Appendix Figure 1A

Somatostatin analogue Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI
3.1.1 octreotide
Carcoforo 2003 65.4 211 126 946 19 136 436% -29.20[-34.09,-2431] 2003 L
Chemi SpA 2012 104 24 a0 145 458 20 285% -41.00[63.60,-18.40] 2012 ——
Prajapati 2021 105.28 51.83 15 9243 4683 15 187% 12.85[-22.50,48.20] 2021 —
Subtotal (95% CI) 170 171 90.8%  -24.37 [-45.00, -3.74] e
Heterogeneity: Tau®= 22196, Chi*=6.47, df=2 (P=0.04), F=69%
Test for overall effect 2= 232 (P=0.02)
3.1.2 pasireotide
Chéreau 2016 2975 181.37 42 25545 24081 43 47% 4200[-4546,129.46] 2016
Subtotal (95% Cl) 42 48 47% 42.00[-45.46, 129.46] e
Heterogeneity: Mot applicable
Test for overall effect: £=0.94 (P = 0.35)
3.1.3 lanreotide
Gauthier 2012 292 241 72337 307A 73 45% -45.00[-134.86, 44.86] 2012
Subtotal (95% Cl) 72 73 4.5% -45.00[-134.86, 44.86] - ——ee
Heterogeneity: Mot applicable
Test for overall effect: 2= 098 (P=0.33)
Total (95% CI) 284 292 100.0% -22.07 [-42.09, -2.05] e
Heterogeneity: Tau®= 23287, Chi*=912, df=4 (P=0.06); F= 56% 1 hl] _510 g SID 1IIJD

Test for overall effect Z=216 (P =0.03)
Test for subgroup differences:; Chi*= 236, df= 2 (P=031), F=15.2%

Favours [intervention] Favours [control]



Appendix Figure 1B

Somatostatin analogue Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
3.2.1 octreotide
Carcoforo 2003 4.2 1.9 1245 389 15 136 23.8% 030012, 072 2003 (o
Mahmoud 2007 12.7 6.74 30 25 947 20 3.3% -1230[17.14, -7.46] 2007
Chemi SpA 2012 91667 8.3309 a1 727 28 11.4% 217010, 4.24]) 2012 =
Prajapati 2021 313 1.36 15 493 249 19 159% -1.80[-3.24,-0.36] 2021 —
Subtotal (95% CI) 251 199 54.4% 1,77 [-4.49, 0.96] . 8
Heterogeneity: Tau®= 6.31; Chi*= 36.65, df= 3 (P = 0.00001); F=92%
Testfor overall effect Z2=1.27 (P = 0.20)
3.2.2 pasireotide
Chéreau 2016 3 1.11 42 3 0.74 43 24.0% 0.00[-0.40,0.40] 2016 I
Subtotal (95% CI) 42 48 24.0% 0.00 [-0.40, 0.40]
Heterogeneity: Mot applicahle
Test for overall effect: Z=0.00 (P =1.00)
J.2.3 lanreotide
Gauthier 2012 4 1.75 72 45 275 73 216% -0.50 [-1.25,0.25] 2012 -
Subtotal (95% CI) 72 73 21.6% 0.50 [-1.25, 0.25] 4
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.31(P=0.19)
Total (95% CI) 365 320 100.0% -0.48 [-1.43, 0.46]

Heterogeneity: Tau®=0.93; Chi*= 38.76, df=5 (P = 0.00001); F=87%
Test for overall effect Z=1.00 (P =0.32)
Test for subgroup differences: Chi*= 2.74, df= 2 {(P=0.29), F= 26.9%
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Appendix Figure 1C

Somatostatin analogue

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
3.3.1 octreotide

Chemi SpA 2020 18 23 14 23 34.2% 1.20[0.83,1.73] 2020 B o
Frajapati 2021 2 14 9 14 71% 0.22[0.06,0.86] 2021

Subtotal (95% Cl) 38 38 41.3% 0.57 [0.09, 3.81] e
Total events 20 24

Heterogeneity: Tau®=1.65; Chi*=7.43, df=1 (P = 0.006); F=87%

Test for overall effect: £=0.98 (P = 0.596)

3.3.2 pasireotide

Chéreau 2016 17 42 21 48  27.9% 0.93[0.57,1.51] 2016 :
Subtotal (95% Cl) 42 48 27.9% 0.93 [0.57, 1.51]

Total events 17 21

Heterogeneity: Mot applicable

Test for overall effect: £=0.31 (P =0.749)

3.3.3 lanreotide

Gauthier 2012 28 72 28 73 30.8% 0.91[0.59, 1.39] 2012 :
Subtotal (95% CI) 72 73  30.8% 0.91 [0.59, 1.39]

Total events 25 28

Heterogeneity: Mot applicable

Test for overall effect: £=0.45 (P = 0.65)

Total (95% CI) 152 159 100.0% 0.91 [0.61, 1.34] <
Total events G2 73

Heterogeneity: Tau®*=0.08; Chi*=6.64, df= 3 (FP=0.08); F=55%

Testfor overall effect: Z2=049 (P =0.63)

Test for subaroup differences: Chi*=0.24, df=2 (P=0.89), F=0%
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Appendix Figure 2A

Somatostatin analogue Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Carcoforo 2003 65.4 211 125 946 19 136 59.0% -29.20[-34.09,-24.31] 2003 =
Prajapati 2021 105.28 51.83 15 9243 4683 15 41.0% 12.85[-22.50,48.20] 2021 i
Total (95% CI) 140 151 100.0% -11.97 [-52.50, 28.56] "*"
Heterogeneity: Tau*=718.35, Chi*=533,df=1{(P=0.02);, F=81% o0 a0 ] a0 100

Test for overall effect: £= 0.8 (P = 0.56)

Favours [intervention] Favours [control]

Appendix Figure 2B

Somatostatin analogue Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI
Carcoforo 2003 4.2 1.9 125 39 15 136 41.2% 030012, 072] 2003 L
Chemi SpA 2012 91667 8.3309 a1 T27 28 262% 217010, 4.24] 2012 =
Prajapati 2021 313 1.36 15 493 249 15 326% -1.80[-3.24,-0.36] 2021 2
Total (95% CI) 221 179 100.0% 0.10 [-1.61, 1.82] “*—
Heterogeneity: Tau®=1.81; Chi*=11.13, df= 2 (P = 0.004); F= 82% 54 52 5 %
Testfor overall effect: 2=0.12 (F = 0.31) Favours [intervention] Favours [control]
Appendix Figure 2C

Somatostatin analogue Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Chemi SpA 2020 18 23 15 23 558% 1.20[0.83,1.73] 2020 -
Prajapati 2021 2 15 4 15 442% 0.22[0.06, 0.86] 2021 %
Total (95% Cl) 38 38 100.0% 0.57 [0.09, 3.81] e ———
Total events 20 24
Heterogeneity: Tau®=1.65; Chi*=7.43, df=1 (P = 0.0068); F= 87% 'U.l]1 [171 1 1'[1 100

Test for overall effect: 2= 0.58 (P = 0.56)

Favours [intervention] Favours [control]



Appendix Figure 3

Somatostatin analogue Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% ClI
3.4.1 octreotide
Carcoforo 2003 5.13 1.06 15 706 2.4 1% 111% -1.93[3.26,-0.60] 2003 .
Prajapati 2021 4.7 2.1 125 5 23 136 293%  -0.30[-0.83,0.23] 2021 —
Subtotal (95% Cl) 140 151 404% -1.00[-2.58, 0.58] —~tll
Heterogeneity: Tau®=1.06; Chi*=4.98, df=1(F=0.03); F=80%
Testfor overall effect £=1.24 (P=0.22)
3.4.2 pasireotide
Chereau 2016 4 1.74 72 445 275 73 0224%  -0A580[1.25,025) 2016 —
Subtotal (95% CI) 72 73 224% 0.50[-1.25,0.25] -
Heterogeneity: Mot applicable
Testfor overall effect £2=1.31 (P=0.19)
3.4.3 lanreotide
Gauthier 2012 al 0.74 42 B 0.74 48 372% -1.00[-1.21,-0.69) 2012 -
Subtotal (95% Cl) 42 48 37.2% -1.00[-1.31,-0.69] &
Heterogeneity: Mot applicable
Test for overall effect Z=6.40 (P = 0.00001)
Total (95% CI) 254 272 100.0% -0.79[-1.30,-0.27] <
Heterogeneity: Tau®=0.16; Chi*= 8.35, df= 3 (P = 0.04); F= 64% 14 52 : %

Test for overall effect: £=3.00 (P =0.003)
Testfor subgroup differences: Chi*=1.47, df= 2 (P=048), F=0%

Favours [intervention]

Favours [control]



Appendix Figure 4A

Somatostatin analogue Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Carcoforo 2003 0 1245 1T 136 354% 0.36[0.01,8.82] 2003 L
Chemi SpA 2012 2 a6 1 28 646% 0.65[0.06,6.91] 2012 -
Total (95% CI) 211 164 100.0% 0.53 [0.08, 3.53] ~=aaSl—-—
Total events 2 2
_I?etnta;ngenen'yl:l T?ru tz,?_l?—[mu é:ﬁhlpz_l]d[1591, df=1{P=0.77), F=0% 001 0 ) 10 100
estfor overall effect: 2= 0.66 (P =0.31) Favours lintervention] Favours [control]
Appendix Figure 4B
Somatostatin analogue Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Carcoforo 2003 1 125 2 136 30.2% 0.54 [0.05,5.93] 2003 i
Chemi SpA 2012 2 86 1 28 30.8% 0.65[0.06,6.91] 2012 &
Chemi SpA 2020 2 24 0 24 19.3% 5.00 [0.259, 98.96] 2020 =
Frajapati 2021 ] 15 2 1% 19.7% 0.20[0.01, 3.85] 2021 =
Total (95% Cl) 250 203 100.0% 0.72 [0.20, 2.69] “"’
Total events a o]
?etnta;ngenmwlzl T:ruzfgimu; fshl;=—2d4g;13' df=3(P=0.49), F=0% 01 o1 1 10 100
estioroverall efect. == U. (F=0.63) Favours [intervention] Favours [control]
Appendix Figure 4C
Somatostatin analogue Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% Cl
Carcoforo 2003 a8.13 1.06 19 706 2.4 19 428% -1.93[-3.26,-0.60] 2003 i
Prajapati 2021 4.7 2.1 1245 5 23 136 57.2% -0.30 [-0.83,0.23] 2021 —H-
Total (95% CI) 140 151 100.0% -1.00 [-2.58, 0.58] —~el—
Heterogeneity: Tau®= 1.06; Chi*= 4.98, df=1 (P =0.03); F= 80% 54 52 : é

Testfor overall effect Z=1.24 (P=0.22)

Favours [intervention] Favours [control]



