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chlorendic acig in the attached table. e have even less information on C9APFC
and some of 1t 14 internally conflicting, The information 14 inadejuate for a
complete evaluation of the toxicity of these materials, Your Principal exposure
is by skin absorption, We have no gkin absorption toxdcity information on any
of the three, C34PFC and CoAPFC cause 1iver enlargement, but we don't know what
is the lowest repeated oral dosage that vill cause it. We have no repeated
oral dosage study to indicate 1 CgAPFC or C9APm accumulates in the body to
toxic levels, we 4o not know the eye or skin irritation potential for CgiPFC
or CgAPIc and ve do not know whethey the liver enlargement effect occurs only

in rats or in other species as vell, Except for the knowledge that chlorendic
acid does not cause liver enhrsv.-ment, our data for this material are similarly
sketchy., we have no information on the toxicity of disuceinie acid peroxide.

To answer the initia) toxicity question~s on CgAFPrFC, I suggest the following
tests: :

I. Determination of lethal concentratio by single oral doses and ¢ 600
determination of lowest oral dosage causing livep enlargement in
rats ( histopathology of liver only).
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II. Accumulation in the rat to cause Uver enlargement $ 750
(two-week Subacute, ors] dosing).

ITI. Accumulation in the rat to lethal levels (with higto- 41400
Pathologic examination of tissues, oral dosing).

Iv. Recovery study for regression of liver enlargement {n £1000
the rat after oral dosing,

V. Single adminigtration skin absorption toxeity (this 14 ¢ 800
done in the

VI. Repeated application skin absorption study without histo- “1500
Pathology but with examination of livers,

VII. Primary skin irritation ang sensitization (this s done <1200
in the guinea Pig and can be done with enough guinea pigs
to determine i there 1s significant liver enlargement),

VIII. Eye irritation, T 300

IX. - Repeated (two-week) inbalation administration wity histo- ‘2000
Pathology.

X. Coordination of the above program, interim reports and +15%

final evaluation,

materially to the cost., In addition, we reccomend g SO-day feeding study in
rats and dogs includ;ng & Oone-generation roproduction-tcratogen study in rats,

None of the above studies would allow ug to set an atmospheric level of
CRAPFC that would be hygienica.uy &cceptable on g chronic basis, This would

require a chronic inhalation study. The exact cost would depend on fina) test
design, but 1t would be in excess of +100, 000,
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If you can eliminate continuous axposure to C8APFC by inhalation,

elimination of repeated exposure by skxin absorption would eliminate the

need for a repeated skin absorption toxdcity study, 1 suggest a vigit by
our industrial hyglenist, My, Morgan, as :‘he most beneficial next astep to
determine the extent of the toxicity testing pProgram., This would also

give us better insight into developing the necessary toxtcity teating Program

for chlorendic acid,
a2

RICHARD S, WARITZ
RESEARCH MANAGER, BIO-SCIENCES GROUP

RSW: 1Jm
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SUMMARY OF TOXICITY DATASON CgAPFC AND CHLORENDIC ACID

Test CgAPFC Chlorendic* Acid Chlorendic# 4nhydride
Oral Approximate 670 mg/kg 5000 mg/xgw* 1000 mg/kg not lethal
Lethal Dose
Oral liver enlargement 60-90 mg/xg No No
Oral Subacute ND 8 x 1000 mg/xg 8 x 1000 mg/kg caused

caused seven deaths
(10 rats used)

Approximate Lethal 0.8 mg/L ND
Dose (caused liver
enlargement )

8ix deaths (10 rats
used),

ND
(Respiratory irritant
in rats).

ND -« Not determined :
* - Data from Hooker Chemical

- faskell Iﬁﬁmtory found 2250 mg/xg
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