
Inclusion: 861 cases

 NEC: 564 cases

 No recurrence: 6 cases

 NET G3 with advanced disease: 128 
cases 

 No recurrence: 53 cases

 NET G3: 134 cases  Ambigious HG-NEN: 2 cases 

     Initial exclusion: 58 cases
     
●       Other cancers: 19
●       Appendix primary: 6
●       Double registered: 13
●       Ki-67 < 20%: 6
●       Other inclusion failure: 14
 

Digestive high-grade NEN: 737 cases

Minen excluded: 66 cases

     Exclusion after pathological re-evaluation: 37 cases

●       MiNEN: 16
●       NET G2: 3
●       Adenocarcinoma with synaptophysin staining: 16
●       Mixed amphicrine adenocarcinoma: 2

 

 No chemotherapy: 9 cases 

 Advanced NET G3 given palliative chemotherapy: 117 cases 

 No chemotherapy: 84 cases 

 NEC with advanced disease: 511 cases 

 Advanced NEC given palliative chemotherapy: 427 cases 

   Figure S1. Flow digram of case selection and exclusion reasons. 
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Log rank p = < 0.001
Breslow p = < 0.001
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NET G3 Ki−67 <55%:  23.7 m (95% CI 18.7−28.8)

NET G3 Ki−67 >=55%:  8.0 m (95% CI 1.2−14.7)

NEC Ki−67 <55%:          7.6 m (95% CI 3.5−11.8)

NEC Ki−67 >=55%:        7.4 m (95% CI 6.2−8.5)

Figure S2. OS in NEC and NET G3 given first−line chemotherapy according to Ki−67 55% cutoff
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Log rank p = 0.967
Breslow p = 0.567
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Platinum/etoposide: 8.0 m (95% CI 6.9−9.2)

Other regimens:       6.2 m (95% CI 5.1−7.3)

Figure S3. OS in NEC given first−line chemotherapy according to regimen
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Log rank p = 0.112
Breslow p = 0.246
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      <50: 8.3 m (95% CI 5.6−11.1)

50−<60: 9.5 m (95% CI 7.8−11.3)

60−<70: 7.7 m (95% CI 5.6−9.8)

70−<75: 6.4 m (95% CI 4.8−8.0)

    =>75: 6.4 m (95% CI 6.3−8.4)

Figure S4. OS in NEC given first−line chemotherapy according to age
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  Figure S5. Significant prognostic factors for survival after multivariate analysis.
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Log rank p = 0.004
Breslow p = 0.02
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      <50: 40.5 m (95% CI 21.7−59.2)

50−<60: 20.4 m (95% CI 1.7−39.0)

60−<70: 23.7 m (95% CI 12.3−35.1)

70−<75: 14.6 m (95% CI 3.7−25.5)

    =>75: 15.1 m (95% CI 9.7−20.4)

Figure S6. OS in NET G3 given first−line chemotherapy according to age
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