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Sodium colistin methanesulfonate ® 7 » P RIFTHAEERRE GF 1%
— IERETS X OCUEIRE R S AR —
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Sodium colistin methanesulfonate (CLM) OZ£&MHIEO—IRE LT, £ THELHERE
R0 B TIEIRRT S X OMERIPIR 5388 %, Wistar 25 » VLTI » %o CLM 6.25mg,
12.5mg % XU 25mg/kg %, HECACELAT 60 HMILAEARECRNZ ¥ €, MECIX3CELET 14 BRI, X%
RBEFE LOERE7BE T, ThZhBRACEEL, KRB EREE,

1. #EMKFOMES » + O—BEER, FEHES JOEERC, CLM g8 2R TR
Dot

2. XBEBIVHERIE, £ CLM #H5H L MBHOM TERIED bhioh -7,

3. EREBHO—BER, AEHBS JOEERK, CLM BEB8% 5 X7h -1,

4. ERARPBFOBECK VT, KK, SFRIR EFEBRFEE, K, BRERS IV
TRBERL, MEHLLBELTELVCERRD N T, T, BFDIEESE, NERES
JURFEABEORBULED bRt -1 (LBEETRETIE, 25mg/kg X5 CHEHE, BHEOF
Wit X ORIL DEEVE OILEBIEN RS bt

iz 26, (ERERTS X OIERIICE S X hic CLM 13, MiHES » b OAFEREEES X O
FIRBEACEE S IET IO TRV EXTRE IR, ¥k, XRRICHTS CLM OBKE
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fEFEL 12.5mg/kg THH LHEEI LD,

52

Colistin (AT, CL &) %, 1950 E/AMUHV R &
-~ T Bacillus polymyxa var. colistinus O 38K
bR R S hi polypeptide R FEMHE TH 2,
Gram BHECHL THC HEERALEL TR DY,
REGCHE « DRRFFEC K LT, TS hBBRSRENRE
ThTwsi),

Sodium colistin methanesulfonate (L F, CLM &
B) %, CL o##to r-amino 3% methanesulfonate
1t (-NH,-CH,-S0;-) L 7= colistin derivative ¢, CL
CHRL TEEREHS A, BHSIVOBALCE -
TAREE S hEEWSD, ¥ 7, {kPY histamine B%E D
WHEC X A MIETREEAN WY, REOFIE% HLT
WHZEND, BERSTF COEMMER CL o5
Vo

CLM o ZEEEA™Y, WRAEEMED, B 7
DORRIT « 54 « B oW TR T TR B E A A &

il

RT3, EHCHTHERARCELELARIAT
Wit £2T, SEEE 5L CLM o&£RB0-
RELT, 9 b2EAWVWT CLM o4 s LiETEE
CRT2RBRET L oo KBTI, EIRITE X IR
MPRERB OB oW THET 2,
REMBESLUFE

1. EHRED

KRR Lk CLM 1%, Bacillus polymyxa var.
colistinus DREFFWH b HHEE I hi- HERE
(12,000 Bif7/mg : BHERFIAEMEERT) TH5b, CIM
R, WMEERARKCERL, REEEE
E 100g %bh 0.5ml & LT, FhFhoOFEREC
X5 WHERE Lic,

2. {ERIY

KREE 113, % 45845 O Ml Wistar %59 b
CRREBRI) *MABTFHEAE L, BEcsiie
Te—RRERD BT el % 558405, Mg 10 B4R
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FR L. BOMER, THEAFR IOCRRPE Y@
LT, £TEE 23+1C, BE 55+5% OEEBEZEOR
BTk -7 MkNE, MR XUXRIHOMIIAE
BEHER (CE-2: BA7 v7), ZRHkOMEICIIEIHE
BENSS CA-1: AR 7 v7) 5%, KEFkicHA
ERIET,

3. #E5E
ARROWERVRET LD, FOFHEREY T
oio B 5 EAD Wistar REES » bk X OV 10
BLORAMES y PR IFEI0E LTHY, CLM
12.5mg, 25mg X0 50mg/kg % 1 B 18 21 B
BEHEBIRAR S L, £OFER, HBE5HEF 50 mg/kg
THEADG], MES5BINFET Lice LA L7ehih, 12.5mg
% LU 25mg/kg T, MEHEEWTRLFRBEROER S
JORTHRR LIS, FEMIMOIH LD Lhieh
ot LIcAioT, MEHEEL D 25mglkg *REAEL
L, UTHEEX12. 5mg/keg, RIEAE%L 6.25mg/ke
LRELI, Ehe, NRBE L TABRREKRERYRT
T o, BEARIHEERAECHYT %,

4. BEFER IO EHIM

=B, CLM 6.25mg, 12.5mg ¥ X 25mg/kg
BERLOCAEBRBEKBRFORNBRHOLTHEL, #
TR 5 B4 HZECET 60 ARILIE SRR E T
DI, MR\ TIRAER 10 B4 HACECET 14 B
EXREER R IOYHR7BE X T, 1B 1EBH—E
BACBHRRCEE Lo

5. XREHE

Tz 60 HRELIE, #ETix 14 BREIOXRERHRED
RTLITy b, A—BEACHEES 1 ETOXRABES
BRI, AER XRIERINSETRE 14
AFER IR, BHERD D VCIXEBREHOBTFORFE
TRELTREEYHREL, XROBRIZL LIS DEIER O
OB E LTHBEL, Ny — S BEIRTHEL
Too REOBILE Bih - By, HETIXENE OM
&, ERMEIEREREN ORI NCA—HBERHOHEL,
LR 1 BEABEE TRRORIIE I o1 ThT
RRABAL LI » B, RRBREWE LTAEL
o

6. BZmEERIOHE
EREROTYR A MR THh 22 IE LT, Y
BREMMS, rowTR—BERCBREYEH, FE
BIVEEROBUEYE 1 BT, RBRETHERL
THEBE LI, Mz owTis, —BiEROBEYEH, &
EXICEERONELXEAE £ CIRE, ERMN
FRERTI o1,

IR, $59E 21 HIZ ether BB FIC kMK 3E X

¥, REBLCHBELTFERXYBIL, FERNORFOH
T, BRE, £HFERFHE, FECBFRS X ORI %
AR EFERFOVTE, MEHEOHT), #HE % Ik
OHMBEROWE, REARY &1 SMBENO 58y 5
Nieo DWT, FHREHD 2/3 ORMED IAF 12, 99%
alcohol TEZE L 7%, DAWSON DZEEWIZ ey, alizarin
red S REM X B EREPERALIFLL, BE¥{ES
TUMLE OETRIERRE Lico 0 D 1/3 ORHEDHK
ff1%, Bouin ¥ CTEE L%, WILSON ¢ free hand
razor blade section ¥\, B X OIS IR
DERERBRE LT,

7. HEtEmAE
FREROH LI, RER IV X2 BEEYA
Wice
2 B K &

1. ®79MCh&KEFTHE

EHB 5T, WEES X 0% CLM 5O
ned, HREFEERIBEINT, ECHAIEDL
nich o teo

B 5RO E CLM £ 5B OFHEEOHRI, X
BRI EREOGEEMEY R L Fig. ), ¥, F
HIREE L XER L4 CLM 5B R OEIR
WTH-1 (Fig. 2o

2. My boHLETHE

Eik Sk, FBEHS 0% CLM #5H oW
hied, BRLPEBERIBEINT, FLECHLRE
Hhhigh -7,
BELEIFOTHEEOHBIL, £ CLM HERHLD

Fig.1 Mean boody meight of mats

administered intravenously
with CLM for 9 weeks before
mating
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Fig.2 Mean food consumption of male rats
administered intravenously with CLM
for 9 weeks before mating
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Fig.3 Mean body weight of female rats
administered intravenously  with
CLM for 14 days bejore mating
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SRR L ITREOAEMMNE R L (Fig. 3), ¥7:,
FHEMARIAREE L 4 CLM 255 L LI, 12FAk
DEGEFEAEY R L Fig 4,

3. &HWEENCHLEFTRE

HOZRERZ, % CLM 5RO 0NTHBE & 3

Fig.4 Mean food consumption of female
rats administered intravenously with
CLM for 14 days before mating
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100% T&H » 1o MEDOKRFIZ KT, 12.5 mglkg &5
PHY 100% xR L7chs, B T2, 6.25 mg k¥
25 mg/kg 5B TH 1 GITORDEIL L\ B 4
Bohte, ¥1, TIES » NI, X, 6.25mg ikl
v 25 mglkg ERETE 1HT0, £ LT 12.5mglkg
BEBRT200EDORI, vk, BHCKITINMEF
v FERABRMCER LCERETE, WThos ., b0k
FEBE I UHREERESICIIRA B EFRIRD LA
Py o7z (Table 1),

4., FIRBECELEFTEE

Hpy SR, RS XU CLM fE5HOWT
o i, HRahHBERNIBRES Wi, ¥, &
THS D Hhieh -t IERLIEF OB OFHEE
OHEBIL, WREEL A CLM BRI RE0BES
xR Lt (Fig.5) ERIARIR O FERMEE, HE
BT 117.7g, 6.25mg/kg 3513 119.6 g, 12.5mg/
kg HERIT 118.6 g £ LT 25mg/kg 51 123.0
g THh, IBIEEL % CLM 35 L olicEEERR

Table 1 Effect of CLM on mating and fertility of rats

Dose Sex No. of animals | No. of animals | No. of pregnanti Mating® Fertility®
(mg/kg) mated copulated animals ) (%)
Control M { 22 22 100

F 22 20 19 90.5 95.0

625 M 22 22 100

. |
' F 22 21 20 95.5 92.5
s l M 22 22 100
' | T 22 22 20 100 90.9
25.0 M f 22 22 100
\ F | 22 21 20 95.5 95.2

a) : 9% copulated/mated M : male, F :female

b) : % pregnant/copulated
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Fig.5 Mean body weight of pregnant

rats administered
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Fig.6 Mean food consumption of pregnant
rats administered intravenously with
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SR LOMIEBEEERRD btk 71, FETHFR,
SIEFES X O 6.25 mg/kg BHEFHTIRAED bhich ol
A, 12.5mglkg BEFTIE 24 (0.8%), 25mg/kg #%
EHT36 (1.2%) OHBENEDbI (Table2),
i, SHERER IOCABREER, WThoRER

Table 2 Effect of CLM on fetuses from pregnant females administered intravenously
from day 14 before mating to day 7 of gestation

Dose (mg/kg) Control 6.25 12.5 25.0
No. of pregnant animals 19 20 20 20
Body wt. gain during pregnancy : 117.74+4.6 119.6+3.7 118.6+4.2 123.0+4.1
Mean+S.E. (8)
No. of implantation sites 248 265 260 249
(Mean#+S.E.) (13.1+£0.7) (13.3+0.4) (13.040.5) (12.5+0.5)
No. of live f M +S.E 237 258 243 243
o of live fetuses (Mean£3.E.) (12.54£0.7) | (12.940.4) | (12.240.6) | (12.2+0.6)
Wt. of live fetuses : M 5.240.1 2.540.1 4.8+0.3 4.7+0.3
Mean+S.E. (&) F 5.0+0 1 4,940.1 4.8+0.1 4.94+0.1
Sex ratio : M/F 118/119 121/137 134/109 112/131
No. of dead fetuses (%) 0 0 2 (0.8) 3 (1.2
Implanted traces 3(1.2) 0 0 0
Early resorption 0 1 (0.4) 0 0
No. of resorptions | Late resorption 0 0 0 0
(%) Placental remnants 8 (3.2) 6 (2.3) 9 (3.5) 1 (0.4)
Macerated fetuses 0 0 6 (2.3) 2 (0.8)
Total 11 (4.4) 7 (2.6) 15 (5.8) 3 (1.2)
No. of external malformation (%) 0/165% (0) 0/183 (0) 0/168 (0) 0/163 (0
No. of internal malformation (%) 0/72% (0) 0/75  (0) 0/75 (0 0/80 (0
Wt. of placentas : Mean+S.E. (g) 0.51+0.02 0.51+0.02 0.52+0.02 0.52+0.02
a) No. of fetuses with malformation M : male, F :female

No. of fetuses examined
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Table 3. Effect of CLM on abnormal ossification in rats
Control 6.25 mg/kg | 12.5mg/kg | 25.0 mg/kg
Dose (mg/kg) %) %) (%) (%)
Cervical rib 0 0.5 0 0
Lumbar rib 2.4 3.3 1.2 0
Fused rib | 0 0 1.2 0
Accessory sternebra 0 0 0 0
Asymmetric sternebra 2 0 0 0 0.6
3 0 0 0.6 0
4 0 0 0 0
5 0 0 0 0.6
6 0 0 0.6 0
Asymmetric thoracic vertebra 0 0 0 0
Table 4 Effect of CLM on fetal ossification in rats (1)
Dose (mg/kg) Control (%) 6.25(%) 12.5(%) 25.0(%)
Occipital
Basioccipital 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
Centum of odontoidprocess 55.8 53.0 56.5 46.6
Centrum 1 97.0 98.9 97.0 96.9
2 46.1 51.4 38.1 35.0
3 78.2 79.2 72.6 58. 9%
4 88.5 85.8 81.5 65. 0**
5 90.9 91.3 87.5 71.2%*
6 94.5 94.0 91.1 80. 4*
7 100 98.9 98.2 96.9
Arches 1-7 100 100 100 100
Thoracic Centra & Arches 1-13 100 100 100 100
Lumbar Centra & Arches 1-6 100 100 100 100
Sacral Centra & Arches 1-4 100 100 100 100
Caudal Centrum 1 100 100 100 100
2 100 100 100 100
3 100 100 100 100
4 100 99.5 99.1 99.4
5 98.9 96.7 95.8 95.7
6 69.1 72.7 60.1 61.3
7 29.7 30.1 26.2 24.3
8 7.3 5.5 1 6.1
9 3.0 1.1 1.8 2.5
10 0.6 0 0 0.6
Epipnysis 1 100 98.9 98.8 90.2
2 99. 4 97.8 94.0 89. 6*
3 74.5 72.7 67.3 67.5

Significant difference from control : * P<0.05 ** P<0.01
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LEH LRI 5T,

EREHROBRROBESERY, FREFOLEEKF
DILEORILER Y, BREFOEFHRFRCHT 2
ATmULI (Table3,4 3 XU%5), REEDOERLD
3, EMTHY, XNEEE, 6.25mg XU 12.5mg/kg
BEBCERLThBAD LRI, Th b O BEEE ©
3, NEHELE CIM H5HLEOMCEREZRIZH O
fevotce £ Dffl, TERIA 6.25 mg/kg B EFC 1 4,
BERAH 12.5mglke BEFEC 2 B, KB DIEXFRA
12.5mg ¥ LV 25 mglkg HEFHTE 2 Pl Eh Ehi
BEhich, TORBHT 1~2 flEEDThnL D

ThHoteo LEDOETRIEITOVTiL, + o g8 & |
T, BEF, EF, 0EE, B WE WE 4T
B, FRE, WREOREY EhENEE L, B
REBOBT, REE, FF, nEE, THOWELE
HEds JOMUHE, RhBw Ty, S8 ERLE L 109 i@
LERRDONI, BER XOFE, RECOWTIE,
EBELTWIe Wb DABED LR, WP h b 99.4%
DEEBVLERT, BEEHMICEIRED LR h -
7o SHME, REEOBWMS L OBREOESE OB, 25
mg/kg FEFHITR\THBRIC B LT BEEA L 2
dhhic, EDOMDTIICI\ TS, MBEELE CLM

Table 5 Effect of CLM on fetal ossification in rats (2)

Dose (mg/kg) Control (%) | 6.25 (%) 12.5 (%) 25.0 (%)
Ribs 100 100 100 100
Sternum Sternebra 1 100 100 100 100
2 100 100 99.4 100
3 100 100 100 100
4 100 100 100 100
5 100 100 99.4 100
6 100 100 100 100
Metacarpals Disphysis 2-4 100 100 100 100
5 100 99.5 100 100
Phalanges of forepaw
Distal diaphysis 1 86.7 72.5 78.0 66.3
2 100 99.5 100 100
3 100 99.5 100 100
4 100 99.5 100 100
5 95.8 95.1 93.5 93.9
Proximal diaphysis 2 97.0 85.8 86.9 84.0
3 100 100 99.4 98.2
4 98.9 100 99.4 96.9
5 90.3 83.6 80.4 76.1
Tarsals Carcaneus Main center 3.6 2.1 1.2 2.5
Metatarsals Diaphysis 1 100 98.4 92.9 92.0
2-4 100 100 100 100
5 100 100 100 100
Phalanges of hindpaw
Distal diaphysis 1 98.9 100 94.6 87.1
2 100 100 99.4 98.8
3 100 100 99.4 98.8
4 100 100 99.4 98.8
5 98.9 100 98.8 96.3
Proximal diaphysis 2 58.2 54.6 49. 4 46.0
3 84.8 76.5 71.4 68.1
4 81.5 73.8 65.5 60. 7*
5 28.5 21.9 20. 8 2.39

Significant difference from control : * P<0. 05
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BEBRORA—BHIES W TLERCETOENR ORI
N, WTFhIBEZEIRD LR, 2T,
% =

Sodium colistin methanesulfonate (CLM) DAFEIT
B IFTHERRET S BT, RS X ORI
BERBRE T -1

CLM o 6.25mg, 12.5mg ¥ X0 25mg/kg £ LT
WL UTEBAEKY, 1ML 22 B 6705
Wistar %5 » bz, HETIXAER 5 B4 HRERD 60
AL & AR, TR 10 B4 h HRRET
14 B EZEHMG S IOERE7HE T, 1H1E
—ERZCBEIRAICE S LT, HRSIUMES » bOE
TEEE T X O KIBFAF A~ DO BT O THRE L,

—EER OB T, B L 0E CLM 550
HEHE TR OB b B RIcRBIEROFBUIL e <, TE
TRLED LRI, T FHEEOHE S L ORER
3, MEBHEEA CLM HEHBEREROEZRL,
BEDOEIZEDONIL) T,

AEMERENC R DT BB LT, ZRRIIHETIX
WFhOEEREDS 100% 2R Lic, Mz, R
PE2 90.9% THH, CLM #EHTIVWTh O L
®EPBEY L@, 6.25mg ¥ XV 25mg/kg ERF T
95.5%, %7- 12.5mglkg ¥EHTIE 100% =R L7
2, WERHLELE CLM 5L ORIt EEERIRD LR
Teh o too MEIRERLE, KEEEH 95.0%, 6.25mglkg %
LT 95.2% Thotoh, 12.5mglkg HEREL 90.9
% EETOFETH UTET Lichd, Hatincidxt @
&% CLM HEHLOMICEBEIRD LRI, 7,
Lichi» T, XRER IVIHRRIC CLM #1512 X % &
BLbhAETIRROAT, CLM IS » b DATEE
Hex LEERY RS IFEeh -7

ERBCA LT, ERBEFCThoR 5k
WTh, BRILPHEERORIIIL, FLECHLE
Bdohith oty O, FHEREOHR I IOEMR
CH XL £ CLM £ 55 E O HEEEZIRD LR
fehotze L » T, CLM D5 MHERHMEICR L,
EXRCEE LR IIETLOTRRVWEELDR S,

KB FOBZETIE, BRE, EFRTFE £HEBF
E, ek, MRS JOBBERCI, NBELE
CLM 5 LEOMICEBREIRD bR ot BT
FaffiZ, 12.5mg/kg 55T 2, 25 mg/kg 5T
3PI@DHNIn, ThbDREBRHE, EWMEEAPTE
DONBBEDLDOTHY, CLM HEIZBIFR LR
LREDE S T, SMERE S LOABRER, W
ROBEBRCLERD LRI ot 2D L s, CLM
BRFOREER LUVAEF BRI LEEYEX kb D

LExbLR3,

¥, BEFOBRROBECET, BELELL
<, B, T, BERE R XUKEOIERHS, wE
Py L UE CLM HEBCHAE IR, WTFhigs
REMBEACEEN530T, CLM fHEZXhRE
(LB RET B LITE X LFOETREIZOWT
13, 25mg/kg BEFHOTHE, EBHOERE JU®ED
EEBOIBEIEL, B L OMCHEEENTID,
h, {LEBEEANROR, L L, Ot
BUWTI3, NBREEE CLM 5L O/ EELIRS
h¥, CLM #5125 &E2 bh B LEEEIRDS
hf&?ﬁ") f:o

LlEoz &hn, CLM 6.25mg, 12.5mg X002
mg/kg ¥, MEHED S o M IERETR X O RS
LB E, HOERENCRESERYSIETI0
TR, MEDEMBRECH LT LEBLEEY I
FTHOTIWZ ENBELNRTI T, ¥, KERF
wrb LT, 25mglkg £ 5 CHRIE, BHEOBRRY
CEEOEEE CLEEEER R Ohi 5, flicik
CLM 50 E8IRd b7 E0b, BFD
FREBIVATYZELIAGT 2 0TIRRV LWL
ENTRE IR, LIt T, xRBICHTS CLM o
BAEFERET 12.5mg/kg LHEFEIR D,

Sodium colistin methanesulfonate (CLM) D4JEi
B IETRHEYRTH BT, ERITR X OUEETH
BEREY, Wistar%5 o +%H\T, CLM 6.25mg/
kg, 12.5mg/kg ¥ X Of 25mg/kg O #BIRAZERE
hiTiev. LT ofER%Y B

1. MEHES o b O—RRER, hE, BEE, XRBRS
IOIERFBIC M LTS S XIF &b >

2. IHRRO—RER, #E, EEECHLTYE
EEIF X e ot

3. KRMBAFRWT, FOEKRK, £ERFR &
TRAFHE, thi, BRERE IORBRERCYEYE
XiFEZ et

4. BREFOHERE, ABRESIUCRELEFORE
HEETHLOTIRI

5. ALEMEFFRMETIE, 25mg/kg BL5RECHR, R
HED B 3s X OB D EATE OB BIEANFRD bl

6. CLM OEIRATSS X IR DI 5 R TORKA
EIFAEIY, 12.5mglkg THBHLEX BN D,

X s

1 /hURER, RR¥KE B E, E?\Eﬁﬁﬂ.:.i
FEEFRABE O EET 5 —FiEkpE Colistn
it To J. Antibiotics, Ser. B 3: 457~458,
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wvBFT LY v a) OERRR, EBLEKR 9:

256~261, 1975
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ERBTABER2A22Y) <1 v OERER,

Chemotherapy 22 : 1413~1417, 1974

B4&FE— RBEYRELCERCNTS2Y 2
FYRBRVALKRVYEBF VYV LADORFTERE
B, 2L FE 13 617~620, 1976

HEAM—, EE R, EIMIT, TEE— B
REkHE, /MLUEER : Colistin sodium methanesul-
fonate D MR DWW T, J. Antibiotics, Ser.
B 12 : 365~367, 1959

NLEER, BIR#KHEE : Colimycin 2 X v AL 7
VBHEBEOEENE KT AHEFERC 2V T,

HREEHE 77 : 355~356, 1960

A A ¢ Colistin ¥ X 0z D FHHfEw L 5 Hi-
stamine BEYE O WM, B ARFKEBEFEHEE 66 : 284
~291, 1970

ERE\ER, BER/5H# : Colistin sodium methane-
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11)

12)

13)

14)

15)

sulfonate @ —AMRIKEIEAIBIT 5%, IGAHLE
H 7 :541~550, 1973

ILEESR, BERUER, RiNE, BREE— L4
—i : FRBREN TS A+ vERSIOE
OFEE A XV ANKVBOVER, Jap. J. Anti-
biotics 24 : 130~140, 1971

BEREXR, MERE, JINER, HE&TF : Coli-
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7y bEXNTIEAMEBERR, CHAEET 851
~928, 1973

EREX, BERZE, JINER, KRE@TF : Coli-
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HEHEBHERR, ICHAKE 7:947~956, 1973
WHES, BEFRMER, =®/EMR, X%, ¥
BER, TEERZ, FR & BL 15 &5
%, REAUE BEFET BERA2vALE
VBIVAFVFIYIVA (A2 Y=L V)
BT AW, H1R, BRI - 5707 b U B
oW Ty Jap. J. Antibiotics 27 : 8~14, 1974
Dawson, A. B.: A note on the staining of the
skeleton of cleared specimens with alizarine
red S. Stain. Technol. 1:123~124, 1926
WiLson, J..: Method for administering agents
and detecting malformation in experimental
animal. “Teratology : Principles and Techni-
ques” edited by WiLson, J. G. and WaRkaNy,
J. 262~277, Univ. Chicago Press, Chicago, 1965
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Sodium colistin methanesulfonate (CLM) was intravenously injected to male and female Wistar
strain rats, once daily, at doses of 6.25mg, 12.5mg and 25mg/kg to examine the influences on
their fertility and development of fetuses. Male rats were treated with CLM for more than 60 days
before mating until copulation. Female rats were treated with CLM for 14 days before mating,
furthermore the treatment was continued until day 7 of gestation.

Results were given as follows ;

1. CLM did not affect general condition, body weight, food consumption, copulation and pregnancy.

2. CLM did not affect general condition, body weight and food consumption in preganant rats,

3. There was no significant difference between the CLM treated groups and the control group in
number of implantations, number of live fetuses, weight of live fetuses, sex ratio, number of
resorptions, number of dead fetuses and weight of placentas.

4. No internal and external malformation as well as anomalous ossifications of fetuses were observed
in any treated group.

5. The ossifications of cervical vertebral centra, epiphysis of the caudal vertebral and proximal
diaphysis of the hind paw were delayed by treatment with CLM at dose of 25 mg/kg.

It can be concluded that CLM has no unfavourable influence on fertility and fetal development in

rats. In this study, the maximum non-effect dose of CLM was 12.5 mg/kg in rats.



