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Supplementary Figure 1. Risk of Bias of included studies.
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APOCII-ASO Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
1.7.1 Volanesorsen
Digenio 2016 -729 13 9 -135 40.8 4 1.0% -59.40[-100.28,-1852] 4——————
Gaudet 2015 a -70 421 11 6.3 44 16 1.5% -76.30[109.22,-4338 +——
Gaudet 2015 b -63.9 319 10 -B5 32.2 8 1.8% -57.40[-87.21,-27.59)
Gouni-Berthold 2021 -71.5 456365 75 -121 38.638 38 6.3% -59.40[-75.45, -43.35) e
Oral 2022 -60.7 46.1 11 57 496 18  1.3% -66.40[102.00,-3080) ———
Witztum 2019 -58.3 84.8881 33 152 721972 33 1.1% -7350[111.52,-3548] ————
Subtotal (95% Cl) 149 117  13.0% -62.97 [-74.15,-51.80] -
Heterogeneity: Tau®= 0.00; Chi*=1.31, df=5(P=0.93), F= 0%
Test for overall effect: Z=11.05 (P < 0.00001)
1.7.2 Olezarsen
Bergmark 50mg 2024 -60.3 258703 58 -141 258703 39 145% -46.20[56.70,-35.70] I
Bergmark 80mg 2024 -63.8 26.0251 57 -14.1 26.0251 39 14.2% -49.70[-60.30,-39.10] —
Jean-claude Cardif 2022 -61  8.0672 20 -3 8.0672 20 583% -58.00[-63.00,-53.00] =
Subtotal (95% Cl) 135 98 87.0% -52.47[-60.27,-44.67] R
Heterogeneity: Tau®= 28.67, Chi*= 5.04, df= 2 (P = 0.08); F=60%
Test for overall effect: Z=13.18 (P < 0.00001)
Total (95% CI) 284 215 100.0% -55.76 [-59.82,-51.71] *
Heterogeneity: Tau®= 0.82; Chi*=8.12, df=8 (P=042); F= 2% I t t {
Test for overall effect: Z= 26.98 (P < 0.00001) 100Fav0ur35/?POCIII-ASOU Favours Plasc[:labo 100
Test for subaroup differences:phi‘: 2.28.df=1({P=013)F= .56.2% . . .
Supplementary Figure 2. Changes in very low-density lipoprotein-cholesterol levels.
press

N



ASOAPOCIHI Placebo Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% CI IV, Random, 95% CI
1.2.1 Volanesorsen

Digenio 2016 -87.5 5.4 g -73 14 4  6.8% -80.20[94.37,-66.03] e

Gaudet 2015 a -79.9 29.5 1" 42 30 16 3.0% -84.10[-106.90,-61.30]

Gaudet 2015 h -7 16.8 10 -2.2 17.3 8 56% -69.50[-85.38,-53.62) I

Gouni-Berthold 2021 -76.1 13.5804 75 0 13.5804 38 20.8% -76.10([-81.40,-70.80] -

Oral 2022 -69.8 30 21 -03 27.2 18 4.6% -69.50[-87.46,-51.54] I

Witztum 2019 -84.2 225616 33 6.1 231257 33 9.8% -90.30[-101.32,-79.28] —_

Subtotal (95% CI) 159 117  50.7% -78.59[-84.87,-72.31] L 2

Heterogeneity: Tau®= 20.08; Chi*=7.60, df=5 (P =0.18), F= 34%
Test for overall effect: Z= 24.53 (P < 0.00001)

1.2.2 Olezarsen

Bergmark 50mg 2024 -66.6 39.9336 58 -2.4 8.2889 39 10.4% -64.20[-74.80,-53.60] -
Bergmark 80mg 2024 -75.6 40.3263 57 -2.4 7.0483 39 10.2% -73.20(-83.90,-62.50] -
Erik .G Stroes 50mg 2024 -57.9 29.2183 21 757 296 23 49% -65.47[-82.86,-48.09) -
Erik 5.G Stroes 80mg 2024 -66.1 29.9972 22 757 296 23 48% -73.67[-91.09,-56.25) —
Jean-claude Cardif 2022 -74 9.798 21 0 9.798 20 19.0% -74.00[-80.00,-68.00] -
Subtotal (95% CI) 179 144 49.3% -71.63[-76.01,-67.24] ¢

Heterogeneity: Tau®*= 0.00; Chi*=3.10,df=4 (P=0.54), F=0%
Test for overall effect: Z=32.02 (P < 0.00001)

Total (95% Cl) 338 261 100.0% -74.78[-78.94,-70.61] ¢

. 2 - Chif= - = F= + t t t
Heterogeneity: Tau T14,39, Chi*=14.89, df=10{(P=0.14); F=33% 100 20 ) 50 100
Test for overall effect: Z= 35.17 (P < 0.00001) Favours APOCIIIASO Favours Placebo

Test for subaroup differences: Chi*= 317, df=1 (P =0.07), F=68.5%

Supplementary Figure 3. Changes in APOC3 levels.

APOCII-ASO Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight , Random, 95% CI IV, Random, 95% CI
1.6.1 Volanesorsen
Digenio 2016 425 32.2 g -72 16.5 4 49% 4970[23.17,76.23]
Gaudet2015a 46 24.2 11 0.7 25.2 16 8.8% 4530[26.41,64.19] —_—
Gaudet 2015 b 49.4 259 10 59 26.3 8  57% 4350[19.21,67.79] —
Gouni-Berthold 2021 61.2 304243 75 44 292067 38 18.1% 56.80[45.24, 68.36] —
Oral 2022 39.2 381 21 5.8 18.8 18 9.1% 33.40[14.93,51.87] —
Witztum 2019 461 36.3806 33 6.8 37.2267 33 9.7% 39.30(21.54,57.06] —_—
Subtotal (95% Cl) 159 117 56.3% 46.49[38.64, 54.34] <

Heterogeneity: Tau®=12.41, Chi*=5.72, df=5 (P = 0.33), F=13%
Testfor overall effect: Z=11.60 (P < 0.00001)

1.6.2 Olezarsen

Bergmark 50mg 2024 451 31.7835 58 55 31.7835 39 157% 39.60[26.70,52.50] ——

Bergmark 80mg 2024 451 31.9175 57 55 319175 39 15.5% 39.60[26.60, 52.60] I
Jean-claude Cardif 2022 29 246745 21 -1 246745 20 12.5% 30.00[14.89, 45.11] -

Subtotal (95% Cl) 136 98 43.7% 37.02[29.19, 44.85] <&

Heterogeneity: Tau®= 0.00; Chi*=1.13, df= 2 {(P=0.57); F= 0%

Test for overall effect: Z= 9.27 (P <= 0.00001)

Total (95% CI) 295 215 100.0% 42.14[35.98, 48.30] L3
Heterogeneity: Tau®= 19.61; Chi*=10.32, df= 8 (P = 0.24); F= 23% 5_1 0 -E:ilJ B 530 1005
Testfor overall effect Z=13.41 (P <0.00001) Favours Placeho Favours ASOAPOCIII

Test for subaroun differences: Chi*= 2.80. df=1 (P =0.09). F= 64.3%

Supplementary Figure 4. Changes in high-density lipoprotein levels.
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APOCIII ASO Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.3.1 Volanesorsen
Digenio 2016 0 26.3 9 -55 7.2 4 126% 5.50[-13.07, 24.07) I R
Gaudet2015a 110.6 84.9 11 108 92 16 7.3% 99.80[32.35,167.259) EEE—
Gaudet 2015 h 18.5 39.2 10 53 40.2 8 107% 13.20[23.76,50.16) I B ——
Gouni-Berthold 2021 955 60.414 75 47 59.9348 38 121% 90.80[67.35,114.25) —
Oral 2022 59.9 96.6 21 5.5 338 18 9.8% 54.40[10.23, 98.57) e —
Witztum 2019 1356 98.143 33 5.7 102.3733 33 9.3% 129.90(81.51,178.29] —
Subtotal (95% CI) 159 117  61.8% 62.74[19.57, 105.90] =T E—
Heterogeneity: Tau®= 2469.36; Chi*= 49.40, df= 5 (P < 0.00001); F= 90%
Test for overall effect: Z= 2.85 (P = 0.004)
1.3.2 Olezarsen
Bergmark 50mg 2024 7.1 623725 58 17 10.7089 39 12.7% -9.90 [-26.30, 6.50] I
Bergmark 80mg 2024 9.3 621854 57 17 10.8689 39 12.7% -7.70 [-24.20, 8.80] — T
Jean-claude Cardif 2022 3 253154 18 -6 253154 19 12.7% 9.00 [-7.32, 25.32] T
Subtotal (95% Cl) 133 97 38.2% -2.83[-14.56, 8.90] ~gp
Heterogeneity: Tau®= 37.38; Chi*= 3.07, df=2 (P =0.22), F= 35%
Test for averall effect: Z=0.47 (P = 0.64)
Total (95% Cl) 292 214 100.0% 36.79 [9.75, 63.83] s
Heterogeneity: Tau®= 1426.52; Chi*= 88.57, df= 8 (P < 0.00001); F=91% ?_1 o0 _550 b 510 100:

Test for overall effect: Z= 2.67 (P = 0.008)
Test for subaroup differences: Chi*=8.25, df=1 (P = 0.004), F=87.9%

Favours APOCIIIASO Favours placebo

Supplementary Figure 5: Changes in low-density lipoprotein-cholesterol levels.

ASOAPOCII Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.13.1 volanesorsen
Gaudet 2015 a 3 13 0 16 8.3% 8.50[0.48,151.05] >
Gaudet 2015 h 1 12 0 8  7.4% 2.08[0.09, 45.45]
Gouni-Berthold 2021 9 75 0 38 87% 9.75[0.58,163.16] g
Witztum 2019 20 33 0 33 9.0% 41.00[2.58,650.94)] —_—
Subtotal (95% CI) 133 95 33.3% 9.93 [2.35, 41.90] —=a QR —
Total events 33 0
Heterogeneity: Tau®= 0.00; Chi*=2.28, df=3{(P=052), F=0%
Test for overall effect: Z=3.13 (P=0.002)
1.13.2 Olezarsen
Bergmark 50mg 2024 10 58 0 39 87% 14.24[0.86,23612) >
Bergmark 80mg 2024 3 57 0 39 8.0% 4.83[0.26, 90.92]
Erik 5.G Stroes 50mg 2024 3 21 2 23 20.3% 1.64 [0.30, 8.89] I B —
Erik 5.G Stroes 80mg 2024 3 22 2 23 20.3% 1.57[0.29,8.51) N
Jean-claude Cardif 2022 1 22 1 24 9.3% 1.09[0.07,16.41]
Subtotal (95% CI) 180 148 66.7% 2.22[0.85,5.82] el
Total events 20 ]
Heterogeneity: Tau®= 0.00; Chi*= 2.95, df=4 (P=057); F=0%
Testfor overall effect: Z=1.63 (P=0.10)
Total (95% CI) 313 243 100.0% 3.75[1.56, 9.00] -
Total events 53 ]
Heterogeneity: Tau®= 0.24; Chi*=9.24, df= 8 (P = 0.32); F=13% 50 0 051 150 1005
Testfor overall effect: 2= 2.85 (P = 0.003) Favours ASOAPOCIII Favours [control]

Test for subaroup differences: Chi*= 2.87, df=1 {P=0.09), F=65.1%

Supplementary Figure 6. Local injection site reactions.
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Experimental Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.15.1 Volanesorsen
Gouni-Berthold 2021 10 75 2 38 28.3% 2.53[0.58,10.99] S L E—
Oral 2022 10 21 2 19 31.5% 4.52[1.13,18.08] I —
Witzturmn 2019 11 33 1 33 157% 11.00[1.50, 80.43) I
Subtotal (95% CI) 129 90 75.5% 4.36 [1.78, 10.72] ‘
Total events Kjl| 5
Heterogeneity: Tau?= 0.00; Chi*=1.39, df= 2 (P = 0.50); F= 0%
Test for overall effect: Z=3.21 (P = 0.001)
1.15.2 Olezarsen
Bergmark 50mg 2024 0 58 1 39 6.3% 0.23[0.01,5.41] ¢
Bergmark 80mg 2024 2 57 139 11.2% 1.37 [0.13,14.57)
Erik S.G Stroes 50mg 2024 0 21 0 23 Mot estimable
Erik 5.G Stroes 80mg 2024 0 22 0 23 Mot estimable
Jean-claude Cardif 2022 2 22 0 24 T1% 5.43[0.28,107.33] >
Subtotal (95% CI) 180 148  24.5% 1.29 [0.25, 6.53] e gRe.—
Total events 4 2
Heterogeneity: Tau®= 0.06; Chi*= 2.05, df=2 (P=0.36); = 3%
Testfor averall effect: Z=0.30 (P = 0.76)
Total (95% CI) 309 238 100.0% 3.24[1.46,7.21] i
Total events 35 7
Heterogeneity: Tau®= 0.03; Chi*=5.13, df= 5 (P = 0.40); F= 3% lﬂ 0 051 110 100’
Testfor overall effect Z=2.89 (P = 0.004) Favours ASOAPOCIII  Favours [control]
Test for subaroup dlﬁerencgs: Chi*=1.66,df=1(P=020),F=399% .

Supplementary Figure 7. Thrombocytopenia.

ASOAPOCIHI Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.18.1 Volanesorsen
Gaudet 2015 a 4 13 0 16 225% 1093 [0.64,186.08] = >
Witztum 2019 B 33 2 33 77.5% 3.00[0.65,13.80) -l
Subtotal (95% CI) 46 49 100.0% 4.01[1.05, 15.37] e RT—
Total events 10 2
Heterogeneity: Tau®*= 0.00; Chi*=0.64, df=1(P=042);, F=0%
Test for overall effect: Z=2.03 (P=0.04)
Total (95% CI) 46 49 100.0% 4.01[1.05, 15.37] —~ell
Total events 10 2
Heterogeneity: Tau?= 0.00; Chi*= 0.64, df=1 (P=0.42); F=0% I t t {
Test for averall effect: Z=2.03 (P =0.04) .01 0.1 10 100
o ' o Favours ASOAPOCIII Favours [control]

Test for subgroup dlfferen.ces: Not apnlicahle

Supplementary Figure 8. Nausea.
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ASOAPOCHI Placebo Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.16.1 Volanesorsen

Gouni-Berthold 2021 0 75 3 38 203% 0.07 [0.00,1.38] ¢

Oral 2022 0 21 1 19 17.7% 0.30[0.01,7.02)

Witztum 2019 0 33 3 33 205% 0.14[0.01,2.66) 4

Subtotal (95% ClI) 129 90 58.5% 0.14 [0.03, 0.80] e Ra—

Total events 0 7

Heterogeneity: Tau®= 0.00; Chi*=042, df=2 {P=0.81); F=0%
Test for overall effect: Z=2.21 (P=0.03)

1.16.2 Olezarsen

Bergmark 50mg 2024 0 58 0 39 Mot estimahle

Bergmark 80mg 2024 0 57 0 39 Mot estimable

Erik 5.G Stroes 50mg 2024 0 21 3 23 207% 0.16[0.01,2.85) ¢

Erik 5.G Stroes 80mg 2024 0 22 3 23 207% 0.15[0.01,2.73] ¢

Subtotal (95% CI) 158 124  41.5% 0.15[0.02, 1.19] ——ea i RR——
Total events 0 B

Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P =0.98), F= 0%
Test for overall effect: Z=1.79 (P=0.07)

Total (95% Cl) 287 214 100.0% 0.15 [0.04, 0.55] —~aRIgRR-—
Total events 0 13

Heterogeneity: Tau®= 0.00; Chi*=0.42, df=4 (P=0.98), F=0% :U 01 011 110 100
Testfor overall effect Z=2.84 (P = 0.004) Favours ASOAPOCIII Favours [control]

Testfor subgroup differences: Chi*=0.00, df=1 {P = 0.96), F= 0%

Supplementary Figure 9. Acute pancreatitis.

Detailed search strategy

("isis 304801"[Supplementary Concept] OR "isis 304801"[All Fields] OR "volanesorsen"[All
Fields] OR "Olezarsen"[All Fields] OR ("isis 304801"[Supplementary Concept] OR "isis
304801"[All Fields] OR "isis 304801"[All Fields]) OR "ISISApoClIRx"[All Fields] OR "IONIS-
ApoCIIIRX"[All  Fields] OR "AKCEA-APOCIII-LRx"[All Fields] OR ("oligonucleotides
antisense"[Pharmacological Action] OR "oligonucleotides, antisense"[MeSH Terms] OR
("oligonucleotides"[All  Fields] ~AND  "antisense"[All ~ Fields]) OR  ‘"antisense
oligonucleotides"[All Fields] OR ("antisense"[All Fields] AND "oligonucleotide"[All Fields])
OR "antisense oligonucleotide"[All Fields])) AND ("hypertriglyceridaemia"[All Fields] OR
"hypertriglyceridemia"[MeSH Terms] OR  "hypertriglyceridemia"[All ~ Fields] ~OR
"hypertriglyceridaemias"[All Fields] OR "hypertriglyceridemias"[All Fields] OR “FCS” [All
fields] OR “familial chylomicronaemia syndrome”[All fields])
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