Supplementary Material
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Supplementary Figure 1. Relationship between target enzyme expression and response to Gemcitabine in TCGA pancreatic cancer. A) Kaplan-Meier plot compares progression free survival in high-RRM1 expression vs. low-RRM1 expression subgroups of TCGA PAAD patients. B) Kaplan-Meier plot compares progression free survival in high-RRM2 expression vs. low-RRM2 expression subgroups in TCGA PAAD patients. 
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Supplementary Figure 2. Relationship between target enzyme expression and survival in an independent pancreatic cancer cohort. A) Kaplan-Meier plot compares overall survival in high-RRM1 expression vs. low-RRM1 expression subgroups of patients. B) Kaplan-Meier plot compares overall survival in high-RRM2 expression vs. low-RRM2 expression subgroups of patients. C) Kaplan-Meier plot compares overall survival in subgroups of patients divided based on our gene signature (see Methods).
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Supplementary Figure 3. Identifying gene expression signatures of sensitivity to Gemcitabine in pancreatic cancer cell lines. A) Schematic of the step-wise filtering used for gene selection in pancreatic cancer (COSMIC PAAD). B) Hierarchical clustering heatmap of the discretized gene favorability scores. Columns represent genes and rows represent individuals. Favorable scores are shown by the color red (F=1), unfavorable by blue (F= -1), and neutral by yellow (F=0) (see Methods). C) Box-plots comparing the resistance to Gemcitabine (log IC-50 values) between the two cell line subgroups identified in part B (error bars show the range of the data points in each group).


[bookmark: _GoBack]
image1.png
Progression Free Survival

Progression Free Sunival

A

AlIPAAD cases treated with Gemeitabine (N=100)

Low RRM1 expression
High RRM1 expression

Cox p=0.006

AlIPAAD cases treated with Gemeitabine (N=100)

Coxp=0.005 Low RRM2 expression
High RRM2 expression

Months.





image2.png
RRM1 -

- 3 o]
¢ ooz 5] Puako=01
23 S
: iz
|- — P!
o 500 1000 1500 J 500 1000 1500
Days Days

665 gene signature

Overall survival

T T T
0 500 1000 1500

Days





image3.png
A B Jm M mmmmmm mmm um
Fiered A epressns A ,.im.i T H‘ 2

>14K genes.

‘Genes associated with cel ne
sensitvy (IC-50)
(Kendall pval<0.01 and Cor >0.1)

(2]

Log Gemcitabine I1C-50

v
201 genes.

[yt g i
.'H“."'.-"l"i.'.w
Group 148 | ,I i

Ui

PAAD celllines treated with Gemitabine (N=17)

Wicoxon rank sum p=0.0008
—

Group1  Group2 Figure S3








