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eTable 1: List of variants or proxies for such variants used in the analysis


	Variant
	Status
	Proxy
	Known locus

	rs6903956*
	Excluded
	#
	ADTRP-C6orf105

	rs10139550
	Included
	#
	HHIPL1

	rs10953541
	Included
	#
	7q22

	rs11191416
	Included
	#
	CYP17A1-CNNM2-NT5C2

	rs11206510
	Included
	#
	PCSK9

	rs11556924
	Included
	#
	ZC3HC1

	rs11838776
	Included
	#
	COL4A1/A2

	rs12202017
	Included
	#
	TCF21*

	rs12936587
	Included
	#
	RAI1-PEMT-RASD1

	rs1412444
	Included
	#
	LIPA

	rs17609940
	Included
	#
	ANKS1A

	rs17678683
	Included
	#
	ZEB2-ACO74093.1

	rs1870634
	Included
	#
	CXCL12

	rs2107595
	Included
	#
	HDAC9

	rs2128739
	Included
	#
	PDGFD

	rs216172
	Included
	#
	SMG6

	rs2487928
	Included
	#
	KIAA1462

	rs2519093
	Included
	#
	ABO

	rs264
	Included
	#
	LPL

	rs2681472
	Included
	#
	ATP2B1 

	rs273909
	Included
	#
	SLC22A4-SLC22A5

	rs28451064
	Included
	#
	KCNE2 {gene desert}

	rs2891168
	Included
	#
	9p21

	rs2954029
	Included
	#
	TRIB1

	rs3184504
	Included
	#
	SH2B3

	rs4252185
	Included
	#
	PLG

	rs4420638***
	Included
	rs41377151
	APOE-APOC1 

	rs4468572
	Included
	#
	ADAMTS7

	rs4593108
	Included
	#
	EDNRA

	rs46522
	Included
	#
	UBE2Z

	rs55730499
	Included
	#
	SLC22A3-LPAL2-LPA

	rs56336142
	Included
	#
	KCNK5

	rs6689306
	Included
	#
	IL6R

	rs72689147
	Included
	#
	GUCY1A3

	rs7528419
	Included
	#
	SORT1

	rs7568458
	Included
	#
	VAMP5-VAMP8-GGCX

	rs9319428
	Included
	#
	FLT1

	rs9349379
	Included
	#
	PHACTR1

	rs964184
	Included
	#
	ZNF259-APOA5-APOA1

	rs9970807
	Included
	#
	PPAP2B

	chr2:44074126:D**
	No Proxy
	#
	ABCG5-ABCG8

	rs16986953**
	No Proxy
	#
	AK097927

	chr2:203828796:I
	Proxy
	rs72932566
	WDR12

	chr2:21378433:D
	Proxy
	rs312984
	APOB

	chr3:138099161:I
	Proxy
	rs1720819
	MRAS

	rs17514846
	Proxy
	rs8039305
	FURIN-FES

	rs56289821
	Proxy
	rs112032422
	LDLR

	rs67180937
	Proxy
	rs17163363
	MIA3

	rs10840293
	Included
	#
	SWAP70

	rs17087335
	Included
	#
	REST-NOA1

	rs3918226
	Included
	#
	NOS3

	rs56062135
	Included
	#
	SMAD3

	rs663129
	Included
	#
	PMAIP1-MC4R

	rs8042271
	Included
	#
	MFGE8-ABHD2

	rs180803**
	No Proxy
	#
	POM121L9P-ADORA2A

	rs7212798
	Proxy
	rs1988961
	BCAS3

	rs11830157**
	Recessive
	#
	KSR2

	rs12976411**
	Recessive
	#
	ZNF507-LOC400684


*Variant (rs6903956) excluded from the analysis due to lack of significance in the CARDIoGRAMplusC4D meta-analysis (identified in a three-way GWAS in Chinese Han population) {26}. 
** Variants excluded due to no suitable proxy or a recessive association model
***The APOE locus: The identifier of the rs4420638 SNP in the IGAP dataset is rs41377151.

eTable 2: IGAP proxies for CARDIoGRAMplusC4D variants

	Lead Variant
	Proxy Variant

	Chr
	Position 
(bp)*
	Variant
	Alleles
	Frequency
	CAD OR
(95% CI)
	CAD
 p-value
	Position (bp)*
	Variant
	Alleles
	Frequency
	R2
	Distance
	CAD OR 
(95% CI)
	CAD 
p-value
	ALZ OR 
(95% CI)
	ALZ 
p-value

	2
	203,828,796
	chr2:203828796:I
	I/D
	0.0714
	1.15 (1.11-1.18)
	2.15E-18
	203,855,342
	rs72932566
	T/C
	0.0728
	0.9818
	26546
	1.14 (1.11-1.18)
	8.58E-18
	0.94 (0.9-0.99)
	0.01406

	2
	21,378,433
	chr2:21378433:D
	I/D
	0.2230
	0.93 (0.91-0.96)
	2.89E-08
	21,378,778
	rs312984
	C/T
	0.1992
	0.8523
	345
	0.94 (0.92-0.96)
	2.90E-07
	1.02 (0.98-1.06)
	0.3848

	3
	138,099,161
	chr3:138099161:I
	I/D
	0.2175
	1.08 (1.05-1.1)
	2.89E-09
	138,100,539
	rs1720819
	G/T
	0.2019
	0.8800
	1378
	1.08 (1.05-1.11)
	5.06E-08
	0.99 (0.94-1.04)
	0.7513

	15
	91,416,550
	rs17514846
	A/C
	0.4505
	1.05 (1.03-1.07)
	3.10E-07
	91,422,543
	rs8039305
	C/T
	0.4487
	0.9473
	5993
	1.05 (1.03-1.07)
	1.45E-07
	1.02 (0.99-1.06)
	0.2062

	19
	11,188,247
	rs56289821
	A/G
	0.0765
	0.87 (0.85-0.9)
	4.44E-15
	11,190,292
	rs112032422
	C/T
	0.0756
	0.9642
	2045
	0.88 (0.85-0.91)
	2.29E-14
	0.99 (0.94-1.04)
	0.6108

	1
	222,823,743
	rs67180937
	T/G
	0.4565
	0.92 (0.9-0.94)
	1.01E-12
	222,828,704
	rs17163363
	C/T
	0.4570
	0.9985
	4961
	0.92 (0.9-0.94)
	1.23E-12
	0.97 (0.93-1.01)
	0.09334

	17
	59,013,488
	rs7212798
	C/T
	0.2587
	1.08 (1.05-1.11)
	1.88E-08
	59,030,129
	rs1988961
	C/T
	0.2958
	0.8320
	16641
	1.07 (1.04-1.1)
	2.87E-07
	1.03 (0.99-1.07)
	0.1746



*bp: Base pair.


eTable 3: LD matrix of instrumental variables for 52 variants for CAD
	 
	(chr1) rs11206510
	(chr1) rs17163363
	(chr1) rs6689306
	(chr1) rs7528419
	(chr1) rs9970807
	
	

	(chr1) rs11206510
	1
	0.001
	0
	0.01
	0.002
	
	

	(chr1) rs17163363
	 
	1
	0.004
	0.008
	0.003
	
	

	(chr1) rs6689306
	 
	 
	1
	0.004
	0.003
	
	

	(chr1) rs7528419
	 
	 
	 
	1
	0.003
	
	

	(chr1) rs9970807
	 
	 
	 
	 
	1
	
	

	
	
	
	
	
	
	
	

	 
	(chr2) rs17678683
	(chr2) rs312984
	(chr2) rs72932566
	(chr2) rs7568458
	
	
	

	(chr2) rs17678683
	1
	0.002
	0.003
	0.008
	
	
	

	(chr2) rs312984
	 
	1
	0.001
	0.018
	
	
	

	(chr2) rs72932566
	 
	 
	1
	0
	
	
	

	(chr2) rs7568458
	 
	 
	 
	1
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr4) rs17087335
	(chr4) rs4593108
	(chr4) rs72689147
	
	
	
	

	(chr4) rs17087335
	1
	0
	0.002
	
	
	
	

	(chr4) rs4593108
	 
	1
	0.016
	
	
	
	

	(chr4) rs72689147
	 
	 
	1
	
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr6) rs12202017
	(chr6) rs17609940
	(chr6) rs4252185
	(chr6) rs55730499
	(chr6) rs56336142
	(chr6) rs6903956
	(chr6) rs9349379

	(chr6) rs12202017
	1
	0.001
	0.002
	0
	0
	0.005
	0.013

	(chr6) rs17609940
	 
	1
	0.001
	0.003
	0.013
	0.003
	0

	(chr6) rs4252185
	 
	 
	1
	0.438
	0
	0.002
	0.001

	(chr6) rs55730499
	 
	 
	 
	1
	0.001
	0.005
	0

	(chr6) rs56336142
	 
	 
	 
	 
	1
	0.001
	0.011

	(chr6) rs6903956
	 
	 
	 
	 
	 
	1
	0.024

	(chr6) rs9349379
	 
	 
	 
	 
	 
	 
	1

	
	
	
	
	
	
	
	

	 
	(chr7) rs10953541
	(chr7) rs11556924
	(chr7) rs2107595
	(chr7) rs3918226
	
	
	

	(chr7) rs10953541
	1
	0.009
	0.002
	0.012
	
	
	

	(chr7) rs11556924
	 
	1
	0.01
	0.024
	
	
	

	(chr7) rs2107595
	 
	 
	1
	0.002
	
	
	

	(chr7) rs3918226
	 
	 
	 
	1
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr8) rs264
	(chr8) rs2954029
	
	
	
	
	

	(chr8) rs264
	1
	0.013
	
	
	
	
	

	(chr8) rs2954029
	 
	1
	
	
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr9) rs2519093
	(chr9) rs2891168
	
	
	
	
	

	(chr9) rs2519093
	1
	0
	
	
	
	
	

	(chr9) rs2891168
	 
	1
	
	
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr10) rs11191416
	(chr10) rs1412444
	(chr10) rs1870634
	(chr10) rs2487928
	
	
	

	(chr10) rs11191416
	1
	0.009
	0.019
	0
	
	
	

	(chr10) rs1412444
	 
	1
	0.006
	0.001
	
	
	

	(chr10) rs1870634
	 
	 
	1
	0.004
	
	
	

	(chr10) rs2487928
	 
	 
	 
	1
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr11) rs10840293
	(chr11) rs2128739
	(chr11) rs964184
	
	
	
	

	(chr11) rs10840293
	1
	0.005
	0
	
	
	
	

	(chr11) rs2128739
	 
	1
	0.004
	
	
	
	

	(chr11) rs964184
	 
	 
	1
	
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr12) rs2681472
	(chr12) rs3184504
	
	
	
	
	

	(chr12) rs2681472
	1
	0.021
	
	
	
	
	

	(chr12) rs3184504
	 
	1
	
	
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr13) rs11838776
	(chr13) rs9319428
	
	
	
	
	

	(chr13) rs11838776
	1
	0.001
	
	
	
	
	

	(chr13) rs9319428
	 
	1
	
	
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr15) rs4468572
	(chr15) rs56062135
	(chr15) rs8039305
	(chr15) rs8042271
	
	
	

	(chr15) rs4468572
	1
	0
	0.001
	0
	
	
	

	(chr15) rs56062135
	 
	1
	0.001
	0.018
	
	
	

	(chr15) rs8039305
	 
	 
	1
	0
	
	
	

	(chr15) rs8042271
	 
	 
	 
	1
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr17) rs12936587
	(chr17) rs1988961
	(chr17) rs216172
	(chr17) rs46522
	
	
	

	(chr17) rs12936587
	1
	0
	0.003
	0.003
	
	
	

	(chr17) rs1988961
	 
	1
	0.004
	0.104
	
	
	

	(chr17) rs216172
	 
	 
	1
	0.005
	
	
	

	(chr17) rs46522
	 
	 
	 
	1
	
	
	

	
	
	
	
	
	
	
	

	 
	(chr19) rs112032422
	(chr19) rs4420638
	
	
	
	
	

	(chr19) rs112032422
	1
	0
	
	
	
	
	

	(chr19) rs4420638
	 
	1
	
	
	
	
	




eTable 4: Allele frequency of alleles at the APOE locus, by APOE SNPs

	Allele
name
	rs429358
	
	rs7412

	
	Base
	Status
	FRQ*
	
	Base
	Status
	FRQ*

	ε2
	T
	REF
	0.87
	
	T
	OTHER
	0.07

	ε3
	T
	REF
	0.87
	
	C
	REF
	0.93

	ε4
	C
	OTHER
	0.13
	
	C
	REF
	0.93


* FRQ: Allele frequency taken from the CARDIOGRAM+C4D study.


eTable 5: Allele frequencies of additional alleles at the APOE locus, by APOE SNPs from CARDIoGRAMplusC4D

	SNPs
	A1
	A2
	A1 FREQ
(CARDIoGRAMplusC4D)
	Description

	rs6857
	C
	T
	0.853
	IGAP peak SNP

	rs429358
	T
	C
	0.868
	APOE ε4

	rs7412
	C
	T
	0.926
	APOE ε2

	rs4420638
	A
	G
	0.834
	CARDIOGRAM peak SNP


FRQ: Allele frequency.
eTable 6: Association of variants in the APOE locus with CAD, LOAD and LDL cholesterol concentrations

	SNP
	Description
	RAF
(CARDIOGRAM)
	INFO (CARDIOGRAM)
	CARDIOGRAM+C4D {1}
	IGAP {2}
	GLGC – LDL {3}

	
	
	
	
	beta
	se
	p-value
	REF ALLELE
	beta
	Se
	p-value
	REF ALLELE
	beta
	se
	p-value
	REF ALLELE

	rs6857
	IGAP peak SNP
	0.85
	0.83
	-0.08
	0.01
	6.83E-08
	C
	1.16
	0.02
	2.50E-575
	T
	0.19
	0.01
	5.12E-110
	T

	rs429358
	APOE ε4 allele
	0.87
	0.89
	-0.09
	0.02
	2.17E-09
	T
	1.35
	0.03
	6.70E-536
	C
	#
	#
	#
	#

	rs7412
	APOE ε2 allele
	0.94
	0.81
	0.14
	0.02
	8.17E-11
	C
	-0.39
	0.04
	1.23E-22
	T
	0.59
	0.01
	1.24E-652
	C

	rs4420638 (rs41377151)
	CARDIoGRAMplusC4D peak SNP
	0.83
	0.88
	-0.09
	0.01
	7.07E-11
	A
	1.35
	0.03
	1.67E-396
	G
	0.23
	0.01
	1.51E-178
	G





eTable 7: Pleiotropy at CAD variants using a Phenoscanner analysis of relevant traits
	Variant
	Locus
	Alzheimer's
Disease
	BMI
	CRP
	CAD
	HDL
	LDL
	SBP
	Total 
Cholesterol
	Triglycerides
	Type II 
diabetes

	rs10139550
	HHIPL1
	NA
	NA
	NA
	1.38E-08 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs10840293
	SWAP70
	NA
	NA
	NA
	1.28E-08 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs10953541
	7q22
	NA
	NA
	NA
	3.12E-08 {4}
	NA
	9.98E-05 {5}
	NA
	NA
	NA
	NA

	rs11191416
	CYP17A1-CNNM2-NT5C2
	NA
	1.55E-08 {6}
	NA
	4.65E-09 {1}
	NA
	NA
	6.76E-10 {7}
	NA
	NA
	NA

	rs112032422
	LDLR
	NA
	NA
	NA
	2.29E-14 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs11206510
	PCSK9
	NA
	NA
	NA
	7.12E-41 {8}
	NA
	2.38E-53 {3}
	NA
	1.13E-41 {3}
	0.0002067 {9}
	NA

	rs11556924
	ZC3HC1
	NA
	NA
	NA
	9.18E-18 {10}
	1.26E-05 {3}
	NA
	0.000127 {7}
	NA
	NA
	NA

	rs11838776
	COL4A1/A2
	NA
	NA
	NA
	1.83E-10 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs12202017
	TCF21*
	NA
	NA
	NA
	1.98E-11 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs12936587
	RAI1-PEMT-RASD1
	NA
	NA
	NA
	2.00E-10 {11}
	NA
	NA
	NA
	NA
	NA
	NA

	rs1412444
	LIPA
	NA
	NA
	NA
	2.76E-13 {4}
	NA
	NA
	NA
	NA
	NA
	NA

	rs17087335
	REST-NOA1
	NA
	NA
	NA
	4.59E-08 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs17163363
	MIA3
	NA
	NA
	NA
	1.23E-12 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs1720819
	MRAS
	NA
	NA
	NA
	5.06E-08 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs17609940
	ANKS1A
	NA
	NA
	NA
	1.36E-08 {10}
	NA
	NA
	NA
	NA
	NA
	NA

	rs17678683
	ZEB2-ACO74093.1
	NA
	NA
	NA
	3.00E-09 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs1870634
	CXCL12
	NA
	NA
	NA
	5.55E-15 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs1988961
	BCAS3
	NA
	NA
	NA
	2.87E-07 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs2107595
	HDAC9
	NA
	NA 
	NA
	3.00E-12 {11}
	NA
	NA
	NA
	NA
	NA
	NA

	rs2128739
	PDGFD
	NA
	NA
	NA
	7.05E-11 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs216172
	SMG6
	NA
	NA
	NA
	1.15E-09 {10}
	NA
	NA
	NA
	NA
	NA
	NA

	rs2487928
	KIAA1462
	NA
	NA
	NA
	4.41E-11 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs2519093
	ABO
	NA
	NA
	NA
	1.19E-11 {1}
	NA
	1.25E-30 {3}
	NA
	1.22E-26 {3}
	NA
	NA

	rs264
	LPL
	NA
	NA
	NA
	2.88E-09 {8}
	8.03E-77 {3}
	NA
	NA
	0.0007903 {12}
	2.35E-84 {3}
	NA

	rs2681472
	ATP2B1 
	NA
	NA
	NA
	6.17E-11 {1}
	NA
	NA
	5.00E-29 {13}
	NA
	NA
	NA

	rs273909
	SLC22A4-SLC22A5
	NA
	NA
	NA
	9.62E-10 {8}
	NA
	2.26E-05 {3}
	NA
	0.0003691 {3}
	NA
	NA

	rs28451064
	KCNE2 (gene desert)
	NA
	NA
	NA
	1.33E-15 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs2891168
	9p21
	NA
	NA
	NA
	2.29E-98 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs2954029
	TRIB1
	NA
	NA
	NA
	4.75E-09 {8}
	2.67E-29 {3}
	2.00E-50 {3}
	NA
	2.42E-65 {3}
	1.00E-107 {3}
	NA

	rs312984
	APOB
	NA
	NA
	NA
	2.90E-07 {1}
	NA
	3.15E-52 {3}
	NA
	9.08E-45 {3}
	NA
	NA

	rs3184504
	SH2B3
	NA
	4.40E-06 {6}
	NA
	1.74E-11 {8}
	4.10E-12 {3}
	4.20E-12 {3}
	3.80E-18 {7}
	1.62E-17 {3}
	NA
	NA

	rs3918226
	NOS3
	NA
	NA
	NA
	1.69E-09 {1}
	NA
	NA
	1.12E-06 {14}
	NA
	NA
	NA

	rs4252185
	PLG
	NA
	NA
	NA
	1.64E-32 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs4420638
	APOE-APOC1 
	1.67E-396 {2}
	5.30E-10 {15}
	8.80E-139 {16}
	7.07E-11 {1}
	2.30E-22 {9}
	1.51E-178 {3}
	NA
	1.14E-149 {3}
	5.44E-22 {9}
	2.00E-07 {17}

	rs4468572
	ADAMTS7
	NA
	NA
	NA
	4.44E-16 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs4593108
	EDNRA
	NA
	NA
	NA
	8.82E-10 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs46522
	UBE2Z
	NA
	NA
	NA
	1.81E-08 {10}
	NA
	NA
	NA
	NA
	NA
	0.0007272 {18}

	rs55730499
	SLC22A3-LPAL2-LPA
	NA
	NA
	NA
	5.39E-39 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs56062135
	SMAD3
	NA
	NA
	NA
	4.52E-09 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs56336142
	KCNK5
	NA
	NA
	NA
	1.85E-08 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs663129
	PMAIP1-MC4R
	NA
	3.03E-57 {6}
	NA
	3.20E-08 {1}
	5.54E-09 {3}
	NA
	NA
	NA
	2.88E-05 {9}
	4.50E-08 {17}

	rs6689306
	IL6R
	NA
	NA
	NA
	2.60E-09 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs72689147
	GUCY1A3
	NA
	NA
	NA
	6.07E-09 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs72932566
	WDR12
	NA
	NA
	NA
	8.58E-18 {1}
	NA
	NA
	NA
	0.0001683 {3}
	NA
	NA

	rs7528419
	SORT1
	NA
	NA
	NA
	1.97E-23 {1}
	9.55E-11 {3}
	1.55E-165 {3}
	NA
	5.60E-110 {3}
	NA
	NA

	rs7568458
	VAMP5-VAMP8-GGCX
	NA
	NA
	NA
	3.62E-10 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs8039305
	FURIN-FES
	NA
	NA
	NA
	1.45E-07 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs8042271
	MFGE8-ABHD2
	NA
	NA
	NA
	3.68E-08 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs9319428
	FLT1
	NA
	0.0006794 {6}
	NA
	7.32E-11 {8}
	NA
	NA
	NA
	NA
	NA
	NA

	rs9349379
	PHACTR1
	NA
	NA
	NA
	1.81E-42 {1}
	NA
	NA
	NA
	NA
	NA
	NA

	rs964184
	ZNF259-APOA5-APOA1
	NA
	NA
	NA
	1.02E-17 {10}
	5.30E-50 {9}
	1.40E-27 {9}
	NA
	1.30E-59 {9}
	7.60E-252 {9}
	NA

	rs9970807
	PPAP2B
	NA
	0.0007588 {6}
	NA
	5.00E-14 {1}
	NA
	NA
	NA
	NA
	NA
	NA




eTable 8: Pleiotropic phenotypes at APOE peak variant rs6857 in IGAP

	Phenotype (reference)
	min p-value

	*Alzheimer’s Disease {2}
	2.50E-575

	***LDL {3}
	5.12E-110

	***Total cholesterol {3}
	1.70E-86

	*Neuritic plaque {19}
	3.00E-47

	*Neurofibrillary tangles {19}
	5.00E-47

	*Cerebral amyloid angiopathy {19}
	3.00E-21

	***Triglycerides {9}
	4.28E-21

	***HDL{9}
	5.51E-18

	**CAD {1}
	6.83E-08

	*Cortical amyloid beta load {20}
	1.06E-10


*Alzheimer's disease and related traits.
**CAD and related traits.
***Cholesterol and related traits.


eTable 9: Pleiotropic phenotypes at APOE peak variant rs4420638 in CARDIoGRAMplusC4D 

	Phenotype (reference)
	min p-value

	*Alzheimer’s Disease {2}
	1.67E-396

	***LDL {3}
	1.51E-178

	***Total cholesterol {3}
	1.00E-149

	****CRP {16}
	8.80E-139

	*Cognitive decline {21}
	4.00E-27

	***HDL {9}
	2.30E-22

	***Triglycerides {9}
	5.44E-22

	**CAD {1}
	7.07E-11


*Alzheimer's disease and related traits.
**CAD and related traits.
***Cholesterol and related traits.
****CRP.


eTable 10: Pleiotropic phenotypes at the variant rs429358 (APOE ε4) in Phenoscanner analysis of relevant traits

	Phenotype (reference)
	min p-value

	*Alzheimer’s Disease {2}
	6.70E-536

	*Cortical amyloid beta load {20}
	5.45E-14

	*Lewy body disease {19}
	1.00E-12

	*Cognitive ageing {22}
	3.66E-11

	***LDL {23}
	4.21E-10

	**CAD {1}
	2.17E-09


*Alzheimer's disease and related traits.
**CAD and related traits.
***Cholesterol and related traits.


	eTable 11: Pleiotropic phenotypes at the variant rs7412 (APOE ε2) in Phenoscanner analysis of relevant traits 



	Phenotype (reference)
	min p-value

	***LDL {3}
	1.24E-652

	***Total cholesterol {3}
	1.56E-283

	***Lipid Metabolism {24}
	3.00E-58

	*Alzheimer’s Disease {2}
	 1.23E-22

	***Lipid traits {25}
	3.00E-53

	***Triglycerides {3}
	1.15E-28

	***HDL {3}
	4.44E-19

	**CAD {1}
	8.17E-11


*Alzheimer's disease and related traits.
**CAD and related traits.
***Cholesterol and related traits.


eTable 12: Post-Hoc power calculation for the GWS significant analysis and the FDR 214 analysis

	Odds ratio
	Post-hoc power (GWS)
	Post-hoc power (FDR 214)

	
	se=0.0325
	alpha=0.05
	se=0.0230
	alpha=0.05

	1.05
	0.3240
	0.5628

	1.07
	0.5494
	0.8357

	1.08
	0.6593
	0.9163

	1.10
	0.8354
	0.9853

	1.15
	0.9905
	1.0000

	1.20
	0.9999
	1.0000

	1.30
	1.0000
	1.0000

	1.50
	1.0000
	1.0000
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