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KW-1070 o&eMithAT5H% (48 3 #)
AT JIETERCOHATIRE
7 v M X DR XOEIRMIRE, Ty, vHFILB
BEHBHES, 7 v M X B HENS X ORISR

Il R R A EE ORE-RR KB

BARM IRt REUFRE

$7# aminoglycoside RIEMETHS KW-1070 D 5 o + AN EEIT X 3 HERAT IS X VUELR
THEGRR, Ty b, VY FCIIBEURIERERR, 5 » Mk REMS X ORANRS
AREER LI,

1) Fy M X DITIRAT IS X UMESRTIME 5B (seg. 4)

FLLTREARD 235 mg/kg THEHOEEMMMG], BEOTHRKOET, FLHHBEK,
ERY, ERFROEME BF (D BCOBMBENED LR, T/, ERMEES T2 110mg
[kg THEILED b hiEh otco

2) Fy FRIDBEHRMEGABR (seg.2)

FLLTREAED 500 mg/kg TRADEEMMNIME], PAEFTOBBEOREMHELTZEDL
hich, FRAROEEREARE THHERE, BT (B) TR IV BFEOHE, WM BHR
EEOREC ST 500 mg/kg TLEITREDORich o1,

3 vHFRIZFEHUHMEGAR (seg.2)

2REFR L L EEHED 300 mg/kg kT HControl EERIZBDLIILI 5T

) 7y bRIBAEMF IVBAMBELEAR (seg.3)

110, 235mg/kg T\ TRHE, FAEFOREHMPHENRDOLILH, FEFOBERRK, 17
B, AMENECEVCTUIHETREEIBDLhAE,I o7,

5) LIERUCHEE(E, KW-1070 oXBER5IZ I 2HBHOBFEEL ThcH > —IRED

ElwRE LD L#EIhI,

KW-1070 12, NARA Hiz X b R X h - H# amino-
glycoside R4 E T Micromonospora olivoastero-
spora X HhELE IR B,

MEAR2 b7 A 5<{, Serratia, Proteus incons-
tans e X 7 7 ARHRECH LBVWHENEZR T,

BELIX, AYEOEMC B IETEBCH»ATHR
RELT, 79 I HERITS X CERDNARSHR
AT Seg.1 L&), v ¥k BBREHK
BEERB (AT Seg.2 LM¥) $XUF»biT X 5B
REHS ICRAHBEERB (LT Seg.3 L #F) %
HEEL -0 TCHRET 5,

I. & A %X #

KW-1070 (239 L A—D b D% ERA L,

II. Seg.1 (T F)

1. RERHEE IUHEK

KRR OBEY Table 1 wiid,

ERSx, 4tk 8 B O Wistar R » b, 4

7y k.

5BRMORARKET » + (WTFhidBEZRBYRERE
HMeEE) AV,

choo @i, RE 2312°C, B 55+5% O—
EBRETTABL, FARHIMBRBENOY X, 5 b
FEREGRE A,

REL, HHEXHRERESE, TPBREIEES
CHTE2RDILOREREHEL, CORXEROE
L LTHHRE B RE Lic, REBOBRIL, LTHE
LicT » b OERE, @EERARY ¥SECRSHH
DEL (60 B) HETIE, REAELEN1BOID L#
EA3hB, 235mg/kg X ARRICERE Lico

feds, © o 235mg/kg (& 7o P RETBMIERSAR
DAFE 500mg/kg Lrpf&E 110mg/kg & O HEfIF
HETH B,

F7-, hE, MBS, FOBEUBMRSABROF
£ (110mg/kg), /& (25mg/kg) LFE—AEE LI

Bk, £ERERICER LIS D%EE L, Control
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Table 1

Methods of reproduction gtudies

A | A D fNo. of animals
\ nimals ge at start osage or examination . ,
Studies (strains) of studies (mg/kg) M F Treatment period
1. Control 20 20 |M 60 days before mating
2. KW-1070 25 20 20 |F 14 days before mating and
Seg. 1 Rats M: 5 weeks | 3. KW-1070 110 20 20 0~7 days of pregnancy
(Fertility study) (Wistar) | F: 8 weeks (4. KW-1070 235 20 20
5. KW-.1070 235%| 20 20
6. KWw-1070 235 20 20
1. Control 30 |F 7~17 days of pregnancy
Rats . 2., KW-1070 25 30
Ses. 2 (Wistar) | Fi10weeks 13" kw1070 110 30
8. & 4. KW-1070 500 30
(Teratogenicity
study) 1. Control 10 |F 6~18 days of pregnancy
Rabbits F: 8 ths 2. KW-1070 25 10
(J. White) | ©* © MO8 3 Kw.1070 90 10
4. KW-1070 300 10
1. Control 20 |F 6days before delivery and
Seg. 3 2. KW-1070 25 20 1~21 days of lactation
(Perinatal and | R3S F: 10 weeks |3+ KW-1070 110 20
ostnatal study) (Wistar) . 4. KW-1070 235 20
P v 5. KW-1070 2359 20
6. KW-1070 2359 20

A half of males and femles treated with 235 mg/kg of KW-1070 are mated with Control males and females.

a) = Mating of females treated with 235 mg/kg and malesControl
b) = Mating of males treated with 235 mg/kg and femalesControl

¢),d) = These litters were exchanged between Control and KW-1070 235 mg/kg dams
c) = KW-1070 235 mg/kg treated litters were lactated by Control dams
d) = Control litters were lactated by KW-1070 235 mg/kg treated dams

M = male
F = female

B AR AERY RS L,

e EHARE, HETIXZCALHT 60 BRY, M ZSAC 17 B A
MNOERT BHE ¥ CTORRMMY S 22 A0S 30 B
f, 7 MEHE 100g 4b 0.1ml ORBEYHEEOH
HANKREC RS Lic, BIEHEAB X Table 2 iZiRL7:,

R o T, RO S L ARG, T
TE, R, $H FSHERE, S IUKKEOHED
R MR L IFRR Y RN, £, EFLLIEHEHY
DEGI% 20 HEBEBEL, REH BHEKE L£HKF
#, ECTHF () BOBERXTii-15

ERFITOWTIE, EORE, i, ABREOK
EEfTe~1ctk, DAWSON OFEIC X b BBIEAY(E
WLTHERRE LILRLOREXBE LI,

i, BRMEXD 2 % KRER © EACHL,
WILSON ZIZ X B5HNBEE DRE X T -7 XHIC
235mg/kg BFTIX, MHEEDL LM T EBYE Ly
¥ %122, Control B OXEXE Y EHE Lico

EREMBOH LB, BHYOLE, RHERE,
KB t REY, FECR, KR, HRRIT X2 BE

%, FOfrzo\v-Tit WILCOXON DMErFIREY v,
et ERMT 2 778 » 120

e, BEICOWTIE, FOHEBXERRITKSD Con-
trol HoEth & FREYXfTiIt-1

2. ERBREH

TEREORSKY Table 3~4 IZ;R L1,

1) BB%Ho—iiReE

EECILHERESE, 110 mg/kg B & 235mg/kg BTh
ERMAHAED ORI, ¥, 235mg/kg FoOME
THEEHEREORY & AFEOHE CHAREORIHEDD
his,

ERRTROMBNOEIR IC 5\ T, BROBES
110mg/kg BT 5/19 i, 235mg/kg BT 5/27 HZED
bhts,

FoMERBMFEBYOT RS bhT, $ET
REFERRBEIBDLhLh -1,

2) 4FEEN

HEDOKRL, EERICE T, 235mg/kg BTk Conr
trol I LN CBREOXREDETATD bhts, LI
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Table 3 Fertility and gestation rate on Seg. 1 (Fertility study) of KW-1070 in rate
T~ Group
Control 25mg/kg 110mg/kg 235mg/kg 235mg/kg” | 235mg/kg"
Item
Mating No. 19/20 18/20 19/20 11/20 17/20 19/20
rate Percent 95.0 90.0 95.0 55.0° 85.0 95.0
Fertility No. 19/19 18/18 19/19 11/11 16/17 18/19
rate Percent 100.0 100.0 100.0 100.0 94.2 94.8
Mating rate = —:—%—mgx 100
Fertility rate = %ﬁz@xmo
** =Significantly different from Control data (P less than 0.01)
+ = Significantly different from Control data (P less than 0.05)
A half of males treated with 235mg/kg of KW-1070 are mated with Control males and females
a) = Mating of females treated with 235mg/kg and males Control
b) = Mating of males treated with 235mg/kg and females Control
Table 4 Litter data on Seg. 1 (Fertility study) of KW-1070 in rats
Group 0 “
Control 25mg/kg | 110mg/kg | 235mg/kg | 235mg/kg | 235mg/kg
Item
No. of litters exa mined 19 18 19 11 16 186
No. of corpus lutem Mean 11.9 11.2 11.3 9.2°° 10.2°° 10.4°°
per litter S.D. 1.1 1.4 1.2 2.2 1.7 1.4
No. of implants Mean 10.7 9.6 9.7 8.5° 9.4° 8.8
per litter S.D. 2.1 2.9 2.3 2 1.7 2
Dead fetuses rate
Total 1) Total 8 5 8 50 77 3
Percent 3.9 2.9 4.3 53.2° 51.0 1.9
Early death 2) Total 8 5 7 50 77 3
Percent 3.9 2.9 3.8 53.2° 51.0 1.9
Late death 3) Total 0 0 1 0 0 0
Percent 0.0 0.0 0.5 0.0 0.0 0.0
No. of survival
fetuses Total 195 168 177 44 74 155
No. of survival Mean 10.3 9.3 9.3 4.0°° 4.6°° 8.6°
fetuses per litter S.D. 2.2 2.9 2.3 4.9 4.7 2.4
Sex ratio 97,98 81/87 87/90 21/23 36,38 81/74
(Male/Female) (0.99) (0.94) (0.97) (0.92) (0.95) (1.10)
Body weights (g) Mean 3.11 3.30 3.03 2.90°° 3.01°° 3.16
S.D. 0.31 0.47 0.27 0.27 0.25 0.23

No. of resorbed and macerayed
No. of implants

_ No. of early death

2) Early death (Percent) = “No. of implants X100
_ No. of late death

3) Late death (Percent) = No. of implants X100
S.D. = Standard deviation
++ = Significantly different fromControl data (P less than 0.01)
+ = Significantly different from Control data (P less than 0.05)

1) Dead fetuses rate =

X100

A half of males and females treated with 235mg/kg of KW-1070 are mated with Control males and females.
a) = Mating of females treated with 235mg/kg and malesControl
b) = Mating of males treated with 235mkg/kg and females Control



VOL. 29 S-2 CHEMOTHERAPY 71

L, ZXEXR LB (235 mg/kg®, 235mg/kgh) TiZ,
3¢ Control BT T\ RERMTED bR, IERKIC
FOT, FREEMCERIITDORch -1,

3) B LBk X URRFORIR

B (F) BT 3RMc s\ T, 235mg/kg I (32
EXRBEYET) CFHREY, THERY, PEHK
5 Control HIZHNTHEALETEM %L R L 1
¥, BROE)FECIBL TS, 235mg/kg BT Control
BRHEREERETHEEY, 235 mg/ke™ BF (REX4M
RIEW, MK 235mg/kg 5 TR, FRALET
BARVWARENED NI, ERFORBFIC VT B
235 mg/kg B¥, 235 mg/keg® Bf (HELAEFE AW, M
Witk 235 mg/kg #5-)T, Control i HXTHE /X
TREMELZD bhic,

LBbicBi3 2 M Tix, 235mg/kg B TRHEEL,
WEEBOEY TROhZBEEOREEENZED LI
o

Zoft, £RBRFONY, N BERAEZEORECS
WTRBTETREF(IED b hich o1,

III. Seg.2 (T bk, 4%

1. ER#KE XUHE

SRR Table 1 4255 L1z,

MIMBE, 4% 10 A Wistar %5, + (M
SR e R ML ATE) &L U4E% 8 » A A AN
By Culh) Oty 1 FEHTS » » 30 I8,
AL 10 TP ZERLIT kIS X UMTIR A O F5E 3,
7y MITRWTIL Seg. 1 I8 U, &+ & TiaMtht % [H
—r—CIIRAL, XROBIEXMB L TE DA LITIR
OHHE LI,

BEROPRILEE, KCHG LT » b OESAM: LR
RO ORIR I XU B 5 LU LBt - Bk 2B 0
FREBEC, 55 FCid, NEEY 25 AR 110,
KAf% 500mg/kg, v+ Tix, 25 90, 300 mg/kg
DRARYET Lo

BEEOMBYNL, Seg. 1 iIcHi Uley BEMRIE, 5 5
FPTIERTBENS 17 HEETO 11 AR, vF
TIER 6 HBA S 18 HAETD 13 AR, BiiE
100g 4 b 0.1ml DRE % HEKOHAN~ZELICHE
s Lico BOME &ML Seg. 1 it Utc, (4
T, FRIMERSNENSARY 18 15349 110
g DHIRMBEELE L)

BEHERX Table 212 L1z, 5 » MZ4ELR 20 B H,

Table 5 Results of Seg. 2 (Teratogenicity study) in rats treated with KW-1070

Examinations Control 25mg/kg 110mg/kg 500mg/kg
Dams Mortality 0/30 0/30 0/30 0/30
Gained body weight (g) 80+9.2 75+9.6 7419.1 60+7.9°*
Dead fetuses (%) 4.6 3.3 0.5
Fetuses
No. of survival ftuses per litters 10.4+2.2 9.4£1.7 10.2+11.7 9.8+2.1
No. of fetuses examined 188 204 196
Body weight of survival fetuses 3.12+£0.23 3.09+0.27 3.05+0.23° 3.05+0.22
External abnormalities (%) 0.0 0.0 1.0 .
Skeletal abnormalities (%) 0.0 0.0 0.0 ;
Survival fetuses|Skeletal variant (%) 9.5* 4.9 1.9 ‘
Ossification
No. of sternums 5.5+0.64 5.4+£0.73 5.1+£0.84"° 5.2+0.73
No. of coccygeal vertebre 4.7+£0.48 4.710.51 4.51+0.64° 4.5+£0.51°
Organic abnormalities 0.0 0.0 2.5
No. of survival newborn 102 102 102 100
B e e bith  (8) | 126.2%3.7 | 128.3¥35 | 123.9%3.5 | 118.6+5.4°
Rate of survival (%)
0 ~ 4 days 100.0 100.0 100.0 99.0
Offspri 4 ~42 days 100.0 100.0 100.0 97.5
spring
External abnormalities (%) 0.0 1.0 0.0 0.0
Skeletal abnormalities (%) 2.5 0.0 0.0 0.0
Skeltal variant . (%) 0.0 1.2 2.5 0.0
Admormaliy of mottty and | 0.0

** + Significantly different from Control data (P less than 0.01)
* = Significantly different from Control data (P less than 0.05)
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Table 6 Results of Seg. 2 (Teratogenicity study) in rabbits treated with KW-1070
Examinations Control 25mg/kg #0mg/kg 300mg/kg
D Mortality 0/10 0/10 0/10 0/10
ams Gained body weight ()| 6184155 6414171 635+ 64 677+ 144
Dead fetuses (%) 8.4 8.6 6.4 4.0
No. of survival fetuses per litter 7.6+£2.5 6.41£2.2 8.81£1.6 7.211.6
No. of fetuses examined 76 64 88 72
Fetuses Body weight of survival feutses (g) 40.1+8.2 40.1+6.8 36.7+7.4 36.6+5.2
External abnormalities (% 0.0 0.0 0.0 0.0
Skeletal abnormalities (%) 0.0 0.0 0.0 0.0
Skeletal variant (%) 0.0 0.0 0.0 0.0
Ossification
No. of coccygeal vertebrae 15.4+0.89 15.21£0.58 15.1+0.72 15.14£0.78

Y FTIER 29 BRI L, B4, RFORER
131F Seg.1 KM UTHR LI, FHEFORELT » b
COWTDRER LI, T» X, 1HAEDD 10 B
b BRMUC L - THEFLS, BEFY 68k
FCOREI IVHRR, ABRKOBRBELITIcV, B
A, B8, BEX MR SERBESOMERE,
478\ L 6 RIS, MRORBRERITR T 6
I, SBEEERBOERNES XUKXHICT
I EBBEYTI-T I, 75 FDFEFOHEN
CHhleo T, RELXATPCIHET S0, HEH4AE
Bio 2 REDOERFREH—L (BIL) Lo, EHIT,
Control & 500 mg/kg Bf o HE#E4 20 T % &L 10
W THR L CXRL, FEFOEMENZOVTH
BEE L1,

CHHDOEBREDHHNIEEIL, Seg. 1 it#i Ui,

2. FEBRER
TOBDONRERD ¥ X O FEREORKY
Table 5~6 &/~ L1,

(1) 75 FTORRK

1) fHkO—pxIRfE

HEHEBIZ S\ T 500mg/kg B B 12 HA X
H 36 HB % T Control BT b~NEE 7 22 THERM
MEnEb i, E7o, RE O RN © SiRiCk
T, 500mg/kg P BEORRELTED i, % Oft,
B REs LAY, ERREER SERRE KK
&, HRMECRT D00 MEROBRZCKVLTLE
ETRETIBED ORI o1,

2) [AKE L7-f ki X URRFORMR
ERFOEBICHT, 110mg/kg BRI A E M EH
% Control BICHNRTHEBERETED bhicrBHT
BERLDTH-1, i, {LEILICEETZRETIE,
REMH OIS St 110mg/kg B EHREEE,
EHRMERE RS LU 500mg/kg BICTFHEMBR OX

hZhompn Control B ~NEH s CTEDLA
feo LinL, ®IKM, 4£RAFHE, WF () ECE 4
¥ HEAERAESOXRBICB T AEERERACH
WTIAEBLLERRBD ORI, -1,

3) HASBRLI-B&I XUHREFORK
FEMFORFICKT, 500mg/kg BT 4, 7 kXU
42 BB DA T, Control L NFELETHHY
Bdt, ¥, MOBRBERSATE 500mg/kg T,
Fh i Control B b~ EMMBBFOEEHFL 10
Toft, FHIBEAR HEFE BFRER HiEFfo
N, AR BREY, 6BEESOTELIKLRVTI]
BERELERIBED ORI 5Tz, E 51T Control Fi
XU 500mg/kg HOFEFO—BT OEREENRET
b, xR, ERER, FHHEAY FEFE FRR
FAEFORBLHIAAFOAH L LT E - THFCERL
B_HLNILh T,

(2) v+¥ToR%

1) B#HO—#ERE

ERRR, E SHHERE SKARLETEVTH
EC RaS- 3 S{Ab & L12F 1B/ TE0P i

2) BAME LIcB&Ek XUBRFORSR ,
FHBHRY ABRFR BE (F) FCBSI0ER
FOHERRER L b Control B L R 5RMICE
RIXTDLIIh o1,

roft, BREDFERBORE, BFONEY FER
WORESR XUBRFOLECE T 5 KK kT
Control B L BREFEHEEICERIBD LA, 21

IV. Seg.3 (7 F)

1. ERHE R IUHE

FREBOBEE L, Tablel iR L1,

HREY, MEERE BREOEN, BEEFILT
Seg.1 1T Ut -
BEROEBRIL Seg.1 LEA—LL, KAE 235mg
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Table 7 Results of Seg. 3 (Perinatal and postnatal study) in rats treated with KW-1070
Examinations Control 25mg/kg 110mg/kg 235mg/kg | 235mg/kg» | 235mg/kg»
No. of litters for examination 20 20 20 20 20 20
Mean of body weight { Odays |165.9% 9.2|161.4+6.2 |162.9+7.1 |164.5+£12.2 |165.0+10.4[164.1+8.7
e
Dams v g 42days |221.3+£10.5216.6+6.7 [212.4+7.0°°(203.1+£11.4*%220.8+ 7.8/205.1+£9.9**
Date of delivery 21.9%+ 0.3] 21.9+0.3 | 22.0+0.0 | 21.9%+ 0.2 | 22.0+ 0.0| 22.0+0.0
No. of survival newborn at birth 215 218 215 211 217 227
0 ~ 4 days 100.0 100.0 99.1 100.0 100.0 100.0
ival (9
Rate of surviva (/"){ 4 ~21days 100.0 100.0 100.0 100.0 100.0 100.0
Odays 5.1+ 0.2{ 5.2+0.2 5.1£0.3 5.0+ 0.2 5.0+ 0.3 4.9£0.3
. 21days 35.8+ 2.5| 36.1+£1.5 | 34.1+2.1*| 33.5+ 1.8°* 34.8+ 1.8 32.0+2.0°°
Offspring ight (8
pring| Body weight () 28days | 61.6+ 3.5| 61.7+£1.8 | 59.4+2.4° | 50.8+ 2.9° | 60.1+ 3.0 58.7+£3.9°°
42days |[113.8+ 7.5(118.8+3.0° |118.1+6.0 (114.1+ 6.2 |110.8% 5.9(114.8+4.9
Abi lity of motility and
fz:gil:r:gfosense (l)rg)z,ms (%) 0.0 0.0 0.0 0.0 0.0 0.0
External abnormalities (%) 0.0 0.0 0.0 0.0 0.0 0.0
Skeletal abnormalities (%) 0.0 0.6 1.2 0.0 0.0 0.6
Skeletal variant (%) 0.0 1.2 0.6 0.8 0.0 1.9
a),b) = There litters were exchanged between control and KW-1070 235mg/kg dams.
a) = KW-1070 235mg/kg treated litters were lactated by Control dam.
b) = Control litters were lactated by KW-1070 235mg/kg treated dams.
** =Significantly different from Control data (P less than 0.01)
* = Significantly different from Control data (P less than 0.05)
ke, HfIE% 110mg/kg, |NAR% 25mg/kg O3A  ERORBELED LR, -1,

BTER LI,

HERETIER 17 B EXS0MRE 21 AR (5
M) ¥To 26 BEE Li,

BEE A, Table2 WiRLic, &BEOLHAXBRS
X, Seg.2 DFAFOKRELIFEA—DHEBAETL
ol IHLRBREDAHEN LIFEF~OHEYRE
351, Control L 235mg/kg TEDE 10 ko
FEFYIBERCSR L CHEET>ARBEYERL
Too TDfth, Control BEL 235mg/kg o\ Tii,
£k X D U HEBER 20 lEDFHEFH4EE 10 &
BETERLT, B, FRELHAN 10 BB ETH
—FEHOMEXRE (1:1) LTABENZERE LI,
EREMOMETMNEIL Seg. 1 128 Uiz,

2. ERE®

EoBHbhicREFA $ IOCEEREEH ORK
% Table 7 iIZR® L1,

1) Ro—fRE

HEEBICR\ T, 110, 235mg/kg Bic 27 HE»
LREAREE T, ITHILLIM D, GESIMHHED
bhic, BEE, HKAkBRCH\ T, 235mg/kg B iE)R
KMo 17 BELLWAKLNO 42 AE: CORIEHRE
MR TFORAER AR S hich, Control BEL D
BEREDLhish -1,

Zoff, ERAMDECHYIRD LR TRHETE

2) BEOS I X URHE RS

LA R O FHAEFOEKEHBIC IV T 110,235mg/
kg B XUf 235mg/kg 5 O HRBF T, L% 14 H
H X b p7LEs % T Control i uNEH I THERM
MEINTD SN, ¥, ALK © B 0 FKTE L
T, 110mg/kg HTIXBFWDORE, 235mg/kg FHTI,
BFWomEL, RBENTEDHLII,

Foff, FHHEERK PHEFE BRIELCHT
£ EREL L Control FLZERIITPDOLhish o1,

3) FAEFORBR

FEFONY, BRERE REBERSIUTKBRORE
BER SISV TRETRET(LIBD ORI 215,

4t 21~42 AE X TOEFRKWT, BRETRE
BELLERIZED b R icho7ch, E#EBCHVT
13, 110,235mg/kg #5F XU 235 mg/kg 5 DA
BRIl hofESINMGIA 28 B, 35 HA
FTHELTED LRI, WThd 42 BE CIREHE
HEATED BT,

Foft, £% 42 HECERLCEHETL, WTho
FERSCIFREDS LT, BEE, BEREHCEWT
3, dose response L HEEEF D> TEILORDLRNI
2RI bk -7 Fi, Control P XU 235
mg/kg BED 10 BE THR L 7o iR 20 lEEFHVT
S L ATEREN BT AR Th, KELR, [HRER
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XU R, SEHF BT, Control fHE
ZRIRBED L) o7,
V. # &

KW-1070 o4tk 5HEo—M|eE LT, v
FIZk D Seg.l, o b, VHFIZTLD Seg.2 LU
5, MiZXD Seg.3 OMBEIT Vv, KW-1070 04
Wiz ds SiETRHECOWTRE Lo, ZTORRILLT
TigIEE R B,

1. 5y b2kb Seg.l ORBzH\T, BBHDO
R IR INIME] & iy, BIgOBEN 110mg/kg Lk
ORISR, ¥i, 235mg/kg IF TREDKARK
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SAFETY EVALUATION OF KW-1070. III
TERATOLOGICAL STUDIES IN RATS AND RABBITS
AND FERTILITY AND PERI-AND POSTNATAL
STUDIES IN RATS

Satosur Nisuikawa, Takujt Hara, Hipenaru Mivazak:
and Yujt Oxcuro
Toxicological Laboratory, Kyowa Hakko Kogyo Co., Ltd.

1) Tetarological studies (rats)

KW-1070 was administered intramuscularly at doses of 25, 110 and 500 mg/kg to pregnant Wistar
strain rats from day 7 through 17 of pregnancy.

2) Teratological studies (rabbits)

KW-1070 was administered intramuscularly at doses of 25, 90 and 300 mg/kg to pregnant rabbits
from day 6 through 18 of pregnancy.

3) Fertility studies (rats)

KW-1070 was intramuscularly administered daily for 60 days to male rats starting at 5 weeks of
age at doses of 25, 110 and 235mg/kg. The compound was also administered to mature female rats
for 22~30 days at the same dose levels. After administrations, male and female rats of the same
dosage group were randomly cohabitated for mating. Administration of the compound was continued
during this period and further until day 7 of pregnancy in mated female rats.

4) Peri- and postnatal studies (rats)

KW-1070 was intramuscularly administered daily from day 17 of pregnancy until day 21 of lactation
at the same doses as in fertility studies.

The main changes observed in the above studies were renal damages and bad general conditions of
parent animals which were treated at high doses of KW-1070. No significant and dose-related changes
were observed in mating and pregnant abilities of parent animals, in malformation in fetuses, and
in growth, mobilities and reproductive functions of newborn animals.



