
Nomination of Agents for Future IARC Monographs
The IARC Monographs review chemicals, mixtures, occupations, physical agents, biological agents, and lifestyle factors suspected of causing cancer in humans.  IARC encourages you to nominate agents for consideration in future IARC Monographs.  Please use this form to nominate new agents or previously-evaluated agents.  IARC selects agents for review based on (a) evidence of human exposure and (b) evidence or suspicion of carcinogenicity.  In April 2014 IARC will convene an Advisory Group to make recommendations on all nominations.
	Your name  
	Elizabeth Hunt on behalf of Basic Acrylic Monomer Manufacturers, Inc. (BAMM)
(Please see continuation sheet.)

	Your principal affiliation  
	Executive Director, BAMM

	If another party suggested that you submit this nomination, please identify  
	Kurt Straif, MD, PhD
Head, IARC Monograph Series

(Please see continuation sheet.)

	
	

	Agent you wish to nominate for consideration in a future IARC Monograph  
	Ethyl acrylate, CASRN 140-88-5

	
	If previously reviewed in an IARC Monograph
	

	
	Current IARC evaluation (Group 1, 2A, 2B, 3, or 4):  Group 2B
	

	
	Volume and year:  Vol. 39, 1986 and Vol. 71, 1999.
	

	
	In your opinion, what new information would lead to a change in the evaluation? (list principal references on next page)  

· NTP delisting of ethyl acrylate from the Report on Carcinogens in 2000
· IARC Tech.Pub.No. 39. (2003) on rodent forestomach tumours, including review of ethyl acrylate (Boorman & Sills, 2003).
· 2007 and 2009 peer-reviewed articles giving a conclusion that the forestomach tumours in the ethyl acrylate gavage bioassay are not relevant for human cancer assessment; 
· [Please see also continuation sheet.]
	

	
	
	

	Briefly, what is the public health reason for IARC to undertake this review? [See also cont. sheet] 

Ethyl acrylate causes only forestomach tumours following gavage dosing at high concentration. No increases in tumours were seen in drinking water, dermal and inhalation studies. NTP mechanistic data support the lack of human relevance of the forestomach tumours. IARC has recognized the doubtful relevance of rodent forestomach tumours under the circumstances present here, and other authoritative bodies have cited ethyl acrylate as an example.  IARC monographs are considered an authoritative source by many public and private entities worldwide, must be of the highest quality, and should be consistent with NTP assessments where NTP studies are used.  This is very important for high production materials widely used in the manufacture of consumer and commercial products. 


Optional information that will assist the Advisory Group in evaluating the merits of your nomination
	Principal uses of the agent and pathways of human exposure  [Please see also continuation sheet.]
Ethyl acrylate is used to make a wide variety of consumer and commercial products, including inks, sealants, adhesives, coatings, leather finishes, and textile fibres.  While exposure to ethyl acrylate  from these products is very low, its high production volume and widespread use creates a strong need to have a current cancer classification, to support informed decision-making by private and public entities.

	Concise overview of the epidemiologic and experimental results  [Please see also continuation sheet.]
· IARC reviewed the available epidemiological data in 1998 and concluded "No epidemiological data relevant to the carcinogenicity of ethyl acrylate were available."  No additional epidemiological data are currently available. 
· An NTP study observed an increase in forestomach tumours in rats and mice that received high dose concentrations of ethyl acrylate by gavage for two years.  Tumours were not seen at any other site in that study.

· No tumours have been observed in a chronic inhalation study in rats and mice, in a chronic dermal study in mice, nor in chronic drinking water studies in rats and dogs. 

· Ethyl acrylate did not induce skin tumours in a transgenic mouse engineered for pre-disposition to skin tumours.

· The weight of evidence is that ethyl acrylate is not genotoxic in vivo.

· Metabolic and pharmacokinetic data indicate rapid and complete detoxification of ethyl acrylate in the body.
· Mechanistic data indicate development of forestomach tumours in rodents from ethyl acrylate is dependent on chronic exposure to bolus doses given at concentrations sufficiently high to overwhelm the normal ethyl acrylate detoxification pathways.  

	References to the principal cancer epidemiologic studies (include meta- and pooled analyses)  
Walker, A.M., Cohen, A.J., Loughlin, M.S., Rothman, K.I. and DeFonso, L.R. (1991). Mortality from cancer of the colon or rectum among workers exposed to ethyl acrylate and methyl methacrylate. Scand. J. Work Environ. Health 17:7-19


	References to the principal carcinogenicity bioassays in experimental animals  
NTP (1986). Carcinogenesis Bioassay of Ethyl Acrylate. Technical Report Series 259, Publication (NIH) 82-2515. National Toxicology Program, Research Triangle Park, N.C.

Miller R, et al. (1985). Chronic toxicity and oncogenicity bioassay of inhaled ethyl acrylate in Fischer 344 rats and B6C3F1 mice. Drug Chem. Toxicol. 8:1-42.

DePass L et al. (1984). Dermal oncogenicity bioassays of acrylic acid, ethyl acrylate, and butyl acrylate. J. Toxicol. Environ. Health 14:115-120.

Borzelleca J et al. (1964). Studies on the chronic oral toxicity of monomeric ethyl acrylate and methyl methacrylate. Toxicol. Appl. Pharmacol. 6:29-36.



	References to the principal mechanistic studies or other relevant data (include review articles)  
NTP (2000). Report on Carcinogens, 9th ed., National Toxicology Program, Research Triangle Park, N.C.

Boorman G, Sills R (2003) Ethyl acrylate: Predictive value of rodent forestomach and gastric neuroendocrine tumours in evaluating carcinogenic risk to humans, in IARC Tech. Pub. No. 39, Lyon, France, pp. 57-64.

Williams G, Iatropoulos M (2009). Evaluation of potential human carcinogenicity of the synthetic monomer ethyl acrylate.  Regul. Toxicol. & Pharmacol. 53:6-15.

[Please see continuation sheet]


Please send a separate nomination form and WHO Declaration of Interests (see following pages) for each agent by e‑mail (priorities@iarc.fr) before 31 January 2014.  IARC will post all nomination forms (but not the Declarations of Interests) on the Monographs programme website (http://monographs.iarc.fr/).  Thank you for your interest in the IARC Monographs.
In addition to the information below, we are providing separately a copy of BAMM’s February 22, 2013 submission to IARC which provides further information on the ethyl acrylate carcinogenicity data and the reasons IARC should reconsider its classification. 
Name:
The Basic Acrylic Monomer Manufacturers, Inc. (BAMM) members are Arkema Inc., BASF Corporation, and The Dow Chemical Company.  BAMM addresses Health, Safety and Environmental issues involving the basic acrylate monomer products, focusing on regulatory, technical and product stewardship issues and undertaking voluntary testing for these compounds.

Party suggesting submission:
On 22 February 2013, BAMM sent a letter, with supporting materials, to Dr. Straif requesting that IARC reconsider its cancer classification for ethyl acrylate, giving such reassessment a high priority and suspending the existing classification pending the reconsideration.   By letter dated 28 March 28 2013, Dr. Straif invited BAMM, upon call for nominations for the next Advisory Group on Future Priorities, to submit its dossier on ethyl acrylate for consideration by the Advisory Group.
New information:  The original IARC assessment of ethyl acrylate was in 1986 (Monographs Vol. 39) and was based on a US National Toxicology Program (NTP) study that observed forestomach tumours (and no other tumours) in rats and mice (NTP, 1986).  The classification of Group 2B was retained in a 1998 re-review of classifications for 110 substances (Monograph Vol. 71).  Subsequently, NTP, which had listed ethyl acrylate as “reasonably anticipated to cause cancer in humans” in its Fifth Annual Report on Carcinogens (ROC), determined that ethyl acrylate should be considered non-genotoxic in humans, and formally recognized that the forestomach tumours reported in the 1986 study were induced by a mechanism not relevant to human carcinogenesis.  On that basis, NTP delisted ethyl acrylate as a carcinogen in 2000 (NTP, 1998; 2000).  Also subsequent to the 1998 IARC re-review, an IARC Working Group found rodent forestomach tumours following gavage dosing to be of little relevance to human carcinogenicity where the tumours are not accompanied by evidence of genotoxicity or tumours at other sites (IARC Tech. Pub. 39).  The Working Group report included a review of ethyl acrylate; its conclusions, matched with the general IARC conclusions, indicate that ethyl acrylate is an agent for which forestomach tumours should not be used for human hazard assessment (Boorman and Sills (2003).  A 2007 peer-reviewed article concludes that forestomach tumours associated with factors such as seen for ethyl acrylate should not form the basis for a carcinogenicity classification (Proctors et al, 2007).  A more recent peer-reviewed article by two participants in the 2003 workshop also concludes the forestomach tumours in rodents exposed to ethyl acrylate via gavage are not relevant to assessment of human carcinogenicity (Williams & Iatropoulos, 2009).
Public health reason for review:  The Advisory Group began its 2008 report by stating, “The Advisory Group (AG) considers the IARC Monographs programme to be a cornerstone of the Agency’s overall programme. The Monographs are highly regarded worldwide and of great value in the evaluation of potential carcinogenic risks to humans. The Monographs programme is predicated on the high quality of the evaluations of agents that are potentially carcinogenic to humans. It is imperative to maintain the accuracy and completeness of the review process in order to maintain the credibility and authoritative nature of the conclusions.”  (emphasis added).  BAMM believes the credibility and authoritative nature of the Monographs is harmed by maintaining for so long a classification for ethyl acrylate that is incongruent with IARC’s own workshop conclusions and with other expert body conclusions.  It creates doubt about the validity of other IARC classifications and it undermines the role of the Monographs in helping agencies and private parties throughout the world make rational, science-based decisions about chemical regulation and use.  In 2007, Dr. Vincent Cogliano, then Head of the IARC Monographs Series, sent BAMM a letter acknowledging it made a strong case for re-review of ethyl acrylate, but that has not yet occurred.  Given that it is 14 years since NTP removed ethyl acrylate from the Report on Carcinogens and 11 years since the IARC workshop on forestomach tumours, BAMM submits that reconsideration of ethyl acrylate should be a high priority for IARC.
Principal Uses:  Ethyl acrylate is a monomer in the production of polymers and copolymers used in a wide variety of products.  While residual monomer levels are very low, they are nevertheless widespread.  Sound assessment of the intrinsic hazards of materials found in consumer products, even at low levels, is important to support informed decision-making by private and public entities.  
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