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Tumori neuroendocrini: 2009 2011 unaTumori neuroendocrini: 2009‐2011 una
svolta!! 

Studi randomizzati possibili

Dimostrazione di efficacia di vecchi farmaci 
(analoghi della Somatostatina)

Nuovi farmaci entreranno nell’armamentario 
terapeuticoterapeutico



Randomized, double-blind, placebo-controlled Phase IIb
18 C i G f 2001 200818 Centers in Germany from 2001 to 2008
85 patients treated from a planned 162

Pl d i t i l iPlanned interim analysis
Based on 67 tumor progression and 16 deaths
Log rank test, planned group sequential analysis 
at p level of 0 0122at p level of 0.0122

J Clin Oncol 27:4656-4663, 2009.





Time to progression Overall Survival

Rinke A et al  J Clin Oncol 27:4656-4663, 2009.



Molecular targets in 
neuroendocrine cells
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J Clin Oncol 26:1316-1323, 2008.

Beva 22 pts IFN 22 pts
RP 4 (18%) 0 (0%)RP 4 (18%) 0 (0%)
SD 17 (77%) 15 (68%)
PD 1   (5%) 6 (27%)



Yao J et al J Clin Oncol 26:1316-1323, 2008.



N Engl J Med 2011;364:501‐13.g



Phase III, Randomized, Double-Blind Study of Sunitinib 
vs. Placebo in Patients with Advanced, Progressive,vs. Placebo in Patients with Advanced, Progressive, 

Well-Differentiated Pancreatic Endocrine Tumors
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Eligibility criteria
W ll diff ti t d

Sunitinib 37.5 mg/day orally, 
continuous daily dosing (CDD)*

Arm A
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• Well-differentiated, 
malignant pancreatic 
endocrine tumor

• Disease progression 
1 1

Primary endpoint: PFS

S d d i tI
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in past 12 months 
• Not amenable to 

treatment with 
curative intent Arm B

1:1 Secondary endpoints:
OS, ORR, TTR, duration of response, 
safety, patient-reported outcomes
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Balanced by region
• Europe, Asia, 

Americas/Australia

Placebo*

Arm B

N
N=340

Americas/Australia
*With best supportive care
Somatostatin analogs were permitted

1. Escudier B, et al. J Clin Oncol 2009;27:4068–75; 2. George S, et al. Eur J Cancer 2009;45:1959–68
3. Barrios CH, et al. Eur J Cancer Suppl 2009;7:429

Previous experience with sunitinib daily dosing:



N Engl J Med 2011;364:514-23.





Sunitinib activitySunitinib activity



Everolimus activityEverolimus activity



median
Sunitinib  11.4 mo
Placebo 5.5  mo

E li S iti ibEverolimus Sunitinib 



OVERALL SURVIVAL

Everolimus SunitinibEverolimus Sunitinib 



NET PANCREATICINET PANCREATICI 

Everolimus o Sunitinib?Everolimus o Sunitinib?



Carcinoma NE del pancreas: quale target therapy?Carcinoma NE del pancreas: quale target therapy?

Insulinoma EverolimusInsulinoma Everolimus

Glucagonoma Sunitinib?Glucagonoma Sunitinib? 



Carcinoma NE del pancreas quesiti apertiCarcinoma NE del pancreas quesiti aperti

Sunitinib ed everolimus quale sequenza?

E la combinazione?E la combinazione?













P tti f tProspettive future

Quale ruolo della radioterapia metabolica?
Quale integrazione con i nuovi farmaci?

Quale sequenza ottimale dei farmaci registrati?Quale sequenza ottimale dei farmaci registrati?

E la chemioterapia metronomica?

Come attrarre nuovi farmaci sperimentali? 
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