Appendix 4. Assessing the existing evidence using the Bradford Hill criteria for the 

                 hypothesis: Occupational exposure to swine causes increased odds of 

                 hepatitis E Virus (HEV) immunoglobulin G (IgG) seropositivity’.
[For reference citations see main paper]

	Strength of association: the stronger the association, the greater the likelihood that the association is causal. Meta-analysis of cross-sectional studies resulted in OR of 2.59 (95% CI 1.90, 3.53), with significant heterogeneity across studies.

Biological gradient or dose-response. Contradictory cross-sectional studies report increased odds of HEV IgG seropositivity with increasing duration of exposure [54], and no difference [16]. Gradient of odds of seropositivity in association with intensity of exposure to swine was reported in one study [52].
Consistency: the more studies report similar findings, the more likely the association is to be causal. Ten of thirteen cross-sectional investigations reported statistically significant (P < 0.05) associations between occupational exposure (swine workers and/or swine veterinarians) as compared with the general population. 

Temporality: causal exposure should precede outcome in time. One longitudinal cross-sectional study reported increased odds of seropositivity with increasing duration of exposure [54].

Plausibility: observations fit with current knowledge of disease. Two genotyping studies reported similarity between human and swine HEV isolates [43, 67]; geographic clustering between human and swine HEV isolates was also reported [64, 71].

Coherence: observations fit with other observed biological effects that may be relevant in causal pathway. Two case reports identified consumption of pork [88, 28] as source of HEV infection; homogenates of HEV infected swine livers are reportedly infectious to other swine [36, 121]. 

Experimental evidence: do laboratory studies confirm that the exposure can exert the hypothesized outcome? Swine exposed to other HEV infected swine in a laboratory setting seroconvert and shed [34]. Primates exposed to swine HEV in a laboratory setting seroconvert and shed [32].

Analogy:  a similar agent exerts similar effects. Hepatitis A, B, and C viruses may infect humans, causing seroconversion. 
Specificity: a specific exposure should exert a specific effect. Contiguous swine and human populations may carry genetically similar strains of HEV (Table 2), however direct exposure of humans to swine vs. other livestock populations or environment in these settings is not well-documented.


