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Figure S1. The rs10873679 C-allele associates with more S. Typhi replication across all sampled 

populations and in both sexes, related to Figure 1. (A) Increased z-scored S. Typhi replication 

associated with the C-allele in all populations. Individual population regressions slopes range from -

0.12 in ESN to -0.40 in GWD. Table below lists number of LCLs from each population used in cellular 

GWAS. (B) The rs10873679 C-allele associated with more z-scored S. Typhi replication in both sexes. 

Linear regressions are listed in the table. A two-way ANOVA with genotype and sex finds no 

significant interaction between sex & MCOLN2 genotype (p = 0.8) despite both individual factors 

being a significant source of variation (genotype p=1.9x10-9 & sex p=0.02).  

 
 
 
 
 
 
 
 
 
 
 
 
 
 



 

Figure S2. Neither MCOLN2 knockdown nor knockout affect pyroptosis or invasion during S. Typhi 

infection in Figure 2E-G. (A–C) Pyroptosis is the percent of cells dead (7AAD+) at 3.5 hpi. (D–E) 

Invasion is the percent of living (7AAD–) and infected (GFP+) cells at 3.5 hpi. LCL (GM18540) 

infection in A & D are nine replicates from three experiments from Figure 2E. THP-1 infection in B, 

C, E, & F are ten replicates from two experiments presented in Figure 2F & G. In A & F, the p values 

are from Mann-Whitney U tests. In B-E, p values are from unpaired t tests. While wild-type and 

knockout cells significantly differ in C, the effect size is only 0.5% respectively.  

 
 
 
 
 



 

Figure S3. Increased S. Typhimurium replication also associates with the rs10873679 C- allele, related 

to Figure 2H. (A) The rs541897 locus association with z-scored S. Typhimurium replication (p = 

3.9x10-8) passes genome-wide significance threshold (5x10-8; red line). (B) A local Manhattan plot of 

the S. Typhimurium replication-associated locus on chromosome 1 (hg19 build) shows that the S. 

Typhimurium lead SNP, rs541897, is in the same locus as the S. Typhi lead SNP, rs10873679. The S. 

Typhi and S. Typhimurium lead SNPs are linked (LD r2 = 0.71 in African ancestry populations). Dots 

for each SNP are color coded by African (AFR) linkage disequilibrium (LD; r2) from 1000 genomes 

Nov 2014 release. A 164 kb zoom in on the MCOLN2/3 region indicates regions well-linked (r2>0.6) 

with rs541897 by continental ancestry: African with a 41 kb orange bar, European (EUR) with a 116 

kb blue bar, & Asian (ASN) with a 116 kb red bar. (C) The rs10873679 C-allele associates with more 

S. Typhimurium replication. The slope of a linear regression predicting replication from genotype is 

significantly different from zero (β = -0.22 ±0.04; p = 3.5x10-6). Mean replication of each genotype is 

listed above their respective dot plot. Bars are mean ±SD.  



 

Figure S4. The increased expression of Mg2+-regulated S. Typhi genes inside THP-1 monocytes is 

consistently decreased in MCOLN2 knockouts, same data underlying log2[Fold Change] in Figure 3D. 

Three replicates are from three experiments. Bars are geometric mean. Inoculum RNA was mixed 

with RNA from uninfected THP-1 cells of each genotype, so each late log replicate is the average of 

two technical (sequencing) replicates. Ratios (black text) are geometric mean from expression of 

bacteria replicating inside MCOLN2 knockout over bacteria replicating in wild-type THP-1 cells. P 

values (grey) are from paired t tests corrected for multiple testing by Holm-Šídák method. 

 

 

 

 

 

 

 

 

 

 

 



Table S3. Salmonella enterica ser. Typhi strain Ty2 gene sets used in GSEA. Related to Figures 3C and 

3D. 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 

Table S4. Oligonucleotides grouped by function in study. Related to STAR Methods. 

 

 

 

 

 

 


