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. T7601 NOTOX Project 385717

‘SUMMARY OF RESULTS
Study star 21.4uly 2003Start mating: 04 August 2003Necropsy of mies 18 August 2003Delivery of ters 271031 August 2003Necropsy of females and pups 01 to 05 September 2003
location:
Group. Dose level|Numberofanimals__| Animalsnumbers |mokgbwiday | Fomales |Fofemeles | males | femaies |FT 0Tt"0 orto | ats |2Ts10 to | rao | sie0 |FsTsoT0030| stro |4 1000 10 [HoT3140| 7180 |

MORTALITY
Group 1: Nomrtalty.
Giop2 No morality.Growp3: Female 65 was kiled in extremis due to prolapse of the uterus ust aftr delivery.Group 4: Male 33 was found dead on doy 12 of reatment. Male 34 was found dead on day7 of treatment. Male 38 was Killed in exremis on day 24 of rcatment. Female 77as kiled in extremis on day 14 of treatment. Female 78 was found doad on day29 of treatment,

CLINICALSIGNS 11,
7Treatment related clinical signs were noted in the mid dose group (150 mg/kg) and the high dosegroup (1000 oko).

Al 1000 mg/kg, these consisted of lethargy, hunched posture, uncoordinated‘movements,
7 decreased locomotor activity, quick breathing, laboured respiration, rales, swallow respiration,| sweling of the genial region and abdomen, ploerecton, red discolouration of urine, darmoes, |\  salivation, chromodacryorthoea of the eye and snout, lean appearance and ptosis.Nl At 150 mig, these consisted of saivation and diarhosa.

Ralos and salvation were aiso observed in the other groups, however at a much lower incidenceAlopecia was observed at a low incidence at 150 and 1000 mgikg, This is within the mits ofhistorical control dataofratsof tis strain and age that are housed and reated unde heconditions of this study.

FUNCTIONAL OBSERVATIONS
No changes were observed in hearing abily, papillary reflex, static righting reflex and gripstrength n the treated animals, when compared (o control animals.
The variation in motor activity id not indicate &relation with eaiment,
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BODYWEIGHTS
Body weights and body weight gain of males of the 1000 mg/kg dose group were statisticallysignficanty decreased during treatment. Several males i this 0roup a1s6 Showed severe bodyweight oss.
Females of the highest dose group showed statistically significantly decreased body weights andbody weight gain during th pre-maing period. Three females also showed a boy weight 155shis period. Body weighs of females of the highest dose 0roup were 815 decreased duringpregnancy and lactation. Ths decrease was not statistically significant due to he Imited numberof females in this group.
No treatment related effects on body weights and body weight gain were observed a 50 and 150mag body weightday.

QOD CONSUMPTION
Food consumption and relative 100d consumpiion were decreased during the complete eatmentperiod. Statistical significance was reached for food consumption and relative 106d consumptionduring pre-mating (male and female), and fr food consumption duringpostmating (males) andlactation (females).
No reatmen rated effect on food consumplion and relative food consumption were observed atmid and low dose groups.

HAEMATOLOGY
The following statistically significant differences of haematology parameters were recorded in thehighest dose group at the end of treatment+ increased eryiocytes count (males and females)

+ increased haemoglobin concentration (males and females)+ increased haematocrl (males and females)+ increased mean corpuscular volume (males)+ increased mean corpuscular haemoglobin (males)«increased mean corpuscular haemoglobin concentration (males)«increased ed cel distribution widh (males),
These findings were considered to be treatment relate
In the 50 mgikg dose group a statistically significantly increasefo patelets count in females wasrecorded. As no dose relationship was observed, his finding was considered (0 be Caused bychance
No other statistically significant efects upon haematlogy parameters were noted.
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CLINICAL BIOCHEMISTRY.
The following statistically significant differencesof lncal biochemistry parameters were recordedin the highest dose group at the end of raiment:

+ increased alanine aminotransferase (males)+ increased alkaline phosphetase (males)+ increased urea (males)
+ increased trigyceride (males)
+ increased chloride (males)
+ increased inorganic phosphorus.
+ decreased aspartate aminoirensferase (females)+ decreased bilirubin (females)
+ increased albumin (females),

These findings were considered to be treatment related.
Inorganic phosphorus was decreased in all treatment groups to the same extent, Since no doserelationship or correlative findings were noled, the Inorganic phosphorus decrease wasconsidered to beof no toxicological significance.

MACROSCOPICFINDINGS
At necropsy, respecivey, three, four, seven and fifeen animals (out of twenty anima) in thecontrol, 50, 150 and 1000 mghkg dose groups were affected.
Four males in the highest dose group appeared to have yellowish nodule(s)on the epididymides.Tis finding was not observed n the ther groups. Histopathology, hat has not been performedYet. should reveal whether this finding is of toxicological significance.
Three animals of the 1000 mgkg dose group died spontaneously. Male 33 was partlycannibaised and showed isolated dark red focus on the thymus, dak red discolourationof lungsand left mandibular ymphnode. Male 34 was party cannivalised, showed beginning autaysis.reddish discolourationofthe stomach and many dark red foci on both sides of the trymusFemale 78 showed dark red discolouration of the mesenteric ymph node and the ef adrenalgiand grown together wih the kidney.
Two animals of the 1000 mgikg group were kiled in extremis. Male 38 was emaciated, showed athickened limiting ridge ofthe stomach, an regular surface of the fore stomach, recishdiscoloured caecum, accentuated lobular pattern of the ver, enlarged Iver and ark red contentsofthe urinary bladder. Female 77 was emaciated and showsd a fore stomach wih manycrateriform retraciions.
In he 150 mgkg dose group, female 65 was kiled in exremis and showed a prolapseofthepit
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Incidental findings that were observed in the highest dose group included pelvic dilationofthe.Kidney(s). reddish discolouration of the Guodenum, watery-clear cysts on the uterus, reddishdiscolouration of the thymus, dark red discolouration of ight mandibular lymph node.Incidental findings observed in the other groups consisted of isolatec/many dark red foci on thethymus, several reddish foci on thymus,light red discolourationofthe thymus, dark reddiscolourationof the liver and right mandibular lymph node, accentuated lobular pattern of the.liver, pelvic dilationofthe kidney(s), alopecia in throat region, isolated/several gray-white foci onadrenal glands, exophtaimus of right eye, constricted spleen and several tan foci on the ciloralglands.
‘These finding are observed in rats of this age and strain that are housed and treated under the.‘conditionsofths study. Al the incidence observed, these signs were therefore considered (0 beof no toxicological significance.
“The finding of an uterus containing fluid, was noted for female 71 and 79 of the highest dose.group. This finding is related to an oestrous cycle stage and therefore a physiologic finding,

ORGAN WEIGHTS

In the highest dose group. males showed statistically significantly decreased body weights andthymus weights af necropsy. Relative organ weights of brain, hear, iver, spleen, testes, andepididymides were statistically significantly increased.The female body weights of this group were aiso statistically significantly decreased, and theirabsolute and relative iver weights and relative heart weights were statistically significantlyincreased.
These aberrations could be caused by the reduced body weights, however, for a correctinterpretation we have to take the histopathologic results into account. Unfortunately, these arenot available yet.
No statistical significant differences in organ weights were observed in 50 and 150 mlkg dosegroups.

MICROSCOPIC EXAMINATION
No results available ye.
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REPRODUCTION
Table I. Reproduction Data

“Naber of females Gio 1 Grow? Giowp3  GiowpdControl Somgha  150mgkg 1000 mgkg
paired 10 10 0 °
Mated 10 0 10 s

Pragnant 0 9 8 4
Liters with ling pups 10 9 s 3

All females mated within four days of pairing.
Reproducion of femalesofthe 1000 mgkg dose group was negatively affected. This was shownby four pregnancies out of nine mated females. One of hese pregnant females female 76) codspontaneously on day 12 pos-coitum; al necropsy this female showed implantation ies aterSalewski staining. As a resull ony vee liters with ving pups were recorded in this group. Thisgave ise toa decreased fertiity index, conception rate and gestation index In the highest dosegroup.
Reproduction parameters up to 150 mg/kg body weight/day were found to be within normal limits.

BREEDING DATA
Duration of gestation was not affected by treatment
In all treatment groups, postnatal loss was statistically significantly increased. Tis resulied in astatistical signfcanty decreased vibilly index for ail reatment groups. However, thesefindings were considered unrelated to eat ment at 50 and 150 mgkg, and are dificult (0 asses at1000 mg/kg.
ALS0 and 150 mg, increased posinatal loss was mainly due to the loss of one comple liter
(consisting of 13 pups at 50 mg/kg and 5 pups af 150 mak), and as the number of Ivng pupsonday 4 of lacation was considered to be normal, the changes in postnatal 1035 and viabiryindex were regarded to be unaffected by the test fem at these dose loves.AL1000 gk, its difcut 0 assess breeding data as this group consists of only3 ters.However, ners seems to be a tendency for poor breeding performance regarding postnatal ssbetween days 010.4 post partum.

Page 6 of 7



T7601 NOTOX Project 385717

BUPS
Mean body weights of pups per group in the highest dose group were statistically significantlydecreased on days 1 and 4 during lactation.
In the 50 mglkg dose group, statistically significantly decreased body weights were measured onday 1 (female pups) and ay 4 (male and female pups). This finding was not considered to be.trealment.related, since pup body weights in the control group were very close to the upper mitof historical control data. Moreover, no dose-relationship was noted.
Other effects upon pup body weights during lactation period were not established.
Clinical signs were noted in all groups, but the incidence in the 1000 mg/kg group was slightlyincreased. Findings consisted of a small, cold or pale appearance, and lite or no mik. One pupofthe control group showed an absent tal
Macroscopic examination of pups revealed small appearance, no milk and cannibalism. Theincidence of small pups was increased in the highest dose group. This corresponded with theobserved decreased body weights n ths group.
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