Supplemental Digital Content 
Survey cells include: color-coded second round average panel medians of ratings (mean absolute deviations from each median).

Color-coding of the medians of ratings represents the type of panel consensus that was reached for the particular patient scenario (cell): black for disagreement, red for inappropriate, purple for uncertain, or green for appropriate:

· >2 responses in the range 1-3 AND >2 responses in the range 7-9 = ’Disagreement’

· Median rating 1-3 and no disagreement = ‘Inappropriate’
· Median rating 4-6 and no disagreement = ‘Uncertain’ 
· Median rating 7-9 and no disagreement = ‘Appropriate’
Chapter 1. Unresectable Midgut Neuroendocrine Tumors

I. Observation in Midgut Tumors

	Items 1 and 2 refer to observation of patients with unresectable metastatic well-differentiated midgut neuroendocrine tumors (NETs).

	1. Rate the appropriateness of observation without regional or medical therapy.
	In a patient whose primary problem is:

	
	A. Uncontrolled secretory symptoms          1
	B. Uncontrolled tumor-related symptoms          2
	C. Rapid radiographic progression    3
	D. Nonrapid radiographic progression    4
	E. No symptoms and no radiographic progression          5

	
	1.0 (0.0)
	1.0 (0.2)
	1.0 (0.0)
	4.5 (1.3)
	7.5 (1.4)


	2. Rate the appropriateness of the frequency of testing in an asymptomatic patient.

Markers and Scans

Every 3 months     1
Every 6 months     2
Every 9 months     3
Every 12 months4
Who has had
A.  No progression from prior marker and scan

3.0 (2.5)
7.0 (1.1)
5.0 (0.8)
3.5 (2.2)
B.  Progression after prior marker and scan

8.5 (1.0)
5.5 (1.2)
2.0 (1.5)
1.0 (0.7)



II. First-Line Treatment in Midgut Tumors

	Items 3-17 refer to the initial treatment of patients with unresectable metastatic well-differentiated midgut NETs.

	Rate the appropriateness of the following initial treatment options.
	
	In a patient whose primary problem is:

	
	
	A. Uncontrolled secretory symptoms         1
	B. Uncontrolled tumor-related symptoms         2
	C. No symptoms 

3

	3. No systemic therapy 
	Following optimal cytoreductive surgery 
	1.0 (0.2)
	1.0 (0.4)
	6.0 (1.8)

	4. Somatostatin analogue
	
	9.0 (0.0)
	8.5 (1.0)
	5.0 (1.1)

	5. Everolimus
	
	2.0 (1.0)
	4.0 (0.9)
	1.0 (1.1)

	6. Sunitinib
	
	1.0 (0.7)
	2.5 (1.2)
	1.0 (0.6)

	7. Cytotoxic chemotherapy
	
	1.0 (0.9)
	3.0 (1.3)
	1.0 (0.5)

	8. No systemic therapy 
	Who had suboptimal cytoreductive surgery 
	1.0 (0.7)
	1.0 (0.6)
	4.5 (1.3)

	9. Somatostatin analogue
	
	9.0 (0.9)
	9.0 (1.2)
	5.0 (0.7)

	10. Everolimus
	
	5.0 (0.9)
	5.0 (1.2)
	2.0 (0.9)

	11. Sunitinib
	
	2.0 (1.1)
	3.0 (1.1)
	1.0 (0.4)

	12. Cytotoxic chemotherapy
	
	3.0 (1.6)
	4.0 (1.7)
	1.0 (0.7)

	13. No systemic therapy 
	Who is not a candidate for surgery
	1.0 (0.2)
	1.0 (0.0)
	5.0 (1.2)

	14. Somatostatin analogue
	
	9.0 (0.0)
	9.0 (0.3)
	7.0 (1.4)

	15. Everolimus
	
	5.0 (1.5)
	5.0 (2.1)
	1.5 (1.1)

	16. Sunitinib
	
	2.0 (0.9)
	2.0 (1.0)
	1.0 (0.4)

	17. Cytotoxic chemotherapy
	
	1.5 (1.7)
	4.0 (2.1)
	1.0 (0.4)


III. Second-Line Treatment in Midgut Tumor
	Items 18-23 refer to the second-line treatment of patients with unresectable metastatic well-differentiated midgut NETs.

	Rate the appropriateness of the following as a second-line medical treatment in a patient who has had an initial adequate trial of a somatostatin analogue. 
	In a patient whose primary problem is:

	
	A.
Uncontrolled secretory symptoms     1
	B. Uncontrolled tumor-related symptoms     2
	C. Rapid radiographic progression
3
	D. Nonrapid radiographic progression   

4
	E. No symptoms and no radiographic progression      5

	18. Higher dose/frequency of somatostatin analogue(e.g., >30-mg dose or <4-week dosing of octreotide LAR)
	9. 0 (0.2)
	5.0 (1.1)
	3.5 (1.8)
	5.5 (1.1)
	1.0 (0.1)

	19. Everolimus
	6.5 (1.3)
	7.0 (0.9)
	7.0 (0.6)
	5.0 (0.9)
	1.0 (0.6)

	20. Sunitinib
	2.0 (1.3)
	3.5 (1.3)
	3.0 (1.4)
	2.0 (1.0)
	1.0 (0.5)

	21. Cytotoxic chemotherapy
	2.5 (1.7)
	4.0 (1.0)
	5.0 (1.4)
	3.0 (1.1)
	1.0 (0.5)

	22. Interferon
	6.5 (0.8)
	6.0 (0.8)
	4.0 (1.2)
	4.0 (1.3)
	1.0 (0.5)


	23. Rate the appropriateness of increasing the dose or frequency of octreotide lar beyond 30 mg every 4 weeks.
	Every 4 weeks
	
	Every 3 weeks
	
	Every 2 weeks

	
	40 mg
1
	60 mg
2
	90 mg
3
	120 mg
4
	
	30 mg
5
	40 mg
6
	60 mg
7
	90 mg
8
	120 mg
9
	
	30 mg
10
	40 mg
11
	60 mg
12
	90 mg
13
	120 mg
14

	In a patient whose primary problem is:
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	A. Uncontrolled secretory symptoms
	Who previously responded to a lower dose or frequency 
	9.0 (0.3)
	7.0 (0.7)
	3.0 (1.5)
	1.0 (0.5)
	
	9.0 (0.8)
	7.0 (0.7)
	6.0 (1.2)
	1.0 (0.7)
	1.0 (0.3)
	
	7.0 (1.1)
	5.5 (1.4)
	2.0 (1.7)
	1.0 (0.0)
	1.0 (0.0)

	B. Uncontrolled tumor-related symptoms
	
	7.5 (1.2)
	6.0 (1.6)
	1.5 (1.6)
	1.0 (0.3)
	
	7.0 (0.8)
	6.0 (1.2)
	5.0 (1.7)
	1.0 (0.5)
	1.0 (0.3)
	
	4.5 (2.2)
	3.0 (2.0)
	1.0 (0.7)
	1.0 (0.0)
	1.0 (0.0)

	C. Radiographic progression
	
	7.0 (1.1)
	7.0 (1.6)
	1.0 (0.9)
	1.0 (0.2)
	
	7.0 (0.7)
	6.0 (1.3)
	4.0 (1.8)
	1.0 (0.5)
	1.0 (0.3)
	
	4.0 (2.0)
	3.0 (1.7)
	1.0 (0.7)
	1.0 (0.0)
	1.0 (0.0)

	D. Uncontrolled secretory symptoms
	Who previously did not respond to a lower dose or frequency 
	8.0 (0.8)
	7.0 (0.6)
	1.5 (1.6)
	1.0 (0.6)
	
	7.0 (1.4)
	7.0 (0.8)
	5.0 (1.9)
	1.0 (0.9)
	1.0 (0.6)
	
	6.0 (1.3)
	5.0 (1.5)
	1.0 (1.2)
	1.0 (0.0)
	1.0 (0.0)

	E. Uncontrolled tumor-related symptoms
	
	6.0 (1.4)
	4.0 (1.4)
	1.0 (0.7)
	1.0 (0.4)
	
	5.5 (1.1)
	5.5 (1.5)
	3.0 (1.4)
	1.0 (0.4)
	1.0 (0.3)
	
	3.5 (1.7)
	3.0 (1.6)
	1.0 (0.6)
	1.0 (0.0)
	1.0 (0.0)

	F. Radiographic progression
	
	5.5 (1.5)
	4.0 (1.9)
	1.0 (0.7)
	1.0 (0.5)
	
	5.0 (1.0)
	5.0 (1.4)
	2.5 (1.7)
	1.0 (0.4)
	1.0 (0.3)
	
	3.5 (1.4)
	2.5 (1.2)
	1.0 (0.6)
	1.0 (0.0)
	1.0 (0.0)


IV. Third-Line Treatment in Midgut Tumors
	Items 24-29A refer to the third-line treatment of patients with unresectable metastatic well-differentiated midgut NETs.

	Rate the appropriateness of the following as a third-line medical treatment in a patient who has had an adequate trial of two agents, one of which was a somatostatin analogue. Assume for each question that the agent being rated was not previously used.
	In a patient whose primary problem is:

	
	A. Uncontrolled secretory symptoms      1
	B. Uncontrolled tumor-related symptoms    2
	C. Rapid radiographic progression
3
	D. Nonrapid radiographic progression

4
	E. No   symptoms and no radiographic progression      5

	24. Higher dose/frequency of somatostatin analogue(e.g., >30-mg dose or <4-week dosing of octreotide LAR)
	8.5 (1.0)
	6.0 (1.0)
	5.0 (1.6)
	5.5 (1.8)
	1.0 (0.3)

	25. Everolimus
	7.0 (0.7)
	7.0 (0.7)
	7.0 (0.5)
	6.5 (1.5)
	1.0 (0.2)

	26. Sunitinib
	3.5 (1.5)
	4.5 (1.6)
	4.5 (1.6)
	4.0 (2.0)
	1.0 (0.4)

	27. Interferon
	6.0 (0.6)
	5.5 (1.0)
	4.0 (1.7)
	5.0 (1.3)
	1.0 (0.6)

	28. Temozolomide-containing regimen
	3.5 (2.0)
	4.5 (1.5)
	5.5 (1.8)
	2.5 (1.1)
	1.0 (0.6)

	29. Streptozotocin-containing regimen
	3.5 (1.6)
	3.5 (1.4)
	4.0 (1.6)
	2.5 (0.9)
	1.0 (0.4)

	29A. Cytotoxic chemotherapy
	5.0 (1.4)
	6.0 (0.9)
	6.5 (0.9)
	3.0 (0.7)
	1.0 (0.2)


Chapter 2. Unresectable Non-Midgut Neuroendocrine Tumors
V. Observation in Non-Midgut Tumors

	Items 30 and 31 refer to observation of patients with unresectable metastatic well-differentiated non-midgut NETs.

	30. Rate the appropriateness of observation without regional or medical therapy.
	In a patient whose primary problem is:

	
	A. Uncontrolled secretory symptoms          1
	B. Uncontrolled tumor-related symptoms          2
	C. Rapid radiographic progression    3
	D. Nonrapid radiographic progression    4
	E. No symptoms and no radiographic progression          5

	
	1.0 (0.0)
	1.0 (0.1)
	1.0 (0.0)
	3.5 (1.6)
	8.0 (0.9)


	

	31. Rate the appropriateness of the frequency of testing in an asymptomatic patient.
	Markers and Scans

	
	Every 3 months     1
	Every 6 months     2
	Every 9 months     3
	Every 12 months   4

	Who has had
	
	
	
	

	A.  No progression from prior marker and scan
	5.0 (2.0)
	8.5 (1.1)
	6.0 (1.1)
	4.5 (2.1)

	B.  Progression after prior marker and scan
	9.0 (0.6)
	6.0 (1.1)
	2.0 (0.9)
	1.0 (0.3)


VI. First-Line Treatment in Non-Midgut Tumors

	Items 32-46 refer to the initial treatment of patients with unresectable metastatic well-differentiated non-midgut NETs.

	Rate the appropriateness of the following initial treatment options.
	
	In a patient whose primary problem is:

	
	
	A. Uncontrolled secretory symptoms         1
	B. Uncontrolled tumor-related symptoms         2
	C. No symptoms 

3

	32. No systemic therapy 
	Following optimal cytoreductive surgery 
	1.0 (0.0)
	1.0 (0.4)
	8.0 (1.0)

	33. Somatostatin analogue
	
	9.0 (0.1)
	7.0 (0.8)
	4.0 (0.7)

	34. Everolimus
	
	5.0 (0.8)
	5.0 (0.5)
	1.5 (1.2)

	35. Sunitinib
	
	5.0 (1.1)
	5.0 (0.9)
	1.5 (1.2)

	36. Cytotoxic chemotherapy
	
	3.0 (1.8)
	4.5 (1.7)
	1.0 (0.8)

	37. No systemic therapy 
	Who had suboptimal cytoreductive surgery 
	1.0 (0.5)
	1.0 (0.4)
	6.0 (0.9)

	38. Somatostatin analogue
	
	9.0 (0.1)
	7.0 (1.4)
	5.0 (1.0)

	39. Everolimus
	
	5.0 (0.7)
	7.0 (0.7)
	4.0 (1.0)

	40. Sunitinib
	
	5.0 (1.2)
	6.0 (1.2)
	3.5 (1.5)

	41. Cytotoxic chemotherapy
	
	4.5 (1.7)
	4.5 (1.5)
	1.5 (1.1)

	42. No systemic therapy 
	Who is not a candidate for surgery
	1.0 (0.1)
	1.0 (0.1)
	5.0 (0.9)

	43. Somatostatin analogue
	
	9.0 (0.1)
	8.0 (1.1)
	5.0 (0.8)

	44. Everolimus
	
	6.0 (1.0)
	7.0 (0.4)
	5.0 (1.2)

	45. Sunitinib
	
	5.0 (1.0)
	5.0 (1.0)
	4.0 (1.5)

	46. Cytotoxic chemotherapy
	
	4.0 (1.7)
	6.5 (1.4)
	3.5 (1.5)


VII. Second-Line Treatment in Non-Midgut Tumors

	Items 47-52 refer to the second-line treatment of patients with unresectable metastatic well-differentiated non-midgut NETs.

	Rate the appropriateness of the following as a second-line medical treatment in a patient who has had an initial adequate trial of a somatostatin analogue. 
	In a patient whose primary problem is:

	
	A. Uncontrolled secretory symptoms    1
	B. Uncontrolled tumor-related symptoms    2
	C. Rapid radiographic progression
3
	D. Nonrapid radiographic progression   

4
	E. No symptoms and no radiographic progression     5

	47. Higher dose/frequency of somatostatin analogue(e.g., >30-mg dose or <4-week dosing of octreotide LAR)
	8.0 (0.6)
	5.0 (1.1)
	3.0 (1.2)
	6.0 (0.8)
	1.0 (0.5)

	48. Everolimus
	5.5 (1.1)
	7.0 (1.2)
	7.0 (1.1)
	7.0 (1.1)
	1.0 (0.5)

	49. Sunitinib
	5.0 (1.2)
	6.0 (1.8)
	7.0 (1.5)
	7.0 (1.8)
	1.0 (0.5)

	50. Cytotoxic chemotherapy
	4.0 (1.7)
	7.0 (1.1)
	7.5 (0.8)
	5.0 (1.4)
	1.0 (0.5)

	51. Interferon
	7.0 (0.3)
	5.0 (0.6)
	4.5 (1.1)
	5.0 (1.0)
	1.0 (0.3)


	52. Rate the appropriateness of increasing the dose or frequency of octreotide lar beyond 30 mg every 4 weeks.
	Every 4 weeks
	
	Every 3 weeks
	
	Every 2 weeks

	
	40 mg
1
	60 mg
2
	90 mg
3
	120 mg
4
	
	30 mg
5
	40 mg
6
	60 mg
7
	90 mg
8
	120 mg
9
	
	30 mg
10
	40 mg
11
	60 mg
12
	90 mg
13
	120 mg
14

	In a patient whose primary problem is:
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	A. Uncontrolled secretory symptoms
	Who previously responded to a lower dose or frequency 
	9.0 (0.5)
	7.0 (0.4)
	2.0 (1.9)
	1.5 (1.1)
	
	8.0 (0.5)
	7.0 (0.5)
	6.0 (1.0)
	1.0 (0.7)
	1.0 (0.3)
	
	5.5 (1.9)
	5.0 (1.8)
	2.5 (1.9)
	1.0 (0.0)
	1.0 (0.0)

	B. Uncontrolled tumor-related symptoms
	
	6.5 (1.6)
	5.0 (1.5)
	1.0 (0.8)
	1.0 (0.4)
	
	4.5 (1.4)
	5.0 (1.3)
	3.5 (1.7)
	1.0 (0.5)
	1.0 (0.3)
	
	4.0 (1.4)
	2.5 (1.4)
	1.5 (1.2)
	1.0 (0.0)
	1.0 (0.0)

	C. Radiographic progression
	
	5.5 (1.4)
	3.0 (1.4)
	1.0 (0.7)
	1.0 (0.4)
	
	4.0 (1.2)
	4.0 (1.3)
	2.5 (1.5)
	1.0 (0.5)
	1.0 (0.3)
	
	3.5 (1.7)
	1.5 (1.3)
	1.0 (0.9)
	1.0 (0.0)
	1.0 (0.0)

	D. Uncontrolled secretory symptoms
	Who previously did not respond to a lower dose or frequency 
	7.0 (1.1)
	7.0 (1.1)
	1.5 (1.6)
	1.0 (1.0)
	
	6.5 (2.1)
	6.0 (1.5)
	5.0 (2.0)
	1.0 (1.0)
	1.0 (0.6)
	
	5.0 (2.1)
	4.5 (1.7)
	3.0 (1.6)
	1.0 (0.0)
	1.0 (0.0)

	E. Uncontrolled tumor-related symptoms
	
	4.0 (1.3)
	3.0 (1.3)
	1.0 (0.6)
	1.0 (0.6)
	
	3.5 (1.6)
	3.0 (1.5)
	2.0 (1.7)
	1.0 (0.3)
	1.0 (0.3)
	
	1.5 (1.2)
	1.0 (0.7)
	1.0 (0.6)
	1.0 (0.0)
	1.0 (0.0)

	F. Radiographic progression
	
	4.5 (1.6)
	2.5 (1.8)
	1.0 (0.6)
	1.0 (0.6)
	
	3.5 (1.2)
	3.0 (1.3)
	2.0 (1.5)
	1.0 (0.3)
	1.0 (0.3)
	
	1.5 (1.0)
	1.0 (0.7)
	1.0 (0.6)
	1.0 (0.0)
	1.0 (0.0)


VIII. Third-Line Treatment in Non-Midgut Tumors
	Items 53-58A refer to the third-line treatment of patients with unresectable metastatic well-differentiated non-midgut NETs.

	Rate the appropriateness of the following as a third-line medical treatment in a patient who has had an adequate trial of two agents, one of which was a somatostatin analogue. Assume for each question that the agent being rated was not previously used.
	In a patient whose primary problem is:

	
	A. Uncontrolled secretory symptoms      1
	B. Uncontrolled tumor-related symptoms    2
	C. Rapid radiographic progression
3
	D. Nonrapid radiographic progression

4
	E. No   symptoms and no radiographic progression      5

	53. Higher dose/frequency of somatostatin analogue (e.g., >30-mg dose or <4-week dosing of octreotide LAR)
	8.0 (0.7)
	5.0 (1.1)
	3.5 (1.0)
	4.5 (1.3)
	1.0 (0.2)

	54. Everolimus
	7.0 (0.9)
	7.5 (1.0)
	7.0 (0.8)
	7.0 (0.7)
	1.0 (0.3)

	55. Sunitinib
	7.0 (1.6)
	7.0 (1.4)
	6.0 (1.2)
	6.0 (1.2)
	1.0 (0.3)

	56. Interferon
	7.0 (0.7)
	5.5 (1.1)
	5.0 (0.8)
	4.5 (1.3)
	1.0 (0.3)

	57. Temozolomide-containing regimen
	4.0 (1.5)
	6.5 (1.4)
	7.0 (0.7)
	4.5 (1.3)
	1.0 (0.3)

	58. Streptozotocin-containing regimen
	4.0 (1.1)
	5.0 (1.5)
	6.0 (1.2)
	4.0 (1.1)
	1.0 (0.2)

	58A. Cytotoxic chemotherapy
	5.5 (1.2)
	6.5 (1.1)
	7.0 (0.5)
	5.0 (1.0)
	1.0 (0.2)
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