomics solutions for biomarker and drug discovery
Enabling high-content molecular phenotyping at scale

2020

Founded
EPFL spin-off

>30

Employees

HQ, Lausanne
Lab, Frederick, MD, USA ‘

Academic

Biotech

Pharma, AgroChem
Cosmetics

CRO

Samples-to-Library

Samples-to-Data

ALITHE A
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Alithea’s kits portfolio for transcriptomics data generation

Ultra Sensitive and High-Throughput transcriptomics for pre-clinical research

3-prime
MRNA-seq

Total
RNA-seq

Single Cell
RNA-seq

10

“Understanding Biology”

» Target Identification
« Uncovering gene signatures

Perturbation Profiling

« Small molecule: hit and lead identification
« CRISPR /ASOs: on- off-targets idx

BRB-seq Spheroid DRUG-seq DRUG-seq
3D cultures
Low cost Extraction free Extraction free
Total Blood FFPE-seq Multiplexed Total DRUG-seq
RNA-seq RNA-seq Extraction free
Globin depletion Degraded RNA Gene / Isoforms Gene / Isoforms
FLASH-seq
Ultra Sensitive
Gene / Isoforms
| |
100 Throughput 100’000
samples samples
ALITHE A
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Key clients: Pharma, Agrochem and Cosmetics

gh-Throughput Transcriptomics

DRUG-seq Workflow for Hi
Bayer Pharma

Roche B

96/ 384 = g
. 1536* z -
Novo Nordisk
Arrayed Lysis, Barcoding & Pooling & ; _ Data
CRISPR > Freezing ——> Reverse — Libra?y aeSequencing " analysis

NOva I’tIS Screen Transcription (RT) Prep

Sanofi

Johnson & Johnson

Adapted from Alpern et al., Genome Biol 2019 RCITHER
& Ye et al., Nat Commun 2018 b

Amgen

Daiichi Sankyo

Regeneron Pharmaceuticals
GlaxoSmithKline
Bristol-Myers Squibb

Syngenta
Bayer AG Novo Nordisk HT Automation team presenting Alithea’s DRUG-seq

Procter&Gamble

ALITHE A

GENOMICS

Alithea Genomics - 2025



How we started Alithea
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Milestones

Q 2019, Apr Q 2021, Oct Q 2024, Mar Q 2025
. Technology published ' Alithea Lab in Startlab, . 3.2M$ Ext seed funding .+ 1809001:2015
= PEL Biopole New products launch '« 600 kits shipped
[ | I

New products launched

— ° o ° o ® o >

ALITHEA | @biopdle

GENOMICS .
Alithea Genomics SA . Alithea HQ and Labs in

incorporation Biopole 300m2 Alithea Lab in the US us
O 2020, May O 2023, Nov O 2024, Jun
ALITHEAN 26032024 ALITHE A
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Alithea Journey

The Founders

( ) é\‘ =0
‘( @ l‘..eg &
e

Py

Daniel Alpern Riccardo Dainese Prof Deplancke
CTO and co-founder CEO and co-founder Scientific Advisor

Jan2020 May 2020
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Alithea Journey

The Team
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Lessons learned from Alithea

Start with a problem, not a technology

Talk to users early
ALITHEA ONLY!

Be comfortable with uncertainty

HERC|I R1OUS

Choose cofounders who complement you
Patents are valuable, but aren’t mandatory

Competition is a sign you’re solving a real problem

N o o B~ w0 DN~

In a small company, everyone wears multiple hats

17 © Alithea Genomics - 2025
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Outstanding local support and community around you

~pre
o Pl' L
Coaching and mentorship

Innosuisse Business Concept training
(www.science2market.ch)

Startup Unit at EPFL: grants and mentoring support
FIT foundation
BRIDGE, Innosuisse coaching

Venture kick

18
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http://www.science2market.ch/

dalpern@alitheagenomics.com

Thank you!

linkedin.com/in/dalpern

ALITHE A
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mailto:dalpern@alitheagenomics.com

Thank you and reach out!
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alitheagenomics.com

Alithea Genomics SA Alithea Genomics Inc.
Route de la Corniche 8 321 Ballenger Center Drive
Level -2 Suite 125 C/O

1066 Epalignes Frederick MD 21703

Switzerland USA
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