
June 24,2002 

Christine Todd Whitman, Administrator 

U.S. Envirorlmental Protection Agency 

P.O. Box <473 

Merrifield, VA 22116 


Attn: Chemical Right-to-Know Program Re: 	 Cy&&xanol (CAS No. 108-93-O) 
Registration No. 

Subject: Repiy to EPA Comments on the IHF Cycl~hexanol k&V Submission 

Dear Ms. Whitman, 

Under the EPA HPV Challenge Program, avaiiable cyclohexanol k~xicity 
information was evaluated, d&a gaps were ickntified, and a decision was made to 
conduct repeated-exposure toxicity and reproductiveldevelopmefital toxicity studies, 

I%e IHF Committee on Cyclohexanol initially proposed to conduct a Q&day 
inhalation toxicity study in rats (OECD 413) and to enhance the histopathalogical 
examination of rats in the SO-day study by placing special emphasis on testes and 
ovaries. Sperm analyses and examirdion of &~Qus cycle were also TV have been 
conducted. If adverse effects on gonads or sperm were observed in fhe proposed g&day 
study, a one-generation rat inhalation study (OECD 415) would have been c;onductecl on 
cyclohexanol to assess functional effects on fertility and gn the reproductive performance 
of male and female rats. If no adverse gonadal Or sper’matogenic: effects were seen in 
the prt>posed go-day study, an inhalation teratology study (OECD 414) in rats would have 
been conducted to determine hazard to the unborn fetus. 

EPA recommended a single screening study (QECD 422; combined repeated-
dose toxicity with reproductive/developmental toxicity screening) to satisfy testing needs. 
The IHF Committee on Gyclohexanol has decided to accept EPA’s recommendation to 
conduct a study using OECD 422 guideljnes. The IHF committee on Cyclohexanol will 
modify the QECD 422 ptotot;ol tcsprovide for a longer exposure (at least ten weeks prior 
to mating to encompass one corr?plete spetm cycle irI male rats) and a fuller evaluation of 
male reproductive organs to address potential repr’oductive concerns identified in prior 
studies. The Committee also feels the longer exposure will provide for a better 
estimation af repeat dose toxicity. Results from such a study will satisfy HPV Challenge 
requirements. 

In addition to conducting a study following OECD 422 guidelines, the IWF 
Cammittee cm Cy&hexanoI will conduct a study (OECO I I I, for example) to measure 
the stability (hydrolysis) of cyclohexanol in water and an acute study for inver-tebate 
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toxicity (OECD 202) to more accurately determine an ECSQ fw cyc;lohexanol. Finally, the robust 
summaries will be amended to inc1ud.e additional information reg&?sted by the agency where it is 
available. 

The committee appreciates this opportunity ~CYIrespond to comments from the EPA. Please 
address any questions or comments concerning this letter to: Henry frochimowicz, Sc.D 
14 Lamatan Road, Newark, DG 1971 I; Phone: (302) 2394725; E-mail: hitroch@aol.cor;;. 

Marianne C. Kaschak 
Project Coordinator 
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