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Report on the results of 28-day repeated administration toxicity study using a mammal

1. General items

Name of novel chemical
substance
(IUPAC nomenclature)
Other name Molecular weight
Structural formula or rational formula (if neithc} ié State at a room Brown viscous solid
known, outline of preparation method) temperature
Stability Unknown
. gl Metingpoint | -
Described in page 2. E; Boiling point -
, _g‘ Vapor pressure -
‘§ Partition coefficient -
Ei Dissolution Oil soluble and water soluble
§ Wa}ter *2
Purity of the novel chemical — ,|  Dmso %3
substance used in the test E
Name of impurity and _ E Acetone -
concentration ' e
Lot No. - Other (ethanol) *4

[Notes]
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2. Acute toxicity test

Test Kind of test Animal | No.of animals | Administration Daose LD50 or NOEL* | Experi-
No. and term species per group path (mg/kg) (mgrkg) ment
site
1 14-day Rat Male 3 head Oral (mg/kg/day)
repeated Female 3 head | administration 1,000 Abnormal
administration 500 Abnormal
test 250 Abnormal
50 Normal
# control Normal

NOEL 50 mg/kg/day
(obsmaﬁon items:
bodyweight, general
condition,
hematological test,
hematobiochemical
test, organ weight,
dissection,
histopathological

test®)

Aso1e10qe T ENE ‘OIMINSU] YoIessay % uoHEN[EAY [eorway)

* NOEL: No-Observed-Effect Level

# Purified water
@ Test carried out on the kidney of the male medium-control group, 50 mg/kg group and 1000

mg/kg group.

General condition

(Male)

(Female)

250 mg/kg group: soft stool (2/3)

500 mg/kg group: soft stool (2/3)
- 1,000 mg/kg group: soft stool (3/3)

500 mg/kg group: soft stool (3/3)
1,000 mg/kg group: soft stool (3/3)
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3. 28-Day repeated administration toxicity test

Test substance administration term | From July 30, Heisei 15 (2003) to August 26, Heisei 15 (2003)
Animal species and lineage Rat, Crj: CD (SD) IGS No. of animals per group
| Administration path Forced oral administration (purified water) Male: 6 head Female: 6 head
urity of Control | Low-dose ~|Medium-dose [Medium-dose | High-dose : Recovery group
test 2 group group (1) group | (2) group group 4
ubstance| S| mgkg 0 10 - 40 200 1,000 0 1,000
dlR|P I R|FIRITig|dielrif|nig
Bodyweight '
(administration [day 12 ' i Bl Bl BRI A A ‘
term)' — ‘ e /
>
day 17- day 28 e e el Bl Bl .2 el
Bodyweight N | -
(recovery term){day 1 S ‘ : I T . v -
day 5. day 10 1 L Vi -
L~
] —_
' day 14 [ v
Feed intake P
(administration term) [ R S R B B TP ]
L ; -
Feed intake B S S
(recovery term) day 8 __,_,_.--—-"""/ ‘ -4
General ’ = '
ondition soft stool T T T T T T 606 2/6 2121127121 — | — | 6/6 | 5/6
;.1 JActivated partial
Hematological p
emato ogiz; thromboplastin
_ . —d e - b N
_ ’ time
Hematobiochemical|{Alkali
test|phosphatase —i—lAl =] =-i=|=i= _F
Blood glucose _ . _ ,
_ e T B B R BN I Av Al
Albumin '
| —¢i—= —i— | Wi — {7 e
Urin, , . ' -
te;]t ary tAmount of urine -1t ==} —] -1 =] - A=
Organ weight ‘ -
(absolute weight) TIT TR T T L D B ' B e
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urity of Control . | Low-dose Medium—dos-e‘ Medium-dose | High-dose . Recovery group
est o group group (1) group (2) group group
substance | S mg/kg 0 10 40 200 1,000 0 1,000
PR IRITIR I A IR 2R
Organ i ' '
weigght {Liver -] —i-=]=-i—=1=-1iA el B
(relative . -
weight) Testicles _ _ _ 1 , A
Brain ' [N RS B U R S S R Al -
Dissection Kidney '
' Pyelectasia wi—1-—i— - —i—1—I—=]—=i=1-1i-
Spleen .
Node [ TR AP SRR R SR SR M - 6 ¢ —
Whitesection | — | — | — § — [ —f — f1g! — | — | — | — | — | - | —
Centrilobular hepatic
cell hypertrophy .
Smaligranuloma (+) | _ § | s | % | % | %] — | % 367 — | — k| — i %
i
Single cell necrosis (+) — e ® ;oK | oKX | R [ I/6F k| — 1 — '1/6 ¥~ ] %

Pyelectasia A _
(Jrl}ocahzanonofmedulla Ue|{ — | % ik (1 %% bk |~ — x| %]

Seminal vesicle

Pathohistological Liver test

vacuole (+) —dwe| %k fon ] w ek |~ — | %%l xix
Spleen
Local necrosis (++) ' : :
T TR PR ke ox 11k — 8 — |k ko] %

Follicle hypertrophy _ : —
(++) o kep ok [k fok [O/1 k] — o~k ok lyrdox
NOEL (mg/kg) [ o 40 mg/kg/day N

Changes based on NOEL | ) ‘ .

kstimation Soft stool observgd in males and females of 200 mg/kg or higher dose
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—: no abnormality
JorT: tendency

VorA: risk factor (P) <0.05
V orA: risk factor (P) <0.01

*: not tested

4. Other

Repeated administration | Name Chemical Evaluation & Research Institute, Hita Lab.

toxicity Address | 3-822 Ishi-cho, Hita City, Ohita Prefecture, Telephone 0973(24)7211

Test implementation

facility

Test manager

Name Keiji Shiraishi Seal

Implementation date

From July 16, Heisei 15 (2003) to December 5, Heisei 15 (2003)
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Work assignment table

Title: 28-Day repeated oral administration toxicity test of—in rats

Name

Work content

Test manager:
Keiji Shiraishi

to carry out work such as test planning, test work management, overall
analysis and evaluation of the results, report preparation, etc., and have
general responsibilities for all work carried out for the test

Person in charge of
testing:
Naomi Kawazu

to carry out quarantine inspection as well as conditioning and rearing
management of animals, test substance preparation, administration, general
condition observation, bodyweight measurement, feed intake measurement,
etc., and have respon51b1hues for ammal expenment work

Person in charge of
pathological testing:

Kazutoshi Shinoda

| to carry out work such as d1ssect10n tissue collectlon organ weil ght

measurement, histopathological test, etc., and have responsibilities for

pathological and morphological work.

Person in charge of
clinical testing:
Keiji Shiraishi

to carry out work such as hematological tests, hematobiochemical tests, urine
tests, etc., and have responsibilities for work related to biochemical analyses

of biological samples

Person in charge of
analysis:
| Takaharu Hara

to carry out work such as test substance stability determination, confirmation
of stability and uniformity of test substance solutions prepared, etc., and have

responsibilities for work related to analyses.
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Statement

Chemical Evaluation & Research Institute, Hita Laboratory

Test requestor: DuPont K.K.

Title: 28-Day repeated oral administration toxicity test of — in rats

N

This final report (copy) is an accurate transcription of the final report of the above titled
test. '

December 5, 2003
Operation Manager: Shigeharu Yamasaki

i Bl
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Final Report

28-Day repeated oral administration toxicity test 0— in rats

December 2003

Chemical Evaluation & Research Institute, Hita Laboratory [Seal]
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Statement

Chemical Evaluation & Research Institute, Hita Laboratory

Test requestor: DuPont K.K.

Title: 28-Day repeated oral administration toxicity test of - in rats

The test described above was carried out accordmg to “Testmg facilities spec1f1ed in
Ministry Ordinance Article 4 stipulating items, etc., of test related to novel chemical substances
and evaluation of toxicity related to desi gnated chemical substance” (GLP) [Environmental
Protection Notification 39, Notification No. 229 of Pharmaceutical Affairs Bureau and MITI
Basic Industry Bureau Notification No. 85 dated March 31, Showa 59 (1984), amended on
March 1, Heisei 12 (2000)] and “OECD Principles of Good Laboratory Practice (November 26,

1997).

In addition, this final report has been confirmed to reflect the raw data accurately, and the

test data obtained are confirmed to be effective.

December 5, 2003
Test Manager: Keiji Shiraishi

i ACBE
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Quality Assurance Certificate
Chemical Evaluation & Research Institute, Hita Lab.

Test requestor: DuPont K.K.

Title: 28-Day repeated oral administration toxicity test of- in rats

The auditing and inspection of this test were carried out by the QA department of
Chemical Evaluation & Research Institute, Hita Lab. The date of auditing or inspection and date
of the results reported to the person in charge of study or operation manager are as follows

.. Date of auditing or
" . .. Date of auditing or . .
Auditing or inspection item . . mspection result
inspection
reported

Study protocol

July 18, 2003

July 22, 2003

Study protocol change

July 23, 2003

July 23, 2003

Record of receiving animals

July 28, 2003

July 28, 2003

Test substance preparation

July 29, 2003

July 30, 2003

Study protocol change (No. 2)

July 30, 2003

July 30, 2003

Animal grouping record

July 30, 2003

July 30, 2003

Substance administration

July 31, 2003

July 31, 2003

Study protocol change (No. 3)

August 11, 2003

August 11, 2003

Dissection

August 27, 2003

August 27, 2003

Profile

September 2, 2003

September 2, 2003

Study protocol change (No. 4)

October 31, 2003

November 4, 2003

Study protocol change (No. 5)

October 31, 2003

November 4, 2003

Clinical test results

November 19, 2003

November 19, 2003

Pathological test results

November 25, 2003

November 25, 2003

Animal experiment results

November 27, 2003

November 27, 2003

Physicochemical test report draft

November 27, 2003

November 28, 2003

Clinical test result, 2™ time

November 28, 2003

November 28, 2003

Test substance and rearing conditions records

November 28, 2003

November 28, 2003

Final report draft

November 28, 2003

November 28, 2003

Physicochemical test report draft reevaluation

December 3, 2003

Dcccember 3, 2003

Final report draft reevaluation

December 5, 2003

December 5, 2003

Final report

December 5, 2003

December 5, 2003

This report describes the method and procedures used in the test accurately, and the

results reported reflect the raw data accurately.

December 5, 2003
Person in charge of quality assurance: Keiji Shiraishi

- Tompery Zenilized. Does nof conlain TSCACEE
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Test substance code No.: HR5158

Title: 28-Day repeated oral administration toxicity test of — in rats

Test requestor: DuPont K.X.
1-8-1 Shimomeguro, Meguro-ku, Tokyo, 153-0064

Test facility: Chemical Evaluation & Research Institute, Hita Lab.
3-822 Ishii-cho, Hita City, Ohita Prefecture, 877-0061

Object: the object is to elucidate variety, extent and reversibility of toxic signs developed and to
determine no-observed effect level (NOEL) by observing changes in the function and
morphology of animal body in the case of 28-day repeated oral administration of the test

substance.

Testing method: the method according to “28-day repeated administration toxicity test to use
mammals” specified in the “Partial amendment, etc., of “Novel chemical substance testing
method” (Environmental Protection Notification No. 700, Notification No. 1039 of
Pharmaceutical Affairs Bureau and MITI-Basic Industry Bureau Notification No. 1014 dated
December 5, 1986” and “407, Repeated dose oral toxicity — rodent: 28-day or 14-day study”
specified in “OECD guideline for testing of chemicals” (May 12, 1981) was carried out.

GLP applied: “Testing facilities specified in Ministry Ordinance Article 4 stipulating items, etc.,
of test related to novel chemical substances and evaiuation of toxicity related to designated
chemical substance” (GLP) [Environmental Protection Notification 39, Notification No. 229 of
Pharmaceutical Affairs Bureau and MITI Basic Industry Bureau Notification No. 85 dated
March 31, 1984, amended on March 31, 2000] and “OECD Principles of Good Laboratory

Practice (November 26, 1997) was used.

Test schedule
July 16, 2003

Start of study
Experimental animal received July 22, 2003
Start of experiment (start of substance administration) July 30, 2003
Dissection at the end of administration term August 27, 2003
s not contain TSCA GBI
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Start of recovery test August 27, 2003
Dissection at the end of recovery term September 10, 2003
End of experiment (end of hematological test) October 31, 2003
End of study December 5, 2003

Document storage site and storage term
The raw data, study protocol, test request, test substance brochure, final report, QA

inspection documents, other records or documents and specimens are to be stored at the
document storage room of the Hita Laboratory of the Institution, and the test substance samples
by lot were stored in the test substance storage room for 10 years from receiving a notification of
the Chemical Substance Control Law, Article 4, Clause 1,No.1,20r3 being applicable. The
date receiving the notification is to be contacted to the Hita Laboratory of the Institution by the
test requester. The handling after the storage term requires approval from the test requester. In
the case of specimens, test substances, etc., the qualities of which are liable to be changed during
the storage, the storage term is for the duration of the qualities being able to be evaluated, and the

disposal requires approval from the test requester.

Storage of original documents
The original of the study protocol and amendments is to be stored at the Hita Laboratory

of the Institution. Furthermore, its copy is to be stored by the test requester.

The original final report is to be stored at the Hita Laboratory of the Institution.
Furthermore, its copy is to be stored by the test requester together with a statement (certificate of
the content being not different from the original) issued by the operation manager of Hita

Laboratory of the Institution attached.

Study manager and other persons involved in the study and their work assignments

Study manager: Keiji Shiraishi .
. (Carrying out work such as test planning, test work management, overall analysis and
evaluation of the results, report preparation, etc., and having general responsibilities for all works

carried out for the test)

Person in charge of testing: Naomi Kawazu
(Carrying out quarantine inspection as well as conditioning and rearing management of

animals, test substance preparation, administration, general condition observation, bodyweight
measurement, feed intake measurement, etc., and having responsibilities for animal experiment

work)

_ Company Sanitized. Does not contain TSCA CBE



14

Person in charge of pathological testing: Kazutoshi Shinoda
(Carrying out work such as dissection, tissue collection, organ weight measurement,
histopathological test, etc., and having responsibilities for pathological and morphological work)

Person in charge of clinical testing: Keiji Shiraishi
(Carrying out work such as hematological tests, hematobiochemical tests, urine tests, etc.,

and having responsibilities for work related to biochemical analyses of biological samples)

Person in charge of analysis: Takaharu Hara
(Carrying out work such as test substance stability determination, confirmation of

stability and uniformity of test substance solutions prepared, etc., and having responsibilities for

work related to analyses)

Approval by final report author
Study manager: December 5, 2003
Keiji Shiraishi [signature]
Affiliation: Hita Laboratory, 2™ Department for Testing

. Company Sanitized. Doss not contain TSCA Cay
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Abstract
For—, 28-day repeated oral administration toxicity test and 14-day
Tecovery test were carried out by using 6 head per group of Crj: CD (SD) IGS male and female
rats of 5 weeks old. The doses used were 4 levels from 1,000 mg/kg/day as the maximum dose
followed by 200, 40, and 10 mg/kg/day. Incidentally, the 1,000 mg/kg/day group and medium

control group were allowed to have TECOVETY groups.
In the present study, there was no fatal case considered to be attributable to the test

substance administration. Moreover, there were no toxicological effects of the test substance
administration observed during the whole administration term with respect to the results of
hematological tests, hematobiochemical tests, urinary tests and dissection carried out after the
administration term.

With réspect to the genéral condition, those males and females with a dose of 200 mg/kg
or higher showed soft stool, and this finding was considered to be the effect of the test substance
administration. In addition, the males in the 1,000 mg/kg group showed body weight increase
inhibition from day 12 to day 28.

In the case of organ weight measurements, the relative weight of the liver in the females
of the 1,000 mg/kg group was found to be increased.

As a result of histopathological examination, centrilobular hepatic cell hypertrophy and
single cell necrosis in the liver were observed in males of the 1,000 mg/kg group.

In the recovery test, all changes observed durin g the administration term and at the end of
the administration terms showed recovery.

The results as described above suggested mainly soft stool, bodyweight increase
inhibition and changes in the liver as an effect of the administration of~ and
from all of those changes, it was considered to be recoverable. Incidentally, the NOEL of

__mder the conditions used in the present study was estimated to be 40

mg/kg/day because of soft stool observed in males and females of groups with a dose of 200

mg/kg/day or more.

Company Sanitized. Does not contain TSCA CB!
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Materials and Methods

1. Test substance (information provided by the test requester)

1.1 Name

Another namiEEE—

CAS No.

1.2 Lot No.

13 Source
DuPontKK.

1.4 Structural formula

1.6 Name and concentration of impurity

1.7 Phys-icoehemi-ca]?foperty
State at a room temperature: brown viscous solid

Stability: unknown
Melting point: -
Boiling point: -
Vapor pressure: -
Partition coefficient: -
Hydrolysis: unknown

not contain TSCA Gl
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Dissolution: oil soluble and water soluble

Solubility:
Water Less than 50 mg/mL (measured at the institution)
DMSO Less than 50 mg/mL (measured at the institution)
Acetone -
Other
Ethanol Soluble (unknown solubility)

1.8 Storage conditions
The storage was at a room temperature (experimental storage, cabinet 6).

1.9 Handling precaution
Protective gloves, mask, cap and white lab coat were worn.

2. Experimental animals
Crj: CD (SD) IGS rats (SPF) were purchased from Nippon Charles River K.K. (Hino

Shiiku Center, 735 Komatuki, Hino-cho, Gamou-gun, Shiga Prefecture 529-1633). After
quarantine inspection and conditioning, the random extraction method by weight was used to
select animals of normal growth and good general condition, and the animals were grouped so
that the mean bodyweight was approximately same in each group. The age of the animals at the
time of the start of substance administration was 5 weeks old, the male body wei ght was in the
range of 141.7-159.9 g, and the female bodyweight was in the range of 115.5-132.9 g. The

animal identification was with ear tags.

3. Rearing environment
Throughout the whole rearing term including the quarantine inspection and conditioning

period, the animals were kept in a barrier system rearing room set at a temperature in the range
of 21-25°C, relative humidity in the range of 40-70%, number of ventilation in the range of 10-
15 times/hr and light-dark cycle with 12 hrinterval (light turned on 7 hour and off on 19" hour
of day). The actually measured results of the temperature and relative humidity were 21.9-23.9°C
and 54.6-71.8%, respectively.

On the day 2 of the recovery term, the function of the air-conditioner was suspended for §
min due to being hit by lightning causing the humidity to rise (the maximum humidity of 71.8%).
As aresult of the subsequent observation of the general condition of the animals, no abnormality
was observed, and the incident was considered not to affect the results of the study.

Prior to grouping, the animals were kept 5 head/cage in stainless steel and metal mesh
floor cages (260Wx380Dx180H mm, Tokiwa Kagaku Kikai K.K.), and after grouping the
animals were individually kept in stainless steel and metal mesh cages (165Wx300Dx150H mm,

Company Sanitized. Does not contain TSCA GBI,



Tokiwa Kagaku Kikai K.K.). The bottom trays were exchanged once a week before grouping
and 2 times a week after grouping. Incidentally, because of soft stool observed in the medium
dose group and high dose group as well as high dose recovery group, the trays were exchanged
every day from day 2 of the administration term to day 3 of the recovery term for those groups
and 2 times a week from day 4 of the recovery term. The feeders, cages and racks were
exchanged once each at the time of grouping and end of the administration term (recovery
groups only). Incidentally, the racks and cages were tagged for identification.

The feed used was a solid feed (MF, Lot No. 030510, Oriental Yeast Industry K.K.), and
the drinking water was tap water of Hita City (chlorine added) allowed to be taken freely from an
automated water feeder. The feed and rearing equipment and tools were autoclave-sterilized
(121°C for 30 min) before using. For the feed, the analytical data determined by Japan Food
Research Laboratories were obtained from the manufacturer, and the items were confirmed to be
within the standard values of the US Environmental Protection Agency Regulations. In addition,
the miscellaneous inclusions of drinking water were tested twice a year by the Kurume
Laboratory of the Institution, in one of those tests, the entire 46 items of water quality described
in the Ministry of Welfare and Health Ordinance No. 69 (becoming effective on December 1,
1993 were tested, in the second test, 32 items among them were tested, and the results were
confirmed to be within the standard values.

Throughout the whole rearing term including the quarantine inspection and conditioning
period, those rearing environmental factors showed no variations considered to affect the results

of the study.

4. Group configuration
The group configuration used was as in the following table.

Dose Dose Dose ‘ No. of animal
Test group (mg/kg/day) (‘;‘]’I{“ﬂ‘:‘; coﬁ‘j’;rg;ji‘on Male (animal No.) | Female (animal No.)
Medium control group 0 10 0 6(1-6) 6 (43 - 48)
Medium control recovery group 0 10 0 6(7-12) 6 (49 - 54)
Low dose group 10 10 0.1 6 (13-18) 6 (55 -60)
Medium dose (1) group 40 10 04 6 (19-24) 6 (61 ~ 66)
Medium dose (2) group 200 10 2.0 6 (25 -30) 6 (67 - 72)
High dose group 1,000 10 10.0 6 (31~ 36) 6(73--78)
High dose recovery group 1,000 10 10.0 6 (37-42) 6 (79 —- 84)

Reasons for doses used: a 14-day repeated oral administration toxicity test was carried out with 4

doses of 50, 250, 500 and 1,000 mg/kg/day. As a result, there were changes in the general
condition observed in the 250 mg/kg group and suspected to be attributable to the test substance.

Therefore, in the present study, the high dose was set at 1,000 mg/kg/day followed by 200, 40

S Company Sanitized. Does not contain TSCA GBI
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and 10 mg/kg/day, that is, the total of 4 doses being used. Incidentally, the recovery groups were
set for 1,000 mg/kg/day and medium control.

5. Stability of test substance
The stability of the test substance durin g the administration term was confirmed at the

Hita Laboratory of the Institution.

The stability of the test substance was confirmed by measuring its infrared absorption
spectrum before the start and after the end of the administration term.

The infrared absorption spectrum measurements were carried out by using a Fourier
transform infrared spectrophotometer (Model FTS 135, Nippon Bio-Rad Laboratories KXK.)in
the range of 4,000 cm™ — 400 cm’..

Before the start of the administration, the identification was carried out by comparing
with a spectrum provided by the test requester, and in the measurement carried out after
completing the administration term, the spectrum before the administration was used to compare

to find any change.

6. Test substance preparation

6.1 Medium
The state of suspension in pure water was found to be good, and thus, the medium

selected was pure water (Lot No. A168, Takasugi Seiyaku K.K.).

6.2 Preparation method
The test substance was accurately wei ghed and suspended in pure water by adding a

small amount of pure water at a time into an agate mortar to prepare 0.1, 0.4, 2.0 and 10.0 w/v%
solutions. Incidentally, the test substance preparation was carried out once a week.

6.3 Homogeneity test and stability test
For those test substance solutions prepared by the preparation method described above,

stability and uniformity tests were carried out at the Hita Laboratory of the Institution. As a
result, the 10.0 and 0.05 w/v% solutions prepared were confirmed to be stable in a cool and dark
place for 7 days. Furthermore, the homogeneity was found to be good.

For the homogeneity of the test substance solutions prepared, the 10.0 w/v% and 0.05
w/v% solutions immediately after their preparations were sampled at top, middle and bottom
layers with n = 3 for each layer, the samples were diluted with methanol, the test substance
concentration was measured by using hi gh performance liquid chromato graphy (HPLC), and the
homogeneity was confirmed from the relative standard deviation of the test substance

Company Sanitizad, Does not contain TSCA ¢!



22

concentrations at respective sampling sites. For the stability confirmation, the 10.0 w/v% and
0.05 w/v% solutions were stored in a cool and dark place, sampled from the middle layer with

n =3 after 3 days and 7 days, the samples were diluted with methanol, the test substance
concentration was measured by using high performance liquid chromatography (HPLC), and the
stability was confirmed by finding any change from the concentrations immediately after

preparation (results of homogeneity test).

HPLC analysis conditions
(1) Instrument used (HPLC1)
Interface: Model D-7000IF (Hitachi, Ltd.)
Pump: Model 1.-7100 (Hitachi, Ltd.)
Autosampler: Model L-7200 (Hitachi, Ltd.)
RI detector: Model L-7490 (Hitachi, Ltd.)
Column oven: Model L-5020 (Hitachi, Ltd.)
Date processor: Model D-7000 HPLC System Manager (Hitachi, Ltd.)
(2) Measurement conditions
Column: Shodex Asahipak GF-310HQ 7.6 mm L.D. x 300 mm
Column temperature: 40°C
Mobile phase: methanol
Flow rate: 1 mL/min
Amount injected: 50 uL

7. Administration
A syringe (Terumo Corp.) with a Nelaton catheter (Terumo Corp.) connected was used

to carry out forced oral administration everyday in the morning repeatedly for 28 days.

Subsequently, a recovery term of 14 days was set.

8. Observations and tests : .
The day and week calculation system is as follows. The day to start substance

administration was set as day 1, the day before the day to start substance administration was set
as day —1, and the week when the administration was started was set as week 1. Furthermore, the
next day of the final day of substance administration was set as day 1 (recovery), and the week of

starting the recovery term was set as week 1 (recovery).

8.1 General condition

| _ Company Sanliized, Does not contain TSCA ¢i
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The general condition was observed 3 times a day before substance administration (in the
morning), during and after substance administration and in the afternoon everyday from day 1 to
day 28. During the recovery term, the observation was carried out once a day in the morning
every day from day 1 (recovery) to day 14 (recovery).

Incidentally, the symptoms observed were summarized every week, the animal No. of
animal showing a symptom was recorded in an individual table (Addendum). Furthermore, the
symptoms observed were classified as those observed during the administration term and those
in the recovery term, and the number of cases observed in each group was recorded in a group

table (Table).

8.2 Bodyweight measurement

The measurement was carried out on day-2 (at the time of grouping) before substance
administration, day 1, 3, 8, 12, 17, 21, 26 and 28 during the administration term and day 1
(recovery), 5, 10, and 14 during the recovery term.

Incidentally, to calculate relative wei ght of organs, the bodyweight measurement was
carried out at the end of the administration term and end of the recovery term.

8.3 Feed intake measurement
The measurement was carried out once before substance administration, on day 3, 8, 15,

22, and 28 during the administration term and day 4 (recovery), 8 and 14 during the recovery

term.
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8.4 Hematological test
The measurements of the following items were carried out on blood or plasma samples

collected from the abdominal aorta under ether anesthesia after overnight fasting(16-20 hr) at the

end of administration term (excluding the recovery groups) and at the end of the recovery term.
As an anti-coagulant, a 3.2% aqueous solution of sodium citrate was used in the case of

measurements of prothrombin time, and activated partial thromboplastin time, and EDTA-2K

was used for other measurements.

Item , Method
1) Red blood cell count (RBC) (x 104/pL) Electric resistance method
2) White blood cell count (WBC) (x 10%/uL) Electric resistance method
3) Hemoglobin concentration (Hb) {g/dL) Non-cyanohemoglobin
method
4) Hematocrit (Ht) (%) RBCxMCV
' 10°
5) Mean corpuscular volume (MCV) , (fL) Electric resistance method
6) Mean corpuscular hemoglobin content (MCH) (pg) «10°
RBC
7) Mean corpuscular hemoglobin concentration (MCHC) | (g/dL) Hb 10?
Ht

8) Platelet count (Platelet) (x 10%uL) Electric resistance method
9) Reticulocyte proportion (Reticulo) (%) RNA staining
10) Prothrombin time (PT) {(sec) Magnetic sensor system
11) Activated partial thromboplastin time (APTT) (sec) Magnetic sensor system
12) Leukocyte proportion (Differentiation of leukocyte) | (%) Wright staining

Band neutrophils (N-Band)

Segmented neutrophils (N-Seg)

Eosinophils (Eosino)

Basophils (Baso)

Lymphocytes (Lymph)

Monocyte (Mono)

Instrument used

1-8) Automated general hematological analyzer (Model CELL-DYN 3500, ABOTT
LABORATORIES)

9) General hematological testing device (Model ADVIA 120, Bayer Medical)-

10, 11) Automated blood coagulation meter (Model KC-10A, AMELUNG)

12) Microscope (Model VANOX, OLYMPUS)

8.5 Hematobiochemical test
From the blood collected at the same time as in the section 8.4, the serum was isolated,

and the measurements of the followin g items were carried out for serum samples prepared.
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Item Method
1) GOT (IU/L) UV method (JSCC-based formula)
2) GPT (TU/L) UV method (JSCC-based formula)
3) Alkaline phosphatase (ALP) (IU/L) p-Nitrophenyl phosphate method
4) Cholinesterase (ChE) (TU/L) Butyrylthiocholine iodide method
5) v-GTP (IU/L) L-y-glutamyl-3-carboxy-4-nitroanilide method
6) Total cholestero] (T-Cho) (mg/dL) COD-ADPS method
7) Triglyceride (TG) (mg/dL) GPO-ADPS glycerol erasure method
8) Blood glucose (glucose) (mg/dL) Hexokinase-G-6-PDH method
9) Total protein (T-Protein) (g/dL) Biuret method
10) Albumin (Albumin) (g/dL) Bromocresol Green method
11) A/G ratio (A/G ratio) Albumin/(T-Protein — Albumin) (calculated value)
12) Urea nitrogen (BUN) (mg/dL) Urease-GIDH method
13) Creatinine (Creatinine) (mg/dL) - Creatinase-F-DAOS method
14) Total bilirubin (T-Bil) (mg/dL) Azobilirubin method
15) Calcium (Ca) (mg/dL) OCPC method
16) Inorganic phosphorus (IP) (mg/dL) _Fiske-Subbarow.method ,
17) Sodium (Na) (mEq/L) Crown-Ether membrane electrode method
18) Potassium (K) (mEg/L) | Crown-Ether membrane electrode method
19) Chlorine (CI) (mEq/L) Coulometric titration method
Instrument used
1-3), 6-8), 12), 13), 15), 16) Automated biochemical analyzer (Hitachi Model 7170
Automatic Analyzer)
4), 5),9), 10), 14) Automated biochemical analyzer (Hitachi Model 7150
Automatic Analyzer)
17-19) Electrolyte analyzer (Model PVA-olll, A&T)

8.6 Urine test
The measurement was carried out once (day 28) during the administration term

(excluding recovery groups) and once (day 14 (recovery)) during the recovery term.

For a urine sample (about 16 hr accumulation) collected in an individual metabolic cage
(150Wx200Dx263H mm), the amount and coloration were measured, and the measurements of
PH, protein, ketone body, bilirubin, occult blood, glucose and urobilinogen were carried out by
using tést paper (N-Multistix® Bayer Medical). .

8.7 Pathological test
1) Dissection

All cases were observed in detail.

2) Organ weight measurement
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For all cases, the weight measurements of the following organs were carried out.
Furthermore, relative weights were calculated based on the bodyweight measured at the end.
Liver, kidney, testicles, ovaries, brain, spleen and adrenal gland

3) Histopathological examination
(1) For all cases, the following organs and tissues were collected.

Classification Organ or tissue

Respiratory system Trachea, lung

Digestive system Incisors, esophagus, stomach, intestines (duodenum, rectum),
pancreas, liver

Cardiovascular system Heart

Urinary system kidney, bladder

Reproductive system testicle, epididymis, prostate gland, seminal vesicle (including
coagulating gland), ovary, uterus and vagina

Nervous system Brain (cerebrum and cerebellum)

Hematopoietic system bone marrow (femur), mesenterium lymphatic nodes, spleen,
thymus gland

Endocrine system pituitary gland, thyroid gland (including parathyroid gland),
adrenal gland

- Sensory organ eyeball

The organs and tissues collected were fixed in a 10% neutrally buffered formalin
solution. Incidentally, the testicle and epididymis were fixed with Bouin’s solution.

(2) For the following organs and tissues, paraffin-embedded section specimens were prepared,
stained with hematoxylin-eosin stainin g and observed under an optical microscope.

Study group Organ or tissue
Medium control group Stomach (anterior stomach and glandular stomach), intestine
(duodenum, Jjejunum, ileum, cecum, colon and rectum), liver,

heart, kidney, spleen and adrenal gland

Medium control recovery Liver (male only)

group
200 mg/kg group Liver (male only)
1,000 mg/kg group Stomach (anterior stomach and glandular stomach), intestine
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(duodenum, jejunum, ileum, cecum, colon and rectum), liver,
heart, kidney, spleen and adrenal gland

1,000 mg/kg recovery group Liver (male only)

(3) Following organs and tissues examined as naked eye-observed morbid portions

Study group (animal no.) Organ or tissue
40 mg/kg group (No. 22) Kidney
200 mg/kg group (No. 30) Spleen
1,000 mg/kg recovery group (No. 42) Spleen

9. Statistical method
The results on bodyweight (except at the time of body removal), feed intake.

Hematological tests, hematobiochemical tests, amount of urine and organ weights were tested for
equality of variance by the Bartlett method, and if there was equal variance observed at a 5%
significance level, a one-way analysis of variance was carried out. If the results of analysis of
variance showed a significant difference, a test by the Dunnett method was carried out between
the medium control group and respective administration groups.

If no equal variance was observed, a Kruskal-Wallis test was carried out, and if there was
a significant difference observed, a test was carried out between the medium control group and
respective administration groups by using the non-parametric Dunnett method.

Factors affecting study
1. Unpredictable incident suspected to affect the reliability of the test results

In the hematobiochemical test of one case (No. 2) in the medium control group, the blood
glucose showed an abnormally high value. The result was far higher than the background value
of the Laboratory. The result was considered as a reference value because of a risk of affecting
statistical processing and excluded from the statistical analysis. Incidentally, this was
nolmsottice1] considered to show any effect on the result of evaluation in the study.

The function of the air-conditioner was temporarily suspended for 8 min due to a lighting
strike on day 2 of the recovery term causing the humidity elevation (maximum humidity of
71.8%) in the rearing room. As a result of the observation of the general condition carried out
subsequently, no abnormal finding was found, and the incident was considered to have no effect

on the results of the study.

2. Violation of the study protocol
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According to the study protocol, the bottom tray exchange was to be carried out twice a
week, but in the medium and high dose groups as well as high dose recovery group, soft stool
was observed, and the tray exchange was carried out every day from day 2 of the administration
term to day 3 of the recovery term. This incident was notmvsofsice2) considered to cause any effects

on the results of evaluation in the study.

3. No environmental factor considered to affect the reliability of the results of the study was

observed

Test results

1. General condition (Table 1, Addendum 1)
1.1 During the administration term
Male: soft stool (6/6) in the 200 mg/kg group and soft stool (12/12) in the 1,000 mg/kg groups
<State of appearance of soft stool>
In the 200 mg/kg group, sporadically or continuously observed from day 15 to day 28.
In the 1,000 mg/kg groups, sporadically or continuously observed from day 2 to day 28.
Female: soft stool (2/6) in the 200 mg/kg group and soft stool (12/12) in the 1,000 mg/kg groups
<State of appearance of soft stool>
In the 200 mg/kg group, sporadically observed from day 16 to day 28.
In the 1,000 mg/kg groups, sporadically or continuously observed from day 2 to day 28.

1.2 During the recovery term
Male: soft stool (6/6) in the 1,000 mg/kg group
<State of appearance of soft stool>
In the 1,000 mg/kg group, observed from day 1 to day 3
Female: soft stool (5/6) in the 1,000 mg/kg group
<State of appearance of soft stool>
In the 1,000 mg/kg group, observed from day 1 to day 3

2. Bodyweight (Figure 1, Table 2, Addendum 2)

2.1 During the administration term
Male: in the 1,000 mg/kg group, low value observed on day 12 and low value tendency

observed from day 17 to day 28
Female: no abnormality observed

2.2 During the recovery term
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Male: in 1,000 mg/kg, low value observed from day 1 to day 14

Female: no abnormality observed

3. Feed intake (Figure 2, Table 3, Addendum 3)

3.1 During the administration term
Both males and females showed no abnormalities.

3.2 During the recovery terms
Male: no abnormality observed
Female: in the 1,000 mg/kg group, high value observed on day 8

4. Hematological tests (Table 4, Addendum 4)

4.1 At the end of the administration term
Male: in the 200 mg/kg group, shortened activated partial thromboplastin time observed

Female: no abnormality observed

4.2 At the end of the recovery term
Both males and females showed no abnormalities.

5. Hematobiochemical tests (Table 5, Addendum 5)

5.1 At the end of the administration term
Male: in the groups of 200 mg/kg or higher dose, reduced albumin observed. In addition,

in the 40 mg/kg group, increased alkaline phosphatase observed.

Female: no abnormality observed.

5.2 At the end of the recovery term
Male: in the 1,000 mg/kg group, reduced blood glucose level observed

Female: no ahnormaljty ohserved

6. Urine tests (Table 6, Addendum 6)

6.1 At the end of the administration term
Both males and females showed no abnormalities

6.2 At the end of the recovery term
Male: in the 1,000 mg/kg group, increased amount of urine observed

Female: no abnormality observed
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7. Organ weight (Tables 7 and 8, Addendums 7 and 8)
7.1 At the end of the administration term

Male: no abnormality observed
Female: in the 1,000 mg/kg group, increased relative wei ght of the liver observed

7.2 At the end of the recovery term
Male: in the 1,000 mg/kg group, increased relative weights of testicle and brain observed

Female: no abnormality observed

8. Dissection (Table 9, Addendum 9)

8.1 At the end of the administration term
Male: in the medium control group, pyelectasia (1/6) of the kidney; in the 40 mg/kg

group, pyelectasia (1/6) of the kidney; and in the 200 mg/kg group, whitened
section (1/6) of the spleen observed
Female: no abnormality observed

8.2 At the end of the recovery term
Male: in the 1,000 mg/kg group, node in the spleen (1/6) observed

Female: no abnormality observed

9. Histopathological examination (Table 10, Addendum 9)

9.1 At the end of the administration term-
Male: in the 1,000 mg/kg group, centrilobular hepatic cell hypertrophy (+, 3/6) and single

cell necrosis (+, 4/6) in the liver observed. In addition, in the medium control
group, pyelectasia of the kidney (+, 1/6); in the 40 mg/kg group, pyelectasia of the
kidney (+, 1/1); and in 200 mg/kg group, small granuloma (+, 1/6) in the liver and
local necrosis (++, 1/1) in the spleen was observed

Female: single-occurrence cyst (+, 1/6) in the medulla of the kidney was observed in the

~medium control group.

9.2 At the end of the recovery term
Male: in the medium control group, small granuloma (+, 1/6) of the liver and in the 1,000
mg/kg group, follicle hypertrophy (++, 1/1) of the spleen observed

Female: no examination carried out
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Discussion

The forced oral administration of as carried out to Crj: CD (SD) IGS
rats at 4 dose levels of 1,000, 200, 40 and 10 mg/kg/day to carry out 28-day toxicity test and 14-
day recovery test.

In the present study, no fatal case considered to be attributable to the test substance
administration was observed. Moreover, no effects by the test substance administration were
observed on the results of feed intake during the administration term, hematological tests, urinary
tests and dissection carried out at the end of the administration term.

In the general condition, both males and females of those groups with a dose of 200
mg/kg or higher showed soft stool considered to be caused by the test substance administration.
However, no effects were observed on the results of pathological tests for changes in the
digestive tract, etc. Furthermore with respect to body weight, the increases were observed to be

inhibited in males of the 1,000 mg/kg group from day 12 to day 28.
As aresult of the hematobiochemical tests carried out, the males of the 200 mg/kg or

higher groups showed reduced albumin, but the changes were all fluctuations within the
background value range of the Laboratory™!), the dose-dependency of the results was found to be
poor, and consequently, the changes were not considered as an effect of the test substance

administration.
In the measurements of organ weights, the relative weight of the liver was observed to be

increased in the females of the 1,000 mg/kg group. Furthermore, as a result of the
histopathological examination, centrilobular hepatic cell hypertrophy and single cell necrosis of
the liver were observed in the males of the 1,000 mg/kg group. Those changes were considered
to be attributable to the effects of the test substance administration on the ljver.

In addition, there were changes other than those described above observed at the end of
the administration term, but they were observed only sporadically, no dose-dependency was
observed, and they were considered to be accidental chan ges.

In the recovery test, the soft stool in both males and females of the 1,000 mg/kg group
was continued during the recovery term, but both males and females showed no soft stool on day
4 showing that it was a recoverable change. In addition, the bodywei ght was found to remain low
in the males of the 1,000 mg/kg group, but the increases were found to be roughly the same as
those observed in the medium control group, and consequently, it was considered to be a
recoverable change. In addition, several items showed sporadic changes, but they were not
observed at the end of the administration term; furthermore, no related changes were observed,
and consequently, they were considered to be accidental changes.

As effects of the administration of soft stool, bodyweight increase
inhibition and changes in the liver were suggested from those results obtained, and those changes
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were considered all recoverable changes. Incidentally, the NOEL of —in rats

under the conditions of the present study was estimated to be 40 mg/kg/day because of soft stool
observed in both males and females of the groups with a dose of 200 mg/kg/day or higher.

1) Background value of the Laboratory (at the end of the administration term): medium/pure

water (containing gum arabic and CMC)
Item Sex n Mean +2 S.D.

Albumin (g/dL) Male 228 277+0.2
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Table | Twenty-eight-day repeated-dose oral toxicity study in rats

37

Summary of clinical signs
Sex Signs Administration Perjod Recovery Period
mglkg/day VC vC i0 40 200 1,000 1,000 vC 1,000
x &)
Male ta ta ta ta ta ta ta ta ta
¥ 5 6 6 5 6 § 6 3
No abnormalities detected 6 6 6 6 6
Soft stool 6 6
Female . ta ta ta ta ta ta ta ta ta
6 6 6 6 6 6 6 6
No abnormalities detected 6 6 6 6 4 6 1
Soft stool 2 6 6 5

a) Number of anfmal§ examined.
VC, Vehicle control; (R), Recovery.
ta, terminal autopsy.
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Study object
A stability test is to be carried out for the test substance used in “Rat 28-day repeated oral

administration toxicity test of —in rats’— during the administration

term. Furthermore, the homogeneity and stability are to be tested for the test substance in its

preparation solutions.

Test item
Stability test for test substance
Homogeneity and stability test of test substance in its preparation solution

Measurement date
Test substance stability test June 4, 2003 (before the start of administration)

August 27, 2003 (after the end of administration)

Stability test of test substance in preparation solution July 1, 2003
- July 8, 2003

Homogeneity test of test substance in preparation solution July 1, 2003

Test results
The test substance used in “Rat 28-day repeated oral administration toxicity test of

in rats’ was found to be stable during the administration term,
The test substance in the preparation solution was found to be stable for 7 days after

preparation. Furthermore, the relative standard deviation of the test substance concentrations at

various sampling positions was less than 5% confirming the solution has good homogeneity.

Company Sanitized. Does not coniain TSCA CBI
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1. Test materials
1.1 Test substance
1) Name

2) Lot no.

3) Source
DuPont K.X.
4) Storage condition
It was stored at a room temperature (in the test substance storage room, cabinet No. 6).
1.2 Test substance preparation solution
1) Concentration
S
2) Medium
Pure water

3) Storage condition
Stored at a cool and dark place (Biotron Building (7), Test room 3, refrigerator).

2. Testing method
2.1 Stability test for test substance

The stability of the test substance was confirmed by measuring the infrared absorption
spectrum before and after the administration term.

The infrared absorption spectrum measurements were carried out using a Fourier
transform infrared spectrophotometer (Model FTS 135, Nippon Bio-Rad Laboratories K.K.) in
the range of 4,000 cm’ ~ 400 cm™. Before the start of the administration, the identification was
carried out by comparing with a spectrum provided by the test requester, and in the measurement
carried out after completing the administration term, the spectrum before the administration was

used to compare to find any change. 3

2.2 Homogeneity and stability test for test substance in preparation solution

For the homogeheity of the test substance solutions prepared, the 10.0 w/v% and 0.05
w/v% solutions immediately after their preparations were sampled at top, middle, and bottom
layers with n=3 for each layer, the samples were diluted with methanol, the test substance
concentration was measured using high performance liquid chromatography (HPLC), and the
homogeneity was confirmed from the relative standard deviation of the test substance
concentrations at respective sampling sites. For the stability confirmation, the 10.0 w/v% and
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0.05 w/v% solutions were stored in a cool and dark place, sampled from the middle layer with
n=3 after 3 days and 7 days, the samples were diluted with methanol, the test substance
concentration was measured by using HPLC, and the stability was confirmed by finding any
change from the concentrations immediately after preparation (results of homogeneity test).

2.3 Standard solution preparation
In methanol, 0.1029 g of the accurately weighed test substance was dissolved, and it was

made up to exactly 100 mL to obtain a 1.029 ug/mL standard stock solution. It was diluted with
methanol to prepare standard solutions.

Standard solution concentrations: 103, 206, and 309 ng/mL

A suitable amount of the standard stock solution was diluted 500 times with pure water
and then methanol to obtain a medium-added standard solution for test substance concentration
measurement in the 10 w/v% preparation solution.

Standard solution concentrations: 103, 206, and 309 pg/ml
A suitable amount of the standard stock solution was diluted 2.5 times with pure water

and then methanol to obtain a medium-added standard solution for test substance concentration

measurement in the 0.05 w/v% preparation solution.
Standard solution concentrations: 103, 206, and 309 pg/ml

2.4 Pretreatment
1) Test substance stabulity test
The KBr solution film method was used.
2) Homogeneity and stability of test substance in preparation solution
The preparation solution was stirred thoroughly with a magnetic stirrer, and the following
pretreatment procedures were carried out.
(1) 10 wivo Preparation solution
To 0.5 mL of the preparation solution, methano] was added to accurately make up to 25

(2)0.05 W/v% Preparation solution
To 4 mL of the preparation solution, methanol was added to accurately make up to 10

mL.. The solution prepared was used as an HPLC sample (dilution proportion of 2.5).
2.5 Measurement condition

1) Infrared absorption Spectrum measurement condition
(1) Instrument used

- Lomp any $ amtlzead Boss not sontain TSCA oms
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Infrared spectrophotometer: Model FTS 135 (Nippon BioRad Laboratories KXK)

(2) Measurement condition
Wave number: 4,000 cm™ - 400 cm!
2) HPLC analysis condition
(1) Instrument used (HPLC1)
Interface: Model D-7000IF (Hitachi, Ltd.)
Pump: Model 1.-7100 (Hitachi, Ltd.)
Auto-sampler: Model L-7200 (Hitachi, Ltd.)
RI detector: Model 1.-7490 (Hitachi, Ltd.)
Column oven: Model 1.-5020 (Hitachi, Ltd.)
Date processor: Model D-7000 HPLC System Manager (Hitachi, Ltd.)
(2) Measurement condition
Column: Shodex Asahipak GF-310HQ 7.6 mm LD. x 300 mm
Column temperature: 40°C
Moving phase: methanol
Flow rate: 1 mL/min
Amount injected: 50 uL

3. Data processing in homogeneity and stability test for standard substance in preparation

solution
3.1 Detected value
The peak area was used as a detected value.

3.2 Working curve preparation
Standard solutions were prepared according to procedures in 2.5 and section 2), and from

the detected values on the chromatograms obtained and known concentrations, a working curve
was prepared. The working curve prepared passed the origin and showed good linearity, but the
detected values and chromatograms of the test substance were different depending on the content,
of the medium used in the preparation solutions, and thus, for the quantitative determination of
the test substance in the 10 w/v% preparation solution and 0.05 w/v% preparation solution,
medium-added standard solutions were used. The standard solutions of the 10 w/v% preparation
solution and 0.05 w/v% preparation solution were prepared according to procedures in 2.5 and
section 2), and from the detected values on the chromatograms obtained and known
concentrations, working curves were prepared. The working curves Prepared passed the origin
and showed good linearity. Therefore, the quantitative determination of analytical samples was

- Company Senitized. Does not contain TSCA GBI
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carried out using a standard solution of a medium concentration with one-point weight

determination.

3.3 Computation of test substance concentration in analytical samples
The following formula was used to calculate the concentration (C: W/v%) of the test
substance, and the results of the computation were round up to 3 digits.
C = CsxAxD / Asx10,000
Cs: test substance concentration in standard solution (ug/mL)
As: peak area of test substance in standard solution
A: peak area of test substance in each HPLC sample
D: dilution proportion of each HPLC sample

4. Test result

4.1 Test substance stability test
The infrared absorption spectrum (Figure 1) provided by the study requester was found to

coincide with an infrared absorption spectrum (Figure 2) of the test substance measured prior to
the start of test substance administration at the Hita Laboratory of the Institution. Fmthermore,
an infrared absorption spectrum (Figure 3) measured after completion of the administration

showed no change.

4.2 Quantitative determination
Figure 4 and Figure 5 show working curves, and Figure 6 and Figure 7 show typical

chromatograms. The working curves showed good linearity with correlation coefficient R=0.999.

4.3 Stability test in test substance in preparation solution
Table 1 shows the results of the stability test for the test substance in preparation

solutions. ‘
For the 10 and 0.05 w/v% preparation solutions, the means of the test substance
-concentration immediately after preparation were in the range of 100 + 10% of the prescribed
values. In addition, the test substance concentrations after 3 days and 7 days were within
100 + 10% of the results on the test substance concentration immediately after preparation.

§ a@ p g ,@aﬁ% 30 28 ﬁ@@ EE@% a9 ii‘
' o %%E d 2 & ] @ ﬁ@ﬁitaﬁ! i%}{a& i:ﬁ



Table 1 Chemical stability of the test substance in dose formulations

Nominal Mean conc.(w/v%) RP.
conc.(w/v%%) Immediately* | 3 days* 7 days* (%)
10 10.8 108 10.7 99.1

[ 005 0.0538 0.0539 _0.0538 - | ypp

*: after preparation

RP.(%): Rate of the final concentration to the concentration me.

after preparation

4.4 Homogeneity test of test substance in preparation

Table 2 shows the results of the homogeneity test ¢

- preparation solutions.

The results on the relative standard deviation of the test substance conc

at respective layers was

less than 5% for all concentrations of 10 and 0.05 w/v%.

Table2 Physical stability of the test substance in dose formulations

asured immediately

arried out for the test substance in the

entrations sampled

Nominal conc. ! Layer of Actval cone. | Mean conc. R.S.D.

{(wiv¥s) measurement (w/v%e) (Wiv%) (%)
| | top 10.8 ]
10 | middle 109 10.8 0.5

| bottom 10.8

[ top 0.0540 ,
005 |  middle 0.0536 0.0538 04

bottom | 0.0537 |

R.8.D.(%): Relative standard deviation
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Fig6 Typical chromatogram for 10 w/v% dose fc'.»_nnuiaﬁon analysis
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Addendum ]-] Twenty-eight-day repeated-dose oral toxicity study in ratg
Clinical signs of individual animals
Vehicle control

Administration Recovery
Signs - Sex 1 2 3 4 1 2 (week)
' 1,234 1,234 1,2,34, 1,234,
No abnormalities detected Male 5,6,7,8, 5,6,7,8, 5,6,7.8, 5,6,7.8,  7.8,9,10, 7.8,9,10,
: 9,10,11, - 5,10,11, 910,11, 910,11, 11,12 11,12
R - SR 2 12 e
43,4445, 43,44 45, 43,44,45, 43,44,45,

Female 46,47,48, 46,47,48, 46,4748, 46,47,48, 49,50,51, 49,50,51,
49,50,51, 49,50,51, 49,50,51, 49,50,51, 52,53,54  52,53,54
52.53.54  52.53.54 52,5354  52.53.54

2) Animal nimber,

Addendum 1-2 Twenty-eight-day repeated-dose dra] toxicity study in rats

Clinical signs of individual animals

10 mg/kg/day
Administration Recovery
Signs Sex 1 2 3 4 1 2 (week)
" 13,1415, 13,1415, 13,14,15, 13.14.15
No abnormalities detected Mal M T iniidad i
s cetecte e SR OIS 1618ty
35,56,57, 35,56,57 35,56,57, 33,56,57,
F ¥ ¥ 3 £ 7 £ k] £ > > td 3
e g 5060 58,59,60 _ 58,59,60  58,59.60
2} Animal number.
Addendum 1-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Clinical signs of individua] animals
40 mg/kg/day
Administration Recovery
Signs Sex’ 1 2 3 4 1 2 {week)
" 19,2021,% 192021, 19,2021, 19,301
N 1 d > £ a > » » > > » » 3
? sbnomaliies dtecte SlBE mmal mma pax
Female 61,62,63, 61,62,63, 61,62,63, 61,62,63,
64,65,66 64,65,66 64,65,66 64,65,66
a) Animal number,
Addendum 1-4 Twenty-eight-day repeatéd-dase oral toxicity study in rats
Clinical signs of individual animals
200 mg/kg/day
Administration Recovery
Signg Sex 1 2 3 4 1 2 {week)
- 25,2627 252627, .
No abnormalities detected M.a]" _____ 25§ :2.9_31)_-__235,_%5_),_3_(3 ______ 27__,_33 ...................................
Femal 67,68.69, 67,68,69, 67,70,71, 67.68,70,
, , T T omm m 71,72
25,2628, 25,2627,
Soft stool M e 29302930
Fernale 68,69 69

2) Animal number.
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Addendum ]-3 Twenty-eight-day repeated-dose oral toxicity study in rats

Clinical signs of individual animals
1,000 mg/kg/day )

65

Administration Recovery
Siens Sex 1 2 3 4 1 2 (week)
.. 32,36,37,% 37,38,39,
No sbnormalties detected g SBR s R
73,7495
Female 76,7880, 7580 5o 78,79 go /%8081,
83 82,83 84
81.83 .
313533, 313933
31,3334, 31,3233, 13233, 31,3233,
3839, 34459y 343536, 343536, 373830,
Soft stool Male 35’13’3 % ;‘;’if)’?;i’ 37,3940, 37,3839, 40,4142
......................... ’...’.._.-....4.1_----..".Q::“.L.“Z--.-...-..--.-.._--.-----.---.-.
374776 739455,
Female 717982 ;3;;;5 77,78,80, 76,77,80, 79,8182,
84 g4 518283, 81,8283 8384
. 84 84 .

a) Animal number,
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66

9°59%7 1622 €681
£ seg - L TEg 8'962 ¢ 882 L' Lgzg €°102
£'eve §'9ge 8'21e €492 §°¢ve 0217
8'9T¢g 8°808 6'¢8z - 8°85¢2 L 114 2°881
¢°89¢ T ese T°81¢ §°¥82 9°6ez 6°602
Y v6¢2 6'€8g 8'£0%7 6 ¥¥e 2'21z L0871
5°0LE ¢'8s¢g § 188 9'982 8'2%¢2 112

2°9¢gg 6°LgE 9°L62 2112 5622 6°002
1°89g 6°€ve £°g1e 2082 £°8E2 T°90¢
£°99¢ £°09¢e

1'6Le 2'gee L'86T

.6°8971 87057 L'8e1 134
T'987 vEevT 0821 074
L7101 €°8%T 8 0eT 8e
£€'997 8 181 L 821 8g
89971 L°PPT 976271 Le
L 2871 0991 L 821 g€ 000‘t
T egt 8191 6°2zgt se
S'est 7971 8°981 Ve

¥'081 §°8%71 8°

6°2ZLT % EST 0°821 62
2°087 S 9971 6821 8¢

8°%Te 8°90¢ §'6L2 17852 £0ee 1 66T
§'GLe L' LgE 0°'1gg B 10¢g 1°'85¢2 g oze
§'g1e 0°Eoe 0°9842

6°762 9852 0°122

8887 8°2%1 [N 441

¥reer T eyt §$°921 44
T°T41 07051 0°827 [44 . ayey

¢ 8ve 8°0v¢e 87608 g8z 2578 6:°912
S'og¢ 0°ZLe T Lee 9'108 1852
8°8gg E°'¥EE

6°€02 s gag 66871

0°8971 08T

69971 9°8%71 87821 L1
2°8971 67051 £ 0¢er a7

0°88¢ E'gLe g LEe 1°L62 g°gg9z 6°0z2

0°658 0°09¢g £'gge 6°v62 0°55%
B'SEE 5°62¢

0°40¢ 0°€9g L 'ggg
£°89¢ 0" Lge 9°LTE 2483 S vve 2112
S'LLE ¥ L9¢ 8°7¢gg 8°L8% 5448 T'818
9°9gg S°Pve 9'e1E €987 IR 4 L'80%
0°Leg v 68¢ T'Lye 2°91¢ 8°89%g 0°682
T 2Le T°%9¢ [T A $°26¢7 4'E57 T'€12
0" Lee 293¢ $'%8g 0°L9g - 0'Lgg 681
9°138¢ 8°08g 61 2°'y8g 8°0%2 §°L0g

L'LLg S'ele ¥'eee £'80g - 8982 £'628
6°599¢ ¥ ose 9°v18

(séep) gz
pojaad uepjelySruupy

7T
9°697 L' T¥T L 0ZT T
9 BLT 8'65T 1°9¢T 01
8191 9 PPT 0821 8
¥ TLT PUIST - Leggr 8
8 F91 7 8HT 0°887 L 1049100
2°6LT 9°2971 2 2ET 9 810Tyap
§° %91 1'991 £'821 g
1°091 8 ev1 v L3 ¥
€201 8'T¥T g g
z
T

"ON [euruy {4ep/3y/3m)

dnoa3-dyy Xag

(3)syenrun TBRDIAIDUL Jo syy3ray Apog
SIB1 U7 Apnys £3101%0) a0 850p-patsaday ABP-14B10-fqupng -2 unpusppy

d. Boes not Contain TSCa Bl

Company Sanitize




67

6'2¢2 ¥ o8z
VL6T €687
679712 L v0g
0'€1zg §-L02
V'ETR 6072
L 68T 9°0871

v'81¢2 2912
2°60¢

6'€1¢g £ 217
s'ozzg E'vgz

£ 802

6°LLT T'9LT
S'21z E'T1g

8
v'est 8°'T1T €8
T 1971 S T1EY 69271 Lg1Y c8
LTTLT £°087 S°8¥1 8ge1 T ezr 0°9TT Y'p01 18 .
L'goy 92871 € LLT . 81871 L'BET L8271 97T o8
T'¥81 9°eLY 9°%91 S 251 g ger 8'%21 8607 6
¥ 00z T 6871 T LLT 28571 6 'ogT v'eet 89171 8L 0001
£°6871 6°6LT L8071 T°ag7 Sroer €18y €°L0T L .
9281 €781 2697 -8'BEY g8 1e7 0'r21 9.
G 28T S'L97 £°6571 ELYPT G
€881 §5°281 YL
£l
] 0827 §°8TT 2L
A A £'821 2'81T 0801 Td

¢°8671 02671 B ELT 0°091 0° 191 8621
I°8871 T 87 8401 86971
£'v02 6°v67

0'ger 9°z21 8B
8°981 - B'8LT 97197
0'80¢z L 167

vrzer 2 ITT 69
€987 £ 9¢e1 L g1
L°80g 678871 ST 1LY
8 FoT 8987

0'012 £'00z
Yere 6°00%
§'€og 6°L87T
8°80%2 6°'E8T

8212 £ 80g
6°e87 E'g8t1
44 0°91z

sy £9
€927 §8°517 ¢ Z17 Zg

6°8.7 B zgy 6°THT 12671 811 19
6°967 é°.81 ¥iILY 8'00971 1%y 9°'82T1 6 eTY 0s
0'zer ¢ 181 0’89t 8957 £°TET 9°8T1 £'801 8% [0I3u0g
8°L81 8281 L LYT 99971 §'Let 6821 811 8y 2191yay
S'veT 9 68T 1°997 8657 L'geT £'egt 8811 Ly
0'0871 L0871 0 zLx 8°gnt 5°8e7 vrger
0987 8'1.L1 §'291 T Lyt
9°2LT 17997

————
“ON Temjuy Aaww\mx\wev
, dnoas «dyq xag

(3)s18mrun

. TUPIAIPUL 30 S1yg1en gpog
S384 Uy fpnyg £1791%09 {20 850p-palBadayg ;aw,u:mmmna“=mxa &-2 mpuappy

Ompany Sanitized. Does not contain TSCA CBI

e




68

£8
68322 0°41g 28
0°¢c0g 97902 8- L4871
6°5Lg S$°09z
9823
$g 88ma y
6°0ez L2282 €5
E°L08 8'887 Y081 [ T043u00
8°8%¢ 8 19z S'vez L'0ze T8 8191ya)
€ 8vz E‘gve |8 144 0§
298z
2°%9¢g '
© T'9E¥ 8 vey §'zLg 1874
E'0TY L ggg 8°2o¢ 0°g9gg 0%
¢'90% £'18¢g 0°Lgeg S°pee
T°5T% 1-Lgg
S'eLg
ayey
. £'gop T
0" 9% 8°8T% g'z8¢ 0T ‘J0a3u00
£°06% 99Ty B'08e ¥ 69¢ 8 I ETEN
L7 8%y '0ey 5 00% 8
6" TEY 6 Z1¥ : L
(sdep) 31

pojaad Aasaooay

. —
‘0N TRuyuy

(4ep/8y/3u)
dnou3-dxg

xag
(8)s1v01100

$981 uy dpags £31a1%00 fv10 asop

T80pIA|pY; 10 8yyay0n 4pog
-pajeadey amvnu:wﬁaxmuzmza

£-2 5=ﬁ=mvv<

tized. Does not contain TSCA CBi

H
A

Company San



N
\D

0'gg
g 82
02z
¥ 82
0°'82
2Ly
9°'5¢

9°67
8'1g
8'¢z
222
T'vg
L'2g
0'gz

9°82
622

0°%z7

Yoz 987 ov
g gy 112 ¥ op 68
9°'12 9°81 9°61 i
9°1g v°02 78T 9p 000°1
il ;o E°6T 9e
0'EZ L'07 .01 i¢
£ 12 8°0% 881 v
8 ez Y

‘ 41

8 gy L2z 21z 0t
0'1g L'871 Rt oz
S8BT 0°'0¢g 881 8g o
[ 4 v To

L've

9 L2
69z
L 8g
168
L9z

(s4up) gz

e'ge

POLIad uorjeaysTupupy

22 o
102 B oy 2z N
v've 8 1
§$°0z2 -
112 £°0z 105 11
VAl T4 817 6137 81 N
L' g2 E
Z2°12 L 8T 4
£ vz 6°€2 ¢ o7 n
v'ze £ 61 ¢ ez m
61t 0o E'Tg g
8 12 002 287 h —
89z L%z (A4 8 B101aY
0°gz 8:07 2z ;
L'02 L°81 7 o1 s
z'22 1 07 sl :
65z 9°2g 8ot ¢
o B 81 L'8Y T

'Of [eu1uy

(4%p/8y/3m)
dnoag-gyg

xag
Aawv\ymn\uvmumsmzw 18RpIATpUT 0 Sayelur pooy
S181 ur fpags £3191%0y 1ea0 880p-pajueday mmu-u;mwe->u=mzh

I-¢ 5=ﬁ=wvﬁ<

i Bl
poes not pontaint T8CAC

Company Sanitized.



70

8712 0°02 L8717 76T G BT 0°0% 4]
9767 £'61 8°07 06T 0781 L'987 £8
9871 2671 0°8T E°LT 0°981 8°91 (4]
591 6°7T A1 §°V7 &'¥1 g g1 T8
3°02 L6T1 2°8T1 V8T 18T L'LT 08
2°q1 £°49T B 9T 881" 0" LT 9°97 6L
68T 6°LT 0" LT 887 8°61 0°871 8L 000°1
§°81 € LT 197 8°071 281 L'8T Li
6°087 B'8T 2871 0797 1787 0°st 84
L' g7 £°9T1 E°%T T°8T 8°GT T°LT G2
1°87 LT §°97 v'81 86T 68°GT YL :
2'81 8'LT Vo1 L°ST 191 L4797 EL
291 v'er 0°8T1 86T €87 L7971 (43
2°971 9491 T°6T 6971 68°87 6°9T1 1L
0°81 9° LT L'9T1 ¥'et 17871 §'971 0L
Y671 681 0'81 2'8T1 £°8T1 1°81 69 00zg
87 G LT 187 £°87 L'v1 0°871 88
£ LT T'4T §LT L LT ¥'8T1 0°LT L8
¥'12 8°61 £"81 6°81 L' 81 0°LT 99
8°G671 8°91 6° %1 §°87 8°97 V&1 499
¥rLT 84T 8 LT 6°81 8°GT - 8'PT ¥9 aTeuay
G671 B8°BT 8 LT PLT B'L1 0°'8T €9 (034
0°8T LT 2°91 19071 2°07 e LY 29
£°ST 0°471 B'v1 '8t 9°'vY §°st i3
78T T°8T VLT 8°07 e 8T E°LT 09
8'ST 0°81 ¥ORT 6°GT ELT 0" 4T 3]
vLT 897 2° 97 £°81 0°07 857 89
641 6°LT ¥°LT G 81 Y8t £°LT LG 01
9787 8 %T VRT €47 89T g°61 8g
L'97Y a2 ¥'81 L°9T e 41 €971 99
0" LT 887 §°81 €87 T°91 B GT 12
6871 887 E°8T 9'81 061 T°LY €4
Vet L°87 T°81 6°%T 887 £°G61 (4
T'67 §°81 8 LT g LT L' LY 0°81 14
0°81 T°47 ¥re1 1741 2°LT E°LT 09 .
B LY §°91 9°61 ¥ o1 8°§7 L°87 8% [oJju00
97871 E'LT §°971 9°971 3°LT £'LT b4 a101iap
LA R 8°87 8°67 0°91 091 L'81 Ly
LTLT £°01 2°981 8°LT (Y 0°81 9y
y°81 VLT 0° LT 8761 8°'8T L°81 v
781 B°¥1 9°67 0797 8761 §°%T ¥y
8'81 L™ LT 8°0T o1 £'01 L'87 A4
(sdep) By (42 ’ 6T 8 £ T ‘O [empuy (#ep/2y/%u)
PorIad uoiyBISIUjUpY : dnoug+dyg x8¢
' (48p/181/3)80uTun

5182 U 4pnYs £7101%0) [va0 esop

IENPIAIPUT JO seymyuT pooy
-petReded Aup-qydie-£juesy

2-¢ unpus PRY

TeCACEE

d. Doee not contain

ize

vmpany Sanil

&



i
~

T7ge vree L°z¢ 78
9°028 2 1% E°1¢ £8
L 8T 802 681 28
0°871 ¥oLY £°87 18 000°1
L4 L' 1g 0°¢2 08
£°81 0°81 £°8% 6L
68°8T 2TLT 871 i o1Emay
T°02 8871 871 £9
LT LT ‘LT8T §°LT g9 0.19u03
8°1¢ 861 8T 18 RN
0° 08 ' 87 ¢°0¢ 0§
8 LT 8°4LT 8 LY 6%
§'9%2 [ 14 2'8¢2 (44
L' Le 282 8°6¢ 134
2'82 2°8% 9°82 14
0792 6°'92 YLz 66 000'T
L0 6°02 Tie 88 .
1°ve 3've 078 LE
L'8g 0°Le 1748 (43 81y
%8¢ g°88 L°0% 1T
9°6¢e 9°82 2'08 01 1013u03
0°62 [T 2792 6 s1atyay
562 8°82 L'8% 8
L'9% 0°9%2 L' 9% L
(sdep) v 8 7 "ON TBUTLY  (4Bp/8y/3u)
potaad 41sa0osy dnoag-dxg Xag

(48p/98a/3)s{RUiUR [BRPIALPUL IO saywyui pooy
5181 uy £pnys 431010} judo esop-pajeadad Avp-qysye-Ajusa],

£-¢ unpusppy

Company Sanitized, Does nol contain TSCA CB'



72

876¢ 6°ET §°'2 1811 0°gg 261 1°88 €69 6° 91 801 8Ll (44
0'€ey L' 8% 2°¢ 1°§71 1°€8 T°81 8°Lg 6°8¥ 2°'6T1 g6 €64 154
S 0¢ Lg% 92 V60T 6°CE 1°6T 085 0°9% 1°67 86 8L 137
(4 ¢°8T1 2% 2021 v ge T°81 6759 L' Ly §°St1 g6 £48 8g
L' 2% c'oz 02 L*20T v'1e ¥°81 985 S°8¥ £'87 98 888 86
[ 4 112 8°2 5827 G g 08T 8'9g 8'Ey L'y 9T €LL ALE

A19a008Y
¥ 8E 08T L2 ¥'¥ot1 g'ege 861 8°08 8°6y 89T 117 [ 4:72 ge 0001
6'EE 9°%T 0'2 £°EOT 3°z¢ 581 T'88 0’8y 881 9L €18 §€
¥ EE 6 L7 L'z g°18 L gE 1°0¢ £°18 9°5y 6°91 98 ¥L Ve
L°0E L'vI [N 6°L0T 8°1¢ 861 §°18 6° LY 0°91 L8 voL £E€
€°TE 8°LT §'¢ §°geT 2 CT€ 1°0¢ £°20 6°6¥ 8°%1 8 LEL (4%
8°0€ 9'v1 G'€ 9'¥01 £'ze 9°0% 8°€9 8°0% T a1 ¥Z1 ¥EL i1
641 L'ET T'e L7 g8 6" geE £°B1 €769 (344 ¥YT “g1 S¥4 og
§°'LE €87 g°2 L°88 6'2¢e v'0% 0°29 0" 9% 0'51 801 9gL 8% -
S'Z%¢ 0°1% £°8 £ 18T [ 881 9788 [ ¢Vl 20t §GL 8Z
L EE T°871 L2 L°06 9°ge g°81 0°65 $°v¥ §'PT €9 €92 Le 002
8°6¢ S'ET 0°g 0°801 0'ER 2°0% 1°18 1'8% ' 81 S0T vSa 82
8'LE L'71 £°2 8811 9°88 0’81 4°'89 1's¥y L'y1 98 SLL 8%
B'LE 1°%2 82 8" L0T ¥'ee 0°0¢ 8719 'Ly €°§T §L 89L e
¥oe 8 %1 8'e ¥ 801 0'EE 2°87 £'ag (44 891 L8 8% 44
L EE 0°'81 L2 L8'E21 128 1°67 g 88 78y 8781 80T bisg (44 afey
L EE 9°'LT v'e 2°811 T'eg ¥'61 L"8g I 0°¢1 8L 9LL T2 (134
9°0¢ £°67 8°2 8 80T v ee 8°871 8709 9'9% 1°57 86 E9L 114
L gE 6§ 41 £'¢ 8°8171 8°2¢ f 0z RS 0'ay 8 %1 4] 884 ‘61
L'FE L'81 8°g 87807 LTTE . 881 £°85 V8% y'at 89 918 81 )
¥'ee 8°87 Ve 2°8071 0°'2¢ L'8Y 9708 87y 9°'%7 807 geL LT
g ey E'EE 8°e £°901 0°2¢e 687 €29 197 8 71 es 174 91
8°1¢ 0°67 8°2 9°801 2'2¢ 2°81 889 0'9y 8791 g8 gLL ST o1
8°2¢ 6°6T 0°g 6°8171 §'1€ 1781 vLg ¥ Ly 6°V1 001 528 71
L'ZE 9°'871 8% v RIT £°2¢ £°0¢ 8°29 L 8% L'ST 18 8LL €1
T°1¢ €° LT £°8 2 11T 9°2E 1°87 L* 85 v 8y B 91 €21 $18 [
L vE 07712 9'2 901 0°€EE 0°8T §°LS 8 ¥¥ 8°%1 011 082 11
8°1¢ E° %7 6°¢ L B1T 0°2¢e L*81 2°8¢ S'8y 5§97 281 Zes o1
1 1€ 9°¥1 81 ¥rort §'1e L'81 iALE L'8% £°91 £6 618 8
9°92 E'%1 L'z T'ETT L9 14 S 8T 068 £° 8y 0°91 96 482 8
T°€€ 0722 12 27811 2B §°8T1 899 927 271 907 194 L

A18a008y  [oajuos
L™ SE 8°0¢ §°2 €171 vree v 81 668 S ¥y vyl 08 e¥L 97 eyonyey
8°¥%e 6°LT 68°% 0°v0T1 0‘ge 8°81 L°18 8'0¥ 0°91 L8 8G L. g
6°0% 6°'v¢ v'e 0°21Y 2°¢E 781 £°08 8°8% 191 L9 840 14
£°8¢ 8741 1€ 2911 §°1e 1°87 508 G 9% 7y 81T £€6L £
g°e¢ L°EZ 0'%¢ L6831 g 2e 202 8°29 £°8y 6°%1 60 c0vL 4
3°¢E v iz 8°¢ 9°811 9°ge L'8T £°09 §°97 ([A]) 801 2L 1

(oe8) (235) (%) (1777 s01%) (1p/8) (8d) (13} (%) (1B/3) (174 z01%) (17/407%) oy 1Butuy (48p/3Y/3u) ¥ag
114V Ld efRoyley 18183814 OHOH HOH ADH W GH Ofilf gy dnoyg dxy

STUUTUB [ROPYALpUT
191 UL 4pRIS £119{¥0 (40 asop-paje

30 BIBp [83130{0%8usy
mnma.amv-ﬁ:mmm-aacmza

T-¢ unpusppy

Company Sanktized. Does not contain TSCACBI



73

Eicc
[
092 821 €% 0°EeT 87ge 17671 1715 L°gy £7eY v 608 ¥8 T wm
gL 8721 1'2 6167 L'eg 067 £°9¢ T'5% g'81 8. 208 £8 &
0°v2 9'€71 52 2 977 8'gg §°81 0°4g 0°9% 197 BTT 818 ] &h
£°9% 681 v'e 8581 9°gg V8T 999 £ 0¥ 8'er1 £6 ge. I8 ‘ P
0°867 621 LT G011 1°v8 2781 5799 ey 8°%1 L9 804 08 g
5'9% T°eT1 2’2 2821 £ e $°81 g'4g 8%y 6°%T B¢ LDB 8L !
4164008y =
5 €7 9°ET E'% T°66 L'Zg 1°61 g°8g 9°8% 67T ¥8 BLL 8z 000*T o
812 vET 81 T'E21 2 ee 787 £ 89 v gy AR A |54 YL 4L &
192 vV ET 6°T 27201 8°%¢ 987 68 8° LY L 91 18 86.L 9L -
0°%2 %1 g1 2°8T1 £ eg 0°81 699 8 9% €81 0L ¥o08 S &
992 §'a1 £'g T'017 0'eg £°81 9° 8¢ 9°9% 0°6Y LL 8. YL @
0°9% 197 971 17807 e'ge 1761 0°8g L' 9y 1°81 221 164 gl A
87 €2 8 11 8771 97271 §°ZE 8 87 8°L% €767 0791 861 198 ZL Tl
¥ 8% E°ET 0'% §°QTT 8°2¢ §'87 T 1°4% 98T 8. yes 14 :
L'¢% S'ET £z ¥UETT (AR 43 1°81 §°Lg 0°'9% B'S8T 09 88 0L b
0°L2 €81 0% 8ETT g eg 1°6T  8°1.g 8Ly 8671 g8 128 69 00z a
0° %% Z2°ET L1 2 81T ¥'eE 8°6T L' 8% 0°8% 0°51 58 §9. 89 =]
292 ¥°81 £°2 970711 AT £°6T 0°89 AR ¥ 0L L¥4 L8 =
8 Ee 87ET 6T 57807 8728 1708 €719 8797 ¥ a1 0T . gps 99 mw
8.2 1787 12 1127 TEE §'6T 8°'8g 8¢y 2°8T £8 84,4 59
822 87271 02 L7801 8°2¢ 1°02 Z2°18 £°'8Y 6751 L0T 084 ¥ aysuay =
0:42 8°21 A 9 171 yree 0°0% 8°89 8 9% 8°567 L8 £8. £g oy o
g L8 vrer 61 226 1°¢¢ g 61 0°8%g g 5% 0471 89 TL. 20 B
028 1°ET LT v o021 T°eE €87 §°84 A L°87 Ll yi8° 19 =
798 2'eT 8'1 E7EYT L7ZE 861 L1709 2787 871 T6 5. ) mw
L've S gy LT ¥ 107 628 9°81 _L'8§ A L°§T £8 108 65
598 £ %1 0% T°21T . v-zg 887 8°L9 89y 1781 ©O8T1 go8 84
[ A2 §°ST g1 L°801 L*2g 8°67 8°08 0" 8% T°91 01T 954 ' 4g ot
6° €% 841 81 0°88 8°2¢ 887 708 9°9%, £°g1 85 2Li 95
§-92 8'2I 8°1 LTGIT T1°Eg 9781 285 0°87 2791 £01 828 S8
¥ 908 97 €7 E°2 8 %21 9°Ee 9781 ¥ 66 0°8% T°01 - BOT 998 T T
597 0°¢1 0’2 9°49g7 2°8¢ ¥°87 559 E'0y ok L8 geg £5
v 92 8°€1 8°1 976071 6°8€ L 81 8799 1°v% §°¥%1 09 LLL 28
892 0°€ET §5'2 L peT 5°eg 987 5°9% i 44 671 64 008 1§
§° 12 £ €T 6°71 174871 9°¢¢ 287 0°%§ ey £°91 gL 15 0s
¥ 68 47287 12 6°GET 6'EC S 8T 9°L% 2°8% £°47 L8 884 8%
. . . N S f194008)  josjuoo
676¢ 881 g2 8T ZTT 8¢ L78Y 0° L% £°0% AR 28 BT8R T epopyey
L322 [ 9'1 £°0TT1 8°2E 987 §'89 8Ly 981 €8 - 108 Ly
9°g¢g ¥ ET £'% 586 g ee S$'87 989 §'6y 2°91 56 9.5 9%
§:¢g2 §° g1 ¥'E 0'2I1 1°¢¢ 0°02 . 909 8°5% 1781 gL 852 g%
6°72 B ET 91 T°81T L'gg ¥'8Y 1°98 9’ LY 981 88 8ve ¥y
T %2 8 %7 €2 6°607% 3 EE ‘$°81 L'89 89y A £9 794 £y
(98s) (aes) (%) (17 /y01®) (1p/8) (2d) ) (%) (IP/3) (1777 207%) (1777 4p13) "ON fBUIMY  (£2p/8y/9u) Xag
11dv Ld  ommpjey  jere3eyg OHOH i AN g3 i oa 81 dno1g-dyg
. . f
l STRUIUR [BOpiATpUT J0 BIBD [v0130[0{8uay

BB uy Apnis £3107x87 [edo 880p-pIIRadad fep-qusie-dquon) gy unpueppy




in. rats

ity study

ic

dose oral tox

ht-dey repsated-
Hematological data of

-eig

Twenty

Addendum 4-3

individua) animals

Differentiation of levkocyte (%)

Exp.group
(me/kg/day)

Eosing Baso Lymph Hong

N-Seg

Animal No, N-Band

Sex

DODOOW
COOO

QUOW W
PO MmN
20 O €O €O 00 SO

cooooa
OOOOOO

jrewmn oo

.

00 MmM O~ N
e

ooommo
m—-«-—«ymc\!m

—oN M o w

Vehicle

Recovery

control

joowooo
domoomao

87.8
89.5
86.0
87.0
1.0
84.5

OO0
cooooo

mcmmmO
-JOOOOH

MOWINnILO
et OO

80.5
87.0
892.5
90.0
78.0
88.5

ODOOOO
OODOOO

oommow
.—;«—dv—dOHO

owmmOO

mmﬂbbc
- e

LIOoCOOO
A0 v i 09 OF v

7
8
]

10

11

12

momOOm

ODMOOO

87.5
92.5
78.5
81.0
87.5
87.0

OOOOO’D
OOOOOO

omommm

‘—40:\100"'!

ommu‘éOO

DOOOOO

87.0
88.0
78.5
86.0
90.0
82.0

OO OO
[ejojeYolale]

WILOOOO
O MY OO N 0
RO OO

cooooo
ooooOO

ODLOCO
NOOON

mmomOO
L\#‘wﬂ‘ww

LNoOOo oW
OOy < <H N

10

mOODGU’
mmmﬁbﬁ
e I

OOOOOO
OOODOO

NOWIDWI
iy vt OO

Oommom

mﬂmmom
- e O el

40

200

Cwwooo
ﬁNOmmm

Male

Y
i

Company Sanitized, Does not eontain TSOA

Recovery

OCWLOoOWOO
DOWen<Hm
(=R o Nl = o]

OO0 0O
cCooooo

ommooo
Ov—(Ov—iO"‘

LW OO
0L D o e
—;

74

o

By



y study in rats

dose oral toxinft

vidual animals

¥ repeated-

ht~da

-eig
Hematological dats of indi

Twenty

Addendun 4-4

Differentiation of leukacyte (%)

Exp. group
(ng/kg/day)

Hono

Lymph

Eosino Baso

N-Seg

Animal No, N-Band

Sex

1
D OWw oW
OO0 O

89.0
85.0
87.5
85.5
80.5
85.0

OO0
OO OoOODO

OWWOOWO
- OO OO

WO OD
IOt~ P O~
- -

O OWIdL
OMIFIOAHD

43
44
45
48
47
48
Recovery

Vehicle
control

oCLOWLD
NOOD OO

78.0
86.5
86.0
89.5
80.0
81.0

[=3elajodo Xl
[eReRoNole)a)

DINOOOoOO
COoOO0COoO-O

88,0
88.5
85.5
90.0
86,5
92.5

o]

QoW IN O
QOoOoOCOo

91.0
92.5
79.0
85.5
88.5
91.0

OO0
cCooCOO

S O 10 1) KD
N—ADOOO

OO OLWw
OO D M
- et i

COoODOWLS
Ot A O

SOoODOO
CCoOoOOQO

ODOoOWLOoODOo
COoOO~DO

WO WD O

cCooCoOo

86.5
89.5
83.5
86.5
83.0
88.5

oomwown
OO0

oW OO

[wh-cRN- R iTe]
A -

OWHOOO
€0 OF v == i G

49
50
51
52
53
54

WO O

00 0 DN O O
L |

WO O

OO0
SoOCOTOO

QW W

OO OMmN

i O O <D
O OO0

40

200

Fenale

Company Sanitized. Does not contain TECA CBI

0 @ O o1 1| E
- —

QWA

73
74
75
78
78
Recovery

1,000

ocoocooco
O-HAODO

88.0
82.0
87.5
90.5
92.0
87.5




76

T1eulouqs oyq ssneoaq SisA[euz [RayisyyRgs 8] moI] pepnioxe sem {s)euyea sy, (®
2870 8¢ P §07 88 8% 870 73 98% H 807 Zv
£6°0 9'g 79 211 19 ge 9'0 se 06¢ 8z Z8 184
¥0°'T 8% S°6 ZET ag g5 ' 99 Z9¢ 8z L8 0¥
80" T 9'g 0's TET 8% 87 8'0 04 0ge zg 88 13
96°0 5'g 18 0ET ZL oy 6°0 ye ¥ig 52 2L 8¢
00°T 9'z 2'g 807 LG sz g2 1 2¥ TLE z2 Li LE
: L Adsa00ey
TR % 68 0FT ¥4 iy ) ¥l §T% a7z g7 ‘T8 000°T
21T Lz T°g 521 9¢ TE 20 qg 562 1g z8 5g
2T T 82 £'g 021 80T 6% ¥°0 ¥9 L8E 12 ¥ ve
AR 8¢ £°% £0T ge L 80 44 867 22 gL ge
80T L' Z'g 9171 I8 0¥ g8'0 8¥ ETP ¥2 0L ze
4171 8°g 2°§ 817 __8§ 8g 80 0¥ ggg £z L4 18
€870 [ $°q ST Z6 25 £'0 4 LY 23 SL 3 T
07T Sz 6'% 0ET pe ¥ 8°0 5% 887 ye 88 82
£6°0 9°% ¥g 8271 98 LE 8°0 0% 816 9z 9L 87
LT L'g 0°¢g 8T1 29 £y 7'0 T9 618 9g 18 L2 00z
80" 1 82 ¥'q §2T 021 £8 90 8e - TLE £Z 19 8z
¥0° 1 L'z £'g 531 i 08 25 g'g £E 98¢ Lz 9L 8z
80° 1 L% K] 8E1 Tlg ¥ 0 L% Tig ¥E v ¥7 -
80°7 8z bog 101 0¥ 05 g0 Ly 685 Tz 8. £z
v0° 1 87 §'g 321 i) £V L1 ¥9 ¥1g 82 el 22 arey
9T 62 2] SYT 89 1¥ 2T 86 248 8% 18 12 1}2
211 L'z 1°% 0ET 28 09 ¥'0 £g 344 8z L9 0z
21T L'z 1°9 0L ¥ 8¢ 70 £9 867 9z 28 61
e 62 7§ Yol ¥ 08 8T 37 929GV Sz 08 BT
2g°1 8¢ 1'g 0BT 4 8y 870 9g 68V 82 58 LI
00T L'z 79 £87 42 62 80 ¥y 866 24 94 8T
L0 T 82 9°g 9gT ve z9 LT T8 6T% 9% £8 81 0T
80°T §°g ¥°g £21 . £8 68 8°0, 98 LLE 02 98 2
80°T 8z 7S LBI L gL LB 5'0 8¢ e1g 4 q9 eT
£6°0 §°2 Z°g 517 Ty 57 70 9% 00t 2z 7L Z1
£6°0 9°2 ¥'8 Y91 " 08 §5 §°0 85 €18 vz L8 1T
00" T 8°g 9'g 181 88 ¥ 0'1 8v 00g 52 89 0t
£6°0 9z ¥'g 9¢e1 9L £ 0°T ve 88¢ Lz €8 8
£6°0 8z 8'g TeT 98 T8 8°0 9% 982 8% oL 8
00T 9°g 2°g 141 99 Le L0 ‘8¢ T8¢ .2z 06
e . : . e bI08000y 1027109
211 6°% [ 144 £9 £g L0 6% 0% 9% Gy Ty 81a1yv)
1271 6% £'g EVT £8 2 01 4 L8g 22 99 g
211 8¢ E'g 21 9% Ly v°0 ¥ 4537 1e 1L ¥y
081 0'¢ g'g 81T 99 69 ¥°0 0L 08% g 68 . ¢
0T Lz £°¢ {(® g0z Y £a 2T L8 zev g3 84 Z
021 0°g 5'g 0€1 L Lg L9 9'1 42 0¥¢ g8 9L T
{10/3) (10/8) (1p/30)  © (qp/2u) (7p/3u) (/a0 (/a1 (/1) {(1/n1) (/01) "oN rvujuy  (Kep/sy/su) xag
01381 pJy unngly  upejoag-g asoangy bl 09, dip-4 L) aw . 1dn 109 dnoas dxy

STBUIUR Jenpiatpuy o B8P [vatmAY poorg
S7B1 ur fpnys £319(%0y a0 9B0P-pojuadaa azv-ugwwm-%ucmzh 1-§ unptspoy

i {
Company Sanilized. Does ool contain TSCACB



77

(4]
=<
B
=
£
£
9T T T°F 85 8ET ET L9 T 762 §57 T2 20 e — g
£6°0 82 B'g €21 E2 . 9y 80 0z¥ 987 ge 2g €8 et
v0'T 62 L'g TET 12 24 £°0 67E 161 0z 9L 28 0
960 9°¢g €5 51 01 09 £°1 068 761 og 901 18 =
00°T 678 85 811 82 LL 70 £62 Lze o v8 08 4
0g°1 0'e 8¢ TET 8t 84 9°0 072 881 8T EL 6L o
- _Aaanooay &5
8077 §7% 778 621 87 08 Ty V57 £5%7 0% 7 )3 0001 -
62T T°€ §°¢ ga7 8y 89 0°1 y8¢e 60¢ ST £S5 L @
82°1 0°¢ ¥'g 621 8¢ 09 0T 2eg 28¢ 81 89 9L N
§T'1 0°g 8°g 68 BT £9 9°0 99% 9671 £g LL §L -
ST°T 0'g 9'g 007 0% 18 p°1 434 807 81 0L L g
v I'e €'g L0T ¥2 a9 8'71 v6% 98¢ 61 001 €L (42
021 0t §g PIT 82 08 570 £9% avg LT ¥9 2l s
! 28 09 801 L W g LT 662 81 1L TL i
52°1 0°¢ 79 T€1 gy 5L 8°0 191 522 01 98 0L a
021 0t §'§ BTT 1% 88 80 €8T 002 %4 5. 69 002 &
921 e T'6 821 (34 L0T 91 EGE S6T LT Li 88 &
§T°T 0'g 9°§ 611 Lg 08 T°1 20¢g 002 871 89 L9 )
¥0° T 8¢ N 021 i 0L T°1 €52 §0€ e 6L 59
1271 82 £°5 211 1 80 0T 801 ore 52 201 59
LT3 8% 25 Te1 vz 79 L0 612 see 2g 0L, g a[Bua g
ST T T'g 83 9yl 9€ 78 39 £0¢ P12 22 8L £9 ov
TR 1°¢ 75 0TT 1 L v 1 00g v98 LT 8L 29
11 Vg 29 STT 0T gL L0 8LY 582 62 18 19
801 8¢ Vg 81T ee. g 90 8.2 652 61 0L 09
02°1 0'¢ §'g 0Z1 TE 89 80 572 €8¢ £2 £8 8
£0°T 0'g 85 691 82 0L T°1 £0¢ LOg £2 8L 8g
LT T L2 0°g 54! $44 8% €T 897 08¢ Ve 8L L8 01
611 6°6 8°9 veT ve 09 §°0 08¢ LE?Z 34 20T 3]
ST T 1§ 83 VIT 12 09 8°0 189 39 81 gl 85
00T 672 88 SET T2 8L 570 Ve 117 61 60 78
20°1 2°E 29 BET 1% £8 21 8TE 21g ¥I 79 £5
21" 1 82 £°8 €11 61 89 g1 ey 602 4 98 g5
70°1 8% g9 sz1 0¢ 29 01 £02 5Tg ¥e 0TT 18
I1T°1 0°¢ LG 617 24 Ly 870 279 L0z 8e 68 0g
L6°0 8°2 L'g 8171 82 9. 9'0 6LE 122 j44 Li 24
mmmencpe e A184003)  {0aqu00
677§ 67% 7% 97T 0% 8§ §°0° 5% 8T TR Vi 87 s[owey
TT°T 0°g Lg 90T 61 78 21 §L7 402 61 0L Ly
[N L'g T°5 9ET 44 1L 9°0 ize - 802 ie (42 9y
7e1 Tg 9°§ EST 82 gL €7 692 5.7 0g 2L 5y
[ 6°'2 §'§g 30T 1T a8 £°1 L13g 0s1T 81 €9 v
9T T 0'g 9°3 711 82 99 9°0 444 922 81 99 ey
(18/2) CIR/B) (/A (/) (g8 (1/a1) (/a0 (1/a1) (/) (VA1) “og 1surwy  (hwp/sy/su)  vag
oryes g/y upungly  u1eg014-g 8500119 Bl oy3-1 dip-4 o dy . 14D 100 dnoag-dxy
s|Bujue

TENPIAYIUL O ®3%p [eoways pooyg

S8 up £pnys £3101x0 [RU0 850p-payvedes Q?Zu“m;ﬁ_aﬁ

%-G unpua PFY




78

6 70T T°g o0vT 0L 0" 07 80°0 T2 0 6 %% 37

§°507 £'v 291 T4 8'8 010 22°0 09T ¥

6° €07 £y 271 18 20T 0T‘0 8z'0 £°6Y oy :

1°L07 0% £V 1T v9 8°8 01°0 LZ2°0 867 6€

T°507 12 11 T4 88 Lo 0 920 9971 8e

T80T A4 0¥l 04 5°8 80°0 810 8°TT LE

apm>ouo=

TTTTEESY L'g E¥T L7y L8 LO0 810 9777 9g 0007

0°L0T 0y 29T ¥4 8°6 80'0 220 6°27 sg

L %0T £y 91 64 0°01 80°0 €20 L 91 ve

¥ L0T 5y %71 18 88 80°0 £2°0 0°LT ge

0°'%0T 6°¢ ZyT Ll 0°01 80°0 0270 g er ze

9407 gy 2%1 08 0°0T L0 0 .£8°0 591 1g

8 E0T 5% - A T8 701 80°0 0770 v 01 0€

T°90T 8y 27T £ig 0°'0T 80°0 610 £°87 82

1°80T b7 ETT 79 0701 80".0 02'0 °§T 87

¥ 601 2y A A i 20 9°8 80°0 L1°0 8 ¥7 L2 002

¥°907 8¢ 9T vl 20T L0070 02'0 LT 92

T°L0T 2y Z¥1 244 L8 80°0 0Z'0 L2y 52

6 %071 £ 7 071 &g T°07T 0T°0 9T 0 £°281 %3

0'%0T 284 18721 674 1°01 600 610 0%t EZ

1°90T 8°¢ £YT g8 0°0T 01'0 81°0 89T 22 aqey

6907 6% 91 ¥l 0°'0T 900 12°0 VUET 12 oy

979071 0% %1 94 0°0T 800 020 vzT 0Z

L 901 v 0¥1 8L 101 600 $2°0 £°67 61

57901 [ 7T L8 V0T 0T 0 ¥1°0 517 8T

$°90T £ v 27T 0°g 6°8 L0 0 910 61T LT

6°90T 0'% EYT 78 6°8 60°0 LT1'0 8°zT 8t

9°2071 0y 4 gg £°0T 60°0 0Z°0 8'eT ST o7

L' 90T 0% ZHT 0ig 0°01 01" 0 810 L e ¥

Z° 801 L'¥ 4a R 6°8 L0°0 ¥2°0 26T £1

S 80T ¥ V1 9 S8 €10 €270 9° %7 2T

L g0t [ 191 Ll L8 1T°0 ¥Z2°0 £ L1 1T

L 707 0% 1541 0L 207 I1°0 €20 - 8°g7 0T

8507 L'y 271 1L 101 60°0 08°0 8'G1 8

6207 ' 0Vt L) 0°01 110 ¥Z'0- T8 8 '

6°F0T 0% %1 gL 88 800 L2'0 T°L1 L
................. S . _ --z;--mmmwmmmm 104quon

L7601 Y EvT L"g £ 0T 60°0 £2°0 76T ) atatyey

£'907T £y 271 0°'g 2°0T 21°0 22°0 0°%1 g

8901 vy 291 8L 6°6 L0°0 6T°0 L7 ¥

6°207 £ v 171 84 676 0T'0 22°'0 0°8T £

1901 % 2vT ¥ig 0°0T 01°0 8Z2°0 €1 2

6507 £y I g 8°6 80°0 0Z°0 L 2T 1

(1/bgu) (1/bgm) (1/bqu) (‘1p/9uy - {'1p/3u) ("1p/3u) (1p/3u) (1p/3u) oy 1emyuy {&ep/33,2u) xag
1) ¥ By a1 ®) 118-1  suurqeagy nng dneas-dyg

STRL UL APRIS £1107x07 (w40 asop

STRUTUR fenpiaipuy jo wqep 1®a1Weya pooyg

-pa)Bads amc»u:w“ouaa=o=e

£-G unpuappy

TSCACBI

tain

&d. Does nol cont

[£175

Company San



79

Company Sanitized. Does not contain TSCA CBI

S 07T £ 7T £g 1707 T1°0 5%°0 ¥V 78 I —

T°607 v o¥T 0" L 66 510 9%°0 g LT £9

¥°50T €'y 0%T 24 6°8 £1°0 12°0 AR Z8

8°907 e 0% S' g 1'86 €10 28°0 6°81 18

%80T 9°¥ 8¢T VL 88 ET°0 920 £°12 08

8°807 0% 68T g9 LB 80'0 82°'Q 2L 84

ooz oo fl88008Y

TTUTTEVLEY T L'g PET Z2°g 207 6070 0270 82T 8L 000°71

6°50T 6°€ 9T 2°'8 9°8 §0°0 810 6721 LL

§°80T 1'% %1 29 8'6 80°0 22'0 £'91 9L

6607 ¥y 1521 8'8 98 60°0 €2°0 181 52

6°L07 0'v Z¥T 8'9 0°'01 80°0 ¥2 0 L°9T ¥l

9401 9% 191 £°8 0°'01 80°0 8%°0 L'LT £2

[N T 0%1 9L 201 60°0 220 L7987 ZL

¥ 0TT 8¢ VT g9 L8 £1'0 2Z°'0 2'6T- 1L

6°L07 8¢ T%T 84 68 L0°0 020 £ %1 oL .

L°OTY L' g EVT 64 L8 80°0 v 0 VoLT 69 002

L7901 0¥ Z¥1 8'9 1°0T L0 0 £2°0 0°St 88

Z° 807 Z'v 171 89 I1°0T 80°0 92°0 L %1 - LY

L7101 0y 5T L) £ 0T 60°0 020 g 1T 89

87401 [ k4 A1 81 88 210 £z°0 §°gT g9

8°L0T 8¢ 0vT g8 0'01 11°0 67°0 S'6T ¥9 o]vuay

v LOT 6°¢€ ZrT 0° 4 00T 800 12°0 99T €9 0%

9°L07 L g %1 ¥l 6°86 I1°0 Z8°'0 S TT 29

£'80T 0y 154 _9°g 8°8 11°0 $2°0 £°81 19

£ 807 7% T%T '8 107 T1°0 5%°0 T 8T 09

L7 L01 7'y 0%1 0'L 88 60°0 0zZ°0 YT 69

8607 8¢ 2%T ¥'8 0°07 ST'0 8%°0 LSt 8g

807 A 1 197 5°g 0°01 800 £2°.0 8 LT LG ot

£°L0T g€ ovI 6'9 L8 1170 120 g° g1 9¢

$°80F L'g VT £ 4L 6'8 60°0 22°'0 £°GY 55

L7901 T 5T 177 T°07 Z1°0 §2°0 0°FT ¥5

8 %01 1'% 0%t E'8 601 210 722°0 297 £%

80T €% 0%l g9 66 ¥1°0 €20 L°8T Zg

6°90T 5y 6ET 60 [ 01'0 820 0°8T T8

8°L0OT €% 8ET 39 8¢ PT°0 0g°0 9°02 09

§°L0T §'¥ 667 L9 6°6 TT'0 Lz'0 8 LT 6%

e . S - ST e :£1880988  fouyuen

978071 8¢ 2V 'L 1707 0T 0 020 2 €T 8% 8[o1yay

€607 8% TP 9L 6°6 80°'0 810 §°871 Ly

$°L01 9°'g A ) g4 78 11'0 €270 697 9%

9°807 prg A 89 0°0T 80°0 870 617 Sv

£'607 8'g ovY 8's 88 60°0 0Z°'0 0°g1 ¥

S 607 2y T¥T 89 0°01 60°0 £2°0 §°¥1 £y
UM 1 AN § 2

{11/} (1/bau) (1/bgu) (Tp/3u) (11p/3m) (1p/8u) (Tp/3u) ('1p/3u) "oy reuyuy (4®p/33/2u) ¥ag

11 i oy a1 B) -1 euiuyjeegy Nne dnoag-dyy

ST3ULUB [enpiajpuy 3o BIB0 [BaTUBYD pooyg
8382 u1 fpuys £1101x0} a0 980p-payvadad hmu|p=mwa->p=aza ¥-9 unpusppy




80

OB K A
“Holfek Anudg ‘xg
ro - = - - + 09 A L 2 —
I'o - ¥ - F ¥ 9 A 51 T
10 - - — + + 0L A 81 o
o - - - ¥ ¥ g0 As 8z pt
o - - - + + 0L A ¥ 8¢
' ~ + - F T 59 AS vz Ie
£1z2000y
%o P F = ¥ -+ 59 is ¥ 9¢ 000'1
To - - - F F ' A b1 5¢
o - - - ¥ + g9 AS g1 )
o - - ~ F T g9 AS a1 g6
17 - - - - ¥ 0L AS 08 2t
1o - - - T F g9 AS 0z Ig
1o - oy = ¥ + 0L I i 0%
10 - F - ¥ F oL AS £z 52
0 - - - F F 0L AS £z ag
o _ - - T + &9 A o1 Lz 00z
o - — - + F g'q AS 61 9z
I'o - - - 3 ¥ oL AS 61 52
o - - - F + g9 A 1 b2
I'o - - - - ¥ g9 AS 1z £z
1o - - - + ¥ g9 AS 61 44 ajRpy
6 - - - T + 59 A & 1 or
T'o - - - F F g9 18 81 0z
10 ~ F ~ - F 02 g 12 61
16 - - - F + 99 A 01 81
Io - - = = ¥ g9 As 62 1
o - - ~ F T g9 A8 91 g1
10 - - - F F g9 AS 174 & o1
10 — — - F + s'g A L ¥1
10 - = = ¥ + oL A et £]
e - - - F T 0’9 A 21 z "
10 - - - + + 59 A 3 1
I'o - - - F + 0’9 A 6 o
r'o - - - F + 59 A 8 6
ro - ~ - ¥ T s'g A 1§ 8
re - - - F + 59 A g .
................. ..., OAGOBY fojua0
e _ - - + * i A 9 e ejoma
r'o - - - F T oL A8 0z ¢
1o = ¥ - = F 0 As 5 F
1o - - -~ F + &8 A 11 £
To = - - F + g9 AS g1 7
re = - - ¥ + 59 A ' 1
_ —
(Ip/na) (7 ‘o ey (4up /8% /8y xog
tedomqo.an asoanfn Pao[g 300 ugnig sauojay] 104y Hd Jojan aumjop dnoss-dug

SjRwIIE fEnpiatpu jo B3P apydpenyin
SIRE UY £pnys Mfxoy jmio Bs0p-pajesdal ??Eu_mnb._ma.r 1-4 wapuap py

Hzed, boes noloontain TSCA CB

e,
ERE

Sempany 8a



81

0 - P — - ¥ 09 A 8 8
10 - - - - - 59 A 01 £8
10 —_ ++ - - ++ 0’9 A |4 78
10 - - - ~ F 09 A g 18
o - - - - ¥ g8 ‘A 6 08
10 - — - — T 59 A g 62
A1maooe)
P o - - - . ¥ a9 X L 8L 000'1
o _ _ - - T g8 A8 6 Yl
o - - ~ - + 9’9 A g 0.
o - _ - - T 59 A L 5L
e B - - - F 0L A8 81 L
To _ — - - 5 89 A 4 £l
To = r - = n 0l ] g L -
N - = - - + 5 A 9 1
10 - — - - F g'9 A 8 0L
10 -~ - - - + 59 A € 69 00z
o - - - - + 5'g A ¥ 89
o - - - - F g9 AS ¥ 19
o - = p - ¥ 59 A ¥ 99
o - - -~ - F g9 AS at %
0 - - - - - g9 S 1z ¥9
o - - - - F 5'g A L £9 op
o - - - -~ F 0L AS £l 29
10 — —_ —_ - F 59 AS - 6 19
o — — = - - &g Iy g 08
T - - _ ~ + 9 A z 69
o _ _ — — + §'g A € 8¢
I'o . - - — F 04 AS T 15 01
o - - - - + o'g A g g8
10 ~ -~ — ~ + 59 A ¥ 8¢
o — - . - T 0g A ¥ 33
0 _ — — - ¥ 0L A -8 £9
10 - - - - + 09 A ¥ 28
10 _ - - - F 99 A 9 18
0 - - _ - ¥ 09 A 8 0g
o - _ - - - ' A 6 &b
A1aa052)) [o3u00
55 - - . oy F ) X ) & spIRA
0 - - _ - T '3 AS 21 )
o - - - - T g9 A & oy
I'o - - — - + 0L A 01 514
o - - - - T g9 A8 11 ¥
10 - ~ - - ¥ 59 AS €1 34
“w/ng) . () ‘O jrumtry (Avp 3y /8u1)
uaBoufpqou) ezoonjg poolg 3moogy uignig satioey] U101y Hd d0j01) aumop Unosg-dugy

PN

BET
S18L UL Apn3e £3101%07 [a.10 B30,

2 [EPIAIpYY Jo B13p opAfausp)
-pEyvadsl >¢©L§_wlbcw}_.

‘umolg‘g
HOHaX ‘A

“Mojjak AnyBiis ‘As

CLEEN]

PCIN

7~ Umptiappy

Company Sanitized. Doss not contain TSCA OB



‘ON Teuyuy

6°69¢ 629 ET'T 00°2 - ve'g
L ETY L g 06°0 10°8 - LL'g T6°¢ ¥6° 11 154
9 58g S°8% 89¢°0 86°7T - 86°2 882 0g° 01 134
£LLE 9°89 Ly 0 L0'g - 80°¢ £8°2 40°8 8¢
0'086¢ 9°'%9 89°0 96°1 - L8z 08°2 0T 171 8¢
£'gy¢ 9°8% SL°0 20°¢ - 08°2 562 £E'8 Lg
9°eye 2Ly ¥§°0 L6 1 - YA 8L°.2 18°01 S¢g
T eLe 1°8% 6E°0 86°7 - L9°g 1272 ¥9'g S¢
[ A4 4 €89 8%°0 881 - §6°2 £8°¢ ve'TT 144
T°11E 6°28 080 S6°1 - 8L ¢ Ls'¢g 9601 £e
5°yee v'vs LS80 £0°2 - ¥8'2 94°¢g 887071 ge

i ¢ 1ve E'8¥ 180 11°z - Z8°2 £€S9°g 0801 Ie
8°8.¢ 6 87 T0°71 ¥68°Y - 65°¢ ge°¢ 28°E7 (113
£rgee 298¢ 8g8°0 ¥e-° T - 78°'z S0°g LE 01 62
89°'1z¢ §'€¥ 65°0 £6°1 - 0§°g £5°2 5’8 82
£°682 8 LY 190 L6 T - 66°2 89°g Li'g Lz
0" 8%¢ ¢ 8¥ L9 0 66°1 - 80°¢ 14384 8617 92
1°88% 88y £€8°0 88°'1 - Ti'g 9%'¢ 16°'8 5%
T zee L0y 69°0 L0°¢g - 292 ¢6°¢g 5001 e
1°s¢gg Z°cg 890 Itz - 81°¢ ¥8°2 885 £g
4 8°%¢g 25870 66°7 - €92 80°¢ 2L 1T (A4
8°yze §°6¢ 80°0 10°%2 - gg'¢g 89°2 G186 13
0°95¢ L 5g 2L 0 502 - 18'¢ £0°¢ EZ 01 0%
T'L1E V'EY 880 €07 - 80°'§g 882 0L°8 8T
S'Tee LY 85870 b8'71 - v8°2 682 88°8 8T
£12g §'29 6L°0 ¥8°1 - ¥8°g 08°2 Ly'8 LT
1'g0¢ L 0¥ 69°0 002 - £0¢g 892 068 97
§°090¢g 5 8% L8°0 68°T - 982 982 89°71T ST
6°0EE £°289 2L°0 L8°T - ¥0°'g 96°g 86°8 7T
£°60g 8°8V €5°0 961 - 89°'2 LB 2 ] eT
L'88¢ §°EY 9470 80°% - ¥8°2 8L°¢ SL°0T [
680V 8.9 ¥9°0 .07 - G8°¢2 [ 65°271 1T
8 2¥%¥ L'ESG 98°0 y0°¢2 ~ £g’'e 9g'¢ 42 BT 0t
2 yoy veg £5°0 06°71 - 8L°8 8% -2 88071 8
9°12% L ES 6L°0 £6'1T - 9g'¢ L1°e 80°e1 8
£°20¥ 2°08 YL 0 96°T - S1°¢ 89°2 .E8°07T L
0°68¢ ¥ 09 LL"D 08°1 - £68°2 L8°% 88° 1T 9
0'75¢ 6 vy 180 06°71 - vo'¢e 6L°2 ¥0'071 g
8 ET¢E L' 0% 650 002 - Te'g LL'eg 08°6 ¥
E'¥EE S g IL°0 50°¢2 - 882 Iv-2 0L°g £
T sv¢ 229 ¥9°0 20°%2 - 8L'2 VL' £9°7Y 4
8°9%¢ E'0F 65°0 86°1 ~ 60°'¢g 8L°2 62°6 T

(8) (du) (3) (3) (2u) (8) (8) (8)
MBromn £pog  ewaapy ueajdg ursag Aavag s1ise] Asupry a8ay]

STeutue renpiarpuy jo 89
8181 u} fpnys £3101%07 |m

A18a009y

000°t

00g

818y
oY .

oT

[04qu03
S1atyey

Aaav\ux\wsv
dnoag-dxy xag

43yem ussao 8jnjosqy

10 850p-payvadod mmu-uzu_mxha=mza

T-4 unpuappy

i CACH
iized. Does not contan 1S

fﬁﬁﬁpﬁmysan



8570 98T
6£°0 781 08°1 $e°9 £g

9622 6°18 0§°0 98°1 8°LL - 141 LS9 28

2 667 9°vi LETO 94" 1 T'%L ~ TE' T ¥T1'g 18 :

984z L' 89 870 98°1 $°96 - P81 859 Dy

97212 1°g4 8%'0 8T 2'v. ~ gg° T 579 6L

m;m>eomx

TUTTTReE T 8789 9670 08°T 1748 - L3 E9°9 8L 000°T

¥ 661 T'g0 8€'Q 9.L° T £°59 ~ 1.1 024 L ,

£ 981 8'8g 5¢°0 $8°1 ¥°8¢ - LT £2°9 92

L0871 %2779 28°0 VLT 8789 ~ 891 85'5 -7

¥°'202 0°Lg LE0 18°1 8789

1°10¢2 £° 7L 98’0 §4°71

57102 9°289
2°0EZ L°98
8'1e8 0°vL
8°0T12 T°59
¢ 102 £°29
S 16T v'8¢
Vresrt ¥'88
2 6T ¥°08
S VLT 8y
¥'z1e £'EL

(%) (3m) '
[Busapy

J8en Lpog

.08
1871 8717
LE"0 [4: I §'gl
¥¥7°0 g6°1 B'Z8
0v'0 641 L"Es
8% 0 8L°1 6°£9
EE" Q. 08'1 i
6E°0 LiT -1’88
E§°0 £8°1 L' 98
6€°0 L8 T [ A
07 0 847 0°19
8% 0 98°'1 §$°08
{3) (3) (8m)
usbdg urgag £18AQ

188°T L0789

T - BL°T L9°9

- LY T SE&°g

- 81 0%'g

- £8°T 0T°g

- 981 BT 9

- £8°7 v0°g

- €9°71 SE* g

- SL'T 29°'g

L. 69" 1 S0°g

- LG 1 L1°g

69°'1 g8°9
(2) )] (2)
S}89], mmzvmx J8A19

STBH] B

[BRPLATPUY 1o 59
SIBL UL Apnis A9 gatxoy

43104 uelao 8Jnyosqy
[B40 8s0p-pajeadag amu-uamwm-hu=e=p

81Buay

6% '
. Ad31003y  joaquon

ey 8101yay

ON TRUIWY  (fepy

23/2u)
dncag dyy

¥0g

-4 unpuappy

N CA
ﬁmesnat@ﬁﬂﬁunxg

Company ganitized.



-84

6°G0¢ 5% TE°0 8870 = T6°0 58°0 50°E 7y
L ETY A 820 8%°0 - 16°0 08°0 68°¢Z 134
9°58¢ 827 570 180 - L0 540 3.2 op
£°LLE 861 21°0 85°0 ~ 280 0L°0 0¥z g€
0°06¢ 0°%T L1°0 050 - ¥L'0 L9°0 $8'z  gg
£°6¥E 2'e1 220 850 - §.4°0 88°0 0L'7 LE
: £1e4000y
TTTYEYE L7ET 5170 1875 . 0870 1870 &g (X3 0001
T'eLg B LT ¥1°0 £L°0 - 88°0 180 80°¢ 13
2 2%e 0" L1 v1°0 7570 - SL°0 £8°0 1€°¢ g
T°TTE 0° LT 870 £9°0 - 68°0 £8°0 £e" € Eg
§5'pEe £°9T L1°0 19°0 ~ 98°0 £8°0 81°¢  gp
2 TvE 2 ¥I1 8T 0 %9°0 - £8°0 vL°0 11°¢ 18
9°GLE 0°€T 1270 2570 = 6970 88°0 89°€ 0¢
£°see 89T 02'0 8570 - 580 16°0 80" ¢ 8%
9°12¢ ST ET 810 08°0 - 8L'0 8L°0 96°7 87z
£°a8z 8'87 1270 190 - 10'T 160 L8°g L2 007>
0°5¥e 1T 8170 180 - 68°0 8L'0 0g°¢ 9z
T°892 86T 810 780 - 76°0 58°0 80°E 52
T ZEE €721 8170 %970 = 6170 88°0 E0°¢ 37
T°GEE 8°8T | 020 £9°0 - 76°0 8870 86°z2 £z
£ 0%E 0°97 §1°0 83°0 - 510 06'0 Ve 22 ayey
9 ¥zE T°LT 1270 29°0 - 66°0 L0 28°%2 1z 0%
0°59¢ L*8T 0%°0 89°0 ~ 08°0 58°0 88°¢  og
1'.7¢ L'ET 810 ¥9°0 - L6°0 20 - 90" ¢ 6T
ST TEE 2T 8170 6970 - 6870 L8O 00°¢ 8T
£ 7ze g 87 520 130 - 880 180 86°32 LT
1°90€ £ ET 6T°0 580 - 6670 ag 0 T8°2 0T
9°09E LUET 61°0 25°0 - 28°0 BL7O vz g ST o1
6 0e¢ 881 Z2° 0 150 - 26°0 88°0 68°% T
£ 60E 891 L1 0 £9°0 ~ 180 LL°0 367 £T
17988 01T 810 2870 = YL 0 0.0 1272 "zl
6°90% L9 810 1670 - 2L 0 LL'0 80'E T
8 27¥ 1°21 8I°0 9% 0 - £L°0 vL'0 86°2 0T
3 %07 Z°eT ET"0 Lv0 - 89°0 18°0 89°2 6
9°1g¥ L BT 8T°0 9% 0 - LL O §L°0 0T ¢ 8
£°20% 58T BT'0 870 - 8L°0 L8 0 2L g L
N e S e oo AIBA003Y  ouu0D
0760E VET 170 ) = 6270 8776 §07E 6777 spopyey
0°yag L°2T LT°0 750 - 98°Q 6L°0 787 g
g e1e 67T 6T°0 ¥9°0 - 740 880 8T'e
£°¥veE £'971 12°0 100 - 98°0 2L'0 06°2 £
T°6%¢ 0°'8T 81°0 8570 - 180 8L°0 Ye'E g
___ 8'9%€ 2 %1 81°0 . 1g'¢ - 98°0 §8°0 787 T
(3)  Goor/3ey  (sgepm)  (ah017) (Bo01/3w)  (3001/3) (30973 (3001/2) o 1ewsny  (sup/ay/am)
1431om Apog peusipy uds{dg uyBag A1vag S1988] Aaupy 18T dnoas dxy ag

Company Sanitized. Does net contain TSCA CBi

m:E:u ?:E.;E:.«e SIy3ren uedao 3a1iRey
5381 ur fpmys £1101%0} a0 880p-pajwedag ?v-ﬁm?-ﬁ:?ﬁ 1-8 mnpuappy




85

0°%¥%2 8°'6¢ 02°0 9L°0 L'EY - CBLTO 64°¢ v8
G 2¥2 8°0¢t 91°'0 8L'Q 1°%% - “¥L00 19°2 £8
§'622 L'Ge 220 18°0 8°¢6€ - SL'0 98°¢ 28
2 881 ¥°Le 81°0 88°0 2°LE - 98°0 86°¢2 18°
8°65¢ 5782 8T°0 1470 2 LE - T4 0 £9°2 08
g-e1e v ¥ve 22°'0 L8°0 [ 4 - €L°0 80°¢ 8L
’ £100090y
L'%08 S°EE 81°0 880 8° 1% - G8°0 ve'e 8L 000°T
¥ 6671 9°1¢ 61°0 "88°0 L7 ge - 980 798¢ LL
£E°867 L'82 8T°0 £68°0 S'6¢8 - VL7 0 LA 9L
L 08T 0'0¢ 810 96°0 Vv SE - I8°0 80°¢ EFA
¥°%0%8 ¢ 8% 81 0 68°0 0°9e - §8°0 ve'e PL
T°10¢ 6°06¢ 81°0 L8°Q 0°8¢E - I8°0 81 ¢ £l
7687 6°2¢ €2°'0 E6°0 Peg - ¥8'0 88°2 L
21971 5°8¢ 02°0 E0°T [ 47 .- §8°0 SL'¢g 1L
B L6T ¥ ve 2%°Q 26°0 1°8y - 6L°0 50°¢ 0L
0'861 182 0Z'0 £6°0 L 8e -~ 9L°0 e1°¢g 69 002
8908 78 LT°0 £8°'0 8°Lg - 78°0 9%'¢ 89
8 002 V' EE 080 88°0 6 0¥ = YL 0 BT ¢ L9
€°212 T°¢g £2°0 08°0 T°E% - 28°'0 I1'¢ 89
6°GLT 2°'0¢ 02°0 ¥6°0 A 4 - 8L°0 v8°% 99
T°L8T T'%8 020 £68°0 907 - 6L°0 18°¢ 9 aienay
0'112 §5°9% L1'0 08’0 9°'%¢ - 16°'0 §0°¢ £9 oy
8°80¢ §'Ig £2°0 78’0 8°6¢ - £8°0 8L°% 29
6°6LT 0 gk 12°0 86°0 08¢ - 06°0 L8°% 18
8°571¢2 (T LZ'0D Y80 8'68 - GL'0 86°2 09
078697 6°LE 02°'0 01°'T 8°9¢ - 68°0 86°¢ 66
L G6T 9'1¢ T2'0 46°0 8'9¢g - 94°0 68°¢ 8¢
S LYE ¥ 0¢e 12°0 88°0 0°9¢ - LL'O 0L'2 LS 0T
T°8687 T1°LE 810 P01 vLE - £6°'0 40°¢ 95 .
8 %61 0°'0¢g £€2°0 68°'0 G LE = I8°0 10°¢ EE
T°112 L Zg ¢Z2°0 78°0 2°8¢ - 2L’ 0 88°%2 $44]
8°'62¢ 9° ¢t 02'0 88°0 v 8y - LL*O G6°2 544
G102 T°'1E 8T°0 06'0 g°9¢ - £L°0 8g9°¢2 144
2 082 L7LE 61°0 EE‘0 0°9g - L8°0 8,2 T8¢
8°182 0°2¢ LT 0 LLQ S 09 - oL'¢ £€9°2 05
9°0T2 8°0¢ €20 S8°0 £°0¢g - 84°0 262 8y
. ) . . Ad8a038y  1oJqu0n
2102 0°Te 89T°0 68°0 98¢ - I8°0 60°'¢ 8% a{o1yep
S°TI8T 0°1g 02°0 26°0 1°9¢ - 980 6.2 LY
v 681 a°g¢g 82°0 LE'0D 8°¢% - 26°0 L6°3 54
%671 0’82 0Z°0 98°0 L' Lg - 28°0 21°¢ 154
VLI L' LZ £EZ2°0 o' 1 [( 1 - 080 98¢ vy
vg1zg S'7E €20 88°0 8°LE - 08°0 86°2 (5374
(%) (2007 /2u) (2001/3) (2001/2) (2007 /3u) (30071/2) (2007/2) (3001/3) oy rempuy (4vp/3y/3u)
WB18M 4pog Jeusapy ueadg urgay Arsag syjsay Asupry a8417 dnoa2-dxq xag
—
Syenyug

S7e1 Uy Apngs A9101%0)

[BRPIATPUL 7o SYyB1em uwdao IS EETEN
TBI0 8sep-pajeades A8p-3y8ra-Lquany,

2-8 Wnpusppy

Company Sanitized. Does not contain TSCA CBI



Addendum 9-1 Twenty-eight-day repeated-dose oral toxicity stady in rats
Pathological findings of individual animals

86

Sex Exp.group No al Fate Macroscopic findings

Histopathological findings?

1 ta No abnormalities detected

Male  Vehicle control 3 ta Noabnormalities detected
.4 ta Nosbnommalities detected
5 ta No abnormalities detected

6 ta No abnormalities detected

No abnormalities detected

No abnormalities detected

a) Organs/tissnes examined as follows: forestomach, glandular stomach, duodenum, jejunum, flewm, cecum, colon, rectum,

liver, heart, kidueys, spleen and adrenals.
ta, terminal autopsy.
+, slight.

Addendum 9-2 Twenty-eighi-day repeated-dose oral toxicity study in rats

Pathological findings of individual animals
Sex Exp.group Al_;;:.ml Fate Macroscopic findings Histopathological findings®
e fa_ No abnormalities detected No abnommalities detected
L8 f:;-__Noa_bn_qr;n_ua.huhes- detected No abnormalities detected
, 9 ta Noabnormalities detected Liver T
Vehicle control
Male (RECOVETY)  wememoemmemsmmemesemrcemcecene e e e saeme e oo YACTOgEAIIOMA +
.10 .. B Noabmoumalities detected No abnormalifies detected
il 1B Noabnommalities detected = No abnormalities detested
12 ta No aﬂn;r;ﬁiﬁes detected o No abnormalities detected
a} Organs/tissues examined as follows: liver.
ta, terminal autopsy.
-+, slight.
Addendum 9-3 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Sex é’;j;f,ﬁiﬁj A;‘:a’ Fate Macroscopic findings - Histopathological findings
13 ... Noabmormalitiesdetected Notexamined ¢
14"t Noasbnormalites detected Notexamined
15 ta Noabnommaities detected Notexamined
Male 10 16t Nosbnormalities defected Notexamined
17t Noabnormalities detected Notexamined ~ ~
------------------------------------------------------ Not examined

’ 18 ta No abnormalities detected

1a, terminal awtopsy.

Dpmmpany Sanitized. Boes b

of contain TSCA CBl



87

Addendum 94 Twenty-eight-day repeated-dose oral toxicity smdy in rats

Pathological findings of individual animals
Sex Exp.group Animal Fate Macroscopic findings Histopathological findings®
- (mg/kg/day) No. . =
o191 Nosbmommalities detected Notexamined e,
.20 Nozbomalitiesdetecred Notexamined
21w Nodbmomalities detocied Notowmmined
Male 40 22 ta _Izlidney ) Kidney
Pelvic dilatation (righty ~  Pelvicdilatation+
2.2 Nodbnommalities detected " Notexamined T
24t No abnormalifies detected Not examined
4) Organs/tissnes examined as follows: macroscopic lesion.
ta, terminal autopsy.

+, slight.

Addendum 9-5 Twenty-eight-day repeated-dose oral toxicity study in rats

Pathological findings of individual animals
Sex (i§k§§:§ ) Ax;;:.xal Fate Macroscopic findings  Histopathological findings®
.25 T2 Noaboomlitesdetected No abnormalities detected
26 ta No abnormalities detected Liver T
OO ... ... O
Male 200 .2l 1 Noabnormalities detected No abnormalities defected
...28 .1 Nosbmommalitiesdetected No abnormalities detected
2212 Noazbnommalities detected No abmormalities detected
30 ta Spleen Splf;en --------------
‘Whitish region ( ¢ 3 mm) Focal necrosis ++
a) Organs/tissues examined as follows: liver and macroscopic lesion.
ta, terminal autopsy.

+, slight; ++, moderate.
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Addendum 9-6 Twenty-eight-day repeated-dose oral toxicity sdy in rats

Pathological findings of individual animals
Exp.group Animal . .
Sex (mg/ke/day) No. Fate Macroscoplg findings Histopathological findings?
31 ta  No abnormalities detected Liver
Centrilobular hypertrophy of

hepatocytes +
Single cell necrosis of

Male 1,000
hepatocytes +

Centrilobular hypertrophy of

hepatocytes +
Single cell necrosis of

a) Organs/ﬁssues examined as follows: forestomach, glandular stomach, duodenum, jejunum, fleum, cecum, colon, recﬁmq,

Lver, heart, kidneys, spleen and adrenals.
ta, terminal autopsy.
+, slight,

Addendum 9-7 Twenty-eight-day repeated-dose oral toxicity study in rats

Pathological findings of individual animals

Sex (i;l'(ig:; A;?al Fate Macroscopic findings Histopathological findings®
.37 ta Noabnommalitiesdetected No abnormalities detected
.38 Noabnommalities detected  No abrommaiities detected
.39 @ Noabvonmalities detected No abnormalities detected

Mile vy A0 Noabmomaliies detsced . No sbormaiies deecied T
.41t Nozbnomalitiesdetected =~ No abnormalities detected

Spleen

Nodule ( ¢ 7 mm) _ Follicular hypertrophy -+~

a) Organs/tissues examined as follows: liver and macroscopic lesion.

ta, terminal autapsy. -
++, moderate.
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Addendum $-8 Twenty-eight-day repeated-dose oral toxicity study in rats

i Pathological findings of individual animals
Sex Exp.group No al Fate Macroscopic findings Histopathological findings?
.4 Nosbnommalitiesdetocted . No aboormalities detected .
440 Noabnommaliies detected . No abnormalities defected
A5 Moabnormalities detested No abnormalities detected ..
Female Vehicle control 46 ta  No abnormalities detected Kidney

........... oo e cae e e OBy ystinmedulla +

.47, Nosbmormalities detected No abnormaliies detected .
48 ta No abnormalities detected No abnormalities detected

a) Organs/tissnes examined as follows: forestomach, glandular stomach, dnodenum, Jejunum, ileumn, cecum, colon, rectum,

liver, heart, kidneys, spleen and adrenals.
ta, terninal autopsy.
+, slight.

Addendum 9-9 Twenty-eight-day repeated-dose oral toxicity study in rats

Pathological findings of individual animals
Sex Exp.group A;Jf:al Fate Macroscopic findings Histopathological findings
A2 ta Noabmormalities detected - Notexamined e
.30 ta_ MNoazbnormalities detected " Notexamined
Fomale  Vebiclecomtrol 51 ta Noaboormalities detected Notexamined
(Recovery) 52 fa Nodbnommslitiesdetected Notexamined oo
L3 ta _No sbrormalities detected Not examined
54 ta Noabnormaliies detected Notexamined
ta, terminal autopsy.
Addendum 9-10 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Sex (i’;/pér/gzs) A;?al Fate Macroscopic findings Histopathological findings
.33 B Noabmompalifies detected - Notexamined oo,
.36t _Nosbmommalities detocted Notexamined ~
57 ta No abuormalities detected Not examined
Female 10 S sl
.28 .12 Noazbnommalities detected = Notexamined .o
.20, Nogbmommalitiesdetested Notexamined
. 60 ta No abnormalities detected Not e.xamz.t.l;'d -----------------------
ta, terminal autopsy.
Addendum 9-11 Twenty-eight-day repeated-dose oral toxicity stdy in rats -
Pathological findings of individual animals
Sex (mE?;l.cit/Zg ) A;?ﬂ Fate Macroscopic findings _ Histopathological findings
.8t Noabmormalities detected Notexamined oo
82 Eg___l_\{g_a.lgp‘qx}lfﬁl_iﬁes detected Not examined
3 ta Noasbrormaliies detected Not examined
Female 40 e e e L
- L84 Noabnormalitiesdetected Notexamined oo
.85 1 Nozbuomalities detected ... Notewmined
66 1t Noabnormalities detected Not examined
. ta, terminal autopsy.
/M*
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Addendum $-12 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals

L
: Sex (iﬁigzg) A;Tal Fate Macroscopic findings Histopathological findings
.87 _..t1a_ No abnormalities detected _ ....Not examined
.88 ta_ Nosbnommalities detected " Notevamined T
Female 200 -2 Nosmomaltes detocted T Noteramined T
.20 fa Nozbnormaliies detected Notexamined oo,
L ta__ No abnormalities detected Notexamined
72 ta Noabnormalifies detected Notexamined T
ta, terminal autepsy.
Addendum 9-13 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Sex (f;j{cg;":s ) A;:;:al Fate Macroscopic findings Histopathological ﬁndjngs"
: 73— ta - No sbnormalities-detected - ... Nozbnommalifies detected
2 ta_ No zbnormalities detected No abnormalities detected
75 ta Noabnormalities detected No abnormalities detected
Female 8 m N momatiie deecied T N sbuormatites deissied
77 Nosbnormalities defocted " """No abmormalities detected ||
78 ta No abnormalifies detected No abnormalities detected
a) Organs/tissues examined as follows: forestomach, glandular stomach, duodenum, jejumm, flewm, cecurm, colon, rectum,
liver, heart, kidneys, spleen and adrenals.
ta, terminal autopsy.
m Addendum 9-14 Twenty-eight-day repeated-dose oral toxicity study in rats
Pathological findings of individual animals
Sex (ﬁ’;’éﬁi} ' A;?al Fate Macroscopic findings Histopatholagical findings
.21 Nogbmormalities detected Not examined
.80 .2 Noabnomalities detocted Not examined "
Female 1,000 8L fe__,l_\{q_zzfgp_qr_qu_a_l_iziﬁ%ée_tse{%é__.____-__.--:-N?P.?’S?ééé;é--.--.--.-:::::::::::: o
Recovers) .82 __ta Noabnormalities detected Notexammed
.85 .= Noabnomalities detected Notexamined
’ ) 84 ta No abnormalities detected No%‘e-x-am" "in. -eE ---------------------------
ta, terminal antopsy.
Language Services Unit
Phoenix Translations
February 2, 2004
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IMSOffice1]Check with translator; I think there should be a ‘not’ in this sentence.
[MSOfficez]Same as above; check with translator; I think there should be a ‘not” in this sentence.
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