A

All patients

Ki-67 < 10%

Ki-67 10%-20%

If functioning tumour (carcinoid syndrome

If non-functioning tumour (absence of carcinoid syndrome
Somatostatin receptor imaging has shown positivity
Somatostatin receptor imaging has shown negativity
Somatostatin receptor imaging showed heterogeneous uptake
Age < 50 years old

Age > 50 years old

Age < 70 years old

Age > 70 years old

Low tumour burden

High tumour burden

Limited skeletal involvement

Extensive skeletal involvement

Rapid progression (< 6 mo)

Slow progression (> 1 yr)

Slow progression (> 2 yr)

TOTAL

B

As first-line treatment

As second-line treatment

As third-line treatment

After progression on all other available treatment options
Ki-67 < 10%

Ki-67 10%-20%

If functioning tumour (carcinoid syndrome)

If non-functioning tumour (absence of carcinoid syndrome
Somatostatin receptor imaging has shown positivity
Somatostatin receptor imaging has shown negativity
Somatostatin receptor imaging showed heterogeneous uptake
Age < 50 years old

Age > 50 years old

Age < 70 years old

Age > 70 years old

Low tumour burden

High tumour burden

Limited skeletal involvement

Extensive skeletal involvement

Rapid progression (< 6 mo)

Slow progression (> 1 yr)

Slow progression (> 2 yr)

TOTAL

c

As first-line treatment

As second-line treatment

As third-line treatment

After progression on all other available treatment options
Ki-67 < 10%

Ki-67 10%-20%

If functioning tumour (carcinoid syndrome)

If non—functioning tumour (absence of carcinoid syndrome
Somatostatin receptor imaging has shown positivity
Somatostatin receptor imaging has shown negativity
Somatostatin receptor imaging showed heterogeneous uptake
Age < 50 years old

Age > 50 years old

Age < 70 years old

Age > 70 years old

Low tumour burden

High tumour burden

Limited skeletal involvement

Extensive skeletal involvement

Rapid progression (< 6 mo)

Slow progression (> 1 yr)

Slow progression (> 2 yr)

TOTAL

Very unlikely Somewhat unlikely Somewhat likely Very likely
| 4.00% .00% 2 .00% 11 I44.00%
| 385% 1l 385% 1E119.23% s INZ308%
| 385% 1l 385% 1 I550/00%
| 385% 1l 385% 1123.08%
| 385% 1l 385% 1038.46%
| 385% 1 0.00% ol 7.69%

46% 230 11.54% 3 0.00%
I 11.54% 3 I6L.54% 16 1123.08%
| 385% 1l 385% 10 15.38%
| 385% 1l 3.85% 10 1154%
| 385% 1l 3.85% 10 11.54%
I 7.69% 2l 3.85% 1123.08%
| 385% 11119.23% 5 I46.15%
| 3.85% 1K 15.38% 41 15.38%
| 3.85% 1l 7.69% 2[119.23%
| 385% 1l 7.69% 2[038.46%
I 11.54% 30 11.54% 342.31%
| 385% 1l 385% 1E119.23%
| 385% 10 11.54% 330.77%
Very unlikely Somewhat unlikely  Somewhat likely Very likely
17 126.92% 70 7.69% 2 0.00%
Tho.23% 5 026.92% 121 7.69%
I 385% 10 7.69% 13 38 46%
I 385% 119.23% o 42.31%
I 385% 1l 3.85% 14 I38l46%
0.00% 0] 15.38% 14 1530.77%
El 11.54% 31 15.38% 14 [F119.23%
0.00% oll 7.69% 17 I526.92%
I 385% 10 7.69% 16 [026.92%
0.00% ol 385% 18 l026.92%
0.00% o] 11.54% 17 IE23.08%
0.00% ol 3.85%
0.00% ol 385% 16 I034.62%
0.00% oll 7.69% 16 I030.77%
0.00% 0 26.92% 170 7.69%
I 385% 11 15.38% 16 [£119.23%
0.00% 0119.23% 14 126.92%
I 385% 1 0.00% 17 IE80.77%
0.00% o] 11.54% 16 I26.92%
I 385% 126.92% 12 [23.08%
| 385% 10 11.54% 15 [26.92%
E115.38% 41 11.54% 14 [7119.23%
Very unlikely Somewhat unlikely Somewhat likely Very likely
20 £119.23% sl 385% 1 0.00%
W6154% 16 [034.62% 9l 385% 1 0.00%
' p3.08% 634.62% 9 4231% 1 0.00%
| 385% 1l 385% 1 I50.00% 13 42]31%
I6154% 16 [ 23.08% 61 15.38% 4 0.00%
| 385% 1119.23% 5 0 190  3.85%
I 11.54% 342B1% 11 I46.15% 12 0.00%
F19.23% 534.62% 9 4281% 1l 385%
T 23.08% 6 42.31% 9 0.00%
| 385% 130.77% 16l 3.85%
I 11.54% 3 26.92% 150 3.85%
F115.38% 4119.23% 141 11.54%
I 11.54% 330.77% 130 7.69%
I 11.54% 330.77% 8 46.15% 12 11.54%
I115.38% 4 4281% 11 [4231% 1 0.00%
38.46% 10 [13846% 10 [E23.08% 6 0.00%
| 385% 123.08% 6 I65.38% 170 7.69%
K1 15.38% 4 46.15% 10 0.00%
| 385% 134.62% 140 7.69%
0.00% ol 385%
E34.62% 9 23.08% 10l  3.85%
I53.85% 14 034.62% 9l 11.54% 3 0.00%
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D Weighted average (1 very
unlikely; 4 very likely)

Very unlikely Somewhat unlikely Somewhat likely Very likely Total
As first-line treatment 16 1116.00% 420.00% 5 0.00% 0 25 ase
As second-line treatment 28.00% 724.00% 6 I48.00% 12 0.00% 0 25 22
As third-line treatment I116.00% 4l 12.00% 3 [I68.00% 171 4.00% 1 25 26
After progression on all other available treatment options [l 12.00% 3116.00% 4 I52.00% 13 [20.00% 5 25 2.8
Ki-67 < 10% I 8.00% 2 12.00% 3 72.00% 1811 8.00% 2 25 238
Ki-67 10%-20% I 12.00% 3120.00% I60.00% 150 8.00% 2 25 2,64
If functioning tumour (carcinoid syndrome) | 4.00% 11 12.00% 10 I44.00% 11 25 324
If non-functioning tumour (absence of carcinoid syndrome) I 8.00% 2 736.00% 12[1  8.00% 2 25 2.56
Somatostatin receptor imaging has shown positivity I 8.00% 2[28.00% 140 8.00% 2 25 2.64
Somatostatin receptor imaging has shown negativity I 8.00% 2 [120.00% 160 8.00% 2 25 272
Somatostatin receptor imaging showed heterogeneous uptake I 8.00% 2 24.00% 15[ 8.00% 2 25 2.68
Age < 50 years old | 4.00% 1[E116.00% 15 [120.00% 5 25 2.96
Age > 50 years old I 8.00% 2116.00% 15 [£116.00% 4 25 2.84
Age < 70 years old I 8.00% 2 [120.00% 141 16.00% 4 25 28
Age > 70 years old I 12.00% 3[28.00% 141 4.00% 1 25 2.52
Low tumour burden 116.00% 424.00% 130 8.00% 2 25 2.52
High tumour burden [ 20.00% 5032.00% 11l 4.00% 1 25 2.32
Limited skeletal involvement 24.00% 624.00% 6 0% 12]  4.00% 1 25 2.32
Extensive skeletal involvement 14 1528.00% 71 12.00% 3l 4.00% 1 2500 164
Rapid progression (< 6 mon) 324.00% 6 032.00% 8 40l00% 10l  4.00% 1 25 2.24
Slow progression (> 1 yr) I 8.00% 2 [I28.00% 7 I56.00% 14l 8.00% 2 25 2.64
Slow progression (> 2 yr) I 4.00% 1 44.00% 11 I44.00% 110 8.00% 2 25 2,56
TOTAL 2.536363636
E Weighted average (1 very
unlikely; 4 very likely)
Very unlikely Somewhat unlikely Somewhat likely Very likely Total
As first-line treatment 25 0.00% 0 0.00% 0 0.00% 0
As second-line treatment %o 24| 4.00% 1 0.00% [} 0.00% 0
As third-line treatment 91.67% 22| 417% 1l 417% 1 0.00% 0
After progression on all other available treatment optionSB% 14029.17% 70 12.50% 3 0.00% 0
Ki-67 < 10% 75.00% 18 [112.50% 31250% 3 0.00% 0
Ki-67 10%-20% 220 4.17% 10 4.17% 1 0.00% 0
If functioning tumour (carcinoid syndrome) 58133% 6 I12.50% 30 417% 1
If non-functioning tumour (absence of carcinoid syndrome) [HE83.33%6 3l 417% 1 0.00% 0
Somatostatin receptor imaging has shown positivity I80.00% 301 8.00% 2 0.00% 0
Somatostatin receptor imaging has shown negativity 8333 3l 417% 1 0.00% 0
Somatostatin receptor imaging showed heterogeneous uptake 8333 30 417% 1 0.00% 0
Age < 50 years old 75.00% 418.33% 2 0.00% 0
Age > 50 years old 3 18.33% 2 0.00% 0
Age < 70 years old ] sE 417% 1 0.00% 0
Age > 70 years old 18 [I20.83% sE 417% 1 0.00% 0
Low tumour burden 18[18.33% 2 16.67% 4 0.00% 0
High tumour burden 2118.33% 2 417% 1 0.00% 0
Limited skeletal involvement 18 IN16.67% 4l18.33% 2 0.00% 0
Extensive skeletal involvement 20 I12.50% 3 417% 1 0.00% 0
Rapid progression (< 6 mo) 22 417% 1 417% 1 0.00% 0
Slow progression (> 1 yr) 18 II20.83% sE 4.17% 1 0.00% 0
Slow progression (> 2 yr) 16 I12.50% 320.83% 5  0.00% 0
TOTAL 1.275

Supplementary Figure 1 Factors associated with use of somatostatin analogues,
peptide receptor radionuclide therapy, everolimus, chemotherapy and Interferon-
alpha. A: Factors associated with use of somatostatin analogues in the first-line
setting; B: Factors associated with use of peptide receptor radionuclide therapy in
the first-line setting; C: Factors associated with use of everolimus; D: Factors
associated with use of chemotherapy; E: Factors associated with use of liver

embolization; F: Factors associated with use of Interferon-alpha.
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