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REGISTRANT: Mobay Chemical Corporation
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Action Requested’

Review and evaluation of human safety data including:

1.

Mihail, - F., and Kaliner, G. (1979) Subacute oral
cumulative toxicity study on rats. Mobay Report No
69477, Lt L. ’

Hixson, E.J. (1982) Alteration of excretion of

of l4c-Bayleton by several therapeutic regimens.
Mobay Report No. 80263.

Nakasato, Y., and Iyatomi, A. (1977) Acute toxicity
studies. Mobay Report No. 63081.
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Reto Engler, Ph.D., Chief /
‘Scientific Mission Support Staff %
Toxicology Branch / :
Hazard Evaluation Division (TS-769C) /
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Knaak, J.B., Yee, K., Ackerman, C.R., 2Zweig, G., and
Wilson, B.W. (1982) Development and validation of

an animal model to study the dermal absorption of
pesticides. Mobay Report No. 80981.

Polacek, I. (1983) Safety pharmacology Study with
MEB 6447 on oral administration. Mobay Report No. 85867.

Negata, T., Armaki, Y., Sato, M., and Enomoto, M. (7}
Subacute toxicity on rats. Mobay Report No. 69700.

Watanabe, M. Iyatomi, A., and Enomoto, M. (1979)
Triadimefora; 7-day treatment and l4-day recovery
tests on rats. Mobay Report No. 82525

Roetz, R. (1982) Study of embryotoxic and teratogenic
effects on rabbits after oral administration.
Mobay Report No. 82236.

Unger, T.M., Goethem, D.V., and Shellenberger, T.E.
(1982) A teratological evaluation of Bayleton in
mated female rats. Mobay Report No. 82270.

Thyssen, J. and Groning, P. (1978) Reproduction
study [the title and the text of the study are in
German]. Mobay Report No, 67070,

Machemer, L. (1977) Micronucleus test on mice to
avaluate MERB 6447 for mutagenlc effects. Mobay
Report No. 352724, "

Hixson, E.J. (1982) Therapy of eye irritation of
Bayleton 50% W.P. Mobay Report No. 80686,

Inkmann~Koch, A., and étéch R. (1982) Studies on
the determination of appllcator .exposure in the
application of Bayletor. ﬂobay Report No. 82584.

Sangha, G.K. (1984) Acute inhalation study with
Bayleton 50% W.P. in rats. Mabay Report No. 36#%}

Mihail, F. (1980) Acute toxicity studies., Mobay
Report No. 68922,

Mihail, F. and Kallner, “{1979) Subacute oral
cumulative tox1c1ty on rats. Mobay Report No.
254694, g ' ’
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Conclusiungs and Recommendations

For conclusions, recommendation, and Core-classification
of each study, please see the data evaluatxon records (DERs)
for individual studies, ‘

The following is a brief summary and the highlights of
each study report:

1. Mihail, F., and Kaliner, G. (1979) Subacute oral
cumulative toxicity study on rats. Mobay Report No.
69477. ‘ .

No data evaluation records were prepared for this
study. Parts of the data tables are in German. The
study is unacceptable as presented.

2. Hixson, E.J., (1982) Alteration of excretion of
of l4c-Bayleton by several therapeutic regimens.
Mobay Report No. 80263.

Based on the data included in the report, none of °
the therapeutic reglmens tested, such as sodium
carbonate, ammonium chloride, lasix diuretic,
activated charcoal, or magnesium sulfate resulted in
any alteration in the excretory pattern of Bayleton.

The study is considered as supplemental information.

3. Nakasato, Y., and Iyatomi, A. (1977) Acute toxicity
studies. Mobay Report Nos. 63081 and 66922,

No DERs were prepared. The data requirements for %
acute toxicity on Bayleton have been fulfilled.

The newly submitted data did not provide any new
information that may affect the toxicity category -
of Bayleton. However, the data have been made a
part of the permanent file on Bayleton for future
reference,

4. Knaak, J.B., Yer, K., Ackerman, C.R., Zweig, G., and
Wilson, B.W. (1982) Development and validation of &
an animal model to study the dermal absorption of
pesticides. Mobay Report No. 80981.
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degeneration of the liver hepatocytes, increased
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This report had been previously subamitted to the
Agewncy in 31982. A copy of the report is attached
to this memorandum.

lic~triademeform was applied to the skin of female
rats as an acetone solution and as a wettable powder.
In the first case, 39.6 and 39.3 percent of the dose
was excreted in the urine and feces, respectively,

in 192 hours. 1In addition, 3.9, 5.7, and 4.5 percent,
was recovered in the cage washings, skin, and carcass,
respectively. In the case of the wettable powder,

8.2 percent was excreted in each of the urine and
feces at the first 72 hours. About 41.5% remained
in/on the skin, 8.8 percent was recovered in the -
carcass, and 12 per:ent of the dose was recovered,in N
the cage washings. The study is acceptable.

Polacek, I. (1983) Safety pharmacology Study with
MEB 6447 on oral administration. Mobay Report No.
85867,

No DERs were prepared for this study. Parts of the
data tables were in German. A summary provided by.
the author stated that "MEB 6447 at doses of 0.3,
1.0 and 3.0 mg/kg, oral, stimulated spontaneous
motility in mice, but the effect was not dose- -
derendent.

"In these cdoses the compound had no analgesic,
anti-convulsive, muscle relaxant and cataleptic
properties, and did not affect central co-ordination,
orientation motility and hexobarbital anaesthesia.”

The study is considered as supplemental informatioh. ¥

Negata, T., Armaki, Y., Sato, M., and Enomoto, M. (?)
Subacute toxicity on rats. Mobay Report No. 69700,
No DERs were prepared for this study. The study
report consisted of only a 3-page summary. The

study is unacceptable as presented.

Watanabe, 4. Iyatomi, A., and Enomoto, M. (1979) )
Triadimeform; 7-day treatment and 1l4-day recovery& BT
test on rats. Mobay Report No. 82525 )

oral administration of Bayleton to rats for 7 days
was asscociated with decrease in body weight gain
and food consumption, decrease in the urine pH, fatty

Byt
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fatty conterts, BUN and potassium in the serum,
atropchy of testes in males and alteration of the

. absolute and relative organ weights,

: A NOEL could not be established under the conditions

of the study. The LEL was considered to be 150C ppm.
The study was classified as supplemental information.

Roetz, R. (1982) Study of embryctoxic and teratogenic

- effects on rabbits after oral administration. Mobay
- Report No. 82236.

" Administration of Bayleton to Himalayan rabbits on

He

day 6 through day 18 of gestation resulted in maternal
toxicity at the 100 mg/kg/day level. Symptoms of
toxicity at this level included reduced body weight

"~ gain during the treatment period (p < 0.01), an

[

increase in digestive disturbances, inflammation of
the external vagina, and a statistically significant
increase in resorptions in the 100 mg/kg/day group

{p < 0.05). None of these symptoms were oObserved

in the 300 mg/kg/day groups except a marked reduction
in body weight gain for the treatmenc period and

- for the entire gestational period. While these
- reductions were not statistically significant, they

do follow the trend set by the high-dose group. The
17.2% of resorptions at this level is also part of a
dose-related trend and reinforces signs of toxicity

> in the middle-dose group. No maternal toxicity was

.. observed in the 10 mg/kg/day group. It can be

concluded that, under the conditions of this study,
a maternal NOEL in rabbits can be set at 10 mg/kg/day.

‘. The maternal LOEL in this study is 30 mg/kg/day

baséd ‘on an observed reduction in body weight gain
during the treatment period and during the entire

‘- gestation,

_An émbryolethal effect was observed at the 100 ;
. mg/kg/day dose level. A statistically significant
" increase in fetal resorptions was observed in this

high~dose group. Surviving fetuses at this dose

#'level exhibited normal weight and no embryotoxic

. The report on the effect of Bayletén on pregnant Q;‘

effects. The fetuses at the 10 and 30 mg/kg/day
dose level exhibited no embryotoxxc effects. From

7 theé informatidd available in this report, it can be

conc¢luded that a Developmental Toxicity NOEL can be
set at 30 mg/kg/day. The Dewelopment Toxicity LOEL
is set at 100 mg/kg/day based on embryolethal effects
at this level,

&y
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rabbits was very brief. Important data elements
missing were: ,

a. Information on how often the animals were
observed for signs of toxicity.

b. Exact weights of individual does at each
weighing.

¢c. Individual weights of fetuvses.

d., Number of corpora lutea.

e. Details on signs of toxicity - time of onset,
degree, and duration.

f. Food consumption data.

g. pathological information on the dose (evidently
no autopsy was performed).

h. Was dosing bésed on pre-pregnancy weights or on
the last weighing?

i. Parity of the does.

j. Age of the does other than that they were
sexually mature.

k. Historical control data.

The study was classified as Core-supplementary data.

Gnger, T.M., Goethem, D.V., and Sﬁellenberger, T.E.
(1982) A teratological evaluation of Bayleton
in mated female rats. Mobay Report No. 82270.

Administration of Bayleton at doses of 0, 10, 30,
and 90 mg/kg/day. to CD-SD rats on day 6 through day
15 of gestation resulted in maternal toxicity at

the 90 mg/kg/day dose level. This toxicity was
expressed by a statistically significant (p < 0.05)
decreased in the body weight gain during the dosing
period. The maternal weight gains of the 10 and 30
mg/kg/day. groups- are similar to those of the control
group. Another sign of probable maternal toxicity
was a non-statistically significant increase in

late fetal resorptions found in the high-dose group.
The only maternal data usually found in teratology
studies which are absent from this report are those

on maternal food.consumption. There was no evidenc¢e
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at zany dose level of a statisticaiay significant
adverse effect of Bayleton on maternal reproduction

..parameters. It can be concluded that a maternal
NOEL in rats can be set at 30 mg/kg/day. The
maternal LOEL in this study is 90 mg/kg/day based
on a statistically significant decrease in weight
galn during the dosing period.

There was an increase in urogenltal irregularities in
the high-dose group of this study:+ The Charles River
CD strain of rats has a tendency toward anomalies in
this system. Banerjee and Durloo encountered a 1.38
percent incidence of hydroureter im 725 fetuses of :
untreated mothers., Woo and Hoar found that the normal
renal development late in gestatiom in CD rats involves
a transient variation in growth rates, resulting 1n
-an enlarged renal pelvis which disappears shortly
after birth. This condition, "apparent hydronephrosis,"”
is considered by them to be a normal aspect of
develcopment which should not be mistsken for a
congenital malformation. The rats treated with -

90 mg/xg/day of Bayleton produced a significantly
increased number of fetuses with distended urinary

‘bladders when compared to those in the controls. ‘

"This may not e extraordinary when one considers the.

" frequency of anomalies in this system and the basic
statistical principle that a value of p = 0.05 means
that zhe differences can occur by chance one time in
20. Grouping all urogenital anomalies together, the
incidence of 13.6 percent in the high-dose group was
not increased statistically cver th2 4.2 percent in
the ccntrols.

¥

The occurrence of a statlstlcallv algnxflcant

. increase in rib anomalies in the 90 mg/kg/day group

" was striking with 86.4 percent of the litters affected
comparad to 4.5 percent of the control litters. While
Kimmel and Wilson, in a frequently cited article, , .

" state that skeletal variations in themselves should
not be considered as malformations, they suggest that
extra 14th rios could be regarded as indicators of
teratcgenic potency of a drug at some higher dosage.
The extent of damage caused by rib variations may be
debatable, but there is no doubt that Bayleton oroduced

can effect on the fetuses at the high-dose level. *

Under the conditions of this study, the developmental
toxicity LOEL of Bayleton in rats is 90 mg/kg/day,
based on statistically significant increases in rib
anomalies and in distended urinary bladders. The
gﬁevelc:nental NCEL is 30 mg/xg/day.
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* The study was classified as Core-supplementarvy.

lo.ijhyssen, J. and Groning, P. (1978). Reproductionl
study. Mobay Report No. 67070. :

‘The study report was in German. However, the author

included an English summary. The English summary -
‘'stated "Groups of 10 female White Leghorn hens, which
were mated with one cock per group, were malntalnﬁd
fer 4 weeks on a diet containing MEB 6447 (9G.0 - *

- 92.7% purity) at concentrations of 0, 10, and 100
ppm. A secondary study to determine possible hema~
tolog:ical effects was conducted in groups of chickens

. receiving identical treatment. Data were recorded .

2+ for each group beginning with a 2-week pretreatmeﬁw

. period and continuing for the 4~week treatment period
and a 4-week observation period.

"Appearance, behavior and feed intake were assessed
-+, daily and body weights were determined weekly. The
size, weight and thickness of egcahell was determined
for all eggs laid. Eggs were placed in an 1ncubator
w.and the fertilization rate was determined on day: :
£ 7, 14, and 21 after egg laying. The appearance ' 2
" 'behavior of chicks were assessed for the first 3 or

4 days of their life. Neither the main study nor

the hematological study gave any indication of a
-« treatment-related effect. The behavior, appearance,
" body weight gain (Table 1), and food intake (T able

©2) of treated hens was normal. Hematological tests

(Table 12), gross pathological examinations, and
w histopathological examirations revealed no traatnent-
" related effects. The number of eggs, egg quallty,&
5 ©gg weight and egg size were unaffected by treatment
w (Table 4). No effect on fertility rate or hatchis
- rate was detected (Table 7). The incidence of chlcks
™ with anomalies (Table 8) and the type of anomalles ¥
" found did not indicate a treatment-related effect.:
* - Under the conditions Zo this study, the no—observable

effect level was 100 zpm for hens and their offspr1ng.

H'The study is unacceptable as presented.

llaﬁ&machemer, L. (1977) Micronucleus test on mice to®
"evaluate MEB 6447 for mutagenic effects. Mobay
Report No. 52724,

\This study was submitted to the Agency by Mobay
Chemical Corporation zand had been evaluated by the
%%Tox1cology Branch (Tox Br. Doc. Vo. 002003). :

‘However, the study was evaluated agaln by Dr. Kerry‘ 8
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L. Dearfield (memorandum dated February 16, 1988,
. attached). The recent evaluation further confirmed,
" that the study is deficient in certain parameters,
and th . _fore is considered unacceptable.

12. Hixson, E.J. (1982) Therapy of eye irritation of
. Bayleton 50% W.P. Mobay Report No. 80686.

éhAccording to the author, "Bayleton 50 WP is a .

S positive eye irritant with lesions spontaneously
geversed in e’ght days. Washing the eyes offers an
,improvement in severity and duraticon of the responses.
"Therapy of the eyes with ophthalmclogic ointment
,containing antibiotics and steriod was not superior

¢A'*o washing with water in alleviating the irritation.”
*” %he study was not Core-classified. The study was
con51dered supplemental information.

13. - Inkmann-Koch, A., and Stegh, R, (1982) Studies on
‘the determination of applicatcr exposure in the
application of Bayleton. Mobay Report No. 82584.

This study has not been reviewed by the Toxicology
JBranch., Worker exposure data are normally evaluated
Py the Exposure Assessment Branch cof the Hazard

. Evaluation Division.

14.” Sangha, G.K. (1984) Acute inhalation study with
.-. Bayleton 50% W.P. in rats, Mabay Report No, 86398,

-3 The 4-hours LCs5g of Bayleton 50% W.P?. to male and

« female rats is greater than 3.532 mg/L. The study

m1s classified as supplementary infcrmation.
l::“‘Mlhall, F. (1980) Acute toxicity studies. Mobay

.~ ~Beport No. 68922.

No DER's were prepared. The data requirements for
acute toxicity on MEB 6447 (Bayletcn) has been
.satisfied. The new data do not provide any additional
“information in this area, nor do they affect the

;ox1c1ty category.

“Mihail, F. and Kaliner, G. (1979) Subacute oral
m cumulative toxicity on rats. Mobay Report No.
- 254694,

This study was not reviewed since most of the data
xable are in German. :

%
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DATA EVALUATION R2ECORD tay oy

Subacute Oral Toxicity in Rats
Accession Number: 254694

Mihail, F. and Kaliner, G. (1979) Subacute oral cumulative
toxicity study on rats. An unpublished report prepared by Bayer
AG, Institute for Toxicology, Wuppertal-Elberfeld. Report No.
8195, dated February 20, 1979.

Test Chemical: MEB 6447*, pure technical grade 97.0% purity,
Batch No. 16002175, received Aapril 197s.

Experimental Protocol:

Male and female SPF Wistar albino rats weighing 130 to 145
g (males) and 130 to 140 g (females) were used in this study.
The rats were acclimatized for 7 days zrior to the commencement
of the experiment. Animals were randcmized into 4 groups each
consisted of 20 males and 20 females.

The test chemical was emulsified In acetone and groundnut
oil DAB 7 {1:10), and adminiscered to the rats by gavage at 1.0,
5.0, or 25.0 mg/kg. The concentration was adjusted for each rat
to receive a censtant volume of 1.0 mL/200 g body weight. A
control group was included and animals <f this group were given
the solvent only. The daily dose and ~vc2lume of the emulsion
given to each animal was based on the Zzdy weights measured at
the beginning of each week. The animals were fed Altromin 1324
peliets and allowed access to tap water ad libitum.

The rats. were observed daily for zny changes of physical
appearance ‘and behavioral patterns and posture. The animals
were weighed ,at the beginning of each week and at termination.
At the end of the 28 days of the test chemicazl administration,
the animals were Fapt alive for another 28 davs of observation.
After thatj laboratory tests were conducted on blood samples,
liver (N and O demethylase and Cytochrcme P450), and feces (blood).
The laboratory tests were performed on -0 males and 10 females
of each group.

Blood samples required for testing were taken at sacrifice
from the etheranesthetized animals by cardiac puncture. The
following tests were performed: hemoglzbin, blood in feces,
aspavtate afffinctransferase (GOT), alanize aminotransferase {GPT),
N-demethylase, O~demethylase, and liver cytochrome P-450.

* Xnown as ¢imefon and as Bayleton.. 12
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Necropsy was performed and organ weights were determined
on half of the males and females at termination. The other half
of the animals were killed at the end of the postadministration
observation period. Animals wers killesd by exsanguinaticom after
being narcotized with ether.

Histopathological examinations were performed on all animals
and included liver, oesophagus, stomach, and small and large
intestines. The heart of one female from the middle dose group
was also examined histopathologically.

Statistical comparison of the mean values was performed by
the Wilcoxon nonparameter ranking test.

Results:

Parts of the data table are in German language. This
precluded a meaningfu} and complate evaluation of the study.

Conclusions:

Unacceptable since parts of the Zata table are in German.

b
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DATA ZIVALUATION RECORD

Alteration of Zxcretion of l4c-Bayle:on
by Several Therapcutic Regimens

Hixson, E.J. (1982) Alteration of excretion by severzl therapeutic
reagents. Study No. 81-912-01, Repert No. 223, dated January 15,
1232, Prepared by Mobay Ch=mical Corporation, Stanley Research
Laboratcry, Stilwell, Kansas. EPA Accession No. 254694.

Test Chemical: Bayleton technical with 93,2% purity (unlabeled),
described as white powder. Batch No. §0-R-159-92

Testing Zaboratory: Stanlew Research Laboratory, Mobay Chemical
Corpor=ztion, Stilwell, Kansas

Experimental Protocol:

Adult male and female Zprague-Dawley rats were orally dosed
wizh 1000 mg/kg of léc-labe_=d Bayleton. One hour later they
were treated with a dose of sodium carbonate, ammconium chloride,
lasix diuretic, activated charcoal, or magnesium sulfate. Animals
werez observed for mortality =nd toxicity signs twice a day for 14
davs postireatment. Animals were weighed on the day 1, day 7,
anc day 14 of the treatment. Urine was collected at 4, 8, 24,
48, and ~2 hours after treazment. Urine volume and pH were
mezsured. Blood samples wer= collected and weighed in at 2, 24,
43, and "2 hours. Feces wer= collected at 8, 24, 48, and 72 hours.
AlZlzuots =f blood and excrezz were taken for total radiocactivity
count. =Rats were sacrificeZ at termination. No gross necropsies
werzs perfcrmed.

Results:

"none of the regimens appeared to
ects based on body weights, mortality,

Acccriing to the author

2xert any clear beneficial =3f
Zuration =% toxicity in eit=sr sex." The treatmen- did not affect
the rate zf excretion and cl=zarance of Bayleton.

Corzlusicr:
£

None <=f the therapeutic regimens altered the excretary fanfC,Vt

Samegeris. = Bayleton.

Cors Classification: Supple—ental information

(i
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DATA EVALUATION RECORD

Dermal Absorpticn

Knzak, J.B.; Yee, K.; Ackerman, C.R.; Zweig, G.:; and Wilson,

B.W. Development and validation of an amimal model to study the
dermal absorption of pesticides, phase I: dermal absorption of
triadimefon using the back skin of the female rat. EPA Accession
Nc. 254697.

Toxicology Branch Comments:

This report had been previously submitted to the Agéncy in
1982. A copy of the report is attached to this DER.

l4c-triademeform was applied to the skin of female rats as
an acetone solution and as a wettable pocwder. In the first case,
39.6 and 39.3 percent of the dose was excreted in the urine and
feces, respectively, in 192 hours. In addition, 3.9, 5.7, and
4.5 percent was recovered in the cage washings, skin, and carcass,
respectively. In the case of the wettable powder, 8.2 percent
was excreted in each of the urine and feces at the first 72 hours.
About 41.5 percent remained in/on the skin, 8.8 percent was
recovered in the carcass, and 12 percent of the dose was recovered
in the cage washings. The study is acceptable.

Attachment
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Page is not included in this copy.

Pages _|(p through 28 are not included.

The material not included contains the following type of
information: ‘

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action.
v FIFRA registration data.

The document is a duplicate of page(s) ‘ .

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




DATA EVALUATION RECORD

Pharmacological Effects of MEB 6447

Polacek, I. (1983) Safety: Pharmacology study with MEB 6447
on oral administration. Unpublished report prepared by Bayer,
A.G. EPA Accession No. 254697.

No DER was prepared for this study since parts of the datea
tables were presented in German.

A summary provided by the registrant stated "MEB 6447 at
doses of 0.3, 1.0 and 3.0 mg/kg, oral, stimulated spontaneous
mortility in mice, but the effect was not dose~dependent.

"In these doses the compound had nc analgesic, anti--onvulsive,
muscle relaxant and cataleptic properties, and did not affect
central co-ordination, orientation motility and hexobarbital
anaesthesia." - :




DATA EVALUATION RECORD
7-Day Treatment and l4-Day Recovery in Rats
Watanabe, M.; Iyama, A.; and Enomoto, M. (1979) 7-day treatment
and l4-day recovery tests on rats. A report prepcred by the

Medical Science Institute, Tokyo University. Report No. 134.

Test Chemical: Triadimeton technical with a purity of 94.6%.

Experimental Protocol: Attached. o

Results:

1. General Observation - the author(s) stated that
"Hyperkinesia and sterotyped sniffing were observed in some
rats of 4500 ppm group after 6 hours of the administration and
1500 ppm group after cne day. I:. some rats of 4500 ppm group,
moreover, the biting against the cages. was observed 1 to 3 days
after the administration. On the other hand, in 100 mg/kg/day
group, hyperkinesia and sniffing appeared in all rats within
30 minutes after the cral application and observed for several
hours afterwards. However, most of them distinguished on the
day after the administration. Moreover, increase of sensitivity
to sound was found in many rats of each treated group.

"After the treatment period, thesenabnormal behaviors in
each treated group disappeared relatively fast.

"No dead rats due to the administratiorn was observed. However,
sach one rat of 4500 gpm and 100 mg/kg/day groups died because of
sur mistake in handling technique.”

2. Body Weight - The body weight of the high-dose group
{4500 ppm) was significantly reduced when compared to the control
‘rom the fourth day of the administration of the compound. This
2ffect on body weight was reversed in the recovery period.

3. Food Consumption - Food consumption was significantly
decreased in the high Jdose group. This effect was reversed in
the recovery period. : e

4. Urinalysis = Results of semiquantitative analysis
indicated that the pH was within the normal physioclogical range
for the low-dose groug. The pH was on the acidic side for the
1500 ppm group in day 1 and the 4500 ppm group in days 1, 3, and
7. This effect was reversed in the recovery period. Increases
in cell and crystal ccmponents were sporadically seen in some
rats but not in a dose-related manner.
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5. Liver Weight and Liver Function - Liver weight was
significantly increased in all groups. The activity of ALP was
increased in the 1500 ppm, and GOT, GPT, and ALP activities
significantly increased in the 4500 ppm group. These effects
reversed after the recovery period.

6. Fatty Metabolism ~ Treatment was associated with
increased cholesterol and decreased triglycerides levels in the
serum of the high-dose groups.

7. Kidney Function - Treatment caused elevation of the.
serum BUN level in all treated groups. Potassium was significantly
increased in the high-dose group. N
8. Autopsy - The treatment caused liver enlargement in
animals of treated groups. Atrophy of thymus and testes was -
also obserwved.

2. . Organ Weight - Significant decreases in the absolute
weight of the thymus and lungs, and in the relative weight of '
thymus, and significant increases in the relative weight of
brain were observed in the first week in the high~dose group.
After the 14 day recovery period, decreases in the absolute
weight of heart and increases in the relative weights of brain,
testes and pituitary were observed in the same group.

10. - Histopathological Examination - A dose-related fatty
degeneraticn of the hepatocytes was observed and was severe =
in the high-dose group. This effect was less severe in all
dose groups after the l4-day recovery period.

“.Aczording to the author, pneumonia, cystic dilatation
of the pituitary, atrophy and hemorrhage of thymus, erosion of
mucosal epithelium in the urinary bladder, and atrophy in t&stes
were observad in a few rats.

Conclusion: b

The trzatment caused decreases in body weight gain and food
consumption, decreases in the pH of urine, fatty degeneratich of
liver hepatocytes, increased fatty contents, BUN and potassiim
in the Blocd, atrophy of testes, and effects on the relative and-
absolute organ weights, A NOEL could not be established uncer
the conditions of this study. An LEL is considered to be
1500 ppm.

Core Classification: Supplemental data.
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STUDY REVIEW

Chemical: Baeyleton
Teat Matarial: Triadimafon - 93.2%
Study/Action Type: Teratology Study

STUDY IDENTIFICATION:

"A>Teratolagicql Evaluation of Baylaton in Mataed Female Rats”™

TeétikgﬂFécilityg Midwaest Resesarch Institute, Kansas City,
‘ " Missouri

Project No.: . 7272-8

Raport Date: 8-~-31-82

Study Director: .« Timothy M. Unger

EPA. Accession No.: 254697

Btudy Raviawad by: Helene B. Morgan, B.A.
Geraldine S. Danford, B_.A.

BACKGROUND

‘The Midwest Research Insiitute, Kansas City, Missouri,
conducted this taratology study of Bayleton in CD-SD rats. The
study was initiated on Saptember 23, 1981, and the experimental
waork was completed on March 1, 1982.

CONCLUSGION

It is concluded that the teratology study of Bayleton in
rats (Midwest Ressach Institute, # 7272-8) demonstrates the
Fofigning: .

_m

e

w!atarncl No Obsaervaed Effact Level (NOEL): ‘30 mg/kg/day
“Maternal Lowest Observed Effect Lavel (LOEL): 90 mg/kg/day

Thééémbalues are based on a statistically significant (P<0.0S)
deareqsa in body weight gein during the dosing period of the 90
mg/kg/day dams. A non—statistically significant increase in late
fatal resorptions was also found in this group. No maternal
toxicity was observed in the 30 mg/kg/d?y treatment grodp.

)jevelopmental Toxicity NOEL: 30 mg/kg/day
ssuDevelopmental Toxicity LOEL: 80 mg/kg/day
Thé%u’velues are based on a statistically significant (P<0.0S)
increose in ebnormel ribs, aspecially extra ribs, in fatusas from
the 90 mg/kg/day treated dams. A stat1st1cally slgn1f%cant
- P {P<01415) increase in distanded urinary bladders was elsc observad
“““ Ce fse fetuses. No developmental tuxicity was observed at the
kg/day dose level.

37

e




2 D iﬂ‘
2 2k
PRAOCEDURES
. * - 1&
Test matarial: Bayleton Techniee\ Gre
Vehicle: i 0.5% Cremophor EL Emulsion
it (10 ml/kg)
Dosagae lavels: 0, 10, 30, 90 mg/kg/day by govaga
Period of administration:Deys 615 ‘of gestation
Species: ‘ CD—SD rnts

The protocol used in this study was in compliance nith‘those
recommanded in the Standard Evaluation Procedurs ( SEP),
Teratology Studies (EPA-540/9 65—018 Juna 1965).

Sexually mature, primigrevid CO-6D rats, approximately 3
months of age, ware used in this study. Females were matad
following a 12-day quarantine period. Two females were caged with
one male and the mating was chacked by vaginal smear. The day
sperm were found was identified as day 0 of gestation. ~Upon
mating, each rat was weighed and this weight was used in a
randomizad assignment of the female to one of four experimental
groups.

‘Bayleton, technical gfadé,“(93.2% active ingredient) was
formulated as a 0.5% Cremophor EL emulsion in water for use as a
daosing solution.

Identification of individual rats, housing, food, water,
environment, quarantine time and group assignments were of
standard experimental design. Dosing was performed as indicated
in Table 1.

Table 1.

Daosing Schedule

T

Group Number of Days of Dose
number’ females treatment {mg/kg/day)
1 (control) 26 - , 6-15 . 0

2 ¥ 26 3 T oe-18 10

3 26 ‘ 6-15 30

4 - 26 6—-15 . 90

R
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The test suspansion was adwministered orally by gastric
intubation using 16 gauge dosing needles. Tha volume administered
was 10 ullkg basad upon the body weight of the rat at the start.
of treatment. The treatment period, days 6-15, was chasan to
correspond to the post—-implantation perilod of major organczenesis
in rats.

Each female was observad in the morning and afternoon sach
day for adverse reaction or toxicologicel responsas to the test
substancae. Maternal body weights were taken on days 0, 6, 13,
15, and at the time of sacrifica. On day 20 of pregnancy , the
dams were weighed and sacrificed and their viscera examined
grossly. Detailed examinations and recordings were made of the
utarine contents. The ovaries were examined and the nuuh?r of

>

caorpora ‘lutea waere counted. ‘ o Sl

One famale in the 10 mg/kg/day group (dam AP-237) deliverad
saven full-term pups on what was considered gastation day 17 and
was sacrificed at that tima. Data obtained from thias animal have
been omitted from the summary tables but cen be found in the.
appandlx tables of the report.

The positions of the fetuses in the uterus were recorded.
Resorption sites were notad as “early”™ or "late”. All fatuses
were counted, numbered, weighed, and checked for viability. Live
fetuses were axamined for external abnormalities. One half of
tha viabla fetusaes from aesch litter ware dissected and examined
for visceral anomalies. The other half of the fetuses from each
litter were processed for skeletal examination.

RESULTS

A. MATERNAL EVALUATION

Maternal Mortality |

[

Ndne of the females in any of the groups died or hadto be
sacr1f1ced due to morbidity during the experiment. W "

SRS

/’“Clinical and Pathological Observation

The slight clinical signs of maternal toxicity observed in
this experiment appeared to occur randomly without relation to
dosea_lgvel. These signs included hair loss in one contrul’rat“
and blood by the eye of one high dose faemals. .

Bl e

At necropsy, hydronephrosis involving one or both kidneys
was observed in 3 control, 2 low dose (10 mg/kg/day) and 2 middle
dose (30 mg/kg/dey) females. Since hydronephrosis occurred in
graaﬁnst incidencs among control dems, this abnormelity eédnot: be
asso# ‘hd with treatment with Bayleton. [

”
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Pregnancy Rates : //_*:

‘Tha pragnancy rates for the 0, 10, 30, and S0 mg/kg/day
groups were, respectively, 84.6%, 84.0X (does not include dam AP-
237), 80.8% and 88.5X. The pregnancy rates given are within
acceptable ranges for rats. Woo and Hoar reported a 90%
pragnancy rate for pooled data on 2452 Charles River CD rats in

control‘studias.‘

Iatarnal Body Weight Data

Indzvidual maternal body weights were recorded on days D 6,
13, 1S, and 20 of presumed gestaticn (Table 2).

’Pr;or to the dosing period, no differences in body weight.
gain . uere noted in any group. During the dosing the body weight
gaing in the 10 and 30 mg/kg/day groups were similar to those of
the control group. The high dose group (90 mg/kg/day) showed a
statistically significant decrease in body weight gain (p<0.0S)
during the dosing period. During the post-dosing period the high
dose group showed on increase in weight gain which resulted in
total weight gain which was only slightly less than that of the
cantrol group.

Maternal Food Consumption

_No data were given in the report concerning the maternal
Food consumptlan

Reprbdhétion Data at C-Section

oA v

mﬁThe results of cesarean section, including ovarian, uterine,
and *1itter data, are presented in Table 3.

e

“The mean number of corpora lutea, uterine implantations,
nonw;able implants, and viable fetuses were comparable for all
groﬁgs exam1ned An increase in the number of itate resorptions
was fadnd in the high dose group; however, this incraase was not
statistically significant. The mean number of live fetuses per
litter.was 13.2 (control), 13.4 (10 mg/kg), 13.0 (30 mg/kg), and
13.3 (90 mg/kg). This reproduction data compares favorably w”th
the mean litter size of 11 found in control data of Charles River
) ompiled by Woo and Hoar.’

3

o

' Woo, D.C. and R.M. Hoar, Reproductive performance and
spontangous malformations in contrcl Charlaes Aiver CD rats: a
joint study by HWARTA, Teratology 19: S54A, 1979.
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TABLE 2.
EFFECTS OF BAYLETON UPONM BODY WEIGHT OF
PREGNANT RATS IN A TERATOLOGY STUDY
Dose level (mg/kg/day)
[ 10 30 90
Number of pregnant animals 22 212 21 23
Dam body weight b
Day O L 282 &+ 2 2533 + 3 247 + 3 248 + 3
6 L 26T £ 2 265 + 4 269 + 3 212 + &
13 294 + 3 290 + 5 294 + 3 289 + %
15 306 + 3 302 £ 5 305 = 3 301 + &
20 L 3Tt + 8 366 + 6 373+ 5 313+ 7
Corrected terminal body weigxtc 29F + 3 290 + Sf 298 + 4 294 + 1
Body Heial& change
Day 0-6 25+ 2 22 + 2 22 + 2 23 + 2
6-15 38 + 2 T+ 2 36 + 2 29 » 3°
1520 65 + 2 84 + 3 67 + 2 73+ 3
Total weight gain 128 + & 122 + 5 126 « & 124 + 5
Corrected® 52 + 3 37 & 3° 51 + 3 45+ 3

a Does not include AP-237, sacrificed after premature delivery of full-term pups.
It is assumed that this dam mated prior to desigmation of day 0.

b Mean « S.E. in grams.

Corrected by subtraction of weight of reproductive tract and fetuses.

Day 0 to 6, pretreatment period; day 6 to 15, treament period; day 15 tc 20,
posz—treament period.

Significantly different from eontrols, Dunnett's Procedure, p<0.05.

AP-021 omitted fram calculations as weight of reproductive tract was reccrded
incorrectly.

a0

o
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TABLE 3.
EFFECTS OF BAYLETON ON REPRODUCTION PARAMETERS
OF FEMALE RATS IN A TERATOLOGY STUD
Dose level (mg/kg/day)

, L o 30 20
No. of animals 22 21 21 23
Corpora lutea/dam 12.6 + 0.4° 4.8+ 0.6  15.8 + 0.8 13.9 + 0.5
Implants/dam 18.2 + 0.4 1.3 +0.6° 13.8 +0.6 18.8 4 0.7
Viable fetuses (%) 93 + 2 93+ 2 v L 95 42 91 + 3
Dead fetuses (%) ] o 0 0
Early resorptions (%) 6.7 + 2.4 6.6 + 1.6 ‘ 5.0 + 1.6 5.7 « 1.7
Late rescrptioné % - 0 : 0 C 0 3‘;0\ + 2.2
No. of nonviable implants/dam® 1.0 + 0.4 0.9 + 0.2 0.7 +0.2 1.0 +0.3
Live litters 22 21 y 21 23
Dams with complete resorptions 0 0 0 0
Fetuses/dam 13.2 + 0.4 13.4 + 0.6 . 13.0 ;0.;6_ 1‘3.3 + 0.7
Qales/litter (%) 51 « 3 46 1-_5 ) 39 + 3 ” 45 « 3
Average Fetal weight 3.68% + 0.07 3.59 + 0.06 3.61 * 0.07 3.68 + 0.05

a Test of significance was Dunnett's Procedure, p<0.05.
b Mean + S.E. 2
¢ Includes dead fetuses and early andidate resorption sites.
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8. DEVELOPMENTAL TOXICITY EVALUATION

Fetal Data

The fetal data collected at cesarean section are summarized
in Table 3.

As noted earliar, no significant change in the litter size
was obsaerved. No dead fPatuses were recorded for any group.
Also, the sex ratio was similar for all groups. . e

Table 3 shows clearly that no observable differencas were ..
found in any of the mean fetal weights. Tha average fatal
weights were 3.64 grams for the controls, 3.59 grams for the 10™
mg/kg group, 3.61 grams for the 30 mg/kg group, and 3.68 grams ..
for the 90 mg/kg group. The mean body weight of 20-day COD
fatuses in Woo and Hoar’s study was 3.8 grams.® Since the -~
litters in this Baylaton study were larger than those reported by
Woo and Hoar, a lower fetal weight is expected. A careful
examination of individual fetal body weights shows that Bayleton'
caused no increase in the number of runts or in the number of
litters containing runts. :

. \\_,faignvé*gn~ SGL(W”f

Malformations and Variations ~

- In this study, gross anomalies occurred in control;fetuéésA 
at ‘an incidence rate greater than or equal to the rate in treated
litters and thus cannot be related to treatment with Bayleton.

Soft tissue anomalies are summarized in Table 4. An
extengsive variety of endpoints were examined, and 2S 3 -
malformations appear in the table because they occurred at least
oncae. Fraquency of various abaerrations was unremarkable in ~
systems other than the urogenital system. Distended urinary
bladders were found in 2.6% of the fetusas from the group traatad
-with 90 mg Bayleton/kg/day. This is the mean of the percent of
Fetuses with the anomaly calculated on a litter basis, and it Ls
@ statistically significant increase over the controls (P<0.0S).
Four litters were affected in this high-dose group, while no
litter= were affected in the controls. Hydronephraosis was o
increased in fetuses of rats at the 30 and S0 mg/kg/day .lavals.
This aromaly occurraed at the rate of approximately 11% in thesa 2
groups while the rate in the control group was 4.2%, but this was
not. statistically significant. Tha incidence of all uraogenital
anomalies considaered together as one lesion was 4.2%, 4.1%,

12.6%, and 13.6% at the 0, 10, 30, and 90 mg/kg/day dose levels,
raspactively. The differences were not statisticeally signifitant
at P=0.05. - ‘ o

¥

2 Woo and Hoar, op. cit.
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Number of
Litters affected/examined (%)
Fetuses affected/exmained (%)

Soft o An: 63

Fourth ventricle of brain
enlarged

Aplasia of cersbrum
Ennoophllyb

Hemorrhage in occipital
region of brain

Subarachnald space enlarged
Displacekent of braln

Blood in msal passage

Blood in tissue by nasal passage

Eyelids open or abaenth

Microphthalmia
Displaced 1lung
Right sided arch af aorta

Interventricular septum
;bnor-éa;ly thin

Diaphragaatic hernia
Hemmorhage in liver
Hemorrhdge in abdominal cavity
Blood in satamach

Rydroureter

Evdronephroaia

Marked
Slight

&

'Ur.unry bladder ﬁat visibiy

preaent ,
Urinary bladder distended
Halplaood testicle
Short soout:

Subdeﬁal huafrbase

Stubby digits ca paws -

12722 (S5)
187121 (10)

0.8 (1* o (0) o (0)
0.8 (1) 0 (0) 0 (0)
0.6 (1) 0o (0) o (o)
0.6 (1) o (0) o (0)
o (0) 0.8 (1) e (o)
0.8 (1) o (0) 0 (0)
.6 (1) 0 (0) 0 (0)
0.6 (1) 0.5 (1) 0 (0)
0.6 (1) 0 (0) 0 (0)
6 (0) 0 (0) o (0)
0o (0) 0 (0) 0.6 (7)
8 (0) 0 (0) o (@)
0.9 (1) o (0) 0 (0)
a (o) a.7 (1 o (0)
o {0) 0.8 (.) o (o)
0.6 (1) 9 (0) 0.6 (1)
0.6 {1) 0 (0) o (0)
o (0) o (0) 1.0 (D)
3.2 {5) 4.1 (5) 11.3 (9)
0.8 (1) 2.3 (3) 6.5 (7)
3.5 (a) 1.9 (2) 5.9 (6)
¢ (0) a (0) o (0)
o (0) 0(0) 0.6 (1
¢ (0) o (9) 1.3 (2)
0.6 (1) o (0) 0 (o3
0.6 (1) o (0) 6.6 (1)
o (0) o (0) o (0

1.8

0.6

6721 (29) w22r (571) w23 (61)
97137 (1) 207133 (15) 23/119 (19)

(0)
(o)
1

() - M
(0)
(0)
(0)
)
(0)
(n
(0)
1)

(0)

(0
(2)
(2) :
)

Eh

)]

M ‘

-

(n

(0
m
(0
(3
€}

a Haul of the percsnt of fetnaea with the indicated ancaaly calculated cm a litter

baais,

b _The incidencs of these ancmalies rfe
were calculated besed upon the oumber of pupa examined for M
roughly one-balf the total pups im a litter.

¢ Significently differeat from controis:

tuo-sample rank test, p<0.0S.

The mber in the pnrenthed.a is the mumber of afreetod);m’a.
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Skeletal anomaly data are summarized in Table 5. Some of
tha individual end points given in the report have not been
included in this review because their rate of incidence was not

unusual, but details on the skull and ribas appear on the table.
A statistically significant increase in the occurrence of extra

ribs was observed at 90 mg/kg/day (P<0.05). The fetal incidence
was 33.1%, and 86.4% of litters ware affected. Fetal incidence
in the control group was 0.6% with 4.5%X of the litters affected.
~bEitra ribs ware also slightly raisad at 10 and 30 mg/kg/day
- levels. Grouring all rib enomaelies together, the total incidence
was 0.6%, 10.6%, B8.9% and 35.7% for control, 10, 30, and 90
,(f;? v;/uglkg/day groups, respectively. This was statistically
! significant only at the high dose group (P<0.08). The
et accurraence of ossification irregularities in the hyoid apparatus
i of the skull was higher in the controls than in the dosed groups.
Therefore it is not relatad to treatment with Bayleton.

DISCUSSION

This report was carefully written to include pertinent
detoails. Excellent tables provide data on specific dams and
their individual fetuses.

Administration of Bayleton at doses of 0, 10, 30, and 90
mg/kg/day to CD-SD rats on day 6 through day 15 of gestation
resulted in maternal toxicity at the 90 mg/kg/day dose level.
This toxicity was expresged by a statistically significant
(P<0.0S) decrease in the body weight gain during the dosing
period. The maternal weight gains of the 10 and 30 mg/kg/day
groups are similar to those of the control group. Another sign of
probable maternal toxicity was a non-statistically significant
increase in late fetal resorptions found in the high dose group.
The only maternal data usually found in teratology studies which
are absent from this report are those on maternal food
consumption. There was no evidence at any dose level of a
statistically significant adverse effect of Bayleton on maternal
reproduction parameters. It can be concluded that a maternal

c L ¢S NOEL i mcan be set at 30 mg/kg/day. The maternal LOEL in
this stu s 90 mg/kg/day based on a statistically significant
decrease in weight gain during the dosing period.

There was an increase in urogenital irregularities in the
high-dose group of this study. The Charles River CD strain of
rats has a tendency toward anomalies in this system. Banerjee
and Ourloo encountered a 1.38% incidence of hydroureter in 725
fetuses of untreated mothers.® Woo and Hoar found that the
normal renal development late in gestation in CD rats involves a
transient variation in growth retes, resulting in an enlarged

2 Banerjee, B.N. and R_S. Durloo, Incidence of teratological ,
anomalies in control Charles River C-D strain rats, Toxicology 1:
1S1-154, 1973.
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DURING GESTATION WITH BAYLETON
Dose Level (wg/kg/day)
o 10 0 0
L a
tters - Affected/Total 2/22 21721 21/21 22722
:-::tuau - Affected/Total 1217149 1287184 1207141 1357158
Skull
Litters Affected lg 1; :g 2
s Affected ) 2 1 1
Atmormal stmil - Total 17.8 (15)° 10.6 (11) 139 (12). 9.8 (D
Skull collapsed ] 1.9 (2) 1.6 (1) o
me amulus iooompletely :
u:::ttw 0.6 (1) .0 [ 9o
Squamosal spiit 2.6 (3) <79 w 0 1.3 (D
Squamosal incompletely ossified o [} o 0.6 (1)
Zygomatic incampletely ossified [} ,"0 . . (] g.6 (1)
Zygomatic sal formed Q 0 o 0 0.8 (l)c
Hyoid absormal -~ Total 15.% (13) 5.5 (6) ~ 9.3 (9) 5.6 (S)c
Hyoid smossified 8.2 (8) 3.1 (5) 6.4 (8) 1.3 (2)
Hyold incompletely ossified 6.1 (6) 1.8 (2) 2.9 (3) ¥.3 (%)
Hyoid split 0.9 (1) 0 0 0
Mandible malaligned [+] 0.8 (1) 0 )
Froaotal fontanel enlarged 1.8 (2) 0.7 (1) . Q 0.6 (1)
Occipital fontanel eslarged 1.3 (2) 2.2 ().~ 2.2 (2 2.5 (2)
Parietal incompletely ossified 1.3 (2) 0.5 (1) 3.1 (3) 3.4 ()
Interparietal incoapletely ossified 2.6 (&) 1.4 (2) a.s (4) %9 (%)
Interparietal medially curved [+] 0 1.2 (1) ]
Supracccipital incompletely ossified 5.7 (%) 1.4 (2) 1.5 (2) 3.8 (3)
Centra
Litters Arfected 13 10 14 1
Fetuses AfTected 32 22 26 29
Sternebrae .
Litters Affected 21 21 . 21 22,
Fetuses Affected 110 15 . 12 116
Rids
Litters Affected 1 10 10 19
Fetuses Affected 1 16 13 <7 c
Abnormal Hibs - Total 0.6 (1) 0.6 (10) 6.9 (10) 35.7 (19)
Incaspletely ossified [+] S.1 (&) 1.3 (2) 1.9 (2)
Wavy o o 172 1.3 (2)
Extra R1bs - Total 0.6 (1) 5.5 (6) 6.8 (1) 133.1 “3)
Full Q o 0 . (3)
Rib buc . 0.6 (1) .5 (6) 6.8 (1) 30.2 (~18)
Pelvic Girdle
Litters Affected 3 Q . 3 e
Fetuses Affected S a + R
Limbs . ’ .
Litters Affected 14 Q 11 T3
Fetuses Affected 32 28 . 10 28

a Aanimal AP-095 had only ome pup which was examined for 30oft tissue anazalies.

b Mean of the peroent of fetuses with the indicated aoomaly calculated on a litter basis. The
number in parenthesis 13 the anumber of affected litters, .

¢ Significantly differenst from ocontrols: ogonparametric rank ‘,est_.
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renal pelvis which disappears shortly aftaer birth.* This
conditlon, "apparent hydronephrosis™, is considered by thaem to be
a normal aspect of development which should not be mistaken for a
congeénital malformation. The rats treated with 90 mg/kg/day of
Bayleton produced a significantly incressed number of fetuses
with distended urinary bladders when compared to those in the

controls. This may not be extrasordinary when one considﬁbé the -\7
frequency of anomalies in this system and the besic statistical
principle that a value of P=0.05 means that the differences con .

occur by chance ona time in 20. Grouping all urogenital’ S
anomalies togather, the incidence of 13.6% in tha high-doge group
was not increased statistically over the 4.2% in the controls.

The occurrence of a statistically significant increase in
rib agdomalies in the 90 mg/kg/day group was striking uith'66'4%
of the litters affected compared to 4.5% of the control 11tters.
While Kimmel and Wilson, in a frequently cited article, state
that skelatasl voriations in themselves should not be considered
as malformations, thay suggest that extra '4th ribs could be
regardaed ag indicators of teratogenic potency of a drug at some
higher dosage.S The extent of damage caused by rib variations
may be debatable, but there is no doubt that Bayleton produced an
aeffect on the fetuses at thae high-dose level. .

“Under the conditions of this study, the developmeﬁé&l‘
toxicity LOEL of Bayleton in rats is 90 mg/kg/day, based on
statistically significant increases in rib anomalias and in
distandad urinary bladders. The developmental NOEL is 30.,
mg/kg/day.

“ Woo, D.C and R.M. Hoar, “"Apparent hydronephrosis™ as a normal
aspect of renal development in late gestation of rats: thk;effect“ex
of m€%hy1 salicylate, Taratology 6:191-196, 1972. *%

had Kimmel, C.A, and J.G. Wilson, GSkeletal deviations inﬁ;ats:
malfarmations or variations? Teratology 8:309-316, 1973.

T
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5TUDY REVIEW
Chen;qélz Bayleton
Tast Matariol: Triadimefaon - 93.5%
Study/Action Type: Teratology study

STUDY IDENTIFICATION:

"Study of Embryotoxic (and Teratogenic) Effects on
Rabbits after Oral Administration of Bayleton”

-
#

Tesf&%g Focility: Laboratory for Reproduction Toxicology,

g Institute of Toxicology, BAYER AG,
. Wuppertal-Elberfeld, FRG

Project No.: T 300 3938

Report Date: 4-21-82

Study. Director: Or RA. Roetz

EPA Acession No.: 254697

o
Study:Reviewed by: Geraldina S§. Danford, B.A.
Helene B. Morgen, B_A.

BACKGHOUND

The teratogenic potential of Bayleton in Himalayan rébbits
was investigated in a study conducted at the Laboratory for

Heprd“hction Toxicology, Institute of Toxicology, BAYER AG,
Wuppa tal -Elberfeld, FRG. The experiment was zonducted from
August to November 1981.
CONCLUSION

R

.Ft is concluded that the teratology study of Bayleton in
rabblts (Institute of Toxicology, BAYER-AG, # T 300 3938)
demohétrates the f0110w1ng' .

o

e

'laternal No Observed Effect Level (NOEL): 10 mg/kg/day
ﬂaternal Lowest Observed Effect Level (LOEL): 30 mg/Kg/day

Thesé #@lues are based on a marked decrease in mean weight gain
durlqg«the treatment period and also for the entire gestational
perié@*in the 30 mg/kg/day group. While these decreases weére not
statistically significant they followed a trend that was
statistically significant (P<0.01] at the 100 mg/kg level-

;Developmental Toxicity NOEL: 30 mg/kg/day
1evelopmental Tcx1c1ty LOEL: : 100 mg/kg/day

e

These values are based on a statistically significant increase in’
the ‘aumber of fetal resorptions in the 100 mg/kg/day group. No
developmental toxicity was observed at the 30 mg/kg/day dose




PROCEDURES
Test material: Bayleton - 93.5% active ingrediaent
Vehicle: ‘ 0.5S% Cremophor EL enulsion
4 N (5 ml/kg) '
Dosage lavels: 0, 10, 30, or 100 mg/kg/day by
gavage
Period of administration:Days 6-18 of gestation
Spaecies: ) Himalayan (CHB88:HM) rabbits

The experiments Q%bafparformad on Himalaysn rabbits (CHBB:HM
strain). This strain has proven to be sensitive for teratology
tests. The females werae caged singly, aexcept during the mating
period. Standard laboratory procaedures were followed during the
study. i :

One female wos cagaed wiith one male in a perforated sheet
metal cage. Copulation was verified by observatiaon. After
approximately one hour, the animals were mated again and then
separated. The day on which mating occurred was daslgnated
Gestation Day O.

The inseminated females were divided into 4 treatment groups
of 12 females each by a randomization program. Doses of Bayleton,
g2, 10, 30, or 100 mg/kg/day, were administered by gavage on days
6—18 of gestation. The Standard Evaluation Procedure (SEP),
Teratology Studies (EPA-540/9-85-018, June 1985) states if
gestation day 0O is the day of mating, treatment should be on days
7—-19 of gastatlon for rabbits. The dosing schedule is shown in
Table 1.

Y g

-5 . e

Table 1: Dosing schedule

it

Group Number of _ Days of Dose
numbeér females = treatment (mg/kg/day)
Control . 12 0T ' 6-18 o

1 12 7 5-18 10

2 12 6—-18 30

3 122 6-18 100

Doses of Bayleton, dispersed in aquecus 0.5% Cramophor EL
esmulsion, ware administaered to the does paer os with an aral
intubation tube. The volume administ ‘d was S ml/kg body.

ay and was the ‘'same for all g :ps including: controls-
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. Tha females were observed for changes in appearance,
behavior, and other toxicity end points. Their weight gains
during treatment and during the entire gestation were recorded.

On gestation day 29, the does were sacrificed and cesarean
sections were immediately performed.

At cesarean section the number of pregnant females was
determined. The number of corpora lutea were not determined and
an autopsy was not mentioned. The fetuses were examined for
extarnal malformations, weights of litters were detaermined,
stunted fetuses were recorded, placentas were weaeighed, and the
sex of all fetuses was determined by @external features. A
necropsy of all fetuses and gross evaluation of the organs was
performed. The brains were examined for malformations. Following
these praocedures the fatuses were prepared for skeletal
examination using Dawson’s method.

AESULTS . iR

A. MATERNAL EVALUATION

Maternal Mortality

None of the does in the control or any of the treatment
groups died during the study prior ta sacrifice.

[

Clinical Observations

Bayleton administered at the 10 mg/kg/day and 30 mg/kg/day
levels caused no changes in the appearance or behavior of these
does.

At. the highest dose, 100 mg/kg/day, 10 of 12 animals
exhibited disturbed digestion charactérized by hard feces,
reduced fecal output, reduced feed consumption, or diarrhea. In
addition, edema/inflammation of the external vagina was observed
in 4 does of this group. None of the above data was recorded in
the tables which were included with the report, so it is not
possmble to associate these symptoms of toxicity with individual
animals’. The time of onset of these.symptoms was not reported.

No autopsy of does or pathological observations firom an
autopsy were mentioned in this report.

-

Pregnancy Rates

CE = I EARTLET IS RO . A T
i

The pregnancy rate (females pregnant/females mated): was 100%
for the controls and for each of the treated groups. The
percentages of rabbits with living fetuses were 91.6% (controls),
100% (10 mg/kg), 100% (30 mg/kg), and 725.0% (100 mg/kg). One of
the QOgs in the contrgl group and, 3 of .the does in thg mngh dose
grogf“ﬁad total resorptxon of their 1mplantat10ns.

i
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Maternal Body Weight Data

The only weight data provided are weight goeins based on 4
weighings: start of gestation, start of treatment, end of
treatment, and day of sacrifice. None of the indivxdual weights
or mean weights have been included in the report. Maternal body
weight gains were raecorded for the treatment period (gestation
days 6-18) and for the entire period of gestation (Table 2). In
the 10 mg/kg/day group no changes in mean weight gein- were
observed. The 30 mg/kg/day females had a decidad reductlon in
weight gain for both the treatment period and the entira-
gestation as compared to the controls. While neitherof:. these
reductions was statistically significent, they appear to be
biologically significant because they support & dose-related
trend.

' The weight gains during treatment for the high dose. group,
100 mg/kg/day, were reduced by a statistically significant amount
(P<0.01). This group actually had a weight loss during the
treatment period. The weight gain for the entire gestation was
also reduced for this group, but not in a statistically
significant manner.

Maternal Food Consumption Data

“'No deta was given on matarnal food consumption,“é&ﬁépt that
the does in the high dose group exhibited reduced food
consumption.

Aborfigg

% -

No dato was given to indicate thet abortion occurred.

Hepfhduction Data at C-Section

- The results of the cesarean section, including ut@?&ne and
lxtter ‘data, are presented in Table 2. v

The mean number of implantations was similar lﬂ'dll groups,
7.6 {COﬂtPOlb) 7.4 (10 mg/kgl), 7.3 (30 mg/kg), and PG (100
mg/kg) . These raotes compare favorably with Froberg”s Laboratory
Standard Value for implantation frequency in CHB8B:HM rabbits,
which is a mean of 7.1 per doe.’ The increase in mean number of
uterine losses (3.2), which are referred to as resorptions in the
tex&, .are statistically significant for- the high dos T
graup (P<0.0S). Uterine losses for the’ ‘ather treated;;
51m;q§x to those of the controls, 0.9 (gontroxs), 1.0 (10 mg/kg) ,

' Frohberg, Harald. 1977. An introduction to research in

teratology. In: Methods in prenotal toxicology. Neubert D,
HJ, Kwasigroch TE, eds. Stuttgarts . Georg Thxeme, PP 1-

ol
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TABLE 2.

o S LS

o EFFECT OF BAYLETON ON PREGNANT RABBITS

" "“ean Welght Gains of the Pregnant Rabbits

Dose Level = Treatment Period Entire Gestation Period
o (Granms) (Grams)
B
Lh e
0 RS 39.1 251.8
10 . 47.5 253.3

30 o 4.6 165.8
100 -  -64.3 202.2
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TABLE 3.
EFFECT OF BAYLETON ON PREGNANT RABBITS AND THEIR FETUSES

: 13 Daily Doses per os from Gestation Day 6 through 18

o

~ MEANS -

e Mean Weight in grams
Number of : of the:
N Stunted
L] Impl. Fetuses- Losses Fetuses
Z Male Fe- Total Fetuses Placentas <25 g
male
7.6 4.2 25 6.7 0.9 36.43 5_02 0.00 0.27 0.18
T.4 3.7 2.8 6.3 1.0 38.98 2.58 0.00 0.00 G.00
7.3 3.0 3.0 6.0 1.3 = 35.55- 515 0.00 0.00 0.58
T.6 1.9% 2.5 3.3 3.2% 35.86 £.18 0.00 0.11 g.00

fferences from control zre significant (P<0.05)
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and 1.3 (30 mg/kg) . The percentages of resorptionms related to
implantations, ware 12.1% (controis), 13.5% (10 mg/kg), 17.2% (30

mg/kg), and 41.8% (100 mg/kg). The Laboratory Standard Value for
resorptions in this strain of rabbit is 4.9%.=

The mean number of live fetuses per litter was 6.7
{controls), 6.4 (10 mg/kg), 6.0 (30 mg/kg), and 4.4 (100 mg/kg) .
The high dose group had a reduced number of fetuses; however,
this difference was not statistically significant. The Laboratory
Standard Value for CHBB:HM robbits:is 6.7 live fetuses per doe.=

8. DEVELOPMENTAL TOXICITY EVALUATION

Fet&l‘Data

The fatal data collected at cesarean section are sumemarized
in Table 3.

'‘As noted above, the high dose group had a reduction in the
number of fetuses which was not statistically significant. A
statistically significant difference was found inr the sex ratio
(male/female) of the high dose group (1.68) when compared :o that
of the cantrol group (0.76). This significant difference (P<0.05)
may be due as much to the very low male/female sex ratio of the
controls as to the high sex ratio of the high dose group. The
researcher states that this deceptive finding is of no biolagical
relevance and the reviewers agree with this statement.

"No observable differences were seen in the mean fetal body
weights or placental weights for any of the treated groups as
compared to those of the cantrol group. The number of runts,
living fetuses with a body weight less than 25 grams, were 2 (in
1 litter) in the control group and 7 (in 3 litters) in the 30
mg/kg group. An influence of treatment is improbaeble, since
stunted fetuses were found only in the control group and the
intermediate dose group and not in the high dose group.

Malformations and Variatians

@gyleton did not exhibit teratogenic poteniial at the tested
levels (Table 4). There were more malformed fetuses and more
lltters with malformations in the control grcup than in any of
the 3 treated groups. The case of multiple deformities in one
fetus of the 100 mg/kg dose group is a malformation that
occcasionally occurs spontaneously in this rabbit strain and is
not considered dose-related. Table 3 shows the incidence of
"slight bone changes”™ as zero in all 282 fatuses produced by this
study,. .




TABLE 4.

EFFECT OF BAYLETON ON RABBIT FETUSES

Fetal Malformations

Dose:

Doe No. Number of Types of Malformations
mg/kg/day Mal formed Fetuses
0 2077 2 1 x arthrogryposis
-1 x general edema
2111 1 arthrogryposis
10 - 0 -
. 30 - 0 -
100 2117

multiple malformatioas,
including gastroschesis, dys-
plasia of the extremities, and
nultiple skeletzal changes

(]
™
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DISCUSSION

The report on the effect of Bayleton on pregnant rabbits was
very brief. Important data elements missing were:
1. Information on how often the animals were observed for
signs of toxicity
2. Exact waights of individual does at each weighing
3. Individual weights of fetuses
a. Number of corpora lutea
5. Details on signs of toxicity - time of onset, dagraee,
"and duration ’
. 6. Food consumption data
" 2. Pathological information on the does (Evidently no
autopsy was performed.)
8.  Was dosing basaed on pre—-pregnancy weights or on the last
weighing?

9. Parity of the does
©10. Age of the does other then that they were sexually
mature "’ '
11. Historical control data

Administration of Bayleton to Himalayan rabbits on day 6
through day 18 of gestation resulted i. maternal toxicity at the
100 mg/kg/day level. Symptoms of toxcity at this level included
reduced body weight gain during the treatment period (P<0.01), an
incressc in digestive disturbances, inflammation of the external
vagina, and a Jtatistically significant increase in resorptions
in the 100 mg/kg/day group (P<0.05). None of these symptoms were
observed in the 30 mg/kg/day group except a marked reduction in
body weight gain for the treatment period and for the entire
gestational period. While these reductions were not statistically
signif.cant, they do follow the trend saet by tha high dose group.
The 17.2% of resorptions at this level is also part of a dose-—
related trend and reinforces signs of toxicity in the midd!e-dose
groﬁp. No meaternal toxicity was observed in the 10 mg/kg/day
gro%p. It can be concluded that, under the conditions of this
study, a maternal NOEL in rebbits can be set at 10 mg/kg/day.

The maternal LOEL in this study is 30 mg/kg/day based on an
observed reduction in baody weight gain during the treatment
period and during the entire gestation.

An embryolethal effect was observed at the 100 mg/kg/day
dose level. A statistically significant increase in fatal
resarptions was observed in this high dose group. Burviving
fetuses at this dose level exhibited normal weight and no
embryotoxic effects. The fatuses at the 10 and 30 mg/kg/day dose
level exhibited no embryotoxic effects. From the informotion
available in this report, it can be concluded that a
Developmantal Toxicity NOEL can be sat at 30 wmg/kg/day. The
Developmental Toxicity LOEL is set at 100 mg/kg/day based on
embryolethal effects at this level.
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DATA EVALUATION RECORD

Micronucleus Test on Mice

Machemer, L. (1977) Micronucleus test on mice to evaluate

MEB 6447 for mutagenic potential. An unpublished report prepared
by Bayer, A.G. Institute for Toxicology, Wuppertal-Elberfeld,
West Germany, Report No. 6622, dated February 23, 1977, submitted
to the Agency by Mobay Chemical Corporation, EPA Accession No.
254697.

Test Chemical: MEB 6447 (3gyleton), Batch No. 16002/75, with
unspecified purity.

Experimental Protocol: Attached.

Results:

The results of this study are shown in, tables 1 through 4.
These tables were taken from the registrant's report.

Conclusions and Recommendations:

This study was submitted to the Agency befcre and evaluated
by the Toxicology Branch ({Document No. 02003). The study was not
acceptable.

Further evaluation of the study did not change the agency's
position. The study is classified.as ‘unacceptable. See attached
memoranium by G. Dearfield, dated February 16, 1988.

Attachment
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
M : WASHINGTON, D.C. 20460
4@ wtg
F EB ' 6 L _8 PESTICIDES Ac:c'orgrcotx?: SUBSTANCES
MEMORANDUM
SUBJECT: Bayleton - Mouse Micronucleus Assay R
FROM: ° Kerry L. Dearfield, Ph.D. « ][(’ » 7{-.{( &
Gsneticist ,%‘”7~ Y
Scientific Mission Support Staff . ' [ o-.-dA
Toxicology Branch : i -
Hazard Evaluation Division (TS-769C)
TO: George Ghali, Ph.D. .
. Scientific Mission Support Staff - S ¥
Toxicology Branch ‘ ‘ - .
Hazard Evaluation Division (TsS-769C)
THRU': Reto Engler, Ph.D. o L
Chief o -
Scientific Mission Support staff Ll Lty C\:\
Hazard Evaluation Division (TS-769C) / v :

A mouse micronucleus assay with Triadimefon, Bayleton'active
ingredient has been submitted to OPP. It is report no. 6622 and
was reported on February 23, 1977. The EPA document number is
52724. The following are comments regarding this assay.

The test substance was administered to male and female NMRI
strain mice (5 mice/sex) in two oral applications, 24 hours
apart. Six hours after the second dosing, the mice were
sacrificed to obtain bone marrow for analysis. Only one dose
level was used in this assay, 2 X 200 mg/kg:; a solvent control
and a Thiotepa (2 X 10 mg/kg subcutaneous) positive control were
also used. :

The results indicated no increased frequency of micronuclei
in test substance treated animals compared to solvent control.
The Thiotepa control produced an appropriate increased frequency
of micronuclei. The ratio of polychromatic erythrocytes (PCE) tc
normochromatic erythrocytes (NCE) was slightly increased in
relation to solvent control; the Thiotepa control decreased this
ratio, indicating bone marrow depression.

This assay should be classified as unacceptable. This assay
was performed by the Schmid protocol (Schmid, 1976), which is not
the recommended protocol by today's standards. Most guidelines
currently recommend that sampling times begin not earlier than 12

e,
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hours after the second treatment and at appropriate intervals up
to 72 hours (e.g. see 0TS and OECD guidelines). The primary
support for these sampling times is reviewed in Heddle et al.
(1983). It has been found that enucleation of the erythrocyte
takes place about 6-8 hours after the final mitosis of the cell.
Therefore, sampling intervals at this time or earlier do not
provide a reasonable time frame for micronucleus formation in
PCE. Also, more than one sampling time may be necessary to
detect the optimal time for maximum micronucleus formation
frequency in PCE (if no other data are available to suggest a
single appropriate sampling time). Furthermore, to obtain dose
response information, at least three doses should be examined.

Sapporting this unacceptable classification for this dssay
ic the apparent lack of toxicity to the test animals. No_
preliminary toxicity testing was reported to allow proper - i’
selection of doses that would provide some signs of toxicity. In
the report itself, nothing was reported to indicate any signs of
texicity, thus indicating that higher dose levels may have been
appropriate. Also, there was no depression of the PCE/NCE ratio
by the ‘test substance, which usually indicates some sign of- IR
cytocoxicity. 'In this case, there was actually an elevation of
this ratio:; the significance is unclear. Overall, it appears
that higher dose levels should have been used to obtain a better
indication of micronucleus induction potential.

References

Heddle J, Hite M, Kirkhart B, Mavournin K, MacGregor J, Newell G,
Salamonie M. 1983. The induction of micronuclei as a measure of
genotoxicity. A report of the U.S. Environmental Protection:
Agency Gene-~Tox Program. Mutat Res 123: 61-118.

Schmid W. 1976. In: Chemical Mutagens: Principles and Methods for
their Detection, A. Hollaender (ed.), Vol. 4, Plenum, New York,
pp. 31-43. ‘ .
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DATA EVALUATION RECORD
Therapy of Eye Irritation
Hixson, E.J. (1982) Therapy of eye irritation of Bayleton 5C%
W.P. Unpublished report prepared by Stanley Research Center,
Stilwell, Kansas. Report No. 267 submitted by Mobay Chemical
Corporation under No. 80686. EPA Accession No. 254697.

Test Chemical: Bayleton 50% wettable powder.

Experimental Protocol: Attached.

Results: : s
l. Eye Irritation-.

According to the author, in the washed group "Very slight
corneal opacity was observed in one of the three rabbits on day 1
only. Very slight iritis was also observed in this rabbit on
day 2 only. Slight to moderate erythema was observed in all
three rabbits and cleared by day 4 or 7. Chemosis was observed
in two rabbits and cleared by day 3. Slight to moderate discharge
was observed in all three rabbits; discharge cleared by day 2 or
4." ‘

In the nonwashed group "Very slight to severe corneal
opacity was observed in two rabbits and cleared by day 3 or 8.
Iricis was not observed. Moderate erythema, observed in all
three rabbits, cleared by day 8 or 9. Slight to severe chemcsis
was observed in all three rabbits and cleared by day 2, 3, or 4.
Moderate to severe discharge was observed in all three rabbits
and cleared by day 7."

2. Therapy

‘?Oghthocorto; Neither corneal opacity nor iritis was
observed in any of the three rabbits. Moderate to severe erythema
was observed in all three rabbits and cleared by day 8, 9 or 10.
Chemosis was observed sporadically in all three raboits and
cleared by day 2, 8 or 9. Slight to moderate discharge was
observed :in all three rabbits and cleared by day 2, 4 or 7.

'"BPNHA. Very slight correal opacity was observed in
only one rabbit on day 1 ounly. 1Iritis was not observed. Slight
to moderate erythema was observed in all three rabbits and cleared
by day 8 or 9. Slight chemosis was observed in all three rabbi:s
on day 1l .,only. Slight to moderate discharge was observed in zall
three rabbits and cleared by day 3, 4 or 7.°

et
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A comparison made by the author indicated that "Washing
the eyes with water offered some improvement in response over
eyes that were not washed, particularly in the incidence and
severity of corneal opacity. The severity and duration of
erythema was slightly reduced by washing, as were the severity
of chemosis and discharge. A slight decrease in the duration
of the discharge was also observed. Results after therapy with
Ophthocort® or BPNHA were similar to those obtained after washing
the eyes. However, both therapeutic regimens increased the
severity and duration of erythema."”

Conclusions:

According to the authdr, "Bayleton 50% Wettable Powder is
a positive eye irritant with lesions spontaneously reversed in
eight days. Washing the eyes offers an improvement in the
severity and duration of the responses. Therapy of the eyes
with ophthalmologic ointments containing antibiotics and steroid
was not superior to washing with water in alleviating the

irritation."

Core Classification: Supplemental information

Attachment
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, DATA EVALUATION RECORD

Acute Inhalation Toxicity Study With
Bayleton 50% WP in Rats

Sangha, G.K. (1984) Acute inhalation toxicity study with Bayleton
50% W.P. in rats. Unpublished report prepared by Mobay Chemical
Corporation, Environmental Health Research. Report No. 86389,
dated March 7, 1984, Study No. 84-041-01. EPA Accession No.
254697.

Test. Chemical: Bayleton 50% W.P.

Experimerital Protocol: Attached.

, Results:

Temperature and Humidity - The temperature ranged between
22 and 24 °C. The humidity was kept at about 26 percent at all
times except in the last hour in the treatment chamber, where it
increased to about 68 percent due to the clogging of the filter.
In the control chamber the humidity increased to 96 percent
for the first 15 minutes then stayed around 40 percent for the
duration. of the study. ;

Particle Size: According to the author "the average mass
medium diameter was 4.2 Um. The data indicated that about
50 percent of the particles sampled was below 4.2 Um."™

Chamber Concentration - The author 1nd1cated that "the
nominal gravimetric concentrations was about 33% of rhe nominal
value. A higher nominal concentration during the last hour of
exposure might have occurred due to lower airflow through the
chamber."

General Observations - All compound—exposed animals exhkbited
lacrimation and nasal ocular irritation during exposure and up to
1.5 hours postexposure. One male showed salivation on day 3
and appeared normal on day 4. One female d1ed on day 9. Ha&r
loss around the eyes was observed in some females. Statxstlca;ly
51gn1f1cant decreases in body weights of exposed animals were
observed 1n treated animals. Lo -

The control animals also showed nasal and ocular discharge
during exposure and up to 1.5 hours postexposure. The results
are shown in table 1.




Conclusions:

006841

The 4-hour LCgg of Bayleton 50% W.P. to male and female rats

is greater than 3.532 mg/L.

Core Claésification: Supplementary.

Attachmenﬁ

wee
1




006841

+-Table T . Summary of Data of Acute Inhalation Toxicity Study
o with BAYLETON 50X Wettable Powder ia Rats
PR
iAo Observations
R Infirial Mean Body Weights (g) No. Dead/ Begin End Time of
Animal Conc Body Weight Day Signs/ Wichin Within Death
unbeg ggl Range (g) O 3 T 14  Exposed (Hour) (Day)  (Day)
‘ 198—228 217 211* 252* 300 Q/10/10 DE 5 -
sb 10 12 15 20
1-10 Control 197-225 213 222 258 299 -0/08/10 DE 1 -
v sSD 9 8 11 12
7&85'ﬁ‘ﬁ 2 183-199 190 182 203 220 1/10/10 DE 14 ° 9
s 5 12 12 13
66-75 ;'Cog}%rol 185-211 199 194 210 226 0/05/10 DE 1 -
B SD 8 12 13 16

SD = S,:amiaé:d Deviation
DE = Duting Exposure

* = S'iguificantly diffcrent from controls
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DATA EVALUATION RECORD

Acute Toxicity Studies
Mihail, F. (1980) Acute toxicity studies. Unpublished report
prepared by Bayer, A.G. Institute for Toxicology. Report No.
9277, Mobay Report No. 68922, dated June 27, 1980. EPA Accession
No. 254697.

Test Chemical: MEB 6447, purity 92.6%.

Complete DERs were not prepared: The data requirements for
acute toxicity on MEB 6447 (Bayleton) has been satisfied. The
newly submitted data do not provide any new information in this
area, nor do they affect the toxicity category.

A summary of the findings provided by the registrant is
attached.
i

Attachment
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DATA EVALUATION RECORD

" Subacute Oral Cumulative Toxicity Study in Rats

Mihail, F. and Kaliner, G. (1979) Subacute oral cumulative
toxicity study on rats. An unpublished report prepared by Bayer,
A.G. Institute of Toxicology. Report No. B195 dated February 20,
1979. Mobay Report No. 69477, EPA Accession No. 254694.

Test. Chemical: MEB 6447, pure- technlcal grade (purlty 97.0%),
. Batch No. 16002/75.

oy
Testing Laboratory~ Bayer, A.G. Institute of Toxicology. N

Th1s study was not reviewed since most of the result tables
are in German and are illegible.

However, since the data base for Bayleton is complete, the
reglstrqmt is not required to submit an English translation ‘for
this study unless the data indicate adverse effects that have
never been reported before on Bayleton.
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DATA EVALUATION RECORD -

Primary Dermal Irritation

Report Sheet No. 25 \
Mobay Chemical Report No. 80329, dated May 15, 1981

This is a summary sheet. The information included is
inadequate for evaluation.

'

¥
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DATA EVALUATION RECORD

Reproduction Study

Thyssen, J. and Groning, P. (1978) MEB 6447 Futterungsversuche

mit Huhnern Unter Resonderer 3eruck-Sightigung Einer Moglichen
Beeinflussung der Fortpflanzung. An unpublished report, No. 67070
prepared by Bayer, A.G. Institute of Toxicology, dated November 15,
1978, submitted to the Agency by Mobay Chemical Corporation.

EPA Accession No. 254697.

No DER was prepared; the study report is in German. Data
requirements for reproductlon have been previcusly satisfied on
Bayleton. The registrant is not required to submit an English
translation unless the new study includes adverse effects that
were not included in the earL*er reports.
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Page f2C> is not included in this copy.

Pages through are not included.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action.
FIFRA registration data.

The document is a duplicate of page(s) » .

PRETETTT T

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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DATA EVALUATION RECORD

Acute Toxicity Studies in Rats and Mice
Nakazato, Y.; and Iyatomi, A. (1977) MEB 6447 (Bayleton) acute
toxicity studies. An unpublished report prepared by Nitokuno,
- Agricultural Chemical Institute, Laboratory of Toxicology. Report

No. 88, dated December 14, 1987, submitted to the Agency by Moibay
Chemical Corporation. EPA Accessiom No. 254697.

Test Chemical: MEB 6447 with 97.0% purity.

o

No DERs were prepared. The data requirements for acute
toxicity on-Bayleton have been satisfied. The current data did .
not provide any new information, nor did they affect the toxicity
category. .- ‘ PR

A summary of the findings provided by the registrant is

attached. =i’

Attachment
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Page ffZLfis not included in this copy.

Pages through are not included.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action.
FIFRA registration data.

The document is a duplicate of page(s) .

v

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




