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Dear Sir or Madam: 88370 96051

The enclosed two toxicity studies are being submitted to the United States Environmental Protection
Agency pursuant to TSCA Section 8(e).

The identity of the product tested IS

Common Chemical Name:  Bis (2,4-dicumylphenyl) pentaerythritol diphosphite

CAS # 154862-43-8

Chemical Name: 2.4.8.10 - Tetraoxa-3,9-aspiro [5] undecane,
3.9-bis[2.4-bis( |-methyl- 1-phenylethyl) phenoxy]

The first enclosed study is the acute toxicity to Daphina magna. The 48 hour EC50 was 0 20 m/l,
and the 48 hour NOEC was 0.06 mg/l.

The second enclosed study is a Subacute 28 day Oral Toxicity Study in rats. The dose levels were
0. 50, 200, and 500 mg/kg/day. The non- -observed-adverse-ettect level (NOAEL) was the top dose
of 500 mg/kg, and the non-observed- effect-level (NOEL) was 200 mg/kg. e

Both of fhese studies were done in Europe and we received the reports on November 1. 1OV6

UE.‘"\!QCQ:E

Please feel free to contact me should you have any questions about these studies.

—_

Very sincerely yours,
we NO CB
/' . : 4 . A D‘/

- / .- /'v’( e / - ’ﬁ"
David L. Rankin P@.’ﬁ—#

Vice President, Environmental Aftairs
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COPY OF GLP CERTIFICATE

HESSISCHES MINISTERIUM FUR
UMWELT, ENERGIE, JUGEND,
FAMILIE UND GESUNDHEIT

GLP-Bescheinigung

Bescheinigung

Hiermit wird bestitigt. dad die Prifeinrichtung(en)
RCC Umweltchemie OmbH A Co. KG
in 64380 Rofdorf, In den Leppsteinswiesen 19
(Ort, Anschrift)
der RCC/CCR Holding Verwaltungs GmbH
(Firma)
am 05./06./07. April 1995
(Datum)

von der fir die Uberwachung rustindigen Behdrden diber
die Einhaltung der Grundeitse der Guten Laborpraxis

inspisiert worden ist (sind).

Es wird hiermit besidtigt, das folgende Prifungen in
dieser Priiffeinrichtung nach den Gruadsitzen der Guten
Laborpraxis durchgefiihrt werden.

Certificate

It i hereby certified that the test facility(ies)

RCC Umweltchemie GmbH & Co. KG

in 64380 Rofdorf, In den Leppateinswiesen 19
(location, address}

of RCC/CCR Holding Verwaitungs GmbH
{company name)

on 05./06./07. April 1993
{date)

was (were) inspected by the competent authority
regarding compliance with the Principlea of
Oood Laboratory Practice.

It is hereby certified that studies in this
test facility are d 14 with

P

din ¢

the Principles of Good Laboratory Practice.

Priifentegorie nach § 19 4 Abs. 3 Chemikaliengesets In der Fassung vom 29.Juli 1994 (BGBI. 1 8. 1703),
zuletzt gedndert am 27. September 1994 (BGBI. I 8. 2708) in Verbindung mit der Aligemeinen

Verwaltungsvorschrift sum Verfahren der behdrdiichen Uberwachung der Einhal

g der Grundsitse der Guten

Laborpraxis vom 21. Oktober 1990 (BAnz. 204 & vom 31.10.1990):

Physikalisch-chemische Eigenschaften

Physical and chemical properties

und Gehaltsbesttmmung and det tion of
Okotoxikologische Eig haften (aqu he Org E icol I properties (aquatic organisms)
Ruickstinde Residues

Prifkategotie gemis OECD Panal en Qood Laboratory Praotise (January 1992)

lieeh_ch

he Wi hall
14

Prafungen auf physi
und Gehaltsbestimmung )
Umwelttoxikologische Prafungen zu Auswirkungen
auf aquatische Organiamen

Prifungen auf Rdckstdnde

S Bl j

(Dr. Hecker) Wiesbaden, den .~ August 1993

Physical and chemical properties
and determination of content
Environmental toxicity studies
on aguatic organisms
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Schedule

Date of Protocol: June 25, 1996

(Date of German translation: June 25, 1996)

Start of Experiment: July 23, 1996

End of Experiment: July 25, 1996

Date of Draft: October 02, 1996

Date of Report: October 10, 1996

Good Laboratory Praxis

The study was performed in compliance with:

« Chemikaliengesetz* (Chemicals Act) of the Federal Republic of Germany, ““ Anlage 1
(Annex 1), dated July 25, 1994 (“BGBL. 1 1994, pp. 1703)

"OECD Principles of Good Laboratory Practice", Paris, 1981

Guidelines

This study followed the procedures indicated by the following internationally accepted
guidelines and recommendations:

Commission Directive 92/69/EEC, Annex Part C, C.2: "Acute Toxicity for Daphnia",
Official Journal of the European Communities No. L 383 A, dated December 29, 1992

OECD Guideline for Testing of Chemicals, Section 2, No. 202: "Daphnia sp., Acute
Immobilisation Test and Reproduction Test", Part I, adopted April 04, 1984

Archiving

By order of the RCC Umweltchemie GmbH & Co. KG the CCR Cytotest Cell Research
GmbH & Co. KG, In den Leppsteinswiesen 19, D-64380 Rossdorf, will archive all raw
data, the protocol and a copy of the report for thirty years. A sample of the test substance
will be archived for at least 2 years following the date on which the report is audited by the
Quality Assurance Unit and also at least until the next inspection of RCC Umweltchemie by
the GLP-authority.

If there are no other instructions by the sponsor the raw data and the above mentioned
material will be discarded at the end of the archiving period.

Deviations to Protocol

There were no deviations to the protocol.
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Date: October 10, 1996

Dr. J. Schreitmiiller

Date: October 10, 1996

M. Arenz

Date: October 10, 1996
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STATEMENT OF COMPLIANCE
Project Number: 552314

Test Substance. Doverphos S-9228

study Director: Dr. U. Memmert

Title of the Study: Acute Toxicity of Doverphos 5-9228
to Daphnia magna
(48-Hour-Immobilization-Test)

This study performed in the testing facility of RCC was conducted in compliance with Good
Laboratory Practice Regulations according to:

_ «Chemikaliengesetz* (Chemicals Act) of the Federal Repﬁblic of Germany, “‘Anlage 1“
(Annex 1), dated July 25, 1994 (“BGBI. 1 1994“, pp. 1703)

_ "QECD Principles of Good Laboratory Practice", Paris, 1981

There were no circumstances that may have affected the integrity or quality of the study.

Study Director RCC
Dr. U. Memmert

wed ... .
Date: ﬂ&é%// M«;

............... g LA

Responsible Scientist RCC

Analytical Chemistry
Dr. J. Schreitmiiller

Ahibalh

Date: ak)&r( ...... M,'{%%(’ ...........
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STATEMENT OF QUALITY ASSURANCE UNIT

C R Cytotest Cell Research GmbH & Co. KG,
In den Leppsteinswiesen 19,
D-64380 Rossdorf, FRG.

C

Project Number: 552314

Test Substance: Doverphos S-9228

Study Director: Dr. U Memmert

Title of the Study: Acute Toxicity of Doverphos 5-9228

to Daphnia magna
(48-Hour-lmmobilization-Test)

This report was audited by the Quality Assurance Unit and the conduct of this study was
inspected on the following dates:

Phases and Dates of Dates of Reports to the Study
QAU Inspections/Audits Director and to Managcment
Protocol Audit: June 26, 1996 June 26, 1996
Draft Inspection _
- biological part: October 10, 1996 October 10, 1996
- analvtical part: September 26. 1996 September 26, 1996
Head of
Qurality Assurance Unit F. Hermann
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SUMMARY

The acute toxicity of the test substance Doverphos S-9228 to Daphnia magna was
determined in a 48-hour static test according to the Commission Directive 92/69/EEC,
Annex Part C.2, dated December 29, 1992, and the OECD Guideline for Testing of
Chemicals, Section 2, No. 202, Part I, adopted April 04, 1984. The test was performed in
compliance with Good Laboratory Practice Regulations.

Due to the low water solubility of the test substance, a supersaturated stock suspension of
the test substance with a nominal concentration of 100 mg/l was continuously stirred at
room temperature in the dark over 2 hours. Then the stock suspension was filtered. The
undiluted filtrate with the maximum concentration of dissolved, respectively very fine
dispersed test substance was used as the highest concentrated test medium. Additionally, the
dilutions 1:2, 1:4,.1:8 and 1:16 of the filtrate and a control were tested in parallel.

The analytically determined test substance concentrations in the freshly prepared test
medium of the highest test concentration (the undiluted filtrate of the supersaturated stock
suspension) at the start of the test amounted to 0.33 mg/l. At the lower concentrated test
media lower test substance concentrations were measured according to the dilution steps. In
the undiluted filtrate the concentrations of Doverphos S-9228 had decreased to 0. 17 mg/l
after 48 hours. And also at the lower concentrations a decrease of the test substance
concentrations was determined in the same dimension. Therefore, all reported biological
results are related to the mean measured test substance concentrations (calculated as the
average over all measurements during the test period).

The biological test results:

— 24-hour EC 50: >0.25 mg test substance/l

— 24-hour EC 0: 0.06 mg test substance/l

— 24-hour EC 100: >0.25 mg test substance/l

— 48-hour EC 50: 0.20 mg test substance/l
(95 % confidence limits: 0.08 - 0.47 mg test substance/l)

— 48-hour EC 0 and _

— 48-hour NOEC: 0.06 mg test substance/l

— 48-hour EC 100: >0.25 mg test substance/l
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MATERIALS AND METHODS

Test Substance

The test substance and the following information concerning the test substance were pro-

vided by the sponsor:
Name:

Batch No.
Expiration date:
Purity:

Solubility in water:

Stability:

pH in aqueous solution:

Aggregate state
at room temperature:

Colour:
Vapour pressure:

Storage:

Doverphos S-9228
49R031495
December 15, 1997
approximately 98 %
<1 mg/l at 20 °C

pure: 2 years
in water: stable for at least 48 hours

pH 6 at a concentration of 2 %

solid / powder
white
not indicated by the sponsor

at room temperature, in the dark
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Test Organism

The study was performed with young Daphnia (at the start of the test 6 - 24 hours old) of a
clone of the species Daphnia magna Straus. The clone is bred in the laboratories of RCC
under standardized conditions since several years in reconstituted water of a similar quality
regarding to pH, components of the main ions and total hardness as the test water used in
the test (see below).

Study Design
Experimental conditions

In each test concentration and the control 20 Daphnia were tested, divided into four groups
of five animals, each group in 50 m! test medium in a 100-ml-glass-beaker. The test was
performed in an air-temperated room.

Water temperature: 20.4 - 20.9°C during the test period

Light: a 16-hour light to 8-hour darkness photoperiod with a 30 minute
transition period between light and darkness. Light intensity at light
period: approximately 540 - 760 Lux.

Test duration: 48 hours

Test water: reconstituted water: in deionized water with a conductivity lower than
0.1 pScm’ (Milli-Q-water) analytical grade salts were added to
following nominal concentrations, and the water was aerated to oxygen

saturation:

CaCl; x 2H,;0 : 20 mmol/l (= 294.0 mg/l)
MgSO, x TH,0 : 0.5 mmoll (= 123.0 mg/)
NaHCO; : 0.75 mmolll (= 65.0 mg/l)

KCl : 0.075 mmol/l (= 5.8 mg/l)
Water Hardness ; 2.5 mmol/l (= 250.0 mg/l) as CaCO;
Alkalinity ; 0.8 mmol/l

Ratio of Ca:Mg = 4:1
Na: K= 10:1
The Daphnia were not fed, and the test media were not aerated during the test period.

Dosage and concentrations

Due to the very low water solubility of the test substance (see RCC Project 619290) and
according to the results of pre-experiments to the dosage of the test substance into the test
media, the following dosage of the test substance was chosen:

Prior to the start of the test a supersaturated stock suspension of the test substance with a
nominal concentration of 100 mg/l was prepared by dispersing 350 mg test substance in
3500 ml test water by means of ultrasonic treatment. No auxiliary solvent or emulsifier was
used. This supersaturated stock suspension was stirred by a magnetic stirrer at room
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nperatute in the dark over 2hours to dissolve respectively disperse a maximum
te pcentration of the test substance in the supersaturated stock suspension. After 2 hours of
gfmmg the supersaturated stock suspension was filtered through a folded filter paper
(SChleichef & Schuell, Type 1573 %s). The first 100 ml of the filtrate were discarded to
loss of the test substance due to adsorption onto the filter. The stirring period of

5 hours Wwas chosen according to the results of a pre-test (without GLP), where the
analytically determined concentrations of the test substance in the filtrate were much lower
after 24 and 72 hours of stirring compared to the measured concentrations after 2 hours of

avOid a

stirring.

The undiluted filtrate of the supersaturated stock suspension with the maximum
concentration of dissolved respectively very fine dispersed test substance was used as the
highest concentrated test medium. Additionally, adequate volumes of the filtrate were
diluted with test water for the preparation of test media with lower test substance
concentrations. No additional dilution step was inserted. In this way the following test
concentrations were prepared: the undiluted filtrate of the stock suspension and the
dilutions 1:2, 1:4, 1:8 and 1:16 of the filtrate (1 part of the filtrate added to 1, respectively
3, 7, and 15 parts of test water). The real concentrations of the test substance in the test
media were analytically determined (see " Analyses of the test substance concentrations”).
The test dilutions were prepared just before introduction of Daphnia (= start of the test).

The test concentration was based on the results of a range-finding test. The range-finding
test and the pre-experiments to the dosage of the test substance in the test medium were not
performed in compliance with GLP-Regulations, but the raw data of these pre-tests will be
archived under the RCC Project number of the present study.

Evaluations
Determination of the immobility

The immobility or mortality of the Daphnia was determined by visual controls after 24 and
48 hours. Those animals not able to swim within 15 seconds after gentle agitation of the test

beaker were considered to be immobile.

The 48-hour EC 50 and the 95 %-confidence limits were calculated by Moving Average
Interpolation (Ref. 1, 2). The EC 0 was determined directly from the raw data. The 24-hour
EC 50 and the EC 100 could not be determined due to the low toxicity of the test

substance.

Measurement of pH, dissolved oxygen and water temperature

At the start and at the end of the test, the pH-values and the dissolved oxygen
concentrations were determined in the test media of all test concentrations and the control.
The water temperature was determined in the test medium of one control beaker at the start

and the end of the test.
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Analysis of the test substance concentrations

¢ analysis of the real test substance concentrations, duplicate samples from the freshly
ared test media of all test concentrations and the control were taken just before the
start of the test. .

For the determination of the stability of the test §ubstance under the test conditions,
sufficient volumes of the f'reshly prepared test media of all test concentrations and the
control were incubated during test period under the same conditions as in the actual test
(but without Daphnia) and duplicate samples were taken at the end of the test period. The
collecting of samples after 48 hours from the actual test itself was not possible since the test
media volumes in the test were too small for the analytical requirements of up to 800 ml per

sample.

Just after the samples were taken, an appropriate amount of Chloroform were added to each
sample to stabilize the test substance during the storage period. Then the samples were
stored deep-frozen (at -20°C) until the analyses were performed. According to pre-
experiments to the storage stability the test substance is sufficiently stable in test media
samples under these storage conditions.

The concentrations of the test substance Doverphos S-9228 were analysed from both
sampling times (0 and 48 hours) in the duplicate test medium samples from the undiluted
filtrate and the test dilutions of 1:4 and 1:2. The samples from the test dilutions 1:16 and 1'8
were not analysed, since they were below the 48-hour NOEC, determined in this test. From
the control samples only one of the duplicate samples was analysed from each of both
sampling dates. The analytical procedure and the results are described in the attached test

report RCC-D Project 552315.

All samples are kept stored at -20 °C to enable additional analyses. After delivery of the
final test report all samples will be discarded.
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RESULTS AND DISCUSSION

Analytical results (see also the Attachment)

The analytically determined test substance concentrations in the samples from the freshly

repared test medium of the highest test concentration (the undiluted filtrate of the
supersaturated stock suspension) at the start of the test amounted to 0.33 mg/l (see
analytical results, Attachment Table 1). At the lower concentrated test media lower test
substance concentrations were measured according to the dilution steps. In the undiluted
Gltrate, incubated under the test conditions during the test period (but without Daphnia),
the concentrations of Doverphos S-9228 had decreased to 0.17 mg/! after 48 hours. This
decrease of the test substance concentration during the test period was possibly due to the
testing of a very fine dispersed test substance fraction above the water solubility limit of
Doverphos S-9228 (see also the discussion of the analytical results in the Attachment).
However, also at the test dilutions 1:2 and 1:4 a decrease of the test substance
concentrations was determined in the same dimension. Thus, also adsorption of the test
substance onto the glass surfaces must be taken into consideration as reason for the losses
Therefore, all reported biological results are related to the mean measured test substance
concentrations (calculated as the average over all measurements in the undiluted filtrate

during the test period):

Dilution mean measured test substance concentrations
in the test media samples
1:16 not analysed (below the 48-hour NOEC)
1.8 not analysed (below the 48-hour NOEC)
1:4 0.06 mg/l
1:2 0.12 mg/l
undiluted filtrate 0.25 mg/l

Biological results

The biological results are listed in Table 1. In the control and up to and including the mean
measured test substance concentration of 0.06 mg/l no immobility or mortality of the test
animals was observed during the test period of 48 hours. Thus the 24-hour EC 0 was
determined to be 0.06 mg test substance/l. The 24-hour EC 50 and the 24-hour EC 100 of
the test substance could not be determined due to the low toxicity of the test substance, but
were clearly higher than 0.25 mg test substance/l.

After 48 hours of exposure the toxicity of the test substance to Daphnia magna had in-
creased. The 48-hour EC 50 was calculated to be 0.20 mg test substance/l with 95 % con-
fidence limits from 0.08 to 0.47 mg/l. The 48-hour EC 0 and also the 48-hour NOEC
(highest concentration tested without toxic effects after 48 hours) of Doverphos §-9228
were again 0.06 mg test substance/l, since no immobilization and no other signs of
intoxication were observed at the test animals up to and including this mean measured test
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Oncentrati()"- The 4§7hogr .EC 100 was higher than 0.25 mg test substance/l and thus
Jpove the water solubility limit of the test substance in the used test water.

the test period, the dissolved oxygen concentrations in the test media were at least

puring X
g2 mg/l Of higher, the pH-valugs ranged from pH 7.7 to 7.8 (Table 2). No remarkable
Obsewations were made concerning the behaviour of the test substance in the test media.
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TABLES
Ta}leL Influence of Doverphos S-9228 on the mobility of Daphnia magnd
Dilution No. of No. of immobilized % of immobilized
Daphnia Daphnia after Daphnia alter
tested 24 h 48 h 24 h 18 h
Control 20 0 0 0 0
1:16 (na) 20 0 0 0 0
1:8 (na) 20 0 0 0 0
1:4 (0.06 mg/h¥# 20 0 0 0 0
1:2 (0.12 mg/H# 20 2 6 10 30
undiluted filtrate (0.25 mg/M)# 20 4 12 20 o0

n.a.: not analysed
4  mean measured test substance concentration

Table 2: Dissolved oxygen concentrations (mg/l) and pH-values in the test media at the
start and end of the test

Dilution Start ( 0 hours ) End ( 48 hours)
pH Oxygen pH Oxygen

Control 78 8.6 78 87

1:16 (n.a.) 78 85 78 8.0

1:8 (n.a.) 78 8.6 78 89

1:4 (0.06 mg/h)# 7.7 84 7.8 88

1:2 (0.12 mg/h)# 77 8.6 78 88
undiluted filtrate  (0.25 mg/D# 7.7 8.2 78 87

n.a.: not analysed
#  mean measured test substance concentration
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Aﬂachment to RCC-D Project 552314

0BJECTIVE

In this report the results obtained for the concentrations of Doverphos S-9228 in test
medium are described.
The quantification of Doverphos S-9228 was performed by HPLC analysis and UV/VIS-

detection.

MATERIALS AND METHODS

NALYTICAL PROCEDURE

ANALYTICAL PROGEDURE
Storage

The samples were stored deep frozen and protected from light until analysis was
performed. In order to stabilize the test substance under storage conditions, 20 m! of
chloroform were added to the samples (see biological part of this study, RCC-D project

552314).

Reagents and solvents

Acetonitrile, HPLC grade Merck, no. 30

Dichloromethane, for organic residue analysis ~ Merck, no. 6054

Chloroform, for organic residue analysis Merck, no. 2432

Methanol, HPLC grade Merck, no. 6007

Purified water for HPLC in-house prepared by a Milli-Q water
purification system (Millipore)

Test medium as described in RCC-D report 552314

Standard solutions used for sample quantification

Sample preparation day 1:

15.70 mg of the test substance were dissolved in 100 ml of dichloromethane to prepare a
stock solution of 157.0 mg test substance/l. Defined volumes of this stock solution were
diluted with a mixture of acetonitrile/water (95:5, viv) to obtain standard solutions in the
range of 1.57 to 15.7 mg test substance/l.

Sample preparation day 2:

12.51 mg of the test substance were dissolved in 100 ml of dichloromethane to prepare a
stock solution of 125.1 mg test substance/l. Defined volumes of this stock solution were
diluted with a mixture of acetonitrile/water (95:5, v:v) to obtain standard solutions in the
range of 0.350 to 17.51 mg test substance/l.
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Preparation of spiked test medium samples

o demonstrate the validity of the method untreated test medium was spiked with the

test substance.

sample preparation day 1:
11.93 mg of test substance were dissolved in 100 ml of methanol to prepare a stock

solution of 119.3 mg test substance/l. A defined volume of 2.5 ml of this stock solution
was diluted to 25 ml with methanol to obtain a standard solution of the test substance
with a concentration of 11.93 mg/l..

Defined volumes of 10 ml of the standard solution were added to 500 ml of test medium
10 obtain spiked test medium samples with a concentration of 0.239 mg test substance/l.

Sample preparation day 2:
12.37 mg of test substance were dissolved in 100 ml of methanol to prepare a stock

solution of 123.7 mg test substance/l. A defined volume of 4 ml of this stock solution
was diluted to 50 ml with methanol to obtain a standard solution of the test substance
with a concentration of 9.90 mg/l.

Defined volumes of 3 mi of the standard solution were added to 250 ml of test medium
to obtain spiked test medium samples with a concentration of 0.119 mg test substance/l.
Defined volumes of 1 ml of the standard solution were added to 500 ml of test medium
to obtain spiked test medium samples with a concentration of 0.0198 mg test substance/l.

The spiked test medium samples were subjected to the same treatment as a sample.

In addition test medium without Doverphos S-9228 was analysed (analytical blank).
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Analysis of biological treatment samples, control samples and spiked test medium
samples

Treatment samples and control samples were thawed, shaken mechanically and
ultrasonicated to obtain homogeneous sample solutions.

The samples were extracted twice with 20 ml of chloroform, respectively, using a
mechanical shaker. The organic phases were combined and concentrated to dryness using
a rotary evaporator. The residue was dissolved in 1 ml of dichloromethane. This solution
was diluted to 10 ml with a mixture of acetonitrile/water (95:5, v:v). An aliquot of the
final solution was analysed by HPLC and UV/VIS-detection.

dilution factor of the sample final final enrichment
undiluted filtrate / volume | volume | concentration factor
nominal concentration [mg/l] [ml] [ml] [mg/l]
Biological treatment samples:
undiluted filtrate 250 10 na. 25
1:2-dilution 250 10 na. 25
1:4-dilution 500 10 na. 50
Biological control samples:
0 800 | 10 | 0 [ 80
Spiked test medium samples:
0.239 500 10 11.95 50
0.119 250 10 2.98 25
00198 500 10 0.990 50
0 500 10 0 50

n.a. = not applicable

For results obtained see Table 1.
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HPLC CONDITIONS

/_—__-__—

Auto sampler: Varian 9100

Gradient pump: Varian 9010

Detector: Merck, DAD L-7450

Column oven: Gynkotek STH-585

Column: Waters Nova-Pak C-18; 300 x 3.9 mm; 4 um
Eluent: acetonitrile / water (95:5, v:v)
Flow rate: 1.2 ml/min

Temperature: 40 °C in a thermostated oven
Injection volume: 20 pl

Detection wave length: 210 nm

Retention time: 18.1-19.1 min
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EvALUATION OF RESULTS

ed samples were quantified by HPLC using UV/VIS-detection with reference to the
respective calibration curve. The latter was obtained by correlation of peak area of the
standard solutions to their corresponding concentration in mg/l. The correlation was
erformed using a linear function given below (equation 1).

From this curve the concentration x of Doverphos S-9228 in an injected sample was

calculated by the following equation:

Inject

y:’b'x+a (1)

where
~  Peak area of test substance [area counts] in injected sample

y =
x = Concentration of test substance [mg/1] in injected sample
a = y-axis intercept

b = Slope

The concentration of the test substance in a sample was calculated by equation 2:

c=x-F (2)

where

¢ = Concentration of test substance [mg/l] in sample

« = Amount of test substance [mg/l] in injected sample found by equation 1
E = Enrichment factor

The recovery of the test substance in a sample was calculated by equation 3:

R=-—100% 3)
Cnoﬂl
where
R = Recovery
c = Concentration of test substance [mg/l] in sample found by equation 2
Cnom L;= Nominal concentration of test substance [mg/l] in sample

The corrected concentration of the test substance in a sample was calculated by equation 4:

¢ =—S.100% (4)

corr

spike
where
cer = Corrected concentration of test substance [mg/1] in sample
~ —  Cancentration of test substance [mg/l] in sample found by equation 3
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RESULTS AND DISCUSSION

The results obtained for the concentrations of Doverphos S-9228 in test medium are
presented in Table 1. For the preparation of the biological treatment samples a stock
suspension of the test substance in test medium was prepared. The suspension was
fltrated and the undiluted filtrate was taken as the test water (see RCC-D report

552314).

An example of the calibration data for Doverphos S-9228 is given in Table 2 and
Figure 1.

Typical HPLC chromatograms are shown in the attached Figures 2 to 7.

The biological control samples and an analysed analytical blank (test medium) did not
affect the HPLC-chromatogram at the retention time of the test substance.

Concurrent with the sample analysis recoveries of spiked test medium samples in the
relevant concentrations (0.0198, 0.119 and 0.239 mg Doverphos S-9228/1) were
performed in duplicate. The mean concentrations were found to be 77, 93 and 63 % of
the spiked values, with an average of 78 % (n = 6). The slight losses could be due to
adsorption of the test substance during the analytical procedure. Therefore, the measured
contents in the samples were corrected by the mean recovery value of 78 % obtained for
the spiked test medium samples.

The corrected mean concentration found in the undiluted filtrate at the beginning of the
test was 0.33 mg/l. The mean recovery for this treatment sample was defined to be
100 %. The biological treatment samples with dilution factors of 2 and 4 showed mean
recoveries of 98 and 100 % at the beginning of the test, if the undiluted filtrate at
sampling day 0 is defined as the point of reference and the dilution factors are taken into
calculation.

During the performance of the biological test a decrease in concentrations of the test
substance occurred. In the undiluted filtrate the corrected mean content of Doverphos S-
92728 in test water decreased from 0.33 mg/l to 0.17 mg/l (mean recovery: 52 %), in the
1-2-diluted filtrate from 0.16 mg/l (98 %) to 0.070 mg/l (43 %) and in the 1:4-diluted
filtrate from 0081 mg/l (100%) to 0041 mg/l (50 %). The losses during the
performance of the test could be due to precipitation of previously colloidal dissolved
amounts of the test substance as a consequence of its low water solubility.

The tabulated values of the samples represent rounded results obtained by calculation
using the exact raw data.
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TABLES
Table 1: Results obtained for the concentration of the test substance in test medium
Date of analysis: September 10 to 12, 1996
Nominal concentration | Sampling | Age of| RCC Doverphos S-9228 measured
of Doverphos 8-9228 /|  date sample| sample
dilution factor of the code
filtrate
mean mean corrected by
recoveries
[mg/1] {day] | {hours] [mg/N] | [%of |[mgA]| [Yeof | (mel] %o of
nominal] nominal} nominal|
Biological treatment samples
1:4-dilution 0 0 D-7 0.056 89 .
0 D8 0070 111 0063 | 100(by | 0.081 | 100(b)
2 48 D-19 0.030 47
2 48 D-20 | 0.033 53 0.032 | 50(b) 0.041 50 (b)
total mean : 0.047 | 75(b) 0.061 75 (b)
1:2-dilution 0 D-9 0.114 90
0 0 D0 |o0135] 107 |0125] 98(b) | 0.160 | 98(b)
2 48 D-21 | 0.055 43
2 48 D-22 0.053 42 0.054 | 43 (b) 0.070 43 (b)
. total mean : 0.089 | 71(b) 0115 71 (b)
undiluted filtrate 0 0 D-11 0.242 na.
0 0 D-12 0.264 n.a. 025 [=100¢)} 0.33 [=100(a)
2 48 D-23 0.127 50
2 48 D-24 0.135 53 0.13 52 (b) 0.17 52 (b)
total mean : 0.19 52 (b) 0.25 52 (b)
Biological control samples
0 0 0 D-2 nd. n.a. n.a. n.a. n.a. n.a.
2 48 D-14 nd. n.a. n.a. na. n.a. n.a.
Spiked test medium samples
0.239 0 DZ1 0.127 53
0 DZ2 0.174 73 0.151 63
0.0198 0 Z4 0.0152 77
0 Z5 0.0153 77 0.0153 77
0.119 0 FZ1 0.102 86
' 0 FZ2 0.119 100 |0.1105 93
,,‘l ' total mean : 78
Analytical blank
0 ] | 0 | DZ3 I nd. | na. l n.a. ‘ n.a. l na. l na
(@ = the mean recovery for the undiluted filtrate at sampling day 0 is defined to be 100 %
(b) = forthe calculation of these recovery values the measured mean concentration of the undiluted

filtrate at sampling day O is taken as the reference point and the dilution factors are taken into
calculation
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Example of calibration data of test substance standards calculated on

Table 2:
basis of test substance peak area
For calibration curve see Figure 1
Standard Peak area Peak area Deviation
[mg/l] observed calculated (%]
[counts] [counts]
1.57 109965 110297 -0.3
3.93 ’ 268520 270828 -0.9
6.28 430460 430679 -0.1
942 649670 644267 08
15.7 1068900 1071443 -0.2
y =68022-x +3503 r=0.9999
where
y = Peak area of test substance [area counts] in injected sample
x = Concentration of test substance [mg/1] in injected sample
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| Figure 1:

Example of a calibration curve of the test substance
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STATEMENT OF COMPLIANCE / GLP GUIDELINES
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STUDY DIRECTOR : Dr. G. Allard

TITLE : Subacute 28-day oral toxicity (gavage) study with

Doverphos S$-9228 in the rat.

The study described in this report was conducted in compliance with the
following Good Laboratory Practice Standards:

Good Laboratory Practice (GLP) in switzerland, Procedures and Principles, March
1986.

The OECD Principles of Good Laboratory Practice, Environment Monograph Number
45. OECD Series on Principles of Good Laboratory Practice and Compliance
Monitoring - Number 1.

Environment Directorate, Organisation for Economic Co-operation and Development.
Paris, 1992

Japanese Ministry of International Trade and Industry: GLP Standards Applied to
Industrial Chemicals. MITI/Basic Industries Bureau and the Environmental Agency.
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the data presented.

Study Director or. G. Allard
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TEST GUIDELINES

The study procedures described in this report conform with the following
guidelines:

pirective 92/69/EEC, B. 7. “Subacute Toxicity Oral®, July 31, 1992.

nrepeated Dose oral Toxicity - Rodent: 28-day or 14-day Study®, OECD Guidelines
for the Testing of Chemicals, Section 4, Health Effects, Number 407, May 12,
1981.

revised Japanese Chemical Substance Law (1987) according to the notification of
pec. 9, 1986 by EA, Environmental Agency (No. 700); MHW, Ministry of Health and
welfare (No. 1039) and MITI, Ministry of International Trade and Industry (No.
1014).

ACCREDITATION

The testing laboratory "“RCC Research & Consulting Company® is accredited
according to EN 45001 under accreditation number STS 085 by the Swiss
Accreditation Service.
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SUMMARY

General

In this subacute toxicity study, Doverphos S-9228 was administered daily by oral

gavage to SPF-bred Sprague Dawley rats of both sexes at dose levels of O, 50,
200 and

500 mg/kg body weight/day for a period of 28 days.

The study comprised 5 animals per group and sex which were sacrificed after 28
days of treatment. Additional 5 rats per sex and group were used at O and

500 mg/kg. These animals were treated for 28 days and then allowed a 14-day
treatment-free recovery period after which they were sacrificed.

clinical signs, food consumption and body weights were recorded periodically
during the treatment and recovery periods. Ophthalmoscopic examinations were
performed at the end of the treatment and recovery periods.

At the end of the dosing period and the treatment-free period, blood samples
were withdrawn for hematology and plasma chemistry analyses, and urine samples
were collected for biochemical and microscopic analyses. A1l animals were
killed, examined post mortem and necropsied. Samples of major organs from all
group 1 (O mg/kg) and group 4 (500 mg/kg) animals, as well as gross lesions from

all animals were processed as hematoxylin and eosin stained slides and examined
by 1ight microscopy.

The results of the study are summarized as follows:

Mortality

A1l animals survived the scheduled treatment period.

Clinical Signs

No test-article related clinical signs were noted in any group.

Body Weight

There was no effect on body weight.

Food Consumption / Relative Food Consumption

There were no effects on food consumption or relative food consumption.
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Ophthalmoscopic Examinations

There were no treatment-related changes on the ophthalmological findings.

Hematology / Clinical Biochemistry / Urinalysis

The assessment of hematology, clinical biochemistry and urinalysis data
indicated no changes of toxicological significance at termination of the
treatment nor at the end of the treatment-free recovery period.

However, a few minor findings of slight or minimal degree which attained
statistical significance were recorded in the animals of group 4 (500 mg/kg) at
termination of the treatment and/or recovery period. Toxicological relevance of
these statistical results are considered to be doubtful. The findings were
characterized as follows:

Treatment period - higher uric acid, total bilirubin and aspartate amino-
transferase levels in males.

Recovery period - Tlower erythrocyte count in both sexes, lower hemoglobin
concentration and hematocrit in males, higher mean corpuscular volume in males,
higher mean corpuscular hemogliobin in both sexes, higher mean corpuscular
hemoglobin concentration in females, lower total Jleukocyte count in males,
decrease in segmented neutrophils and lymphocytes (absolute) in males, shortened
activated partial thromboplastin time in both sexes, higher creatinine, total
cholesterol, phospholipid and gamma-glutamyltransferase levels and lower sodium
level in both sexes. Moreover, the clinical biochemical findings recorded for
males during the treatment period were comparable to those of the controls.

Organ Weights and Organ Weight Ratios

There were no treatment-related changes in organ weights.

Macroscopic and Microscopic Findings

Chiefly minor degrees of hepatocellular vacuolization representing slight
hepatic 1ipidosis, were noted in the livers of both control and treated rats at
both sacrifices. This was considered to be due to the vehicle, corn oil. The
remainder of morphologic findings were spontaneous in nature and within the
normal range of background alterations which may be recorded in Sprague Dawley
rats at these ages. Toxic manifestations resulting from treatment with

Doverphos S-9228 were not in evidence and no target organ of toxicity was
determined.
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ASSESSMENT

The oral administration of Doverphos S-9228 to Sprague pawley rats at doses of
50, 200 and 500 mg/kg/day, for 28 days, did not resulted in test article-
related changes of mortality, clinical signs, food consumption, body weight,
organ weights, ophthalmoscopic, macroscopic and microscopic findings.

Statistically significant changes to the hematology (decreased erythrocyte
count, increased mean corpuscular hemoglobin, shortened activated partial
thromboplastin time) and clinical biochemistry parameters (increased creatine ,
jncreased total cholesterol, increased phospholipid and decreased sodium levels,
increased gamma-g\utamy]transferase activity) were recorded in both sexes of
group 4 (500 mg/kg) at the end of the recovery period. These findings were not
generally present at the end of the 4-week treatment period and did not
correlate with in-1ife or pathological changes. Therefore, the findings of the
clinical laboratory jnvestigations remain equivocal although a relationship to
the test article cannot be excluded.

The accentuated lobular pattern of the 1iver ( correlating with multifocal or
diffuse cellular vacuolation) at both necropsies in controls and test article-
treated rats, was considered to represent slight hepatic 1ipidosis and was due
to the corn oil vehicle.

Based on results of this study, 500 mg/kg Doverphos 5-9228 was established
as the Zobserved-adverse-effect level (NOAEL) and 200 mg/kg Doverphos 5-9228
as the fo-observed-effect-level (NOEL).
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0BJECTIVE

pURPOSE AND RATIONALE

The purpose of this oral toxicity study was to assess the cumulative toxicity of
poverphos S-9228 when administered by oral gavage to rats daily for a period of
o8 days. The reversibility of treatment-related changes was assessed after a
treatment-free l4-day recovery period.

This study should provide a rational basis for the toxicologic risk assessment

in man. The results of this study should indicate potential target organs.

MATERIALS AND METHODS

Experimental Design

TEST SYSTEM

Test system

Rationale

Source

Total number of
animals per group

Total number
of animals

Age at delivery

Body weight and range at
acclimatization/pretest

Identification
Randomization

Acclimatization

Rat

IcoIbm:0FA (Sprague Dawley), outbred, SPF

Recognized by the international guidelines as the

recommended test system.

BRL, Biological Research Laboratories Ltd.

Wolferstrasse 4

4414 Fuellinsdorf/Switzerland

Groups 1 and 4: 10 males; 10 females
groups 2 and 3: 5 males and 5 females

30 males
30 females

6 weeks

Males: 195 - 228 g (mean 214 grams)
Females: 151 - 184 g (mean 171 grams)

Cage card and individual ear tattoo.

Computer-generated random algorithm.

7 days under test conditions following a health
examination. Only animals without any visible signs

of illness were used for the study.
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ALLOCATION

e

The animals were assigned identification numbers and allocated to the test
groups as follows:

emmm———

GROUP 1* GROUP 2 GROUP 3 GROUP 4
0 mg/kg 50 mg/kg 200 mg/kg 500 mg/kg
MALES A 1- 5 11 - 15 16 - 20 26 - 30
B 6 - 10 21 - 25
FEMALES A 31 - 35 41 - 45 46 - 50 51 - 55
B 36 - 40 56 - 60
N

*+ Control animals werdigavagéd with the vehicle (corn oil) only.

A = Toxicity testing (termination after 28 treatment days)
8 = Recovery testing (termination after an additional 14-day recovery period)
HUSBANDRY

Room No.: E 06 (Itingen)

Conditions

standard Laboratory Conditions. Air-conditioned with 10-15 air changes per hour,
and continuously monitored environment with a target range for temperature of
22 + 3 degrees centigrade and for relative humidity between 40-70 %. 12 hours

fluorescent 1ight/ 12 hours dark (1ight period between 6.00 a.m. and 6.00 p.m.),
music during the 1ight period.

Accommodation

Groups of five in Makrolon type-4 cages with standard softwood bedding
('Lignocel’ Schill AG, 4132 Muttenz / Switzerland).

Diet:

Pelleted standard Kliba no. 343 rat maintenance diet (KLIBA Muhlen AG, 4303
Kaiseraugst/Switzerland) was available ad libitum (Batch no. 74/96). The feed
batch was analyzed for contaminants (see Attachment 2, pp. 171-172)

Water:

Tap water was available ad libitum in water bottles. Results of bacteriological
assays, chemical and contaminant analysis of representative samples are attached
to this report (see Attachment 1, pp. 167-169)

None of the contaminants analysed in the water and diet is considered to have

Ezzalggesent at a concentration which would have affected the validity of the

15




acC PROJECT 619716
poverphos $-9228

7€ST ARTICLE (according to information provided by the sponsor)

o —
Identification Doverphos S-9228
pescription white solid

gatch Number

purity / Formulation

stability of Test
Article

vehicle

gtability of Test
article in Vehicle

storage Conditions

safety Precautions

TEST ARTICLE PREPARATION

49R031495
98 % approx.

Stable under storage conditions;
expiration date: 15-DEC-1997

Corn oil (on request of the sponsor).

Stable in corn oil for at least 2 hours.

In the original container, at room temperature
(approx. 20°C), away from direct sunlight.

Gloves, goggles and face mask will be employed to
ensure personnel health and safety.

Doverphos $-9228 was weighed into a glass beaker on a tared Mettler balance and
the vehicle added. The mixtures were prepared using a glass rod. Homogeneity of

the test article in the veh

stirrer.

Frequency of preparation

Chemical analysis

of dose preparations

jcle was maintained during treatment using a magnetic

paily, prior to each application.

Concentration, homogeneity and stability of the
test article/vehicle mixtures were determined in
samples taken during acclimatization and during
week 3 of the treatment. The analyses were
performed in the Analytical Laboratories of RCC
Umweltchemie AG according to a method supplied by
the sponsor.

For results see Attachment 4, pp. 196-210a).

At acclimatization 12-JUN-1996
At 3 weeks 03-JUL-1996
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TREATMENT

Method ' Oral by gavage.

rationale Accidental oral ingestion is a possible route of
human exposure.

Frequency Once daily, 7 days per week for a total of 28 days.

pose levels Group 1 (control): 0 mg/kg per treatment day
Group 2 : 50 mg/kg per treatment day
Group 3 : 200 mg/kg per treatment day
Group 4 : 500 mg/kg per treatment day

pose volume 5 m1/kg body weight per treatment day.

puration of

acclimatization 7 days.

puration of treatment 28 days.

puration of recovery 14 days.

pationale for dose level selection:

Based upon information from the sponsor: in an acute oral study with Sprague
pawley rats (vehicle: carboxymethylcellulose) the LD50 was > 5000 mg/kg. Light
colored faeces were the only treatment related effects.

In a S5-day dose-range-finding study (RCC Project 619705) Doverphos S$-9228 was
administered at doses of 200 and 1000 mg/kg by gavage to 3 rats per group and
sex. In all treated males absolute (FC) and relative food (RFC) consumption was
marginally reduced (8%, RFC: group 2, p < 0.05)

Mean liver weight was higher in both female treated groups when compared with
the control. The increase was 10 % at 200 mg/kg and 25 % at 1000 mg/kg (p <
0.01) This finding is considered to be test article-related.

17




rCC PROJECT 619716
goverphos $-9228

observations

MORTALITY / VIABILITY AND CLINICAL SIGNS

—

gbservations for mortality/viability were recorded twice daily and clinical
signs of toxicity were recorded at least once daily.

F00D CONSUMPTION

mnm—

the food consumption was recorded once during the acclimatization period and
weekly thereafter using an on-line electronic recording system consisting of a
Mettler balance connected to the RCC computer.

BODY WEIGHTS

gody weights were recorded once during the acclimatization period, weekly during
treatment and once before necropsy.

OPHTHALMOSCOPIC EXAMINATIONS

Dates: At 4 weeks: 09-JUL-1996
At 6 weeks (i.e. at 2 weeks recovery):  23-JUL-1996

The ophthalmoscopic examinations of both eyes of all animals were performed
after the application of a mydriatic solution (Ciba Vision AG, CH-3172
Niederwangen) using a Miroflex 2 Ophthalmoscope (Eisenhut Vet. AG, CH-4123
Allschwil). A description of any abnormality was recorded.
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clinical Laboratory Investigations

GENERAL

emm—

glood samples for hematology and clinical biochemistry were collected from all
animals under 1ight ether anesthesia.The animals were fasted in metabolic cages
for approximately 18 hours before blood sampling but allowed access to water ad
1ibitum. Blood samples were collected between the hours of 06.25 and 07.55 to
“educe biological variation caused by circadian rhythms. Blood samples were drawn
from the retro-orbital plexus using a micro-hematocrit glass capillary tube.

Urine was collected during the 18-hour fasting period jnto a specimen vial.
glood and urine sampling:

After 4 weeks 12-JUL-96
after 6 weeks 26-JUL-96

The assays of blood and urine parameters were performed, at BRL Biological
Research Laboratories Ltd., under internal laboratory quality control conditions
to assure reliable test results.

The summary and jndividual tables were generated by a computer. The program used
limits the width of each column to 10 characters. Therefore, the names of some
parameters have been abbreviated. Any abbreviation has been defined in this
section under nparameter* in upper-case letters enclosed by parentheses.

Clinical laboratory data are expressed in general accordance with the
International System of Units (SI), which in structure comprises base units,
derived units and supplementary units. It also includes a series of prefixes by
neans of which decimal muitiples and submultiples of these units can be formed.
In some cases non-SI units or conventional units may be used.

Remark code jdentification:
NV = no value for one or more parameters

General remark:
Explanatory notes for data not presented in the tables, see p. 147.

Historical reference values for untreated Sprague pawley rats, see Attachment 3
pp.174-194.

Key to abbreviations of Units of Measure:

L liter T : tera (10!2)
mol : mole 6 : giga (107)
sec : second m : milli (107%)
g : gram p : micro (1079)
kg : kilogram n : nano (107%)
kat : katal(mol/sec) f : femto (10-%%)
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HEMATOLOGY

mmmm——

The following anticoagulants were used during blood collection:

EDTA-K2 (hematology)

Lithium heparin 30 I.U./m1 (methemoglobin)

sodium citrate, 3.8% (coagulation; 1 part anticoagulant to 9 parts blood)

The following commercial reference controls were used to monitbr the performance
of the method:

Hematology:

gightcheck-3wP (normal range)

gightcheck-L-3WP (low abnormal range)
Ret-check (reticulocyte control)

(TOA Medical Electronics Co., Ltd. Kobe/Japan)

Methemoglobin:

calDye Reference Standard

IL Multi-4 CO-Oximeter Control

(Instrumentation Laboratory, Lexington, Ma/U.S.A)

Coagulation:

IL Control Plasma (normal range)

IL Control Plasma (abnormal range)
(Instrumentation Laboratory, SpA, Milano/Italy)

The following methods were used to determine the values of the parameters listed:

Parameter Method / Instrumentation Unit
Erythrocyte count Hydrodynamic focusing electrical T/L
(RBC) resistance detection -

Sysmex (TOA) E-4000 Multi-Parameter
Automated Hematology Analyzer

Hemoglobin Cyanmethemoglobin - mmol/L
(HB) Sysmex (TOA) E-4000 Multi-Parameter

Automated Hematology Analyzer
Hematocrit Cumulative pulse height detection - L/L
(HCT) Sysmex (TOA) E-4000 Multi-Parameter

Automated Hematology Analyzer
Mean corpuscular Calculated value based on the fL
volume (MCV) following parameter factors:

Hematocrit
MCV = =—=—===m——om————o==

Red cell count

Sysmex (TOA) E-4000 Multi-Parameter
Automated Hematology Analyzer
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poverphos 5-9228

_-_———-—-——-——
-

parameter Method / Instrumentation unit
Mean corpuscular calculated value based on the fmol
hemoglobin (MCH) following parameter factors:
Hemoglobin
MCH = —===-m——===m———===-

Red cell count

Sysmex (TOA) E-4000 Multi-Parameter
Automated Hematology Analyzer

Mean corpuscular Calculated value based on the mmol/L
hemoglobin concen- following parameter factors:
tration (MCHC)
! Hemogiobin
1 MCHC =
Hematocrit

Sysmex (TOA) E-4000 Multi-Parameter
Automated Hematology Analyzer

Platelet count Hydrodynamic focusing electrical G/L
(PLATELETS) resistance detection -

Sysmex (TOA) E-4000 Multi-Parameter

Automated Hematology Analyzer

Reticulocyte count Flow cytometric analysis based on % (rel.)
(RETIC.) RNA fluorescently labelled cells T/L (abs.)
using Auramine-0 and an argon laser -
Sysmex (TOA) R-1000
Automated Reticulocyte Analyzer

Reticulocyte Flow cytometric analysis based on %
fluorescence ratios _ RNA fluorescently labelled cells
(HFR = high using Auramine-0 and an argon laser -
MFR = middle Sysmex (TOA) R-1000
LFR = low) Automated Reticulocyte Analyzer
Nucleated erythrocytes Reported as number of nucleated NEN/100 wBC
(normoblasts) erythrocytes per 100 leukocytes
(NEN) in the differential leukocyte
count (see next page)
Heinz bodies supravital staining with neutral o/00
(HEINZ-BOD.) red and brilliant green -

Manual count of 1000 erythrocytes
of stained film using a Leitz
Laborlux 12 or Dialux 22 light
microscope
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parameter Method / Instrumentation Unit
Methemoglobin Spectrophotometric method based %
(MET-HB) on the following equation using an

Total leukocyte count
(w8C)

Differential leuko-
cyte count
(Diff. WBC Count)

Red cell morphology

IL 482 CO-Oximeter

MetHb
% MetHb = --
(RHb)+(0,Hb)+(COHb)+ (MetHb),

MetHb
= m—e—————e x 100
Total Hb

Electric resistance detection - G/L
Sysmex (TOA) E-4000 Multi-Parameter
Automated Hematology Analyzer

Monocellular layer blood smears
produced with an Omron Microx
Centrifugal Spinner

Blood smear stained with a modified
Wright’s Eosin Methylene Blue solution
(OMRON) using an Omron Microx Auto-
Stainer

Manual count of 100 leukocytes using 1 (rel.)
a Leitz Laborlux 12 or Dialux 22 light G/L (abs.)
microscope and a Baumann-Medical Mediff

8000 Computer Printer Blood Cell Calculator

Cell classification:

BAND. = Band Neutrophil

SEG. = Segmented Neutrophil

EO. = Eosinophil

BASO. = Basophil

LYMPH. = Lymphocyte

MONC. = Monocyte

PLAS. = Plasma Cell .

OTHER = Blast Cell (undifferentiated)

By microscopic examination of stained normatl/
blood smear. Erythrocytes that vary abnormal

from the normal in size, shape and
hemoglobin content, or contain greater
amounts of nuclear remnants are indi-
cated as abnormal erythrocytes, and
are characterized as such.
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parameter

Method / Instrumentation Unit
Coagulation:
Thromboplastin time Automated laser-nephelometric sec
(=Prothrombin time) centrifugal analyzer method,
(PT) using an IL™ calcium thrombo-
plastin reagent (a lyophilized
extract from rabbit brain, certi-
fied according to ICSH/ICTH (%)
recommendation) -
Instrumentation Laboratory (IL)
ACL 300 Coagulation System
Activated partial Automated laser-nephelometric sec

thromboplastin time
(APTT)

(*) ICSH
ICTH

centrifugal analyzer method,
using an IL™ bovine brain
cephalin, ellagic acid activated
reagent -

Instrumentation Laboratory (IL)
ACL 300 Coagulation System

International Committee for Standardization in Hematology

International Committee on Thrombosis and Hemostasis

CLINICAL BIOCHEMISTRY

The following anticoagulant was used during blood collection:
Lithium heparin (15 I.U./ml).

The following commercial reference controls were used to monitor the performance
of the methods:

Clinical Biochemistry:
Qualitrol HS-N (normal range)
Qualitrol HS-P (high range)
(E.Merck, Darmstadt/Germany)
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The following methods were used to determine the values of the parameters
listed:

Parameter Method / Instrumentation Unit

Glucose GLUC-DH - mmol/L
Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/01ympus)

Urea Urease-GLDH - mmol/L
Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/0lympus)

Creatinine Jaffé-reaction without umol/L
deproteinization, kinetic -
Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/0lympus)

Uric acid Uricase-PAP - umol/L
Eris Selective Multi-Test
- Analyzer 6170 (Eppendorf/01ympus)

Bilirubin, total OPD - umol/L
(BILI. T.) Eris Selective Multi-Test

Analyzer 6170 (Eppendorf/01ympus)
Cholesterol, total CHOD-PAP - mmo1/L
(CHOLEST. T.) Eris Selective Multi-Test

Analyzer 6170 (Eppendorf/01ympus)
Triglycerides GPO-PAP - mmol/L
(TRIGL.) Eris Selective Multi-Test

Analyzer 6170 (Eppendorf/01ympus)
Phospholipids Phospholipase D/choline oxidase/ mmo1/L
(PHOS.LIPID) PAP -

Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/01ympus)

Aspartate aminotrans- Kinetic measurement of ukat/L
ferase the rate of decrease in NADH (37°C)
(ASAT/GOT) (NADH/MDH coupled reaction).

Method based on German

Soc. of Clin. Chem. (DGKC)
recommendations -

Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/01ympus)

Alanine aminotrans- Kinetic measurement of ukat/L
ferase the rate of decrease in NADH (37°C)
(ALAT/GPT) (NADH/LDH coupled reaction).

Method based on German

Soc. of Clin. Chem. (DGKC)
recommendations -

Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/01lympus)
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Parameter

Method / Instrumentation

Unit

Lactate dehydrogenase
(LDH)

Creatine kinase
(CK)

Alkaline phosphatase
(ALP)

Gamma-glutamyl-
transferase
(G-GT)

Calcium

Phosphorus

Sodium

Potassium

Kinetic measurement of the

rate of decrease in NADH (direct
NADH/LDH coupled reaction using
pyruvate as substrate, PYR --> LAC
reaction). Method based on German
Soc. of Clin. Chem. (DGKC)
recommendations -

Eris Selective Multi-Test

Analyzer 6170 (Eppendorf/0Olympus)

Kinetic measurement of the rate of
increase in NADPH (CK-NAC activated).
Method based on German

Soc. of Clin. Chem. (DGKC)
recommendations -

Eris Selective Multi-Test

Analyzer 6170 (Eppendorf/01ympus)

Kinetic chromogenic method measuring
the formation of p-nitrophenylate
(hydrolysis of p-nitrophenylphosphate,
diethanolamine buffer pH 9.8).

Method based on German

Soc. of Clin. Chem. (DGKC)
recommendations -

Eris Selective Multi-Test

Analyzer 6170 (Eppendorf/01lympus)

Kinetic colorimetric method based on
the procedure of Szasz, using L-gamma-
glutamyl-3-carboxy-4-nitroanilide

as substrate -

Eris Selective Multi-Test

Analyzer 6170 (Eppendorf/G1ympus)

Reaction with o-cresolphthalein
complexone -

Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/0lympus)

Direct phosphomolybdate reaction
(340/380 nm) -

Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/0lympus)

ISE (Ion-Selective Electrode/
Indirect potentiometry) -

Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/Olympus)

ISE (Ion-Selective Electrode/
Indirect potentiometry) -

Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/0lympus)

pkat/L
(37°C)

ukat/L
(37°C)

pkat/L
(37°C)

nkat/L
(37°C)

mmol/L

mmol/L

mmol/L

mmol/L
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Parameter

Method / Instrumentation

Unit

Chloride

Albumin
Protein, total
Globulin

Albumin/Globulin
ratio
(A/G RATIO)

URINALYSIS

ISE (Ion-Selective Electrode/
Indirect potentiometry) -

Eris Selective Muiti-Test
Analyzer 6170 (Eppendorf/01ympus)

Bromocresol green (BCG) -
Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/0lympus)

Biuret reaction -
Eris Selective Multi-Test
Analyzer 6170 (Eppendorf/01ympus)

Calculated value obtained by
difference (total protein minus
albumin = globulin) .

Calculated value based on the
albumin concentration / globulin
concentration

mmol/L

g/L

g/L

g/L

The following commercial reference controls were used to monitor the performance

of the method:

Urinalysis:

Lyphochek Quantitative Urine Control - Normal I and Abnormal II - (for the assay

control of Osmolality,

Urobilinogen)

pH, Protein, Glucose, Ketone,

(Bio-Rad, ECS Division, Anaheim, California/USA)

Bilirubin, B8lood and

The following methods were used to determine the values of the parameters

listed:

- - - v ——— -

Method / Instrumentation

- —— - - - - -

Volume (18-hour)

Specific gravity
(SPEC. GRAV.)

Osmolality

Metabolism cage (Model K. Ehret
& Co., Emmendingen/Germany)

Atago Uricon Refractometer
Freezing-point depression-

Fiske 2400 Multi-Sample
Osmometer

ml

mmo1/kg
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Parameter

Method / Instrumentation

Color

Appearance

pH

Protein

Glucose

Ketone

Bilirubin

Bigod

Urobilinogen
(UROBILI.)

Unit (score)

Visual observation
Visual observation

Reagent-Test-Strip (Boehringer
Comburi®Test M) used with the
Boehringer Miditron M Semi-Automated
Urine Chemistry Analyser

Reagent-Test-Strip (Boehringer
Comburi®Test M) used with the
Boehringer Miditron M Semi-Automated
Urine Chemistry Analyzer

Questionable results are
confirmed with Albustix Reagent-
Test-Strip (Ames)

Reagent-Test-Strip (Boehringer
Comburi®Test M) used with the
Boehringer Miditron M Semi-Automated
Urine Chemistry Analyzer

Reagent-Test-Strip (Boehringer
ComburiTest M) used with the
Boehringer Miditron M Semi-Automated
Urine Chemistry Analyzer

Reagent-Test-Strip (Boehringer
Comburi9Test M) used with the
Boehringer Miditron M Semi-Automated
Urine Chemistry Analyzer

Positive results are confirmed
with Ictotest Reagent Tablets
(Ames)

Reagent-Test-Strip (Boehringer
Comburi®Test M) used with the
Boehringer Miditron M Semi-Automated
Urine Chemistry Analyzer

Questionable results are confirmed
with Hemastix Reagent-Test-Strip
(Ames)

Reagent-Test-Strip (Boehringer
Comburl®Test M) used with the
Boehringer Miditron M Semi-Automated
Urine Chemistry Analyzer

0= negative
1= 0.25 g/L
2= 0.75 g/L
2= 1.50 g/L
3=>5.00 g/L

O= normal

1= 3 mmol/L
1= 6 mmol/L
2= 17 mmol/L
3=256 mmol/L

0= negative

0= 0.5 mmol/L
1= 1.5 mmol/L
2= 5.0 mmol/L
3=215.0 mmol/L

0= negative

1= 17 umol/L
2= 50 umol/L
3=2100 umol/L

0= negative

1= 15 RBCs/uL
1= 25 RBCs/ulL
2= 50 RBCs/uL
2= 150 RBCs/uL
3=>250 RBCs/uL

0= normal

1= 17 umol/L

2= 68 umol/L

3= 135 umol/L

3=>203 umol/L
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Parameter Method / Instrumentation Unit (score)
Urine Sediment Specimen centrifugation at
(SED. MICRO.) 3000 rpm (1500 x g) for 10 minutes.

Microscopic examination of

10 high power fields (400x) in
different parts of cover-siipped
area for normal and abnormal
constituents using a Leitz
Laborlux 12 light microscope.

normal - score = 0

Normal urine contains a minute amount
of cellular and non-cellular consti-
tuents of the urinary tract including
white cells, red cells, epithelial
cells, hyaline or granular casts,
mucous threads, and amorphous or
crystalline forms of normal solids.

abnormal - score = 1, 2, or 3

1 = small amount
2 = moderate amount
3 = large amount

Presence of abnormal amounts of
urinary constituents are reported.

The evaluation is based on findings
relative to the control group, on dose-
related changes, the presence of a small
amount of red blood cells, the presence
of a moderate amount of white blood
cells, epithelial cells, casts, mucous
threads, amorphous or crystalline forms
of solids. A combination of two or more
of these findings in a smaller amount
is also considered abnormal.
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pathology

NECROPSY

After 4 weeks - 12-JUL-1996
After 6 weeks (i.e. after 2 weeks recovery) - 26-JUL-1996

A1l animals were weighed and necropsied and descriptions of all macroscopic
abnormalities were recorded. Necropsies were performed by experienced prosectors
supervised by an experienced veterinary pathologist. At the end of the treatment
or recovery period the animals designated according to the necropsy schedule
were anesthetized by intraperitoneal injection of sodium pentobarbitone and
sacrificed by exsanguination.

samples of the following tissues and organs were collected from all animals at
necropsy and fixed in phosphate buffered neutral 4 % formaldehyde solution:

adrenal glands, aorta, bone - sternum and femur; bone marrow - femoral and
sternal; brain, epididymides, esophagus, eyes with optic nerve and Harderian
gland, heart, joint - femorotibial, kidneys, large intestine - cecum, colon and
rectum; lacrimal glands - exorbital, Tlarynx, 1liver, lungs, lymph nodes -
mesenteric and mandibular; mammary gland area, nasal cavity, ovaries, pancreas,
pituitary gland, prostate gland, salivary glands - mandibular and sublingual;
sciatic nerve, seminal vesicles, skeletal muscle, skin, small intestine -
duodenum, jejunum and ileum; spinal cord - cervical, midthoracic and lumbar
segments; spleen, stomach, testes, thymus, thyroid glands with parathyroid
glands, tongue, trachea, urinary bladder, uterus, vagina and all gross lesions.

ABSOLUTE AND RELATIVE ORGAN WEIGHTS

The following organ weights were recorded on the scheduled dates of necropsy:
Adrenals, brain, heart, kidneys, liver, ovaries, pituitary, spleen, testes,
thyroid including parathyroid gland.

The organ to terminal body weight ratios as well as the organ to brain weight
ratios were determined.

The determination of the terminal body weight was performed immediately prior to

necropsy using an on-line electronic recording system consisting of a Mettler
balance connected to a computer system.
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HISTOTECHNIQUE/HISTOPATHOLOGY

A1l organ and tissue samples, specified under Histopathology were dehydrated,
wax embedded, cut at an approximate thickness of 4 micrometers, and stained with
hematoxylin and eosin.

Adrenal glands, heart, kidneys, liver, lungs, spleen, stomach, testes from rats
of groups 1 and 4 as well as all gross lesions from all rats.

Data Compilation

GENERAL

The following data were recorded on-line: food consumption, body weights,
organ weights, clinical signs, mortality, macroscopic findings at necropsy and
histopathology.

Clinical Laboratory data were recorded on-line (Sysmex TOA E-4000 Multiparameter
Automated Hematology Analyzer, Sysmex TOA R-1000 Automated Reticulocyte
Analyzer, Instrumentation Laboratory ACL 300 Coagulation System, Eris Selective
Multi-Test Analyzer 6170, Boehringer Miditron M Semi-Automated Urine Chemistry
Analyser) or on data sheets(I1 482 CO-Oximeter, Fiske 2400 Multi-Sampie
Osmometer) and then transferred into the computer system.

Ophthalmoscopic data were recorded on data sheets and transcribed for
compilation and analysis into the computer system.

The computer-generated values which appear in the tables represent the rounded-
off results of the raw data values or of calculations which used the exact raw
data values.

Group means were calculated according to the definition of any mean value using
the individual values per animal and the number of animals.

30




RCC PROJECT 619716
poverphos S$-9228

CALCULATION OF FOOD CONSUMPTION AND RELATIVE FOOD CONSUMPTION

amm—

The food consumption was calculated per rat and per food consumption interval.
It expresses the average food consumed per animal and per day over
the food consumption interval.

c
Formula (for each rat FC = —m——————
separately): AD
where FC = Food consumption (in g of food per animal
and per day).
c - Measured food consumption per cage over
the consumption interval (in g of food).
AD = Total of consumption days over all animals in

the cage during the consumption interval
(the mortality during the consumption interval
is therefore taken into account).

The relative food consumption was calculated according to the following formula:

RFC = FC (in gram)
--------------- 1000
BW (i)(in gram)
Unit = Gram food per kg body weight and day
FC - Food consumption per animal and per day (gram)
BW (i) - Most ideal body weight = body weight (of the

corresponding rats) recorded on the day most
close to the middle of the food consumption
interval. In cases of equal "closeness® of
two body weight records the later one was
chosen.
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Sstatistical Analysis

METHODS

The following statistical methods were used to analyze the body weights, organ
weights all ratios as well as clinical laboratory data :

when the variables could be assumed to follow a normal distribution, the
punnett-test (many to one t-test) based on a pooled variance estimate was

applied for the comparison between the treated groups and the control groups for
each sex.

The Steel-test (many-one rank test) was applied when the data could not be
assumed to follow a normal distribution.

The Fisher’s exact test was applied to the ophthalmoscopy data.

References:

C.W. Dunnett: A Multiple Comparison Procedure for Comparing Several Treatments
with a Control, J. Amer. Statist. Assoc. 50, 1096-1121 (1955).

R.G. Miller: Simultaneous Statistical Inference, Springer verlag, New York
(1981).

R.A. Fisher: Statistical Methods for Research Workers, Oliver and Boyd,
Edinburgh (1950).
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RESULTS

gbservations

MORTALITY (see pp. 86-93)

e ————

A1l animals survived the scheduled treatment period.

CLINICAL SIGNS (see p. 94)

There were no test article-related clinical signs noted in any dose group. One
group 4 (500 mg/kg) male showed smaller left eye due to crusts and corneal
opacity. No toxicological relevance was attached to this single finding.

FOOD CONSUMPTION/RELATIVE FOOD CONSUMPTION
(see pp. 38-39, 42-43, 45-50, 57-62, 95-96, 101-102)

Food consumption was uneffected by treatment with test article.

Males at 500 mg/kg showed s1ightly higher food consumption from day 8 during the
treatment and recovery period when compared with the controls. As the food
consumption of these males was already higher at pretest and no effect was seen
in females of the same group, these findings are considered to be unrelated to
treatment with test article.

BODY WEIGHTS (see pp. 40-41, 51-56, 97-100)

The mean body weights of test article-treated animals showed neither statistical
nor biological differences when compared with those of the control animals.

OPHTHALMOSCOPIC EXAMINATIONS (see pp. 63-64, 103-106)

Ophthaimologic findings were noted in a small proportion of animals from all
groups. They included corneal opacity and degeneration of the eye. These
findings occurred at similar incidences in the control and treated groups at the
end of the treatment period. Therefore, they are considered to be unrelated to
treatment with test article.
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clinical Laboratory Investigations

(see pp.65-72, 107-147)

There were no treatment-related effects on hematology, clinical biochemistry and
urinalysis data at termination of the treatment nor at the end of the treatment-
free recovery period which could be considered of toxicological significance.

However, a few minor findings with statistical significance were recorded
petween the control and treated rats of group 4 (500 mg/kg) at termination of
the treatment and/or recover period. The toxicological relevance of these
statistical findings js considered to be doubful. These findings which were of
slight or minimal degree were as follows:

Hematology

Treatment period - no remarkable findings were noted

Recover¥ period - slightly lower erythrocyte count in both sexes (p<0.01),
marginally tower hemoglobin concentration and slightly lower hematocrit in males

(p<0.05), slightly higher mean corpuscular volume in males (p<0.05), marginally
higher mean corpuscuiar hemoglobin in both sexes (p<0.05), margina11¥ higher
mean corpuscular hemoglobin concentration in females (p<0.05), slightly lower
total leukocyte count in males (p<0.01), slight decrease in  segmented
neutrophils and 1ymphoc%tes (absolute) of the dif erential leukocyte count in
males (p<0.05) and slightly shortened activated partial thromboplastin time in
both sexes (p<0.0l1).

The relation of these findings to the treatment, if any, remains unclear. In
addition, there were no morphological findings or other supportin? evidence
which would suggest a treatment-related effect. Futhermore, the findings in
eneral were considered to be within the normal range of biological variation
or rats of this strain and age (for reference, refer to histerical control data
for untreated Sprague Dawley rats, pp.174).

Clinical Biochemistry

Treatment period - slightly higher uric acid level (p<0.01) and marginally
higher total bilirubin level (p<0.05) and aspartate aminotransferase activity
(p<0.01) in males.

Recovery period - slightly higher creatinine level in both males and females

p<0.0I), slightly higher total cholesterol level in males (p<0.05) and females
(p<0.01), slightly higher phospholipid Jevel in both males and females (p<0.01),
slightly higher gamma-glutamyltransferase activity in males (p<0.0l1) and females
(p<0.05), and marginally Jower sodium level in males (p<0.01) and females
(p<0.05). Moreover, the slight changes recorded for males during the treatment
phase were generally reversed and no longer statistically significant, and
comparable to those of the controls. .

The findings noted during the treatment and recovery phase were considered to be
of metabolic nature. No biological relevance is therefore associated with these
findings. In addition, the findings in general were considered to be within the
normal range of biological variation for rats of this strain and age (for
B;figi?ce, refer to historical control data for untreated Sprague Dawley rats,

Urina1ysis

Treatment and recovery period - no remarkable findings were noted

(for reference, refer to historical control data for untreated Sprague Dawley
rats, pp.174).
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pathology

ORGAN WEIGHTS AND -ORGAN WEIGHT RATIOS (see pp. 73-84, 148-165)

organ weights were uneffected by treatment with test article.

statistically significant differences were occasionally recorded in the absolute
or relative weights notably the heart of animals at 50 mg/kg and the thyroids in
females at 200 mg/kg. As no correlating macroscopic and microscopic findings
were recorded, these differences are considered to be spontanecus and not an
effect of the test article.

gimilarly the statistically significant differences in relative spleen (females
at 500 mg/kg) and adrenal weights(females at 200 mg/kg) are due to the high
variability known to occur in these organs in rats.

After the 14-day recovery period these differences were not apparent, except the
lower adrenals to body ratio in males at 500 mg/kg.

MACROSCOPIC FINDINGS (see Pathology Report pp. 212-287)

Most macroscopic findings recorded were unremarkable and within the range of
spontaneous alterations which may be seen in rats of this age and strain. They
included dilated renal peives, reddish discoloration in various organs and
dilated uterine horns. Accentuated lobular pattern of the liver was noted at
both necropsies in three control rat and a total of fourteen test article
treated rats.

MICROSCOPIC FINDINGS (see Pathology Report pp. 212-287)

The microscopic correlate to the accentuated lobular pattern in the liver at
necropsy was multifocal or diffuse hepatocellular vacuolation. This was recorded
mostly at minimal to moderate degrees of severity in both sexes and in all dose
groups including controls. Wwhilst the incidence and severity was somewhat higher
in males of group 4 compared to group 1, the reverse was seen in females. The
finding was still present in both groups 1 and 4 following the recovery period.
This alteration was considered to represent slight hepathic 1ipidosis and was
due to corn 0il vehicle.

The remainder of the recorded microscopic findings varied little in incidence or
severity between control and treated groups, nor between rats sacrificed at the
end of the treatment period or following the recovery phase. They were all of a
spontaneous nature and within the normal range of background morphologic
alterations which may be recorded in this strain and age of Sprague Dawley rat.

There were no microscopic findings which could be attributed to treatment with
the test article.
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DISCUSSION

The oral administration of Doverphos S-9228 to Sprague Dawley rats at doses of
50, 200 and 500 mg/kg/day, for 28 days, did not resulted in test article-
related changes of mortality, clinical signs, food consumption, body weight,
organ weights, ophthalmoscopic, macroscopic and microscopic findings.

Statistically significant changes to the hematology (decreased erythrocyte
count, increased mean corpuscular hemoglobin, shortened activated partial
thromboplastin time) and clinical biochemistry parameters (increased creatine ,
increased total cholesterol, increased phospholipid and decreased sodium levels,
increased gamma-glutamyltransferase activity) were recorded in both sexes of
group 4 (500 mg/kg) at the end of the recovery period. These findings were not
generally present at the end of the 4-week treatment period and did not
correlate with in-1ife or pathological changes. Therefore, the findings of the
clinical laboratory investigations remain equivocal although a relationship to
the test article cannot be excluded.

The accentuated lobular pattern of the liver ( correlating with multifocal or
diffuse cellular vacuolation) at both necropsies in controls and test article-
treated rats was considered to represent slight hepatic lipidosis and was due to
the corn oil vehicle.

Based on the results of this study, 500 mg/kg Doverphos S-9228 was established
as the no-observed-adverse-effect level (NOAEL) and 200 mg/kg Doverphos S-9228
as the no-observed-effect-level (NOEL).
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FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY

MALES
PRETEST GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DaYS 1-8 MEAN 25.3 26.4 26.8 26.7
WEEKS 1/2 ST.DEV. 0.6 — - ~ 0.1
N (CAGE) 2 1 1 2
L‘! (g
2 J
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FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY

MALES
TREATMENT GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 24.6 25.1 26.3 25.6
WEEKS 1/2 ST.DEV. 0.3 - - 1.0
N (CAGE) 2 1 1 2
DAYS 8-15 MEAN 23.8 24.6 24.3 26.8
WEEKS 2/3 ST.DEV. 0.8 -— - 0.1
N (CAGE) 2 1 1 2
DAYS 15-22 MEAN 22.7 24.1 23.4 25.9
WEEKS 3/4 ST.DEV. 0.7 -— -— 0.3
N (CAGE) 2 1 1 2
DAYS 22-28 MEAN 22.9 24.9 23.9 25.9
WEEK 4 ST.DEV. 0.2 - -— 0.3
N (CAGE) 2 1 1 2
MEAN OF MEANS
OVER TREATMENT 23.5 24.7 24.5 26.1
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FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY

MALES
RECOVERY GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG

DAYs 1-8 MEAN 28.3 --= -—- 29.9
WEEKS 1/2 ST.DEV. -—- -— -— _—

N (CAGE) 1 . 0 0 1
DAYS 8-14 MEAN 27.7 -—= -—- 32.8
WEEK 2 ST.DEV. -—— -— ——— —

N (CAGE) 1 0 0 1
MEAN OF MEANS
OVER RECCVERY 28.0 - -—= 31.3
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FC-SUM - 4

09-SEP-96
FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY
FEMALES
PRETEST GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 19.5% 19.6 21.5 19.9
WEEKS 1/2 ST.DEV. 0.4 ——- - 0.9
N (CAGE) 2 1 1 2
e
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FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY

FEMALES
TREATMENT GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 18.1 17.7 18.3 18.3
WEEKS 1/2 ST.DEV. 0.2 —— - 0.7
N (CAGE) 2 1 1 2
DaYS 8-15 MEAN 19.3 18.2 19.5 19.1
WEEKS 2/3 ST.DEV. 0.0 - -—= 0.5
N (CAGE) 2 1 1 2
DAYS 15-22  MEAN 18.2 17.7 19.1 18.5
WEEKS 3/4 ST.DEV. 0.0 -—= --- 0.6
N (CAGE) 2 1 1 2
DAYS 22-28 MEAN 19.8 18.5 19.2 18.8
WEEK 4 ST.DEV. 0.2 -—= --- 0.2
N (CAGE)} 2 1 1 2
MEAN OF MEARNS
OVER TREATMENT 18.9 18.0 19.0 18.7
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FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY

FEMALES
RECOVERY GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 24.0 - --- 23.7
WEEKS 1/2 ST.DEV. -—- -— --= ---
N (CAGE) 1 0 0 1
DAYS 8-14  MEAN 24.1 - -— 21.7
WEEK 2 ST .DEV. --- - . -
N (CAGE) 1 0 0 1
MEAN OF MEANS
OVER RECOVERY 24.1 - - 22.7
o
o
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BODY WEIGHTS (GRAM) SUMMARY

MALES
PRETEST GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
nay 1 MEAN 210 215 218 215
WEEK 1 ST.DEV. 9.4 6.3 11.6 3.0
N 10 5 5 10
* ) k%

: Dunnett-Test based on pooled variance significant at 5% (*} or 1% (**) level

¢
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BODY WEIGHTS (GRAM) SUMMARY

MALES
TREATMENT GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAY 1 MEAN 268 274 277 272
WEEK 1 ST.DEV 12.4 5.2 8.4 11.0
N 10 5 5 10
DAYy 8 MEAN 321 319 321 321
WEEK 2 ST.DEV 22.5 21.9 13.3 17.0
N 10 5 5 10
paYy 15 MEAN 348 356 350 357
WEEK 3 ST.DEV 18.1 34.7 15.1 25.5
N 10 5 5 10
pay 22 MEAN 374 386 378 386
WEEK 4 ST.DEV 19.0 4.1 20.8 32.3
N 10 5 5 10
pay 28 MEAN 395 415 398 406
- WEEK 4 ST.DEV 21.2 54.0 20.8 36.7
N 10 5 5 10

* ; *+ . pDunnett-Test based on pooled variance significant at 5% (*) or 1% (**) level
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BODY WEIGHTS (GRAM) SUMMARY

MALES
RECOVERY GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG

pay 1 MEAN 377 -— -—= 388

WEEK 1 ST.DEV 12.8 -—- - 40.9
N 5 . 0 0 5

DAY 8 MEAN 410 -—- --= 416

WEEK 2 ST.DEV 16.9 --= - 39.8
N 5 0 0 5

pay 14 MEAN 428 -—- -—- 449

WEEK 2 ST.DEV 15.7 -—- --= 38.9
N 5 0 0 5

* ) wx

. Dunnett-Test based on pooled variance significant at 5% (*) or 1% (**) level
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BW-SUM - 4

14-0CT-96
BODY WEIGHTS (GRAM) SUMMARY
FEMALES
PRETEST GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG

nay 1 MEAN 172 167 173 172
WEEK 1 ST.DEV. 7.3 14.3 6.7 8.6

N 10 5 5 10
* f k*

. Dunnett-Test based on pooled variance significant at 5% (

*) or 1% (**) level
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BODY WEIGHTS (GRAM) SUMMARY

FEMALES
TREATMENT GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
pay 1 MEAN 193 191 203 196
WEEK 1 ST.DEV 10.8 14.2 11.2 12.1
N . 10 5 5 10
DAY 8 MEAN 215 213 225 219
WEEK 2 ST.DEV 17.6 13.9 15.1 13.5
N 10 5 5 10
bay 15 MEAN 233 231 242 235
WEEK 3 ST.DEV 10.2 15.2 19.4 13.8
N 10 5 5 10
DAY 22 MEAN 245 241 253 245
WEEK 4 ST.DEV 16.4 19.5 15.9 21.2
N 10 5 5 10
pay 28 MEAN 259 253 266 257
WEEK 4 ST.DEV 17.1 14.9 19.7 19.6
N 10 5 5 10

» J ** . Dunnett-Test based on pooled variance significant at 5% (*) or 1% (**) level
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BODY WEIGHTS (GRAM) SUMMARY

FEMALES
RECOVERY GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
pay 1 MEAN 248 -—- --- 249
WEEK 1 ST.DEV. 11.9 --- --= 14.8
N 5 0 0 5
DAY 8 MEAN 274 --- -—- 272
WEEK 2 ST.DEV 19.9 - --= 23.6
N 5 0 0 5
pay 14 MEAN 283 --- --- 263
WEEK 2 ST.DEV 32.0 — -—= 15.5
N 5 0 0 5

* ; *% , Dunmett-Test based on pooled variance significant at 5% (*) or 1% (**) level
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RFC-SUM - 1

09-SEP-96
RELATIVE FOOD CONSUMPTION SUMMARY
(G/KG BODY WEIGHT/DAY)
MALES
PRETEST GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 120.2 123.1 122.6 124.7
WEEKS 1/2 ST.DEV. 0.7 —— -——- 2.2
N (CAGE) 2 1 1 2
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RELATIVE FOOD CONSUMPTION SUMMARY
(6/XG BODY WEIGHT/DAY)

MALES
TREATMENT GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 76.6 78.8 B1.9 79.8
WEEKS 1/2 ST.DEV. 1.6 - - 2.7
N (CAGE) 2 1 1 2
DAYS 8-15 MEAN 68.5 69.0 69.5 75.1
WEEKS 2/3 ST.DEV. 2.3 - - 0.9
N (CAGE) 2 1 1 2
DAYS 15-22  MEAN 60.7 62.3 61.9 67.1
WEEKS 3/4 ST.DEV. 1.8 - -—= 0.1
N (CAGE) 2 1 1 2
DAYS 22-28  MEAN 57.8 60.0 60.1 63.8
WEEK 4 ST.DEV. 0.6 - -—- 1.1
N (CAGE) 2 1 1 2
MEAN OF MEANS
OVER TREATMENT 65.9 67.5 68.3 71.4
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RELATIVE FOOD CONSUMPTION SUMMARY
(6/XG BODY WEIGHT/DAY)

MALES
RECOVERY GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG

DAYS 1-8 MEAN 68.9 --- --- 71.9
WEEKS 1/2 ST.DEV. --- o mm- - -

N (CAGE) 1 0 0 1
DAYS 8-14  MEAN 64.8 - -—- 73.1
WEEK 2 ST.DEV. - -—- -—- ---

N (CAGE) 1 0 0 1
MEAN OF MEANS
OVER RECOVERY 66.9 --- --- 72.5
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RFC-SUM - 4
DOVERPHOS S-9228 09-SEP-96

RELATIVE FOOD CONSUMPTION SUMMARY
(6/KG BODY WEIGHT/DAY)

FEMALES
PRETEST GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 113.4 117.9 124.0 115.3
WEEKS 1/2 ST.DEV. 0.4 -—- --= 1.3
N (CAGE) 2 1 1 2




RCC PROJECT 619716 RFC-SUM - 5
DOVERPHOS S-9228 09~SEP-96

RELATIVE FOOD CONSUMPTION SUMMARY
(G/XG BODY WEIGHT/DAY)

FEMALES
TREATMENT GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
DAYS 1-8 MEAN 84.2 83.0 81.5 83.6
WEEKS 1/2 ST.DEV. 0.1 -—- - 0.3
N (CAGE) 2 1 1 2
DAYS 8-15 MEAN 82.6 78.6 80.6 81.5
WEEKS 2/3 ST.DEV. 0.6 --= -—- 0.8
N (CAGE) 2 1 1 2
DAYS 15-22 MEAN 74.4 73.7 75.5 75.5
WEEKS 3/4 ST.DEV. 0.5 -—- -—- 1.1
N (CAGE) 2 1 1 2
DAYS 22-28 MEAN 76.6 73.0 71.9 73.3
WEEK 4 ST.DEV. 0.9 ——— -—- 0.4
N (CAGE) 2 1 1 2
MEAN OF MEANS

OVER TREATMENT 79.5 77.1 77.4 78.5

)
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RCC PROJECT 619716 RFC-SUM - 6
DOVERPHOS S§-9228 09-SEP-96

RELATIVE FOOD CONSUMPTION SUMMARY
(G/KG BODY WEIGHT/DAY)

FEMALES
RECOVERY GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG

pays 1-8 MEAN 87.6 - - 87.1
WEEKS 1/2 ST.DEV. - —— -— _—

N (CAGE)} 1 0 0 1
DAYS 8-14  MEAN 85.0 -— -— 82.6
WEEK 2 ST.DEV. -— ——— -— —_—

N (CAGE) 1 ] 0 1
MEAN OF MEANS
CVER RECOVERY 86.3 - -— 84.9




RCC PROJECT 619716 ‘ OPHT-SUM - 1

DOVERPHOS §-9228 09-SEP-96
OPHTHALMOSCOPIC EXAMINATIONS SUMMARY
MALES

GROUP 1 GROUP 2 GROUP 3 GROUP 4

0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG

NO ABNORMALITIES DETECTED

AT WEEK 4 7/10 5/58 4/5 8/10

AT WEEK 6 4/5 0/0 0/0 3/5
EYE DEGENERATION

AT WEEK 4 0/10 0/5 0/5 1710

AT WEEK 6 0/5 0/0 6/0 1/5
CORNEAL OPACITY

AT WEEK ¢ 3/10 0/5 1/5 1/10

AT WEEK 6 1/5 0/0 0/0 1/5

#/%#% : Fisher's Exact Test significant at level 5% (#) or 1% (##)

4
*
7"\
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RCC PROJECT 619716 OPHT-SUM - 2

DOVERPHOS §-9228 09-SEP-96
OPHTHALMOSCOPIC EXAMINATIONS SUMMARY
FEMALES

GROUP 1 GROUP 2 GROUP 3 GROUP 4

0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG

NO ABNORMALITIES DETECTED

‘AT WEEK 4 8/10 3/5 4/5 10710

AT WEEK 6 3/5 0/0 0/0 4/5
CORNEAL OPACITY

AT WEEK 4 2/10 2/5 1/5 0/10

AT WEEK 6 2/5 0/0 0/0 1/5

#/%#% : Fisher’'s Exact Test significant at level 5% (#) or 1% (##)




RCC PROJECT 619716 HEM-SUM - 1
DOVERPHOS S-9228 28-0CT-96
RBC HB HCT MCV MCH MCHC PLATELETS
T/L mmol/L L/L L fmol mmol/L G/L
AFTER 4 WEEKS
1 0 MG/KG 8.94 10.3 0.49 55.0 1.15 21.0 1037
2 50 MG/KG 8.50 10.3 0.48 54.5 1.16 21.2 1033
3 200 MG/KG 9.11 10.4 0.50 54.7 1.14 20.8 1000
4 500 MG/KG 8.70 10.3 0.49 56.9 + 1.18 20.8 964
AFTER & WEEKS
1 0 MG/KG 9.38 10.3 0.50 52.8 1.10 20.8 1022
4 500 MG/KG 8.30 ** 9.8 * 0.47 + 56.0 + 1.18 + 21.0 1153
RETICULOCYTE COUNT
RETIC. RETIC. HFR MFR LFR NEN HEINZ B80D.
% T/L % % % /100 wBC o/o0
AFTER 4 WEEKS
1 0 MG/KG 2.31 0.2093 6.8 34.3 58.9 0.0 0
2 50 MG/KG 2.38 0.2128 6.2 36.9 56.9 0.2 0
3 200 MG/KG 2.09 0.1865 4.0 32.6 63.4 0.0 0
4 500 MG/KG 2.28 0.1993 6.1 34.0 59.9 0.1 0
AFTER 6 WEEKS
1 0 MG/KG 2.78 0.2623 2.6 32.5 64.9 0.2 o]
4 500 MG/KG 2.55 0.2141 2.5 27.7 69.7 0.0 0
DIFF.WBC COUNT (REL.)
MET-HB wBC BAND SEG. EOD. BASO LYMPH
% G/L 1 1 1 1 1
AFTER 4 WEEKS
1 0 MG/KG 0.9 11.2 0.00 0.17 0.01 0.00 0.81
2 50 MG/KG 0.9 10.0 0.00 0.12 0.01 0.00 0.86
3 200 MG/KG 0.8 12.1 0.00 0.10 0.01 0.00 0.88
4 500 MG/KG 0.9 10.2 0.00 0.11 + 0.01 0.00 0.87
AFTER 6 WEEKS
1 0 MG/KG 0.9 9.0 0.00 0.18 0.00 0.00 0.82
4 500 MG/KG 1.1 6.6 ** 0.00 0.13 0.01 0.00 0.86
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
MONO PLAS OTHER BAND SEG. EO. BASO
1 1 1 G/L G/L G/L G/L
AFTER 4 WEEKS
1 0 MG/KG 0.01 0.00 0.00 0.0 1.8 0.1 0.0
2 50 MG/KG 0.01 0.00 0.00 0.0 1.3 0.1 0.0
3 200 MG/KG 0.01 0.00 0.00 0.0 1.1 0.2 0.0
4 500 MG/KG 0.01 0.00 0.00 0.0 1.1 0.1 0.0
AFTER 6 WEEKS
1 0 MG/KG 0.01 0.00 0.00 0.0 1.6 0.0 0.0
4 500 MG/KG 0.00 0.00 0.00 0.0 0.8 0.1 0.0
*/*+: punnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 619716
DOVERPHOS S-9228

HEMATOLOGY SUMMARY

HEM-SUM - 2
28-0CT-96

DIFF.WBC COUNT (ABS.) COAGULATION
LYMPH MONO PLAS OTHER PT APTT
G/L G/L G/L G/L sec sec
AFTER 4 WEEKS
1 0 MG/KG 9.2 0.1 0.0 0.0 12.7 19.8
2 50 MG/KG 8.6 0.1 0.0 c.0 13.1 22.4
3 200 MG/KG 10.8 0.1 0.0 0.0 13.0 21.3
4 500 MG/KG 8.8 0.1 0.0 0.0 13.1 23.2
AFTER 6 WEEKS
1 0 MG/KG 7.3 0.1 0.0 0.0 12.1 23.2
4 500 MG/KG 5.7 * 0.0 0.0 0.0 12.3 17.8 *+

sj%%: Dunnett-test based on pooled variance sig. at 5% or 1X level.

+: Steel-test sig. at 5% level.
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RCC PROJECT 619716 HEM-SUM - 3
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY SUMMARY
FEMALES

RBC HB HCT MCV MCH MCHC PLATELETS
T/L mmol/L L/L 148 fmol mmol/L G/L
AFTER 4 WEEKS
1 0 MG/KG 8.16 9.6 0.46 56.6 1.18 20.9 1067
2 50 MG/KG 8.05 9.6 0.46 57.2 1.20 20.9 1070
3 200 MG/KG 8.37 9.9 0.47 56.8 1.19 20.9 1065
4 500 MG/KG 8.06 9.6 0.47 57.9 1.20 20.7 930
AFTER 6 WEEKS
1 0 MG/KG 8.96 10.0 0.48 53.7 1.12 20.8 1079
4 500 MG/KG 8.26 ** 10.0 0.47 56.6 1.21 + 21.4 + 975%

RETIC. RETIC. HFR MFR LFR NEN HEINZ B0D.
% T/L % % % /100 w8C o/o0
AFTER 4 WEEKS
1 0 MG/KG 2.91 0.2394 6.5 34.8 58.8 0.2 0
2 50 MG/KG 3.05 0.2517 5.4 35.7 58.9 0.2 0
3 200 MG/KG 2.23 0.1907 5.0 32.3 62.7 0.2 0
4 500 MG/KG 2.49 0.2070 7.5 33.6 58.9 0.1 0
AFTER 6 WEEKS
1 0 MG/KG 2.80 0.2513 3.7 31.6 64.7 0.4 0
4 500 MG/KG 2.38 0.2013 3.6 25.9 70.5 0.0 0

DIFF.WBC COUNT (REL.)

MET-HB WBC BAND SEG EO BASO LYMPH
% G/L 1 1 1 1 1
AFTER 4 WEEKS
1 0 MG/KG 1.0 7.0 0.00 0.13 0.00 0.00 0.86
2 50 MG/KG 1.0 6.3 0.00 0.09 0.01 0.00 0.9%0
3 200 MG/KG 1.0 7.4 0.00 0.11 0.01 0.00 0.87
4 500 MG/KG 1.0 8.2 0.00 0.10 0.01 0.00 0.89
AFTER 6 WEEKS
1 0 MG/KG 1.0 8.9 0.00 0.15 0.01 0.00 0.82
4 500 MG/KG 0.9 7.3 0.00 0.11 0.01 0.00 0.88
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
MONO PLAS OTHER BAND SEG EC. BASO
1 1 1 G/L G/L G/L G/L
AFTER 4 WEEKS
1 0 MG/KG 0.00 0.00 0.00 0.0 .9 6.0 0.0
2 50 MG/KG 0.01 0.00 0.00 0.0 0.5 * 0.0 0.0
3 200 MG/KG 0.01 0.00 0.00 0.0 0.7 0.1 0.0
4 500 MG/KG 0.01 0.00 0.00 0.0 0.8 0.1 0.0
AFTER 6 WEEKS
1 0 MG/KG 0.0l 0.00 0.00 0.0 1.3 0.1 0.0
4 500 MG/KG 0.00 0.00 0.00 0.0 0.8 * 0.1 0.0

*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 619716 HEM-SUM - 4
DOVERPHOS $-9228 28-0CT-96

HEMATOLOGY SUMMARY
FEMALES

DIFF.WBC COUNT (ABS.) COAGULATION
LYMPH. MONO . PLAS. OTHER PT APTT
G/L G/L G/L G/L sec sec
AFTER 4 WEEKS
1 0 MG/KG 6.0 0.0 0.0 0.0 13.3 15.5
2 50 MG/KG 5.7 0.1 0.0 0.0 13.2 16.6
3 200 MG/KG 6.5 0.1 0.0 0.0 13.3 18.2
4 500 MG/KG 7.3 0.1 0.0 0.0 12.9 16.9
AFTER 6 WEEKS
1 0 MG/KG 7.4 0.1 0.0 0.0 12.6 23.8
4 500 MG/KG 6.4 0.0 0.0 0.0 12.5 17.7 **

*/*+; Dunnett-test based on pooled variance sig. at s% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 619716 | CHE-SUM - 1
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY SUMMARY
MALES

GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
AFTER 4 WEEKS
1 0 MG/KG 5.63 4.47 34.9 18.5 3.23 2.11 0.59
2 50 MG/KG 6.44 ** 4.41 32.0 13.9 3.20 1.91 0.78
3 200 MG/KG 6.02 4.30 34.4 16.9 3.33 2.02 0.50
4 500 MG/KG 5.22 4.52 33.6 31.6 ** 3.67 * 2.01 0.50
AFTER 6 WEEKS
1 0 MG/KG 5.10 5.23 35.4 26.9 3.50 2.21 0.72
4 500 MG/KG 5.60 * 5.90 42.5 ** 21.2 4.04 2.76 * 0.53
PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT
mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L
AFTER 4 WEEKS
1 0 MG/KG 1.52 1.15 0.52 2.15 2.54 6.49 4.81
2 50 MG/KG 1.46 1.12 0.50 1.39 1.86 6.59 4.98
3 200 MG/KG 1.43 1.26 0.54 2.36 3.09 6.75 6.37
4 500 MG/KG 1.45 1.35 ** 0.59 2.89 2.72 7.21 1.70
AFTER 6 WEEKS
1 0 MG/KG 1.66 1.15 0.47 2.35 1.88 4.66 8.46
4 500 MG/KG 2.36 ** 1.28 0.58 2.15 2.04 4.00 12.22 **
CALCIUM PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T.
mmol/L mmol/L mmol/L mmol/L mmol/L g/L g/L
AFTER 4 WEEKS
1 0 MG/KG 2.87 2.04 142.2 3.5 111.7 34.3 69.6
2 50 MG/KG 2.86 2.19 * 141.0 3.76 110.9 33.5 68.8
3 200 MG/KG 2.84 2.25 ** 142.6 3.66 112.1 32.9 67 .4
4 500 MG/KG 2.81 2.08 143.9 * 3.51 110.0 * 34.8 71.8
AFTER 6 WEEKS
1 0 MG/KG 2.86 1.99 141.7 3.70 111.1 32.3 72.8
4 500 MG/KG 2.84 2.00 139.6 ** 3.61 111.2 33.2 72.2

GLOBULIN A/G RATIO

g/L
AFTER 4 WEEKS
1 0 MG/KG 35.3 0.97
2 50 MG/KG 35.3 0.95
3 200 MG/KG 34.5 0.95
4 500 MG/KG 37.0 0.94
AFTER 6 WEEKS
1 0 MG/KG 40.5 0.80
4 500 MG/KG 39.0 0.85

*/**: Dunnett-test based on pooled variance sig. at 3% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 619716 CHE-SUM - 2
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY SUMMARY
FEMALES '

GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
AFTER 4 WEEKS
1 0 MG/KG 6.13 5.30 39.4 24.5 4.08 2.55 0.47
2 50 MG/KG 6.70 5.18 38.8 27.3 3.81 2.44 0.48
3 200 MG/KG 6.10 5.34 37.0 21.3 3.82 2.60 0.55
4 500 MG/KG 5.74 5.40 40.3 28.6 4.36 2.36 0.46
AFTER 6 WEEKS
1 0 MG/KG 5.39 5.84 34.0 24.5 3.32 1.97 0.53
4 500 MG/KG 5.78 6.06 40.4 ** 25.5 4.01 ** 2.79 ** 0.47
PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT
smol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L
AFTER 4 WEEKS
1 0 MG/KG 1.98 1.26 0.49 2.52 2.44 5.32 6.97
2 50 MG/KG 1.85 1.26 0.47 2.67 2.44 4.64 7.30
3 200 MG/KG 2.00 1.2 0.48 2.93 2.66 4.23 9.00
4 500 MG/KG 1.87 1.24 0.50 2.88 2.481 4.95 6.%4
AFTER 6 WEEKS
1 0 MG/KG 1.50 1.33 0.60 2.23 3.02 5.89 9.33
4 500 MG/KG 2.31 ** 1.22 0.52 2.43 2.65 4.75 14.39 *
CALCIUM PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T.
mmol/L mmol/L mmol/L mmol/L mmol/L g/L g/L
AFTER 4 WEEKS
1 0 MG/KG 2.80 1.83 143.2 3.39 112.7 34.3 69.2
2 50 MG/KG 2.76 1.76 142.3 3.52 114.0 34.3 69.0
3 200 MG/KG 2.80 1.85 142.4 3.62 113.5 34.5 69.0
4 500 MG/KG 2.72 1.77 143 .4 3.24 113.0 34.8 68.4
AFTER 6 WEEKS
1 0 MG/KG 2.88 2.06 141.8 3.73 110.8 31.6 69.7
4 500 MG/KG 2.88 1.90 140.4 * 3.58 111.7 34,0 * 70.3

GLOBULIN A/G RATIO

g/L

AFTER 4 WEEKS

1 0 MG/KG 35.0 0.98

2 50 MG/KG 34.7 0.99

3 200 MG/KG 34.5 1.00

4 500 MG/KG 34.0 1.02
AFTER 6 WEEKS

1 0 MG/KG 38.1 0.83

4 300 MG/KG 36.3 0.94 +

*/**. Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECT 619716 URI-SUM - 1
DOVERPHOS §-9228 28-0CT-96

URINALYSIS SUMMARY
MALES

VOLUME/18h SPEC.GRAV. OSMOLALITY pH PROTEIN GLUCOSE KETONE
oL 1 mmol/kg score 0/3 score 0/3 score 0/3
AFTER & WEEKS
1 0 MG/KG 5.9 1.039 1314 6.5 1 0 [}
2 50 MG/KG 5.9 1.046 1623 6.4 1 0 1
3 200 MG/KG 5.5 1.046 1632 6.1 1 0 1
4 500 MG/KG 5.3 1.046 1680 6.0 1 0 1
AFTER 6 WEEKS
1 0 MG/KG 6.8 1.043 1421 7.1 1 0 0
4 500 MG/KG 5.2 1.041 1504 6.2 + 0 0
BILIRUBIN BLOOD UROBILI.

score 0/3 score 0/3 score 0/3

AFTER 4 WEEKS

1 0 MG/KG 0 0 0

2 50 MG/KG 0 0 0

3 200 MG/KG 0 ] 0

4 500 MG/KG 0 0 0
AFTER 6 WEEKS

1 0 MG/KG 0 0 0

4 500 MG/KG o o 0

*/**: Qunnett-test based on pooled variance sig. at 5% or 1X level. +: Steel-test sig. at 5% level.
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RCC PROJECT 619716 URI-SUM - 2
DOVERPHOS S-9228 28-0CT-96
VOLUME/18h SPEC.GRAV. OSMOLALITY pH PROTEIN GLUCOSE KETONE
mL 1 mmol/kg score 0/3 score 0/3 score 0/3
AFTER 4 WEEKS
1 0 MG/KG 4.6 1.047 1707 6.2 1 0 0
2 50 MG/KG 4.9 1.041 1487 6.2 1 0 0
3 200 MG/KG 6.2 1.035 * 1278 6.3 1 0 0
4 500 MG/KG 4.9 1.042 1571 6.4 1 1] 0
AFTER 6 WEEKS
1 0 MG/KG 7.8 1.040 1301 6.8 2 0 0
4 500 MG/KG 4.6 * 1.051 1968 * 5.7 b 0 0
BILIRUBIN BLOOD UROBILI.
score 0/3 score 0/3 score 0/3
AFTER 4 WEEKS
1 0 MG/KG 0 0 0
2 50 MG/KG 0 0 o]
3 200 MG/KG 0 0 0
4 500 MG/KG 0 o 0
AFTER 6 WEEKS
1 0 MG/KG 4] 0 0
4 500 MG/KG 0 0 0

*/*+; Dunnett-test based on pooled variance sig. at 5% or 1% level.

+:

Steel-test sig. at 5% level.
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RCC PROJECT 619716

OW-SUM -
DOVERPHOS S-9228 og_sgp_gé
ORGAN WEIGHTS (GRAM) SUMMARY
AFTER 4 WEEKS
MALES
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
BODY W. MEAN 358.3 378.4 361.8 377.6
ST .DEV 26.0 47.8 18.7 34.3
N 5 5 5 5
BRAIN MEAN 2.03 2.08 2.06 2.05
ST.DEV 0.06 0.12 0.10 0.10
N 5 5 5 5
PITUITARY MEAN 0.012 0.013 0.012 0.014
ST.DEV. 0.001 0.002 0.000 0.003
N 5 5 5 5
HEART MEAN 1.537 1.339 1.506 1.463
ST.DEV. 0.193 0.128 0.107 0.136
N -] 5 5 5
THYROIDS MEAN 0.024 0.025% 0.027 0.024
ST.DEV. 0.003 0.007 0.004 0.004
N 5 5 5 5
LIVER MEAN 11.23 11.92 10.60 12.64
ST.DEV. 1.11 2.02 0.75 1.85
N S 5 5 5
KIDNEYS MEAN 2.61 2.95 2.78 2.99
ST.DEV. 0.26 0.29 0.15 0.31
N 5 5 5 5
ADRENALS MEAN 0.066 0.067 0.072 0.072
ST.DEV 0.011 0.009 0.010 0.012
N 5 5 S 5
SPLEEN MEAN 0.844 0.815 0.775 0.869
ST.DEV 0.094 0.149 0.057 0.069
N 5 5 5 5
TESTES MEAN 3.67 3.63 3.72 3.89
ST.DEV 0.24 0.25 0.24 0.26
N 5 5 5 5
*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. 4 f_}
& -




RCC PROJECT 619716 OW-SUM - 2
DOVERPHOS S-9228 09-SEP-96

ORGAN/BODY WEIGHT RATIOS SUMMARY
AFTER 4 WEEKS

MALES
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
BODY W. MEAN 358.3 378.4 361.8 377.6
{GRAM) ST.DEV 26.0 47.8 18.7 34.3
N 5 S 5 5
BRAIN MEAN 0.57 0.56 0.57 0.55
(%) ST.DEV. 0.03 0.08 0.02 0.06
N 5 5 5 5
PITUITARY MEAN 0.003 0.003 0.003 0.004
(%) ST.DEV. 0.000 0.000 0.000 0.001
N 5 5 5 5
HEART MEAN 0.429 0.355 ** 0.416 0.388
(%) ST.DEV. 0.041 0.022 0.027 0.008
N 5 5 5 5
THYROIDS MEAN 0.007 0.007 0.007 0.006
(%) ST.DEV 0.001 0.001 0.001 0.001
N 5 5 5 5
LIVER MEAN 3.13 3.14 2.93 3.36
(%) ST.DEV 0.17 0.23 0.19 0.55
N 5 5 5 5
KIDNEYS MEAN 0.73 0.78 0.77 0.79
(%) ST.DEV 0.05 0.06 0.04 0.07
N 5 5 5 5
ADRENALS MEAN 0.018 0.018 0.020 0.019
(%) ST.DEV. 0.002 0.001 0.002 0.005
N 5 5 5 5
SPLEEN MEAN 0.235 0.216 0.214 0.230
(%) ST.DEV 0.017 0.033 0.018 0.010
N 5 5 5 5
TESTES MEAN 1.03 0.97 1.03 1.03
(%) ST.DEV 0.11 0.16 0.08 0.08
N 5 S 5 5
*/**. Durnmett-test based on pooled variance sig. at 5% or 1% level. “/" L:'t
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RCC PROJECT 619716

OW-SUM - 3
DOVERPHOS $-9228 09-SEP-96
ORGAN/BRAIN WEIGHT RATIOS SUMMARY
AFTER 4 WEEKS
MALES
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
BRAIN MEAN 2.03 2.08 2.06 2.05
(GRAM) ST.DEV. 0.06 0.12 0.10 0.10
N 5 5 5 S
PITUITARY MEAN 0.588 0.615 0.560 0.684
(%) ST.DEV. 0.058 0.076 0.027 0.142
N 5 5 5 5
HEART MEAN 75.755 64.485 * 73.060 71.370
(%) ST.DEV. 8.380 6.007 4.612 7.070
N 5 5 5 5
THYROIDS MEAN 1.176 1.200 1.297 1.177
(%) ST.DEV. 0.128 0.341 0.170 0.235
N S 5 5 5
LIVER MEAN 553.54 574.65 513.56 618.76
(%) ST.DEV. 52.33 102.07 15.60 107.67
N 5 5 5 5
KIDNEYS MEAN 128.83 142.36 134.98 146.29
(%) ST.DEV. 13.31 15.66 9.50 20.48
N 5 5 S 5
ADRENALS MEAN 3.232 3.201 3.503 3.517
(%) ST.DEV 0.49%0 0.431 0.358 0.472
N 5 5 5 S
SPLEEN MEAN 41.550 39.318 37.558 42.388
(%) ST.DEV. 3.717 7.615 1.543 3.835
N 5 5 5 5
TESTES MEAN 181.13 174.88 180.26 189.46
(%) ST.DEV 11.17 10.77 7.16 8.99
N 5 5 5 5
i lng
*/**: Durmett-test based on pooled variance sig. at 5% or 1% level. L O
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BODY W.
(GRAM)
BRAIN

(%)
PITUITARY
(%)
HEART

(%)
THYROIDS
(%)
LIVER

(%)
KIINEYS
(%)
ADRENALS
(%)
SPLEEN
(%)
OVARIES
(%)

Dunnett-test based on pooled variance sig. at 5% or 1% level.
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RCC PROJECT 619716 OW-SUM - 6
DOVERPHOS S-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS SUMMARY
AFTER 4 WEEKS

FEMALES
GROUP 1 GROUP 2 GROUP 3 GROUP 4
0 MG/KG 50 MG/KG 200 MG/KG 500 MG/KG
BRAIN MEAN 1.94 1.92 1.93 1.95
(GRAM) ST.DEV 0.08 0.05 0.08 0.08
N 5 5 5 5
PITUITARY MEAN 0.851 0.848 0.736 0.833
(%) ST.DEV. 0.051 0.127 0.062 0.203
N 5 5 5 5
HEART MEAN 56.165 51.364 57.136 51.977
(%) ST.DEV 4.770 3.160 5.619 4.356
N 5 5 5 5
THYROIDS MEAN 1.330 1.195 0.808 * 0.997
(%) ST.DEV 0.290 0.073 0.393 0.196
N 5 5 5 5
LIVER MEAN 410.18 379.59 396.42 385.09
(%) ST.DEV. 38.81 15.69 31.78 56.36
N 5 5 5 5
KIINEYS MEAN 103.25 94.85 104.34 97.76
(%) ST.DEV 7.75 7.42 11.59 10.36
N 5 5 5 5
ADRENALS MEAN 4.775 4.436 4.039 4.154
(%) ST.DEV 0.427 0.553 0.277 0.496
N 5 5 5 5
SPLEEN MEAN 41.027 35.874 35.472 32.266
(%) ST.DEV 7.361 6.455 5.703 4.374
N 5 5 5 5
CVARIES MEAN 5.712 5.839 5.492 5.543
(%) ST.DEV 0.933 0.650 0.710 1.845
N 5 5 5 5

~}
(0.9}

*/**: Dunnett-test based on pooled variance sig. at 5% or 1% level.
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GROUP 4
500 MG/KG

ORGAN WEIGHTS (GRAM) SUMMARY

AFTER 6 WEEKS
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Dunnett-test based on pooled variance sig. at 5% or 1% level.
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RCC PROJECT 619716 OW-SUM - 8
DOVERPHOS S§-9228 09-SEP-96

ORGAN/BODY WEIGHT RATIOS SUMMARY
AFTER 6 WEEKS

MALES
GROUP 1 GROUP 4
0 MG/KG 500 MG/KG
BODY W. MEAN 388.7 408.3
(GRAM) ST.DEV 16.8 40.5
N 5 5
BRAIN MEAN 0.53 0.53
(%) ST.DEV. 0.04 0.04
N 5 5
PITUITARY MEAN 0.003 0.003
(%) ST.DEV. 0.000 0.000
N 5 5
HEART MEAN 0.339 0.349
(%) ST.DEV 0.023 0.020
N 5 5
THYROIDS MEAN 0.006 0.005
(%) ST.DEV. 0.001 0.001
N 5 5
LIVER MEAN 2.79 2.84
(%) ST.DEV 0.12 0.21
N 5 5
KIDNEYS MEAN 0.70 0.74
(%) ST.DEV 0.02 0.04
N 5 5
ADRENALS MEAN 0.018 0.016 *~*
(%) ST.DEV 0.001 0.001
N 5 5
SPLEEN MEAN 0.199 0.202
(%) ST.DEV 0.023 0.016
N 5 5
TESTES MEAN 1.00 0.95
(%) ST.DEV 0.07 0.09
N 5 5

[ S

*/**, Dunnett-test based on pooled variance sig. at 5% or 1% level. TRV
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RCC PROJECT 619716 OW-SUM - 10
DOVERPHOS S-9228 09-SEP-96
ORGAN WEIGHTS (GRAM) SUMMARY
AFTER 6 WEEKS
FEMALES
GROUP 1 GROUP 4
0 MG/KG 500 MG/KG
BODY W. MEAN 254.3 249.2
ST.DEV 23.0 23.8
N S 5
BRAIN MEAN 1.94 1.89
ST.DEV 0.02 0.06
N 5 5
PITUITARY MEAN 0.018 0.018
ST.DEV. 0.003 0.003
N 5 5
HEART MEAN 1.040 0.989
ST.DEV. 0.114 0.079
N L) 5
THYROIDS MEAN 0.022 0.019
ST.DEV 0.004 0.002
N 5 5
LIVER MEAN 7.63 7.88
ST.DEV. 1.11 2.13
N 5 5
KIDNEYS MEAN 1.85 2.00
ST.DEV 0.18 0.26
N 5 5
ADRENALS MEAN 0.078 0.084
ST.DEV 0.010 0.010
N S 5
SPLEEN MEAN 0.636 0.675
ST.DEV 0.073 0.115
N 5 5
OVARIES MEAN 0.113 0.103
ST.DEV 0.006 0.013
N 5 5
P . . (AN,
/**: Dunnett-test based on pooled variance sig. at 5% or 1% level. Cf Av




RCC PROJECT 619716 OW-SUM - 11
DOVERPHOS S-9228 09-SEP-96

ORGAN/BODY WEIGHT RATIOS SUMMARY
AFTER 6 WEEKS

FEMALES
GROUP 1 GROUP 4
0 MG/KG 500 MG/KG
BODY W. MEAN 254.3 248.2
(GRAM) ST.DEV. 23.0 . 23.8
N 5 5
BRATN MEAN 0.77 0.76
(%) ST.DEV 0.06 0.06
N 5 5
PITUITARY MEAN 0.007 0.007
(%) ST.DEV 0.001 0.002
N 5 5
HEART MEAN 0.409 0.398
(%) ST.DEV 0.034 0.022
N 5 5
THYROIDS MEAN 0.008 0.008
(%) ST.DEV 0.002 0.001
N 5 5
LIVER MEAN 2.99 3.13
(%) ST.DEV 0.21 0.54
N 5 5
KIDNEYS MEAN 0.73 0.80
(%) ST.DEV 0.06 0.05
N 5 5
ADRENALS MEAN 0.031 0.034
(%) ST.DEV 0.004 0.002
N 5 5
SPLEEN MEAN 0.251 0.270
(%) ST.DEV 0.032 0.023
N 5 5
OVARIES MEAN 0.045 0.041
(%) ST.DEV 0.004 0.003
N 5 5

", -
L

0

*/**. Dunnett-test based on poocled variance sig. at 5% or 1% level.




RCC PROJECT 619716 OW-SUM - 12
DOVERPHOS §-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS SUMMARY
AFTER 6 WEEKS

FEMALES
GROUP 1 GROUP 4
0 MG/KG 500 MG/KG
BRAIN MEAN 1.94 1.89
(GRAM) ST.DEV 0.02 0.06
N 5 5
PITUITARY MEAN 0.932 0.932
(%) ST.DEV 0.147 0.183
N 5 5
HEART MEAN 53.660 52.210
(%) ST.DEV. 6.286 3.423
N 5 5
THYROIDS MEAN 1.112 1.012
(%) ST.DEV 0.206 0.119
N 5 5
LIVER MEAN 393.40 414.68
(%) ST.DEV 56.03 102.23
N 5 5
KIDNEYS MEAN 95.60 . 105.64
(%) ST.DEV 8.37 11.47
N 5 5
ADRENALS MEAN 4.015 4.428
(%) ST.DEV 0.513 0.503
N 5 5
SPLEEN MEAN 32.814 35.566
(%) ST.DEV 4.104 5.189
N 5° 5
OVARIES MEAN 5.806 5.430
(%) ST.DEV 0.330 0.568
N 5 5

*/**. Dunnett-test based on pooled variance sig. at 5% or 1% level.
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RCC PROJECT 619716
Doverphos $-9228

TABLES - INDIVIDUAL DATA
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RCC PROJECT 619716

MORT-IND -
DOVERPHOS S-9228 og_sap_gé
MORTALITY DATA
MALES
GROUP 1 (0 MG/KG)
SCHEDULED  TREATMENT

ANIMAL NECROPSY FROM TO

1 12-JUL-96  14-JUN-96 11-JUL-96

2 12-JUL-96  14-JUN-96 11-JUL-96

3 12-JUL-96  14-JUN-96 11-JUL-96

4  12-JUL-96  14-JUN-96 11-JUL-96

5  12-JUL-96  14-JUN-96 11-JUL-96

6  26-JUL-96  14-JUN-96 11-JUL-96

7  26-JUL-96  14-JUN-96 11-JUL-96

8  26-JUL-96  14-JUN-96 11-JUL-96

9  26-JUL-96  14-JUN-96 11-JUL-96

10 26-JUL-96  14-JUN-96 11-JUL-96

—_
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RCC PROJECT 619716
DOVERPHOS §-9228

MORTALITY DATA
MALES :
GROUP 2 (50 MG/KG

MORT-IND - 2
09-SEP-96

SCHEDULED TREATMENT
ANTMAL NECROPSY FROM TO

11 12-JUL-96 14-JUN-96 11-JUL-96
12 12-JUL-96 14-JUN-96 11-JUL-96
13 12-JUL-96 14-JUN-96 11-JUL-96
14 12-JUL-96 14-JUN-96 11-JUL-96
15 12-JUL-96 14-JUN-96 11-JUL-96

0
-7




RCC PROJECT 619716

DOVERPHOS 5-9228

MORTALITY DATA

MORT~-IND - 3
09-SEP-96

MALES
GROUP 3 (200 MG/KG)
SCHEDULED TREATMENT

ANIMAL NECROPSY FROM TO
16 12-JUL-96 14-JUN-96 11-JUL-96
17 12-JUL-96 14-JUN-96 11-JUL-96
18 12-JUL-96 14-JUN-96 11-JUL-96
19 12-JUL-96 14-JUN-96 11-JUL-96
20 12-JUL-96 14-JUN-96 11-JUL-96




RCC PROJECT 619716

DOVERPHOS S$-9228

MORTALITY DATA

MORT-IND -

4

09-SEP-96

MALES
GROUP 4 (500 MG/KG)
SCHEDULED TREATMENT

ANIMAL, NECROPSY FROM TO
21 26-JUL-96 14-JUN-96 11-JUL-96
22 26~JUL-96 14-JUN-96 11-JUL-96
23 26~JUL-96 14-JUN-96 11-JUL-96
24 26-JUL-96 14-JUN-96 11-JUL-96
25 26-JUL~96 14-JUN-96 11-JUL-96
26 12-JUL-96 14-JUN-96 11-JUL-96
27 12-JUL-96 14-JUN-96 11-JUL-96
28 12-JUL-96 14-JUN-96 11-JUL-96
29 12~-JUL-~96 14-JUN-96 11-JUL-96
30 12-JUL-96 14-JUN-96 11-JUL-96

5%
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RCC PROJECT 619716

DOVERPHOS S-9228

MORTALITY DATA

MORT~IND

5

09-SEP-96

FEMALES
GROUP 1 (0 MG/KG)
SCHEDULED TREATMENT

ANIMAL, NECROPSY FROM TO
31 12-JUL~-96 14-JUN-96 11-JUL-96
32 12-JUL-96 14-JUN-96 11-JUL-$6
33 12-JUL-96 14-JUN-96 11-JUL-96
34 12-JUL~96 14-JUN-96 11-JUL-96
35 12-JUL-96 14-JUN-96 11-JUL-96
36 26-JUL~-96 14-JUN-96 11-JUL-96
37 26-JUL-96 14-JUN-96 11-JUL-96
38 26-JUL~96 14-JUN-96 11-JUL~-96
39 26-JUL-96 14-JUN-96 11-JUL-96
40 26-JUL-96 14-JUN-96 11-JUL-96

>

D




RCC PROJECT 619716 MORT-IND -~ 6
DOVERPHOS §-9228 09-SEP-96

MORTALITY DATA
FEMALES
GROUP 2 (50 MG/KG)

SCHEDULED TREATMENT
ANIMAL NECROPSY FROM TO

41 12-JUL-96 14-JUN-96 11-JUL-96
42 12-JUL-96 14-JUN-96 11-JUL-96
43 12-JUL-96 14-JUN-96 11-JUL-96
44 12-JUL-96 14-JUN-96 11-JUL-96
45 12-JUL-96 14-JUN-96 11-JUL-96

2
fats




RCC PROJECT 619716 MORT-IND - 7
DOVERPHOS S5-9228 09-SEP-96

MORTALITY DATA
FEMALES
GROUP 3 (200 MG/KG)

SCHEDULED TREATMENT
ANTMAL NECROPSY FROM TO

46 12-JUL-96 14-JuN-96 11-JUL-96
47 12-JUL-96 14-JUN-96 11-JUL-96
48 12-JUL-96 14-JUN-96 11-JUL-96
49 12-JUL-96 14-JUN-96 11-JUL-96
50 12-JUL~96 14-JUN-96 11-JUL-96

)
)




RCC PROJECT 619716

MORT-IND - 8

DOVERPHOS S-9228 09-SEP-96
MORTALITY DATA
FEMALES
GROUP 4 (500 MG/KG)
SCHEDULED  TREATMENT

ANTMAL NECROPSY FROM TO

51  12-JUL-96  14-JUN-96 11-JUL-96

52 12-JUL-96  14-JUN-96 11-JUL-96

53  12-JUL-96  14-JUN-96 11-JUL-96

54  12-JUL-96  14-JUN-96 11-JUL-96

55  12-JUL-96  14-JUN-96 11-JUL-96

56  26-JUL-96  14-JUN-96 11-JUL-96

57  26-JUL-96  14-JUN-96 11-JUL-96

58  26-JUL-96  14-JUN-96 11-JUL-96

59  26-JUL-96  14-JUN-96 11-JUL-96

60  26-JUL-96  14-JUN-96 11-JUL-96

0o




RCC PROJECT 619716
Doverphos S-9228

CLINICAL SIGNS

Group 1 (0 mg/kg)

Male Nos. 1 - 10: No
Female Nos. 31 - 40: No

Group 2 (50 mg/kg)

Male Nos. 11 - 15: No
Female Nos. 41 - 45: No

Group 3 (200 mg/kg)

Male Nos. 16 - 20: No
Female Nos. 46 - 50: No

Group 4 (500 mg/kg)

Male Nos. 21 - 27,29 - 30: No
No. 28 smaller left eye due to crusts and corneal opacity

Female Nos. 51 - 60: No

clinical
cliinical

clinical
clinical

clinical
clinical

clinical

clinical

signs
signs

signs
signs

signs
signs

signs

signs

94

noted
noted

noted
noted

noted
noted

noted

noted




RCC PROJECT 619716

FC-IND -~ 1

DOVERPHOS S-9228 09-SEP-96
FOOD CONSUMPTION (G/ANIMAL/DAY)
MALES
PRETEST TREATMENT RECOVERY

DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-14
WEEKS 1/2 1/2 2/3 3/4 4 1/2 2
CAGE
GROUP 1 (0 MG/KG)

1 24.9 24.4 24.3 23.2 23.0 — -—-

2 25.7 24.8 23.3 22.2 22.7 28.3 27.7
GROUP 2 (50 MG/KG)

3 26.4 25.1 24.6 24.1 24.9 — —
GROUP 3 (200 MG/KG)

4 26.8 26.3 24.3 23.4 23.9 -— —--
GROUP 4 (500 MG/KG)

5 26.8 26.3 26.8 26.1 25.7 29.9 32.8

6 26.6 24.9 26.9 25.7 26.1 - -

95




RCC PROJECT 619716

FC-IND - 2

DOVERPHOS S-9228 09~SEP-96
FOOD CONSUMPTION (G/ANIMAL/DAY)
FEMALES
PRETEST TREATMENT RECOVERY

DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-14
WEEKS 1/2 1/2 2/3 3/4 4 1/2 2
CAGE
GROUP 1 (0 MG/KG)

7 19.7 18.2 19.3 18.2 19.7 - -—-

8 19.2 18.0 19.3 18.2 20.0 24.0 24.1
GROUP 2 (50 MG/KG)

9 19.6 17.7 18.2 17.7 18.5 --- -
GROUP 3 (200 MG/KG)

10 21.5 18.3 19.5 19.1 19.2 -—- ---
GROUP 4 (500 MG/KG)

11 19.2 17.9 18.8 18.1 18.7 --- -

12 20.5 18.8 19.5 18.9 19.0 23.7 21.7




RCC PROJECT 618716 BW-IND - 1
DOVERPHOS S$S-9228 14-0CT-96
BODY WEIGHTS (GRAM)
MALES
PRETEST TREATMENT RECOVERY
DAYS 1 1 8 15 22 28 1
WEEKS 1 1 2 3 4 4 1
ANTMAL
GROUP 1 (0 MG/KG)
1 207 260 305 347 384 410 -—-
2 221 281 322 351 370 389 —-—
3 204 266 311 347 373 394 -
4 212 259 332 378 407 430 -——
5 195 248 299 312 336 352 -—
6 202 259 298 329 360 380 364
7 223 286 374 365 390 412 388
8 215 273 322 348 372 393 373
9 221 284 333 357 381 408 392
10 203 262 314 342 366 386 366
GROUP 2 (50 MG/KG)
11 213 271 327 379 419 453 -—-
12 206 269 314 351 377 400 -—
13 212 276 323 361 392 422 -——
14 222 271 285 300 316 332 -——
15 220 282 344 390 427 469 ---
GROUP 3 (200 MG/KG)
16 222 280 316 337 356 376 -———
17 199 263 312 346 371 393 -—-
18 228 286 334 362 388 408 -
19 217 277 336 369 409 428 -
20 226 278 306 335 366 384 -—
GROUP 4 (500 MG/KG)
21 217 274 317 365 396 418 387
22 206 256 317 350 378 384 337
23 227 292 334 379 420 442 451
24 215 276 300 322 343 358 377
25 199 254 340 383 415 436 3390
26 204 266 328 358 379 397 -—-
27 218 275 295 314 334 349 ———
28 218 277 346 395 436 466 -—=
29 225 271 324 348 376 397 ———
30 216 278 306 358 387 415 -—-

L




RCC PROJECT 619716 BW-IND - 2
DOVERPHOS S§-9228 14-0CT-96

BODY WEIGHTS (GRAM)

MALES

RECOVERY
DAYS 8 14
WEEKS 2 2
ANIMAL

GROUP 1 (0 MG/KG)

1 — _—
2 — —_—
3 _— S
4 —— ——
5 -— —
6 413 427
7 425 443
8 394 413
9 428 ' 445

10 392 412

GROUP 2 (50 MG/KG)

11 -— -—-
12 -— -
13 -— -—-
14 - -
15 - -—-

GROUP 3 (200 MG/KG)

16 - -—
17 - -
18 - -—
19 - -—
20 . - -

GROUP 4 (500 MG/KG)

21 403 434
22 367 403
23 477 509
24 408 441
25 421 458
26 -— —
27 —— -—
28 - ——-
29 - ——-
30 -— -—

er,
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RCC PROJECT 619716 BW-IND - 3
DOVERPHOS S-9228 14-0CT-96
BODY WEIGHTS (GRAM)
FEMALES
PRETEST TREATMENT RECOVERY
DAYS 1 1 8 15 22 28 1
WEEKS 1 1 2 3 4 4 1
ANIMAL
GROUP 1 (0 MG/KG)
31 170 196 229 238 262 272 -
32 175 190 217 239 250 261 -—-
33 175 200 219 242 251 268 -
34 179 202 219 229 238 254 -—-
35 170 188 200 225 216 239 ——-
36 171 182 212 235 244 267 254
37 165 187 201 221 229 245 238
38 158 178 190 216 233 238 235
39 170 - 197 209 240 254 252 247
40 184 215 253 248 271 294 264
GROUP 2 (50 MG/KG)
41 175 204 220 243 251 260 -—-
42 151 181 206 223 233 249 ---
43 173 191 217 233 248 260 ---
44 182 206 229 247 260 267 ---
45 152 173 193 210 210 229 ---
GROUP 3 (200 MG/KG)
46 174 202 219 241 238 256 -
47 172 206 226 247 254 273 .-
48 180 219 249 271 279 297 ---
49 176 200 220 229 243 246 ---
50 . 162 187 209 221 251 259 -
GROUP 4 (500 MG/KG)
51 174 198 232 251 267 278 -
52 173 198 211 229 239 252 .-
53 156 167 188 213 203 216 ---
54 159 190 216 229 250 261 -
55 180 193 224 239 253 266 ---
56 177 204 237 256 275 285 268
57 183 211 226 248 259 264 257
58 173 202 222 236 251 261 250
59 179 205 218 227 226 250 235
60 171 192 219 221 231 238 233
L,
29




RCC PROJECT 619716 BW-IND - 4
DOVERPHOS S-9228 14-0CT-96

BODY WEIGHTS (GRAM)

FEMALES

RECOVERY
DAYS 8 14
WEEKS 2 2
ANIMAL

31 -— ——-
32 — —
33 — -
34 — —
35 - -—-
36 281 275
37 253 257
38 259 265
39 277 281
40 303 338

GROUP 2 (50 MG/KG)

41 — -
42 - -
43 - -
44 -— —
45 - —

GROUP 3 (200 MG/KG)

46 -— -
47 -— -—-
48 - —
49 -— -—
50 — —

GROUP 4 (500 MG/KG)

51 -—- -
52 -— -
53 — -—
54 - -
55 ——- —
56 311 270
57 271 270
58 267 281
59 264 250
60 247 243




RCC PROJECT 619716 RFC-IND - 1
DOVERPHOS S$-9228 09-SEP-96
RELATIVE FOOD CONSUMPTION
(G/KG BODY WEIGHT/DAY)
MALES
PRETEST TREATMENT RECOVERY

DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-14
WEEKS 1/2 172 2/3 3/4 4 1/2 2
CAGE
GROUP 1 (0 MG/KG)

1 119.7 77.7 70.1 62.0 58.3 -— ———

2 120.7 75.5 66.9 59.4 57.4 68.9 64.8
GROUP 2 (50 MG/KG)

3 123.1 78.8 69.0 62.3 60.0 -—- -—-
GROUP 3 (200 MG/KG)

4 122.6 B81.9 €9.5 61.9 60.1 ——— -—-
GROUP 4 (500 MG/KG)

5 126.2 81.6 74.4 67.0 63.0 71.9 73.1

6 123.1 77.9 75.7 67.2 64.6 -—= -—-

1

e

v

r

1




RCC PROJECT 619716 RFC-IND - 2
DOVERPHOS S-9228 09-SEP-96
RELATIVE FOOD CONSUMPTION
(G/KG BODY WEIGHT/DAY)
FEMALES
PRETEST TREATMENT RECOVERY
DAYS 1-8 1-8 8-15 15-22 22-28 1-8 8-14
WEEKS 1/2 1/2 2/3 3/4 4 1/2 2
CAGE
GROUP 1 (0 MG/KG)
7 113.6 84.1 82.1 74.8 76.0 -— —
8 113.1 84.2 83.0 74.1 77.3 87.6 85.0
GROUP 2 (50 MG/KG)
9 117.9 83.0 78.6 73.7 73.0 - -—
GROUP 3 (200 MG/KG)
10 124.0 81.5 80.6 75.5 71.9 -— -—-
GROUP 4 (500 MG/KG)
11 114.4 83.4 80.9 74.7 73.6 -— -
12 116.3 83.9 82.0 76.2 73.1 87.1 82.6

fors
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RCC PROJECT 619716 OPHT-IND -~ 1

DOVERPHOS S§-9228 09-SEP-96
OPHTHALMOSCOPIC EXAMINATIONS
MALES
AT WEEK 4
GROUP 1 (0 MG/KG)
ANIMAL EYE(S) OBSERVATION
1 BOTH NO ABNORMALITIES DETECTED
2 BOTH NO ABNORMALITIES DETECTED
3 RIGHT CORNEAL OPACITY
4 BOTH NO ABNORMALITIES DETECTED
5 LEFT CORNEAL OPACITY
6 BOTH NO ABNORMALITIES DETECTED
7 BOTH NO ABNORMALITIES DETECTED
8 LEFT CORNEAL OPACITY
9 BOTH NO ABNORMALITIES DETECTED
10 BOTH NO ABNORMALITIES DETECTED
GROUP 2 (50 MG/KG)
ANIMAL EYE(S) OBSERVATION
11 BOTH NO ABNORMALITIES DETECTED
12 BOTH NO ABNORMALITIES DETECTED
13 BOTH NO ABNORMALITIES DETECTED
14 BOTH NO ABNORMALITIES DETECTED
15 BOTH NO ABNORMALITIES DETECTED
GROUP 3 (200 MG/KG)
ANIMAL EYE(S) OBSERVATION
16 BOTH NO ABNORMALITIES DETECTED
17 BOTH CORNEAL OPACITY
18 BOTH NO ABNORMALITIES DETECTED
19 BOTH NO ABNORMALITIES DETECTED
20 BOTH NO ABENORMALITIES DETECTED
GROUP 4 (500 MG/KG)
ANIMAL EYE(S) OBSERVATION
21 BOTH NO ABNORMALITIES DETECTED
22 BOTH NO ABNORMALITIES DETECTED
23 BOTH NO ABNORMALITIES DETECTED
24 BOTH NO ABNORMALITIES DETECTED
25 BOTH CORNEAL OPACITY
26 BOTH NO ABNORMALITIES DETECTED
27 BOTH NO ABNORMALITIES DETECTED
28 LEFT EYE DEGENERATION
29 BOTH NO ABNORMALITIES DETECTED
30 BOTH NO ABNORMALITIES DETECTED
too
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RCC PROJECT 619716
DOVERPHOS S§-9228

OPHTHALMOSCOPIC EXAMINATIONS

FEMALES

AT WEEK 4
GROUP 1 (0 MG/KG)

OPHT-IND
09-SEP-96

ANIMAL EYE(S) OBSERVATION
31 BOTH NO ABNORMALITIES DETECTED
32 BOTH NO ABNORMALITIES DETECTED
33 BOTH NO ABNORMALITIES DETECTED
34 BOTH NO ABNORMALITIES DETECTED
35 BOTH NO ABNORMALITIES DETECTED
36 BOTH NO ABNORMALITIES DETECTED
37 BOTH NO ABNORMALITIES DETECTED
38 BOTH CORNEAL OPACITY
39 BOTH CORNEAL OPACITY
40 BOTH NO ABNORMALITIES DETECTED
GROUP 2 (50 MG/KG)
ANIMAL EYE(S) OBSERVATION
41 BOTH NO ABNORMALITIES DETECTED
42 BOTH CORNEAL OPACITY
43 BOTH NO ABNORMALITIES DETECTED
44 BOTH CORNEAL OPACITY
45 BOTH NO ABNORMALITIES DETECTED
GROUP 3 (200 MG/KG)
ANIMAL EYE(S) OBSERVATION
46 BOTH NO ABNORMALITIES DETECTED
47 LEFT CORNEAL OPACITY
48 BOTH NO ABNORMALITIES DETECTED
49 BOTH NO ABNORMALITIES DETECTED
50 BOTH NC ABNORMALITIES DETECTED
GROUP 4 (500 MG/KG)
ANIMAL EYE(S) OBSERVATION
51 BOTH NO ABNORMALITIES DETECTED
52 BOTH NC ABNORMALITIES DETECTED
53 BOTH NO ABNORMALITIES DETECTED
54 BOTH NO ABNORMALITIES DETECTED
S5 BOTH NO ABNORMALITIES DETECTED
56 BOTH NC ABNORMALITIES DETECTED
57 BOTH NO ABNORMALITIES DETECTED
58 BOTH NO ABNORMALITIES DETECTED
59 BOTH NC ABNORMALITIES DETECTED
60 BOTH NO ABNORMALITIES DETECTED
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RCC PROJECT 619716 A OPHT-IND - 3

DOVERPHOS 5-9228 09-SEP-96

OPHTHALMOSCOPIC EXAMINATIONS

MALES

AT WEEK 6

GROUP 1 (0 MG/KG)

ANIMAL  EYE(S) OBSERVATION
6 BOTH NO ABNORMALITIES DETECTED
7 BOTH NO ABNORMALITIES DETECTED
8 LEFT CORNEAL OPACITY
9 BOTH NO ABNORMALITIES DETECTED
10 BOTH NO ABNORMALITIES DETECTED

GROUP 4 (500 MG/KG)

ANIMAL EYE(S) - OBSERVATION
21 BOTH NO ABNORMALITIES DETECTED
22 BOTH NO ABNORMALITIES DETECTED
23 LEFT EYE DEGENERATION
24 BOTH NO ABNORMALITIES DETECTED
25 LEFT CORNEAL OPACITY
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RCC PROJECT 619716 ' OPHT-IND - 4

DOVERPHOS S-9228 09-SEP-96
OPHTHALMOSCOPIC EXAMINATIONS
FEMALES
AT WEEK 6
GROUP 1 (0 MG/KG)
ANIMAL  EYE(S) OBSERVATION
36 BOTH NO ABNORMALITIES DETECTED
37 BOTH NO ABNORMALITIES DETECTED
38 LEFT CORNEAL OPACITY
39 BOTH CORNEAL OPACITY
40 BOTH NO ABNORMALITIES DETECTED

GROUP 4 (500 MG/KG)

ANIMAL EYE (S) OBSERVATION
56 BOTH NO ABNORMALITIES DETECTED
57 BOTH NO ABNORMALITIES DETECTED
58 BOTH NO ABNORMALITIES DETECTED
59 LEFT CORNEAL OPACITY
60 BOTH NO ABNORMALITIES DETECTED




RCC PROJECT 619716 HEM-IND - 1
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY

AFTER 4 WEEKS
MALES

GROUP 1 (0 MG/KG)

ANIMAL REMARK RBC HB8 HCT MCV MCH MCHC PLATELETS
NUMBER T/L mmol/L L/L fL fmol mmol/L G/L
1 --- 8.53 10.3 0.48 55.9 1.21 21.6 1163
2 --- 8.68 10.5 0.51 58.2 1.21 20.8 871
3 .- 8.38 9.4 0.45 54.1 l1.12 20.7 1060
4 .-- 8.92 10.4 0.50 55.8 1.17 20.9 1123
5 --- 9.16 10.2 0.49 33.6 1.11 20.7 1678
6 ... 9.31 10.5 0.51 54.6 1.13 20.7 841
7 ... 8.91 10.4 0.49 55.0 1.16 21.2 957
8 --- 9.18 10.6 0.50 34.6 1.15 21.2 802
9 .- 9.76 11.0 0.52 52.8 1.12 21.3 912
10 --- 8.61 10.1 0.48 55.4 1.17 21.1 966

RETICULOCYTE COUNT

ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % TIL % % % /100 WBC o/o0 %
1 2.48 0.2133 6.0 29.6 64.4 0.0 0 0.8
2 2.56 0.2237 9.9 33.3 56.8 0.0 0 0.7
3 1.89 0.1656 3.7 29.3 67.0 0.0 0 1.0
4 2.69 0.2402 11.4 37.4 51.2 0.0 0 0.7
5 2.17 0.1994 6.0 34.9 59.1 0.0 0 1.1
6 2.54 0.2403 6.6 33.9 59.5 0.0 0 0.9
7 1.96 0.1793 6.6 35.0 58.4 0.0 0 0.7
8 2.06 0.1883 7.0 38.1 54.9 0.0 0 1.0
9 2.59 0.2564 6.9 38.4 54.7 0.0 0 0.9
10 2.12 0.1861 3.8 33.1 63.1 0.0 0 0.9
DIFF.WBC COUNT (REL.)
ANIMAL wacC BAND SEG. EOC. BASO. LYMPH. MONO . PLAS.
NUMBER G/L 1 1 1 1 1 1 1
1 8.5 0.00 0.18 0.00 0.00 0.79 0.03 0.00
2 9.4 0.00 0.23 0.01 0.00 0.76 0.00 0.00
3 9.6 0.00 0.11 0.00 0.00 0.89 0.00 0.00
4 12.1 0.00 0.13 0.00 0.00 0.85 0.00 0.00
3 22.1 0.00 0.09 0.01 0.00 0.90 0.00 0.00
6 8.3 0.00 0.21 0.00 0.00 0.78 g.01 0.00
7 9.8 0.00 0.17 0.02 0.00 0.80 0.01 0.00
8 9.8 0.00 0.29 0.00 0.00 0.71 0.00 0.00
9 10.7 0.00 0.13 0.01 0.00 0.86 0.00 0.00
10 11.7 0.00 0.17 0.02 0.00 0.79 0.02 0.00
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
ANIMAL OTHER BAND SEG. EOD. BASO. LYMPH. MONG .
NUMBER 1 G/L G/L G/L G/L G/L G/L
1 0.00 0.0 1.5 0.0 0.0 6.7 0.3
2 0.00 c.0 2.2 0.1 0.0 7.1 0.0
3 0.00 0.0 1.1 0.0 0.0 8.5 0.0




RCC PROJECT 619716 HEM-IND - 2
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY

AFTER 4 WEEKS
MALES

GROUP 1 (0 MG/KG)

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EO. BASO. LYMPH. MONO .
NUMBER 1 G/L G/L G/L G/L G/L G/L
4 0.00 0.0 1.8 6.0 0.0 10.3 0.0
3 0.00 0.0 2.0 0.2 0.0 19.9 0.0
6 0.00 0.0 1.7 0.0 0.0 6.5 0.1
7 0.00 0.0 1.7 0.2 a.0 7.8 0.1
8 0.00 0.0 2.8 0.0 0.0 7.0 0.0
9 0.00 0.0 1.4 0.1 0.0 9.2 0.0
10 0.00 0.0 2.0 0.2 0.0 9.2 0.2
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY COAGULATION
ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
1 0.0 0.0 NORMAL 12.7 23.5
2 0.0 0.0 NORMAL 12.7 19.9
3 0.0 0.0 NORMAL 12.4 19.8
4 0.0 0.0 NORMAL 13.0 20.4
5 0.0 0.0 NORMAL 12.8 26.1
6 0.0 0.0 NORMAL 12.3 14.8
7 0.0 0.0 NORMAL 12.4 19.5
8 0.0 0.0 NORMAL 12.7 13.3
9 0.0 0.0 NORMAL 13.2 19.1
10 0.0 0.0 NORMAL ' 12.9 21.1
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RCC PROJECT 619716 HEM-IND - 3
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS
NUMBER T/L mmol/L L/L L fmol mmol/L G/L
11 .- 8.58 9.8 0.47 54.4 1.14 21.0 1110
12 --- 8.44 10.1 0.47 55.5 1.19 21.5 1085
13 .- 8.91 10.5 0.50 5.7 1.18 21.2 863
14 --- 9.55 10.7 0.50 51.9 1.12 21.7 1009
15 .-- 9.01 10.3 0.50 55.0 1.1a 20.8 1109
RETICULOCYTE COUNT
ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % T/L % % % /100 WBC o/o0 %
11 2.46 0.2143 3.9 36.7 59.4 0.0 o 0.8
12 2.37 0.2007 4.5 35.8 59.7 1.0 0 1.1
13 2.75 0.24842 8.5 40.0 51.5 0.0 0 0.8
14 1.98 0.1917 2.2 29.6 68.2 0.0 0 0.8
15 2.36 0.2129 11.9 42.2 45.9 0.0 ] 1.0
DIFF.WBC COUNT (REL.)
ANIMAL WBC BAND SEG. EO. BASO LYMPH MONOD PLAS.
NUMBER G/L 1 1 1 1 1 1 1
11 6.8 0.00 0.07 0.00 0.00 0.92 0.01 0.00
12 9.1 0.00 0.07 0.01 0.00 0.91 0.01 0.00
13 11.6 0.00 0.15 0.00 0.00 0.85 0.00 0.00
14 10.4 0.00 0.13 0.01 0.00 0.86 0.00 0.00
15 12.3 0.00 0.20 0.01 0.00 0.78 0.0l 0.00
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
ANIMAL OTHER BAND SEG. EO. BASO. LYMPH MONO
NUMBER 1 G/L G/L G/L G/L G/L G/L
11 0.00 0.0 0.5 0.0 0.0 6.3 0.1
12 0.00 0.0 0.6 0.1 0.0 8.3 6.1
13 0.00 0.0 1.7 0.0 0.0 9.9 0.0
14 0.00 0.0 1.4 0.1 0.0 8.9 0.0
15 0.00 0.0 2.5 0.1 6.0 9.6 0.1
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
ANIMAL PLAS OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
11 0.0 0.0 NORMAL 12.8 24.1
12 0.0 0.0 NORMAL 12.8 20.8
13 0.0 0.0 NORMAL 12.6 18.1
14 0.0 0.0 NORMAL 14.0 23.6
13 0.0 0.0 NORMAL 13.1 25.3

109




RCC PROJECT 619716 HEM-IND - 4
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS
NUMBER T/L mmol/L L/L L fmol mmol/L G/L
16 .- 8.67 10.2 0.49 56.9 1.17 20.7 877
17 .-- 8.85 10.2 0.49 54.8 1.18 21.0 1137
18 aes 9.33 10.4 0.50 53.9 1.11 20.6 1002
19 aes 9.57 10.7 0.51 53.2 1.12 21.1 983
20 NV .- .- .- J .-- --- .-
RETICULOCYTE COUNT
ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % TIL % % % /100 WBC o/oo0 %
16 2.62 0.2222 5.3 32.2 62.5 0.0 0 0.7
17 2.07 0.1776 4.8 29.9 65.3 0.0 0 0.8
18 1.82 0.1702 2.9 32.4 64.7 0.0 0 0.9
19 1.89 0.1814 3.1 35.1 62.8 0.0 0 0.9
20 2.03 0.1813 3.9 35.6 61.5 0.0 o 0.9
DIFF.WBC COUNT (REL.)
ANIMAL wBC BAND SEG. ED. BASO LYMPH MONG PLAS.
NUMBER G/L 1 1 1 1 1 1 1
16 10.6 0.00 0.09 0.04 0.00 0.87 0.00 0.00
17 17.8 0.00 0.05 0.01 0.00 0.94 0.00 0.00
18 11.0 0.00 0.16 c.00 0.00 0.83 0.01 0.00
19 9.1 0.00 0.10 0.00 0.00 0.89 0.01 0.00
20 .- 0.00 0.08 0.02 0.00 0.89 0.01 0.00
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
ANIMAL OTHER BAND SEG. €0. BASO. LYMPH MONO
NUMBER 1 G/L G/L G/L G/L G/L G/t
16 0.00 0.0 1.0 0.4 0.0 9.2 c.0
17 0.00 c.0 0.9 0.2 0.0 16.7 0.0
18 0.00 0.0 1.8 0.0 0.0 9.1 0.1
19 0.00 0.0 0.9 0.0 0.0 8.1 0.1
20 0.00 .- .- --
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
ANIMAL PLAS. GTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
16 0.0 0.0 NORMAL 13.3 21.4
17 0.0 0.0 NORMAL 13.2 17.8
18 0.0 0.0 NORMAL 13.2 18.5
19 0.0 0.0 NORMAL 12.8 23.7
20 .- --- NORMAL 12.7 24.9
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RCC PROJECT 619716 HEM-IND - S
DOVERPHOS S-9228 , 28-0CT-96

HEMATOLOGY

AFTER 4 WEEKS
MALES

GROUP 4 (500 MG/KG)

ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS

NUMBER TI/L mmol/L L/L L fmol mmol/L G/L
21 .- 8.97 10.3 0.49 54.1 1.15 21.2 1249
22 --- 8.73 10.5 0.51 58.2 1.20 20.7 881
23 .. 8.56 10.4 0.49 57.2 1.22 21.3 1011
24 .- 8.60 10.6 0.51 58.7 1.23 20.9 913
25 -.- 8.71 10.2 0.50 56.9 1.17 20.7 1019
26 --- 8.73 10.2 0.49 56.4 1.17 - 20.8 965
27 .- 8.48 10.1 0.48 57.0 1.19 20.9 606
28 “-- 8.46 10.1 0.48 57.0 1.19 20.9 103a
29 --- 8.89 10.5 0.51 57.8 1.18 20.4 987
30 .- 8.88 10.2 0.49 55.5 1.15 20.7 974

RETICULOCYTE COUNT

ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB

NUMBER % T/L % % % /100 w8C o/00
21 2.07 0.1832 8.0 35.4 56.6 1.0 0 1.3
22 2.32 0.1942 7.7 30.1 62.2 0.0 Q 0.9
23 2.64 0.2347 5.0 35.7 59.3 0.0 0 0.9
24 2.44 0.2037 6.4 40.8 52.8 0.0 0 1.0
25 2.16 0.1834 3.8 32.2 64.0 0.0 0 0.9
26 2.00 0.1768 5.5 30.6 63.9 0.0 0 0.9
27 2.09 0.1994 3.6 35.0 61.4 0.0 0 0.8
28 2.17 0.1838 7.3 36.4 56.3 0.0 0 0.8
29 2.63 0.2320 7.8 30.0 62.2 0.0 0 1.2
30 2.23 0.2000 6.3 33.4 60.3 0.0 0 0.7

DIFF.WBC COUNT (REL.)

ANIMAL WBC BAND SEG. EOQ. BASO. LYMPH . MONO . PLAS.

NUMBER G/L 1 1 1 1 1 1 1
21 9.3 0.00 0.11 0.01 0.00 0.87 0.01 0.00
22 9.7 0.00 0.13 0.01 0.00 0.84 0.02 0.00
23 9.7 0.00 0.10 0.00 0.00 0.88 0.02 0.00
24 10.0 0.00 0.08 0.00 0.00 0.90 0.02 0.00
25 9.5 0.00 0.10 0.02 0.00 0.88 0.00 .00
26 12.1 0.01 0.10 0.01 0.00 0.88 0.00 0.00
27 7.5 0.01 0.09 0.00 0.00 0.88 0.02 0.00
28 12.8 0.00 0.09 0.00 0.00 0.90 0.01 0.00
29 11.1 .00 0.14 0.00 0.00 0.86 D0.00 0.00
30 9.8 0.00 0.17 0.01 0.00 0.81 0.01 0.00

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EQ. BASO. LYMPH. MONQ .

NUMBER 1 G/L G/L G/L G/L G/L G/L
21 0.00 0.0 1.0 0.1 0.0 8.1 0.1
22 0.00 0.0 1.3 0.1 0.0 8.1 0.2
23 0.00 0.0 1.0 0.0 0.0 8.5 0.2




RCC PROJECT 619716 | HEM-IND - 6
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY

AFTER 4 WEEKS
MALES

GROUP 4 (500 MG/KG)

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EO. BASO. LYMPH. MONO .

NUMBER 1 G/L G/L G/L G/L G/L G/L
24 0.00 0.0 0.8 0.0 0.0 9.0 0.2
25 0.00 0.0 1.0 0.2 0.0 8.4 0.0
26 0.00 0.1 1.2 0.1 0.0 10.6 0.0
27 0.00 0.1 0.7 0.0 0.0 6.6 0.2
28 0.00 0.0 1.2 0.0 0.0 11.5 0.1
29 0.00 0.0 1.6 0.0 0.0 9.5 0.0
30 0.00 0.0 1.7 0.1 0.0 7.9 0.1

DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION

ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
21 0.0 0.0 NORMAL 13.2 22.8
22 0.0 0.0 NORMAL 13.0 24.0
23 0.0 0.0 NORMAL 12.9 21.5
24 0.0 0.0 NORMAL 13.1 24.8
25 0.0 0.0 NORMAL 12.6 18.8
26 0.0 0.0 NORMAL 13.6 27.4
27 0.0 0.0 NORMAL 13.6 29.0
28 0.0 0.0 NORMAL 12.6 20.2
29 0.0 0.0 NORMAL 12.9 22.6
30 0.0 0.0 NORMAL 13.0 20.7
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RCC PROJECT 619716 HEM-IND - 9
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLA}éLé;;---
NUMBER T/L mmol/L L/L fL fmol mmol/L G/L
41 - 7.98 9.2 0.43 54.3 1.15 21.2 1206
42 .. 7.71 9.4 0.44 57.2 1.22 21.4 981
43 --- 8.35 9.9 0.48 58.0 1.19 20.5 1146
44 --- 7.82 9.5 0.46 59.2 1.22 20.5 933
45 - 8.37 10.1 0.48 57.3 1.20 21.0 1084
RETICULOCYTE COUNT
ANIMAL RETIC RETIC HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % T/L % % % /100 WBC o/0o0 %
41 2.47 0.2006 7.0 37.7 55.3 0.0 0 1.2
a2 2.66 0.2139 4.5 41.8 $3.7 1.0 0 0.8
43 3.86 0.3304 6.5 33.9 59.6 0.0 0 0.9
44 3.11 0.2507 3.4 30.0 66.6 0.0 0 0.8
45 3.15 0.2627 5.% 35.0 59.5% 0.0 0 1.1
DIFF.WBC COUNT (REL.)
ANIMAL wBC BAND SEG EO. BASO LYMPH MOND PLAS
NUMBER G/L 1 1 1 1 1 1 1
al 8.7 0.00 0.08 0.01 0.00 0.89 0.02 0.00
42 4.3 0.00 0.09 0.01 0.00 0.90 0.00 0.00
a3 7.2 0.00 0.09 0.01 0.00 0.90 0.00 0.00
a4 7.8 0.00 0.09 0.00 0.00 0.90 0.01 0.00
45 3.5 0.00 0.08 0.00 0.00 0.91 0.01 0.00
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
ANIMAL OTHER BAND SEG EO. BASO. LYMPH MONO
NUMBER 1 G/L G/L G/L G/L G/L G/L
41 0.00 0.0 0.7 0.1 0.0 7.7 0.2
42 0.00 0.0 0.4 0.0 0.0 3.9 0.0
43 0.00 0.0 0.6 0.1 0.0 6.5 0.0
44 0.00 0.0 0.7 0.0 0.0 7.0 0.1
45 0.00 0.0 0.3 0.0 0.0 3.2 0.0
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
41 0.0 0.0 NORMAL 13.2 15.9
42 0.0 c.0 NORMAL 13.4 19.3
43 0.0 0.0 NORMAL 12.8 16.2
a4 0.0 0.0 NORMAL 13.2 14.4
AS 0.0 0.0 NORMAL 13.2 17.1
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RCC PROJECT 619716 HEM-IND - 7
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY

AFTER 4 WEEKS
FEMALES

GROUP 1 (0 MG/KG)

ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS

NUMBER TIL mmol/L L/t fL fmol mmol/L G/L
31 .- 7.67 9.4 0.45 58.9 1.23 20.9 968
32 .- 7.71 9.6 0.45 58.9 1.24 21.0 899
33 .- 8.17 9.8 0.47 57.0 1.20 21.0 1145
34 o 7.83 9.5 0.46 58.2 1.21 20.9 1492
35 --- 8.49 9.8 0.47 55.2 1.18 20.9 1165
36 --- 7.87 9.5 0.44 55.9 1.20 21.6 1012
37 .- 8.61 9.8 0.47 54.9 1.18 20.7 1299
38 . 8.03 9.6 0.46 57.5 1.19 20.7 996
39 .- 8.40 9.6 0.47 55.6 1.15 20.6 863
40 .- 8.78 9.8 0.47 53.9 1.12 20.7 829

RETICULOCYTE COUNT

ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ B0D. MET-HB

NUMBER % T/L % % % /100 WBC o/oo0 %
31 3.48 0.2753 7.5 37.9 54.6 0.0 0 0.9
32 4.18 0.3357 7.2 34.7 58.1 0.0 0 0.9
33 3.10 0.2520 9.2 41.7 49.1 0.0 0 1.1
34 3.61 0.2870 7.8 38.7 53.5 1.0 0 1.0
35 1.89 0.1641 7.3 35,1 58.6 0.0 0 1.2
36 2.91 0.2401 4.9 a3.1 52.0 0.0 0 0.9
37 2.18 0.1938 13.5 30.9 55.6 1.0 0 1.2
38 1.98 0.1594 1.3 24.9 73.8 0.0 0 0.8
39 2.72 0.2241 1.6 23.5 74.9 0.0 0 1.2
40 3.05 0.2629% 4.7 38.0 57.3 0.0 0 1.1

DIFF.WBC COUNT (REL.)

ANIMAL w8C BAND SEG. EO. BASO. LYMPH. MONO. PLAS.

NUMBER G/L 1 1 1 1 1 1 1
31 6.1 0.00 0.06 0.00 0.00 0.93 0.01 0.00
32 8.5 0.00 0.15% 0.00 0.00 0.83 0.02 0.00
33 9.6 0.00 0.11 0.00 0.00 0.89 0.00 0.00
34 5.9 0.00 0.13 0.00 0.00 0.87 0.00 0.00
35 8.8 0.00 0.12 0.01 0.00 0.87 0.00 0.00
36 6.4 0.00 0.13 0.01 0.00 0.86 0.00 0.00
37 6.4 0.00 0.10 0.00 0.00 0.90 0.00 0.00
38 6.4 0.01 0.18 0.00 0.00 0.81 0.00 0.00
39 7.2 0.00 0.09 0.00 0.00 0.90 0.01 0.00
40 4.3 0.00 0.25% 0.00 0.00 0.75 0.00 0.00

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EO. BASO. LYMPH. MONO .

NUMBER 1 G/L G/L G/L G/L G/L G/L
31 0.00 0.0 0.4 0.0 0.0 5.7 0.1
32 0.00 0.0 1.3 0.0 0.0 7.1 0.2
33 0.00 0.0 1.1 0.0 0.0 8.5 0.0




RCC PROJECT 619716 HEM-IND - 8
DOVERPHOS S-9228 28-0CT-96
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EOD. BASO. LYMPH MONO . o
NUMBER 1 G/L G/L G/L G/L G/L G/L

34 0.00 0.0 0.8 0.0 0.0 5.1 0.0

35 0.00 0.0 1.1 0.1 0.0 1.7 0.0

36 0.00 0.0 0.8 0.1 0.0 5.5 0.0

37 0.00 0.0 0.6 0.0 0.0 5.8 0.0

38 0.00 0.1 1.2 0.0 0.0 5.2 0.0

39 0.00 0.0 0.6 0.0 0.0 6.5 0.1

40 0.00 0.0 1.1 0.0 0.0 3.2 0.0

DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY COAGULATION

ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec

31 0.0 0.0 NORMAL 13.0 17.2

32 0.0 0.0 NORMAL 13.4 15.6

33 0.0 0.0 NORMAL 13.9 15.0

34 0.0 0.0 NORMAL 13.5 14.0

35 0.0 0.0 NORMAL 13.9 18.3

36 0.0 0.0 NORMAL 13.5 17.7

37 0.0 0.0 NORMAL 12.5 12.7

38 0.0 0.0 NORMAL 13.2 13.5

39 0.0 0.0 NORMAL 12.7 14.1

40 0.0 0.0 NORMAL 13.1 16.4
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RCC PROJECT 619716 HEM-IND - 9
DOVERPHOS S$-9228 28-0CT-96
ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLA%&LE;;-.-
NUMBER T/L mmol/L L/t fL fmol mmol/L G/L
41 --- 7.98 9.2 0.43 54.3 1.15 21.2 1206
42 .- 7.71 9.4 0.44 57.2 1.22 21.4 981
43 .- 8.35 9.9 0.48 58.0 1.19 20.5 1146
44 --- 7.82 9.5 0.46 59.2 1.22 20.5 933
45 .- 8.37 10.1 0.48 57.3 1.20 21.0 1084
RETICULOCYTE COUNT
ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % T/L % % % /1100 WBC o/o0 %
41 2.47 0.2006 7.0 37.7 55.3 0.0 0 1.2
42 2.66 0.2139 4.5 41.8 53.7 1.0 0 0.8
43 3.86 0.3304 6.5 33.9 59.6 0.0 0 0.9
44 3.11 0.2507 3.4 30.0 66.6 0.0 0 0.8
45 3.15 0.2627 5.5 35.0 59.5 0.0 0 1.1
DIFF.WBC COUNT (REL.)
ANIMAL WBC BAND SEG EO. BASO LYMPH MOND PLAS
NUMBER G/L 1 1 1 1 1 1 1
41 8.7 0.00 0.08 0.01 c.00 0.89 0.02 0.00
42 4.3 0.00 0.09 0.01 0.00 0.90 0.00 0.00
43 7.2 0.00 0.09 0.01 0.00 0.90 0.00 0.00
44 7.8 0.00 0.09 0.00 0.00 0.90 0.01 0.00
45 3.5 0.00 0.08 0.00 0.00 0.91 0.01 0.00
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
ANIMAL OTHER BAND SEG EO. BASO LYMPH MONO
NUMBER 1 G/L G/L G/L G/L G/L G/L
41 0.00 0.0 0.7 0.1 0.0 7.7 0.2
42 0.00 0.0 0.4 0.0 0.0 3.9 0.0
43 0.00 0.0 0.6 0.1 0.0 6.5 0.0
44 0.00 0.0 0.7 0.0 0.0 7.0 0.1
45 0.00 0.0 0.3 0.0 0.0 3.2 0.0
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY COAGULATION
ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
41 0.0 0.0 NORMAL 13.2 15.9
42 0.0 0.0 NORMAL 13.4 19.3
43 0.0 0.0 NORMAL 12.8 16.2
44 0.0 0.0 NORMAL 13.2 14.4
45 0.0 0.0 NORMAL 13.2 17.1
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RCC PROJECT 619716

HEM-IND - 10

DOVERPHOS $-9228 28-0CT-96
ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS
NUMBER T/L mmol/L L/L L fmol mmol/L G/L
46 .- 8.79 9.9 0.48 54.8 1.13 20.6 954
a7 - 8.11 9.8 0.47 57.6 1.21 21.0 1028
a8 --- 7.89 9.6 0.46 58.3 1.22 20.9 1071
49 .- 8.91 10.4 0.49 5%.3 1.17 21.2 1050
50 .e- 8.16 9.8 0.47 57.8 1.20 20.8 1222
RETICULOCYTE COUNT
ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % TIL % % % /1100 WBC o/oo0
46 1.88 0.1675 7.2 36.9 55.9 1.0 (] 0.9
a7 2.77 0.2402 5.5 37.1 7.4 g.o 0 1.1
48 2.80 0.2268 8.7 31.7 59.6 0.0 0 1.0
49 1.61 0.1486 0.3 24.2 75.5 0.0 (] 0.9
50 2.07 0.1702 3.5 31.6 64.9 0.0 0 1.2
DIFF.WBC COUNT (REL.)
ANIMAL WBC BAND SEG. €0. BASO LYMPH MONO PLAS
NUMBER G/L 1 1 1 1 1 1 1
46 7.2 0.00 0.18 0.00 0.00 0.85% 0.01 0.00
47 5.1 0.00 0.13 0.00 0.00 0.86 0.01 0.00
48 9.7 0.00 0.08 0.01 0.00 0.90 0.01 c.00
49 9.7 0.00 0.06 0.00 0.00 0.93 0.01 0.00
50 5.3 0.00 0.13 0.03 0.00 0.83 0.01 0.00
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)
ANIMAL OTHER BAND SEG. EO BASO LYMPH MONO
NUMBER 1 G/L G/L G/L G/L G/L G/L
46 0.00 0.0 1.0 0.0 0.0 6.1 0.1
a7 0.00 c.0 6.7 0.0 0.0 4.8 0.1
48 0.00 0.0 0.8 0.1 0.0 8.7 0.1
a9 0.00 0.0 0.6 0.0 0.0 9.0 0.1
50 0.00 0.0 0.7 0.2 0.0 4.4 0.1
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLDGY  COAGULATION
ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
46 0.0 0.0 NORMAL 13.5 15.5
& 0.0 0.0 NORMAL 13.1 16.9
48 0.0 0.0 NORMAL 13.7 21.8
;9 0.0 0.0 NORMAL 13.1 21.7
0 0.0 0.0 NORMAL 13.1 15.2
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RCC PROJECT 619716 HEM-IND - 11

DOVERPHOS S$-9228 28-0CT-96

ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELé%é-.-

NUMBER T/L mmol/L L/L L fmol mmol/L G/L
51 .- 7.88 9.4 0.46 57.9 1.20 20.7 1114
52 .- 8.46 9.9 0.48 56.4 1.17 20.7 960
53 --- 8.83 10.1 0.50 56.1 1.15 20.4 849
54 .- 8.21 9.7 0.47 57.6 1.19 20.6 1069
55 .- 8.08 9.9 0.47 58.2 1.22 21.0 1112
56 --- 7.78 9.6 0.46 59.6 1.23 20.6 953
57 .- 7.44 9.2 0.45% 59.8 1.24 20.8 623
58 .- 8.13 9.7 0.47 57.2 1.19 20.8 1083
59 .. 8.44 9.4 0.46 54.5 1.12 20.5 969
60 --- 7.32 9.4 0.45 61.6 1.29 20.9 566

RETICULOCYTE COUNT

ANIMAL RETIC RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB

NUMBER % T/L % % % /100 WBC o/o0 %
51 3.43 0.2758 10.7 42.3 47.0 0.0 0 1.1
52 1.94 0.1659 4.3 27.8 67.9 0.0 0 0.9
53 3.05 0.2617 9.6 27.3 63.1 0.0 0 1.0
54 1.94 0.1639 7.0 35.7 57.3 0.0 0 1.0
55 2.62 0.2177 9.4 36.2 54.4 0.0 0 1.1
56 2.83 0.2193 6.5 38.0 55.5 1.0 0 1.0
57 2.11 D.1747 5.1 32.3 62.6 0.0 0 1.0
58 2.40 0.2014 8.9 29.2 61.9 0.0 0 1.2
59 2.53 0.2156 7.% 39.8 52.7 0.0 0 1.0
60 2.08 0.1737 6.2 27.0 66.8 0.0 0 1.1

DIFF.WBC COUNT (REL.)

ANIMAL WBC BAND SEG EC. BASO LYMPH MOND PLAS

NUMBER G/L 1 1 1 1 1 1 1
51 11.6 0.00 0.07 0.00 0.00 0.93 0.00 0.00
52 8.6 0.00 0.07 0.01 0.00 0.92 0.00 0.00
53 8.1 0.01 0.11 0.01 0.00 0.85 0.02 0.00
54 6.3 0.00 0.15 0.02 0.00 0.82 0.01 0.00
55 6.4 0.00 0.16 0.00 0.00 0.84 0.00 0.00
56 6.8 0.00 0.11 0.00 0.00 0.88 0.01 0.00
57 9.4 0.0l 0.08 0.00 0.00 0.90 0.01 0.00
58 10.8 0.00 0.10 0.02 0.00 0.88 0.00 0.00
59 6.4 0.00 0.08 0.00 0.00 0.92 0.00 0.00
60 . 7.3 0.00 0.07 0.00 0.00 0.91 0.02 0.00

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL DTHER BAND SEG EO. BASO LYMPH MONO

NUMBER 1 G/L G/L G/L G/L G/L G/L
51 0.00 0.0 0.8 0.0 0.0 10.8 0.0
52 0.00 0.0 0.6 0.1 0.0 7.9 0.0
53 0.00 0.1 0.9 0.1 0.0 6.9 0.2




RCC PROJECT 619716 HEM-IND - 12
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY

AFTER 4 WEEKS
FEMALES

GROUP 4 (500 MG/KG)

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EO. BASO. LYMPH. MONC .
NUMBER 1 G/L G/L G/L G/L G/L G/L
54 0.00 0.0 0.9 0.1 0.0 5.2 0.1
55 0.00 0.0 1.0 0.0 0.0 5.4 0.0
56 0.00 0.0 0.7 0.0 0.0 6.0 0.1
57 0.00 0.1 0.8 0.0 0.0 8.5 0.1
58 0.00 0.0 1.1 0.2 0.0 9.5 0.0
59 0.00 0.0 0.5 0.0 0.0 5.9 0.0
60 0.00 6.0 0.5 0.0 0.0 6.6 0.1
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY COAGULATION
ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
51 g.0 0.0 NORMAL 13.2 20.3
52 0.0 0.0 NORMAL 13.8 15.3
53 0.0 0.0 NORMAL 13.2 17.7
54 0.0 0.0 NORMAL 13.5 12.9
55 0.0 0.0 NORMAL 12.1 17 .8
56 0.0 0.0 NORMAL 12.5 16.6
57 0.0 0.0 NORMAL 12.7 17.3
58 0.0 0.0 NORMAL 12.6 17.5
59 0.0 0.0 NORMAL 12.8 18.3
60 0.0 0.0 NORMAL 12.6 15.6
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RCC PROJECT 619716 HEM-IND - 13
DOVERPHOS $-9228 28-0CT-96

HEMATOLOGY

AFTER 6 WEEKS
MALES

GROUP 1 (O MG/KG)

ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS
NUMBER T/L mmol/L L/L fL faol mmol/L G/L

6 --- 9.55 10.5 0.51 53.1 1.10 20.7 915

7 .- 9.15 10.1 0.49 53.4 1.10 20.5 1111

8 --- 9.48 10.4 0.50 52.8 1.09 20.7 879

9 --- 9.79 10.6 0.30 51.1 1.08 21.1 1115

10 --- 8.94 9.9 0.48 53.5 1.11 20.8 1090

RETICULOCYTE COUNT

ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % T/L % % % /100 w8C o/o0 %

6 3.12 0.2917 1.5 28.6 69.9 0.0 0 1.1

7 2.83 0.2618 4.9 34.6 60.5 0.0 0 0.5

8 2.24 0.2121 2.5 34.4 63.1 1.0 0 1.1

9 3.07 0.3030 4.1 36.9 59.0 0.0 0 0.7

10 2.65 0.2430 0.2 27.9 71.9 0.0 0 0.9

DIFF.WBC COUNT (REL.)

ANIMAL w8C BAND SEG. EOD. BASO. LYMPH. MONO. PLAS.
NUMBER G/L 1 1 1 1 1 1 1
6 10.1 0.00 0.26 0.00 0.00 0.73 0.01 0.00
7 9.5 0.00 0.21 0.00 0.00 0.78 0.01 0.00
8 8.1 0.00 0.18 0.00 0.00 0.82 0.00 0.00
9 7.4 0.00 0.09 0.00 0.00 0.90 0.01 0.00
10 9.9 0.00 0.14 0.00 0.00 0.86 0.00 0.00

OIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL DTHER BAND SEG. EO. BASO. LYMPH. MONO.
NUMBER 1 G/L G/L G/L G/L G/L G/L
6 0.00 0.0 2.6 0.0 0.0 7.4 0.1
7 0.00 0.0 2.0 0.0 0.0 7.4 0.1
8 0.00 0.0 1.5 0.0 0.0 6.6 0.0
9 0.00 0.0 0.7 0.0 0.0 6.7 0.1
10 0.00 0.0 1.4 0.0 0.0 8.5 0.0
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
ANIMAL  PLAS. OTHER e cELL et APTT
NUMBER G/L G/L sec sec
g 0.0 0.0 NORMAL 11.6 22.8
: 0.0 0.0 NORMAL 11.8 24.0
: 0.0 0.0 NORMAL 12.5 20.3
10 0.0 0.0 NORMAL 12.3 24.7
0.0 0.0 NORMAL 12.2 24.4
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RCC PROJECT 619716 HEM-IND - 14
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY

AFTER 6 WEEKS
MALES

GROUP 4 (500 MG/KG)

ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS
NUMBER T/L mmol/L L/L fL fmol mmol/L G/L

21 .- 8.23 9.9 0.47 56.6 1.20 21.3 1011

22 .- 8.13 9.5 0.45 55.8 1.17 20.9 1784

23 .- 8.34 9.7 0.48 57.3 1.17 20.4 1238

24 “-- 8.50 10.1 0.47 55.5 1.19 21.4 919

25 .. 8.28 9.5 0.46 55.0 1.15 20.9 821

RETICULOCYTE COUNT

ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % TIL % % % /1100 WBC o/o0 %

21 2.32 0.1936 0.7 20.7 78.6 0.0 0 0.8

22 2.63 0.2178 5.8 30.2 64.0 0.0 0 1.1

23 2.18 0.1829 2.8 28.2 69.0 0.0 0 1.0

24 2.27 0.1966 1.2 23.0 75.8 0.0 0 1.0

25 3.32 0.2776 2.1 36.6 61.3 0.0 0 1.4

ODIFF.WBC COUNT (REL.)

ANIMAL wBC BAND SEG. EOC. BASO. LYMPH. MONO. PLAS.
NUMBER G/L 1 1 1 1 1 1 1
21 7.3 0.00 0.11 0.00 .00 0.89 0.00 0.00
22 7.3 0.00 0.13 0.03 0.00 0.83 0.01 0.00
23 6.7 0.00 0.10 0.00 0.00 0.89 0.01 0.00
24 6.9 0.01 0.09 0.02 0.00 0.88 0.00 0.00
25 4.9 0.00 0.21 0.00 0.00 0.79 0.00 0.00

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EO. BASO. LYMPH. MONO.
NUMBER 1 G/L G/L G/L G/L G/L G/L
21 0.00 0.0 0.8 0.0 0.0 6.5 0.0
22 0.00 0.0 0.9 0.2 0.0 6.1 0.1
23 0.00 0.0 0.7 0.0 0.0 6.0 0.1
24 0.00 0.1 0.6 0.1 0.0 6.1 0.0
25 0.00 0.0 1.0 0.0 0.0 3.9 0.0
OIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
21 0.0 0.0 NORMAL 11.8 18.2
22 0.0 0.0 NORMAL 12.1 18.0
23 0.0 0.0 NORMAL 12.8 19.5
24 0.0 0.0 NORMAL 12.4 14.1
25 0.0 0.0 NORMAL 12.5 19.1
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RCC PROJECT 619716 HEM-IND - 15
DOVERPHOS S$-9228 28-0CT-96
ANIMAL REMARK RBC HB HCT Mcv MCH MCHC PLQ%ELE;S--.
NUMBER T/L mmol/L L/L L fwmol mmol/L G/L
36 --- 8.92 10.2 0.49 54.4 1.1a 21.0 1028
37 --- 9.32 9.6 0.47 49.9 1.02 20.5 1050
38 .- 8.47 9.7 0.47 55.3 1.14 20.7 1148
39 .- 8.91 10.4 0.50 55.8 1.16 20.9 1155
a0 .- 9.18 10.2 0.49 3.3 1.12 20.9 1020
RETICULOCYTE COUNT
ANIMAL RETIC RETIC HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % T/L % % % 1100 WBC o/o0® b 4
36 2.74 0.2469 2.7 31.1 66.2 1.0 0 0.8
37 2.89 0.2653 4.1 31.3 64.6 0.0 0 0.9
38 2.52 0.2213 3.0 33.9 63.1 0.0 0 1.2
39 3.49 0.3033 6.2 31.2 62.6 1.0 0 1.0
a0 2.35 0.2197 2.3 30.7 67.0 0.0 0 0.9
DIFF.WBC COUNT (REL.)
ANIMAL WBC BAND SEG. EO BASO LYMPH MONO PLAS.
NUMBER G/L 1 1 1 1 1 1 1
36 9.9 0.00 0.13 0.00 0.00 0.87 0.00 0.00
37 7.3 0.00 0.23 0.01 0.00 0.75 0.01 0.00
38 9.9 0.00 0.09 0.0a 0.00 0.86 0.01 0.00
19 8.7 0.00 0.18 0.01 0.00 0.80 0.01 0.00
40 8.8 0.00 0.14 0.01 0.00 0.84 0.0l 0.00
DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (A8S.)
ANIMAL OTHER BAND SEG EO BASO LYMPH MONO
NUMBER 1 G/L G/L G/L G/L G/L G/t
36 0.00 0.0 1.3 0.0 0.0 8.6 0.0
37 0.00 0.0 1.7 0.1 0.0 5.5 0.1
38 0.00 0.0 0.9 0.4 0.0 8.5 0.1
39 0.00 0.0 1.6 0.1 0.0 7.0 0.1
a0 0.00 0.0 1.2 0.1 0.0 7.4 0.1
DIFF.NBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
ANIMAL PLAS OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
36 0.0 0.0 NORMAL 12.8 22.1
37 0.0 0.0 NORMAL 12.8 25.2
38 0.0 0.0 NORMAL 12.2 22.2
39 0.0 0.0 NORMAL 12.7 26.0
40 0.0 0.0 NORMAL 12.6 23.5
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RCC PROJECT 619716 HEM-IND - 16
DOVERPHOS S-9228 28-0CT-96

HEMATOLOGY

AFTER 6 WEEKS
FEMALES

GROUP 4 (500 MG/KG)

ANIMAL REMARK RBC HB HCT MCV MCH MCHC PLATELETS
NUMBER T/L mmol/L L/L 148 fmol mmol/L G/L

56 .- 8.26 10.2 0.48 58.6 1.24 21.2 1085

57 .- 8.40 9.9 0.46 55.1 1.18 21.5 1110

58 .- 8.03 9.9 0.47 57.9 1.23 21.3 1009

59 .- 8.33 9.7 0.46 55.6 1.17 21.0 824

60 --- 8.28 10.2 0.46 55.7 1.23 22.1 847

RETICULOCYTE COUNT

ANIMAL RETIC. RETIC. HFR MFR LFR NEN HEINZ BOD. MET-HB
NUMBER % T/L % % % /100 wWBC o/00

56 2.37 0.1943 9.3 34.7 56.0 0.0 0 1.1

57 1.97 0.1647 1.3 22.3 76.2 0.0 0 0.8

58 3.83 0.3256 6.3 37.0 56.7 0.0 0 1.0

59 2.05 0.1792 0.3 13.8 85.9 0.0 0 0.9

60 1.66 0.1428 0.7 21.6 77.7 0.0 0 0.8

DIFF.WBC COUNT (REL.)

ANIMAL WBC BAND SEG. EOD. BASO. LYMPH. MONO . PLAS.
NUMBER G/L 1 1 1 1 1 1 1
56 7.3 0.00 0.15 0.01 0.00 0.84 0.00 0.00
57 8.2 0.00 0.11 0.00 0.00 0.88 0.0l 0.00
58 8.8 0.00 0.06 0.01 0.00 0.93 0.00 0.00
59 5.5 0.00 0.10 0.01 0.00 0.88 0.01 0.00
60 6.5 0.00 0.12 0.01 0.00 0.87 0.00 0.00

DIFF.WBC COUNT (REL.) DIFF.WBC COUNT (ABS.)

ANIMAL OTHER BAND SEG. EO. BASO. LYMPH. MONO.
NUMBER 1 G/L G/L G/L G/L G/L G/L
56 0.00 0.0 1.1 6.1 0.0 6.1 0.0
57 0.00 0.0 0.9 0.0 0.0 7.2 0.1
58 0.00 0.0 0.5 0.1 0.0 8.2 0.0
59 0.00 0.0 0.6 0.1 0.0 4.8 0.1
60 0.00 0.0 0.8 0.1 0.0 5.7 0.0
DIFF.WBC COUNT (ABS.) RED CELL MORPHOLOGY  COAGULATION
ANIMAL PLAS. OTHER TYPE CELL PT APTT
NUMBER G/L G/L sec sec
56 0.0 0.0 NORMAL 12.7 18.6
37 0.0 0.0 NORMAL 12.8 16.9
38 0.0 0.0 NORMAL 12.8 17.8
59 0.0 0.0 NORMAL 11.8 18.0
60 0.0 0.0 NORMAL 12.3 17.0
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RCC PROJECT 619716

DOVERPHOS S-9228

CLINICAL BIOCHEMISTRY
AFTER 4 WEEKS
MALES

GROUP 1 (O MG/KG)

CHE-IND - 1
28-0CT-96

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
1 --- 5.91 4,47 35.2 16.0 3.54 1.87 0.35
2 --- 5.13 4.58 33.1 12.2 3.28 2.53 0.43
3 ... 5.66 4.93 33.1 11.7 3.12 2.24 0.61
4 .- 5.27 4.66 35.6 19.3 3.02 1.53 0.65
5 .- 5.95 4,14 37.7 17.8 3.02 2.29 0.30
6 -. 5.91 3.81 31.6 28.6 3.33 2.06 1.22
7 .- 5.38 3.95 32.3 20.7 3.07 2.88 0.36
8 .- 5.90 4.04 37.0 16.9 3.33 1.85 0.59
9 .- 5.22 4.99 36.3 19.7 3.28 2.00 0.89
10 .- 5.98 5.14 37.4 21.6 3.33 1.89 0.48
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH cK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L mmol/L
1 1.35 1.25 0.50 1.62 1.89 7.80 0.75 2.91
2 1.65 1.13 0.51 1.30 1.45 6.69 6.55 2.76
3 1.58 1.01 0.42 1.47 2.61 7.23 5.21 2.97
4 1.11 1.02 0.53 1.99 3.26 6.83 4.88 2.99
5 1.62 1.10 0.60 2.06 2.40 6.17 9.27 2.83
6 1.94 1.19 0.48 3.06 3.43 5.20 2.09 2.92
7 1.80 1.11 0.60 2.93 3.67 8.31 0.23 2.85
8 1.36 1.34 0.49 2.01 2.12 5.07 3.61 2.90
9 1.48 1.21 0.49 2.76 2.42 6.35 7.38 2.86
10 1.34 1.16 0.59 2.28 2.18 5.24 8.16 2.71

ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L 9/L
1 1.95 142.8 3.33 110.7 33.2 67.6 34.4 0.97
2 1.98 143.0 3.31 112.0 33.4 68.2 34.8 0.96
3 2.29 142.0 3.83 110.0 34.2 70.7 36.5 0.94
4 2.00 140.5 3.56 110.1 34.3 68.2 33.9 1.01
5 2.01 142.5 3.22 111.6 37.6 70.7 33.1 1.14
[ 2.03 141.4 3.48 111.2 33.0 70.9 37.9 0.87
7 2.01 140.9 3.36 113.8 33.3 68.3 35.0 0.95
8 2.05 142.9 3.60 111.6 35.6 74.0 38.4 0.93
9 2.11 142.8 3.6 111.7 35.6 71.6 36.0 0.99
10 2.00 143.5 3.73 114.2 32.6 65.6 33.0 0.99
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RCC PROJECT 619716 | CHE-IND - 2
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY
AFTER 4 WEEKS

MALES

GROUP 2 (50 MG/KG)

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
11 --- 6.11 3.00 29.5 11.7 2.86 2.00 0.62
12 . 6.55 4,67 34.1 12.2 3.17 2.33 0.42
13 .- 5.97 4.52 32.3 13.1 2.91 2.30 0.81
14 .- 7.09 5.25 32.7 16.9 3.81 1.29 0.73
15 .. 6.47 4.60 31.6 153.5 3.23 1.61 1.30
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CcK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L nkat/L nkat/L mmol/L
11 1.56 1.17 0.43 0.96 1.74 4.81 3.09 2.86
12 1.61 1.29 0.42 1.36 2.28 7.83 5.84 2.80
13 1.50 1.14 0.48 1.35 1.73 6.44 5.82 2.82
14 1.29 0.97 0.63 1.51 1.50 7.78 3.71 2.89
15 1.35 1.01 0.55 1.79 2.03 6.50 6.45 2.94
ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLGRIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
11 2.20 140.6 3.79 110.3 32.0 69.4 37.4 0.86
12 2.13 142.5 3.38 111.7 33.4 68.0 34.6 0.97
13 2.21 139.5 3.94 111.0 32.0 67.5 35.5 0.90
14 2.13 141.7 3.76 110.8 36.1 71.0 34.9 1.03
15 2.27 140.5 3.97 110.8 35.0 68.2 34.2 0.99
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RCC PROJECT 619716 CHE-IND - 3
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY
AFTER 4 WEEKS

MALES

GROUP 3 (200 MG/KG)

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
16 --- 6.14 4.18 32.3 16.9 2.86 1.79 0.49
17 .. 5.82 5.13 35.9 22.1 3.70 1.91 0.32
18 ... 5.84 2.81 33.1 16.4 3.33 2.27 0.46
19 --- 6.39 4,71 35.2 12.7 3.28 1.91 0.87
20 .- 5.93 4.66 35.6 16.4 3.49 2.21 0.34
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT CALCIUM
NUMBER mmol/L pkat/L pkat/L ukat/L ukat/L ukat/L nkat/L mmol/L
16 1.28 1.24 0.53 1.53 1.66 4.45 3.97 2.84
17 1.46 1.49 0.63 2.83 6.01 7.97 16.48 3.00
18 1.43 1.14 0.54 2.13 2.58 4.95 3.51 2.81
19 1.46 1.25 0.53 2.39 2.51 8.82 1.27 2.73
20 1.51 1.20 0.48 2.92 2.68 7.54 6.61 2.82
ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLORIDE  ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
16 2.13 142.5 3.91 111.3 31.9 64.6 32.7 0.98
17 2.39 142.7 3.71 112.1 32.4 66.3 33.9 0.96
18 2.26 140.8 3.43 110.9 34.7 70.0 35.3 0.98
19 2.14 143.0 3.57 113.2 33.1 67.7 34.6 0.96
20 2.32 143.9 3.67 112.8 32.3 68.3 36.0 0.90
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RCC PROJECT 619716 CHE-IND - 4
DOVERPHOS S-9228 28-0CT7-96

CLINICAL BIOCHEMISTRY
AFTER 4 WEEKS

MALES

GROUP 4 (500 MG/KG)

ANIMAL REMARK GLUCGCSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
21 .- 5.40 4.10 31.3 27.2 3.65 2.16 0.53
22 .- 5.37 4.85 38.8 29.6 4.60 1.82 0.45
23 .- 5.02 3.99 29.8 55.4 3.81 2.12 0.30
24 --- 5.16 3.59 31.3 17.8 3.81 2.22 0.40
25 .- 4.56 4,65 34.5 33.3 3.49 1.74 0.38
26 --- 4,40 5.73 35.2 17.8 3.65 1.71 0.29
27 .-- 5.48 4.76 31.3 31.5 3.65 1.78 0.37
28 .- 5.50 4.50 35.6 50.7 3.17 2.07 1.03
29 “.- 5.53 4.99 34.5 21.6 3.49 2.46 0.46
30 --- 5.77 4.07 33.8 31.% 3.39 2.01 0.73%
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L mmol/L
21 1.57 1.29 0.84 2.49 2.08 5.75 2.13 2.84
22 1.32 1.40 0.47 3.81 4.03 7.69 0.00 2.75
23 1.44 1.31 0.51 4.65 2.84 5.84 0.06 2.91
24 1.52 1.32 0.54 3.93 2.79 5.33 3.21 2.83
25 1.27 1.43 0.56 3.52 2.71 8.68 1.12 2.86
26 1.25 1.38 0.54 2.13 1.90 7.97 0.32 2.84
27 1.39 1.56 0.57 2.17 2.01 6.48 1.54 2.87
28 1.68 1.50 0.63 2.11 4.77 10.98 4.38 2.86
29 1.64 1.10 0.59 2.01 2.09 5.27 1.41 2.65
30 1.41 1.19 0.64 2.03 1.97 8.10 2.79 2.67

ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
21 2.18 140.9 3.50 108.1 34.9 74.1 39.2 0.89
22 1.99 144.4 3.24 110.9 35.3 72.4 37.1 0.95
23 2.18 143.8 3.66 108.9 35.7 74.3 38.6 0.92
24 2.04 144.6 3.45 111.9 36.7 73.0 36.3 1.01
25 2.06 143.9 3.52 110.8 34.1 67.9 33.8 1.01
26 2.13 146.5 3.17 112.2 34.0 68.3 34.3 0.99
27 1.95 144.6 3.20 108.7 36.1 73.9 37.8 0.96
28 2.12 141.7 3.99 107.7 32.8 70.8 38.0 0.86
29 2.11 145.2 3.64 110.0 35.0 73.8 38.8 0.90
30 2.07 142.9 3.75 110.4 33.2 69.4 36.2 0.92
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RCC PROJECT 619716 CHE-IND - 5
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY
AFTER 4 WEEKS

FEMALES

GROUP 1 (O MG/KG)

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L amol/L mRol/L
31 --- 6.69 4.482 35.6 24.0 3.39 2.93 0.40
32 --- 6.26 6.02 39.2 22.5 4.07 2.28 0.38
33 .- 5.55 4,52 42.4 27.7 3.70 2.31 0.58
34 .- 5.98 5.80 41.3 27.2 4.97 2.12 0.60
35 .- 6.00 5.23 39.9 24.9 3.86 2.47 0.59
36 --- 5.84 5.89 38.1 23.5 4.65 2.00 0.36
37 .- 6.81 5.76 48.2 33.8 4.71 2.64 0.51
38 --- 6.12 4.37 34.9 16.0 3.86 2.74 0.42
39 ... 5.89 5.43 35.9 24.9 4.18 2.63 0.47
40 ... 6.12 5.58 38.1 20.2 3.39 3.39 0.35
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LOH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L mmol/L
31 2.14 1.23 0.42 2.18 2.47 5.91 10.31 2.65
32 1.82 1.27 0.48 2.68 2.57 5.97 8.23 2.78
33 2.08 1.29 0.55 2.64 2.24 4.72 9.53 2.69
34 1.71 1.35 C.49 3.73 2.58 6.30 7.27 2.83
35 1.90 1.18 0.51 3.33 2.54 5.07 4,89 2.94
36 1.70 1.26 0.54 2.16 3.24 6.57 5.87 2.83
37 1.87 1.30 0.63 2.22 2.45 3.10 6.30 2.87
38 2.01 1.14 0.35 1.68 2.21 4,23 7.27 2.87
39 2.07 1.24 0.47 3.04 2.46 5.30 4.55 2.80
40 2.50 1.33 0.48 1.50 1.62 5.98 5.51 2.74

ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
31 1.78 143.0 3.58 113.0 33.6 65.0 31.4 1.07
32 1.79 142.3 3.45 112.6 34.7 68.1 33.4 1.048
33 1.68 144.7 3.20 112.9 34.3 67.9 33.6 1.02
34 1.70 143.2 3.37 111.8 34.6 68.6 34.0 1.02
35 1.90 145.7 3.40 113.4 33.2 67.9 34.7 0.96
36 1.96 141.8 3.35 112.5 34.6 68.5 33.9 1.02
37 1.89 142.5 3.52 111.4 34.6 69.8 35.2 0.98
38 2.09 142.6 3.38 112.0 32.3 70.1 37.8 0.85
39 1.87 142.3 3.38 112.9 34.6 71.5 36.9 0.94
40 1.61 144.1 3.29 114.1 36.1 74.9 38.8 0.93
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RCC PROJECT 619716 CHE-IND - 6
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRI&L? ------
NUMBER mmol/L mmol/L umol/L umol/L umol/iL mmol/L mmol/L

41 ... 6.80 5.95 40.6 47.9 3.17 2.32 0.43

42 .- 7.484 4.63 41.0 22.1 3.65 2.41 0.41

43 --- 7.01 5.51 36.7 21.1 3.76 2.45 0.40

44 --- £.08 4.75 37.4 20.7 4.65 2.74 0.47

45 ... 6.15 5.07 38.4 24.9 3.81 2.30 0.67
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/tL ukat/L ukat/L ukat/L ukat/L nkat/L mmol/L

41 1.73 1.54 0.70 2.00 2.29 4.22 7.11 2.61

42 1.80 1.17 0.38 3.21 2.70 3.47 5.17 2.68

43 1.92 1.19 0.37 2.34 2.16 5.08 8.38 2.83

44 1.96 1.14 0.55 2.64 2.51 7.32 11.46 2.87

45 1.85 1.28 0.37 3.16 2.56 3.10 4.39 2.83
ANIMAL . PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO
NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L

41 1.89 142.7 3.20 113.8 30.7 61.8 31.1 0.99

42 1.57 142.8 3.56 114.4 35.0 69.7 34.7 1.01

43 1.78 142.7 3.69 115.3 34.9 72.0 37.1 0.94

44 1.80 141.1 3.61 112.2 35.1 72.3 37.2 0.9

45 1.76 143.0 3.52 114.5 36.0 69.3 33.3 1.08
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RCC PROJECT 619716

DOVERPHOS §-9228

CLINICAL BIOCHEMISTRY
AFTER 4 WEEKS

FEMALES

GROUP 3 (200 MG/KG)

CH

E-IND - 7
28-0CT-96

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
46 - 5.76 6.21 42.4 20.2 3.97 2.40 0.29
47 --- 6.58 5.49 33.4 20.7 3.28 2.26 0.75
48 --- 6.58 4.69 36.7 22.1 4.39 2.59 0.63
49 --- 5.58 5.42 34.9 22.5 3.91 3.12 0.45
50 ... 5.98 4.89 37.7 21.1 3.54 2.65 0.65
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LODH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L nkat/L nkat/L mmol/L
46 1.62 1.43 0.59 2.27 2.31 5.43 14.01 2.78
47 1.81 1.14 0.50 2.71 3.01 5.65 6.17 2.75
48 2.01 1.15 0.44 2.99 2.73 3,28 9.05 2.83
49 2.39 1.16 0.43 3.30 2.62 3.21 7.00 2.85
50 2.15 1.32 0.46 3.36 2.64 3.56 8.79 2.77
ANIMAL PHOSPHORUS SOOIUM POTASSIUM CHLORIDE  ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/t g/L g/L
46 1.95 142.5 3.93 114.7 35.5 67.5 32.0 1.11
47 1.73 141.7 3.58 114.2 33.7 66.3 32.6 1.03
48 1.78 142.9 3.45 111.4 33.9 68.3 34.4 0.99
49 1.81 143.1 3.54 114.2 35.0 74.0 39.0 0.90
50 1.98 141.7 3.62 112.9 34.4 68.9 34.5 1.00
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RCC PROJECT 619716 CHE-IND - 8
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY
AFTER 4 WEEKS
FEMALES

GROUP 4 (500 MG/KG)

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
51 .- 6.41 5.26 39.9 26.3 3.86 2.03 0.39
52 ... 5.30 5.35 39.2 33.8 4.39 1.96 0.47
53 ... 5.40 6.57 43.1 24.9 4.02 2.45 Q.43
54 --- 5.70 5.01 33.8 23.0 4.07 2.81 0.55
55 --- 6.02 4.25 43.5 28.6 5.40 2.03 0.27
56 --- 5.66 4.71 39.2 25.8 3.97 2.32 0.36
57 .- 5.42 5,29 39.2 23.5 4.65 2.26 0.48
58 .-~ 5.96 6.90 41.7 38.5 4.34 2.52 0.67
59 ... 5.68 5.38 39.5 24.0 4.28 2.73 0.56
60 ... 5.84 5.23 44.2 38.0 4.65 2.47 0.4l
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT CALCIUM
NUMBER mmol/L nkat/L ukat/L ukat/L ukat/L ukat/L nkat/L mmol/L
51 1.85 1.18 0.34 2.67 2.23 4.86 4.46 2.69%9
52 1.77 1.22 0.61 2.79 2.63 3.49 8.16 2.74
53 2.02 1.32 0.65 2.16 2.04 3.45 5.47 2.80
54 2.17 1.33 0.44 2.75 2.48 3.97 0.74 2.65
55 1.67 1.17 0.481 3.48 2.08 5.77 5.37 2.72
56 1.66 1.18 0.47 3.27 2.44 7.91 12.09 2.54
57 1.69 1.15 0.37 2.60 2.67 5.50 9.96 2.75
58 1.79 1.22 0.66 2.99 2.69 4.68 7.67 2.75
59 2.23 1.36 0.53 2.27 2.11 5.44 7.82 2.90
60 1.88 1.22 0.47 3.38 2.76 4,47 7.64 2.65

ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
51 1.73 142.6 3.67 114.5 36.3 73.1 36.8 0.99
52 1.69 143.8 3.48 113.8 32.8 60.6 27.8 1.18
53 1.79 142.9 2.91 111.8 37.5 71.1 33.6 1.12
54 1.99 142.2 3.3 110.8 34.1 71.0 36.9 0.92
55 1.55 144.5 2.73 113.1 34.9 68.9 34.0 1.03
56 1.96 146.3 3.32 113.1 30.6 62.8 32.2 0.95
57 1.76 142.5 3.17 112.1 35.1 70.3 35.2 1.00
58 1.62 143 .4 3.09 113.5 32.8 67.5 34.7 0.95
59 1.90 143.6 3.37 113.5 35.2 71.1 35.9 0.98
60 1.66 142.3 3.31 113.0 34.7 67.8 33.1 1.05
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RCC PROJECT 619716
DOVERPHOS S-9228

CLINICAL BIOCHEMISTRY
AFTER 6 WEEKS

MALES

GROUP 1 (0 MG/KG)

CHE-IND - 9
28-0CT-96

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
é --- 5.36 5.32 32.9 19.8 3.42 2.57 1.23
7 .- 4.78 5.22 34.0 30.0 3.26 2.70 0.44
8 .- 5.58 4.51 38.6 24.0 3.47 1.80 0.81
9 --- 5.11 5.10 37.4 39.2 3.79 2.14 0.70
10 --- 4.65 6.00 34.0 21.7 3.58 1.86 0.44
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LOH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L mmol/L
[ 2.08 1.14 0.46 1.78 1.89 4.65 9.62 2.85
7 1.72 1.00 0.47 2.59 2.12 5.71 6.58 2.87
8 1.50 1.22 0.48 1.68 1.54 4.10 7.66 2.80
9 1.59 1.23 0.46 3.22 1.90 4.65 8.77 2.94
10 1.43 1.16 0.47 2.50 1.97 4.20 9.69 2.86
ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
6 2.08 142.2 3.67 110.4 32.0 72.0 40.0 0.80
7 2.07 141.3 3.63 111.6 31.3 70.5 39.2 0.80
8 1.89 141.7 3.76 109.9 32.6 75.6 43.0 0.76
S 1.93 140.5 3.91 110.3 33.6 73.2 39.6 0.85
10 1.98 143.0 3.51 113.1 32.1 72.6 40.5 0.79
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RCC PROJECT 619716 CHE-IND - 10
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY
AFTER 6 WEEKS

MALES

GROUP 4 (500 MG/KG)

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
21 --- 5.31 5.36 47.6 26.8 4.87 2.65 0.43
22 ... 5.35 5.47 44.6 21.2 4.63 2.56 0.64
23 .o 5.76 5.28 37.4 21.2 3.63 2.84 0.51
24 .- 5.59 6.98 43.1 20.3 4,42 2.62 0.48
25 .- 5.99 6.41 39.7 16.6 3.05 3.15 0.57
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L amol/L
21 2.20 1.84 1.05 3.85 2.77 5.28 11.03 2.81
22 2.26 1.16 0.49 2.75 2.90 2.43 13.50 2.88
23 2.30 1.06 0.37 1.64 1.50 3.38 14.03 2.86
24 2.38 1.21 0.52 1.24 1.32 4.58 12.68 2.85
25 2.65 1.14 0.48 1.27 1.69 4,33 9.85 2.79
ANIMAL . PHOSPHORUS SODIUM POTASSIUM CHLORIDE  ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
21 2.07 139.5 3.50 111.5 35.2 72.7 37.5 0.9
22 1.83 139.4 3.70 111.4 33.4 70.1 36.7 0.91
23 2.17 139.7 3.67 111.3 31.8 74.6 42.8 0.7a
24 2.09 139.7 3.33 109.7 33.4 71.8 38.4 0.87
25 1.82 139.7 3.84 112.3 32.2 71.9 39.7 0.81
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RCC PROJECT 619716 CHE-IND - 11
DOVERPHOS S-9228 28-0CT-96

CLINICAL BIOCHEMISTRY
AFTER 6 WEEKS
FEMALES

GROUP 1 (0 MG/KG)

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
36 .-- 4.05 6.76 36.3 21.7 3.26 1.66 0.61
37 --- 5.51 5.67 32.9 29.1 3.16 1.61 0.43
38 “-- 6.67 5.33 32.5 20.8 3.00 2.37 0.54
39 --- 5.37 6.11 31.4 24.9 3.68 2.31 0.31
40 ... 5.36 5.33 37.1 25.8 3.52 1.88 0.75
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/L mmol/L
36 1.35 1.47 0.53 2.34 2.16 6.06 9.00 2.91
37 1.32 1.49 0.65 1.67 2.00 5.33 8.06 2.75
38 1.70 1.24 0.57 1.86 1.95 6.77 10.62 2.91
39 1.64 1.20 0.65 2.75 6.01 4,27 10.80 3.03
40 1.51 1.25 0.61 2.54 2.98 7.04 8.19 2.78
ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLORIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/t g/L
36 2.0 141.7 3.64 111.9 31.7 68.0 36.3 0.87
37 2.04 142.1 3.66 110.2 31.4 68.8 37.4 0.84
38 2.04 142.2 3.63 108.7 31.1 68.6 37.5 0.83
39 2.11 141.3 4.15 111.7 31.5 72.8 41.3 0.76
40 2.05 141.8 3.56 111.5 32.5 70.5 38.0 0.86
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RCC PROJECT 619716
DOVERPHOS 5-9228

CLINICAL BIOCHEMISTRY
AFTER 6 WEEKS

FEMALES

GROUP 4 (500 MG/KG)

CHE-IND - 12

28-0CT-96

ANIMAL REMARK GLUCOSE UREA CREATININE URIC ACID BILI. T. CHOLEST.T. TRIGL.
NUMBER mmol/L mmol/L umol/L umol/L umol/L mmol/L mmol/L
56 - 5.17 7.69 40.8 20.8 3.79 2.72 0.62
57 --- 5.61 5.89 42.3 22.2 4.37 2.56 0.33
58 .-- 6.73 6.22 37.4 39.2 3.84 2.52 0.58
59 --- 5.27 5.16 41.2 22.2 3.94 3.50 0.53
60 .- 6.11 5.33 40.5 23.1 4.10 2.63 0.30
ANIMAL PHOS.LIPID ASAT(GOT) ALAT(GPT) LDH CK ALP G-GT CALCIUM
NUMBER mmol/L ukat/L ukat/L ukat/L ukat/L ukat/L nkat/tL mmol/L
56 2.13 1.12 0.48 1.80 1.96 6.62 19.62 2.85
57 2.07 1.26 0.42 3.55 2.61 5.53 16.78 2.93
58 2.14 1.12 0.53 2.48 2.27 3.66 13.60 2.90
59 2.95 1.34 0.60 2.00 4.15 4.39 10.15 2.99
60 2.26 1.24 0.55 2.34 2.28 3.57 11.79 2.75
ANIMAL PHOSPHORUS SODIUM POTASSIUM CHLCRIDE ALBUMIN PROTEIN T. GLOBULIN A/G RATIO

NUMBER mmol/L mmol/L mmol/L mmol/L g/L g/L g/L
56 2.14 141.2 3.36 110.7 31.1 64.5 33.4 0.93
57 1.87 139.7 3.66 110.9 36.2 77.0 40.8 0.89
58 1.71 141.3 3.39 114.2 32.6 68.4 35.8 0.91
59 1.98 140.9 3.87 111.1 35.8 75.6 39.8 0.9%0
60 1.80 138.8 3.60 111.6 34.3 66.0 31.7 1.08
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RCC PROJECT 619716 URI-IND - 1
DOVERPHOS $-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL mmol/kg score 0/3

1 --- 8.8 1.033 1093 YELLOW CLEAR 7.0 1

2 .- 6.0 1.038 1197 YELLOW CLEAR 6.5 1

3 2.5 1.056 2162 DEEP YELL. CLEAR 6.0 1

4 4.9 1.045 1502 DEEP YELL. CLEAR 6.0 2

5 6.2 1.038 1204 DEEP YELL. CLEAR 6.5 1

6 6.0 1.036 1206 YELLOW CLEAR 6.5 1

7 --- 6.0 1.037 1230 DEEP YELL. CLEAR 6.5 2

8 --- 5.2 1.036 1185 YELLOW CLEAR 6.5 1

9 --- 8.1 1.032 1040 YELLOW CLEAR 6.5 1

10 .- 5.6 1.040 1324 YELLOW CLEAR 6.5 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOGD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

1 o} 0 0 0 0 NORMAL

2 "] 0 0 .- 0 0 NORMAL

3 1] 0 4] 0 0 NORMAL

4 0 0 0 1 0 NORMAL

5 1] ] o] 0 0 NORMAL

6 0 0 0 o] 0 NORMAL

7 [ 1 0 1 0 NORMAL

8 0 1 0 0 0 NORMAL

9 0 0 0 --- 0 ] NORMAL

10 0 0 0 --- 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 2
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEI!} -----
NUMBER mL 1 mmol/kg score 0/3

11 .- 6.0 1.042 1406 YELLOW CLEAR 6.0 1

12 .- 2.8 1.060 2217 DEEP YELL. CLEAR 6.0 1

13 .- 7.5 1.040 1346 YELLOW CLEAR 7.0 1

14 3.2 1.054 2079 DEEP YELL. CLEAR 6.5 1

15 .-- 10.2 1.032 1069 YELLOW CLEAR 6.5 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

11 0 0 1] 0 ] NORMAL

12 0 1 0 .- 0 0 NORMAL

13 V] 1 0 .- 0 0 NORMAL

14 v} 1 0 1 0 NORMAL

15 0 0 0 o 0 NORMAL
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RCC PROJECT 619716 URI-IND - 3
DOVERPHOS S$S-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY CCLOR APPEARANCE pH PRDTEir-i -----
NUMBER mL mmol/kg score 0/3

16 4.0 1.058 2109 DEEP YELL. CLEAR 6.0 2

17 7.2 1.036 1172 YELLOW CLEAR 6.0 1

18 4.2 1.048 1648 DEEP YELL. CLEAR 6.0 1

19 8.5 1.035 1195 YELLOW CLEAR 6.5 1

20 3.5 1.054 2038 DEEP YELL. CLEAR 6.0 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST 8LOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

16 0 1 0 .- 1] 0 NORMAL

17 0 0 0 .- 0 0 NORMAL

18 0 1 0 0 o] NORMAL

19 0 0 0 0 0 NORMAL

20 0 1 0 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 4
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL 1 mmol/kg score 0/3

21 4.5 1.054 1943 DEEP YELL. CLEAR 5.0 2

22 .- 3.6 1.056 2050 DEEP YELL. CLEAR 6.0 1

23 10.2 1.032 1075 YELLOW CLEAR 6.5 1

24 .-- 4.5 1.051 1859 DEEP YELL. CLEAR 6.0 1

25 4.5 1.048 1662 DEEP YELL. CLEAR 5.0 1

26 4.3 1.049 1758 DEEP YELL. CLEAR 6.0 1

27 6.5 1.036 1242 YELLOW CLEAR 6.5 1

28 6.0 1.046 1705 DEEP YELL. CLEAR 6.0 2

29 3.0 1.054 1910 YELLOW CLEAR 6.0 2

30 6.0 1.035 1598 DEEP YELL. CLEAR 6.5 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

21 0 0 0 1 0 NORMAL

22 0 1 0 .- 0 0 NORMAL

23 0 0 0 0 0 NORMAL

24 0 1 0 0 o NORMAL

25 0 1 0 --- 0 0 NORMAL

26 0 1 0 0 1 NORMAL

27 0 0 4] ] 0 NORMAL

28 0 1 1] 0 0 NORMAL

29 0 1 0 .. 1 0 NORMAL

30 0 1 0 .- 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 5
DOVERPHOS S$-9228 28-0CT-96
GROUP 1 (0 MG/KG)
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL 1 mmol/kg score 0/3

31 --- 6.5 1.040 1391 YELLOW CLEAR 6.5 1

32 3.0 1.062 2318 YELLOW CLEAR 6.0 1

33 4.0 1.042 1488 YELLOW CLEAR 6.0 1

34 4.0 1.050 1928 YELLOW CLEAR 6.0 1

35 3.8 1.044 1558 YELLOW CLEAR 6.5 1

36 7.5 1.030 1042 YELLOW CLEAR 6.5 1

37 6.6 1.039 1370 YELLOW CLEAR 6.0 1

38 3.0 1.066 2256 DEEP YELL. CLEAR 6.0 1

39 .- 3.0 1.060 2178 DEEP YELL. CLEAR 6.0 1

40 .-- 5.0 1.0481 1538 DEEP YELL. CLEAR 6.5 1
ANIMAL GLUCOCSE KETONE BILIRUBIN ICTOTEST BLOOD URDBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

31 0 0 0 .- 0 1] NORMAL

32 o] 1] 1 NEGATIVE 0 1 NORMAL

33 o] 0 ¢} 0 1] NORMAL

34 0 0 0 0 1 NORMAL

35 0 0 0 1] 0 NORMAL

36 0 0 0 0 0 NORMAL

37 1] "] 0 .- 0 0 NORMAL

38 0 0 0 .- 0 0 NORMAL

39 0 0 0 (4] 1 NORMAL

40 0 o] 0 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 6
DOVERPHOS $-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL mmol/kg score 0/3

41 -.- 6.5 1.039 1425 YELLOW CLEAR 6.0 1

42 --- 4.0 1.041 1481 YELLOW CLEAR 6.0 1

43 --- 4.4 1.044 1611 YELLOW CLEAR 6.5 1

44 --- 4.2 1.045 1692 YELLOW CLEAR 6.0 1

45 .- 5.4 1.035 1225 YELLOW CLEAR 6.5 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

41 0 0 0 ... 0 0 NORMAL

42 0 0 0 .- 0 0 NORMAL

43 ¢] 0 0 --- 1] 4} NORMAL

a4 0 0 0 .- 0 o] NORMAL

45 o] 0 0 .- 1] 0 NORMAL
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RCC PROJECT 619716 URI-IND - 7
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PRO'-réi;‘ -----
NUMBER mL 1 mmol/kg score 0/3

46 .- 5.3 1.040 1461 YELLOW CLEAR 6.5 1

47 5.5 1.036 1267 YELLOW CLEAR 6.5 1

48 9.0 1.030 1098 YELLOW CLEAR 6.0 0

49 --- 4.6 1.039 1445 YELLOW CLEAR 6.0 1

50 .- 6.5 1.030 1118 YELLOW CLEAR 6.5 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST 8LOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

46 o 0 0 .-- 0 0 NORMAL

47 0 0 0 --- 0 0 NORMAL

48 0 0 0 .- o} 0 NORMAL

49 0 0 0 .- 0 0 NORMAL

50 0 0 0 .-- 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 8
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL 1 mmol/kg score 0/3

51 5.5 1.041 1562 YELLOW CLEAR 6.5 1

52 6.0 1.036 1321 YELLOW CLEAR 6.0 1

53 2.8 1.060 2368 DEEP YELL. CLEAR 6.0 1

54 7.5 1.030 1077 YELLOW CLEAR 6.5 0

55 .- 5.9 1.035 1288 YELLOW CLEAR 6.5 1

56 5.0 1.042 1521 YELLOW CLEAR 6.5 1

57 .- 3.6 1.046 1722 DEEP YELL. CLEAR 6.0 1

58 .- 5.7 1.040 1471 YELLOW CLEAR 6.5 1

59 .-- 4.0 1.040 1429 YELLOW CLEAR 7.0 0

60 3.0 1.030 1947 YELLOW CLEAR 6.0 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

51 0 0 o] 0 1] NORMAL

52 o] 0 0 0 0 NORMAL

53 0 o] 0 0 1 NORMAL

54 0 0 0 0 0 NORMAL

55 0 0 0 .- 0 0 NORMAL

56 0 0 0 0 1 NORMAL

57 b} 0 0 0 0 NORMAL

58 0 0 0 0 0 NORMAL

59 0 0 1] 0 0 NORMAL

60 0 0 0 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 9
DOVERPHOS S-9228 28-0CT-96

URINALYSIS

AFTER 6 WEEKS
MALES

GROUP 1 (0O MG/KG)

ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL 1 mmol/kg score 0/3

[3 8.0 1.038 1087 YELLOW CLEAR 7.0 1

7 --- 9.3 1.033 1081 YELLOW CLEAR 8.0 1

8 7.2 1.038 1250 YELLOW CLEAR 7.0 1

9 3.7 1.070 2362 DEEP YELL. CLEAR 6.5 2

10 6.0 1.040 1326 YELLOW CLEAR 7.0 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

3 0 0 0 --n 0 0 NORMAL

7 0 0 0 0 0 NORMAL

8 0 0 0 0 0 NORMAL

9 0 1 0 1 0 NORMAL

10 0 0 1] 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 10
DOVERPHOS S-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL 1 mmol/kg score 0/3

21 ... 4.1 1.0482 1534 YELLOW CLEAR 6.0 1

22 ... 6.0 1.040 1428 YELLOW CLEAR 6.0 1

23 4.9 1.038 1317 YELLOW CLEAR 6.5 1

24 --- 5.8 1.040 1457 YELLOW CLEAR 6.0 1

25 5.4 1.047 1783 DEEP YELL. CLEAR 6.5 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST 8L0OOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

21 0 0 0 .- 0 0 NORMAL

22 0 0 0 --- 0 0 NORMAL

23 0 0 0 .- 0 o NORMAL

24 s} 4] 0 ... v} 0 NORMAL

25 o] 0 0 .- 1 0 NORMAL
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RCC PROJECT 619716 URI-IND - 11
DOVERPHOS $-9228 28-0CT-96
ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH éﬁ&%éi& .....
NUMBER mL 1 mmol/kg score 0/3

36 5.7 1.045 1539 DEEP YELL. CLEAR 6.5 1

37 .- 5.5 1.042 1407 YELLOW CLEAR 7.0 2

38 --- 11.2 1.037 1102 YELLOW CLEAR 6.5 1

39 --- 7.7 1.040 1305 YELLOW CLEAR 7.0 2

40 9.1 1.035 1151 YELLOW CLEAR 7.0 2
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

36 0 1 0 --- 0 0 NORMAL

37 0 1 0 0 1] NORMAL

38 1] 0 0 .- 0 0 NORMAL

39 0 1} Q --- 0 0 NORMAL

40 0 0 0 - 0 0 NORMAL
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RCC PROJECT 619716 URI-IND - 12
DOVERPHOS S-9228 28-0CT-96

URINALYSIS

AFTER 6 WEEKS
FEMALES

GROUP 4 (500 MG/KG)

ANIMAL REMARK VOLUME/18h SPEC.GRAV. OSMOLALITY COLOR APPEARANCE pH PROTEIN
NUMBER mL 1 mmol/kg score 0/3

56 7.0 1.040 1438 YELLOW CLEAR 6.5 1

57 .- 3.9 1.042 2037 YELLOW CLEAR 5.0 1

58 6.4 1.035 1403 YELLOW CLEAR 6.0 1

59 2.5 1.070 2485 DEEP YELL. CLEAR 6.0 1

60 3.3 1.070 2479 DEEP YELL. CLEAR 5.0 1
ANIMAL GLUCOSE KETONE BILIRUBIN ICTOTEST BLOOD UROBILI. SED.MICRO.
NUMBER score 0/3 score 0/3 score 0/3 score 0/3 score 0/3

56 0 0 0 0 0 NORMAL

57 0 0 0 0 0 NORMAL

58 0 0 1] 0 0 NORMAL

59 0 0 0 o] 0 NORMAL

60 0 0 o 0 1 NORMAL
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RCC PROJECT 619716
Doverphos S-9228

Clinical Laboratory Investigations

EXPLANATORY NOTES FOR DATA NOT PRESENTED IN THE TABLES

HEMATOLOGY

After 4 weeks

Animal No. Parameter Remarks

Sex, Group
20-M  Gr.3 RBC, HB, HCT, MCV Sampie guantity not
MCH, MCHC, PLATELETS sufficient for the assay

WBC, DIFF.WBC COUNT (ABS.)

h’
feoia
=)




RCC PROJECT 619716 OW-IND - 1
DOVERPHOS S-9228 09-SEP-96

ORGAN WEIGHTS (GRAM)
AFTER 4 WEEKS
MALES

GROUP 1 (0 MG/KG)

ANIMAL BODY W. BRATN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMEER
1 365.9 2.06 0.012 1.404 0.026 11.66 2.36 0.080
2 353.5 2.07 0.014 1.559 0.027 11.29 2.57 0.057
3 360.3 1.96 0.011 1.400 0.020 12.09 2.85 0.063
4 392.0 2.07 0.012 1.863 0.025 11.78 2.92 0.074
5 319.8 1.97 0.011 1.462 0.021 9.31 2.36 0.055
ANIMAL SPLEEN TESTES
NUMBER
1 0.878 3.75
2 0.844 3.57
3 0.743 3.30
4 0.982 3.88
5 0.772 3.86

GROUP 2 (50 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMBER
11 419.2 2.13 0.013 1.431 0.021 14.28 3.39 0.075
12 363.6 2.23 0.014 1.285 0.027 11.25 2.73 0.071
13 381.5 1.91 0.014 1.275 0.031 12.74 2.96 0.068
14 305.4 2.02 0.011 1.195 0.016 8.86 2.66 0.050
15 422.3 2.10 0.012 1.509 0.030 12.45 3.02 0.070
ANIMAL SPLEEN TESTES
NUMBER
11 0.680 3.68
12 0.886 3.60
13 0.903 3.23
14 0.633 3.78
15 0.973 3.87

GROUP 3 (200 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER

16 339.8 2.07 0.012 1.438 0.028 10.81 2.67 0.067

17 355.2 2.04 0.011 1.609 0.021 10.54 2.57 0.063

18 375.0 2.07 0.011 1.597 0.028 10.85 2.94 0.079

19 386.6 2.20 0.012 1.527 0.032 11.41 2.85 0.087

20 352.6 1.93 0.012 1.357 0.025 9.38 2.86 0.066




RCC PROJECT 619716 OW-IND - 2
DOVERPHOS S-9228 09-SEP-96

ORGAN WEIGHTS (GRAM)
AFTER 4 WEEKS
MALES

GROUP 3 (200 MG/KG)

ANTMAL SPLEEN TESTES
NUMBER
16 0.827 3.91
17 0.765 3.73
18 0.765 3.80
19 0.828 3.85
20 0.690 3.30

GROUP 4 (500 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER
26 386.8 1.90 0.013 1.459 0.027 13.21 3.24 0.060
27 355.5 2.17 0.011 1.410 0.022 9.50 2.56 0.092
28 406.8 2.08 0.019 1.564 0.028 14.12 3.33 0.066
29 325.8 2.03 0.014 1.268 0.018 13.77 2.89 0.076
30 409.2 2.10 0.013 1.616 0.026 12.59 2.93 0.068
ANIMAL SPLEEN TESTES
NUMBER
26 0.861 3.58
27 0.827 3.91
28 0.972 4.09
29 0.791 3.67
30 0.893 4.19




RCC PROJECT 619716 OW-IND - 3
DOVERPHOS S-9228 09-SEP-9§

ORGAN/BODY WEIGHT RATIOS (%)
AFTER 4 WEEKS
MALES

GROUP 1 (0 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS. LIVER KIDNEYS ADRENALS
NUMBER (GRAM)
1 365.9 0.56 0.003 0.384 0.007 3.19 0.65 0.022
2 353.5 0.59 0.004 0.441 0.008 3.19 0.73 0.016
3 360.3 0.54 0.003 0.389 0.006 3.35 0.79 0.018
4 392.0 0.53 0.003 0.475 0.006 3.01 0.74 0.019
5 319.8 0.62 0.003 0.457 0.007 2.91 0.74 0.017
ANTMAL SPLEEN TESTES
NUMBER
1 0.240 - 1.02
2 0.239 1.01
3 0.206 0.92
4 0.250 0.99
5 0.241 l.21

GROUP 2 (50 MG/KG)

ANIMAL BODY W. BRATN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER (GRAM)
11 419.2 0.51 0.003 0.341 0.005 3.41 0.81 0.018
12 363.6 0.61 0.004 0.353 0.007 3.09 0.75 0.019
13 381.5 0.50 0.004 0.334 0.008 3.34 0.78 0.018
14 305.4 0.66 0.003 0.391 0.005 2.90 0.87 0.016
15 422.3 0.50 0.003 0.357 0.007 2.95 0.72 0.017
ANIMAL SPLEEN TESTES
NUMBER
11 0.162 0.88
12 0.244 0.99
13 0.237 0.85
14 0.207 1.24
15 0.230 0.92

GROUP 3 (200 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER {GRAM)

16 339.8 0.61 0.003 0.423 0.008 3.18 0.79 0.020
17 355.2 0.57 0.003 0.453 0.006 2.97 0.72 0.018
18 375.0 0.55 0.003 0.426 0.007 2.89 0.78 0.021
19 386.6 0.57 0.003 0.395 0.008 2.95 0.74 0.022

20 352.6 0.55 0.003 0.385 0.007 2.66 0.81 0.019




RCC PROJECT 619716 OW-IND - 4
DOVERPHOS S-9228 09-SEP-96

ORGAN/BODY WEIGHT RATIOS (%)
AFTER 4 MWEEKS
MALES

GROUP 3 (200 MG/KG)

ANTMAL SPLEEN TESTES
NUMBER
16 0.243 1.15
17 0.215 1.05
18 0.204 1.01
19 0.214 1.00
20 0.196 0.93

GROUP 4 (500 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER (GRAM)
26 386.8 0.49 0.003 0.377 0.007 3.41 0.84 0.016
27 355.5 0.61 0.003 0.397 0.006 2.67 0.72 0.026
28 406.8 0.51 0.005 0.384 0.007 3.47 0.82 0.016
29 329.8 0.62 0.004 0.385 0.005 4.18 0.88 0.023
30 409.2 0.51 0.003 0.395 0.006 3.08 0.72 0.017
ANIMAL SPLEEN TESTES
NUMBER
26 0.222 0.93
27 0.233 1.10
28 0.239 1.00
29 0.240 1.11
30 0.218 1.02
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RCC PROJECT 619716 OW-IND - §
DOVERPHOS S-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS (%)
AFTER 4 WEEKS
MALES

GROUP 1 (0 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS SPLEEN
NUMBER (GRAM)

1 2.06 0.587 68.093 1.266 565.80 114.68 3.857 42.604
2 2.07 0.686 75.347 1.309 545.51 124.27 2.735 40.792
3 1.96 0.550 71.316 1.014 615.71 145.01 3.230 37.844
4 2.07 0.579 89.886 1.221 568.66 140.66 3.566 47.380
5 1.97 0.538 74.132 1.070 472.03 119.53 2.774 39.130

NUMBER
1 181.84
2 172.55
3 168.17
4 187.10
5 196.00

GROUP 2 (50 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS  SPLEEN
NUMBER (GRBM)

11 2.13 0.615 67.182 0.967 670.68 159.41 3.498 31.940
12 2.23 0.645 57.563 1.21% 504.26 122.12 3.159 39.717
13 l.91 0.722 66.703 1.601 666.89 154.90 3.548 47.274
14 2.02 0.524 59.075 0.766 438.13 131.36 2.482 31.293
15 2.10 0.567 71.899 1.448 593.29 144.02 3.320 46.365

ANIMAL TESTES

NUMBER
11 172.88
12 161.08
13 169.09
14 187.05
15 184.28

GROUP 3 (200 MG/KG)

ANTMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS SPLEEN
NUMBER (GRAM)

16 2.07 0.556 69.505 1.344 522.36 129.05 3.257 39.962
17 2.04 0.545 79.016 1.016 517.39 126.18 3.108 37.544
18 2.07 0.550 77.062 1.356 523.57 141.80 3.799 36.902
19 2.20 0.541 69.386 1.473 518.46 129.69 3.949 37.640
20 1.93 0.606 70.330 1.296 486.04 148.18 3.400 35.740




RCC PROJECT 619716 OW-IND - 6
DOVERPHOS S-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS (%)
AFTER 4 WEEKS
MALES

GROUP 3 (200 MG/KG)

ANTMAL TESTES

NUMBER
16 188.87
17 i83.12
18 183.27
19 175.19
20 170.87

GROUP 4 (500 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS SPLEEN
NUMBER (GRAM)

26 1.90 0.707 76.949 1.440 696.84 171.04 3.187 45.399
27 2.17 0.526 65.009 1.005 438.00 118.04 4.241 38.140
28 2.08 0.906 75.336 1.339 680.09 160.61 3.156 46.832
29 2.03 0.675 62.445 0.872 678.05 142.11 3.752 38.938
30 2.10 0.606 77.109 1.231 600.84 139.67 3.250 42.632

ANIMAL TESTES

NUMBER
26 188.95
27 180.43
28 196.97
29 *180.90
30 200.05
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pROJECT 619716 OW-IND - 7

gngRPHOS 5-9228 09-SEP-96

AM)
GAN WEIGHTS (GR
ORTER 4 WEEKS
FEMALES

grOUP 1 (0 MG/KG)

o1 BODY W. BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMBER
31 247.5 2.07 0.018 1.200 0.030 8.56 2.12 0.087
32 232.3 1.93 0.017 1.111 0.027 8.45 1.92 0.101
33 231.6 1.85 0.016 1.149 0.019 8.41 2.16 0.096
34 229.0 1.94 0.017 1.037 0.033 7.47 1.93 0.089
35 211.6 1.91 0.015 0.951 0.020 6.88 1.88 0.090

ANTMAL SPLEEN OVARIES

NUMBER
31 0.715 0.104
32 0.908 0.141
33 0.938 0.106
1 0.722 0.105
35 0.682 0.097

GROUP 2 (50 MG/KG)

ANIMAL BODY W. BRATN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER
41 234.8 1.92 0.012 1.048 0.024 7.08 1.84 0.080
42 221.2 1.91 0.017 0.997 0.024 7.45 1.61 0.083
43 227.8 1.89 0.017 0.913 0.023 7.39 1.84 0.084
44 243.9 2.00 0.019 1.074 0.022 7.79 2.08 0.107
45 201.7 1.87 0.017 0.893 0.021 6.67 1.73 0.073
ANTMAL SPLEEN OVARIES
NUMBER
41 0.669 0.120
42 0.683 0.093
43 0.789 0.115
44 0.822 0.129
45 0.481 0.103

GROUP 3 (200 MG/KG)

;gﬁ;g; BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
46 230.9 1.82 0.013 1.026 0.017 6.90 1.73 0.082
LYl 245.6 1.93 0.013 1.236 0.023 8.55 2.06 0.077
43 268.0 2.04 0.015 1.250 0.019 8.47 2.30 0.082
49 224.5 1.93 0.015 0.967 0.017 7.11 1.73 0.074
50 224.9 1.92 0.016 1.034 0.003 7.21 2.25 0.074




RCC PROJECT 619716 OW-IND - 8
DOVERPHOS S-9228 09-SEP-96
ORGAN WEIGHTS (GRAM)
AFTER 4 WEEKS
FEMALES
GROUP 3 (200 MG/KG)
ANIMAL SPLEEN OVARIES
NUMBER

46 0.742 0.109

47 0.777 0.084

48 0.765 0.113

49 0.562 0.104

50 0.570 0.119
GROUP 4 (500 MG/KG)
ANIMAL BODY W. BRATN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER

51 246.6 2.05 0.022 1.150 0.025 9.52 2.22 0.094

52 226.7 1.88 0.013 0.945 0.015 6.62 1.86 0.070

53 199.1 1.93 0.013 0.878 0.016 6.16 1.57 0.070

54 233.6 2.00 0.014 1.056 0.022 7.60 2.08 0.082

55 233.6 1.86 0.019 1.031 0.020 7.64 1.80 0.088
ANIMAL SPLEEN OVARIES
NUMBER

51 0.739 0.129

52 0.693 0.114

53 0.560 0.058

54 0.536 0.090

55 0.609 0.146
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RCC PROJECT 619716 OW-IND - 9
DOVERPHOS §-9228 09~-SEP-96

ORGAN/BODY WEIGHT RATIOS (%)
AFTER 4 WEEKS
FEMALES

GROUP 1 (0 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER (GRAM)
31 247.5 0.84 0.007 0.485 0.012 3.46 0.86 0.035
32 232.3 0.83 0.007 0.478 0.012 3.64 0.83 0.043
33 231.6 0.80 0.007 0.496 0.008 3.63 0.93 0.041
34 229.0 0.85 0.008 0.453 0.015 3.26 0.84 0.039
35 211.6 0.91 0.007 0.450 0.009 3.25 0.89 0.043
ANIMAL SPLEEN OVARIES
NUMBER
31 0.289 0.042
32 0.391 0.061
33 0.405 0.046
34 0.315 0.046
35 0.322 0.046

GROUP 2 (50 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMBER (GRAM)

41 234.8 0.82 0.005 0.446 0.010 3.02 0.78 0.034
42 221.2 0.86 0.008 0.451 0.011 3.37 0.73 0.037
43 227.8 0.83 0.007 0.401 0.010 3.24 0.81 0.037
44 243.9 0.82 0.008 0.440 0.009% 3.19 0.85 0.044
45 201.7 0.93 0.008 0.443 0.011 3.31 0.86 0.036
ANIMAL SPLEEN OVARIES
NUMBER
41 0.285 0.051
42 0.309 0.042
43 0.346 0.051
44 0.337 0.053
45 0.239 0.051

GROUP 3 (200 MG/KG)

ANTMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER (GRAM)

46 230.9 0.79 0.006 0.444 0.007 2.99 0.75 0.036
47 245.6 0.79 0.005 0.503 0.009 3.48 0.84 0.031
48 268.0 0.76 0.005 0.466 0.007 3.16 0.86 0.031
49 224.5 0.86 0.007 0.431 0.007 3.17 0.77 0.033
50 224.9 0.85 0.007 0.460 0.001 3.21 1.00 0.033
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RCC PROJECT 619716 OW-IND - 10
DOVERPHOS §-9228 09-SEP-96

ORGAN/BODY WEIGHT RATIOS (%)
AFTER 4 WEEKS
FEMALES

GROUP 3 (200 MG/KG)

ANTMAL SPLEEN OVARIES
NUMBER
46 0.321 0.047
47 0.316 0.034
48 0.285 0.042
49 0.250 0.046
50 0.254 0.053

GROUP 4 (500 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER (GRAM)

51 246.6 0.83 0.009 0.466 0.010 3.86 0.90 0.038
.52 226.7 0.83 0.006 0.417 0.006 2.92 0.82 0.031

53 195.1 0.97 0.006 0.441 0.008 3.09 0.79 0.035

54 233.6 0.86 0.006 0.452 0.009 3.25 0.89 0.035

55 233.6 0.80 0.008 0.441 0.008 3.27 0.77 0.038
ANTMAL SPLEEN OVARIES
NUMBER

51 0.300 0.052

52 0.306 0.050

53 0.281 0.029

54 0.229 0.039

55 0.260 0.063
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RCC PROJECT 619716 OW-IND - 11
DOVERPHOS §-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS (%)
AFTER 4 WEEKS
FEMALES

GROUP 1 (0 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS SPLEEN
NUMBER {GRAM)

31 2.07 0.856 58.049 1.427 414.20 102.54 4.210 34.587
32 1.93 0.872 57.619 1.422 438.54 99.62 5.230 47.113
33 1.85 0.881 62.118 1.049 454.32 116.80 5.167 50.703
34 1.94 0.885 53.354 1.719 384.75 99.10 4.561 37.139
35 1.91 0.762 49.684 1.034 359.09 98.19 4.710 35.595

ANIMAL OVARIES

NUMBER
31 5.047
32 7.300
33 5.745
34 5.415
35 5.055

GROUP 2 (50 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS  SPLEEN
NUMBER (GRAM)

41 1.92 0.626 54.686 1.273 369.54 95.76 4.180 34.914
42 1.91 0.869 52.200 1.231 390.02 84.16 4.332 35.790
43 1.89 0.895 48.348 1.233 391.37 97.35 4.420 41.752
44 2.00 0.937 53.829 1.103 390.27 104.49 5.358 41.189
45 1.87 0.914 47.755 1.133 356.75 92.47 3.891 25.727

ANTMAL OVARIES

NUMBER
41 6.241
42 4.866
43 6.093
44 6.481
45 5.516

GROUP 3 (200 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS  SPLEEN
NUMBER {GRAM)

46 1.82 0.704 56.479 0.919 379.95 95.33 4.512 40.852
47 1.93 0.663 64.006 1.196 442.91 106.79 3.962 40.225
48 2.04 0.712 61.327 0.923 415.68 112.98 4.034 37.520
49 1.93 0.787 50.067 0.854 368.43 89.62 3.853 29.089
50 1.92 0.812 53.802 0.146 375.15 116.96 3.836 29.675
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RCC PROJECT 619716 OW-IND - 12
DOVERPHOS S$-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS (%)
AFTER 4 WEEKS
FEMALES

GROUP 3 (200 MG/KG)

ANIMAL COVARIES

NUMBER
46 5.970
47 4.355
48 5.556
49 5.391
50 6.188

GROUP 4 (500 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS SPLEEN
NUMBER (GRAM)

51 2.05 1.081 56.202 1.242 465.67 108.45 4.615 36.141
52 1.88 0.690 50.162 0.781 351.40 98.77 3.739 36.780
53 1.93 0.652 45.436 0.812 318.53 81.23 3.617 28.977
54 2.00 0.719 52.733 1.094 379.82 103.99 4.092 26.774
55 1.86 1.025 55.351 1.057 410.02 96.37 4.707 32.659

ANIMAL OVARIES

NUMBER
51 6.317
52 6.049
s3 . 3.006
54 4.506
55 7.836
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RCC PROJECT 619716

DOVERPHOS S$-9228

OW-IND - 13

09-SEP-96
ORGAN WEIGHTS (GRAM)
AFTER 6 WEEKS
MALES
GROUP 1 (0 MG/KG)
-ANTMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER
6 387.0 2.09 0.013 1.260 0.020 11.39 2.63 0.069
7 398.6 2.07 0.012 1.370 0.024 10.80 2.90 0.068
8 374.7 2.08 0.012 1.149 0.017 10.21 2.59 0.069
9 411.8 1.92 0.013 1.463 0.025 11.88 2.94 0.078
10 371.3 2.15 0.011 1.354 0.031 9.89 2.54 0.069
ANIMAL SPLEEN TESTES
NUMBER
6 0.772 3.63
7 0.744 3.76
8 0.768 4.14
9 0.705 4.14
10 0.867 3.75
GROUP 4 (500 MG/KG)
ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER
21 398.7 2.20 0.012 1.405 0.025 10.54 2.79 0.070
22 362.5 2.03 0.010 1.336 0.021 9.73 2.68 0.056
23 472.8 2.15 0.016 1.512 0.016 13.28 3.33 0.073
24 394.3 2.19 0.014 1.436 0.021 12.52 3.03 0.060
25 413.2 2.14 0.014 1.414 0.018 11.95 3.25 0.063
ANIMAL SPLEEN TESTES
NUMBER
21 0.831 4.31
22 0.694 3.57
23 0.869 4.10
24 0.892 3.45
25 0.820 3.84



RCC PROJECT 619716 OW-IND - 14
DOVERPHOS S5-9228 09-SEP-96

ORGAN/BODY WEIGHT RATIOS (%)
AFTER 6 WEEKS
MALES

GROUP 1 (0 MG/KG)

ANTMAL BODY W. BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMBER (GRAM)

6 387.0 0.54 0.003 0.326 0.005 2.94 0.68 0.018
7 398.6 0.52 0.003 0.344 0.006 2.71 0.73 0.017
8 374.7 0.55 0.003 0.307 0.005 2.72 0.69 0.019
9 411.8 0.47 0.003 0.355 0.006 2.89 0.71 0.019
10 371.3 0.58 0.003 0.365 0.008 2.66 0.68 0.019
ANIMAL  SPLEEN TESTES
NUMBER
6 0.200 0.94
7 0.187 0.94
8 0.205 1.11
9 0.171 1.01
10 0.234 1.01

GROUP 4 (500 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMBER (GRAM)

21 398.7 0.55 0.003 0.352 0.006 2.64 0.70 0.017
22 362.5 0.56 0.003 0.368 0.006 2.68 0.74 0.015
23 472.8 0.46 0.003 0.320 0.003 2.81 0.70 0.015
24 394.3 0.56 0.003 0.364 0.005 3.18 0.77 0.015
25 413.2 0.52 0.003 0.342 0.004 2.89 0.79 0.015
ANIMAL SPLEEN TESTES
NUMBER
21 0.208 1.08
22 0.191 0.99
23 0.184 0.87
24 0.226 0.87
25 0.198 0.93




RCC PROJECT 619716 OW-IND - 15
DOVERPHOS §-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS (%) !
AFTER 6 WEEKS !
MALES

GROUP 1 (0 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS  SPLEEN
NUMBER (GRAM)

6 2.09 0.627 60.277 0.938 545.04 125.71 3.282 36.934

7 2.07 0.575 66.230 1.170 522.01 140.28 3.306 35.955

8 2.08 0.587 55.270 0.813 490.98 124.78 3.338 36.938

9 1.92 0.663 76.374 1.326 620.28 153.49 4.072 36.830

10 2.15 0.489 63.082 1.454 460.67 118.15 3.219 40.389

NUMBER
6 173.47
7 181.50
8 199.26
9 216.38
10 174.68

GROUP 4 (500 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS SPLEEN
NUMBER (GRAM)

21 2.20 0.563 63.769 1.135 478.49 126.48 3.164 37.729
22 2.03 0.502 65.704 1.028 478.45 131.74 2.744 34.138
23 2.15 0.725 70.216 0.752 616.56 154.63 3.376 40.363
24 2.19 0.621 65.535 0.936 571.51 138.54 2.730 40.729
25 2.14 0.642 66.212 0.857 559.49 152.35 2.936 38.382

ANIMAL TESTES

NUMBER
21 195.80
22 175.77
23 190.44
24 157.37
25 179.89
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RCC PROJECT 619716 OW-IND - 16
DOVERPHOS S$-9228 09-SEP-96

ORGAN WEIGHTS (GRAM)
AFTER 6 WEEKS
FEMALES

GROUP 1 (0 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER
36 254.5 1.92 0.020 1.086 0.022 7.17 1.84 0.086
37 235.4 1.81 0.019 1.077 0.026 6.87 1.64 0.060
38 235.9 1.96 0.014 0.871 0.016 6.58 1.74 0.083
39 253.6 1.97 0.018 0.991 0.020 8.29 2.08 0.084
40 292.1 1.94 0.021 1.174 0.024 9.24 1.97 0.077
ANTMAL SPLEEN OVARIES
NUMBER
36 0.684 0.109
37 0.700 0.118
38 0.517 0.104
39 0.618 0.118
40 0.659 0.115

GROUP 4 (500 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMBER
56 286.1 1.96 0.014 1.084 0.017 11.44 2.37 0.098
57 251.7 1.90 0.022 0.938 0.023 8.29 2.19 0.088
58 252.2 1.88 0.015 1.061 0.018 6.89 1.85 0.079
59 230.1 1.94 0.021 0.961 0.020 6.55 1.88 0.072
60 226.1 1.80 0.017 0.902 0.018 6.26 1.74 0.083
ANIMAL SPLEEN OVARIES
NUMBER
56 0.873 0.122
57 0.617 0.111
58 0.661 0.094
59 0.641 0.095
60 0.583 0.094
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RCC PROJECT 619716 OW-IND - 17
DOVERPHOS S-9228 09-SEP-96

ORGAN/BODY WEIGHT RATIOS (%)
AFTER 6 WEEKS
FEMALES

GROUP 1 (0 MG/KG)

ANTMAL BODY W. BRAIN PITUITARY HEART THYROIDS  LIVER KIDNEYS ADRENALS
NUMBER (GRAM)
36 254.5 0.76 0.008 0.427 0.009 2.82 0.72 0.034
37 235.4 0.81 0.008 0.457 0.011 2.92 0.70 0.026
38 235.9 0.83 0.006 0.369 0.007 2.79 0.74 0.035
39 253.6 0.78 0.007 0.391 0.008 3.27 0.82 0.033
40 292.1 0.66 0.007 0.402 0.008 3.16 0.68 0.026
ANIMAL SPLEEN OVARIES
NUMBER
36 0.269 0.043
37 0.297 0.050
38 0.219 0.044
39 0.244 0.046
40 0.226 0.039

GROUP 4 (500 MG/KG)

ANIMAL BODY W. BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS
NUMBER (GRAM)

56 286.1 0.68 0.005 0.379 0.006 4.00 0.83 0.034
57 251.7 0.76 0.009 0.373 0.009 3.29 0.87 0.035
58 252.2 0.75 0.006 0.421 0.007 2.73 0.73 0.031
59 230.1 0.84 0.009 0.418 0.009 2.85 0.82 0.031
60 226.1 0.79 0.007 0.399 0.008 2.77 0.77 0.037
ANIMAL SPLEEN OVARIES
NUMBER
56 0.305 0.042
57 0.245 0.044
58 0.262 0.037
59 0.279 0.041
60 0.258 0.041
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RCC PROJECT 619716 OW-IND - 18
DOVERPHOS S-9228 09-SEP-96

ORGAN/BRAIN WEIGHT RATIOS (%)
AFTER 6 WEEKS
FEMALES

GROUP 1 (0 MG/KG)

ANIMAL BRATIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS SPLEEN
NUMBER (GRAM)

36 1.92 1.030 56.467 1.160 372.73 95.65 4.467 35.592
37 1.91 0.970 56.444 1.342 360.46 86.18 3.151 36.687
38 1.96 0.694 44.441 0.811 335.53 88.58 4.218 26.377
39 1.97 0.900 50.432 1.018 421.90 105.82 4.258 31.441
40 1.%4 1.067 60.515 1.232 476.37 101.76 3.978 33.971

ANTMAL OVARIES

NUMBER
36 5.658
37 6.166
38 5.314
39 5.988
40 5.906

GROUP 4 (500 MG/KG)

ANIMAL BRAIN PITUITARY HEART THYROIDS LIVER KIDNEYS ADRENALS SPLEEN
NUMBER (GRAM)

56 1.96 0.695 55.376 0.879 584.40 120.91 5.029 44.634
57 1.90 1.141 49.322 1.204 435.89 115.05 4.617 32.457
58 1.88 0.814 56.457 0.973 366.32 98.53 4.197 35.160
59 1. 1.074 49.628 1.012 338.34 97.05 3.698 33.125
60 1.80 0.936 50.265 0.992 348.45 96.69 4.601 32.455

ANTMAL OVARIES

NUMBER
56 6.209
57 5.837
58 5.005
59 4.892
60 5.209
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RCC PROJECT 619716
Doverphos S5-9228

ATTACHMENT 1

WATER ANALYSES
- BACTERIOLOGICAL AND CHEMICAL ASSAYS
- CONTAMINANT ANALYSIS
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BACTERIOLOGICAL ASSAY OF DRINKING WATER, ITINGEN

Official Laboratory Liestal, 02.05.96
Basel-Landschaft Ref.no. 96050018
Sampling point: 59.99.N Net water RCC, Room No. 10
Sampled on: 02.05.96

Sample:

Time of sampling 9.45

Water temperature (°C) 20.7

BACTERI | TEST:

Aerobic mesophilic bacteria / mi 165

E.coli /100 mi 0

Enterococci / 100 mi 0

ASSESSMENT:

At the time of sampling, the tested bacteriological parameters met the requirements for
drinking water according to article 260 of the "Eidg. Lebensmittelverordnung".
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CHEMICAL WATER ANALYSIS, ITINGEN

Official Laboratory
Basel-Landschaft

Sampling point:

Sampled on:
Time of sampling

Water temperature (°C)

CHEMICAL TEST:

Appearance

Odor

Taste

Total hardness

Alkaline hardness

Non carbonate hardness
Conductivity

Oxygen demand (KMnO, cons.)
Free ammonia NH,*

Nitrite NO,"

Nitrate NO,

Chloride CI

Caicium Ca**
Magnesium Mg**
Phosphate

ASSESSMENT:

fr.H®
fr.H®
fr.H®
uS/cm
mg/t
mgft
mg/!
mag/f!
mg/l
mg/l
mg/l
mg/!

Liestal, 02.05.96
Ref.no. 96050018

59.99.N, Net water
RCC, Room no. 10

02.05.96
09.45
20.7

small turbidity
not remarkable
not remarkable
39.0
26.4
12.6
710.0
2.1
<0.01
0.060
20.1
14.3
136.4
11.9
<0.005

At the time of sampling, the tested chemical parameters met the requirements for drinking
water according to article 260 of the "Eidg. Lebensmittelverordnung".




CONTAMINANT ASSAY OF DRINKING WATER, ITINGEN

RCC Project: 900720
Date of Sampling: 02.05.1996
Sample: H,0 I of Room 10, 1st ground-floor,

1st dog-box, on the right

PARAMETER ASSAY LEVEL LIMIT *
Hg/l Hg/l
Lindane <0.05 0.1
Heptachior <0.05 0.1
Malathion <0.05 0.1
DOT, total <0.05 0.1
Dieldrin < 0.05 0.1
Cadmium <05 5
Arsenic . <3 50
Lead <3 50
Mercury <1 1
Selenium <3 10
Copper <4 1500
PCBs <0.05 0.1
(28, 52, 101, 138, 153, 180)
Nitrosamines, total <0.05 o
(DMN, DEN, NPIP, NMORPH)

<0.001 = less than 0.001 miligram per kilogram
* Schweizer Lebensmittelbuch

June 04, 1996

L Bleclom

signed K. Biedermann




ATTACHMENT 2

CHEMICAL ANALYSIS OF FOOD -
ASSAY FOR CONTAMINANTS
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RCC Umweltchemie AG
Postfach

CH-4452 itingen
Switzeriand

Phone: 41/61 975 11 11
Fax: 41/61 97152 66

ANALYTICAL TEST REPORT

RCC Project 624993
15.04.1996

Prepared for

Attention of

Matenals tested

Tést performed
Test results
Submitted

Issued by

KLIBA Mihlen AG
CH-4303 Kaiseraugst

Dr. Oharek

Kliba 343, Batch 74/96
09.04.1996

AAS, GC, GC-MS, HPLC

See attached Table 1

J. Walker

K. Biedermann

April 30, 1996/waj

The undersigned confirms that analysis of Kliba feed (number 343, Batch 74/96
manufactured 09.04.1996) was performed, and that this certificate represents accurately the

analysis results of the feed delivered.

Date: May 07, 1996

KLIBA Mahlen AG
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RCC

ATTACHMENT
RCC Project 624993
15.04.1996
Table 1 - Test Results Kliba 343, Batch 74/96
09.04.1996
PARAMETER ASSAY LEVEL
mg/kg
Aflatoxins (B1, B2, G1, G2), total < 0.001
Estrogenes (DES, Hexestrol, Dienestrol), total < 0.001
Lindane < 0.005
Heptachlor < 0.005
Maiathion <0.5
DDT, total < 0.025
Dieldrin < 0.005
Cadmium 0.04
Arsenic 0.24
Lead 1.38
Mercury < 0.05
Selenium 0.27
Copper 20
PCBs < 0.025
Nitrosamines
DMN < 0.010
DEN <0.010
NPIP <0.010
NMORPH 4 < 0.010

< 0.001 = less than 0.001 milligram per kilogram

The original certificate of analysis has been archived by KLIBA of Kaiseraugst.

Date: May 07, 1996 KLIBA Mdhlen AG /
e
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RESEARCH & CONSULTING COMPANY LTD. REF-HEM - 2
CH-4452 ITINGEN, SWITZERLAND 26-3AN-95

HISTORICAL DATA - HEMATOLOGY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 7 TD 9 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND .DEV 95% TOLERANCE LIMITS
ERYTHROCYTES (RBC) T/L 20 9.22 0.62
HEMOGLOBIN (HB) mmol/L 20 9.9 0.6
HEMATOCRIT (HCT) L/L 20 0.50 0.03
MEAN CELL VOLUME (MCV) L 20 54.6 0.8
MEAN CELL HEMOGLOBIN (MCH) fmol 20 1.07 0.02
MEAN CELL HEMOGLOBIN CONC. (MCHC) mmol/L 20 19.7 0.4 .- ---
THROMBOCYTES (PLATELETS) G/L 20 8s1 130
RETICULOCYTE COUNT L oottt it ittt et eettaaeanessesaseanensssacenasanessosneenseotostsonsaneasnsscsns
RETICULOCYTE % 20 3.01 0.68
RETICULOCYTE TIL 20 0.2547 0.0483 --- .
RETICULBCYTE FLUORESCENCE (HFR) % 20 9.0 2.9 S e
RETICULOCYTE FLUORESCENCE (MFR) % 20 35.4 3.7
RETICULOCYTE FLUORESCENCE (LFR) % 20 558 6.1
NUCLEATED ERY./NORMOBLASTS (NEN) /100 WBC 20 0.7 0.9
LEUKOCYTES, TOTAL (WBC) G/L 20 5.7 0.9
DIFF.WBC COUNT (REL.) . cnueunuataneneatotoeeetas st enanansustanantaeesenseosassosssococonaneanannss
BAND NEUTROPHIL (BAND) 1 20 0.00 0.00
SEG. NEUTROPHIL (SEG.) 1 20 0.26 0.08
E0SINOPHIL (EO.) 1 20 0.01 0.01
BASOPHIL (BASO.) 1 20 0.00 0.00
LYMPHOCYTE (LYMPH.) 1 20 0.73 0.08
MONOCYTE (MONO.) 1 20 0.00 0.00
PLASMA CELL (PLAS.) 1 20 0.00 0.00
OTHER CELLS (OTHER) 1 20 0.00 0.00
DIFF.WBC COUNT (ABS.) . e cssusesunseonnsennneaansossnesoesssonesnnanestsssassssauossonsaesasennsssns
BAND NEUTROPHIL (BAND) G/L 20 0.0 0.0
SEG. NEUTROPHIL (SEG.) G/L 20 1.5 0.4
EOSINOPHIL (EO.) G/L 20 0.0 0.1
BASOPHIL (BASO.) G/L 20 0.0 0.0
LYMPHOCYTE (LYMPH.) G/L 20 4.2 1.0
MONOCYTE (MOND.) G/L 20 0.0 0.0
PLASMA CELL (PLAS.) G/L 20 0.0 6.0
0THER CELLS (OTHER) G/L 20 0.0 0.0
COAGULATION . « o e v e e e v e enes aseonasosnasennsaaeaasenssossesssnseneenassnssnssasnoansassasenanennns
THROMBOPLASTIN TIME (PT) sec 18 11.8 0.5
PARTIAL THROMBOPLASTIN TIME (APTT) sec 18 23.4 2.4




RESEARCH & CONSULTING COMPANY LTD. REF-HEM - 3
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - HEMATOLOGY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 13 TO 18 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN  STAND.DEV  95% TOLERANCE LIMITS
ERYTHROCYTES (RBC) TIL 15 9.19 0.40 .- e
HEMOGLOBIN (HB) mmol/L 15 10.4 0.4 .- .ee
HEMATOCRIT (HCT) L/L 15 0.49 0.02 ce- .-
MEAN CELL VOLUME (MCV) L 15 53.6 1.3 .-- .e-
MEAN CELL HEMOGLOBIN (MCH) fmol 15 1.14 0.04 e ee-
MEAN CELL HEMOGLOBIN CONC. (MCHC) mmol/L 15 21.2 0.6 .- e
THROMBOCYTES (PLATELETS) G/L 15 899 128 .- e
RETICULOCYTE COUNT .. vt tneee e eeseneeneeeeaeneensennensenseeneenseenesassensansonnessnseneeneennnns
RETICULOCYTE % 15 2.59 0.45 . 2l
RETICULOCYTE TIL 15 0.2326 0.0374 .- .-
RETICULOCYTE FLUORESCENCE (HFR) % 15 3.1 1.8 . .-
RETICULOCYTE FLUORESCENCE (MFR) X 15 33.8 4.9 .- .e-
RETICULOCYTE FLUORESCENCE (LFR) X 15 63.1 6.5 .- .-
NUCLEATED ERY./NORMOBLASTS (NEN) /100 WBC 15 0.1 0.3 . .e-
LEUKOCYTES, TOTAL (WBC) G/L 15 10.0 2.3 .- .-
DIFF.WBC COUNT (REL.) . s evussnneenaensennennenneenssnnsnnssnssaseeneenseeneoaneeuseneennsensensns
BAND NEUTROPHIL (BAND) 1 15 0.00 0.00 .. 2l
SEG. NEUTROPHIL (SEG.) 1 15 0.11 0.04 .- .-
EOSINOPHIL (EO.) 1 15 0.01 0.01 .- .-
BASOPHIL (BASO.) 1 15 0.00 0.00 - .-
LYMPHOCYTE (LYMPH.) 1 15 0.88 0.03 . e
MONOCYTE (MONO.) 1 15 0.00 0.00 --- .-
PLASMA CELL (PLAS.) 1 15 0.00 0.00 .- .-
OTHER CELLS (OTHER) 1 15 0.00 0.00 . .-
DIFF.WBC COUNT (ABS.) e st eeueenseosa e ennensananesensanennennesaeenneeneeesesnseansoneaneoaeeeneos
BAND NEUTROPHIL (BAND) G/L 15 0.0 0.0 .- e
SEG. NEUTROPHIL (SEG.) G/L 15 1.0 0.3 --- e
EOSINOPHIL (EO.) G/L 15 0.1 0.1 .- e
BASOPHIL (BASO.) G/L 15 0.0 0.0 .- .
LYMPHOCYTE (LYMPH.) G/L 15 8.9 2.4 .- .
MONOCYTE (MONO.) G/L 15 0.0 0.0 .- .et
PLASMA CELL (PLAS.) G/L 15 0.0 0.0 - .-
OTHER CELLS (OTHER) G/L 15 0.0 0.0 --- -
COAGULATION . « v e v v e et e s ee s e e an e e s e ma e e e e s e e e et ae e e eaanesneeanennnnnesnaaseaseanennenesans
THROMBOPLASTIN TIME (PT) sec 15 11.7 0.3 .-- e
PARTIAL THROMBOPLASTIN TIME (APTT) sec 15 23.9 3.4 --- .-

Wbl




RESEARCH & CONSULTING COMPANY LTD. REF-HEM - 4
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - HEMATOLOGY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 19 TO 36 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TD 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV ~ 95% TOLERANCE LIMITS
ERYTHROCYTES (RBC) TIL 97 9.72 0.41 9.03 10.72
HEMOGLOBIN (HB) wmol/L 97 10.3 0.3 9.7 10.9
HEMATOCRIT (HCT) L/L 97 0.51 0.02 0.47 0.58
MEAN CELL VOLUME (MCV) L 97 52.1 1.9 48.0 55.0
MEAN CELL HEMOGLOBIN (MCH) fmol 97 1.06 0.04 0.98 1.13
MEAN CELL HEMOGLOBIN CONC. (MCHC) mmol/L 97 20.3 0.6 19.2 21.3
THROMBOCYTES (PLATELETS) G/L 97 786 125 61a 1043
RET T CUL O YTE COUNT .ttt ettt e ettt aenn et e eeens e aesennneeeenonnanesssnnne e s e
RETICULOCYTE X 95 2.27 0.49 1.49 3.34
RETICULOCYTE TiL 95 0.2091 0.0401 0.1428 0.3046
RETICULOCYTE FLUORESCENCE (HFR) % 95 4.2 2.6 - 0.4 9.3
RETICULOCYTE FLUORESCENCE (MFR) % 95 30.0 4.7 18.1 37.1
RETICULOCYTE FLUORESCENCE (LFR) % 95 65.8 6.5 55.5 81.4
NUCLEATED ERY./NORMOBLASTS (NEN) /100 WBC 97 0.6 1.1 0.0 3.0
LEUKOCYTES, TOTAL (WBC) G/L 97 7.2 2.1 4.4 12.0
DIFF.WBE COUNT (REL.) e tunvtnuntnnassenaeaennennnnennnsennosennesenneeenneeenneesenneonnnenne i,
BAND NEUTROPHIL (BAND) 1 97 0.00 0.00 0.00 0.00
SEG. NEUTROPHIL (SEG.) 1 97 0.19 0.08 0.06 0.36
EOSINOPHIL (EO.) 1 97 0.02 0.01 0.00 0.04
BASOPHIL (BASO.) 1 97 0.00 0.00 0.00 0.00
LYMPHOCYTE (LYMPH.) 1 97 0.79 0.08 0.60 0.92
MONOCYTE (MOND.) 1 97 0.01 0.01 0.00 0.03
PLASMA CELL (PLAS.) 1 97 0.00 0.00 0.00 0.00
OTHER CELLS (OTHER) 1 97 0.00 0.00 0.00 0.00
DIFF.WBC COUNT (ABS.)..euuunrennronneeennnenneronnennne e e e e e
BAND NEUTROPHIL (BAND) G/L 97 0.0 0.0 0.0 0.0
SEG. NEUTROPHIL (SEG.) G/L 97 1.4 0.8 0.5 3.2
EOSINOPHIL (EO.) G/L 97 0.1 0.1 0.0 0.4
BASOPHIL (BASO.) G/L 97 0.0 0.0 0.0 0.0
LYMPHOCYTE (LYMPH.) G/L 97 5.7 1.8 3.1 9.9
MONDCYTE (MONG.) G/L 97 0.1 0.1 0.0 0.3
PLASMA CELL (PLAS.) G/L 97 0.0 0.0 0.0 0.0
OTHER CELLS (OTHER) G/L 97 0.0 0.0 0.0 0.0
oL YT T
THROMBOPLASTIN TIME (PT) sec 95 11.5 0.4 10.9 12.8
PARTIAL THROMBOPLASTIN TIME (APTT) sec 95 23.7 2.5 19.1 29.1




RESEARCH & CONSULTING COMPANY LTD. REF-HEM - 8
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - HEMATOLOGY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 7 TO 9 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN  STAND.DEV  95% TOLERANCE LIMITS
ERYTHROCYTES (RBC) TIL 10 8.98 0.30 . -
HEMOGLOBIN (HB) mmol/L 10 9.7 0.3 .- .-
HEMATOCRIT (HCT) L/L 10 0.50 0.01 : .- .-
MEAN CELL VOLUME (MCV) L 10 56.1 0.6 .e- .-
MEAN CELL HEMOGLOBIN (MCH) fmol 10 1.08 0.02 .- .-
MEAN CELL HEMOGLOBIN CONC. (MCHC) mmol/L 10 19.2 0.4 .e- .-
THROMBOCYTES (PLATELETS) G/L 10 870 72 . e
RETTCULOCYTE COUNT .« v e vt e e et s e et e e e e e e e s e se s eeneneas et asaenaansaseneanenasaeasonseeenennnenns
RETICULOCYTE % 10 3.42 0.48 2l Ll
RETICULOCYTE TIL 10 0.2819 0.03%6 cee .-
RETICULOCYTE FLUORESCENCE (MFR) 3 10 12.8 2.6 .e- .-
RETICULOCYTE FLUORESCENCE (MFR) % 10 37.8 3.2 .-- .-
RETICULOCYTE FLUORESCENCE (LFR) % 10 49.5 4.5 . ee-
NUCLEATED ERY./NORMOBLASTS (NEN) /100 WBC 10 2.0 1.6 .- -
LEUKGCYTES, TOTAL (WBC) G/L 10 5.9 0.7 ee- .-
DIFF.WBC COUNT (REL.) -t u e vsnenenenenensnennssenanesenesenensnansonseeensnsncosneesononenencnsann
BAND NEUTROPHIL (BAND) 1 10 0.00 0.00 .- Sl
SEG. NEUTROPHIL (SEG.) 1 10 0.21 0.04 .e- .-
ECSINOPHIL (EO.) 1 10 0.01 0.01 .- .-
BASOPHIL (BASO.) 1 10 0.00 0.00 cee .-
LYMPHOCYTE (LYMPH.) 1 10 0.78 0.04 eee .-
MONGCYTE (MONG.) 1 10 0.00 0.00 .-- .-
PLASMA CELL (PLAS.) 1 10 0.00 0.00 .e- .-
OTHER CELLS (OTHER) 1 10 0.00 0.00 .e- .-
DIFF.WBC COUNT (ABS.) - r v vnenenssennanenesnsnsnenssoeneneeeeasaenenensusennnenesesnsaeiesenasnns
BAND NEUTROPHIL (BAND) G/L 10 0.0 0.0 2 ol
SEG. NEUTROPHIL (SEG.) G/L 10 1.2 0.3 .- eee
EOSINOPHIL (EO.) G/L 10 0.1 0.1 .- .-
BASOPHIL (BASO.) G/L 10 0.0 0.0 . cee
LYMPHOCYTE (LYMPH.) G/L 10 4.6 0.5 .- .-
MONOCYTE (MONO.) G/L 10 0.0 0.0 .-- ees
PLASMA CELL (PLAS.) G/L 10 0.0 0.0 .- .-
OTHER CELLS (OTHER) G/L 10 0.0 0.0 . cee
COAGULATION - + v v e vt e s e e e e e e e e ae e ee e e e e e e e e st et e e s e aae e m e eiae e e et i aians
THROMBOPLASTIN TIME (PT) sec 10 11.4 0.2 - -
PARTIAL THROMBOPLASTIN TIME (APTT) sec 10 15.9 0.8 .- .

.
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RESEARCH & CONSULTING COMPANY LTOD. REF-HEM - 9
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - HEMATOLOGY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 10 TO 12 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV 95% TOLERANCE LIMITS
ERYTHROCYTES (RBC) TIL 9 8.89 0.25 .- .-
HEMOGLOBIN (HB) mmol/L 9 9.7 0.1 .- .-
HEMATOCRIT (HCT) L/L 9 0.49% 0.01 .-- ..
MEAN CELL VOLUME (MCV) L 9 55,2 0.5 .- .-
MEAN CELL HEMOGLOBIN (MCH) tmol 9 1.09 0.03 .- .-
MEAN CELL HEMOGLOBIN CONC. (MCHC) mmol/L 9 19.8 0.5 .- .-
THROMBOCYTES (PLATELETS) G/L 9 684 153 .- R
RETICULDCYTE COUNT . ettt et enetenenensnsansnsnonenenenosasasoesosonasnseneanas ettt i,
RETICULOCYTE % 9 2.62 0.51 --- ---
RETICULOCYTE T/IL 9 0.2226 0.0407 --- .e-
RETICULOCYTE FLUORESCENCE (HFR) % ] 9.9 3.5 .- .-
RETICULOCYTE FLUORESCENCE (MFR) % 9 36.4 3.5 .- e
RETICULOCYTE FLUORESCENCE (LFR) % 9 53.7 5.0 .e- .-
NUCLEATED ERY./NORMOBLASTS (NEN) /100 WBC 9 2.6 1.3 - .-
LEUKOCYTES, TOTAL (WBC) G/L 9 5.0 1.4 - .-
DIFF.WBC COUNT (REL . ot tiutnnneneeunneaeneonnenssensossneessenenenssnsesoneesosnseeenensesnenenss
BAND NEUTROPHIL (BAND) 1 9 0.00 0.00 --- .--
SEG. NEUTROPHIL (SEG.) 1 9 0.18 0.0% .- .-
EOSINOPHIL (EO.) 1 9 0.01 0.01 .- .-
BASOPHIL (BASO.) 1 9 0.00 0.00 .- .-
LYMPHOCYTE (LYMPH.) 1 9 D.81 0.05 .-- .--
MONGCYTE (MONO.) 1 9 0.00 0.00 ... .--
PLASMA CELL (PLAS.) 1 9 0.00 0.00 --- .-
OTHER CELLS (OTHER) 1 9 0.00 0.00 .- -
DIFF.WBC COUNT (MBS . ) .t vvuunoeseesanonsosseneenesensasooeaseesessnsenenonsnensensneeneennseasaenens
BAND NEUTROPHIL (BAND) G/L 9 0.0 0.0 --- ..
SEG. NEUTROPHIL (SEG.) G/L 9 0.9 0.2 --- .-
EOSINDPHIL (EO.) G/L 9 0.0 0.0 --- ---
BASOPHIL (BASO.) G/L 9 0.0 0.0 .- ..
LYMPHOCYTE (LYMPH.) G/L 9 4.1 1.3 .- ...
MONOCYTE (MONO.) G/L 9 0.0 0.0 .- .-
PLASMA CELL (PLAS.) G/L 9 0.0 0.0 .- .-
OTHER CELLS (OTHER) G/L 9 0.0 0.0 --- -
COAGUL AT ION . ottt et e aeaeaeaasaeaeasnasesnnenensssnsesassnensasuseessensnsensnenenesoensaeaneenens
THROMBOPLASTIN TIME (PT) sec 10 11.9 0.3 --- ---
PARTIAL THROMBOPLASTIN TIME (APTT) sec 10 18.4 1.8 . --

ey -



RESEARCH & CONSULTING COMPANY LTD. REF-HEM - 10
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - HEMATOLOGY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 13 TO 18 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV ~ 95% TOLERANCE LIMITS
ERYTHROCYTES (RBC) TIL 13 8.93 0.32 .- ...
HEMOGLOBIN (HB) mmol/L 13 10.3 0.4 .- .-
HEMATOCRIT (HCT) L/L 13 0.49 0.01 .-- .-
MEAN CELL VOLUME (MCV) L 13 54.6 1.5 .- .-
MEAN CELL HEMOGLOBIN (MCH) fmol 13 1.16 0.05 .- ..
MEAN CELL HEMOGLOBIN CONC. (MCHC) mmol/L 13 21.3 0.5 .- ...
THROMBOCYTES (PLATELETS) G/L 13 882 189 .- .-
RETICULOCYTE COUNT .ottt et e eeneeenaneoneoonnessnnessnneeaoneenenes ettt
RETICULOCYTE % 13 2.50 0.39 - ol
RETICULOCYTE TIL 13 0.2197 0.0337 - .-
RETICULOCYTE FLUORESCENCE (HFR) % 13 1.7 1.1 ... ...
RETICULOCYTE FLUORESCENCE (MFR) % 13 28.3 5.3 ... ...
RETICULOCYTE FLUORESCENCE (LFR) X 13 70.0 6.0 .- .-
NUCLEATED ERY./NORMOBLASTS (NEN) /100 WBC 13 0.1 0.3 a.- .
LEUKOCYTES, TOTAL (WBC) G/L 13 7.3 2.5 ce. ...
DIFF.WBC COUNT (REL.) t e unvsanesaeeeanseennsnnneosnseennseeenssenneseneseeneeeenaeeseneeaneeenn,s
BAND NEUTROPHIL (BAND) 1 13 0.00 0.00 ol L
SEG. NEUTROPHIL (SEG.) 1 13 0.10 0.04 - .
EOSINOPHIL (EC.) 1 13 0.01 0.01 .- .-
BASOPHIL (BASO.) 1 13 0.00 0.00 .- ..
LYMPHOCYTE (LYMPH.) 1 13 0.89 0.04 .e- ...
MONOCYTE (MOND.) 1 13 0.00 0.00 .e- .-
PLASMA CELL (PLAS.) 1 13 0.00 0.00 .-- .-
DTHER CELLS (DTHER) 1 13 0.00 0.00 e ...
DIFF.WBC COUNT (ABS.) .« vvvrteseneaennneenaneeneesnseannsesnnesanseenneeeaneeeeae et reannnnn
BAND NEUTROPHIL (BAND) G/L 13 0.0 0.0 --- .-
SEG. NEUTROPHIL (SEG.) G/L 13 0.7 0.2 .- ...
EOSINOPHIL (EO.) G/L 13 0.1 0.1 .-- .-
BASOPHIL (BASO.) G/L 13 0.0 0.0 .-- .-
LYMPHOCYTE (LYMPH.) 6/L 13 6.6 2.4 .- .-
MONOCYTE (MOND.) G/L 13 0.0 0.0 .-- .
PLASMA CELL (PLAS.) G/L 13 0.0 0.0 .-- .-
OTHER CELLS (DTHER) G/L 13 0.0 0.0 .-- ..
COAGULATION . « o vt ettt et e eee e e sa s eaneeean e sansesneennaseneeseeea e e e e e et e
THROMBOPLASTIN TIME (PT) sec 15 11.4 0.3 .-- .-
PARTIAL THROMBOPLASTIN TIME (APTT) sec 15 16.3 2.2 .-- .-




RESEARCH & CONSULTING COMPANY LTD. REF-HEM - 11
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - HEMATOLOGY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 19 TO 36 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER B} UNIT N MEAN STAND .DEV 95% TOLERANCE LIMITS
ERYTHROCYTES (RBC) T/L 99 8.92 0.4} 8.21 9.59
HEMOGLOBIN (HB) mmol/L 99 10.0 0.4 9.2 10.7
HEMATOCRIT (HCT) L/L 99 0.49 0.02 0.46 0.53
MEAN CELL VOLUME (MCV) fL 99 35.3 1.5 52.4 58.1
MEAN CELL HEMOGLOBIN (MCH) fmol 99 1.12 0.03 1.06 1.20
MEAN CELL HEMOGLOBIN CONC. (MCHC) mmol/L 99 20.3 0.6 19.1 21.3
THROMBOCYTES (PLATELETS) G/L 99 765 118 587 1027
RETICULOCYTE COUNT . ..ttt vnaeeennasensenoneasssosstannonssoensnssnnsneananoesnssnnas
RETICULOCYTE % 99 2.46 0.36 1.31 3.51
RETICULOCYTE TI/L 99 0.2114 0.0468 0.1350 0.3036
RETICULOCYTE FLUOGRESCENCE (HFR) % 99 2.9 1.8 0.5 6.7
RETICULOCYTE FLUORESCENCE (MFR) % 99 30.4 5.7 16.9 41.9
RETICULOCYTE FLUORESCENCE (LFR) % 99 66.7 6.9 54.0 82.7
NUCLEATED ERY./NORMOBLASTS (NEN) /100 WBC 99 0.8 1.3 0.0 4.0
LEUKOCYTES, TOTAL (WBC) G/L 99 5.6 1.3 3.9 9.0

DIFF.WBC COUNT (REL.)......cuuuiuriunennenneneeeenaosenseneenansononssoaansanosossoannnsenanssnnns

BAND NEUTROPHIL (BAND) 1 99 0.00 0.00 0.00 0.00
SEG. NEUTROPHIL (SEG.) 1 99 0.13 0.06 0.03 0.28
EOSINOPHIL (EO.) 1 99 0.02 0.01 0.00 0.05
BASOPHIL (BASO.) 1 99 0.00 0.00 0.00 0.01
LYMPHOCYTE (LYMPH.) 1 99 0.83 0.06 0.70 0.93
MONOCYTE (MONO.) 1 99 0.01 0.01 0.00 0.04
PLASMA CELL (PLAS.) 1 99 0.00 0.00 0.00 0.00
OTHER CELLS (OTHER) 1 99 0.00 0.00 0.00 0.00
BIFF.WBC COUNT (ABS.) .. .ttt ittt iiirnneenanausesensasonseneanoasasssssssansossasotoassasnnenns
BAND NEUTROPHIL (BAND) G/L 99 0.0 0.0 0.0 0.0
SEG. NEUTROPHIL (SEG.) G/L 99 0.8 0.3 0.3 1.5
EOSINOPHIL (EO.) G/L 99 0.1 0.1 0.0 0.3
BASOPHIL (BASO.) G/L 99 0.0 0.0 0.0 0.1
LYMPHOCYTE (LYMPH.) G/L 99 4.6 1.2 3.1 7.9
MONOCYTE (MONO.) G/L 99 0.0 0.1 0.0 0.2
PLASMA CELL (PLAS.) G/L 99 0.0 0.0 0.0 0.0
OTHER CELLS (OTHER) G/L 99 0.0 0.0 0.0 0.0
COAGULATION. . ..ttt ettt innnornnocetnonsesaessnsanannsnsassasssessessssnonensnsaanonsanossessnass
THROMBOPLASTIN TIME (PT) sec 94 11.2 0.6 10.0 12.3
PARTIAL THROMBOPLASTIN TIME (APTT) sec 94 18.9 2.8 13.7 23.8

150




RESEARCH & CONSULTING COMPANY LTD. REF-CHE - 2
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - CLINICAL BIOCHEMISTRY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 7 TO 9 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV 95% TOLERANCE LIMITS
GLUCOSE mmol/L 20 5.28 0.83 .. .--
UREA mmol/L 20 7.06 1.38 ... -e-
CREATININE umol/L 20 36.0 2.0 --- ...
BILIRUBIN, TOTAL umol/L 20 3.40 0.80 --- -

CHOLESTEROL, TOTAL mmol/L 20 1.72 0.10

TRIGLYCERIDES mmol/L 20 0.80 0.36

PHOSPHOLIPIDS mmol/L 20 1.57 0.20 -

ASPARTATE -AMINOTRANSFERASE (ASAT) ukat/L 20 1.37 0.16 .-

ALANINE -AMINOTRANSFERASE (ALAT) ukat/L 20 1.03 0.35 ... ---
LACTATE DEHYDROGENASE (LDH) ukat/L 20 5.65 2.79 .- ---
CREATINE KINASE (CK) ukat/L 20 6.42 3.50 .- se-
ALKALINE PHOSPHATASE (ALP) ukat/L 20 8.27 0.79

GAMMA - GLUTAMYLTRANSFERASE (G-GT) nkat/L 20 4.72 1.72

CALCIUM mmol/L 20 2.94 0.10 -

PHOSPHORUS mmol/L 20 3.15 0.28 -

SODIUM mmol/L 20 139.4 5.3 -

POTASSIUM mmol/L 20 3.55 0.25 -

CHLORIDE mmol/L 20 104.5 3.3 ---

ALBUMIN g/t 20 32.1 2.3 -

PROTEIN, TOTAL g/t 20 68.7 4.2 - -

GLOBULIN g/L 20 36.6 2.1 -

A/G RATIO - 20 0.88 0.04 -
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RESEARCH & CONSULTING COMPANY LTD. REF-CHE - 3
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - CLINICAL BIOCHEMISTRY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 13 TO 18 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV 95% TOLERANCE LIMITS
GLUCOSE mmol/L 15 6.66 1.09 --- -.-
UREA mmol/L 15 6.29 0.92 .- ...
CREATININE umol/L 15 39.0 4.0 ..~ ---
BILIRUBIN, TOTAL umol/L 13 5.30 1.90 ---
CHOLESTEROL, TOTAL mmol/L 15 2.26 0.40 .- ---
TRIGLYCERIDES mmol/L 15 0.53 0.17 .-- ---
ASPARTATE -AMINOTRANSFERASE (ASAT) wukat/L 15 1.32 0.27 --- .-
ALANINE - AMINOTRANSFERASE (ALAT) pkat/L 15 0.54 0.12 .-- ---
LACTATE DEHYDROGENASE (LDH) ukat/L 13 2.74 1.11 RS .-~
ALKALINE PHOSPHATASE (ALP) ukat/L 15 5.38 1.29 --- ---
CALCIUM mmol/L 15 2.65 .09 - -
PHOSPHORUS mmol/L 15 2.13 0.17 - -
SOOIUM mmol/L 15 139.1 0.7 -

POTASSIUM mmol/L 15 3.67 .18 .-

CHLORIDE mmol/L 15 100.2 1.5 .-

ALBUMIN g/t 15 32.7 0.9 ---

PROTEIN, TOTAL g/t 15 69.0 2.1 --

GLOBULIN g/t 15 36.2 1.6 -

A/G RATIO - 15 0.90 0.04 -
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RESEARCH & CONSULTING COMPANY LTO. REF-CHE - 4
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - CLINICAL BIOCHEMISTRY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 19 TO 36 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV 95% TOLERANCE LIMITS
GLUCOSE mmol/L 97 5.04 1.14 3.24 7.22
UREA mmol/L 97 53.30 1.06 3.88 7.13
CREATININE umol/L 98 40.0 4.0 ‘ 34.0 51.0
BILIRUBIN, TOTAL umol/L 98 3.80 0.70 2.80 5.50
CHOLESTEROL, TOTAL mmol/L 97 2.37 0.49 1.80 3.38
TRIGLYCERIDES mmol/L 97 0.50 0.18 0.22 0.91
PHOSPHOLIPIDS mmol/L 69 1.80 0.21 --- ---
AsPARTATE-AMINOTRANSFERASE (ASAT) wukat/L 98 1.26 0.23 0.89 1.75
ALANINE - AMINOTRANSFERASE (ALAT) ukat/L 98 0.70 0.16 0.453 0.99
LACTATE DEHYDROGENASE (LDH) nkat/L 98 3.01 1.94 1.10 6.89
CREATINE KINASE (CK) ukat/L 70 2.61 1.47
ALKALINE PHOSPHATASE (ALP) ukat/L 98 3.26 0.72 - 2.17 4.67
GAMMA -GLUTAMYLTRANSFERASE (G-GT) nkat/L 70 5.89 3.63 .- .-
CALCIUM mmol/L 98 2.65 0.33 2.33 2.88
PHOSPHORUS mmol/L 98 1.93 0.34 1.38 2.46
SODIUM mmol/L 98 140.2 6.2 126.1 159.3
POTASSIUM mmol/L 98 3.88 0.36 3.06 4.61
CHLORIDE mmol/L 98 103.5 5.7 92.0 114.1
ALBUMIN g/L 98 32.1 2.4 28.7 35.3
PROTEIN, TOTAL g/L 98 72.2 3.4 65.7 78.8
GLOBULIN g/L 98 40.0 2.2 36.2 a8.7
A/G RATIO - 98 0.80 0.07 0.67 0.90
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RESEARCH & CONSULTING COMPANY LTD.

CH-4452 ITINGEN, SWITZERLAND

HISTORICAL DATA -

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES)

DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER

MEAN

CLINICAL BIOCHEMISTRY

REF-CHE - 7
26-JAN-95

AGE: FROM 7 TO 9 WEEKS

STAND.DEV

95% TOLERANCE LIMITS

GLUCOSE
UREA

CREATININE

BILIRUBIN, TOTAL

CHOLESTEROL, TOTAL
TRIGLYCERIDES

PHOSPHOLIPIDS
ASPARTATE - AMINOTRANSFERASE (ASAT)
ALANINE - AMINOTRANSFERASE (ALAT)
LACTATE DEHYDROGENASE (LDH)
CREATINE KINASE (CK)

ALKALINE PHOSPHATASE (ALP)

GAMMA - GLUTAMYLTRANSFERASE (G-GT)
CALCIUM

PHOSPHORUS

SODIUM

POTASSIUM

CHLORIDE

ALBUMIN

PROTEIN, TOTAL

GLOBULIN

A/G RATIO

mmol/L
mmol/L
umol/L
umol/L
mmol/L
mmol/L
mmol/L
ukat/L
ukat/L
ukat/L
ukat/L
ukat/L
nkat/L
mmol/L
mmol/L
mmol/L
mmol/L
mmol/L
g/L

g/t

g/t
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RESEARCH & CONSULTING COMPANY LTOD. REF-CHE - 8
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - CLINICAL BIOCHEMISTRY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 10 TO 12 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV 95% TOLERANCE LIMITS
GLUCOSE maol/L 10 5.83 0.41 .- .-
UREA mmol/L 10 9.87 1.15 ---
CREATININE umol/L 10 39.0 3.0 -

BILIRUBIN, TOTAL umol/L 10 4.80 0.40 .-
CHOLESTEROL, TOTAL mmol/L 10 2.82 0.15

TRIGLYCERIDES mmol /L 10 0.56 0.10

PHOSPHOLIPIDS mmol/L 10 2.47 0.10

ASPARTATE -AMINOTRANSFERASE (ASAT) ukat/L 10 1.53 0.13 -
ALANINE - AMINOTRANSFERASE (ALAT) ukat/L 10 1.35 0.15 --

LACTATE DEHYDROGENASE (LDH) ukat/L 10 6.23 1.95

CREATINE KINASE (CK) ukat/L 10 4,34 1.22

ALKALINE PHOSPHATASE (ALP) ukat/L 10 7.82 0.49

GAMMA - GLUTAMYLTRANSFERASE (G-GT) nkat/L 10 9.94 1.89 -

CALCIUM mmol/L 10 2.93 0.09 --

PHOSPHORUS mmol/L 10 2.38 0.20 .-

SODIUM mmol/L 10 146.5 5.9 --

POTASSIUM mmol/L 10 3.54 0.29 --

CHLORIDE mmol/L 10 105.3 4.0 -

ALBUMIN g/L 10 35.4 0.8

PROTEIN, TOTAL g/L 10 73.1 1.8

GLOBULIN g/L 10 37.7 1.6 -

A/G RATIO - 10 0.94 0.05 -




RESEARCH & CONSULTING COMPANY LTD.
CH-4452 ITINGEN, SWITZERLAND

REF-CHE - 9

HISTORICAL DATA - CLINICAL BIOCHEMISTRY

26-JAN-95

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 13 TO 18 WEEKS

DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

95% TOLERANCE LIMITS

PARAMETER UNIT N MEAN STAND.DEV
GLUCOSE mmol/L 15 6.51 0.54
UREA mmol/L 15 6.15 0.54
CREATININE umol/L 15 39.0 2.0
BILIRUBIN, TOTAL umol/L 15 4.80 0.70
CHOLESTEROL, TOTAL mamol/L 15 2.91 0.36
TRIGLYCERIDES mmol/L 15 0.38 0.11
ASPARTATE -AMINOTRANSFERASE (ASAT) ukat/L 15 1.33 0.13
ALANINE -AMINOTRANSFERASE (ALAT) ukat/L 15 0.44 0.09
LACTATE DEHYDROGENASE (LDH) ukat/L 15 1.70 0.34
ALKALINE PHOSPHATASE (ALP) ukat/L 15 3.57 0.71
CALCIUM mmol/L 15 2.64 0.08
PHOSPHORUS mmol/L 15 1.90 0.13
SOOIUM mmol/L 15 137.6 0.6
POTASSIUM i mmol/L 15 3.48 0.14
CHLORIDE mmol/L 15 100.0 1.7
ALBUMIN g/L 15 35.0 1.6
PROTEIN, TOTAL g/tL 15 68.5 2.3
GLOBULIN g/L 15 33.5 1.1
A/G RATIO - 15 1.04 0.05
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RESEARCH & CONSULTING COMPANY LTD. REF-CHE - 10
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - CLINICAL BIOCHEMISTRY

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 19 TO 36 WEEKS
DATA COLLECTION PERIOD: 28-0CT-92 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV 93% TOLERANCE LIMITS
GLUCOSE amol/L 98 5.33 1.23 3.82 7.41
UREA wmol/L 98 6.27 1.22 4.68 7.65
CREATININE umol/L 99 49.0 25.0 36.0 61.0
BILIRUBIN, TOTAL umol/L 98 4.90 4.40 2.90 7.20
CHOLESTEROL, TOTAL mmol/L 98 3.03 0.53 2.31 4.41
TRIGLYCERIDES mmol/L 98 0.42 0.12 0.25 0.71
PHOSPHOLIPIDS mmol/L 69 2.47 0.47 --- -..
ASPARTATE -AMINOTRANSFERASE (ASAT) ukat/L 99 l.44 0.49 1.00 2.76
ALANINE -AMINOTRANSFERASE (ALAT) ukat/L 99 0.69 0.23 0.40 1.43
LACTATE DEHYDROGENASE (LDH) ukat/L 98 2.75 1.62 1.19 6.73
CREATINE KINASE (CK) ukat/L 68 2.37 1.25 “a- .--
ALKALINE PHOSPHATASE (ALP) ukat/L 98 2.48 1.30 1.00 4.01
GAMMA -GLUTAMYLTRANSFERASE (G-GT) nkat/tL 69 69.16 387.49 .-- .--
CALCIUM mmol/L 98 2.70 0.13 2.47 2.94
PHOSPHORUS mmol/L 98 1.73 0.41 1.17 2.47
SOOIUM mmol/L 99 139.2 5.0 129.2 154.7
POTASSIUM mmol/L 99 3.74 0.32 3.28 4.34
CHLORIDE mmol/L 99 105.3 5.0 93.4 113.6
ALBUMIN g/L 98 34.2 3.5 28.1 40.1
PROTEIN, TOTAL g/L 98 71.2 5.4 61.5 81.a
GLOBULIN g/L 98 37.0 3.1 30.5 43.6
A/G RATIO - 98 0.93 0.10 0.75 1.09

faecs
(@)
N




RESEARCH & CONSULTING COMPANY LTD. REF-URI - 2
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - URINALYSIS

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 7 TO 9 WEEKS
DATA COLLECTION PERIOD: 18-0CT-90 TO 25-AUG-94

PARAMETER UNIT N MEAN  STAND.DEV  95% TOLERANCE LIMITS
VOLUME/ 18h L 30 5.5 3.7
SPECIFIC GRAVITY 1 30 1.038 0.017
OSMOLALITY mmol/kg 30 1317 602
pH - 30 6.8 0.5




RESEARCH & CONSULTING COMPANY LTD.
CH-4452 ITINGEN, SWITZERLAND

HISTORICAL DATA - URINALYSIS

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES)
DATA COLLECTION PERIOD: 18-0CT-90 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV
VOLUME/18h n 15 8.7 2.2
SPECIFIC GRAVITY 1 15 1.034 0.005
pH - 15 6.9 0.3

REF-URI - 3
26-JAN-95

AGE: FROM 13 TO 18 WEEKS

95% TOLERANCE LIMITS
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RESEARCH & CONSULTING COMPANY LTD. | REF-URI - 4
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - URINALYSIS

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (MALES) AGE: FROM 19 TO 36 WEEKS
DATA COLLECTION PERIOD: 18-0CT-90 TO 25-AUG-94

PARAMETER UNIT N MEAN  STAND.DEV  95% TOLERANCE LIMITS
VOLUME /18h mL 108 6.1 3.3 1.0 13.0
SPECIFIC GRAVITY 1 107 1.082 0.013 1.024 1.072
OSMOLALITY mmol/kg 50 1679 505 .-
pH - 108 6.9 0.5 6.0 8.0




RESEARCH & CONSULTING COMPANY LTD.
CH-4452 ITINGEN, SWITZERLAND

HISTORICAL DATA - URINALYSIS

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES)  AGE:

DATA COLLECTION PERIOD: 18-0CT-90 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV
VOLUME/18h mL 20 5.2 3.0
SPECIFIC GRAVITY 1 20 1.030 0.011
OSMOLALITY mmol/ kg 20 1086 436
pH . 20 6.5 0.3

REF-URI - 7
26-JAN-95

FROM 7 TO 9 WEEKS

95% TOLERANCE LIMITS




RESEARCH & CONSULTING COMPANY LTD. REF-URI - 8 °
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - URINALYSIS

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 10 TO 12 WEEKS
DATA COLLECTION PERIOD: 18-0CT-90 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND.DEV 93% TOLERANCE LIMITS
VOLUME/18h ml 9 2.4 1.1
SPECIFIC GRAVITY 1 9 1.04a 0.015
OSMOLALITY mmol/ kg 9 1528 529
pH - 9 7.0 0.8




RESEARCH & CONSULTING COMPANY LTD. REF-URL - 9
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - URINALYSIS

GTRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 13 TO 18 WEEKS
DATA COLLECTION PERIOD: 18-0CT-90 TO 25-AUG-94

PARAMETER UNIT N MEAN  STAND.DEV  95% TOLERANCE LIMITS
VOLUME/18h mL 15 6.2 2.1
GPECIFIC GRAVITY 1 15 1.037 0.007
oH . 13 6.5 0.4




RESEARCH & CONSULTING COMPANY LTD. REF-URI - 10
CH-4452 ITINGEN, SWITZERLAND 26-JAN-95

HISTORICAL DATA - URINALYSIS

STRAIN: RAT / SPRAGUE DAWLEY RAT,SPF QUALITY (FEMALES) AGE: FROM 19 TO 36 WEEKS
DATA COLLECTION PERIOD: 18-0CT-90 TO 25-AUG-94

PARAMETER UNIT N MEAN STAND .DEV 95% TOLERANCE LIMITS
VOLUME/18h mbL 107 5.3 3.7 0.5 14.0
SPECIFIC GRAVITY 1 107 1.039 0.014 1.015 1.074
OSMOLALITY mmol/kg 47 1564 560
pH - 107 6.5 0.6 6.0 8.0
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ATTACHMENT 4

DETERMINATION OF THE CONCENTRATIONS, HOMOGENEITY AND
STABILITY OF Doverphos S-9228 IN CORN OIL.
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DETERMINATION OF CONCENTRATION, HOMOGENEITY,
AND STABILITY OF DOVERPHOS S-9228 IN CORN OIL

ANALYTICAL REPORT TO:
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RCC PROJECT 619716 2
DOVERPHOS S-9228

GOOD LABORATORY PRACTICE

STATEMENT OF COMPLIANCE

PROJECT NUMBER: 619716

TEST ARTICLE: DOVERPHOS S-9228

RESPONSIBLE FOR ANALYTICS: K. Biedermann

TITLE: Determination of Concentration, Homogeneity,

and Stability of DOVERPHOS S-9228 in Corn Oil

This study was conducted in compliance with Good Laboratory Practice Regulations.

Responsible for Analytics: K. Biedermann

...... L P edbreean—

Date: Cerolen 29 727
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RCC PROJECT 619716
DOVERPHOS S-9228

QUALITY ASSURANCE UNIT

R C C UMWELTCHEMIE AG, CH-4452 ITINGEN / SWITZERLAND

STATEMENT

PROJECT NUMBER:
TEST ARTICLE:
RESPONSIBLE FOR ANALYTICS:

TITLE:

Study procedures were periodically inspected and this anali

619716
DOVERPHOS S-9228
K. Biedermann

Determination of Concentration, Homogeneity,

and Stability of DOVERPHOS S-9228 in Corn OQil

Quality Assurance Unit. The dates are given below.

Dates of QAU Inspections / Audits

Dates of Reports to the Responsible
for Analytics and to the Management

July 09, 1996 Process based

October 28, 1996 Final analytical
report

July 10, 1996

October 28, 1996

Manager, Quality Assurance Unit:

Mrs. |. Withrich

Date: 06‘74»;‘4' 2?,' ATTEC

ytical report was audited by the

198




RCC PROJECT 619716 4
DOVERPHOS $-9228
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RCC PROJECT 619716
DOVERPHOS S-9228

GENERAL INFORMATION
GENERAL
Title: Determination of Concentration, Homogeneity,

RCC Project Number:

Sponsor:

Monitoring Scientist:

Testing Facility:

Test Article:

PROJECT STAFF

and Stability of DOVERPHOS S$-9228 in Corn Oil
619716

Dover Chemical Corporation

3676 Davis Road N.W./ P.O. Box 40

Dover, Ohio 44622, USA

M. Bryner

RCC, Registration & Consulting Co. Ltd.

4452 Itingen / Switzerland

RCC UMWELTCHEMIE AG
CH-4452 Iltingen / Switzerland

DOVERPHOS S-9228

Responsible for Analytics:

ARCHIVING

Mr. K. Biedermann

R C C, CH-4452 Itingen

Raw data, copy of protocol, analytical report and test
article reference sample for at least 10 years.
No data will be discarded without the sponsor’s consent.
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RCC PROJECT 619716
DOVERPHOS S-9228

ABSTRACT

This chemical analysis determined concentration, homogeneity, and stability of
DOVERPHOS S-9228 in corn oil.

Pretest:

The mean concentrations of the homogeneity samples were found to be 99.4%, 95.4%, and
96.5% of the nominal concentrations of dose group 2 (10 mg/ml), dose group 3 (40 mg/ml),

and dose group 4 (100 mg/ml), respectively. The individual concentrations varied in the
range from -3% to +3% of the mean concentrations.

Test:

The mean concentrations of the homogeneity samples were found to be 93.4%, 99.8%, and
96.3% of the nominal concentrations of dose group 2 (10 mg/ml), dose group 3
(40 mg/ml), and dose group 4 (100 mg/ml), respectively. The individual concentrations varied
in the range from -4% to +3% of the mean concentrations.

DOVERPHOS S-9228 was found to be stable in corn oil at room temperature for at least two
hours.
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RCC PROJECT 619716
DOVERPHOS S-9228

1  INTRODUCTION

This report describes the analytical method used and the results obtained for concentration,

homogeneity, and stability of DOVERPHOS S-9228 in corn oil. The analyses were performed
by a HPLC method.

Analysis of homogeneity was performed by analyzing samples of each dose group from three
different segments (top, middle, bottom) of the respective mixing container.
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16
oG PROJECT 6197 9
goVERPHOS S-9228

o MATERIALS AND METHODS

,4 TEST ARTICLE

(Data as provided by the sponsor)

|dentification: DOVERPHOS S-9228
Description: White solid

Batch number: 49RQ31495

Purity/Formulation: 98% approx.

Stability of test article: Stable under storage conditions;

Expiration date: 15-DEC-1997

Vehicle: Corn oil

Stability of test article

in vehicle: Stable in corn oil for at least 2 hours (determined by RCC
cf. Table 2)

Storage conditions: In the original container, at room temperature

(approx. 20 °C), away from direct sunlight

Safety precautions: Routine hygienic procedures were applied to assure
personnel health and safety

2.2 SAMPLE PREPARATION AND STORAGE

Test article/vehicle mixtures were prepared and about 2 g (weighed to the third decimal
place) of each mixture was weighed into a 100-ml volumetric flask by RCC Research &
Consuilting Ltd. These samples for analysis of concentration and homogeneity were delivered
to the analytical laboratory where they were stored deepfrozen until sample work-up and
analysis by HPLC. Storage stability samples were collected after storage of the test
article/vehicle mixtures at test conditions for about two hours. Then, the latter samples were
delivered to the analytical laboratory where they were stored deepfrozen until sample work-
up and analysis by HPLC.
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RCC PROJECT 619716

10
DOVERPHOS S-9228

23 ANALYTICAL PROCEDURE

2.3.1 Standard Solutions

Stock solutions of the test substance (cf. Section 2.1) in dichloromethane with a
concentration of 200 ug/ml were prepared as follows: 20-mg portions of test article were each
weighed into a 100-ml volumetric flask and dissolved in about 70 m! of dichloromethane by
means of an ultrasonic bath. Afterwards, the 100-ml volumetric flasks were filled to volume
with dichloromethane. Next, various standard solutions were prepared by respective dilution
of these stock solutions with dichloromethane to yield concentrations in the range from

50 pg/mi to 200 pg/ml. These standard solutions as well as the stock solutions were used to
calibrate the HPLC.

2.3.2 _Analysi

The delivered samples (cf. Section 2.2) were dissolved in about 70 m! of dichloromethane by
means of an ultrasonic bath. Afterwards, the 100-m| volumetric flasks were filled to volume
with dichioromethane. Depending on the dose group, the latter sample solutions were further
diluted with dichloromethane to yield concentrations within the calibration range. Finally,
10-pl aliquots were quantified by HPLC.

Operating Conditions:

Apparatus: Merck L-6200 pump
Merck L-4000 UV detector
Merck D-2500 integrator
Merck AS-2000 sampling unit

Column: LiChrospher RP 18; 5 pm; 125 mm x 4.0 mm (i.d.)
Eluent A: Bi-distilled water
Eluent B: Acetonitrile
Gradient:
Run time % A % B | Flow rate
(minutes) (ml/min)
0 5 95 1.0
5 5 95 1.0
10 o] 100 2.5
18 0] 100 2.5
19 5 95 1.0
30 5 95 1.0
Wave length: 235 nm
Injection volume: 10 pl
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2.3.4 Evaluation of Results

Injected samples were quantified by peak areas of the test article in counts with reference to
the calibration curve. The latter was obtained by correlation of the peak areas of the test
article with their corrresponding amounts of test article injected (ug/ml), using the following
equation 1.

Y=a+b X (1)
where
Y = pg/mi DOVERPHOS S-9228 in injected sample

y-axis intercept

a
b slope
X

peak areas of injected sample in counts

The concentrations of DOVERPHOS S-9228 in vehicle were calculated according to
equation 2.

Y-V-D-Q

C = (2)
W - 1000

where
C = Concentration of DOVERPHOS S-9228 in vehicle (mg/ml)
Y = pg/ml of injected sample calculated by equation 1
V = Final volume (100 ml)
D = Dilution factor
Q = Density of the test article/vehicle mixtures
W = Weight of sample (about 2 g, weighed to the third decimal place)

rminati ity of

10-ml portions of corn oil were weighed on a tared precision balance. The determined weights
were used to calculate the densitiy.

206




PROJECT 619716 | 12
DOVERPHOS 5-9228

3 RESULTS

This chemical analysis determined concentration, homogeneity, and stability of
DOVERPHOS $-9228 in corn oil.

Pretest:

The mean concentrations of the homogeneity samples were found to be 99.4%, 95.4%, and
96.5% of the nominal concentrations of dose group 2 (10 mg/ml), dose group 3 (40 mg/mi),
and dose group 4 (100 mg/mi), respectively. The individual concentrations varied in the
range from -3% to +3% of the mean concentrations.

Test:

The mean concentrations of the homogeneity samples were found to be 93.4%, 99.8%, and
96.3% of the nominal concentrations of dose group 2 (10 mg/ml), dose group 3
(40 mg/ml), and dose group 4 (100 mg/ml), respectively. The individual concentrations varied
in the range from -4% to +3% of the mean concentrations.

DOVERPHOS S-9228 was found to be stable in corn oil at room temperature for at least two
hours.

The results obtained for concentration, homogeneity and stability of DOVERPHOS S-9228 in
vehicle are presented in Table 2. An example of a calibration curve is shown in Table 1 and
typical chromatograms of standard solutions and samples are presented in Figures 1 and 2.

The tabulated values represent rounded-off results obtained by calculations based on the
exact raw data.
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Table 1: Example of Calibration Curve

Standard Concentration Peak Area
(pg/mil) (Counts)
(Y) (X)
before samples | after samples

200 509190 502928
160 436130 405105
100 251408 250146

50 126243 128643

Y= 1.140+ 3.873E-4. X (R2=0.995)

where: Y
X

pg/ml DOVERPHOS S-9228 in injected sample
Peak areas of injected sample (in counts)

200 +
180 +
160 +
140 ¢
120 +
100 ~
80

60 1

Concentration in pyg/ml

20 1

-

0 100000 200000 300000 400000 500000 600000

Peak areas (counts)

L‘ X (before samples) * X (after sampies)

Analytical function:
Y=a+b X

13
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Table 2: Concentration, Homogeneity, and Stability of Test Article in Vehicle

Dose | Nominal | T Time of Date of Concentration Found
Group | Conec. M | Storage at RT | Analysis
(mg/ml) | B (h) (1996)
(mg/ml) % of Mean % | £ Dev. in %
Nom. of Nom. | of Mean
PRETEST Date of Preparation: 12-JUN-1996
1-1 I 0 10-JUL | 0000 | - -
2-1 10 T 0 10-JUL 9.734 97.3 99.4 -2/+3
M 0 10-JUL 9.892 98.9
B 0 10-JUL 10.21 102.1
2 10-JUL 9.881 98.8 098.8
3-1 40 T 0 10-JUL 37.72 94.3 95.4 -1/+2
M 0 10-JUL 37.92 94.8
B 0 10-JUL 38.86 97.2
2 10-JUL 37.65 94.1 941
4-1 100 T 0 10-JUL 93.95 94.0 96.5 -3/+2
M 0 10-JUL 97.08 97.1
B 0 10-JUL 98.45 98.5
2 10-JUL 95.74 95.7 95.7
TEST Date of Preparation: 03-JUL-1996
12 - 0 10-JUL 0.000
2-2 10 T 0 10-JUL 9.204 92.0 93.4 -2/+3
M 0 10-JUL 9.196 92.0
B 0 10-JUL 9.617 96.2
2 10-JUL 9.567 95.7 95.7
3-2 40 T 0 10-JUL 40.32 100.8 99.8 -3/+2
M 0 10-JUL 40.79 102.0
B 0 10-JUL 38.62 96.6
2 10-JUL 40.35 100.9 100.9
4-2 100 T 0 10-JUL 97.70 97.7 96.3 -4/+2
M 0 10-JUL 98.59 98.6
B 0 10-JUL 92.46 92.5
2 10-JUL 96.07 96.1 96.1

T/M/B: Top/Middle/Bottom (segment of mixing container)
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371896 17

NOFFS 19

5

Typical Chromatograms of Standard Solutions

(A) Standard solution 200 pg/ml, before samples
(B) Standard solution 50 pg/mi, before sampies
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Figure2:  Typical Chromatograms of Test Samples

(A) Dose group 1-1, control sample, diluted 2x
(B) Dose group 2-1 (top), nominal concentration: 10 mg/ml, diluted 2x
(C) Dose group 4-1 (bottom), nominal concentration: 100 mg/ml, diluted 20x
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SUMMARY

Sixty Sprague Dawley rats were assigned to four dose groups; two
containing ten rats of each sex (groups 1 and 4) and two of five males
and five females each (groups 2 and 3). The test article Doverphos
5-9228, was administered daily by gavage at doses of 50, 200 and 500
mg/kg (groups 2, 3 and 4 respectively), for 28 days. Group 1 served as
control and received the vehicle, corn 0il, alone. At the end of the main
study period, five males and five females from all groups, were killed
and complete necropsies performed. The remaining five rats per sex from
groups 1 and 4 underwent necropsy after an additional 14 day
treatment-free recovery period. Histological examination was performed
on: adrenal glands, heart, kidneys, liver, lungs, spleen, stomach and
testes from all rats of groups 1 and 4, as well as all gross lesions from
all rats.

There were no unscheduled deaths. Chiefly minor degrees of hepato-
cellular vacuolation representing slight hepatic 1ipidosis, were noted in
the 1ivers of both control and treated rats at both sacrifices. This was
considered to be due to the vehicle, corn o0il. The remainder of
morphologic findings were spontaneous in nature and within the normal
range of background alterations which may be recorded in Sprague Dawley
rats at these ages. Toxic manifestations resulting from treatment with
Doverphos S$-9228 were not in evidence.
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METHODS

Dose Dose mg/kg Number of Animal numbers
Group Doverphos males females Main Study Recovery

$-9228 males females males females
1 0! 10 10 1- 5 31-35 6-10 36 - 40
2 50 5 5 11 - 15 41 - 45
3 200 5 5 16 - 20 46 - 50
4 500 10 10 26 - 30 51 -55 21 -25 56 - 60

1control animals received the vehicle, corn oil, alone.

Necropsy and Histopathology

At the end of the assigned study periods the rats were anesthetized by
intraperitoneal injection of sodium pentobarbital (Narcoren, Rhone
Merieux) and killed by exsanguination. Complete necropsies were performed
on all rats. Representative tissue specimens were taken from the organs
and tissues listed below and fixed in phosphate-buffered neutral 4%
formaldehyde solution (10% formalin).

Adrenal glands, aorta, bone - sternum and femur; bone marrow - femoral
and sternal: brain, epididymides, esophagus, eyes with optic nerve and
Harderian gland, heart, joint - femorotibial, kidneys, large intestine -
cecum, colon and rectum; lacrimal glands - exorbital, larynx. liver,
lungs, lymph nodes - mesenteric and mandibular; mammary gland area. nasal
cavity, ovaries, pancreas, pituitary gland, prostate gland. salivary
glands - mandibular and sublingual; sciatic nerve, seminal vesicties.
skeletal muscle, skin, small intestine - duodenum, jejunum and ileum:
spinal cord - cervical, midthoracic and lumbar segments; spleen. stomach.
testes, thymus, thyroid glands with parathyroid glands, tongue. trachea.
urinary bladder, uterus, vagina and all gross lesions.

Following fixation, the organs listed below from the animals of groups 1
and 4 as well as gross lesions from groups 2 and 3 were trimmed. pro-
cessed, embedded in paraffin wax, sectioned at a nominal thickness of 4
microns and stained with hematoxylin and eosin. One section from each
organ or tissue was prepared, except where given below in parentheses.
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METHODS

adrenal glands (2), heart, kidneys (2), liver (2), lungs (2), spleen,
stomach (2), testes (2) and all gross lesions.

The sections were examined by 1ight microscopy during August 1996.

pata Compilation

animal data and necropsy findings were transferred on-line from the
RCC-TOX® system intc the PATHDATA® computer system, where the microscopic
findings were recorded using on-line jnput. Histologic alterations were
described according to their distribution, severity and morphologic
character. Principal findings were assigned severity grades on a scale of
1 (minimal) to 5 (massive). In paired organs, where a difference in
severity grades for a particular finding existed, the upper grade was
recorded with a comment in the narrative listing the severity grade in
the contralateral organ.

A1l microscopic findings are listed in the "Table of Individual Micro-
scopic Findings", along with an explanation of the codes and symbols
used. Computer generated incidence tables derived from these data are
also presented as well as the complete narrative of both macroscopic and
microscopic findings in the "Text of Gross and Microscopic Findings".
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RESULTS

Mortality

A1l rats survived their assigned study periods.

Macroscopic Findings

Most of the macroscopic findings recorded were unremarkable and within
the range of spontaneous alterations which may be seen in rats of this
age and strain. They included dilated renal pelves, reddish discoloration
in various organs and dilated uterine horns. Accentuated lobular pattern
of the 1liver was noted at both necropsies in three control rats and a
total of fourteen treated rats.

Microscopic Findings

The microscopic correlate to the accentuated lobular pattern in the liver
at necropsy was a multifocal or diffuse hepatocellular vacuolation. This
was recorded mostly at minimal to moderate degrees of severity in both
sexes and in all dose groups including controls. Whilst the incidence and
severity was somewhat higher in males of group 4 compared to group 1, the
reverse was seen in females. The finding was still present in both groups
1 and 4 following the recovery period. This alteration was considered to
represent slight hepatic 1ipidosis and was due to the corn oil vehicle.

The remainder of recorded microscopic findings varied little in incidence
or severity between control and treated groups, nor between rats
sacrificed at the end of the treatment period 'or following the recovery
phase. They were all of a spontaneous nature and within the norma) range
of background morphologic alterations which may be recorded in Sprague
Dawley rats of this strain at these ages.

There were no microscopic findings which could be attributed to treatment
with the test article.
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The daily administration of Doverphos S-9228 by gavage at up to a dose of
500 mg/kg body weight to Sprague Dawley rats for 28 days, did not result
in any test article related morphologic alterations in any of the organs

or tissues examined.
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SUMMARY TABLES RCC NO.: 619716
TEST ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

STATUS AT NECROPSY: KO
Incidence Table - A1l Microscopic Findings

DOSE GROUP: 1 2 3 4

SEX: M F M F M F M F
ORGAN/FINDING NO.ANIMALS: 5 5 5 5 5 5 5 5
HEART NO.EXAM. : 5 5 5 5
- Lymphoid infiltrate 1
- Myofiber necrosis 1 3 1
LUNGS NO.EXAM. : 5 5 5 5
- Vascular mineraliz. 3 2 2 2
- Lymphoid infiltrate 1 1
- Alveolar macrophages 1
- Osseous metaplasia 1
- Alveolar inflamm. i 2 1 2
- Lymphoid hyperplasia 2 2
STOMACH NO.EXAM. : 5 5 5 5
- Glandular ectasia 1 1
LIVER NO.EXAM, : 5 5 3 3 2 5 5
- Inflammatory cells 4 2 2 1 3 2
- Single cell necrosis 1 2 2
- Vacuolation, hepat. 3 5 3 2 2 5 3
KIDNEYS NO.EXAM. : 5 5 2 5 5
- Pelvic dilation 1 1 2
- Tubular casts 1 2
- Hyaline droplets 5 5
- Pelvic mineraliz. 1 1
- Tubular mineraliz. 4 2 3
- Interstitial inflam. 3 2 2 1 1
- Tubular basophilia 3 2 2 5 1
- Urothelial hyperpl. 1 1
TESTES NO.EXAM. : 5 5
- Cellular debris 1
ADRENAL CORTEX NO.EXAM. : 5 5 5 5
- Hypertrophy, z. gl. 1
- Vacuolization, fasc. 1 1 2

-------
.................................................................
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TEST ARTICLE : Doverphos 5-9228 PATHOL. NO.: 30111 WIL
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NUMBER OF ANIMALS WITH MICROSCOPIC FINDINGS BY ORGAN/GROUP/SEX
STATUS AT NECROPSY: KO
Incidence Table - A1l Microscopic Findings

DOSE GROUP: 1 2 3 4

SEX: M F M F M F M F
ORGAN/FINDING NO.ANIMALS: 5 5 5 5 5 5 5 5
ADRENAL MEDULLA NO.EXAM. : 5 5 5 5
ééLééN .................. ﬁﬁ:ékAﬁ:g ..... é...é ......................... AR
- Hemosiderosis 2 3
- Hemopoiesis 5 5 5 5
ééﬁi&AL-VééiéLéé ........ ﬁﬁ:ékAﬁ:; ............... G g o
- Congestion 2 3 1
Ufééﬁé .................. ﬁﬁ:ékAM:E ......... g G SR
- Dilated cornua 3 2 2
iH?MUé .................. Nb:éiAﬁ:; ............... i ......... G Ul
- Congestion 1 2 1 1
- Atrophy 1 1
L?ﬁéﬁ'ﬁdbéé ............. ﬁb:ékAﬁ:; ......... g
- Reactive hyperplasia 1
ﬁANbiéﬁL:'L9ﬁ§H'ﬁ66é""&b:ékAﬁ:; ..... A RARARAEE e s
- Lymphoid hyperplasia 2 1 1 1
- Plasmacytosis 2 2 1 1 1 1
- Congest./erythroph. 1

.........................................................................

222




PATHOLOGY REPORT PAGE : 9

SUMMARY TABLES RCC NO.: 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

NUMBER OF ANIMALS WITH MICROSCOPIC FINDINGS BY ORGAN/GROUP/SEX
STATUS AT NECROPSY: Rl
Incidence Tab1e - Al Microscop1c Findings
DOSE GRUUP 1 2 3 4
SEX:
ORGAN/FINDING NO.ANIMALS:
HEART NO.EXAM. :
- Myofiber necrosis
Lﬁﬁﬁé ................... e Gyt
- Vascular mineraliz. 2
- Lymphoid infiltrate
- Alveolar macrophages 1
3
2

v\ wm
(el ) U

- Dsseous metaplasia
- Alveolar inflamm.
- Lymphoid hyperplasia
STOMACH NG.EXAM. : 5
- Glandular ectasia i
- Glandular inflamm. 1
- Forestomach inflamm. 1
LIVER NO.EXAM, : 5
- Inflammatory cells 3
- Single cell necrosis 2
- Vacuolation, hepat. 1
- Infarction, lobar
KIDNEYS NO.EXAM. : 5 5 5

- Pelvic dilation 1
- Cystic tubule(s)
- Tubular dilation 1
- Tubular casts 1
- Hyaline droplets 5 5
- Pelvic mineraliz. 1 1
- Tubular mineraliz. 4
- Interstitial inflam. 1 1
- 2

[ = )N ]

Tubular basophilia 3
Urothelial hyperpl.

.......................................................................

.....
....................................................................
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SUMMARY TABLES RCC NO.: 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

STATUS AT NECROPSY: R1
Incidence Table - A1l Microscopic Findings

DOSE GROUP: 1 2 3 4

SEX: M F M F M F M F
ORGAN/FINDING NO.ANIMALS: 5 5 5 5
ADRENAL CORTEX NO.EXAM. : 5 5 5 5
- Extracapsular tissue 1
- Vacuolization, fasc. 2 4 2
Abéé&AL'MébﬁLLA ......... ﬁﬁ.ékAﬁ ....... é...é ......................... AR
ééLééN .................. ﬁﬁ:éiAﬁ:; ..... é...é ......................... é"'é
- Hemosiderosis 4 3
- Hemopoiesis 5 5 5 4
ééAiN ................... Nb:ékAﬁ ....... i ..................................
Uiééﬁé .................. ﬁé:éiAﬁ:E ....................................... ;
- Dilated cornua 1
fﬁ?ﬁﬁé .................. ﬁb:ékAﬁ:; ..... i ..................................
- Congestion 1
hA&biéULﬁ'L?ﬁéh'&bbé""&6IéiAhI§ ..... A...é ......................... A
- Lymphoid hyperplasia 3 1 3
- Plasmacytosis 2 1 2
- Congest./erythroph. 2
- Histiocytosis 1
Ekbé‘ai+AL.‘.—Aéé:éLbé:...'&'O:é*A'M:; ----------------------------------- :.z...-
- Harderian alteration ' z
EYéé .................... Nﬁ:ékAﬁ ..................................... o
- Hypoplasia 1

.........................................................................

END OF REPORT SECTION
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TEST ARTICLE : Doverphos S-9228 - PATHOL. NO.: 30111 WIL
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EXPLANATION OF CODES AND SYMBOLS

—————

CODES AND

M

F

KO
R1...R9

CODES AND

G

+

(\

CODES AND

GRADE 1
GRADE 2
GRADE 3
GRADE 4
P

(

x

SYMBOLS USED AT ANIMAL LEVEL

MALE ANIMAL

FEMALE ANIMAL

TERMINAL SACRIFICE GROUP

RECOVERY / POST-TREATMENT GROUPS 1...9

SYMBOLS USED AT ORGAN LEVEL:

GROSS OBSERVATION CHECKED OFF HISTOLOGICALLY
HISTOLOGIC EXAMINATION NOT REQUIRED

ORGAN EXAMINED, FINDINGS PRESENT

ORGAN EXAMINED, NO PATHOLOGIC FINDINGS NOTED
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

SYMBOLS USED AT FINDING LEVEL:

MINIMAL / VERY FEW / VERY SMALL

SLIGHT / FEW / SMALL

MODERATE / MODERATE NUMBER / MODERATE SIZE
MARKED / MANY / LARGE

FINDING PRESENT, SEVERITY NOT SCORED
FINDING UNILATERAL IN PAIRED ORGANS
COMMENT IN TEXT OF INDIVIDUAL ANIMAL DATA
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INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;EST ARTICLE : Doverphos S-9228 - PATHOL NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR . Dover Chemical Corp PATHDATA SYSTEM Vv3.5d

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
DOSE GROUP  : 1, O mg/kg

ANIMAL NUMBER :
1 2 3 4 5 6 7 8 9 10
MKO MKO MKO MKO MKO MRl MR1 MR1 MR1 MRl

GENERAL OBSERVATIONS ’ ’ ’ ’ ’ ’ ’ ’ ’ ’
HéAéf .................... ;""L'"'L""L""L"";"";"";'"';"";"
- Myofiber necrosis 1. . 1 1 1 1. 1
Lﬂﬁﬁé .................... ;....;....;....;....;....;....;....;....;....;..
- vascular mineraliz. 1. 1. . 1. . 1. 1.

- Lymphoid infiltrate . . . . 2.

- Alveolar macrophages . . . . . . . . . 1.
- Alveolar inflamm. 1. . . .2, . . 1. 1. 1.
- Lymphoid hyperplasia 1. 1. . . . . . . 1. 1

.........................................................................

STOMACH - - - - - - + + - -
- Glandular ectasia . . . . . . 1. .

- Glandular inflamm. . . . . . . . 1.

LIVER + - +6 o+ +6  + + + + +
- Inflammatory cells 1. . 1. 1. 1. 1. 1. . 1. .
- Single cell necrosis . . . . . . . 1. . 1.
- Vacuolation, hepat. 1. . 1. . 1. 1.

KIDNEYS + + + + +G + + + + +
- Pelvic dilation . . . . ( P. . . . .

- Tubular dilation . . . . . . . . 2.

- Tubular casts . . . (1. . . . . .
- Hyaline droplets 2. 1. 2. 2. 1. 2. 2. 2. 1. 1.
- Pelvic mineraliz. . . . . (1. . . . .

- Interstitial inflam. ( 1. 1. (L. . . . (L. .
- Tubular basophilia . 2* (1. 1. . . (1. 2= . (1.
- Urothelial hyperpl. . . . . (1. .

TESTES - - - - - - - . - -
- Cellular debris . . . . . . . 1.

ADRENAL CORTEX - - - - + - + - - +
- Extracapsular tissue . . . . . . . . . (P
- Vacuolization, fasc. . . . . 1. A 3
ADRENAL MEDULLA - - - - - - - - - -

.....
....................................................................




PATHOLOGY REPORT PAGE

INDIVIDUAL ANIMAL DATA RCC

ND. :

TEST ARTICLE : Doverphos S-9228

TEST SYSTEM : RAT, 28-Day, Gavage DATE

SPONSOR : Dover Chemical Corp.

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
DOSE GROUP : 1, 0 mg/kg

13

619716

: 18-0CT-96

ANIMAL NUMBER :

PATHDATA SYSTEM V3.5d

- ——— " " —————

1 2 3 4 5 6 7 8 9 10
MKO MKO MKO MKO MKO MR1 MR1 MR1 MR1 MR1
SPLEEN + + + + + + + + + +
- Hemopoiesis 2. 1. 1. 1. 1. 2. 1. 1. 2. 1.
ééAiN .................... e
ééhi&AL.vééiéLéé.........;....;....;....;....;....;....;....;....;....:..
iﬁ?ﬁﬁé ................... ey
- Congestion P.
L?Méﬁ.ﬁﬁbéé.'..""..'-'.;.'.';'...;..";..'.;-.";'..';..'.; ............
MANDIBUL. LYMPH NODE 7 (46 7 (4B (4B (46 (46 7 ( +G ( 6
- Lymphoid hyperplasia . (3. (2. . (2. (3.
- Plasmacytosis ( 3. (2. (4. (2. .
ékbééiiAL.LAéhzétéé:.....;....;....;....;....;....;....;....;....;....;..
T R RREEEERERERE

.........................................................................
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 14
RCC NO.: 619716

TEST ARTICLE
TEST SYSTEM

: Doverphos S-9228

- ————— o - - — -

———— T — - T T T V> W -

PATHOL. NO.: 30111 WIL

: RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
DOSE GROUP : 1, 0 mg/kg

34

3 36 37 38 39 40

.........................................................................

.........................................................................

.........................................................................

.........................................................................

.........................................................................

.........................................................................

........................................................................

.......................................................................

31 32
GENERAL OBSERVATIONS ’ ’ ’
HEART - - -
- Lymphoid infiltrate .
- Myofiber necrosis
LUNGS + -
- vascular mineraliz. .
- Lymphoid infiltrate 1.
Alveolar macrophages
- Alveolar inflamm. .
- Lymphoid hyperplasia 1.
STOMACH - + -
- Glandular ectasia 1.
- Forestomach inflamm. .
LIVER + +G +
- Inflammatory cells 1. .
- Single cell necrosis . .
- Vacuolation, hepat. 2. 2.
- Infarction, lobar .
KIDNEYS + + -
- Pelvic dilation .
- Pelvic mineraliz. . .
- Tubular mineraliz. 3 3
- Interstitial inflam. ( 1. .
- Tubular basophilia 1.
- Urothelial hyperpl. .
ADRENAL CORTEX - - -
- Vacuglization, fasc.
ADRENAL MEDULLA - - -
SPLEEN + +
- Hemosiderosis . 1.
- Hemopoiesis 1. 2.

- + - - - _
1.
- + + + + -
1. 1. .
1. . 1.
1. 1. 1. 1
- - + - - -
2.
+ + +G + + +
1. 1. 1. 1. 1 1.
. . 1. . .
1. 1l . 1. 2. 2
. 3. .
+G + +G + + +
P (P .
(1.
1. 1l 1. A D T B |
1. (1
. (1. (1
1. .
+ - - _ - -
1.
+ + + + + +
. 1 1. . 1 1
1. 1 2. 1. 1 2

....................................................................




PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 15
RCC NO.: 619716

TEST ARTICLE : Doverphos S$-9228
TEST SYSTEM

: RAT, 28B-Day, Gavage
SPONSOR : Dover Chemical Corp.

PATHOL. NO.: 30111 WIL
DATE : 18-0C7-96
PATHDATA SYSTEM V3.5d

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS

DOSE GROUP : 1, 0 mg/kg

33 34 35 36 37 38 39 40

FKO FKO FKO FKO FKO FRL FR1 FR1 FR1 FRI

31 32
BRAIN ’ ’
Uféﬁﬁé ................... ;é...;....
- Dilated cornua P.
iﬁ?ﬁﬂé..'..'."..-...."';.'..;..'.
L?Mﬁﬁ.ﬁﬁbéé .............. RERRUEREE
- Reactive hyperplasia
MANDIBUL. LYMPH NODE ~ ( +6  ° (
2 Lymphoid hyperplasia ( 3.
- Plasmacytosis (1. (
EXORBITAL LACR.GLDS.
é+éé.....................;....;....

...................................

......................................

......................................

T : T FERERFEE

2.

R RN TRP ST o
( 2.

2 . ( 2

......................................
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PATHOLOGY REPORT PAGE
INDIVIDUAL ANIMAL DATA RCC
TesT ARTICLE : Doverphos S-9228 PATHOL.
TEST SYSTEM  : RAT, 28-Day, Gavage DATE

SPONSOR

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS

: Dover Chemical Corp.

DOSE GROUP : 2, 50 mg/kg
;NIMAL NUMBER
11 12 13 14 15 41 42

MKO MKO MKO MKO MKO FKO FKO
GENERAL OBSERVATIONS ’ ’ ! ’ ’ ’ ’
}:{éA!R%... b4 b 1 r ? ’ ?
Lu&éé..‘ 1] 14 14 ’ r ? b
éfﬁﬁAéﬁ.. ; ’ , ’ , ; ;
LiVéé .................... ;é...;é...;é...;....;....;é...;é.
- Inflammatory cells 1. 1. . 1. .
- Vacuolation, hepat. 1. 1. 1. 1. 1.
kibﬁé?é .............. x EEEREERRREEEEE SERRY
fééféé ................... TR
Abéé&AL.ébéiék...........;....;....;....;....;....;....;..
AﬁﬁéﬁAL'ﬁébﬁLLA .......... R P RRRE
AT FCR R EEREERELEEAL
P TAL LR R R EEEEERERRERL
SéﬁiNAL.VééiéLéé ......... ;....;....;....;é.i.;é ...........
- Congestion P. (P.
L‘Ji-'E;RL'Jéctc-c--.......-..-u.-o.-o----.-------.-o.-'.-’n---;é-
- Dilated cornua P.
:”:19'-405---o...............;....;é.--.’.-..;....;....;....;..
- Congestion P.
- Atrophy 1.
L%Méh.&bbéé..-..'-.......;".';-'.';....;....;.".;-..';..
MANDIBUL:'L?ﬁﬁﬁ.Nbbé ..... ;....;..i.;é...;....;....;....;..
- Lymphoid hyperplasia ( 2.
- Plasmacytosis (1.

...................................................

: 16
NO.: 619716

: 18-0CT-96

PATHDATA SYSTEM V3.5d

- - - - - - ——— ————— o —— - - ———

43 44 45
FKO FKD FKO

AR R

............ o
P.

...............




PATHOLOGY REPORT PAGE : 17
INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;EgT ARTICLE : Doverphos S$-9228 - PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

- — - - ——— - ———— - — - -

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
DOSE GROUP : 2, 50 mg/kg

11 12 13 14 15 41 42 43 44 45

MKO MKO MKO MKO MKO FKO FKO FKO FKO FKO

-------------------------

.........................

................................................

------------------------------------------------
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

TEST ARTICLE
TEST SYSTEM

: Doverphos S- 9228
: RAT, 28-Day, Gavage

PAGE : 18
RCC NO.: 619716
PATHOL NO.: 30111 WIL
DATE : 18-0CT-96

SPONSOR : Dover Chemica1 Corp. PATHDATA SYSTEM V3.5d
TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
DOSE GROUP : 3, 200 mg/kg
ANIMAL NUMBER :
16 17 18 19 20 46 47 48 49 50

MKO MKO MKO MKO MKO FKO FKO FKO FKO FKO
GENERAL OBSERVATIUNS ’ ' ’ ’ ’ ’ ’ ’ ’ ’
HéAﬁf .................... R SRR E
LUﬁéé .................... R EE TR R R E R R,
éféMAﬁH .................. R R TR PR
Livéé....................;....;....;....;....;....;....;é...;é...;....;..
- Vacuolation, hepat. 2. 2.
kibﬁé?é.'......"'.'.'...;...’;...-;...';-..';.'i';é'.-;"";".';.'..;é'
- Pelvic dilation ( P. P.
- Tubular mineraliz. ( 1. 3.
- Interstitial inflam. ( 1. 3.
- Tubular basophilia (1. 1.
fiarpe T R R E LR R R R LR
orbaL errex T LR R TR R R R TR R PR
Abéé&AL.ﬁébuttA..........;....;....;....;....;....;....;....;....;....;..
SLERN T AR RE L R
éhAi&....................;....;....;....;....;....; ......................
SEMiNAL VESteige T i.;é.i.;é...;..i.;é...; ...........................
- Congestion (P. (P ( P.
U%é!RLiJé'u--o----.-.--..-o..--ct.'.o-----o‘c-.-----n;o-.-;é--.;é ...........
- Dilated cornua P. P.
TH+[‘4L~Jé ------------------- ;...a;--.a;éoo';énnu;--'-;--.-;..-.;..-c; .......
~ Congestion P. P.
L+hég‘~bbéé -------------- ;..n-;u---;----;-.c-;----;-v..;--.o;---';-.--;--

.....
....................................................................




PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

o o e o o o e e
-

TEST ARTICLE : Doverphos $-9228
TEST SYSTEM : RAT, 28-Day, Gavage
SPONSOR : Dover Chemical Corp

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
0OSE GROUP  : 3, 200 mg/Kg

PAGE : 19
RCC NG.: 619716
PATHOL. NO.: 30111 WIL
DATE : 18-0CT-96

PATHDATA SYSTEM V3.5d

ANIMAL NUMBER :
16 17 18 19

20

46 47 48 49 50

MKO MKO MKO MKO MKO FKO FKO FKO FKO FKO

MANDIBUL. LYMPH NODE ’ ’ ’ )
- Lymphoid hyperplasia
- Plasmacytosis

.........................................................................

.........................................................................

.........................................................................
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PATHOLOGY REPORT PAGE : 20

INDIVIDUAL ANIMAL DATA RCC NO. : 619716
TEsT ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE _ : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg

21 22 23 24 25 26 27 28 29 30
MR1 MR1 MR1 MR1 MRl MKO MKO MKO MKO MKO

- o — - - ————— — ——— T - - -

GENERAL OBSERVATIONS ! ! ’ ’ ! ’ ’ ’ ’ ’
HéAéf .................... ;°"';""L""L"";"";"";"°';'"';"";"
- Myofiber necrosis 1 1 1. 1 1

Lﬁﬁéé .................... ;....;....;....;....;....;....;....;....;....;..
- vascular mineraliz. . 1. 1. 1. . . . 1. 1.

- Lymphoid infiltrate R . . . . . . .

- Dsseous metaplasia . . . . . . . . 1.

- Alveolar inflamm. 1. 2 1 1. 2 2

- Lymphoid hyperplasia 2. .

éfbﬁAﬁH .................. ;"";"";""L""L""l""L"";""L"";"
- Glandular ectasia . . 1. 1.

LiVéﬁ .................... ;....;....;....;....;....;é...;é...;é...;é...;é.
- Inflammatory cells 2. . 1. 2. 1. 1. 1. 1. .

- Single cell necrosis 1 1 1 . 1. 1.

- Vacuolation, hepat. 1 1 2. 1 1 3. 3. 1
kibﬁé?é .................. ;....;....;....;....;....;....;....;....;....;..
- Tubular casts . (1. . . . . (1. . . (1.
- Hyaline droplets 1. 1. 1. 1. 1. 2 1 1. 1 2

- Pelvic mineraliz. . . . (1. . . (1.

- Interstitial inflam. ( 1. 1. ( 1. . . (2. .

- Tubular basophilia . (1.0 (1. R R G U G S G SR

- Urothelial hyperpl. . . . 1. .

fegrpe T ;....;....;....;....;....;....;....;....;....;..
- Cellular debris . . . (1. . . . (1.
Ab.RéNAL.éhéiék ----------- ;----;-n--;----;..-n;-c..;o.-.;-.-.;.-.-;....;-.
~ Vacuolization, fasc. 2. 1. 1. 2. . . . . 1. 3.
AD'RéNALo-MébL.jLLA .......... L'.'.L.".;....;....;....;‘-..;...';-..';‘..';.‘
SéLéé& ................... ;....;----;---o;.---;-...;....;....;...-;....;..
- Hemopoiesis 1. 2. 1. 3. 1. 1. 1. 1. 1. 1.

........................................................................




PATHOLOGY REPORT PAGE : 21

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TzsT ARTICLE : Doverphos S-9228 "PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemica] Corp. PATHDATA SYSTEM V3.5d

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS
DOSE GROUP  : 4, 500 mg/kg

210 22 23 24 25 26 27 28 29 30
MR1 MR1 MR1 MR1L MR1 MKO MKO MKO MKO MKO

BRAIN 14 ’ b y 14 b s b b
ééhi&AL.vééiéLéé.........;....;....;....;....;..i.;é...;....;....;....;..
- Congestion ( P.

s g
- Congestion P.

- Atrophy 1.
L?ﬁﬁﬁ'ﬁﬁbéé .............. R R LR
MANbiéUL:'LQHﬁﬁ.&ﬁbé ..... ;é.i.;é.i.;é.i.;é...;....;..i.;....;....; .......
- Lymphoid hyperplasia ( 2. . (3. (3. .

- Plasmacytosis (2. (2. . . (2.

- Congest./erythroph. 1. . (1. .

- Histiocytosis (1. .

éiﬁﬁéifAL.LAéé:éLbé: ..... ;....;....;é...;é...;....;....;....;....;....;..
- Harderian alteration 3* 2.
é?éé."""""""""";"";o'i';é"°;'"';"°';"";"";""; .......
- Hypoplasia ( 4.

.........................................................................
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PATHOLOGY REPORT PAGE : 22

INDIVIDUAL ANIMAL DATA RCC  NO.: 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR | ! Dover Chemical Corp. PATHDATA SYSTEM V3.5d

51 52 53 54 55 56 57 58 59 60
FKO FKO FKO FKO FKO FR1 FR1 FR1 FR1 FR1

GENERAL OBSERVATIONS ’ ’ ’ ’ ’ ’ ’ ’ ’ ’
HéAéf ......... - _°'"-"";""L""L"'°;'"';""L"";"
- Myofiber necrosis . . 1 1.

Lﬁﬁéé .................... ;....;....;....;....;....;....;....;é...;....;..
- vascular mineraliz. . . 1. . 1. . . .

- Lymphoid infiltrate . . . . . . L.

- Dsseous metaplasia . . . . . 1. . . .

- Alveolar inflamm. . . . . . 1. . 1. 1.

- Lymphoid hyperplasia 2. . 1. . . . 1.

éfbMAéH .................. L""L"'°L""L""L"'°;"";°"’;""L'"';"
- Glandular ectasia . . . . . 1.

LiVéﬁ .................... ;é...;....;....;....;....;....;....;....;....;..
- Inflammatory cells 1. 1. . . . 1. . 1. . .
- Single cell necrosis . A D . . . . 1. 1.
- Vacuolation, hepat. 2. . .1, 1. 2. 2. 2. 2 1.
kibﬁé9§ .................. ;....;....;....;....;....;é...;....;....;....;..
- Pelvic dilation . . . . . P.

- Cystic tubule(s) . . . . . (1. . .
- Pelvic mineraliz. . . . . . . (1. . . 1.
- Tubular mineraliz. (1. (1. (1 . . 3. . 1. 2* 1.
- Interstitial inflam. . (1 :

- Tubular basophilia ( 1.

.........................................................................

ADRENAL CORTEX - - - - + - - - - +
- Hypertrophy, z. g1. ) ) ) . 2. . . . . .
- Vacuolization, fasc. . . . . . . . . 1. 1.
ADRENAL'M-EbOLLA .......... ;.-o--.----;-o-.;cn--;oo.o;---.;.--n;----;-..(.;..
SéL'EéN ................... ;....;...-;.-.-;-...;-...;....;....;....;....;..
-~ Hemosiderosis 1. . 1. . 1. . 1 1. 1
- Hemopoiesis 1. 2. 1. 1. 1. 1. 1 1. 1
B'R‘Ai& ................... ;uo-n;--t-;-o.-;---o;uo'o;--to;-ua-;..u-;---n;--

......
...................................................................




PATHOLOGY REPORT

INDIVIDUAL ANIMAL DATA

PAGE :
RCC NO.:

o o =

TEST ARTICLE
TEST SYSTEM
SPONSOR

: Doverphos $-9228
: RAT, 28-Day, Gavage
: Dover Chemical Corp.

DATE
PATHDATA SYSTEM

TABLE OF INDIVIDUAL MICROSCOPIC FINDINGS

DOSE GROUP

UTERUS
- Dilated cornua

THYMUS
- Congestion

MANDIBUL. LYMPH NODE
- Plasmacytosis

4, 500 mg/kg

51 52 53 54 55 56 57 58 59
FKO FKO FKO FKO FKO FR1 FR1 FR1 FR1

- ? b ?’ b4 1 ’ ’ +G s
P.
......................... LR RTILLEFEEERIRLEP RS
P.
O SR LT FRLETEREEFERERSS
....................... i.;é...;..i.Lé...;....;....;....;....;....;.
( 1. .
( 1.

- Congest./erythroph.

...................................................................

...................................................................

23

619716

PATHOL. NO.: 30111 WIL
: 18-0CT-96

V3.5d

......

.........................................................................

END OF REPORT SECTION

237




PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

TEST ARTICLE
TEST SYSTEM

: Doverphos $S-9228
: RAT, 28-Day, Gavage

PAGE :
RCC NO.:
PATHOL. NO.:
DATE

24
619716

30111 WIL

: 18-0CT-96
PATHDATA SYSTEM V3.5d

-—— -

DATE OF
NECROPSY

12-JUL-96
12-JUL-96
12-JUL-96
12-JUL-96
12-JUL-96
26-JUL-96
26-JUL-96
26-JUL-96
26-JUL-96
26-JUL-96

12-JUL-96
12-JUL-96
12-JuL-96
12-3UL-96
12-3UL-96
26-JUL-96
26-JUL-96
26-3UL-96
26-JUL-96

SPONSOR : Dover Chemical Corp.

ANIMAL HEADING DATA

DOSE GROUP 1, 0 mg/kg

ANIMAL SEX DEFINED AND FINAL  TEST FIRST AND LAST
NUMBER M/F  STATE OF NECROPSY  DAYS DAY UNDER TEST

1 M KO KO 28 14-JUN-96 11-JUL-96
2 M KO KO 28 14-JUN-96 11-JUL-96
3 M KO KO 28 14-JUN-96 11-JUL-96
4 M KO KO 28 14-JUN-96 11-JUL-96
5 M KO KO 28 14-JUN-96 11-JUL-96
6 M R1 R1 28 14-JUN-96 11-JUL-96
7 M R1 Rl 28 14-JUN-96 11-JUL-96
8 M R1 R1 28 14-JUN-96 11-JUL-96
9 M R1 R1 28 14-JUN-96 11-JUL-96
10 M R1 R1 28 14-JUN-96 11-JUL-96
31 F KO KO 28 14-JUN-96 11-JUL-96
32 F KO KO 28 14-JUN-96 11-JUL-96
33 F KO KO 28 14-JUN-96 11-JUL-96
34 F KO KO 28 14-JUN-96 11-JUL-96
35 F KO KO 28 14-JUN-96 11-JUL-96
36 F R1 R1 28 14-JUN-96 11-JUL-96
37 F R1 R1 28 14-JUN-96 11-JUL-96
38 F R1 R1 28 14-JUN-96 11-JUL-96
39 F Rl R1 28 14-JUN-96 11-JUL-96
40 F R1 R1 28 14-JUN-96 11-JUL-96

26-JUL-96

.........................................................................
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 25
RCC NO.: 619716

TEST ARTICLE Doverphos S-9228
TEST SYSTEM  : RAT, 28-Day, Gavage
SPONSOR : Dover Chemical Corp.

PATHOL. NO.: 30111 WIL
DATE : 18-0C7-96

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP  : 1, 0 mg/kg

= STATE AT NECROPSY: KO
DAYS ON TEST : 28

--------------------------------------------------

= NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

= MICROSCOPIC FINDINGS

HEART:
-Myofiber necrosis, focal, GRADE 1
LUNGS: _

< _Mineralization, vascular, GRADE 1

.......................

-Alveolar inflammation, subacute focal/multifocal, GRADE 1

-Lymphoid hyperplasia (BALT), GRADE 1
LIVER:
-Inflammatory cell focus/foci, GRADE 1

-vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:
-Hyaline droplets, cortical, GRADE 2

-Interstitial inflammation, focal chronic, UNILATERAL,

GRADE 1
SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

- — T " Y - . - - S = G e = =

* STATE AT NECROPSY: KO

DAYS ON TEST : 28 * ANIMAL NO. : 2

...............................................

NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
ENLARGED, D=10 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

.................
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PATHOLOGY REPORT PAGE : 26

INDIVIDUAL ANIMAL DATA RCC NO.: 619716

;EET ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL

TEST SYSTEM  : RAT, 28-Day, Gavage DATE v : 18-0CT-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

;E;; OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP 1, 0 mg/kg MALE
CONT./FF. ANIMAL NO. : 2

.........................................................................

* MICROSCOPIC FINDINGS

LUNGS:

-Mineralization, vascular, GRADE 1

-Lymphoid hyperplasia (BALT), GRADE 1

KIDNEYS:

-Hyaline droplets, cortical, GRADE 1

-Interstitial inflammation, focal chronic, GRADE 1
-Tubular basophilia, cortical focal/multifocal, GRADE 2
Grade 1 in contralateral organ.

SPLEEN:

* -Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1

MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Plasmacytosis, UNILATERAL, GRADE 3

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

- ——— - —— - -~ - ——— - - —— - ———— - -

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 3

...................................................................

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

MICROSCOPIC FINDINGS

LIVER:

~Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1
KIDNEYS:

-Hyaline droplets, cortical, GRADE 2

‘E::g;ag basophilia, cortical focal/multifocal, UNILATERAL,




PATHOLOGY REPORT PAGE : 27

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
;E;T OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP 1, 0 mg/kg MALE
CONT./FF. ANIMAL NO. : 3
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 4

.........................................................................

* NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
ENLARGED, D=8 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Mineralization, vascular, GRADE 1

LIVER:

-Inflammatory cell focus/foci, GRADE 1

KIDNEYS:

-Hyaline droplets, cortical, GRADE 2

~Interstitial inflammation, focal chronic, UNILATERAL,

GRADE 1
-Tubular basophilia, cortical focal/multifocal, GRADE 1
SPLEEN:
-Extrameduliary hemopoiesis, primarily erythropoiesis,
GRADE 1

MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Lymphoid hyperplasia, UNILATERAL, GRADE 3
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

- -




PATHOLOGY REPORT PAGE : 28

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

- Y T . T T T - G — - - G A Y Y . > . ————— T S Y - T P G .~ ———
P

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP 1, 0 mg/kg MALE

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 5

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
KIDNEYS:
RIGHT SIDE: PELVIC DILATION.
MANDIBULAR LYMPH NODE:
ENLARGED, D=8 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Lymphoid infiltrate, focal/multifocal, GRADE 2

-Alveolar inflammation, subacute focal/multifocal, GRADE 2

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Pelvic dilation, UNILATERAL

-Tubular casts, UNILATERAL, GRADE 1

-Hyaline droplets, cortical, GRADE 1

-Pelvic mineralization, UNILATERAL, GRADE 1

-Urothelial hyperplas1a pelvic foca]/mu1t1foca1
UNILATERAL, GRADE 1

ADRENAL CORTEX:

-Vacuolization, zona fasiculata multifocal, GRADE 1

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

-Lymphoid hyperplasia, UNILATERAL, GRADE 2
-Plasmacytosis, UNILATERAL, GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.




PATHOLOGY REPORT PAGE : 29

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE . Doverphos S-9228 - PATHDL NO.: 30111 WIL
TEST SYSTEM . RAT, 28-Day, Gavage DATE . 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GRUSS AND MICROSCOPIC FINDINGS
DOSE GROUP 1, 0 mg/kg MALE

* STATE AT NECROPSY R1
DAYS ON TEST : 28 * ANIMAL NO. : 6

-------------------------------------------------------------------------

* NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
ENLARGED, D=10 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:

-Myofiber necrosis, focal, GRADE 1

LUNGS:

-Mineralization, vascular, GRADE 1

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Hyaline droplets, cortical, GRADE 2

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 2

MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Plasmacytosis, UNILATERAL, GRADE 4

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECRUPSY Rl
DAYS ON TEST : 28 * ANIMAL NO. : 7

......................................................................

* NECROPSY FINDINGS

THYMUS:
FOCUS/FOCI, SEVERAL, D=1 MM, REDDISH.
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

TEST ARTICLE
TEST SYSTEM
SPONSOR

: Doverp
: RAT, 2
. Dover

hos S-9228
8-Day, Gavage
Chemical Corp.

PAGE : 30
RCC NO.: 619716
PATHOL. NO.: 30111 WIL
DATE . 18-0CT7-96

PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICR
DOSE GROUP 1,

OSCOPIC FINDINGS
0 mg/kg

CONT./FF.

.........................................................................

MANDIBULAR LYMPH NOD
ENLARGED, D=6 MM,

E:

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:
-Myofiber necrosis,
LUNGS:

focal, GRADE 1

-Mineralization, vascular, GRADE 1

STOMACH:

-Glandular ectasia,
LIVER:

~-Inflammatory cell
KIDNEYS:

focal/multifocal, GRADE 1
focus/foci, GRADE 1

-Hyaline droplets, cortical, GRADE 2
-Tubular basophilia, cortical focal/multifocal, UNILATERAL,

GRADE 1
ADRENAL CORTEX:

-Vacuolization, zona fasiculata multifocal, GRADE 1

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1
THYMUS
-Congestion

MANDIBULAR LYMPH NODE:

ONLY ONE OF PAIRED
-Lymphoid hyperplas

ORGANS EXAMINED/PRESENT
ja, UNILATERAL, GRADE 3

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

e o e et o o o e o o e e e > = = = =~ — T — - ———— T~ 18 o = ——— - -
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PATHOLOGY REPORT PAGE : 31

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;EET ARTICLE : Doverphos S$S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP 1, C mg/kg MALE

* STATE AT NECROPSY: R1
DAYS ON TEST : 28 * ANIMAL NO. : 8

-------------------------------------------------------------------------

* NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

* MICROSCOPIC FINDINGS

HEART:
-Myofiber necrosis, focal, GRADE 1
LUNGS: ,
' -Alveolar inflammation, subacute focal/multifocal, GRADE 1
STOMACH:
-Glandular stomach inflammation, subacute, GRADE 1
LIVER:
-Single cell necrosis, focal/multifocal, GRADE 1
KIDNEYS:
-Hyaline droplets, cortical, GRADE 2
-Tubular basophilia, cortical focal/multifocal, GRADE 2
Grade 1 in contralateral organ.
TESTES:
-Seminiferous cell debris, GRADE 1
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: Rl
DAYS ON TEST : 28 * ANIMAL NO. : 3

...................................................................

NECROPSY FINDINGS

BRAIN:
CEREBELLUM, RIGHT SIDE: CYST(S), D=10 MM, WATERY-CLEAR.




PATHOLOGY REPORT PAGE : 32

INDIVIDUAL ANIMAL DATA RCC NGC.: 619716

JEST ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL

TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0CT-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

;EXT OF GROSS AND MICROSCOPIC FINDINGS

pOSE GROUP : 1, 0O mg/kg MALE
CONT./FF. ANIMAL NO. 9

.........................................................................

MANDIBULAR LYMPH NODE:
ENLARGED, D=9 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:
-Myofiber necrosis, focal, GRADE 1
LUNGS:
-Alveolar inflammation, subacute focal/multifocal, GRADE 1
-Lymphoid hyperplasia (BALT), GRADE 1
LIVER:
-Inflammatory cell focus/foci, GRADE 1
KIDNEYS:
-Tubular dilation, cortical mulitifocal, GRADE 2
-Hyaline droplets, cortical, GRADE 1
-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 1
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 2
MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Lymphoid hyperplasia, UNILATERAL, GRADE 2
-Plasmacytosis, UNILATERAL, GRADE 2
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT PAGE : 33

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;; ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 1B-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP 1, 0 mg/kg MALE

* STATE AT NECROPSY: R1
DAYS ON TEST : 28 * ANIMAL NO. : 10

.........................................................................

* NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
ENLARGED, D=10 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:

-Myofiber necrosis, focal, GRADE 1

LUNGS:

-Alveolar macrophages, focal/multifocal, GRADE 1
-Alveolar inflammation, subacute focal/multifocal, GRADE 1
-Lymphoid hyperplasia (BALT), GRADE 1

LIVER:

-Single cell necrosis, focal/multifocal, GRADE 1

KIDNEYS:

-Hyaline droplets, cortical, GRADE 1

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,
GRADE 1

ADRENAL CORTEX:

-Extracapsular tissue, UNILATERAL

-Vacuolization, zona fas1cu1ata multifocal, GRADE 3

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

~Lymphoid hyperplasia, UNILATERAL, GRADE 3

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT PAGE : 34

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;T ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM @ RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR . Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP 1, 0 mg/kg FEMALE

- —————— - — —— - ———

* STATE AT NECROPSY KO
DAYS ON TEST : 28 * ANIMAL NO. : 31

.........................................................................

* NECROPSY FINDINGS

UTERUS:

BOTH HORNS: DISTENDED, D=6 MM CONTAINS WATERY FLUID.
MANDIBULAR LYMPH NODE:

ENLARGED, D=10 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:
-Lymphoid infiltrate, focal/multifocal, GRADE 1
-Lympho1d hyperp1as1a (BALT), GRADE 1
LIVER
-Inf1ammatory cell focus/foci, GRADE 1
-Vacuolation, hepatocellular multifocal/diffuse, GRADE 2
KIDNEYS:
-Mineralization in corticomedullary tubules, GRADE 3
Grade 2 in contralateral organ.
-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 1
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1
UTERUS:
-Dilated cornua - proestrus/estrus
MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Lymphoid hyperplasia, UNILATERAL, GRADE 3
-Plasmacytosis, UNILATERAL, GRADE 1
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

248




PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

o -

. Doverphos S-9228
: RAT, 28-Day, Gavage
: Dover Chemical Corp.

TEST ARTICLE
TEST SYSTEM
SPONSOR

PAGE : 35
RCC NO.: 619716
PATHOL. NO.: 30111 WIL
DATE . 18-0CT-96

PATHDATA SYSTEM V3.5d

D T S D S > e T - " — - Y —— T ———— = — ———

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP  : 1, O mg/kg

* STATE AT NECROPSY: KO

DAYS ON TEST 28

.........................................................................

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS
STOMACH:

-Glandular ectasia, focal/multifocal, GRADE 1

LIVER:

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 2

KIDNEYS:

-Mineralization in corticomedullary tubules, GRADE 3

Grade 2 in contralateral organ.

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,

GRADE 1
SPLEEN:
-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: KO
DAYS ON TEST : 28

FEMALE
ANIMAL NO. 32
* ANIMAL NO 33

.........................................................................

* NECROPSY FINDINGS
UTERUS:

BOTH HORNS: DILATION, D=4 MM CONTAINS WATERY FLUID.

LYMPH NODES:
LUMBAR, BOTH SIDES: ENLARGED, D=10 MM.
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

TEST ARTICLE
TEST SYSTEM

: Doverphos $-9228 -
: RAT, 2B-Day, Gavage

PAGE : 36
RCC NO.: 619716
PATHOL. NO.: 30111 WIL
DATE . 18-0CT7-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

;E;; OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP 1, 0 mg/kg FEMALE
CONT./FF. ANIMAL NO. 33

--------------------------------------------------

MANDIBULAR LYMPH NODE:
ENLARGED, D=8 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:

-Lymphoid infiltrate, focal, GRADE 1
LUNGS :

-Mineralization, vascular, GRADE 1
LIVER:

.......................

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Mineralization in corticomedullary tubules, GRADE 2

-Tubular basophilia, cortical focal/multifocal,

SPLEEN:

GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1
UTERUS:
-Dilated cornua - proestrus/estrus
LYMPH NODES:
-Reactive hyperplasia, GRADE 2
MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Plasmacytosis, UNILATERAL, GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT PAGE : 37

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TZST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 1, 0 mg/kg FEMALE

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 34

.........................................................................

* NECROPSY FINDINGS

UTERUS:
BOTH HORNS: DILATION, D=4 MM CONTAINS WATERY FLUID.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Mineralization, vascular, GRADE 1

-Alveolar macrophages foca]/mu1tifoca1, GRADE 1

-Alveolar inflammation, subacute focal/multifocal, GRADE 1

-Lymphoid hyperplasia (BALT), GRADE 1

LIVER:

-Single cell necrosis, focal/multifocal, GRADE 1

-Vacuolation, hepatocellular mu1t1foca1/d1ffuse GRADE 1

SPLEEN:

-Hemosiderosis, GRADE 1

-Extrameduliary hemopoiesis, primarily erythropoiesis,
GRADE 2

UTERUS:

-Dilated cornua -~ proestrus/estrus

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 35

.........................................................................

* NECROPSY FINDINGS
KIDNEYS:

LEFT SIDE: PELVIC DILATION.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 38
RCC NO.: 619716

TEST ARTICLE : Doverphos S$S-9228
TEST SYSTEM  : RAT, 28-Day, Gavage
SPONSOR . Dover Chemical Corp.

e o o - -
-

PATHOL. NO.: 30111 WIL
DATE : 18-0CT-96
PATHDATA SYSTEM V3.5d

———— - - ————

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP 1, 0 mg/kg

- o o St

................................................................

* MICROSCOPIC FINDINGS

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Pelvic dilation, UNILATERAL

-Mineralization in corticomedullary tubules, GRADE 1
-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 1

-Urothelial hyperplasia, pelvic focal/multifocal,
UNILATERAL, GRADE 1

ADRENAL CORTEX:

-Vacuolization, zona fasiculata multifocal, GRADE 1

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: Rl
DAYS ON TEST : 28 * ANIMAL NO.

................................................................

* NECROPSY FINDINGS

NO NECROPSY OBSERVATIONS NOTED.

MICROSCOPIC FINDINGS

HEART:

-Myofiber necrosis, focal, GRADE 1

LUNGS:

-Mineralization, vascular, GRADE 1

~Lymphoid 1nf11trate, foca1/mu1t1foca1 GRADE 1

-Alveolar inflammation, subacute focal/multifoca1, GRADE 1

.........
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PATHOLOGY REPORT PAGE : 39

INDIVIDUAL ANIMAL DATA RCC NC.: 619716

;EST ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL

TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

;E;T OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP 1, 0 mg/kg FEMALE
CONT./FF. ANIMAL NO. 36

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Mineralization in corticomedullary tubules, GRADE 1

SPLEEN:

~-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: R1
DAYS ON TEST : 28 * ANIMAL NO. : 37

.........................................................................

* NECROPSY FINDINGS

LIVER:

PAPILLARY PROCESS: NODULE(S), D=10 MM, GREENISH, FIRM.
KIDNEYS:

RIGHT SIDE: PELVIC DILATION.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Mineralization, vascular, GRADE 1

-Alveolar inflammation, subacute focal/multifocal, GRADE 1

STOMACH:

-Forestomach inflammation, subacute in limiting ridge,
GRADE 2

LIVER;

-Inflammatory cell focus/foci, GRADE 1

-Infarction, lobar, GRADE 3

KIDNEYS:

-Pelvic dilation, UNILATERAL

-Mineralization in corticomedullary tubules, GRADE 1
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PATHOLOGY REPORT PAGE : 40

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;; ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE . 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

o o - - - ——— - — —— —— ———— - — - ——

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP  : 1, O mg/Kg FEMALE

CONT./FF. ANIMAL NO. : 37

.........................................................................

‘ -Tubular basophilia, cortical focal/multifocal, UNILATERAL,

5 GRADE 1

SPLEEN:

-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: R1
DAYS ON TEST : 28 * ANIMAL NO. : 38

.........................................................................

* NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
ENLARGED, D=8 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Alveolar inflammation, subacute focal/multifocal, GRADE 1

LIVER: :
-Inflammatory cell focus/foci, GRADE 1

-Single cell necrosis, focal/multifocal, GRADE 1
-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Pelvic mineralization, UNILATERAL, GRADE 1
-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 1

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

-Lymphoid hyperplasia, UNILATERAL, GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT PAGE : 41

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TZsT ARTICLE : Doverphos S-9228 - PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0C7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP S 0 mg/Kkg FEMALE

* STATE AT NECROPSY: R1 ‘
DAYS ON TEST : 28 * ANIMAL NO. : 39

.........................................................................

= NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

* MICROSCOPIC FINDINGS

LUNGS:
-Lymphoid infiltrate, focal/multifocal, GRADE 1

-Alveolar inflammation, subacute focal/multifocal, GRADE 1
LIVER:
-Inflammatory cell focus/foci, GRADE 1
-vacuolation, hepatocellular multifocal/diffuse, GRADE 2
KIDNEYS:
-Mineralization in corticomedullary tubules, UNILATERAL,
GRADE 1
SPLEEN:
-Hemosiderosis, GRADE 1
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: Rl ‘
DAYS ON TEST : 28 * ANIMAL NO. : 40

.........................................................................

* NECROPSY FINDINGS
MANDIBULAR LYMPH NODE:

ENLARGED, D=9 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS
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PATHOLOGY REPORT PAGE : 42

INDIVIDUAL ANIMAL DATA RCC NO.: 619716

;EST ARTICLE : Doverphos S$-9228 . PATHOL. NO.: 30111 WIL

TEST SYSTEM . RAT, 28-Day, Gavage DATE : 18-0CT7-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

;EXT OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP 1, 0 mg/kg FEMALE
CONT./FF. ANIMAL NO. .: 40

.........................................................................

* MICROSCOPIC FINDINGS

LIVER:
-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 2

KIDNEYS:

-Mineralization in corticomedullary tubules, UNILATERAL,
GRADE 1

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,
GRADE 1

SPLEEN:

-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 2
MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Plasmacytosis, UNILATERAL, GRADE 2
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

TEST ARTICLE Doverphos S-9228
TEST SYSTEM  : RAT, 28-Day, Gavage

PAGE
RCC

DATE

NOD.:
PATHOL. NO.: 30111 WIL
. 18-0CT-96

43
619716

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
;QEMAL HEADING DATA
DOSE GROUP : 2, 50 mg/kg
ANIMAL SEX  DEFINED AND FINAL TEST FIRST AND LAST DATE OF
NUMBER M/F  STATE OF NECROPSY DAYS DAY UNDER TEST NECROPSY
...... ii.'ﬁ...."..kb'."..kb."'..'-'éé"iﬁljﬂﬁléé..iiLjﬂiléé..iﬁijUL;éé
12 M KO KO 28 14-JUN-96 11-JUL-96 12-JUL-96
13 M KO KO 28 14-JUN-96 11-JUL-96 12-3JUL-96
14 M KO KO 28 14-JUN-96 11-JUL-96 12-3UL-96
15 M KO KO 28 14-JUN-96 11-JUL-96 12-JUL-96
...... Ai....&......ké......ké.........éé..iA;jﬂ&;éé..iiljﬁL;éé..ié;jut;éé
42 F KO KO 28 14-JUN-96 11-3UL-96 12-JUL-96
43 F KO KO 28 14-JUN-96 11-JUL-96 12-JUL-96
44 F KO KO 28 14-JUN-96 11-JUL-96 12-JUL-96
45 F KO KO 28 14-JUN-96 11-JUL-96 12-JUL-96

.........................................................................
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 46
RCC NO.: 619716

__———-——-——--—--—----———
-

TEST ARTICLE Doverphos S-9228
TEST SYSTEM  : RAT, 28-Day, Gavage
SPONSOR : Dover Chemical Corp.

DATE : 18-0CT-96
PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 2, 50 mg/kg

- ——
- ————

» STATE AT NECROPSY: KO
DAYS ON TEST : 28

............................................

* NECROPSY FINDINGS
SEMINAL VESICLES:

.............................

RIGHT SIDE: FOCUS/FOCI, SEVERAL, D=1 MM, DARK RED.

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS
SEMINAL VESICLES:

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

-Congestion, UNILATERAL
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PATHOLOGY REPORT PAGE : 47

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;T ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 2, 50 mg/kg FEMALE

- ——— - - —— -

x STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 41

.........................................................................

= NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS
LIVER:

-Inflammatory cell focus/foci, GRADE 1
-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 42

.........................................................................

* NECROPSY FINDINGS

LIVER:

ACCENTUATED LOBULAR PATTERN.
UTERUS:

BOTH HORNS: DILATION, D=5 MM CONTAINS WATERY FLUID.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS
LIVER:

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1
UTERUS:

-Dilated cornua - proestrus/estrus




PATHOLOGY REPORT PAGE : 48
INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;T ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

—————————————————————————————— ——— - ——-—
1

———— — ———— - ————

» STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 45

.........................................................................

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.

UTERUS: |
BOTH HORNS: DILATION, D=4 MM CONTAINS FLUID. ;

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS
* MICROSCOPIC FINDINGS
LIVER:

ORGAN EXAMINED, NO PATHOLOGIC FINDINGS NOTED

UTERUS:
-Dilated cornua - proestrus/estrus
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49
619716

- ——— — - -

30111 WIL
: 18-0CT-96

PATHDATA SYSTEM V3.5d

-——— ———-— o —

DATE OF

NECROPSY
12-3UL-96
12-3UL-96
12-JUL-96é
12-JUL-96
12-JUL-96

pATHOLOGY REPORT PAGE :
INDIVIDUAL ANIMAL DATA RCC NO.:
TesT ARTICLE : Doverphos S-9228 PATHOL. NO.:
TEST SYSTEM @ RAT, 28-Day, Gavage DATE
SPONSOR : Dover Chemical Corp.
;aiMAL HEADING DATA
pOSE GROUP 3, 200 mg/kg
ANIMAL SEX DEFINED AND FINAL TEST FIRST AND LAST
NUMBER M/F STATE OF NECROPSY DAYS DAY UNDER TEST
R ié'.ﬁ ........ kb ...... kb ......... éé..iA;jUﬁléé"iiljﬁLLéé.'
17 M KO KO 28 14-JUN-96 11-JUL-96
18 M KO KO 28 14-JUN-96 11-JUL-96
19 M KO KO 28 14-JUN-96 11-JUL-96
20 M KO KO 28 14-JUN-96 11-JUL-96
e Aé"'.? ...... ké ...... kﬁ ......... éé.'iiljﬁﬁléé'.iiljﬂtléé.'
47 F KO KO 28 14-JUN-96 11-JUL-96
48 F KO KO 28 14-JUN-96 11-JUL-96
49 F KO KO 28 14-JUN-96 11-JUL-96
50 F KO KO 28 14-JUN-96 11-JUL-96

.........................................................................

oo e <o N



PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 50
RCC NO.: 619716

TEST ARTICLE : Doverphos S$-9228
TEST SYSTEM : RAT, 28-Day, Gavage
SPONSOR : Dover Chemical Corp.

PATHOL. NO.: 30111 WIL
DATE : 18-0CT-96
PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 3, 200 mg/kg

» STATE AT NECROPSY: KO
DAYS ON TEST : 28

--------------------------------------------

* NECROPSY FINDINGS
SEMINAL VESICLES:

RIGHT SIDE: FOCUS/FOCI, D=4 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS
SEMINAL VESICLES:

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

-Congestion, UNILATERAL

* STATE AT NECROPSY: KO
DAYS ON TEST : 28

............................................

* NECROPSY FINDINGS
SEMINAL VESICLES:

MALE
* ANIMAL NO 16
* ANIMAL NO 17

.............................

RIGHT SIDE: FOCUS/FOCI, SEVERAL, D=2 MM, REDDISH.

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS
SEMINAL VESICLES:

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

-Congestion, UNILATERAL

o ———————— o - > S - T U T = T - - -
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PATHOLOGY REPORT PAGE : 51

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;;-ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
7EST SYSTEM . RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP @ 3, 200 mg/kg MALE

- ————— ——— — - —— -

x GTATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 18

.........................................................................

= NECROPSY FINDINGS

THYMUS:
FOCUS/FOCI, SEVERAL, D=1 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

THYMUS:
-Congestion

- ———— — —— - ———

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 19

.........................................................................

* NECROPSY FINDINGS

SEMINAL VESICLES:

RIGHT SIDE: FOCUS/FOCI, ISOLATED, D=1 MM, DARK RED.
THYMUS

FOCUS/FOCI, ISOLATED, D=1 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

SEMINAL VESICLES:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

-Caongestion, UNILATERAL
THYMUS :
-Congestion

e, gt - e m

P




pATHOLOGY REPORT PAGE : 52
INDIVIDUAL ANIMAL DATA RCC NO.: 619716
T7sT ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
;E;T OF GROSS AND MICROSCOPIC FINDINGS
D0SE GROUP : 3, 200 mg/kg FEMALE
» STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. 46
* NECROPSY FINDINGS
KIDNEYS:
LEFT SIDE: PELVIC DILATION.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS
* MICROSCOPIC FINDINGS
KIDNEYS:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Pelvic dilation, UNILATERAL
-Mineralization in corticomedullary tubules, UNILATERAL,
GRADE 1
-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 1
-Tubular basophilia, cortical focal/multifocal, UNILATERAL,
GRADE 1
* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. a7

................................................................

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.

UTERUS:
BOTH HORNS: DILATION, D=4 MM CONTAINS WATERY FLUID.

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS
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PATHOLOGY REPORT PAGE : 53
INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;; ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR . Dover Chemical Corp. PATHDATA SYSTEM V3.5d
}E;; OF GROSS AND MICROSCOPIC FINDINGS
p0SE GROUP : 3, 200 mg/kg FEMALE
CONT./FF. ANIMAL NO. : 47

» MICROSCOPIC FINDINGS

LIVER:

..................................................

_vacuolation, hepatocellular multifocal/diffuse, GRADE 2

UTERUS:

_pilated cornua - proestrus/estrus

» STATE AT NECROPSY: KO

DAYS ON TEST

.......................

* NECROPSY FINDINGS
LIVER:

..................................................

ACCENTUATED LOBULAR PATTERN.

UTERUS:

BOTH HORNS: DILATION, D=4 MM CONTAINS WATERY FLUID.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LIVER:

-vacuolation, hepatocellular multifocal/diffuse, GRADE 2

UTERUS:

-Dilated cornua - proestrus/estrus

- ——— - > D T .

—-—————-—-———_—-——-——————-——————---———_—.._.._.-_____
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE . 54
RCC NO.: 619716

- —— ——— — — - -

TEST ARTICLE : Doverphos $-9228
TEST SYSTEM : RAT, 28-Day, Gavage
SPONSOR : Dover Chemical Corp.

PATHOL. NO.: 30111 WIL
DATE : 18-0CT-96
PATHDATA SYSTEM V3.5d

o e o o o

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 3, 200 mg/kg

» STATE AT NECROPSY: KO
DAYS ON TEST : 28

-------------------------------------------------

* NECROPSY FINDINGS

KIDNEYS:
BOTH SIDES: PELVIC DILATION.
MANDIBULAR LYMPH NODE:
ENLARGED, D=8 MM,

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

KIDNEYS:
-Pelvic dilation

-Mineralization in corticomedullary tubules, GRADE 3
-Interstitial inflammation, focal chronic, GRADE 3

ANIMAL NO. : 50

........................

-Tubular basophilia, cortical focal/multifocal, GRADE 1

MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Lymphoid hyperpiasia, UNILATERAL, GRADE 2
-Plasmacytosis, UNILATERAL, GRADE 1

o o —_— o~ (- T - I T - T - M T e o e o
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pATHOLOGY REPORT

TEST ARTICLE
TEST SYSTEM

PAGE :
INDIVIDUAL ANIMAL DATA RCC NO.:
: Doverphos S5-9228 PATHOL. NO.:

. RAT, 28-Day, Gavage DATE

55
619716

30111 WIL

1 18-0CT-96
PATHDATA SYSTEM V3.5d

DATE OF
NECROPSY

26-3UL-96
26-JUL-96
26-JUL-96
26-JUL-96
26-JUL-96
12-3JuL-96
12-JUL-96
12-3UL-96
12-JUL-96
12-JUL-96

..........

12-JUL-96
12-JUL-96
12-JUL-96
12-JUL-96
12-JUL-96
26-JUL-96
26-3UL-96
26-JUL-96
26-JUL-96

SPONSOR : Dover Chemical Corp.

ANIMAL HEADING DATA

DOSE GROUP 4, 500 mg/kg

ANIMAL SEX  DEFINED AND FINAL  TEST FIRST AND LAST
NUMBER M/F  STATE OF NECROPSY  DAYS DAY UNDER TEST

21 M Kl R1 28 14-JUN-96 11-JUL-96
22 M Rl R1 28 14-JUN-96 11-JUL-96
23 M R1 R1 28 14-JUN-96 11-JUL-96
24 M Rl Rl 28 14-JUN-96 11-JUL-96
25 M R1 R1 28 14-JUN-96 11-JUL-96
26 M KO KO 28 14-JUN-96 11-JUL-96
27 M KO KO 28 14-JUN-96 11-JUL-96
28 M KO KO 28 14-JUN-96 11-JUL-96
29 M KO KO 28 14-JUN-96 11-JUL-96
30 M KO KO 28 14-JUN-96 11-JUL-96
51 F KO KO 28 14-JUN-96 11-JUL-96
52 F KO KO 28 14-JUN-96 11-JUL-96
53 F KO KO 28 14-JUN-96 11-JUL-96
54 F KO KO 28 14-JUN-96 11-JUL-96
55 F KO KO 28 14-JUN-96 11-JUL-96
56 F R1 R1 28 14-JUN-96 11-JUL-96
57 F R1 R1 28 14-JUN-96 11-JUL-96
58 F R1 Rl 28 14-JUN-96 11-JUL-96
59 F R1 R1 28 14-JUN-96 11-JUL-96
60 F R1 R1 28 14-JUN-96 11-JUL-96

26-JUL-96

.........................................................................
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 56
RCC NO.:

TEST ARTICLE
TEST SYSTEM
SPONSOR

: Doverphos S-9228
: RAT, 28-Day, Gavage
: Dover Chemical Corp.

PATHOL. NO.: 30111 WIL
DATE . 18-0CT-96
PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP

o o e o e e T

4, 500 mg/kg

= STATE AT NECROPSY: R1
DAYS ON TEST :

.........................................................................

= NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:

ENLARGED, D=8 MM.

FOCUS/FOCI, ISOLATED, D=1 MM, REDDISH.

ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS
HEART:

-Myofiber necrosis, focal, GRADE 1

LUNGS:

-Alveolar inflammation, subacute focal/multifocal, GRADE 1
-Lymphoid hyperplasia (BALT), GRADE 2

LIVER:

-Inflammatory cell focus/foci, GRADE 2

-Single cell necrosis, focal/multifocal, GRADE 1

KIDNEYS:

-Hyaline droplets, cortical,
-Interstitial inflammation,

GRADE 1
ADRENAL CORTEX:

GRADE 1

focal chronic, UNILATERAL,

-Vacuolization, zona fasiculata multifocal, GRADE 2

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1

MANDIBULAR LYMPH NODE:
-Lymphoid hyperplasia, UNILATERAL, GRADE 2

-Plasmacytosis, UNILATERAL, GRADE 2
-Congestion/erythrophagocytosis, GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT

PATHOLOGIC FINDINGS.
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pATHOLOGY REPORT PAGE : 57

INDIVIDUAL ANIMAL DATA RCC ND.: 619716
;Eg;-;ETICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
7EST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

e ——— - -—— - - - ————— - ——— —— ——— -

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg MALE

« GTATE AT NECROPSY: R1
DAYS ON TEST : 28 * ANIMAL NO. : 22

.......................................................................

« NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
ENLARGED, D=8 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

*+ MICROSCOPIC FINDINGS

HEART:
-Myofiber necrosis, focal, GRADE 1
LUNGS:
-Mineralization, vascular, GRADE 1
-Lymphoid infiltrate, focal/multifocal, GRADE 1
LIVER:
-Single cell necrosis, focal/multifocal, GRADE 1
-vacuolation, hepatocellular multifocal/diffuse, GRADE 1
KIDNEYS:
-Tubular casts, UNILATERAL, GRADE 1
-Hyaline dropliets, cortical, GRADE 1
-Interstitial inflammation, focal chronic, GRADE 1
ADRENAL CORTEX:
-Vacuolization, zona fasiculata multifocal, GRADE 1
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 2
MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Plasmacytosis, UNILATERAL, GRADE 2
-Histiocytosis, UNILATERAL, GRADE 1
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

2771




PATHOLOGY REPORT PAGE ; 58
INDIVIDUAL ANIMAL DATA RCC NO.: 619716
;E;; ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
;E;T OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg MALE
x STATE AT NECROPSY: Rl

DAYS ON TEST : 28 * ANIMAL NO. 23

................................................................

NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
ENLARGED, D=8 MM,
EXORBITAL LACRIMAL GLANDS:
BOTH SIDES: FOCUS/FOCI, SEVERAL, D=1 MM, GRAY WHITE.
EYES:
LEFT SIDE: DISCOLORATION, GRAY WHITE.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

MICROSCOPIC FINDINGS

LUNGS:

-Mineralization, vascular, GRADE 1

-Alveolar inflammation, subacute focal/multifocal, GRADE 2

STOMACH:

-Glandular ectasia, focal/multifocal, GRADE 1

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Hyaline droplets, cortical, GRADE 1

-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 1

-Tubular basophilia, cortical focal/multifocal,  UNILATERAL.

GRADE 1
ADRENAL CORTEX:
-Vacuolization, zona fasiculata muitifocal, GRADE 1
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1 ‘
MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Lymphoid hyperplasia, UNILATERAL, GRADE 3
EXORBITAL LACRIMAL GLANDS:
-Harderian alteration, multifocal, GRADE 3
Grade 2 in contralateral organ.
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pATHOLOGY REPORT PAGE : 59

INDIVIDUAL ANIMAL DATA RCC NO.: 619716

}E;T ARTICLE : Doverphos $-9228 - PATHOL. NO.: 30111 WIL

TEST SYSTEM @ RAT, 28-Day, Gavage DATE . 18-0CT-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

;E;; OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP : 4, 500 mg/kg MALE
CONT./FF. ANIMAL NO. 23

EYES

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Hypoplasia, UNILATERAL, GRADE 4
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: R1
DAYS ON TEST : 28 * ANIMAL NO. : 24

.........................................................................

* NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:

FOCUS/FOCI, ISOLATED, D=1 MM, REDDISH.

ENLARGED, D=8 MM.
EXORBITAL LACRIMAL GLANDS:

BOTH SIDES: FOCUS/FOCI, SEVERAL, D=1 MM, GRAY WHITE.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:
-Mineralization, vascular, GRADE 1
-Alveolar inflammation, subacute focal/multifocal, GRADE 1
LIVER:
. -Inflammatory cell focus/foci, GRADE 2
-Single cell necrosis, focal/multifocal, GRADE 1
KIDNEYS:
-Hyaline droplets, cortical, GRADE 1
-Pelvic mineralization, UNILATERAL, GRADE 1
-Tubular basophilia, cortical focal/multifocal, UNILATERAL,
GRADE 1
-Urothelial hyperplasia, pelvic focal/multifocal, GRADE 1
TESTES:
-Seminiferous cell debris, UNILATERAL, GRADE 1
ADRENAL CORTEX:
-Vacuolization, zona fasiculata multifocal, GRADE 2
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PATHOLOGY REPORT PAGE : 60

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos $-9228 - PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE . 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
;EXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP 4, 500 mg/kg MALE
CONT./FF. ANIMAL NO 24
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 3

MANDIBULAR LYMPH NODE:

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Lymphoid hyperplasia, UNILATERAL, GRADE 3
-Congestion/erythrophagocytosis, UNILATERAL, GRADE 1
EXORBITAL LACRIMAL GLANDS:

-Harderian alteration, multifocal, GRADE 2
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: Rl
DAYS ON TEST : 28 * ANIMAL NO. : 25

.........................................................................

* NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

* MICROSCOPIC FINDINGS

LUNGS:

-Alveolar inflammation, subacute focal/multifocal, GRADE 1

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-vVacuolation, hepatocellular multifocal/diffuse, GRADE 2

KIDNEYS:

-Hyaline dropliets, cortical, GRADE 1

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.




PATHOLOGY REPORT PAGE : 61
INDIVIDUAL ANIMAL DATA RCC NG.: 619716
TEST ARTICLE : Doverphos 5-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp PATHDATA SYSTEM V3.5d
TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP T4, 500 mg/kg MALE
* STATE AT NECRDPSY KO
DAYS ON TEST : 28 * ANIMAL NO. 26

--------------------------------------------------------------

* NECROPSY FINDINGS

LIVER:

ACCENTUATED LOBULAR PATTERN.
SEMINAL VESICLES:

BOTH SIDES: FOCUS/FOCI, ISOLATED, D=1 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART :

-Myofiber necrosis, focal, GRADE 1

LUNGS:

-Alveolar inflammation, subacute focal/multifocal, GRADE 2

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Hyaline droplets, cortical, GRADE 2

-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 2

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,

GRADE 1
SPLEEN:
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1
SEMINAL VESICLES:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Congestion, UNILATERAL
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 62
RCC NOD.: 619716

TEST ARTICLE : Doverphos S-9228
TEST SYSTEM  : RAT, 28-Day, Gavage
SPONSOR : Dover Chemical Corp.

PATHOL. NO.: 30111 WIL
DATE  : 18-0CT-96
PATHDATA SYSTEM V3.5d

MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg

- —— -  — - - - ——

= STATE AT NECROPSY: KO
DAYS ON TEST : 28

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
MANDIBULAR LYMPH NODE:
ENLARGED, D=18 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:

-Myofiber necrosis, focal, GRADE 1
LIVER:

-Inflammatory cell focus/foci, GRADE 1

.......................

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:
-Tubular casts, UNILATERAL, GRADE 1
-Hyaline droplets, cortical, GRADE 1

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,

GRADE 1
SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1
MANDIBULAR LYMPH NODE:

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Plasmacytosis, UNILATERAL, GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT PAGE

INDIVIDUAL ANIMAL DATA RCC ND.: 619716
TEST ARTICLE : Doverphos S$-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT~-
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.

TEXT OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP  : 4, 500 mg/kg MALE

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO.

.......................................................................

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
THYMUS:
FOCUS/FOCI, SEVERAL, D=1 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:

-Myofiber necrosis, focal, GRADE 1

LUNGS:

-Mineralization, vascular, GRADE 1

STOMACH:

-Glandular ectasia, focal/multifocal, GRADE 1

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Single cell necrosis, focal/multifocal, GRADE 1
-Vacuolation, hepatocellular multifocal/diffuse, GRADE 3

KIDNEYS:

-Hyaline droplets, cortical, GRADE 1

-Pelvic mineralization, UNILATERAL, GRADE 1

-Tubular basophilia, cortical focal/multifocal, UNILATERAL.
GRADE 1

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

THYMUS:

-Congestion

-Atrophy - Involution, GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

- —— - ————— ——— o~ ——
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PATHOLOGY REPORT PAGE : 64

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP  : 4, 500 mg/kg MALE

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 29

-------------------------------------------------------------------------

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Mineralization, vascular, GRADE 1

-0Osseous alveolar metaplasia, focal, GRADE 1

LIVER:

-Single cell necrosis, focal/muitifocal, GRADE 1
-Vacuolation, hepatocellular multifocal/diffuse, GRADE 3
KIDNEYS:

-Hyaline droplets, cortical, GRADE 1

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,

GRADE 1

TESTES:

-Seminiferous cell debris, UNILATERAL, GRADE 1

ADRENAL CORTEX:

-Vacuolization, zona fasiculata multifocal, GRADE 1
SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1 '
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

278




PATHOLOGY REPORT PAGE : 65

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos $-9228 . PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

———— - ———— — - - - -——— e - - - — —————— -

DOSE GROUP : 4, 500 mg/kg MALE

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 30

.........................................................................

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Alveolar inflammation, subacute focal/multifocal, GRADE 2

LIVER:

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

KIDNEYS:

-Tubular casts, UNILATERAL, GRADE 1

-Hyaline dropiets, cortical, GRADE 2

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,
GRADE 1

ADRENAL CORTEX:

-Vacuolization, zona fasiculata multifocal, GRADE 3

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
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PATHOLOGY REPORT PAGE 66
INDIVIDUAL ANIMAL DATA RCC 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg FEMALE
* STATE AT NECROPSY: KO -

DAYS ON TEST : 28 * ANIMAL NO. : 51

---------------------------------------------------------------

* NECROPSY FINDINGS

LIVER:
ACCENTUATED LOBULAR PATTERN.
MANDIBULAR LYMPH NODE:
FOCUS/FOCI, D=2 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Lymphoid hyperplasia (BALT), GRADE 2

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 2

KIDNEYS:

-Mineralization in corticomedullary tubules, UNILATERAL,
GRADE 1

-Tubular basophilia, cortical focal/multifocal, UNILATERAL,

GRADE 1

SPLEEN:

-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

MANDIBULAR LYMPH NODE:

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
-Plasmacytosis, UNILATERAL, GRADE 1
-Congestion/erythrophagocytosis, UNILATERAL, GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

- - . . - " " e - - - - ——— - - — — o —— -
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PATHOLOGY REPORT PAGE : 67

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0C7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg FEMALE

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 52

-------------------------------------------------------------------------

* NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

* MICROSCOPIC FINDINGS

LIVER:

-Inflammatory cell focus/foci, GRADE 1

KIDNEYS: _

-Mineralization in corticomedullary tubules, UNILATERAL,
GRADE 1

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 2

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 53

.........................................................................

* NECROPSY FINDINGS

MANDIBULAR LYMPH NODE:
FOCUS/FOCI, D=1 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

LUNGS:

-Mineralization, vascular, GRADE 1

-Lymphoid hyperplasia (BALT), GRADE 1

LIVER:

-Single cell necrosis, focal/muitifocal, GRADE 1
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PATHOLOGY REPORT PAGE : 68

INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos S-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM : RAT, 28-Day, Gavage DATE : 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg FEMALE
CONT./FF. ANIMAL NO 53
KIDNEYS:
-Mineralization in corticomedullary tubules, UNILATERAL,
GRADE 1
-Interstitial inflammation, focal chronic, UNILATERAL,
GRADE 1
SPLEEN:

-Hemosiderosis, GRADE 1
-Extrameduilary hemopoiesis, primarily erythropoiesis,
GRADE 1
MANDIBULAR LYMPH NODE:
ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 54

-------------------------------------------------------------------------

* NECROPSY FINDINGS

THYMUS:
FOCUS/FOCI, ISOLATED, D=1 MM, DARK RED.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:

-Myofiber necrosis, focal, GRADE 1

LIVER:

-Single cell necrosis, focal/multifocal, GRADE 2
-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1
SPLEEN:

~-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1

THYMUS:

-Congestion

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

282




PATHOLOGY REPORT PAGE : 69
INDIVIDUAL ANIMAL DATA RCC NO.: 619716
TEST ARTICLE : Doverphos S$-9228 PATHOL. NO.: 30111 wIL
TEST SYSTEM : RAT, 2B-Day, Gavage DATE . 18-0CT7-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

- ———— ————— T D S S D . e T > D > . - = —— —— —

DOSE GROUP  : 4, 500 mg/Kg FEMALE

* STATE AT NECROPSY: KO
DAYS ON TEST : 28 * ANIMAL NO. : 55

.........................................................................

* NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

* MICROSCOPIC FINDINGS

LUNGS:
-Mineralization, vascular, GRADE 1

LIVER:

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1

ADRENAL CORTEX:

-Hypertrophy, multifocal in zona glomerulus, GRADE 2

SPLEEN:

-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: R1
DAYS ON TEST : 28 * ANIMAL NO. : 56

.....................................................................

* NECROPSY FINDINGS

KIDNEYS:
RIGHT SIDE: PELVIC DILATION.
LEFT SIDE: PELVIC DILATION.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

283




PATHOLOGY REPORT PAGE 70
INDIVIDUAL ANIMAL DATA RCC 619716
TEST ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL
TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0CT-96
SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d
TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg FEMALE
CONT./FF. ANIMAL NO. 56

* MICROSCOPIC FINDINGS

LUNGS:

-Osseous alveolar metaplasia, focal, GRADE 1

-Alveolar inflammation, subacute focal/multifocal, GRADE 1

STOMACH:

-Glandular ectasia, focal/multifocal, GRADE 1

LIVER:

-Inflammatory cell focus/foci, GRADE 1

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 2

KIDNEYS:

-Pelvic dilation

-Cystic tubule(s), UNILATERAL, GRADE 1

-Mineralization in corticomeduliary tubules, GRADE 3

SPLEEN:

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.
* STATE AT NECROPSY: R1

DAYS ON TEST : 28 * ANIMAL NO. 57

................................................................

* NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

* MICROSCOPIC FINDINGS

LUNGS:

-Lymphoid infiltrate, focal/multifocal, GRADE 1
-Lymphoid hyperplasia (BALT), GRADE 1

LIVER:

-Vacuolation, hepatocellular multifocal/diffuse, GRADE 2
KIDNEYS:

~-Pelvic mineralization, UNILATERAL, GRADE 1
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PATHOLOGY REPORT PAGE : 71

INDIVIDUAL ANIMAL DATA RCC NQ.: 619716

TEST ARTICLE : Doverphos $-9228 . PATHOL. NO.: 30111 WIL

TEST SYSTEM  : RAT, 28-Day, Gavage DATE . 18-0C7-96

SPONSOR : Dover Chemica] Corp. PATHDATA SYSTEM Vv3.5d

TEXT OF GROSS AND MICRUSCUPIC FINDINGS

DOSE GROUP : 4, 500 mg/kg FEMALE
CONT./FF. ANIMAL NO 57

.........................................................................

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECRUPSY Rl
DAYS ON TEST : 28 * ANIMAL NO. : 58

.........................................................................

* NECROPSY FINDINGS

LUNGS:

LEFT LOBE: FOCUS/FOCI, ISOLATED, D=1 MM, GRAY WHITE.
UTERUS:

BOTH HORNS: DILATION, D=4 MM.
ALL OTHER ORGANS WITHOUT NECROPSY OBSERVATIONS

* MICROSCOPIC FINDINGS

HEART:
-Myofiber necrosis, focal, GRADE 1
LUNGS:
No microscopic finding corresponding to macroscopic
observation.
-Alveolar inflammation, subacute focal/mu1t1foca1 GRADE 1
LIVER:
-Inflammatory cell focus/foci, GRADE 1
-Vacuolation, hepatocellular mu1t1foca1/d1ffuse GRADE 2
KIDNEYS:
-Mineralization in corticomedullary tubules, GRADE 1
SPLEEN:
-Hemosiderosis, GRADE 1
-Extramedullary hemopoiesis, primarily erythropoiesis,
GRADE 1
UTERUS:
-Dilated cornua - proestrus/estrus
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.




PATHOLOGY REPORT
INDIVIDUAL ANIMAL DATA

PAGE : 72
RCC NO.: 619716

TEST ARTICLE : Doverphos S5-9228
TEST SYSTEM : RAT, 28-Day, Gavage
SPONSOR . Dover Chemical Corp.

————— —— ————— o~ " -

PATHOL. NO.: 30111 WIL
DATE . 18-0CT7-96
PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS
DOSE GROUP : 4, 500 mg/kg

* STATE AT NECROPSY Rl
DAYS ON TEST : 28

.........................................................................

* NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.

* MICROSCOPIC FINDINGS
LUNGS:

-Alveolar inflammation, subacute focal/multifocal, GRADE 1

LIVER:

-Single cell necrosis, focal/multifocal,

KIDNEYS:

GRADE 1
-Vacuolation, hepatoce11u1ar mu1t1foca1/d1ffuse GRADE 2

-Mineralization in corticomedullary tubules, GRADE 2

Grade 1 in contralateral organ.
ADRENAL CORTEX:

-Vacuolization, zona fasiculata multifocal,

SPLEEN:
-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1

ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

* STATE AT NECROPSY: Rl
DAYS ON TEST : 28

FEMALE

* ANIMAL NOC 59
GRADE 1

* ANIMAL NO =C

...................................................................

* NECROPSY FINDINGS
NO NECROPSY OBSERVATIONS NOTED.
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PATHOLOGY REPORT PAGE : 73

INDIVIDUAL ANIMAL DATA RCC NO.: 619716

TEST ARTICLE : Doverphos $-9228 PATHOL. NO.: 30111 WIL

TEST SYSTEM  : RAT, 28-Day, Gavage DATE : 18-0CT-96

SPONSOR : Dover Chemical Corp. PATHDATA SYSTEM V3.5d

TEXT OF GROSS AND MICROSCOPIC FINDINGS

DOSE GROUP : 4, 500 mg/kg FEMALE
CONT./FF. ANIMAL NO. 60

.........................................................................

* MICROSCOPIC FINDINGS

LIVER:

-Single cell necrosis, focal/multifocal, GRADE 1
-Vacuolation, hepatocellular multifocal/diffuse, GRADE 1
KIDNEYS:

-Pelvic mineralization, GRADE 1

-Mineralization in corticomedullary tubules, GRADE 1
ADRENAL CORTEX:

-Vacuolization, zona fasiculata multifocal, GRADE 1
ADRENAL MEDULLA: .

ONLY ONE OF PAIRED ORGANS EXAMINED/PRESENT

SPLEEN:

-Hemosiderosis, GRADE 1

-Extramedullary hemopoiesis, primarily erythropoiesis,

GRADE 1
ALL OTHER PROTOCOL TISSUES WITHOUT PATHOLOGIC FINDINGS.

END OF REPORT SECTION
LAST PAGE OF REPORT
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ATTACHMENT 6

SUMMARY OF RESULTS ACCORDING TO JAPANESE CHEMICAL SUBSTANCE LAW
(APRIL 1, 1987; MHW - MINISTRY OF HEALTH AND WELFARE)
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—
Administration period of the
test substance

From: 14-JUN-1996

To: 11-JUL-1996

o
Animal species and strain

Rat, Icolbm: OFA (Sprague Dawley) SPF

/
Route of administration

Oral (gavage)

NUMBER OF ANIMALS PER GROUP

Males: §

Females: 5§

—purity of the Dose
Test Substance Level
98% approx. mg/kg/day

CONTROL
GROUP
0
m f

LOW DOSE
GROUP
50
m f

HIGH DOSE
GROUP
500
m f

RECOVERY GROUPS

0 500

m f m f

Mortality

General appearance
Smaller eye with crusts

"Body weight #
Terminal BW

Food consumption #
absolute
relative

Ophthalmoscopy #

No abnormalities detected
'Eye degeneration

Corneal opacity

Hematology #
RBC
HB
HCT
MCV
MCH
MCHC
Diff. WBC (Rel.)
Diff WBC (Rel.)
Diff WBC (Abs.)
Difft WBC (Abs.)
Coagulation

WBC
SEG.
SEG.

APTT

LYMPH.

D**
D* -
D* -

- - I* .

- - I* I*

D** .
D*

D* -
D**

Blood biochemistry #
Glucose
Creatinine
Uric acid
Bili.T.
Cholest.T.
Phos. Lipid
Asat (GOT)
G-GT
Phosphorus
Sodium
Chloride
Albumin
A/G Ratio

ltt

Urinalysis #
Volume / 18h
Spec. Grav.
Osmolality
pH

Organ weight (absolute)
Thyroids

Organ to body weight ratio
Heart
Thyroids
Adrenals
Spieen

Organ to brain weight ratio
Heart
Thyroids




RCC PROJECT 619716
Doverphos 5-9228

Administration period of the
test substance

From: 14-JUN-1996

To: 11-JUL-1996

/—A—n?mal species and strain

Rat, Icolbm: OFA (Sprague Dawley) SPF

/i;ute of administration

Oral (gavage)

NUMBER OF ANIMALS PER GROUP

Males: §

Females: 5§

[ Ppurity of the
Test Substance

Dose
Level

mg/kg/day

98 % approx.

CONTROL
GROUP

0

LOW DOSE
GROUP
50
f m f m

200

MID DOSE
GROUP

f

HIGH DOSE
GROUP
500
m f

RECOVERY GROUPS

0 500
m f m f

-

NECROPSY

o=
Heart
Lymphoid infiltrate

Myofiber necrosis

W
[ 8]

O
Lungs

Vascular mineraliz.
Lymphoid infiltrate
Alveolar macrophages
Osseous metaplasia
Alveolar inflamm.
Lvmphoid hyperplasia

R o 1 e o N
L]
L]
+

~
[\

R
0

P W o1 e N
[ -9 +

E=N
—_— ) e ey

—S—tBTnach

Glandular ectasia
Glandular inflamm.
Forestomach inflamm.

—
T
o
-

Liver
inflammatory cells
Single cell necrosis
Vacuolation, hepat.
Infarction, lobar

[ S SRR <N

W
LI o R
'

s L R W
WD

o= W
LI US N SV
RN

Kidneys
Pelvic dilation
Cystic tubule(s)
Tubular dilation
Tubular casts
Hyaline droplets
Pelvic mineraliz.
Tubular mineraliz.
Interstitial inflam.
Tubular basophilia
Urothelial hyperpl.

— ) ) 1 = =

A= = AN e
S oma e W

[
e
[

——

[ B
R — e s
— R WY e e

[ S B}

Testes
Cellular debris

[

Adrenal cortex
Hypertrophy, z. gl.
Extracapsular tissue
Vacuolization, fasc.

Spleen
Hemosiderosis
Hemopoiesis

Seminal vesicles
Congestion

Uterus
Dilated cornua

Thymus
Congestion
Atrophy

Lymph nodes
Reactive hyperplasia

Mandibul. lymph node
Lymphoid hyperplasia
Plasmacytosis
Congest./erythroph.

Histiocytosis

[
P o —

N
—

—_ NN W
»

Exorbital lacrimal glands
Harderian alteration

Eyes
L _Hypoplasia
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poverphos S-9228

J—
Administration period of the
test substance

From: 14-JUN-1996

To: 11-JUL-1996

I

Animal species and strain

Rat, Icolbm: OFA (Sprague Dawley) SPF

e

NUMBER OF ANIMALS PER GROUP

Route of administration Oral (gavage) Males: § Females: 5§
Purity of the Dose CONTROL | LOW DOSE | MID DOSE | HIGH DOSE RECOVERY GROUPS
Test Substance Level GROUP GROUP GROUP GROUP
98% approx. mg/kg/day 0 50 200 500 0 500
m f m f m f m f m f m f
NOEL (mg/kg/day) 200 mg/kg

Changes by which NOEL is
estimated .

Hematology; Clinical Biochemistry

REPAST\619716T.DOC
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Doverphos S-9228

Testing Name and RCC, Research & Consulting Company Ltd.., P.O. Box,

Institution Address CH-4452 Itingen/Switzerland Tel.: 061/975 1111

Study Name Dr. G. Allard  Signature: / ; _ ‘

Director Title / M C /,/
/ P (G O o
v/

Test Dates From: 07-JUN-1996 To: 26-JUL-1996

KEY:

- =no change

d = test day (day of treatment)

w = test week (week of treament)

I = increased compared with controis

D = decreased compared with controls

Statistically significant:

*=p<0.05
** = p<0.01

n = number of animals affected

# The control group and high dose group values of the in-life parameters "body weight”, "food consumption” and
"ophthalmoscopy” were summed up with the values of the respective recovery groups during the treatment period. The
same applied to the parameters of hematology, blood biochemistry, and urinalysis at the end of the treatment period.

REPAST\619716T.DOC
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Remark:

»Study Director® is defined in Article 5 of "Standards Concerning Testing
Facilities Stipulated in Article 3 of the Order Prescribing the Items of the
Test Relating to the New Chemical Substances" which is stipulated in "Concerning
Testing Facilities Stipulated in Article 3 of the Order Prescribing the Items of
the Testing Relating to the New Chemical Substances (Notification No. 37 of the
Planning and Coordination Bureau, Environment Agency, No. 229 of the
Pharmaceutical Affairs Bureau, Ministry of Health and Welfare & No. 85 (1984) of
the Basic Industries Bureau, Ministry of International Trade and Industry, March
31, 1984)".
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ATTACHMENT 7

ACCREDITATION
guropean Standard EN 45001
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SCHWEIZERISCHER PRUFSTELLENDIENST
SERVICE SUISSE D'ESSAI

SERVICIO DI PROVA IN SVIZZERA

SWISS TESTING SERVICE

mw-4wm

ACCREDITATION
EUROPEAN STANDARD EN 45001

RCC Research & Consulting Company Ltd
Zelgliweg 1
CH-4452 Itingen/BL

This study is performed by the Testing Laboratory for
the toxicological investigation of
Pharmaceuticals and Medical Devices, Agrochemicals,
Industrial Chemicals, Food- and Feed-Additives
in accordance with

SN EN 45001
under accreditation number

STS 085

The accredited scope of testing is defined in the "STS Directory of the
Swiss Accreditation Service".

To comply with this Eurcpean Standard RCC Is obliged to make the following statements:

—~  The test resuits relate only to the items tested.
—  Information on the arror of measurement {confidence interval, where ralevant) can be requestad.
—  This report shall not be reproduced, except in fuil, without the written approval of the testing laboratory.
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RCC
Research & Consulting Company Ltd
Postfach
CH-4452 itingen
Switzerland
Phone: 41/61 97511 11
Fax: 41/61 97152 84

RCC
Umweitchemie AG
Postfach
CH-4452 Itingen
Switzerland
Phone. 41/61 97511 1
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