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Agenda

* RISK: Uncover Cancer Susceptibility in Brazil.
* DIAGNOSIS: Understand local/regional cancer etiologies.

* TREATMENT: New Mecanisms for Immunoterapy Response



The Burden of Cancer
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The Burden of Cancer

Adrenocortical Carcinoma

AIDS-Related Cancers

The Biology Perspective

AIDS-Related Lymphoma (Lymphoma)
Primary CNS Lymphoma (Lymphoma)

Anal Cancer

Appendix Cancer - see Gastrointestinal Carcinoid Tumors ® N ot a Si ngle d isea Se . > 1 30;

Astrocytomas, Childhood (Brain Cancer)

Atypical Teratoid/Rhabdoid Tumor, Childhood, Central Nervous System (Brain Cancer)

8  What ‘type’ of disease is cancer?

Basal Cell Carcinoma of the Skin - see Skin Cancer

Bile Duct Cancer * Genetic: two genomes
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National Cancer Institute - NIH




Architecture of Genetic Susceptibility of
Cancer Defining Distinct Spaces
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Published Cancer GWAS Etiology Hits: April 2024
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Precision Prevention - Clinical Applications
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Will be Brazil out of Precision Prevention?
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CoDiGo Project: susceptibility of an admix population
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CoDiGo Project: susceptibility of an admix population
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Genomas SUS

21.000 WGS samples that represents the Brazilian Population
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Genetics + Environment ~ Phenotype

‘Environmental’ Risk

Genetic Risk

Chanock SJ. World Cancer Report 2020
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Agenda

* RISK: Uncover Cancer Susceptibility in Brazil.
* DIAGNOSIS: Understand local/regional cancer etiologies.

* TREATMENT: New Mecanisms for Immunoterapy Response.



CANCER MOLECULAR ETIOLOGY IN BRAZIL
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Overall Survival

(proportion)

Immunotherapy: The Quest for
Biomarkers
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Germline-Somatic Interaction in Cancer

Germline SNVs or PV from
genome-wide SNV genotyping of
germline DNA

Somatic mutational events from
exome sequencing data

¥

Integrate germline genome and
somatic genome data

3

Germline variant by somatic
mutation (GxM) association

3

7 §

Prognosis
Classification of tumor subtype or
mutational signature N

. N

Risk prediction
Predict clinical outcome

\

Response to therapies
Based on germline variants

Therapeutic intervention
Prediction of new targets based

A5

L on identified aberrant pathways J/

Trends in Genetics

Ramroop J et al. Trends in Genetics 2019



CLARA Trial: Characterization of Somatic and Germline Mechanisms that Impact the Immunotherapy
Treatment and Prognosis of Patients with Renal Cancer
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The Burden of Cancer

“For every complex problem, there is a
solution that is simple, neat, and wrong.”

H. L. Mencken

Let’s Collaborate: Together We're
Stronger



Collaborations in Oncology:

* Uncover Cancer Susceptibility in Brazil:
* Precision prevention @ large comparative studies

* Understand local/regional cancer etiologies:

* Genetic-epidemiology studies
 Impact on cancer outcomes

CONTACT
. : o i
* New Mecanisms for Imunoterapy Response: = E'
* Patient selection to reduce public system cost. : _
: ol
F_ -"



Laboratory of Translational Oncology
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