Dataset Variable Guide:

	Data Set name :
	MESA_ApoE_03102014

	CC Contact :
	Dave Vu

	Contact Information :
	voodoo@uw.edu


	Order
	Variable
	Variable Description
	Value Labels

	1
	idno
	PARTICIPANT ID NUMBER
	 

	2
	ApoE
	ApoE 2, 3, 4 (from 96 SNP genotyping unless ApoE Isoform assayed)
	 22: E2/E2
23: E2/E3
24: E2/E4

33: E3/E3
34: E3/E4

44: E4/E4



Background:

ApoE Isoforms were assayed for all 2,880 MESA Classic Group 4 participants by Dr. Mike Tsai’s Lab (University of Minnesota).
ApoE SNPs rs7412 and rs429358 were directly genotyped in 5,238 additional participants which included MESA Air New Recruits as well as MESA Classic participants who were not in the Group 4 subcohort.
Previous attempts at coding ApoE were made by augmenting the Isoform results from Dr. Tsai’s lab with estimates coded from imputed genotypes of rs7412 and rs429358.
The following algorithm for estimating ApoE isoforms is used in the currently recommended data which now makes use of SNPs rs7412 SNP and rs429358 which were directly genotyped in the 96-SNP genotyping project.  The algorithm is provided by Dr. Christina Wassel.
	
	rs7412

	rs429358
	CC
	CT
	TT*

	CC
	E4/E4 (Alz)
	E2/E4 (rare, ~1%)
	E2/E2

	CT
	E3/E4
	E2/E4 (rare, ~1%)
	E2/E2

	TT
	E3/E3 (most common)
	E2/E3
	E2/E2


*must be E2/E2 if TT on rs7412; also the CC at rs429358 and TT at rs7412 combination has not ever been observed.
· The ε2 isoform (E2/E2 and E2/E3) is found in approximately 7% of the general population and associated with both increased and decreased risk for atherosclerosis. Individuals with an Ε2/Ε2 combination may clear dietary fat slowly and be at greater risk for early vascular disease and the genetic disorder type III hyperlipoproteinemia. Ε2 has also been implicated in Parkinson's disease.
· The ε3 isoform (E3/E3) is considered the "neutral" ApoE genotype.
Agreement:

The diagonal line (highlighted in green) in the following table indicates good agreement between the Tsai Lab results and results from genotyping. Cells shaded yellow indicate discordance that is relatively modest (e.g. E2/E2 vs E2/E3).
	Apolipoprotein E Isoform Crosstabulation: 96-SNP genotyped results by Dr. Tsai’s lab results

	
	Apolipoprotein E (Apo E) Isoform Genotype
	Total

	
	E2/E2
	E2/E3
	E2/E4
	E3/E3
	E3/E4
	E4/E4
	

	ApoE_96SNP
	22
	Count
	13
	0
	0
	0
	0
	0
	13

	
	
	% within Apolipoprotein E (Apo E) Isoform Genotype
	76.5%
	.0%
	.0%
	.0%
	.0%
	.0%
	.5%

	
	23
	Count
	4
	337
	1
	1
	1
	0
	344

	
	
	% within Apolipoprotein E (Apo E) Isoform Genotype
	23.5%
	99.1%
	1.5%
	.1%
	.2%
	.0%
	12.5%

	
	24
	Count
	0
	1
	67
	1
	1
	0
	70

	
	
	% within Apolipoprotein E (Apo E) Isoform Genotype
	.0%
	.3%
	98.5%
	.1%
	.2%
	.0%
	2.6%

	
	33
	Count
	0
	2
	0
	1644
	19
	0
	1665

	
	
	% within Apolipoprotein E (Apo E) Isoform Genotype
	.0%
	.6%
	.0%
	98.4%
	3.2%
	.0%
	60.7%

	
	34
	Count
	0
	0
	0
	20
	575
	0
	595

	
	
	% within Apolipoprotein E (Apo E) Isoform Genotype
	.0%
	.0%
	.0%
	1.2%
	96.5%
	.0%
	21.7%

	
	44
	Count
	0
	0
	0
	4
	0
	51
	55

	
	
	% within Apolipoprotein E (Apo E) Isoform Genotype
	.0%
	.0%
	.0%
	.2%
	.0%
	100.0%
	2.0%

	Total
	Count
	17
	340
	68
	1670
	596
	51
	2742

	
	% within Apolipoprotein E (Apo E) Isoform Genotype
	100.0%
	100.0%
	100.0%
	100.0%
	100.0%
	100.0%
	100.0%


In instances where there are discordant results, those from Dr. Tsai’s lab will be reported going forward.

 No additional attempts were made to code Apoε isoform in instances where Dr. Tsai’s lab did not report a result and genotyping results were not sufficiently complete to make an assignment (e.g. if rs7412 result was not available, no further attempts were made to assign isoform; imputed SNPs were not used in such instances).

Descriptive Summary:

	Apoε 2, 3, 4 (from 96 SNP genotyping unless Apoε Isoform assayed)

	
	Frequency
	Percent
	Valid Percent
	Cumulative Percent

	Valid
	E2/E2
	64
	.8
	.8
	.8

	
	E2/E3
	985
	12.0
	12.1
	12.9

	
	E2/E4
	237
	2.9
	2.9
	15.8

	
	E3/E3
	4794
	58.3
	59.0
	74.9

	
	E3/E4
	1841
	22.4
	22.7
	97.5

	
	E4/E4
	199
	2.4
	2.5
	100.0

	
	Total
	8120
	98.7
	100.0
	

	Missing
	System
	103
	1.3
	
	

	Total
	8223
	100.0
	
	


Notes:
· Individuals who are not part of MESA Group 4 or who are not included in 96 SNP genotyping (primarily those who did not consent, but may also include those who did not pass QC) are excluded from this dataset.

· There are 103 participants who are listed as system missing in the above table.  These individuals were not part of Group 4 and were missing rs7412 or rs429358 from the 96 SNP genotyping results.
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