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Online Resource 1. A detailed search strategy for each database.




Identification

Records identified from:
PubMed (n= 126)
Web of Science (n=186)
Scopus (n = 55)
Cochrane (n= 23)
Total (n = 390)

Screening

Records screened for
title/abstract
(n=370)

Reports assessed for eligibility
(n=20)

v

Records removed before
screening:
Duplicate records removed
(n=20)

Records excluded
(n =350)

A4

Included

Studies included in qualitative
synthesis (n=4)

Studies included in quantitative
synthesis (n = 4)

\4

Reports excluded:
(n=16)

Online Resource 2. PRISMA flow diagram




(A)
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Bakris et al. 2024 -9374 924 277 -6 25 B9 386%  -BYT4[9374,-01.74] &+
Desaietal 2023 -BEY3 1182 38 1483 163 28 38.0% -101.86[10861,-9511] -
Morgan etal. 20210 <583 129 15 29 277 6 21.3%  -61.20[84.31,-38.09] -

Total (95% CI) 330 103 100.0% -87.58[-102.76,-72.41] -

Heterogeneity. Tau?= 141.77; Chi*= 16.24, df= 2 (P = 0.0002); F= 88%

Test for overall effect Z=11.31 (P < 0.00001) -100 50 0 50 100

Favours [experimental] Favours [control]

(B)

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI

Bakris etal 2024 0644 ATE 289 -7 223 71 A3E%  -0374[0007-8pA1) W
Desai etal. 2023 -BB.93 1152 3% 1483 153 28 46.4% -101.86[108.61,-85.11] W

Total (95% Cl) 327 99 100.0% -97.51[-105.45,-89.57] 4

Heterogeneity: Tau®= 23.48; Chi*=3.48, df=1 (F=0.08) F=T1%

Test for overall effect: Z= 24.08 (P = 0.00001) 100 50 0 50

Favours [experimental] Favours [control]

©

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Desaietal 2023 0 143 54 01 04 28 0E% 040F372,3.92) ¢
Morgan etal. 20210 -0.212 0.46 17 0117 027 8 994%  -0.09[0.38 0.19) —.‘—

Total (95% CI) 71 36 100.0% -0.09[-0.38, 0.19] *—

Heterogeneity Tau®= 0.00; Chi*=0.01, df=1 (F=0.92) = 0% .

s } 05 -025 0 025 04
Testfor overall effect. 2= 0.64 (F = 0.52) Favours [experimental] Favours [control]

(D)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI

»

Morgan etal. 2021b 2612 1723 A7 0231 1272 8 17.0% -238[14.41, 965

Total (95% Cl) 372 108 100.0% -2.92[-8.53, 2.68] .L—
|

Heterogeneity, Tau*=10.40; Chi*= 3.46, df= 2 (P=0.18); F= 42% 1
Test for averall effect £=1.02 (P =10.31)

Bakris etal. 2024 185 1739 302 21 M T2 46B5% 055470, 5.80)
Desaietal. 2023 02 141 A3 40152 28 365% -7E0[14.39,-0.81]
0 1

A0 5 5 0
Favours [control]  Favours [experimental]
Online Resource 3: shows difference between siRNA therapy and placebo in (A) mean

percent change in AGT at end of follow-up (B) mean percent change in AGT at the 3-month
endpoint (C) mean change in potassium level (D) mean change in eGFR.



(A)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  EBvents  Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bakris etal. 2024 13 302 1 78 58.9% 3.23[0.43, 24.29] L
Desaietal 2023 1] 3] 1 28 $11% 017 [0.01, 4.03] i
Total (95% CI) 358 103 100.0% 0.96 [0.06, 16.63] | — e R TR e——
Total events 13 2
Heterogeneity, Tau®= 2.83; Chi®= 2.38, df=1 (P=0.12); F= 58% 0 =E|1 IZI=1 1=IZI 1&”]
Test for overall effect: £=0.03 (F = 0.98) Favours [experimental] Favours [control]
(B)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Bvents  Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bakris etal. 2024 149 3oz 2 78 1000% 236 [0.568, 9.91]
Desaietal 2023 1] a6 1] 28 Mot estimahble
Total (95% CI) 358 103 100.0% 2.36 [0.56, 9.91] e ——
Total events 14 2
Heterogeneity: kot applicable ] DI2 I:IIE é é 16
Testfor overall effect £="1.17 (F=0.24) Favours [experimental] Favours [contral]
©
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total BEvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Deszaietal 2023 10 a6 13 28 T98% 038018, 077]
Margan etal. 2021h 3 17 1 8 202% 1.41[017,11.54] -
Total (95% CI) 73 36 100.0% 0.50 [0.18, 1.40] ——e——
Total events 13 14
Heterogeneity; Tau= 022 Chi*=1.38, df= 1 (P = 0.24); F= 26% IZI=1 IZIIE IZIIS é é 1=EI
Testfor overall effect 2=1.32 (F=10.19) Favours [experimental] Favours [control]
(D)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Evenmts Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bakris etal. 2024 ] 302 1 75 B9.5% 2,24 [0.29,17.37] L
Desaietal 2023 7 3] 1] 28 345% T.EI[0.45 129.01] L
Taotal (95% CI) 358 103 100.0% 3.41[0.65, 17.95] e
Total events 16 1
Heterogeneity: Tau®= 0.00; Chi®= 044, df=1 (P = 0.48); F=0% IZI=EI1 IZI=1 1=|:| 1[:”]

Testfor overall effect £=145(F=0193)

Favours [experimental] Favours [control]

Online Resource 4: shows difference between siRNA therapy and placebo in risk ratio of
adverse effects (A) hypotension (B) hyperkalemia (C) headache (D) hepatic adverse effects.



A

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Desal et al 2023 1 ali] 1 28 86.2% D.A0[0.03,7.70] |
Morgan etal. 2021k 0 17 1 8 438% 017 [0.01,3.70] B
Total (95% CI) 73 36 100.0% 0.31[0.04, 2.40] e ——— ——
Total events 1 2
Heterogeneity: Tau®= 0,00 Chi*= 0.27, df=1 (P = 0.60); F= 0% 7 |=:|1 III=1 1=EI 1E”:|
Testfor overall effect 2=1.12 (F = 0.26) Favours [experimentall] Favours [control]
(B)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  BEvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bakris etal. 2024 1 a0z 0 75 423% 0.75[0.03,18.29] i
Desaietal 2023 1 ;] 1 28 aTT% 040003, 770 L
Total (95% CI) 358 103 100.0% 0.59[0.07, 4.74] | e R
Total events 2 1
Heterogeneity: Tau®= 0.00; Chi#= 0.04, df=1 (P = 0.85); F= 0% n |=:|5 |:|=2 é 2=|:|
Testfor overall effect 2= 049 (P= 062} Favours [experimental] Favours [control
©
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents  Total Pvents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Bakris etal. 2024 19 a0z 0 78 34.8% 9,78 [0.60,160.20] B
Desaietal. 2023 al ali] 0 28 333% 5.60[0.32, 97 .7H] E
Morgan et al. 2021h 2 17 0 8 31.8% 24800013, 46.77] o
Total (95% CI) 375 111 100.0% 5.26 [1.01, 27.44] e
Tatal events 20 0
Heterogeneity: Tau?= 0.00; Chi*= 048, df=2 (P=0.79); F= 0% : |=:|1 IZI:1 1=IZ| 1&”]

Testfor overall effect 2= 1.97 (P = 0.04)

Favours [experimental] Favours [control]

Online Resource 5: shows difference between siRNA therapy and placebo in risk ratio of
(A) serious side effects (B) death (C) injection site reactions.



(A)

.DNIS 80 mg ADD ON THERAPY
Zilebesiran 200 mb .GNIS 80 mg MONOTHERAPY

Zilebesiran 800 m' ‘Iacebn

Zilebesiran 400 m' Q
ilebesiran 150 mg

Zilebesiran 50 m’ Qilehesiran 600 mg
Zilebesiran 100 m’ Qlebesiran 300 mg (QEM)

Zilebesiran 300 mg {QEM’

(B)

Treatment (AGT after 3 months) MD 95%-Cl SUCRA
Zilebesiran 800 mg - -111.90 [-120.45; -103.35] 0.98
Zilebesiran 400 mg — -107.35 [-116.50; -98.20] 0.89
Zilebesiran 200 mg - -102.91 [-111.91; -93.91] 0.79
Zilebesiran 100 mg —- -102.16 [-110.68; -93.64] 0.77
Zilebesiran 600 mg : 3 -95.60 [-100.80; -90.40] 0.57
Zilebesiran 300 mg (Q6M) : 3 -9460 [-99.83; -89.37] 0.53
Zilebesiran 300 mg (Q3M) = -94.30 [-99.52; -89.08] 0.52
Zilebesiran 150 mg . 3 -90.60 [-96.27, -84.93] 0.39
Zilebesiran 50 mg —— -82.63 [-93.92; -71.34] 0.28
IONIS 80 mg MONOTHERAPRY —a -61.20 [-84.31; -38.09] 0.18
IONIS 80 mg ADD ON THERAPY —— -32.30 [-44.95; -19.65] 0.09
Placebo 0.00 0.00

I T T T T |
-120-100 -80 -60 -40 -20

Online Resource 6. Network Plots and Forest Plots for Angiotensinogen (AGT) Levels at 3 months:
(A) Network plot for AGT, (B) Network Forest plot for AGT.



(A)

Placeb' .‘.llebesiran 300 mg (QEM)
Zilebesiran 600 mb ‘ilehesiran 300 mg (Q3M)

Zilebesiran 150 mb Q
ilebesiran 200 mg

Zilebesiran 400 m’
Zilebesiran 50 m’

(B)

Treatment (AGT after 6 months) MD 95%-Cl SUCRA
Zilebesiran 800 mg -113.37 [-133.12; -93.62] 0.99
Zilebesiran 400 mg -101.24 [-123.99; -78.49] 0.82
Zilebesiran 100 mg — -93.90 [-114.76; -73.04] 0.64
Zilebesiran 300 mg (Q3M) . B -91.60 [-97.52;-85.68] 0.59
Zilebesiran 600 mg E = -90.60 [-96.57;-84.63] 055
Zilebesiran 200 mg —i— -89.87 [-109.82; -69.92] 0.54
Zilebesiran 300 mg (Q6M) = = -87.10 [-93.32;-80.88] 0.44
Zilebesiran 150 mg - -81.80 [-88.54;-75.06] 0.31
Zilebesiran 50 mg ——+— -60.10 [-87.14;-33.06] 0.12
Placebo | : : : 0.00 0.00

-120 -100 -80 -60 -40

Online Resource 7. Network Plots and Forest Plots for Angiotensinogen (AGT) Levels at 6 months:

Qilehesiran 100 mg
Qlebesiran 800 mg

(A) Network plot for AGT, (B) Network Forest Plot for AGT.



(A)

Zilebesiran 800 mg 455( 934, 024)  -899(-1349; 449) -9.74(-13.18; 6.30) . . . 2927 (- “111.90 (-120.45,-103.35)
455 ( 934, 0.24) Zilcbesitan 400 mg 444 ( 998 110) 519 ( -9.92; -0.46) . . . 2472 (- -107.35 (-116.50; -98.20)
8.9 (-13.49; 449)  444( 008 110)  Ziebesitan200mg  -0.75( -5.18. 3.68) . . . 20.28 (-2 -102.91 (-111.91; -03.91)
9.74(-13.18; -6.30)  -5.19( 9.92; -0.46)  -0.75( -5.18; 3.68)  Ziebesiran 100 mg . . . . -19.53 ( - -102.16 (-110.68; -03.64)
21630 (2631; 6.29)  -11.75(-2227; -1.23)  -7.31(-17.70; 3.08) -6.56(-1654; 342) Zikbesiran600mg  -1.00( -1.75 -0.25)  -1.30( -2.03; -0.57) -05.60 (-100.80; -90.40)
1730 (-27.32; -7.28)  -12.75(-23.28; 2.22) 831 (-1871; 2.09) -7.56(-17.55; 243) -L00( -1.75; -0.25) Zilebesiran 300 mg (Q6M] -0.30 ( -1.20; 0.60) -04.60 ( -99.83; -89.37)
-17.60 (-27.62; -7.58) -13.05(-23.58; 2.52) -8.61(-19.01; 1.79) -7.86(-17.85;, 2.13) -1.30( -2.03; 0.57) -0.30( -1.20; 0.60) Zilsbesiran 300 mg (Q3M) -3.70  -6.06; - . . -94.30 (-99.52 )
2130 (-31.56; -11.04)  -16.75 (-27.51; -5.99) -12.31 (-22.94; -1.68) -11.56 (-21.79; -133) -5.00( -7.31; 2.69) 400 ( 6.37; -1.63) -3.70( -6.06; -1.34)  Zilebesiran 150 mg . . -00.60 ( -96.27; -84.93)
2027 (-37.44: 2110)  -24.72 (-33.51;: -15.93)  -20.28 (-28.91; -11.65) -19.53 (-27.66; -11.40) -12.97 (-25.40; -0.54) -11.97 (-2 047) -11.67 (-2 0.77) -7.97(-20.60; 4.66) Zilebesiran 50 mg . . -82.63 (-93.92; -71.34)
-50.70 (-75.34; 26.06) -46.15 (-71.00; -21.30) -41.71 (-66.51; -16.91) -40.96 (-65.59; -16.33) -34.40 ( -58.08; -10.72) -33.40 (-57.00; -0.71) -33.10 (-56.79; -9.41) -20.40 (-53.19; -5.61)-21.43 (-47.15; 4.20) IONIS 80 mg MONOTHERAPY . -61.20 ( -84.31; -38.00)
7960 (94.87; 64.33) -75.05 ( 90.66; -59.44) -70.61 ( -86.14; -55.08) -69.86 ( -85.11; -54.61) 63.30  ~76.98; -49.62) -62.30 ( -75.99; 48.61) —62.00 ( -75.69; 48.31) 58.30 ( -72.16; 44.44-50.33 (67.20; 33.3T)  -28.00 (-55.24; -2.56)  IONIS 80 mg ADD ON THERAPY -32.30 ( 44.95; -19.65)

-111.90 (-120.45;-103.35) -107.35 (-116.50; -98.20) -102.91 (-111.91; -93.91)-102.16 (-110.68; -93.64195.60 (-100.80; -90.40] -04.60 ( -99.83; -§9.37) -04.30 ( -99.52; -89.08) 90.60 ( -96.27; -84.9382.63 ( 93.92; -71.34)  -61.20 ( -84.31; -38.09) -32.30 (-44.95; -19.65) Placebo

(B)

Zilebesiran 800 mg -12.13 ( -23.83; -0.43) -19.47 ( -26.85:-12.09) -23.50 (-27.67:-19.33) . -53.27 (-71.99:-34.55) -113.37 (-133.12:-93.62)
-12.13 (-23.83; -0.43)  Zilebesiran 400 mg -7.34(-20.83; 6.15) -11.37 (-23.41: 0.67) -41.14 ( -63.00:-19.28) -101.24 (-123.99:-78.49)
-21.77 (-42.39; -1.15)  -9.64 (-33.15: 13.87) Zilebesiran 300 mg (Q3M) . -1.00 ( -2.05: 0.05) . -4.50 ( -6.52: -2.48) -9.80 ( -13.09: -6.51) . -91.60 ( -97.52:-85.68)
-19.47 (-26.85;-12.09) -7.34 ( -20.83: 6.15) 2.30(-19.39: 23.99) Zilebesiran 100 mg . -4.03 (-11.94; 3.88) . -33.80 ( -53.69:-13.91) -93.90 (-114.76:-73.04)
-22.77 (-43.40; -2.14)  -10.64 ( -34.17:12.89) -1.00 ( -2.05; 0.05) -3.30(-25.00: 18.40)  Zilebesiran 600 mg . -3.50 ( -5.68:-1.32) -8.80 (-12.19: -5.41) . -90.60 ( -96.57:-84.63)
-23.50 (-27.67;-19.33)  -11.37(-23.41: 0.67) -1.73 (-22.54; 19.08) -4.03 (-11.94: 3.88) -0.73 (-21.56:20.10) Zilebesiran 200 mg . -29.77 ( -48.70:-10.84) -89.87 (-109.82:-69.92)
-26.27 (-46.98; -5.56) -14.14 (-37.73: 9.45) -4.50 ( -6.52;-2.48) -6.80 ( -28.57:14.97) -3.50( -5.68;-1.32) -2.77(-23.67:18.13) Zilebesiran 300 mg (Q6M) -5.30 ( -9.10: -1.50) . -87.10 ( -93.32:-80.88)
-31.57 (-52.44;-10.70) -19.44 (-43.17: 4.29)  -9.80 (-13.09; -6.51) -12.10 ( -34.02: 9.82) -8.80 (-12.19;-5.41) -8.07(-29.13:12.99) -5.30 ( -9.10;-1.50) Zilebesiran 150 mg . -81.80 ( -88.54:-75.06)
-5§3.27 (-71.99;-34.55) -41.14 ( -63.00;-19.28) -31.50 (-59.18; -3.82) -33.80 ( -53.69;-13.91) -30.50 (-58.19; -2.81) -29.77 (-48.70;-10.84) -27.00 ( -54.75: 0.75) -21.70 ( -49.57; 6.17) Zilebesiran 50 mg -60.10 ( -87.14:-33.06)

-113.37 (-133.12;-93.62) -101.24 (-123.99;-78.49) -91.60 ( -97.52;-85.68) -93.90 (-114.76;-73.04) -90.60 ( -96.57;-84.63) -89.87 (-109.82;-69.92) -87.10 ( -93.32;-80.88)  -81.80 ( -88.54;-75.06) -60.10 ( -87.14;-33.06) Placebo

Online Resource 8. League Tables for Angiotensinogen (AGT) Levels: (A) League table for AGT at 3
months (B) League table for AGT at 6 months



(A)

Zilebesiran 50 m%

Zilebesiran 800 m%
Zilebesiran 100 m%

Zilebesiran 10 m’

Zilebesiran 200 m’
Zilebesiran 300 m

‘ilebesiran 400 mg

‘ilebesiran 25 mg

‘ONIS 80 mg ADD ON THERAPY

q3lacebo

Qilebesiran 150 mg (Q6M)

Qilebesiran 600 mg (Q6m)

(B)
Treatment Hyperkalemia RR
Placebo 1.00
IONIS 80 mg ADD ON THERAPY 5 0.89 [0.03;
Zilebesiran 300 mg — 2.28 [0.51;
Zilebesiran 150 mg (Q6M) 2.40 [0.48;
Zilebesiran 600 mg (Q6m) — 2.47 [0.49;
Zilebesiran 800 mg 3.50 [0.08;
Zilebesiran 100 mg = 3.50 [0.08;
Zilebesiran 400 mg = 3.50 [0.08;
Zilebesiran 50 mg == 3.50 [0.08;
Zilebesiran 25 mg =2 3.50 [0.08;
Zilebesiran 200 mg = 3.50 [0.08;
Zilebesiran 10 mg — 3.50 [0.08;

I T T T 1 1
0.02 0.1 051 2 10 170
©
IONIS 80 mg ADD ON THERAPY  0.89 (0.03; 23.88) . 1 g ; ;
Placebo 0.29 (0.01; 13.30) 0.29 (0.01; 13.30) 0.42 (0.08; 2.08) 0.29 (0.01; 13.30) 0.29 (0.01; 13.30)

0.89 (0.03; 23.88)
0.25 (0.00; 39.93)
0.25 (0.00; 39.93)
0.37 (0.01; 14.42)
0.25 (0.00; 39.93)
10.25 (0.00; 39.93)
0.39 (0.01; 14.55)
0.25 (0.00; 39.93)
0.25 (0.00; 39.93)
0.36 (0.01; 14.04)
0.25 (0.00; 39.93)

Online Resource 9:

0.29 (0.01; 13.30) Zilebesiran 10 mg 1.00 (0.02; 44.50) .
0.29 (0.01; 13.30) 1.00 (0.02; 44.50) Zilebesiran 100 mg .
0.42 (0.08; 2.08) 1.46(0.02; 93.64) 1.46 (0.02; 93.64)
0.29 (0.01; 13.30) 1.00 (0.02; 44.50) 1.00 (0.02; 44.50)
0.29 (0.01; 13.30) 1.00 (0.02; 44.50) 1.00 (0.02; 44.50)
0.44 (0.10; 1.98) 1.53(0.02; 94.99) 1.53 (0.02; 94.99)
0.29 (0.01; 13.30) 1.00 (0.02; 44.50) 1.00 (0.02; 44.50)
0.29 (0.01; 13.30) 1.00 (0.02; 44.50) 1.00 (0.02; 44.50)
0.41(0.08; 2.02) 1.42(0.02; 91.23) 1.42 (0.02; 91.23)
0.29 (0.01; 13.30) 1.00 (0.02; 44.50) 1.00 (0.02; 44.50)

0.69 (0.01; 44.17)
0.69 (0.01; 44.17)
1.05 (0.37; 3.04)
0.69 (0.01; 44.17)
0.69 (0.01; 44.17)
0.97 (0.29; 3.23)
0.69 (0.01; 44.17)

for hyperkalemia.

1.00 (0.02; 44.50)
1.00 (0.02; 44.50)

Zilebesiran 150 mg (Q6M .

Zilebesiran 200 mg
1.00 (0.02; 44.50)
1.53 (0.02; 94.99)
1.00 (0.02; 44.50)
1.00 (0.02; 44.50)
1.42 (0.02; 91.23)
1.00 (0.02; 44.50)

1.00 (0.02; 44.50)
1.00 (0.02; 44.50)

1.00 (0.02; 44.50)
Zilebesiran 25 mg
1.53 (0.02; 94.99)
1.00 (0.02; 44.50)
1.00 (0.02; 44.50)
1.42 (0.02; 91.23)
1.00 (0.02; 44.50)

0.44 (0.10; 1.98) 0.29(0.01; 13.30)
: 1.00 (0.02; 44.50)
s 1.00 (0.02; 44.50)
1.05 (0.37; 3.04)

1.00 (0.02; 44.50)
: 1.00 (0.02; 44.50)
Zilebesiran 300 mg .

0.65 (0.01; 40.33) 1.00 (0.02; 44.50)
0.92 (0.32; 2.66)

95% Cl SUCRA

23.88]
10.29]
12.01]
12.32]

162.90]

162.90]

162.90]

162.90]

162.90]

162.90]

162.90]

0.29 (0.01; 13.30) 0.41 (0.08; 2.02)

1.00 (0.02; 44.50) .
1.00 (0.02; 44.50) .

1.00 (0.02; 44.50) .
1.00 (0.02; 44.50) .

Zilebesiran 50 mg .

0.72
0.70
0.54
0.52
0.50
0.44
0.44
0.44
0.43
0.43
0.43
0.42

0.97 (0.29; 3.23)

: 0.92 (0.32; 2.66)
0.65 (0.01; 40.33) Zilebesiran 400 mg 1.00 (0.02; 44.50) .

0.29 (0.01;
1.00 (0.02;
1.00 (0.02;

1.00 (0.02;
1.00 (0.02;

1.00 (0.02;
1.00 (0.02;
1.42 (0.02; 91.23) 1.42 (0.02; 91.23) Zilebesiran 600 mg (Q6m) .

0.65 (0.01; 40.33) 1.00 (0.02; 44.50) 1.00 (0.02; 44.50) 0.70 (0.01; 45.33)

13.30)
44.50)
44.50)

44.50)
44.50)

44.50)
44.50)

Zilebesiran 800 mg

(A) network plot for hyperkalemia (B) network forest plot for risk ratio of hyperkalemia (C) league table



iPIacebo

10.29 (0.00; 1767.24)
10.29 (0.00; 1767.24)
10.35(0.04; 3.26)
10.29 (0.00; 1767.24)
10.29 (0.00; 1767.24)
10.33(0.04; 2.68)
10.29 (0.00; 1767.24)
10.29 (0.00; 1767.24)
10.25(0.03; 2.21)
10.29 (0.00; 1767.24)

(A)

Zilebesiran 150 mg (Q6M)

Zilebesiran 600 mg (Q6m)

Zilebesiran 10 mg

(B)

Treatment

Zilebesiran 25 mg

Zilebesiran 600 mg (Q6m)

Zilebesiran 200 mg
Zilebesiran 100 mg
Zilebesiran 800 mg

Zilebesiran 50 mg
Zilebesiran 10 mg
Zilebesiran 25 mg

Zilebesiran 400 mg
Zilebesiran 300 mg

Placebo

Zilebesiran 100 mg

hypotension

Zilebesiran 150 mg (Q6M)
Placebo

©

0.29 (0.00; 1767.24)
Zilebesiran 10 mg

1.00 (0.00; 6064.88)
1.21 (0.00; 9959.90)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)
1.15 (0.00; 9130.60)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)
0.89 (0.00; 7149.63)
1.00 (0.00; 6064.88)

0.29 (0.00; 1767.24)
1.00 (0.00; 6064.88)
Zilebesiran 100 mg

1.21 (0.00; 9959.90)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)
1.15 (0.00; 9130.60)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)
0.89 (0.00; 7149.63)
1.00 (0.00; 6064.88)

0.001

0.35(0.04; 3.26)

Zilebesiran 150 mg (Q6M) .

0.82 (0.00; 6765.42)
0.82 (0.00; 6765.42)
0.95(0.24; 3.69)

0.82 (0.00; 6765.42)
0.82 (0.00; 6765.42)
0.73(0.17; 3.16)

0.82 (0.00; 6765.42)

0T 1 10

0.29 (0.00; 1767.24)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)

Zilebesiran 200 mg

1.00 (0.00; 6064.88)
1.15 (0.00; 9130.60)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)
0.89 (0.00; 7149.63)
1.00 (0.00; 6064.88)

|
1000

0.29 (0.00; 1767.24)

1.00 (0.00; 6064.88) .

1.00 (0.00; 6064.88)

1.00 (0.00; 6064.88) .

Zilebesiran 25 mg

1.15 (0.00; 9130.60)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)
0.89 (0.00; 7149.63)
1.00 (0.00; 6064.88)

Zilebesiran 300 mg

Zilebesiran 200 mg

Zilebesiran 800 mg

Zilebesiran 400 mg

Zilebesiran 50 mg

RR 95%-Cl pval SUCRA
3.95 [0.45; 34.50] 0.2145 047
3.50 [0.00; 21648.68] 0.7785 0.47
3.50 [0.00; 21648.68] 0.7785 0.48
3.50 [0.00; 21648.68] 0.7785 0.48
3.50 [0.00; 21648.68] 0.7785 0.48
3.50 [0.00; 21648.68] 0.7785 0.49
3.50 [0.00; 21648.68] 0.7785 0.49
3.50 [0.00; 21648.68] 0.7785 0.50
3.04 [0.37; 24.80] 0.2990 0.50
2.88 [0.31; 27.12] 0.3541 0.51
1.00 0.63

0.33(0.04; 2.68) 0.29(0.00; 1767.24)
1.00 (0.00; 6064.88)
. 1.00 (0.00; 6064.88)
0.95(0.24; 3.69)
1.00 (0.00; 6064.88)
- 1.00 (0.00; 6064.88)
Zilebesiran 300 mg .
0.87 (0.00; 6890.73) Zilebesiran 400 mg

0.87 (0.00; 6890.73) 1.00 (0.00; 6064.88)
0.77(0.22; 2.65) 0.89 (0.00; 7149.63)
0.87 (0.00; 6890.73) 1.00 (0.00; 6064.88)

0.29 (0.00; 1767.24)

0.25(0.03; 2.21)

1.00 (0.00; 6064.88) .

1.00 (0.00; 6064.88)

0.73(0.17; 3.16)

1.00 (0.00; 6064.88) .

1.00 (0.00; 6064.88)

0.77(0.22; 2.65)

1.00 (0.00; 6064.88) .

Zilebesiran 50 mg
0.89 (0.00; 7149.63)
1.00 (0.00; 6064.88)

Zilebesiran 600 mg (Q6m) .

1.13 (0.00; 9094.16)

0.29 (0.00; 1767.24)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)

1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)

1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)

Zilebesiran 800 mg

Online Resource 10: (A) network plot for hypotension (B) network forest plot for risk ratio of hypotension (C) league table
for hypotension.



(A)

Zilebesiran 100 mg

Zilebesiran 800 mg

Zilebesiran 200 mg

Zilebesiran 50 mg

IONIS 80 mg MONOTHERAPY

Zilebesiran 10 mg

Zilebesiran 25 mg

Zilebesiran 400 mg

Zilebesiran 300 mg

(B)

Treatment

Zilebesiran 50 mg

IONIS 80 mg ADD ON THERAPY

Placebo

Zilebesiran 600 mg (Q6m)

Zilebesiran 150 mg (Q6M)

(Injection Site Reaction)

RR 95%-ClI

70.00 [0.13; 38204.64] 0.1864

Zilebesiran 200 mg

Zilebesiran 300 mg

Zilebesiran 25 mg

Zilebesiran 600 mg (Q6m)
Zilebesiran 150 mg (Q6M)
IONIS 80 mg MONOTHERAPY
IONIS 80 mg ADD ON THERAPY
Zilebesiran 800 mg

Zilebesiran 400 mg

Zilebesiran 100 mg

Zilebesiran 10 mg

Placebo

©

'IONIS 80 mg ADD ON THERAPY .
IONIS 80 mg MONOTHERAPY 9,41 (0.02; 5100.69) . .

0.47 (0.00; 3867.38)
4.44(0.01; 2803.29)
1.27(0.00; 65596.42)
11.27 (0.00; 65596.42)
10.15(0.00; 1259.41)
0.06(0.00; 522.55)
10.13(0.00; 1161.85)
0.07(0.00; 567.05)
1.27(0.00; 65596.42)
0.06(0.00; 522.55)
0.11(0.00; 904.05)
11.27(0.00; 65596.42)

9.41(0.02; 5100.69)
2,69 (0.00;127025.31)
2.69(0.00;127025.31)
0.33 (0.00; 2394.09)
0.13(0.00; 993.43)
0.27(0.00; 2211.62)
0.15 (0.00; 1077.25)
2,69 (0.00;127025.31)
0.13 (0.00; 993.43)
0.24(0.00; 1718.19)
2,69 (0.00;127025.31)

Placebo

0.29 (0.00; 1767.24) Zilebesiran 10 mg

70.00 [0.13; 38204.64] 0.1864

60.81 [0.12; 30494.02] 0.1954

35.00 [0.06; 22206.74] 0.2802

39.47 [0.07; 20794.97] 0.2503

28.85 [0.05; 15590.25] 0.2950

9.41 [0.02; 5100.69] 0.4852
4.44 [0.01; 2803.29] 0.6502

3.50 [0.00; 21648.68] 0.7785

3.50 [0.00; 21648.68] 0.7785

3.50 [0.00; 21648.68] 0.7785

4.44(0.01; 2803.29) .

- 3.50 [0.00; 21648.68] 0.7785
1.00 .
[ T T 1
0.001 0.1 1 10 1000
0.29(0.00; 1767.24) 0.29 (0.00; 1767.24) 003 (0.00; 18.74) 6.01(0.00; 7.80) 003 (0.00; 18.13) 6.02(0.00; 8.25) 025 (0.00; 1767.24) 001 (0.00;
100 (0.00; 6064.88) . 0.05(0.00; 2655  0.10(0.00; 61.78) . 1,00 (0.00; 6064.88) 0.05 (0.00;
0.29(0.00; 1767.24) 1.00 (0.00; 6064.88) Zilebesiran 100 mg 0.05(0.00; 26.55)  0.10(0.00; 61.78) 1.00(0.00; 6064.88) 0.05 (0.00;

0.03(0.00; 18.74) 0.12(0.00; 5722.29) 0.12 (0.00; 5722.29) Zilebesiran 150 mg (Q6M) .
0.01(0.00; 7.80) 0.05(0.00; 26.55) 0.05(0.00; 26.55) 0.41(0.00; 3038.87)
0.03(0.00; 18.13) 0.10(0.00; 61.78) 0.10(0.00; 61.78) 0.82(0.00; 6765.42)
0.02(0.00; 8.25) 0.06(0.00; 2598.54) 0.06 (0.00; 2598.54) 0.47(0.14; 1.63)

0.29(0.00; 1767.24) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) 8.24 (0.00;388695.73)
0.01(0.00; 7.80) 0.05(0.00; 26.55) 0.05(0.00; 26.55) 0.41(0.00; 3038.87)
0.03(0.00; 13.35) 0.09(0.00; 4119.65) 0.09 (0.00; 4119.65) 0.73(0.17; 3.16)

0.29(0.00; 1767.24) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) 8.24 (0.00;388695.73)

Zilebesiran 200 mg
2.00(0.22; 17.89)
1.15(0.00; 8052.36)

20.00 (0.04; 10621.96) 10.00 (0.02; 6178.04) 17.37 (0.00;784432.52)

1.00(0.18; 5.46)

1.77(0.00; 12843.03) 0.89 (0.00; 7149.63) 1.54(0.51; 4.62)

0.47(0.14; 1.63) i
] 2000 (0.04;10621.96) 1.00 (0.18;
10,00 (0.02; 6178.04) 0.50 (0.06;

2.00(0.22; 17.89)
Zilebesiran 25 mg

0.58 (0.00; 4484.56)  Zilebesiran 300 mg )
Zilebesiran 400 mg  0.05 (0.00;
0.05(0.00; 26.55) Zilebesiran

0.50(0.06; 4.47)  0.87(0.00; 6076.99)

pval SUCRA

0.30
0.31
0.35
0.40
0.41
0.42
0.53
0.58
0.61
0.61
0.61
0.61
0.76

7.80)
26.55)
26.55)

5.46)
4.47)

26.55)
50mg

0.03(0.00; 13.35)
0.73(0.17; 3.16)

1.54(0.51; 4.62)

0.29 (0.00; 1767.24)
1,00 (0.00; 6064.88)
100 (0.00; 6064.88)

20.00 (0.04;10621.96)
10.00 (0.02; 6178.04)

1.00 (0.00; 6064.88)
20.00 (0.04;10621.96)

0.09(0.00; 4119.65) 1.7 (0.00; 12843.03)  Zilehesiran 600 mg (Q6m) .

20.00 (0.04; 10621.96) 10.00 (0.02; 6178.04) 17.37(0.00;784432.52) 1.0 (0.00; 6064.88) 20.00 (0.04; 10621.96) 11.28 (0.00;524009.66) Zilebesiran 800 mg

Online Resource 11: (A) network plot for injection site reaction (B) network forest plot for risk ratio of injection site
reaction (C) league table for injection site reaction.



(A)
IONIS 80 mg ADD ON THERAPY‘

Zilebesiran 400 m‘

Zilebesiran 10 m%

Zilebesiran 25 m?

Zilebesiran 200 mg

‘Iacebo

‘ONIS 80 mg MONOTHERAPY

Qilebesiran 50 mg

Qilebesiran 100 mg

Qilebesiran 800 mg

(B)
Treatment (serious adverse events) RR 95%-Cl pval
Zilebesiran 200 mg — 3.50 [0.25; 49.94] 0.3556
Placebo 1.00

IONIS 80 mg ADD ON THERAPY

= 0.44 [0.00; 2737.06] 0.8555

Zilebesiran 400 mg

= 0.35 [0.00; 222.07] 0.7498

Zilebesiran 10 mg

= 0.35 [0.00; 222.07] 0.7498

Zilebesiran 100 mg

= 0.35 [0.00; 222.07] 0.7498

Zilebesiran 25 mg

= 0.35 [0.00; 222.07] 0.7498

Zilebesiran 50 mg

- 0.35 [0.00; 222.07] 0.7498

Zilebesiran 800 mg
IONIS 80 mg MONOTHERAPY

0.35 [0.00; 222.07] 0.7498

0.05 [0.00; 29.65] 0.3527

0.001
©

IONIS 80 mg ADD ON THERAPY . 0.44 (0.00; 2737.06)
9.4 (0.00;485881.66) IONIS 80 mg MONOTHERAPY 0.05 (0.00; 29.65)
0.44 (0.00; 2737.06) 0.05 (0.00; 29.65) Placebo 2.86 (0.00; 1812.80)
11.27(0.00; 65596.42) 0.13 (0.00; 1229.35) 2.86(0.00; 1812.80) Zilebesiran 10 mg
1.27(0.00; 65596.42) 0.13 (0.00; 1229.35) 2.86 (0.00; 1812.80)  1.00 (0.00; 6064.88)
0.13 (0.00; 1161.85) 0.01(0.00; 14.34) 0.29(0.02; 4.08)  0.10(0.00; 61.78)
11.27(0.00; 65596.42) 0.13 (0.00; 1229.35) 2.86 (0.00; 1812.80)  1.00 (0.00; 6064.88)
1.27 (0.00; 65596.42) 0.13 (0.00; 1229.35) 2.86 (0.00; 1812.80)  1.00 (0.00; 6064.88)
11.27(0.00; 65596.42) 0.13 (0.00; 1229.35) 2.86 (0.00; 1812.80)  1.00 (0.00; 6064.88)
11.27(0.00; 65596.42) 0.13 (0.00; 1229.35) 2.86 (0.00; 1812.80)  1.00 (0.00; 6064.88)

| | |
0.1 1 10 1000

2.86(0.00; 1812.80) 0.29(0.02; 4.08)  2.86(0.00;1812.80) 2.86 (0.00; 1812.80)
1.00 (0.00; 6064.88) 0.10(0.00; 61.78) 1.0 (0.00; 6064.88)  1.00 (0.00; 6064.88)
Zilebesiran 100mg  0.10 (0.00; 61.78) 1.0 (0.00; 6064.88) 1.0 (0.00; 6064.88)
0.10(0.00; 61.78) Zilebesiran200mg  10.00 (0.02; 6178.04) 10.00 (0.02; 6178.04)
1.00 (0.00; 6064.88) 10.00 (0.02; 6178.04) Zilebesiran25mg 1.0 (0.00; 6064.88)
1.00 (0.00; 6064.88) 10.00 (0.02; 6178.04) 1.00 (0.00; 6064.88) Zilebesiran 400 mg

1.00 (0.00; 6064.88) 10.00 (0.02; 6178.04) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88) 10.00 (0.02; 6178.04) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)

SUCRA

0.22
0.40
0.50
0.52
0.53
0.53
0.53
0.53
0.53
0.71

2.86 (0.00; 1812.80) 2.86 (0.00; 1812.80)
1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)
10.00 (0.02; 6178.04) 10.00 (0.02; 6178.04)
1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)
Zilebesiran 50 mg  1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88) Zilebesiran 800 mg

Online Resource 12: (A) network plot for serious adverse effects (B) network forest plot for risk ratio of serious adverse
effects (C) league table for serious adverse effects.
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A

Zilebesiran 150 mg (Q6M)

Zilebesiran 600 mg (Q6m)

(B)

Treatment

Zilebesiran
Zilebesiran

Zilebesiran 25 mg
Zilebesiran 400 mg

Zilebesiran 10 mg

Zilebesiran 25 mg

Placebo

Zilebesiran 100 mg

hepatic adverse events

800 mg

100 mg

Zilebesiran 10 mg =
Zilebesiran 200 mg -
Zilebesiran 300 mg —1—
Zilebesiran 50 mg =
Zilebesiran 150 mg (Q6M) ——
Zilebesiran 600 mg (Q6m) ——
Placebo
I T T 1
0.001 0.1 1 10 1000
©

Placebo 0.29 (0.00; 1767.24)
0.29 (0.00; 1767.24) Zilebesiran 10 mg
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88)
0.52(0.05; 5.62) 1.82(0.00;15478.93)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88)
0.33(0.04; 2.68) 1.15(0.00; 9130.60)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88)
1.01(0.06; 15.91) 3.55 (0.00;33518.65)
0.03 (0.00; 18.13) 0.10(0.00; 61.78)

0.29 (0.00; 1767.24) 0.52 (0.05; 5.62)
1.00 (0.00; 6064.88) .
Zilebesiran 100 mg

1.82 (0.00;15478.93) Zilebesiran 150 mg (Q6M) .

1.00 (0.00; 6064.88) 0.55 (0.00; 4673.03)
1.00 (0.00; 6064.88) 0.55 (0.00; 4673.03)
1.15 (0.00; 9130.60) 0.63 (0.13; 3.06)
1.00 (0.00; 6064.88) 0.55 (0.00; 4673.03)
1.00 (0.00; 6064.88) 0.55 (0.00; 4673.03)
3.55 (0.00;33518.65) 1.95 (0.18; 21.05)
0.10 (0.00; 61.78) 0.05(0.00; 53.31)

0.29 (0.00; 1767.24) 0.29 (0.00; 1767.24)

1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) .

1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)

1.00 (0.00; 6064.88) Zilebesiran 25 mg

1.15 (0.00; 9130.60) 1.15 (0.00; 9130.60)
1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88)

Zilebesiran 200 mg  1.00 (0.00; 6064.88) .

Zilebesiran 300 mg

Zilebesiran 200 mg

Zilebesiran 800 mg

Zilebesiran 400 mg

Zilebesiran 50 mg

RR

35.00
3.50
3.50
3.50
3.50
3.50
3.04
3.50
1.92
0.99
1.00

[0.37;

[0.06;

0.33(0.04; 2.68) 0.29 (0.00; 1767.24)
1.00 (0.00; 6064.88)
: 1.00 (0.00; 6064.88)
0.63 (0.13; 3.06)
1.00 (0.00; 6064.88)
. 1.00 (0.00; 6064.88)
Zilebesiran 300 mg .
0.87 (0.00; 6890.73) Zilebesiran 400 mg

0.87 (0.00; 6890.73) 1.00 (0.00; 6064.88)

95%—Cl

[0.06; 22206.74] 0.2802
[0.00; 21648.68] 0.7785
[0.00; 21648.68] 0.7785
[0.00; 21648.68] 0.7785
[0.00; 21648.68] 0.7785
[0.00; 21648.68] 0.7785
24.80] 0.2990
[0.00; 21648.68] 0.7785

[0.18; 20.77] 0.5901
15.49] 0.9925

0.29 (0.00; 1767.24)
1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)

1.00 (0.00; 6064.88)
1.00 (0.00; 6064.88)

1.00 (0.00; 6064.88)
Zilebesiran 50 mg

3.55 (0.00;33518.65) 3.55 (0.00;33518.65) 3.08 (0.38; 25.13) 3.55(0.00;33518.65) 3.55 (0.00;33518.65)

0.10 (0.00; 61.78) 0.10(0.00; 61.78)

0.09 (0.00; 76.88) 0.10(0.00; 61.78)

0.10 (0.00; 61.78)

pval SUCRA

0.21
0.47
0.49
0.49
0.49
0.50
0.50
0.50
0.56
0.64
0.64

1.01(0.06; 15.91) 0.03 (0.00;
0.10 (0.00;
) 0.10 (0.00;
1.95(0.18; 21.05) i
0.10 (0.00;
; 0.10 (0.00;
3.08 (0.38; 25.13) ]

0.10 (0.00;
! 0.10 (0.00;
Zilebesiran 600 mg (Q6m) .
0.03 (0.00; 31.41)

Online Resource 13: (A) network plot for hepatic adverse effects (B) network forest plot for risk ratio of hepatic
adverse effects (C) league table for hepatic adverse effects.

18.13)
61.78)
61.78)

61.78)
61.78)

61.78)
61.78)

Zilebesiran 800 mg



A

Zilebesiran 200 mg

Zilebesiran 800 mg

Zilebesiran 50 mg

Zilebesiran 100 mg

(B)

Treatment

Placebo

IONIS 80 mg MONOTHERAPY
Zilebesiran 50 mg

Zilebesiran 200 mg

Zilebesiran 100 mg

Zilebesiran 10 mg

Zilebesiran 800 mg

Zilebesiran 25 mg

Zilebesiran 400 mg

©

IONIS 80 mg MONOTHERAPY 1.41(0.17; 11.54)

1.41(0.17; 11.54)
2.62 (0.23; 30.46)
2.62 (0.23; 30.46)
2.62 (0.23; 30.46)
5.24(0.31; 87.71)
52.44 (0.08;35577.42)
2.62 (0.23; 30.46)

5.24(0.31; 87.71)

1.86 (0.52; 6.58)
Zilebesiran 10 mg

1.00 (0.18; 5.46)
1.00 (0.18; 5.46)
2.00(0.22; 17.89)

Placebo

1.86 (0.52; 6.58)
1.86 (0.52; 6.58)
1.86 (0.52; 6.58)
3.71(0.57; 24.25)
37.14 (0.08;17795.49)
1.86 (0.52; 6.58)
3.71(0.57; 24.25)

1.00 (0.18; 5.46)
2.00(0.22; 17.89)

Zilebesiran 10 mg

Zilebesiran 25 mg

(headache)

0.001

1.86(0.52; 6.58)
1.00 (0.18; 5.46)
Zilebesiran 100 mg
1.00 (0.18; 5.46)
2.00(0.22; 17.89)

1.00 (0.18; 5.46)
2.00(0.22; 17.89)

0.1 1

| |
10 1000

1.86 (0.52; 6.58)
1.00 (0.18; 5.46)
1.00 (0.18; 5.46)
Zilebesiran 200 mg
2.00(0.22; 17.89)

20.00 (0.04;10621.96) 20.00 (0.04;10621.96) 20.00 (0.04;10621.96)

1.00 (0.18; 5.46)
2.00(0.22; 17.89)

Zilebesiran 400 mg

@
.IONIS 80 mg MONOTHERAPY
.Placebo
RR  95%-Cl pval SUCRA
1.00 . 0.20
1.41 [0.17; 11.54] 0.7477 0.22
0.54 [0.15; 1.91] 0.3373 0.47
0.54 [0.15; 1.91] 0.3373 0.47
0.54 [0.15; 1.91] 0.3373 0.48
0.54 [0.15; 1.91] 0.3373 0.48
0.27 [0.04; 1.76] 0.1704 0.68
0.27 [0.04; 1.76] 0.1704 0.68
0.03 [0.00; 12.90] 0.2510 0.82
;3.71 (0.57; 24.25) '37.14(0.08;17795.49) .1.86(0.52; 6.58) ‘3.71 (0.57; 24.25)
2.00(0.22; 17.89) 20.00(0.04;10621.96) 1.00(0.18; 5.46) 2.00(0.22; 17.89)
2.00(0.22; 17.89) 20.00(0.04;10621.96) 1.00(0.18; 5.46) 2.00(0.22; 17.89)
2.00(0.22; 17.89) 20.00(0.04;10621.96) 1.00(0.18; 5.46) 2.00(0.22; 17.89)
Zilebesiran 25 mg 10.00 (0.02; 6178.04) 0.50(0.06; 4.47) 1.00(0.07; 13.37)
10.00 (0.02; 6178.04) Zilebesiran 400 mg 0.05 (0.00; 26.55) 0.10(0.00; 61.78)
0.50 (0.06; 4.47) 0.05 (0.00; 26.55) Zilebesiran 50 mg  2.00 (0.22; 17.89)

1.00(0.07; 13.37) 0.10(0.00; 61.78)

2.00(0.22; 17.89) Zilebesiran 800 mg

Online Resource 14: (A) network plot for headache (B) network forest plot for risk ratio of headache (C) league table



(A)

Placebo

. Zilebesiran 300 mg
o
Zilebesiran 150 mg (QGM).
.leebesiran 200 mg
Zilebesiran 600 mg (Qem).
.Zilebesiran 800 mg
.Zilebes-ran 400 mg
.znebesu-an 50 mg

B)

Treatment (Death) RR 95%-Cl pval SUCRA

Zilebesiran 300 mg - 5.07 [0.01; 3352.25] 0.6243 0.45

Zilebesiran 100 mg e 3.50 [0.00; 21648.68] 0.7785 0.46

Zilebesiran 50 mg E 3.50 [0.00; 21648.68] 0.7785 0.46

Zilebesiran 25 mg L 3.50 [0.00; 21648.68] 0.7785 0.47

Zilebesiran 10 mg ] 3.50 [0.00; 21648.68] 0.7785 0.48

Zilebesiran 200 mg o 3.50 [0.00; 21648.68] 0.7785 0.48

Zilebesiran 800 mg B 3.50 [0.00; 21648.68] 0.7785 0.48

Zilebesiran 400 mg = 3.50 [0.00; 21648.68] 0.7785 0.48

Zilebesiran 600 mg (Q6m) L) 0.99 [0.00; 6286.58] 0.9976 0.58

Placebo 1.00 . 058

Zilebesiran 150 mg (Q6M) + 0.96 [0.00; 6125.84] 0.9930 0.59

I Y |
0.001 01 1 10 1000

©
Placebo 0.29(0.00; 1767.24) 029 (0.00; 1767.24)  1.04(0.00;6625.71)  0.29(0.00; 1767.24) 0.29(0.00; 1767.24) 0.20(0.00; 130.54) 0.29 (0.00; 1767.24) 0.29 (0.00; 1767.24) 1.01(0.00;6455.34)  0.29 (0.00; 1767.24)
0.29(0.00; 1767.24) Zilebesiran 10mg .00 (0.00; 6064.88) . 1.00 (0.00; 6064.88) 1.00(0.00; 6064.88) . 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) . 1.00 (0.00; 6064.88)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88) Zilebesiran 100mg . 1.00 (0.00; 6064.88)  1.00 (0.00; 6064.88) . 1.00(0.00; 6064.88) 1.00 (0.00; 6064.88) . 1.00 (0.00; 6064.88)
1.04 (0.00; 6625.71) 3.64 (0.00;855033.09) 3.64 (0.00;855033.09) Zilebesiran 150 mg (Q6M) . : 0.19 (0.00; 125.54) ; 0.97 (0.00; 6207.76)
10.29(0.00; 1767.24) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) 0.27 (0.00; 64532.75)  Zilebesiran 200mg 1.0 (0.00; 6064.88) . 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) . 1.00 (0.00; 6064.88)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) 0.27 (0.00; 64532.75)  1.00(0.00; 6064.88) Zilebesiran25mg . 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) . 1.00 (0.00; 6064.88)
0.20(0.00; 130.54) 0.69 (0.00;36704.32) 0.69 (0.00;36704.32) 0.19(0.00; 12554)  0.69 (0.00; 36704.32) 0.69 (0.00; 36704.32) Zilebesiran 300 mg ; 5.14(0.01; 3397.12)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) 0.27 (0.00; 64532.75)  1.00(0.00; 6064.88) 1.00 (0.00; 6064.88) 145 (0.00; 76944.96) Zilebesiran 400mg 1.0 (0.00; 6064.88) . 1.00 (0.00; 6064.88)
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) 0.27 (0.00; 64532.75)  1.00(0.00; 6064.88) 1.00 (0.00; 6064.88) 145 (0.00; 76944.96) 1.00 (0.00; 6064.88) Zilebesiran 50mg . 1.00(0.00; 6064.88)

11.01(0.00; 6455.34) 3.55 (0.00;833065.51) 3.55 (0.00;833065.51) 0.97 (0.00; 6207.76) 3.5 (0.00;833065.51) 3.5 (0.00;833065.51)5.14 (0.01; 3397.12) 3.55 (0.00;833065.513.55 (0.00;833065.51 Zilebesiran 600 mg (Q6m) .
0.29 (0.00; 1767.24) 1.00 (0.00; 6064.88) 1.00(0.00; 6064.88) 0.27 (0.00; 64532.75)  1.00(0.00; 6064.88) 1.00 (0.00; 6064.88) 1.45 (0.00; 76944.96) 1.00 (0.00; 6064.88) 1.00 (0.00; 6064.88) 0.28 (0.00; 66227.51)  Zilebesiran 800 mg

Online Resource 15: (A) network plot for death (B) network forest plot for risk ratio of death (C) league table for death.



Power Analysis for Summary Effect Size
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Online Resource 16: Formal power calculations for primary outcomes ( ambulatory SBP, ambulatory DBP, office SBP,
and office DBP).
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