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Document Processing Center (TS-790)
Office of Pollution Prevention & Toxics
U.S. Environmental Protection Agency
401 M Street, S.W.

Washington D.C. 20460

Attention: TSCA 8§ (¢) Coordinator

Dear Sir or Madam:

This is to advise you of a 28-day Subacute Inhalation Study of which we became aware on

October 12, 1993.

The study on Fluorobenzene (CAS #462-06-6), conducted in Europe, was designed to
evaluate the subacute toxicity in rats after administration by inhalation for twenty-eight
consecutive days. Mean achieved atmospheric concentrations were 0.37, 1.50 and 6.25 mg/l.

No mortality and no treatment-related macroscopic abnormalities were observed. The
observed effect of concern was the increased liver weight and histopathological findings of
centrilobular hepatocyte enlargement in the liver and accumulation of eosinophilic material

in the renal proximal tubular epithelium of high dose male rats.

The summary provided to us is attached. We will forward any follow-up information that

we receive for your review.

If you have questions, please contact me at’

Yours very truly,
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studyfis now complete. with the excgption of full histopathoiogy rasults,
minary summary is given below. A fyl) draft report will be prepared when
gy exéminations Are completed.
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The ?ast material was administered by nose only inhalation to thrae groups, each of
fiva 'male and Fi%e female Sprague-Dawley CD strain rats for twenty-eight consecutive

days ;at ta
atmos?hers
mal sgand f1

get agmosphere concentrations of 0.4, 1.5 and 6.0 mg/1 (the mean achjeved

concentrations were 0.37; 1.50 and 6.25 mg/1}. A control group of five
ve females was exposed to air only,

! LUMMARY OF RESULTS

o deaths during the study.

Qns

/brown statning of the external body surface were detected in all
with wetness of the fur. These are normal findings associated with
edure and are not indicative of toxicity,
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were: shawing huniched posture and pilo-erection both prior to exposure and
fromi the chambar: Possible respiratory pattern changes were also noted in

of | the study. E

i i
Intermediate dose animals showed sim{ilar observations to these in
exposure group wﬁth hunched posture and pilo-erection apparent from Day 21

gruué. !
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Neurgtoxicity Functions] Obsarvations

Théré was no evidﬁncs of significant neurotoxicity.

ight |
No ladverse rffect% on dedyweight gain were detectad,
|

Egﬂgfgogggmngigng
No a%versa Effect# on food consumption wers detacted,

»r#atmen{-relnyed effects were detectad.

Ne

Flyoride Analysis|

however, showed signs  of hunchad posture and pilo-erection on
rano#aI_af-om the chamber from Day 7 onwards. The incidenca of thesa observatians
increased las tHe study progressed and by Day 24 a1l animals in this exposyre group

on removal
individual

anlm§ls from Daﬁ 10 to Day 17 but these wers no Tonger apparent over the Tatter part

the highest

onwards.

No ¢!1nica?1y @bservab]e signs of toxicity were detected in the lowest exposure

A gubstant'al increase in  fluoride Tevels was detected in the pooled teeth ang
sternum  samples rom  all treatment groups in comparison with controls and 3 clear

.

dose reiationship jwas apparent,
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Uringlysis|
No tFeatme t-related effects were dgtacted,
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|
: significant {ncrease in absolute and relative Tiver weight was

detactad iY intermediate and high dose males and relative Jiver weights were elevatad

fo 'high dose ﬁfsma1es In comparison with controls. Kidney weights relative to
bodyweight showéd 2 statistically significant increasa in high dose males with one
value outside nfithe normally -expectad range. '

No tfeatme.t-rel%ted effacts were detected at the low dose.

l

Miérdscop1 exarination of control and high dose tissues has revealed cantrilobylar
he aﬁocyte enIar%emant in the Tiver ind accumulations of eosinophilic material in the
re?a1 pr571ma1 tubular epithelium of high dose male rats, |t will therefore he
neﬁessary, to egamine Tiver and kidney sections from the low and intermediate dose
groups. I would de most grateful if you coyld approve the additional histcpatho1ogy,
bnyéx, as |soon a? possible; the cost of this extra work will be £430.

: f

Yaurs stncerely, !
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Th%s !summ:ry has besn subject to some checking procedures during preparation but it
has not beep {nspectad by the Safepharm Quality Assurange Unit. We resarve the right
to make any| necassary amendment during production of the final repaor:.
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