Supplementary 2 Table : Key Information on GWAS Studies Included in Current MR Analysis

	
	Data sources
	Trait ID in GWAS
	Case/control
	Sample size
	Number of variants
	Year
	Pubmed ID

	Crohn's disease
	IIBDGC
	ieu-a-30
	5956/14927
	20883
	12276506
	2015
	26192919

	Breast cancer（GWAS）
	BCAC
	ieu-a-1131
	14910/17588
	32498
	10680257
	2017
	29059683

	ER+ Breast cancer
(Combined Oncoarray; iCOGS; GWAS meta-analysis)
	BCAC
	ieu-a-1127
	69501/105974
	175475
	10680257
	2017
	29059683

	ER- Breast cancer (GWAS)
	BCAC
	ieu-a-1137
	4480/17588
	22068
	10680257
	2017
	29059683


MR：Mendelian Randomization; GWAS：genome-wide association studies; IIBDGC：International Inflammatory Bowel Disease Genetics Consortium; BCAC：Breast Cancer Association Consortium；ER+: Estrogen receptor-positive; ER-: Estrogen receptor-negative.
















[bookmark: _GoBack]Supplementary 3 Table : Causal Effects of CD on BC and different Subtypes
	Exposure
	Outcome
	Results from two sample MR
	Pheterogeneity
	Ppleiotropy

	
	
	method
	nSNP
	OR
	95%CI
	P
	method
	P
	

	Crohn's disease  id:ieu-a-30
	Breast cancer id:ieu-a-1131
	MR Egger
	51
	1.0522
	(0.9860-1.1227)
	0.1312
	MR Egger
	0.6647
	0.7744

	
	
	Weighted median
	51
	1.0348
	(0.9915-1.0780)
	0.1196
	
Inverse variance weighted
	
0.6982
	

	
	
	Inverse variance weighted
	51
	1.0431
	(1.0149-1.0721)
	0.0025
	
	
	

	
	
	Simple mode
	51
	1.0271
	(0.9528-1.1071)
	0.4885
	
	
	

	
	
	Weighted mode
	51
	1.0369
	(0.9822-1.0946)
	0.2051
	
	
	

	Breast cancer id:ieu-a-1131
	Crohn's disease  id:ieu-a-30
	MR Egger
	14
	1.0572
	(0.7937-1.4083)
	0.7102

	MR Egger
	0.1117
	0.9450

	
	
	Weighted median
	14
	1.0159
	(0.8948-1.1535)
	0.8074
	
Inverse variance weighted
	
0.1522
	

	
	
	Inverse variance weighted
	14
	1.0673
	(0.9592-1.1876)
	0.2317
	
	
	

	
	
	Simple mode
	14
	0.9788
	(0.7893-1.2139)
	0.8486
	
	
	

	
	
	Weighted mode
	14
	1.0048
	(0.8361-1.2074)
	0.9603
	
	
	

	Crohn's disease  id:ieu-a-30
	ER+ Breast cancer    id:ieu-a-1127
	MR Egger
	51
	1.0189
	(0.9754-1.0643)
	0.4053
	MR Egger
	P<0.001
	0.9051

	
	
	Weighted median
	51
	1.0147
	(0.9953-1.0346)
	0.1389
	
Inverse variance weighted
	
P<0.001
	

	
	
	Inverse variance weighted
	51
	1.0213
	(1.0026-1.0404)
	0.0258

	
	
	

	
	
	Simple mode
	51
	1.0191
	(0.2908-3.5719)
	0.6399
	
	
	

	
	
	Weighted mode
	51
	1.0139
	(0.9923-1.0359)
	0.2138
	
	
	

	Crohn's disease  id:ieu-a-30
	ER- Breast cancer (GWAS)  id:ieu-a-1137
	MR Egger
	51
	1.0004
	(0.9023-1.1091)
	0.9944
	MR Egger
	0.5299
	0.7936

	
	
	Weighted median
	51
	0.9930
	(0.9269-1.0638)
	0.8458
	
Inverse variance weighted
	
0.5674
	

	
	
	Inverse variance weighted
	51
	1.0130
	(0.9705-1.0575)
	0.5541
	
	
	

	
	
	Simple mode
	51
	1.0289
	(0.8960-1.1816)
	0.6878
	
	
	

	
	
	Weighted mode
	51
	0.9978
	(0.9131-1.0905)
	0.9620
	
	
	


CD：Crohn's Disease;BC：Breast Cancer;MR：Mendelian Randomization;SNP: Single Nucleotide Polymorphism；GWAS：genome-wide association studies；OR：Odds ratio;CI：Confidence interval；ER+: Estrogen receptor-positive; ER-: Estrogen receptor-negative.

