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1. Materials
Quantitative RT-PCR was performed using the Tagman assay kits listed in supplementary table 1.

Supplementary table 1: Tagman gene expression assays used for qRT-PCR

Gene Catalog no
FGFR1 Hs00915137_m1
FGFR2 Hs01552926_m1
FGFR3-llIb Hs01005396_m1
FGFR3-llIc Hs00997397_m1
FGFR4 Hs00242558_m1
GAPDH Hs00266705_g1
FGF8 Hs00171832_m1
FGF9 Hs00181829_m1

FGF18 Hs00818572_m1




2. Supporting Data

2.1. IRI-response in CRC cell line models

Supplementary Table 2: Irinotecan response and FGFR3 expression in CRC cell lines

1Cso FGFR3-llIb FGFR3-lllc
cell line
UM Cl95% rel. to GAPDH SD rel. to GAPDH SD
SW620 1.3 1.1-1.39 6.26 2.76 0.12 0.04
SW480 11.1 9.8-12.5 2.21 0.28 1.88 0.70
HCT116 9.2 8.6-9.7 6.49 4.45 0.40 0.07
Caco2 25.1 22.0-28.5 11.45 3.8 15.55 2.61

The table lists ICso concentrations as well as gRT-PCR results depicted in figurel of the main text.

2.2. Characteristics of FGFR3-overexpressing clone pools

Supplementary Figure 1: FGFR3-overexpressing CRC cell models:

=3 SW480 contraol
SWas0 FGFRap™ b

c -
a /00T
22 o1 W swano FGFRIC v @
23 2 5 &
= 0.01 5 &
[ = L Ly
£8 § & ¢
5o oo FGFR3 -— e
[
Z D 00001 )
T & p-actin —G——
= 0.00001
g g
& &
& &
<& < g
c e
c 1 3 SW620 control N .20
ST , - % s
g Bl 5620 FGRRAC S m -y
L ot F & S 15] - SWB20 control
= h
g9 om g & 3 - SWE0 FGRRACT
o2 FGFR3 <10
53 0001 _ H
o B-actin S — .g
s E 5
b= 0.0001 £
= 3
0.00001 (1]
R 8¢ 1 2 3 4
QQ-'V é‘& days
© <

SW480 FGFR3" cells were available from an earlier study [1]. SW620 FGFR3" cells were produced by
lipofection and selection of stably expressing clone pools. Expression of the trans-gene was determined
by qRT-PCR and was increased >100-fold on the RNA-level (a, c). Receptor protein analysed by Western
blot and was clearly detectable in the FGFR3" cells (b, d). Growth was determined using MTT or SRB assays
and was not significantly altered by the transgene (e and Sonvilla et al. 2010).



2.3. Impact of the FGFR-inhibitor PD173074
Supplementary Table 3: Sensitivity of CRC cell lines to PD173074

PD173074 is a tyrosine kinase inhibitor specific for FGFRs and was used to block FGFR signaling. It showed
cytotoxic activity against all cell lines used in this study. Cells were exposed to the inhibitor for 72 hours
and ICso concentrations were calculated by non-linear regression using GraphPad Prism software.

Cell Line I1Cso PD173074 (LM) 95% ClI
SW480
control 15.1 14.6-15.6
FGFR3b" 15.1 14.6-15.5
FGFR3cM 14.9 14.5-15.3
HCT116 124 11.9-12.9

Caco2 9.1 8.5-9.6




Supplementary Figure 3: Combination treatment with IRl and PD173074

For combined treatment with IRl and PD 173074, cultures were exposed to increasing concentrations of
either compound or both for 72 hours. Then viability was determined and dose response curves were
constructed. The data depicted in the figure were used for the computation of combination indices (Cl)

using CompuSyn software. Cl are summarised in the main text in table 2.
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