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Fig1 Mean body weight of female rats admini-
stered intravenously with CLM from day 17
of pregnancy to day 21 of pestparturition
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‘Table 1 Observation of newborn rats from mothers administered intravenously with CLM from day
. .17 of pregnancy to day 21 of pestparturition

Dose (mg/kg) Control 6.25 12.5 25.0
No.of mothers (Death)® 20 (0 20 (0) 18 @ 'Bper 20 () T
Duration of Pl o tSE | maze1 | am7ser | zoxoo | 2000
Body ‘wt. gain during
Mpegmancy : Mean + S.E. 128.5+4. 2 119. 4£5.0 120.7+5.8 129.7+3.0
274 254 219 285
No. of implantation sites (Mean+S.E.) (13.7£0.5) (12.9%0.6) (12.4£0.5) (14.3£0.5)
250 216* 216 246
No.of newborns (MeanS. E.) (125£0.5) | (10.8£0.6) | (11.7£0.5) | (12.3+0.5)
No. of stiltborns 728 12 (5.5) 6 (2.8) 7 (2.5)
243 204* 205 239
Noof Zive borns (MeanS.E.) (12.240.4) | (10.2£0.6) | (11.4%0.4) | (12.0£0.4
5.740.1 5.740.1 5.940.1 5.6+0.1
Wt. of liveborns (Mean+S. E.)
' F 5.440.1 5.440.1 5.5+0.1 5.3+0.3
Sex ratio : M/F 130/113 98/106 101/104 113/126
Delivery rate : 91.2 85. 0** 98.6 86.3
No. of Tiveborns with external 0 0 0
malformation 0
* Death before delivery M : male, F: female
No. of newbo:
b) rns at blrt‘nxloo

No. of implantations

Significant difference from control : * P<0, 05, ** P<0.01
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L ETE T Bk 21 B AOBEDHMTRTIE, £R5BLL
2 HREL . TREBCAKIBDO NI ot ¥, KR

PELRSS X UM e D & CLM 2 DLl R D
B, R L EFMO MNP RRL 2o (Fig. 1),
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EOMRAREBRREDLh LMo,
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2
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BLOMCXAERRIRLhIch o7 (Table 1), &%
fFEES I UM, SHRELE CLM 552 DM
EHEEELLL, £FFOAERELLTOREECE
Dbl ot FEEFEIR, SBETTH (2.8%),
6.25 mg/kg B EMT 12 5] (5.5%), 12.5mg/kg &5
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Zobhicn, HBFEELE CLM 5 LOMicEEE
BEDLRIoh o, HEFRS XCEFFRITOWT
1%, 6.25mg/kg FEHMAKBHCLEL TERCEN >
FoA, 12.5mg XU 25 mg/kg MERTIE, B2
RO hich o7 (Table 1),
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L THEIC{Ed e (Table 1),

5 "MW

A KM OFEL (A, R BT30H, 6.25mg
kg 5B T2T B, 12.5mg/kg HEHTI9H, Bmg
[kg 5 BT 26 AEDLH, MW KILHRETELTY,
6.25 mg/kg W 5WT 86.8%, 12.5mg/kg & 5 B¢
90.7% £L T 25 mg/kg 5B T89.1% L kb, HE
$r& CIM 5B LOMIREXIZBDShith o)
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2. ¥4&F F)ICBLETES

1) —MER
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HEZZRbhizh »7c (Table 2),
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(Fig.3 8X0°4),

Table 2 Postnatal observation of F, rat offspring from mothers adminstered intravenously with CLM
from day 17 of pregnancy to day 21 of postparturition

Dose (mg/kg) Control 6.25 12.5 25.0
No. of mothers 20 20 18 20
No. of dead mothers during lactation 0 0 0 0
at birth 243(130/113) | 204 (98/106) | 205(101/104) | 239(113/126).
7th day | 213(117/96) | 193 (93/100) | 189 (90/99) | 223(106/1tf)
14 th day 213(117/96) 188 (91/97) 187 (89/98) 222(105/117)
No. of live 21st day 213(117/96) 177 (84/93) 186 (89/97) 213(102/111)
offspring 28 th day 213(117/96) 177 (84/93) 184 (87/97) 208(100/108)
M/F) 35 th day 213(117/96) 177 (84/93) 184 (87/97) 208(100/108)
42nd day | 211(115/96) | 177 (84/93) | 184 (87/97) | 205 (99/100).
48 th day | 211(115/96) 177 (84/93) | 184 (87/97) | 203 (98/105)
56 th day 211(115/96) 177 (84/93) 183 (87/96) 203 (98/105)
Nursing rate® : % 87.7 86.8 9.7 | - 81
Survival rate® : % 99.1 100 98. 4 1% 953

a)

No. of offspring at 21st day

X100

No. of offspring at birth
b No. of offspring at 56th day

No. of offspring at 21st day
M : male, F : female

x 100
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Fig.8 ‘Mean body weight of male F, rat offspring
from mothers administered intravenously
with CLM from day 17 of pregnancy to day
21 of postparturition
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Table 3 Postnatal differentiation of F, rat offspring

Fig. 4 Mean body weight of female F, rat of-
fspring from mothers administered intra-
venously with CLM from day 17 of pregnancy
to day 21 of postparturition
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high 51z (Table 5),

(3) #E&-EH

EIRGHEEIC X b BIEL 2R R, MERL4 CLM #y
HEOMICHERIZRED S hich o7 (Table 6),

(4) #TkH

FUOBREARORER, EEFS LUKBRCIZS
LA CLM 5N L OMCEREXIBDOhih -
7= (Table 7),

Water T-maze AR £, ZHEBOLSAT
BORTERE & SRE TR LI, FTERMEIL, H1H8H
iz 6.25 mg/kg HEWOMTHMY, 12.5mg/kg Hr 50
DORES L U 25 mg/kg 5 HOMECH, HERBL12.5
mg/kg BEFHORDE 1 BB XU 25 mg/kg HWE5H
DHEDRE 2 B B THIAR, ThEhNBREOMICER
ENBHLhI, LALE3HBERIE, WFhoRsR
EEWTHHERMEE BRHIRIL, FenBiLs
CLM £ 58 & ORICHEBERIZ BB 6 hisd » = (Table
8o

from mothers administered intravenously with

CLM from day 17 of pregnancy to day 21 of postparturition

Dose (mg/kg) Control 6.25 12.5 25.0
Separation of auricles : at 7 th day 213/213(100)* | 193/193(100) | 189/189(100) | 223/223(100)
Appearance of abdominal : at 14 th day | p1am130100) | 188/188(100) | 189/189C100) | 222/222(100)
Eruption of incisors : at 14 th day 205/213(96.2) | 178/188(94.7) | 183/187(97.9) | 216/222(97.3)
Separation of eyelids : at 21 st day 213/213(100) | 177/177(100) | 186/186(100) | 213/213(100)
Decent of testis : at 28 th day 117/117(100) 84/84 (100) 87/87 (100) | 100/100(100)
Opening of vagina : at 42 nd day 92/96 (95.9) | 93/93 (100) 94/96 (97.9) | 105/105(100)

w No. of offspring completed

)
No. of offspring examined (J:%
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Table 4 IRWIN'S test and PREYER'S reflex of F, rat offspring from mothers administered intravenously
with CLM from day 17 of pregnancy to day 21 of postparturition

Dose (mg/kg) Sex Control 6.25 12.5 25.0
M 117 84 89 102
¢ , ,
No. of offspring examined F 98 03 o7 m
M 4.0£0.0 4.0£0.0 4.0£0.0 4.0£0.0
IRWIN'S :
test : Alertness F 4.010.0 4.0£0.0 4.0£0.0 4.040.0
Visual placin M 4.01+0.0 4.0£0.0 4.0£0.0 4.01£0.0
placing F 4.0£0.0 4.0£0.0 4.0£0.0 4.0£0.0
Restlessness M 0.0+£0.0 0.0£0.0 0.0£0.0 0.0+£0.0
F 0.0£0.0 0.0£0.0 0.0£0.0 0.0£0.0
Spontaneous activit M 4.0£0.0 4.0£0.0 4.0£0.0 4.0£0.0
P y F 4.0£0.0 4.0£0.0 4.010.0 4.0£0.0
Pain response M 4.0£0.0 4.0£0.0 4.0£0.0 4.0£0.0
P F 4.0+0.0 4.0£0.0 4.0£0.0 4.0+£0.0
. M 4.0£0.0 4.0£0.0 4.01£0.0 4.0£0.0
Grip strength
F 4.0£0.0 4.0£0.0 4.0£0.0 4.0+£0.0
. M 4.0+£0.0 4.0£0.0 4.0+0.0 4.0+0.0
Pinna reflex
F 4.0£0.0 4.0£0.0 4.0+0.0 4.01£0.0
Corneal reflex M 4.0+0.0 4.0£0.0 4.010.0 4.0£00
F 4.0£0.0 4.0£0.0 4.0£0.0 4.0£0.0
Ipsilateral flexor reflex M 4.0£0.0 4.0£0.0 4.0+£0.0 4.0£0.0
P F 4.0£0.0 4.040.0 4.0£0.0 4.00.0
PREYER'S refl M Normal Normal Normal Normal
reflex F Normal Normal Normal Normal

Mean+S.E. M : male, F : female

Table 5 Spontaneous motor activity of F, rat of-
spring from mothers administered intrave-
nously with CLM from day 17 of pregnancy
to day 21 of postparturition

No. of offspring

Dose (mg/kg)l Sex tested counts/30min
Control M 20 51.0+ 5.8

F 20 119.8+11.3

M 20 53.3+ 7.2

6.25

F 20 89.3+ 7.0*

2.5 M 20 51.8+ 5.6

F 20 95.1+ 6.8

25.0 M 20 48.4£ 5.1

F 20 99.4+ 9.2

Mean+S.E.”M : male, F : female
Significant difference from control : * P<0. 05

Table 6 Rotarod test of F, rat offspring from mo-
thers administered intravenously with CLM
from day 17 of pregnancy to day 21 of

postparturition
No. of offspri Rotarod
Dose (mg/kg)| Sex °t e:t edpnng performance®

Control M 20 16/20
F 20 19/20
M 20 15/20
6.25 F 20 16/20
14/20

12.5 M 20
F 20 17/20
M 20 14/20
25.0 E 20 18/20

a) No.of offspring who can ride on the rod over
"2 min. /No. of offspring tested
M : male, F : female
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Table7 Conditioned avoidance response of Fy rat offspring from mothers administered intravenously
with CLM from day 17 of pregnancy to day 21 of postparturition

) No. of Avoidunce rate (%)
kg) | Sex | offspring

Dose (mg/kg tested 1st day 2nd day 3 rd day 4 th day
Cont l‘ M 20 24.5%11.9 28.0+13.2 29.0£18.0 29.5+10.6
ntro F 20 29.3% 8.2 30.8 9.1 32.1+ 8.3 41.6% 8.4
o5 M 20 26.0+ 7.2 82.5+10.1 81.5+£10.0 35.0+ 9.8

8 F 20 23.2% 9.1 28.4% 9.1 | 28.1+ 9.0 | 34.4% 9.4
25 M 20 22.5+ 1.3 23.5+ 1.1 25.0+ 1.5 26.5+ 3.5
12 F 20 17.5+ 4.8 26.6+ 7.1 28.1+ 5.6 29.7+ 6.9
2.0 M 20 18.8+ 5.3 27.2+ 8.7 27.8+ 9.3 27.2+ 9.6
' F 20 17.2+ 2.1 15.3+ 3.4 21.0+ 3.4 28.3+ 5.2

No. of Escape rate (%)
Dose (mg/kg) Sex | offspring

tested 1st day 2nd day 3 rd day 4 th day

Control M 20 29.1+£10.5 40.8+10.8 60.81+12. 4 49.6+£11.0
F 20 38.3+ 7.9 46.2+ 8.7 60.6+ 7.7 52.8+ 7.4

6.25 M 20 20-8+ 6.3 30.0+ 9.6 33.8+11. 4 35.8+10.3
F 20 27.4+£ 7.1 44.7H 8.6 61.4+ 7.8 43.3+ 8.6

25 M 20 29.1+ 8.1 43.2+10.6 61.8%+ 9.3 64.5+ 8.8
F 20 50.9% 6.9 64.7+ 5.9 70.3+ 7.7 64.4% 6.9

2.0 M 20 24.5+ 8.2 36.4%+ 8.8 43.2+£11.0 46.41+10.3
o F 20 46.0+ 9.0 58.6+ 83 70.0+ 6.9 61.6+ 6.5

Mean+S.E. M : male, F : female

Table 8 Water T-maze test of F, rat offspring from mothers administered intravenously with CLM
from day 17 of pregnancy to day 21 of postparturition

Dose No. of Time (sec)® Errors®
(mg/kg) Sex | offspring
tested 1st day 2nd day 3 rd day 1st day 2nd day 3 rd day
Control M 20 5.1+ 5.2 | 290.346.0| 22.9+3.2| 2.0+0.3 | 1.9+0.6 | 0.6+0.3
F 20 4.3+ 4.8 29.3+7.7| 25.7+4.5( 3.1£1.0 1.5+0.6 0.7+0.2
6.25 M 20 EO.Z:I: 4.5% | 22.2+4.1| 15.042.5| 1.2+0.3 0.7+£0.3 0.4%0.2
F 20 3.2+ 5.5 22.6+2.6 | 22.24+3.4 | 2.4%0.5 0.9£0.3 0.6%0.2
2.5 M 20 57.1+ 8.1* { 28.0+5.6 | 27.6%5.2 | 5.2+1.0% 2.1+0.9 1.9£0.5
F 20 42.0+ 8.2 26.0+7.3 | 24.1+4.6| 2.8+0.5 1.0+0-3 0.1+£0.3
25.0 M 20 32.2+ 4.8 16.44+3.0| 15.6+3.3 | 3.8+1.0 0.6+0.3 0.4+0.2
F 20 72.4+10.3*% 36.0+8.6 | 28.5+5.0| 5.9£1.2 2.1+£0.8*| 0.4+0.2

Mean4S.E. M : male, F : female

8

i t.ime or errors per animal per trial
Significant difference from control : * P<0,05, **<0.01
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£ 3 29992 ¢ Open fleld kI X VML - & &, M2HEOYs,
ElglB|em a~|oa|nw LA (G 6.25 mg/kg B SBOMES XU 12.5mg
glg|n|eo|ee|ee|ee kg B EREDUMETH T & AL TH I 1o,
NN EESHN, HBE, HREHN X CBREN
s bR EAEEAEE: HFREL & CLM S 58 L OMICHEEEB S i
N EA RS R e % (Table 9),

3 (6) &MESN

e Bl wl®©w|ww|~mn MR DT R 36 X UMERRIC I\ T, ROTREIRS
ARMEEEEIEELEE: BEBED 100% Thotco TR, HER, 12.5mg
§ El&|ldc|nn|nclas 2 XU 25 mg/kg WETECIX 100% RRL & 5, 6,25
& 2 T mg/kg HEHTIE, FXRDT 5 + 52 ABDLAE,
5|8 5l5283]53189 ERRI, WThORERS 95% LET, HBRNL
= i B R R U'#& CLM 58 L OMICH B ERBS b hich ok,
g |7t |ne|ne|ae THET » b R ERL IR TIE, ARIICIADRER
& S|oc|(ss|ss|aa 2R SHOMF (Fo) BROKE, BHEOMME
MR EIEE: RKY, MOLFMFHR, Hits X CRRERCH,
bl - i el Bl Halhall ol SHEBEL & CLM 55 L ORICHREREDHhih
FlE | m|ew|vm|em|en afco ¥z, AMRERVThORERCLBBHLAN
2 (55915 %12215¢ Brotco EFMFRIL, 12.5mg/kg R5RHHRRC
R A A Bl R A KL THRC S 5T XOM, BOLFMEHES
§ 25 mg/kg HEFHEEVC, HRBICHL THECEN,
£ Flog|es|ac|ss 72 (Table 11),

MR EEIEEAF R AEE. . =

22l lysaleglag| < Sodium colistin methanesulfonate (CLM) 0 6.25
ol ) M| MmO Nm

Vet zaiag) @ mommssz o
=] | OB B | S | D e , N ista v

" ) SIASESIAEIHEY| ¥ mmuvescsmmaarc 181EEA—HN
2| |~|BR|EB|BE g T ERMIRARS LT, (RS X CIEF~OBEK
g w |x ¥ :n' WTRNL %, -
§l |§|zs|aalaz|aa| & BRI L TIE, £l X CWHAIS, \Tholt
Sl 88| EHEE] Y smesecusRrEERemERsAT, ROA
£ .g N5 <6 (NS . b bhirhotce T, FEHEOKBS IVEAE
gl ]enlenl=olas] B b sERLECLM BERLOMCHERIEN,
: EFIEEIERIE HlEE Rtk ote FRIBOBETIY, RN, KK
Sl s s ns oSy AEFEESIUBRECE, NEREE CLM R5ERL
" o & OMCEEZ L, EFFONBRELVTROES
.| g o B b ED Itk o, SEFR XCEFRNL,
E1%EEIRRIQQ|RR|RR(EFF 6 25my/ke BEMcHLTHERRILRL THEE
z| 258 S8 g, R 21 B AOBEOMRTATE, 485
S 8 |EeEelzelmeldy  mrirERScRmR, BRARCOHRELS
& UE  CLM BB OMCARERRELREN T, LA
- og, ':‘g o . . § g 7236, 6.25mg/kg &sﬁoﬁmmmmm:r
21 29| 8§ | | | g |®° HREREM 57, LinL, & 6.25mg/kg BFHELR
el bR EFNRS X UL THRROETH
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Table 10 Reproductive ability of F, rat offspring from mothers adtmniutered intravenously with CLM
from day. 17 of pregnancy to day 21 of postparturition

- s No. °f1 No. °fl No. of Mating® Fertility®
mg ki ex animals animals pregnant
Dose (mg/ke) mated copulated nnirgnnls € &
M 45 45 100
1
Contro F 45 45 44 100 97.8
% M 40 40 100
6. F © 38 a7 95.0 o7.4
25 M 40 40 100
- F 40 40 40 100 100
M 40 40 100
25.0 .
F 40 40 38 100 95.0

») copulated/mated X100 M : male, F :female
b pregnant/copulated X 100

Table 11 Effect of CLM on F,; fetuses from F, offspring used for reproductive ability test

Dose (mg/kg) Control 6. 25 12.5 25.0
No. of pregnant animals 44 37 40 38
By e " Jying pregnancy ! 119.743.9 | 14.6x3.7 | 1157421 | 114729
No. of implantation sites 527 473 507 475
(MeantS.E.) (12.0£0.4) (12.5+0.4) (12.7£0.3) (12.8+0.5)
No. of live fetuses 502 443 495 443
(MeantS.E.) (11.2+0.5) (11.7£0.5) (12.4£0.3)* (11.9+0.7)
Wt. of live fetuses : M 5.32+0. 06 5.15+0.07 5.18+0.07 5.06+0. 07*
MeantS.E. (&) F 4.98+0.07 4.91+0.07 4.90+0. 07 4.8410.08
Sex ratio : M/F 276/226 224/219 251/246 239/204
No. of dead fetuses (%) 9D 0 2049 0
Implanted traces 1 (0.2 0 0 0
Early resorption 2 (0.4) 1 (0.2) 1002 3 (0.6)
No. of Late resorption 0 0 0 0
resorptions (%) | Placental remnants 20 (3.8) 16 (3.4) 7Q9 1 (0.2)
l Macerated fetuses 1 (0.2) 2 (0.4) 0 27 (5.7)
Total 24 (4.-6) 30 (6.3) 8 (1.6) 32 (6.7
No. of external malformation (%) 0/502%(0) 0/443(0) 0/495(0) 0/443(0)
Wt. of placentas : Mean+S. E. (g) 0.60+0.01 0.63+0.03 0.6210.01 0.63+0. 01

s No. of fetuses with malformation
No. of fetuses examined
Significant difference from control : * P<0.05

CIM ki 2MBLrEL IR\ Thbb, VWThD
Eb B RL oMcHEBARD bR, BEFROH
MYEL VA EnbEL T, L AERREMCHE
LbDLEX RSN LVTHS D, BWELRIFOIRE
CHiz, HEHYA UL TORERCALhI), HE
Hid CLM B50 L oM HEZIREDD h ik 2 -

M : male, F: female

tro ThbOZ Ehb, CLM OFEMHSIREME
IUBFORBICIBLALHE R IIES WS LA
uLfCo
FHEFIALTE, 2R 8 ESRCED I TORE
HiRs, WFhoRERC bBRIEFBERIBERESA
fetnotee ¥, £BXRICOREMNLE CLM 58 L
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OMITH BRI IE S, RHERLNAME & CLM &5
HRiiEHMOoMBERL, Wit CLM #xoKE
'imbc)hr&ﬁ‘ﬂfcc ﬁ*ﬁﬂ:oﬂﬁ‘mt. Eﬁ'un'
VINWRE, WISk, ARAQDNEL, MM TR X UMM
AT, SRBEL % CLM #58 L oM HEME
Dohiholcz thn, #IMMFD CLM D512
FEFOEKRN I BEEY S LIEE R\ LKL
o

FEFOTYHE X UMBRKTIZ, ThHE XVBRER
HEBCOVTRVWFhLERT, CIM 5 ks R
HREROhEhoto DM, HRERRS L UM -
PRENCR L T MMBEb SR, FhEENICR
LTh, REERRICHRS XU water T-maze KW
ERWT, #EitL4E CLM HEHLOMCHERIIR
Hh, open field Bz X 2 ML ORRBICE T H,
CIM 5B Bwbhlth ot £MEHORR
Tik, BHOTRRIIVWFhOHERD 100% T, #HiIck
WTH 95.0~100% *RLTso ¥, [EIRESD 95. 0~
100% %=L, CLM O4MEHHT5XMIEDHL
hriﬂ")to

AFRENBRICE\VTIERL R EOBRRTIX, 1ER
BT hoR SR PBIERES JUECHAIRRS
highotc, ¥, KM RF (Fo) ORKRTIX, BK
, HOAFRFGE, Kk I URNERCIZ, SR
HEECIMBENLOMcHEEZ YRS, HHRED
WFhOBERCLBdOLR K b 5 7o UL, 12.5
mg/kg WEHOEFRFERIHBRCHLBELTE R
%<, ¥ 25mglkg HEROMOLEFERFERIFE
CE» o1, LALLM, FOoVWFh 5ROl
Bz, FREEHEROEHTHSLBEbh%,

HED#ERMS, CLM 0 6.25mg, 12.5mg XU
25mg/kg #IFERT » F O FPERE XA & L
Th, ERBES XCHEFCHL TRALCEEYS X
XDt Bbh3,

] -]
Sodium colistin methanesulfonate (CLM) D4 Mz

NIETHBCRANT S AMT, NEMS X ANy
LW Wistar X2 5 &M\ T, CLM 6.25mg,
12.5mg 8 X Uf 25mg/kg OMRAREL X b iy,
DEDMMEI,

1. EMBEO—RER, KNI USRECHL T
17 22T B/ 3 YN

2. MR XURAMOMRIC R T, ERLIN,
HEFY, £7FK L7768, i, TEFK ¥
KKY, FHRE ICMAECHL CHEBYELT, ¥
ERFONBREDO BB L RBE i 5Tz,

3. FEFOREBIVREN - FeHL TESYE
XiEEed ot

4 FHEFOLEBROTHS XUVRARHBE, R
MR, S D, LRES, WlEs X CENES
THLT, BB XEShhok,

5. CLM ORENE I UBRAMEERKICKTS &
K&EFAL, 25mg/kg CHHLEXONS,

X "
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REPRODUCTION STUDIES OF SODIUM COLISTIN
METHANESULFONATE. III

Perinatal and Postnatal Study in Rats

Micumiko Tsujntany, Masakazu Ovama and Kivorake Kaboya
Department of Pharmacology, Kanagawa Dental College
(Director : Prof. Haruo ITdn)

Masaru Onuchr, Taro Sarron and Tomonor! MaTsuMoTo
Pharmacological Research Center,
Kayaku Antibiotic Research Co., Ltd.

Perinatal and postnatal study of sodium colistin methanesulfonate (CLM) was performed with Wistar
strain rats. The dams were given CLM intravenously at doses of 6.25mg, 12.5mg and 25 mg/kg
from day_17 of gestation to the 21 st day post partum.

Results were given as follows;

" 1. CLM did not affect general condition, maternal body weight and food consumption in the dams.

2. There was no significant difference between the CLM treated groups and the control group in
duration offpregnancy, number of newborns, number of liveborns, number of stillborns, sex ratie and
weight of liveborns at delivery. Moreover, no external malformations of liveborns were observed in
any_treated group.

3. CLM did not affect delivery rate or nursing rate.

4. CLM did not affect postnatal growth, development and differentiation in newborn rats.

5. CLM did not affect postnatal behavior, sensational reflex, spontaneous activity, nerve-muscle
ability, learning ability, emotional pattern and reproductive ability in newborn rats.

It:can be concluded that CLM does not influence the health of dams and postnatal development of
their offspring. In this study, the maximum non-effect dose of CLM was 25 mg/kg in rats.



