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DNA instability

Immune privilege



Overall survival %

15t-line platinum-based CT:

Efficacy plateau
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OS, overall survival

Kelly et al. JCO 2001; Schiller et al. NEJM2002; Scagliotti et al. JCO 2002



NSCLC is a Heterogeneous Disease
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Lung Cancer Mutation Consortium

Incidence of Mutations Detected
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Kris et al. ASCO 2011, Abstract 7506



How Does This Enable Personalized Medicine?

Right Drug
(or Combinations)

Right Target Right Patient

Genetic validation; Selective design and delivery; Phenotyping and
Rare phenotypes Combinations for complex genotyping
diseases
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OS in Del19 subgroup
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Updated Hallmarks of Cancer

Evading
Immune Attack

Hananhan & Weinberg, Cell, 2011



Cancer Immunology

T-cell recognises - _T—cE.-II. _
cancer cell as foreign mediated killing

Cytotoxic
T Lymphocyte

Tumour-Specific Mutation in
Antigen _ Cancer Cell



Immune Checkpoints

Activating Inhibitory
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Agonistic Blocking
antibodes T.cell antibodies
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Mellman et.al., Nature, 2011



