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Response prediction biomarkers and targe

cancer drug development

0000000000 Drives:

= Improved patient benefit because tumors are
uniquely dependent on the drug target

= Increased probability of success by enriching
studies for likely responders and excluding non-
responders

= Maximal benefits to payers with drugs used only in
00000000 patients likely to benefit

= Faster time to market with lower development cost
through smaller studies with stronger signals

stratification

SPr et

personalization
') NOVARTIS
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Point Mutations
Bayesian algorithm

Local assembly

matched normal control
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Case 1

Gene profiling at site
Re-analyzed under

clinical qualification

- NGS home brew assay

- Research use assay Clinical trial
- Commercial available companion diagnostics ‘
Case 2
Gene profiling at site
> Clinical trial

Same assay qualified for
clinical grade

) ‘ ARTI
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Cancer Research UK Stratified Medicine Program
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Lung Cancer “Master Protocol” driven bm:

FOCR (Friends Of Cancer Research

Nov 21, 2013
Master Protocol FOCR announcementd b 2%

Common broad platform
CLIA biomarker profiling Non-match
(Foundation Medicine) patients

CCND1, Cdk6 ampl, FGFR ampl,
CDKNZ2 del, mut mut, fusion

CT
I |

Endpoint Endpoint _ | |
(Interim PFS) (Interim PFS) Endpoint Endpoint
0S oS (Interim PFS) (Interim PFS)

(O OS

CT=chemotherapy (docetaxel or gemcitabine), E=erlotinib

FDA/NCI, EERERE, SZES5% (5FH]) LD EHEPhase II/I11EER
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