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MEMORANDUM ) . arsice o

PLSVICIDES AND TOXIC SUBSTANCES

SUBJECT: Review of the 2l-day dermal toxxcity study on Feﬂoxyprop—
ethyl

'To: Richard Mou“tfort. PM=-23

vt

Registration Division, TS—767C

From: Marcia van‘Gemert, Ph.D. ////
Head, Section III /2 Wﬁn&/ 2/ f?

Toxicology Branch, HED

Chief, Toxicology Branch, HED

- ‘(’t

imerican Hoechst was given a conditional registration for the
chemical Fenoxyprop-ethyl. The firm was directed to submit

an acceptable 2l-day dermal toxicity study within one year from the
date of registration (Feb. 26, 1987). American Hoe»hst has submitted
this 2l-uay dermal study, and the DER is enclosed.. :

No treatmeﬂt-related effects were seen in mortality.,toxicity.

body weight, food consumption, ophthalmology, urinalysis, or
hematology. There was a compound-related increase in glucose levels
in group 4 males and group 3 and 4 females. Chloride levels’

were elevated in group 3 and 4 males but not in females. The lipid
and cholestercl lowering effects seen at higher doses were not
evident in this study. There was a statistically significant
decrease in absolute and relative li»er weights at all doses tested
in both males and females, This is contrary to the findings seen

at hinher doses where liver weights ars actually iﬁcreasad.

the NOEL for this study is ¢ 5 mgfkq. based on decreased liver
weights

Core classification = minimum but no NOEL was established for this
study, and it will have to be repeated,

This study will not satisfv the requiremeﬁts for an acceptable
21-day dermal toxicity study.
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‘Reviewed by: Marcia van Gemert;'Ph.O;Wk&éw‘Ckxzbf«a/h'37

Section I1l, Tox, Branch {I15-7640) - o PR,

' Secondary reviewer: Theodore M. Farber, Ph.D, . Lo 00635!,
Chief, Tox. Rranch {T5-769() : . , .

DATA EVALUATION REPORT -

STUDY TYPE: 21-dez dermal study . 10X, CHEM, NO.: 431C .
ACCESSION NUMBER: 4023u8-00-01 -HRID NO.:

"TEST MATERIAL: Fenoxyprop-ethyl

SYNONYMS: HOE 033171
STUDY NUMBER(S): 082642 : R

SPONSOR: . Americean Hoesnst

TESTING FACILITY: Research and Conswlting Co. Switzerland

~T1TLE OF REPORT: SGQACute (21~day)'repeated dose dermal toxicity
study in rats s SRR o

~ AUTHOR(S): L. Ullman, et al
REPORT ISSUED: May 12, 1987

CONCLUSIONS: Dermal 1oses administered to Wistar outbred rats for
27 days, 6 hours/day, 5 days/week were 0, 5, 10, and 20 m9/k9. Ko _
treatment-related mortality, toxicity, body weight or food cansumption
changes, ophthalmological, urinalysis or hematological changes were
evident, There was 2 compound-related increase in glucose levels
- 1n group 4 males and group 3 and 4 females, - Chloride levels were
elevated in group 3 and 4 males but not in females. The lipid
and cholesterol lowering effects seen at higher doses were not -
evident in this study. There was a statisticaly significant
decrease in absolute and relative Yiver weights at all doses tested
in both males and females. This is contrary to the findings seen
at higher doses where liver weights are actually increased.

KOEL < 5 mo/kg, based on decreased liver weights

Classification: .core-minimum

Special Review Criteria (40 CFR 154.7)
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1. Test compouna: h £ it tethaica jrade
- Descriptinn: nmel gz«»:
Batsy 4 HOY OI2I7Y Ox 206 0dA
Poriey 96.85X,
Tes” sridcal ves stated o oce in ¢iluted Torm at les'’ 2 hones
. 3v: was stored vt <2%CQ dn ce oy
ﬁa : Covenicle was sesir il :
' - Test article was .7« grwf deene fadly prior 192 anpiicetien,

2. Test énina!S' bvs.- gt et »
Stralan: Wistar KFM-1Han, Ourw, =+ 37 300"y
Age: 7-8 weeks ‘ ‘

. Height: males: 200-23) gms, females: 173%-34. gms
.Source: Kleintierfarm Madoerin Switzerliand

B. STULY DESIGN:

1. An‘ma! assignment

An mals were assfgned randomlz to the following test graups~

M o - Vose 1n WaTh Study
Test : diet 21 days
Group. mg/kq rale female
.1 Cont, B | I 10 10
2 Low (LDT) 5 10 10
3 Kid (MOT) 10 - 10 10
4 High{HDT) 20 10 10

2. Treatment: 21 dermal applications were administered to the shaved
skin of the back, { 10% of total body surface) and covered with an

. occlusive bandage for 6 hours/day, 5 days/week for a total of 21
‘applications, Test article was washed off with water after
termination of each daily treatment,

3. Animals received food (pelleted standard K1iba 343 diet)
end water ad libitum,

 A.A Statistics;-'The prpcedures utilized are on appended page 2.

5, Quality assurance statement was signed and dated May 26, 1%8370351
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C. METHODS AND RESULTS: | 006337

1. 'Observation5~

~or ke R

Animals were inspected dai!y for signs of toxicitz and Ls

- mortalit Local irritation was recorded according to Draize
Test T%e assessment of erythema and eschar formation arce
on appended page 1,

Mortality (survival): Two high dose females died one test,

» one spontaneously aad the second from a blood sampliang

i accident.,

Toxicity: No treatment-'elated signs of toxici:y were evident.,~

2. Bodx ueight ’
' Animals were weighed once during acclination period and ueek]y‘

-thereafter,
Results: No treatment-related changes in body weiqht were seen.

3. Food consumption and compound intake

Consumption was determined once during acclimation and
waekly thereafter,

. Results: Mo trestment- related changes in food consumption
» were evident. v

3 o ‘4, Ophthalmological examinations
: Performed on all animals at & weeks of treatment using a
Heine Microflex 2 Ophthalmoscope.

'Results: No treatment-related changes were egident.

5. Blood was collected before treatment.and after 4 weeks
¥Yor hematolooy and clinical analysis The CHECKED (X)
parameters were examined

a, _Hematologx

Hematocrit (HCT)w

Hemoglobin (HGB)*

Leukocyte count (WBC)*

Erythrocyte count {(RBC)*

Platelet count®

Blood Clotting Measurements
{Thromboplastin time)
{(partial thromboplstin time

Leukocyte differential count*

Mean corpuscular HGB (MCH)

Mean corpuscular HGB conc.{MCHC)
Mean corpuscular volume (HCV)
Reticulocyte count )
Hucleated erythrocytes- normoblasts
Red cell morphology

D€ D I Wt 3¢ 2 M > ¢
D D 2k 2 2 2 I >

* Required for subchronic and chronic studies

Results: no treatment- re!ated changes in hematologica! parameters

were evident, _ Lft
| o 006337



b C!inical Ch'emi;t‘rx"‘ ' _ 4 N A T 006357

Other",

Albumin* '

81o0d creatinine*

Blood urea nitragen*
Cholesterol* : :
“Globulins

Glucose*

Total and direct B1lirub1n*
Total Serum Protein*

Electrotytes.
Calcium*
Chloride®
Magnesium*
Phosphorous®*
Potassium*
| Sodium*’
Enzymes
Alkaline phosphatase
Cholinesterase# ' Triglycerides :
Creatinine phosphokinase*® Serum:- protein electrophoresis
Lactic acid dehydrogenase Total lipids :
Serum alanine aminotransferase (also SGPT)*
Serum aspartate aminotransferase (also SGOT)*
gamma glutamyl transferase - .

glutamate dehydrogenase

T L I L

* Required for subchronic and chronic studies
# Should be required for 0P
_ ° Not required for subchronic studies

There was a compound- re!ated increase in. glucose lgvels 1n group 4
males and group 3 and 4 females.

Chloride levels in groups 3 and 4 males were elevated but no effect
was noted in females. _
The lipid and cholesterol-lowering effects seen in previous studies
.at and above 20 mg/kg were not evident in this study.

6. Urinaly:1:° ‘

Urine wvay collected from fasted animals after 4 weeks’
Yoe CHMECHD (x) parameters were examined. :

X

s Appezrance* ‘ Glucose*

: Yolume* _ Ketones*

{{ Specific gravity* Bilirubin*

pH Blood*

“Sediment (microscopic)* Mitrate
Protein» Urogbilinogen

* Required fof chronic stiudies
° Not required for subchronic studies

Results~ No treatment related effects were seen in urinalysis,
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e~‘were evident.

Sacrifice and Pathology -

006357

ATT animals that died and that were sacrificed on schedule
were subject to gross pathological examination and the

CHECKED (X) tissues were collected and fixed
buffered neutral formaldehyde.

addition were weighed.

ke

Digestive system
Tongue
.Salivary glands*
.Esophagus*
.Stomach*
.Duodenum*
Jejunum*
Jdleum*
.Cecum*
.Colon*
“{Rectum*
XX.Liver*®t
Gall bladder*s
~ }.Pancreas*
Respiratory
.Trachea*
X|.lung*
. Nose®
Pharynx®
Larynx®

T

A. Organ Netght:

X . ) _
T Cardiovasc./Hemat.
|.Aorta*
XX.Heart*
"|.Bone marrow*
Lymph nodes*
XX,Spleen*
' oThymus*
Urogenital
XX.Kidneys*t
|.Urinary bladder*
XX.Testes*t
 Epidicymides .
1 Pros’ate .
Semindal vasicle
“X Ovaries*t
| {.Uterus*

in 4% phosphate

Tre (XX) organs in

X

~ Neurologic

X
X

X

Required for subchronic and chronic studies
Required for chronic inhalation
In subchronic studies, examined only if indicated
by signs of toxicity or target orjan involvement
Organ weights required in subchronic and chronic studies
Organ weight required for non-rodent studies
Treated and untreated skin was preserved

X.Brain*t

Periph. nerve*§

Spinal cord (cervical)

Pituitary*

Eyes (optic n.)*#

Glandular

X.Adrenzlis#

Lacrimal gland#

Mammary gland*#

Parathyroids*tt

|.Thyroids*tt

Other

Bone*#

Skeletal musc]e*#

Skin*# 1

A1l gross lesions
and masses?*

A statistlcally significant decrease in liver weights

was seen at all three dose levels tested in both males and females in
.absolute, organ/body and organ/brain weights.

table 1 below.

8.'Macroscobic pathology:
in macroscopic pathology.

~‘¢.,Microscopic pathology:

No-treatment-related effects were reported.

Data are presented in
~No other treatment-related changes in organ weights

No treatment-related changes were evident
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TABLE I

006357

Females

Discussion:

actually increased,

NOEL < 5 mg/kg, based on decreased liver ueights.
Core classxfication minimum

LIVER WEIGHTS
N = 10 , , ‘ .
Group ) Group 2 Group 3 Group 4
| EE-T- : - 7
Males ' . : '
Absolute wts. 10.12+ 0.65 7.97+40,47** 8.01+ 0.62** 8.01+40.74**
Liver/body wts, 3.71+0.21 3.01+ 0.16** 3. 01+ 0. 25** 3. 02+ 0.20**

Liver/brain wts. 528.59+35.42 413.7+23.08**406. 5+28 73**412 79434, 58**'

EbsoTute wts 7.3740.79  6.28+ 0.54%* 6.3140.57*% 5,65+0.50%*
Liver/body wts. 3,66+ 0.28  3.31+0.21* 3,344 0.30% 3.11% 0.23*%

Liver/brain wts. 398.98+ 36.76 334.33+29.33%%342,4340.64%*306.77+31.93%*

No treatment-related effects were seen in mortalvty. toxicity, body.
weight or food consumption, opthalmology, urinalysis.or hematology.
There was a compound-related increase in glucose levels in group

4 males and group 3 and 4 females., Chloride levels were elevated

in, group 3 and 4 males but not in females. The lipid and cholesterol
lowering effects seen at higher doses were not evident in this study.
There was a statistically significant decrease in absolute and relative
liver weights at all doses tested in both males and females. This

is contrary to the findings seen at higher doses where liver weights are




Fenoxaprop-ethyl Toxicology Reviews

Page is not included. The page contains detailed test
methods/results submitted by the pesticide registrant.

Pages g through /3 are not included. The pages contain
detailed methods/results submitted by the pesticide registrant.



