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PAO V
DIETARY SUPPLEMENT OF THE BARK OF

I PAO PEREIRA
I

COMPOSITION

Active Principle

Extract of Pao Pereira
(24/1)

Excit)ient~

Lactose

Cellulose Microcrystalline

Magnesium Stearate

Corn Starch

Gelatin Capsule
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Brazilian
Pharmacopoeia
(1926)

European
Pharmacopoeia 2
II -187 (1985)
US Ph 23-NT 18

European
Pharmacopoeia 2
II -316 (1984)
US Ph 23-NF 18

European
Pharmacopoeia 2
II -229 (1983)
US Ph 23-NF 18

European
Pharmacopoeia 2
D -344 (1984)
US Ph 23-NF 18

;rench
‘pharmacopoeia 10
“1986)
JS Ph 23-NF 18
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CERTIFICATE OF ACCU RACY

TRANSLATION:
FROM FRENCH TO ENGLISH

STATE OF NEW YORK )
) Ss:

COUNTY OF NEW YORK )

On this day personally appeared before me Nadia Kaddour who, after being duly

sworn, deposes and says:

That she is thoroughly conversant with the French and English languages and able

to translate from French into English;

That she has carefully made the attached translation from the original document

written in the French language; and

P-.

That the attached translation is a true and correct English version of such original, to

the best of her knowledge and belief.

.

Xtoltmtu ~
Iwml?Y Puu;t%y6=$=

. . P-: .. QUALIFIEilN NEW ~Ri( ~

COMMISS1ONEXPIRESFEBm~ t37$’
,-

..
,:

. “., ,..‘.-_ ~.. —....,.. .

Nadia Kaddour
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R~f’oRT W~a3g/lm2

m
Inspections were regulady w“ed out during the Vm-ousstages of this assay, at the following
dates :

STAGE OF ASSAY
DATE OF INSPECTION

PROTOCOL REVIEW
2JUN-J3 1993

ASSAY PREPMTION

23 JUNE I993

ASSAY UNDERWAY
30 ~ 1993

14 J7JLy ]993
PRELIMINMY REPORT REVIEW

16 SEPTE~ER ]993
F~AL mPORT “A~ITII

29 SEPTE~ER 1993

This repot-t was accepted by the quality guarantee agent as a strictly accurate presentation of
results obtained-

Montrouge, 29 September 1993

(signed) Monique HEROLD, D. Sc.
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We, the undersigned, declare tha[ this assay was carried out under our supervision according to
procedures described in the present report and that the latter is the ftithfi.d account of results
obtained.

Montrouge, 29 September 1993

(signed) Marie-Gilberte BORZEI~ M.SC.
Research Director

(signed) Professor Jean CAHN, AID, D. Sc
Histopathologist
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Des inspections ont &6 pratiqu~es r&@i&ement Iors des dir%rentes phases de cette &ude,
aw dates indiqu~es ci-dessous :

.

PHASE DE L’ETUDE DATE D’INSPECTION

REVUEDU PROTOCOLE 2 JUIN 1993

tlISE EN PLACE DE L’ETUDE 23 JUIN 1993

30 JUIN 1993
ETUDE EN COURS

14 JUILLET 1993

REVUEDU RAPPORT 16 SEPTEMBRE1993
PRELIt41NAIRE

.
“AUDIT” DU RAPPORT FINAL 29 SEPTEMBRE199:

,.

.

Ce rapport a 6t6 acceph5 par I’assureur de qualit~ comme @tant une repr&entation
ngoureusedes r&ultatsobtenus.

Montrouge, 29Septembre 1993

Monique HEROLD D. Sc.
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RAPPORT Rf92/6439/l/02

Nous sous5gn6& d4clarons que cette &ude a W r6alis6e sous notre contr61e selon Ies
pmc6dures d6crites dons Ie pr&ent rapport et que celui-ci est Ie reflet fid61e des r&u[tats
obtenus.

Montrouge, 29 Septembre 1993
----

/J$j)4->..
dD&ari !@ BORZEIX M. SC.

t
teur de echerche

4
//

Professeur Jean HN, MD. D. Sc.
Histopathologiste



SIR international research institute
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. TOXICOLOGY STUDY OF PAO V COMPOUND

28 DAY ORAL ADMINISTRATION TO MALE AND FEMALE RATS
.T

.>

Study carried out by:

SIR international
6 rue Blanche

92120 MONTROUGE

SIR international Si>ge Social: 6, roe Blanche 92120 MONkOUGE (FRANCE) - T&l: (1) 46.57.38.38- Fax: (1) 46.57.10.09
%cittt d’6tudeet de recherche au caphalde 8.050.OMIF - RC : B 326878816- APE 9311- LN.S.E.E. 3268788160015
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.

hspeetiom were regularly earrkd out dwing the various stages of this *say, at the following
dates :

STAGE OF ASSAY DATE OF Inspection

PROTOCOL REVIEW
2 JUNE. 1993

ASSAY PREPARATION
23 JUNE 1993

IASSAY LNDERWAY I 30 JUNE 1993
I I

14 JULY 1993

PRELIkfINARY REPORT REVIEW
16 SEPTEMBER 1993

~AL REPORT “A~IT”
29 SEPTEMBER 1993

~S r%XXIVKMa~pt~ by tie qu~iv gumntee agent as a strictly accurate presentation of
resdts obttin~.

Montrouge, 29 September 1993

(signed) Monique HEROLD, D. Sc.

. . .
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REPORTRfW2WJ9/1122

We, the undersigned, declare that this assay was carried out under our supemision according to
procedures dew-ibed in the present report and that the latter”is the ftiddid account of results
obtained.

Montrouge, 29 September 1993

(signed) Marie-Gilberte BORZEI~ M.SC.
Research Director

(signed) Professor Jem CAHN, MD, D. Sc.
Hktopathologis[
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SUMMARY

Tested product
..

Anirnnl species
:

Ilumhcrof’animals.
pcr bntch

Route of administration

.

Treatments per batch

.

.

L4mgth of trca(mcn6

RESULTS

.
Mortality

“.

Clinicnl manifestations~;
.

Weight increase

Food intake

Water intake
.

Hematology
.

REI’ORTRDI’W643911~

Pao V.

Ma!c and female Sprague-Dawley rats,

Twenty (1Omales, 10 females).

Oral (intragmtric incubation).
Controls rats rewived solvent only (distilled water).
Trmtmcnts were earned out daily, 7 days a week,
bc[wccn 9 and 1I AM.

Omg.kg- 1 (wn[rols).

- Male rats : - S6.5 mg.kg-l
- 226 mg.kg-l

- Female rats : - 73.2 mg.kg-l
- 292.8 mg.kg-l.

- Males : 28 days
- Female : 28 days

Cornparcd to con[rols, ~hcfollowing was observed :

Nor-m

None.

Similar to [hat ofcon[rols.

Similar to conlrols.

- Transiently reduced between D 15 and D 18 in male rats.
- Identical to that of controls, in females.

No change indicating any pathological alteration of
hcma(ologic constan(s.

----

-5-



Clinical biochcmis(ry

Urinary data

Terminal examinations

REPORT RD&’X439/IJ?J2

No change indicating any pathological functional alteration.

- Sirnlar (o (hat ofeontrols, in male ra[s.
- Incmasc of urine volume passed between 7 hours and 24

hours following the !aSJtr=tmenC acmmpanied by decr~e
of urine osmolarity in femak.s treated with the high dose.

- Macrosmpic pathology no anomaly that could be related to
treatment.

- Organ weight :

* non coherent vmiation of liver weight (decrease using the
low dose in males, increase using the high dose in femak).

* increase of kidney weight in females at the high dose.

- Microscopic pathology : no his(ologieal difference is
observed bc[ween controls and animals trea[cd with pao V.
at high dose. The mrcly observed morphological
modifiea[ions remain within limits of spontaneous pathology
for (his animal species.

‘?

.

-6- -
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1.1. &jective of the assay

1.2. Assa’y carried out by

1.3. Supervisor

1.4. Pathologist

1.5. Veterinarian

1.6. Technicians

1.7. Dates of the assay

1.8. Date of report

..,’

,.. -

RHORT ROr’92/6439/l/02

Tested product subacute toxicity determination following
repeated oral administration to the rat for 28 days.

SIR international
6 rue Blanche
92120 MONTROUGE
France

Mane-Gdberte BORZE~ Master of Science, DEA in
Psychophysiology (Paris VI University), expert in toxicology
and pharmacology, Research Director (SIR international).

Jean CAHN, MD, Doctor of Science, former histology and
anatomopathology assistant at the Paris Faculty of Medicine.

Animal sanitary condition was checked by Doctor Ch.
Boutelier, biologist veterinaria~ chief of Services (retired), 15
rue du Limousin, 91220 Bretigny s/Orge.

Jean-Pierre AKIMJAK, BTS (qualifkd technician) in
biological analysis, hemato-coprology certificate from the
Paris Faculty of Medicine.
Jean ANGIGNARD, member of the managing staff, biologist.
Dominique ANGIGNARD, biochemist.
Philippe CHARLES, psychophysiology technician.
Maguy LENFAN’T, histology technician.
Pierre ROUSSELON, animal care technician.
Jean VIKfNNE, animal care technician.
Suzanne WEBE~ biochemist.

June-July 1993.

29 September 1993.

-7-
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e.. 1.9. Filing All individual dam the protocol, and a copy of the final
will be kept for five years in SIR international files.

1.10 Statistical analysis Statistical data processing was e.arried out with
software for WINDOS 5.0 on a 486 DX2-66 computer.

report

SPSS

2.1. Substance

2.2. Supplier

,.
3.1. SoIvent

3.2. Supplier.

‘Statistical study was carried out with two boundwies to test

the following null (HO) hypothesis: “in male and female rats
alike, the three experimental series are similar”, first species
risk alpha being 5 pereent.

Vaianee analysis was carried out for all quantitative data
using parametric (AO~ or non parametric (Kruskall-Wallis
test) methods according to whether distribution was normal or
not. In case of statistically significant inter-series difference,
either the Nemann-Keuls parametric test or the Mann-
Whitney “U” non parametric test was applied.

For organ weigh~ eovarianee analysis was applied to raw data
to take aceoun( of eventual differences related to body
weight.

pao V.(Batch RDJA 1059).

MU Laboratoire
Z.A.C. du Pra de Serre
63960 VEYRE-MONTON
France

EEcl
Twice-distilled water.

Prepared on site in a still
75003 PARIS, France).

(SERLABO, 26 me Saint Gilles,

:.., .-
. .-
:

-8-
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4.1. Species Rat.

4.2 Strain Sprague-Davdey - OFA - SD (IOPS Caw).

4.3. Breeder JfTa Credo, Domainc dcs Oncins,
69592 L’ARERESLE C&x

4.4. Total number ~-tWO de nits and thifty-tWO fkMdCS.
of auimak received

4.5. Age at start of assay Fivc weeks (34/36 days).

4.6. Weight at sfad of assay - Males (150g)
- FemaIes (130g).

.-.

4.7. Number 30 males, 30 females.
of.experimental animals

,,.-

..

--

4.8. Ac~imat&ation period and ~ts u a~{ima(~ for 5 days, during which they ~c

and sanitary me+sures regularly weighed and trained for int.mgastric treatment so as
to eliminate any deficient animaI.

4.9. Identification Each cage is identified using a colored label. N[s, (WOto each
cage, arc idcn[ified by an ink marking of the sarnc color on [he
base of the [ail.

k“
-9- -



REPORT RLW2Jf=39/1~2

5.1. Animal house Animals are kept in a room where temperature is set at 22 +-
1°C and humidity varies from 40 YO to 70 ‘A. A clock controls
the 12 hour day/night cycle (7 AM77 PM). Filtered air is
renewed 8 times hourly.

5.2. Housing Polypropylene cages containing a dust-free sawdust litter
(UN EPfNAY S/ORGE, France). Each 43x28x18.5 cm
cage emtains five rats.

5.3. Sanitary memurcs Sawdust is renewed twice a week. Cages are washed and
disinfmed every week.

5.4. Food Animal feed A04- 10 (U~ EPfNAY S/ ORGE, France), ad
libitnm

“.,
5.5. Food analysis Quality analysis voucher supplied by UAR.

5.6. Water Tap water from the local network was available ad Iibit:un in
e f~ing bottles.

1

5.7. Water analysis Water is analyzed at regular intervals by the Depaflement des
kIauts de Seine (local authority).

.T

..

6.1. Product preparation
.-

-“-

G 6.2. Doses

,. 6.3. Route of administration

I 6- Method
I

A 10 YO stock solution was preprmxl every week : aqueous
solution was boiled, then filtered on paper (Macherey-Nagel
~ DiireU Germany), stored in a refrigerator (+2 to +4° C)
and extemporaneously diluted with distilled water.

Male rats : 56.5 mg.kg-~ (1/20 LD50) and 226 mg.kg- 1
(1/5 LD~O).

Female rats :73.2 mg.kg-l (1/20 LD50) and 292.8 mg.kg-l
(1/5 LD50).

Oral (intragasttic incubation).

.-

~,..

&
-1o-
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6.4. Justification of route

6.6. Frequency and length

of treatment
~

6.7. Weight increase

6.8. Food and water

intakes

6.9. Nutritional e~cacy

coefficient

-
7.1. Hematology

,,..

..

Oral route recommended for clinierduse. -

Daily, 7 days a week for 28 consecutive days.

To cab-date weight evolution, animals were weighed twice a
week (Tuesday/Friday).

Water and food intakes were measured twice a week
(Tuesday/Friday).

It was calculated using the following formula:
daily food intake (p/rat) x number ofdavs

weight evolution (g)

- Cells {erythrocytes, Ieucocytes) were counted using a
Coulter counter (Coultronics, model D IIND). Erythroeyte
counts are expressed in tera.l- 1; Ieueoeytes counts, in giga.l-
1

- Thrombo@e counts, expressed in gigs.l-l, were carried out
with a Coulter counter (Coultronics, model ZB1).

- Hemoglobin (mmoL1-l) was measured with a hemoglobin
meter (Coultronies).

- Hematocrit (1%) was obtained by blood sample
eentnfbgation (14813 g for 5 minutes) in a Hauwsley
eentn!ige (Jouan).

,,
,:.

&
-11-
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- Mean corpuscular volume (fI) was calculated from :
.n.

MCV = Ht X 1000
erythrocyte count

- Mean corpuscular concentration (mmol.1-1) was calculated
from:

‘cc= l%%%?
7.2. Blood biochemistry - Calcium (mmol.l-l), measured according to Sarkar and

Chauhan (1967).

- Total protein (g.]-1), measured using a technique adapted
from the Biuret reactio~ amrding to Weichselbaum
(1946).

- Urea (mmol.l-l), measured using a method adapted from
that of Faweett and Scott (1960).

- Creatinin (mmoL1-l), measured according to Jaffe, using the
eolorimetric method of Popper et rd. (1937).

- Total bilirubin (umol.l-l), measured according to Jendrassik
and Grof(1938).

- Alanine aminotransferase (ALAT), measured using method
optim-ued according to recommendations of the German
Society for Clinical Chemist~ (1970, 1972), and expressed
in IU.I-l.

- Aspartate aminotransferase (ASAT), ma-sured using
method optimized according to recommendations of the
German Society for Clinical Chemistry (1970, 1972), and
expressed in IU.l-1.

Alkaline phosphamses (IU.l-l), measured according to
Bowers and Mc Comb (1975).

- Total cholesterol (mmol.l-l), measured according to the
CHOD-PAP enzymatic method.

a

.

.

7.3. Urine analysis A diuresis test was ca.rrkd out over a 24 hours period
following a 30 ml,kg- 1 water overload (which included tested
product at the 28th treatment). Animals, placed in individual
cages for the study of metabolism were deprived of water and
food during this period.

Urine volume was measured 7 and 24 hours following water
overload and percentage of excretion compared to this
overload was calculated.

-12-
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.

. ..

Biochemical dosages were carried out on urine collected
between 7 and 24 hours.

- Creatinin (mmoL1-]).

Osmolarity (mOsm.l-l), measured with a reflectometer
(ERMA Optical Works Ltd., Japan).

Reagent strips (Combur9-test@, Boehringer-Mannheim)
were used to. detect proteins, glucose, bilirubin,
urobilinoge~ ketone compounds, nitrites, Ieucocytes, blood
and to estimate pH.

I 8- Patholo~ I

8.1. Euthanasia All the rats were euthanasized by decapitation

.

...

.

8.2. Postmortem examination Postmortem examination was carefhlly performed on all the
animals, special attention being paid to macroscopic
examination of the gastrointestinal tract.

The following organs were weighed as soon as possible after
excision so as to avoid as much as possible tissue dehydration:
kidneys (Iefi, right), adrenals, (left, right), liver, heart, thymus,
brain.

?/ii Organ weigh( is eqressed as absohl!e value at)d as
relative value compared to body weight a[ time of sacrtjice.

8.3. Histopathology The following organs were fixed and presemed in 10 %
buffered formalin : stomach (in case of a macroscopic lesion),
liver, gonads (testicles//, ovaries), ileon + Peyer plaques,
pancreas, lungs, splee~ kidneys (Iefl, right), thymus, thyroid
and parathyroids, adrenals.

# prior fixation for 24 hours in Stieve’s fixative.

N.B. His!oIo~ of [hese orga]]s was s!vdied for [he cott(rol
a)?d high dose series. other organs were preserved after
paraffin embedding.

-13-
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I 9- Results
I

Bodyweight I 1105 I 34 (038
I

I I I
Food intake I 6108 I 39[041 I

I
I

{

Water intake 9 to 12 42(044

1 I

Wa[cr/Fcwj Mio 13to16 45(047

Hcmatolo~ J71021 48 [050

I I
Biochemistry (blood, urine) 221025 51[0s6

1 I
Urine(volume,pkl) 26 tO 29 571060

Organ weight 30 to 33 61 [065
I

Individual data are listed in appendix A I to A 17 for male rats
and A 58 to A 84 for femaIe rats.

9.1. Mortality No mortality was observed in the mm-se of the assay.

9.2. Clinical examination No moditieation of neuromotor behavior was deteeted, either
in male rats or in females.

9.3. Weight evolution Weight increase was progressive and regular, similar for the
three experimental series, showing that Pao V. does not
rd%et weight gain of young male and female rats.

9.4. Food intake Food intake was never aff~t~ by Pao V. intragastric
administration.

.

9.5. Water intake Water intake transiently increased in male rats between days
15 and 18, under the effixt of 226 mg.kg-l. It was never
modified in females. -

9.6. Water/food ratio This ratio increased between D 15 and -D I 8 in male rats, on
account of a t.rmsient water intake increase during that
period.

-14-
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9.7. Nutritional eflicaey
coefficient

9.8. fiematology

. .

.4-

Y

--

.
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,.~=-h,, ..-

(

(

9.10 Urinary data

9.11. Postmortem examination

‘Ilk ratio progressivelyincreases with time, more regularly in
males than females; this refleets the progressive stabiliition
of food intake in animals that were very young at start of
assay (35 days on average).

No pathological variation was obsenwd.

There was only, in male ra~ an increase of hemoglobin using
the low dose (10.5 versus 10.2 mrnoL1-l in controls), leading
to an increase of mean corpuscular hemoglobin concentration
(MCC: 21.86 versus 21.13 mmol.l-l in controls) ; these
statistically significant modifi~tions have no biological
significance.

9.9. CIinical biochemistry Both in males and fdes, ASAT increases using the high
dose; this statistically significant increase is of low amplitude:
+20 ‘/0in males and +46 ‘/0 in females.

In the absenee of ALAT modification, ASAT increase does
not si~”@ liver alteration and, in the absence of cardiac
weight increase, it does not evoke heart ftilure.

Bilimbincmia decrease obsemed with the low dose in females
has no biological significance.

In males, no alteration of urinary data was observed, except
for a slight acidification of urine ecdlected between 7 and 24
hours in animals treated with the high dose.

In contrast, in females treated with the high Pao V. dose,
urinary excretion increase (volume collected between 7 and 24
hours), accompanied by a deerease of urine osmolarity,
evokes a slight renal finctiona.1 disturbance, the nephron
having lost part of its urine cnmentrating ability.

9. i 1.1 Macroscopic exurnina[ion

Postmortem examination did not reveal any anomaly that
could be related to Pao V. treatment.

The only deteeted anomaly coneems the gastric mueos%
where hyperhemic regions accompanied by ulcerations were
observed ; this must be ascrib&dto stress due to the 24 hours
total fat prior to sacrifice. Very little difference is observed in
its incidenee among various Wpetiental batches, as indicated
by the following table, females being more susceptible to
f~ting than males.

. .
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Series I Males Females
no S ... no S ...

I controls I 1080 I I

I I I 1056
Low dose - 1068

Pao v. 1072

High dose - 1052
1061

A morphological abnorrnali
Y

was noted in male rat n“ S 1085
treated with 56.5 mg,kg- Prio v. ; this animal had a
constriction ofthc spleen. ‘

9.11.2 Organ weight

Liver weight was decreased in males receiving the low dose,
bu[, on the con[rary, it was increased in females receiving the
high dose. In dw Iattcr, kidney weight was also increased,
probably duc to increased diurcsis.

9.I 1.3. Microscopic examil Ia(iotl ojsix orgam (liver. spleen,
kidneys, go~]ads ((es(icles a~~d osariesj, thyroid,
para[}yroidr).

The only observed anomalies consisted of: the presence of a
fcw interstitial hemorrhagic suthsi~ns in the kidney of male

control rat n“ S 1093 (appendix 30), of a discreet
centrolobular statosis, without lymphocyte-type irdiltratio~
in female control rat no S 1053 (appendix 86) and, finally, of a
small sclerotic region of inflammatory origin in the renal
cortex, al tubular ICVCI,in male rat no 1077 treated with
226 mg.kg-l Poo V, (appendix 47).

On the whole, histological examination of the different organs
shows :

- in the liver:
Absence of peri- or ccntrolobular steatosis. No nucleolysis.
No Lymphocyte-typeinfiltration.

- in (he gonnd.s :

* Iesticles:

All stages of spermatogenesis were present. No altemtion
of Sertoli basal cells. Abundant spermatoeytes in lumen of
tubes.

-16-
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* ovaries:

Presence of ovules of the first order and of ovules with
ovocytes, with or without liquor follicuIi. Presence of
corpora lutes with or without necrotic stage. Tube
epitheliumswas normal, with no trace of inflammation.

- in the thyroid:

Presence of signs of activity, large vesicles with cuboid
epitheliums. Nuclei were apical, colloid was dense, generally
not retracted.

- in theparathyroio!s:

They were normal, without any atrophic or hemorrhagic
lesions.

- in fJzespleen :

White pulp wmtaining a germinative center. Red pulp with
no atrophic or hemorrhagic lesions.

.n

“’: ,4-%
,

w
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Taken together, data collected in this Pao V. predictive toxicity assay carried out over a four
week period shows that a[ the two tested doses (respectively corresponding to ]/20 and 1/5
LD50, i.e., 56.5 and 226 mg.kg- i for males and 73.2 and 292.8 mg.kg-l for females), and
compared [o controls, Pao V.

“ does not induce any le[hality or any behavioral manifestation,

o does no[ modify food intake or weight increase of males or females,

reduces, but only contingently (between D 15 and D] 8), water intake of male rats,

o does no[ induce any modification of hematologic constants,

- does not induce any change of measured clinical chemistry parameters,

“ does no[ afTect male ra[ urinary data, but induces urine volume increase and osmolarity
decrease some length of time afler (reatmcn[ (between 7 and 24 hours) in females treated with
[he high dose,

- does no[ affect organ wcigh( in male rats, but induces kidney and liver weight increase in high
dose treated female rats,

- does not induce microscopically delectable morphological alterations,

“ does no[ induce any microscopic alteration tha[ could be a[[ributcd [o treatment.

—

.
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certified A04

~[rrodiatcd Ce(li(icd: A04-10

_&’

Form : Pellcli 0 15 mm

Stondord pock: cerlified: 25 kg poper bog
control : 25 kg double poper bog

with oluminium on the outside

Rote per day : rol 18!025g, moute5to 10g.

llli!!!-ormulo
c1

mino acid values (calculated/kg)

Contfol A04C

Control Irrodiolcd: A04C. 10

Ii!!!1
verage anolysis

-~,. ~~

Calorific voluc [kcollkg) 2900

(

Kil!iilatty ocid values (calculate d/kq)

I I 2600 ma Dolmil”K oc.

Troces polmiloleic oc.

500 mg tleoric oc.

8000 mg oleic oc.

14 500 ma Iinoleic oc,

[I
—- “

lroce~ linolenic ac.

inerol and Vitamin content
-..>... ~Rlw&*.:zIIG? xe~ -.

.
MINERALS

colculoted/kg I
F’ . . . . . . . ..mg

Co . . . . . ..mg

No . . . . . ..mg
K.”. . . ..mg

M9 m9
Mn . . . m9

Fe. . m9
Cu

mcl
.

;U
m

NOI. VOI.

5900

3300
300

6700
1 900

50
90

.<
:11

03

VITAMINS
colculaledlkg

Nat. VOi. CMV VOI. , TOTAl
———. .-

Vilom. A (J1 Troce~ 7500 7500
Vilcytn.133 UI Trocet I 500 : 5(-)Q
V;lorn B] 6 1
VIIOM 82 ~~ A,5 “:. .
V,, om 8-J ~c 6,5 16,5

vllom BcJ ,nu .3 1,3 2,6
“~llorna1? “,9 0.01 0,01 0,02
V;lom E m9 15 15 30
ViIO~ K3 ~g 042s 2,25 2,5

Vilclm p“p w &o 15 75

A< [01,( mg 0.5
IMOI,”C’

o 0,5

m’il O.OA o 0,04
Cl>ol,,,c ,nrJ I 200 ‘400 I 600.
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Randomization : ASSAY R/92/6439

Male rat - oral route

Randomization algorjhm base number: 6439

SERIES CAGE no GLP ”””‘:1:,$
Pao v. :“<.........

1 S 1087
56.5 mgkg

s 1091
Pao V.

2 s 1090
226 mgfkg

s 1095
Controls 3 s 1093

s 1097
Pao V.

56.5 rng/kg
4 S 1085

Pao V.
s 1101

226 mgtkg
5 S 1096

s 1107

Controls 6 s 1099

s 1102

Controls 7 S 1078

t---

5(

I

P:io v.
S 1080

56.5 mgfk9
8 s 1088

s 1105
Pao v.

226 mg/k9
9 s 1100

s 1104

Conkols 10 s 1103

Pao v.
S 1108

?26 mgikg “ 11 s 1079

S 1082
Pao V.

6.5 mgikg
12 S 1092

Pao V.
S 1106

13 S 1083
5.5 mg/kg

S 1089

Lontrols 14 s 1186

Pao V.
S 1098

226 mg/kg
15 s 1077

S 1084

.“
9

21 June 1993

(signed).f-M DUPONT
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2A0,
+0

220- +&
+’928

200--

180

160-

.

100 -i m
, , , , ,

1 4
,

8 11 15 I
18 22 2s 29 30

..
.

.

.“

+

ii

Day

FOOD INTAKE (g/d/rat)
Diazram 5

u

+0
+?32
+2928

20-

4

18
A

16 -.
x

14 I ,, , *
1A4 4ia

, *
8ill i11i 15 lsa 18 18A” 22A25

Days
‘si’g

Diagram 6

WATER IIVTAKE (ml/cI/rat)

26

24

22

A

18 I ,
134 438 8A11

*
11A15

,
15A18

{
18A”

Days
B&’s 2SA29
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Randomization : ASSAY R/92/6439

Female rat - oraI route

Randomization algorithm base number: 9346

SERIES CAGE “no G~~. “~~j$

Pao v.
1 S 1052

292.8 mgtkg
s 1057

Controls 2 s 1053

S 1076
Pao V.

3 S 1046
73.2 mg/kg

s 1047
Pao V.

4 s 1050
292.8 mgkg

s 1071
Pao v.

5 s 1055
73.2 mg/kg

I Controls I 6

t==t-=-

73.2 mg/kg
9

Pao v.

73.2 mgrkg
10

Pao v.

292.8 mglkg
11

Controls 12

I Controls
I

14
I

5
s 1173

s 1065

S 1069

S 1062

s 1075

s 1059

s 1067

S 1056

S 1064

s 1060
s 1068

S 1061

S 1063

S 1058

s 1074

S 1048

S 1072

s 1045

s 1054

s 1051

s 1066

Pao V.

292.8 mg/k9
15

I

23 June 1993

(signed)J-M DUPONT



Cage distribution in animalerie

Male rak

t

cage 1 cage 2 cage 3 cage 4
f cage 5

F c
S 1087- 109 I

f
s 1090-1095

F
s 1093-1097 S 1085- Ilol s 1096-1107

cage G cage 7 cage 8
c c F

S 1099 -IIo2 S 1078-1080 s 1088-1105

cage 1I cage 12 cage 13
F c f

S 1079-1082 S1092 -1106 S 1083-1089

=

ra[ S : n“ BpL

C = controls

f= %0 V. low dose (56.5 I-@&-1)

F = pao V. high dose (226 rng/kg- 1)

I

cage 9 cage 10

f f

SIIOO -11(34 s11(13-l Io8

cage 14 cage 15

c F
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Cage distribution in animaIerie

I?emale rats

cage I

F

S 105261057

cage 6

c

S 1065-1069

uge 11

F

S 1061-1063

rat S .... . nOBPL

C = controls:.

cage 2 cage 3 cage 4 cage 5
c f F f

1S 1053-1076

I

S 1046-1047

cage 7 cage 8

c F

S 1062-1075 S 1059-1067

s 1050-1071

I

s 1055-1073

cage 9 cage 10

f f

S 1056-1064 s 1060-1068

*
S 1058-1074 S 1048-1072 s 1045-1054 s 1051-1066

f= Pao V. OWdose (73.2 @’&l).:,.
F = PaO V. high dose (292.8 mg/kg- 1)

-
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MALE RAT

WEIGHT EVOLUTION (GRAMS)
.-

4oo-
--- . . . ..-

*=S
3s0 — k+=

3oo -

2so-

150!

100 - * , * t, * I

u

32

30

2a

26

24

22

20

1 4 8 11 15 18 22 2s 29 30

Day

FOOD lNTAKE (g/d/rat)

K-

lz==-
1

I
I , , i

la4 4A8 8A11 11A15 15A18 18A22 22*25 . 2si29

Days Diagram 2

WATER INTAKE (ml/d/rat]

u- .
+0
+565

u- .-24--= A \

40- “

36 - ,

32 --

28

24

la4 4A8 8A11 11315 15>18 18i23 22a25 25&29

Days Diagram 3



MALE RAT . . ..

_e-
.. .-

-.

..

NUTRITION EFFICACY COEFFICIENT

---
5-

+0

+S63
4.!s -

~+=

4-

35-

3

1 * ,2-1 , i
li4 4i8 8311 11A15 15i 18 18i22 22i25 2saz9

Days Diagram 4

,
IA4 4A8 8311 11 &15 j5318 ~8~22 22325 25A 29

0 2614 2827 3;174 3.172 3.267 3.968 4.373 4.585

56.5 2911 2.783 3.393 3.317 3.372 3.722 4.357 4.285

226 3.141 2.973 3.043 3.276 3.477 4.150 3.863 4.264

-

. ..
1+

rJ

L
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FEMALE RAT

~uTRITIoNEFFICACY COEFFICIENT

10
-+-o f
-E-732 “
+2922

8

6

4
<

2-/ 1
li4 ,

4ia salt 11A15 i
15A18 18A22 22i2s 2SA29

Days
Diagram 8

F

TA4 438 8 A-ll 71a 75 15318 18322 22325 25A 290 3.555 4.631 5.280 4.639 4.792 7.492
73.2 8.325 8.9854.256 5.208 6.013 5.246 6.385 8.496 4.239 7.9692928 4.3* 3.945 5.480 5.074 5.627 6.724 4.622 n n24

..

:. ,#n.
..-.

*
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Paov. TOXICOLOGICOMEmA TIONmA Y

M4LE &iT:WEIGHTEVOLuTZON

RECAPI’TU~~ON : MEAN, EIU?OR AND STANDA~ DEVIATION, VAWNCE

D]
SERIES N Mm STANDm STANDARD

CONTROU: 10 ERROR DEVIATION VARIANCE
Pao v: 56.5 ,0 153.1

153,4
2.25 7.13

Pao V, 226 1,89 50.7667
10 153.9 5.97

1.96 35.6000
6.19 38.3222

D4
SERn?.s N MEAN STANDARD STANDARD

CON-IRON: 10
ERROR DEVIATION VARImCE

Pao V: 56.5 J()
182.2 2.72
178.4 8.59 73.7333

hO V: 226 JO 2.48
176.5 7.83

2.16 61.3778
6.82 46.5000

1

D8
SER1E3 N ME/w STANDARD STANDARD

cOhlTRO~: 10
ERROR DEVIATION VARIANCE

221.2ho V :56.5 10 3.12

.Pao ~.; zz(j
217,9 9.86

3.86 97.2889
10 212.8 12,21

3.21 148.9889
10.1s !03.0667

D 11
SERIES N Mrwq STANDAU STANDARD

CONTROLS: ERROR DEVJATION VARhmCE
ho V.: 56.5 ;:

247.4 3.08

.P ~o V.: 226 241.7 9.75
4.63 95.1556

10 239,6 14.65
3.83 214.6778

12.12 146.9333

D 15
SERlm N MIWi STANDARD STANDARD

CONTROU: J()
ERROR DEVIATION VANANCE

284.4 3.28ptiO V. 56.5 10 276.o 10.36
5.57 io7.3778

17.61
Pao V. 226,

10 274,4 4.92 310.0000
15.54 241.6000

1 D 18
SERIES N MEAN STANDARD s“rANDARD

CONTROU: 10
ERR()]{ D13VJATION VARIANCE

pao V. 56.5 J()
313.6
303. I

3.87
- Pao V. 226 6.13

12.25 150.0444
10 301.2 5.97

19.39 375.8778
18.89 356.8444
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PaO V. TOXICOLOGICORZENZATIONASSA Y

MLE RAT:WEIGHTEVOLUTION

RECAPITUU~ON : MEAN, ERROR AND STANDA~ DEVIATION, VARJANCE

D 22
SERIES N MEAN STANDAW STANDARD

CONTROLS: 10
ERROR DEVIATION VARMNCE

346.2
Pao V. 56.5 10 4.19

337.1 13.26 175.9356
Pao V. 226 10 7.67

331.5 24.27
8.11 588.9889

25.66 658.5000

D 25
SERIES N MEAN STANDARD s-rANDARD

CONTROU: 10 ERROR DEVIATION VARIANCE
368.4

%o V. 56.5 10 5.34
358.9 16.89 285.1556

pm V: 226 [0 8.09
356.1 25.58

9.68
654.5444

30.61 937.211 I

D 29
SERIES N MEAN STANDARD STANDARD

CONTROLS: 10
ERROR DEVIATION VARIANCE

396.7Pao V: 56.5 10 6.43
387.8 20.34

paO V: 226 9.06 413.7889
10 386.4 28,64

11.14 820.1778
35.21 1240.0444

D 30
SERIES N MEAN STANDARD STANDARD

CONTROLS: 10
ERROR DEVIAmON VARIANCE

353. IPao V: 56.5 10 5.94
348.o 18.77

~paO v :226 8.07 352.3222
10 344.5 25.51

9.42 650.6667
29.77 886.5ooo

D 29-D I
SERIES N STANDARD STANDARD

CONTROLS: 10
ERROR DEWATTON VARIANCE

% V 56.5 10
243.6
234.4

6.40
20.25 410.0444

. %0 V 226 10 7.76
232.5 34,55

10.74 602.4889
33.97 1153.8333

.n.
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Paov TOXICOLOGICORIENTATIONASSAY

MAI.ERAT: HZIGIITEVOLUTION

COMPARED SERIES
*

$ SERTES 1: Cont;ols

i SERIES 2: Pao V. :56.5

SERIES 3: Pao v.: 226-?..
.,..4

.$

,

VARL%BLE

D1

D4

D8

D II

L
D 15

D 18

D 22

D 25

D 29

D 30

D29-D 1

1

ddl

2

2

2

2

2

2

2

2

2

2

2

COMPAREDVARIANCES

(BARTLI?IT’S TEST)
.

T

(X2 P

0.309 0.8569

0.453 0.7973

0.475 0.7889

1.390 0.4991

2.367 0.3062

2.023 0.3637

3.843 0.1464

2.885 0.2363

2.463 0.2919

1.771 0.4125

2.388 0.3030

Sig

?4s

NS

NS

NS

NS

NS

NS

NS

NS

NS

Ns

COMPARED MEANS

Test

AOV

AOV

AOV

AOV

AOV

AOV

AOV

AOV

AOV

AOV

AOV

ddl

2.27

2.27

2.27

2.27

2.27

2.27

2.27

2.27

2.27

2.27

2.27

F= 0.039

F= 1.391

F= 1.538

F= I .070

F= 1.314

F= 1.516

F= 1.160

F= 0.664

F= 0.379

F= 0.297

F= 0.488

P

.9614

.2660

.233 I

.357 I

.2855

.2377

.3286

.5228

.6885

.7455

.6191

Sig

G

Ns

NS

NS

m

NS

NS

NS

NS

NS

NS

Table 3
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Paov.IDXICOLOGICORHINTATIONASSAY

MALE RAT:JK??IGHTEVOLUTION

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

Dlto D4
SERIES N MEAN STANDARD STANDARD

ERROR DEVIATION VAR_L4NCE
CONTROLS: 10 29.1
Pao v. 56.5 10

1.00
25.0

3.18 Io.looo
%0 v. 226 10

1.14
22.6

3.59
1.10

12.8889
3.47 12.0444

r

D410D8
Sinks N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

39.0
Pao V: 56.5 10

1.18
39.5

3.74 14.0000
Pao V: 226 10

1.53
36.3

4.84
1.47

23.3889
4.64 21,5667

D8to DlI “
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

26.2
Pao V 56.5 10

I .07
23.8

3.39 11.5111
Pao V. 226 10

1.14
26.8

3.61 13.0667
1.05 3.33 11.0667

,

DIILODIS
SERIES N MEAN STANDARD STANDARD

ERROR VARJANCE
CONTROLS: 10 DEVIATION

37.0
Pao v. 56.5 10

1.47
34.3

4.64 21.5556
paO V.. 226 10

1.28
34.8

4.06
1.49

16.4556
4.71 22.1778

D15to Df8
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

29.2
pao V: 56.5 10

1.61
27.1

5.09 25.9556
- pao V: 226. 10

0,99
26.8

3.14
1.13

9.8778
3.58 12.8444

D18to D22
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

32.6 1.62 5.13 26.2667Pao V: 56.5 10
h V,: 226

34.0
10

2.20
30.3

6.94
2.48

48.2222
7.83 j 61.3444

Ii ‘R]blc4
—. .
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PaoV.tOXICOLOGICORIENEATIONASSAY

IW.LERAT:W2!ZIGHTEVOLUTION

RECAPIT’UIJ4TION : MEAN, ERROR AND STANDAti DEVTATKON, VAR_TANm

D22to D25

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION VARIANCE

CONTROLS: 10 22.2 1.82
Pao V!56.5 10

5.75 33.0667
21.8 1.32

Pao V.’226 10
4.18 14.51 I 1

24.6 2.4 I 7.62 58.0444

D25to D29

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 28.3
Pao V; 56.5 10

3.13 9.90 98.0111
28.9

Pao V;226 10
2.06 6.51 42.3222

30.3 1.73 5.48 30.0111

q

L$ Table 5
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Paov.TOXICOL.OGICORLENTATIONASSAY

M4L.EI/AT:FOOD INTAKE(g/M@

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

Dlto D4

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10
%0 v. 565 10

25.36 0.623 1.394
24.26

1.9430

paO v. 226
0.601 1.345

10
1.8080

23.66 0.430 0.961 0.9230

D4to D8

SHUES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROIS: 10 27.56 0.296 0.662
f%o V. 56.S 10

0.4380
27.48 0.978 2.188 4.7870

, Pao V. 226 10 26.98 0.661 J .479 2.1870

I

D8to D11

SERJES N h4~AXl STANDARD I STANDARD I . . . . . . . .._lvl&njl
l?RROR DEVIATION

VAIUANLL

CONTROLS: 10
paO v. 565 10

27.72 0.331 0.740 0.5470
26.92

~ao V. 226
0.896 2.003

10 27.18
4.0120

0.764 1.708 2.9170

DII[OD15

SENES N MEAN STANDARD STANDARD
)2RROR DEVIATION

VARIANCE

CONTROLS: 10 29.34
Pao vli6.5 J()

0.234 0.522 0.2730
28.44

Pao V.226
0.991 2.217 4.9130

10 28.50 0.787 1.759 3.0950

D15to D18

SERIES N MEAN STANDARD STANDARD
ERROR DEVTATION

VARIANCE

CONTRON: 10 31.80 0.416 0.930
~ao V. 56.5 10 30.46

0.8650

pao V. 226
0.939

10
?.100

31.06
4.4080

0.740 1.655 2.7380

D18to D22

SENES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 32.34 0.511 1.144
Pao V; 56.5 10 31.64

1.3080
1.267

* Pao v; 226 10
2.832

31.44
8.0230

1.225 2.738 7.4980
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PaoV.TOXICOLOGICORILWTATIONASSAY

M4LE RAT:FOOD INT.AKE(j@kt)

RECAPITULATION : MEAN, ERROR AND STANDARD DEVL4TION, VARIANCE

r
D22to D25

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: Jo 32.36 0.929
Pao V: 56.5 10

2.078
31.66

4.3180
1.219

Pao V: 226 10
2.726

31.68
7.4330

1.643 3.673 13.4920

)-

D25to D29

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 32.44 0.650 1.454 2.1130
~ao V: 56.5 10 30.96
f%10v :226

1.055
10

2.359
, 32.30

5,5630
1.428 3.193 10.1950

Table 7
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PaoV.TOXICOLOGICORIENZATION~SAY

MALE RAT:FOOD JWTAKE(gAiZrmj

COMPARED SERIES

SERIES I : Corttrols

SERIES 2: pao V.: 56.5

SERIES 3: Pao V.: 226

VARIABLE

D1to D4

D4to D8

D8to D]l

DlltODIS

D15to D18

D18to D22

D22to D25

D25to D29

COMPARED VARIANCES

(BARTLHTS TEST)

ddl

2

2

2

2

2

2

2

2

Chi2

0.554

4.286

3.179

5.841

2.163

2.909

1.148

2.043

P

07580 .

0.1173

0.2041

0.0539

0.3390

0.2335

0.5631

0.3600

.

Sig

G

NS

NS

NS

NS

NS

NS

NS
—

Tes

G

AOI

AO1

AO}

AOv

AOV

Aov

40V

I
COMPARED MEANS

ddl

2.12

2.12

2.12

2.12

2.12

2.12

2.12

2.12

F= 2.385

F= 0-200

F= 0.334

F= 0.459

F= 0.844

F= 0.199

F= 0.094

F= 0.560

P

0.1342

.8218

.7224

.6428

.4540

.8220

.9107

.5852

Table 8

i

Sig

NS

NS

NS

NS

1
NS

NS

NS

NS
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pao v. TOXICOLOGIC ORIEWATIONMSA Y

MALE R4 T: WATER INTAKE (n~h%a~

RECAPmUUTION : MEAN, ERROR AND STA~m DE~nON, VA~N~

D llo D4
SERIES N MEAN STANDARD STANDARD

CONTROLS: ERROR
5 DEVIATION VARIANCE

27.66
Pao V. 56.5 5

0.488
26.50 1.092 1.1930

pi30 V. 226 5 1.037
25.62 2.318

1.245 5.3750
2.783 7.7470

T

D4to D8
SERIES N MEAN STANDARD

~ONTROLS: 5
ERROR

?n Qn I DI
. . a-,,

I STANDARD
EWATION VARIANCE

w:: I : I w I !$: I 3764

-- .,” U.-$4 1 0.762 0.5800
14.1670An !-i< , .“-! 1 l.-i~.- 1 +.UIJ

1 16.1030 J

D8(ODI]
SIXES N MEAN STANDARD STANDARD

CONTROLS: 5
ERROR DEVIATION VARIANCE

Pao V. 56.5 5
35.00 2.309
29.12 5.164

P ao V. 226 1.557 26.665o
5 32.58 3.482

2.548 ~ 12.1220
5.697 32.4570

~.——_.—
Dllto DT

SERIES N MEAN STANDARD

ITRO1.S. < ERROR-----

I . I 30. >1 I 3,600 I “.”-?, I M. /920 I

D1510D18
SERJES N MEAN STANDARD

rRoLs: ERROR
5 34.06

DEM
J cz-L- 0994

5

STANDARD
DEVIATION VARJANCE

JJ.12

I

1.068
30.20 2.389

2.950 5.7070
-1, .- 6.597 43.5200

QnAo -----

I

STANDARD

L-

–—
Cohn 7ATION vmcE

Pao }. . ..3 >

II
32.22

I

2.222
%0 v. 226 1:4;9 I 4.9380

5 A17Q 3.217----- 10740,., ,” I JJUZ! I I
-- .-.”

7.384 54.5170

D18to D22
SERJES N MEAN STANDARD STANDARD

CONTRON: 5
ERROR DEVIATION VARIANCE

38.72Pao V. 56.5 5 2.011

p aO V. Zz(j
36.4o 4.497

1.901
20.2220

5 42.88 4.250
5.298 18.0650

J1.846 140.3370
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e= Pao V.TOXICOL.OGICORIENTA TIONASSA Y

MALE RAT: WATER INZAKE (nd4-Ur@

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATJON, VARIANCE

D22to D25

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION VARIANCE

CONTROLS: 5
Pao v. 565 5

38.14 1.913 4.277 18.2930

paO v. Iz(j
36.62 4.847 10.838 117.4720

. 5 44.60 3.719 8.315 69.1450

.

,.

D25[o D29
{

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 5 39.72 2.42 I 3.415 29.3170
Pao V. 56.5 5 36.84
paO ~. 116

2,560
5

5,725
45,00

32.7730
— 3.322 7.428 55.1800

.

.
.

..

s..
:.
.,..
r...
G

f f,
:....
ti

Table 10
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PaoV.TOA7COLOGICORIENTATIONASSAY

M4LE R4T:WATERINTAKE(nL%?+a~

COMPARED SERKES

SEIUES 1: Controls

SERIES 2: Pao V.: 56.5

SERIES 3: Pao V.: 226

I I

COMPARED VARIANCES

COMPARED MEANS(BARTIxITS TEST)H
VARIABLE

DIto D4

D4to D8

D8to D11

Dllto D15

D15to D18

Di8to D22

D22to D25

D25to D29

ddl Chi2 P Sig Test ddl P Sig
2 2.817 0.2445 NS AOV 2. ]2 F= 1.097 .3651 Ns
2 7.584 0.0226 s K-W 2 x2= 0.04 .9827 Ns
2 0.879 0.6443 NS AOV 2.12 F= 1.839 .2011 Ns
2 4.418 0.1098 NS AOV 2. J2 F= 1.316 .3042 Ns
2 5.432 0.066 I NS AOV 2.12 F= 5.529 .0199 s
2 5.095 0.0783 NS AOv 2. ]2 F= 0.905 .4304 Ns
2 2.747 0.2533 NS AOv 2. ]2 F= 1.314 .3047 Ns
2 0.429 0.8069 NS AOv 2.12 F=2.191 .1545 Ns

—

..

.,-
.. s—

Table 11
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------ ---- Smm-mmm- mms----------

D 15- D 18 WATER INTAKE VARIABLE PER SERIES VARIABLE

Classification test : Student - Newman - Keuls with signifka.nce level .050

Difference between two means is significant if

w(J) -MM.N(I) 23.4108 * RANGE* SQRT(l/N(I) + l/N(J)

with the following range value :

Steep 2 3

RANGE 3.08 3.77

● indi~tes significant differences

triangle

c

Po

BnP

tB

5r:

662

12

5e6

ME/m SU21E.S

32.2200 Pao V.: 56.5
34.0600 Controls
41.7800 Pao V.: 226

Subset I

Group Pao V.: 56.5 Controls
mean 32.2200 34.0600

-—— —------— -----_ --—---------------

Subset 2
Group Pao V.: 226
mean 41.7800

---. —--- ---------------------------- -----------_-.

Tab[c [2
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PaoV.TOXICOLOGICOMENXATIONASSAY

MALE RAT:WATER/FOOD RATIO

RECAPITTJLATION:MEAN,ERROR AND STANDARD DEVIATION, VARIANCE

D lto D4

SERIES N MEAN
STANDARD STANDARD

ERROR DEVIATION
vmcE

CONTROLS: 5 1.093 0.0331 0.0741 0.0055
Pao V. 56.5 5 1.092 0.0287 0.0642 0.0041
Pao V. 226 5 1.082 1.0406 0.0909 0.0083

D4to D8

SERIES N STANDARD STANDARD
ERROR DEVIATION

VAIU.ANCE

CONTROLS: 5 1.121 0.0122 0.0274 0.0007
Pao V. 56.5 5 1.125 0.0229 0.0512 0.0026
Pao V. 226 5 1.150 0.0588 0.1315 0.0173

D8to Dll

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 5 1.264 0.0877 0.1961 0.0384
pao V.: 56.5 5 1.080 0.0314
paO V.: 226

0.0703 0.0049
5 1.193 0.0658 0.1471 0.0216

Dllto D15

SERIES N MEAN
STANDARD STANDARD

ERROR DEVIATION
VARIANCE

CONTROLS: 5 1.130 0,0423 0.0947 0.0090
Pao V.: 56.5 5 1.057 0.0748
Pao V.: 226

0.1672 0.0280
5 1.276 0.1087 0.2431 0.0591

D15to D18

SERIES N MEAN
STANDARD STANDARD

ERROR DEVIATION
VARIANCE

CONTROLS: 5 1.071 0.0254 0.0568 0.0032
Pao V< 56.5 5 1.056
paO V; 226

0.0191 0.0428 0.0018
5 I -34(-I i) (327A I) 1$tA?

D18to D22

SERIES N STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 5 1.196 0.0519 0.1161 0.0135
Pao V.: 56-5 5 1.150 0.0327
Pao V.: 226

0.0731 0.0053
5 1.357 0.1414 0.3161 0.0999 ,

:.:, _.—._.: ..-

ii

Table 13
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PaoV.TOXICOLOGICORIENZATION&SAY

MALE RAT:WATER/FOOD RATIO

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

h

D22to D25

SERIES N STANDARD STANDARD
ERROR DEVIATION VARIANCE

CONTROLS: 5 1.186
paO v. 56.5 5

0.0832 0.1860
1.145

0.0346

PaO V. 226
0.1106 0.2473

5
0.0612

1.408 0.0926 0.2071 0.0429

D25to D29

SERIES N STANDARD STANDARD
ERROR DEVIATION VARIANCE

CONTROLS: 5 1.225 0..0726 0.1623 0.0263
Pao V.: 56.5 5 1.188 0.0596 0.1332

~Pao V.: 226 5 1.390
0.0178

0.0734 0.1642 0.0270

,..,.

~

Table 14
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.6. Pao V. TOXICOLOGIC ORIEN’ZATIONASSA Y

MALE RAT : WATER/FOOD RA TIO

COMPARED SERIES

SERIES 1: Controls

SERIES 2: Pao V.: 56.5

SERIES 3: Pao V.: 226

r

VARJABLE I
I COMPARED VARLANCES

7DI(OD4 2

D4[o D8 2

D8to Dll 2

DII[OD15 2

D15[OD18 2

D18[o D22 2

D22to D25 2

(BARTLFHTS TEST)

Chi2

0.445

8.147

3.269

2.862

8.619

7.758

0.303

0.189

P

0.8006

0.0170

0.1951

0.2391

0.0134

0.0207

0.8595

0.9100

Sig

NS

s

NS

NS

s

s

NS

NS

COMPARED MEANS

+

Test ddl

AOV 2.12

K-W 2

AOV 2.12

AOV 2.12

AOV 2.12

w_13!?-

1 I

T
P

F= 0.033 .9675

x2= 0.02 .9900

F= i .994 .1788

F= 1.955 .1841

x2= 9.50 .0087

X2= 2.06 .3570

F=2.157 .1584

TabIe 15

Sig

NS

NS

NS

NS

s

NS

Ns

NS
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n l’ao V,TOXICOLOGICORIENTATIONASSAY

MALE RAT:WATER/FOOD R4TI0

COMPARISON OF TWO INDEPENDENT SERIES : MANN-WH~EY U ~T

y. .

.
Variable controls Pao V.: 56.5 u

z
N MEDIAN N

Prob 2b
MEDIAN s to P s .050

D15to D18 5 1.0948 5 1.0426 10 0.5197 0.6033 Ns

Variable controls Pao V. :226 u
z

N MEDIAN N
Prob 2b

MEDIAN s to P <.050
A D15to D18 5 1.0948 5 1.2839 0 -2.5986 0.0094 s

..

>..

<.-

“

.-

,.

.

-<. __—_=
,.
>

Table 16
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Pao V.TOXICOLOGICORIENZATIOiVA,qfAY

MALE RAT:HEM TOLOGY

RECAP~ATION : MEAN, ERROR AND STANDA~ DEvIA~ON, VARIANCE

ERWHROCYTES
SERIES N MEAN STANDARD STANDARD

:o_qjzoLs: 10 ERROR DEVIATJON VARJANCE
70-1 0.089 0.280

0.111
0.0784

0.3s0 0.1224na, -
1-

rau v.: 56.5
pao V.: 226 II10

10
7.10
7 n.r‘-- I, 1.W-J I 0.132 I U.416 I

HEMOGL[
SERIES N MEAN STANDARD

, <ONTROLS: 10
~RROR

If)? ~ D
. . m.-

-sQ-l

.-
n~n I -.. — I

[rtlo v.: 226
I 10 I

U.10
9.9 0.13 I V.’iw I U.1583 I

HEMATROCRIT
SERIES N MEAN STANDARD STANDARD

CONTROLS: ]0
ERROR DEVIATION vARIANCE

0.48h V.: 56.5 10 0.007
0.48 0.022 0.0005

PiIo V. 226 10 0.008
0.48 0.025

0.005
0.0006

0.015 0.0002

MCV
SERIES N MEAN STANDARD STANDARD

CONTROLS: 10
ERROR DEVIATION VARIANCE

68.99Ptio V. 56.5 10 0.516
k v. 226 67.6 I 1.633

0.314
2.6662

10 67.95 0.992
0.895

0.9831
2.830 8.0066

MCC
SERIES N MEAN STANDARD STANDARD

ERROR vARIANcECONTRON: 10 21.13
DEVIATION

%0 V. 56.5 10 0.212
21.86 0.669

p aO v. 226 0.316 0.4473
10 20.82 0.999

0.182
0.9980

0.576 0.3323

LEUCOCYT~
SERJES N MEAN STANDAW STANDARD

CONTROLS: 10
ERRoR DEV7ATION VARIANCE

12.552%o V.; 56.5 10 0.8687
10.470 2.747o 7.5462

.P :10 v.: 22(j 10
0.5387

11.216 1.7037
0.5844

2.9025
1.8481 3.4154
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Pi10V.TOXICOLOGICORIEmA TIONASSAY

M4LE RAT:HEMATOLOGY

RECAPITULATION : MEAN, ERROR AND STA~ARD DEVIATION, VARIANCE

THROMBOCYTES
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

‘ao V. 56.5 10
608 84.7
569

267.7
Pao V, 226 81.6

71660.9889
10 556

257.9
82.5

66536.011 I
260.8 68039.7889

Table 18
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Pao V. TOXICOLOGICORIEMATIONMSA Y

M4L.ER4T:HEMATOLOGY

COMPARED SERIES

~ SERIES 1: Controls~
% SERIES 2: Pao V.: 56.5

~ SERIES 3: Pao V. :226
..

COMPARED VAIUANCM
VARiABLE

(BARTL~S TEST)

ddl Chi2

E@rocytcs 2 1.349

IIHemoglobin 2 0.43I

Hcrnatocri[
II

2 1.900

MCV

II

2 8.816

MCC 2 2.900

P Sig

0.5094 Ns

0.8060 Ns

0.3866 Ns

0.0122 s

0.2346 Ns

0.3047 Ns

0.9938 Ns

COMPAREDMEANS

Test d~

AOV 2.27

AOV 2.27

Aov 2.27

K-W 2

40V 2.27

tov 2.27

Lov 2.27

*
-----1’
F= 3.625

H

.0403 s

F= 0.293 .7487 Ns

x2= 3.33 .1890 Ns

F=4.815 .0163 s

F= 2.408 I .1090 NS

F= 0.106 .8994 Ns

Table 19
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HEMOGLOB~ VA_RL4BLEPER SERIES VARIABLE

Classification test : Student - Newman - Keuls w“thsignifi~nm level .050

Differenw between two means is signifimt if

W(J) -MEAN(I) 2.3 H7*RANGE *SQRT(IN(I)+1N(J)

with the follow-rig range value:

Steep 2 3

RANGE 2.90 3.50

* indi~t~ significant differenms

triangle

Subset I

c

OP

PnB

Et:

r5
266

21.

6e5

SERIES

9.9500 Pao V. 226
10.2400 Controls
10.4800 %o V. 56.5

Group Pao V.: 226 Controls
mean 9.9500 10.2400

Subset 2
——

Group Controls %o V. 56.5
mean 10.2400 10.4800

——__

.-.
-a

Table20
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MALE IU4T

----- --- -- S~E~-mW-~wS ----------

M C C VARIABLE PER SERIES VARIABLE

Classifi~tion test : Student - Newm~ - Keds with signifimw level .050

Differenm betw~n two means is signifiwt if

W(O - =~ ~-5439 * WGE * WU’(VN(l) + l/IJ(~

M-th the follow.ng range value :

Steep 2 3

MGE 2.90 3.50

c

OP

pnB

Bt:

r5
266

21.
6e5

SERIES

20.8170 Pao V. 226
21.1250 Controls
21.8580 %o V.56.5

Subset ]
Group Pao V 226 Controlsmean 20.8170 21.1250
-—__. ___—

% ————_______ ---
Subset z
Group Pao V. 56.5
mean 21.8580

—- -——--—--————————_____

:+ -..:. --

;i

Table 2]
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Pao V:TOXCOLOGIC ORXENTATIONASSAY

MULE R4T:BIO(XLZMIW DATA

RECAPITU~~ON : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

CHOLESIER
SERIES N MEAN STANDARD STANDARD

ERROR V~A.NCE
CONTROLS: 10 DEVIATION

Pao V 36.5 10
2.59 0.086
2.67

0.271 0.0734
% V 226 10

0.148
3.03

0.468
0.318

0.2192
1.006 1.0126

PROTErNS
SERIES N MEAN STANDARD STANDARD

ERROR VARL43NCE
CONTROLS: 10 DEVIATION

pao V 56.5 10
67.4 1.14
68.1

3.62 13.1090
Pao V 226 10

0.91
68.5

2.88
1.00

8.2862
3.16 9.9827

CALCIUM
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

Pao V 56.5 10
2.83 0.027
2.84

0.085 0.0073
PEIOv 226 10

0.035
2.80

0.110
0.026

0.0122
0.083 0.0069 1

OSMOLARITY 7
SERIH N MEAN STANDARD STANDARD

ERROR DEVIATION VARtANCE
CONTROLS: 10
pao V 56.5 ]()

1179 44.2
1115

139.7 19521.1111
%0 v 226 10

31.4
1185

99.2
68.9

9844.4444
218.0 47513.6111

Um cREAT.
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

Pao V 56.5 ]0
8.6 0.44
8.8

1.41 1.9801
paO V 226 lo 0.61

8.2
1.92

0.62
3.6760

1.95 3.7912

I SERUM CREAT.
SERIES N MEAN STANDARD STANDARD

ERROR VARLANCE
w: 1(3 DEVIATION

pao V 56.5 10
66.7 1.29
68.8

4.08 16.6716
%0 V 226 10

2.37
68.7 ,

7-48 55.9828
2.68 8.47 71.7538

1-CONTR(

Table 22



,

-—..~—-

Sm internatio~ 1993

Pao V.TOXICOLOGICOIZIEmATIONmA Y

tiE RAT:BIOCHmIm DATA

:.
.:.-

.#-’%

r.-

iw

,,-..
::

L

I

FcJ—- . .

Pa-l v

lBrN
1

—---
RECAP~~ON : W, ERROR AND STAND- DE~~ON, VA~~

CREAT. CL~
SEIUE.S N STAND~ STANDARD

CONTROLS: 10 ERROR DEVIA~ON V-CE
‘ao V 56-5 ]0

1.165 0.0633
. ‘ao V 226 10

1.287 0.1244
0.2003
0.3933

0.0401
1.098 0.0361 0.1142

0.1547
0.0130

UREA
SERIES N STAND~ STAND~

CON-I-ROM: 10 ERROR
6.45

DEvLf~ON V-CE

Pao V56.5 ]0 0.301
Pao V 226 10

5.98 0.186
0.951 0.9047

6.07 0.337
0.588 0.3458
1.066 1.1364

BILIRU
SERIES N STAN_D~ I STAhJmADI

CON-I-ROM: 10 ERROR
8.67

UL v
Pao v 56.s 10 0.695

. Pao V 226
7.81

10 0.462
7.56 0.590 1.6bb I 3.4827 j

ALAT
SERIES N MEA.N STANDARD sTANDARD

CoNrRou: 10 ERROR DEVIA~ON vmcE

PaO V 56.5 10
842 5.11
79.9 16-16

%0 V 226 ]() 3.73 261.0667
101.3 3.13

11.80 139.2111
9-91 98.2333

ASAT
SERIES N STANDARD STANDARD

cm’J-rRoLs: 10 ERRoR
26.5

DEVIA~ON v_cE

h V 56.5 10
26.3

2.08
Pao.v 226 1.14

6.59 43-3889
10 26.1 1.09

3.59 12.9000
3.45 1].8778

AL. PHOSPH
SERrES N MEAN sTANDARD I STANDARD

:ON-I-ROLS: lo ERROR DEVIA~ON VmcE
‘an v 56.5 10 200

212
10.2

I ..226
32.4

8. I 1050.4444
10 176 15.7

25.7 658.7667
49.8 2477.6556

‘T!FEi!l

Table23
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Pao V.T#mCOLOGIC ORIENTATIONASSAY

M%LE 12AT:llIOCHEMIGiLDATA

COMTAR-ED SER.LES

SERIES 1: Controls

SERIES 2: Pao V.. 56.5

SERIES 3: Pao V. 226

COMPARED VARIANCES
VARJABLE COMPARED MEANS

(BARTLETT% TEST)

ddl Chi2 P Sig Test ddl P Sig

Cholester 2 13.896 0.0010 s K-W 2 X2= 0.89 .6405 NS

Proteins 2 0.461 0.7941 F/s AOV 2,27 F= 0.297 .7456 Ns

CaIcium 2 0.901 0.6374 NS AOV 2.27 F= 0,447 .6445 NS

Osmolarity 2 5.244 0.0727 NS AOV 2.27 F= 0.583 .5653 NS

Urin crest. 2 1.061 0.5884 NS AOV 2.27 F= 0.242 .7865 NS

Serum crcat. 2 4.375 0.1122 NS AOV 2.27 F= 0.301 .7425 Ns

cl-eat. elm 2 12.124 0.0023 s K-W 2 X2= 2.86 .2394 NS

Urea 2 2.987 0.2246 NS AOV 2.27 F= 0.793 .4627 NS

Bilimbin 2 1.398 0.4970 NS AOV 2.27 F= 0.974 .3904 NS

ALAT 2 2.152 0.3409 NS AOV 2.27 F= 7.712 .0022 s

ASAT 2 4.871 0.0876 NS AOV 2.27 F= O.018. .9826 NS

Al Phosph. 2 3.953 0.1386 NS AOV 2.27 F= 2.382 .1115 NS

Table24
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SCOT VAIUABLE PER SER.rESVARIABLE

Classifi~tion test: Student - NCW-MM- Keuls with signifiww level .050

Differcnw between two means is signifiwt if

W(~-MEAN~ ~9.1151 •RA.NGE*SQRT(lh(~+lN(~

with the follow”ng range value :

S(cep 2 3

tiGE 2.90 3.50

* indi~[u signifiwt diffcren~

triangle

tB
5r:

662

12

5c6

MEAN s~~

79.9000 Pao V56.5
84.2000 Controls
101.3000 P[\o V 226 * *

Sul)scf 1..
Group...

pao V 56.5 Con[rols3 mean 79.9000 84.2000

-~
Subset 2

—----

.. Group pao V 226
mean 101.3000

.- --——-—-—------- —-—-- _-

_

--

T~blc 25
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Pao V.TOXICOLOGICORIENZATIONMSAYn
hL4.LERAT: UIL?NEEXCRETION

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

EXC. VOL. 7 H
~ SERIES N STANDARD STANDARD

ERROR DEVIATION VARIANCE
i CONTROLS: 10

paO v 56.5 10
13.6 0.95
12.3

3.02
0.58

9.1112
F pao V 226 10 12.7

1.83
0.85

3.3622
2.70 7.2893;

. %EXC.7H

SERIES N MEAN STA.NDARD STANDARD
ERROR DEVIATION vtiRIANCE

CONTROLS: 10 113.75
Pao v 56.5 10

7.393 23.379 546.5827.: 105.86..:
Pao V226 10

4.580 14.483 209.7716: 109.79 6.558 20.740 430.1322

VOL7-24H .

SERIES N MEAN STANDARD STAND@
ERROR DEVIATION VARIANCE

CONTROLS: 10 9.3
h) VS6.5 10

0.49 1.55 2.4004
&.- 10.2

Pao V226 ]()
0.50

9.7
I .57 2.4516

0.72 2.26
* 5.1129
j !

ii EXC. VOL.24 H
SERIES N STANDARD STANDARD,.:

ERROR DEVIATION VARIANCE
CONTROLS: 10.
Pao V 56.5 ](J

22.9 1.00
22.5

3.15 9.9077

pi30 V 226
0.74 2.35Y, 10 22.5

5.5027
1.27 4.00 16.0093

A

-p pH
.~

SERIES N STANDARD
i MEAN STANDARD

ERROR DEVIATION vmCE
CONTROLS: 10 7.05
Pao V 56.5 ]0

0.117 0.369-.; 7.00 0.167
0.1361

~ J?ao V 226 ]0 6.35
0.527 0.2778

* o.130 0.412 0.1694

m

. .

-

‘:; ----

.*

Table 26 -
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Pao V.TOXICOLOGICORIENTATIONAS3AY

JL4LERAT: UR.DVEEXCRETION

COMPARED SEFUES

SERIES 1: Controls

SERIES 2: pao V: 56.5
7.

SERIES 3: Pao V: 226

VARIABLE

EXC. vol 7 h

% CXC.7 h

VOI.7-24 h

EXC. VOI.24 h

pH

COMPARED VARLANCES

(BARTIXITS TEST)

ddl I chi2

2 2.119

2 I .944

2 1.692

2 2.356

2 1.180

P

0.3467

0.3784

0.4292

0.3078

0.5542

Sig

Ns

NS

NS

NS

NS

Test’

AOV

AOV

AOV

AOV

AOV

COMPARED MEANS

ddl

2.27

2.27

2.27

2.27

2.27

P Sig

F= 0.631 .5396 NS

F= 0.394 .6785 NS

F= 0.724 .4941 NS

F= 0.050 .9514 NS

F= 7.843 .0021 s

Table 27
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PA VARIABLE PER SERrES VARIABLE

Classifi~tion test: Student - Newman - Keuls with signifi~w level .050

Differenm between two means is si~-fieant if

-(J)--(I) a3.118 *RANGE *WRT(l/N(l)+ l/N(J)

with the follow”ng range value:

steep 2 3

RA.NGE 2.90 3.50

* indi~t~ si~-fiwt differen~

triangIe

c

Po

PBn

B:t

:5r

26ij

2.1

65e

SERIES

6.3500 PaO V 565
7.0000 ControIs *
7.0500 PB :226 ●

Subset I
Group pao V 226

-. mean ‘6.3500

Subset 2
% Group %0 V 56.5 Controls

mean 7.0000 7.0500

Table 28
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QUALXTATXVEURINE ANALYSE (’REAGENTSTRIPS)

i

.,,

..
.

.

.9

....

MALE IL4T

1 s 1093 0.3 + 10

2 s 1097 + 10

3 s 1099

4s 1102 0-3 50

5 S 1078 +

6 S 1080 +

7s 1103 5-10

8S 1108 0-3 + 50

9s 1086 0.3 +

10S 1098 0.3 + 50

Pao V 56.5 mg.kg’1

1 S 1087 0.3 + 5-1o

2s 1091 5-10

3 S 1085 0.3 +

4s 1101 + 10

5 s 1088

6S 1105 +

7 S 1092

8s 1106

9S 1083 +

10 S 1089 +

Pao V 226 mg.kg’1

I s 1090

2 s 1095 0.3

3 S 1096 0.3 + 5-10

4s 1107 +

5s 1100 -

6S 1104 +

7 s 1079 0.3 +

8 S 1082

9 s 1077

10 S 1084 +

:“+ —,
: .s-

.;

_—-..... .
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Pao V.TOXICOLOGICOR.IENTATION~AY

bZ4LERAT:ORGAN U?EIGHT

RECAPITULATIC)N : MEAN, ERROR AND STANDARD DEVTAITON, VARIANCE

... ”, ___

SERIES N MEAN STANDARD
ERROR

CONTROLS 10 2.915 0.0633
pao V: 56.5 10 2.761 0.0871 02756 0.0759
Pao V: 226 10 2.810 0.0903 0.2854 0.0815

ADRENALS

SERIES N MEAN
STANDARD STANDARD

ERROR DEVIATION
VARLANCE

CONTROLS: 10 70.20 3.803 12.026 144.6222
Pao V: 56.5 10 66.00 3.386 10.708 114.6667
Pao V: 226 10 67.70 2.937 9.286 86.2333

THYMus

SERIES N MEAN
STANDARD STANDARD

ERROR DEVIATTON
VARIANCE

CONTROLS: 10 814.2 27.58 87.23 7609.0667
Pao V: 56.5 10 828.4 36.25 114.63 13140.7111
Pao V: 226 10 746.4 58.36 184.56 34062.4889

BRAIN

SERIES N MEAN STANDARD STANDARD
ERROR DEVTATION

VARIANCE

CONTROLS: 10 1.465 0.0168 0.0532 0.0028
Pao V: 56.5 10 1.481 0.0253 0.0801 0.0064
Pao V: 226 10 1.398 0.0449 0.1419 0.020I

LIVER

SERJES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 12.04 0.309 0.976 0.9532
Pao V: 56.5 10 11.15 0.340 1 n76 1 1<9.7

j Pao V: 226 10 12.36 0.482 1.525 2.3257
.. ---, . ..4”- ,

I
HEART

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 1.194
:Pao V: 565 10

0.0226 0.0713 0.005 I
1.130

pZiOv: 226
0.0273 0.0862 0.0074

10 1.112 0.0284 0.0899 0.0081

Table 30



MALE RAT

COVARIANCE ANALYSIS

“PERSERIii$

ZERSUSBODY MIGHT ON D 30

KIDNEYS

SOURCE OF VARIATION
SUM OF DDL ESTIMATED

SQwlruzs VARIANCE F slGNIF. OF F

G)variak: weigh~ D 30 0.439 1 0.439 8.528 0.007

series 0.081 2 0.041 0.79 I 0.464

Explained 0.563 3 0.188 3.643 0.026

ResiduaI 1.338 26 0.051

Total I .901 29 0.066

ADRENALS

SOURCE OF VARL4TION
SUM OF DDL ESTIMATED

SQUAR.ES VARIANCE
F slGNtF. OF F

Covariate: weigh~ D 30 4.077 1 4.077 0.034 0.855

Series 84.747 2 42.373 0.355 0.705

&pltinai 93-343 3 31.114 0.260 0.853

Residual 3105.623 26 I 19.447

ToraI 3198.967 29 110.309

TEYiwus

SOURCEOF VARJATION
SUMOF DDL EsTIM/iTED

SQUARES vARIANCE F slGNIF. OF F

COvariate: weigh~ D 30 82059.569 1 82059.569 5.188 0.03 I

Series 28337.647 2 14168.823 0.896 0.421

Explained 120467.836 3 40155.945 2.539 0.078

Residud 411250-831 26 15817.340

Total 531718.667 29 18335.126

Table 31
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MALE RAT

-–

COVA~CE ANALYSIS

PERSERIJW
K?7RSUSBODY WEIGHTOND 30

-.

.

...

.—

SOURCE OF VARIATION SUMOF
SQUARES

DDL Es7A’fATED
VWCE F slGNIF. OF F

~-: Wi@4 D 30 0.001 ] 0.001 0.095
Series

0.761
0.037 2 0.18 1.820

ExpIained
0.182

0.039 3 0.13 1.297 0.296
Residual 0.264 26 0.10

Total 0.303 29 0.10
1

LIVER

SOURCEOF VARIATION SUM OF
sQu.wws DDL =1-lMATED

V-CE F slGNIF. OF F
Cotite : weigh< D 30 22.082 1 22.082 32.160

Series
0.000

8.887 2 4.444 6.472
EXplain~

0.005
29.915 3 9.972 14.523

Residual
0.000

17.852 26 0.687
Total 47.767 29 1.647

SOURCE OF V~TION SUM OF
SQUARES DDL EsnA’L4TED

VWCE F slGNLF.OF F
Cow-ti: weigh~ D 30 .0.041 1 0.041 7.373

Series
0.012

0.026 2 0.013 2.335
ExpIained

0.117
0.078 3 0.026 4.669 0.010

Residual 0.144 26 0.006
Tots.I 0.222 29 0.008

*-=

Table 32
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COVAUCE ANALYSIS

PER SERI~

J’ZXSUSBODYZ!?IGHTOND 30..

.

.

COMPWSON OF THE TTvO SERIES:

ControIs

Pao V 56.5 mg.~ P.O.

SOURCEOF VwnON SW OF
SQUARES DDL ?w~

F slGNIF. OFF~variate: weigh~ D 30
11.228 1

Series
~].228 24.551

2.460 I
0.000

Explained
2.460 5.380

15.157 2
0.033

Residual
7.578 16.570

7.775 17
0.000

Total
0.457

22.932 19 1.207

COMPAMSON OF TEE 7W0 SE~S :
Conh-ols

Pao V 226mg.kg P.O.

sOWtCE OF VMTION SW OF
SQUARES DDL =l-&W~

F SIGNIF. OFFCotiate : we@~ D 30
14.387 1 14.387

Series
16.173

1.927
0.001

1
Explained

1.927 2.166
14.906 2

0.159

Residual
7.453 8.378

15.123 ]7
0.003

Total
.0890

30.029 19
1.580

.-
...
:.

-: -??=.:=—
5

Table33
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,-_ Pao V.TOXICOLOGICORHZNTATIOjY~AY

FEMALE RAT:WEIGHTEVOLUTION

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

D1

SERIES N MEAN
STANDARD STANDARD

ERROR DEVIATION
VARIANCE

CONTROLS: 10
%0 V 73-2 ]()

128.4 1.82 5.76 33.1556
129.2

Pao V 293
1.81

10
5.73 32.8444

128.3 1.66 5.25 27.5667

D4

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10

paO ~ :73-2 10
144.5 2.33 7.37 54.2778

%iO V: zgj
142.0 2.07 6.53 42.6667

10 140.6 2.19 6.93 48.0444

D8

SERIES N MEAN
STANDARD STANDARD

ERROR DEVJATION
VARL4NCE

CONTROLS: 10 I60.6 4.11
Pao V: 73.2 10

12.99
173.2

168.7111

Pao V: 293
3.53 11.16 124.5000

10 173.2 2.54 8.04 64.7111

D 11

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VWCE

CONTROLS: 10 171.1 4.81
Pao V: 73.2 10

15.21 231.4333
165.4 3.96 12.53

Pao V :293 10 166.3
156.9333

3.87 12.24 149.7889

1
SERIES N MEAN

;TNDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 188.5 7.00
Pao V: 73.2 10

22.13 489.6111
179.2

LPao V: 293 10
4.60 14.54 211.5111

180.9 4.19 13,24 175.2111

D 18

SERIES N MEAN STANDARD STANDARD
ERROR DEVTATION

VARIANCE

CONTROLS: 10 204.1
Pao V: 73.2 10

8.36 26.43 698.3222
188.7

Pao V: 293
5.06 15.99 255.5667

10 192.0 3.23 10.21 104.2222

Table 34
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Pao V.TOXICOLOGICOR.IENZATIOAIASSAY

FEA4-4LERAT:WEIGHTEVOLUTION

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

i
D 22

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 215.6 9.31 29.44 866.7111
Pm V 73.2 10 197.9 5.95 18.83 354.5444
Pao V: 293 10 204.1 4.36 13.80 190.3222

D2S

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

mNTRoLs: 10 - 222.8 8.76 27.71 767.7333
Pao V 73.2 10 211.7 6.90 21.83 476.6778
Pao V 293 10 216.9 5.18 16.39 268.7667

D 29

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 231.9 9.61 30.40 924.3222
Pao V 73.2 10 22 I .9 7.42 23.48 551.2111
PKI V 293 10 227. ! 6.12 I9.34 374.1000

D 30

SEIUES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 209.9 8.83 27.92 779.4333
Pao ~ 73.2 10 199.1 6.75 21.34 455.211 I
Pao V 293 10 201.0 5.25 16.59 275.1111

D 29-D 1

SERIES N I MEAN STANDARD
Cnnnn

-t5

STANDARD
DEVIATION VARIANCEC-UK

RA7 77 dn Isfl wildCONTROLS: 10 103.: “.” ,
Pao V 73.2 10

-. ..” ,~” .,,,,
92.7 5.93

Pao V 293
18.76 351.7889

10 98.8 5.08 16.05 257.7333

Table 35



,;
SIR inlcrnatioml I993

.r

.;

Poo V.TOXICOLOGICORM’NTATIONASSAY

FEWALE R4T:M?IGHTEVOLUTION

RECAPITULATION : MEAN, ERROR Am STANDA~ DE~qqON, VA~NCE

D ~2toD 25

SERIES N MEAN STANDARD STANDARD
CC)NTROLS: 10

ERROR DEVIATION VARIANCE
7.2

Pao V 73.2 10 2.38
13.8 7.54

, Piio V 293 J .78
56.8444

10 12.8 5.63
1.19

31.7333
3.77 14.1778

D 25to D 29
SERIES N Mt3AN STANDARD STANDARD

CON7”ROLS: %
ERRoR DEVIATION VARIANCE

9.1 1.03 3.25Pao V 73.2 10 10.2 10.5444
Pao V 293 10 I.50

10.2 4.73
1.43 22.4000

4.52 20.4000

_&-+

,,.....

.:

–e.-

...

Table 36
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PaoV.TOXICOLOGICORIENZATIONASSAY

FEMALE RAT: WEIGHTEVOLUTION

COMPARED SERIES

. SERIES 1: Controls

.. SERIES 2: pao V :73.2

SERIES 3: Pao V: 293

I COMPARED VARIANCES

+

VARIABLE

~dl

DI 2

D4 I 2

D8
I

2

D 11
I

2

D 15
I

2

D 18 2

D 22 2

J
D 25 2

D 29 2

D 30 2

D29-D I 2

(BARTLIZTIY TEST)

Chi2

0.091

0.124

1.910

0.508

2.723

7.360

4.951

2.281

1.773

2.288

2.698

P

0.9556

0.9398

0.3848

0.7756

0.2562

0.0252

0.0841

0.3197

0.4122

0.3186

0.2595

Sig

G

NS

NS

NS

NS

s

NS

NS

NS

NS

NS

COMPAREDMEANS

AOV 2.27

AOV 2.27

AOV 2.27

AOV 2.27

AOV 2.27

K-W 2

AOV 2.27

AOV 2.27

AOV 2.27

AOV 2.27

AOV 2.27

F= 0.078

F= 0.808

F= 0.458

F= 0.523

F= 0.840

X2= 2.48

F= 1.714

F= 0.611

F= 0.406

F= O.661

F= 0.647

P

.925 I

.4563

.6371

.5984

.4429

.2894

.1991

.5499

.6705

.5247

.5317

Table 37
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Pao V.TOXICOLOGICORIENZATIONASSAY

FEMALE RAT:M51GHTEVOLUTION

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

F==
I SERIES

m
Dlto D4

N MEAN STANDARD
ERROR

10 16.1 0.95
10

I Pao V: 293
12.8 0.53

10 12.3 1.38

STANDARD
DEVIATION

3.00
1.69
A?7

—

7VARIANCE

8.9889
2.8444

D4to D8

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION VARIANCE

CONTROLS: 10 16.1
PaoV :73.2 10

2.42 7.65 58.5444

Pao V: 293
14.5 1.71 5.42 29.388910 16.0 1.51 4.78 22.8889

D8to D11
SERIES N MEAN STANDARD STANDARD

ERROR DEVIATION VARIANCE
CONTROLS: 10 I0.5 1.39 4.40 [9.3889Pao V :73.2 10 .
PaO V :293

8.9
10

1.30
9.7

4.12 16.9889
1.47 4.64 21.5667

D1lto D15

SERIES N MEAN STANDARD STANDARD
ERROR DEVTATION VARJANCE

CONTROLS: 10 17.4 2.53 7.99 63.8222Pao V: 73.2 10 13.8 1.01 3.19 10.1778Pao V: 293 10 14.6 1.31 4.14 17.5556

U1J1OJJ
~E~~ N MEAN STAFU

ERROR
CONTROLS: 10 15.6
Pao V: 73.2 10 9.5
Pao V: 293. 10 11.1

~ T l%:

I nlc. n
18

DARD

I

STANDARD
DEVIATION I

VARIANCE

A(IMAA

D18to D22
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10

DEVTATION
11.5 2.01 6.36 40.5000pao V: 73.2 10

.PaO V: 293
9.2

10
1.46

12.1
4.61 21.2889

1.62 5.11 26.1000

Table 38
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FEMALE RAT: FOOD INTAKE (ghVrntj

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

SERIES N MEAN STANDARD
ERROR DEVCONTROLS: 10 19.08

Pao V: 73.2 10
0.924

I %0 V: 293 ,~
L.UOI

18.16 0.690
17.1- 1.542 2.378o

1.687 2.8470

I
Dlto D4

i -—
I STANDARD

I flATION VARIANCE
a m.-.

4.272o
.. —.- 1 .“ I JI. IL

I 0.755 I

D4to D8
SERIES N MEAN STANDARD STANDARD

ERROR VAIUANCE
~CONTROLS: 10

DEVIATION
18.64

Pao V: 73.2 10
0.764

18.88
1.708

0.613
2.9180

Pao V: 293 10 15.78
1.381

2.727
1.9070

6 n97 ?1 t7-in

D8to D11
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

18,48
pao V: 73.2 ]0

0.803
I7.84

1.796
0.695

3.2270
pao V: 293 10 17.72

1.555
0.599

2.4180
1.339 1.7920

Dllto D15
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10

DEVIATlON
20.13

Pao V: 73.2 ]0
0.972

18.10
2. I74

0.849
4.727o

. Pao V: 293 10 18.30
1.899

0.812
3.6050

1.815 3.2950

D15to D18
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEVJAT70N

21.80
Pao V: 73.2 10

1.463
20.22

3.271 I0.7000
. %0 v; 293 10

0.997
20.82

2.229
0.833

4.9670
1.862 3.4670

D18to D22

SERIES N MEAN STANDARD STANDARD
ERROR VAIUANCE

CON-I-ROM: 10
DEVJATION

21.54 1.268 2.836 8.0430Pao V: 73.2 10
t Pao V: 293

19.54
10

0.898
20.34

2.008
0.604

4.0330
1.350 1.8230

Table 39
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Pao V.TOXICOLOGICORIENZATIONASSAY

FEMALE RAT:FOOD INTAKE(g/d+m)

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

D22to D25

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROIS 10 19.98 0.781 1.747 3.0520
Pao V: 73.2 10 19.50 0.969
pao V: 293

2.166 4.6900
10 19.72 0.694 1.551 2.4070

D25to D29

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 20.44 0.757
Pao V: 73.2 10

1.692 2.8630
20.32 0.941 2.104 4.4270

Pao V: 293 10 20.48 0.775 1.733 3.0020

-2

.-

Table 40
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PaoV. TOXICOLOGICORIENZATIONASSAY

FEMALE RAT: FOOD INTAKE(@hq)

COMPARED SERIES

SERIES 1: Controls
.. . SERIES 2: Pao V. :73.2
-- SERIES 3 :paO v. :293.:

VARIABLE

Dlto D4

D4to D8

D8to Dll

D1lto D15

D15to D18

D18to D22

D22to D25

D25to D29

ddl

2

2

2

2

2

2

2

2

+
9.306

I
0.0095

0.309 0.8570

0.130 0.9370

1.232
I

0.5401

1.871
I

0.3923

0.420
I

0.8J06

0.214 0.8986

COMPARED VARIANCES

(BARTLKITS TEST)

Sig

G

NS

NS

NS

NS

NS

NS

NS

Test

AOV

AOV

AOV

AOV

AOV

AOV

AOV

AOV

COMPARED MEANS

ddl

2.12

2

2.12

2.12

2.12

2.12

2.12

2.12

F= 0.761

x2= 0.86

F= 0.337

F= 1.699

F= 0.499

F= 1.094

F= 0.085

F= 0.010

P

.4886

.6505

.7207

.224 I

.6194

.3662

.9188

.9900

Table 41
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l’aoV.TOXICOLOGICORIENTATIONASSAY

FEh%LE RAT:WATER INTAKE (nxVWra~

RECAPITUM~ON : MEAN, ERROR AND STANDARD DEVIATION, VARTANCE

D ]to D4
SERIES N MEAN STANDARD STANDARD

ERROR VWCECONTROLS: 5 22.28”
DEV7ATION

Pao V: 73.2 5
1.566

21.72
3.501 12.2570

% V: 293 5
0.441

20.64
0.986

0.785
0.9720

1.754 3.0780

D4to D8
SERIES N MEAN STANDARD STANDARD

ERROR v~ANCECONTROLS: 5 24.22
DEVIATION

Pao v: 73.2 5 1.762
22.00

3.940 15.5270
>%0 v: 293 5

0.685
21.12

1.53 I
2.541

2.3450
5.682 32.2870

r

D8to Dll
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCECONTROLS: 5 23.12
DEVIATION

Pao V: 73.2 5
1.312

24.08
2.934 8.6070

%0 V: 293 5
0.030

22.24
4.539

1.279
20.6070

2.861 8.183o

Dllto D]5
SERIES N MEAN STANDARD STANDARD

ERROR vA.RIANcECONTROM: 5 DEVIATION

pao v: 73.2 5
24.40 1.811
19.92

4.050 16.4050
..%0 v: 293 5

0.813
22.64

1.819
I .495

3.3070
3.342 11.1680

D15to D18
SERIES N MEAN STANDARD STANDARD

ERROR vWcECONTROM: 5 DEVIATION
paCJ v :73.2 5

26.76 1.558
24.72 3.483

paO v: 2$!3 0.551
12.1330

5 27.34
1.232

1.578
1.5170

3.527 12.4430

D18to D22
SERIES N MEAN STANDARD STANDARD

CoNTROM: 5
ER.ROR DEVIATION vtiCE

26.74Pao V: 73.2 5 1.716
23.64 3.838 14.7280

. pm V: 293 5
0.993

27.00
2.220

1.968
4-9280

4.401 19.3650

.,.
-

Table 42
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Pao V.TOXICOLOGICORIE~A TIONASSAY

FEMALE RAT:WATER INTAKE(nd42Urq

RECAPI~M~ON : MEAN, ERROR AND STANDA~ DEVIA~ON, VARIANCE

D22[o D2s
SERIES N MEAN STANDARD STANDARD

CON-I-ROM: 5
ERROR DEVIATION VAMANCE

PaO V: 73.2 5
25.46 I .355
23.42 3.030

. % V: 293 0.618 9.1830
5 24.60 1.381

1.109
I .9070

2.479 6.1450

D25to D29
SERJES N MEAN STANDARD STANDARD

CON-I-ROM: 5
ERROR DEVIATION VARIANCE

Pao V; 73.2 5
26.50 2.827
25.78 -6.322

pHo V; 293 2.383
39.9700

5 26.68 5.327
2.435

28.3820
5.445 29.652o

-

.

.-

Table43
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Pao V. TOXICOLOGICORIENZATIONASSAY

FE&L4LERAT:WATER IN7x.KE(MAUrat)

COMPARED SERIES

SERIES I : Controls

SERIES 2: Pao. V.: 73.2

SERIES 3: Pao V.: 293

COMPAREDvmcEs
VARMBLE

(BARTLE-I--I% TEST)

ddl

Dlto D4 2

D4to D8 2

D8to D11 2

Dllto D15 2

D15to D18 2

D18to D22 2

D22to D25 2

D25to D29 2

chi2

5.317

4.969

1.039

2.116

3.800

1.614

2.039

0.129

P

0.0700

0.0834

0.5948

0.3471

0.1496

0.4462

0.3607

0.9376

Sig

K

NS

NS

NS

NS

NS

NS

NS

Test

AOV

AOV

AOV

AOV

AOV

AOV

AOV

AOV

COMPARED MEANS

ddl

2.12

2.12

2.12

2.12

2.12

2.12

2.12

2.12

F= 0.639

F= 0.763

F= 0.340

F= 2.475

F= 1.089

F= 1.343

F= 0.913

F= 0.035

P

.5447

.4875

.7186

.1259

.3678

.2975

.4275

.9660

Sig

K

NS

NS

NS

NS

NS

NS

NS

.

- Table 44
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Pao V.TO~COLOGIC ORIENZATIONASSAY

FEMALE RAT :WATER/FOOD RATIO

COMPA~D SERIIZS

SERIES 1: Controls

SERIES 2: pao V.: 73.2

SERIES 3: Pm V. :293

... r

COMPAREDVARtANCES
VARIABLE

I

.?
D1to D4

D4[OD8
-r D8to D11

. D1ltODIS

D1510D18

.n D18to D22.-

D2210D25

D25to D29

(BARTLHTS TEST)

ddl Chi2 P Sig

2 4.475 0.1067 Ns

2 5.715 0.0574 Ns

2 2.171 0.3378 Ns

2 3.452 0.1780 Ns

2 2.803 0.2462 Ns

2 1.331 0.5139 Ns

Tcs[ ddl P Sig

AOV 2.12 F= O.112 .8951 Ns

AOV 2.12 F= 1.338 .2987 NS

AOV 2.12 F= 0.402 .6775 Ns

AOV 2.12 F= 1.i26 .3563 Ns

AOV 2.12 F= 0.327 .7271 Ns

AOV 2.12 F= 0.940 .4177 Ns

AOV 2.12 F= 0.268 .7694 Ns

AOV 2.12 F= 0.008 .9918 Ns

r-s

—

8

. Table 47
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I’aoV.TOXICOLOGICORIENTATIONASSAY

FEMALE RAT:HEM4TOLOG1’

.,..:

.

...

.
..
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>

n

. .

i-.

:-

L2

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

ERYT’HROCYTES

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION VARIANCE

CONTROLS: 10 7.07 0.120 0.379 0.1438
PaoV:73.2 10 7.05 0.167
~&? V: 293

0.529 0.2804
10 6.88 0.158 0.499 0.2493

HEMOGLOBIN

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 10.0 0.14 0.43 ~ 0.1854
pao V: 73,2 10 9.9 0.26 0.81
PaoV;293

0.6560
10 9.9 0.20 0.62 0.3899

I J-TEMATR(_)c~T

\Ann

I STANDARD
~~A~ON VARIANCE

. . . . .. . . . ._x

SERIES N MEAN STANlhIW
ERROR

CONTROLS: 10 0.46 0.005 - U.ulo

Pao V: 73.2 10 0.45 0.006 0.019
. Pao v: 293 10 0.45 0.009 0.028

#l A,, l

-J
0.0002
0.0004
0.0008

MCV

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 64.65 1.036 3.275 10.7231
Pao V: 73.2 10 64.13 0.994 3.145
Pao\l:293

9.8929
10 65.35 1.125 3.556 12.6475

MCC

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 21.96 0.234 0.741 0.5494
pao V: 73.2 10 22.03 0.422
PaoV;293

1.333
10

I .7775
22.03 0.149 0.472 0.2224

LEUKOCYTES

SERIES N MEAN STANDARD STANDARD
lIRROR DEVIATION

VARIANCE

CONTROLS: 10 7.279 0.5394 1.7058 2.9099
“Pao V: 73.2 10

, ~QO V: 293
7.845 0.5216 1.6493

10
2.7201

9.126 0.6420 2.0303 4.1221

Table 48
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Pao V,TOXICOLOGIC ONENTA TION ASSA Y

FEMALE RAT : JIEMA TOLOGY.-

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

THROM130CYrES

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION VARIANCE

.% CONTRON: 10 454 48.6 153.6 23605.8222
pao V.: 73.2 10 596 72.7
PaoV: 293

229.8 52805.5111
10 584 100.0 316,2 99998,1000

---

—

.

Tnble 49
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Pao V.TOXICOLOGICOMENTA TIONASSAy

FEMALE RAT : IIEMA TOLOGY

COMPARED SEIUES

SERIES 1: Controls

SERIES 2: PW3V.: 73.2

SERIES 3: Pao V. :293

VARIABLE

E~hrocytcs

Hcrnoglobin

Hcrna[ocrit

MCV

MCC

Lcucoqlcs

l%romboc~cs
;

ddl

2

2

2

2

2

2

2

COMPAREDVARIANCES

(BARTLETT% TEST)

+
3.233 I 0,1986

2.870 I 0.2381

0.136 0.9343

8.907 I 0.0116

0.44 I I 0.8020

4,197 I 0,1227

Sig

NS

NS

NS

NS

s

Ns

NS

Test

AOV

AOV

AOV

AOV

K-W

AOV

AOV

COMPARED MEANS

2.27 I F= 0.089

2.27 I F= 0.284

2.27
I

F= 0.340

2 x2= 0.43

2.27
I

F= 2.754

2.27 F= 1.060

+

P Sig

.6362 NS

.9155 NS

.7551 NS

.8080 NS

. .

L

!“

&

Table 60
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Poo V.TOXICOLOGICORIEATTATIOATASSAY

FEMM.E R4 T : LIIOCHEMIW DA TA

RECAPITULATION : MEAN, ERROR ANI) STANDARD DEVIATION, VA~N~

CHOLESTER
SERIES N MEAN STANDARD STANDARD

ERROR DEVIATION VARIANCE
CONTROLS: 10
Pao V: 73.2 10

3.62 0.245
3.42

0.776 0.6025
Pao V: 293 10

0.165
3.83

0.523
0.154

0.2734
0.486 0.2367

PROTEIFJS
SERIES N MEAN STANDARD TANDARD

ERROR VARIANCE
CONTROLS: 10 DEVIATION

67.6
PaoV:73.2 10

019
67.2

3.75 14.0840
Pao V. 293 10

0.51
671

1.61
0.78

0.6000
2.48 6.1490

CALCIUM
SERIES N MEAN STANDARD STANDARD

ERROR VARMNCE
CONTROLS: 10 DEVIATION

2.78
Pao V: 73.2 10

0.046
2.83

0.146
0.039

0.0212
. PaoV: 293 10 2.82

0.123
0,039

0.0150
0.124 0.0155,

OSMOLARITY
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCE
CONTROLS: 10 DEV7ATJON

1643
PaoV:73.2 10

111.8
1670

353.5 124929.1667
.PaoV:293 10

91.7
1247

2859
76.9

84052.5000
243.1 59084.4444

~ CREAT.
SERIES N MEAN STANDARD STANDARD

ERROR vARIANcE
CONTROLS: 10 DEVIATION

12.6
f’aoV:73.2 10

0.95
12.6

3.01 9.0450
PaoV;293 10

0.79
9.8

2.48
0.82

6.1694
2.59 6.6966

SERUM CREAT.
SERIES N MEAN STANDARD STANDARD

ERROR VARIANCECONTROLS: 10 DEVTATION
70.8PaoV:73.2 10

4.16
76.5

13.15 172.9965
. ‘ao V: 293 10

1.23
74.0

3.89 15.1427
1.59 5.03 25.2832

T~bli51
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Pao V.TOXICOLOGIC ORIEATA TIO?VASSA Y

FEMALE RAT : BIOCHEMI~L DA TA

RECAPITULATION : MEAN, ERROR AND STANDARD DEVIATION, VARIANCE

CREAT. CLEAR

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 0.847 0.0597 0.1887 0.0356
PaoV: 73.2 10 0.735 0.0754
Pao V: 293

0.2384
10

0.0568
0.835 0.0944 0.2985 0.0891

\ “.s

SENES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

iONTROLS: 10 6.75 0.128
pao ~: 73.2 10

0,406 0.1644
7.05 0.228 0.720

Pao V: 293 10
0.5178

6.90 0.216 0.682 0.4654

BILIRUBIN

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VAR.IANCE

CONTROLS: 10 6.16 0.191
Pao V: 73.2 10

0.604 0.3649
5.22 0.546 1.726

Pao V; 293 10
2.9796

6.27 0.398 1.259 1.5846

ALAT

sERIEs N MEAN
STANDARD STANDARD

ERROR DEVIATION
VANANCE

CONTROLS: 10 90.1 9.46
Pao V: 73.2 10

29.92 894.9889
101.3 2.88

. Pao V: 293 10
9.09 82.6778

131.0 15.7 49.63 2463.5556

ASAT

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARJANCE

CONTROLS: 10 21.4 0.98 3.10 9.6000
pao V: 73.2 10 21.4 0.72 2.27 5.1556
Pao V: 293 10 25.6 1.93 6.10 37.1556

AL. Pf-fOSPH.
7

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 116 15.9
Pao V: 73.2 10

50.3 2528.4444
131

~ pao V: 293
10.6 33.5

10 127
1123.6111

8.8 27.9 775.7889

Table 52
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Pao V. TOXICOLOGIC ORIEjVTATIOiVASSA Y

F.EA44LE R.-iT : L310CHEM1CXL DA TA

COMPARED SERIES

SINES 1: Controls

SERIES 2: Pao V.: 73.2

SERIES 3: Pao V.: 293

VARIABLE

Choktcr

Proteins

Calcium

Osmolarity

Urin crcat.

Serum crca[.

Crmt. clear

Urea

Bilimbin

ALAT

ASAT

Al Phosph.

(

ddl

2

2

2

2

2

2

2

2

2

2

2

2

COMPAREDVARIANCES
I

(BARTIXITS TEST) I

Chi2

2.305

5.764

0.320

1.198

0.358

14.520

1.770

2.963

8.110

18.129

8.884

3.239

P

0.3159

0.0560

0.8521

0.5493

0.8362

0.0007

0.4127

0.2273

0.0173

0,0001

0.0118

0.1980

Sig

NS

NS

NS

Ns

NS

s

NS

NS

s

s

s

NS

Test

AOV

AOV

AOV

AOV

AOV

K-W

AOV

AOV

K-W

K-W

K-W

AOV

COMPARED MEANS

ddl

2.27

2.27

2.27

2.27

2.27

2

2.27

2.27

2

2

2

2.27

F= 1.107

F= 0.092

F= 0.369

F= 6.261

F= 3.556

x2= 2.11

F= 0.618

F= 0.596

X2= 7.81

X2= 12.68

X2= 4.36

F= 0.393

P

.3452

.9122

.6947

.0058

,0426

.3485

.5463

.5581

.0202

.0018

.1130

.6787

Table 53

Sig

G

NS

NS

s

s

NS

NS

NS

s

s

NS
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.---- ---.-smm.mw-mms----------

OSMOLAIUTY VNABLE PER SERIES VARIABLE

Ciassifi~tion test : Student - Newman - Keuls ~“th signifi~nce level .050

Diffcrenw between two means is signifiunt if

MEAN(O-MEAN(I) 2211.3710 * RANGE *SQRT(]/N(I)+ ]/N(~

with the following range value :

steep 2 3

RANGE 2.90 3.50

● indicates significant differences

r7

263

91.

3e2

MEAN smllx

1247.0000 Pao V 293 *
1642.5000 Controls
1669.5000 %3 V 73.2 *

Subset ]
Group Pao V 293
mean 1247.0000
-—-___-_—_ —-._.
Subset 2

-----------

Group Controls PaC)V 73.2
mean 1642.5000 1669.5000
---------------------- -------------------------------

Table 54
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FEMALE MT

----- ----- STUDEW-~~-mUS.----.----

URfNE CREATINllJ VAR.IABLE PER SERIES VARIABLE

Classification test : Student - Newman - Keuls with significance level .050

Differen~ between two means is significant if

MEAN(J)-MEAN(r) 21.9110 *RANGE *sQRT (l/N(I)+ UN(J)

with the fo[low~g range value :

Steep 2 3

RANGE 2.90 3.50

- h groups....

.

Subset I
Group Pao V 293 Pao V 73.2 Controls
m=n 9.8100 12.5500 12.6500

n -------.-------—-. ------------------------- -------------------------- ._---

Table 55
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Pao V.TOXICOLOGICORIENXATIONASSA1’

FEMXLE RAT:BIOCHEMICALDATA
.n.

COMI’ANSON OF Two mDEpENDENT SERIES : MANN-WHITNEY U TEST

Variable
controls Pao V. :73.2 ~

z Prob 2b

N MEDIAN N MEDIAN s to P s .050

Bilitubin 10 6.10000 10 5.20000 16 2.6050 0.0092 S

Mat 10 95.50000 10 101.50000 43 -0.5285 0.5971 NS

Variable controls Pao V. 293 u z, Prob 2b

N MEDIAN N MEDIAN s to P s .050

Bilimbin 10 6.10000 10 5.7500 46 0.3020 0.7626 NS

Alat 10 95.50000 10 135.5000 10 -3.0577 0.0022 s

.n.

.

--

,.?~,.: -

.

Table 56
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Pao V.TOXICOLOGIC ORI&VTA TIONASSA Y

FEMALE RAT : URINE EXCRljTION

RECAPITULATION : MEAN, ERROR AND STANDARD DEJW4TION, VARIANCE

EXC. VOL. 7 H

SERIES N MEAN
STANDARD STANDARD

ERROR ‘n’ “ ATION
VARIANCE

CONTROLS : 10 7.6 0.5:
I UL VI.’

,

F I.-1 1., —-- 1 i.63 2.6489

Pao v: 293 I [0 7.5 I 0,45 I I .44 j 2.0668 j

rao v: 73,2----- Ilgl 6,8 I 2.4356 I

% Exe, 7 H

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 112.94 7.216 22.819 520.6960
Pao V: 73.2 10 92.60 11.764 37.202 1384.0200
Pao V :293 10 109.37 5,664 17.912 320.8445

ESERIES N

CONTROLS: 10
pao V: 73.2 10
%o V:293 IO

vOL 7-241{

MEAN STAN DAf{D STANDARD
ERROR DEVIATION VARIANCE

5.0 0.50 1.57 2.4573
0.37 I 1.18 I 1.3818 I

6.5 I 0.45 I 1.41 I 2.0004 j

EXC. VOL. 24 1{

SERIES N MEAN STANDARD STANDAJU3
EUROR DEV[ATION

VARIANCE

CONTROLS: 10 12.8
Pao V: 73.2 [0

0.92 2.92 8.555I
11.4

Pao V: 293 10
0,64 2.02 4.0840

13.9 0.58 1.84 3.3734

pl{

SERIES N MEAN STANDARD STANDARD
ERROR DEVIATION

VARIANCE

CONTROLS: 10 6.10 0.125
Pao V; 73.2 10

0.394 0.1556
5,95 0,090

pao V: 293 10
0.284 0.0806

6,10 0,145 0.459 0.2111
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Pao V. TOXICOLOGIC ORImTA TIOIV~ Y

FEMALE R-4T: URIATEEXCRETIOjV

COMPARED SERIES

SERIES 1: Controls

SERIES 2: Pao V :73.2

SERIES 3: Pao V :293

COMPARED VAFUANc~
VARIABLE i ‘7

(BARTLETT’STEST) I COMPARED MEANS
1

ddl Clli2

Exe. Vol 7 1] 2 0,13s

‘Y.Cxc.7 h 2 4.876

VOI.7-24 h 2 0.706

ExC. VOi. 24 h 2 2.185

plfl 2 I .930

P

0.9349

0.0873

0.7026

0.3354

0.3810

Sig Test ddl

NS AOV 2.27 F= 1.089

NS AOV 2.27 F= 1,59o

NS AOV 2.27 F= 5.039

NS AOV 2.27 F= 3.o55

NS AOV 2.27 F= 0.503 1-
——~\

P s,, ~
—- .-.

.3508 ~:, I

.2224 ~:;

.0138 ~!

.0636 )./, !

.6103 N: ~

—
.

Table 68
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FEMALE lUT

-- -------- STUDENT -NEWMAN -KEELS ----------

URINARY VOLUME FROM 7 H TO 24 H VARIABLE PER.SERIES VARIABLE

Classification test: Student - Newman - Kculs with signifieanec level .050

Difference betwecm hvo mcaas is sigrdkant if

MtMN(J) - MEAN (I) 2.9865 ● RANGE * SQRT(l/N (1) + I/N(J)

with the following range wduc:

steep 2 3

RANGE 2.90 3.50

* india(~ signifi~t diffcrcrrccs

P

B

7

3

1

2

MEAN

c
o

nP

[B

r:

62

9

e3

SERIES

4.5800 Pao V 73.2
4.9800 Conlrols
6.4600 Pao V 293 ● *

Subset 1
Group Pao V 73.2 Controls
mean 4.5800 4.9800

Subset 2
Group Pao V 293
mean 6.46000

k-.



QUALITATIVE URINE ANALYSIS -GENT STRIPS)

FEMALE RAT

“PROtiINS GLUCOSE, KETONE Sx@JG HEMO&OBIN;:. .,......”’- COMPOUNDS BiOOD “

CONTROLS
I s 1053 .

2S 1076

3S 1065 0.3 + .

4 S 1069 .

5S 1062 -

6S 1075 0.3 +

7S [058 + 10

8S 1074 +

9s [045 . .

10s 1054 - +

PaO V. 73.2 mg.kg’1.-

1 S 1046 I I - I I I
2s 1047 0.3 + .

3 s (055 +

4s 1073 0.3 . + .

5S 1056 .

6S 1064 10

7S 1060 -

8 S 1068 - + 5-1o

9S 1048 ‘

10S 1072 i

Pao V. 293 mg.kg’1

1S 1052

2 s 1057

3 s 1050 +

4s 1071 + .

5s 1059 +

6S 1067

7S 1061 + -

8S 1063

9s 105 I - .

10S 1066


