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. DATE: | | é)Lﬂ /
‘ SUBJECT: Keview of a study entitled: o /PQ‘Q
The Effects of Dietary Administration of D{ flubenzuron | 5‘///

to male and female HC/CFLP Mice for 13 weeks E>
..~ FROM: Salvatore F. Biscardf | ; : ,
Review Section #1 =) . '
- Toxicology Branch/MED (15-769¢) _ | 2 7 cart—oh .
T0: -  Mr. Franklin Gee (PM-17)
_ Registration Division (TS-767) ﬁ%
Purpose: Tris studyfut§'&ﬁﬂﬁrt&ken to -help in the design of the long
‘ term oncogenicity study and estimate the maximum tolerated
dose .

~ Laboratory: Huntingdon Research Centre
' Huntingdon, England

Sponsor: ~ Philips - Duphar
The Metherlands

Chemical: - Diflubenzuron (Batch NO: FL55/906141)
97.2% pure.

Methodolagy: Diqubenzuron was admixed with the diet and fed to HC/CFLP
mice {male/female} for 13 weeks. There were six dose
levels 0; 80; 400; 2,000; 10,000; and 50,000 ppm. MNinety-six
malec gnd ninety-sfx females were used as control animals.
Fourty per sex per dose were assigned to the other dose -
levels. A1l mice had access to water. Observations were
recorded for sign, clinical signs, mortality, food consumption,
body welght changes, water consumption. Hematology and
blood chemistries were also performed at 7 and 13 weeks.
Gross and microcospic pathology were performed according
to accepted procedures. Some tissues were prepared for
electron microscopy. Data were analyzed statistically.
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" The results observed in hematologx are those pected from

a chlorophenyl urea type compound, Methemoglooinemia and
sulphemoglobinem{a are preseur along with an increase in
Heinz bod{es, reticulocyla counts, lower packed cell volume
and red blood cell count. Bone marrow smears showed no.
effect on the rutio of myeloid to erythroid cells either at
7 weeks ¢ 1t - -inatfon. An increase {n plateélets at 7
and 14 weer., was attributed o artifact. Increased levels
of alkaline pho'ana.ase wer: recorded at 50,000pom 1n
:eeki 7 an” 15 for rmles and females and at week 7 for
emales.

Increased levels of glutamic pyruvic trasmﬂnase-uere”}ecorded--
in treated mice but also in control mice.

'Blood cholesterol 1dwer1ngs were noted 1n weeks 7 and 14 for males

and females at 50,000 ppm. 1n fema!es 1n weeks 7 at 10,000 and
2000ppm,

In the macrcsopic pathology, dark discoloration and spleen
enlargment go hand {n hand with the hematological picture.

,; The dark discoloratfon 1s expected to be tué to hemosiderosis.

Spleen weights were {ncreased with the exception of mibe‘at .
the Towest dose level. Liver weights were increased again

. excepting for -the animals at the two lowest dose levels,

Kidney wefghts were Tower at the 2 highest dose levels as also
seminal vesicle weights at the three highest dose levels.

. Heptocytic enlargement, hepatocytic cytoplasmic vacu61izat10n,
- {nflammatory foci and necrotic hepatocytes in varying degrees

were found at the various dose levels along with splen1c
hemosiderosis.

A lymposarcoma 1n lymph nodes and adrenals were found 1n one mouse
at 50,000 ppm. Another reticulum cell sarcoma was reported fn .-
another mouse at 50,000 ppm and at 10,000 ppm a Tymphosarcoma
was found. Two control mice had reticulum cell sarcoma

and lymphosarcoma respectively.
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The final long term oncogenicity study is already in progress
at Huntfngdon Laboratories in England. This study
furnished the data to fndividualize nroper dose levels to
be tested and to find the maximum tolerated dose. The
dose levels for the long tesm study are 0; 16; 8C; 400;
2,000 and 10,000 ppm. Srom the view cf the data in this
experiment, it would be proper to assume that the MTD
requirement has been statisfied. Even 1f the animals die

- at the two highest dose levels, there will be three dose
levels available for oncogenicity data.
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