Appendix 3. Grading of Recommendations, Assessment and Evaluation (GRADE): adapted system for evidence ranking for cross-sectional studies  
[For reference citations see main paper]

Original Cochrane Collaboration terminology is presented in italics. Evidence for a research question begins the ranking process with 4 *’s; these may be deducted by identifying problems with one or more GRADE criteria. Interpretation of final ranking, expressed as number of *’s, is listed below.

	Criterion
	Rating  

(* deduction)
	Definitions
	GRADE review findings: 12 occupational exposure studies1
	GRADE review findings :

 3 pork consumption  studies2

	1. Individual study design problems

        a) Sampling scheme not random/systematic

        b) Sample size not justified


	No- not present (0)

> 50% of studies ‘a’ or ‘b’         (-1 )

‘a’ and ‘b’ (-2)
	No:  Neither of these problems is present in any of the studies investigating this question.

a) More than 50% of studies did not sample randomly or systematically, OR more than 50% of studies did not justify sample size.

b) More than 50% of studies did not sample randomly or systematically, AND more than 50% of studies did not justify sample size.
	-2

Convenience sampling in 10/12

Sample size justified 0/12
	-1

Sampling all systematic or random

Sample size justified 1/3

	2. Inconsistency of direction of findings amongst studies

         a) Present but accounted for in review

         b)  Present and not accounted for
	No – not present (0)

(-1)

(-2)
	No: Inconsistency of direction of estimates was not noted, amongst these studies.

a) Inconsistency was noted but potential reasons (see below) are discussed in this review.

b) Inconsistency is noted and no reasons are evident from this review.

Widely differing estimates with no plausible explanation (could be differences in populations studied, or outcomes measured)
	-1

Inconsistent estimates; potential reasons discussed
	-1

Inconsistency, discussed in review

	3. Imprecision of individual study’s estimate

         Present in > 50% of individual studies’ estimates

         Present in meta-analysis estimate
	No- not present (0)

 (-1 )

 (-2)
	Examples of imprecision: 1.  dichotomous outcomes: total sample size  less than calculated sample size required

 OR total number of events < 300

 OR 95% CI includes negligible effect

2. continuous outcomes: 95% CI includes ‘no effect’
	-1

 Imprecision present in 6/12 of individual studies


	-1

Imprecision in 2/3 individual studies

	4. Indirectness of individual study sample population as representative of target population

a) Population, outcome, or comparison, of interest

b) more than one of the above parameters is examined indirectly
	No

> 50% of studies          (-1)

(-2)
	Population – eg might sample group of swine veterinarians when population of interest is swine farm workers.

Outcome – eg might measure seroprevalence of HEV when outcome of interest is shedding.

Comparison – occurs when a comparison of intervention A versus B is not available, but A was compared with C and B was compared with C. Such trials allow indirect comparisons of the magnitude of effect of A versus B.  
	0

  8 of 12 justified representativeness of sample population, outcome, and comparison
	-1

Indirect population sampled with regards to target population

	5. Publication Bias
Present with effect on magnitude of estimate

Present with effect on direction of estimate
	No

(-1)

(-2)
	
	-1  Meta-analysis identified reduced estimate when adjusted for publication bias
	0 


1 [16, 52, 53, 54, 55, 56, 57, 58, 59,  60, 61, 62]

2 [12, 40, 41]

**** High.  Further research is very unlikely to change our confidence in the estimate of effect or accuracy.

*** Moderate.  Further research is likely to have an important impact on our confidence in the estimate of effect or accuracy and may change the estimate.

** Low.  Further research is very likely to have an important impact on our confidence in the estimate of effect or accuracy and is likely to change the estimate.

* Very low.  Any estimate of effect or accuracy is very uncertain.

