Table S1. Multivariable logistic regression model for events
	
	Coefficient
	  Std. err.
	       z
	     P>z
	    [95% conf. interval]

	Lp(a) 
	    0.144
	    0.027
	    5.280
	    0.000
	    0.090
	    0.197

	Insulin 
	    2.290
	    0.777
	    2.950
	    0.003
	    0.768
	    3.812

	_cons 
	   -4.884
	    0.968
	   -5.050
	    0.000
	   -6.781
	   -2.987

	



			             Number of obs =   114
                                                        LR chi2(2)    =  97.68
                                                        Prob > chi2   = 0.0000
Log likelihood = -30.018639          Pseudo R2     = 0.6193

Multivariable logistic regression model for the composite outcome (MACE and/or MALE), including covariates selected via backward stepwise selection based on the Akaike Information Criterion (AIC). Lp(a) was retained in the model as a pre-specified variable of interest. The final model included Lp(a) and insulin therapy as independent predictors.
Estimates are reported as regression coefficients (log odds), along with standard errors, z statistics, p values, and 95% confidence intervals.


Table S2. Multivariable logistic regression for events with log-transformed Lp(a)
	 
	 Coef.
	 St.Err.
	 t-value
	 p-value
	 [95% Conf
	 Interval]
	 Sig

	Diabetes duration
	-.011
	.033
	-0.34
	.73
	-.076
	.053
	

	CVD
	1.501
	1.014
	1.48
	.139
	-.486
	3.489
	

	Insulin
	1.634
	.858
	1.91
	.057
	-.047
	3.315
	

	Oral antidiabetics
	-.121
	.724
	-0.17
	.868
	-1.54
	1.298
	

	Rutherford II-4
	-.869
	.704
	-1.24
	.217
	-2.249
	.51
	

	Rutherford III-5
	0
	.
	.
	.
	.
	.
	

	HbA1c
	.263
	.311
	0.85
	.398
	-.347
	.873
	

	Creatinine
	.316
	.315
	1.00
	.316
	-.302
	.934
	

	Lp(a)
	2.456
	.498
	4.93
	0
	1.479
	3.433
	**

	Constant
	-10.237
	3.03
	-3.38
	.001
	-16.177
	-4.298
	**

	

	Mean dependent var
	0.474
	SD dependent var 
	0.502

	Pseudo r-squared 
	0.605
	Number of obs  
	114

	Chi-square  
	95.344
	Prob > chi2 
	0.000

	Akaike crit. (AIC)
	80.378
	Bayesian crit. (BIC)
	105.003

	** p<.01



Multivariable model for the composite outcome including log-transformed Lp(a) as a covariate. The transformation was performed to account for the skewed distribution of Lp(a). Results are expressed as log odds with standard errors, p-values, and 95% confidence intervals.











Table S3a. Demographic and clinical data of study participants without or with MACE
	 
	NO MACE (n = 125) 
	MACE (n = 33)
	p value

	Male:female, n
	88:37
	20:13
	0.28

	Age, years  SD
	74.5  8.9
	75.6  10.2
	0.52

	Diabetes duration, years (IQR)
	15 (3-25)
	25 (15-31)
	<0.01

	BMI, Kg/m2 (IQR)
	25.5 (22.5-28.6)
	26.4 (24-31.1)
	0.09

	Smoking (current), n (%)
	28 (22.6)
	7 (21.2)
	0.87

	Smoking (former), n (%)	
	66 (53.2)
	18 (54.5)
	0.89

	Never smoked, n (%)
	31 (25)
	8 (24.2)
	0.92

	Hypertension, n (%)
	99 (79.2)
	27 (81.8)
	0.73

	Hypercholesterolemia, n (%)
	115 (92)
	30 (90.9)
	0.83

	CAD, n (%)
	53 (42.4)
	21 (63.6)
	0.03

	CVD, n (%)
	20 (16.0)
	9 (29.0)
	0.09

	Insulin, n (%)
	47 (38.2)
	24 (72.7)
	<0.01

	Oral antidiabetics, n (%)
	66 (53.6)
	9 (27.2)
	0.02

	Statins, n (%)
	88 (70.4)
	24 (72.7)
	0.79

	Ezetimibe, n (%)
	41 (32.8)
	10 (30.3)
	0.78

	ACEi/ARB, n (%)
	77 (61.6)
	16 (48.5)
	0.17

	Other antihypertensive, n (%) 
	60 (48.0)
	14 (42.4)
	0.56

	Aspirin, n (%)
	71 (56.8)
	21 (63.6)
	0.48

	Clopidogrel, n (%)
	32 (25.6)
	16 (48.5)
	0.01

	Low dose rivaroxaban, n (%)
	3 (2.4)
	0 (0)
	0.37

	ABI, (IQR)
	0.4 (0.3-0.4)
	0.4 (0.3-0.4)
	0.39

	Rutherford II-4, n (%)
	53 (42.4)
	10 (30.3)
	0.20

	Rutherford III-5, n (%)
	71 (56.8)
	23 (69.7)
	0.17

	HbA1c, % (IQR)
	6.9 (6.2-7.9)
	7.6 (6.3-8.4)
	0.22

	FBG, mg/dL (IQR)
	119.5 (95-146.5)
	124 (113-166)
	0.10

	Total cholesterol, mg/dL (IQR)
	129 (113-155.5)
	116 (99-131)
	0.04

	LDL cholesterol, mg/dL (IQR)
	68 (51-86)
	55 (41-81)
	0.08

	Triglycerides, mg/dL (IQR)
	106 (80-138)
	103.5 (84-129.5)
	0.73

	Creatinine, mg/dL (IQR)
	1.0 (0.8-1.4)
	1.4 (1.0-1.5)
	<0.01

	eGFR, mL/min/1.73m2 (IQR)
	87.4 (71.6-94.0)
	68.9 (54.8-89.1)
	0.01

	Lp(a), mg/dL (IQR)
	15.9 (6.3 – 39.1)
	50.8 (27.6 – 63.8)
	<0.01



The data are reported as the means ± standard deviations or median (interquartile range 25-75) for continuous variables and as numbers (percentages) for categorical variables, without the percent symbol, for consistency with other data formats. Variables expressed as mean ± SD were compared using Student’s t test; those expressed as median (IQR) were compared using the Wilcoxon rank-sum test. Categorical variables were compared using the chi-square test. BMI, Body Mass Index; CAD, Coronary Artery Disease; CVD, Cerebrovascular Disease; ACEi/ARB, angiotensin converting enzyme inhibitors / angiotensin receptor blockers; ABI, Ankle Brachial Index; FBG, Fasting Blood Glucose; eGFR, estimated Glomerular Filtration Rate.


















Table S3b. Multivariable logistic regression for MACE
	 
	 Coef.
	 St.Err.
	 t-value
	 p-value
	 [95% Conf
	 Interval]
	 Sig

	Diabetes duration
	-.006
	.024
	-0.27
	.789
	-.054
	.041
	

	CAD
	.289
	.67
	0.43
	.666
	-1.024
	1.602
	

	Insulin
	1.85
	.772
	2.40
	.016
	.338
	3.362
	*

	Oral antidiabetics
	-.329
	.629
	-0.52
	.602
	-1.562
	.905
	

	Clopidogrel
	.828
	.556
	1.49
	.136
	-.261
	1.918
	

	Total cholesterol
	-.004
	.008
	-0.47
	.64
	-.019
	.012
	

	Creatinine
	.633
	.272
	2.33
	.02
	.1
	1.166
	*

	eGFR
	.019
	.014
	1.34
	.181
	-.009
	.047
	

	Lp(a)
	.029
	.011
	2.53
	.011
	.006
	.051
	*

	Constant
	-5.875
	2.359
	-2.49
	.013
	-10.499
	-1.252
	*

	

	Mean dependent var
	0.198
	SD dependent var 
	0.400

	Pseudo r-squared 
	0.322
	Number of obs  
	131

	Chi-square  
	42.057
	Prob > chi2 
	0.000

	Akaike crit. (AIC)
	108.492
	Bayesian crit. (BIC)
	137.244

	 * p<.05

	


Covariates were selected based on clinical relevance and univariable association. Results are expressed as regression coefficients (log odds), with corresponding standard errors, t-values, p-values, and 95% confidence intervals. Lp(a) was included as a continuous variable. p values < 0.05 were considered statistically significant. CAD, Coronary Artery Disease; eGFR, estimated Glomerular Filtration Rate.

Table S3c. Regression results for MACE
	
	 Haz. ratio
	 St.Err.
	z
	 p-value
	 [95% Conf
	 Interval]
	 Sig

	Diabetes duration
	1.067
	.037
	1.88
	.06
	.997
	1.142
	

	CAD
	3.655
	3.442
	1.38
	.169
	.577
	23.143
	

	Insulin
	.188
	.19
	-1.66
	.098
	.026
	1.359
	

	Oral antidiabetics
	.72
	.792
	-0.30
	.765
	.083
	6.218
	

	Clopidogrel
	1.042
	.667
	0.06
	.949
	.297
	3.656
	

	Total cholesterol
	1.001
	.017
	0.09
	.932
	.968
	1.036
	

	Creatinine
	1.097
	.218
	0.46
	.642
	.742
	1.621
	

	eGFR
	.987
	.017
	-0.79
	.428
	.954
	1.02
	

	Lp(a)
	1.079
	.025
	3.33
	.001
	1.032
	1.129
	**

	

	Mean dependent var
	126.957
	SD dependent var 
	94.882

	Pseudo r-squared 
	0.294
	Number of obs  
	23

	Chi-square  
	28.994
	Prob > chi2 
	0.001

	Akaike crit. (AIC)
	87.572
	Bayesian crit. (BIC)
	97.791

	** p<.01,

	


Cox proportional hazards regression model evaluating the association between clinical covariates and the risk of major adverse cardiovascular events (MACE). Results are expressed as hazard ratios (HRs), with standard errors, z-statistics, p-values, and 95% confidence intervals. Lp(a) was included as a continuous variable. Statistical significance was defined as p < 0.05. CAD, Coronary Artery Disease; eGFR, estimated Glomerular Filtration Rate.












Table S4a. Demographic and clinical data of study participants without or with MALE
	 
	NO MALE (n = 94) 
	MALE (n = 54)
	p value

	Male:female, n
	61:33
	39:15
	0.36

	Age, years  SD
	76.7 ± 8.6
	72.4 ± 9.2
	<0.01

	Diabetes duration, years (IQR)
	14 (2 - 25)
	20 (8 - 30)
	0.09

	BMI, Kg/m2 (IQR)
	25.6 (23.4 - 28.70)
	25.3 (23.2 - 28.4)
	0.66

	Smoking (current), n (%)
	21 (22.3)
	13 (24.1)
	0.80

	Smoking (former), n (%)	
	47 (50)
	30 (55.6)
	0.51

	Never smoked, n (%)
	26 (27.7)
	11 (20.4)
	0.32

	Hypertension, n (%)
	78 (82.9)
	41 (75.9)
	0.30

	Hypercholesterolemia, n (%)
	84 (89.4)
	52 (96.3)
	0.14

	CAD, n (%)
	43 (45.7)
	28 (51.8)
	0.47

	CVD, n (%)
	15 (16.1)
	14 (26.4)
	0.13

	Insulin, n (%)
	37 (39.4)
	31 (58.5)
	0.03

	Oral antidiabetics, n (%)
	49 (52.1)
	21 (39.6)
	0.24

	Statins, n (%)
	65 (69.1)
	41 (75.9)
	0.38

	Ezetimibe, n (%)
	27 (28.7)
	22 (40.7)
	0.13

	ACEi/ARB, n (%)
	54 (57.4)
	32 (59.2)
	0.83

	Other antihypertensive, n (%) 
	42 (44.7)
	27 (50)
	0.53

	Aspirin, n (%)
	51 (54.3)
	35 (64.8)
	0.21

	Clopidogrel, n (%)
	25 (26.6)
	19 (35.2)
	0.27

	Low dose rivaroxaban, n (%)
	1 (1.1)
	0
	0.44

	ABI, (IQR)
	0.4 (0.34 - 0.45)
	0.38 (0.33 - 0.45)
	0.36

	Rutherford II-4, n (%)
	48 (51.1)
	14 (25.9)
	<0.01

	Rutherford III-5, n (%)
	46 (48.9)
	40 (74.1)
	<0.01

	HbA1c, % (IQR)
	6.8 (6.2 - 7.75)
	7.5 (6.5 - 8.5)
	<0.01

	FBG, mg/dL (IQR)
	120 (95 - 146)
	122 (100 - 159)
	0.25

	Total cholesterol, mg/dL (IQR)
	130.5 (110 - 157)
	124 (109 - 142)
	0.37

	LDL cholesterol, mg/dL (IQR)
	70 (51 - 88)
	60 (44 - 78)
	0.17

	Triglycerides, mg/dL (IQR)
	103.5 (77 - 139)
	107 (92 - 130)
	0.45

	Creatinine, mg/dL (IQR)
	1.0 (0.8 - 1.5)
	1.0 (0.9 - 1.8)
	0.13

	eGFR, mL/min/1.73m2 (IQR)
	86.2 (74.3 - 94.0)
	81.9 (63.1 - 92.3)
	0.27

	Lp(a), mg/dL (IQR)
	13.1 (4.5 - 25.6)
	48.0 (28.7 - 60.4)
	<0.01



The data are reported as the means ± standard deviations or median (interquartile range 25-75) for continuous variables and as numbers (percentages) for categorical variables, without the percent symbol, for consistency with other data formats. Variables expressed as mean ± SD were compared using Student’s t test; those expressed as median (IQR) were compared using the Wilcoxon rank-sum test. Categorical variables were compared using the chi-square test. BMI, Body Mass Index; CAD, Coronary Artery Disease; CVD, Cerebrovascular Disease; ACEi/ARB, angiotensin converting enzyme inhibitors / angiotensin receptor blockers; ABI, Ankle Brachial Index; FBG, Fasting Blood Glucose; eGFR, estimated Glomerular Filtration Rate.


















Table S4b. Multivariable logistic regression for MALE
	 
	 Coef.
	 St.Err.
	 t-value
	 p-value
	 [95% Conf
	 Interval]
	 Sig

	Age
	-.075
	.033
	-2.29
	.022
	-.139
	-.011
	*

	Insulin
	-.216
	.56
	-0.39
	.699
	-1.313
	.881
	

	Rutherford II-4
	-1.179
	.578
	-2.04
	.042
	-2.312
	-.045
	*

	Rutherford III-5
	0
	.
	.
	.
	.
	.
	

	HbA1c
	.274
	.217
	1.26
	.208
	-.152
	.7
	

	Lp(a)
	.069
	.015
	4.77
	0
	.041
	.098
	**

	Constant
	1.252
	3.03
	0.41
	.68
	-4.687
	7.19
	

	

	Mean dependent var
	0.345
	SD dependent var 
	0.477

	Pseudo r-squared 
	0.397
	Number of obs  
	116

	Chi-square  
	59.378
	Prob > chi2 
	0.000

	Akaike crit. (AIC)
	102.073
	Bayesian crit. (BIC)
	118.594

	** p<.01, * p<.05

	


Multivariable logistic regression model assessing the association between selected clinical variables and the risk of major adverse limb events (MALE). Results are expressed as regression coefficients (log odds), with standard errors, t-values, p-values, and 95% confidence intervals. Lp(a) was modeled as a continuous variable. p values < 0.05 were considered statistically significant.



Table S4c. Regression results for MALE
	 
	 Haz. ratio
	 St.Err.
	z
	 p-value
	 [95% Conf
	 Interval]
	 Sig

	Age
	1.023
	.023
	1.01
	.315
	.979
	1.068
	

	Insulin
	.803
	.302
	-0.58
	.559
	.384
	1.677
	

	Rutherford II-4
	.6
	.276
	-1.11
	.267
	.243
	1.478
	

	Rutherford III-5
	1
	.
	.
	.
	.
	.
	

	HbA1c
	.977
	.138
	-0.16
	.872
	.741
	1.289
	

	Lp(a)
	1.046
	.012
	3.99
	0
	1.023
	1.069
	**

	

	Mean dependent var
	134.825
	SD dependent var 
	88.805

	Pseudo r-squared 
	0.105
	Number of obs  
	40

	Chi-square  
	22.986
	Prob > chi2 
	0.000

	Akaike crit. (AIC)
	205.272
	Bayesian crit. (BIC)
	213.716

	** p<.01

	


Cox proportional hazards regression model evaluating the association between clinical covariates and the risk of major adverse limb events (MALE). Results are expressed as hazard ratios (HRs), with standard errors, z-statistics, p-values, and 95% confidence intervals. Lp(a) was included as a continuous variable. Statistical significance was defined as p < 0.05.







