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Supplemental Table S1. Scoring of NOTCH target genes with respect to evidence as to direct gene
regulation by Notch transcription factors. Evidence score calculation: Response element (1); ChIP (1);
Differential expression (down), e.g. by GSI treatment (1); Differential expression (up), e.g. by ICN1
transfection (1); Luciferase assay (1); Cycloheximide addition (1); EMSA (1); Evidence obtained in
mouse (0.5 instead of 1).

# Gene Evidence + references Evidence
score
1 CD44 Response element [1], ChIP[1], GSI treatment [1,2] 3
2 DTX1 GSI treatment [3-5], Notchl knockdown [3], Notchl induction (mouse) [6] 1.5
3 EPHB3 Response element [1,7], ChIP [1,7], GSI treatment [1,7], Luciferase (Depending on cell 4
line) [7], dnMAML induction [7]
4 HES1 Response element [1,8], ChIP [1,7], GSI treatment [1,5,9-11], dAnMAML induction [7], 45
Luciferase [12], Luciferase (mouse) [13], Deltal+CHX (mouse) [14]
5 HES4 Response element [15], ChIP [11], GSI treatment [9,11] 3
Response element [8], Notch mutant (mouse) [16], GSI treatment [11,17], NICD
6 HES5 . 2.5
transfection (mouse) [18]
7 HES7 GSI treatment [19], Response element (mouse) [20], Luciferase assay (mouse) [20] 2
3 HEY1 Response element [8,21], Luciferase (mouse) [22], Cycloheximide (mouse) [23], ChIP 4
[21], GSI treatment [5,11,24]
Response element [8], Luciferase (mouse) [18,22], Promoter deletions (mouse) [22],
9 HEY? GSI treatment [11], N4ICD overexpression [25], CSL mutation [25], immobilized DII1 55
[26] N1ICD transfection (mouse) [18,27], ChIP (mouse) [27], ChIP (human) [28],
EMSA [28]
Response element [8,22], GSI treatment [11], Notch1 knockout (mice) [29], Notch
10 HEYL e . 2.5
activitation(mouse) [22], Promoter deletion (mouse) [22]
Response element [5], GSI treatment [3,5,9,11], GSI treatment (mouse) [30],
11 MYC Cycloheximide treatment [5], ChIP [3,5,31], ChIP (mouse) [30], EMSA [5], Notchl 5
knockdown [3]
12 NFKB2 Response element [32], EMSA [32], luciferase [32], ChIP [33] 4
13 NOX1 Response element [1], ChIP [1], GSI treatment [1] 3
14 NRARP Response element [34], GSI treatment [4,11], Luciferase (mouse) [34], EMSA [34], 45
NICD Mutation (mouse) [35], N3ICD transfection [36]
Response element [37], Cycloheximide treatment [37], GSI treatment [37], N3ICD
15 PBX1 R 4
inhibition [37,38]
16 PINT Response element [10], Luciferase assay [10], ChIP [10,39], GSI treatment [10], N1ICD 5
overexpression [10]
17 PLXND1 Response element [40], Luciferase assay [40], dnRBPj [40], N1ICD overexpression [40] 4
18 SOX9 Response element [1,41], ChIP [1,41], GSI treatment [1], Notch1 signaling induction 5

[42,43], Cycloheximide treatment [42,43]
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Supplemental Figure S1. Extended validation of the Notch pathway model in CUTLL1 cells. Related

2 of 5

to Fig. 2H., dataset GSE29544. CUTLL1 cells subjected to GSI compound E (1uM) for 3 days. (A) From

left to right: DMSO control; GSI; GSI followed by 2 hours washout of the GSI; GSI followed by 2 hours
washout of the GSI in the presence of cycloheximide (CHX); GSI followed by 4 hours washout of the

GSL GSI followed by 4 hours washout of the GSI in the presence of CHX; GSI with 2 hours mock

washout; GSI with 4 hours mock washout. (B) From left to right: DMSO control; GSI in presence of a
control viral transcript (MigR1); GSI in the presence of MigR1 with 2 hours washout; GSI in the

presence of MigR1 with 4 hours washout; GSI in the presence of a dominant negative viral transcript
DNMAMLI; GSI in the presence of DNMAML1 with 2 hours washout; GSI in the presence of

DNMAMLI1 with 4 hours washout.
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Supplemental Figure S2. Correlations of ICN1 level and Notch pathway activity, divided per
NOTCH1-activating mutation status. Related to Fig. 3D. No NOTCH activating mutations (blue
symbols), weak NOTCHI1 activating mutations (NOTCH1 heterodimerization domain, PEST domain
or in FBXW?7) (white symbols) and strong NOTCH]1 activating mutations (juxtamembrane domain or
more than one NOTCHI activating mutation) (red symbols) are indicated. P-values are indicated. NS:
not significant. Correlation of ICN1 protein level and NOTCH pathway activity for samples without
and with weak NOTCH1-activating mutations (A), with strong NOTCH1-activating mutations (B),
without NOTCH1-activating mutations (C), and with weak NOTCH1-activating mutations (D).
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