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 patat  9-16-83

Test Material: 6thy1-2-(4~{G-éhlorobehioiazoiyloxyl-phenoxy)..
' =propancate,; Fenoxaprop-ethyl, Whip 0.75 EC, -
9,8 ¢ a.i (Hoa 033171 OH EC10 AT10)

'Ptotoéclz

9959.13"*15 ard animsls per group are shown in the
lethality table in the results section. A

ethe emulsifiable concentrate was dilutea in water ard
adnirnistered to fasted animils by gavage. Af=zr treatment,

"the course of intoxication, the lethality rate and the times
of death were recered. During the 14-day obsevvation period
the animals were weighed weekly. Lothally intoxicated animals
were dissected and the macroscopic findings recorded. At the
end of the observation period the surviving animals werae killed

' by carbon dioxide asphyxiation, dissected and axamined for

macroscopically visible changes.® ' . "

, *The LDS0, the 95 % limta of confidence ard tha equation
of the probit lines wers established on the basis of the death
rates by probit analysis {acccrding to the,methggggg LINDER
and WEBER); confidence limits were calculated hy the method
of FIELLER or SIDAK (program supplied by the T:partment
Praktische Mathematik of HOECHST AG). LDS0 va.ues are
- ecalculated for male and female animals separatsly.”
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2500 . - 25 10.0 1/ -
2800 : . 25 o ‘- li.2 o - s/5
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The lethally intoxicated animals dled between 2 hours and
3 days after administration.

Ths following median lethul doses ( LD 50) "are calculatad:

Males _ ,

LD 50 ‘ t 2810 mg/kg bw.

Limits of confidence P = 0.05 ¢ 2410 and 3270 mg/kg bw.
Equation of probit lines = ¢ .y = 25.1x -~ 81.6 * .
Pemales | _ ' " ’
LD SO ; ' s 2260 mg/kg bw ' ‘
Limits of confidence P = 0.05 : 2120 and 2580 mg/kg bw.
Equation of probit lines T Yy = 25.1x « 79.3

Clinical signs of intoxication

®puring the first few minutes aftet adninstration all
animals treated with the test substance showed. hypoac:xvity.
followed by contracted abdomen and flanks together with

- tncoordinated and staggering gait. About 30 minutes after
. adainistration the animals had abdeminal and lateral vosition,
mydrzaﬁzs and pilo-erection. After 2 -4 hours there was an
inrhibition of the corrneal, placing and paw-pinch reflexcs:
in a number of animals the. placzng reflcx Wwas no longer ostainJati-.

BEST AVAILABLE COPY |
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,of intoxication. There was no decrease in bodyweight gains."

’Autopsykfindings

003792

After 2 = 4 hours the anlmals showed increased lacrimation,
hyperaemia, decreased respiratory rate and jerk breathing.

In a number of animals, wheezing respiratory sounds were
heard. Some of the animals in the higher dose groups were
in a state of stupor. Lethally intoxicated -afiimials died
between 2 hours and 3 days after administration. On day !
after administration, squatting postion, high-legged posture,
Piloerection, contracted abdomen and flanks, jecky breathing,
blood-encrusted eyelid margxns, staggering ‘'gait and splaying

" of extremities were observed in some of the animals. The animals

were in poor general condition. In the surviving animals, general
health conditions subsequently improved. 3 days after adminis-
tration almost all surviving animals were free of clinical 81gns

"Macroscopic examination of the male and female animals
which died during the study showed the following abnormalites:
Lungs discoloured dreyish-red to greyish, bleeding from the nose,
and urinary bladder taut with clear, light-yellow urine. Remnants
of the test substance were found in the gastro~1nhest1nal tract.
Also, in some animals the lungs were congested, "the liver partly
lighter in colour (up to ochre) and with accentuated markings, the
kidneys were speckled light-brown, the adrenals discoloured dark-
brown, the small intestine partly of glassy appearance and with &
yellowish mucus, sometimes filled with clotted blood. The animals ‘
killed at the end of the observation perlod were -free of macro-

-

scopically visibi: changes."

ConcluSions: .

A< > aral LD50 ' «ales):2810 (2410-3270) mg/kg SR :
Amte otil LD5C (fomale):2260 (2120-2580) mg/kg - T - B

_Acuie o SNEN Y)chity Catergory: IIIX

Core Liai:ification:

Minimum .
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" pOXICOLOGY BRANCH = . St . .
DATA REVIEW

Study Type: Acute dermal toxicity, zat

Accession Number: 972309 (2)

MRID Number:

Sponsort Hoechst AktignQesellééhaﬁg. report ﬂd._83.0459

_Contracting Lab:

patas 8-24-83

Test Materials’ athyléz?(i-(G-chlérobenzokazolebxy)4§hanoxyx
L - - =propanoate, fenoxaproo=-ethyi, Whip 0.75 EC,
9.8 ¢ a.i (Hoe 333171 Ok ECl0 A710)

Protocols -

Dose level .and animals used are shounAin the lethality
table in the results gection. : g S :

~ #24 hours before dermal treatment the hair was mechanically =
removed from the dorsal skin of th? test animals over an area
of about 30 cmé. The undiluted test substance Hoe 033171 OH
EC10 A710 was applied as un iy once over the
ghaved, intact dorsal skin. The treated 8 rea was covered
~ with an aluminivm foil (6 x 8 cm) and fixed with an elastic
plaster bandage €ixed ‘ g body (Blastoplast™,
8 cm width). After a dernal exposure‘pe:iod of 24 houxrs the
pandage was removed and the treated skin area washed with warm
water to remove any remaining test gubstance. After dermal
application, tha course of intoxication and the lethality
‘rate were cecored., During the l4~day observation period the
“animals were weighed weekly. At the end of the observation
period the animals were killed by carbon dioxide asphyxiations
dissected ard examined for macroscopically visible changes.®
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Resulés:

_Lethality and LD 50 T _

*Under the test conditions described above, the following
lethality was recorded:

Dose : Concentration  volume applied Leethaliey

in mg/kg bw. in % (w/v) in ml/kg bw. =ales 1r-xﬁ}q
‘2000 ‘ undiluted | 2.08 e/ S 348

Following application of 2000 mg/kg bodyweight no .deaths occitte
among either males or females during the l4-day obserwatsm 1z,
Based on the present acute dermal toxicity testing of How C3iiTl
OH EC10 A710 in Wistar rats, the median lethal dose (L' 521 t-p oo

male and female animals is greater than 2000 mg/kg btolye«e. :;.
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" Clinical signs of -intoxication

“Immediately after application of the occlusivs banz:ce 1.l
animals showed increased motor activity for sew:zral =.rn.t. .
Throughout the observation period no clinical si:n~ ¢ ke
jcation were observed. Application of the undil:z: @ ...t .2i .
concentrate were tolerated without signs of irritit. - = x
" treated skin areas. When the bandages were remove:: °
. end of the 24-hour. exposure period, no unresorbed rwonantt
of substance could be detected on the skin. )

The females showed inhibited bodyweight gains.”

Autopsy Findings

~ "The animals killed at the end of the observation i~:.
showed no macroscopically visible changes.®

~ Conclusions:

Acute dermal LD 50 (males): more than 2000 mg/kg
Acute dermal LD 50 (females): more thaa 2000 mg/kg

.V'Acute dermal toxicity Category: III

Core Classification:

‘Minimum

. (ST AVATLAGLE CEPY_
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. R TOXICOLOGY BRANCH
o : ‘ DATA REVIEW

Study Type: Acute Aerosal inhalation Toxicity, rat

Accescion Number: 072309 {3)

MIRD Number :
Sgonsor: Hoechst Aktzengesellschaft, report No. 83. 0600
Contracting Lab:

Date: 11-14-83

Test Material: ethyl-2-(4-{6~chloroboazouxazolyloxy)-phenoxy)
~propanoate, Fenoxaprop-ethyl, Whip 0.75 EC,
9. 8 % a. i (Hoe 033171 OH EC10 A710) -

Procedure: : Lo : -

"The rats were placed individually in cylindrical plastic -

tubes and exposed to specified aerosol concentrations for
4 hours. The plastic tubes leading into the exposure cylinder
are so arranged that only the noses of the animals are inside
" the cylinder. The inhalation chamber itself consists of a ‘
stainless-steel and glass cylinder with a volume of 60 1, standing
in a vent pipe with a volume of ca. 4m3. Particles of test
.’ substance ecaping from the exposure chamber into the vent pipe
~are drawn off and neutralized by gas—-cleaning equipment.

~ After passing through an oil separation filter and an absolute
filter, air is pumped at a pressure of 4 bar into a special
nozzle with a welded-in supply pipe for the test substance.

The air supply at the nozzle is maxntaiped at 800 1/h by

means of an air-calibrated rotameter. Hoe 033171 OH EC10

A710 was injected into nozzle at a constant speed by means
‘'of a continuous infusion apparatus. The primary aerosol
- formation took place in a 19-litre four-necked round-bottomed
flask. Smaller asosol particles (secondary aerosol) entered
the inhalation chamber through a rising tube, A suction
device at the bottom of the inhalation chamber drew off the
aerosol ot rate of 1100 1/h through a cotton-wool filter and 10%
agueous sodium hydroxide. The difference between the introduction
of air through the nozzle at 800 1/h and its extraction at 1100
1/h ensures the necessary slight negative pressure in the
inhalation chamber, Additional extraneous air was drawn in
throubh the anlmal tubes."”

&
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'Durlng the exposures the behaviour: of the animals wvas
carefully observed and recorded. After the exposures the

"animals were kept under observation for a further 14 days

and weighed on days 2, 3, 4, 7 and 14 after inhalation; be-
haviour checks were als¢o carrid out. Lethally intoxicated
animals were dissected and examined macroscopically. At

the end of the observation pericd the surviving test animals -
were killed by carbon dioxide asphyxiation, uissected and -
examined macroscopically. During the exposures CO0, C02, O2,
atmospheric humidity and temperature in the éxposure chambear -
were measured continuously by means of air-monitoring equip~
ment manufactured by Hartmann & Brezun., Determination of the
aerosol particle size distribution was performed with the Model
2Z5 Particle Counting System manufactured by Ktatel Gmbu, Gerlingen

-2, Stuttgart.

Results:

Lethality and LC 50

-

"Under the present test conditions the following lethality

. rates were recored:

Lethality ‘, ,' : Co
Actual cons. in exp. chamber
in mg Hoe 033171 OH EC10 A710 - L '
/1 air Males females Tota;
2.49 L 0/5 To/s 010
4,29 S 0/ 0/5 . 0/10
6.12 SRR V4 B 1/5 0/10
' 7.14 . 4/5 - 3/% 7/10
Blank formulation {Hoe 033171 OH ECO0 A3D1) ‘ ' ]
45 ml/h { © 3/ 3/s A6/10

Lethally intoxicated animals died between 4 hours and day : S
after inhalation. Exposure to the blank formulation resulted

"'in a similar death profilas, indicating that the active ingredient

is probably not the cause of death,
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> following median lethal‘con;entratipn (LD'SO) was calculated

Femdles

‘L2 50

a;uation of probit linas

?3ri1cle size distfibution in %

'P;rtiqle gize

Calculation of an LC 50 for

. the males was impossible owing

to the lethality rate.
The data indicate an LC 50

..6.,12 and 7.14 mg Hoe 033171

HO ECL0 A710 /1 air.

6.39 mg Hoe 033171 OH EC10
A7T10 /1 air
Yy = 16.5 x - 8, 87"

Concentration of Hoe 033171'

" OH ECLO A710 in mg/l air

2,49 4,29 6,12 7,14

Pa;tiéle size distribution in %

- 0,37 um - 0,49 um 16,2
1,5 um - 2,01 um 17,6
2,02 um - 2'99 um 13'8
3,3 um "3'99 um ) 6'4
4,0 um - 4,99 um 5,9
5'0 um - 5,99 um 3'7
> 6;0 um. . . 7,6

17,7 19,2 16,5
32,6 34,7 25,0 ’
15,0 16,7 16,8
14,3 11,5 14,5
6,8 6,8 '8
4,5 5,4 6,2
3,0 - 2,6 4,3 ’
5,1 3,1 8,9 "

These are respirable size particles. oo

“m.-ﬁical signs of intoxication

"The followzng clinical . -signs of 1ntox1cation were observed:
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irregular, jerky breathing, reduced respiratory rate, gasping, ,
noisy breathing (inspiratory medium rale) and whistling respir-
atory sounds, disequilibrium, crawling or cowering posture, :
abdominal position, blood-coloured encrustation around the nose,
increased salivation, hyporeflexia, corneal opacity, sne*zlng

and pxlo-erectlon. A concentration- related jecrease in body-
wexght gains was observed between days 3 and 14 after inhalation
in both males and females."

Autopsy findings

"Autopsy of the animals which died during the study revealed
lungs with dark-red foci, and dark-red lungs containing foamy-
sanguineous fluid. Autopsy of the animals killed at the end
of the study revealed no macroscopically conspicuous findings,

except fcr one male with dark-red foci on the lung, anﬂ one female

with a swollen gastro—xntestlnal tract.”

Conclusions:

Acute 4 hours inhalation LC 50 (males):
more than 6.12 and less than 7.14 mg fenoxaprop, EC/l air

Acute 4 hours lnhalatlon LC 50 (females):
6.89 mg/l air.

Acute inhalation Category: III

Core Classification:

Minimum
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TOXICOLOGY BRANCH
DATA REVIEW

"Studz Type: Prlmary dermal 1rr1tatlon. ratbit
Accession Number: 072309 (4) ) S o '7j~

'MRID Number:

Sggnsor:‘ Hoechst Aktlengesellschaft, report No. 83. 0449

Contracting Lab:
Date: 8-19-83 |
Test Macerial: ethyl-2-(4~(6-chlorobenzoxazolyloxy)-pkenoxy)

~propancate, Fenoxaprop-ethyl, Whip 0.75 EC,
9.8 % a.i (Hoe 033171 OH ECl10 A710)

Procedure.

"About 24 hours before the start of the study the hair
in the dorsal to lateral region of the body was_removed with
an electric clipper over an area of about 25 cm2, Only
animals with intact skin were used. At the sta-- of the study
0.5 ml of the undiluted test substance Hoe 033171 OH ECl0 A710

- was applied to each of the 2.5 x 2.5 cm cellulose patches of -

surgical plaster (specially marufactured by Baiersdorf AG,
Hamburg). - The patches were fi.ad in pPlace on the shaved skin
areas and then covered over with a semi-occlusive bandage. The
exposure period was 4 hours.. After the exposure period any
remnants of the test substance were carefully removed from the
skin. A first evaluation took place 30 - 60 minutes after
removal of the patches and further evaluations took place 24,

48 and 72 hours after removal. Since there were still skin
findings after 72 hours, a further evaluation took place aftcr

7 days. Erythema and oedema formation was evaluated numeer¢llj ,
according to the technique® of Draize. All other toxlcologlcal ly
.sxgn1f1cant flndlngs were recorded.

Results- S T SR
Sl1ght 1rr1tatlon perSLSted 72 hours but not 7 days.
.Conclu51ons. 4
Primary irritétion Catérgory; Iif

Core Classification:

Guideline o - S ) o o 12
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TOXICOLOGY BRAMC::
DATA REVIEW

Study Type: Primary eye irritation, rabbits
Accession Number: 072309 (S)W

MRID Numbers:
Sponsor: Eoechst Aktiengesellschaft, report ﬁo. 83.0115
Contracting Lab: ' '

Date: 5~9-83

Test Material: athyl-Z-(4-(6-Chlorobanzoxazélyloxy)épﬁenoxY)
-propanocate, Fenoxaprop-ethyl, Whip 0.75 EC,
9.8 ¢ a.i (Hoe 033171 OH EC10 A710) '

Protocols

"About 24 hours before the start of the study the test eyves
of all animals were examined under UV light for corneal lesicns
following instillation of one drop of a 0.0l% fluorescein-soduim
soiution. Only animals without ocular findings were used for
the study. 0.1 ml of the undiluted test substance Hoe 033171 OH
ECl0 A701 was applied once to the conjunctival sac of the left
eye of each of the 9 rabbits. The untreated eye served in each
case as a control. 1 minute after application of the test
‘substance the treated eyes of 3 animals were washed out for 1
minute with physiological saline at a temperture of about 37°C.
The treated eyes of the other 6 animals were washed out after .
24 hours. The findings were evaluated in accordance with the
grading scale set out in the EPA Guideline, and all toxicolo~
gically relevant finding were recored. The eyeg were examined
with a magnifying glass 1, 7, 24, 48 and 72 hours and 7, 14 and
2l days after application of the test gsubstance. 24 and 72 hours
after application of the test substance the eyes were alaso exmained
under UV light for corneal lesions following administration
of one drop of a 0.0l% fluorescein-sodium solution."”



-
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Results:‘

In the eyes yhich were unwashed before 24 hours, ,
*the corneal findings (opacity with vascularization) in 4 out
‘of 6 animals were not completely reversibie 21 days after
application of the test substance. A moderate irritant effect
also ocgurred in the eyes washed out 1 minute after application
" of Hoe 033171.0H EC10 A701." The corneal effects in these
animals were reversed within 14 days. o R

Conclusion:

Primary eye irritation Category: I

iCore Classification: -

Guideline

..“- v /

14
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TOXICOLOGY BRANCH
DATA REVIEW -

'Studz'zxge: Primary eye irritation, rabbit
‘ (5% solution (w/v) in deionized water)

" ‘Accession Mumber: 072309 (6)

‘,HRIS'Huﬁber:_ | o _

" 'Sponsor: lioechst Aktigngesellschaft, tepctt No. 83.0126
iContracting Lab: | '

Data: 3-25-83

Test Materials ethyl-2-(4-(6-chlorobenzoxazolyloxy)-phenoxy)

' . =propancate, Fenoxaprop-ethyl EC, whip 0.75 EC,
(Hoe 033171 OH ECL0 A710), 5% solution in
deionized water.,

'Pfotoco;z ’

*About. 24 hours before the start of the study the test.
eyes of all animals were examined under UV light for corneal
lesions following instillation of one drop of a 0.0% fluorescein-
sodium solution. Only animals without ocular findings were used
£ar the study. 0.1 ml of the test substance, Hoe 033171 OH ECLO

. A701 (5%) was applied once to the conjunctival sac of the left

~eye of each of the 6 rabbits. The untreated eye served in

each case as a control. The treated eyes of the 6 animals were
washed out after 24 hours. The findings were evaluated in
accordance with the grading scale set out in the EPA Guideline,
~and all toxicologically relevant findings were recored. The eyes
were examined with a maginifying glass 1, 7, 24, 48 and 72 hours
after application of the test substance, and the reversibility
or irreversibility of the findings were taken into account. 24
and 72 hours after application og the test substance the eyes
_ ‘were also examined under UV light for corneal lesions following

. Administration of one drop of a 0.01% fluorescein-sodium solution.®

Resultsxf

*The treated eyes of rabbits yielded a maximum irritance

. index of 1l after 1 hour. The individual data at the scheduled

" obgervation intervals are given in Table l. Tindings occuried
mairnly in iris ard conjuctivae., ‘In the £fluorescein test one
animal showed a slight translucence of the covnea 24 hours after
- application, but this was no longer oresent 72 hours after
applicaticn. 1 hour aftar application, 5 of the 6 animals showed
diffuse redness of the conjunctivae,

T el i it s |
ool e
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In 4 of 6 the animals cohjunctival chemosis was only ='igne,
in 2 of the ¢ animals more strongly pronounced (part . .,

eversion of the lids).
animals showed a Slight to marked discharge, -
period was 72 hours,

1 hour after‘application, 5 0f ens g
The obsvr vt e
During this period the signs o ~tritation

had largely recedeq and are to be considered reversit .,

"INDIVIDUAL DATA, TABLE 1

-Conjunctiva Index

Time  Animal Fluor- . . Cornea Iris
after No. escein opacity area redness chemosis “.scharge’
appl. area _ ~
1 0 0 1 2 2 -2
2 0 0 1 2 1 1
1h 3 0 0 0 2 2 2 11
4 0 0 0 2 1 - 1
S 0 0 1 1 1 1
6 0 0 0 2 1 .0 ,
1 0 0 0 2 2 2 ,
2 0 0 0 1 1 i :
7h 3 0 0 0 1 2 2 7
‘ 4 0 0 0 2 1 1 :
S 0 0 0 1 1 ]
6 0 0 0 1 1 0
_ 1 2mm* o 0 0 2 2 2
2 0 0 .0 0 1 -1 0
24 h 3 0 0 0 0 2 1 0 B
-4 0 0. 0 0 1l 0 0 :
5 0 o 0 0 2 0 0
6 0 0 0 0 2 1 1
1 0 0 0 1 1 3
2 0 0 0 1 0 J :
i¢h 3 0 0 0 1 0 -0 3
4 0 0 0 1 1 J
5 0 0 0 1 0 0
6 0 0 0 1 0 J
1 0 0 0 0 1 0 0 ‘
2 0 0 0 0 1 0 0 '
-3 0 0 0 0 1 0 ) 1
4 0 0 0 0 0 0 0 :
5 0 0 0 0 0 v 0 -
6 0 0 0 0 0 0 o 16
B o .
ferees I *

Punctiform®
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© TOXICOLOGY BRANCH DATA REVIEW

gevdy Tvpe: 3J-months feeding, rat

Accessicn Number: 071789 (Alg)

va*s Yumber:

sgcnser: American Hoechst Corporation - A :
ssm=racting Lab: Hoechst Ak:iengesellscha t. repcrt na. 695/81
e: 12-4-81

(1

.

“sasz Material: 'ethyl-z-(4—(Gochlcrcbénzcxazbiyloif)-phenoxy)-

. Fra=scol: .

~Shanges of the oral mucosa. . . e

propanocate, 96%, Fenoxaprop-ethyl (Hoe 33&71
-OH AT204)

‘?encxanréo-ethyl was administered to rats (30 males and 30’
famalag ce* qrcup) in the daily feed for 3 months at concentra=-

"eicns £ 0, 20,°80 and 320 mg/kxg diet/day (ppm). 10 male and

famale animals per group-were kept for a 4-week recovery

Uty e
O
(31
'!
(%)
ﬂ.

.

‘-é viar and ganeral state of health wera assessed daily.’
tnce A month the rats wera examined for neurological dxsorders,
s.sediness of ocular media, disorders in dental growth and

a
.
.

D wm-y,

.u',:cdy weight was recorded once a week.

The fz0d consumotion was checkad :ogether with the body

. ".-h:o

The wazer consumotion was determined at l4-day intervals.

':\.., sl -

wasis, ed values represent the lé-nour consumptlcn.

_:se:a::::q cal examinations were made orior to the begianing
T RR® 3uly at week & and 13 of the studyd .

"t Tl:il samples of 10d" /10 @ acn-fasted razs wera
- ;::'.’:‘ fra—

M the retrsorbital venus plexus.

=-SWing parameters were examined:
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Leucocytes
Thrembocytas -

Coagulation time

Ly

MCV =
_MCH =
MCHC =

Dig erentxal blood count

The Met-haemoglobin (1.11.) of r0c”/ 10 € rats in test group

median cell volume
~median corpuscular haemoglobln content -
median corpuscular haemoglobzn concentration.

"1.Exam11ed enly at the end of the study

'Pur:her paraneters were calculated by data processiang:

4 was determined at week 6 and 13 of the study.»

sex prior to the beginning of the study.

Glucose
rea=-N
§GOoT.
SGPT

‘alkaline phosphatase

Sedium

Potassium
Iaorg. phosphcrus

Urie acid-

Total bilirubin
Glucose

. Creatinine

.|.1,u'u;u.

}u TRESSEA)

Uraaay.

%)
+3 3

O v A
2)
"
3 40
[{]
111
(i)

(K3 L (U
O -y

YO u

¢
H

.-

A

-'parameters were determined:

*The following parameters were determined in 108/
fasting rats at week § of the study (intermediate values):

was made duriag

week 5. 3%

‘"Setum analyses were made in 10 non-fasted rats per group and
The following ’

10 ? non-

-

3

-y

e

03792




- . -3-

rotein, % -, 3, -, 3, <Globuline
-, 8, =Globuline '

“y= week 13 of the study (fizal value) the atove mentioned
arameters w#te determined ia the serum 0f 207/ 20§
animals obtained from exsanau*qatxon.

‘=ne remaining animals were examined accordingly after a 4-week
£ollow=-up ceriod.

“After the animals were deprived of food and drinking water,
enair urine was collected overnight in diuresis cages. The
urine of 105°/10 9 animals per group was analyzed prior to-
the beginning of the study (iaitial value), at week 6 (inter=~
mediate value) and at week 13 of the study (final wvalue).“ ’

*The following parameters were determined:

Appearance Coe

-
Selieor

Protein :

Sluccse . -
Zaemoclobin ‘ ;
2ilirzabin

fediment

Specific weight S _

Ketone bodies : S .
robzlinogen : '

.

B &

'“3 months after the beglnning of the study 200 /- XJ? ‘rats were
%illed 24 hours, the remaining animals 4 weeks after withdrawal
"cf zhe test substance under Pentobarbital-sodium-anaesthesia (50
2¢/%xg i.pg.) and exsanguinated after severing of the Vena cava

'-.an-alis.

.“tacumant, orifices, eyes and vzscera were gross-examined on
2issection. Findings deviatiag from normal were regxstered in
the autoosy records.”

The f:llcwing crzans wer2 remcved, weighed and conserved in
SiXazivas : ‘ ’

Jrass ' 3cth =estes,/cvarias - -

~-ngs Adrenals . . 22
-iver : Pizuizary ’

_-enavs Seminal vesicls

Jicien Thy=oid" . oo
tTiin . il : - g

o] PN

[ 3 gﬁ‘l‘ A F AT




-de

00379

3"7“9 rema‘nan organs or parts of tﬁese organs were oonse*ve"

wizhout dzcation of wexgh:'

Thymus ) :

Saliva:y glands (Parotis and wandibularia) _ : :
=~»achea, Oesophagus L

Stomach (fundus and prepyloric regxon) ‘ Co e

Intestine (duodenum, jejunum, ileum, coecum, colon, rectum)

Urinary. bladder. pros.ate, enxdidymes. uterus : '

Pancreay

" Abdominal aorta : . .

Diaphragm o — e o s e

Eyes with optic nerves ’ .

- Skeletal muscle e

Marrow of the femur

t. Lumbarx vertebra

tymph nodes (Hilus and Iliacus) v o :

Sskin with mammary gland o L .

Tumors (i€ any) ‘ : R

‘Spinal marrow with sciatic nerve.

e organs or parts of organs &emoved on dissection were

conserved in Eixative and submitted to histoloq‘cal examlnatz .

Qesults-'
“all animals sutvived to the scheduled end of the study.

“Thc behavior of the rats was not influenced by the test-
substance throughout the study.

“in dental growth or changes of the oral mucosa, attributable
to the oral adm;nistrtion of aoe 33171 were not observed." -

- e
o - e -

T."The” body weight gains were normal and not influenced oy the
~-.est-substance. .
"Tﬁo ‘ood consumotion showed no-differences between treated

and untreated animals.” R , , .

-

“Twe ralative water consumption 2of *He male *ats and =he

-

[T

uT I tudy than that of the unt:eaced anuma;s.

.‘Mf” -

‘azii‘ RbkiL ig{r hgﬁ"‘
"“‘e rasulss of" clxu-cal chemist indica a-guSEINEE=
induced change in <he lipid. suatas manifessing ditself in the
s?rum sheleszarol cf :he males (30 and 320 »pm group) 2ad in
2he csholestersl (320 ppm grcup) and <ozal l;oxd _content (20.
30, 320 spm) ia the serum of =he females.”

=% <he zast substance."

3

Veurological disorders. cloudiness of\oculaf media, disorders

?ema:e‘an mals in the 320 ppm group was siighsly 1cwe: shrsuch-

"The haematological examin tions revealed no ﬂarm u’ influerices




A sxgnxfxcant increase in alkaline phosphatase-values in the
male rats (320 ppm=-gr oup) was observed.

“The.urinalyses'yere not indicative of any adverse effect of
the tes:-substance." Increased turbidity was seen in urine
" of high dose level. : : ‘ .

o *puring the study the following relative organ weights were
- increased as compared to the values of the controls." Changes
. marked with an asterzsk were. statlstlcally significant.

_ ‘.‘~ B Percent increases of
SR : dosage groups L
Organ - Sex 20 80 320

Liver male -0.15 0.10 15.5*

.- Kidney = male 0.69 | 1.73. 10.7*

- :Thyroids male n 10.6 14.9 21.3*
-Kidney ,female T 1.99 - 4.59 6.29*
Adrenals female - 1041 15.2* .19.5*
Ovaries - female . 15.0* “11.5 13.¢ |- -

Changes appear td be dose related at all dosage levels in
male kidneys and thyroids and in female kidneys and adrenals. .
~ "No substance-induced macroscopic organ changes were seen.
The changes - particularly in the kidneys - indicated under.
individual findings are considered spontaneous alterations -7
. and appear in treated and untreated rats." o

P T M

“From the groups dosed with 20 and 80 ppm only the liver and
. the organs with macroscop;c findings were examzned histologi-
oo cally.* : e : “ e : e ‘

o “The histological examinations revealed that the admiristration
P of the high dosage of 320 ppm in the daily feed produced
{' ~ moderate .enlargement of the centrobular hepatocytes in the _
% male rats. The cytoplasm of these cells was eosinophilic and o
© finely granulated.

g[ " *The administration of 20 and 80 ppm produced no lesions in
- the livers: of male and female rats.”

‘”After the 4~week follow=-up period all organ weights were
" inconspicious except for the significantly decreased weights
;. "of the liver of the female rats of the 80 ppm group and the
¢+ males of the 20 ppm dosage group.“

Y
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Conclnsions:

) . Although the above apparent organ weight increases at the
20 ppm level are not confirmed statistically they indicate

. cause for concermn. 20 ppm has been accepted as the NOEL for
“use to support the EUP, but a clearer NOEL is neeed from the

. 2»year study to support registration. The issues raised by -

‘the apparent effects should be addressed in the report on the
two year study. . ' '

NOEL: 20 ppm o ' : .

. LEL: 80 ppm (relative organ weight changes)

f Core Classification:

vMinimum”

R



