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Recommendations

A two-year chronic feeding study of SD-43775 Technical in
rats is reviewed herein and has been found adequate to support
a systemic N.E.L. of 250 PPM. Mo remarkable compound-related
toxicological or pathological effects are eviden:. Gross and
histo-pathological examinations of all animals u,ed in the study
have been reported except as indicated in part A.6,

Peview

Lifetime Feeding Study in Rats with $D-43775 Technical
(Litton Bionetics, Inc., LBI Project No. 2541, 4778, submitted
by thé Shell Chemical Co., 5/9/78, Acc. Nos. 087175-087082).

A, Procedure
‘ [ X
1. Organization of the Study .
Twelve hundred rats {(Sprague-Dawley), 145 ¢ (males)
and 118 ¢ (females} average wts., were rairdomly assigned
te treatment groups after a 9- day acclima:ization period

as Tollows;
- Mumber of lats

Dietary Level {PPM) Males F:males

0 {control) 1eal 133

1 93 12

"5 93 313

25 93 i3
251 93 33

9 (Control) * 97 z
560 * ' 27 ' 22

* Sacrificed at 26 weeks.

The rats were housed in groups of 3 except for 1 group of 4
in each of the 500 PPM and associated contrcl groups; however, each
animal was identified by an ear tag.

2. Preparation of Test Compound - Diet Mixtures

£PA FORM 1320-6 (REV. 3-76)

PRl % P R i S i A P VY A Femmreaeer -y e Tt _A_wr’ ’ — S R
T R U T ., . . - . .
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Test compound was blended inte the diet as a pre-mix of
diet and test compound-hexane solution. Hexane was added to
diet for the control. groups. ~Volumes of nexane and test com-
BOURd-hexane solutions added to diet were equal.

Levels of test material in the diet were periodically
estimated by chemical analysis throughcut the study. Results
of the analysis are as follows:

Nominal level {PPM) : Range {PPM) Average
[PPM)
0 0.1 -0.2 0.1 L
1 , 0.67-2.6 1.7 o
5 4,2 -8.5 5.1 B
25 14-49 25 il
250 S 210-310 PR S
500 450-FAD 590

3. Obserﬁations

Observations of toxic signs and deaths were made daily.
Body weights e¢f all animals and food consumption of 20% of
all animals/sex/dosage level were recorded wezkly during the
inital 13 weeks and monthly thereafter. Animals were palpated
weakly.

4. Hematclogy, Clinical Chemistry, Urinalysis

At intervals of 13, 26, 52, and 78 weeks, 10 rats/sex/dosage
Tevel (20 rats/sex from controls) were evaluated for hematology,
¢linical chemistry, and urinalysis. Al1l terminally sacrificed
animals were similarly evaluated. Urine was :ollected while
animals were individually housed and fasted overnight. Investi-
gated parameters include the following: ‘

a). Hematology: Hemogiobin, hematocrit {pacxed cell volume),
erythrocyte count, leukocyte count, differential leukocyte
count, platelet count, sedimentation rat: {excluding animals
sacrificed at 2 years), prothrombin time, clotting time.

b}, Clinical Chemistry: Calc«m, phosphate, creatinine, CPK,
uric acid, cholesterol, bhilirubin, alkaline phosphatase,
LDH, SGOT, glucose, BUM, chioride, potassium, sodium, protein,
protein fractions.,

c¢). VUrinalysis: <Color, specific gravity, pH, sugar, albumin,
ketones (acetone), bilirubin, occult bloud, microscopic
exarmination of sediment.

G. Bross Patholegy
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A11 animals were subjected to necropsy. Heighed organs
include brain, heart, Tiver, kidneys, testes, adrenal glands,

and spleen, »
6. Histopathology - .
: R
Groups of animals examined histopathologicaliy include - b
the foliowing: ' .
Group (PPM) »
01 5 25 250 5 500 -
_ | -
Month No. of animals/sex/dosage Tevel - 5
' YW di— DO
3 20 10 610 10 ey R S
6 20 12- 12 12 12 , A2
12 20 3 10 10 A
, 18 20/ & q) P
goM 24 {EIM 4 F;\BB 22F3§2M 28F) \32M, /7F5@§M 17{) X
fA /(ﬁ O H £ N :2 . 3
224 Moripund or ?dbnd dead\ 7~ o ; N =3 A E—
" ! ;
1834 45M,57§g\\}%4* 297l 19“,¢3F;\j9 B 2$F 17m BzFf %39
_ A
%%ﬁ' One hundred sixty eight animals in the 1 and 5 PPM groups
Jé,w' which were killed at 13, 26, 52, and 78 weeks were not histopath- :
(35 oTogically examined. Three rats in the 250 PPYM female groups were

kiiled and not histopatholagically examined due to a sexing error,

The following tissues and organs were examinaed micrescopicaliy:

Brain : ' Kidneys
Spinal cord . Bladder v~
Sciatic nerve Prostate
Pituitary © Testes
Thyroid Gvaries _
Parathyroid Hterus
Salivary glands _ Fallopian tubes &
Heart Stomach S
Lungs Small intestine { 3 levels) £
Spieen Large intestine {3 levels) -
Liver Skeletal muscle (thigh) 3
Pancreas Skin {flank) ‘
Adrenal glands Mammary glénd
Mesenteric lymph nodes AT grase lesions

" Bone with marrow

B. Results
1. Mortality

The test material did not significantly affect survival of
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.the animals during the study. Survival patterns can be realized
by comparing the table showing division of animals into treatment
groups {part A, 1.) with the table describing groups of animals
examined histopathologically (part A. 6.).

2. Toxic Signs

No remarkable test compound- related toxic signs were evident. F
The predominant lesion was-on the ear, presumadbly due to attachment ;
of the ear -tag. Other clinical signs appear to be due to aging or =
injury, e.9., alopecia, sweilings, emaciaticon, labored breathing, a
body sores, crusts around nose and eyes. :
3. Body lieight Lata : Ty P
The test material changed body weight according to the data S
presented below: 3
Dosage Tevel (PPM) Initial I3wks. 25 wks. 5%aks. 77 wks 107 wks.
0 (male) 147.4  446.1  540.2 5¢6.6  712.0 727.8 o
1 139.3* 453,1  EB&O.0* 6(6.5 744.2% 787+ ';&g-
5 : 146.0 441.7  526.0% heEH . 5% 704.8 715.4 e
25 145.6 430.0*% 519.9* 5e2.4 E74.4% ABA 1* o :
250 147.6 434.1*% 510.6% 5¢1.1 703.1 f82.4%* i
0 136.5 439.0 561.3 - ————— m———— q
500 136,3  422.9  5E3.0 |  s-eme mmmme mmeee- 3
0 (female)" 116.3 257.0 291.5 345.3 429.5  457.6 oo
1 110.8% 259.4  293.7 343.8  401.3* 449.5 »
5 119.2  254.1 290.5 345.1 425.9  489.0 o
25 123.4*% 260.9 295.9 382.0 419.3  453.3 Eﬁéﬁ
250 118.0  262.3 290.1 347.8 422.3  443.0 i
0 116.9 260,646  293.0 | em-me mmmem meee- e
500 121.2  235.4* 280.5 j --------------- <

'

* Significantly different from control (p<0.05).

Significant differences are sporadic and apoear to be marginal. £
A definite dose-related compound effect is not ajparent. '

4, Food Consumption: lUnremarkable, : , -

5. Urinalysis: Unremarkable

&. Hematology: Unremarkable

7. Clinical Chemistry: Unremarkable. However, decreased levels of
ol -2 serym proteins were found at 26 weeks ir males and females
fed 500 PPM.

8. .0rgan Weights, Organs/Body/Weight Ratios: Generally unremarkable.
Sporadic significant differences were calculated, but a dose-reIated_'.
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compound effect was not indicated.

g. Histopathd?ogy

a). Results at 3 Bonths g
Changes attributabk to the test compound we;e not evident.
Patholegical manifestations were confined mainly to the lungs and

mesenteric lymph nodes. Examination of mammary glands was not

indicated.
b}. .Results at 26 Weeks é%fﬂf
No test material-related effects were indicited. Qutstanding . ;i;.__
pathological changes include chrenic respiratory disease, focal myo-
carditis or myocardial fi I'rosis, nematodiasis, ind malignant lymph- t
omas. Microscopic examination of mammary glands was not indicated
for 211 animals in each dosage group. :
e
r;;___

c}. Results &t 52 Yeeks

e

No test-compound related effects were found  Parenchymal
changes in liver did not usually reflect a fatty change. Lymph-
oid hyperplasia present in several organs did nol elicit functional
impairment. Splenic hemcsiderosis was present it many animals.

d). Results at 18 flonths . =

Ho effects attributable to the test compount were observed.
Negcplastic, hyperplastic, and inflammatory lesiols were found in
all dosage groups. The most common neoplasm were pituitary chromo-

phobes. Adrenal cortical changes and mammary glind secretory
activity were associated with the chromophobes. Splenic hemo-
siderosis was common in all dosage groups, espec ally females.

4
' R
e). Results at Terminal Sacrifice s
i}. Lesicns of the nervous system were primarily radi-
culoneuropathy and degenerative myelopathy and wire found in atl
dosage groups. Degenerative neurolegical change: were attributed
o aging and were not considered to be due to an effect of the test
material.

ii). Proliferative and neoplastic lesions generally occurred
with either similar incidences or a random distr-bution throughout
all groups of animals examined as terminal sacriiices and intercurrent
deaths. Pituitary tumors were frequently observed in all groups. .
The incidence of mammary tumcrs in female rats it shown in the : fﬁf{
following table: S
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i11). Non-neoplastic lesions.were either similarly or randomtiy
distributed throughout all dosage groups. Most commonly
observed Tesions include chronic kidney disease, myocardial
degeneration, adrenal cortical degeneratign in females,
splenic hemosiderosis and/or hematopoiesis, and minimal
to mild pulmonary disease. No Tesion was attributed to the
test material.

C. Conclusicns
a). Classificaticn: Core Guidelines

b). No cutstanding toxicity due to administration of the test

' compound was reported; therefore, the systemic M.E.L. is-
concluded to be 250 PPM. In a concurrent 26 week study,
a 500 PPM Tevel of the test material did not induce re-
markable toxicological signs. Formatior of mammary gland
tumors appears to be spontanecus as a result of aging and
not as a resultf of a test compound effect.

RD initat R.E.:7/14/78:1°F

| (_%’ //27/2?
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