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WILL BE DRIVEN BY MOLECULAR
FACTORS

1. Reliable assay available on large scale

2. Drugs available with substantial efficacy for
‘each’ specific condition

°* Moderate efficacy in high %
* Qutstanding efficacy even in low %

$

PARADIGM CHANGING



‘WILL BE DRIVEN BY MOLECULAR FACTORS’

1. Breast cancer

° ER, PGR mm) paradigm changing
° HER-2

2. NSCLC
°  EGFR mutation - paradigm changing

* MET-ALK translocation

3. Colorectal
K-RAS mm) paradigm changing
B-RAF
MSI
Signatures



NCIC CTG CO.17: Overall survival In
patients with KRAS wild-type tumors
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Patient X

Male, 60 years : presentation

8 bilobar liver metastases and 5 bilateral lung metastases (<3cm)
« Asymptomatic, PS 0

 No comorbidities

* Normal attitude

« KRAS wild-type

1. How do you treat this pt?
2. Do you need BRAF, MMR, etc...?




Why are we then holding this
controversy session ?

* Because today the initial management is not driven by the most
popular known molecular markers

1. Inearlylines K-RAS driven anti EGFRs are incrementalists
because K-RAS is aresistance (not a sensitivity) predictor

2. Anti VEGF are incrementalist without biomarker of efficacy

3. The other molecular factors , whether prognostic or
predictive are not used in practice yet bacause too ‘weak’



PFS/DFS for EGFR inhibitors improves across
lines of therapy in KRAS wild-type patients
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Why are we then holding this
controversy session ?

* Because today the initial management is not driven by the most
popular known molecular markers

1.

In early lines K-RAS driven anti EGFRs are just incrementalists
because K-RAS is aresistance (not a sensitivity) predictor

Anti VEGF are just incrementalist without biomarker of efficacy

The other molecular factors , whether prognostic or predictive
are not used In practice yet bacause too ‘weak’



Prognostic Effect of KRAS, NRAS and
BRAF mutations on overall survival In
metastatic CRC
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A less targeted approach

FOLFOXIRI plus Beva as first-line tx of BRAF-mut mCRC pts:

Pooled analysis of retrospectively and prospectively treated pts
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Is this a convincing example of paradigm
changing , molecularly driven strategy?

. Therapy driven by potential risk , not molecularly targeted

. 25 pts only

Results are good , but not outstanding
BRAF mut prevalence low (8%)
BRAF mut prognostically bad only in pMMR (5%)

Other much easier clinical parameters exists



Assessing prognosis
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DFS in MMR-D patients

Stage Il (N=102)

100 -

9 %1_‘;; L
80 1

70 1
60 -
50
40 1
30 1 Syr DFS

20 1 Untreated 87% HR: 2.80 (0.98-8.97)

18‘ Treated 72% p=0.05

0 1 2 3 4 5
Years

%0 Disease Free

Sargent 2008



ESMO consensus guidelines for management of patients
with colon and rectal cancer. A personalized clinical
decision making. Schmoll et al Ann. Oncol 2012

* Adjuvant therapy should not be routinely recommended for unselected
stage II colon cancer patients. However, stage Il patients must be
separated into high and low risk, according to the presence of at least one
of the following tumour-related risk factors °3°4 [IV, B]:

lymph nodes sampling <12,

poorly differentiated tumour,

vascular or lymphatic or perineural invasion,
pT4 stage,

e

clinical presentation with intestinal occlusion or perforation



QUASAR Results: Recurrence Risk In
Pre-specified Recurrence Risk Groups (n=711)
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Impact of signhatures today

Would you spend 3000 E to get the
sighature results in order to give
adjuvant CT to a T3 NO ( 0/25) G1 if the
recurrence score is high ?

or

refrain from prescribing itto a T3, G3, NO
(0/11) LVI if the recurrence score is low ?



Why are we then holding this
controversy session ?

* Because today the initial management is not driven by the most
popular known molecular markers

1. Inearlylines K-RAS driven anti EGFRs are incrementalists
because K-RAS is aresistance (not a sensitivity) predictor

2. Anti VEGF are incrementalist without biomarker of efficacy

3. The other molecular factors , whether prognostic or
predictive are not used in practice yet bacause too ‘weak’
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Thus therapy will be ‘driven by
molecular factors’ when

. we find predictors of efficacy for anti-EGFR
. we find predictors of efficacy for BEV

. we find predictors of efficacy for CT
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EGFR Pathway Signaling in CRC

KRAS mutation (40%—-50%)

EGFR
\ . Mutually exclusive

BRAF mutation (10%)

, |
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1. Why it is unlikely that we find

molecular markers of anti EGFR ‘soon’

Epidermal Growth Factor Receptor Pathway Map .

degradation recycling G i § \ LEGENDS

ErbB
family

GPCR-mediated transactivation

MAPK cascade

Ca signaling

transcription o~
P - %

docaton | €]

ja

S 1)

EBML The Systems Biology Institute: hitp:/iwww.systems-biology.ory roduced by B CellDESIGNEN verz 11 + Adobe tustater CellDesigner is available at hitp:oalidesigner.org/ —

eeting

PRESENTED AT: ASC@ | ; IR/I\lua 1




2 Why it is unlikely that we find
molecular markers of BEV ‘soon’

* Longer than 10 yrs of search....
°* The nature of the target

* ‘Everybody benefits’



2 Why it is unlikely that we find
molecular markers of BEV ‘soon’

* Longer than 10 yrs of search....
° Itis much more likely that we find where or
when BEV will no longer be effective than
where it is particularly effective ( negative

predictors).

°* The nature of the target
°* Microenvironment, not the tumor

* ‘Everybody benefits’



Cytokines Increased Prior to
Progression On FOLFIRI + Bev

— I*
P< . 001% ,&

<.001* P < .001*
P < .001

P<.01%
1

HGF (pg/mL)

2 2
E

—

o K=,

= =

w w

o

el ==

= o

Kopetz JCO 2009



Progression-free survival
during first-line therapy
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3 Why it is unlikely that biochemical and molecular factors
will drive our decisions on chemotherapy ‘soon’

EURCOPEAN JOURNAL OF CANCER 45 (2009) 1935-1949

available at www.sciencedirect.com

—

“eo* ScienceDirect

journal homepage: www.ejconline.com

Review

A review on the use of molecular markers of cytotoxic therapy
for colorectal cancer, what have we learned?

Miriam Koopman®©, Sabine Venderbosch®<, Iris D. Nagtegaal®, Johan H. van Krieken®,
Cornelis J. Punt®”

Department of Medical Oncology, Radboud University Nijmegen Medical Center, P.O. Box 9101, 6500 HB Nijmegen, The Netherlands
PDepartment of Pathology, Radboud University Nijmegen Medical Center, Nijmegen, The Netherlands

Editorial Comment

Molecular markers of chemotherapy in advanced colorectal
cancer: Back to square one

Alberto Sobrero’

Department of Medical Oncology, University of Udine, P.S. Maria Misericordia, Udine 33100, Italy
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CONCLUSION

Progress relies upon the continued search
of potential drivers of this disease , but
their identification among the passengers is
not easy and will not be that ‘soon’



