Table S1: interaction effect estimates for interaction between HLA status and EBNA titre —
subgroup analysis based on method of HLA genotyping.

PCR-based HLA genotyping

Estimate SE P.value
AP 0.600626 | 0.080903 1.14E-13
RERI 5.848862 | 1.473361 7.20E-05

Log(Synergy index) | 0.8520740 | 0.29822258 | 4.274305e-03
Multiplicative 1.771796 | 1.030103 0.453711
interaction
Tag SNP HLA genotyping

Estimate SE P.value
AP 0.148602 | 0.209132 0.477353
RERI 0.988962 | 1.947507 0.611587
Log(Synergy index) | 0.1139513 | 0.2786410 0.6825735
Multiplicative 0.446705 | 1.320622 0.675241

interaction




Table S2: interaction effect estimates for interaction between smoking status and EBNA titre
— subgroup analysis with one study excluded due to second-hand smoke exposure being used
as the exposure, and one for using serum cotinine as a proxy measure for smoking.

Excluding study assessing second-hand smoke

Estimate SE P.value
AP 0.188255 | 0.127964 0.14125
RERI 0.39963 | 0.372714 0.283623

Log(Synergy index) | 0.2422447 | 0.2503367 | 0.3332064

Multiplicative 1.179697 | 0.781378 0.818112

interaction
Excluding study using cotinine as proxy for smoking
Estimate SE P.value
AP 0.159765 | 0.158914 0.314724
RERI 0.377317 | 0.477298 0.429221

Log(Synergy index) | 0.1489028 | 0.2585146 | 0.5646194

Multiplicative 1.263166 | 0.888417 0.767063
interaction




Supplementary figure legends
Supplementary figure 1: (a)-(d) Graphs as per figure 2, analysis restricted to studies using
tagging SNPs to determine HLA genotype. (e) - (h) Graphs as per figure 2, analysis
restricted to studies using PCR-based methods to determine HLA genotype.
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Supplementary figure 2: (a)-(d) Graphs as per figure 3, analysis restricted to studies using
tagging SNPs to determine HLA genotype. (e) - (h) Graphs as per figure 3, analysis
restricted to studies using PCR-based methods to determine HLA genotype.
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Supplementary References

References for EBV seropositivity and MS

(i) Adults:
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(i) Paediatric MS
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