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Overall comment 

EPA has done a fine and transparent job of identifying the relevant studies, assessing the quality of studies, 
integrating the evidence, and developing the reference concentration (RfC) and inhalation unit risk (IUR). The 
draft document appears to address many criticisms of past formaldehyde assessments. The scope and quality 
are impressive. 

Specific comments (page numbers refer to the .pdf of 780 pages) 

-Page 211, line 24: The study by Horton et al. 1963 has severe limitations—there was no examination of nasal
epithelium in its inhalation studies. The mice were exposed to reasonably high concentrations of formaldehyde
and yet there was no development of neoplasms. Evidence from this study must be excluded in drawing any
conclusions on formaldehyde given the study’s weaknesses.

-Page 251, line 25 Nasopharyngeal cancer: It was interesting to see that there was no mention of the meta-
analysis studies by Blair et al. 1990 or Partanen 1993—the meta-analyses studies that calculated aggregate risks
for nasal and nasopharyngeal cancers from occupational exposure to formaldehyde. These studies support the
evidence from animal studies related to carcinogenicity of formaldehyde in the upper respiratory tract.

-Pages 281, 484, and 540: Weaknesses in the study by Stroup et al. 1986 such as lack of information about
exposure to other chemicals and actual exposure levels to formaldehyde were not discussed anywhere in the
document.

-Page 361, Evaluation of experimental support for the hypothesized mode of action: Chromosomal aberrations
are evidence of potential genotoxic effects of formaldehyde. Please cite these studies:

1. Yager et al. 1986: average sister chromatid exchange (SCE) increase and formaldehyde exposure

2. Vasudeva and Anand 1996: chromosomal aberrations in medical students exposed to formaldehyde.

3. Chebotarev et al. 1986: SCE and a 2.67% increase in chromosomal breakage in workers exposed to
formaldehyde.

-Page 363, line 4: Please include Lai et al. 2016. The study describes methods to evaluate DNA adducts (marker
of genotoxicity) formed by endogenous formaldehyde (an essential metabolite of formaldehyde via
detoxification processes).
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-Page 484, Myeloid leukemia: It would be valuable to consider the meta-analysis by Zhang et al. [2009] as 
epidemiological evidence for myeloid leukemia from exposure to formaldehyde. This meta-analysis approached 
the risk of acute myeloid leukemia (AML) differently than other meta-analyses by suggesting that higher relative 
risks are not a result of confounding factors.  
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