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Sodium colistin methanesulfonate (CLM) D~ Alc3sid 54K (5 3 #)
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Sodium colistin methanesulfonate (CLM) D%&&MHRO—EE LT, ERickT 5 HEYHR
HTHENT, REMS XCRBANE SRBY ICR-JCL B~ ¥ A% VT »%o CLM 1% 125,
250 35 X T 500 mg/kg %, {ELR 15 B2 B4 21 B ¥ TORGICERERBIRIELS X Ficls,

RIZBRBER LB,

1 ERBHEO—RE, AES IUEFRCH LT, CLM O8I XE»dbhliih o1,

2. EERER LURAMOBMBITI\ T, (EIRIR, AN, M, EREK SRR XU
WEREICH LT CLM OBEic<, FEFCATFONUREDIT 4L »bhih ot

3. FEFOMEBIURE - MLt LT, CLM Oz b bhith -1,

4. FEFOLEROTEHIF IUBERZ T, RElE BREHE, & - HED, HEk,
FEEN I X OCAEMECK LT, CLM ORI A L bhich -1,

HEDZ Edb, CLM %~y ADQFES X SAMCEE LABE, BB HELORED
FEFOEBRORE - HER LVTHR LI, BEALEEYRITEI VW ENERINT, ki
ARARIcET 5 CLM oRKEEARIZ 500 mg/kg THB LHEEII D,

Colistin (LA'F CL &%) i3, Gram BtEBEICH L
THVHEEAYA TS, polypeptide REMETH
50, Z% 61X, CL 0FMETH% sodium colistin
methanesulfonate (LA CLM EBg) O AR iz BiET
PEYRATAHAEHT=YAZA, F1HY itk T
TEIRRT 3 X IR SRR, £ 28Y KW THE
HRRERBRIZOVTHRE L, AETIE, <Y AR
$1} % AEMS L ORIAPR EAROERKIC OV THE
+%,

1. RBHHEGSIUFE

1 BREW

ERTHERA L CLM i3, £18Y SIUH 28 &
H—® & DT, Bacillus polymyxa var. colistinus O
REE LAGERR I aEREK (12,000 ¥Ei7/mg,
HERAMBEHR THb, FERACELTE, HEE
BEAERCERL, REEEYHELgY) 0.1ml L
LT, TREhTEREICAD X5 IHH LI,

2. FERBY

ERFME LT, 4% 4850 ICR-JCL R~
vA (AA7 V7)) ¥ABRTHAH L, 10~13 8%
ELIbOOHN D, —BIRMBD RIFR D D% BUE
L, HiESYEE 5 fobic, SO BRIRTRIC

L OB E LICKREEDOHEY, RRDOBEL SXI5D
HAETIH (B 17 i) REIE, BYERYALD
bDORIEROBOEWE LT, My —CRMEFSE
fAE Lic, B0 RE L, FHAES LOEBRMMY &
FLT, TXTEHER 23+1°C, B 55+5% OERER
BHTT -1 SN, FERS IURALM O b O
X, FHABERME (CA-1, BE7 V7)), XTOMlDD
DA ARG (CE-2, AXI7 V7)) ¥ 5 %,
AKEEDHACERI R,

3. BEE

BEEZ, THEUBIBRSERARD LAK RRAR
% 500mg/kg &L, LAFhAEY 250 mg/ke, RIEAR
B% 125mg/kg & Li, £DMxiBE LT, ABAE
B ERYRT 1

4. BEHks XUH5HE

oz, IFEISBALAME 21T, 10 1EE
H—ERzlic BBk & L,

5. BBRERRIVAE

1) B#HoOH%

£ EROERBGEE Y ThXh 20 L& L, {E4REM
higA—BREBYRE T L b, ESIVEER
PRE L1z, BEZVLTRE HRFRI R, SHEET R
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Hlds X OB RONE L UM L7180 000N 21
ENT{r e REFL I P b, REA 4 TR L, 1o Bk
INIRRZHB L, E6ITEIC OV TRERER L 5,
FREF AP TR E ML LT AL MU L

2) BLE{FORM, LB

S 22 I AR TR s S OVETE R IS L, S
IZO0TIRtEg), ABRERSIVIMREOHHE LD
N, AELRE L, SNGEICMW I, A4
Iz, 1ADDM Z ~ 4Rzl & D2 {TI%
e L7,

FEML &% 21 gECMWL, -OM—AIARY
BT, HR1E, EAOMR VoW
Hi, WBELE, BRBMZICOVWTHREL, SRLUEL
Too AR 21 BEICHEFLMALL, MAK MY
MELTHAL, 4tk 10 N¥CHENIEERYNEL
—BRELHVICHEOMM TR X VDM 0D\
THRE| Lo £% 10 PRSI, AMENRRD 2D
12, 1HY) 2>y RLTERL, TERS
DHROHVB X T 1

3) FEFOTHE LVIRERS

FEMFL, £ 21 BORILEFIC HaFrver 312 5
W4, FrKStEs XU ammonia # A iz5t35 Kt
YRELI,

FoOffl, £HOTH - BERKL LT, ERIEDE,
FEE - FHED), SN, FEENS L UEMBEDIZO
THRELT:, ARAMKIIEES THEY X, BE .
TES I EIICHEREY 5 X UHEAHREY X b, 7~84
SRR RE L1z, WL Open field 30z &
b, 4~5BNHICEREREIMI VT hFh 1
EF O RIFAHICEY, 3AMOREBEHYK, ZbHEMN
hE, HEEN REDK SHREES IOCBHYH
T35 TCOBBEYIE LI, ¥BEHIX, Water T-
maze AKR® ¥ L U Shuttle box &Yk b, 8~10 4
SR, ERSHEIMI VMETHhER 1 ERICO\WT
BE L, Water T-maze A B2, 1H1C4bh 58
fT% 4 BREER LTIy, BokBEM S BBy NE L
7co Shuttle box i3, 1H 1Y H 20 BiF¥ 4 HM
HiE LTy, EREKICEE S X U3 R E A 3
EBHZELICEHPRTRLI, InBRITHMIL 20 B& L
SUERBLELTTY— 2 5HMEL, OB
BEBEHLILWBEL, ERGRKE LTEIPH (130
V, 0.2mA) ¥ 58REx I, AMENIL, 4% 128
S, A—REFATAKRKEL#T T, i 1x1
T7BRRAES#, BYEROFELYREL TXREY
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ERIL, MKE, ATEMAR ECHTRS L URg
M LG ETMFIZOVWTIE, BRORYN, 45
BIVMRBENLLOCINE (LRAYRYL) AL
DURE LRI, DWTATEMFL 99% alcobol T
% L7eth, alizarinred S Rz & 2 RBABMEY
fPRL, REOREL IUAERORITIBYARLY:,
LD DRI WMAYRL Lichrnto b Di2, HizP-R
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1. BHIZRIFTER

1) —BER

IEiREs X UMW RN, SIMREEE X< CLM 8589
WIFhic ), #RCHBEREZARIAT, ECALL
EBBhichatz,

2) G#RTL

IERS LUMANMbO RS ROFHEEO %S
2, Fig.1 i2iL7s, {EMMAMh 125 mg/kg R5HO
AEMMEN, HBRIZHE L THECE) 125 B
WM\ Ti2 Bz B A bhic o1, 208
DEEBITETiz, #BRE CLM g5RLORKE
FENY B/ YN

3) Mk
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Fig.1 Mean body weight of pregnant micead-

ministered intravenously with CLM (during
gestational and postnatal period)
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Fig.2 Mean food consumption of pregnant
mice administered intravenously with CLM
(during gestational and postnatal period)
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Fig.2 o Lo CLM BEBZ\V-ThixBE L3
AROBEFEE %R L1

4) SERFTR

£ 5RO HREFFT Rz, Table 1 Z/RL7,

SESEIRARIE, NBREEE CLM 5B LOMIcER
EAbhich o1, X0, AFFH, £FFHES
Uiz oWTh, WBRE CLM f#5F L OMich
TR, EEFSIVEFFOMERED, TXT
OEREF A EDLNRIEI ST,

5) MEEIRAR

A EROMEMM RO RiL, Table 2 iTRL1,
WBE MO AR, £ 4BOFROMER ¥
Tz, WEhoRERCL A LBbhlh ot TOH
REFLER ¥ Tiz, BB XU 125 mg/kg HEHT 1A,
250 mg/kg 5B C8H, 500 mg/kg JEBHT4HA
LA, MEME CLM 5B LM RELIAL
BHhiho ., BIEOREOHRAMATIE, &R
RELEERBCRIEZRS, WREES LU RRC
LRBB L CLM 5B L oM AR Az A LD LR
Mot

2. FAEFCRIETES

1) —fER

St 70 B4ic\ 1o b ¥ TORBIMES, T
hOBREM b ERPEBERIBEIhich -7, &
TMESLBED S 70 BAT\ 7o B ¥ TOFEC R, Table
2iItR T X5, 500mg/kg HEHT2HARLDOLAN
KT, ToMoRERTRALRIEA -1,

2) (EHB

S S 70 Héic\ 7B ¥ TOTRHGEOHBIL,
Fig.3 wR L7, CLM #5-Bfiduit & LML I3T
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Table 1. Perinatal and postnatal observation of mice administered with CLM

Dose(mg/kg) Control 125 250 500
No. of mothers 20 20 20 20
No. of dead- mothers during 0 0 0 0
peri-and postnatal term -
Body weight gain of mothers during 27.510.69 | 25.21+0.68 27.910.86 27.5+0.83
pregnancy, ¢ =S. E.
Duration of gestation(day) 19.24+0.08 19.1£0.07 19.1£0.09 19.1£0.10
No: of implantation sites 238 221 233 245
(litter size) (11.940.36) | (11.1%0.60) | (11.7£0.32) | (12.3%0.56)
No. of new borns 235 203 227 231
(per litter) (11.8+0.40) | (10.2+0.44) | (11.4£0.30) | (11.6+0.56)
No. of stillborns 0 0 0 0
No. of live borns 235 203 227 231
(per litter) (11.840.40) | (10.24+0.44) | (11.4£0.30) | (11.6+0.56)
Sex ratio af birth 0.84 1.07 0.96 0.82
(male/female) (107/128) (105/98) (111/116) (104/127)
Delivery rate, % 98.7 91.9 97.4 94.3
No. of newborns with external 0 0 0 0

abnormalities

Mean tstandard error

a) : (No. of newborns at birth/No.of implantation sites) X100
Significant difference- from control : ¥P<0.05
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Table 2. Observation of postnatal development of mouse Fi offspring
T Doselm ) | Comtrol | 125 | T2 | sw
No. of mothers 20 | 20 20 20
No. of dead mothers during 0 i 0 0 0
lactation
Body weight-gain of mothers during 0.140.5 0.1£0.6 -0.4£0.6 —=0.1%0.4
lactation, « ¢S, E. 1
No. of live Fi offspring 235 . 203 227 231
(male/female), at birth (107/128) (105/98) (111/116) (104/127)
before selection 235(107/128) 203(105/98) | 227(111/116); 231(104/127)
postnatal  (per litter) (11.8 +0.40) [(10.2£0.44) {(11.4£0.30) |(11.6£0.5)
day 4 Viability (. 100 100 . 100 t 100
after sclection 160(80 '80) | 157(78/79)  160(80/80) | 160(80/80)
(per litter) (8.0£0.0) | (7.920.11) | (8.0£0.0) (8.0+0.0)
postnatal No. of live F1 offspring 159(80/79) | 156(77:79) | 152(75/77) | 156(78/18)
day 21 Viability(%) 99.4 i 99.4 | 95.0 97.5
postnatal No. of live F1 offspring 159(80.79) | 156(77/79) 152(75/77) | 155(78'11)
day 35 Viability(“.) 99.4 | 99.4 95.0 96.9
postnatal No. of live F1 offspring 159(80 79) 156(77.'79) ! 152(75'77) | 154(78/76)
day 56  Viability(%) 99.4 | 99.4 | 95.0 96.3
postnatadl No. of live F1 offspring 159(80/79) 156(77.79) ' 152(75 77) | 154(78/76)
day 70 Viability(%) _799.4 o ”_99.4 __“t_MQS.O_ B i96.3
Fig.3 Mean body weight of male and femal oSz 2, gL CLM 250 L oMIZHERL

Abkdbhichat, LHL, EMABsE:, CIME
LRz, MR L THEEIZR) -1,

4) TP IVMERRE

(1) BRmE

4tk 21 HADRRMEREDOK Rz, Tabled &7
T X5z, MWEMIZizs B X U CLM f5R0L
FThic L REIZAEDLNIH T2, 12, EARMS
XU ammonia # Aizit 5 RERE L, HABRSIT
CIM #5080+ RTizkWTEETH -1

(2) BRADE

BHEA iz X 5 A REGRMEOH F (2, Tabled
ICRT X 512, 125mg/kg £ 5 B0k TH BB ILE
LTHECMmMA RSN, FOMmoRSRTIIRE
BLOMCHEZRALEDLhh 10

(3) T - BN

@RI X D BT L7-ks Bz, Table 6 ioiT1)
12, 125mg/kg ¥ 5RO MR FHBBH H# L THEC
En - 1205, EOMORERTIIRBE L OMICHEE
A LB LR T,

EEEEC L ) WE Lok Rz, Table7 il
i, RBEE CLM B 5L ORicH BRI A LD
feirotio '

(4) 1Bk
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Table 3. Effect of CLM on postnatal differentiation of mouse F; offspring

Dose(mg/kg) Control 125 250 500
No. of litters 20 20 20 20
Separation of auricles

(week) 1.0+0.00 1.0+0.00 1.0+0.00 1.0£0.00
Eruption of lower incisors

(week) 1.0%£0.00 1.0£0.00 1.0£0.00 1.0£0.00
Appearance of abdominal hair

(week) 1.0+0.00 1.0£0.00 1.0£0.00 1.0£0.00
Separation of eyelids

(week) 2.0+0.00 2.010.00 2.0£0.00 2.0+0.02

Descent of testis

(week) 3.0+0.00 3.0+0.00 3.01+0.00 3.0%0.00
Opening of vagina

(week) 5.6x0.07 5.1+0.08** 5.1£0.06** 5.1+0.08**

Mean + standard error

Significant difference from control : ¥¥% P<o.01

Table 4. Effect of CLM on pain response us-

ing HAFFNER method

Dose Response
(mg/kg) (+) (-)
Control 156 0

125 155 0

250 155 0

500 155 0

Values are the number of offspring tested

Table 5. Effect of CLM on locomotor activity
using rotating dram method

Dose . Mean score(counts/sminutes)
(mg/kg) Male Female
Control 39.7+2.7 44.3%3.5

125 53.1+2.1**  54.6%2.8*

250 41.3%2.5 51.9+3.0

500 47.7+3.0 50.2+2.8

Mean +standard error
Significant difference from control : *P<(. 05,

Table 6. Effect of CLM on the inclined plane

test
Dose | . Degree of inclination
(mg/kg) Male Female
Control 44.120.4 44.8+0.4
125 42.9+0.3° 43.7+0.3*
250 44.210.4 43.9+0.4
500 43.4+0.4 43.8+0.4

Mean+standard error
Significant difference from control : * P<(.05

Open field 51z & h BIZ L Acks Rz, Table 8 (274

L5, b EshEHs X CXEBEEE 250mg/kg
BEROBETRY, HEEBUT 125 mg/kg HEBHOMH
RETHY, #Enx 250 mg/kg BEPDHECERL LA
ThABRLOMicEBCA LD, LA L, KE

* % P<0.01
Table 7. Effect of CLM on rotarod test
Dose | Probability(%) » .
(mg/kg) Male Female
Control 68 76
125 62 7
250 65 62
500 74 73

a) : Probability indicates the percentage when
animals tested can ride on the rod over1i
minutes

Rubber rod : 3 cm diameter, Rotation : ¢ rpm

B+ L OBEREBIZIL, WBEL CLM 58 L o
CEEBZEIAREDORILI 512
(5) ¥TEEN
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Table 8. Open field performance of mouse offapring(F:) at the 5th week "after birth from mo.

thers administered intravenously with CLM 9
No, of ; ating ) ion | Urinations’
m?gfligr Sex offspring Rearing*’ 'Ambulutnn Preening®’ | Defecation | Urination®!| Latency
examined | 1
Control ™M 20 11.2+1.7 |114.419.4 | 1.840.2 | 2.4£0.4 | 0.4%0.1 [ 38211
° F 20 7.1¢1.4 [ 9.0'8.6 [ 2.110.3 I 2,2+0.3 0.3+0.1 6.2+1.7
125 M 20 7.5+1.5 | 90.1+8.3| 1.00.1°°| 2.1£0.3 0.2:0.1 | 6.2+2.8
F 20 9.611.,6 {122.1+12,6( 1.310.1° [ 2.0%0.7 0.190.0 | 4.1+1.3
250 20 59+1.1°| 77.6+7.1°7 2.0+0.1 2.2120.4 0.6+£0.1 | 7.9£1.2
F 20 7.941.6 [101.2411.4] 2.5'0.2 | 2.3£0.3 | 0.3£0.1 | 7.74£2,0
500 M 20 8.9t1.7 | 97.9+6.9 | 1.710.1 2.9%0.5 0.3£0.1 | 4.9%1.3
F 20 9.9+0.5 {100.0110.1| 1.9t0.3 | 1.8+0.4 | 0.1£0.0 | 5.4%1.
Mean + standard error
a) : Mean number of times per offspring(F;) M : Male. F : Female

b) : Mean number of sections entered per offspring(F;)
c) : Mean time(second) per offspring(F,)
Significant difference from control : *P<(0.05, * * P<0.01

Table 9. Water T-maze performance of mouse offspring ;) at gth to 10th week after birth
from mothers administered intravenously with CLM

No. of Time(second)per No. of errors per
( rln)oi )| Sex offspring animal per trial animal per trial
g ke examined( )* First Last First Last
M 18( 2) 38.6t5.6 16.0+2.0 6.220.9 1.3+£0.3
Control
F 18( 2) 38.7+8.7 15.1+£2.6 7.0=1.5 1.4£0.3
125 M 18( 2) 52.4%+7.8 19.3+2 2.5 9.4%1.1 1.7z0.3
F 17( 3) 50.0+11.5 13.3£1.3 8.5=1.1 1.7x0.4
250 M 18(2) 44.3+6.1 13.9+1.7 7.3%1.0 1.3+0.2
F 20( 0) 41.4%5.9 13.2+2.1 6.6:0.9 1.9-0.4
500 M 19(1) 46.0£7.9 20.9+2.9 6.2=-1.0 1.8+0.5
F 17( 3) 59.5+19.0 16.8+3.1 8.3=1.2 2.3%0.5

Mean +standard error
a) : Number of animals in( ) is omitted from trials because they can not reach the goal within
5 minutes

M : Male,

F : Female

Water T-maze AR DL R, Table 9zt 1 AT &
B 20 ATOHEKREH L HBR T LI, B1RAT
Tit, EREBRRET .5 /7F0nAbhin, 8 20 RiT
TIREKEEE S LUBBHOB Y AR, ZhbDffl
i BRE CLM 5N EORMCARZEIRED LR

feh ot

Shuttle box ic X HHITE L7of5 R 12, Table 10 iz

Wt k5., 250mg/kg FEROMKED 4 B BOERE
Py, BOBEBEL OB 12, FOMiznERLCLM
B5BLIIFBROBEB Y L2
(6) 4£MEN
Mk D R R $e L VHELR 5212, Table 11 iRl
BOZRRIZ, FREMLEL 100% Th-1, BT
125 3 X Uf 250mg/kg #5862 100% % or Lo, AR
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» Table 10. Effect of CLM on conditioned avoidance response using the shuttle box method in mice

Dose q Avoidance(%) Escape(%)
(mg/kg) ex Day Day
1 2 3 4 1 2 3 4
M 0.9 5.0 10.9 14.1 35.7 68.5 72.5 75.5
Control | o 0.9 2.8 7.5 8.9 0.7 69.0 78.0 80.5
195 M 0.4 5.0 15.2 22.1 29.0 59.5 69.5 67.5
F 0.7 2.3 6.7 8.4 27.1 47.7 72.5 85.0
250 M 0.6 6.0 13.0 28.2 35.8 71.0 75.0 69.0
F 1.2 3.6 11.2 19.8 34.8 78.5 83.0 80.0
500 M 0.4 5.4 12.9 19.2 29,2 63.0 73.5 72.5
F 0 3.1 5.9 10.2 33.9 58.5 71.0 74.5

Results are the mean percentage values of avoidance and escape for 20 trials from 10 animals

M : Male, F : Female

Table 11. Effect of CLM on mating and fertility of mice
Dose | No.of animals | No. of animals | No. of pregnant Mating® Fertility®
(ng/ke)| examined copulated animals (%) (%)
Control M 4 M 44 M 100
F 44 F 43 42 F 98 98
125 M 46 M 46 M 100
F 46 F 46 44 F 100 96
M 46 M 46 M 100
250 F 46 F 46 45 F 100 98
M 46 M 46 M 100
500 F 46 F 45 44 F 98 98
a) : % copulated/mated M : Male, F :Female

b) : % pregnant/copulated

B3 LUt 500 mg/kg HEFHETIE, FEROBYL 14
Tontdbhtc, EERIT, BE, 250 & X T* 500
mg/kg 5B 98% ¥R L, 125mg/kg 5 TIZ90
Y% ThHoto

ZEERORFEEDR £1x, Tablel12 KRL1H
R RO GERMEL, 125mg/ke BEFHIHRE
B LTHRICED » 7oo HREEL, 125 35 XTF 500
mg/kg P E/H, 4R HL 500 mg/kg BEHNE
NRERAERIRED 1o BIVES, £FRFOEL £
ERFFES JUBRBRERSCE, R CLM 55
LOMICEBEZIA LD bR 2T

ABEEZ, % B ECRRBANS 16 (0.2%), 125
mg/kg BEHTRBEAE,N 26 (0.4%), AEHFIX

CRBMAE 16 (0.2%), 250mg/kg 5B TR~V
=7 R IVBRRANNE 16 (0.2%), AEUBIVE
WA & 24 (0.4%), 500mg/kg FHEHTRERI1
Bl (0.2%) ALdbLhts,

AR E L, SRER IV CLM #E#oWThizd
Lrtdbhiehots,

£ EBROBTHRAROBEELR L, Table 13 KRL1,
EREES IVERERIZ, NBHK XU CLM 53
DWFhizbAREbbhileh o1, LEDOETRB T
11, 125mg/kg 5B R\ THEHER LURKEOLEH
AiRtBREIC B L THEREIC S, 500mg/kg 5 TIX
BEDLEEI BRI o lco ZOMDIAIC I
Tit, MBEL CLM R LORCEREZRALDD
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Table 12. Effect of CLM on mouse F: fetuses
T T et e | s | e
i R S L. S
No. of pregnant animals 42 “ w | 45 “
Body weight gain during gestation(g¢) 28.8+0.64 | 26.8+£0.42 | 27.6+0.73 | 28.1+0.61
No. of implantation sites 519 580 w581 504 *
(litter size) (12.440.31) | (13,220.24) | (12.910.36) | (13.5£0.3)
No. of embryo resorptions
P’lacental remnant 23 34 24 33
Early resorption 4 6 3 2
Late resorption 1 0 1 2
Macerated embryo 1 4 8 6
Total(%) 29(5.6) 44(7.6) 36(6.2) 43(1.2)
No. of live fetuses(%) 490(94.4) 536(92.4) 544(93.6) 551(92.8) »
(per litter) (11,7£0.31) | (12.2£0.25) | (12.1£0.36) | (12.6£0.33)
Sex ratio 1.11 0.95 1.06 0.93
(male ‘female) (258,232) (261/275) (280/264) (265/286)
Mean body weight of live fetuses(g) 1.37+£0.008) 1.35+£0.005 1.33+0. 1.3210.008
Mean placental weight(g¢) 0.10+£0.001; 0.10£0.001, 0.10+0.001, 0.10£0.001
No. of fetuses with external 1(0.2)® 4(0.7)¥» 6(1.1)° 1(0.2)®
abnormalities(%)

Mean * standard error
a) : Open eyes (1)

b) : Open eyes (2), cleft palate (1), curved tail (1)

Signifficant difference from control : ¥P<0.05

c) : Encephalocele (1), open eyes (1), cleft palate (2), curved tail (2)

d) : Cleft palate (1)

hich o1,
1II. BEGSIUVER

Sodium colistin methanesulfonate (CLM) o 125,
250 ¥ XU 500 mg/kg feHUNTKIBE LT ABAKEH
%, 1320 Ch 5icn ICR-JCL F~ v ~DIEHR 15
264 21 BT, 1H 16888 —ERCKIk
HEE LT, [FHRERS IVHEEF~NOREEZOVLTHR
L

B2 LT, (EiRE X UBEREGS, W Tho
ERcsVTOHRcPBERIBRESI LY, ECAL
ALdhntehote, BEOHBIX, fF R MM 125
mg/kg HSHOGEMMBI AR HEZLTH Hic
Erotchs, B5EEOHEBLRL, WEPHEF IR
BLRERABOGE#BEYRL, EPEEOKMC LS
Lo LizBbhic, BEECI, B CLM &5
RLOMcERERXALDOR T, FRFORE
T3, ERNE, AFEFR AFEFGFES DU’
xBEEL CLM ¥ 5H L OMicEREEZLRL, REFS
ITUOEBEFOAEELTRTOREE A LD AL
Mot WEHEHOELHIL, HBELXSLTRTO
pER-ZLRIY, WNBEL CLMBERLOMCE
BEIZ LD, T, BIFDOBGOHRFET

i, AREREL:ERS ARz, HREESL
V- L xtBagE L CLM B 508 L ORI HERILA
EDdbhleh 1z,

FEMF LTI, SR#H TOHEIVISET
WFhOR SR LHERCHBERZARE h kb
2o FECHRIZIZ, KR CLM g5RLOMHE
i, PHGEOKBIZL, CLM Q5RigR:
LHBELIAROEBYRL, CLM fEobl
Lbdbhichote, B - HLD B T2, FMR
B UM, WEEE RIS X CRETROR
Wiz, xERE CLM 58 L OMcHRERALD
bhihots, UL, EMOBKICoVTiz CLME
ERA B O L CHEIC R » o2 s it ERR
HEADEYTHS L Bbh s, L£H%OTHS LURER
LTIz, MURM, EARS S X ammonia #AKH
THARRHMIERT, RRMEICHT 5 LEIALD
bLhichotz, FOMARE R L UE - HEC
#LTH, CLM 50BMzatbbhicnole
Open field iz X 2 MDA T2, LHEHIE
¥, KEBHY HHEENS X UM RE LKL
THEZYRTLONKESh i, &5&EORE
fed, FBEMHLTL, MEREL CLM #5RL
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Table 13. Skeletal examinations of mouse fetuses (Fz) from dams (F1) treated with CLM

Dose(mg/kg) Control 125 250 500
No. of litters examined 42 44 45 44
ﬁo o£ getuses exa}xlmr{)ed 489 536 544 551 .
o. of fetuses with abnormaliti a) b) ©) )
Varsationtss) ties(%) 4(0.8) 4(0.7) 3(0.6) 2(0.4)
Hyoid body Bipartite 6(1.2) 2(0.4) 150.2) 420.7)
Lumber rib (14th rib) 202(4 .3) 286(53.4) 134(24.6) 219(39.7)
Asymmetry 32(6.5) 45(8.4) 22(4.0) 55(10.0)
Sternebrae glpartlte 10(2 0) 10(1.9) %3 2. 4% g(l)g.’liGBQ)
ccessor: .
State of ossification(%) d 51(10-4) 76(14.2 113.1)

Ossified Odontoid process 416(85.1) 475(88. G)x 454(83.5; 436§79.l)
cervical Centra(1-7) 456(93.3) 524(97.8) 513594.3 506 91.8;
vertebrae Arches(1-7) 489(100) 536(100) 544(100) 550(99.8

Ossified sternebrae(1-6) 484(99.0) 535(99.8) 544(100) 549(99.6)

Av. no. of ossified metacarpal 4.0 4.0 4.0 4.0

meant$S. E. +0.00 +0.00 +0.00 10.00
Phalanges  Proximal 478(97.8) 526(98.1) 507(93.2) | 495(89.8)
in forepaw Middle 37(7.6) 31(5.8) 28(5.1) 29(5.3)
Distal 474(96 9) 518(96.6) 390(71 7) 509(92 4)
Av. no. of ossified metatarsal 5.0 5.0
meant$. E. +0 00 +0.00 +0.01 +0 01

Phalanges  Proximal 472(95.5) 513(95 7) 493(90.6) 476(86.4)

in hind paw Middle 14(2.8) 5(0.9) 7(1.3) 9(1.6)
Distal 490(95.2) 530(98.9) 503(92.5) | 514(83.3)

Av. no. of ossified caudal vertebrae 7.2 _— 6.9 *

mean*S. E. +0.08 +0.07 +0 08 +0.10

Tarsals Talus 77(15.6) 94(17.5) 81(14.9) 88(16.0)

Carcaneus 383(77.5) 444(82.8) 429(78.9) 407(73.9)

a) : Fusion of sternebrae (2),
b) : Fusion of sternebrae (3),
¢) : Fusion of sternebrae (3),
d) : Fusion of sternebrae (1),
Significant difference from control :

BlicEEZEzRL, WIFht CIM 50 EIALYD
bhichote, EHENOARTIE, BOZRRIWT
hoOHERL 100% T, iz -TH 98~100% ¥R L
foo EMIEER L BB 5B 96~98% WL, 4MERE
HiextToHEBL A EDLRILh >

SHEHRBR T, ERLICBGHEORE T, RN
FLThOREECLPEERS XUETHMILEDD
Richotons, GESMEN 125 mg/kg BEHTHE
B HE L TAHBCE » T, KPRFOBRETIE, &
IREES, SfERFOMN, SFRFGHEESIVUCKRBES
cit, ®BEL CLM 5 HLOMICEEERALDH
Ricirotodt, 125 3 LU 500 mg/kg 5 TIRER
AT E L, FoAFRARU 500 mg/kg B 5F
CHBIC S »T0 L L, WTFhbEEEEOHBI
k!, EREGEROESTH D, HMRFIL, REGH
7, %, BEME IO~ =T7OHBES IO
CLM iR TA LD LAY, RARLELS, BARE
EDREADO LD TH B, NBREIL, LWThoREH
bR EBdbRih ot BRROBAETIE, EBEN

fusion of the basioccipital bone and the cervical centrum (2)
fusion of the basioccipital bone and the cervical centrum (1) .

fusion of the basioccipital bone and the cervical -centrum (1)
#P<0.05 *¥P<0.01

KIVEBRERIL, LWThoREHbALDbhich
o teht, (EFORETRBTE T, 125mg/kg £ 55
THHES JUREDO LBV BECHE L THRECS
{, 500mg/kg HEHTILRHEVFRCIh - 123,
WFhi BRREORHADORETHS LBbh %,

LEoiER» 5, CLM 50 BLALESh IR
i, WFhoBERCEWTH AEHHAT, CLM
120, 250 35 X UF 500 mg/kg * BEME X ORI
5LTYh, [EERERICHEEFCH LT, AR
EYRIFEKWHDEBbh i,

] -}

Sodium colistin methanesulfonate (CLM) D4 JHic
RETREYRNTSENT, BEML IUBRANRS
RE#%, ICR-JCL %~v 2% [ \» T, CLM 125, 250
3 X O* 500 mg/kg DBIRARSIC L hiTiL, DE¥D
ERE B,

1. EERGo—KE #E EERCHLT ¥
Wratdohich o1,

2. SRSk LUBAMOBRECIWT, ERERE,
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REPRODUCTION STUDIES OF SODIUM COLISTIN

METHANESULFONATE (CLM) (IID)

PERINATAL

AND POSTNATAL STUDY IN MICE

Taro Sarrou, Micniniko Tsujitant, Masaru OnucHl

and TomonNor1 MaTsumoTo

Pharmacological Research Center, Kayaku Antibiotic Research Co., Ltd.

A perinatal and postnatal study on sodium colistin methanesulfonate (CLM) was carried out in ICR-
JCL mice. CLM was administered intravenously at dosage levels of 125, 250 and 500 mg/kg/day from

day 15 of gestation to day 21 after birth.
Results were obtained as follows ;

1. CLM did not affect general behavior, body weight and food consumption in pregnant mice.

2. There were no significant differences between the control group and the treated groups during
delivery and lactation in duration of pregnancy, number of liveborns, sex ratio, number of implanta-
tion sites, delivery rate and nursing rate. Moreover, no stillborn and external anomaly of liveborn

were observed in any treated group of delivery.

3. CLM did not affect postnatal growth, development and differentiation in newborn mice.

4. CLM did not affect sensory function of reflex, spontaneous act ivity, motor coordination, emotio-
nality, learning ability and reproductive ability in newborn mice.

It can te concluded that CLM, in this study, does not have any influence on the dams and postnatal
development of their offspring, and that maximum non-toxic level of CLM is 500 mg/kg in mice.



