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Pancreatic Cancer

Mortality

* Pancreatic cancer is the sixth leading cause of
cancer death worldwide
Rank Deaths ASR (World) 5 10 ° 99 2
6 467 409 4.2 467409 Pancreatic cancer present an enormous
90% DEATHS challenge, as they are naturally resistant to
current therapy

| Mortality
— * Most patients present with advanced stage
s | Incidence disease and the prognosis is dismal
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neoadjuvant therapy and surgery, recurrence
is common, 78% relapse within 5 years,
typically around 1.2 years post-treatment.
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Hallmarks of PDAC; Genomic Aberrations
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Pancretaic Ductal Adenocarcinoma (PDAC)

Normal pancreatic tissue PDAC
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Therapeutic options are limited
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KRAS Treatments for PDAC

FDA Approval of KRAS Inhibitor Sotorasib for Lung Cancer (28 may, 2021)

1% 2%
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KRAS mutations have Iong been ® G12R WG12F ™ G13C M G13D
considered impossible to treat with drugs

More than 30 percent of all human
cancers including >90 % of pancreatic
cancers, 45 % of colorectal cancers, 32% of
lung cancers are driven by mutations of
the RAS family of genes

RAS Mutational Landscape
Across Solid Tumors("

KRAS mutations in lung cancer localize

primarily to codons 12 and 13 - percant of patents wity
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n=59,600 n=53,300 n=75,000 n=25,300
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Hope placed on Daraxonrasib

Daraxonrasib (RMC-6236), a Potent and Orally Bioavailable RAS(ON) Multi-selective, Noncovalent Tri-complex Inhibitor for
the Treatment of Patients with Multiple RAS-Addicted Cancers

Phase 3 Study of Daraxonrasib (RMC-6236) in Patients With Previously Treated Metastatic Pancreatic Ductal
Adenocarcinoma (PDAC) (RASolute 302)

KRASS'™(ON) KRAS®R(ON) KRAS®'Z(ON)
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PDAC,; Failure to Respond to Immunotherapy

Immune-based therapies aim to recruit and activate T cells that recognize tumor-specific antigens
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Microbiota and Cancer Immunotherapy

Start of
therapy

Clinical assessment
and imaging

16S sequencing

Initial microbiome  Tumor
sampling (oral & fecal) biopsy
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The Gut microbiome analysis suggest that gut microbiota is a clinically relevant
predictive biomarker for the response to immunotherapy
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Pancreatic Cancer Kill thousands of People Every Year

Ny,
<9%>

MEDIAN

5 YEAR
SURVIVAL

MINOR SUBSET

OF PATIENTS SURVIVE
MORE THAN 5-YEARS
POST-SURGERY

- Long Term

- Short Term
P <0.0001
HR=0.18 (0.11-0.31)

Median 6 yrs
n=82

Median 0.8 yrs
n=68

0 5 10

Years Balachandran et al., 2017



https://www.sciencedirect.com/science/article/pii/S0092867419307731%3Fdgcid=coauthor

D

PDAC survivors, a subgroup with special characteristics
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PDAC survivors, a subgroup with special characteristics

Class composition by Cohort
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Tumor microbial diversity was higher in LTS patients, influencing in the
Outcome of PDAC patients
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Tumor Microbiome shapes Immune Tumor Microenvironment and T cells Activation




We can Modify the Mice Gut and Tumor Microbiota by
Changing the Gut Microbiota?
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ATBx

LTS Microbiome have an Antitumor Effects
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the Anti-tumoral Efficacy
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The Shift on the Gut and Tumor Microbiome Influences the
Tumor infiltrates
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Conclusion

PDAC are naturally resistant to current therapy; Chemotherapy,
Immunotherapy

Low mutations burden; cold tumor, Low among of Neoantigen, weak
immune responses, Low inflammatory infiltrate, failure to Immunotherapy
KRAS frequently mutated, G12D

Gut and Tumor Microbiome Influences the Tumor infiltrates

Intratumoral PDAC microbiota is influenced by the Gut microbiota, which
impacts the host's antitumor immune response, which impacts the natural
history of the PDAC patients.

FMT represent an immense therapeutic opportunity to manipulate the
microbiome to improve the life expectancy of PDAC patients
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