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Teratology Study
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Oral Cosing Study in a Rodent - doxonstration of

- one spzacies.

3. Reproduction Study (R wlant] - evaluation at least up through the . -
. first genoration sumitied.
4. rutagenicity Screen - (a)  Chromosche {cytogenic)
5. Broile. Chicken Feooding Study - 8-week feoding study {preferebly in
drinking water) at exaggerated Gose; 25 broilers.
6. Laying Chicken Fecding Study ~ re.,:cdl.ctwo" study o include rearing,
. laying, and hz;Lcn g (to cover j-wesk growth period afrer m“f*‘ung, :
cay one to months: evaluzticn of egg production; craggerated
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neoossicit o, 09838
A.  Pechnical Grada CGA. 72662
(I\i—-q'clo;)n:opyl—l, 3,5-triazine-2,4,6-tri zaine)
Acule Cr'a_]_.‘__l_f‘zm (rat) 1/11/78
Lhgy = 3387 {2524-4547) mg/Kg

wt:  Tif:RALF {SPF) strain

Body wi: 160-180 yr.
I\cclixr.zt;ization pericd: 4 days
Yerp. Anmddity: 22 1° ¢; 55 % 5%
Light/Caris 10 hours light/Cay
rood/later:  ad M_J_E:_n_ (fasted ovornicht)
Housing: Growpzd 5/cage

Treatment: oral intubation

Doses (wy/g): 1000, 1670, 3390, 4

()}
ey
(o]
N
[&]
<
o

# pnimals/dose:  5M/SF

Obseivation period: 14 days

Toxic siunsS: sedation, éyspnes, PR
(curved positicn), rufiled fur

Gross lecropsy: all animals

esults: No gross organ changes seen.

Classification: CORE Minimum

- Acute Cral LD56 Moase)
LDgy = 2029 (1472-2707) mg/kg

Mousc: Tif:MAG (SPT) strain

_gbnorma. posture

'ﬂ
A
e

i



Body wi:  20-30 gr. 00268/

reclimntizaticn: - 4 4ays
Tomp. Anwddity:s 22 F 19-¢; 55 + 3% , .
Light/Dark: 10 Lowrs light

Yood/mater:  ad Tibitum {(fasted overnight)
el J

Housing: rouped 5/cage

Treatmoai: Oral intubatica

Dosas {ma/ka): 003, 1000, 2150, 3520, 4640, 7750
3 Animals/dose: 5Ly/5F

Observaticn period: 14 days

Toxic signs: sembion, dyspnea, cohnomnal posture {caved position), '
ruffled fur. ’

Gross nocropsy:  All aninals
Fasults: No gress organ changes saen i -

Classification: (ORE Minimum

~J

~
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ncute Oral LD (Ruthi ) 1/11/
IDsy = 1467 (1012-2127) wi/kg |
Rabbit: Himalayan

Sex: WP

Body wi: 1.0 to 2.1Kg
Acclimatization: 4 dzys

fomp. fzidity: 22 + 1° €F 55 % 5%
Light/Dark: 10 hours light

by P B ]

Treamant: oral intubkaticn




Do Gaiang) s B¢ 1500 .ZLSQ, 3500
Y oAnsaalaAdoaes DM

cedatien, Ntur

far; also trasor, m....'.m,

Gross Dacrcpsy:  all animals

T o ronlod
1y CONGCHweh

no groas organ ciamnges in kil

QInGanG

QO Minimam

1/11/78

acale

barmal 17350 (Rad)

LDs

]

Dody i
Acclimatizatica:
'] Y / hu U\‘ :.': 22 i lO C; 55 5%

ark: 10 hours light

[
Oa
ooy

1 ibita

Housing: individually

Treaizsont: 60 . Ch.
i CaL ot g
and covercd with an

o {anved pasition), e
salivaticn

002687

Dressing romcved after 24 hrs. and szin cleaned with

watloer.

Y
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e e Y o ety eraste T eameae - Alaan iy R L ~ [N R PRy —~
Somic siuns: Groonea, shhammn] postwe {canved positien), mifiled

fur; no Jovel drritaticn )
Crovs. moarensy:  Ail onimals
Foasulio: o grecs chianges obsoned
Clunnificadiicn:  QOHE Gaidelines

k)

Do Irritation (akbit) 3/16/78

Body wk: 1.5 to 2 kg.
Acclimatizacvion: 4 days
Tomp. Numidity: 22 + 19 C; 55 + 5%

Light/bark: 10 howrs light

Food/water:  od 1ibitum

Icusing: dndividually

Treatrwent: 0.1 g into conjunctival cul-ca-sac of ¢ne eve of cach
rabbit; 1ids held closed for 1 second. ZI/6 radbiiws'
eve washed 30 scconds after instillation (10 ml water).

Scoring: dav 1, 2, 3, 4, 7 with a slit-lxmp (Re: Craize)
indivicdually scores.

Teo Gy U

Classification: CORE Minimm

~.

Siin Irritation (Rabbit) 3/16/78

mila airritant

.
Iimalayan . O
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Tl > g s 1
(6)
002687
No. of animals: 6
Body wi: 1.5 to 2 kg
Acclimabicaticon: 4 days
Tomp. Munidity: 22 4 19 ¢; 85 + 5%

Light/bark: 10 hours light
rood ater:  ad Libitwm

Housing:  individual

Protroaimant: cntire bad: and flark e 33
prior to treatrent; ingme
left flank was abraded.

nped free of hair 48 hours
iately Lefore treatment the

3
o1

Treatzient:  gour r: patches (2.5 x 2.5 cm) with test material applied
to abraded and non-abraxded skin aress in quantities of
0.5 G- Patchies wore occlulnd with fmpermesble dand dng.

Dressing removal after 24 heours cxposure.

Scori

]
)]

immodiately and 48 hours after DVLCA reroval.

.
o7

<2 =nmild
2-6 = noderate
>6 = Severe ’
Well cefined to m:delatc erythema and edoma in abraded skin at 24
hours, slight in non-abraded; negat rive at 72 hours after cn')llcauo'x
in both. )
Jox enl o Ti-

Classification: OORE lMiniimzn

Skin Sensitization (Guineca Pig) i 7/21/178

Non-Sensitizing by T. Maurer Optimiz zation Method (1975).
Cuinea Pig: Pirbright white
No. of Sex: 10m/10F

Body wt: 400-450 gr

- - e re e mmmm Emm mnm o —o e

Texp. /iamidity: 22 + 19 C; 55 £ 5

o

]

Light/Dax 10 hours light

,\
t

Food/imater: ad libitum

g

La
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roral of 10 injeations (010

1
physioleaical ..uln‘ . ¥ 11‘“'(. cay 8.1 l
aduinistared 1o right flaric and bad

:
.~ . 2
Socend and

injecticns to hadi enly.

Ex
rost material adsinistered in Conplete Fround's

Adjuvant {1:1).

2
e

14 days
3

0.1 ml (O
adninistere

&
e

13

5 <
Chailenge P ?

- Y i 3 S
or lact injo tien
o,
)

Scoring:

perpendicular Giamater

Inducticon Phase:  intradormal jnjm:tn 1 (-"““' othor oy {on

J
g3 ninvslological saline)
ancously.

KU MISICD
'

i

, a challenoa of

-oactions were recordzd 24 hours after cach induction
injection and challence injection. The 2
(in rm) and the increase in the

1L.Ar‘35t

skin-fold thickness (:m r.’.n) were measurad and multirlied

o give "reaction voliuuwe'

(in ul) for each rcading. The

m:a"x voluna plus ona S.D. of the induct. 2 reactions

ohacived in the firslt woek rem‘csent«va the skin

Whreshoid.”

reaction.
Ooctusion: 10 days after the int :tar
swhinrritant dose (1-., in vaselin
neously under occlusive ﬁlt.SSl
hours.

o
14
It

3

irritaticen

Any reacticn greater rcpre "f‘»r.tu‘ a "positive"

challenge injecticn, a
was a ,lllec enicuta~

and held in placo 24

Recults: th‘\ intx mﬁ)‘rn) and epicutanedus doses failed to elicit
.)

sitization reactions.
CORE Mininum

ratagenicity Test - Sa oiellafammalian

Hicroscna

2mes Test

Bacterja used:
Salronella typhimuriu.

with and without activation
microsones and co-factors.

Yaticn:s 7% 75 225, 675 and 2075

3
[$4)

i3]
(g
0
Ot
o
It
2

3

rr

Negative Control: DHSO

12/11/72

TA 98, TA 100, TA 1535, and TA 1537 sirains of

mixture of rat liver

s
s
s
-
-
Nd
"
s
: .
’,
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K (ool o4 LR S 1
™ 1535 - ..";J.‘;h“\-’.—

whosphate bufior

100 w/C. 1 wl DS

Th 98 ~ densblastin, 2.5, 5, 10 us/0.21 ml chesthate bulior

537 - ©(5) amisoacriding lncdrodhiloride ronzividveze, 25,

-nitro-f-nitrese pumidine 3 and 5 ug/0.1 ml

[}

e

TA 1006 - d-nitvopuinolin-N-owide, 0.0625, 0.125, C€.I23 vg/0.1 ml

rlosphate buifer

Activoiion mizbtures {osted with Th 1535 and cyclophospiznmicde, 100,

250 ug/0.1 wl phosphate buffer.

3 Pebri dishes per strain per grovp for exp. with and without

activation.

Positive conirols - 2 Petri dishes par strain per grous

Plates incihated 48 hours at 37°C in darkness

; “

Tosults: ro evidonce of induction of point nutations of the
suhstance or its metebolites in certain strains of
typhimarrivn.

Classification: QORE Minimum

Acoossion No. 098283

0.3% Promix 245-18

Acute Oral Li:p (Rat) 5/10/73

LDy > 5033 rg/kg

Rat: Sprague-bDawley

No. & Sex: 5M/SF per dose .
Doge: 5033 rg/kg in corn oil

Body wt: 200-230 g.

Acclimatizaticn period: one wesk

tn

_Food/vater:  ad Libitun (fasted 16 brs prior to test).. ..o

Housing: dindividually

u3

test

S.
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Choorvarion perdoed:s 14 days

(RIS

Poric signs: pilcerccticn (maies)

Gros all aniuals
fosults: no gross effects; no deatlls

Classification. QORE Guidelines

Acure Demal 1004 (O (Raihit) /18/79

Lo > 2004 wmy/kg
50 .
Rabbit: Now Zealand Albino
Eody wt:  2.5-3.7 kg
Ro. & Sci: BM/SF per dose

Dose lovel: 2004 ma/kg

roodAtater: ad libhitsm

Eousing: dindividaal

Protreatmont: 24 hours prior, tawnk ln,..vd aroroximately 303 of
total body surface; each animal wes braded (2
long. and 2 perp. epidermal abrasicns) into S.C.
(horny layer). _ )
Treativnt: test material applied to backs of animnals lovenly) and
oceluéad for 24 howrs. At the ond of exposure peried,
wraps rewoved and exposed skin areas wiped clean.

Observation pelod: 14 days

Toxic signs: erythema and edera, diarrhea, few feces, liitle
urination, one cdzath .

Gross Necropsy: all animals

Fesults: discoloraticon of G.I. contents; red Fl\.ld in abdominal
cavity.
Ecema: grade 3 in 24 hours, clear in 5 days

ErytnEta: ~ gfade 271 24 hours, clear in 7 days

Classificaticn: OXE Guideliacs



Houcing: individaal
Acclimatizaiicn:  one woek

roodssater:  ad libitun

svos proexanined

mpreatmant: 100 nyp wrliluted matorial placed in the right conjunctival

el

cul- c‘k.—».lc' of cach reihlt: 1ids held shut for 1 second
and raleased 3/6 \x;*‘}._u 30 seconds after instillaticn
for 1 mim A{_L c.u_rablol..

1L

Scoring: Draize; 24, 48, 72 hours and 4 ond 7 days 15:;-4- treatmant.

esulis:  Umwashed: 13/:10; clear in 7 d‘y‘;‘nx'lr&.nly chamosis/reéness

alihouth 2/6 guadn 1Loivitds by 24 hrs. No
correal inwolvament.

-

tlashed: 6,’110 clear in 7 c.ay ; chcemosis/redness slichily

less Uxan wnwashed; no corneal involvemant.

Classificaticn: CORE Guidelines

Skin Jrritation (Robbit) 5/1G/79

Slightly irritating

Rebbit: Now Zeaiand Albino

Yo. & Sex: W3 .
Icclimatization: one weex

Housing: individuzlly

Food/water: 2ad libitua

hair (area
hx 1

oo 2 intact -

Eretreatment: 24 hrs prior, trunhs were clipped free o
5 in. o 7hingTy thore .T'Jre"i‘tb*ad d-and

areas por rabbit.

.
12



(TIPS
i

Wy b empnes b
Y- SPN RapET

sdual toes

IO I S OR SO SO AP &

Intact: 1.23/8.0

Slightly irritating

3lighely irritating
Conbired: 1.42/8.0
Slightly irritating

pi

Rosulis:

mals wove wipod wi

xd areas wore
(Dralze)

Intzct: very slight erytheoma and edua - 6/6
o] <

Abradad:  well defined eryd:oma and  edama

No othnr towdic symptoms observed.

Classification: CORE Guidelines

D (male) 5000 my/kg (slope = 20.68)
(ferale) 347C rg/kg (slope = 1.43)

Combined = 3860 mg/ky (slope = 2.12)

Rat: SD

No. & Sex: 53/SF per dose

pose: 2285, 2967, 3858, 11, 6514 rg

Bodt wh: 200-300g

Acclimatization: onhe weex

- 4/¢

5/16,19

.




s i e me R
3 o1t

Foo.i/cators .l libitem {(fasted 16 hr. prior)

frousing:  Individaally

e

Troat=ent:  oral intudadicn
Chzervaticnperiod: 14 doys

Taie signo: Salivatien, polyaria, hypolhermia, tromors, swollen
wse, nasal discharge, prolapse of penis, lacrimation,
cpistasis, diarvrhena, chromodacryorrhea, niloerection,
ptosis, cxyphthalnos, dilated pupil, rapid breathing,
constricted pupil, ataxia, activity decrcasz, less of
rigitine reflex, difficult and labored breathing,
lethargy, death.

Gress Necvopsy: All animals. Discoloratien of liver, stomach and
intestinal mucosa, prostate, adrenal glands,
panereas, mesenteric lynyh nodes.  lieart small and
hard (very narrow cavities). Testes drawn into
abdominal cavity.

Pronouncad serosal blood vessels. o
ardawinnal fat. Lunps on kidney and liver. 3
Enlarged spleen, adrenal glends and liver (also
brittle)

small testes
FMass surrounding penis
Liver adhered to other tissucs.

Clzssification: CORS Guideline

Acute Demmal Thgg {Rathit) 5/31/79
LDSO > 2004 mg/k7j .

Ribit: New Zealand Albino
Sodv wt: 2.4-3.2 kg

No. & Se;\:: I-i/SF ey dose
D;se: 2004—, rg/’—cg

- Fooi/mater: &

AR TRV s e e

&)
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1) 002687

Urwashod:  9.3/110 wildly drritating (rodness, chamnsis, discharge)
neds  8.7/110 wmildly Srritating {(reduess, chomosis, dischare o))

fCicatton:  (ChE Guideline

Skin Drrivation (Ribit) 4/27/79

waihits Mew fealand Albiro
e S T
wo. & Eax: /21

Acceliratizalion:  one woek

Housing: Individually

FoodSater: od libitum
24 hrs. priog, truwks were clipped free of hair (arca
5 in. X 7 in.); there were 2 avraded and 2 intact
arcas por rabbit.

Treatmont: .5 il undiluted test material arplied boneath a 1" = 17 sq.

auze patcy.  Patches wore occludzd.  Patched rowoved afte

A
Fd

n O

24 hrs. exDosure. 'E;zr‘-is of amn’” were wiped with clean
cloth o romove residue test material.
- Scoring: 20 minutes after patch renoved cposcd areas were scored;

again at 72 hrs. after 'LLCJ went (DE1ZE) .
Intact: 0.92/8.0
slightly irritating
2bhraded: T 1.17/8.0 .
slightly irritating
cobined:  1.05/8.0
slightly irritating

Classificatién: Sugpleventary (individezl unimal scores not included)

e e e r o e e e e s mm e et s es memmeem e Smm— e e

14
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49-nzv Sthdhironic Oral Toucnq Study in Purchbred Beazle
¢/19/79 (11C)

Animal: neagle Dog
Ko. & Sox: 4&¥/4F in cach low and medium cose growp
2/6F in high dose and contrel

boses: 0, 30, 300, 1000, 3000 ppm

002687

D‘:’g 3

(Tech.)

Recovery Group: 24/2F in high Géoze and control groups retained on
study for a 4-week compound - wl”'u.a'.-;al ceriod.

Route of Administration: in the diet

Obsorvation: ophthalroscopic ond physical examination - p

rost, 4,

8 and 12 wecks; and 17 wecks (withérawal degs cnly).

laboratory tests (hematolowy, biocher, and

- pretest, 4, 3 and 12 weeks; and 17 \.\,c\s/“

dogs only).

individuol body wt. @nd food consunption reccréed

soekly.

individual signs of tc:icity or mortality

daily.
Gross Neérdiws* :  all dogs

Histopathology: all dogs

observed

organs weighed: liver, spleen, kidnnys, hear:, brain, gonads,

adrenals, thyroid, pituitary

tissues micro: adrenal, aor:ia (t:orac;c)', bone parred,

brain,

ccam, oolon, esophagus, gall bladder, gonads,
heart, kidneys, liver, lun._,a, cervical and
mesonteric lnasph nodes, mammary gland, skeletal
muscle; pancreas, thyroid, pcripheral rerve
(sciatic), pituitary, wrostats, salivary gland,

skin, small intestine (aundenz, S2jumm, ilnm),
spinal cord, splecn, sternum, stormach,

trachea,

urinarv blacder, uterus, and cross les-v..s.

Pasults:

i \ntha]m':cow_{ - pﬂr;oz:‘:.‘d with binoculns indirect cphthal-
roscope after 13 Tropicimide solutlon was placed in eyes Ao
dilate t_‘\.c supil. No ¢iffereonos braween control and treatic
animals. ’

15
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Laboratery Tests — {protest, 29, 53, 85 dogs, and at 118 days for
withdrawal dogs). C

4.

and diffcerential loucocyte counlks, pro

Hematology: hamoglcbin, hemoteorit, total erythro

{2 count, total
throwhin time.

Pamales - no compound-related cifexts

Males - a significant docrease (p<0.01) in RBC, Ib and Ht at 3000 pon
in wks 58 and 85. Valuas were not significently different at
118 weeks.

Othor homntologic valuos were within normal variatien; with the
cxenption of control 1281 with significantly increas>d total

leuey . sie count and segmented neutrophils and decreasad lymphocytes
througiioue test.

Biochmidistrv: Dblood glucese, BUN, SAP, SGUT, SGPr, total cholesterol,

total protein.

No significant differences chserved other than a slightly
incrcased SAP in males it the 3000 pra at all measurcmont

intervals. Also, Table 11 for maleos and fcmales is

incorrectly suwmarized for the enzyme evaluations.

According to the individual data for Tablz2 15, the 118-day
value for 0 ppa and 3000 ppm grouns is irncorrectly
swimnarized in Table 11, (i.e. 118-day valuss for male
are really the valuss obhtaired {rox femalces; and conve
valucs reported for fomales are actuvally the valves
chtained from males. TFor example, § por maie. 118-day SAP

1z, B

sely

valuz réported as 60 should actually boe $9; 0 ppm ferale
118-day SAP value reporied as 99 should actually be 60).

Aysis:  pH, glucose, protein, bilirubin, kelone, microscopic examina~ -
2 ] L

tion of sedimant.

No differences betvieen control and test groups.
Gross Necrepsy':
Mode of death - L.V. Sod. pentobarbital, and exsanguination.
No compound-related lesions obser\;ed uncder gross necrcosy.

Organ Weight Changes: The relative liver weight for razles was
) ) significantly greater than control at the

{(p ¢ .01l). Temales did not shew this

effect for liver. However, the relativoe
kidney weight for both sexes at 3000 ppm was
significantly ¢greater than conisi {p < .05
. for males, p < .025 for famales). These
i comparisons were made using the Stufent's t-test.

1000 pom {p <_0.025) and 3000 rpa levels ... ... .




an 002687

Boacly Waleht hinges: Thare was no creak done relatad effect on body
weioht.,  Fomalso wore afiocted o a creater
ovteont than suios, showing less w Mgatr gain at

o 3000 1
aftecred sliuhily at 2630 prm bul not sigpifieankly
difforent froan 0 or 00 i levels {i.0. wois

gain for 1000 1w males was the w0 on ombtrels),

2 Toval than controls. ales ware \

Females (wk - 1 to + 13)

o

30 3G9 1300 3000

+1.7 +2.6 » +1.5 +1.3 i0.8

Males (wk - 1 to + 13)

0 30 3Ca 100!

[
Ll
(9]
(@]
[&]

+2.2 +)..9 +1.7 Yo42.2 +1.4

fholopy
histopathology wasg wnrerarkable and thore wexe no conpound-related
cffocts on any of the tissuos scctiovnzd.

Conclusicn : . ) ) )

The NO¥L for this study is 300 ppm based on the inareose in-reiative ,
liver weight for males at the 1000 prm and 3000 ppa levels. They woer .

significant at p < 0.025 and p < 0.1 respectively.

Classification: CORE riniman

Acoossion No. 098385

E. 90-Day Subchronic Oral Toxicity Study in Albino Rats (Teck.) 6/19/73
T (IRDC)

Animal: Charles River (D Albino Rats
T - No. &Sex: 116:/11CTF, 20 rats/sox/guoup (ad2itional 5 rats/som/groun

{or control and high dousa groups — SO called

- - C e e = - - - ‘GI‘OU’QE)’ e e i e e e e e e e mem o e e

Lacovery

37
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(i8) o 002687 .
5+ €, 30, 300, 10CZ, 2000 ymd
woute of Aasninistuaticon: | in the dict
Chaonvalionss:
ophthalinscopic oxan g

conducted preotest and tomminal (also at -
16 wks for recovery yroup)

general signs of tovicity and mortality
observed t:wice caily

indivicual body weight and focd consurption
doterminad weekly

laboratory tests {hant tology, biochomistry,
urinalysis) - day 29, 61 and 86 (urine
collected day 83 and 89);

Recovery groun at 118 days as well.

~ .

Gross tecrepsy:  all rats

nistopatbology: all rats

o

nrgans weighed: livor, kicheys, testes, heart, spleoen, o
brain. - - -

tissues micro: -

high dose and control - adrenals, eorta, bone maryow,
brain, cocowm, odlon, esophagus,
cve, geonads, llarderian gland,
heart, kidaey, liver, lung,
corvical and resenteric ly.rph
nodes, montiry gland, skeletal

miscle, optic nerve, pancreas, palC
parathyveid and thyroid, pori- 2
pheral narve (sciatic), pitui- .

tary, prostate, salivary gland,
skin, small intestine (cuodonum,
“Sejuntn, ilewm), spinal cord,
solean, stermun, stamach (carcuac,
—ERINAUs, pylsrtusiy
thamws, urinay blacdc:_‘, uterus,
-and gress lesions.

1l 2nd nid dose ~ liver, kidney, heart and gross lesions. )
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Rasults:

¢othalmoscopy - performed with hinocular indirect ophthalmoscena
after 15 tropicamide solution was placed in the eye to dilate the
pupil.  No differences Letveen control and treated aniinals were
noted.

Laboratory Tests: '

A3
Hoematolosy:  total platelet count, erythrocyle counts, total and
differential levcocyte oounts, hematocrit, hemoglobin,
prothroabin time. No compound-related effects wore notced.
Biochemistry: Calcium, potassiwm, SLD, direct and total bilimbin, -
albumin, globulin, ST, SGPT, SAP, BUN, fastedblood y
glucose, lotal cholesterol, total protein. ko ~ e T

compound-related effects were noted other than a
dose-related Jdecrease in calcium {mg/100 ml) for males,
significant at 1000 and 3000 pom. All the determinations
sere within normzal limits.

Urinalysis

description of appoarance measurcient of volwre, pil, specific
gravity, and qualitative tests for srotein, glucose, ketones,
bilirdrin and urobilinogen; and microscopic examination of
sediment. Wo compound-related effects noted.

General Dohavior, Appoarances, Survival - No compound-related effects
noted. Sarvival was not affected
by treatmcont.

Gross Necropsy: Mode of death - cuthanitized by C0, asphyxiation and
necropsied. ’ T ) ) ’

No compound-related lesicas noted.

. Organ weight changes: v,

The following rclative organ weight change was considered
significent conpound related effects:

Relative Heart N -
Male - significant increase at 1000 and 3000 ppm

Relative Testes

) Significant incrcase at 1000 and 3000 ppm. ' | -
- e RETAFive LiGOTT ot T T T smemo s oo i S o

Male - significant decrease (Student t-Test)




(Abhsolute liver weights were also sign
G

P <

The fornles did not éemonsirate any clear conpound-related effect except at
the high dose in some instances. :

Body Velght Cuuges

The following changes in body weight are noted:

Dose

0

30
300
1000
3000

The advorse
a decreased
soted (liver) for mal

food consurption.
(sl e

(o]

P
p
P

Male

438

431(=1.6}
458(+4.6)
419 (-4.3)
410(-6.4)

Howowvor, the
oS is consi

I

<

ificantly decreased at all dose levels;

=oted at 3020 pom for both sorxes can be associated with
body weight cffects

»d compound-rolated since food consunplion
was not altercd, bodv woight changes did vary hetween gains and losces, and

organ:

yet absolute organ weight (liver) was signific

circurstrances.

Histopatholoqy

There were no ocompownd-related effects on any of the tissues examined.
Conclusion

The ¥OBL for this study has not be>n demonstrated.
docreasc: in relative and absolute iiver weight for males ot all levels fed,
even though laboratory evaluation (hemat., biochom.) and both grosz
tion failed to substant
justification for a thoroush evaluation in this species.

histopathology ¢

apparently the more sensitive species tested (rat vs. dog).
ssed more, in proportion to bedy weight, than would

of the livers were &2or

have been expected by chanoe; indicative of

Classification:

this oraan” (Weil, C.
-evaluations”, ppo. 445, in:

-£
Saiet/,
i s

MSignificance-of
cis J.C.

COT=-inimun

TOX/iED: Uh: FD Initia DI 11-5-79

potential delelerious effect on
orga:-waichE-changes in. fesd-cafety- -

Roe, cd.
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1y decreased in koth -

The significant

The rat is

zholic Aspects ol Food




