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Rocomuendations:

1. The submitted studies can be added to the registrant data file as
supplementary studies. The study with benomyl was terminated at
44 weeks and the study with I1BC was termnated at 51 weeks due to
systemic infection, morbidity, and mortality from ear tag o
irritation. ilo nutritional, clinical, hematological or pathological
evidence of toxicity could be attributed to the compounds. These
studies are being repeated and are in progress. Further toxicolog-
jcal conclusions regarding these compounds are contingent on the -
final reports.

feview:

1. Long-Term Feeding Study in Mice with 2-Benzimidozolecarbamic acid,
Hethyl Ester_jlﬁE-9657; Report on Early Termination - 44 Yleeks
- Tilaskell Laboratory Report ilo. 548-78, Medical Research Project
o. 2757, Oct. 6, 1978, Accession Mo. 236766.

Test Material: 2-Benzimidazolecarbamic acid, methyl ester (99% purity);

*THE-965, 320 ChR-CD-3 mice werc used in the experiment. The test material

was fed to 80/sex/group at levels of 0, 500, 1500 and 5000 - 7500 ppm for
44 weeks. Parameters monitored were food consumption, weight gain,
behavior and appearance, mortality, hematology and pathology. Appropriate

statistical analyses were performed. The termination of the study, with

. concurrence by EPA TOX personnel, was necessitated by (1) a high morbidity

and mortality in control and test mice due to an overwhelming systemic
bacterial (stuphylococial) infection and (2) the likelihood that any further -
histological or clinical pathological evaluation of the mice would be
impossible due to the jntercurrent discase or its sequelae. The route of
entry for the bacteria appearcd to be at the site of local irritation produced

by the metal ear tags used for identification.
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‘Results: After male and female mice were fed 1HE-965 for 9 weeks, it was

hoted that mice fed 5,000 ppm showved an increase rate of body ‘weight

gain when compared to the controls. As of 10 wecks on test, the 5000 ppm
dietary level was raised to 7,500 ppm. At termination of the study, there
were no meaningful differences among contral and test groups with respect
to weight gain. There were no meaningful differences among control and
test qroups with respect to food consumption data. The first appearance .
of ear irritation occurred anproximately 7 weeks after the initiation of
the study in the vicinity of the car taaq and consisted of swelling and
redness that progressed in severity until a portion or all of the ear

~ became necrotic and sloughed of . Accompanying this was a cregping wet’

pustular dermatitis that spread down the side of the head, neck and over
the shoulder. Systemic signs were wet and stained verineal area, diarrhea,
labored breathing, weakness, dehydration, extreme weight loss and death.The
incidence was evenly distributed among control and test groups. These
clinical siqgns vere not attributed to feeding of the compound. A summary -
of the mortality data as of 44 weeks on test is presented below:

Mortality Hale Fomle
control 19/80 5/30
500 ppm 23/80 11783
1500 ppm 13/80 9/80
5000-7500 ppm 14/80 15/80

The mortality was attributed to the systemic infection. There were no
meaninaful differonces among the centrol and test groups with respect to the
hematological paraneters evaluated. At termination, the mice were
sacrificed without pathological examination and no necropsy sheets were
£i1led. A1l mice that died or were killed in extremis prior to termination
of the test were examined grossly at necropsv and select tissuocs were .
subsequently 2valuated wistologically. At necropsy, the advanced autolysis

oresent in mice found dead was remarkable.

This rgoid rate of autolysis after death accompanied by red tinged abdominal

and thoracic walls and a general dark appearance to all the visceral organs
suggested a septicemia with an accompanying high fever. FProteus mirabilis,
tlehsiella pneumoniae and Staphylococcus aureus were isolated from liver,
kidney, spieen and hlood of solected sick mice. S. aureus was the rost
frequent isolate obtained. This organicn can produce x-toxia which is
debilitating and can be necrotizirq, hemolytic, leucocidal and damage

platelets.

Conclusion: The chronic feeding study in mice was terminated after 44 weeks
necessitated by (1) a high morbidity and mortality in control and test mice
due to an overwheiming systemic bacterial infection attributed to ear tag
infection. Ho nutritional, clinical, hematological or pathological evidence
of toxicity could be attributed tc compound.

Classification: Supplementary Data

(a) Study terminated at 44 weeks.
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2. Long-Term Teeding Study in Nice with methyl-1-(hutylcarbamoyl)-2-
ﬁfﬁ}jbﬁ}ng}}jk;ﬁj@ﬁ@]@:]}ﬂl?]?ﬁ])”ﬁbbﬁ?i on varlv termination - 51
wooks (llaskel1 Taboracory Report#537-783 Hedical Research Project#2703,
Oct. 13, 1973) Accession flo. 236765.

Test Material: 1NT-1991-336 (99% purity)

320 ChR-CD-1 mice were used in the experiment. fhe test material was fed -
. to 80/sex/qgroup at levels of 0, 500, 1500 and 5000 - 7500 ppm for 51 weeks.

» Parameters monitored were food consumption, weight qain, behavior and
apperance, rortality, hematoloqy and patholoay. Avpropriate statistical
analyses were performed. The termination of the study, with concurrence
by EPA TOX personnel, was necessitated by a (1) high morbidity ‘and mortality
in control and test mice due to an overwhelming systemic bacterial
(Staphylococcal) infection and (2) the likelihood that any further histologi-

cal or clinical pathological evaluation of the mice would be impossible due
to the intercurrent disease or its sequelae.

' The route of eniry appeared to be at the site of local irritation produced
by metal ear tags used for identification, oL

Rosults: After male and female mice were fed INT-1991 for 22 weeks, it was
noted that the mice fed 5,000 ppm showed only a 4% decrease in rate of body
weight gain when compared to the controls. As of 23 weeks on test, the
5000 ppm dietary level was raised to 7500 ppm. At the termination of the
b study, male and female mice fed 7500 ppm exhibited a 9% decrease in rate of
, hody weight cain to that of sontrols. There were no other meaningful
Ji fferences among the control and other test gcoups with respect to weight
. qain. There were no other meaninaful differences among the control and test
groups with respect to the food consumption data. The first appearance of
ear irritation occurred approximately 13-14 weeks after the initiation of
. the study in the vicinity of the car 139 and consisted of swelling and
' redness that proaressed in severity until a portion or all of the ear became
. necrotic and sloughed off.

Accompanying this was a creeping wet pustulat dermatitis that spread down the
side of the head, neck and over the shoulder. Svstemic signs were wet and
stained perineal area, diarrhea, Tabored breathing, weakness, dehydration,
extreme weight loss and death. The incidence was evenly ‘istributed among
control and test groups. These clinical signs were not attributed to feeding
. . of the comnound. A sunmary of the mortality data as of 51 weeks on test is

" presented below:

lortality . HMale Female

Control 23/80 11/80

500 ppm 17/79 : - 7/80

1500 ppm 20/80 8/80

5000 - 7500 ppm 18/80 9/80
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* There were no meaninqgful differences among the control and test groups with
respect Lo hematological parameters evaluated. At termination, the mice

wera sacrificed witheut patholoyical examination and no necropsy sheets

were filled. A1l mice that died or were killed in extremis prior to termina-
tion of the test were examined grossly at necropsy and select tissues were
stbsequently evaluated histologically. At necropsy, the advanced autolysis
present in mice found dead was remarkable. This rapid rate of autolysis
after death accompanied by red tinged abdominal and thoracic walls and a
general dark appcarance to all the visceral organs suggested a septicemia
with an accompanying high lever. Protecus. mirablis, Klebsiella pneumoniae and
Staphylococcus aureus were isolated from liver, spleen, kidney and blood of
selected sick mice. S. aureus was the most frequent isolate obtained. This
organism can produce a-toxin which is debilitating ind can be necrotizing,
hemolyttc. leucocidal and damage platelets.

Conclusions: The chronic fced!nq study in m1ce was terminated after 51 _weeks
due to an overwhelming systemic bacterial infection attributed to. ear tag
irritation. Other than the 9. decrcase in rate of body weight gain observed
in male and female micc fed 7500 ppm, thera was no nutritional, c¢linical,
hematological or pathological ev1dence of toxicity which could be attrlbuted
to compound. ,

Classification: Sypplementary Data

(a) Study terminated at 51 weeks.
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