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Supplementary Figure 1. Funnel plots for primary outcomes; eGFR (a), TKV (b) and TLV (c).
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a.
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
1.5.1 Ocreotide
Ruggenenti 54 236 12 &7.7 257 12 1.4% -3.70[-23.44 16.04] 2005
Hogan 646 25.66 21 BT 264 g 1.3% -110[21.54,18.34] 2010
ALADIN TH33 2796 36 G464 3625 31 21% 11.89[4.00,27.38] 2013 7
ALADIN 2 196 B.3 35 199 9.2 35 386%  -0.30[3.99 339 2019 ——
Subtotal (95% Cl) 104 87 434%  0.16[-3.32, 3.65] -

Heterogeneity: Tau®= 0.00; Chi*= 229, df=3 (P= 0.61); F= 0%
Testfor overall effect Z= 0.08 (P = 0.83)

1.5.2 Lanreotide

DIPAK-1 426 12.8 146 432 137 144 566% -0.60[-3.65 2.45] 2018
Subtotal (95% CI) 146 144  56.6%  -0.60 [-3.65, 2.45]
Heterogeneity: Not applicable
Testfor overall effect: Z=0.39 (P = 0.70)
Total {95% CI) 250 231 100.0%  0.27 [2.57,2.03]
Heterageneity: Tau?= 0.00; Chi*= 2 40, df= 4 (P = 0.66); = 0% -‘,%D -1=D 5 1=D 2=D
Testfor ovarall effect Z=01.23 (P = 0.82) Favours Control  Favours Somatostatin
Testfor subaroup differences: Chi=0.10, df=1 (P=0.75), F=0%
b.
Somatostatin Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
2.5.1 Ocreotide
Ruggenenti 2622 111 12 2623 1.021 12 9.9% -0.00[0.85,0.85] 2005
Haogan 1.128 0.796 21 0.873 0306 g 23.8% 0.25[-0.15, 0.66] 2010 I e
ALADIN 1.672 1195 35 2621 1603 35 141%  -095[161,-028) 2013 I
ALADIN 2 3043 232 35 3613 1.69 35 8.3% -0.57 [1.52,0.38] 2019 T
Subtotal {95% CI} 103 90 561%  -0.28 [-0.91,0.35] ——el——
Heterogeneity: Tau®= 0.28; Chi*=10.31,df= 3 (P = 0.02); F=71%
Testfor averall effect: Z= 0.87 (P=0.38)
2.5.2 Lanreotide
LOCKCYST 0.983 1173 12 117 266 20 4.7% -019[1.53,1.19] 2009
DIPAK-1 0118 0227 134 0272 0265 138 39.2% -015[021,-0100 2018 =
Subtotal {95% CI) 146 158 43.9% -015[-0.21,-0.10] [ )
Heterogeneity: Tau?= 0.00; Chi# = 0.00, df=1 (F = 0.96); F= 0%
Testfor overall effect: £=5.16 (P = 0.00001)
Total (95% Cl) 249 248 100.0%  -0.19 [-0.50,0.12] ‘r
Heterogeneity: Tau?= 0.06; Chi*= 10.39, df= 5 (P = 0.07); F= 52% 1 _UIS B UIS 1
Testfor averall effect 2= 1.20 (P =0.23) Favours Somatostatin Favours Control
Testfor subaroup differences: Chif=0.14, df=1 (P =0.700, F=0%
C.
Somatostatin Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
2.6.1 Ocreotide
Carali 1.524  0.453 12 1.48 0.48 12 8.9%  -0.06[-043 033 2010 —
Haogan 5.567 2659 28 536 333 14 0.3% 0.20[1.81,2200 2010 + +
Fizani 1.479 047 14 1.837 0.748 14 5.8%  -0.36[-082 0100 2016 ———
Subtotal (95% CI) 54 40 14.9%  -0.17[-0.46,0.12] -l
Heterogeneity: Tau®= 0.00; Chif=1.12 df= 2{P=057), F=0%
Test for averall effect 7=1.14 (P = 0.27)
2.6.2 Lanreotide
LOCKCYST 4471 10417 27 4896 10.804 26 0.0% -042 [F14,529] 2009 + +
Wan Aerts -0.052 0.388 83 0083 0382 74 BA0% -014[0.26,-0.02] 2019 !
Subtotal (95% CI) 110 100 851% -0.14 [-0.26, -0.02]
Heterogengity Tau?= 0.00; Chf= 0.01, df=1 (P =092} F= 0%
Testfor overall effect £=2.29 (P = 0.02)
Total (95% CI) 164 140 100.0% -0.15[-0.26,-0.03] L 3
Heterageneity: Tau®= 0.00; ChiF= 116, df= 4 (P = 0.89); F= 0% =1 -D=.5 0?5 1=
Testfor overall effect 2= 2.56 (P = 0.01) Favours Somatostatin | Favours Control

Testfor suboroup diferences: Chi®=0.03, df=1 (P =087, F=0%

Supplementary Figure 2. Lanreotide treatment significantly reduced TKV and TLV but not eGFR. Ocreotide treatment
does not improve TKV, TLV or eGFR. Forest plots depicting the effects of somatostatin analogues on eGFR (a), TKV (b) and
TLV (c) with trials that used Ocreotide separated from trials which used Lanreotide. Horizontal lines represent the 95%
Confidence intervals the studies with mean difference or risk ratio indicated by coloured square. The Diamond represented
pooled mean difference or risk ratio RR analysis with a 95% confidence interval.
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Somatostatin Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl_Year IV, Random, 95% CI
Ruggenenti 7107 12 162 114 12 553%  -91.00[-179.46,-2.54] 2005 ——
LOCKCYST -17 18688 12 50 335 20 131% -67.00[248.50,114.50] 2009 .
Hogan -14 5B6.T 21 71 206 g 5.2% -85.00F373.69, 203.69] 2010 e R
ALADIM 220 289 358 484 472 35 1289% -234.00[-417.25,-50.658] 2013 e —
DIPAK-1 118 898 134 272 1,081 138 7.9% -154.00 F387.35, 79.358] 2018 —
ALADIM 2 604 597 35 939 585 35 5.5% -335.00[-614.24 -55.76] 2018 —
Total (95% CI) 249 248 100.0% -124.49 [190.28, 58.71] <

Heterogeneity: Tau= 0.00; Chif= 4.62, df = 5 (P = 0.46); = 0%
Testfor overall effect Z= 3.71 (P =0.0002)

500 -2A0 0 250 &00
Favours Somatostatin - Favours Contral

Supplementary Figure 3. Somatostatin treatment reduces change from baseline TKV. Forest plots depicting the effects of
Somatostatin analogue vs controls on TKV when change from baseline means are used to correct for heterogeneity and
variability in initial TKV’s. Horizontal lines represent the 95% confidence intervals the studies with mean difference
indicated by coloured square. The Diamond represented pooled mean difference analysis with a 95% confidence interval.
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a.
Somatostatin Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Ruggenenti 143 13 12 143 9 12 8.3% 0.00 [-8.95 895 2005
ALADIM 1238 9 40 1229 1.7 39 201% 0.90 [3.71,5.51] 2013
DIPAK-1 132 88 133 131 152 142 50.4% 1.00F1.91,3.91] 2018
ALADIN 2 1326 136 51 1303 68 49 24.2% 2.30[1.90,6.50] 2019
Total (95% Cl) 236 242 100.0%  1.24 [-0.83, 3.31]
?et?;ogenemrl" T?fu :ZD—D?;FSNPZ—DUE; df=3 (P =0498), F=0% B B b T 0
estforoverall effect Z=1.18 (P = 0.24) Favours Somatostatin Favours Control
b.
Somatostatin Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Fugoenenti 94 14 12 91 9 12 23%  300[6.4212.42) 2005
ALADIMN ¥r3 T2 40 FF9 82 38 17.49%  -0.60[4.01,2.81] 2013 —
DIPAK-1 81.7 85 133 805 82 142 532% 1.20 078, 3.18] 2018 -
ALADIN 2 g2.4 61 91 8249 8 49 Z6.6% -0.50 [-3.30, 2.30) 2018 —
Total {95% CI) 236 242 100.0% 0.47 [-0.97,1.91] ?
Heterogeneity: Tau®= 0.00; Chi®=1.64, df= 3 (P = 0.65); F= 0% _150 55 0 é 150
Testfor overall effect Z=0.64 (P = 0.52) Favours Somatostatin Favours Control
C.
Somatostatin Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
DIFAK-1 3 143 2 1582 40.0% 1.49[0.25,8.79] 2018 i
ALADIN 2 3 51 g8 49 B0.0% 0.36[0.10,1.28] 2013 ——
Total (95% CI) 204 201 100.0% 0.64 [0.16, 2.49] —eat—
Total events 4 10
Heterogeneity: Tau®= 0.39; Chi*=1.63, df=1 (P = 0.20); F= 39% 'D.D1 0'1 1'0 1DD'

Testfor overall effect Z= 065 (P=052)

Favours Somatostatin Favours Control

Supplementary Figure 4. Somatostatin treatment has no effect on diastolic and systolic blood pressure or progression to

ESRF. Forest plots depicting the effects of Somatostatin analogue vs cont

rols on Systolic blood pressure (a), Diastolic blood

pressure (b) and progression to ESRF (c). Horizontal lines represent the 95% Confidence intervals the studies with mean
difference or risk ratio indicated by coloured square. The Diamond represented pooled mean difference or risk ratio RR

analysis with a 95% confidence interval.
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