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Recammendations

A twg-year chronic faedin
rats 1s reviswed hersipn znc hz

study of SD-42775 Yechnizzl in
besr furc adequate to support

a systemic N.E.L. of 250 PPM. No pemerkable compound-related
toxizologica| or fathnlagical effects are evident, Gross 2nd
d

hisfo-pathalagica
have been renorze

Peview

axaminazicns af all zanimals used in the s tudy

except as indicated in zart A.6.

Lifetime Feeding Study in Rats with $0-4377; Technical(Cedo b-1-0-0,%%)
{Littaon 3ignetics, Inc., L3I Proisct Mg. 2541, 2’78, su~mi=~ted

by the Shell Cnemiczl Ca., /9/78, Acc.
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A. Frscadure

]. Drganizziicn of the I:iucy

-
o

Nos. 1973785-367%27),

L

Twelve “undrad ~z:s3 /S racue-Dawiay . 145 g (pﬁ 553
ava 118 g (féma[es) avarige wts., were randon\z 3ssigme

to treatlent jroups afiar a 9-day aeclimatizat

2s follows;

Dietary Lavel [poM) “alas
a (zantrsi! 123
1 - 93
[1 93
25 93
250 93
O (Control} ¥ 22
5D X 22

* Sacrificed at 25 weeks.

The Fats wers housed in grouos of 3
in each ¢f tre 500 PPM arc 3ssccijete

animal was Jdentified by an 2ar fag.

6n Pem'oa

Number 0¢ Razs

d»

-

cect
sl ¢

females

183
93
93
93
93
22
22

far 1 grsuo a7 4

2. Precarztion ¢¥ Jest Lompouna - Diet Mixturas
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Tes1 compound was blended info fhe diet gs a pre-mx of
dVe¥ ana tesT compound-hexane splurion. Wexane Wi: added- To

g;gg/fﬁg;jyg_CQnt{o\_gyoUps, Volumes 5+ hexane 27 test Com-
podnc-hexane galutisns added to die: wers equal.

Levels of tast material in the diet were periodically
estimated by chemical analysis througheut the study. Rasul:s
of the anaiysis are as follows:

Nominal level (PpM) Range (Do) Lverage
{PPM;
Q g.1 -2.2 0.1
1 n.67-2.4% 1.2
5 4.2 -3.3 5.1
23 1449 25
250 210-31v 36
506 430- 690 590

3. Qbservations

Observations of toxic signs and deaths ware mace daily.
Sody weights of a1l animals and food consumption ao7F 20% ¥
all animals/sax/dosaqe Tevel were racgrcea weak]y during the
inital 13 weeks and monthly theraafter. Animils wera aaipacad
weekly. ’

} 3

2. Remawlagy, Clinicz] Casmistry, Wrina\ysis

At intarvals of 13, 26, 52, and 78 weaks, 10 pats/sex/dosage
lavel (20 rats/sex cram contrals) were evaluated for hematoloagy,
clinical chemistry, and urinalysis. 411 cerminallly sacrificed
animals were similarly evaluated. Urine was :ollected whije
animals were individuaily housed and fasted evernight, Investi-
gated parameters include the foilowing:

1), Hematslogy: Hemoglebin, beratocrit (packed cell VOluwe),
erythrmczte Count, leukocyte cound, differantial leukKocyt
ccuntl nlatelet clunt, secimentaticn rate excludipg inim
sacriticed at 2 years), prothromnin time, ciotting time.

2
avs

b}. Clinical Cremistry: Calcwm, phosphate, creatinine, C?K,
uric acid, cholesterol, bilirubin, alkaline nhosphatase,
LDH, SGOT, glucose, BUM, chlaride, gotassium, sodium, Frotein,
protein fractions.

¢;. Wriraiyzis: &Glor, seecific gravity, o#, sugar, alaumin,

ketones (acatene}, biiirumin, occult biand, micrasconic
examination of sadigent.

C. Gross Pathology



Al animals were subjected 72 necropsy. Weighed organg
inclugs bfain) hearﬁ) liver, Kidneys, testas, adremal glands,

and saigen,

6. Histopathology

Groups of animals examined histopathologically include

the following:

Group (PPM)

0 1 5 25 2

Month

50 9 £an

Ne¢. of animals/sex/dasage lavel
) :5;9‘:”«'
3 10 1 1 13 o
§ 20 12 2 1 12 2
12 20 10 10 X
18 200/ £ m) 10 a
29 (€147 )(331, 22Ff3m 28 (32n, 277)en, 17¢) $

LA
y 43

O ) N . 23
Morifund or \ und dead \; Y \ ,
4eM,37F /A 13y 29F)\ 19M,23F LHM, 2.4/!-' 1IM 31F,
A ~ . ~ ‘

One hundred sixtv etight animals

in the 1 and 5 PPM croups

which were Killed at 13, 25, 52, 2nd 78 weeks were not Wstopath-

ologically sxaminea. Three pats in

killed an

- -

"he fol

3rain

Spinal cord
Sciatic nerve
Pituitary
Thurgic
S3rathyrcia
Saiivary glands
Hdeart

Lungs

Spieen

Liver

Pancreas

Adrenal alands
Mesenteric lympn ncdeés
Sora with marrow

3. Resuits

. I
i. Morzziity

th2 250 PPM female irsuzs warz

not histcpatnolegically examines Jue o 2 saxiwg arror,

‘owing “issues 3ind organs were sxamir2d microscopiciiiy:

Kidneys

Rladder '

rostate

Testes

Gvaries

Htarys

rallcaian tubas

Stomach

Small intactine { 3 Tayels)
Large intestine {3 levels)
Skeletal muscle (thigh)
Skin {flank)

Mammary glend

AtT gra:s lesicns

The test material did neot significantiy z’fect survivai of

>
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the amimals during the Study, Survival patternss can be vealized

Camparing the qbie showing division :f animals inls treatwmenT
groups (zart A. 1.} wizh the table describing greups cf znimals
examined histopathologically (parz A. 6.).

2. Toxic Signs

Mo remarkable test compound- related toxic signs weras evident.
The predominant lesion was on %the 2a3r, presumably due to attachment
of the ear tag. Other clinical signs appear tg te due tp aging or
injury, e.g., alopecia, swellings, emaciation, labored breathing,
dody sores, crusts around nose and eyes.

3. Body Meight DPata

- - - - EN ~n ad = N A= mmmmy, 4% wma e R
2 T28T mg@ctarta. Cnangsd CCQy «8ignT EQIIrIinl T3 Tn? Iite

- P R - : NS

Zrssentasg Se:gw:

Cosage Tevel (PPM) Initial 1l3wks. 25 wks. 5iaks. 77 wks 1071 wks.

0 (male) 147.4 446.1 549.2 5¢5.6  712,0 727.8
1 139.3* 453.1  560.0*  5(3.5  7a4,2* 747+
: 146.0 4y¥1.7 526.0*  5¢5.6%  70¢,3  715.4
25 5.6 430.0* 519.9%  562.4  E7i.4* 6BY.1v
252 197.5  434,]* 5106  s8l.1 703:1  682.4*
D 136.5  439.0 561,31  --eem semen aooee-
500 136.3 422 9 563.0 ©  -----  -e-om ---oe-
3 (female 153 287.0 2913 6.3 429.5 457.%
1 110.3% 289.1 2937 343.3  uyp1.3* 4¢9.%
5 113.2 2841 2905 345.1  435.9 u4g9.9
S 123.4% 250.9  295.3 32.6  §19.3 4533
230 118.0 262.3  290.1 37.8  422.3  443.0
0 116.9  260.4  293.0 | ceeem eeees oeeee
500 1212 235.4% 2805 | eeeee cceec eoen

* Significantly differaent from contral (p<C.35).

Sigrificant 1 Tarences ire szoradic ind agfiesr %2 b2 wprgin&1f
4 dafinite dosa-related compound effect is not ziparent.

4. Food Consumption: Unremarkabia.

S. Urinalysis: Unramarkable

(9]

Hematclagy: \Urnremarkasle

7. Climiczl Chemistry: Unremarkagle. However, decrezssd leveis of
ol -2 sarum proteins were found at 25 weeks ir malas and females
fad 50C PPM,

8. OCrgan weights, Organs/3cdv/wWeight Ratios: d&aneraily unremarkable.
Sooradic sianificant differences were calculated, Sut a dose-relatad

F
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3. Histopathoiogy
a). Results at 3 Months

v Changes attributab® o the test compound we:e not svident.

Pathological manifestations were canfined mainly %o the lungs and
mesenteric lymon nodes. Zxamination of mammary glands was not
indicated.

w

b). - Results at 25 Wesk

No test matarial-ralzzac affacss wera iadic: =24,

fatholagicai cnanges incluce charonic res21ritiry 3iseas
czrditis or myocarcial i Frosis, nematodiasis, ind mail
cmas. Microscopic examination of mammary glands was not in

far all animals in each dosage group.

bR
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c’. Results at 52 Yeeks

No test-compcund relatad effects were found Parenchymal
changes in liver did not usuaily reflect a fatty change. Lymon-
31d nhyperalasia zresent in saveral orzans 4id no: elicit ‘functional
‘moairment. Splenic hemosiceronsis was aJresant i1 many inimals.

ad
ua

d). Q2esuits &t 18 Fonzn

No 2¥Fecis atiributzbie <9 the tes® compoun: were coservad.
ic, hyperplastic, and inflammatory lesiors were <ound in
ai e Jroups. The mcstT common neoplasm wer: pituitary chromo-
snobes. Adrenal cortical changes and mammary gicnd secrstary
zctivity were associated with the chromophobes. Splenic hemo-
siderosis was common in all dosage qroups, espec 3ily famaiss.

-
-

€). Results at Terminzl Sacrifica L,
1). -Lesions of the nervous system were srimarilv radi-
culoneuropathy and degenerative myeiopathy and were found in all
desage groups. UOegenerative neurological changes were attributad
20 aging and ware not considared to be due to an effect of the =est
material. = :

11). Prcliferative znd neoplastic lasions generally occurred
h either similar inciderces or a random distrabution throughout
grougs of arimals examined as terminal sacri-ices and intareyrran*
ths. Pituitary tumors were frequently chserved in all groups.
incicence of mammary tumors in female rats i$ shown in “he
faiiowing tabia:
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fiT), Non-nesplastic lesions were either gimilarly or randemly
distributed throughout a1l dosage groups. sT csmmonly
thsarved lasions imcludk chronic kidney disease myacardial
degereration, acreral cortical degenerztian m Faralas
spienic nemcSiderosic z2nd/or hematcpaiesis, and minimal
to mild pulmonary disease. Mo lesion was attributed =g the
test material.

C. Conclusions

a). Classification: Core Guidelines

a

b). Mo outstanding toxicity due to administration of the tast
csmpound was renoried; therefora, *re syszemic M.S.L. is
canciuded %9 e 250 PPM.  Tm a ccroureent 26 week sfudy)

& 500 PPM level of the fesT mmYerial did not induca re-
marKable texicalcgicaf signs. Sormation of mewwary gland
Cumors ippears 0 de spontaneous 3s 2 result GF aging and
not as a result of a tast compound effece.

PD inital R.E.:7/14/78:1°F
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Fenvalerate: 2-Year Feeding Study in Rats L
.Shell Chemical Company. 1978. MRID No. 00082244, 00111888.
HED Doc. No. ?.



