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One size doesn't fit all: ALK gene

rearrangements, ALK inhibitors
and the lung cancer revolution
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LUNG CANCER - Breaking the enemy
down into conquerable units

For the last 40 years the only distinction made

was between oO0small cell 1T ung
/ (~15% of lung cancer) and everything else

(~85%) which togesmdller i s call

cell lTung cancerd (NSCLC)

NSCLC




NSCLC - Hitting the wall

By the late 1990s, treatment of advanced

NSCLC had reachedaplateaui i t di dndét matt e
what drugs you gave i they were all equally

good/bad
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Her family. EGFR = Her 1
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Time for cancer to grow

B R 21 (progression free survival)
nd /~rd |; 1 2.2 vs 1.8 Months with Tarceva vs
2"%/3" line erlotinib [
(.4 months difference i.e. < 2
weeks)

Erlotinib (Tarceva) gets license for all non-
small cell lung cancers based on small, but
statistically significant benefit in overall (and
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Shepherd et al,
NEJM 2005




EGFR Inhibitor i
example of

dramatic responses seen
in some patients

"’

Diffuse cancer infiltrates (white) in lungs (left) disappear on EGFR inhibitor
treatment (right) in patient with known EGFR mutation




