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Boehringer Ingelheim at a glance — 11,000 ~ 2]
a global, family-owned pharmaceutical company R&D employees
Founded in Ingelheim, Germany, 1885 worldwide

25%

Net human pharma
sales in R&D
investment
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Cardio-renal-metabolic
Eve Health
Immunology & Respiratory

Neuroscience &
Mental health

Oncology
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Discover us v Order Molecules ~ Collab withus ~ PostDoc Grants v

Free online seminar ngtermg career develop ment through open science: i -
March 27 Discover novel approaches in nanoformulation and retinal REGISTER TODAY —

disease research

The open We are
innovation open science . 4

opnMe® is the open science portal of Boel'inger .

portal of P

Foster your research with free molecules, get research funding for collaborative proposals, and

Boehringer join us as PostDoc talent.
Ingelheim = "

Molecules to Collaborate PostDoc
order. with us. grants.
QOur molecules are shipped Collaborate on molecules PostDoc research

for free and precisely formulated opportunities at
questions from science Boehringer Ingelheim.

8 | 5 | 1 | <) and technology.
MOLECULES DELIVERED

y
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a——— by

opnlVle Boehringer Ingelheim opnMe / VFA PharmaForum 2025, Wiesbaden 3



Why KRAS?
Addressing
a high
unmet need:
Targeting
KRAS
aberrations
in cancer
treatment

CRC: colorectal cancer; PDAC: Pancreatic
ductaladenocarcinoma; LUAD: Lung
adenocarcinoma; UEC: Undifferentiated
endometrial carcinoma; IDC: Invasive ductal
breast carcinoma; STAD: Stomach
adenocarcinoma; EAC/GEJC: Esophageal
adenocarcinoma/ gastroesophagealjunction
cancer

1Hofmann, Gerlach, Misale, Petronczki and
Kraut, Cancer Discovery 2022; 12:924-937
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KRAS allele/amplification

= 200,000 new patients per year in US harboring KRAS aberrations?
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CRC

Total PDAC LUAD UEC IDC STAD EAC/GEJC

G120 - [NEIREE |  (FEBEs (125%) |G 37.0%)| | 4525 o) [l 5257 @ow) | || ars02%)| || 009 (36%) 302 (1.4%)
G12V - 39,289 12,503 (8.5%)| | 16,254 (28.2%) 5,435 (5.9%) 4,089 (6.2%) 648 (0.3%) 190 (0.7%) 170 (0.8%)
Other - 19,916 10,265 (6.9%) 4,017 (7.0%) 2,766 (3.0%) 1,704 (2.6%) 375 (0.2%) 619 (2.2%) 170 (0.8%)
G120—- 18,666 I 4,065 (2.7%) | 659 (1.1%) .192(13_6%) | 1,120 (1.7%) 102 (0.05%) 190 (0.7%) 38 (0.2%)
G13D—. 14,851 l:‘saz 74%)| || 309 0.5%) | 762 (0.8%) | 1,996 (3.0%) 0 (0.0%) | 619 (2.2%) 283 (1.3%)
AMP-. 9,163 | 978 (0.7%) 62 (0.1%) | 701 (0.8%) 0 (0.0%) I 3,446 (1.5%) | 1,332 (4.8%) |21645{12.3%)
G12R - 8,291 489 (0.3%)| | 7,293 (12.7%) 344 (0.4%) 97 (0.1%) 68 (0.03%) 0 (0.0%) 0 (0.0%)
G12A-I 7,139 I 2,804 (1.9%) 206 (0.4%) | 2,262 (2.5%) | 1,606 (2.4%) 136 (0.1%) 48 (0.2%) 76 (0.4%)
G128 - 4,004 3036 (2.1%) 21 (0.04%) 467 (0.5%) 341 (0.5%) 102 (0.05%) 0 (0.0%) 38 (0.2%)
G13C - 2,048 540 (0.4%) 0 (0.0%) 1,070 (1.2%) 438 (0.7%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Multiple-l 3,991 | 1,441 (1.0%) 1,195 (2.1%) | 959 (1.0%) 292 (0.4%) 0 (0.0%) 48 (0.2%) 57 (0.3%)
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Estimated new diagnoses/patients per year in the US (1000s)
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> 660 orders from 28 countries
The KRAS evolution on opnlVle: » 15+independent publications (growing)

> 11 research collaborations started

1 KRAS switch /1l pocket inhibitor | BI-2852
(Launched 2019 as “molecule free of charge”)

_ " pan-KRAS degrader | ACBI3 6

*W)’A&\ (Launched 2024 as “molecule free of charge”)

- g{} Collaboration with Centre for Targeted
*W Protein Degradation, Dundee University

2 sO0s1 inhibitor | BI-3406
(Launched 2019 as “molecule for collaboration”)

pan-KRAS inhibitors | BI-2865 | BI-2493 5
(Launched 2023 as “molecules for

collaboration”)
pan-KRAS
inhibitors
BI-2865 |
BI-2493

SOS1:KRAS
inhibitor
BI-3406

KRASG12C jnhibitor | BI-0474 4
(Launched 2024 as “molecule free of charge”)
Collaboration with Vanderbilt University

3 s0s1 activator | VUBIL
(Launched 2021 as “molecule free of charge”)
Collaboration with Vanderbilt University
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Molecule to order:
ACBI3, a potent, first in class pan-KRAS degrader

Our latest MI20 - Scan the QR and order

Monthly uptake of ACBI3

| [
A
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A new path to study KRAS driven ] /{/
disease with a pan-KRAS degrader mn'; Launched

4 | Sep30,2024

..' = W h L]
ORDER NOW ON #opnMe . S - 3

Sep-24 Oct-24 Nov-24 Dec-24 Jan-25

@ Launched @ Order now for free
Sep 30,2024 A total of 72 orders* | 20 countries
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Molecule for collaboration:

SOS1 Inhibitor BI-3406 blocks the exchange from GDP to GTP RAS

Molecule for collaboration on opnMe in 2019

KRASgpp
“offstate”
,Q’*, A SOS1i
\- ) L ‘: -
L\,_:y f/ﬂ s y 00 fﬁ‘ﬁi‘)‘(lnhibits sos1
RN }’ interaction
C with KRASGDP,
NRASGDP and
HRASGDP

USsu,
Bethesda

KRASgrp
“on state”

Kessler, Gerlach, Kraut and
McConnell,
Curr Opin Chem Biol, 2021

= by
opnl\/le Boehringer Ingelheim

BI-3406 released on opnMe.com

* Apply now until 13th of December: We invite scientists to submit
research proposals containing an in vivo testable disease hypothesis
with BI-3406. Funding will be available for each selected proposal.
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\. Apply now for our
"\ SOS1::KRAS inhibitor. gy

A L
opnMe

S
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BRFAA
Athens

(IDIBELL, Barcelona)

116

proposals

24

countries

6

selected for
collaborations
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Diverse oncogenic point mutations in SOS1
gene are observed in 0.1-2% of cancer patients

Sequencing panels covering SOS1: UCSF500,
MSK-IMPACT468, and ONCOPANEL-3.1

Inclusion criteria in the Phase 1 study with the
SOS1i MRTX0902 in monotherapy
(NCT05578092): “Known annotated recurrent
activating SOS1, PTPN11, or EGFR mutation, or
known annotated recurrent inactivating

NF1 mutation”

EA inger Ingel m C ence

DRUGGING AND REGULATING
THE MAP KINASE PATHWAY

Virtual event | 21-22 February 2023
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opnl\/le Boehringer Ingelheim

TCGA PanCancer www.chioportal.org
Note: Variants of unknown significance excluded
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About 1,330 SOS1mut yterine endometrioid
cancer cases per year in the USA
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About 1,880 SOS1mt NSCLC cases per year
in the USA
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http://www.cbioportal.org/

Intrinsic Resistance: KEAP1 and STK11 Mutation affect KRASG12Ci

response

opnMe proposal: Studya combination therapy in a defined patient population

KEAP1 and STK11 co-mutations regulate resistance to G12Ci.
Multi-well in situ resistance assays using NCI-H358 cells

KRASG12Ci: adagrasib KRASG12Ci sotorasib
1001= 100+
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B NT [l STKi1ko |l KEAP1k® |l DKO

ition Enhances the Efficacy of KRAS®*
s Resistance in Lung

nnnnnnnnnnnnn

Daley BR. et al. 2025 Cancer Res.
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Treatment with SOS1i
both delayed G12Ciresistance
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+S0S1i (BI-3406, 300nM)

We found that SOS1i combinations inhibited G12Ci resistance in
KEAP1KO and KEAP1/STK11 DKO (double knock-out) NCI-H358 cells
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Impacting science across the world

with opniVle

[

&

Molecules to orders

+ =90 molecules covering
11 MoAs

« 2,700 orders with more than
8,000 molecule shipments with
scientists from 55 countries

WV

More than

200 publications

released since 2017
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Collaboration programs

As an expertin SOS1/2 biology and

« =60 collaboration projects tumorigenesis, | was pleased to see the
launched opnMe call for novel hypotheses around

SOS1:KRAS. It was the starting point that led

to a productive research collaboration and

* 2,400 research collaboration
proposals with close to 150

projects started now culminated into a high-profile publication

Robert Kortum,
\/ Associate Professor,
USUHS Bethesda

Direct and indirect

Pipeline impact

for more than 30 in-house projects
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Visit
opnli\le.com
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Browse molecules
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