Our Mission in Oncology

Put Patients’ Needs First and Foremost

Bayer is committed to delivering science for a better life by
advancing a portfolio of innovative treatments. The oncology
franchise at Bayer includes products and compounds in
various stages of clinical development. Our approach to
oncology research prioritizes targets and pathways with the
potential to impact the way cancer is treated.
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Oncology Fipeline-in
Clinical Development

Explore our expanding commitment
to clinical research and patients
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Oncology Pipeline by phase

. Darolutamide* Androgen receptor inhibitor
. Regorafenib Multikinase inhibitor

B

. BAY 29270888 HER2/mEGFR inhibitor

. BAY 3375968 Anti-CCR8 antibody

. BAY 2965501+ DGK-zeta inhibitor

. BAY 2862789% DGK-alpha inhibitor

. BAY 3546828 225Ac-pelgifatamab

. BAY 3563254 225Ac-PSMA-Trillium

Areas of Oncology Research

Tumor Intrinsic Pathways

. Androgen Receptor Signaling . Oncogenic Signaling

. HER2/mEGFR Signaling

. Immuno-oncology

. Targeted Radionuclide Therapy

HER2, human epidermal growth factor receptor 2; PSMA, prostate specific membrane antigen.

The compounds presented in this brochure are either investigational, have ongoing
confirmatory studies, or are being investigated for uses that have not been approved by
the FDA, EMA, or other health authorities. This information is presented only for purposes
of providing a general overview of clinical trials and should not be construed as a
recommendation for use of any product for unapproved uses.

CCR8, chemokine receptor 8; DGK, diacylglycerol kinase; EGFR, epidermal growth factor receptor;

*In collaboration with Orion Pharma.
*In collaboration with German Cancer Research Center (DKFZ).
SIn collaboration with Broad Institute.



Investigational Compounads by Tumor Type

Gastric/Gastroesophageal Cancer Head and Neck Cancer

) BAY 2065501 DGK-zeta inhibitor ) BAY 3375068 Anti-CCR8 antibody

Prostate Cancer

) BAY 3546828 225 \c-pelgifatamab ) BAY 3375968 Anti-CCR8 antibody

Breast Cancer

n BAY 3563254 225 Ac-PSMA-Trillium

Non-Small Cell Lung Cancer

Melanoma K A 2862789* DGK-alpha inhibitor

K Ay 3375068 Anti-CCR8 antibodly Y A 2027088 HER2/MEGFR inhibitor

Y A 3375068 Anti-CCRS8 antibody

n BAY 2965501* DGK-zeta inhibitor

@ InPhasel . . . . The compoupds pr_esented in this brochure are either investigational, have ongoing confirmatory studies,
Clinical Trials CCR8, chemokine receptor 8; DGK, diacylglycerol kinase; EGFR, epidermal or are being investigated for uses that have not been approved by the FDA, EMA, or other health . .
growth factor receptor; HER2, human epidermal growth factor receptor 2; authorities. This information is presented only for purposes of providing a general overview of clinical *In collaboration with German Cancer Research Center (DKFZ).
PSMA, prostate specific membrane antigen. trials and should not be construed as a recommendation for use of any product for unapproved uses. fIn collaboration with Broad Institute.
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Immuno-oncology

e The immune system plays an important role in recognizing and
eliminating cancer cells; however, cancer cells can escape
immune-mediated anti-tumor effects through various
mechanisms, such as
— Expression of immune checkpoint proteins (e.g., PD-1/PD-L1)%3
— Activation of immunomodulatory pathways

Oncogenic Signaling

e Activation of many oncogenic signaling pathways (e.g., VEGFR,
Akt/mTOR) due to genetic alterations and/or driver mutations plays a
critical role in cancer development. Dysregulation of these

oncogenic pathways may promote cancer progression through . N
hanges in various cellular events, including! ° (6.9, TDO-Kyn-AnR pathway)**
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. . cancerfcelldifferences. Updated February 9, 2015. Accessed February 18, . . . . .
— Uncontrolled cell proliferation 2022. 2. Hiltter J, Griztan U, Gutcher |, et al. Presented at: American induction of intratumoral Treg cells or suppression of cytotoxic
. Association for Cancer Research Annual Meeting; April 14-18, 2018; Chicago, . s 67
— Resistance to cell death IL. Abstract 2778. 3. Hecht |, Toporik A, Podojil JR, et al. J Immunol. immunocyte activity®
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— — Increased cell metastasis e S msaisi=e o Bayer is now conducting research and development on several
ren H 27-28, 2020. Abstract DDT01-02. 6. Van Damme H, et al. J Immunother . . . . . . .
LE i Sl e Y el ommen) — Development of drug resistance Cancer. 2021,9:6001749. doi-10.1136/jtc-2020-001749. investigational compounds targeting different immune-mediated

7. Abdel-Magid AF. ACS Med Chem Lett. 2020;11(6):1083-1085.
2003;95(12):851-867. 3. Haugsten EM, Wiedlocha A, Olsnes S, et al.

Mol Gancer Res. 2010:8(11):1439-1452. 4. Hanahan D, Weinberg RA. ¢ Bayer is actively engaged in researching these oncogenic signaling pathways to enhance anti-tumor immune response
Cell. 2011;144(5):646-674. . . . .o . .
pathways, as well as in exploring the identification of biomarkers for
patient-enrichment trials

HER2/mEGFR Signaling

¢ Epidermal growth factor receptor (EGFR) and human epidermal
growth factor receptor 2 (HER2) are proteins that help cells to grow
and divide'?

e Patients with non-small cell lung cancer (NSCLC) whose tumors
have activating HER2 (ERBB2) or EGFR exon 20 insertion mutations

e Targeted alpha therapy (TAT) is a potent and selective
anticancer treatment approach that delivers highly ionizing alpha
particle radiation to tumor cells and the tumor microenvironment,
leading to antitumor activity while limiting exposure to
surrounding normal tissue’?

— Properties of alpha particles include high linear energy transfer
(LET) with short range of penetration, which causes complex

have an unmet medical need Aeferences S e MK o 36
\ | | S Gl e LI cluster double-strand DNA breaks upon decay
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delivers high linear energy capable of inducing DNA damage, cell
cycle arrest, and cell death™

Androgen Receptor Signaling

¢ Androgen receptor signaling occurs through the binding of
androgens or alternative ligands to the receptor, which causes
translocation of the receptor complex to the nucleus’?

— Once inside the nucleus, the receptor complex binds to response
elements controlling androgen-responsive genes such as PSA,

References modulating gene transcription and expression and potentially leading to
2014011(61365-576, 2. Tan MH, 1 J, X HE, o . Acta Pharmaco Si. uncontrolled tumor cell proliferation and increased cell survival'

2015;36(1):3-23.

The compounds presented here are either investigational, have ongoing confirmatory studies, or are being investigated for uses that have not been approved by the FDA, EMA, or other health authorities.
This information is presented only for purpose of providing a general overview of clinical trials and should not be construed as a recommend for use of any product for unapproved uses.
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Akt, protein kinase b; mTOR, mechanistic target of rapamycin; PD-1, programmed death receptor 1; PD-L1, programmed death-ligand 1; PSA, prostate-specific antigen; TDO-Kyn-AhR, tryptophan 2,3-dioxygenase-kynurenine-aryl hydrocarbon receptor; VEGFR, vascular endothelial growth factor receptor.




