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to 17 of pregnancy (fetus group)

(g)
4001

+— Control

— 6.25 mg/kg
“-=12.5 mg/kg
350F  ©-<25.0 mg/kg

Body weight

78 §1011121314151617 Pl
(days)
Fig.2 Mean body weight of female rats admini-
stered intravenously with CLM on days 7 to
17 of pregnancy (delivery group)

4007 (g)

0 4

_ 350 ya
£ G

4 P

z 7

= 300 e

Administration period
_—

78 01011121314151617 AT 7 1 2
Days of pregnancy Days after delivery

LERLGHEERIBZINT, RTALRDLALD
-0

2) H#EZ

KE Rz B0 5 RPBEFEEROFHEFER, &
CLM #-53% JURBRE LIFAROBERSY
KL (Fig. Do

¥, BROBEOWThoRERL, FEEMLE
ERBOER YR L Fig.2), £ LT, HRHARFO
GERMMNEE, KBFEEFCE T, MEH 97.1
g, 6.25mglkg ¥ 5 B 97.9g, 12.5mg/kg & 5 pid
87.8g, 25mglkg H5RE 88.1g TH b, HADKEIHC
BTIY, XFREE 116.8g, 6.25mg/kg # 5 110.6
g, 12.5mg/kg # 5 B 125.7g, 25mglkg A <
116.6g OWIMTH Y, AHONER LA CLM &5
Lo EEEIRD bl o715

3) EEE

KA FEE R 1T 2 RB R O PRI,
% CLM #5.5 LBE & b iAo EHEAZ R L

0 i



152 CHEMOTHERAPY FEB. 1981

Fig.3 Mean food consumption of pregnant rats
administered intravenously with CLM on days
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Table 1. Effect of CLM on fetuses from pregnant females administered intravenously

on days 7 to 17 of pregnancy

Dose (mg/kg) Control 6.25 125 25.0
No. of pregnant animals 20 20 20 20
Body wt. %?[gnd;rsi?}%(gegnamy: 97.1+4.1 97.9+4.3 87.8+3.7 88.1+37
No. of implantation sites 233 245 234 251
(Mean*=S.E) (11.7+0.6) (12.3+0.8) (11.4£0.6) (11.7£0.7)
No. of live fetuses 206 236 227 234
(Mean+S.E.) (10.3%0.6) (12.3+0.8) (11.4£0.6) (11.7+0.7)
Wt. of live fetuses: M 4.9+0.2 5.2%0.1 5.2+0.2 5.0+0.2
Mean£SE.(g) F 46+02 18+01 47%0.1 47402
Sex ratio: M/F 108/98 129/107 117/110 131/103
No. of dead fetuses(%) 1( 0.4) 0 0 0
Implanted traces 1( 0.4) 0 0 0
Early resorption 6( 2.6) 1( 0.4) 1( 0.4) 4( 1.6)
No. of ?;j;)rptions Late resorption 0 1( 0.4) 1( 0.4) 0
Placental remnants 15( 6.4) 8( 3.3) 3( 1.3) 10( 4.0)
Macerated fetuses 4 1.7) 0 2( 0.9) 3(12)
Total 26(11.2) 10( 4.1) 7( 3.0) 17( 6.8)
No. of external malformation(%) 0,135 (0) 0/162(0) 0/155(0) 0/146(0)
No. of internal malformation(%3) 0/759 (0) 0/84(0) 0/72(0) 0,/88(0)
Wt. of placentas: Mean+S.E.(g) 0.49£0.01 | 047+0.01 | 0.46+0.01 | 0.49+003

2) No. of fetuses with malformation
No. of fetuses examined

M : male, F:female
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Table 2 Effect of CLM on abnormal ossification in rat fetuses from pregnant females
administered intravenously on days 7 to 17 of pregnancy
Doses Control 6.25 mg/kg 12.5 mg/kg 25.0 mg/kg

Cervical rib 0@ 0.6 0 0
Lumbar rib 10.4 8.6 12.9 11.6
Fused rib 0 0 0 0
Accessory sternebra 0.7 0 0 0
Asymmetric sternebra 2 0 0 0 2.7

3 0 19 0 4.8

4 0.7 0 0 2.1

5 1.5 0.6 0 34

6 0 0 0 0
Asymmetric thoracic vertebra 0.7 19 1.3 0.7

@) abnormal ossification(%)

L1 (Fig.3)o ¥7c, HARSHEOTHIRERL, &£H
LLRBOEAER L7 (Fig. 4,
2. B LETRE
1) BARRERTR
£REHD, HRFFORT IR\ T, BFRY, £
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ERRDHLAT, TLABRERSIOCABRRETIV-TH
DEEFCHFED b eh -7 (Table 1),
2) BEUR
BREFOBEHROBEZRIL, £BEHET £
BFORILBER T 5 EFRFROEE TR LTS,
BREBRC ST 2 RENMBOEL IO, B LlF
DIFHHTH » fco BIIINBE S L U% CLM #55
L EoMBERIE 10% AS T, WMBBEL%4 CLM #
ERLOBMIEBEEIRD LRIt - 1o lEDOIERH
1Y, 25mglkg BEBFCMHOBET L HENTEIEDD
Chih, FOHBERIZ 2.1~4.8% ThH H GRRAENR
BRATEDLhB LD THB, F0fl, KaHeDIEXFA
ERERIC 1~3 I, BRhH 6.25mglkg HEBIC 1
B, BREBESEH BB 1 HIZ0 & h o (Table
) 2)0
LEOETRBICOVTL, BEE, &5 0EF,
BHE, BB, HEE, FREE BERIOTEKEOKE
COWTHE L, BELLERD FT, BEE, &
B DEE, B0 LS DO, AR
TiL, BRERL L 100% LBEVLENED LRI, L
nL, 25mgkg BEWT, WRERS L OEREOEE
FOMBRI BRI LTABCEL, {LEBEDH
AARGhE, FOMOMAIC TS, HBEE &
CLM #5380 A—@inc s 5{LERc 0 BRoh
B, WFhd B AED 2XED LR kot
(Table 3 %5 X 7° 4),

3. #H&EF F) ChLFToe

1) B REERTE

FRERIT B0 5 FERRIL, HBERSIV &
CLM #E5HLbic, \WThi 22 HTHEEIZEDDL
hith ot HEFR, £GFH £FFHERSIUH
iz, NBEE4 CLM HE5H oM FEE X It
$, ABEFOAVEE I L TORSFHEDLRLL -
foo FEEEFFEE, MBEET6H (5.2%), 6.25mglke
BEBCS5H (3.9%), 12.5mg/kg BHEFHTSH (7.5
%), 25mglkg #EHTEHI (7.1%) BdLRID, X
BEE L 4 CLM 55 L ORI FEZIRD bR LD
ot St 21 B BORMEDOEIRATR TIL, &&5H
L EERRI BRI DD bR T, BRERIC
12, WBREEE CLM #EHLOMCARERRD DR
Fednotoht, AR 25 mglkeg GRS BRI LB
LTEBI{ED » 7= (Table 5),

2) BHOEERE

BB hoREC R T, FREHELITACHARR
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BEBIHBE L IFREo #inEnE = L (Fig.
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BRBEOBEE TS -1 (Fig. 4o LT, MBHT
4f, 6.25mglkg B EBETT P, 12.5mg/kg BHEHT
6 I, 25mglkg WEHEBET 19 IRH LR, FHCHT D
WERI, BB 96.3%, 6.25mg/kg 58 94.3%,
12. 5 mg/kg 58 93.5% T, WEH L OMTHEEX
=00b b e » 1ot 25 mglkg # 5B 81.7% THEL
PhT R L TR BB EAMET L1 (Table 6)0 #iE
FoOTHGEORBIL, #RERIMEH - ThbIRIER
BofERnE R Lz (Fig.5 XU 6)
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Table 3 Effect of CLM on fetal ossification in rats administered
intravenously on days 7 to 17 of pregnancy (1)
Dose (mg/kg) Control 6.25 12.5 25.0
Occipital
}gasioccipital 100% 100 100 100
Exoccipital 100 100 100 100
Interparietal 100 100 100 100
Supraoccipital 100 100 100 100
Hyoid body 100 100 100 100
Palatine 100 100 100 100
Vertebrae
Cervical
Centrum of X
odontoid process 71.1 75.5 64.5 41.1
Centr 1 98.5 99.4 94.8 97.9
2 52.6 51.2 49.7 37.7
3 73.3 74.1 70.3 54.8
4 74.6 77.8 76.8 69.6
5 91.1 92.0 85.2 78.1
6 92.6 914 89.0 80.1
7 100 100 92.3 91.8
Ar hes 1-7 100 100 98.7 99.3
Thoracic
Centra
& 1—13 100 100 100 100
Arches
Lumbar
Centra
& 1—6 100 100 100 100
Arches
Sacral
Centra
& 1—4 100 100 100 100
Arches
Caudal
Centra 1 100 100 100 100
2 100 100 100 100
3 100 100 99.4 100
4 97.8 99.4 98.7 99.3
5 91.9 88.3 89.7 91.1
6 63.7 64.2 66.5 54.8
7 35.6 29.6 335 39.0
8 17.0 8.6 10.3 14.4
9 11.3 2.5 1.9 9.6
10 3.7 0.6 0.6 4.1
11 1.5 0 0 2.1
o 12 0 0 0 0.7
Epiphysis 1 99.3 99.4 100 99.3
2 95.6 95.7 95.5 98.6
3 68.1 64.8 70.3 54.1
4 0 0 0 2.1

Significant difference from control: 3% P < 0.01

@ ossification rate(%)

TIXRD BRI - 7edd, 6.25mglkg FERETS ),
25mglkg BEFETIX 15 FIRD Hh, £FRT 25 mg/
kg BEFEH BRI Bl LT A {ED » 7o (Table
)0 Eic, EFOTFHGBEOHBIL, % CLM 53T
MEHEE LSRR L IIERBROHEB 2R Lie (Fig.5 & X
D 6)o —RHERIZOVT D, & ICBHIITD b fe b
270 HREGHOLFAEFDORHKE « MLORRBIT I\ T,
TNBAR, ERBE CIRATH, RIEBIZ, KM T
L OB RS L, $HBEE L & CLM % 53 & o5z
BFEEIREDORILA » 7 (Table 7),

O FEF F) OFEE X OHERE

(1) 7% X ORI SHshe

&% 21 B BOTHE X ORISR HESEREORR
Wbk, BEC XAMERM Bazons, ARl
o), EBRIG, 85, B4R, AERS, RAUESK
e 5N Preyer REFDWFhici\WTh, HBES
LU% CLM 85I REEED bhih ot
(Table 8),

(2) BRIMHR:

Mz Skic X 5 ARTHENEOMKE, XBHLE
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Table 4 Effect of CLM on fetal ossification in rats administered
intravenously on days 7 to 17 of pregnancy (2)
Dose (mg/kg) Control 6.25 12,5 25.0
Ribs 100% 100 100 100
Sternum
Sternebra 1 100 100 100 100
2 99.3 99.4 100 100
3 100 100 100 100
4 100 100 100 100
5 97.8 97.5 100 95.2
6 99.3 99.4 100 99.3
Metacarpals
Diaphysis 2—4 100 100 100 100
5 98.5 99.4 95.5 98.6
Phalanges of forepaw
Distal diaphysis 1 73.3 64.8 67.1 65.1
2 99.3 98.1 98.7 97.3
3 100 100 100 100
4 99.3 98.7 994 98.6
5 86.7 87.7 86.5 82.9
Proximal diaphysis 2 82.2 80.2 70.3 71.2
3 97.8 95.1 96.1 93.8
4 96.3 92.0 94.8 91.8
5 72.6 69.1 62.6 62.3
Tarsals
Carcaneus
Main center 11.8 111 12.3 11.6
Metatarsals
Diaphysis 1 76.3 84.0 76.1 68.5
2—4 100 100 95.5 96.6
5 99.3 98.8 91.0 93.8
Phalanges of hindpaw
Distal diaphysis 1 76.3 79.0 76.8 74.7
2 91.9 93.2 91.0 87.7
3 95.5 97.5 91.6 91.8
4 97.3 96.3 91.6 89.7
5 80.7 82.1 83.2 78.7
Proximal diaphysis 2 415 23.3 27.1 21.6%
3 58.5 55.6 58.7 43.8
4 52.6 48.8 52.3 37.7 H
5 30.4 19.9 20.3 10.5

Significant difference from control: *P<0.05, P<0.01

@) ossification rate(%)

CLM #5B L ORI BEEEITITRD bhich - fo(Table
9o

(3) 7% - fHRES

BRI & ) RIE LR, NBHEE& CLM 5
BLOMAEEERTD bhioh -t (Table 10),

(4) %T#hH

SEERRIGARIC ST, BEBRCOVWTUIVTH
DUERIINTD, WREELAL CLM BE55 L ORI
FREEIRDOhAD ol BRI DWTE, 12.5
mgkg BEFO #ME 1 BB AREIEL, HEMNE2
BEEEREL, 25mg/kg BEHOHNFE1HES
LU 2 B Bt BB L L TR BB » 1odd, 58
4HBRIIWThoBREECS W TLERIRLRILI -
7z (Table 11),

Water T-maze RRDOFEEY, RAEHDES KT H
OFFERR & EIBTR L (Table 12), #iick T,
12.5mglkg ¥ 5EOE 2 B B XV 25 mglkg H5H
o1 B BEOREREC, B EORICAEREN DD
HReAt, FOMCIXMERE L b X BEEL & CLM & 55
Lo EEERRED bhith ot i, HEEWTH
L4 3 B ECIFTERE LSRR R R bR,

(5) fE#EHE

Open field ¥ic & b #128 Lic f58, b Eh EE
25 mg/kg WHEEORKOS 1 A BN, KEBDEL
12.5mg/kg HEBOMOE 1 AETHEM HE2EAT
W, wEENE 12.5mg/kg HEHOUDHE1BET
e, BigEEFLE 12.5me/kg BEHOMDE2HET
#ahn, HERESE 25 mglkg BEFO HEO #2HE T



Table 5 Observation of newborn rats from mothers administered intravenously
with CLM on days 7 to 17 of pregnancy
Dose (mg/kg) Control 6.25 125 %50
No of mothers (Death)® 9(0) 11(0) 90) 90)
Duration of pregnancy:
Meanz .E.(cLys) 22,0100 220100 220100 220400
Body wt. gain duri regnancy:
l\%enn :tS.E.ixf 116.8+3.0 1106176 125.7+6.9 1166160
No.of implantation sites 122 140 112 138
(MeantSE) (13.6£0.6) (12.7£1.2) (12.4£0.9) (138+08
No.of newborns 115 128 106 112
(MeantS.E.) (12.8+0.4) (11.6x£1.1) (11.8+£0.8) (12.4£0.7)
No. of stillborns(%¢) 6(5.2) 5(3.9) 8(7.5) 8(1.1)
No. of live born 109 123 98 104
(MeantS.E.) (12.1£0.4) (11.1£1.0) (10.9+0.8) (11.6£11)
Wt. of liveborns M 5.5%0.1 5.7+£0.2 5.7%0.3 58402
MeanS.E. F 5.3+0.1 53402 53+03 54402
Sex ratio: M/F 59/50 69/54 45/53 41/63
Delivery rate: 9°®’ 94.3 91.4 94.6 812k
No. of liveborns with external
malformation 0 0 0 0
*) Death before delivery M : male F:female
®) No. of newborns at birth %100
No. of implantations
Significant difference from control: % P<0.05
Table 6 Postnatal observation of F, rat offspring from mothers administered
intravenously with CLM on days 7 to 17 of pregnancy
Dose (mg/kg) Control 6.25 125 25.0
No. of mothers 9 11 9 11
No. of dead mothers
during lactation 0 0 0 0
at birth 109(59/50) 123(69/54) 98(45/53) 104(41/63) -
7th day 105(57/48) 121(68/53) 93(43/50) 92(36
) 14th day 105(57/48) 118(66/52) 92(42/50) 87(33/54)
No of live 21st day 105(57/48) 116(56/50) 92(42/50) 31
offspring 28th day 105(57/48) 111(56/50 92(42/50) 77(29/
(M/F) 35th day 105(57/48) 111(56/50 92(42/50) 71(26/
42nd day 105(57/48) 111(56/50) 92(42/50) 70(26/44)
48th day 105(57/48) 111(56/50) 92(42/50) 70(26/44)
56th day 105(57/48) 111(56/50) 92(42/50) 70(26/44) .
Nursing rate: % 96.3 94.3 93.9 81.7%%
Survival rate:% 100 95.7 100 824

®) No.of offspring at 21st day
No. of offspring at birth X100

®) No.of offspring at 56th day %100
No.of offspring at 21st day

Significant difference from control: »*% P<0.01

M : male, F:female
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Table 7 Postnatal differentiation of F, rat offspring from mothers
administered intravenously with CLM on lé’ays 7 to 17 of pregnancy
Dose (mg/kg) Control 6.25 125 25.0
Separation of auricles at Tthday | 105/105% (100) [ 121/121(100) 93/93(100) 92/92(100)
Appearance of abdominal hair:at l4thday | 105/105(100) 118/118(100) 92/92(100) 87/87(100)
Eruption of incisors at Mthday | 101/105(96.2) 110/118(93.2) 88/92(95.7) 84/87(96.6)
Separation of eye-lids at2stday | 105/105(100) 116/116(100) 92/92(100) 85/85(100)
Decent of testis at 28th day 57/57 (100) 56/56 (100) 42/42(100) 29/29(100)
Opening of vagina at 42nd day 47/48 (97.9) 50/50 (100) 49/50(98.0) 42/44(95.5)

®) No.of offspring completed
No. of offspring examined

()%

Fig.5 Mean body weight of male F; rat offspring
from mothers administered intravenously with
CLM on days 7 to 17 of pregnancy
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#HmH, FhTh fABRELOM FEEN BH LA
(Table 13),

(6) 4REEN

BgEDOZRR R L UERERC BT, EOXRERILE
BEREL 1009 ZRLEN, BTIRBRSIV 25
mglkg FEBTRLREN £ 1572 BHOhic, HER
i, #ERL 84.2% THotcoOrHL, £CLM#
ERCIL 94.7~100% % 7R Lico NEB WX HB LIk
BT, ARNCRASREIRDLhish 1o
(Table 14),

¥, BREROKT (F) BROKR, BEEOH
i, ERY S£FREFE Hk JURBEREC,
HEHLL CLM 5B L oM AFEXZIR D Hhinn
ate MBREZ VTho 5L BDHOhich
Too &HPARMHGE, 25mgke HSTEOMERD B
RELTHEBCE, RINESIL 12.5mg/kg 5 H#2

Fig.6 Mean body weight of female F, rat offspring
from mothers administered intravenously with
CLM on days 7 to 17 of pregnancy
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HRIZSb - foo FUBFHE, NBHES XU 6.25mg/
kg HERTERBA LA -, 12.5mglkg 55
T44 (1.8%), 25mglkg HEHT14 (0.5%) 2R
» b6tz (Table 15),
* ®

Sodium colistin methanesulfonate (CLM) D4z
B IFTHEYRNT5 ENT, REURMARFRARY
fite o7 CLM 6.25mg, 12.5mg x XU 25mglkg
BOURNBELE LTEEREKY, 15 30 EhbHkd
Wistar R 5 » FOMER7 B H 17 BET 11 HH,
1 H 1 B4 B —ERAICBIRE S LT, KHkFs X
U HEF~OKECOWTRE L,

B LT, EREEE G ThoRERE VT
LRRAHBERIREILT, ETALBDORRL
ot ¥, PHEEOHBS IUEARCDL, WREF
L4 CLM #EHLOMIARZRBD LRIk >

KERFOBE T, FRE EFREFN £HRF
fhE, di FECRAR, RREHSIURRERC
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e
Table 8 IRWIN's test and PREYER's reflex of F, rat offspring from mothers
administered intravenously with CLM on days nfrgz” of pregnancy
Dose (mg/kg) Sex Control 6.25 12,5 250
No. of offspring examined %4 % % g(z, g}
IRWIN'S test Alerthness M 4.0£0.0 4.0+0.0 4.0£0.0 4.0+00
aahee |G| e ) ) e G
X X X X A X 0400
e B goaes | gases | daxsd | dosoe
. X , X X X X 0400
et s 5| 038 | 9ssme | ogxes | omse
X | X X X X 40100
o E | baae | gsstn | ges00 | doses
, , X . X X X 0%00
o s N[ e | gbemp | de=0p | dosee
. X , X 0£0. 0100
ot b dn | mEmE | | uee
X X X X 010, 40+00
. E | dbsae | 4beop | dexe | doam
. X X X X . 40400
Ipsilateral flexor reflex | p 40£0.0 4000 4000 14000
, M Normal Normal Normal Normal
PREYER's reflex F Normal Normal Normal Normal
MeantS.E. M :male, F:female
. .
Table 9 Spontaneous motor activity of F, rat offspririg from mothers administered
intravenously with CLM on days 7 to 17 of pregnancy
Dose (mg/kg) o Sex No. of offspring tested counts/30 min
M 70.2:17.0
Control F %8 124.0+21.0
M 10 89.0+15.7
625 F 10 122.2+199
" M 10 88.3+14.1
12.5 F 10 129.7+172
M 10 i 766+ 7.1
250 F (10 140.6+27.0
MeanzSE. o ' M : male, F : female

Table 10 Rotarod test of F, rat offspring from mothers administered
intravenously with CLM on days 7 to 17 of pregnancy

Dose (mg/kg) Sex No. of offspring tested | Rotarod mﬁow?»
Control llf./l {8 1(7)7%8
y 1 e
¥ L o
— . 250 M 10 R

%) No of offspring who can ride on the rod over 2 min/ No. of offspring tested
M : male, F:female
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Table 11 Conditioned avoidance response of F, rat offspring from mothers administered
intravenously with CLM on days 7 to 17 of pregmancy
No of Avoidance rate(%) Escape rate(9%)
Dose | sex | offspring
(mg/ke tested | lst day | 2nd day | 3rd day | 4th day | lst day | 2nd day | 3rd day | 4th day
1 M 10 14.0+£55 |23.3+ 7.1(25.7+ 7.8/27.0+ 8.4/51.0+ 8.2|53.0+ 7.9/54.3+ 8.1{59.0+ 7.8
Contro F 10 19.5+5.8 [24.0+10.0({29.4+13.4/30.5+12.0|23.0+ 7.2|{25.0+ 9.0{38.0+ 9.2({40.0t 7.4
6.25 M 10 18.3+5.7 [18.3+ 8.7/20.8+ 6.1/22.5+10.5/43.3+13.8(43.3+14.7/43.3+14.3({45.0£13.0
: F 10 13.0+4.9 |15.5+ 7.3{18.0+ 6.6{31.4+ 2.0|24.5+ 4.8|37.0+ 82(385% 8.0|157.5+ 9.1
»
s | M| 10 |179+57 200+ 562762 681283+ 70/314x 5738F Dllap1x 75467+ 84
- F 10 145+6.3 |16.0+ 6.3{16.0+ 1.5{21.0%+ 6.2(245+ 8.7 535+ 7.2 55.5+ 5.9/59.0+ 5.5
T l
25.0 M 10 14.0+3.1 [209+ 4.8(21.8+ 5.4[22.3+ 4.8(/26.4+9.6 |32.3+ 9.0{37.3+10.6(40.9+10.3
. F 10 13.7£2.7 |22.7+ 59(23.7+ 8.4(30.0+ 8.0/23.5+8.1 {27.3+ 5.9|40.7+ 6.1{53.5% 6.9
Mean+S.E. M : male, F:female

Significant difference from control: * P<0.05, %% P<0.01

Table 12 Water T-maze test of F, rat offspring from mothers administered
b intravenously with CLM,on days 7 to 17 of pregnancy - g4, -

No. of Time (sec,)® Errors®’. _
g |1 %X | afleping .
tested 1st day .| 2nd day 3rd day 1st day 2nd day 3rd day
“‘033&81' - M 10 335+79 | 259+4.0 | 233+34 | 2.7+08 0.5+0.3 01401
o F 10 214+44 | 189+26 | 169+23 | 20+0.8 16+03 | 05%0.2
-"6—2-{ - M 10 416+9.1 | 243+33 | 23.7+4.1 | 24+0.7 15105 04401
F 10 218+41 | 206+40 | 176+48 | 3.2%16 0.810.4 0.9+0.3
"'125 M 10 315+55 | 30.8+34 | 25.8+38 | 2.0+0.5 11+03 | 07402 °
- F 10 351481 | 336+85% 199+29 | 1.9+10 14+06 | 0403
9.0 M 10 43.1+100 | 37.7+57 | 30.2+52 | 23%10 23110 0.6+0.2
- F 10 457+30%% 166+23 | 148+26 | 19+0.7 1.1£05 1.0+06
Mean:tSTE. M :male, F:female

%) Time or errors per animal per trial

Significant difference from control : ¥P<0.05, *%*P<0.01

iz, WRHL CIM #5048 L oM EREIREDL
h, MBRESIVARREL W ThoREFICLE
Bhhlh ot BRROBEIEI T, £ CLM 5
BB L CREE E LB O B R —FER Vb D
THolcht, HBHCHZEABEOHEA,LBD LN,

HBRELE CLM 5B LOMEREELBDbhich
afet ek, CLM oftshis { B OB 2 HR
THLDTIR RV Be ¥h, i EMBES
i, Bl XUBEOIERTRL, RS IUE CLM
BERCERIhD, FOHBERIV-ThI BREE
HEERKEEh5 DT, CLM #5cXbhbo
RECALBRINSD LizEL ORIV {LRDOETR

BicoWTiE, HBRE I U4 CLM #1551 L iR
B, $EoXMRs X OBEOK 2 AN EVERRY
RL, &<k 25mg/kg H#EROWMRRIE I X UHRED
AHFOLERL N BRI B LTE {LEEELRRED
bihic, TOBBEEMBOLEEER 5 1MOCHRE
Li- MRS X OEIRDBRSAR] msWTLBD
bh, CLM #4 L OBEMN TR I TOMDOR
fric s\ Tit, WBRHLE CLM 5ERLOMH{LEXR
DEZED LRI - 7=nd, CLM o5 ROMnft
T, {LERDTNAENGEE LTV EREEDL
h5X5ThoTo
—75, BOLRRERE T, EIREM, HEFK,
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Table 13 Open field test of F, rat offspring from mothers administered intravenously with
CEeM on days 7 to 17 of pregnancy

Dose No. of Rearing Ambulation Preening Defecation Urination ,
ff «

(mg/kg) Sex ?«:&ﬁm lst day | 2nd day | lst day | 2nd day | lst day 2nd day | 1st day | 2nd day|1st day|2nd day
M 4408 | 36379 | 23355 | 09404 | 06£03 | 2406 | 274080201 | 02401

Control | F }8 18(2&?2 %ilg 300%80 | 54406 | 1905 | 21204 | 06204 | 04202 | 00200 | 02201
3411 | 35£09 | 455470 | 301469 | 20403 | 12203 | 22404 | 1320405201 |05+02

625 | M 0 SIS S Gaotia | 416173 | 35£06 | 23105 | 14206 | 06£04 | 0020 [01£01

"
208+38 | 164£35 24205 | 0s 102 |04

125 | M| 10 | 57+10| 19%07 39406 | 10£04 | 13204 05 | 05002 | 0401
Fo| 10 | 34204 48209 | pou b | g4 | 28504 | 18205 | 09203 ] 7405|0000 | 03201

» 1

0418 | 23406 | 491487 | 200443 | 14205 | 10403 | 12404 | 17405 | 0502 | 0510

50 | M 10 133%13 100£17 | 34387 | 712472 | 1606 | 26406 | 0220.1 [ 0303 | 00200 | 0301

Mean+S.E. M : male, F:female
Significant difference from control: *P<0.05, P<0.01

Table 14 Reproductive ability of F; rat offspring from mothers administered
intravenously with CLM on days 7 to 17 of pregnancy

Dose No. of animals |No. of animals |No. of pregnant Mating®’ Fertility®

(mg/kg) Sex mated copulated animals %) )
M 20 20 100

Control F 20 20 16 950 842
M 20 20 100

6.25 F 20 20 19 100 950
125 M 20 20 100

- F 20 20 20 100 100
M 20 20 100

25.0 F 20 19 18 100 947

) copulated/mated x 100
b) nraonant/cooulated x 100

LR, SEFE s XUOREFRCE, SR
BL& CLMBERLOMERERL, ¥&HFF
DAHEK b WThoBRERCLBDHAY, CLM &
S0MEIRD LRI - o HRBEBICIINBIEA
CLM # 5Bt L ORI EEIL /e h - 7ohs, 25 mglkg #
ERONBRINBHCHBE L TERCE o7 &D
FRiz, CLM #5cPELTW5L3EXHbRSA,
—%, BEREE L OCICRINER S HBCE LTSV
HTHBEMS Livisls, Lo Lichis, CLM 25mg/kg
WENEOBRNY AEIRDL D EIELITL VY, I5¥
e bi¥, KPRFOBETIHERECHT5 RINEH L,
MBEEL D TE->TVEMLTH B,

WELMG, FRERLLBEORTAIZLS, B

M : male, F female

EOHB S XUERGR LB L% CLM #4550
Pic it BHhied -1 ETFRIZ, 25mgkg BF
BHMLEL, MERIINEE, 6.25mg $IT RS
mglkg 5T 93.9~96.3% %R Li-A, 25mgke
BERL 81.7% THECE > FHEFOHKEES
iz, HBRE%& CLM g55 L ol A SRR
CLM # 50K BiIB»Lhitd o1,

FAEFORE - MEOBEIC I\ T, HEHIALE
F3 ¥ COVHBEOHEBIL, NEBRLECLME5R
LOMEERRLRY, —HRBILREIBDOAE
Bt UL, 4tk 8 MEBOLEERIL, 25mgle
BB 5\ TR BB o L TR R D 1o B
B, WSE4, SR, RIRY, HETRsIVE
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Table 15 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 16 19 20 18
Body wt. gain during pregnancy
Mean+S.E.(g) 108.3+5.7 96.7+6.6 106.3+3.6 114.2+6.4
No. of implantaoon sites 211 228 257 231
(MeantS.E) (13.210.5) (12.0+0.7) (12.9+0.5) (12.8+0.7)
No. of live fetuses 201 212 220 209
(Mean+S.E) (12.6+0.7) (11.2+0.8) (11.010.8) (11.610.1)
Wt. of live fetuses: M 5.0+0.1 5.2+0.1 5.210.1 5.4+0.1%
Mean:SE.(g) F 45202 48201 4920.1 5.0£0.1%
Sex ratio : M/F 106/95 114/98 106/114 108/101
No. of dead fetuses(94) 0 0 4(1.8) 1(0.5)
Implanted traces 0 0 0 0
E{ly r&sor;t)l!:ion 3(1.4) ;gg; ggg; 11(61.8)
. e resorption . .
No. of resorptions (%) | placental reminants 5(2.4) 8(35) 15(5.8) 8(3.5)
Macerated fetuses 2(0.9) 1(0.4) 8 (3.1) 2(0.9)
Total 10(4.7) 16(7.0) 33(12.8) * 21(9.1)
No. of external malformation(9) 0/201*’ (0) 0/212(0) 0/220(0) 0/209(0)
Wt. of placentas : Mean+S.E.(g) 0.56+0.02 0.601+0.02 0.62+0.02 0.64+0.03 v

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

By, NEREA CLM 582 oMcEEX
BEDOREVWLDTH 1 Thbd, Z0CLM25
mg/kg HEBO MERE LU EHRO KT, &P
FEFO—BER, GEHBIRITREN VT b #
HoTRES OTH Y, BREMHBROTESRLIEX LA
%0
FEFOEBOTES XUBERE T, THHIT
RERSHBECOWCIIVWThIEHT, CLM 50
BERZDLhicholc, £0f, BRESES X0
B -HEHcH LTOEEIRDLhT, ¥TEIH
LTd, &HEERGAKRS XU water T-maze 3B
DWTFhizs\WTIRBR L4 CLM 5K L oMicE
BEIZRSh T, open field 3kic X BB OARICE
WTh CLM 50 BIAD bR -1,
EREHORB T, BOZRERVLThoORERD
100% ¢, #ics\vTh 95.0~100% %R Lio %71,
HEiRE L & CLM #4583 94.7~100% R L, 4ERE
T HBLAD LRIk » 1o EMENABRICE
WTER L-R&0 BT, ERERPVTho #
SRl hEERS IO RCHAIE Rohish ot ¥

M : male, F:female

P, KEBAF (F) oBBRTit, HKHK BEROMM
& AEFRFE, HhsIUREERCIE, NBHEE
CLM #5BLoMicAEEZRBDOhich - chi, 25
mg/kg {5 MHOMBED EFRFEEN HBIELTH
FEL, 12.5mglkg BEROBRNERLFECSH,
a7 LBL, WFhi5REOEMIXRL, E¥RE
HARACEBHTHS L Bbhb,

BRLML, TTikk CLM DA X 5 HEH
DRBYT>TEY, 7 FEN LTIRFEENK
PTHEAND Y, B X UK R EROH
e X oThFnHmL, EEbbThlh bBET
BEET, BT IHEBLEFHIBDLhEWE
HELTV3, ZOERLOBKESELhbLhOER
BB LTA5 L, B5EK BRERFIVRER
FHREBH, bhbhOERTIRFEE ISR
LT% CLM #5BThTHTib s T 2EAMN
Zobhit, RELEEYRS L, ERYBELTUEHOH
BERAEA, Bl X O REFER RO KB R ERD
BN X > T, Tl sc & EXEELTL
too Efo, {LERLBEROMMCH K- TEBIET S
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A, ELTHAHNBDOREWS LR ELHABTIR
Thotio LHLENS, bhbhORKICK Tk
G X ORI R HWEDO KD B 5 LR BEH B0
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REPRODUCTION STUDIES OF SODIUM COLISTIN
METHANESUFONATE. II

TERATOGENICITY STUDY IN RATS

Micumiko Tsunran:, Youn Kawacuchi and HAnumxg TAKADA
Department of Pharmlcologjr. Kanagawa Dental College
(Director : Prof. Harvo Iror)

Masaru Onvuchi, Taro Sarrox and Tomonort NaTsumato
Pharmacological Research Center, Kayaku Antibiotic Research Co., Ltd.

Teratogenicity study on sodium colistin methanesulfonate (CLM) was carried out in Wistar strain
rats. Pregnant rats were given CLM intravenously, once daily, at doses of 6.25mg, 12.5mg and 25
mg/kg for 11days from day 7 to day 17 of gestation.

Results were given as follows ;

1. CLM did not affect general condition, body weight and food consumption in pregnant rats.

2. There was no significant difference between the CLM treated groups and the control group.in
number of implantation, number of live fetuses, weight of live fetuses, sex ratlo, number of resorp-
tions, number of dead fetuses and weight of placentas.

3. No interanl and external malformation as well as anomalous ossifications of fetuses were obser-
ved in CLM treated groups. 3

4. The ossifications of odontoid process and proximal diaphysis of the hind paw were delayed by
treatment with CLM at dose of 25 mg/kg.

5. There was no significant difference between 'the CLM treated groups and the control‘ group in
duration of pregnancy, number of newborns, number of liveborns, number of stillborns, number of
implantation sites, sex ratio and weight of liveborns at delivery. Moreover, no external malforma-
tions of liveborns were observed in any treated group. o

6. Delivery rate and nursing rate were reduced by treatment with CLM at dose of 25 mg/kg.

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

8. CLM did not affect postnatal behavior, sensational reflex, spontaneous activity, learning ability,
emotional pattern and reproductive ability in newborn rats, '

It can be concluded that CLM has no unfavourable influence on fetuses or newborn rats. In this
study, the“maximum no-effect dose of CLM was 12.5mg/kg in rats.



