[bookmark: OLE_LINK93]Supplementary Table 1 Genome-wide association study (GWAS) datasets for MR result validation
	
	GWAS ID
	Sample
	Case
	Control
	SNP
	Population
	Author
	PMID
	Year

	Platelet indices
	
	
	
	
	
	
	
	
	

	Platelet distribution width
	ebi-a-GCST90029000
	572201
	/
	/
	11972740
	European
	Loh PR
	29892013
	2018

	Platelet crit
	ukb-d-30090_irnt
	350471
	/
	/
	13586285
	[bookmark: OLE_LINK90]European
	Neale lab
	/
	2018

	Mean platelet volume
	ebi-a-GCST90028996
	694866
	/
	/
	11973038
	European
	Loh PR
	29892013
	2018

	Platelet count
	ukb-e-30080_EAS
	2632
	/
	/
	8258780
	East Asian
	Pan-UKB team
	/
	2020

	Platelet distribution width
	ukb-e-30110_EAS
	2632
	
	
	8258780
	East Asian
	Pan-UKB team
	
	2020

	Plateletcrit
	ukb-e-30090_EAS
	2632
	/
	/
	8258780
	East Asian
	Pan-UKB team
	/
	2020

	Mean platelet volume
	ukb-e-30100_EAS
	2632
	/
	/
	8258780
	East Asian
	Pan-UKB team
	/
	2020

	Breast cancer
	
	
	
	
	
	
	
	
	

	Breast cancer
	ieu-a-1130
	89677
	46785
	42892
	10680257
	European
	Michailidou K
	[bookmark: OLE_LINK53]29059683
	2017

	ER+ Breast cancer
	ieu-a-1133
	69970
	27078
	42892
	10680257
	European
	Michailidou K
	29059683
	2017

	ER- Breast cancer
	ieu-a-1136
	50225
	7333
	42892
	10680257
	European
	Michailidou K
	29059683
	2017

	Breast cancer
	bbj-a-160
	95283
	5552
	89731
	8872152
	East Asian
	Ishigaki K
	/
	2020


MR, Mendelian randomization; ER+, estrogen receptor-positive; ER-, estrogen receptor-negative; SNP, Single nucleotide polymorphism.


[bookmark: OLE_LINK80][bookmark: OLE_LINK29]Supplementary Table 2 Steiger filtering analysis of drug groups and gastric cancer
	exposure
	outcome
	snp_r2.exposure
	snp_r2.outcome
	correct_causal_direction
	steiger_p-value

	PDW
	Breast cancer
	0.102639
	0.002855
	TRUE
	0

	PCT
	[bookmark: OLE_LINK86]Breast cancer
	0.112847
	0.004019
	TRUE
	0

	MPV
	Breast cancer
	0.001087
	6.62E-05
	TRUE
	1.88E-21

	PDW
	ER+ Breast cancer
	0.103198
	0.003507
	TRUE
	0

	PCT
	[bookmark: OLE_LINK87]ER+ Breast cancer
	0.113346
	0.004634
	TRUE
	0

	PDW
	ER- Breast cancer
	0.102934
	0.003876
	TRUE
	0


PDW, platelet distribution width; PCT, plateletcrit; MPV, mean platelet volume; ER+, estrogen receptor-positive; ER-, estrogen receptor-negative.



Supplementary Table 3 MR analysis for the effect of platelet indices on breast cancer risk in the European validation cohort
	exposure
	outcome
	SNPs
	method
	OR
	95% CI
	p-value

	PDW
	Breast cancer
	395
	MR Egger
	0.9930
	0.9189-1.0731
	0.8597

	PDW
	Breast cancer
	
	Weighted median
	0.9901
	0.9136-1.0730
	0.8091

	PDW
	Breast cancer
	
	Inverse variance weighted
	0.9657
	0.9173-1.0166
	0.1831

	PDW
	Breast cancer
	
	Simple mode
	0.9666
	0.7979-1.1710
	0.7289

	PDW
	Breast cancer
	
	Weighted mode
	0.9666
	0.9020-1.0358
	0.3366

	PCT
	Breast cancer
	323
	MR Egger
	1.0835
	0.9549-1.2235
	0.1972

	PCT
	Breast cancer
	
	Weighted median
	1.0796
	0.9881-1.1795
	0.0903

	PCT
	Breast cancer
	
	Inverse variance weighted
	1.0879
	1.0201-1.1603
	0.0103

	PCT
	Breast cancer
	
	Simple mode
	1.0152 
	0.8130-1.2676
	0.8945

	PCT
	Breast cancer
	
	Weighted mode
	1.1158
	1.0042-1.2397
	0.0423

	MPV
	Breast cancer
	486
	MR Egger
	1.0247
	0.9655-1.0876
	0.4219

	MPV
	Breast cancer
	
	Weighted median
	1.0202
	0.9561-1.0886
	0.5460

	MPV
	Breast cancer
	
	Inverse variance weighted
	1.0422
	1.0005-1.0857
	0.0473

	MPV
	Breast cancer
	
	Simple mode
	1.0630
	0.9229-1.2244
	0.3974

	MPV
	Breast cancer
	
	Weighted mode
	1.0115
	0.9563-1.0699
	0.6903

	PDW
	ER+ Breast cancer
	395
	MR Egger
	0.9838
	0.9073-1.0669
	0.6934

	PDW
	ER+ Breast cancer
	
	Weighted median
	1.0090
	0.9121-1.1162
	0.8617

	PDW
	ER+ Breast cancer
	
	Inverse variance weighted
	0.9789
	0.9277-1.0328
	0.4351

	PDW
	ER+ Breast cancer
	
	Simple mode
	0.9037
	0.7278-1.1220
	0.3595

	PDW
	ER+ Breast cancer
	
	Weighted mode
	0.9784
	0.9009-1.0627
	0.6054

	PCT
	ER+ Breast cancer
	323
	MR Egger
	1.1210
	0.9795-1.2830
	0.0980

	PCT
	ER+ Breast cancer
	
	Weighted median
	1.1415
	1.0343-1.2597
	0.0085

	PCT
	ER+ Breast cancer
	
	Inverse variance weighted
	1.0935
	1.0181-1.1745
	0.0143

	PCT
	ER+ Breast cancer
	
	Simple mode
	1.1310
	0.8624-1.4833
	0.3742

	PCT
	ER+ Breast cancer
	
	Weighted mode
	1.1782
	1.0548-1.3161
	0.0039

	PDW
	ER- Breast cancer
	395
	MR Egger
	0.9824
	0.8575-1.1254
	0.7978

	PDW
	ER- Breast cancer
	
	Weighted median
	0.9587
	0.8035-1.1437
	0.6391

	PDW
	ER- Breast cancer
	
	Inverse variance weighted
	0.9069
	0.8289-0.9923
	0.0334

	PDW
	ER- Breast cancer
	
	Simple mode
	0.8505
	0.6215-1.1638
	0.3122

	PDW
	ER- Breast cancer
	
	Weighted mode
	1.0118
	0.8791-1.1644
	0.8705


MR, Mendelian randomization; SNP, single nucleotide polymorphism; OR, odds ratios; CI, confidence interval; PDW, platelet distribution width; PCT, plateletcrit; MPV, mean platelet volume; ER+, estrogen receptor-positive; ER-, estrogen receptor-negative.


[bookmark: OLE_LINK3]Supplementary Table 4 Heterogeneity and horizontal pleiotropy test in the European validation cohort
	[bookmark: _Hlk205390076]exposure
	outcome
	Heterogeneity test
	Horizontal pleiotropy test

	
	
	MR Egger
	Inverse variance weighted
	MR Egger

	
	
	Q
	Q_df
	Q_p-value
	Q
	Q_df
	Q_p-value
	Egger_intercept
	se
	p-value

	PDW
	Breast cancer
	608.0696
	393
	1.79E-11
	609.44
	394
	1.74E-11
	-0.00114
	0.001209
	0.347218

	PCT
	Breast cancer
	585.2328
	321
	1.15E-17
	585.2441
	322
	1.55E-17
	0.000138
	0.001758
	0.937541

	MPV
	Breast cancer
	731.6599
	484
	2.20E-12
	732.5506
	485
	2.32E-12
	0.000825
	0.001075
	0.443104

	PDW
	ER+ Breast cancer
	478.2059
	393
	0.002071
	478.2385
	394
	0.002301
	-0.00021
	0.001264
	0.870022

	PCT
	ER+ Breast cancer
	517.313
	321
	2.16E-11
	517.6063
	322
	2.61E-11
	-0.00083
	0.001951
	0.669932

	PDW
	ER- Breast cancer
	481.6947
	393
	0.00146
	484.5844
	394
	0.001216
	-0.00325
	0.002114
	0.125473


PDW, platelet distribution width; PCT, plateletcrit; MPV, mean platelet volume; ER+, estrogen receptor-positive; ER-, estrogen receptor-negative; Q, heterogeneity statistic Q; df, degrees of freedom; se, standard error.


[bookmark: OLE_LINK4]Supplementary Table 5 MR analysis for the effect of platelet indices on breast cancer risk in the East Asian validation cohort
	exposure
	outcome
	SNPs
	method
	OR
	95% CI
	p-value

	PLT
	Breast cancer
	7
	MR Egger
	1.5496
	0.9861-2.4353
	0.1160

	PLT
	Breast cancer
	
	Weighted median
	0.9295
	0.7809-1.1062
	0.4102

	PLT
	Breast cancer
	
	Inverse variance weighted
	0.9542
	0.8083-1.1265
	0.5799

	PLT
	Breast cancer
	
	Simple mode
	0.9141
	0.7182-1.1635
	0.4931

	PLT
	Breast cancer
	
	Weighted mode
	0.9019
	0.7123-1.1421
	0.4244

	PDW
	Breast cancer
	8
	MR Egger
	1.3166
	0.8939-1.9394
	0.2133

	PDW
	Breast cancer
	
	Weighted median
	1.0314
	0.9017-1.1797
	0.6523

	PDW
	Breast cancer
	
	Inverse variance weighted
	1.0598
	0.9484-1.1843
	0.3051

	PDW
	Breast cancer
	
	Simple mode
	1.0454
	0.8544-1.2792
	0.6790

	PDW
	Breast cancer
	
	Weighted mode
	1.0163
	0.8703-1.1868
	0.8436

	PCT
	Breast cancer
	4
	MR Egger
	1.8581
	[bookmark: OLE_LINK2]0.5541-6.2305
	0.4212

	PCT
	Breast cancer
	
	Weighted median
	0.8727
	0.6809-1.1186
	0.2823

	PCT
	Breast cancer
	
	Inverse variance weighted
	1.0203
	0.7552-1.3783
	0.8960

	PCT
	Breast cancer
	
	Simple mode
	0.8808
	0.5724-1.3552
	0.6041

	PCT
	Breast cancer
	
	Weighted mode
	0.8569
	0.6470-1.1351
	0.3605

	MPV
	Breast cancer
	16
	MR Egger
	0.9281
	0.6245-1.3793
	0.7176

	MPV
	Breast cancer
	
	Weighted median
	1.0178
	0.9267-1.1179
	0.7121

	MPV
	Breast cancer
	
	Inverse variance weighted
	1.0123
	0.9472-1.0820
	0.7178

	MPV
	Breast cancer
	
	Simple mode
	0.9159
	0.7800-1.0753
	0.3001

	MPV
	Breast cancer
	
	Weighted mode
	0.9128
	0.7782-1.0707
	0.2801


MR, Mendelian randomization; SNP, single nucleotide polymorphism; OR, odds ratios; CI, confidence interval; PDW, platelet distribution width; PCT, plateletcrit; MPV, mean platelet volume.


Supplementary Table 6 Heterogeneity and horizontal pleiotropy test in the East Asian validation cohort
	exposure
	outcome
	Heterogeneity test
	Horizontal pleiotropy test

	
	
	MR Egger
	Inverse variance weighted
	MR Egger

	
	
	Q
	Q_df
	Q_p-value
	Q
	Q_df
	Q_p-value
	Egger_intercept
	se
	p-value

	PLT
	Breast cancer
	5.304969
	5
	0.379806
	10.41531
	6
	0.108217
	-0.07837
	0.035709
	0.079627

	PDW
	Breast cancer
	7.285777
	6
	0.295225
	8.87533
	7
	0.261731
	-0.04137
	0.036158
	0.296153

	PCT
	Breast cancer
	6.897368
	2
	0.031787
	10.36395
	3
	0.015713
	-0.10187
	0.101608
	0.421653

	MPV
	Breast cancer
	14.83169
	14
	0.389756
	15.03336
	15
	0.449017
	0.015116
	0.034646
	0.669272


PDW, platelet distribution width; PCT, plateletcrit; MPV, mean platelet volume; Q, heterogeneity statistic Q; df, degrees of freedom; se, standard error.
