Table S2A. Non-synonymous SNPs in LD with mQTL SNPs
	
	
	
	Non-Synonymous SNP
	
	Strongest-Effect SNP

	ID
	Gene
	Chr
	rs ID
	Position
	p-value

	Inter-SNP LD

	rs ID
	Position
	p-value

	TMAu
	PYROXD2
	10
	rs2147896
	100148176
	2.8E-23
	1.00
	rs7072216
	100156853
	2.8E-23

	TMAu
	PYROXD2
	10
	rs2296441
	100144782
	1.4E-08
	0.71
	rs7072216
	100156853
	2.8E-23

	N-ACu
	NAT8
	2
	rs13538
	73868328
	9.0E-18
	1.00
	rs9309473
	73743982
	4.1E-19

	BAIBu
	AGXT2
	5
	rs37369
	35037115
	5.9E-11
	1.00
	rs37369
	35037115
	5.9E-11

	BAIBu
	AGXT2
	5
	rs37370
	35039486
	6.1E-10
	0.74
	rs37369
	35037115
	5.9E-11

	DMAp
	PYROXD2
	10
	rs2147896
	100148176
	1.6E-10
	0.92
	rs6584194
	100160399
	8.6E-11


Table S2B. Corresponding residue changes and predicted functional effects of non-synonymous SNPs
	ID(s)
	Gene
	Transcript ID
	Non-Syn. SNP
	Allele Change
	Residue Change
	Effect Direc.

	SIFT

	PolyPhen

	PhyloP


	TMAu, DMAp
	PYROXD2
	ENST00000370575
	rs2147896
	G1431A
	T461M
	+
	benign
	tolerated
	1.07

	TMAu, DMAp
	PYROXD2
	ENST00000370575
	rs2296441
	C1646T
	A533T
	-
	benign
	tolerated
	2.39

	N-ACu
	NAT8
	ENST00000272425
	rs13538
	A578G
	F143S
	+
	benign
	tolerated
	-2.63

	BAIBu
	AGXT2
	ENST00000231420
	rs37369
	C619T
	V140I
	+
	benign
	tolerated
	-0.22

	BAIBu
	AGXT2
	ENST00000231420
	rs37370
	T506C
	N102S
	+
	benign
	tolerated
	0.96
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� Only non-synonymous SNPs with association p-values < 10-7  (arbitrary threshold) are included in the table.


� Measure of LD (r2) in the HapMap-CEU population � ADDIN EN.CITE � ADDIN EN.CITE.DATA ���[1]� between the non-synonymous SNP and the SNP with strongest effect at the mQTL


� The observed directionality of the effect of the 'Allele Change' on the concentration of the specified metabolites ('ID(s)')


� SIFT prediction � ADDIN EN.CITE <EndNote><Cite><Author>Kumar</Author><Year>2009</Year><RecNum>481</RecNum><record><rec-number>481</rec-number><foreign-keys><key app="EN" db-id="fsveefxw5w2df6edav7555d620xppdr5px2v">481</key></foreign-keys><ref-type name="Journal Article">17</ref-type><contributors><authors><author>Kumar, Prateek</author><author>Henikoff, Steven</author><author>Ng, Pauline</author></authors></contributors><titles><title>Predicting the effects of coding non-synonymous variants on protein function using the SIFT algorithm</title><secondary-title>Nature protocols</secondary-title></titles><periodical><full-title>Nature protocols</full-title></periodical><pages>1073-1081</pages><volume>4</volume><number>7</number><keywords><keyword>conserved_seq</keyword><keyword>nmr_mqtl</keyword></keywords><dates><year>2009</year></dates><publisher>Nature Publishing Group</publisher><isbn>1750-2799</isbn><urls><related-urls><url>http://dx.doi.org/10.1038/nprot.2009.86</url></related-urls></urls><electronic-resource-num>citeulike-article-id:5713022</electronic-resource-num></record></Cite></EndNote>�[1]�


� PolyPhen prediction � ADDIN EN.CITE <EndNote><Cite><Author>Ramensky</Author><Year>2002</Year><RecNum>479</RecNum><record><rec-number>479</rec-number><foreign-keys><key app="EN" db-id="fsveefxw5w2df6edav7555d620xppdr5px2v">479</key></foreign-keys><ref-type name="Journal Article">17</ref-type><contributors><authors><author>Ramensky, Vasily</author><author>Bork, Peer</author><author>Sunyaev, Shamil</author></authors></contributors><auth-address>European Molecular Biology Laboratory, Meyerhofstrasse 1, 69117 Heidelberg, Germany.</auth-address><titles><title>Human non-synonymous SNPs: server and survey</title><secondary-title>Nucleic Acids Research</secondary-title></titles><periodical><full-title>Nucleic Acids Research</full-title><abbr-1>Nucleic Acids Res.</abbr-1><abbr-2>Nucleic Acids Res</abbr-2></periodical><pages>3894-3900</pages><volume>30</volume><number>17</number><keywords><keyword>conserved_seq</keyword><keyword>nmr_mqtl</keyword></keywords><dates><year>2002</year></dates><isbn>1362-4962</isbn><urls><related-urls><url>http://dx.doi.org/10.1093/nar/gkf493</url></related-urls></urls><electronic-resource-num>citeulike-article-id:392454</electronic-resource-num></record></Cite></EndNote>�[2]�


� Placental mammal base-wise conservation by PhyloP � ADDIN EN.CITE � ADDIN EN.CITE.DATA ���[3,4]�. PhyloP scores  are calculated as the abs(log10(p-value)) for testing the null hypothesis of neutral evolution, and are then multiplied by -1 to indicate faster-than-expected evolution, or by +1 to indicate conservation.





