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Cancer: Is it self or non-self?

Foreign Infectious Pathogen

\ Cancer — Foreign or Self ?
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‘Driving’ An Immune Response

T-cell receptor: CD28:B7 CTLA-4. B7 Vaccine?
Antigen-MHC
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Change in expectations for overall survival in metastatic melanoma
with use of immunotherapy: 2000-2021

Pre-Checkpoint Blockade/ PD-1 +/- CTLA-4 Inhibition
BRAF-Targeted Therapy: Chemotherapy
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Genomics may explain why some cancers respond to immunotherapy
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Number of mutations in melanoma tumors correlates with clinical

outcome from immunotherapy (Ipilimumab)
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Number of mutations in lung cancer
tumors correlates with clinical
outcome from immunotherapy

All sequenced tumors
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Final Analysis of the Ipilimumab Versus Placebo Following Radiotherapy:
Phase Il Trial in Postdocetaxel Metastatic Castration-resistant Prostate Cancer
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Patients with mCRPC

* Ongoing ADT
confirmed by
testosterone level
<1.73 nmol/L
(50 ng/dL)

* ECOG performance
status <1

CheckMate 650 (NCT02985957)
Part I: Signal seeking study (N = 90)
Open-label, multicenter, phase Il study

Cohort 1:
Asymptomatic or
minimally symptomatic
patients who

eration

Cohort 2:
Patients who
progressed after

cytotoxic chemotherapy
in the mCRPC setting

\[\'/e]
1 mg/kg IV
+
IPI NIVO
480 mg IV Q4W

3 mg/kg IV

Q3W for up to
four doses

* Treatment continued until progression
or unacceptable toxicity

* Treatment beyond progression
was permitted

\_ \ J
Endpoints Cohort 1 (n = 45) Cohort 2 (n = 45)
Co-primary

Investigator assessed ORR 25.0% 10.0%

rPFS Median 5.5 months (95% CI, 3.5-7.1) | Median 3.8 months (95% CI, 2.1-5.1)
Secondary

(O] Median 19.0 months Median 15.2 months

(95% CI, 11.5-not evaluable) (95% Cl, 8.4—not evaluable)
Safety Grade 3-4 treatment-related AEs Grade 3-4 treatment-related AEs
in 42.2% of patients in 53.3% of patients

Exploratory

PSA response rate 17.6% 10.0%

gggrzlf?]:iggyof BlerEtkens Preliminary evidence of potential biomarkers of response
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So...what can we do to improve?

« |dentify patients with high mutation burden early
 Explore other novel combinations

 Consider antibody targeting (PSMA) with checkpoint
blockade

 Further investigate the prostate cancer tumor
microenvironment
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