MARK A. GRUENWALD, C.LH.
Associate Director

BORDEN SERVICES COMPANY Product Safety/Technical Services

“QUALITY BUSINESS SOLUTIONS”

June 4, 1996

Hasmukh Shah, Ph.D.

Manager, Vinyl Chloride Panel
Chemical Manufacturers Association
1300 Wilson Bivd,

Arlington, VA 22209

Dear Has:

[LST’s RSI group has initiated a project to use genotoxicity data in cancer risk assessment.
Vinyl Chloride will be one of the case studies. (See attached)

Our Vinyl Chloride Health Committee may want to discuss this, if they haven’t already, in
the most recent conference call which I missed.

ely,

Mark A. Gruenwald
Associate Director
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Attachment

Phone: (614) 225-3459 + Fax: (614) 225-7638
180 East Broad Street » Columbus, OH 43215-3799
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(from page 1)

RSI Update

on essential elements. dose selection in chronic rodent hioassavs. microbial risk assessment.
human variabilin. and other issues is complered and disseminated.

{r this issue of RST Update we iughiichr nvo new RS/ projects on genotoxiciny und reproduc-
tvesdevelopmenial waciny. These projecrs. like many others at RSI should provide benefirs
(o mddividuals and orgamizationy seeking improved. balanced. and reliable <ciennfic inpur on
sues of public interest and concern. We would like to hear from you whenever vou draw on
tie cesults of RSE projecis. for schatever reason. When our work is of value 10 you. your
reedback i nern will be ot ereat value 1o us.

2P Do

Jefferv A, Foran, Ph. D

New Projects

Use of Genotoxicity Data in Cancer Risk
Assessment

Historieatly . zenotoxacity date have been used as
part or hazaed wdentificanion o1 2. 10 classify carcino-

CeNs ds S2R0LONIC OF NONZENVIoXiy 1. but not as part of

NI GOAI-TT S PUNST ansNSMENT IO QUAntitalin ¢ly estimate
cunezt sk The current scienuric and regulatory cli-
wte 1 such thae the use of endpoints other than tw-
TS e guaniitaunels estimarte cancer risk is on the
aorizon Thi R8T project was initiated to address the
GuesLiom OF W hether and how genotonicity data should
2 Usad s TATT ol caneer sk assessment.
vsinadi voorking croup o distinguished screntises
caed oy RST agreed thai the guaintative und quan-
Gl wousg oF m\up“lﬂ[\ othet than wmors (DNA aa—
S THale DL 2D L TG daid, 11 i anid 10
Srve Jonenoici Jdate nctuding mutagematy . among
Fsho@ssassment s an tssue worthy
cfmcenoanron The working group suggested that the
coziul i s project—to determineg how 1o use genoton-
oy und other mformation in 4 cancer rish assess-
mieni—-shouid be pursued initially through the use of
cuse studies These case studies will invols ¢ the devel-
opment of sancer rsk estimutes oL
ailitonin benzene. butadienz. upd v invl chionde,
cuse study will mclude the tollowing:

LTSl JUneeT

o dcancer rishoestimate derned following the 1986
LS. EPA cancer nisk assessment aurdelines.
a cancer risk esumate derived following the pro-
posed revised U.S EPA cancer sk assessment

guidelines using the LED, for tumor response
(dose causing a 10% tumor response as the “point
ot departure” (1.e.. the starting point from which
o extrapolate to the low dose-response region).
and

a canver estimate derived by choosing « point of
departure from endpoints other than wmors (1.e..
DNA adduct formation. in v iv o mutation data. etg
that are mechantstically linked to the ohseried 1o-
MOr response

Expert scientists identified by the working croup
will be asked to generate first drafts of the cuse studies
by September 1996 Upon completion or the dratis
authors. reviewers. and the working group vall mee

dikehy o ute 19967 to review the case studies and
discuss therr impheations for quantitutive cancer sk
assessiient. The product of this pm;eu IN dnticipatew
T2l renaet vmh'uh d inthe peer-raviewed hitaranur-
.t as o stand-alone monograph nn 'hz quanutative ap-
nhication of genotovivity data in cancer risk assessiment
Contact: Dr Gene Scarano at RST

Methods for Assessing Sperm Parameters

Regulaton agencies are in the process of revis-
ing test guidelines for reproductive tonicity studies, and

- are proposing the addition of assessments of sperm pa-

rameters including motility. morphology. and count-.
While these assessments can provide valuable infor-
mation for the determinauon of potential reproductive
toniciny. the metheds for conducting the assessments
have not been well Jeveloped. In addition. there is dis-
agreement about the optimal collection site for obtain-
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