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Hanahan and Weinberg, Cell, 100, 57-70, 2000

Self-sufficiency in
growth signals

Evading Insensitivity to
apoptosis anti-growth signals

Sustained Tissue invasion
angiogenesis & metastasis

Limitless replicative
potential




EGFR Signal Transduction in Tumor Cells
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Kris M et al. IASLC 2012 Targeted Therapies Conference
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Proportion Surviving

Gefitinib

EGFR
MNo. MST (months)
1.0 — After approval 78 27.2
Before approval 58 13.6
0.8 4 HR = 0.48 (95% CI, 0.32 to 0.71)
Log rank F <= .001

0.6
0.4
0.2 +

0 1 2 3 é

Survival Time (years)
After approval 2002 7 2004 12
Before approval 1999 1 2001 7

Proportion Surviving

EGFR
MNo. MST (months)

1.0+ — After approwval 122 13.2

Before approval 72 10.4
0.8 4 HR = 0.79 {95%: CI, 0.59 to 1.07)

| Log rank P =.13
0.6
0.4
0.2 1
0 1 2 3 4 3

Survival Time (years)

JCO 2008;26:5589
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negative signaling




CheckmMate17 OS

Overall Survival

Nivolumab Docetaxel

100
n= 135 n=137
90
mOS mo, 9.2 6.0
80 - (95% CI) (7.3,13.3) (5.1,7.3)
70 - # events 86 113
60+ HR = 0.59 (95% Cl: 0.44,0.79), P = 0.00025
o
S 504 1-yr OS rate = 42%
3
40 Nivolumab
30 -
20 A Docetaxel
T =)
10 + 1-yr OS rate = 24%
0 1 1 1 1 1 1 1
0 3 6 9 12 15 18 21 24
Time (months)
Number of Patients at Risk
Nivolumab 135 113 86 69 52 31 15 7 0
Docetaxel 137 103 68 45 30 14 7 2 0

Symbolsrepresent censored observations
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D Patient with Non—-Small-Cell Lung Cancer
Before Treatment 2 Months 4 Months
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Topalian. SL, et al. N Engl J Med. 2012;366:3443
13



Checkpoint
inhibitor
W
4546 1w 2 +2¢¢3 2

30¥50 /0¥ 90 20¥ 30

(beyond PD)

14



(Gefitinib)

(Alectinib)

(nivolumab)
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6,712.7
(250 mq)

6614.60
(150 mg)

150, 200
(20 mg)

729, 849
(100 mg)

250 mg

300 mg

3 mg/kg
BWG60 kg
180mg

( 1,330,649)

2,450,135

9,657,316

34,596,874
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