Validation of MET exon 14 skipping mutation
as an oncogene
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Figure 1. Rearrangements identified among never-smokers with
cancers that were wild-type on SNaPshot for known drivers.
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Clinical characteristics
e

« Met exon 14 skipping prevalence ~3-4% of NSCLC patients
population

« MET exon 14 skipping occurs in older patients, in 50-60%
patients with tobacco use

« No overlap with other NSCLC oncogenic drivers

Histologic type

Sarcomatoid 15.3%
Adenosquamous 4.3%
Adenocarcinoma 2.5%

Squamous cell 1.8%



MET exon 14 skipping
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MET Exon 14 skipping

—
n 2.57
S 4
- ]
‘E 2.0
o ; ¢ ]
5 1.5 ! 531 R
1 * &
> t tesidedssissy
2 1.0 L $ l_§_§_c_._§i
2 ]
T 0.5 *
& ]
L o N T @ oo © B @ =k NMo2 o 3 B o9 8 2 T N Lom o3 o=@ L
@ 2 5 na 22 22 ¥ 22 ET2ERRIERETZEZES
0 I ? I o I I O I o w g T I I I I I o
I - T T T w
w
800 A
—@— Control Vector + 3D6 LL
—&— Control Vector Q
—a— Met WT + 3D6 T
+me§A“gT14 3D86 £
+
640 | T5 Mowextd H596 (AEx14)
— P
E L 0 0 20 2 0.2 OA-5D5 (ugiml)
£
E 480 - =IB: P-Met
=2 L
g = = e w=||B: Met
5 320 f
E L
L W 1 1.
0 = .
0 A 8 16 24 32 40 'B- Akt
06 Day

14 -
Ea —e— Control Vector
© 12 |—=—MetwT
"; —— Met Y1003F
— —- MetAEx 14
o 10-
@ |
o 8
[
O 6
|
[
L 4
(S
2 2

0 . . . . :

1 2 3 4 5
Day
B
———
250
=
L]
S 200
-
»
150 —
2|
‘5100
s
> 50
©
O o
0 20 10 5 20 10 5

OA-5D5 (ug/ml) Control Ig (pg/ml)

Cancer Res 2006;66:283-9



Case Vignette

A 73-year-old man with metastatic squamous cell lung cancer
MET exon 14 skipping +
After 4 weeks of crizotinib
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Glesatinib

Acquired resistance after crizotinib, D1228N/H and Y1230H mutations in exon 19..
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Glesatinib

A 70-year-old never smoker with metastatic adenocarcinoma
MET exon 14 skipping +, TP53 mutation
After 4 months of glesatinib
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MET-regulated signaling pathways

Crosstalk between MET

and various membrane protein
partners such as CD44,
integrins, and other RTKs
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Cross-talk between MET and RON
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FIGURE 1.

The crosstalk between c-MET and related receptor tyrosine kinases



Merestinib (LY2801653
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HSP90 inhibitor

Adti HSP90 inhibitor bound Client protein
- e to HSP90, prevents correct is degraded
folding of client protein through proteasome
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HSP90 inhibitor and crizotinib
e
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HSP90 inhibitor and crizotinib
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Preliminary research
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