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Supporting Information Table 1.  Summary of Histopathology Credibility Scoring Criteria
	HC = 1
(No Credibility)
	HC = 2
(Low Credibility)
	HC = 3
(Equivocal 
Credibility)
	HC = 4
(Credible)
	HC = 5
(Highly Credible)

	articles in which all of the photomicrographic figure images demonstrate specimens considered to be of non-diagnostic quality (only PAF = “B”), or there is clear evidence that one or more images is problematic.
	articles in which at least one of the photomicrographic figure images demonstrate specimens that are considered to be of diagnostic quality.
	articles in which at least one histopathologic finding could plausibly have been a genuine exposure-related effect, but supporting data are either not convincing or are not provided.
	articles in which one or more histopathologic findings could reasonably be interpreted as exposure-related effects. Typically, such articles provide some form of semi-quantitative data in addition to, or in lieu of, morphologic descriptions in the text.
	articles that provide exceptionally convincing evidence of (or lack of) exposure-related effects.

	OR
	AND
	OR
	OR
	

	articles in which no accurate diagnoses are reported (no PAF = “A”)
	articles that contain at least one correct diagnosis at minimum (PAF = “A”), but reported exposure related effects are not plausible.
	articles in which reported exposure-related effects were based on inconclusive diagnostic interpretations.
	articles that provide reasonable evidence of effect absence.
	





Supporting Information Table 2.  Histopathology Checklist for Fish Toxicology Studies
	Category
	Item
	Element

	Experimental Design
	1
	a) Is the number of animals per group likely to provide sufficient power to detect pathological effects (i.e., avoid Type II errors) while simultaneously guarding against false positive findings (i.e., avoid Type 1 errors) ?

	
	
	b) Were replicate containers included in the experimental design? 

	
	
	c) If so, how many replicates were included per exposure group?

	
	
	d) What was the source of the experimental fish subjects?

	
	
	e) Was statistical analysis of the histopathology data performed?

	
	
	

	Mitigation of Bias
	2
	a) Is there clear evidence that fish were examined on an individual fish basis? 

	
	
	b) Were histopathology data collected and reported on an individual fish basis?

	
	
	c) Were the histologic slides evaluated blinded at some stage?

	
	
	d) Were the slides examined by more than one investigator?

	
	
	

	Potential Confounding Factors
	3
	a) Could the source of the fish have impacted the histopathology outcome?

	
	
	b) Were the fish assessed for the presence of pathogens or other diseases?

	
	
	c) If lethality occurred, could that have impacted the histopathology outcome?

	
	
	d) For studies with adult fish, were histopathologic findings collected and reported according to sex?

	
	
	e) Was there analysis of replicate data for potential tank effects?

	
	
	

	Histopathology Accuracy
	4
	a) Do the histologic specimens appear to be of sufficient diagnostic quality?

	
	
	b) Are photomicrographic examples provided for key study findings?

	
	
	c) Are the photomicrographs of sufficient quality and magnification to demonstrate the presence (or absence) of reported histopathologic effects?

	
	
	d) Based on the photomicrographic figures, figure legends, and text, do the reported histopathologic diagnoses appear fundamentally accurate?

	
	
	e) Based on the photomicrographic figures, figure legends, and text, does it appear that histopathologic findings were missed?

	
	
	

	Strength of Evidence for Exposure-related Histopathologic Effects
	5
	a) Do the reported exposure-related histopathologic effects seem biologically, physiologically, and toxicologically plausible?

	
	
	b) Are the reported histopathology effects consistent with the exposure duration?

	
	
	c) Do the histopathology data allow for determinations of lesion prevalence and severity according to exposure group?

	
	
	d) Do the semi-quantitative data sufficiently support the reported presence (or absence) of exposure-related histopathologic effects?

	
	
	e) Is there sufficient photomicrographic evidence to support the reported presence (or absence) of exposure-related histopathologic effects?

	
	
	f) Were histopathologic findings reported for control fish?

	
	
	g) Are there other types of study data that would provide further evidence of the existence or absence of reported exposure-related effects?



