omputing offtarget-effect by cross-

analysis of transcriptome-level data
from 1,380 studies
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Methods 1/3: database setup

all cell culture
experiments, 2005-2014, n=145,693

ilenced / overexpressed genes




Methods 2/3: data processing




Methods 3/3: statistical analysis

One pair only: fold At least two pairs:
change computation Wilcoxon test +

only fold change
-




MKI167

(212023_s_at)

Type P value

Overexpression  1E-16
Drug 3E-08
Drug 1.5E-05
Drug 1.1E-04

Datasets

GSE9936
CMAP
CMAP
GSE11324, GSE8640




Results 2/3: energy metabolism (drug)

_ HIF1A

(200989 _at)

| Glucose-6-phosphate |

|

[Fructose-6-phosphate]

| @ —

| Pentose |

|Fruclos e-i.ﬁ-bispimsphale| T(.'-l'_.fcclysl's phosphate |
| shunt

LDH . :

|
Lactate Q ruvate
— ¥

& — (T ”‘\, Treatment Type P value Fold Datasets

\5__l v change
[Lipid ‘Amino acid | Nucleotide i Drug O. 00049 O. 52 GSE1 41 7

synthesis synthesis synthesis
Drug 0.016 0.7 GSE20051




(209993_at)

Treatment Type P value Fold Datasets
change

RAD51 Silencing  0.022 5.6 GSE56940
CyclinT Silencing 9.6E-05 6.31 GSE11462
PSIP1 Silencing  0.0039 0.15 GSE7508

NFKB1 Silencing  0.024 0.14 GSE31912




Summary
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