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registrant did not address the other: ‘deficiencies noted by the reviever: of

Report No. 12907. The reviewer requested 1) individual and group mean absodute ;
body weight data, 2) categorization-of dead fetuses with respect to the approximate
time of death in utero, 3) a copy of -the protocol-and a descrxptloﬂ of any~dev1at10ms
from the protocol, 4) a copy of each of the references (1,3,4 in English),

5) individual clinical observations and necropsy flndxngS‘for the dams, 6} historical
control data with respect to post-implantation losses in rabbits of the same

strain, 7) a description of conditions of storage of the test material and

mixtures and 8) analytical results with respect to homogeneity, concentration and
stability of the test material in the dosing mixtures. This information is required
in order for TB to complete its evaluation of the developmental tuxiclty study.

Core-classification:-supplementary data
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DATA EVALUATION REPOR'E‘
STUDY TYPE: Teratogemcxty/supplanental déta "mx.‘ cam. NO.:372 :
___;%Accessmn No.: 41046101 : “ g
TEST MATERIAL: O O-dlmethyl-»o—(4-m.t:ro-phenyl)-mmthxophosphate
SYNONYMS: Methyl parathion
STUDY NUMBER(S): T 6025711 (Report no. 16331}
SPONSOR: A/S Cheminova

TESTING FACILITY: Bayer AG

TITLE OF BEEOM‘ Supplement to ¥ethyl Parathion (E120) Study for Embx:yotoxic Effects
on Rabbits After Oral Adm nistration (Remzt nG. .h2907)

AUTHOR{S): M. Renhof
REPORT ISSUED: December 22, 1987
CONCLUSIONS =

The registrant has successfully demonstrated that the' highest dosage admi nistered

(3.0 mg/kg/day) to pregnant rabbits in a previously evaluated. developmental

togicity study (Report No. 12907} induces maternal toxicity, which was indicated by
inhibited plasma and erythrocyte cholinesterase activity in the same species f

rabbit under similar expetimental conditions. Therefore, it is TB's opindon tnat

the highest dosage administered in the noted study was adequate, however, th»
registrant did ot address the other deficiencies noted by the reviewer of

Report No. 12907, The reviever requ@sted 1} individual and group mean absolute .
bedy weight data, 2) categorization of dead fetuses. with respect to the’ approx:mate '
time of deatb in uterc, 3) & copy of ‘the- pmtocol anéd a. descniption of any. devxations”
from the protocol, 4) a copy of each of the references (1,3,4 in English), o «
5) individual clirical cbeer ations and necropsy findings for the dams, 6) mstorxwl ‘
control data with respect to post-implantation losses in rabbits of the same =
strzin, 1) & description of conditions of stovsge. of the test: materizl and dasiv e
mixtures and 8) analytical results with respect to hamgeneity, concentration ang
stability of the test material in the dosing mixtuzes. This information is reqmre&
in ordez‘ for T8 to complete its evaluation of the c}evelopmntal toxicity study
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Test Matelr ial
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Methyl parathion technical, 96.8%, white solid crystalline, stored in at 4°c,
batch no. 230 606 003. %, .

 Test Animals’ and Envircm\ental ‘Paremeters’

Himalayan capbits, strain~ CHBB:dM, supplied by Thomae: CO- # siverach a.d. Riss.
gexuallly mature males > 25009 and females. (nulliparous}s 1873 ~ 2559 g vere
acclimated for at least 7 days- The aninalse which wete caged singly, were provided
with K4 Rabbit Diet (ad libitum ?) and tap water ad 1ibitum. Anirals were jdentified

individually by cag§ and ear tattoo. The enviromnentﬁ»‘ paﬁa,uleters weres TOOm
2

temperature- 24 + ¢, humidity— approximtely'GS%,..fozceé ventilation- at least
10/hr, light cycle- 12 hr. ‘

Methods

Females were caged with males one to-Oney the-day that mating was ochserved was
considered day 0 of gestatiom. ST

The mated females were randomly divided into & groups of 5 rabbits. Methyl
parathion in 0.5% aqueous Cremophor EL emulsion was administered (constant dosage
volume = 5 ml/kg) via gastric intubation on days 6 through 18 of gestation at
dose levels of 0.3, 1.0 and 3.0 mg/kg/day. The. study“includeé a control groups
however, the report did not indicate i vehicle wes & ministered to this group.

The report SUNMALY stated that wehe dams' -body weights, appearance ané behavicur
were examined.” Although a test protocol was not included, the Resu*ts section
sndicated that appearance and behavioE exazminations. vweie perforned gaily. It is
also evident from tabulated data that pody weights ware weasuced daily on days
0-18 of gestation. Evidently, food and water consumption were not quaatit.ated,
put subjective observations were included with the Results section of the report.

plood samples for the determination of plasma and RBC cholinesterase activity
were taken from the marginal ear vein before (time interval not given) the first,
gecond and ninth administrations as well as 24 hrs after the 1ast administration
of methyl parathion. prain cholinescetase activity was determined at termination.
The investigator used Welch's t tect to evaluate differences in cholinesterase
accivity (test vs control). : '

None Of the treated animals died during the study. There was To evidence of
systemic touicity at any dosage level from examinations of appearance, -behavior,
clinical signs, food and vatet consumption, body ggeight. gain or gross necropsy.

Inhibition of plasd ard RBC cholinesterase activ"ztya(;.f,ppenﬁ?ed; page 1} 4n bidn
dose (3.0 fy/kg/day) dans was evident before the ninth aindnistration (=29.0 &nd
«25,4% V& paseling, resp@ctively) and after the last administration {~39.L end
~30.0% vs baselinee mspectively). The noted reductions in RBC cholinesterase
activity were stati,stically signigicant {p<0.025 ot 0.005) relacive to control
values (Appended page 2). There was noevidénce that brain cholinesterase activity
was inhibited in treated animals. e T -
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Conclusions

The registrant has successfully demonstrated that the highest dosage administered
(3.0 mg/kg/day) to pregnant rabbits in a previously evaluated developmental
toxicity study (Report No. 12907) induces maternal toxicity, which was indicated by
inhibited plasma and erythrocyte cholinesterase activity -in-the same species of
rabbit under similar experimental conditions. Therefore, it ig TB's opinion that
the highest dosage administered in the noted study was adequate, however, the
registrant did not address the other deficiencies. noted by -the reviewer of

Report No. 12907. The reviewer recuested 1) individual and group mean absolute
body weight data, 2) categorization of dead fetuses with respect to the approximate
time of death in utero, 3) a copy of the protocel and a description of any deviations
from the protocol, 4) a copy of each of the references (1,3,4 in English),
5) individual clinical observations and necropsy findings for the dams, 6) historical
control data with respect to post-implantation losses-in tabbits of-the same
strain, 7) a description of conditions. of storage of the test material and dosing
mixtures and 8) analytical results with respect to homogeneity, concentration and
stability of the test material in the dosing-mixtures. This information is required
in order for TB to complete its -evaluation of the developmental toxicity study.

Core-classification: supplementary data
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bPage is not included in this copy.

Pages (;2 through f'z are not included in this copy.

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 formuls.

fInforﬁétion about a pending registration action.

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.
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