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Extended Fig. 1

VACO6 SNU1411

anti-RSPO3 anti-RSPO3 + anti-RSPO3 anti-RSPO3+

irinotecan irinotecan
RSPO3 1.26 1.11 1.15 1.05
AXIN2 -4.64 -4.35 -11.76 -2.94
ZNRF3 -2.57 -2.92 -4.08 -1.42
LGR4 -1.49 -1.46 1.37 1.03
LGR5 -16.01 -12.19 -2.8 -2.75
LGR6 1 1 1.02 1.45

Bold: Significant probesets with |Fold change| >1.5 and p-value<0.05
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Extended Fig. 2
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Extended Fig. 3
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Legends for Extended Figures.

Extended Figure 1. Microarray analysis of tumor RNA from VACO6 and SNU1411 studies.
Genes differentially expressed between the control and 131R10 or combination with irinotecan
groups were identified with Bayesian t-test, n=3 tumors per group. The significantly regulated

genes were chosen based on the p-value <0.05 and absolute fold change >1.5.

Extended Figure 2. CRC models treated with anti-Rspo3 and fluorouracil with irinotecan do not
respond to therapy. OMP-C8, OMP-C9, OMP-C37, and OMP-C17 were treated with anti-Rspo3
(25 mpk Q2W) dosed on day 1 and fluorouracil (50 mpk Q1W) and irinotecan (5 mpk Q1W)
dosed on day 3 and day 10, in two week cycles. n=7-10 per treatment group, expressed as mean

+ SEM, ns=not significant.

Extended Figure 3. Tumor models without Whnt activating mutations or RSPO3 expression
treated with anti-Rspo3 and chemotherapy do not respond to therapy. A. OMP-PN28 was treated
with anti-Rspo3 (25 mpk Q2W) and gemcitabine and nab-paclitaxel. B. OMP-LU33 was treated
with anti-Rspo3 (25 mpk Q2W) and docetaxel. C. OMP-OV22 was treated with anti-Rspo3 (25

mpk Q2W) and paclitaxel. ns=not significant.
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