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Supplementary Table 1: Search strings

Search Strate

1 | exp aspirin/

2 | aspirin.af.

3 | exp Platelet Aggregation Inhibitors/

4 | acetylsalicylic acid.af.

5 [1or2o0r3o0r4

6 | exp "lipoprotein(a)"/

7 | "lipoprotein(a)".af.

8 | "lipoprotein(a)".af.

9 |"Ip(a)".af.

10|6or7or8or9

11 |(5and 10

1 | aspirin (All Fields)

2 | ALL=("lipoprotein(a)")

3 | ALL=("Ip(a)")

4 |#1 AND (#2 OR #3)
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Supplementary Figure 1: Method used to retrieve the Ml estimate in PHS study.

HR/RR
Omitted study with 95% CI p-value
Chasman 2009 (WHS) —jre— 1.07[0.89, 1.27] 0.475
Lacaze 2023 (ASPREE) e 1.04[0.88, 1.22] 0.680
Colantonio 2025 (MESA) . 0.83[0.54, 1.29] 0.417
Colantonio 2025 (ARIC) * 0.80[0.43, 1.52] 0.500

0.5 1

Supplementary Figure 2: Jackknife leave-one-out meta-analysis for the primary
outcome (Red line refers to the central estimate of the main analysis; Black line is the
null effect line).



HR

Outcomes with 95% ClI No. Studies

MACE

Genetic predisposition —— 0.39[0.19, 0.79] 2

Lp(a) levels - 1.04[0.88, 1.22] 3
Threshold Lp(a) at 50 mg/dL - 1.09[0.91, 1.30] 2
Threshold Lp(a) over 50 mg/dL — 0.75[0.48, 1.18] 1

CV Mortality

Lp(a) levels — 0.48[0.28, 0.83] 1
Threshold Lp(a) at 50 mg/dL — 0.48[0.28, 0.83] 1

Mi

Lp(a) levels —— 0.60[0.41, 0.88] 2
Threshold Lp(a) at 50 mg/dL & 0.39[0.08, 1.85]
Threshold Lp(a) over 50 mg/dL —_— 0.65[0.33, 1.28] 1

CAD

Genetic predisposition g 0.61[0.09, 4.19] 1

Lp(a) levels — 0.82[ 0.60, 1.13] 4
Threshold Lp(a) at 50 mg/dL —— 0.84[0.61, 1.16] 3
Threshold Lp(a) over 50 mg/dL “ 0.39[0.08, 1.85] 1

Bleeding

Genetic predisposition +* 1.74[0.48, 6.29]

Lp(a) levels —— 1.11[0.87, 1.42] 2
Threshold Lp(a) at 50 mg/dL —— 1.11[0.87, 1.42]

013025 05 1 2 4

Risk estimate for Aspirin in Primary Prevention

Supplementary Figure 3: Forest plot with the results of the analysis according to the
criteria for inclusion (i.e. according to the Lp(a) levels or genetic predisposition) and
Lp(a) thresholds used by studies.



HR

Outcomes / Study with 95% CI Thresholds
MACE
Chasman 2009 (WHS) —i— 0.75[0.48, 1.18] Threshold Lp(a) over 50 mg/dL
Colantonio 2025 (MESA) —M—1.25[0.80, 1.95] Threshold Lp(a) at 50 mg/dL
Colantonio 2025 (ARIC) E 1.06 [ 0.87, 1.29] Threshold Lp(a) at 50 mg/dL
Heterogeneity: 7° = 0.00, I = 0.00%, H* = 1.00 > 1.04[0.88, 1.22]
Pooled Effect Size - Testof 6 =0: z=0.41, p = 0.68
CV Mortality
Razavi 2024 (NHANES) — 0.48[0.28, 0.83] Threshold Lp(a) at 50 mg/dL
Heterogeneity: ° = 0.00, I = N/A, H* = N/A e 0.480.28, 0.83]
Pooled Effect Size - Test of 6 = 0: z = -2.65, p = 0.01
MI
Aryio 1998 (PHS) 0.39[0.08, 1.80] Threshold Lp(a) over 50 mg/dL
Razavi 2025 (CRIC) —i— 0.62[0.42, 0.91] Threshold Lp(a) at 50 mg/dL
Heterogeneity: 7° = 0.00, I = 0.00%, H* = 1.00 - 0.60 [ 0.41, 0.88]
Pooled Effect Size - Test of 6 = 0: z = -2.65, p = 0.01
CAD
Aryio 1998 (PHS) - 0.39[0.08, 1.80]) Threshold Lp(a) over 50 mg/dL
Razavi 2025 (CRIC) —— 0.62[0.42, 0.91] Threshold Lp(a) at 50 mg/dL
Colantonio 2025 (MESA) ——M—— 0.93[0.53, 1.63] Threshold Lp(a) at 50 mg/dL
Colantonio 2025 (ARIC) —- 1.01[0.77, 1.32] Threshold Lp(a) at 50 mg/dL
Heterogeneity: 7° = 0.04, I* = 43.96%, H* = 1.78 - 0.82[0.59, 1.12]
Pooled Effect Size - Testof 6 =0:z=-1.25, p=0.21
Bleeding
Bhatia 2024 (MESA) —fll— 1.21[0.86, 1.70] Threshold Lp(a) at 50 mg/dL
Razavi 2025 (CRIC) —— 1.01[0.71, 1.44] Threshold Lp(a) at 50 mg/dL
Heterogeneity: 7° = 0.00, I’ = 0.00%, H* = 1.00 - 1.11[087, 1.42]
Pooled Effect Size - Testof 6=0:z=0.84, p=0.40
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Supplementary Figure 4: Forest plot with the results of the analysis with the detailed
data using the Lp(a) levels as inclusion criterion.



HR

Outcomes with 95% CI Population
MACE

Lacaze 2023 (ASPREE) —.— 0.24[0.05, 1.09] rs3798220-C Carrier
Chasman 2009 (WHS) —]— 0.44[0.20, 0.95] rs3798220-C Carrier
Heterogeneity: 1° = 0.00, I* = 0.00%, H’ = 1.00 i 0.39[0.19, 0.77]

Testof 6 =0:z=-2.70, p = 0.01

CAD

Shiffman 2009 (ARIC) - 0.61[0.09, 4.20] rs3798220-C Carrier
Heterogeneity: 7 = 0.00, I = N/A, H = N/A . e (.61 [0.09, 4.20]

Test of = 0: z=-0.50, p = 0.62

Bleeding

Lacaze 2023 (ASPREE)

Heterogeneity: 7° = 0.00, I = N/A, H> = N/A .
Testof 6 =0:z=0.84, p=0.40

——W——174[048
——nll—— 1.74 [ 0.48

T

T T
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, 6.29]
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rs3798220-C Carrier

Supplementary Figure 5: Forest plot with the results of the analysis with the detailed
data using the genetic predisposition for increased Lp(a) as inclusion criterion.



Supplementary Table 1: Results of individual studies a pooled analysis, with the
weights of each study in the analyses.

Study Year Population MACE events

Lacaze etal.’® 2022 rs3798220-C Carrier: 406 rs3798220-C Carrier: 18
ASPREE (4.4%)

subgroup High LPA-GRS: 2556 High LPA-GRS: 105 (4.1%)

Ariyo et al.”®
PHS

Chasman et
al."”” WHS
subgroup

Razavi et al.”®
NHANES IlI

Colantonio et
al."® ARIC

Colantonio et
al."® MESA

Razavi et al.™

CRIC

1998

2009

2024

2025

2025

2025

95™ Percentile: ~ 30*

417

612

1204

506

687

No MACE event rate
reported

19 (4.5%)

No MACE event rate
reported

421 (34.9%)

80 (15.8%)

No MACE event rate
reported

*Assuming from 95" percentile from a Assuming a right skewed sample from Ariyo et al

(1998) data.



Bucher methods:

Estimate risk calculations
log(HR Avs B) = log(HR A vs C) - log(HR B vs C)

Standard error calculation
SE?_indirect (Avs B) = (SE?Avs C) + (SE2B vs C)

Confidence intervals calculations
exp(log(HR) £ 1.96xSE)



Supplementary Table 2: Results of individual studies in the pooled analysis, with the
weights of the contribution of each study in the analyses.

Study HR [95% CI] Weight (%)
Outcome: MACE

Bhatia 2024 (MESA) 0.54 0.315 0.926 20.3
Chasman 2009 (WHS) 0.75 0.478 1.176 2.2
Colantonio 2025 1.25 0.803 1.947 20.8
(MESA)

Colantonio 2025 1.06 0.874 1.286 56.7
(ARIC)

Pooled Effect Size 0.989 0.788 1.243

Outcome: CV Mortality

Razavi 2024 0.48 0.279 0.826 100.0
(NHANES)

Outcome: Mi

Aryio 1998 (PHS) 0.39 0.088 1.734 6.29
Razavi 2025 (CRIC) 0.62 0.421 0.913 93.71
Pooled Effect Size 0.602 0.414 0.876

Outcome: CAD

Aryio 1998 (PHS) 0.39 0.088 1.734 4.26
Razavi 2025 (CRIC) 0.62 0.421 0.913 32.06
Colantonio 2025 0.93 0.53 1.631 21.07
(MESA)

Colantonio 2025 1.01 0.774 1.317 42.61
(ARIC)

Pooled Effect Size 0.815 0.592 1.122

Outcome: Bleeding

Bhatia 2024 (MESA) 1.21 0.863 1.696 46.8
Lacaze 2023 1.74 0.481 6.294 8.3
(ASPREE)

Razavi 2025 (CRIC) 1.01 0.707 1.443 45.0
Pooled Effect Size 1.129 0.887 1.436



