Developing Personalized
Strategies for Managing
Acquired EGFR TKI Resistance:
Data on Re-Biopsying Tumors

Lecia V. Sequist, MD, MPH

MGH Cancer Center
Assistant Professor of Medicine
Harvard Medical School

Moderator: Dr H. Jack West

MASSACHUSETTS President & CEO
CEN R D HOSEIAE Global Resource for Advancing
CANCER CENTER Cancer Education (GRACE)
G R Global
Resource for
A Q Advancing
Cancer
CGE Education

In partnership with

JANLUNGEVITY

Find it. Treat it. Live.

4/5/2011



Disclosures

Compensated consulting: GSK

Uncompensated consulting:
Boehringer-Ingelheim, Merrimack
Pharamaceuticals, Daiichi-Sankyo

MASSACHUSETTS
GENERAL HOSPITAL

CANCER CENTER

Clinical Information

Targeted Therapy

Routine and Molecular Pathology

MASSACHUSETTS
GENERAL HOSPITAL

CANCER CENTER

4/5/2011



www.5cienceTranslationalMedicine.org 23 March 2011 Vol 3 Issue 75 75ra26

RESEARCH ARTICLE

CANCER
Genotypic and Histological Evolution of Lung Cancers
Acquiring Resistance to EGFR Inhibitors

Lecia V. Sequist,"'l’“r Belinda A. Waltman,?* Dora Dias-Santagata,®”* Subba Digumarthy,**
Alexa B. Turke,'” Panos Fidias,"* Kristin Bergethon,” Alice T. Shaw,'? Scott Gettinger,’

Arjola K. Cosper,' Sara Akhavanfard,?® Rebecca S. Heist,""? Jennifer Temel,"? James G. Christensen,®

John C. Wain,"*7 Thomas J. Lynch,® Kathy Vernovsky,' Eugene J. Mark,?* Michael Lanuti,’?7
A. John lafrate,* Mari Mino-Kenudson,?? Jeffrey A. Engelman’-2"

MASSACHUSETTS
GENERAL HOSPITAL

CANCER CENTER

Study Design

Biopsied 37 patients with EGFR mutations
and acquired resistance to EGFR TKI
therapy

Compared pre- and post-resistant tumor
samples to better understand resistance
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SCLC Transformations

Resistant
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Summary

Acquired resistance to EGFR TKls is a
complicated phenomenon

Repeat biopsies (sometimes multiple over
the course of time) can be informative:

May help choose a clinical trial that makes most
sense for a patient

May help tell if repeat trial of erlotinib is likely to
work

Research is ongoing to understand SCLC A
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