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Objective: This study aimed to investigate the effect of LP(a) on recurrent ischemic stroke among persons with and without diabetes,
providing a basis for the precise management of patients with recurrent ischemic stroke with diabetes in clinical practice.
Methods: This study was conducted on consecutive patients with cerebral infarction diagnosed between January 2019 and
March 2023 in the Second Hospital of Hebei Medical University. Stratified analyses were performed according to LP(a) level
(£/>90th percentile) and logistic regression modeling was performed to investigate the relationship between LP(a) and recurrent
ischemic stroke with or without T2DM.

Results: In the final enrollment of 2029 patients, the number of recurrent ischemic stroke according to LP(a) >90th percentile
combined with T2DM was 59.15%, which was significantly higher than in LP(a) <90th percentile combined with T2DM (46.17%,
P=0.039). After multivariate adjustment, LP(a) >90th percentile emerged as an independent risk factor for patients with T2DM
(OR=2.062, 95% CI 1.218-3.489, P=0.007). In patients with large artery atherosclerotic ischemic stroke, LP(a) was an independent
risk factor for recurrent ischemic stroke in diabetic patients (OR=2.553, 95%CI 1.385-4.707, P = 0.003), while this was not in non-
diabetic patients (P = 0.228).

Conclusion: LP(a) is an independent risk factor for recurrent ischemic stroke in the diabetic population but not in nondiabetic
individuals. Simple categorization based on the presence or absence of comorbid T2DM significantly influences the association
between LP(a) and recurrent ischemic stroke. Therefore, in clinical practice, for ischemic stroke patients with comorbid diabetes, the
LP(a) level should be more strictly controlled.
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Introduction
Ischemic stroke is associated with high rates of recurrence, disability, and mortality. Despite significant advancements in
the prevention and early treatment of ischemic stroke, its recurrence rates remain concerningly elevated.

Lipoprotein a (LP(a)) is a low-density lipoprotein variant produced in the liver and containing apolipoprotein(a),
which is well-established risk factors for ischemic stroke,' is also a major contributor to residual cardiovascular risk.>>
Elevated LP(a) levels are associated with an increased risk of atherosclerotic plaque formation, thrombosis, and
inflammation in the cerebrovascular system.*® Recent multiple studies have demonstrated that LP(a) can directly or
indirectly contribute to the occurrence, development of ischemic stroke,” ® which is a risk factor for stroke recurrence.'’
LP(a) can affect the risk of stroke through various pathways. In terms of promoting inflammation, it is prone to oxidative
modification, producing pro-inflammatory and pro-atherosclerotic substances, which sustain local inflammation.'" It can
also promote the differentiation of pro-inflammatory M1 macrophages, leading to the production of various cytokines and
chemokines that inhibit angiogenesis and affect vascular function.” In terms of promoting thrombosis, LP(a) can
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influence platelet aggregation to facilitate thrombus formation.'>™'> Moreover, it promotes the expression of pro-
inflammatory cytokines, induces endothelial activation, affects the homeostasis of endothelial cells, leading to endothelial
cell dysfunction, and increases the probability of stroke.'' Type 2 diabetes mellitus (T2DM) is independent risk factor for
ischemic stroke.'® The chronic hyperglycemia and metabolic derangements characteristic of T2DM lead to endothelial
dysfunction, abnormal lipid metabolism, and enhanced platelet aggregation, all of which promote the occurrence of
ischemic stroke.'”'® Stroke patients with T2DM have a significantly higher risk of mortality and recurrent ischemic
strokes compared to patients without diabetes.”’ The effects of LP(a) on cardiovascular disease and its prognosis appears
to vary across different diabetic states, and current studies remain controversial. As for cerebrovascular disease, elevated
LP(a) are significantly associated with carotid atherosclerotic plaques in both patients with impaired fasting glucose or
T2DM.?"? Moreover, Previous studies have demonstrated that LP(a) is an independent predictor of recurrent cardio-
vascular events (CVE), which include cardiovascular death, non-fatal MI and stroke, in patients with T2DM who have
a history of CVE.? In terms of treatment, the search for more precise treatment regimens for diabetes and hyperlipidemia
is still ongoing.>**> In the field of biological research, nanomaterials have emerged prominently in drug delivery and may
play a significant role in related treatments in the future. However, the impact of LP(a) on the recurrence of ischemic
stroke in T2DM patients has not been fully investigated. This study aims to fill this knowledge gap by exploring the
relationship between LP(a) and recurrent ischemic stroke in patients with T2DM, as well as whether the co-existence of
LP(a) and T2DM increases the risk of recurrent ischemic stroke.

Materials and Methods
Study Population

This is a cross-sectional study, which was conducted at the Second Hospital of Hebei Medical University in northern
China from January 1, 2019 to March 1, 2023. Ischemic stroke was defined as acute focal neurological deficit with
radiological evidence of cerebral infarction.”® Our inclusion criteria are: Patients who met the diagnostic criteria for acute
ischemic stroke according to the Chinese Guidelines for Diagnosis and Treatment of Acute Ischemic Stroke 2018.%
Presence of acute focal neurological deficit symptoms, imaging evidence of cerebral infarction shown on diffusion
weighted imaging (DWI) of cranial magnetic resonance imaging (MRI) or computed tomography (CT). According the
Trial of Org 101072 in Acute Stroke Treatment (TOAST) classification,® the etiologies of ischemic stroke patients were
classified. The Patients who were hospitalized multiple times for cerebral infarction were defined as any infarctive event
occurring 21 days after the initial ischemic stroke, lasting for more than 24 hours.?**° Data from the last hospitalization
was selected for analysis.

The study was approved by the Ethical Review Committee of the Second Hospital of Hebei Medical University,
which waived the requirement for informed consent and patient consent to review medical records. The Institutional
Review Committee waived informed consent as the analysis exclusively utilized anonymized data that posed minimal
risks to patient privacy. Conducted in accordance with the principles of the Declaration of Helsinki, all patient related
data were de-identified and handled confidentially. Only aggregated and anonymized data were used for analysis,
ensuring patient identities remained unidentifiable. This approach meets ethical and legal requirements for protecting
patient privacy while facilitating valuable research.

All patients diagnosed with cerebral infarction were screened for inclusion in the cohort. Exclusion criteria included
(1) patients who did not meet the diagnostic criteria for cerebral infarction (2) patients lacking data on LP(a), and (3)
patients with insufficient information: (DNeuroimaging Data, patients were excluded if they did not undergo brain MRI
or intracranial vascular assessments (eg, MRA, CTA, or DSA).(® Laboratory Data, patients were excluded if they lacked
complete biochemical profiles, including: Routine blood tests, liver function tests, renal function tests, lipid profiles. For
patients with multiple test data results, the first test result after hospitalization was selected. T2DM was defined as
a previous history of diabetes or current use of hypoglycemic medication.

During the research process, we strictly adhered to the standard procedures. The data were all sourced from the
electronic medical record system of the Second Hospital of Hebei Medical University. All the personnel involved in data
collection underwent unified training and were familiar with the standards and processes of data collection. During the

1632 https: Diabetes, Metabolic Syndrome and Obesity 2025:18



Chen et al

collection process, we used standardized data collection forms to clearly record information such as the collection time
and collectors of each item of data. We collected information about the patients at the time of admission, including
demographics, medical history, physical examination findings, laboratory results, and imaging data. Peripheral blood was
collected from the antecubital vein for glucose, lipid, and LP(a) testing after 12 hours of fasting. Blood tests were
routinely performed in the central laboratory of the hospital. Our center uses an automatic biochemical and immunolo-
gical analyzer (LABOSPECT 008, HITACHI, Tokyo, Japan) to measure the concentration of LP(a) by immunoturbidi-
metry. The detection reagents are provided by Hitachi. Glycated hemoglobin was measured by immunagglutination
method using the DCA2000 + HbA1c analyzer and kits from Siemens Corporation in the United States.

Statistical Analysis

Based on previous studies, among 2284 patients with diabetes, 55 patients experienced recurrent stroke.”> With o =
0.05 (two-sided) and 1 - B = 0.8 set, the calculated sample size is 528 cases, and we finally included 645 patients with
diabetes. Continuous variables were described by mean + standard deviation or interquartile range (IQR), while
categorical variables were presented as counts and percentages. Differences between groups were analyzed using
appropriate methods according to the characteristics and grouping of the variables. The chi-square test was applied for
count data. Variables that did not meet the normality assumption were expressed as medians (quartiles), and nonpara-
metric tests were employed for analysis of variance. In assessing the association between LP(a) level and recurrent
ischemic stroke, we performed stratified analyses according to LP(a) level (<90/>90th percentile). LP(a) percentile

groupings have been previously used in studies published by other investigators,®'>*

and it is appropriate to pool
cohort-specific percentile groupings to minimize potential bias resulting from differences in absolute LP(a) levels
observed among our different cohorts or assays examined in the current study. We screened for confounding variables
through univariate analysis and only included the variables with P< 0.05 in the univariate analysis in the multivariate
analysis. Binary logistic regression was used to analyze the relationship between LP(a) and recurrent ischemic stroke.
Multivariate models were adjusted as follows: model 1: age, sex, hypertension; model 2: age, sex, hypertension, total
cholesterol (TC), high-density lipoprotein (HDL), low-density lipoprotein (LDL), and apolipoprotein B (Apo(B)).
Finally, the relationship between LP(a) and recurrent ischemic stroke in patients with LAA ischemic stroke with or
without T2DM. Data were analyzed using SPSS software (version 26.0) and the R statistical package. Statistically

significant was set at P<0.05.

Results

From January 1, 2019 to March 1, 2023, a total of 3010 patients diagnosed with ischemic stroke. Among them, 981
patients were excluded because they did not meet the inclusion and exclusion criteria. The results revealed that 645
patients were in the diabetic group and 1384 patients were in the non-diabetic group (Table 1). The proportion of males
was significantly lower in the diabetic group than in the non-diabetic group (64.96% vs 70.52%, P=0.012). The
proportion of recurrent ischemic stroke was significantly higher in the diabetic group compared to the non-diabetic
group (47.6% vs 39.60%, P=0.001). Additionally, the prevalence of hypertension was significantly higher in the diabetic
group (73.33% vs 67.77%, P=0.011). TC levels were lower in the diabetic group than in the non-diabetic group
(3.98 mmol/L vs 4.06 mmol/L, P=0.015), while triglyceride(TG) levels were higher in the diabetic group (1.42 mmol/
L vs 1.27 mmol/L, P<0.001). HDL levels were lower in the diabetic group (1.0 mmol/L vs 1.07 mmol/L, P<0.001), and
LDL levels were also lower in the diabetic group (2.40 mmol/L vs 2.52 mmol/L, P=0.008). Furthermore, HbAlc levels
were significantly higher in the diabetic group (6.8% vs 6.0%, P<0.001), and Apo(B) levels were higher in the diabetic
group (0.90 g/L vs 0.87 g/L, P=0.022), LP(a) levels were lower in the diabetic group; however, the difference between
the two groups was not statistically significant (13.33 mg/dl vs 14.62mg/dl, P=0.114), the distribution of LP(a) levels
between the two groups is shown in Figure 1.

Grouped according to LP(a) (>/<90th percentile, 55.46 mg/dl), statistical analysis of baseline data was
performed (Table S1), and TC, HDL, LDL, and Apo(B) levels were significantly higher in the >90th percentile group
than in the <90th percentile group. There was no statistically significant difference in the incidence of recurrent ischemic
stroke, gender, hypertension, age, atrial fibrillation, creatinine, TG, Apo(A), and HbAlc between the two groups.
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Table | Baseline Information of Patients in the Diabetic and Non-Diabetic Groups

No diabetes Diabetes P

n=1384 n=645
Age 63 (55-70) 63 (56-70) 0.822
Male[n(%)] 976 (70.52%) 419 (64.96%) 0.012
Recurrent ischemic stroke[n(%)] 548 (39.60%) 307 (47.60%) 0.001
Hypertension[n(%)] 938 (67.77%) 473 (73.33%) 0.011
AF[n(%)] 39 (2.82%) 18 (2.79%) 0.972
TC(mmol/L) 4.06 (3.46—4.81) 3.98 (3.32-4.72) 0.015
TG(mmol/L) 1.27 (0.97-1.71) 1.42 (1.13-1.97) <0.001
HDL(mmol/L) 1.07 (0.90-1.25) 1.00 (0.85—1.14) <0.001
LDL(mmol/L) 2.52 (2.00-3.17) 2.40 (1.88-3.05) 0.008
LP(a)(mg/dl) 14.62 (7.20-32.24) 13.33 (6.10-31.90) 0.114
Apo(A)(g/L) 1.17 (1.01-1.33) I.16 (1.00-1.34) 0.983
Apo(B) (g/L) 0.87 (0.71-1.06) 0.90 (0.74-1.11) 0.022
Creatinine(umol/L) 69 (59-80) 66 (57-79) 0.025
Uric acid(umol/L) 297 (241-353) 278 (220-343) <0.001
HbA I c(%) 6.0 (5.6-6.7) 6.8 (5.0-8.0) <0.001

Notes: Data are presented as the percentage or medians (25% to 75% percentiles). P<0.05 indicating
statistical significance. Perform statistical analysis of baseline data according to with or without diabetes,
and analyze different variables in the two groups.

When analyzing the relationship between recurrent ischemic stroke and LP(a) levels in patients with and without
diabetes, the groups were categorized according to the 90th percentile of LP(a) levels, as shown in Figure 2. In the non-
diabetic group, the difference in recurrent ischemic strokes was not statistically significant in the groups with LP(a)<90th
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T
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Figure | Distribution of LP(a) between the two groups.

Lipoprotein(a)(mg/dI)

Notes: Distribution of LP(a) between the two groups with and without diabetes and LP(a) is lower in the diabetes group. Orange represents the non-diabetic group and
blue represents the diabetic group.
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P=0:5517 P=0.039
1 1
59.15%
R 46.17%
39.35%

LP(a)<90 LP(a)>90 LP(a)<90 LP(a)>90
Percentile Percentile Percentile Percentile

1 NoDM
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Figure 2 Incidence of recurrent ischemic stroke in LP(a) levels <90th percentile and >90th percentile in patients with and without diabetes.
Notes: The incidence of recurrent ischemic stroke is the highest in the group of patients with diabetes and LP(a) levels >90™ percentile. Orange represents the non-diabetic
group and blue represents the diabetic group.

percentile and LP(a)>90th percentile. However, in the diabetic group, the rate of recurrent ischemic stroke in the group
with LP(a)>90th percentile was significantly higher than that in the LP(a)<90th percentile group (P=0.039).

To analyze the factors associated with recurrent ischemic stroke, we conducted a univariate analysis (Table 2). The
results showed that in the non-diabetic group, there were significant differences in age, hypertension, TC, TG, LDL,
Apo(B), and glycosylated hemoglobin between the two groups, while there was no statistically significant difference in
LP(a). In the diabetic group, there were significant differences in age, atrial fibrillation, TC, TG, LDL, LP(a), Apo(B),
and glycosylated hemoglobin between the two groups (Table 2).

Based on the results of the univariate analysis, to analyze the effect of LP(a) on ischemic stroke recurrence in patients
with and without diabetes, binary logistic regression analysis was performed by grouping LP(a) levels (>/< 90th
percentile), with the < 90th percentile group serving as the control group (Table 3). The results showed that LP(a)
level was a risk factor for recurrent ischemic stroke in patients with a history of diabetes (P=0.04, OR=1.689,95%CI
1.023-2.787). Age, gender, and hypertension were included as confounders in the analysis, and it was found that LP(a)
level was an independent risk factor for recurrent ischemic stroke in patients with T2DM (OR=2.062,95%CI
1.218-3.489, P=0.07).

To analyze the impact of LP(a) on recurrent ischemic stroke in diabetic patients with large artery atherosclerotic-
(LAA) ischemic stroke, we conducted a subgroup analysis. There were a total of 1463 cases of LAA ischemic stroke.
The baseline data grouped according to LP(a) levels (> / < 90th percentile, 55.46 mg/dl) are shown in Table 4. There
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Table 2 Univariate Analysis Associated with Recurrent Ischemic Stroke in the Diabetic Group and Non-Diabetic Group

No Diabetes(n=1384) Diabetes(n=645)

First-ever Ischemic Recurrent Ischemic | P First-Ever Ischemic | Recurrent Ischemic | P

Stroke(n=836)_ Stroke(n=548) Stroke(n=338) Stroke(n=307)
Age 62(53-69) 65(58-71) <0.001 | 61(54-67) 65(58-71) <0.001
Male[n(%)] 601(71.89%) 375(68.43%) 0.167 212(62.72%) 207(67.43%) 0.211
Hypertension[n(%)] 514(61.48%) 424(77.37%) <0.001 | 238(70.41%) 235(76.55%) 0.079
AF[n(%)] 20(2.39%) 19(3.47%) 0.237 5(1.48%) 13(4.23%) 0.034
TC(mmol/L) 4.23(3.59—4.90) 3.87(3.26-4.63) <0.001 | 4.17(3.47-4.82) 3.78(3.12-4.53) <0.001
TG(mmol/L) 1.29(1.00-1.73) 1.21(0.91-1.62) 0.006 1.51(1.19-2.13) 1.35(1.08-1.80) <0.001
HDL(mmol/L) 1.07(0.90-1.24) 1.07(0.90-1.26) 0.685 1.0(0.85-1.15) 0.99(0.84-1.14) 0.6l
LDL(mmol/L) 2.67(2.12-3.29) 2.32(1.84-2.97) <0.001 | 2.64(1.99-3.22) 2.21(1.77-2.89) <0.001
LP(a) (mg/dl) 14.29(7.15-31.14) 15.52(7.26-34.13) 0.371 11.82(5.45-30.6) 15.04(7.14-32.39) 0.0l
Apo(A) (g/L) 1.20(1.03-1.35) 1.18(1.01-1.35) 0.412 1.13(0.99-1.29) 1.11(0.93-1.27) 0.099
Apo(B) (g/L) 0.92(0.76—1.11) 0.82(0.67-1.00) <0.001 | 0.92(0.77-1.10) 0.81(0.67-1.03) <0.001
Creatinine(umol/L) 69(60-79) 68(57-80) 0.171 66(56-79) 66.7(58-79) 0.506
Uric acid(umol/L) 299.5(245.5-360) 293.5(236.5-347.5) 0.06 276.5(218.0-340.0) 280(222-345) 0.604
HbA I ¢(%) 6.05(5.7-7.5) 5.9(5.6-6.2) <0.001 | 6(5.7-7.4) 7.4(6.6-8.5) 0.0l

Note: Screen for factors associated with recurrent ischemic stroke in diabetic patients, and in non-diabetic patients, respectively, and identify the confounding factors among them.

Table 3 Association of LP(a) with Recurrent Ischemic Stroke in
Patients with and Without Diabetes

No Diabetes Diabetes
Ist-90" (ref) | 91st-100" | 1st-90*" (ref) | 91st-100"
Model 0 | P=0.557 P=0.04
1.116(0.774—1.607) 1.689(1.023-2.787)
Model | | P=0.694 P=0.02
1.078(0.74-1.571) 1.847(1.103-3.093)
Model2 | P=0.368 P=0.007
1.194(0.812—1.758) 2.062(1.218-3.489)

Notes: Analyze the relationship between LP(a) and recurrent ischemic stroke in patients
with and without diabetes. Model I: age, sex, hypertension, Model2: Model I+TC, HDL,

LDL, Apo(B).

Table 4 Baseline of LAA Ischemic Stroke

Grouped According to LP(a)

Levels
1st-90°" (n=1307) | 91st-100*" (n=156) | P

Age 64(56-70) 64(56-70) 0.813

Male[n(%)] 900(68.86%) 101(64.74%) 0.296

Recurrent stroke[n(%)] | 596(45.60%) 87(55.77%) 0016

Hypertension[n(%)] 905(69.24%) 113(72.44%) 0.413

T2DM[n(%)] 421(32.21%) 58(37.18%) 0.211

AF[n(%)] 29(2.22%) 3(1.92%) 0.811

TC(mmol/L) 4.01(3.37-4.70) 4.30(3.67-5.14) <0.00|

TG(mmol/L) 1.33(1.00-1.80) 1.30(1.08-1.67) 0.804

HDL(mmol/L) 1.03(0.88-1.21) 1.11(0.98-1.26) 0.002
(Continued)
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Table 4 (Continued).

15t-90" (n=1307) | 91st-100°" (n=156) | P
LDL(mmol/L) 2.46(1.93-3.09) 2.70(2.08-3.46) 0.001
Apo(A) (g/L) 1.17(1.00-1.33) 1.18(0.97—1.34) 0.771
Apo(B) (g/L) 0.87(0.71-1.05) 0.95(0.76—1.19) <0.001
Creatinine(umol/L) 68(59-79) 68(59-82.5) 0.396
Uric acid(umol/L) 287(237.5-341.2) | 282(230.5-364) 0.924
HbA I c(%) 6.1(5.7-7.3) 6.2(5.75-7.70) 0.342

Notes: Baseline data of patients with LAA ischemic stroke. The difference in recurrent stroke,
TC, HDL, LDL, Apo(B) between the two groups were statistically significant.

Table 5 Association of LP(a) with Recurrent LAA Ischemic Stroke
in Patients with and Without Diabetes

No Diabetes Diabetes

Ist-90th(ref) | 91st-100" | Ist-90th(ref) | 91st-100*"

Model 0 | P=0.317 P=0.013
1.238(0.815-1.88) 2.082(1.165-3.721)

Model | | P=0.464 P=0.005
1.175(0.7631.808) 2.383(1.308—4.344)

Model2 | P=0.228 P=0.003
1.311(0.844-2.035) 2.553(1.385-4.707)

Notes: Analyze the relationship between LP(a) and recurrent LAA ischemic stroke in
patients with and without diabetes. Model |: age, sex, hypertension, Model2: Model | +TC,
HDL, LDL, Apo(B).

were significant differences in recurrent stroke, TC, HDL, LDL, and Apo(B) between the two groups. A binary Logistic
regression analysis was performed. The results showed that in patients with LAA ischemic stroke, LP(a) was an
independent risk factor for recurrent ischemic stroke in diabetic patients (OR=2.553, 95%CI 1.385-4.707, P = 0.003),
while this was not in non-diabetic patients (P = 0.228) (Table 5).

Discussion
This study assessed the effect of LP(a) on recurrent ischemic stroke in patients with and without diabetes. The main
findings were as follows: the incidence of recurrent ischemic stroke was significantly higher in the diabetic group than in
the nondiabetic group, and the highest incidence of recurrent ischemic stroke was observed in the presence of both
T2DM and an elevated level of LP(a) (>90th percentile). LP(a) was an independent risk factor for recurrent ischemic
stroke in patients with T2DM, but not in patients without T2DM. The same applies to patients with LAA ischemic stroke.
In our study, it was found that among the diabetic group, in the subgroup of patients with LP(a) > 90% percentile, the
proportion of recurrent cerebral infarction was 59.15%, which was significantly higher than that in the patients with
LP(a) < 90% percentile (46.17%), in other words, when the LP(a) > 90% percentile and is accompanied by T2DM,
patients have the highest recurrence rate in our study. Many recurrent stroke patients in our study were on statin therapy,
primarily atorvastatin, which is known to slightly elevate LP(a) levels, possibly affecting the results. Atorvastatin can
also reduce the level of LDL, which can explain why the level of LDL in the recurrent ischemic stroke group is lower.
The reason why these patients still experience recurrence may be that although the average level of LDL is low, the
proportion of patients who meet the secondary prevention criteria for cerebrovascular diseases may still be small. In
addition, in the diabetes group, the HbAlc of patients with recurrent ischemic stroke increased significantly (7.4% vs
6.0%, P = 0.01), which means that the blood glucose levels of these patients are poorly controlled. Poor long- term
management of blood glucose and lipid levels may be associated with the recurrence of ischemic stroke in patients.
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In this study, it was found that the LP(a) level in the diabetic group was lower than that in the non-diabetic group (13.33mg/
dl vs 14.62mg/dl), but the difference was not statistically significant. Previous studies have consistently found that the plasma
LP(a) level in patients with T2DM is lower than that in the control group, which is consistent with the results of this study.**
This is known as the LP(a) paradox in T2DM.?* LP(a) is a large lipoprotein molecule formed by the covalent bonding of one
Apo(a) molecule to one LDL molecule,” and there is a complex relationship between LP(a) and T2DM. On one hand, low
LP(a) levels have been associated with an increased risk of T2DM,*® especially in male patients over 60 years of age, where
LP(a) levels greater than 28.72 mg/dl are considered low risk for T2DM.* The 2022 consensus of the European
Atherosclerosis Society clearly states that very low LP(a)levels are associated with an increased risk of incident T2DM.*
In an initial study, the risk of T2DM increased by 28% in the lowest quintile compared with the highest quintile of LP(a)
levels.** On the other hand, high LP(a) levels have been linked to an increased risk of diabetic vascular complications.*'
Recent research has found that the level of LP(a) is a major risk factor for the formation of carotid artery plaques in patients
with T2DM.*' Moreover, an elevated LP(a) level can increase the incidence and recurrence rate of CVEs in patients with
T2DM.****? Currently, more evidence is needed to demonstrate the improvement of cardiovascular outcomes by reducing LP
(a). There are few recommendations regarding the reduction of LP(a), and further clinical research is still required. In addition,
whether reducing the level of LP(a) will increase the risk of developing diabetes needs further investigation.

In this study, elevated LP(a) was independently associated with recurrent ischemic stroke in diabetic patients but not in non-
diabetes patients. The same result in the subgroup analysis of patients with LAA ischemic stroke. For one thing, existing research
indicates that LP(a) is closely associated with an increased risk of microvascular and macrovascular complications in diabetic
patients. There is a synergistic effect between elevated LP(a) levels and elevated blood glucose levels. This effect exacerbates the
damage to the vascular endothelium, making diabetic patients more prone to vascular complications.*** In contrast, non-
diabetic patients have fewer comprehensive cardiovascular risk factors compared to diabetic patients. This may endow their
bodies with stronger tolerance to some weaker risk factors. Therefore, the recurrence of ischemic stroke in non-diabetic patients is
less likely to be affected by weaker risk factors. These differences may explain why, in this study, the impact of LP(a) on recurrent
ischemic stroke varies between diabetic and non-diabetic patients. Shiyovich et al pointed out that LP(a) is an independent risk
factor for coronary atherosclerotic heart disease (CAD) in both diabetes and non - diabetic patients.*® A prospective study found
that LP(a) > 50 mg/dl predicts poor prognosis of ST-segment elevation myocardial infarction (STEMI) in patients with diabetes,
but this is not the case in non-diabetic patients.*” Compared with other glucose metabolism states, patients with DM and high
LP(a) have the highest risk of CVEs.* However, a real-world study found that an elevated LP(a) level is associated with
recurrent myocardial infarction or mortality in non-diabetic patients, but not in diabetic patients.*’ Previous studies have also
established a significant correlation between elevated LP(a) and carotid atherosclerosis in T2DM patients.' In patients with CAD
complicated by pre-diabetes or diabetes, elevated LP(a) levels are associated with an increased risk of recurrent CVEs. The
recurrence aspect is consistent with the results of this study.** In patients with T2DM who have a history of CVEs, LP(a) is an
independent predictor of the recurrence of CVEs.” The findings are consistent with those of this study, indicating that LP(a) is
arisk factor for stroke recurrence in diabetes patients. Most of the research results suggest that when high-level LP(a) is combined
with diabetes, it increases the risk of the occurrence and recurrence of cardiovascular diseases. Differences in study outcomes
may be attributable to variations in study populations, LP(a) subgroup levels, and clinical endpoints.

In clinical practice, the management of patients with elevated LP(a) should be prioritized, especially in patients with
comorbid T2DM. Incorporating LP(a) into risk assessment requires strict control of LP(a) levels. 90% of LP(a) levels are
determined by the number of copy variants in the structural domains of the kringle IV4 type and by genetic factors related to
the single-nucleotide polymorphisms of the LPA gene.’® While statin therapy may modestly elevate LP(a) levels,” other
therapies such as proprotein convertase subtilisin/kexin type 9 (PCSK9) inhibitors, Pelacarsen, Lepodisaran, Olpasiran lower
LP(a) levels.>>* Clinical trials have demonstrated that PCSK9 inhibitors reduce the incidence of cardiovascular events, and
LP(a) monoclonal harvesting lowers LP(a) levels and reduces adverse cardiovascular events.”* However, it remains unclear
whether lowering LP(a) increases the risk of developing T2DM, and further research is necessary to determine the long-term
effects of LP(a)-lowering interventions on both cardiovascular and diabetic outcomes.

This study has several limitations. First, the study population was recruited from a single medical center in North China,
which may introduce selection bias. Additionally, as a cross-sectional study, it cannot establish causal conclusions. The
generalizability of the findings is limited by regional and population differences, and further investigation is required to
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extend the results to other populations. Moreover, the cross-sectional nature of the study precludes longitudinal follow-up,
limiting the assessment of LP(a)’s long-term prognostic impact on stroke recurrence. The inclusion of patients on statin
therapy prior to admission may have influenced the observed LP(a) levels and, consequently, the study results. Lastly, since
the patients in our center did not routinely undergo long-term ambulatory electrocardiogram and electrocardiogram
monitoring, it may have led to the missed diagnosis of some patients with AF, resulting in a low incidence of AF.

Conclusion

Elevated LP(a) levels were independently associated with the risk of recurrent ischemic stroke in diabetic patients but not
in nondiabetic patients. This finding underscores the potential influence of diabetic status on the relationship between
LP(a) and stroke recurrence. Given the strong association between LP(a) and ischemic stroke in diabetic individuals,
measuring LP(a) and considering it in the comprehensive risk assessment of stroke recurrence is essential, particularly in
those with T2DM who need to strictly control their LP(a) levels. Our results confirm that when the LP(a) levels is above
the 90" percentile, it will increase the risk of stroke recurrence in T2DM patients. However, prospective clinical trials are
needed in the future to clarify whether reducing LP(a) can decrease the risk of recurrent ischemic stroke in T2DM.
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