Supplementary 
Supplementary Table 1. Genotypic distribution and allelic frequency of AKR1D1*36  polymorphism among patient s (N = 118) and healthy controls (N = 200)
	AKR1D1 
	All patients (N = 118) 
	Healthy controls (N = 200) *

	
	N
	Observed
	Expected HWE
	N
	Observed
	Expected HWE

	Genotype
	

	*1/*1
	66
	0.559
	0.556
	111
	0.555
	0.555

	*1/*36
	44
	0.373
	0.379
	76
	0.380
	0.380

	*36/*36
	8
	0.068
	0.065
	13
	0.065
	0.065

	Allele
	

	*1
	177
	0.746
	298
	0.745

	*36
	60
	0.254
	102
	0.255


Observed vs Expected HWE for all patients, Χ2 = 0.1187, Df 2, p = 0.942, for patients
Observed vs Expected HWE for healthy controls, X2= 3.46 *10-6, Df 2, p=0.9985, for healthy controls

Patients vs.healthy controls, Χ2=0.021, Df2, p=0.989

* Kapedanovska Nestorovska A, Naumovska Z, Jakovski K , Sterjev Z , Matevska Geskovska N , Dimovski A, Suturkova Lj. (2018) Allele frequency and genotype distribution of aldo ketoreductase 1D1 (AKR1D1) rs1872930 genetic variant in a Macedonian population. Macedonian Pharmaceutical Bulletin, 64 (1). Available at: http://bulletin.mfd.org.mk/volumes/Volume%2064_1/64_1_005.pdf


Supplementary Table 2. Genotypic distribution and allelic frequency of CYP2C19*2 and *17 polymorphisms among patient (N=118) and healthy controls (N=184)
	CYP2C19 
	All patients (N = 118)
	Healthy controls (N = 184) *

	
	N
	Observed
	Expected HWE
	N
	Observed
	Expected HWE

	Genotype
	
	

	*1/*1
	51
	0.432
	0.414
	77
	0.418
	0.429

	*1/*2
	24
	0.203
	0.246
	35
	0.190
	0.189

	*2/*2
	7
	0.059
	0.037
	5
	0.027
	0.021

	*1/17
	26
	0.220
	0.213
	52
	0.283
	0.263

	*17/*17
	3
	0.025
	0.027
	7
	0.038
	0.040

	*2/*17
	7
	0.059
	0.063
	8
	0.043
	0.058

	Allele
	
	

	*1
	152
	0.644
	
	241
	0.655

	*2
	45
	0.191
	
	53
	0.144

	*17
	39
	0.165
	
	74
	0.201


Observed vs Expected HWE, Χ2 = 2.863, Df 5, p = 0.721 for patients

Observed vs Expected HWE, Χ2 = 1.363, Df 5, p = 0.967, for healthy controls

Patients vs healthy controls, Χ2=3.754, Df5, p = 0.585
*Jakovski K, Kapedanovska Nestorovska A, Labacevski N, Dimovski AJ. Characterization of the most common CYP2C9 and CYP2C19 allelic variants in the population of R. Macedonia. Pharmazie 2013;68(11): 893-898



Supplementary Figure 1. Baseline comparison between Wildtype patients and AKR1D1*36 subgroup.
Panels A display the scatter plots and the median age of wildtype (WT) patients vs those patients with an AKR1D1*36 variant (GOF) with no differences; Median difference between the groups is 3 years [0.000 to 6.000], p = 0.081. Panels B show the proportions of patients admitted with acute coronary syndromes (ACS) or with (C) diabetes stratified according to the AKR1D1 allelic variant; WT vs *36. Fisher's exact test, p > 0.9999 for contingency analysis shown in panel B and p = 0.2659 for the comparison in panel C. Panel D provides an overview of the diagnoses for those patients enrolled in the study during their admission in October 2010 until December 2010.  
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B 4.24% 5 aortic valve stenosis

[0 1.69% 2 mitral valve disease

[1 50.00% 59 Unstable Angina

[1 5.08% 6 Myocardial infarction

Bl 15.25% 18 Atherosclerotic heart disease of native coronary artery/angina pectoris
11.86% 14 Atherosclerosis of native arteries of extremities with int. claudication
4.24% 5 Abdominal aortic aneurysm, without rupture

1.69% 2 Peripheral vascular disease

5.93% 7 Occlusion and stenosis of precerebral arteries
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