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ISOXABEN 125851

Page Z is not included in this copy.

- Pages through are not included.

The material not included contains the following type of
information:

':Z;L Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality contfol procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action.
FIFRA registration data.

The document is a duplicate of page(s) .

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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TOXICOLOGY BRANCH
DATA REVIEW

Study Type: Dermal Sensitization, Guinea pig

Accession Number: 252915

MRID Number:

Sponsor: BEli Lilly and Co.

Contracting Lab: ELi Lilly Res. Lars., no. GOOl83

Date: December 1933.

Test Material: EL-107 Technical and a suspension concentrate
formulaticn (FN-7033) containing 50% EL-107

Protocol:

"EL-107 and a suspension concentrate formulation (FN-7033)
containing 50% EL-107 were evaluated for sensitization in
female albino guinea pigs according to a modified Buehler
topical patch method.”

"Treatment Groups and Study Duration: The six treatment groups
wer identified as follows:

Group I: Induction and Challenge:b 0.1% dinitro-
chlorobenzene (DNCR) in 70% ethanol

Group II: Challenge Control: O.1% DXCB in 70%
ethanol

Group ITI: Induction and Challienge: ZL-107, techniczl
material, at a concentration of 25% in 93%
ethanol

Group 1IV: Challenge Control: EL-107, technical
material, at a concentration of 25% in 953% ethamol

Group V: Induction and Challenge: A 1:1 aqueocus
dilution of the suspension concentrate
formulation

Group VI: Challenge Control: . A 1:1 agqueous dilution

of the suspension concentrate formulation

—.
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There were 12 animals in each induction a=d challenge group;

each challenge control group contained six animals. The
duration of the study was 24 days.”

Test Article

"+71,.107 was tested at a concentration of 25% in 2 95 - ethanol
in water solution.”

The suspension concentrate used in this study was identified
as formulation FN-7033, sample lot X-38660, and was tested

as a 1l:1 aqueous dilution. As a positive contrcl, dinitro-
chlorobenzene {(DNCB), lot 33152-A (ICN Pharmaceuzicals}, was
adminsitered at a concentration of 0.1% w/v in a 70% echanolic
solution.”

"magt Article Administration: The study was conducted in two
pnases: induction and challenge. Animals were iInduced three
times a week for two consecutive weeks in induction ani
challenge test groups {(Groups 1, 3, and 5). Guinea pigs were
preparei for treatment by clipping the hair in the nuchal

area with Oster® clippers. Exposed skin was swaZbed with
acetone =0 remove extraneous lipid material that might inhibit
percutaneous absorption. A cdose of 0.2 ml of the test material
was applied to the nuchal area of each animal. The application
site was occluded with a 1-1/2 inch square patch (Band-Aid®)
held in place witnh adhesive tape which was wrapped around the
torso of the animal. The bandage was removed after six hours.

Guinea pigs assigned to challenge control groups {(Grouzs
2, 4, and 6) left untreated during the induction period.

Ten days following the last induction exposure, the
challenge dose was administered to all test animals including
the challenge controls. A previously untreated =2rea in the
center of the pack of each animal was prepared IZr treztment
by clipping the hair and swadbbing the exposed skin with
acetone. Zach application site was treated and occluded for
six hours as described for induction.

Observations: During the induction and challengs phases of

tne stucv, treated areas were graded for dermal response 24
hours after each application of EL-~107. -Similar observations
were conducted 24, 48, and 72 hours following chzllenze.

Body weight: Body weights were recorded at test ilnitiation
and weekly during the test period.” .

[;6405%



Results:
*Survival
All <uima s survived.

Response to CThallenge

The dermal response to challenge with either EL~107 or the
suspension concentrate formulation containing 50% EL-107 was
negative. DNCB produced a positive sensitization response.

Body Weights

All animals gained weight during the study."

Conclusions:

Under the conditions of this test (sensitization dosing by
dermal application), there was no indication of contact
sensitization or dermal irritation in guinea pigs exposed
topically to technical EL-107 or the suspension concentrate
{F¥N-7033) containing EL-107.

The positive comtrol gave positive results

Core classification: Minimum




TOXZCOLOGY SRANCH 004034
DATA 2=VIEW .

Study Type: 21 Day Dermal Toxicity, Rabbit

Accession Number: 2529153

"MRID Number:

Sponscr: ELli Lilly and Co.

Contracting Lab: Eli Lilly Res. Zabs., no. BOl1783

Date: December 1983.

Test Material: EL-107 Technical and a suspension concentrate
formulation (FN-7033) containing 50% EL-107

Procecure:

"Treatment Groups and Study Duration: The -est rabbits were
randomly dilstributed among one untreated control group and
four treatment groups, each of which ccntained five males and
five females. The groups were as follows:

0; Untreated Control (wate:’rinseionly)

1) 1055 mg EL-107/kg body weight (equivalent to ;000
mg active technical EL-107/kg)

2) 500 mg formulation/kg bedy weight
35 1000 ma formulation/kg tody weight

4} 1000 mg formulation/kg body weight (reversibility
group received treatment for three weeks followed
by a two week withdrawal pericd)

"All animals were treated daily Zor 21 consecutive days and
then necropsied, except rabbits In the reversibility group,
which were held an additional 14 days without further treatment
in order to assess delayed systemic toxicity and reversibility
of observed effects. The overall study duration was 35 days."

"Test Article Administration: The skin on the back of =ach
animal was prepared for treatment by removing the fur with
Oster clippers. The treatment site was reclipped a minimum
of twice each week during the study.

balance to the nearest 0.0l g. Technical =est material was
held in place on the back of each rabbit with a damp gauze
pad. The suspension concentrate formulation was measured by
volume to the nearest 0.1 ml and applied with a syringe to.a
gauze pad. Pollowing application of either test material to

Each dose of technical material was weighed on a Sartcrius i)




-2-

a gauze pad, the torsc of each raobit was wrapped with an
elastic bandage, which was held in place with strips of

tape. Dressings wera removed after six hours anéd the appli-
cation sites were rinsed with tap water and dried with a
towel. All rafbits we=r=s provided with coilars to discourage

‘ingestion of the test material.”

"Survival, Clinical Oktservations, and Dermal Irritation:
Twice eacn day all cages were inspectad for dead or moribund
animals. Each rabbit was removed from its cage once a day
for treatment application and carefully examined for changes
in behavior or appearance. Dermal irritation was graded
daily using an =2ight zoint scale for erythema and edema
according to the method of Draize.

Body Weight andéd Food Consumption: Rabbits were weighed once
each week and coses weTre adjusted to correspond =5 changes in
body weight. Food consumption was measur=d dailv.

Hematology: Hematologic evaluations were conducted on each

rabbit prior to study initiation, at termination of treatment,

and with the reversibility group, two weeks after the last -
exposure.  Blocd samples were drawn frcm the medial artery of

the ear. Hematologic parameters included: hemoglobin (HGB),

mean corpuscular volume (MCV), erythrocyte morphology,

erythrocyte count, pacxed cell volume (PCV), mean corpuscular
hemoglobin (MCH), and mean corpuscular hemcglobin concentration
(MCHC). Hematology me=’ >dology is contained in Appendix F.

Clinical Chemistry: Blood samples for clizical chemistry
evaluat .ons were collected concurrently wi<h those for
hematolugy. Serum samples were analyzed Zor glucose {(GLU),
olood urea nitrogen (BUN), creatinine (CREAT), total bilirubin
(TB), alkaline phosphatase (AP), and alanine transaminase
(ALT) "

"Organ Weights: At necropsy, *he liver, kidney, heart.
thyroids, adrenals, ovaries, testes, and spleen were crimmed
and weighed. Organ weight relative to 100 g bodv weight was
calculated for all animals.

Pathology: All animals were necropsied. The necropsy; was a
systematic gross examination of each animail's general physical
condition, body orifices, external and internal -=rgars and
tissues. All necropsies were performed by pathol-gists whose
findings were recorded. The following organs and tissues for
histopathologic examination were collected and immersed in a
fixative: kidney, liver, heart, lung, spleen, thymus, lymph
node, salivary gland, pancreas, stomach, dcuodenum, jejunum,
ileum, c¢olon, ovary, uterus, adrenal, thyrcid, testis,
prostate, skin, mammarwy gland, skeletal muscle, urinary 4/
bladder, bone marrow, =ye, cerebrum, cerspellum, brain stem,
application site, gallzladder, gross lesiouns, and skin.
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abdominal skin, treated

Three secticns of sKin were collec :
- from the back.

-
skin from tne back, and untreated sk

a
i

Histologic preparations of the tissue specimens collected

at nacropsy were examined microsczpicallv Dy 2 certified
wveterinary pathologist with experience in evaluating laborazory
animal tissues. The findings wexr=2 recorded and tabulated. A
summary of the important pathologic alz2rations was prepared.

2
b
i

Statistics: The statistical methed described by Dunnett was
used in the znalysis of differences (at each time point)
between control and treated group means for parameters for
which data are generally distributed normally (body weight,
weight gain, hematology, clinical chemistry, and organ weight
data). The Lomogeneity of variances was tested by the methed
of Bartlett.? All references to - atistical significance in
the report rspresent a "p" value <0.05."

Py

Results:

"Clinical Obsarvations

There were nc overt signs of systemic =zoxicity related to the
administraticn of EL-107 2r a susctensizn concentrate formulation
containing 50% EL-107. No treatment r=lated changes or
abnormalities occurred between the prezest ophthalmic and
shysical examinations and those ccnduczad at termination of

the study.

Body Weilght

Terminal mezz body weights were similar for control and
treated animals.

Food Consumpzion

BEST AVAILABLE COPY

There were ac¢ treatment-related eZfects.

Dermal Irrita<ion

The only evidence of dermal irritazion in any %reatment group
was transient irritation which occurred in four of 20 animals
exposed to 1GC0 mg formulation/kg body weight curing the
first week of treatment.

Hematology

There were no toxicologically importan=z effects on erythrocyte
and leukocyte counts, hemoglobin, packsd cell volume, leukocyte
differential count and erythrocyte morznology conducted
pretest, at study termination, and 14 Zays after termination
of treatment for the reversibility group.




Ciinical Chemistry
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There were no toxicologically significant effacts on glucose,

urea nitrogen, creatinine, total bilirubin,

alanine +ransaminase,

2r alkaline phosphatase detevminations conducted wnr=cast, at
study termination, and 13 days after termination of treatment

for the reversibility group."

"Organ Weights

Absolute and relative {(per 100 g body weight) liver., xidney,

heart, adrenal,

ovary,

testis, and spleen weights were not

affected by technical EL-107 or the suspension concentrate

containing 50% EL-107."

Increases in relative thyroid weights ar2 shown in
following table which was adapted from information

TERMINAL BODY WLEIGHT AND ORGAN WEIGHTE

RELATIVE TO

~he
Zarnished.

30DY WEIGHT

Treatment
groups Males Females
Body Thyroids Body Thvroids
Weights Para Weight Para
KG Thyroids KG Thyroids
MG per 100 G MG per 100 G
Body Weight Zody Weight
Controls MN 3.1 5.93 3.3 6.47
sSD 0.28 0.873 0.25 2.017
SE 0.12 0.390 0.11 0.902
OBS 5 5 5 5
1 MN 3.2 7.58 3.2 7.99
SD 0.27 2.525 0.37 0.717
SE 0.12 1.129 0.17 0.320
OBS 5 5 5 5
2 MN 3.4 7.12 3.3 7.83
SD 0.50 1.400 0.23 2.128
SE 0.22 0.626 0.10 0.952
OBS 5 5 5 5
3 MN 3.2 9.10 3.2 21.47%%*
SD 0.43 4.143 0.590 2.4190
SE 0.19 1.853 0.23 1.078
OBS 5 5 5 5
4 . MN 3.1 5.59 3.4 6.35
SD 0.19 0.816 0.51 1.482 ™\
SE 0.09 0.365 0.23 0.663 /Z/
OBS 5 5 5 5

Group 4 had been allowed two weeks to recover.
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"Pathology

There was no morpnologic evidence of svrstemic toxicity or
dermal irritacicn Ia rabbits following zhe Z22rmal applicatizn
of tecnnical ZIL-107, or a suspensisn ccncentr

ate formulaticon
containing 30% RL-:107." il

CONCLUSIONS ¢

Very slight dermali irritation in four =Z 20 animals exposed
to 1000 mg formulation/Xg body weight was observed.

The systemic effect of concern was incrzase in relative
weights of the thyroid glands. alchoush thera was much
variation in thyrcid plus parathyroid r2lative weights within
groups, there was an increase in relative thyroid weight
apparent in 2ll treated groups excent iIn the croup which was
alioswed a two week recovery period.

LEL (technical EL-107) :<{1055 mg/kg bw

EL(formulation FN-7@33):<500mg/kg bw

This study was well performed but if considered algne is inadequate for
regulatory purpcses because a NOEL was not determined.

Core Classification:

Minimum




