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Molecular dissection of colorectal
cancer in pre-clinical models
identifies patterns of intra-tumour

heterogeneity and biomarkers
predicting sensitivity to EGFR
Inhibitors

Moritz Schitte, Alacris Theranostics GmbH,
On behalf of the OncoTrack consortium
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Methods for systematic next-generation 2, irack
oncology biomarker development
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Identification of biomarkers of drug sensitivity
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NGS analysis of matching patients, patient-derived xenografts (PDX)
and organoids (PDO) gives insight into intra-tumour heterogeneity.
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Drug screening using 16 compounds
Drug sensitivity largely concordant between xenograft and organoid.

Interesting exceptions with potential implications on personalized medicine.

5FU
Oxaliplatin

Irinotecan*
Selumetinib
Bl 860585
Linifanib
Nintedanib
Regorafenib
Sorafenib
Sunitinib
Vandetanib
Afatinib
AZD8931
Gefitinb
Staurosporine

-3 -2 -1 0
I L I

Drug Sensitivity

PDO LOG(ICs)

F--

"T:IEI‘“
[ | .

tats
o« 1 L 11

L o s e

T
' 1
1

PDX T/C (%)

0 20 40 60 B0 100 120
! 1 h L L L

I 5FU F-pld---4 -

Oxaliplatin E - -_ - -

Irinotecan I s .

B selumetinib F-l--- A
BI 860585 F--l ®R---4
Nintedanib - N -4
Regorafenib - I ._ -=
Avastin F | ._ -=-4
Afatinib F - - -
AZDB931 [ - [
Cetuximab k- |- - ----
. lr“lﬂtj‘-.-'dtl‘-.-"-f:”'

IITII

medicines
/ initiative

B Chemotherapy
B MEK inhibitor
mTOR inhibitor

Angiogenesis inhibitors

EGFR blockade

Control (staurosporine)

Response
categories

B Strong
M Moderate
Minor
M Resistant

PDO

PDO

Drug sensitivity: PDX vs PDO

Resistan

289

_ o o 8
Minor (1 [
response 0 93 ?09

e o | o
?gzderate o o

ponse o o o
strong
response g

strong Moderate  Minor
response response response
PDX
gﬁ
- EGFR-A864V
=3
oA
©
(=
<
O_
N
o-

80 100
AF(%)

Resistant

10 4
10+
3 3
1]
. @ Afatinib
o o @ AzZD8931
0 0 @ Selumetinib
© @ BI860585
@ Regorafenib
@ Nintedanib
@ 5-FU
@ Oxaliplatin

Concordant

Discordant

Interesting case for
precision medicine:
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mutation triggers
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New predictive gene expression signatures by
combining molecular and drua sensitivity data

Mutations
|\ Huluilul\i |rr (L} B KRAS
i
Tzl [ o110 AR 7T | |||| || |
Targeted || I - j soa
—_ I I I FYN
- EGFR e 1k '. Ty 1
- = = e s 1‘?—- é _— TM4SF4 —_—
. ?i = I l | L L I AHCYL2
antibody 1 ' L s —>
: | . l 0 e
cetuximab E| vl
4 STATSB
i | Lm IHI 'l ereo.
7; == : EREG .
B “ e B sensitive
S iti t RAMP2 .
;’f;;;;’; g . B Resistant
0 10 25 50 =100
Cetuximab: Validation on external cohort
Mutation status in KRAS/BRAF/NRAS  cases with mutation information (n=96) @
Mutations status in KRAS codon 12/13 cases with mutation information (n=155) @ @ .
OT mini classifier whole cohort (n=164) o9 ——
OT mini classifier WT KRAS codon 12/13 (n=96) —Q
OT mini classifier WT KRAS/BRAF/NRAS mutations (n=36) @
rrrr1rrr-1r1rrr1rr1r1rr 171l
045 055 065 0.75 0.85 0.95
® Specificity @ Sensitivity @ Accuracy
|r1r1n:_:|v tive

II‘I"II

rmedicines
.-f’r initiative



