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T~September 20, 1990

—Dear-Sir/Madame:

Akzo Chemicals 1Inc. (ACI) submits this notification in accordance
with Section 8(e) of the Toxic Substances Control Act and EPA's
statement ~fF Interpretation and Enforcement Policy, 43 Fed. Reg.
1110 (Marcn 16, 1978). The described testing herein was initiated
in response to the EPA Final Test Rule for Methylethylketoxime
{MEKO) under section 4 of TSCA [Fed. Register 54(176), 37799,
Septemker 13, 1990). This study was intended to evaluate the
developmental toxicity potential of MEKO when administered to
rabbits by oral gavage during the period of najor organogenesis.

Accordaingly, ACI is advising the EPA of yx‘:};miﬁa"“f and unaudited

results of a definitive developmental toxicity study in New Zealand
white Rabbkits at Springborn Laboratories (Study No. 32245) in which
groups of 18 artificially inseminated rabbits were administered
either 0, 8, 14, 24 or 40 mg/kg MEKO in distilled water on gesta-
tion dJays 6-18. Control rabbits were administered distilled water
onlv. Body weight and food consumption were recorded throughout the
study. Does were euthanized and received a Cesarean-section and
gross necropsy or gestation day 29. Their uterine contents were
counted, weighed and examined. All fetuses received a gross exter-
nal morpholog1ca1 examination, a visceral examination and a skele-
tal examinration. To date, visceral and skeletal data have not yet
been summarized.

Akzo Chemicals Inc.

300 South Riverside Plara
Chicago, lliinois 60605
Tel. {312) 06 7500

Fax {312) 906 7680




Page 2 of 3
September 2C, 1990

In this study, statistically significant decreases (Attachment I)
in k»>dy weight and food consumption parameters were seen in the 40
ng/ky/day dose group. The 24 mg/kg/day dcse group displayed
decreased food consumption on a single day at mid-study only.
Salient maternal toxicity was observed in the 40 mg/kg/day dosage
group where 8 does died and 3 aborted (Attachment 2). Finally, sta-
tistically significant decreases in viable fetuses were observed in
both the 24 and 40 mg/kg/day dosage groups, while an increase in
early resorptions was observed in the 40 mc/kg/day dosage grocup
only (see Actachment 2).

Akzo 1is making this submission under 8(e) kecause the reported data
concerns developmental toxicity. However, Akzo ke®‘eves that these
data are reflective of biclogical variation and/or maternal
toxicity:

statistically significant changes which occurred at 40
mg/kg/day occurred at a grossly maternaily toxic dosage
level, a dosage which killed 8 deoces (Attachment 1);

statistically significant and decreased viable fetus means
of 5.3 and 4.7 for the 24 and 40 mg/kg/day dose groups,
respectively, fall within the range of the laboratory's

historical control data (x = 7.1; range = 4.6 - 9.1;
Attachment 3):

the increase in the 40 mg/kg/day mean for (early) resorp-
tions (1.7) 1is ‘totally reflected in the study's postim-
plantation loss value of 1.7, which is not statistically
significant in this study and within the lakoratory's his-
torical controcl daca range {(x = 0.7; ge =

Attachment 3):;

similar effects were NOT observed at a similar dosage
level in a range-finding study (Attachment 4):

the means in the 40 mg/kg/day dose group are artifacts of
a low number of litters (N=6), an insignificant number of
litters to evaluate statistically (Attachment 1);

fetal body weight (Attachment 2), a less variable para-
meter than fetal viability or resorption parameters,
suggested an ABSENCE of MEKO developmental toxicity.




dage 3 of 3

September 20, 1990

.~ If there are guestions regarding this subrission, please contact me at
.. ... 312-906-7588.

sincerely,

Manager, Product Regulation
and Toxicology

Attachments
cc: C. Donohue (cover letter only)
J. Carmine (cover letter only)

J. Massari (cover letter only)
-3 Gerhart - - :

External Distribition (Industrial Health Foundation MEKO Toxicology
Committee Members):

Industrial Health
Foundation (IHF): Wm. Rinehart, MEKO Toxicology Coordinator

Allied-Signal, Inc.: Michael Derelanko. MEKO Toxicoloay <hairman
VVHuls }merica, Inc.: J. Hodgson

Aceto Corporation: Roy Goodman

Dussek Campbell, Ltd.: Alex Kotel

Troy Chemical Co.: Adrian Krygsman

Mooney Chemicals Inc.: Michael Scott
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ATTACHMENT 1: GENERAL TOXTCOLOGY DATA SUMMARIES
OF MEKO TERATOLOGY STUDY IN RABBITS

ABSOLUTE BODY WEIGHT
BODY WEIGHT GAIN
FOOD CONSUMPTION
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Attachment 2
September 20, 1990

ATTACHMENT 2: CESAREAN~-SECTION AND REPRODUCTION DATA SUMMARIES
CF MEKO TERATOLOGY STUDY IN RABBITS
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Attachment 2
. September. 20, 1990

ATTACHMENT 3: SPRINGBORN LABORATORY HISTORICAL CONTROL
DATA FOR TERATOLOGY STUDIES




I2-MGVEXD W69  2AG2 .

SPRINGCORN LABORATORTES, TNC.
SFEECIRVILLE, GB 45897

A1379: ICAL CINTROL DATA
Feo TRALESL WHITE R O2EITS

CESAPSA" Sc TN DATA

TOTAL
NO.

FPEMALES ON STUDY/ 280714
NO. OF STUDIES

FEMALES THAT ABORTED
OR DELIVERED

FEMALES THAT DIZD

FEMALES EXAMINED AT
SCHEDULED NECROPSY
NONGRAVID
GPAVID
VITH RESORPTITES OHLY
VITH VIABL® FETUSES

TOTAL FEMALES GRAVID

RANGE 0¥ MEAIS
T XM

e e a—

CORPORA LUTEA B I Y
IMPLANTATION SITES - 9.3
VIABLE FETUSBS 9.1
MALES: FEMALES 828:892
SEX RATIO M/F 0.928

FOST-IMPLANTATION LOSS

FETAL VEIGHT (G)




--Attachment 4
September 20, 1990

ATTACHMENT 4: RANGE-FINDING TERATOLOGY STUDY IN RABBITS WITH MEKO;
REPRODUCTION DATA SUMMARIES




5
MG/KG/DAY 80 MG/KG/DAY

4

S VITH MEXO
OBSFRVATIONS

Lal

2

1

0 MG/KG/DAY 10 MG/KG/DAY 20 MG/KG/DAY 40

TOTAL
NEAN

‘mmn.smmmrommmsmuncs

PRE-IKPLANTATION LOSS
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CERTIFICATE OF AUTHENTICITY

THIS IS TO CERTIFY that the microimages appearing on this micr fiche are accurate
and complete reproductions cf the records of U.S. Environmental Protection Agency
. documents as delivered in the regular course of businass for microfiiming.
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