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A:Group Summ ry"of Reﬂexologic :_,'Responses of Offsprmg
fGroup Mean Sex Ratlos of Offsprmg e ’: :

;:Group Mean Organ Weights ?Malesra e

i;VGroup Mean Organ Welghts Femaies ,

r'iiGroup Summary of Semen Charactenstlcs - Males ,
: Grdup Summary lnc:dence of Hsstopatho!og:cal Fmdlngs Malesr
f{Group .:ummary of C ”ared AnalySls of Hlstopathologscal

i Fmdtngs - Males : '

fGT OUD Summary of Kruskal-Wths Analysns of Htstopathologucal

: ,Oup'ﬁr 'ummary of |nCIdence of Hsstopathologlcal Fmdmgs Females 96
oup 5t mmary Of Ch"sq“a"ed Ana‘YSls of Hlstopatho!og:cal 98
Fmdmgs Fema!esr e ,




'{'l'ndlv:dua! Bodywenghts Durlng Lactatlon Females
o ndmdual Food Consumption Durmg Gestauon Femaks

w ‘élnd:v:dual Food' von:sumptnon Durmg Lactatson Fe ‘”‘al

;'Indtvxdual Ll&er SIZES During Lactatuon

f}f??lndcwdua! thterVWelghts Durmg lactatlon , -

;lndlwdual thter Mean Offsprmg Bodywelght Durmg Lactatlon :
Indlwdual Lttter Age of Onset and Comp!eﬂon of Landmarks'




Methods and

‘flnc1dence of Total L|tter Loss on Reproductlon Studues wnth ;

ZVCharles Rwer CD (IGS) Rat at Safepharm Laboratones Li hited
:Istorlcal Background Control Semen Charactenstxc Data

;forCD Rat 7 St 'y f Som

| UK, Departrﬁent of . Health Statement of GLP Comphance m;
Accordance w;th Darectwe 88/320/EEC
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artlcular stram and sou:'ce of T t used m thxs study

At 1000 mg/kg there was evrdence of mmor system:c toxrcntyr Males showed slrghtly,
educed b ywelght gam compared w:th that of controls clunng the maturatron phase 5
dition ihere was a sllght increase in. male and female kldney werght at thxs dose'
level ,a'slrght mcrease in’ male llver welght and prostrate werght was sllghtlyzreduced
There were no: assocrated hlstopathologrcal changes There were no tox coleglcall :
,|gnl,|cal1£ flndmgs at the remammg dose levels, although there were‘a,; umber. f
nscheduled deaths at dose levels of *250 and 1000 mg/kg These were attnbutable o
,osmg"'trauma dnd were not: related to test materral toxrcrty '
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083'0'HCUR5‘5’
1630 HOURS
SAME DAY




'i,:for Days 1 11 :
{,ther lndeual offsr-rlnb was recorded







T NUMBERY

f"Offsprmg AH offsprmg ahve at weanmg were kllled by car
lomde asohymai:xon, foHowed by cerwca! duslocatton
!offsprmg were exammed macroscoptcaliy Nror mternal and—,externa!,‘

i;,,;,_abnormahtxes

L 3 lOrgan Welghts 2 SaE
S The followmg hst of organs were welghed for a|l aduit males and females

- at termma! necropsy '”'ere apphcab!e"'







AZ subsample of the semen: sample co!lected at necropsy was preserved
”and drluted m neutral buffered for' :alrn An ahquot of the

;the two countmg chambers was recorded and a mean of the two ‘val'ues

g:rpresented:’ ln order to presenr the concentratron of sperm in the actual
' semen sample (|n mrlhons per ml of semen), vaiues were corrected to take
:J to, account the dllutlon factor used Each anrmal was sampled twice to
5 reducerbras i

: 4;,8 6 3 Sperm Morphology







: ,7 ,7 leeVVBl!‘th and Vlablhty Indlces ‘
,The followmg mdrces were ca!culated for each group from lndlwduai data

v e - M

Vlablllty In dex 1_(% : VNumber of pups ahve on Day 4
L ol Number of pups ahve on Day

- Number of pups ahve on Da ¥

if{i ' Number of pups ahve; on: vDay 1:
= Number of pups “alive’ 'on'Da' 7

: 'Number of pups alwe, on. -Day,2
,Number of pups ahve on'Da

'Number of vsable pups




L ,Number of male ‘pups -
umber of pups of determmed sex










,fmdmgs were fssocuated wuth the thorax and lungs :

'fxlled thorax was observed thh lnctdents of lung congestson and/or adh'

mvelvmg organs wnthm the thorax ;
st "pathology of the lungs showed evudence of pleurms




rvalues the dlfferences were not sxgmt“ cant statlsttcally Fer

aun was not affected by treatment at. thcs dose leve!










when these two' ltterc are rncluded m 'he kanalysrsf(Teble 18)

At 50 mg/l gt there were no fe 1 ales wrth tota| utter |oss and the offsp i ng

d vrabshty, ; d:ces were comparable to controls Groupr mean
‘hve lltter sxze at brrth and throughout iactatlon ‘were als eable t
'contro! values L s

:;’IAt 50 mg/kg there were th_,ee females wrth total litter lossr and no mmal
thh small numbers of survrvmg pups These ota! lrtter lossesgdtd not;




PROJECT NUMBER: |










DISCUSSION S

the:normal range for thxs straln of rat however and the:tntergroup 'dlfference ‘was:
"’consudered not to. be toxecologtcally sxgmfleant Offsprmg mdlwdual bodywesgh '
7and development were unaffected at thls dose Ievel and no_ uxwologtcally;v
rsugmflcant macroscopt', :or mlcroscoplc anomalles were detected "V'mongst ;
offsprmg at termmal kl” ' & B s

;oHowmg'the brrth of offsprmg there ‘were flve females dosed at 000 mg/kg;
W|th total Iltter |os'" Three females dosed at 50 mg/kg also’showed total htte Voss







:and addltlonal parameter
|nvestvgated as part of a: One Generatlon Reproducnon Stud‘

351~364f’(1 972)




