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The substance tested was a blend of three (3) chemrcal substances as 1dennﬁed below '

 Chemical Substance . _e_gb.tlie_c_em - CAS#

‘Bis (2,4-dicumylphenyl) pentaerythntol drphosphlte 48 154862—43 8
~ Bis (2,4-dicumylphenyl) pentaerythritol dlphosphate ' , 48 None ’
24-D1cumyl phenol = ‘ S 4 2772—45-4

The enclosed study is a 90 day Oral Toxicity Study in dogs The dose levels were 0, 2, 500
~ 5,000, and 10,000 ppm. The no-observed-effect level (NOEL) was 5000 ppm which is equal to
181 mg/kg/day. The no-tomc—effect-level (NOTEL) was 10,000 ppm whrch is equal to 37 5

- mg/kg/day.
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1.1 GENERAL

- Title

Sponsor

Study Monitor B

Testing Facilities

~ RCC Project Number -

Test Article

‘Test System .

1. GENERAL INFORMATION

13-week oral tox1cxty (feeding) study w1th Doverphos S- 9228

"B in the dog

Dover Chemtcal Corporation

- 3676 Davis Road N W
-P.O.Box 40

Dover, Oth 44622 / USA

Dr.Roland A. Leimgruber =~ ,

RCC Registration and Consulting: Company Ltd

~ CH-4452 Itingen / Switzerland
. RCC Research and Consulting Company Ltd

and RCC Umweltchemie AG

CH-4452 Itingen / Switzerland

RCC Research and Consulnng Company Ltd

- c/o BRL Biological Regearch Laboratories Ltd.

CH-4414 Fiillinsdorf / Sw1tzerland

EPS Expenmental Pathology Services AG
CH-4132 Muttenz / watzer]and ‘

662185

~ Doverphos $-9228 B

Beagle dog

1.2 PROJECT STAFF

Study Director

- Deputy Study Director

Technical Coordinator. -

. Clinical Laboratory

Investigations

| Ophthalmo]ogy/Neurology
'» Analyucal Chemlstry

NecropsylHlstotechmque/

g Hlstopathology (Report) ,

Dr K Helder (EPS AG)

Dr. Th. Pfister

S.J. Corney. |
L. Braun

H Luetkemexer

. Th. Frei, Th. Pfister

K. Biedermz;mn
Dr. K. Weber
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1.3 SCHEDULE

© Acclimatization | 14-JUL-1997't0 18-AUG-1997 e
Pretest © 05-AUG-1997to 18-AUG-1997 | |
Administration . 19-AUG-1997 to 17/18-NOV 1997

Termination (necropsy) . 18/19-NOV-1997

14 AHCHIVING

The Research & Consulting Company Ltd CH-4452 Itmgen/Sw:tzerland will archive the\
followmg data for at least 10 years:

Protocol, report, amendments to protocol and report (where apphcable) all specxmens raw
data and reference sample of the test article.. At the end of this period, the archived matenal '
wrll not be destroyed without the pnor consent of the Sponsor

_‘ ‘1 5 GUIDELINES

The study procedures descnbed in this repon conform wrth the fol]owmg gurdelmes

| "Subchronic Toxicity Tests with Rodents and Non- rodents" Toxicological Principles for the
‘Safety Assessment of Direct Food Additives and Color Additives Used in Food (Redbook II, -

Draft), Chapter IV C 4, US Food and Drug Admm:stratlon Center for Food Safety and:
Apphed Nutrmon 1993. :
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1.6  PROJECT STAFF SIGNATURES

Study Director: ' : | . Dr. Th. Pfister

. date /fZ Jwv-/f;‘?)’

Depﬁty Study Director: B c S.J. Corney

assesestaseansessetasorarsescasINgIeseee

 date: 12~ "Sund AN

Clinical Laboratory Investigations:
* Necropsy/Histotechnique:

Management: = . - TR.Allen
date- 1o Sust 1844¥€

The mgnamres of Dr. K. Heider (Hlstopathology) and K Bledermann (Analynca] Chemistry)
~ are presented in the relevant Appendxces
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GOOD LABORATORY PRACTICE
17  STATEMENT OF COMPLIANCE

PROJECT NUMBER: - 662185

. TEST ARTICLE: : DOVERPHOS S-9228 B o L
STUDY DIRECTOR:  .Dr.Th.Pfister =~ =~ S Coa e
TITLE: ’ o * 13-week oral toxicity (feedmg) study with Doverphos S-9228 ’ '

Bi in the dog

ThlS study was conducted in comphance w1th the Good Laboratory Practnce Regu]atnons hsted
below: . : :

Good Laboratory Practice (GLP) in SWitzerland, Procedures and Principles, March 1‘986.‘ ‘

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

Sfufdy Director: ' Dr. Th. Pﬁs‘ter

~ date: /f2 JU/V-/' ﬁp
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1.8 QUALITY ASSURANCE STATEMENT@

R C C RESEARCH & CONSULTING COMPAN Y LTD
CH-4452 ITINGEN / SWITZERLAND ‘

[

" PROJECT NUMBER: 662185

TESTARTICLE: = DOVERPHOS S-9228.B_ |

'STUDY DIRECTOR: ~~ Dr.Th. Pfister

.TITLE: o 13- week oral toxicity: (feedmg) study wnh Deverphos S-9228
: . R ‘Bmthedog o :

The conduct of thls study at RCC was. subjected to penodxc mspectlons and thls report was.

’ aud:ted by the RCC Quality . Assurance Umt

“The dates ake giveu below:

, Dates of QAU iuspectionSIaudifs

Dates of reports to the study
director and to management

08-AUG-1997
- 13-AUG-1997
15-AUG-1997
19-AUG-1997 -
11-SEP-1997
08-OCT-1997
11:NOV-1997
18-NOV-1997
06/12 15/18-MAY-1998

© 18-NOV-1997

08-AUG-1997

13-AUG-1997
15-AUG-1997
 19-AUG-1997

11-SEP-1997
08-OCT-1997
11-NOV-1997

" 18-MAY-1998

' Manager, Quality Assurance Unit Dr.G. 1

/u I
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2. SUMMARY | | ,

- In this toxicity study, Doverphos $-9228 B was admlmstered orally, by feed admlxture to '
pure-bred beagle dogs for a period of 13 weeks ;

s w:

The study comprised four groups. each comammg four male and four female dogs The
followmg dletary concentrations were admmxstered and average test article intakes achieved:

Concentratton - Average Test Article Intake
Group 1: Oppm o o
Group2: =~ 2500ppm. - 89 mg/kg body weight/day
Group 3: f 5000ppm =~ 181 mg/kg body weight/day
Group4: ' 10000 ppm - 375 mg/kg body welght/day

The results of the study are summarlzed as follows:

21 ’MORTALITY[.VIABILITY |

All dogs survived the scheduled treatment period.

2.2 CLINICALSIGNS .
" “There were no clinical signs that could be attnbuted to the admmtstratton of Doverphos
S-9228 B.

23 FOOD CONSUMPTION v
Food mtake was' unaffected by the admlmstratton of Doverphos S- 9228 B

2, 4 BODY WEIGHT

There were no changes in body weight that could be related to the admxmstratxon of
DoverphosS -9228B. : : ‘

25 OPHTHALMOSCOPY

There weére no ophthalmoscoplc ﬁndmgs that could be attnbuted to the admtmstratlon of
Doverphos §-9228 B.

26 ‘N/EUROToXICITY SCREENING

) Néuro]Ogical parameters were unaffected by the administration of Dvoye\rphos S-9228B.

10
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- that could be attributed to the administration Doverphos S-9228 B

DOVEFIPHOS §-9228 B

' 2 7 IMMUNOTOXICITY SCREENING

There was no evxdence of any immune reaction w..\,...:zg °f*mrmstratlon of Doverphos‘
S-9228 B. ~

.\

2 8 | CLINICAL LABORATORY INVESTIGATIONS

Shghtly increased total lxpnds, cholesterol and phosphollptd levels were evident in the dogs at -
10000 ppm in weeks 4,8 and 13. . ,

There were no other changes in the hematology, cllmcal btochemtstry or urmalysns parameters -

| .
i

2 9 ORGAN WEIGHTS

" ‘Organ wei ghts were unaffected by the adrmmstratlon of Doverphos S-9228 B.

210 'MACROSCOPIC AND‘MI’CROSCOPIC FINDINGS‘

All morphologlc findings recorded were considered to be spontaneous in nature and w1th1n the
normal range of background alterations which may be’ recorded in beagle dogs at these ages. -
Toxic mamfestatlons resultmg from treatment with the test article were not in evidence.

3. CONCLUSION

The daily adm1mstratxon of Doverphos S- 9228 B by dxetary admlxture at concentrations of
2500, 5000 or 10000 ppm, at dose levels equivalent to 89, 181 or 375 mg/kg body wetght/day o
to beagle dogs for 13 weeks did not result in -any ev1dence of toxicity.

Test article-related fmdmgs were restricted to slightly mcreased total hp]d cholesterol and

' phosphohpld levels in the dogs of the high dose group. These changes of functtonal nature are
" not cons:dered to be of tox:cologlcal 51gmf1cance , '

‘On _the ba31s of the" results in- this study, the - no-observed-effect-level (NOEL) is
"~ 181 mg/kg/day whereas the no—toxnc-effect—level (NO‘}EL) is- 375 mg/kg/day Doverphos

S-9228 B.

11
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. OBJEC"IVE

N The purpose of this study was to assess the cumulatlve tox1cny of Doverphos S- 9228 B when
administered to beagle dogs by oral ingestion (feeding) for a period of at least 13 weeks.

" This study should provide a rational basis for the assessment of hazard to man. The results of
this study should indicate potential target organs of tox1c1ty and prov1de the basxs for dose
selection for a chromc tox1c1ty study :

5. MATERI)\LS AND METHODS

51 TEST SYSTEM

'Ammals ’ .~ Pure-bred beagle dogs, dewormed and véccmate‘dagamst

drstemper, leptospirosis, parainfluenza, contagrous hepatms o

rabies and parvovrrus

-Rationale, I - Recognized by 1ntemauonal gurdelmes as a recommended
| 7 non-rodent test system o S
Breeder ‘- " BRL Blologlcal Research Laboratories Ltd. S
: S ' - .~ CH-4414 Fullmsdorf / Switzerland R
Total number of animals 17 males and 17 females, of which 16 males and 16 females -
/ : ' . were selected for the study. :
Age (at treatment start) . 6Y% - 7 months
Body weight range =~ 7.6 - 10 kg (males),
(at treatment start) . -6.3-8.8kg (females)
Identification ‘ _ /‘Prowsnonal Identification: Indlvxdual kennel. number (1-34)

“and ear tattoo (performed by the breeder).

" Permanent Identification: Indrvndua] kennel number (1-32) :
and ear tattoo (performed by the breeder).

"' Acclimatization ' ~ 36'days under test condltlons. ‘A veterinary examination was
: performed on all animals to assure a satisfactory health status.

52 ALLOCATION

Shortly after arrival the dogs were temporarily allocated to groups by a computer generated
- random algorithm; ‘the spare ammalsvwere allocated to Group 5 and assigned numbers 33-34.

12
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During acclimatization male dog tattoo 5491, allocated as No. 13, was replaced with dog -
" tattoo 5497, allocated as No, 33 due to the death of dog tatton 5421.- An additionat male-dogi— T
" taftoo 5535, was delivered durmg acclimatization as a spare. Thereafter, pre-treatmens
investigations were carried out on all dogs ‘Shortly before the start of treaiment, the data
obtained were reviewed and no allocation was considered necessary. Oniy data fmm «thgs
“assigned to the study are mcluded in thrs report ' : ~

Group 1. - Group 2 Grou93 - Group 4

,Dose Level S Opﬁmf 2500 ppm‘ . 5000 ppm 1'0000'ppm‘,
Males . 1-4. 5.8 9-12 = -13-16
Females = . 17-20 . 21-24 25-28  29-82
5.3  HUSBANDRY. =
Room numbe‘r_-‘ - 1U03 R , . -
* Conditions R Standard Laboratory Conditions. Air-conditioned with target

ranges -for room temperature 20 +3°C, relative humidity 40-
70% and approximatety 20 air changes per hour. Room -
temperature ‘and’ humidity -were monitored continuously.
Kennel floor temperature was- maintained at approxrmately

21°C.. There was a 12 hour" ﬂuorescent light/12 hour dark
cycle with at least 8 hours music during the light period.

 Accommodation . R Dogs were housed in groups of two, within each treatment

5 o group and sex, in a kennel with minimum of 2.0 square

meters floor space. The animals. were individually housed

- during the feeding periods. The kennels were c]eaned once
dally :

Diet . 350 g pelleted standard Khba 335 dog mamtenance diet

Lo ‘ - (KLIBA Miihlen AG, 'CH-4303 Kaiseraugst / Switzerland) (
presented ‘approximately at approximately 1000 daily. Any -
remalnmg diet was withdrawn at approxrmately 1300

Results’ of analyses for contaminants are included m thls :
‘ vreport (see Appendrx]] pp. 172-176). :

“Water o - Tap water was supplred ad libitum by an’ automanc watermg

; ‘ system. Results of representative bactenologrcal chemical

- and contaminants, analyses are included in this report (see
Appendix I, pp. 168-171).

13
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No contarmnants expected t0 mterfere w1th the study are

o RsER I ‘:: gresentin the feed or water.

5.4 TEST ARTICLE ;

Identlflcanon
Descnptxon

Formulation

- Batch numbers /
Purity

Stability/expiry date
. Instructions for test -
article storage

Safety precautions

Feed admixture
preparation -

Analysis of feed

Doverphos $-9228 B

White solid .

Mixture of: ' >
48% Bis (2, 4-dlcumy1phenyl) pentaerythntol dxphosphlte
o= Doverphos S5-9228 :
48% Bis (2, 4—d1cumylphenyl) pentaerythritol dlphosphate'
= Doverphos S-9228 - diphosphate ‘
4% 2,4-Bis (1-methyl- I—phenylethyl) phenol

= 2 4-d1cumy1phenol -
o L o Batch number ~ Purity
kDoverph’os S-9228 o - 41R031495 = 99%
Doverphos S-9228 - diphosphate 53R041597 =~ 96.6%
© 2,4-dicumylphenol - AJR4-3 T >99.9%
‘3'1'-DEC-19,97‘ ‘

-

“In the original container, at room temperature (approxlmately
~20°C), away from dxrect sunhght

“Routine hygienic precautions were- employed to assure
personnel health and safety.

Doverphos S-9228 feed was prepared as follows: Dlphosphlte

| ~and diphosphate were mixed with microgranulated feed. 2,4-
* - dicumylphenol was dissolved in dichlormethane which was
“then added to the mix and the pellets prepared. Water

(approximately 1:10 vo]ume[weight ratio) was added to aid
pelleting. The" pellets were. dried with warm air for
approxxmately 48 hours before storage.

The acceptability - of formulatlon and the stab:lity of test

. article in feed for two weeks was confirmed during a 4-week

' | dose-range ﬁndmg study (RCC Project 659597).

-method supplied by the Sponsor. (See Appendix V).

~ Intercurrent samp]es were retained at monthly mtervals for

the determmatlon of homogeneity and content ‘and once for
confirmation of stability for four weeks. Analyses were
performed in the RCC Umweltchemie ‘AG, according to a

14
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- Frequency of preparation ~ Every two to three weeks.

- dtorage of feed -

At room temperature in disposable paper bags.

55 - TREATMENT

Method 3 T ' Oral by feed admlxture

C Rattonale for method . . The oral route is- an anttcnpated route of human exposure to
T the test. amc]e . B : .

~ Frequency of treatment Daily, during the feedmg period (09‘“5 to ]3‘2) ‘
Dose levels - Group1: ~ Oppm

Group 2: 2500 ppm
- Group 3:° 5000 ppm"
. Group4 10000 ppm

Rationalefor dose levels . ,f,The dose levels were selected based on results of a 4-week
; B ' L dose-range ﬁndmg study in dogs (RCC PI‘O_]CC[ 659597)
Duration of pretest period 14 days.

* Duration of treatment period, 13 weeks (males) or ‘13-;w'eeks and 1 day (females).

5.6 OBSERVATIONS
. 5 6 1 VlABILlTYIMORTALITY

L Observattons for vtabthty were recorded from commencement of the pretest pertod at least

tW1ce daily.

5. 6 2 CLINICAL SIGNS

~Each animal was examined at least twice daily for any change in behaviour, reaction to

treatment or ill-health. A descrxpuon of any abnormality was recorded from commencement of
the pretest penod \ :

5.6. 3 FOOD CONSUMPTION

Food consumptton was recorded darly from commencement of the pretest pertod The daily -
‘ration was wexghed before and after feedmg The ‘individual food consumption over each

- week and the group mean of these values are reported

~ the pretest period and before necropsy

5.6.4 BODY WEIGHTS

The body wexght of each animal was recorded at least once weekly from commencement of

15



RCC PROJECT 662185 e | L
DOVERPHOS 5-6228 B o o S R

5. 6.5 OPHTHALMOSCOPIC EXAMINATIONS

| wascn amimgd) was examined IOr abnormailues Ol ing ‘tyes di ieast zO minutes after the
mstlllanon of 0.5% tropicamide . solution (Mydnatlcum Dispersa, - CIBA Vision AG,
Ntederwangen, Switzerland) using a binocular indirect ophthalmoscope (all pupil model,
“Keeler Instruments, Inc., USA) and the results were recorded. Unless otherwise indicated in
the table, the contralateral eye was without abnormalities. The observation area included the

~ cornea, conjunctiva, sclera, iris, lens and fundus. Photographs were taken at the dxscretlon of
‘the ophthalmologlst and are retamed in the raw data. -

Pretest Lo 13-AUG-1997
13 weeks , / ~ 11-NOV-1997

5.6.6 NEUROTOXICITY SCREENING

The following’ neurologlcal tests were performed to. detect the ex1stence, nature and site of

- toxic injury to the central and/or peripheral nervous system. Neurological examinations,
" ‘included examination of gait (locomotion, gait activity), postural reactions (landing/support
response, muscle force, standing on a straight line, placing thoracic limbs, hopping response),
-/spinal reflexes (patellar reﬂex, ﬂexor/pam reﬂex) and cramal nerves (pupll size, light

response) 4
Pretest \ - , 13—AUG 1997 (all amrﬁals)
13 weeks -~ 1 I-NOV 1997 (control and hlgh dose ammals)

5.6.7 IMMUNOTOXICITY SCREENING

anary mdlcators of possible immune tox1c1ty were derived from hematology (WBC counts
and differential), clinical chemistry (total serum protein and A/G ratlo), organ weights of
. spleen and thymus, hlstopathology of lymphond tissues.

| 5 7 CLINICAL LABORATORY" INVESTIGATIONS' |

Blood and urine samples were collected from all' ammals The ammals were fasted overnight
but allowed access to water ad libitum. The samples were collected early in the working day
to reduce biological variation caused by circadian rhythms. Blood samples were drawn from:
the jugular vein into evacuated blood collect1on tubes Unne was collected into a spec1men
vial using a catheter :

* Blood and urine samplmg R
Pretest I L . 06-AUG-1997

‘Pretest I o R 14-AUG-1997
4weeks . 11-SEP-1997
8 weeks o " 08-OCT-1997 -

13 weeks - 13-NOV-1997

16



‘RCC PRO.IECT 62185

DOVERPHOS S-9228 B

4

‘ The assays of blood and urine parameters were performed at BRL Broloolcal Research

Laboratories T.td - under mtemal laboratory quahty control condmons to assure rehable test o

results e . ‘ ‘ . : iy

~In the summary and mdlvrdual tables the names_of some ‘parameters have been abbrevrated o

Clinical laboratory data are expressed ‘'with-a few exceptions, in general accordance with the

" international System of Units (SI).

Key to ablneviations of Units of Measure: ~~ . Ll
:tera (101’) ‘ kU :kilo units -

L~ :liter T

‘mol :mole G :giga(109
sec . :second ‘m- - milli (103).
g gram. p - imicro (10:6)
kg~ :kilogram n . :nano(109)
kat - :katal (mol/sec) f . :femto (10-15)

Remark code 1dentrﬁcauon INH in oestrus -

General remarks: -

L Hrstoncal reference values for untreated beagle dogs see Appendrx I, pp 177 195.

5 7.1 HEMATOLOGY

‘_:Antrcoagulants used during blood collection were EDTA-K3 (hematology) and sodrum crtrate,
3.8% (coagulation; 1 part anticoagulant to9 parts blood). ,

Commercial reference controls for momtonng the performance of the method were:

Hematology E1ghtcheck 3IWP (normal range) Erghtcheck-L-3WP (low abriormal range)

~Ret-check (retlculocyte control) : o ‘ \
’(TOA Medrcal Electronics Co., Ltd. Kobe/.lapan ‘ ‘ ‘

Coagulatron IL. Control P]asma (normal range); L Control Plasma (abnormal range)
(Instrumentatlon Laboratory, SpA, Mrlano/ltaly) : :

\

.Hemarologxr Parameter Abbreviatlon Unit ,Instrumen:tation -

. Erythrocyecont . RBC  TL 1 :
- Hemoglobin . HB° mmolL 1
| Hematocrit " | R / HCT 4 IJL : RS
Mean corpuscular volume MCV L N
Mean corpuscular hemoglobin :/‘ 'MCH , Q fmol 1
- Mean corpuscular hemoglobm - MCHC o ;mmolqu [ 1

concentration ‘ e - R o

Plateletcount -~ PLATELETS GL . = = |
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-"1I-'Iemaf6ie  Parameter ) Abbreviation Unit . Instruimentation
Total leukocyte count ~ WBC - - GIL 1 ’
Reticulocyte count o ~ RETIC. o Po(rel) 2

\ : B o Ti(abs)).

’ Retlculocyte ﬂuorescence HFR = high, % 2
ranos - o : MFR = middie,

L R . LFR=low o ,

' Nucleated erythrocytes -~ NEN ' NEN/IOOWBC 3
(nomoblasts) ) o
Differential leukocyte count . Diff. WBC ~~ I(rel) = 3

o . - Count* - G/L(abs.)

_Red blood cell morphology ~ normal/abnormal 3

Key: '

1 Sysmex (TOA) E-4000 Mnltl;Parame'ter Automated Hematology Analyzer

i '_-2 Sysmex (TOA) R-1000 Automated Retlculocyle Analyzer e

73 Leitz Laborlux 12 mxcroscope
4 Cell Classification: \ ‘ ; .
- BAND. = Band Neuttophll : " 'LYMPH. ' =Lymphocyte
SEG. = Segmented Neutrophil MONQ. = = Monocyte
EO. = Eosinophil , " .PLAS. = Plasma Cell :

" BASO. = Basophil . ’ OTHER =Blast Cell (undlfferenualed)
Coagulation_Parameter‘ . Abbreviation Unit = Instru.mentation
Thromboplastin time - PT sec , 5
(=prothrombin time)- 4 : :
Activated partial N APTT -~ sec 5
thromboplastin time S : ' ’ e CoN

‘ Key:

5 Instrumentauon Laboratory (IL) ACL 300 Coagulauon System

5.7.2 CLIN!CAL BIOCHEMISTRY
' The anncoagu}ant used during ‘blood col]ectxon was I1th1um heparm (]43 Us. P Units).
Commercxal reference contfols for momtormg the performance of the method were

'Chmcal Blochemlstry Qualitrol HS-N (normal range) .and Qualltrol HS P (hlgh abnormal- :
range) / (E. Merck, Darmstadt/Germany) »
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Phosphorus
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(bio. Meneux SA, Marcy. I'Etoﬂe/France)

Protem Electrophores1s - SeronormTM Proteln (Nycomed Pharma AS, Oslo/Norway)

Clinical Biochemistry

" ‘Parameter
- Glucose

- Urea

_Bilirubin, total

Cholesterol, total -
Triglycérides -

" Aspartate aminotransferase

Alanine aminotransferase

 Lactate dehydrogenase

, Glutamate dehydrogenase

Creatine kinase

E Alkalme phosphatase
Gamma-glutamyl transferase

~ Phospholipids -

Caicium

Magnesium .

_‘Sodium

* Potassium

Chloride

Protein, total

Irort -
Llpxds total o

‘Protein electrophoresxs

s Abgbreviatidn ,

BILL T

 CHOLEST.T
”TRIGL
* ASAT/GOT
- ALAT/GPT

LDH

., GLDH

CK

ALP

G-GT

PHOS. LIPID

PROTEIN T.

LIPIDS T.

" PROT.
' ELECTROPH.4

Unit

mmol/L
. mmol/L.

umol/L

‘umol/L

mmol/L o

vkmmollL‘ :
pkat/L (37°C)

ukat/L (37°C)

pkat/L (37°C)

nkat/L (37°C)

‘ukat/L (37°C)

pkat/L (37°C)

nkat/L (37°C)

mmol/L
rjn,‘mol/L ‘
mmol/L

mmol/L -
mmol/L

mmol/L

mtnqi/L ‘
L
«pmol/L '
gL
ST (rel) -
g/l (abs.)"

.~ Lyotrol N (normal range for the assay control of total lipids and phosphollplds) and
- Lyotrol P fabnormal range - for the assay control of phospholipids) :

Instrﬁmentatibn

. — — — ey

S e
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Clinical Biochemsistry~ ~ ~ Abbreviation ~ Unit ~ ~ Iistrumentation -
Parameter o B : R ' N -
Plasma cholinesterase CHE KUL (37°C)- -1

Key: |

"1 Eris Selective Multi-Test Analyzer 6170 (Eppendort/Ofympus)

2 Epos Selective Analyzér 5060 (Eppendorf/Olympus)

3 Beckman Paragon Electrophoretic System, Beckman Appralse computensed densnometer
4 Electrophoretic fractions:

ALBUMIN = Albumin . B2.GLOB. = Beta2-globulin
Al1-GLOB. = Alpha i-globulin - : SB-GLOB. = Sum of beta globulins
A2-GLOB. = Alpha 2-globulin " G-GLOB. =Gamma globuhn ‘

B1-GLOB. =Beta l-globulin. -~ . AlG RATIQ = Albumin to Globulin ratio

57.3 URINALYSIS |
Commerma] reference controls for momtormg the performance of the method were:

Lyphochek Quantxtatxve Urme Control - Normal I and Abnormal 1I - (for the ‘assay control of
“Osmolality) and quunchek "Routine Urine Chemistry Control — Levels 1 and 2 — (for the
assay control of pH, Protein, Glucose, Ketone, Bilirubin, Blood, Nltnte and Urobﬂmogen)
(Bio-Rad, ECS Dlvmon Anaheim, Cahfom:a/USA)

- Urinalvsis Parameter - Abbreviation Uh‘it/‘Score‘ : " Instrumentation
~ Specific gravity ~ SPEC.GRAV. 1 i
Osmolality = ‘ L ' mmol/kg 2
'Color‘, - L e | 3
Appearance ' : - 3
oH s | | o .
Protein = e c 0= negative 4
) ‘ 1= “(‘)’.25 gL
2="075gL -
2= 150gL!
3=>5.00gL
Glucose =~ - 0= nomal . . 4
. : 1= 3 mmol/L - |
I'= 6 mmol/L
2= ]7 mmol/L

3 =356 mmo]/L



it

&

‘Urinaiysis Yarameter

-6 Indicated amount of urinary constituents:
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Urine-sediment

Avbreviation -
Ketone 3 ) SR
 Bilirubin
' Blood -
Nitrite .
_ Urobilinogen - UROBILLL
* SED. MICRO.

Key:

| Atago Uricon Refractometer =
2_Fiske 2400 Multi-Sample Osmometer .
3 Visual observation -

5 Leitz Laborlux 12 light microscope

* Unit/Score
0= negative

0= 0.5 mmolL

1= 1.5mmolL
. 2=. 5.0 mmol/L
- 3=215mmol/L.

Q= negative '

1= 17 pmolL
2= ' 50 pmol/L

3= 2100 ;.nmollL7 ;

0= negatwe
‘1= 15RBCs/uL

Instrumentation
4 i

1 =" 25RBCs/uL

2= S50RBCSiL
2=150RBCs/juL

'3=>250RBCs/uL.

'n_eg-atiﬂvc/poﬂs_itive‘. -4

0= normal

L= 17 umol/L
2= 68pumolL
3= 135pumol/L
3 =2203 pmol/L
-normal =0 |

abnormal amount
=1 (small),

2 (moderate),

3 (large) 6

-4 Boehringer Miditron M Seml-Aulomated Urine Chemlstry Analyzer

RBC Red b]ood cells; WBC White blood cells

' SQUAM. = Squamous epithelial cells; ROUND = Round epithelial cells; URIC ACID ‘Uric ac1d cryslals

N

7 Positive results conﬁrmed with Ictotest Reagem Tablets (Ames)
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58 PATHOLOGY
581 NECROPSY
" After 13 weeks treatment  18/19-NOV-1997

All animals were necropsred and descnptlons of all macroscoplc abnormalmes were recorded

o i gl 3 L e

Necropsies were performed by experienced prosectors supervised by a wetennary pathologist.

~* All animals surviving to the end of the observation period were anesthetized by intravenous
B m_;ectron of sodium pentobarbital (Narcoren Rhﬁne Merieux) and killed by exsanguination.

“Samples of the following tissues and organs were collected from all animals at necropsy and

~ fixed, whole or in part, in neutral phosphate-buffered 4% formaldehyde solution (10% .-

formalin). The eyes with optic nerve were fixed in Heidenhain's Susa solution. Bone marrow
smears from one sternum from all animals were taken for possnble further mvesttgatton :

Adrenal glands Aorta Bone ~ sternum and femur mcludmg articular surface, Bone -

_marrow - sternum, Brain - including sections of medulla/pons, cerebral and cerebellar ;

cortex, prdtdymtdes Esophagus, Eyes with optic nerve, Gallbladder, Heart, Kidneys, -
Large intestine - cecum, colon, rectum, Liver, Lungs w1th mainstem. bronchi, infused
- with formalin, Larynx, Lymph nodes - retropharyngeal mesenteric, Mammary gland
area, Ovaries and fallopian-tubes, Pancreas, Pltmtary gland, Prostate gland, Salivary
. ‘glands - mandibular, parotid, sublingual, Sciatic nérve, Skeletal muscle, Skin, Small

- intestine - duodenum, jejunum, ileum, Spinal cord - cervical, midthoracic and lumbar -

segmerits, Spleen, Stomach, Testes, Thymus, Thyroid gland including parathyroid gland, ‘
- Tongue, Tracliea, Urinary bladder, Uterus with vagina, All gross lesions. ‘
‘582 ORGANWEIGHTS

The following organs were wetghed before flxatlon Paired organs were wexghed separately.

Adrenal glands (1, r), Brain (mcludmg bramstem), Heart Krdneys (1, r), Liver, Pituitary .-
gland Prostate gland, Spleen, Testes Wlth epididymides (l n, ‘Thymus, Thyroid gland
W1th parathyroid (1, r). . '

5.83 HISTOTECHNIQUE

All organ and tissue samples,‘ as defined under Histopathology ,(following)-, were processed;
-embedded and cut at a nominal thickness of 4 micrometers and stained with hematoxylin and

eosin. Hlstotechmque was perfonned in RCC Itingen and hlstopathology was performed m

EPS AG

» 584 HISTOPATHOLOGY

* Slides' of all tissues collected at necropsy from al] ammals were exammed by a vetennaryy

- pathologist. A description of all abnormalmes is included ‘in the report.

An attempt was made to correlate gross. observations w1th mrcroscopxc ﬁndmgs ‘

oo
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59 DATACOMPILATION .

Dwrtal VAX computers were used to sort, treat and present suitable data for mclusron m the
report All electromcally recorded data are- conserved ona magnetrc’ medium. o

, Indrvrdual wvalues were rounded before pnntmg All derived values which appear in the tables |
represent the rounded results of calculatlons which used the exact raw data value:

The weekly mean of the darly food consumptron values was calculated for each ammal and
_was used to calculate an unwerghted group mean.

| 5.10 STATlSTICAL ANALYSIS

- The followmg statistical methods were used to analyse the- body wetght cllmcal laboratory
data and organ weights. : . :

“If the variables can be assumed to follow a normal dlstrrbunon the Dunnett-test (many to one
- t-test) based on a pooled variance estrmate was apphed for the companson of the treated :
- groups and the control groups for each sex. : : ‘

The Steel-test (many-one rank test) was apphed mstead of the Dunnett—test when the data can L
.not be assumed to follow a normal drstrrbuuon . : :

.
References :
_- C:W. Dunnett: :

A Multiple Comparison Procedure for Comparmg Several Treatments w1th a Control J
Amer. Stat. Assoc. 50, 1096 1121 ( 1955) : '

- R.G. Miller: -
Slmultaneous Statlsttcal Inference Spnnger Verlag, New York (1981) \
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6.  RESULTS »
6.1 OBSERVATIONS

6.1.1 VIABILITYIMORTALITY

~ A1l animals survxved the scheduled treatment penod.

6.1.2 CLINICAL SIGNS
" (see pp. 66-82)

There were no chmca] s:gns that couId be attrlbuted to’ the admmlstratlon of Doverphos

S-9228 B.

| The incidence of the signs observed, which were those commonly observed in’ dogs housed at

'these laboratories, showed no ev1dence of a dose-relatxonshnp

' 6.1.3 FOOD consump'nou L !
- (see pp- 28-29, 33- 36, 83- 84) .
Food intake was unaffected by the admlmstratlon of Doverphos S 9228 B.

6.1.4 BODY WEIGHT
© . (seepp 30-31, 37-40, 85- 87)
Body we:ght was unaffected by the admlmstranon of Doverphos S- 9228 B.

6 1 5 TEST ARTICLE INTAKE
. - (see pp. 41-42,88-89) . -
. The ratios of the mean achieved test amcle mtakes (81,184 and 381 mg/kg body welght/day

for the males, and 96, 177 and 368 mg/kg body weight/day for the females) were similar to

those of the dietary concentrations of 2500 5000 and 10000 ppm admlmstered

6.1 6 OPHTHALMOSCOPY :
(see-pp. 90-93) '

| There was no indication that the admlmstratlon of Doverphos S- 9228 B had any adverse '

effects upon the eyes.

»6.1.7 NEUROTOXICITY SCREENING
(see pp. 94-99) ’

There were no neurologlcal changes that could be attrxbuted to. the admlmstratlon of

Doverphos S-9228 B.

R T e T T
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. 6.1 8 ) IMMUNOTOXICITY SCREENING

- Liere was llO CVIUCI'I(.G ui ululluuc LuAu,xty un:uwnls auunm-uuuon Of DOVCI‘phOS S-9228 B

6.2 CLINICAL LABORATORY INVESTIGATIONS

6}.2.1‘ HEMATOLOGY |
(see pp- 43-48 100-119) /
: Hematology parameters were unaffected by the adm1mstrat10n of Doverphos S 9228 B

- The occasional stattstxcal]y significant (p<0 05 or 0. on mtergroup dlfferences that occurred,
notably the marginal decrease in group mean thromboplastin time recorded in. the females at
10000 ppm in Weeks 8 and 13, are considered to be fortuitous. The changes were not

con51stently present for both sexes and the mdmduaI values were generally w1thm expected

- limits (see historical reference values for untreated beagle dogs, Appendxx ).

6.2.2 CLINICAL BIOCHEMISTRY -
(see pp-:49-56, 120 143) -

- Assessment of the clinical bxochemlstry data reveaIed the followmg changes in companson’

with the contro]s

B Shghtly mcreased total lipids, cho]esterol and phosphohpld levels in both sexes at |

10000 ppm in Weeks-4, 8 and 13. The dlfferences from the controls for cholesterol and
total lipids attained statistical significance in the females in Weeks 4'and 8, respecttvely

,There were no other - -changes that could, be assomated with_treatment with Doverphos
© $-9228 B. Although statistically significant intergroup differences were apparent, these did
- not show any dose-related or time-related pattern and were not consistently present for both
sexes. Therefore, the dtfferences in these parameters are considered to represent the expected
spontaneous vanatlons that occur in doos of thns age and strain. :

623 URINALYSIS
o (see pp. 57- 58, 144-155) ,
- Urinalysis parameters were unaffected by the admlmstranon of Doverphos S 9228 B
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63 PATHOLOGY e
| 5_3,1 ORGAN WEIGHTS

(see pp. 59-64, 156-167) v
Organ werghts were unaffécted by: the admrmstratron of Doverphos S-9228 B

6.3.2 MACROSCOPIC FINDINGS

' (see Appendix IV pp. 196-263)

~ No test article-related macroscoprc fmdmgs were recorded at necropsy

6.3.3 MICROSCOPIC FlNDlNGS

- (see Appendix IV, pp. 196-263) |
No test article-related rnicroscopic ﬁndings were recorded

The fmdrngs recorded were those which occur spontaneous]y in control dogs of this age and

“'strain. The morphologic appearance, incidence and' seventy of these ﬁndmgs were srmrlar in

treated and comrol dogs
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'BODY WEIGHTS f
“ MALES | |
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. BODY WEIGHTS
“FEMALES

, PRETEST - |TREATMENT
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FC-SuUM - 1

DOVERPHOS 3-92’28 »B ‘ 15-JAN-98
 FOOD. CONSUMPTION (G/ANIMAL/DAY) SUMMARY
MALES - . R \
PRETEST . ” * Group 1 .. GROUP 2. GROUP 3 . GROUP 4
S T o.PPM 2500 PEM 5000 PEM 10000 PPM
DAYS 1-7 . MERN - <3420 336 344 337
WEEK 1 ST.DEV. - ., ' . 8.7 197 12.9 L 14.4
N e y 4 4 4
. DAYS 8-14 - MEAN : 350 o 332 341 337
WEEK® 2 - ST.DEV. = 0.2 . 291 1.2 26.4
S N , S 4 ST
MEAN OF MEANS : P o : - -
OVER PRETEST o 346 R ¥ V1 342 337
. p
kY
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FC-SUM - 2 .

DOVIRP™OS 5-9228 B "~ 15-JAN-98
FOUD CONSUMPTION (G/AN1MAL/DAY) SUMMARY
MALES \ - R ’ o
TREATMENT " GrOUP 1 GROUP. 2 GROUP 3 GROUP 4
: 0 PPRM 500 PPM 5000 'PPM 10000 . BPM
* DAYS -1-7 MEAN 350 345 344 350
" WEEK 1 ST.DEV. 0.1 118 9.8 0.1
o N 4 4 4 4.
DAYS 8-14  MEAN 350 350 350 350
WEEK 2 ST.DEV 0.1. 0.3 0.1 0.1
, N 4 4 4 -4
DAYS '15-21 MEAN 350 350 350 350
WEEK .3 ST.DEV 0.2 0.1 - 0.1 0.0
. N 4 4 4 e
| DAYS 22-28 MEAN 350 350 350 350
" WEEK 4 ST.DEV 0.1 0.2 1.3 0.2
N 4 4 4 4
DAYS 29-35 MEAN 350: 350 350 350
WEEK 5 ~ST.DEV 0.2 0.1 0.1 0.3
N 4 4 4 4
DAYS 36-42, ~ MEAN 350 ‘345 350 350
WEEK. 6 ST.DEV 0.4 9.6 0.1 0.1
N 4 4 4 4
DAYS 43-49  MEAN 350 341 347 350
WEEK 7 . ~  ST.DEV 0.1 12.9 6.4 0.2
N 4 4 4 4
DAYS 50-56  MEAN 350 324 ¥ 350 350
WEEK 8 ST.DEV. 0.3 51.2 0.3 0.1
N 4 4. 4 4
DAYS  57-63 MEAN 350 47 340 350
WEEK 9 ST.DEV 0.2 5.3 19,7 0.2
SN 1 4 4 4
DAYS 64-70 MEAN 350 337 348 350
WEEK 10 ST.DEV © 0.0 26.6 3.4 0.1
N : 4 4 4 ; 4
DAYS 71-77 MEAN ° 350 312 350 350
WEEK 11, ST.DEV 0.1- 57.9 0.1 0.2
N . 4 4 4 4
DAYS  78-84  MEAN 350 335 347 350
WEEK 12 ST.DEV 0.1 174 6.1 0.2
N 4 4 4 '
' DAYS ' 85-91 MEAN 343 323 338 348
WEEK 13 ST.DEV 13.7 54.7 24.9 3.7
' o N 4 . 4 4
* MEAN OF MEANS S S ]
350 339 347 350
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- FC-SUM - 3

DOVERPHOS S-9228 B 15-JAN-98
'FOOD CONSUMPTION (G/ANIMAL/DAY) SUMMARY
"FEMALES 4 ~ .
-GRot® 1 . . GROUP 2 GROUP 3 GROUP 4
0 PEM 2500 PPM 5000 PPM 10000 PPM
DAYS 1-7 ~ MEAN L 278 o320 314 310
WEEK 1 . ST.DEV. . 452 343 39.8 -.26.7
N - Y Ce 4 Ky ‘4
. DAYS 8-14  MEAN . . 270 o 303 307 286
 WEEK 2 - ST.DEV. ;25,5 . 41.2 40.5 25.3
S SN Co 4 4 4 4
MEAN OF MEANS . - - : . .
OVER PRETEST - o 274 . . 31 310 298
{
A
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L FC~SUM - 4

DOVERPHOS §-9228 B ‘15—.75»1-{973
FOOD CONSUMPTION (,G/ANIM.‘.‘L/'_‘AY) SUMMARY ‘
FEMALES - R
TREATMENT GROUP- 1 GROUP 2 GROUP3 GROUP 4
‘ 0 PIM - 2500 PPM - 5000 PEM 10000, PPM
DAYS  1-7 MEAN 297 313 321 295
WEEK 1 ST.DEV 23.0 40.7 ©40.9 22.9
~ N " 4 4 4
DAYS 8-14  MEAN 312 315 325 306"
WEEK 2 ST.DEV 2309 53.3 42.6 31.6
N 4 4 i T
DAYS 15-21 & MEAN 288 - 306 318 "308
WEEK 3 ST.DEV 28.2 57.2 3.4 295
N ¢ 4 4 T4
DAYS 22-28 - MEAN 277 304 2303 -303
WEEK 4 ST.DEV 8.3 160.0 12.6 35.6
N 2 4 4 "
DAYS 29-35  MEAN 315 320 340 310
 WEEK 5 . = ST.DEV. 3303 51.2 4.7 44.1
N 4 4 4 o4
DAYS 36-42 MEAN 31t 316 303 . 310
WEEK 6 ST.DEV. 234 8.4 " 47.2 0.4
N v 4 T s
DAYS 43-49 MEAN 298 294 307. 320
WEEK 7 ST.DEV. 41.1 . 69.0 31.4 34.6
: N T .4 4 By
DAYS 50-56 MEAN 287 295 3 295 296
WEEK 8 = ST.DEV 28.4 56.3 ER 56.4
: N T 4 4 4
DAYS '57-63 _MEAN 303 m 324 308
WEEK 9 ST.DEV 27.4 3.8 31.0 43.2
N 4 4 4 s
DAYS 64-70 MEAN 310 323 325 329
WEEK 10 ST.DEV 35.2 46.4 2907 31.8
N 2 A 4 4
' DAYS 71-77 MEAN 279 308 297 297
WEEK 1% “ST.DEV. 14.3 64.7 4.8 50.2
: N , 4 . e o
' DAYS 78-84 MEAN 299" 314 311 296.
WEEK 12 ST.DEV. 7.2 36.7 27.3 33.9
R 4 4 4 T
DAYS 85-91  MEAN 281 284 269 274
. WEEK - 13 ST.DEV. 35.7 46.2 59.4 54.0
: N "4 4 4 PR
MEAN OF MEANS : : .
OVER TREATMENT 297 - 308 311 - 304
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_RCC PROJEC‘T'\SGZlBS o ) ' . : - - BWKG-SUM - 1
DOVERPHOS S-9228 B o ‘ o S : ‘15-JAN-98
BODY WEIGHTS (KG) SUMMARY
MALES . S
~ : B : 5
amone 1 - . GROUP 2 . "GROUP 3 ' GROUP -4
0 pEM 2500 PPM - 5000 PPM © 10000 PPM -
ay 1 MEAN 8.3 8.8" 7.9 8.5
WEEK 1 ST.DEV. 0.5 0.8 1.1 0.5
N 4 4 4 4
‘DAY 8 ' MEAN . . 8.7 9.1 8.3 ‘8.8
WEEK 2 ST.DEV. 0.6 0.7 ° 1.0 0.5
N : < 4 4 ¢
\
5
4
Id
1]

N

x e Dc::met;-Tes; based .on pooled vgriance significant at 5% (;,'_) or v‘,‘l%n("")v level ‘
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RCC PROJECT 6€2185

. \
‘BWKG-SUM - 3

DOVERPHOS §-9228 B b " '15-JAN-98
BODY WEIGHTS (K&) SUMMARY
FEMALES R

GROUP 1. “GROUP 2. - GROUP - 3 - GROUP 4 -

0 PEM . 2500 PPM - 5000 PFM 10000 PPM
DAY ‘1 "MEAN 7.3 7.0 7.7 7.5
WEEK 1 ST.DEV. 1.1 0.5 0.4 1.0
o N 4 4 4 4
DAY 8 MEAN 7:6 7.3 8.0 7.8
WEEK 2 ' §T.DEV. 1.3 0.5 - 0.5 1.1
: N 4 4 4 S 4
/
|
f

] */ f'*‘ : Dunnett-Test based on pooled variance ,signif'i‘cantb ét 5% (*) or 1% (**) level
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RCC PROJECT: 662185 ; FTAI-SUM - 1’
' DOVERPHOS 5-9228 B . 16-JAN-98,
. ’ N ¢ N
TEST ARTICLE INTAKE SUMMARY )
(MG SUBSTANCE/KG BODY HEIGHT/DAY)
MALES
CTREAYHENT o Group 1. GROUP.2 " GROUF 3 . . GROUP'4 - -
- . - 0 PRM . 2500 PPM 5000 PPM 10000 PEM -
DAYS 1-7  MEAN 0 92 202 - 307
© WEEK 1. ST.DEV 0.0 8.9 22.1 21.9
S N 4 4 A T
DAYS 8-14  MEAN, 0 91 202 . 393
WEEK = 2 'ST.DEV 0.0. 6.1 24.7 , 21.7
N 4 g 4 : 4
‘DAYS 15-21 MEAN o0 89 198 . 390
WEEK 3 ST.DEV 0.0 5.5 24.0 o215
N 4 4 K e
DAYS 22-28. MEAN 0 87 RRETTY 390
WEEK ‘4 ~  ST.DEV 0.0 5.4 23.2 24.4
L N 4 4 RV : 4
DAYS  29-35 MEAN 0 85 190 387 .
WEEK 5 . |ST.DEV 0.0 5.4 21.9 23.8
N 4 , 4 s ‘ ¢
DAYS 36-42 MEAN 0. : 83 186 384
WEEK - 6 . ST.DEV 0.0 6.8 21.8 .. 5.8
N 4 4 T : =
DAYS 43-49 MEAN o ‘81 182 0 3s2
WEEK 7 ST.DEV. 0.0 5.34 23.6 26.9
: N a 4 a e
DAYS 50-56  MEAN 0 76 180, S 379
WEEK 8 ' ST.DEV. 0.0 14.1 219 . .. 283
SN s 4 P e
DAYS 57-63 MEAN 0 80 173 T 378 )
WEEK 9 . ST.DEV. 0.0 4.5 2751 31.4
N 4 ¢ 4 s
DAYS 64-70  MEAN 0 77 175 3T
WEEK 10 ST.DEV 0.0 8.3 213 . 355
.‘ N A 4 o : 4
. DAYS 71-77 MEAN 0 70 174 .. -0 370
. WEEK - 11 ‘ST.DEV. 0.0 13.9 20.3 o "~ 35.5
: N 4 4 s T
" DAYS - 78-84° MEAN- T s 75 im0 366
WEEK 12 . - ST.DEV. 0.0 ' 5.1° 22.3 ‘ 34.8
N T 4 T : e
- pAYS 85-91  MEAN . o ~ 72 165 362
WEEK 13- ST.bEV. . 0.0 - 13 280 : ~39.6
N 4‘j« -4 4 . 4
MEAN' OF MEANS v o
OVER TREATMENT °~ “ 0o ~ 81 - 184 . 381




"'RCC.PROJECT 662185

FTAI-SUM - 2

‘DOVERPHOS ‘$-9228 B 16-JaN-93
TEST ARTICLE INTAKE SUMMARY

- (MG SUBSTANCE/XG B30DY WEIGHT/DAY) -

" FEMALES R RN -
- g N opeM 2500 PPM 5000 PPM 10000 pPM
DAYS 1-7 . .MEAN S0 105 T 197 379
WEEK 1 ST.DEV .0 16.0 15.6 54.3

N 4 4 “a T

‘DAYS 8-14  MEAN 1 103 194 386

WEEK 2 = ST.DEV. 0.0 19.8 18.1 53.1
N rl SR 4 e

DAYS 15-21  MEAN o 98 188 380

WEEK . 3 - - ST.DEV. 0.0 20.2 19.7 ' 52.8
, N a4 4 Y 4

DAYS 22-28 MEAN ' 0 97 177 374
WEEK 4 - ST.DEV. 0.0 o 20.8 22.8 55.0°
~ N 4 s T4 .
'DAYS . 29-35 MEAN. 0 101 195 382
WEEK 5 ST.DEV. 0.0 17.1 10.6 74.6

- N 4 4 4 4

DAYS 36-42 - MEAN 0 98 . 170 379

WEEK 6 ST.DEV. 0.0 116.3 19.0 . 63.2
; N ‘4 4 4 4

DAYS 43-49 MEAN 0 91 173 386

‘WEEK 7 - ST.DEV. 0.0 22.2 22.6 63.8
N 4 44 4 4
B N

DAYS  50-56 . MEAN 0o~ ©o91 165 354
WEEK '8 ° . ST.DEV. | 0.0 '19.5 27.4 80.5.
R N 4 4 a 4
DAYS 57-63 MEAN 0 96 180 /362
WEEK ~ 9 ST.DEV. 0.0 12.9 25.0" 71.1.

N 4 4 - 4 4

" DAYS 64-70 MEAN 0 98 179 388

WEEK 10 ST.DEV. 0.0 16.1 25.4 66.9
N 4 4 4 4

DAYS 71-77 MEAN - 0 ) 162 349

WEEK 11 ST.DEV. 0.0 20.6 128.5 80.9
. N 4 4 4 4

DAYS 78-84- MEAN | 0 93 170 346
WEEK 12 ' ST.DEV. 0.0 14.0 23.8 ) 57.5
o N 4 4 4 4
DAYS 85-91 MEAN : 0o 84 147 331
WEEK . 13- ST.DEV 0.0 20.2 38.8 73.5

N ¢ 4 ry 4

'MEAN OF MEANS : .
OVER - TREATMENT 0 .96 177 368

/
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Rcé PROJECT 662185

HEM-SUM - 1

4 10000 PPM

DOVERPHOS S-9228 B 27-MAV-98
" HEMATOLOGY SUMMARY
MALES '
] HCT MOV MCH MCHC PLATELETS
mmol/L L/L fL fmol mmol/L G/L
"PRETEST I . - ; .
‘17 0 PPM 6.47 9.1 0.44 67.4 1.40 20.8 . 1375
2 2500 PPM 6.32 8.8 0.43 67.8 1.40 2017 310
3 5000 PPM 6.24 8.9 0.43 68.9 1.43 20.8 367
. 4 10000 PEM - 6.52 9.3 Q44 68.4 1.42 20.9 397
PRETEST' II : - : ‘ - /-
1/ - 0 PPM 6.26 8.7 0.42 66.4 1.39 21.0 370
2 2500 PPM 6.12 8.4 0.41" 66.8 1.38 20.6> 306
3 75000 PPM 6.15 8.6 0.41 67.5 1.41 20.8 379
4 10000 PPM 6.31 9.0 Q.42 - 67.1 1.44 21.4 338
4 WEEKS . T . :
-1 . -0 PPM 6.70 9.4 0.45 66.9 1.41 21.1 409
. 2 2500 pPPM - 6.35 8.9 0.42 66.4 1.40 21.1 286
3 5000 PPM 6.49% 9.2 0.44 67.4 1.42 21.2 383
4 10000 PPM- 6.69 9.6, 0.45 67.2 ’ 1.4 21.5 465
8. WEEKS - " v
1 0 PEPM 6.56 9.2 0.44 . 67.2 1.40 20.9° 384
2 2500 pPM 6.61 9.0 0.44 66.5 1.37 20.6: - 285
3 5000 PEM -6.64 9.2 0.45 67.8 1.39 20.5 370
4 10000 PPM 6.65 9.4 0.44 67.0 1.41 21.1 379,
N . \ - . :
13 WEEKS : o ; : o )
1 .0 PPM 6.98 9.6 0.47 67.8% . .1.38 20.3 . 390
2 ‘2500 PPM 7.38 10.0 0.50 67.3 1.35 20.1 294
.3 . 5000 FFPM 7.43 10.3 0.51 68.5 1.39 20.3 366
4 10000 pPM - 7.18 10.0 0.49 68.4 1.39 20.3 382
RETICULOCYTE COUNT
~'RETIC. .RETIC./ HFR MFR " LFR NEN ~° WBC
% T/L %/ % % . /100 WBC G/L
PRETEST T - o : : ‘ . -
1 - 0 PPM 1.06 0.0669 2.8 15.9 81.4 0.0 9.8
2 2500 PPM 0.96. 0.0594 1.8 ©11:7 86.5 0.0 . 10.4
3 5000 PPM 1.05 0.0644 4.1 15.9 80.0 0.0 10.3
4 10000 PPM 1.64 0.1042 4.8 23.1 ©72.2 0.0 11.2
PRETEST. II ' , "
1 ‘0 PPM 107 0..0664 3.1 14.5 824 0.0 9.1
2 2500 PPM. 0.81 0.0483 2.5 9.2 88.3; 0.0 11.5
3 5000 PPM _ 1.05 0.0634 4.4 13.2 82.5 0.0 9.0
4 10000 PPM 1.86 0.1165 * - 6.6 23.1 70.3 0.0 12.1
4 WEEKS . . ’
1 "0 PPM 111 0.0755 - - 5.0. 15.9 79.1 0.0 9.0
-2 2500 PPM - - 0.73° 0.0466 2.6 9.2 88.3 0.0 8.7
3 5000 ppM 1.13 0.0739 4.7 16.4 78.9 0.0 9.1
4 10000 PPM 1.49 0.0997 6.1 - 22.2 71.8 0.0 - 11
" 8 WEEKS : . S v - .
1 0 PPM g.93 0.0609 3.5 16.1 80.4 0.0 8.7 .
2. 2500 PPM 0.77 0.0508 3.0 11.0° 86.3 0.0 8.4
3’ 5000 PPM 1.04 0.0675 4.6 18.1- 77.3 0.0 9.0
4.10000 PPM 1.22 0.0805 4.5" 17.6 78.0 0.0 8.0
13 WEEKS - ‘ : L : : '
1 0.PFM- 0.81 +0.0559 2.9 12.8 ‘84.4 0.0 8.5 -
2 2500 EPM - 0.71 0.0507 . 1.2 11.0. 87.8 0.0 8.4 !
3 5000 pPM 1.01 0.0731 14.2 14.6 81.3 0.0 9.2
1 ©0.0744 5.0 18.0 771 0.0 9.7

WV AR D\inneﬁt-test based on. pooled variance sig. at 5% or 1% level. +: Steel-test sig. at 5% level.
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RCC PROJECY 662185

: HEM-SUM -, 2

I Dunne;t-tesb based on pooled variance sig: ‘at 5% or l%,levél. S+

DOVERPHOS £-%228 B 27 MAY-98
HEMATOLOGY SUMMARY: " ‘
MALES ‘ .
! DIFF.WBC COUNT (REL.)
BAND 7 BASO LYMPH. PLAS. -
1 1 T
PRETEST I : v .
1 .0 PPM 0.02 0. 0. 0.00 0.36 0. C 0.00
"2 2500 PPM, 0.01 0. 0. 0.00 0.31 0. 0.00
3. 5000 PPM 0.01 0. 0; 0.00 0.33 0. 0.00
4 10000 pEM 0.01 0. 0. 0.00 . 0.31 0. 1 0.00
PRETEST II : - : ,
o 0 PEM 0.01 0. 0. 0.00 10.34 0.0 - 0.00
2 2500 PEM - . 0.01 0. 0.4 0.00 0.26 0.¢ 0.00
3 5000 PPM 0.00 0. 0. 0.00 .31 0. © 0.00
4 10000 PPM 1 0.01 0. 0.0 0.00 0.26 0. 5.00
\ - o : , / a ]
1 .0 PmM 0.01 0. 0. 0.00 " 0.36 0. 0.00
2 2500 PEM- 10,01 - Qs 0. .00 0.29 0. 0.00
3 5000 pPPM 0,00 0. 0. 0.00 0.28 0. 0.00
4 10000 PEM 0.01 0. 0. ¢.00 0.23 0. 0.00
8 WEEKS , . o o
1 0 PEM 0.01 0. 0. 0.00 C0.39 0. -0.00
2 2500 PPM 0.02 0. 0. 0.00 0.31 0. 0.00
3 5000 PPM 0.01. 0. 0. 0.00 0.28 0. 0.00
. 4 10000 PPM 0.01 0. 0. 0.00 0.33 0. 0.00
13 WEEKS : . o
1 0 PEM 0.01 0. 0.1 0.00 0.37 0. - 0.00
2 2500 PPM - 0.00 0.63 0. 0.00 0.32 0. 0.00
3 5000 PEM 0.01 " 0. 0. 0.00 - 0.30 0. 0.00
4 10000 PPM 0.01 0. 0. 0.00 - 0.26 0. 0200
DIFF.WBC COUNT (REL.} .WBC COUNT (ABS.)
- " OTHER ' SEG. EO. LYMPH.
1 G/L G/L
PRETEST I . _ ~ ,
1 -0 PPM 0.00 0.1 5.9 0.2 ©0.0 3.5
2 2500 PPM 0.00 - 0.1 6.8 0.3 . 0.0 3.1
3 5000 PPM 0.00 0.0 6.4 0.2 0.0 3.5
4.10000 PPM 0.00 0.2 7.2 0.2 0.0 3.5
PRETEST II . - o : : .
1 0 PPM 0.00 0.1 5.5 0.2 0.0 3.1
2 2500 PEM 0.00 0.1 8.0 0.4 0.0 2.6
3 5000 PEM 0.00 0.0 5.8 0.2 0.0. 2.8
4 10000 PPM 0.00 0.1 8.1 0.5 0.0 3.2
4 WEEKS' : , ,
1 0 PPM 0.00 0.1 5.3 0.2 0.0 3.2
2 2500 PFM 0.00 0.1 5.6 0.3 0.0 2.5
35000 PPM 0.00 0.0 6.0 0.1 0.0 2.6
4 10000 PPM 0.00 0.1 8.1 * 0.2. 0.0 2.4
8 WEEKS ‘ ‘
1 0 PPM 0.00 0.1 4.8 0.2 00 3.5
2 2500 PRM 0:00 0.2 5.5 So.1 0.0 2.5
3 5000 PEM 0.00 0.1 6.1 0.2 0.0 2.5
4 10000 PPM 0.00 ° 0.1 4.9 "0l 0.0 2.7

St‘éel-;est sig. at 5% level.
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" 'RCC PROJECT 662185

HEM-SUM - 3

DOVERPHOS 5-9228 B 27-MAY-98"
- HEMATOLOGY SUMMARY ‘
-~ MALES S - L
: prErAES SOUNT RELL) DLFE.WBC COUNT (ABS.)
| OTHER BAND: SEG. EO.. BASO.. = LYMPH.
3 1 G/L G/L G/L G/L G/L
13 WEEKS , o o
1 - 0pPmM 0.00 0.1 4.8 0.2 0.0 3.1
-'2 2500 PPM - 0.00 0.0 5.3 0.3 0.0 2.6
© 3 5000 PPM. 0.00 0.1 5.9 0.3 0.0 2.7
4 10000 PPM 0.00 0.1 6.5 0.2 0.9 2.5
DIFF.WEC COUNT (ABS.) ' COAGULATION
MONO.. PLAS, " OTHER . . PT APTT
‘G/L G/L G/L . sec sec
. PRETESTI o v ‘
: : 1 0 PPM 01 o 0.0 . 0.0 7.2 9.8 , ,
2 2500 PPM 0.1 0.0 0.0 6.2 10.1
3’5000 PEM. 0.1 - 0.0 . 0.0 6.8 9.8
4 10000 PPM 0.1 0.0 0.0 6.4 9.9
PRETEST. II : e
1 0 PPM 0.3 0.0 0.0 7.1 9.8
2 2500 PRM 0.3 0.0 0.0, 6.3, .10.1
3 5000 PPM 0.2 0.0 0.0 6.9 9.8
4 10000 PP 0.2 0.0 0.0 6.3 10.0
4 WEEKS . . »
1 0 pPM 0.3 0.0 0.0 7.1 9.6
-2 2500 PPM 0.2 7 .1.0.0 0.0 6.2 9.8
3 5000 PPM 0.3 0.0 0.0 6.7 9.6
4 10000 PPM 0.2 0.0 . 0.0 6.1 9.9
8 WEEKS ‘ : ‘
1 0'pPM 0.1 0.0 0.0 7.1 9.9
2. 2500 PPM. 0.1 0.0 . 0.0 6.2 ©10.0.
3 5000 PFPM 0.1 0.0 0.0 6.8 9.9
4710000 PPM’ 0.1 0.0 0.0 6.1 9.8
13 WEEKS ' : >
1 0 PPM 0.2 0.0 0.0 7.0 9.7
2 2500 PPM’ . 0.2 0.0 0.0 6.2 10.0
3 5000 PEM | 0.3 0.0 . 0.0 7.0 9.6
4-10000 PFPM 0.4 0.0 0.0 6.2 9.5

-

*/%*: Dunnett-tést based on pdoled variance sig. at 5% or 1% level. ‘+:

Steel-tést sig. at 5% level.
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RCC PROJECT 662145

HEM-SUM - 4

4.10000 PeM Sa.70 0.0500 - 2.

A

VAL ‘Dunne,tt-test based on pooled variance sig. at 5% or 1% level.-

+: Steel-test sig. at 5% level.

DOVERPHOS S-9228 3 ' 27-MAY-98
HEMATOLOGY SUMMARY - )
" FEMALES : .
RBC HB e PRV e FCHG PLATELETS
T/L mmol /L L/L fL Emol ol /L G/L
PRETEST I . ' ‘
1 0 PPM 7.14 10.2 0.49 68.5 - L.43 20.9 294
2 2500 PPM 7.09 10.0 0.48 68.1 1.41 20.7 303
3 5000 pPM - 6.96 10.0 0.48 68.5 '1.44 121.0° 291
4/ 10000. PPM 7.14 10.4 0.50 59.8 1.46 - 20.9 . 348
PRETEST II ; ‘ T L
1 ¢ PPM 6.98 9.8 0.47 . 67.7 ©1.40 - 20.7 320
2 2500 PPM 7.28 10.2 0.49 67.0 1.41 21.0 290
3  5000.PPM . 6.73" 9.6 0.45 67.5 1.42 211 290
4 10000 pPPM 6.74 9.7 0.46 68.3 1.45 21.2 334
4 WEEKS . v
1 0 PPM 7.51 10.8 0.51 67.2 1.43" 21.3 303
22500 PPM 7.23 ; 10.4 0.48 66.8 1.44 21.5 323
3 5000 PPM 7.08 T -10.2 0.48 67.6 1.45 21.4 341
4 10000 PPM 7.36 - 10.6 0.50 68.0 1.44 21.2 367
8 WEEKS ; ' ) '
1 0 PPM 7.53 . 10.7 0.51 67.7 1.42 21.1 .. 3158
2 2500 PPM 7.32 - 10.4 0.49 . 67.0 1.42 21.3 .300.
3 5000 PPM 7.23 10.2 0.49 67.8 1.41 20.9 " 336
410000 PPM 7.13 10.3 0.49 68.6 l.44 21.0 359
13 WEEKS k . ' : : . ’
1 0 PPM 7.74. 10.9 0.53 68.6 1.41 20.5 327
2. 2500 PPM 7.80. 10.9 0.53 68. 06 1.40 20.6 341
3 5000 pPM 7.44 10.4 0.51- 69.0 1.40 20.3 345
4 10000 pPPM 7.33 10.4 0.51 69.5 1.43 20.5 357
RETICULOCYTE COUNT .
RETIC RETIC.  HFR MFR LFR NEN WBC
T/L % 4 % % /100 WBC G/L
PRETEST I ‘ . ' < . e )
I . 0PPM - 1.05 0.0739 2.2 $17.2 80.6 , 0.0, - 8.8
‘2 2500 PPM - 0.87° © 0.0605 1.7 . 11.0 87.3 0.0 10.4
3 5000 PPM . 0.89 0.0607 0.9 11.9 87.3 0.0 9.3
4.10000 pPPM , 1.02 0.0707 4.0 18.1 77.9- 0.0 10.2
PRETEST II . ; : S :
1 0. PPM 1.25 . 0.0841 3.6 16.5 79.9. 0.5 9.3
2 2500 PPM . 1.06 0.074% 3.4 - 14.0 82.6 0.3 9.4
3 5000 PPM .. 0.95 ° 0.0629 3.6 14.1 82.3 0.0 8.5
4 10000 PPM : 1.10 0.07217 5.7 . 18.6 75.8. 0.0 8.8
4 WEEKS . ’ .
1 0 pPPM ©1.12 0.0839 6.0 20.4 3.6 0.3 .8.4
2 2500 PPM . . 0.75 - 0.0539 4.0 12.5 83.6 0.0 10.1
3 5000 PPM : 1.12 0.0790 4.1 16.6 79. 4 0.0 8.6
-4-10000 PPM 1.26 ) 0.0902 7.4 19.6 73.0 0.0 10.2 -
8 WEEKS : T ; .
1 -0 PPM 1.31 . 0.0978 5.4 20.4 74.3. 0.0 7.7
2 2500 PPM . 0.80 -0.0589 2.7 9.1 88.3- 0.0 8.9
3. 5000 PpM - 1.00 0.0711 2.9 14.8 82.3 0.3 9.7
“4 10000 PPM .21 - 0.0835.-° 5.7 1 22.8 71.5 0.0 8.4
13 WEEKS - - . .
1 0 PPM 0.88 - 0.0667 2.8 13.4 83.8 - 0.0 7.3
2 2500 PPM . .0.85 0.0640 2.1 12.1 85.8 ¢ . 0.0 11.0°
3 5000 pPM - 0.81 0.0586 2.7 11.4 86.0 0.3 8.9
3.6 0 84.5 0.0 . 8.2
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HEMATOLOGY SUMMARY

e S

FEMALES
DIFF.WEC COUNT~{(RECTH< mem O X et ’
BAND SEG B0~ BASO. LYMPH. MONO PLAS
1 1 1 - 1 1 1
BRETEST I - . v -
1 0 PPM 0.00. 0.60 0.03 ~0.00 0.36 0.01 0.00
2 2500 PEM 0.01 : 0.71 0.03 0,00 0.26 . 0.01 0.00
3 5000 PRM © 0.02 0.63 0.05 .00 2.30 0.01 © 0.00
4 10000 PRM . 0.00 0.67 0.03 © 0.0 0.29 0.01 6.00
| PRETEST II ‘ R :
1 0 PRM 0.00 0.70 0.03 0.00 0.25 "0.03 0.00
2 2500 PPM ©0.01 0.62 0.04 0.00 0.33 0.02 0.00
35000 BPM 0.00 0.55 0.04 0.00 0.40 0.01 10.00
-4 10000 PR 0.02 0.67 0.02 0.00 - 0.27 0.03 '0.00
4 WEEKS . ‘ o
-1 - 0 'pEM 0.01 0.64 0.02 0.00 . 0.32 0.02 0.00
2 2500 PPM 10.01 0.64 0.03 0.00 ' 0.31 0.02 0.00
3 5000 PRM 0.01 0.55 0.02 0.00 0.41 0.03 0.00
410000 PBM - 0.01 0.69 0.01 0.00 0.28 0.03 0.00
8 WEEKS S : - e '
1 0, PERM 0.01 0.62 0.02 0.00 . 0.33. 0.02° - 0.00
2 2500 PPM 0.01 0.60 0.04 0.00 ©0.35 0.00 - 0.00
3 5000 PRM 0.01 0.54: -'0.02 0.00 0.41 0.03 - 0.00
4 10000 PPM 0.00 .. 0.63 0.03 0.00 032 0.03 . 0.00 - :
13 WEEKS , - R
1 0 PPM 0.01 0.62 0.04 0.00 ° . 0.31 0.03 . 0.00
2 2500 PPM .0.01 0.63 0.04 0.00 +0.30 0:03 " 0.00
.3 5000 PPM. 0.00 0.60 - 0.03 0.00 0.33 0.05 0.00
4 10000 PPM 0.60 0.58 0.02 0.00 0.35 0.06 . 0.00
DIFF. WBC COUNT (REL.) DIFF.WEC COUNT (ABS.)
OTHER BAND SEG. EO BASO. LYMPH
1 G/L G/L G/L G/L G/L
"PRETEST I =~ o : : ;
1 0 pPM 0.00- - 0.0 5.3 0.2 0.0 3.2
2. 2500 PPM 0.00 - 0.0 7.4 0.3 0.0 2.6
3 5000 PRM. 0.00 0.1 6.0 . 0.4. 0.0 2.7
4 10000 PPM 0.00 0.0 7.0 0.2 0.0 2.9
CPRETEST II - ’ g ‘ )
1. 0 ppM 0.00 0.0 6.6 0.3 0.0 2.2
2 2500 PPM 10.00 0.0 5.7 0.4 0.0 3.1
3 5000 PPM 0.00 0.0 4.7 0.3 0.0 3.4
4 10000 PPM 0.00 0.0 5.9, 0.2 0.0 2.4
4 WEEKS : ‘ T :
1 0 PRM 0.00 0.0 5.3 0.2 0.0 2.7
2 2500 PPM 0.00 0.0 6.4 0.3 0.0 3.1
3 5000 PPM 0.00 0.0 4.7 0.2 0.0 3.5
4 10000 PPM. 0.00 0.1 7.0 0.1 0.0 2.8
8 WEEKS : : - N
1 0 PEM 0.00 0.1 4.7 0.2 0.0 2.5
2 2500 PPM 0.00 0.1 5.3 0.4 0.0 32
3 5000 PPM 0.00 01 5.1 0.2 0.0 4.0
|4 10000 PPM 0.00 . 0.0 5.3 0:2 0.0 2.7

*/**. Dunnett-test based on pooled variance sig. at 5% or 1% level, +: Steel-test sig. ‘at‘ 5% level:.
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_RCC PROJECT 662185 - - - o ) . CHE-SUM - 1

E

DOVERPHOS $-9228 B = . = L = . _ . 27-MAY-98
CLINICAL BIOCHEMISTRY SUMMARY ] . . ' PR -7
MALES ‘ : | o

c_;;t-yc_:t;;;"_t_rx_zsz-\ T CREATINJ:&E BILT. T. =~ LIPIDS T. \CHOLEST T. TRIGL.

mmol/L ol /L - pmol/L wol /L g/L’ ) mmol/L mnol/L

' PRETEST I

1 0 PEM 5.91 5.00 56.4 5.47 2.9 3.90 0.31
2. 2500 PPM 5.75 4.41 56.2 294 2.92 3.60%  0.30
3" 5000 PEM 6.09 4.77 55.7 2.66 310 3.68 DIz
4 10000 PEM 572 . 4.8 57.6 4.58 2.83 4.18 0.33

PRETEST I _ : : :
1 0 PEM 6.02 5.66 54.1 4.53 2.78 3.99 . Q.31
2 2500 PPM 6.19 4.80 ©.60.3 3.90 2.48 3.83 0.33 -
3 5000 PEM 6.28 4.58 52.5 4.12 2.64 395 0.31
2 10000 PEM 6.18 5.38 . . 6L.6 3.83 2.66 4.15° - 0.32

4 WEEKS . . L \ ) T
1 0 PEM . 6.16 6.05 “.56.8 5.82 2.49 4.24 - 0.33
2 2500 PPM 6.17 6.15 . © 61.2 1.32 2.78 438 0.39°
3 5000 PEM 6.00 5.12 60.1 -'4.19 2.94 4.36 =~ 0.39
4 10000 BEM 6.11 6.33 60.4 4.00 3.19 5.2 . 0.47

8 WEEKS ~ S L : : " ;
1 - O PRM 6.55 5.95 59.8 5.13 2.72 4.16 0.38
2 2500 PEM 6.50 5.1 ¢ 66.0 3.73 % 2,79 4.32 . 0.38
3 5000 PEM 6.20 6.04 61.1 4.12 2.88 4.11 . 0.44
4 10000 PEM L 6.1 5.69 59.9 3.61* .. 3.79 5.23 0.50

" 13 WEEKS Lo ' : 3 ! B ’

71 o 5.80 17.34 63.2 4.85 3.14 . 5.07 0.36
.2 2500 PPM 610 5.31 . 67.3 3.98 ¢ 2.92° . 4.65 _ 0.34
3 5000 PEM 5.89 ~6.33 65.4 . 4.50 12.90 4.31 0.41
410000 PPM '5.88 7.09 - 7 63.6 3.79 4.61 5.75. . 0.51

PHOS.LIPID ASAT(GUI’) ALAT(GP’I‘) LDH = GLDH - CK . ALP
mmol/L ukat /L, pkat/L = ukat/L ©  nkat/L ukat/L - pkat/L

PRETEST I . : - : o

e 0 PPM 3.93 0.50 0165 1.44 T 72.4 3.79 5.05
2 2500 PPM . 4.00 0.48 0.49 1741 78.8 3.60 3.53
3 5000 PEM 3.71 0.57 0.49 1.62 83.5 4.82 4.88
4 10000 PPM © 4,20 0.47 0.54 1.52 .81.0 4.48 5.39

PRETEST II ' : ,

1 0 PEM 4.06 0.48 0.68 0.86 54.7 1.20 4.34
2 2500 PPM. - . .. 3.89 . 0.53 0.58 1.19 44.9 3.28 3.64
3 5000 PPM : . 3,88 0.57 0.48 . - -1.26 55.1 3.79 4.23
4 10000 PPM 4.17 0.48 0.55 1.16 61.4 3.69 5.75 .

4 WEEKS - : ‘ s , ' )
1 0 PPM 4.07 .52 0.61 1.94 48.6 -4.09 4.59
2 2500 PPM 4.22 0.53 - 0.51 1.40 37.9 3.89 3.55°
3 5000 PPM . 4,49 0.54 0.47 .65 130.3 4.13 4.29
4 10000 PPM - “4.87 0.47 0.50 1.67 46.8 3.02 5.61
1° 0 PEM 3,93 0.53 0.59 1.27 41.3 4.05 " 4.50
2 2500 BPM . T 410 0.55 0.55 1.23 3206 3.72 3.15
3 5000 PPM 3.96 0.63 " 0.52 1.34 46.6 4.41 4.32
410000 PPM . - - 4.75 0.45 0.48. 0.85 * - 32.0 2.48 5.57

.13 WEEKS .. . . ' : -
1 0 PRM e 4.93 0.60 0.62% 1.65 21.8 4.47 4.78
2 2500 PPM_ - L 4.62 0.58 0.62 1:32 38.0 3.36 2.93
3 5000 PEM L " 4.36. 0.67 0.59 1.65 434 1.68 4.23

0.47 0. 1.16 39.4 2.45 5.9

410000 PPM - 5.46

*EE .Duxme(:t%t:ést ba_i’séd on pooléd variance sig, at 5% or-1% level.’ +: Steel-test sig. at 5% level.
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4- 10000 pPM N 4.08 ~ 120.7 * 59.

Ak Dunnett-test based on pooled variance sig.

s

at 5% or-

‘MALES
G~-GT CHE IRON CALCIUM PHOSPHC; NS MACGNECTUY
nkat /L kU/L umol/L . . mmol/L mmol/L mnol/L -
PRETEST I o ) : S k )

1 0 PPM 41.62 4.70 41.08 2.68 . 2.14 0.79 . -141.7

2 - 2500 PPM . 36.66° . 5.48 23.71.*  -2.75 2.31 0.77 141.3

3. 5000 PPM 41.56 . 4.8B6 30.11 2.72 2.13 0.75 - 142.0

4 10000 PPM 33.88 " - 5.14 35.46 . 2.73 . 2.08 0.80 . '140.3
PRETEST II ' : '

1 . 0 PEM ©-45.62 4.79 132,91 2.68 2.16 . 0.69 143.5
.2 2500 PPM 43.76 . 5.32 | " 23.34 2.76 2.24 '0.68 143.7

3. 5000 ppM . 50.2%- . 4.76 7 . :31.65 2.80 2.22 . 0.72 144.6

4 10000 PPM 43.17. 4.97 30.04 2.7 - 2.17 ) 0.72 - 143.5

1 0 PPM. 43.81 5.06 - 39.89 2.70 1.91 - 0.77 145.5

2 2500 ppM - | 44.87 5.67 30.39 ©.2.80 2.20 0.78 145.1
.3 5000 ppM 49.24 5.19 35,71 1 2.85 * 1.85 0.78 146.3

4 10000 PPM . 38.20 5.30 36.33 2.75 1.91 0.79 145.0
8 WEEKS - . - o ) :

1 0 PPM. 34.84 T 4.53 - 43.80 2.66 1.73 0,77 144.6

2 2500 PPM : 34.31 5.46 30.91 * 2.74 1.86 0.71 145.5

3 5000 pPM . 38.37 5.05" 38.88 - - 2.73 1.73 " 0.75 146.3

4 10000 PPM 33.40 . 4.79 40.93 2.71 1.72 0.79 143.3
13 WEEKS - r Lo o ’

1 0 PPM $42.85 4.94 40.42 2.64 1.74 o 0.79 -144.9
2 2500 PPM 39.32 5.75" 29.14" L 2.76 . 1.90 0.81 ' 144.6

3 5000 PPM .. -45.70 5.24 37.23 - 2.68 '1.58. - 0.78 143.1

4 10000 PPM 45.49 5.08 ©.31.39 | 2.64 1.65 0.81 140.7

., PROT.ELECTROPH. (REL. )
. POTASSIUM CHLORIDE PROTEIN T. . ALBUMIN Al-GLOB. - A2-GLOB. B1-GLOB.
"~ mmol/L- mmol/L g/l 7 1 1 .1 1
PRETEST I | : S ; Lo C :

1 0 PPM 4.28 116.5 57.3 0.440 0.145 0.103 0.105

2 2500 PPM . o 4.31 . 114.2 57.8 0.420 0.146 0.112 0.108

3 5000 PPM 4.09 116.9 57.0 - 0.422 ©0.139 0.107 . 0.120
-4 10000 PPM : - 4.16 . - 114.8 © 60.2 0.437 - 0.168 0.070 0.118
PRETEST II ‘ S ; - sl T

1 . 0 PPM’ 4.19 ©117.4 53.8 0:423 0.148 0.109 0.111

2 2500 PPM 4.08 116.7 © . 56.6 0.424 ~0.148 T 0.111 0.112

3 sS000PPM - . 4.00 - 116.8 - 57.9. 0.411 - 0.147 0.107 0.130
-4 10000 PPM 4.18 . © 116.8° 58.9 0.409 . 0.149 0.093 0.136
4 WEEKS o : C : ,

1 0 PPM . - 4.4 119.9 56.2 . 0.413. . 0.163 . 0.087 0.129
“ 20 2500 PPM . 4.26 118.3 ‘ 55.8 0.377 . 0.184 0.087 0.135
3 5000 PPM oL 4,46 118.5 61.1 " 0.369 0.170 0.094 0.152

4 10000 PPM 4.40° 117.2 . 60.0 0.355 0.186 '0.079 0.146

1 0 PPM - 4.09 . 121.5 56.6 0.432 0.145 0.105 0.115

2, 2500 PPM - - 4.08 121.7. . 55.1. 0.419 0.163 0.100 0.112
- 35000 PPM . »3.91 ; 121.3.. 57.5 0.421 0.157, 0.092 0.134

4 10000 PPM 4.22 . 118.2 "~ 58.7 0.376 - 0.183 0.081 - 0.132
13 WEEKS U L ~ - ' , o

1 0 PPM | 4.25 116.4 59.5 . 0.418 ' 0.154 0.102 0.111

2. 2500 PPM . 3.87 ‘., 117.6 . . 6l.1 0.401 « 0.156 0.109 0.115

3 5000 pPM - 3.89 117.9: 58.6 0.433 ©0.151 0.086 0.128

6 0.387 .0.178 0.087 0.125

1% level. +: Steel-test sig. at 5% level.
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CLINICAL BIOCHEMISTRY SUMMARY
MALES
BROT. ELECTROH{(REL y . thurJZﬁCTmﬁﬁtﬂﬁﬁsﬁ”‘"‘;“ -
B2-GLOB.  SB-GLOB. G-GLOB.  A/G RATIO ALBUMIN  Al-GLOB.. A2-GLOB.
1 1 ) 1 - g/L . g/L g/L
PRETEST I ‘ L _ :
1 0" PEM 0,150 ~ 0.254  -0.058  0.78 25.2 8.3 5.9
"2 2500 PPM 0.161 0.268 0.054 0.72 24.2 8.4 6.5
3 5000 PPM 0.154 . 0.274 0.060. 0.73 241 7.9 6.1
4 10000 PPM - 0.149 = . 0.267 0.058 0.78 26.3 10.1* 4.2
- PRETEST II iy e o :
1 Q0 PPM. 0.152" 0.263 0.058 0.73 22.7 8.0 5.8
2 2500 PPM. 0.150 0.262  ~ 0.055 0.74 24.0 8.4 6.3
3 5000 PEM 0.145 0.275 0.061 0.70 . 23.8 8.5 6.2,
1 10000 PEM 0.147 0.283 0.066 0.69 24.1 8.8 5.5
4 WEEKS Lo . ' '
1 0 PPM 0.149 - 0.278 0.061 0.71 23.2 9.1 4.9
2 2500 PPM. . 0.158 »  ©0.293 . 0.060 0.60 - 21.0 10.3 . 4.9
3 5000 PPM 0.146 0.299 0.069 0.59 22.6 10.3 5.8
4 10000 PPM ©0.162 0.308 . 0.074 0.55 21.2 11.2 4.7
- B WEEKS o , - S R
1 0 PRM 0.143 . 0.258 . 0.061. . 0.77 24.5 8.2 5.9
2’ 2500 PPM - 0.149 .  0:261  0.058 0.72- 23,1 9.0 5.5
3 5000 PPM ' 0.130 0.264 0.067 0.73 24.2 - 8.9 5.3
4 10000 PPM 0.159  ©0.298 . 0.070 .. 0.6l 22.0 10.7 ** 4.7
13 WEEKS . - 8 S A _ S
1 0 PPM 0.155 0.265 - 0.062 0.72 24.9 9.1 6.1
.2 2500 PEM 0.160 0.274 0.061 - 0.67. 24.4 9.5 6.7
3 °5000 PPM 0.132 . 0.260 0.070 0.76 25.4 8.8 5.0
4 10000 PFM 0.152 0.276 0.072 0:63 23.0 10,6 5.2
© PROT.ELECTROPH. (ABS.) ‘
. Bl-GLOB. - B2-GLOB. SB-GLOB. ' G-GLOB.
g/L g/L . g/L "™~ g/L'
PRETEST I B
1 0PmM 6.0 8.6 - 14.6 3.3
2 2500 PPM 6.2 9.3 15.5 3.1
3 5000 PPM 6.8 8.7 15.6 3.4 .
~ 4 10000 PEM 7.1 9.0 . 16.1 3.5
| PRETEST II o - ‘
.1 . 0pm 6.0 8.2 14.1 3.1
2 2500 PEM 6.3 8.5 14.8 3.1
3 '5000 PEM 7.5 8.3 15.9 3.5
4 10000 PPM 8.0 * 8.7 16.7 3.9 **
4 WEEKS : ' R
o1 0 PPM 7.2 8.3 .15.6 3.4
- 22500 PPM 7.5 8.8 16.3 3.4
3 5000 PPM - 9.3 8.9 18.2 * 4.2 *
* 4 10000 PPy 8.8 9.8. 18.5 * 4.4 =*
'8 WEEKS . :
1 0 PPM 6.5 8.1 . 14.6 3.4
2 2500 PPM 6.2 8.2 14.4 3.2
'3 5000 PPM 7.7 7.4 152 3.8
7.7 9.4 17,1 41

4 10000 PRM

C*/*+; Dunnett-test ba;éd oni pooled variance-sig. ét 5% or ‘1% level. +: Steel-test sig. at 5% level..




Loos e RC PRJJECT 662185 : I CHE-SUM - 4
Lo . .DOVERPHOS $-9228'B _ o . . 27-MAY-98
- @ CLIRICAL BIDCHEMISTRY "SUMMARY
- MALES . -
PROT.ELECTROPH. (ABS.) ~
Bl-GLOB. B2-GLOB.  SB-GLOB.  G-GLOB.
g/L a/L g/L. : g/L
13 WEEKS ' ’ R ‘ T
1 0 PPM ) 6.6 9.2 15.8 3.7 oo
2 2500 ppM . 7.0 9.7 16.7 "3.7
3 5000 PPM - 7.5 7.7 15.2 4.1
4710000 PPM : 7.5 9.0 16.5 4.3
kY
0
\v,
‘ i
. */**: Dunnett-test ‘based’ on pooled va&:i;nce sig. -at 5% or 1% level. '+V: éteel-teét sig. at S% ‘level. :
x;‘,,
i



RCC PROJECT 662185 . . R o I CHE-SUM -5
COVERPHOS $-9228 B ' o Lol : L 27-MAavY-98

" CLINICAL BIOCHEMISTRY SUMMARY - ¢ -
FEMALES , : Ly

‘ GLUCOSE UREA CREATININE BILI. T. LIPIDS T CHOLEST T. TRIGL.
ol /L mmol/L " pmol/L umol/L g/L. " mmol/L mmol/L
-PRETEST I , v . Co ' N
1 0 PPM 5.34 4.97 61 [3 5.95 - .3.21 3.90 . ©0.42
‘ . 2" 2500 PPM 5.75% T 4.63 60.9 -5.38 3.19 3.5 - 0.47
e 3 -5000 PPM 5.15. 4.00 -, 55,1 5.03 2.89 3.56 0.35
4 10000 PPM 5.49 ° 5.00 62.6 5.35 S 3.30 4.01 0.48
_ PRETEST II : : .
1 0 PPM 5.63 4.97 59.9 5.02 2.70 3.79 0.37
2 2500 pPM 5.92 5.44 64.0 - 5.13 - 2.81 3.70 0.40
3 5000 PPM ° +5.85 - 4.34 56.8 4.47 2.43 3.55 .0.28
4 10000 PPM 5.64 5.5% © 61.7 4.14 2.77 - ".4.36 0.36
. 4 WEEKS ' T o ) e : i
1 0 PPM 5.52 6.87 66.3" 6.11 . - 2.59 3.81 0.42
2. 2500 PPM. - 5.96 6.49 - 64.7 - 5.24 T 3.19 3.93- 0.56
3 5000 PPM- 5.89 4.69 . 57.0 . 4.82 S2.41 4.24 . ©0.33
4 10000 - PPM o 5.62 . 5.83 . ..57.0. 3.90 ** . 3.44 5.41 * 0.52 -
8 WEEKS oo R ' - K -
1 -0 PPM 16.32 . 6.32 69.9 - . 5.04: °  2.63 - 4.04 0.36
2 2500 PPM 6.08 - " 6.43 69.1. 4.68 - 3.05 4.14 0.55 *
3 5000 PPM 5.78: " 4.90 60.1 4.35% 2.67 ©3.90 ~0.37
4 10000 PPM 5.59 * 6.32 7~ 62.4 4.11 4.16 ¢ 5.32 0.57 *
13 WEEKS : o : - 3 ‘
vl 0 PPM 5.87 R iy 5 72.2 '5.01 3.00 4.55 . 0.39
2 2500 PPM 5.60 1 6.32 /. 68.4 4.90 3.64 4.98 ©0.54
3 5000 PPM 5.52 5.12 60.1 4.66 3.56 5.02 0.40
4°10000-PPM ‘5.15 6.51 - 60.9 4.62 4.46. 5.83 0.46
- PHOS. LIPID ASAT(GOT) ALAT(GPT) LDH . GLDH ., CK ,
. mmol/L “ukat/L  ukat/L pkat/L: nkat/L pkat/L . pkar/L
PRETEST T T : . : . o : ' '
1 0_pPM ) 4.04 '0.59 0.55 1.75 . 75.4 . 4.40 4.89 .
2 2500 PPM : 3.73 0.57 0.48 i.1.88 "56.0 3.89 4.62
3 5000 PPM i 3.85 0.48 0.42 , . 1.5% 41.6- . - 3.26 -, 4.36
4 10000 PPM . 4.16 0.45 0.46 1:54 - 11205 3.06 4.92
'PRETEST II ‘ : : . v ‘
L. 0 PPM 3.85 0.55 0.47 ©1.26 - 45.9 3.45 - 5.02
2 2500 PPM - . 3.38 | 0.57. ~0.46 1.49 33.9 3.31 . 5.24
3 5000 PPM - 3.57 0.49 ©0.40 1.23 22.4 3.11 3.61
4 10000 PPM : 4.32 0.48 0.5L . ©1.00 < 41.4 3.01- 4.54
4 WEEKS . . - ‘ ST o ‘ : ‘ )
1. 0 PPM 4.02 0.59 - . 0.55 2.08. 40.7 4.82 S 4.29
2 2500 PPM 3.81 0.57 0.50 . 1.67 . . 29.9. 3.66 4.83
3 5000 PEM - "~ 4.18 0.52 ‘0.44- - 1.62: 40.1 2.92 * ©-3.81
4 10000 PPM ‘ . 4.92 0.46 0.58 1.63 . 39.1 2.23 ** 5.34
© 8 WEEKS ' ‘ o ’ »
1 0 PPM 13.92 0.59:. 0.57 1.36 © 41,5 3.91 "4.34
2 2500.PPM- 4.03 0.56 0.48 1.46. 0 17.7 3.13 4.25
3 5000 PPM 4.05 0.56 0.43 - 1.28 25.8 2.84 3.68
4.10000 PPM - 4.907 0.50 0.5t 0.96 -~ o 22.6 2.97 - 5.67
13 WEEKS o : . ‘ ‘ ’ P E ' .
1 0 PPM C . 4.50° - 0.61 0.62 1.57 .36.4 3.58 4.16
2 . 2500 PPM . - S, 4.84 0.66 ... 0.60 1.72 - 32.5 . .°2.95 4.57
‘3 ..5000 PPM 4.91 0.51 0.49 . 1,20 . 32.9 2.16 3.92
0.49 0 2 1.99 6T

4 10000 PPM = . 5.40 57 1.56 32.

f

- */**: Dunnett-test based on pooled variance sig. at 5% or 1% level. +: Steel-test sig.” at 5% level.
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° . 'DOVERPHOS 5-9228 B S . 27-May-9s

CLINICAL BIOLHEMISTRY SUMMARY

FEMALES
= G-GT CHE IRON ' CALCIUM  PHOSPHORUS MAGNESIUM SODIUM
nkat/L - kU/L ' wmol/L - mmol/L el /L ol /L mmol/L -
PRETEST I ’ ’ : . :
1 - 0 PPM 43.47 5.31 40,23 2.72. . 1:75 0.79 142.9
2 2500 PpM 41.57 5.8 36.19 2.68 1.74 ,0.78 - 142.4
3 5000 PEM . 36.83 4.96 . 37.00 2.79 1.01 "0.76 143.9
' 4 10000 PFM 40.39 i.66 | 41.37 2.83 2.03 0.79 143.3
* PRETEST II - ~ k -
1 0 pEM 43.70 5.49 30.15 2.80 1.87 0.74 145.0
2 2500 PPM 40.73 5.38 36.38 2.76 1.90 0.72 . 1445
'3 5000 PRM 40.31 5.05 42.08 2.80 2.14 '0.69 - 145.3
4 4 10000 PEM 48.43 4.83 39.81 2.86 2.11 0.73 .  144.5
4 WEEKS L S P ,
Sl 0 PPM - 39.41 5.92. 42.04 . 2.82 1.50 - 0.87 . . 148.0
2 2500.pPM 50.15 5.51 40.69 - 2.72 1.61° 0.79. 145.9
3 5000 PPM 50.08 . 4.85. -  42.19’ 2.81 1.75 0.78 147.7
410000 PPM 50.50 4.65 27.47 2.82 1.93 * 0.82 145.7
8 WEEKS : - : ; ‘ D S .
1 0 PPM S 36.m 5.52 48.11 2.80 1.37 0.77 145.2
2 2500 PPM . 3913 5.47 | 48.75 2.69 - 1.45 0.74 - 145.3
3 5000 PPM 36.56 5.19 47.92 2.75 - 1.58 0.74 147.2
4 10000 BPPM - 44.16 4.72 50.90 280 . 1.69 0.81 " - 145.5
13 WEEKS = . : ' o
1. 0 PEM 47.47 5.58 43.03 2.7§ - 1.81 0.85 142.6
2 2500 pEM 52.77 5.91 - 40.09 2.71 1.40 . 0.83. - 145.4
3 .5000 PPM 146.07 5.61 45.36 2.70 - 1.66 ; 0.83 . . 146.0
4 10000 PPM 24.59 4.86 37.16 2.84 .1.56 0.88 .  142.7
) ‘ : i
- . ‘ f \ L PROT.ELECTROPH. (REL.) - ‘ \
| POTASSIUM CHLORIDE = PROTEIN T. ALBUMIN < Al-GLOB.  A2-GLOB.  Bi-cLom.
mmol /L mmol/L° T g/L S T 1 .1 ;
" PRETEST T . - o
1 0 PEM 3.99 114.9 57.9 0.476 0.149 - 0.082 . .0.111
2 2500 ppM 3.95 116.3 59.3 0.464 0.147 . 0.087 0.103
3 5000 PEM 4.10 - 116.2 '57.8 0.472 0:144 0.092 0.112
410000 PPM 4.05 114.5 60.3 0.456  0.155 0.086 - 0.105
. PRETEST IT ~ , ' : : ' o
L1 0 PEM 3.72 116.9 57.4 0.436 0.156 0.092 - 0.119
2 2500 PPM 3.73 116.7 0.0 0.446 - - 0.142 0.093 0.118
3 5000 ppM 3.91 117.2 - sg.1 - 0.426 - ' 0.156 0.105 0.122°
4 10000 PPM 3.92 116.1 . '60.5 0.433" 0.152 0.095 0.119
4 WEEKS . B : : o =
1 0 PEM 3.98 1182 61.0" 0.409 0.177 0.067 0.139.
2 2500 PEM 3.93 117.8™  59.7 0.421 0.150 0.093 0.128
3 5000 PPM 3.96 '119.3 595 0.396 0.165 0.106 0.135
4 10000 PPy 4.14 115.8 62.3 10.375 0.169 0.101 0.131
8 WEEKS ' ‘
1 0 PPM 3.83 119.1 60.3 0.421 0.190 " 0.065 0.121
2 2500 PPM . 3.76 120.8 . 60.2 '0.429  0.159 0.089 . - 0.121
3 5000 PEM 3.76 120.7 59.5 0.414 0.168 0.100 0.119
4 10000 PPM 4.00 118.6 60.2 0.410 0.185 '0.080 0.123
1 0 PPM 370 11803 61.9 . 0.426 0.170 0.077 0.116
2 2500 PPM . 3.54 118.5 62.6 0.395 0.156 - - 0.105  0.116
3. 5000 PPM . 3.74 118.9 60.7 0.409. °  0.168 ° 0.098 1 0.111
4 10000 PPM 3.81 117.0 64.5 0 0 0.122

.386 ' 0.180 .088

AT ﬁunnet;j;est based. on pooled_variancelsig. at 5% or L% level. *: steglktestréig. at 5% level.
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"CLINICAL BIOCHEMISTRY SUMMARY

b

FEMALES i
- PROT. ELECTROPH (REL.) h el PROT. ELI:'.CTROPH (ABS. } R S
B2-GLOB. . SB-GLOB.  G-GLOB A/G RATIO. ALBUMIN = Al-GLOB.  A2-GLOB
1 ! ) g/L g/L g/L
PRETEST I : e 3 o , : :
1 0o PPM . - 0.131 0.242 . 0.052. . 0.91 T 27.6. ‘B.5 4.8
2 2500 PPM 0.146 0.248 ©0.055 0.87 27.4 8.7 5.2
"3 5000 PEM 0.131 0.243 0.049 . . 0.90 27.3 B.3 5.3
4 10000 PEM - 0.146 0.251 0.053 0.8 27.5 9.3 5.2
 PRETEST II. _ , S o : |
1 . 0 PEM . 0.144 0.263 0.055 0.77 25.0 8.9 5.3
12 2500 PEM . 0,145 0.263 - 0.056 0.81 . . - 26.7 8.6 5.6
3 5000 PPM © 0.137 - 0.259 - 0.054 0.75 24.7 9.1 6.2
4 10000 PEM - 0.148 0.266 '0.054 . ~0.77 26.2 9.1 5.7
4. WEEKS' o ~ S L
1 0 PEM 0.144 0.283 0.064 . 0.69 C 24.9 10.8 - 4.1
3 .2500'PPM 0.150 0.278 0.058 . 0.73 - 25.1 9.0 5.6
3 5000 PFM 0.140 0.274 0.059° 0.65 23.5 9.8 6.3
- 4 10000 PEM 0.162 0.292 0.063 0.60 23.4 10.5 6.3
1 - O0PEM . . 0.140 0.260 0,064 0.73 25.4 11.4 4.0
2 2500°PERM - 0.144 0.265 © . 0.058 0.75 25.8 9.6 5.3 .
3 5000 PEM 0.140 0.258 . 0.059 0.71 24.6 10.0 6:0
410000 PPM . 0.143 0.266° - 0.059 0.70 247 0 111 4.8
13 WEEKS FER : o M o :
1 - opM  0.145 0.261 0.067 0.74 26.4 10.5 4.8
2 2500 PPM. 0.160 0.276 0.068 - 0.66 24.7 9.8 6.6
35000 PEM ©0.151 0.262 - 0.064 0.69 24.8 10.2 6.0
4 10000 PPM- . 0.154 0.275 0.072 0.63 24.9 ©11.6 5.7
. . - PROT. ELECTROPH“ (ABS.)
B1-GLOB. B2-GLOB. ~ SB-GLOB. = G-GLOB. ’
-g/L =734 g/L g/l
PRETEST I .~ - - : ‘ , ‘
1 0 PEM 6.4 7.6 14.0 3.0
212500 PPM : 6.1 8.6 14.7 3.2
'3 5000 PPM 6.5 7.5 14.0 2.8 -
4 10000 PPM 6.4 8.8 15.2 3.2.
PRETEST II - _ : '
i 0 PPM 6.8 8.3 15,0 3.1
2 2500 PPM 7.1 8.7 15.8 3.4 :
3 5000 PPM 7.1 8.0 15.0 32
-4 10000 PPM - ©7.2 8.9 "16.1 3.3 s
4 WEEKS L ‘ : ‘
1 0 PPM - 8.5 8.8 17.3 3.9 :
2 2500 PPM D76 9.0 16.6 3.5 ’
3 5000 PPM 8.1 8.3 163 3.5
4 10000 PPM 8.2~ 10.1 18.2 3.9 ‘
'8 WEEKS o
1 0 PPM 7.3 8.4 . 15.7 3.9
2 .2500 PPM - 7.3 8.7 - 16.0 3.5
3 5000, PPM - 7.1 8.3 15.4 3.5
410000 PPM 7.3 8.6 | 16.0° 3.6 :

'f/'*: Dunnett-test based on pooled variance sig: aﬁ 5% dr 1% level. +: Steei—test sig. at’S% level.
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CLI.‘.'IC]L BIOCHEMISTR" SL'“MAPY
FEMALES
. BROT. EL}:HKEM (ass.)
BI-GLOB.  B2-GLOB.  SB-GLOB.  G-GioB. '
g/L ' g/t - 75 % S g/L
13 WEEKS ' , ’ s o o
1 0P 7.2 9.0 1611 4.2
2. 2500 PRM 7.3 0.1 . 17.3 . 4.3
3 .5000 PPM 6.7 9.2° - 15.9 3.9
4 10000 ‘PPM 7.8 9.9 1707 4.6
1
' P

LA

Dunnett-tést based on pooled variance sig. at 5% or 1% lex}e15

,

e

Sﬁeel-test siyg.'at 5% level.

56
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DOVERPHOS §-9228 B : - ‘ ' : RS : 29-MAY-98

'URINALYSIS SUMMARY .

MALES .
. N.._..-..__-..--.._-—-._--__—-..——--—--——--—--—--———---————----————-———’- ---------- o —../dew—vw““‘\
SPEC.GRAV.. OSMOLALITY. pH V’, PROTEIN ~ . GLUCOSE\ KETONE BILIRUBIN A ’
N . v 1 mwol/kg : . _-score ‘0/3 score 0/3 - score 0/3 score 0/3
PRETEST 1~ , ‘ ‘ : L -
1 0 PFPM ) 1.019 - 575 5.9 1 0 0 -0 ‘ :
2. 2500 PPM 1,026 832 7.0 1 0 0 0
3 5000 PPM ‘'1.020 656 6.6 1 0 0 0
4 10000 PPM 1.027 909 ! 5.8 1 (VI 0 0
" PRETEST II = : ~ ‘ : T .
1 0 PEM- © - 1.027 871 6.5 = 1 0 -0 0 ’ : .
2. 2500 PPM T 1.025% -791 6.5 1 0 0 o]
3 5000 PPM . 1.030 i, 984 6.8 1 0 0 1
4 10000 PPM 1.025 797 6.0 b 0 0 0
4 WEEKS . . :
1 0 PPM 1.021 597 5.9 0 0 0 0
. 2 2500 .PmM 1.034 * 1071 6.3 -1 0 0 0
.3 5000 PPM 1.029 0 .925. 6.3 1 0 0 0
‘4‘10000 PPM - 1,025 . 689 6.0 1 v 0 0
8 ‘WEEKS i - ; .
[ T ‘0 PPM 1.026 776 6.6 1 0 0 1
2 . 2500 PPM 1.023 741 6.6 1 o 0 0
"3 5000 PPM: , 1:029° 943 - 6.9 1 0 0 0 i .
4 10000 PPM 1.022 .. 753 7.0 1 .0 0 0
13 WEEKS . ) _
1 0 PPM ©1.037 1346 - 7.4 . ) Y 0 0
2. 2500 PPM 1.035 1196 6.6 -1 0 0 0
3" 5000 PPM 1.033 1177 7.1 1 .0 0. 0
"_4 10000 PPM 1.037 1304 5.9 2 0 -0 0
BLOOD CELLS : _VEPITHELIAL,CELLS ’ CRYSTALS i
. Lo BLOOD UROBILI. RBC ., . WBC 'A SQUAM.. - + ROUND- URICIY ACID -
score 0/3 score 0/3 score 0/3 score 0/3 score 0/3° score 0/3 . score 0/3
PRETEST I AT o S ‘ ‘
"1 0-PRM - 0 0 0 0 .0 0 0
2 2500 PPM 1 0 0 0 0 0 0.
3 5000 PPM 1 0 0 0 0 o 0.
4 10000 PPM 1 - 0 0 0 0 0 "0
'PRETEST 1T ‘ ' g
1 0 .PPM 1 [V o] 0 o 0 0
~ 2072500 PPM 1 b 0 0 0 0 0 0 i
3 5000 PPM 1 1 -0 0 0 0 0 .
.. .4 10000 pPPM 1 1 0 0 . 0 - 0 0
4 WEEKS o B R
1 0 PPM - . 1 ’ 0. ' 0 0 0 0 0
2 2500 pPM 1 [¢] 1) 0 .0 0 0
-3+ 5000 PPM 1 0. 0 0 0 0 0
4 10000 PPM 2 0. o 1 0 0 0 ,
1 0 PPM ’ 2 e Q E 0 0 .0 0 0 A
2. 2500 PPM ‘1 0 0 0 0 0 0 -
3 5000 PPM 2 0 ¢ 0 0 0 0 -
4 10000 PPM 1 o] 0 0 0 0 0
13 WEEKS : : k' : -
1 ‘0 PPM 1 o] Y 0 0 0 0
2 250C-PEM 2 1 0 0 0 0 v 0
3 5000 PEM 2 0 0 0 0 0 0
4 10000 PPM 2 0 Q 0 0 0 o]

-

‘~*/**:‘Dunn9tt-test based on poodled variance sig. at-5% or 1% level. '#:‘Steel-testvsig. at 5% level. .
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URI-SUM - 2

" */**: Dunnett-test based on pooled variance sig. at 5% or 1% lév’el.

/

. DOVERPHOS S-9228 B 29-MAY-48
URINALYSIS SUMM,.RY
FEMALES ’ - ’
Séac . GRAV. CRICLALITT o PROTEIN GLUCOSE KETONE  BILIRUBIN
; "1 © 'mmol/kg scoxe 0/3 score 0/3 score 0/3 'score 0/3
PRETEST I. . ‘ . ’ . .
1 Q0 PPM ©1.020 656 - 6.3 1 0 0 0
2 .2500 PPM 1.026 825 6.1 -1 Q 0 1
3 5000 PPM- . 1.020 649 5.9 R 0 0 0
4 10000 pPM 1.014 466 5.6 1 0 - 0 0
PRETEST .II : - ;
1 ‘0. PPM 1.026 © 805 5.9 1 0 0 0
2 2500 ppM 1.027 © | 887 6.3 1 0 0 0
3 5000 ppM 1.027 863 6.4 1 0. L0 0
4 10000 PPM 2 1.024 865 6.1 . 1 0 -0 0
4 WEEKS ‘
O 0 PRPM 1.036 ‘1195 6.8 1 0 0 0 -
-2 2500 PPM. 1.031- - - 1017 - 8.4 0 0 0 1]
-3 .5000 PPM 1.025 717 6.6 1 0 0 0
4'10000 PPM 1.023 ~ 762 6.8 0 § 0 0 - 0.
8 WEEKS o . ) ‘ )
) 1 0 PPM 1.034 1228 6.3 1 0 0 0
2- 2500 PRM 1.030 1034 7.4 1 0 0 0
3 5000 ppM 1.031 1050 6.9 e 0 0 .0
4 10000 PPM 1.029 1961, 6.0 1 0 0 0
13 WEEKS ' ; : . ’
-1 0 pPPM 1.041 1465 7.8 2 ‘0 -0 0 -
2. 2500 PPM ©1.035 . 1231 7.4 18 0. 0 [¢] ,
.3..5000 PPM 1.029 1063 6.6, 1. 0 0 o0
4 10000 PPM~ 1.032 1156 7.1 2 [V 0 - "o
) BLOOD CELLS EPITHELIAL CELLS CRYSTALS
BLOOD . UROBILI. = REC WBC. SQUAM. . ROUND URIC ACID
score 0/3 score 0/3 . score 0/3 score 0/3 scére 0/3 score 0/3 score 0/3
PRETEST I B o o
1 0 PEM 1 0 0 0 0 0 0
2 2500 PPM 0 0 0 0 0 0 0
3 5000 PPM 0 0 0 0 [¢] 0 0
‘4 10000 PPM 0 0 0 0 0 0 | 0
PRETEST II ) v - : ' AR
1 0 PPM 0 -0 0 0 0. 0 0
2 2500 pPM 0 0 0 0 0 4] 0
.3 5000 PEM 0 3 1 0 ) 0 -0 .0
4 10000 PPM 0. 0 0 0. 0 0 ~ 0
4 WEEKS ; C . :
1 0 pPM 0 0 0 0: .0 0 0
2 2500 ppM 0 0- 0 0 . 0 0 0
3 5000 pPEM 0 0 0 .0 0 0 0
4 10000 PPM 0 0 0 0- -0 0 0
"+ '8 WEEKS o . ]
1 "0 PPM 0 0 0 0 o] ] 0
2 2500 PPM. 0 [} 0 0 0 o] o]
3 5000 PPM 1 0 o] 0 0 0 0 -
4.10000 PPM. NN 0 0 .0 -0 0 0
13 WEEKS | . : , ~ .
1 0 PPM -3 0 Q 0 0 0, 0
.2 2500 PPM 2 0 0 0 0 0 0
3 5000 PPM- 2 0 0 0 0 0 0
4 10000 PPM 2, 0, 0 <1 0 0 0

+: Steel-test sig. at. 5% level.
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*/’*:‘Dunnettjtest based'én pdoled variance sig: at 5% or 1% level,

\ OW-SUM - 2
' DOVERPHSS $-9228 B 15-JAN-98
ORGAN/BODY NEIGHT RATIOS SUMMARY
"AFTER 13 WEEKS TREATMENT
_ MALES
GROUP 1. - . GrowP. 2 " GROUP 3 .~ ‘GROUP 4
. 0 PPM | 7 Z5UU- FFM 50007 PPM -10000 pPM
BODY W. | MEAN 9844 11225 10309 9571
(GRAM) ST.DEV 1405 826 1286 "951
, N " . 4 1
BRAIN MEAN 0.9 8.7 0.8 0.8
(%) ST.DEV. - 0.1 0.1 “ 0.1 0.1
N 4 e 4 4
‘PTTUTTARY MEAN 0.0005 " . 0.0005 0.0006 0.0004"
(%) ST. DEV. 0.0002 p.0001 0.0001 0.0002 -
N 4 -4 4 a
HEART | MEAN 0.9 - 0.8 0.8 0.9
(%) ST.DEV 0.1 0.1 0.1 0.1
N , a4 " " 4
-LIVER . MEAN 3.5 2.9 3.1 3.9
(). ST.DEV 0.4 0:3 0.2 0.5
N 4 4 4 a
THYROID(L) MEAN 0.0039 . 0.0039 0.0029 0.0029
%) - ST.DEV. 0.0008 . 0.0013" 0.0004 0.0005
, N 4 4 4 4
 THYROID(R) MEAN 0.0041 0.0035 0.0029 0.0028
(%) . ST.DEV. 0.0015 0.0009 0.0003 0.0009
o N 4 ¢y a0 4
THYMUS | MEAN 0.06 0.07° 0.07 0.06
(%) ST.DEV. 0.03 0.01 0.01 0.02
, N . " a "
KIDNEY (L) MEAN ©0.23 0.20 0.2 0.25
(%) ST.DEV. 0.03 ' 0.02 0.03 0.03
N 4 S 4 2
KIINEY(R) - MEAN ©0.23 0.20 0.21 0.23
1% ST.DEV 0.04 0002 ©0.02 0.04
N 4 P " 4
ADRENAL(R) - MEAN 0.0075 0.0061 ' 0.0063 0.0072
w ST.DEV. 10.0025 0.0021 0.0010 0.0019
- N 4 4 4 4
| ADRENAL(L} = MEAN 0.0066 0.0055 0.0060 ©0.0066
(%) ST.DEV. 0.0024 0.0021 0.0011 - 0.0013
N 4 4 a A
SPLEEN MEAN . 0.25 0.26 4.30 0.37
(%) ST.DEV. 0.06 ©0.03 0.11 0.26
N 4 4 " 4
TESTIS(R) MEAN 0.09 0.09 0.09 0.10 -
(%) ST.DEV. 0.03 0,01 0.01 " 0.01
, N . 4 . 4
. TESTIS(L) MEAN 0.08. d.09° 0.09 0.10
(%) ST.DEV. 0.04 £ 0.02 0.01 0.01 -
, N a a 4 4
PROSTATE MEAN 0.04 0.05. 0.04 0.04
(%) ST.DEV. 0.03 0.03 0.01 0.02
N 4" 4 4 4
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Dunnett-test based on pooled‘variance,sig. at 5% or 1% level.
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RCC PRCJECT 662185 : 0. OW-suM - 5
DOVERPHOS S$-9228 B - e : ‘ 5 o "~ 15-JAN-98

‘ORGAN/BODY WEIGHT RATIOS SUMMARY

AFTER 13 WEEKS TREATMENT = S
FEMALES ' ‘ . )
CGROUE L . Gegur 4 . GROUP 3 . GROUF 4 .
0 PEM 2500 PPM 5000 PRM . 10000 PRM
_BODY W. . MEAN 8439 8463 - ., ' 8984 - 8476
(GRAM) ST.DEV. 1053 922 o 9a2 S 902
N 1 - a a4 e
BRAIN MEAN - 0.9 ‘0.9 0.9 /0.9 '
(%) ST.DEV. 0.1 0.1 0.1 0.1
N .4 4" 4 "
. PITUITARY © MEDN 0.0006 0.0006 ©0.0006 0.0007
C® ST.DEV. " '0.0001 0.0001 0.0001 0.0001
, v N 4 " 4 4
HEART . MEAN 0.8 0.9 0.9 0.9
(%) - ST.DEV. 0.1 0.1 . 0.1 0.1
N N . 4 4 4 4
LIVER V. MEAN 3.1 3.1 3.1 © 34
(%) _ST.DEV 0.4 0.3 0.2 0.2
N 4 4 4 a
THYROID(L) MEAN . 0.0034 0.0043 0.0040" ' 0.0036
(%) ST.DEV. 0.0006 +0.0007 0.0008 0.0009
T N : Yo " " a
. THYROID(R). - MEAN 0.0040 - 0.0044 0.0038 ©.0.0036
(%) ST.DEV. ~.0.0015" 0.001} 0.0009 0.0003
, N 4 4 T It
THYMUS MEAN - 0.07. 0.06 0.08 - 0.08
(%) ST.DEV. 0.04 0.02 0.02 0.03.
\ N 2 4 " 4
" KIDNEY(L) MEAN 0.22 0.23 0.25 0.23
% . ST.DEV. 0.04 0.02 0.01 - 0.05
N & 4 i 4
KIDNEY (R) MEAN 0.22 0.23 . 0.24 0.22
TR ~ST.DEV: 0.03 0.01 " 0.02 . 0.04 -
‘ N . 4 4 a4 4
ADR.E:NAL(R) " MEAN 0.0072 - 0.0072 0.0069 © 0.0065
(%) ST.DEV. 0.0012 0.0013 0.0009 0.0006-
N 4 C 4 4 - . ‘4 -
* ADRENAL (L) “MEAN .- 0.0072 | 0.0073 0.0078 ©0.0064
% ST.DEV. 0.0011 0.0011 10.0015° 0.0008
g N 4 4 4 e
/ SPLEEN MEAN ) ©0.37 0.31 0.48 0.32
: (%) ST.DEV 0.06 0.06 0.29 0.10
N o4 4 4 Y

. B . . . ) 3

®fEE Dunnéct—testgbased on pooled vafian»:e sig. at 5% or 1% level - ’ : o B 6 3



RCC PRCJECT 662185

COW-SUM -

LTALET Dunnett-test based on pooled varlance sig. at 5% or 1% 1evel

DOVERPHOS $-9228 B 15-JAN-98
ORGAN/BRAIN HEIGHT RATIUS SUMMARY
AFTER 13- HEEKS TREATMENT :
FEMALES -
epom 1 - " GROUP 2 GROUP 3 GROUP 4
0 PEM 2560 PPM 5000 PPM 10000 PPM
'BRAIN MEAN 73.8 71.8 . 78.3 72.9
(GRAM) - ST.DEV. 4.2 5.3 4.1 2.7
‘ N 4 4 4 4
PITUITARY MEAN 0.0735 © 0.0754 0.0712 0.0871
(%) ST.DEV. - 0.0104 2.0111 0.0115 0.0185
N " 3 4 4 :
_ HEART' MEAN 92.7 - 101.0 97.7 102.2
(%) ST.DEV. 8.9 4.3 6.7 15.3
N 4 4 4 4
LIVER MEAN 352.5 362.4 349.3 395.6 *
(%) ST.DEV. 16.2 15.0 8.1 29.1
N - 4 Y 4 &
 THYROID(L) MEAN ' 0.3869 0.5075 - 0.4527 © 0.4106
RO ST.DEV. 0.0501 - 0.0619 0.0791 0.0858
' N ‘4 4 4 FOR
THYROID(R) MEAN 0.4488 0.5151 0.4374 . 0.4160
(%) ST.DEV. 0.1241 0.0950 . 0.0930 0.0308
N : 4 4 4 4
THYMUS " MEAN 8.08 6.94 . 9.58 9.84
(%) ST.DEV. © 4.04 3.08 2.72 5.13
_ N ‘4 FE, 4 4
KIDNEY (L) MEAN 25.05 T 27.37 28.28 26.38
(%) ST.DEV 4.85 1.52 2.55 - 2.66
N 4 4 4 4
KIDNEY (R) | MEAN 25.15 26.62 27.40 25.62
(%) ST.DEV. 4.25 1.39 3.29 2.23
R 4 4 4 4
ADRENAL(R) MEAN 0.8293 0.8418 0.7842 - 0.7627
%) ‘ ST.DEV. 0.1964 0.1468 - .0.0672 - 0.1223
, N 4 4 4 4
* ADRENAL (L) MEAN 0.8317 10.8612 .0:8864 - 0.7482 "
(%) ST.DEV 0.1819 0.1394 0.1399 0.1174 -
o N 4 4. 4 4
SPLEEN MEAN- 41.94 36.72 55.58 38.38
(3) ' ST.DEV 9.10 . 5.05 - 37.54 16.91°
N 4 4 4 4
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RCC PROJECT 662185
DOVERPHOS S-9228 B

9. INDIVIDUAL TABLES =

65




Jed treatment period are reported;

retest and the schedu !
od are retained in the raw data.

ding P
:ncement of the necropsy peri
the maximum grading. The
(2), where 1 = slight and 2 =
the maximum grading recorded is

owing each sign is
ssignated and up to
recorded on the same day

marked. When

: :egulérly during the study (from ¢
) evidence that the time of onset of
vere affected by treatment. Therefore,

a.

se are defined as- -

ommencement of pretest) for.
oestrous cyclical activity nor
the data are not reported
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RCC PROJECT 662185 o . T _sYm-IND - 1
: | DOVERPHOS §-9228 B - L ‘ ST , 15-JAN-98

CLINICAL SIGNS DAILY
MALES B
GROUP 1 (O PPM) B ‘

STGN (MAX«GRADE) . .PRETEST - © . TREATMEAT ' ,
(Loc;m*rr.r‘ B S SR AT AR - Toon 2 T Y S P S VL .

' SECRETION /. EXCRETION P : _ : . N
- LOOSE '/ WATERY FECES (2) G Ll F 05 5 WS & NP I D00 0% DRSS DUSEIE

ANIMALZ

" SECRETION / EXCRETION - \ L : Ce ‘ : g ‘
LOOSE / WATERY FECES (2}  G: ..11.L.....L.1- . ..... 1.1...12....11.11....1...1.2..11. ...
SECRETION / EXCRETION o . _ , - o, '
‘ LOOSE /. WATERY FECES (2) G: ...l T ST i e e L

| ANTMAL 4 .

" SECRETION / EXCRETION - . C o : A E
'LOOSE / WATERY FECES, (2) e TN i Toveeniie, i 1.3.....1...

" G: Highest daily grades . : R .




RCC PROJECT 662185
DOVERPHOS $-9228 B

CLINICAL SIGNS,

DAILY
MALES : !
GROUP 1 (O PPM)
. SIGN (MAX.GRADE) N
~ (LOCATION) . WEEKS:
| ANDMAL 1 ‘

SECRETION / EXCRETION

LOOSE / WATERY FECES (2) TG

ANIMAL 2

SECRETION / EXCRETION

" LOOSE / WATERY FECES (2) = G:

ANIMAL 3

SECRETION / EXCRETION

LOOSE / WATERY FECES (2) G:

ANIMAL 4

SECRETION / EXCRETION

LOOSE -/ WATERY FECES (2) -~ G:

TREATMENT o

1 s i ...... 9. ... 10..... 11..... 12... 1"3"*

S et 1, 11 | R % 5

..... 11.......111...“.......,.’.1,;11‘11.'11"1.1.11

.............................. 11111

Lol 1.l '1‘1.1‘.11...1’1‘.:11".'.‘1..1..11;’
o

G: Highest: daily grades ‘

68




k RCC. PROJECT 662185 . . R SYM-IND - 2
- 'DOVERPHOS §-9228 B S o SR . 15-JAN-98

CLINICAL SIGNS, DAILY
MALES S
GROUP 2 (2500 PPM)

| SIGN (MAX.GRADE) o PRETEST . .
(LOCATION) . — PSR T T T e D L

 ANIMAL 5
SECRETION / EXCRETION , S , » -
LOOSE / WATERY FECES (2} - G: w.oooliuloii o ubeeeienioaidooiloooo.lo. el

ANIMAL 6

SECRETION / ‘EXCRETION o ‘ : B : ,
LOOSE / WATERY FECES (2) . G: wevni... el RS U5 UF DURE PO, A1..1...1.

ANIMAL 7

SECRETION / EXCRETION e , o R
LOOSE / WATERY FECES (2) - G: 1...1...111.11 S TS DU SO b I S DU

ANDMAL 8 _
SECRETION / EXCRETION : ’ R ' : S L
* LOOSE. / WATERY FECES (2) - Gt ....... 1...1.. 112,011 L11.11..10 PP SR U O R

v

. G: Highest daily grades = k S o . : : . =

69
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‘RCC PROJECT 662185 . . o " . SYM-IND - 6
DOVERPHOS S-9228. B . - _ -  15-JaAN-98

CLINICAL SIGNS, DAILY
MALES . '
GROUP 2 (2500 -PPM)

| SIGN (MAX.GRADE) o TREATMENT S RO
(LOCATION) . © . WEEKS: 7T...... B......9......10....:11.....120....13

SECRETION / EXCRETION . A , \ ) -
LOOSE / WATERY FECES (2) Gi e e Cieiiiiiaia SUNEE S
ANIMAL 6 ’

SECRETION / EXCRETION ' ‘ ’ ' , R Lo
LOOSE / WATERY FECES (2) Givernnnni. BSOS SUUUURIEIIE ST &1 & U T SUPNE B

ANDMAL 7

SECRETION / EXCRETION = = ' : S L S
LOOSE / WATERY FECES (2) ~  G: 1...11.11....1.1...1....1..1..1...1.1..2.1..1.11. o

ANIMAL 8

-

SECRETION '/ EXCRETION o : Lo o '
' LOOSE / WATERY FECES (2)  ~G: 1....111...1..11111.1111111111111111111111...1..1

/

G: Highest d‘airlyl grades

70



RCC PROJECT 662185 . DR - A  SYM-IND - 3
DOVERFnOS S~9228 B : . . . 15-JAN-98

" CLINICAL SIGNS, DAILY S )
MALES Lo ‘ AR - .
GROUP 3 (5000 PPM) . , AN

SIGN (MAX.GRADE) _ . PRETEST TREATMENT = : - o .
"(LOCATION) WEERE: l......2...... o Lee2iii.3u 5. 6 - , S

'SECRETION / EXCRETION e ‘ o S Co R
.FECES CONTAINING MUCUS (1) " G: [..u..ivron.in RS, S R, e L
LOOSE / WATERY FECES (2) G: 11..11.:11:%.100 0 ... 101.11..110.1...1..110.1 .01l

. SECRETION / EXCRETION . C N
- LOOSE /, WATERY FECES (2) G: .111.111...111 21.11.1.1.1.1111. .11111.111. ... 111, 111111,
. ANIMAL 11 :

' SECRETION / EXCRETION , ‘ ‘ Sy .
"LOOSE / WATERY FECES (2) G e e 1o, 1. il

SECRETION ./ EXCRETION' : : ' .
LOOSE / WATERY FECES (2) Gt e, R S el

"G: Highest daily grades




' RCC PROJECT 662185
DOVERPHQS 3-9228 B

CLINICAL SIGNS, DAILY
MALES ‘
GROUP 3 (5000. PPM)

| sIoN (MAX.GRADE) © | TREATMENT

"{LOCATZION) ' : WEEKS: , 7...:.. 8......9...

SYM-IND -~ 7

SECRETION / EXCREI‘ION

FECES CONTAINING MUCUS (1) G: ............ P S S S

" LOOSE / WATERY FECES {2) - G: 1...:.1..... .

"ANIMAL 10

SECRETION / ED(CRETION

LOOSE / WATERY FECES (2) - G: 1.1..11.....

SECRETION / EXCRETION

LOOSE / WATERY FECES (2) Giiervennnndl.

SECRETION / EXCRETION

LOOSE / WATERY FECES (2) ~ G: L...........

15-JAN-98

''G: Highest daily gradeé

79



. >

RCC PROJECT 662185

SYM-IND - 4.

DOVERPHOS S-9228 B S 15-JAN<98
CLINICAL SIGNS, DAILY
MALES = . . . .
GROUP 4 (10000 PPM)
SIGN (MAX.GRADE) " PRETEST ' - ' TREATMENT o
frocAmTaNy o LD WREKS: 1......2v,.5., O SRS IO (R S.. .. .6 ..
ANIMAL 13
SECRETION / EXCRETION = , o : CL : »
LOOSE / WATERY FECES (2) ©G:l.....101.001.. RO B 1..11....... R, 1.
ANIMAL 14 ‘ o
SECRETION / EXCRETION , : : , : o :
' LOOSE / WATERY FECES (2) = G: 1..1.1.1..... 1 11..11.111.11..123...1.11121111.11111121111
SECRETION / EXCRETION- R
© LOOSE / WATERY FECES (2) ~ Gi ..iviuvivannss B R A T
ANDRL 16 -
SECRETION / EXCRETION . - , v‘ : : C
+LOOSE / WATERY FECES (2) ;' G: .l..ee.iinen.n PR PR T A P P Ll.11..
o e
.\‘ - ‘ R
e
/ -

LG Higheé; daiiy grla‘d_es




* "RCC PROJECT 662185 , ' E : ' _SYM-IND - &
DOVERPHOS S-9228 B . o o , 15-JAN-98

CLINICAL SIGNS, DAILY
MALES s
GROUP 4 (10000 PPM)

SIGN (MAX.GRADE) , . TREATMENT ‘ s
(LOCATION} ' . WEEKS: 7......8...... 9.. ... L FURRE L SR £ S 13.....

SECRETION / EXCRETION : ~ : : . .
LOOSE / WATERY FECES (2).  G: ....111.1...11111..1.11....11...... 1..1121...... 1

ANIMAL 14

SECRETION / EXCRETION L S .
LOOSE / WATERY FECES (2) G: 1.11.111.11111.%..111..22131111.1133_1212.1317211
ANTMAL 15 / ' o

' SECRETION / EXCRETION = . '
LOOSE / WATERY FECES (2) Y U S NI DURTS

ANDMAL 16 S .

SECRETION / EXCRETION . ‘ O
LOOSE / WATERY FECES (2) T O S . S O, RO |

G: - Highest' daily grades



RCC PRUJE.T 662185
DOVERPHOUS 5-9223 B. .

'CLINICAL SIGNS, DAILY

FEMALES .
GROUP.1 (0 PPM)

SIGN (MAX.GRADE).

PR

‘SYM-IND - 9
~15-JAN-98

SECRETION / EXCRETION
""LOOSE / WATERY FECES (2) .Gt

SECRETION / EXCRETION i
LOOSE / WATERY FECES (2) G:

_SECRETION / EXCRETION .
LOOSE / WATERY FECES (2) G:

G:' Highest dailyb grades

75




RCC PROJECT 662185 \ . . v ‘ SYM-IND - 13
DOVERPHOS S-9228 B . ; : : 15-JAn-98’

_ CLINICAL SIGNS, DAILY ‘ D T
FEMALES R : , ’ :
'GROUP 1 (0 PPM)

SIGN (MAX.GRADE) * TREATMENT Co \ .
(LOCATION) - . WEEKS: 7......8...... RIS . SIS S DO 12..... 13..:..

SECRETION / EXCRETION ‘ P ) L
'LOOSE / WATERY FECES(2) Gt L..uiiveaiih. P DU Lo o, tes

- ANIMAL 18

SECRETION / EXCRETION o :
LOOSE / WATERY FECES {2) G ..o i e RN

. ANIMAL 20

SECRETION / EXCRETION . . ’ : ‘
LOOSE / WATERY FECES (2) G vl et A

G: Hi‘ghést‘daily grades o . : o o



e

RCC PROJECT 662185 o I . S SYM-IND - 10
DOVERPHOS $-9228 B . ST - 15-JAN-98

CLINICAL SIGNS, DAILY :
FEMALES - :
GROUP 2 (2500 PPM)

'SIGN (MAX.GRADE) o PRETEST L TREATMENT- \ . ‘
o - et S T D T SR 5., - S

ANIMAL 21

SECRETION / EXCRETION ’ - ‘ : L - ‘ .
LOOSE "/ WATERY FECES 2), © G ... e \ N el

-'ANmAL 22 , i v ;
.sscm-:'rmu /- EXCRETION R : ST - ! , .
LOOSE / WATERY FECES (2) . G:i .............. T S R P S :

NO CLINICAL SIGNS NOTED o Lo
ANIMAL 24 B

No CLINICAL SIGNS NOTED = .

. G: Highest da,i,ly' grades -




Y

RCC PROJECT 662185 . . . : **  SYM-IND -

14

DOVERPHOS. §-9228 B . ° ’ R : L . 15-JAN-98

CLINICAL sxeus DAILY e - S o
FEMALES v S : oa
G@ROUP 2.(2500_ppn) : P o

SIGN (MAX.GRADE) = . - . . TREATMENT .
(LOGCATION) :

SECRETION / EXCRETION . S : ,
LOOSE / WATERY FECES (2) Gt venann. A e 1. 1

SECRETION / EXCRETION C - S ’ -
LOOSE ./ WATERY FECES (2) K< S Tovvn.. 1.11.11..1.1....11"

NO CLINICAL SIGNS NOTED

G: Highest daily grades , - K

7

8



_RCC PROJEAT 662185 . . S o T . SYM-IND '~ 11
DOVERPHOS S-9228 B " . ’ ’ - 15-JAN-98

CLINICAL SIGNS, DAILY
FEMALES .
GROUP 3 (5000 PPM)

" SECRETION / EXCRETION ' N ‘ o ‘ \ : RN
LOOSE / WATERY FECES 12) Gi ....11.4l.1..0 0 11.11. 11 ...... 11...1..1.:1.3...2

SECRETION / EXCRETION : o ’ - . :
LOOSE / WATERY FECES -(2) G: .1..111...1..1  .121... 11.. 1..21.1....1. .10 .. 1e. L 1.

SECR.E.TION / EXCRETION il ‘ D : ) ’
LOOSE/WATERYFECES (2) G: vl T R . 111 .......

SECRETION / EXCRETION : o : . o
'LOOSE / WATERY FECES (2) .~ G: .... RS R ST N Ao,

'

G: Highest daily. grades




RCC PROJECT 662185 ' L \ ' ‘ -". SYM-IND - 15
DOVERPHOS S-9228 B . e . . 15-J2N-98
. L ' . ' g

.

CLINICAL SIGNS, DAILY
FEMALES o , :
GROUP 3 (5000 -PPM) -

'Sf@ {(MAX . GRADN®) ' : TREA’IMENT : ) o
(LOCATION; : WEEKS: 7.....48......9...... 10.... k2. ... 120003300000

MR e i g e

SECRETION / EXCRETION o : o o ‘ ;
'LOOSE / WATERY FECES (2)  G: ..l....... Lo S DU 1...111111.1.11... » .

. 26 . . { ‘ L o . ’ i B : -

SECRETION / EXCRETION ° L ‘ : o ‘ :
LOOSE / WATERY FECES (2) TR B SO 1.....1111.111111.-11.111112:111.11.11

ANIMAL 27

SECRETION / EXCRETION . o : : , ,
LOOSE / WATERY FECES (2) Gi liiiiiiii i el SECICRNE VNI B

ANIMAL 28 -

LOOSE /WATERY FECES (2) Gr il P D, 1

G: Highest daily grades



RCC PROJECT 662185 - - . o " SYM-IND - 12
DQVERPH@S 5—9223’3 R vl - Lo . . : -7 15-JAN-28

EEY

CLINICAL sxams CDAILY: . . , R
FEMALES e T ,
GROUP 4 (1oooo PPM)

SIGN (MAX. GRADE}
{LOCATION) TS WERRST S

ANIMAL 29 I -

SECRE’TION/EXC’REI‘ION ) R - PRSI - o .
LOOSE / WATERY FECES {2} Gl e Lov oo, EERERY S T l.....

ANDMAL 30 ‘ o Co .

SECRETION' / EXCRETION x « : _ : '
| LOOSE / WATERY FECES (2)  Gi ....... AU e 1 S i -

;AANIMAL31

- SECRETION / EXCRETION . L » o W :
' LOOSE / WATERY FECES (2) =~ G: .............. B S

ANIMAL 32 o I .

NO CLINICAL SIGNS NOTED

G: ’Highést daily grades’




‘

RCC PROJECT 662185 -
" DOVERPHOS 5-9228 B

CLINICAL SIGNS, DAILY
FEMALES . >
GROUP 4 (10000 PPM)

‘SIGN (MAX.GRADE) , - . TREATMENT
TOCATTON) o WEEKS: 7......8.

SECRETION / EXCRETION

LOOSE / WATERY FECES (2) = G: ..l..........,.....1..1.11,..1.1..111,

"SECRETION / EXCRETION

LOOSE / WATERY FECES (2) Gt .......... o r g e ds PR

SECRETION / EXCRETION . o ,
LOOSE / WATERY FECES (2) Gt Liooiilld

. NO CLINICAL SIGNS NOTED

N

SYM-IND - 16
15-JAN-98

G: ‘Highest daiiyvgradés‘
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RCC PROJECT 662183 . R ‘ - ; o Fe-IND - 1
DOVERPHOS S-9228 B .~ . : ) e 15-JAN-98

FOOD CONSUMPTION (G/ANIMAL/DAY)

R

MALES .
PRETEST TREATMFNWT .
pays ., 1-7 .  8-14 : 1.7 Be14 15-21 22-28.°  29-35 ' 36-42
| WEEKS, 1 2 = : T 2 3 w7 5 &
ANTMAL ‘ : » : ‘ : :
- GROUP'1 (0" PPM)
1 3300 350 ( 350 350 . 1350 ¢ 50 35 . 350
2 341 30 . 350~ 35 350 350 350 381
3 350 3Bl 350 - 350 350 350 350 350
i 386 350 350° 350 350 - 350 . 350 350
" GROUP 2 (2500 PPM) B ' o \ ,
5 S350 0 337 0 350 350 . 35 350 350 350
6 309 - 289 327 350 350 350 - 350 . 331
7 3517 350 S 73500 350 , - 350 350 350 350
. 8 033 380 0 350 - 350 350 3500 - 350 350
GROUP .3* (5000 BEM) ‘ S ' “ '
S99 380 ‘336 . 330 350 350 350 . . 350 . 350
10 325 327 , 346 350 . 350 . 348 350 350
11 £ 350 350 350 350 350 350 350 350
12 ., 35 35 - - & 35 ° 350 350 350 350 350
GROUP 4 (10000 PPM) ' o ’ o
13 340 350 - . 350 350 Y 350 350 350 - 350
12 316 297 : S350 350 1350 350 3500 . 350"
15 341 350 - - 350 350 350 351, - 350 350
‘16 3500 350 : 350 350 .. 350 350 350 350
TREATMENT
DAYS 43-49  50-56  57-63  64-70 - 71-77 . 78-84  85-91
VWEEKS .0 7 . - '8 9 10 11 12 - 13
. -ANIMAL . : I N - O ’
. GROUP 1 (0 PPM)
1 350, 350 350 350 . 350 350 350,
2 350 350 0350 350 350 350 0 323
3 1350 - 350 350 . ° 350 350 .. 351 350
a 380 350 - 350 350 - 350 350 . 350
GROUP 2 (2500 PEM) ) .
5. 323 350 . 350 S350 319 - 318 350
6 v 343 28 380 .0 297 . 228 324 241
7 350 350 350 350 7 350 - 350 1350 -
g8 - 350 350 0 350 350 350 350 . 350
GROUP 3 (5000 PRM) : o '
.9 350 350 350 386 . 350 350 350
10 337 350 311 343 - 350 338 300
1 350 350 - 350 350 .I.350 350 350
2 350 . 350 350 350 - 350 35 350
GROUP 4 (10000 PPM) - . o .
13 " 350 350 350 350 381 350 350
14 350 350° . 350 350 350 350 343
15 350 350 350 350 1350 350 350

16 350 7350 350 - 330 . 350 © 350 k 350
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RCC PROJECT §62185 o S 7 Fc-1ND - 2
DOVERPHOS S-9228 B : B o - : . -15-JAN-98

FOOD CONSUMPTION (G/ANIMAL/DAY)

FEMALES ~

PRETEST : TREATMENT ‘
DAYS 1.7 8-14 147 8-14 15-21 2228 . 29-35 36-42
WEEKS St 2 T S 2 3 ¢ s T s
ANIMAL : N ' ‘ > ' L

GROUP 1 (0 PEM) S
17 o215 235 ' 267 285 267 241 S am " 255

18 309 ©.287 o ©283, 304 262 262 299 - - 300
19 L 276 - . 282 : 320 342 0 3100 331 350 350

20 - 312 295 - 309 .. 318 315 276 - 335 340
'GROUP 2 (2500 PBM) ' v ‘ :
21 269 . 285 . 253 237 222 217 244 247

22 341 . 326 co342 350 3% -+ 350 350 350
23 332 303 ‘ ' 329 347 - 318 316 334 - 316

24 337 . 338 329 327 333 333 350 . 350

| GROUP 3 (5000 PPM) , .
- 25 257 : 249 261 U282 255 - 257 319 . 238 .

26 328 333 . 333 . 350 342 . 326 340 309
27 351 337 . 350 350 © 350 350 350 . 350

28 319 308 N it - 339 324 . 278 350 314
GROUP 4 (10000 PPM) : , » ' )
29 290 2% - 290 286 % 288 . 281 - 316 - 307

30 -284 303 307 331 332 v 329 329 328
31 . 7338 - 274 265 S273 0 o2m2 266 246 256
32 1 327 311 : o318 336 . 327 338 . 347 - 350
. TREATMENT
DAYS  43-49  50-56 57-63  64-70 71-77 78-84 85-91 -
'WEEKS - 7 8 9 10 11 S 13

GROUP 1 (0 PPM) * ,
17 246 . 268 287 . 285 . 281 304 . 253

i8 287 259 S22 270 258 293 ‘249
- 19 341 } 316 - 327 350 - . 283 i 307 - 318.

20 318 307 324 326 - 292 - 293 307
GROUP 2 (2500 pPM) ' ,
2 202 221 258 . 254 212 287 - 243

22 - 350 350 . . 336 ©..350 0 . 350 350 . 350
23 . 280 283 306 - 337 320 279 279

24 344 325 345 350 . 347 341 267
GROUP 3 (5000 PPM) o | | '
25 288 . 263 306 311 272 299 277

.26 279 ©310 . .3500 . . 350 - 316 306 226 .
271 350 350 350 . /350 350 351 . 350

28 0 31 257 289 291 250 288 224
GROUP 4 (10000 PPM)
29 © 320 286 ' 309 350 320 291 ‘285

30 331 .. .34 © 336 343 - 329 321 . 323
31 270 221 242 - 282 ;223 250 207

327 350 334 330 341 318 - 322 312
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BWKG-IND - 1
15-JAN-98

i

TREATME]

PRETEST

BODY WEIGHTS (KG)

DOVERPHOS 5-9228‘3
MALES

'RCC PROJECT 662185
WEEKS .

ANTMAL |

‘GROUP 1 (0 PEM)

DAYS

7.4«43
BnURuo

6.11&3

A ‘8nuﬂu0

4931,
8980

?-8447f

Bﬂyﬂug

Ninmw

0 OO Oy

1114

QuQaﬂu9

O
[cele W oo

~ < 0
NS

©~ oo ®

~H o

GROUP 2 (2500 PEM)

SO

OO m
et

048_0.4

‘9nUﬂv9

oA

v76323

Ounvnvg
e

L e

ARO OO,
—

1.4AU0.
Q.OAUQ

©®owr
i

W O @
e o

7:U=J4

8098&

Nyt

' &

[Falegl o iie ol

" GROUP 3 (5000 FPM)

7.3143

.Snunvﬂ

6aJQ¢l
8nU018

AN
‘ooow
. =

01:99
8AUQJ7

™~ oW o
oo

6617
AR AN

~avon s

MO OW -

™~ o\~

,ﬂu7«4.d -

0.0y 00~

' GROUP”4-(10000‘P?M)

. 4AU<u7
80190J.

L onw.

€0 00 G\ O

: 147:“-5
BAUQJQ

O~ eN

@ @ Vo

Mo e m

00 0 Oy O,

TN PO

RO

ML

@ &0 A o

2qlhv8.

8~BQ¢8

92
14

-91
13

85
013

78
12

71

‘11

.64
010

e e e e e e e e e e e ——— S ———

TREATMENT

WEEKS
ANTMAL
- GROUP 1 (0 PEM)

DAYS

AlO?
Ao
-

SAAﬁJO

91:51,

i

SN

91:51
X ~

TNNO

N — 0~
LA

Mo
9180‘

MO N

N o
-

19274

QAUQVO'
—l ot

N
[eeN oo Na)
~

7;01.4
SAUQVO

~ 03 <y

10.8
1.

12.1

10.5

10.9
111
12.1
10.6

.10.8:
11.2 .
.7
'10.4

10.8
~11.4
11.4
-10.4

10.6
~11.1
11.3
10.2

10.4
112
1.2
10.1

(5000 PPM)

GROUP 2 (2500 ppM)

GROUP 3

6~J<49
9.l1;8

LR AT i

(- BTN
—

VMY O
AN O
-

5q£149

9qL1¢8‘

i~

4AU1¢9
9.l1¢8

GROUP 4. (10000 PEM)

NSO ™

L OO O

—

148n£6

8Q:U0,
—~

4715

.SOZUO

—

Srbﬂu3

8.9nu0,

‘NOOo N

CGNHNOO
-

L om

[l N Re)

3«47,94
8~5049

4.l7v8
8999

3057;
@ o o o

13
14

85 .



3.

BWKG-IND =~

& PROJECT 662185
DUVERPHOS §-9228 B -

-RO

15-JAN-98

TREATMENT -

BODY WEIGHTS. (KG)

FEMALES -

‘PRETEST -

T T e e e e e e e e S o e e e e e o e e e

GROUP 1 (0 PPM)

DAYS "

WO

X -

S S@ne
6878

7940

6879 !

[ X-X 2=
W o~ 00

Mo
0 00 ~.00

. ‘3705

6878

2796
6868

0481
6868

17
18
19
20

O et
AR
1~ o

6290

~eN o

6208

7788

1~ ovin
L X

noem
~ oo

2352
7678

AN O

caoupvzl(zsoo PEM)

0~

0 NN
0O~

21
22
23
24

GROUP 3 (5000 PEM)

100~ OV o

oo

6884
7889

ne o
£~ 00 oo,

wiIne o
0000,

6449
7888 -

4025
7888

GROUP 4 ‘(10000 PPM)

OO Oy

0o

0890
7789

1—/90
7789

WO
g

oo

9450

6789

7358_

\D {~ €0 0

7159
6788

w4905
6688

29
30
31
32

* TREATMENT

92
14

13

91

85,
13

78
12

71
11

64
10°

WEEKS

 ANTIMAL

DAYS
_GROUP 1 (0 PﬁM{'

TN oN
,7989

MNO

~a 00 oy

oM an

-

oo oy

9392,
,.6979

9203
,6989

8272
6979

17
18
19
20

GROUP 2 (2500'PPM)

1839

8789‘

3—/31
,8780

LN Mo
00~ 00 Oy

[SRV-EN S
w1~ o o

VN W

[l -

8493
7-/—/9

7404

7—/89

E 9311

7789

- 8990

GROUP 3‘(5000 PRM)

0343

anam
R

~ovovo
i —

@WWwmMmM

~ahoao
. ]

O memn

~oroh O
-

8422
7990

N HO

~oOnho
- -

7201
7990

6299
-/989

25

GROUP 4 <1ooqd pEM)

~rAtAm
~ oo,

8044
7899

: 8034

7899

8035;

7899

L. Fodn

7799,

5904 ‘
v~/799

5914‘
7799

N ™

oo



RCC .PROJECT 662185. ~ . : - s . . | ' BWKG-IND - 4
DOVERPHOS $-9228.B : o © '15-JAN-98
" BODY WEIGHTS (X&) . . - : S

FEMALES S N A TR

| GROUP. L (0 PBM) ‘ R -

17 7.2

18 9.1

19 8.0

20. 9.5
GROUP 2 (2500 PPM)-. ~- )

21 - 8.1

22 7.6

23 8.4

24 9.8 :
‘GROUP 3 (5000 PFM) ‘ ,

25 7.8 ST \ S

26 8.9 - . , o ’

.27 9.2 . : Y

28 . 0.1 ' o ,
N L N
GROUP- 4 (10000 PEM)

. . . LY

29 : 7.6 )

~30 7.8

31 9.2 N

32 9.3



RCC PROJZCT 562185

v

FTAI-IND - 1

o331

 DOVERPHOS S-9228 B 16-JAN-98
TEST ARTICLE INTAKE -
(MG SUBSTANCE/KG BODY HEIGHT/DAY)
MALES « .
| DAYS 1-7 8-14 15-21 22-28 . '29-35 . 36-42 43-49 50-56 57-63
WEEKS 1 2 4 5 9
GROUP 1 (0 PEM)
1 0 0 0 0 0 ) 0. 0 0
2 S0 0 0 0 0 0 0 0 0
3 0 0 ‘o 0 0 0 0 0 0
4 0 0 0 0 0 -0 0 0 0
GROUP 2 (2500 PFM) g
5 98 95 92 89 88 - - 86 78 83 | a2
6 80" 84 84 . 82 80 75 77 55 75
7 90 87 86 84 . 82 81 79 78 77
8 100 97 96 94 92 90 88 86 85
GROUP 3 (5000 PEM) ‘ o ‘ N
9. 216 224, 218 211 203 200 . 196 192 187
10 178 176 173 © 170 169 166 158 161 143
11 190 185 181 178 . 174 170 166 163 160
12 226 222 - 219 216 213 210 207 206 203
GROUP 4 (10000 PPM) ‘
, v - ‘ \ ‘
13 “420 416 414 418 417 419 419 418 . 420
14 410 . 407 404 401 394 388, 385 382 376,
15 374 372 370 - 368 367 367" 365 361 359
16 383 377 378 370 368" 362 360 356 - 348
TREATMENT - ,
DAYS - 64-70 71-77 78-84 85-91
WEEKS 10 11 12° 13
ANTIMAL -
. GROUF 1 {0 PEM) ’ ‘ o
1. 0 0 0 0 )
2 0 0 0 0 -
3 0 0 0 0 -
q 0 0 0 0
. GROUP 2 (2500 PEM)
5 @ ‘73 73 © 8t
6 . 65 51 73 54
7 76 . 24 72 72
8 84 84 83 83 .
GROUP 3 (5000 PPM)
9 187 186 184 - 182
10 157 158 - 151 132
11 158 156 155 153
12 199 197 196 194
GROUE 4 (10000 PEM) ,
13 421 421 416 420
14 369 366 363 352
15 352 v 351 349 344
16 - 322 322 337
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RCC PROJECT 662185 ~ P B . o FTAI-IND - 2
DOVERPHOS $-9228 B . R - o . 16-JAN-98.

TEST ARTICLE INTAKE
(MG SUBSTANCE/KG BODY HEIGHT/DAY)
FEMALES ‘

| DAYS o : .
WEEKS . 1 2.3 ‘ 5 6 7 G 9.
ANIMAL : : o , ‘ o

GROUP 1 (0 PFM)

17 0 0 0 0 0 0 0 a o
18 0 0 0 0 0 0 o 0 0
19 0 0 0 0 0 0 0 2 0
20 0. 0 0 0 0 0 o 0 0
. GROUP 2 (2500 PEM) - ‘ '
21 86 79 v4 71 - 80 80 85 71 82
22 124 125 . 123 122 121 - 120 119 18 - 113
23 - 108 111 ~100 - 100 105 98 ‘86 89 - 96
24 100 98 Y YR 97 96 93 . 87 - 92
'GROUP'3 (5000 PEM) ' ' ,
25 oars - 172 168 170 207 . - 154 . 188 © 170 198
.26 208 .. 208" 199 186 - 190, 168" . 151 167" 186
27 211 - 210 209 - 202 - 198 197 196 < 193 - 192
28 197 187 175 . 149 183 160 156 127 143
GROUP 4 (10000 PPM) - L A :
29 428 414 411 . 397 445 - 424 447 382 | 408
30 418 - - 441 435 @27 - 423" 420 420 436 . 425
31 312 319 311 298 . 277 . 288 - 0 301 245 268 -
32 358 372 363 . 376 382 382 377 355 349 .
o
DAYS - 64-70 71-77 78-84 85-91
_WEEKS 10 11 12 13
’ ANIMAL
GROUP 1.{0. PPM)
17 ' o 0 0. o
18 0 0 0 0
19 0. 0 0 0
20 0 - 0 - 0o 0
' . GROUP 2 (2500 PPM).
I U 65 - 87 74
22 116 115 114 113
23 - 105 97 84 84
24 . Ye1 T 89 86 67
GROUP 3 (5000 PEM) ;
.25 ~199° 174 - 1% . 174 . . N
26 184 165 160 . 120 - : R L
27 190 189 188 187
26 141 - 122 141 . 109
. 'GROUP 4 (10000 PPM) k ’ ;
" 29 . a33 410 - 372 328
30, 431 411 102 © 201
31 308 . 240 268 223

32 . 358 ©336 342 - 333



R3C PROJECT 662185
DOVERPHOS S- 9228 B

‘OPHTHALMOSCOPIC EXnMINATIONSV

" MALES
PRETEST

GROUP 1 (0 PPM)

OPHT-IND - 1
29-MAY-98

ADAT T ORSERVATION

1 ‘- NO ABNORMALITIES DETECTED BOTH.

2 VITREOUS FLOATERS : BOTH

3 NO ABNORMALITIES DETECTED BOTH -

4 ° NO ABNORMALITIES DETECTED BOTH
GROUP 2 (2500 PPM)
ANTMAL ~ OBSERVATION LOCATION

5 NO ABNORMALITIES DETECTED 'BOTH

6  VITREOUS FLOATERS BOTH

7 . NO ABNORMALITIES DETECTED BOTH

8  NO ABNORMALITIES DETECTED - BOTH
GROUP 3 (5000 PPM) .
ANTMAL ~ OBSERVATION ' LOCATION

9 NO ABNORMALITIES DETECTED BOTH

10 NO ABNORMALITIES DETECTED BOTH

11  NO ABNORMALITIES DETECTED BOTH

.12 LENTICULAR OPACITY, CENTRAL

GROUP 4 (10000 PPM)
. ANIMAL - OéSER\?ATION

13 .NO ABNORMALITIES DETECTED BOTH
14 NO ABNORMALITIES DETECTED BOTH
15 NO ABNORMALITIES DETECTED BOTH
16 VITREQUS - FLOATERS BOTH %
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RCC PROJECT 662185 S R Ry ; . : _ OPHT-IND. - 2
DOVERPFOS $-9228 B , RN o N : 29-MAY-98"
' . - f N N - . .
’ OPHTHALMOSCOPIC EXAMINATIONS
MALES
13 HEEKS
Co
GROUP 1 (O'PPH) o
ANIMAL  OBSERVATION E U R 'LOCATION )
"1 NO ABNORMALITIES DETECTED . BOTH
2 CORNEAL OPACITY R RIGHT
3 REDNESS OF THE SCLERA. S . LEFT
* . CORNEAL OPACITY ; BOTH
. MUCOUS OCULAR DISCHARGE . LEFT
4 ' CORNEAL OPACITY . .. | LEFT : :
. VITREOUS FLOATERS y _ RIGHT : S ;
-GROUP 2 (2500 PPM) 3
' _ANIMAL - OBSERVATION- LOCATION
5 . NO ABNORMALITIES DETECTED ° . BOTH
§  NO ABNORMALITIES DETECTED . - BOTH : -
7  NO ABNORMALITIES DETECTED BOTH . - R
8 ' CORNEAL OPACITY oo ) LEFT
GROUP 3 (5000 PPM) = S
ANIMAL ossanVAeroN B oo ‘ : mcm‘ion ' .
9 NO ABNORMALITIES DETECTED . BOTH g
10  NO ABNORMALITIES DETECTED ~ . - BOTH )
11 NO .ABNORMALITIES DETECTED BOTH. .
12 REDNESS OF THE SCLERA - RIGHT :
LENTICULAR OPACITY, CENTRAL -~ . = BOTH N
' GROUP 4 (10000 PPM) S
" ANIMAL = OBSERVATION = - . . - roeaTIoN . SR
13 CORNEAL LESIONS © . LEFT.
14 = DARK BROWN FOLLICLE ON TEMPORAL LIMBUS = RIGHT
.~ OF CORNEA - ‘ . RIGHT . R ,
CORNEAL QPACITY -~ . RIGHT: S v
LENTICULAR OPACITY, POSTERIOR ~ LEFT ‘
DARK PLAQUE ON SCLERA . RIGHT
15  NO ABNORMALITIES DETECTED BOTH ‘ : o
16 VITREOUS FLOATERS :  BOTH " - : v : -




RCC PROJECT 662185
DOVERPHOS S-9228 B

OPHTHA
PRETES

T

GROUP 1 (0 PPH)

LMOSCOPIC EXAMINATIONS
FEMALES AR

"OPHT-IND - 3
29-MAY-98

NO ABNORMALITIES DETECTED

ANTMAL = OBSERVAIICH
17  NO ABNORMALITIES DETECTED BOTH
18 NO ABNORMALITIES DETECTED BOTH
19 NO AENORMALITIES DETECTED BOTH
20  VITREOUS FLOATERS ) BOTH
GROUP 2 (2500 PPM)
 ANTMAL . OBSERVATION LOCATION
21 NO ABNORMALITTES DETECTED BOTH
22  NO AENORMALITIES DETECTED BOTH
23 NO AENORMALITIES DETECTED ° ,BOTH
24  REDNESS OF THE SCLERA - ° ‘BOTH
_GROUP 3 (5000 PPM)
ANIMAL  OBSERVATION LOCATION §
25 NO ABNORMALITIES DETECTED BOTH
26 REDNESS OF THE SCLERA = - : RIGHT
27 PERSISTENT HYALOID VESSEL IN VITREOUS- LEET -
TIGROID TAPETUM NIGRUM BOTH
28 ' NO ABNORMALITIES DETECTED BOTH
GROUP 4 (10000 PPM)
ANIMAL  OBSERVATION ' LOCATION ,
29  NO ABNORMALITIES DETECTED - BOTH
30 - NO AENCRMAEITIES DETECTED BOTH
31 NO'ABNORMALITIES DETECTED . BOTH
32 BOTH

fS)ZZI



RCC PROJECT 562185 . o S I . OPHT-IND - 4
. DOVERPHOS §$-9228 B ’ , _ Lo S . 29-MAY-98-
OPHTHALMOSCOPIC EXAMINATIONS

-FEMALES o .
" 13 MWEEKS

GROUP 1 (C PPM)

ANTMAL \'Q‘BSERVATIONV 7 ‘ ' AR . LOCATION
17 NO ABNORMALITIES DETECTED = . _ BOTH '
‘18 VITREOUS FLOATERS ] : . . LEPFT
.19 NO ABNORMALITIES DETECTED ' BOTH : , , S .
. 20 . LENTICULAR OPACITY, POSTERIOR L LEFT o ‘ , .
GROUP 2 (2500 PPM)
ANIMAL ~ OBSERVATION : B ' nocaTION
21 LENTICULAR OPACITY, CENTRAL -~ LEFT , .
22 . CORNEAL EDEMA o RIGHT
23 'NO ABNORMALITIES DETECTED : . BOTH .
24  NO ABNORMALITIES DETECTED - BOTH -
GROUP 3 (5000 PPM)
ANIMAL ~ OBSERVATION g ' LocATION
. 25 - VITREOUS FLOATERS v BOTH : o :
26 - NO ABNORMALITIES DETECTED - o BOTH v ! , S -
27 * REDNESS OF THE' SCLERA © .+ BOTH .
. PERSISTENT HYALOID VESSEL -IN VITREOUS - = LEFT
. TIGROID TAPETUM NIGRUM - . BOTH A
28 - NO ABNORMALITIES DETECTED R BOTH

GROUP 4 (10000 PPM)

ANIMAL ~ OBSERVATION = - ' " LocATION
‘ : 29 'NO ABNORMALITIES DETECTED BOTH
. 30 \ NO ABNORMALITIES DETECTED = BOTH
31 . NO ABNORMALITIES DETECTEP = . = . . BOTH
32 NO ABNORMALITIES DETECTED - ~  BOTH
r
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RCC PROJECT 662185
DOVERPHOS S—9228 B

| »NEUROLOGAIC EXAMINATION'

L yg‘wga'g» R

Landing or support response -
Muscle force

~ Standing on a straight lma
Placing front legs.
Hopping response

‘ 0 = soft landmg, I= breakmg of fall reduced
-0 =normal, | = pressure retumed
0 =normal, 1 = staggering
0= proper placing, 1 = not placed properly
0= normal i -clumsy

"GROUP1
'MALES
Animal Nun;ber ) 2 3
PT |13W | PT |13W | PT [13W | PT | 13W |
Locomotion 0 jojolotojoio]o
Gait Activity | 0|10 tololoflol o] o
Landmg orsupportresponse front! 0 | O 1o | 0.1 .0 10 ] o 0
| back] 0 | 0 0 | 0] 0] 0]o0 0
Muscle force ojloloejololo]o] o
»Standingonaétraightline -0 1 [ ‘Oi‘ 0 |0 0 i
Placing front legs visual | 070 0/0}0/0|0/0|0/0|0/0|0/0] 0/0
_ wmaile|1/1]0s0]0s0]0/0]0/0]0/0]0/0] 0/0
\Hoppingrespon'se ~ front | 0/0 0-7'0\ 0/0/0/0]|0/0 0/0]10/0}0/0
o back |10/0]0/0]070/0/0|0/0|0/0]0/0] 0/0
Patellar reflex . -~ 1070]0/0{0/0%,0/0[0/0)0/0/0/0]0/0] "
| Flexor reflex / pain reflex 0/0]0/0/0/0/0/0(0/0|0/0|0/0]| 070
I Pupil size (mm) ' 8/8 10/10\7/7 | 8/8 1747 |7/717/7|8/8
.. I Light response|{.0/0 | 0/0.|0/0 | 0/0 |0/0 | 0/0| 070 070
| Localisation; L(lcft)/R(rlght) L/R|{L/R{L/R|{L/R|L/R|L/R|L/R|L/R
Legend ‘ |
PT = Pretest .
13W =13 weeks
Scdres:
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L A ]

RC~Z PROJECT 662185

" DOVERPHOS S- 92288 -

A

NEUROLOGIC E)\AMINATION

'GROUPS2and 3 - |
MALES R R
Ahimal'Number ’5 6 1 18 9 10| 11 12
| PT | PT | PT | PT | PT | PT | PT | PT
Locomotion - 0| 0.l o0 0] 0 o} o | o
Ga1tAct1v1ty , 0 | 0 ol ol ol o] ol o
\‘Landmg or support response front| 0 | O 0 0 |0 |1] o 0
| back| 0 | 0 | 0 | 0 o |1 ]o0o] o
‘Muscle force : 0 0 0| 0oy o0 |- 0|0} 0
| Standing on a'straight line 0. .0: |0 ] 0 o0 ol o] o
Placing frontlegs  .visual*} 0/0 1 0/0 | 0/0 | 070|070} 0/0|0/0] 0/0
L tactile | 0/0|0/0 | 0/0]0/0[0/0]0/00/0]0/0
Hopping response - front | 0/0 | 0/0 0/0 0/0.10/0]0/0{0/0}|0/0
e ) _ back {0/0]0/0]0/0]0/0]0/0[0/0|0/0] 070
Patellar reflex _|0/010/0|0/0]0/0]0/0]0/0]|0/0}0/0
>‘Flex0rreﬂex/pamreﬂex 0/0]0/0]0/0]0/0]0/0]0/0]0/0]0/0
" | I Pupil size (mm) - 8/8|7/7|7/7|8/8]7/7]|8/8|8/8]9/9
HInghtresponse 0/0|0/0|0/0|0/0|0/0]|0/0]0/0]0/0
Locahsatlon,‘L(]eft)/R(nght) L/R|L/R L/R|L/R

'~ Standing on a straight line -

- Legend:.

PT = = Pretest
Scores: '

Landing or support response
Muscle force

‘Placing front legs
Hopping response

L/R

L/R

0 = soft landmg, 1= breakmg of fall reduced
0 = normal, 1 = pressure reurned
0 = normal, I=staggermg - x
0 = proper placing, 1 = not placed properly
0= normal I = clumsy

L/R

L/R |
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" RCC PROJECT 662185
DOVERPHGS §-9228 B

Bs i

9

_‘NEUROLOGIC EXAMINAT!ON '
GROUP 4 -
MALES S SV I - B B
© AnimalNumber| 13 TS 15 16
PT |13W | PT |13W | PT |13W | PT | 13W
Locomotion ‘O‘J\Ov ol o )olo ol o
| Gait Activity / 0.1 0] 0 0 | o 0 {00
Landing or support response frot] 0 | 0-J- 0 | 0 | 0 1 | o | 0
. _back] 0 1 0 | 0 |0 | o0 | 1|0 | 0
| Muscle force _ 0 1.Jololol]l o] o] o
Standing on a straight line 0l ojololoflo]lo] o
Placing front legs - visual | 0/0{0/0]0/0 0/0.10/0 0/0/0/0{0/0
_tactile | 070 0/0]1/0]0/0|0/0[0/0]0/0] 070
Hopping response - front | 0/0 | 0/0 | 0/00/0]0/0|0/0|0/0 ] 0/0
back | 0/00/0/0/0]/0/0]0/0{0/0]0/0] 0/0
Patellar reflex 0/0]0/0}0/0|0s0|0/0]0/0]0/0]0/0
| Flexor reflex / pain reflex - 0/0]0/0]0/0]0/0}0/0[{0/0]0/0]0/0
M Pupil size (mm) 7/717/716/6|7/716/6]6/6 6/6|6/6
o T Light response| 0/0 | 0/0 | 0/0 [ 0/0|0/0]0/0|0/0]0/0
Locahsanon L(left)/R(nght) L/R L/R|L/R|L/R L/‘R‘ L/R L/va L/R |

\Legend
" PT = Pretest
13W = 13 weeks

Scores:

Landing or support response
Muscle force -

Standing on a straight line
Placing front legs
'Hopping response

0= soft landing, 1 = breakmg of fall reduced
. 0=normal, I = pressure returned
0=normal, | = =staggering -
0 = proper placing, 1 = not placed properly
0 =rnormal, 1 = clumsy :
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RCC PROJCCT 562185
DOVERPHOS $-9228 B

.NEUROLOGIC EXAMINATlON

GROUP1 = -
FEMALES .
“ Animal Number| 17 18 19 20
"PT |13W | PT [13W | PT |13W | PT | 13W_
' |Locomotion 0o ]JojJolo)o|lo ] o]} o
| Gait Activity olojoljojo]0o]o.]o0
'Landmg or support response _front 0 1 0| 0 0 0 0 | o
o ‘back] 0 | 1 0 0 0 | 0 0 |0
Muscle«force \ 0 * 1 o]l o0 o | 0o | 0| 0"
Standing on a straight line - 0 * 0] 0 o | o0 0| o
Placing frontlegs  visual | 0/0 | 0/00/0{0/0}0/0]0/0]0/0]0/0
S tactile | 0/0 | 0/0 [ 0/0]0/0|1/1/0/0|0/0]0/0
vHopping/response“.‘ ~front | 0/0]0/0}]0/0 ' 0/0]0/0/0/0]0/010/0
 back |0r0/0/0|0/0]0/0]0/0]0/0]|0/0]0/0
.| Patellar reflex - 10/0|0/010/0. 0/0' 0/0 “O/‘,O 0/0]0/0
Flexor reflex / pain reflex 0/0|0/0|0/0]0/0]0/0}0/0]0/0]0/0
IIIPupn]slze(mm) 5/51777 |-8/8|8/8 8,)8' 7/7 1818|7717
o I Light response| 0/0 | 0/0 | 0/0{0/0 | 0/0|0/0|0/0|0/0
Localisation; L (left)/R (right) [L/R|L/R|L/R|L/R|L/R|L/R|L/R|L/R

Legend:

BT = Pretest
13W. =13 weeks .

Scores:

;Landmg or support response
" Muscle force
Standing on a straight lirie
Placing front legs
" Hopping response

= not definable due to submissive posmon ‘of animal

0= soft landmg, t = bveakmg of fall reduced '
-0 =normal, | = pressure retumed ~
0 =normal, | = staggering

- 0 = proper placing, 1 = not placed properly
0= normal ] = clumsy

97




RCC PROJECT 662185
, DOVERPHOS S-9228 B

 NEUROLOGIC EXAMINATION

L/R|

L/R

L/R

GHOUPSZand3 o
. FEMALES ‘ .
Animal Number| 21 | 22 | 23 | 24 | 25 | 26 | 27 | 28
| " PT | PT | PT | PT | PT | PT | PT | PT
|Locomotion . o Jojolo|ololo]o
'GaltActlvxty _ O] 0ol ojo o | 0|0 0
Landmg orsupport response front 00 0 0 0 0| O 0
back 0 lololololo|o] o
Muscle force o0 lojlolololololwe
Standingonastraighttine | 0| 0 | o [ 0o [ 0o | 0o | 0o | o
|Placing frontlegs  visual | 0/0 [0/0]0/0]070]0/0]0/0]0/0/ 070
. _ tactile|0/0]0/0]0/0/0/0]0/0]0/0[0/0]0/0]
‘Hopping resporise - front | 0/0]0/0{0/0/0/0]0/0]0/0 070 070 | §
| - back |1/0]0/0]0/0l0/0]0/0]0/0]0/0 0/0 ]
Patellar reflex . 0/010/0|0/0]0/0|0/0|0/0]|0/0] 0/0"
Flexor reflex / pain reflex 0/0]0/0]0/0]0/0]0/0]070 0/0] 0/0
|I_Pupil size (mm) . 8/8 |6/68/8|7/7[717]|616]717] 575
| T Lightresponse| 0/0 [0/0|0/0[0/0]0/0[0/0]0/0| 0/0
Localisation; L(left)/R(nght) L/R L/R L/R|L/R

L/R|

Le gend
P’I‘ = Pret’est

‘ Scores :
Landing or support’ response
Muscle force

+ Standing on a straight line
‘Placing front legs
Hopping response.

0 = soft landing, 1 = breaking of fall reduced -

- 0=normal, 1 = pressure returned
0 = normal, 1 = staggering

0 = proper placing, 1 = not placed properly

- O=normal, | =clumsy | /
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RCC PROJECT 662185
DOVERPHOS $-02288

NEURO LOGIC EXAMINATION

' Legend:
" 'PT = Pretest
13W =13 weeks
Scores:

Landing or support response 0= soft landmg, 1= breakmg of fall 4reduced

Muscle force

Standing on a straight line:
Placing front legs
Hopping response -

0 =normal; I = pressure returned -
0 = normal, 1 = staggering
- 0 = proper placing, 1 = not placed properly
0= normal = cIumsy '

GROUP 4
~ FEMALES |
_ Animal Number| 29 30 31 32
PT |13W | PT |13W | PT |13W | PT | 13W
Locomotion ol olojojolo]ol o
Gait Activity o0l o] ololololol o
Landing or support response front| 0 | 0 | 0 | o | o | 0 |- 0 |1
| | back| 0 .o | ol ol o | 1 | o] 1
Muscle force RS 0| o 0| 0 0] o] .o
Standingonastraightline | 0 | 1 | 0 ol o | 1 ]o] o
Placing frontlegs  visual | 0/0]0/00/0/0/0]0/00/0}0/0]0/0
R | tactile | 0/0 | 0/0|0/0]0/0|0/0/0/0[0/0]|0/0
| Hopping response front 0/0 1 0/0]0/0{0/0]6/0]0/0]0/0}0/0
 back | 0/0[0/0]0/0]0/0]0/0[0/0]0/0]0/0
| Patellar reflex ~10/0]0/0{0/0]0/0]0/0]0/0]0/0}0/0
F]exorreﬂex/pamreﬂex 10/70]0/0|0/0]|0/0{0/0[0/0 .0/,0 "0/0
II1_Pupil size (mm) 7/78/8|5/5|6/6|6/617/7(7/7]|8/8
| | I]Inghtresponse 0/010/0|0/0/0/0|0/0|0/0]0/0}0/0
Localisation: L (left) / R (right) }L7R L/R L/R L\/R L/R|L/R L/R|L/R




RCC PROJECT 662185
DOVERPHOS 5—9223 B

HEMATOLOGY

'MALES

HEM=.ND - i
- 27-May-98

ANIMAL
NUMBER

MCHC -

mmol/L.

GROUP 1 (0 'PEM) -

1

GROUP

GROUP

10 .

PRETEST I -

2 (2500 pEM)-

PRETEST I
PRETEST II
4 WEEKS !
8 WEEKS

13 WEEKS
" PRETEST I

PRETEST II
4 WEEKS
8 WEEKS

13 WEEKS K

" PRETEST I

PRETEST II
4 WEEKS
8 WEEKS .
13 WEEKS

PRETEST . I

" PRETEST II

4 WEEKS

.8 WEEKS

13 WEEKS

3 (5000 PPM)

PRETEST I .
PRETEST IT
4 WEEKS,

8 WEEKS

13 WEEKS"

PRETEST I

[
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65.9

§7.3
65.9 -
. 66.6

66.7

67.4

70.6
69,3
69.7

70.3
70.5

. 67.1

66.8

67.2

67.3
67.4

66.0
65.4 -
65.2:
64.8 ©

65.9
68.3

67.1
. 66.3
" 66.8
- 67.0

‘69.4
68.1

67.7

67.8
69.1

67.3

" 66.7
. 66,5
.66.5
67.3

66.5
65.3
65.7

. 65:9

66.4

69.7 -

68.1
67.4
68.1

68.8

i s PR 8 e s e e

RS . e T B e e s g
R IR DA At s ol e

N W NN
mEREPRE PEREE

20.9
20.9
21.1
21.3

- 20.4
| 20.5

20.9

21.0

20.4
20.2

21.0
21.2

21.3

21.1
20.4
20.9

21.0
20.9

- 20.6
20.4

20.5
20.7

~.20.9

20.7

. 20.5"

' 20.5
. 20.9

20.8°
20.4
20.1

21.1
20.7
21.5
20.7
19.9

20.7
20,2
21.1
20.7
20.0

20.9
21.2
21.4
20.4 -
20.4

20.9
21.0
21.6
20.9

20.2
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RCC PROJECT €62135 o ‘ v 2 o . HEM-IND - 2
DOVERPHOS S-9228 B . BREPRE L L ) o L - 27-MAY-98
HEMATOLOGY ‘ ‘ -
 MALES S
: L mmmmemoremmes e ———— Feemmmm— s S o — s S B it Pt T
NUMBER T o T/L mmol/L L/L fL fmol - mmol/L

GROUP 3 (5000 PPM) °

11 . PRETEST I S e 5.98 8.6 0.42 69.6 1.44 20.7.
. -~ PRETEST II R 5.86° 8.2 0.40 68.3 " 1.40 20.5
4 WEEKS - - . 6.28 8.9 0.43- . 68.0 1.42 20.9

8 WEEKS -=- "6.77 9.5 . 0.46 ~ - 68.2 1.40 20.5

13 WEEKS - . '8.05 11.5 0.56 69.4 1.43 20.7

12 . PRETEST I -— 6.42 9.2 .0.45 69.6 1.43 20.5
PRETEST 1I e 6.38 9.0 0.44 68.2 . S 1.41 20.7
‘4 WEEKS - . 6.61 9.4 0.45 68.4 1:41 .20.7

8 WEEKS . -— 6.18. . 8.7 0.43 69,1 " 1.41 . 20.4

13 WEEKS am- 6.63 9.1 0.46 69.4 1.38 19.9

' GROUP.-4° (10000 PEM) ,

13 . PRETEST.I R 7.18 9.7 0.46 ~ 63.8 ©1.35 -21.2
PRETEST II -— 6.98 T 9.3 0.44° ' 63.3 1.33 21.0
4 WEEKS “-- 7.36 ‘9.9 0.47 ' 63.3 1.35 21.30

8 WEEKS -—= ©7.13 9.6 0.45 ' 63.0 1.35 21.4
13 WEEKS “—-- ©7.27 9.4 0.46 63.8 1.30 L2004

14. . PRETEST I e 6.35 9.2 0.3 706 1.46 - 20.7
PRETEST .II --- -6.16 7 9.1 . 0.42 . 68.5 1.48° 21.6°

4 WEEKS -=- L 6.29 9.4 0.44 69.2 - . 1.49 - 21.5°

8' WEEKS —i- " 6.46 9.3 0.45 '68.9, 1.44 ©20.9

13 WEEKS = 6.91 9.9 0.49 70.2 1.43 20,4

15 PRETEST I - . . -- ' 5.88 8.7 0.42 71.6 1.48 - 20.7
- PRETEST II -— 5.77 8.7 - 0.41 70,4 . 1.51 21.4
4 WEEKS -— 5.99 ° 29,1 0.42 69.9 1.51 21.6

8 WEEKS - --- 5,87 8.6 - 0.41° 70.0 . 1.46 20.9

13 WEEKS <o 6.75 9.8 . 0.48 71.6 1.45 . 20.3
16  PRETEST I C e 6.67 ‘9.4 0.45 67.5 1.41, 21.0 |
. PRETEST II Cee 6.32 9.0 0:42 © 66.1 '1.42 21.5

4 WEEKS - 7.12- 10.1- 0:47 - ' 166.2 1.42"' 21.5

8 WEEKS . —e= 7.12 9.9 . 0.47 °  66.2 1.40 211

13 WEEKS - 7.717 10.7 0.53 67.8" 1.38 20.4




RCC PROJECT 662185 : , SR o L "HEM-IND - =
DOVERPHOS‘S-BZZB”B‘ B ’ - : ; . ) .27-MAY-96

" HEMATOLOGY - ‘
MALES - ‘ SRR

aNDaL PLATELETS RETIC. . - RETIC. HFR ~ MFR - ' 1Tm . NEW

NUMBER G/L % T/L IR = % /100 WeC
GROUP'1 (0, PPM) : co ot o , : »
1 PRETEST I 393 1.31 0.0825 1.6 15.6 .82.8 0.0
. PRETEST II © 411 1.22 0.0781 - 4.4 16.8 78.8 0.0
4 WEEKS 477 ©1.55 0.1082 9.2 17.2 73.6 “0.0
8 WEEKS . 442 1.12. 0.0755 - 4.5 22.9 _72.6 0.0
13 WEEKS =~ " | 422 0.97 0.0652 ‘2.8 9.3 87.9 0.0
2 ;° PRETEST I : 324 1.01 0.0647 2.4 ©14.3 83.3 0.0 .
. PRETEST II 326 0.90 ~0.0585 1.5 © 11,0 87.5 - 0.0
4 WEEKS 304 0.90 . 0.0609 4.0 8.5 87.5. 0.0
8 WEEKS 1327 0.89 0.0666 0.8 10.3 88.9 0.0
13 WEEKS © 304 0.63 70,0489 1.6 10.6 87.8 0.0
"3 PRETEST I. i 438 -~ 0,51 0.0313 2.1 9.6 - 88.3 0.0
‘ PRETEST II° =~ = 426 © 0.53 0.0306 0.7 9.3, 90.0" 0.0
4 WEEKS - . 460 0.64 - 0.0376 1.7 8.7 89.6 0.0
8 WEEKS 483 0.64 0.0356 1.7 10.3 88.0 | 0.0
13 WEEKS ©. 538 0.40 . 0.0236 . 0.1 4.1 95.8 0.0
4 FRETEST I 344 1.39 0.0892° - 5.0 240 71.0 - 0.0
: PRETEST II 318 - 1.62 0.0983 . 5.9 20.8 73.3 6.0
4 WEEKS 393 1.33 0.0951 5.2 29.3 65.5 0.0
8 WEEKS . 285 - 1.05 0.0659 7.5 20.7 . 72.2 0.0 .
13° WEEXS 297 1.22 - 0.0858 6.9 27.2 65.9 0.0 .
GROUP 2 (2500 PEM)’ .
5 PRETEST I 207 0.79 0.0508 2:1 12.8 85.1 0.0
FRETEST II ©o 211 0.93 0.0577 4.2 ©12.6 83.2 0.0
-4 WEEKS 197 - 0.92 0.0594 2.9 143 . 82.8 0.0
8 WEEKS 214 0.94 0.0616 3.2 17.5 79.3 . 0.0
13 WEEKS 203 0.84 0.0612 0.9 12.6 86.5 0.0
6 PRETEST I 279 1.30 - 0.0848 2.1 15.6 82.3 0.0.
: PRETEST II 289 0.83 0.0511 1.6 12.3 '86.1 0.0
4 WEEKS : 267 0.73° 0.0502 3.2 8.2 BB.6 0.0
8 WEEKS . 225 0.88 0.0605 4.1 8.6 87.3 0.0
13 WEEKS ° 290 0.63 0.0493 © 1.5 10.0 88.5 0.0
7 . PRETEST I - 356 0.66 0.0358 1.5 4.4 94,1 0.0,
" PRETEST II 357 0.51 0.0282 2.6 3.8 83.6 0.0
4 WEEKS o7 339 0.40 . 0.0234 = 1.7 6.4 91.9 0.0
8 WEEKS 332 0.37 0.0224 2.3 6.9 91.5 0.0
13 WEEKS = | 333 - 0.66 0.0450 ~ - 1.0 11.2 87.8 ©0.0
8- PRETEST 1 o399 1.07 0.0663. . 1.6 13.9 84.5 0.0 .
PRETEST II~ .- 366 0.95 0.0562 1.5 8.1 90.4 0.0
4 WEEKS 340 0.86 0.0533 2.4 7.8 89.8 0.0
8 WEEKS 367 0.89 - 0.0588 2.3 10.8 86.9 0.0
13 WEEKS . 351 0.69 0.0471 1.5 10.2 88.3 0.0
GROUP 3. (5000 PPM) .
9 PRETEST I. 444 0.78 0.0488 7:2 17.1 75,7 0.0
PRETEST II - 393 1.01 0.0604 3.4 11.3 85.3 0.0
4 WEEKS 474 1.10 0.0722 4.6 '18.4 77.0 . 0.0
8 WEEKS 476 ° 1,09 "0.0718, 4.3 21.8 73.9 0.0
13 WEEKS 485 i.o0 0.0739 4.3 15.2 80:5 0.0
10 PRETEST I° 328 1.26 0.0762 . - 2.6 -16.4 81.0 0.0
.. PRETEST.II 392 - -0.85 0.0522 4.0 9.2 86.8" 0.0
4 WEEKS ) 328 0.75 0.0493 3.2 13.7 83.1 0.0 .
8. WEEKS ; 308 .0.78 0.0522 5.0 16.0 79.0 0.0
0.62 0.0446 4.3 9.8 85.9° 0.0

13 WEEKS ) . 339

e
@)
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. RCC PROJECT 662185

HEM-IND - 4

DOVERPHOS $-9228 B T 27-MAY-98 .
HEMATOLOGY
MALES :
N RRTICIT.OCYTE: COUNT
ANIMAL PLATELETS RETIC RETIC HFR ‘ MFR " LFR: | “NEN
NUMBER ‘G/L % T/L % % % /100 WEC
GROUP. 3 (5000 PPM) ; -
11 PRETEST I 286 0,89 0.0526 3.0 155 81.5 0.0
. PRETEST II 281 0.83 0.0467 3.6 10.1 86.3 0.0
- 4 WEEKS 291 0.81 0.0509 3.6 10.7 857 0.0
'8 WEEKS - 324 0.94 0.0627 4.9 122 82.9 0.0 .
13 WEEKS 306 1.25° 0.0996 5.7 20.4 73.9 0.0
12" PRETEST I 411 1.28 0.0803 3.4 14,7 81.9 " 0.0
PRETEST IT 448 1.51 0.0944 6.4 22.2 7.4 0.0
4 WEEKS - - 439 1.86 " 0.1231 7.4 22.7 "69.9 0.0
8 WEEKS 3 1.35 0.0832 4.2 22,5 - 13.3 0.0
13 WEEKS 33¢ 1.15 0.0741 2.3 12.8 84.9 0.0
GROUP. 4 (10000 _PEM) - . o
13 PRETEST I 516 1.48 0.1039 1.8 19.9 78.3 0.0
 PRETEST IT 483 1.83 0.1235 -« /6.2 21.8 72.0 . 0.0 .
4 WEEKS 578 ¢ 1.53 0.1118 4.2 22.1 73.7 0.0
8 WEEKS a72 1.26 0.0895 4.3 14.5 81.2 0.0
13 WEEKS 495 0.97 ©0.0679 . 1.5 13.7 848 0.0
14 PRETEST- 1 385 1.63 0.1011 3.2 23.0 73.2 ..8lo
* PRETEST II 125 1.83 0.1122 4.0 17.8 78.2 0.0
4 WEEKS 488 1.51 0.0942 6.4 19.7 73.9. 0.0
8 WEEKS ' 380 . 1.85 . 0.0922 4.8 18.0 7.2 0.0
13 WEEKS . 344 1.14 0.0762 6.8 16.9 - 76.3 0.0
15 PRETEST I . 360 1.76 . '0.1012 7.3 24.5 68.2 0.0
. PRETEST II 346 1T 0.1020 9.4 126.2 64.4. 0.0
4 WEEKS 418 1l49. 0.0903 8.6 21.4 700 0.0
8 WEEKS 368 0.85 0.0489 4.7 19.1 76.2 0.0
13 WEEKS 376 1.04 0.0680 4.4 199 75.7 0.0
16- . PRETEST I 327 1.67 0.1106 6.3 24.8 68.9 0.0
PRETEST II 396 2.02 0.1281 6.7 26.6 66.7 0.0
4 WEEKS 1375 1.44° 0.1024° 5.0 25.5 69.5 0.0
8 WEEKS 297 1.30 0.0813 .0 18.8 7.2 0.0
13 WEEKS 314 1.14 0.0856 . 7.1 21.3 716 0.0
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