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1. The active ingredient of the formulation is 6—acetq¥y-234—dimethy1—m—
dichne (Dimethoxane) which according to the open literature produces

atagesat tunors, predominantly in the liver of male Wistar rats
after its oral administration. J—recomend=thet This evidencezﬁéggﬁfL

trigger RPAR criterion 162.11. Enclosed is a copy of W. H. 0., IRAC:
Monograph, volume 15, 1977, wherein the reference to the original
report by Hoch-Ligeti etal (J. Nat. Cancer Inst. 53, 791-794, 1974)
was reported.

2. In the 13-week tolerance test'with subcutareously applied dimethoxane;
on rats, the no effect level is 10 mg/kg/day which isf?htermediate
level in this study. : e

“TReview: "13-Week Tolerance : -

Test with Subcutaneously.applied RO 07-0055 (Dimethoxane) on Rats
{Hoffman - Roche and Co, Basel, Switzerland; Roche rpt #B-85, 711 ; HotBrtin~s
Corporation, 6/22/77). o

Dimethoxane was applied subcutaneoulsy to groups (16 male and 16 female) of

~ Fui-Albino (SPF) rats at dosages of 3.0, 10.0, and 30.0 mg/kg/day. The 7

days per week for 13 weeks as a 3 ml/kg volume of application. A phase of
recovery was not included in the test. The clinical chemistries .and
hematological studies were carried out on 8 animals per group and sex. _
Histological preparations of the organs were made and examined from all rat
used in the test. :
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Resu]ts:

Body weight: A 5-6% reduction in weight gain was observed in the 30 mg/kg/day
and 10 mg/kg/day groups of male rats compared to the controls. Female body
weights were comparable to the controls.

Hematology: Megative

Clinical Chemistries: ’Negative

< —=-Hfistopathology:  ‘Negative -

Morta]itx' control (2 an1ma1s) 3 mg/kg/day {1 an1ma1)

Tox1c Symptoms:

Dose (mg/kg/day) Animal Symptom " MWeek
30 1 Loss of Hair 2
30 S 1 Conjunctivities . 5
30 - 1 : Co]ds; sneezing 6
30 1 redding skin 6.7
10 . 1 Conjunctivitis 5
'10.- ‘ 1 Co]ds,/sneezing )

Control 1 bleeding mouth, colds 3,6

Organ/Body weight>—No significant differences—between control + experimenta]s.

Conclusion: The no - effect level appears to be 10 mg/kg/day from the results
submitted. This is the intermediate dose level in this study. The examination

" of the toxic signs of the high dose level revealed a more frequent tox1c
~reaction in this group in comparison to the contro]s _




