
Good morning, my name is Nicholas Chartres and I am the Associate Director of Science and Policy at 

the Program on Reproductive Health and the Environment at the University of California, San Francisco. 

My comments today will focus on the Human Health Toxicity Guidelines. 

I want to state that I have no conflicts to disclose. 

With regards to Charge question 2: “Please comment on the scientific adequacy, completeness, 

organization and other relevant considerations regarding EPA’s list of proposed “common element 

modules” (See Table 1)” my comments focus on the use of systematic review methods described in 

Module 2. These methods have not been adequately or completely described as they are 1) only 

included in module 2 and 2) only described as “general principles associated with collecting potentially 

relevant studies including conducting a literature search”.  

Firstly, systematic review methods are critical for Modules 1, 2 and 3, not only Module 2. Systematic 

reviews have been recommended for evaluating the strength of evidence for environmental exposures 

and the relationship to adverse health outcomes. Secondly, the Institute of Medicine (IOM), which has 

21 standards covering the entire systematic review process that, if adhered to, result in a scientifically 

valid, transparent, and reproducible systematic review, defines a systematic review as a:  

“scientific investigation that focuses on a specific question and uses explicit, pre-specified scientific 

methods to identify, select, assess, and summarize the findings of similar but separate studies” 1 

If it is EPA’s intent to incorporate “the many recommendations submitted through the June 2019 SAB 

consultation, which particularly emphasized the need to update or add to EPA’s risk assessment 

guidelines to ensure the use of the best available science at all phases of risk assessment” then EPA 

must implement a systematic review method that is compatible with empirically based existing methods 

and aligns with the IOM definition of a systematic review, including but not limited to, using explicit and 

pre-specified scientific methods for every step of the review. 

 
There are multiple well-developed science-based, peer-reviewed and validated methods for conducting 
systematic reviews in environmental health that EPA could readily apply, including the National 
Toxicology Program’s Office of Health Assessment and Translation Method2 and UCSFs Navigation Guide 

 
1 Institute of Medicine. (2011). Finding What Works in Health Care: Standards for Systematic Reviews. Page 1. Washington, DC: The National 
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Systematic Review Method, which has been demonstrated in six case studies. 3,4,5,6,7, 8,9,10 The National 
Academies of Science (NASEM) has cited both of these systematic review methods as exemplary of the 
type of methods EPA should use in hazard and risk assessment.11,12, 13,14 Further, the NASEM utilized both 
methods in its 2017 assessment of the potential health impacts of endocrine active environmental 
chemicals.15 Specifically, in its 2017 review the NASEM found:  
 

“Both the OHAT and Navigation Guide methods include the key steps recommended by a 
previous National Academies committee (NRC 2014) for problem formulation, protocol 
development, specifying a study question, developing PECO statement, identifying and 
selecting the evidence, evaluating the evidence, and integrating the evidence.” 16  

 
To assess the harms in human studies, instead of conducting an entirely new review, the NASEM used 

the Navigation Guide published systematic review on PBDE flame retardant exposure and IQ and 

concluded that: 

 

“To assess the human evidence, the committee critically evaluated the methods of a 

recent systematic review conducted by Lam et al… Judging that this existing review 

fulfilled the requirements of a systematic review and that there was no evidence of risk 

of bias in the assessment, the committee used the Lam et al. review as a basis for its 

own assessment.” 17 (emphasis ours) 
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Additionally, The World Health Organization and International Labor Organization (WHO/ILO) are using 
the Navigation Guide method to conduct systematic reviews of occupational exposures and disease as 
part of assessing the global burden of work-related injury and disease due to exposure to occupational 
risk factors.18  
 
Finally, in response to charge question 4: “EPA will need to set priorities and start some modules before 

others. What modules would SAB members suggest EPA work on first and why?”, EPA should prioritize 

the implementation of empirically based systematic review methods before proceeding with the 

development of the other modules as empirically based systematic review methods are the foundation 

for all risk assessments. Without the development of these methods the following steps of the risk 

assessment may be biased. 

We have commented extensively with regard to the use of systematic review methods and that the 

current approach used by the Toxic Substances Control Act are not empirically based or consistent with 

the best available science. Our comments can be found here https://bit.ly/PRHENAS 
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