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Moving from Bacterial to Modern Immunotherapy

BACTERIAL IMI\/IUNOTHERAPY

Thierry Boon Jim Allison Tasuku Honjo

MODERN IMMUNOTHERAPY
YE Rvo‘?[:\’l OPDNO KEYTRUDA

(ipilimumab)m (nivolumab) (pembrolizuman) esecmsar,

g . " . INJECTION FOR INTRAVENOUS USE 10 ma/mL
Injection for intravenous infusion i
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Basis of Immunotherapy

T Lymphocytes (CTL)

Tumour Cell
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Human Tumours are Antigenic

Tumour | 6ol Death
cell
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Human Tumours are Antigenic
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Human Tumours are Antigenic and Immunogenic

Insufficient Process

CTL Tumour cell
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Courtesy of N.van Bare
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Cancer Immunotherapy

« Active » « Passive »

Vaccines Adoptive

Transfer

Few Side-effects More Side-effects

Weak Efficacy Higher Efficacy
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Checkpoint Inhibitors : Ipilimumab, Yervoy® the First in Class

On CTL, there are proteins reqgulating their efficacy
CTLA-4
—

We can block these regulators and increase the efficacy

: lpilimumab
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Cancer Immunotherapy

« Active » « Passive »

Vaccines Adoptive
Transfer
Few Side-effects More Side-effects
Weak Efficacy Higher Efficacy

. « Modulatory » |

Checkpoint

inhibitors

| Some Side-effects

Some Efficacy
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First Phase lll : peptide vaccine and Ipilimumab

- 676 patients with metastatic melanoma progressing after first-line chemotherapy

- Primary endpoint : Overall survival

gp100 + placebo gq3w x 4
N=136

® > Ipilimumab (3mg/kg) + gp100 g3w x 4
N=403

Ipilimumab (3mg/kg) + placebo q3w x 4
N=137

F. Hodi, NEJM 2010
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New Pattern of Response with Checkpoint Inhibitors

Progression
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Can we Cure Melanoma with Immunotherapy ?
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Many More Candidates
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