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Supplementary Fig. 1  Kaplan-Meier plots of overall survival in patients with NOTCH3 truncating 
variants, variants of unknown significance, and wildtype NOTCH3. VUS variant of unknown 
significance, OS overall survival, HR hazard ratio, CI confidence interval. P values were calculated 
using the Wald test 
 
  

Median OS
(months) HR (95% CI) P value

NOTCH3 truncating variant 31.1 0.76 (0.36-1.61) 0.48

NOTCH3 VUS 31.3 0.77 (0.53-1.12) 0.17

NOTCH3 wildtype 27.6 1.00 -
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Supplementary Fig. 2  Kaplan-Meier plots of overall survival in patients with high and low variant 
allele frequencies for a NOTCH1, b NOTCH2, and c NOTCH3. VAF variant allele frequency, OS 
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Median OS = 22.5 vs 31.1 months
HR 1.27 (95% CI 0.74-2.19), P = 0.38
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b

Median OS = 28.3 vs 21.0 months
HR 0.57 (95% CI 0.24-1.39), P = 0.21
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c

Median OS = 40.2 vs 31.2 months
HR 0.70 (95% CI 0.36-1.37), P = 0.30
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overall survival, HR hazard ratio, CI confidence interval. P values were calculated using the log-
rank test 
 
  



 
 

Supplementary Fig. 3  Subgroup analyses for overall survival as a function of NOTCH1, NOTCH2, 
and NOTCH3 gene status. CI confidence interval. P values were calculated using the Wald test 
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Subgroup
No. of

Events/Patients
P  value for
interaction

P  value for
interaction

P  value for
interaction

Age 0.25 0.61 0.52
< 65 227/389
≥ 65 173/324

Gender 0.91 0.76 0.62
Male 231/402
Female 169/311

Primary site 0.16 0.57 0.39
Right colon 150/243
Left colon, Rectum 247/464

Histology 0.40 0.58 0.96
Tubular adenocarcinoma 329/614
Non-tubular adenocarcinoma 69/97

TP53 0.29 0.18 0.54
Wildtype 141/266
Mutant 259/447

KRAS 0.86 0.76 0.43
Wildtype 201/387
Mutant 199/326

PIK3CA 0.88 0.54 0.22
Wildtype 332/601
Mutant 68/112

FLT3 0.83 0.92 0.04
Non-amplification 350/619
Amplification 50/94

BRAF <0.01 0.96 0.49
Wildtype 346/630
Mutant 54/83

MYC 0.02 0.46 0.06
Non-amplification 356/646
Amplification 44/67

FBXW7 0.58 0.38 0.56
Wildtype 376/666
Mutant 24/47

SMAD4 1.00 0.66 0.90
Wildtype 372/668
Mutant 28/45
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