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Cancer Vaccines: Fundamental Challenge

How DO You Teach The Immune System to Recognize
CANCER?

Strong, Specific, Functional, Durable T cells in Diseased Hosts

!

Cells?

Antigen? Delivery?

REQUIREMENTS:

Pancreatic Ductal Adenocarcinoma (PDAC) - Vaccine Unsuited?
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Pancreatic Ductal Adenocarcinoma (PDAC)

Immunologically Invisible?

PDAC

Few neoantigens (~ 35/tumor)

Few T cells

~ 0% RR to checkpoint blockade

~ 80% of cancers

Cold

Immunotherapy
Insensitive

High unmet need: Second deadliest cancer, ~10% survival
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Long-term PDAC survivors

Natural T cell Immunity
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Long-term PDAC survivors

Natural T cell Immunity
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Personalized RNA Neoantigen Vaccine in Pancreatic Cancer

HYPOTHESIS: Individualized mRNA neoantigen vaccines expand neoantigen-specific T cells - delay recurrence
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Vaccine Immunogenicity

Vaccine Induced Neoantigen Specific
T cells
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Vaccine Induced T cells Recognize Neoantigens

CloneTrack CloneTrack confirmation
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Vaccines Induce T cells in Pancreatic Cancer That May Persist For Decades
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Vaccine-induced T cell clone
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Vaccines Induce Robust T cells in 50% of Pancreatic Cancer Patients

T cell Response:

50% Vaccine Response Substantial Specific Durable
Patient
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Vaccine Response Correlates with Delayed Pancreatic Cancer Recurrence
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Long-term PDAC survivors

Natural T cell Immunity
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Summary

In Pancreatic Cancer Personalized mRNA Neoantigen Vaccines induce T cells

Substantial Estimated Longevity + Durable function

Desirable Features for Cancer Vaccines

Not restricting vaccine response to patients with pre-existing immunity
Expands Vaccine Eligible Cancer Pool beyond pancreatic cancer

Correlates with Delayed Recurrence at 3-year follow-up

Global Randomized Ph-2 in Progress

Implication....
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Cancer Vaccines: Next Promising Cancer Immunotherapy

Strong, Specific, Functional, Durable T cells in Diseased Hosts

REQUIREMENTS:

Passenger Neoantigens

Ideal Combination

Pancreatic Cancer

Adjuvant RNA Neoantigen Vaccines
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The Olayan Center for Cancer Vaccines
Launched in September 2024

Cement Principles & Practice of Next-Gen Vaccines and Precision ImmunoOncology
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Accelerate research, catalyze collaboration, empower discovery
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