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Medical & Surgical Grand Rounds

RTK coamplification
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Trends in death rates for cancers by site, Male, 1950-2014 Trends in death rates for cancers by site, Female, 1950-2014
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AIVER 2 L= X MST(H)
SPIRIT S-14+CDDP 13.0
G-SOX S-1+Oxaliplatin 14.1
ToGA Cape+CDDP+Trastuzumab 13.8

(2nd-lineAB%)

RAINBOW PTX+Ramucirumab 9.6
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ARTICLE

OPEN

doi:10.1038/nature13480

Nature 2014 The Cancer Genome Atlas (TCGA) project

RAEDBRE BRE) RER n=295

Comprehensive molecular characterization
of gastric adenocarcinoma

The Cancer Genome Atlas Research Network®

a I
EGFR 11% | -
HER2 17% |§ : s 1 -
0 ERBB3 15% 1§ 1 L T T 1] l .
< | JAK2/PD-L1/2 6% | 1 T T i | | ]
& 9% TR N | | [ I |
E 6% I: 1 1 I I l .
VEGFA 7% N i niil | N
KRAS/INRAS 17% & k& iss iis= P I o BiIF 1 B
RASAT 6% 1 ] I - 11 1 L]
« PIK3CA 24% o ool | w1 mi|m w1 wfms i 0w I I B
™ | PIK3R1 3% LR ' ' 1 '
o PTEN 11% III [ D T R | | Ib - I ] 1 I I 1 .

RHOA mutation s
CLON18-ARHGARP
Fusion }

# Truncating mut. » Missense mut. (recurrent or in COSMIC) » Missense mut. (all other)

10% 11

3

T

=

| Amplification } Hom. deletion



EQEEN

B2 Bk

" DNA

Amplification 1E0F mutation Z&

N




BIE CENERDEBIELGTE

EGER bitors: * HER2 Inhibitors: — —
_ . = ,:E:ﬂ','mh KE@> | VEGFInhibitors:
Hh pathway VEGF pathway » + Bevaciiumab

*  Panitumab

SMOD
inhibitors:

o Sonidegib
«  Bupariisib ‘ Hnmﬂhﬂ?

- -
-
-

I' " "l“ [J " AN l

| Lapatinib | _ ST __I - "!'-"!'.H'.:l ..

-

5 I'I'J""

¢ BEMI1Z0

" HGF/MET Inhibitors: |

* jlotunrmab

¢ Dnabugumab
i3 H L

- Activated, amplified Ti’n'ﬂii‘:é“
and/ar overexpressed '

@ Mutated PIIKSAKT/mTOR
4 Inactivated, deleted and/or pathway v
underexpressed @
Clinleal phase

‘Cell proliferation, angiogenesks, cell survival, cell invasion
Pye- clinlcal phase . MR ‘




Illymination &Innovation

St 2015 ASCO Gastrointestinal Cancers Symposium

May 29-June 2, 2015 | McCormick Place | Chicago, lllinois
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13 patients with MET-amplified GEJigastric/esaphageal cancer
treated to date; ORR=8/13 (82%)

I ocal read as of Dec 8, 2014 th:-:aI pead as of Sept 10, 2014 Central read as of Sept 18, 2014 for all other patients
One patient not shawn with non-target lesions had clinical progression



RESEARCH BRIEF

Molecular Heterogeneity and Receptor
Coamplification Drive Resistance to

Targeted Therapy in MET-Amplified
Esophagogastric Cancer

Eunice L. Kwak!?, Leanne G. Ahronian!?, Giulia Siravegna®*, Benedetta Mussolin?#, Jason T. Godfrey'?,
Jeffrey W. Clark!?, Lawrence S. Blaszkowsky'?, David P. Ryan!?, Jochen K. Lennerz>, A. lohn lafrate®,
Alberto Bardelli**, Theodore S. Hong'®, and Ryan B. Corcoran'?
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Typettl

Clinical Acquired Resistance
to MET Kinase Inhibition



Patient#1:
Adenocarcinoma of the distal esophagus
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Pretreatment 2 months (response) 2 years (progression)
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Type#2

RTK Coamplification Drives
de novo Resistance



Patient#2 :
Metastatic gastric adenocarcinoma

Pretre: ogression)

MET+HER2amplified



Patient#3:
Gastric adenocarcinoma with
amplification of HER2
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Type#3

Heterogeneity as a Driver of Resistance
and
Mixed Response in EGC



Patient#4 :
Gastric adenocarcinoma
with Scapular metastatic

Scapular metastat|c

MET- ampllfled q . \
(>25)

Gastric mass —

HER2-amplified
(2.4-fold)

Gastric mass

HER2-

amplified
(2.5-fold)

. Malignant ascites

HER2-

amplified
(3.3-fold)

Pretreatment 4 weeks
(progression)
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