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CHEMOTHERAPY
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T\, cefaclor DM & LB U 72 74328 i 62.5, 250, 1000 & & T 4000 ing/kg,/E,

cefaclor i 1000 mg/kg/ B %, HEMR7 B0 oMM 11 M, F.BMU~EOKS L1, KEkas

EBOF BYHNT, EEMMIMME N804, FERIRD L, FARIHMLL, F,5
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wWHEEIRD OO, F HEFOEEN, RESL KaMik 78, SRR L04%
MRS &t LTRIBERIEO BRI - 18, HEFOFEMMIL 7432-S 0 1000 & 4000

NOV. 1889

mg/kg &S BTRILATE MILKAEL T, %LTCCL&sﬁrumﬂr¢MHénto
Key words : 7432-S, iEYHE. BFHEERMKS. 59 b

7432-8 HHEBRURKRNAHH AT THREIAL
cephem ZEOHLENK T Fig. | OMEEET 5, &
B, &LAMORLUFEDO—MELT, 5 v Mcbit
LHHBELRMESRRET-ADT, TORMEN
&5,

COOH
Hmﬁfs 0 NATTH
le c— CONII---tJ\
I | I8
C H II
/\
H (I;Hz
COOH

(6R, TR)-7-{(Z)—2—(2—animo—4—thiazolyl)—
4 —carboxy— 2 —butenoylamino) — 8 —oxo— 5 —
thia— 1 —azabicyclo (4, 2, 0] oct— 2 —ene—2—
carboxylic acid
CISHIIOBleﬁ
Mol. wt. : 410.43
Fig. 1. Chemical structure of 7432-S.
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Fig. 2. Body weight gain in pregnant rats given 7432-8 or cefaclor orally
from day 7 through day 17 of pregnancy.
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Fig.3. Food intake in pregnant rats given 7432-S or cefaclor
orally from day 7 through day 17 of pregnancy.
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: CCL ## 58It LBETH » 1o SO, 7432-S
: 0. 8 B & 62.5 mg/kg {EBRLUAORBEESEH TRENA LN

F SR REIIN T 5 B8 o 2o



994 CHEMOTHERAPY

NOV. 1989

120 Administration
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Fig. 4. Water intake in pregnant rats given 7432—S or cefaclor
orally from day 7 through day 17 of pregnaricy.

2) 4k =

HROBEZERICLALEZDOF EHREHMO AR
Mm% Fig. 2SR L7, T432-S 5B EEMMNO
FBEINBBEEEBETH -7 CCLEBERDIBE, £
Mtk ¥ oERNIIROEEMINL 120, BERTHRD
BEBIIMBELERTH - 1,

3) HiEk

F (FiRB#MOBER%E Fig. 3R L7, 7432-S
BEBHOBERIZ, REMIBE L bICHBRICHLAR
I E vt MEORE L MBMOR & IARKE
BWTH -1, THbb, 62 5meg/keg 5B TIENR S8
HE 9 BicoAME s bt, 250 mg/kg 5B TR
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Table 2. Hematological findings in pregnant rats on day 21 of pregnancy given 7432-S or cefaclor
by gavage from day 7 through day 17 of pregnancy

Compound No. WBC RBC Hb Ht MCV MCH MCHC
and daily of
dose (mg/kg) rats (10%mm?) (10%mm?®)  (g/dl) %) an (re) %)
Control 22 8.8 5. 44 11 29,7 55 20.7 38.0
(5% acacia) *0.3 +0.08 £0. +0.3 0 +0,2 +0.2
7432-8
62,5 23 8.4 5. 30 11.0 29.1 55 20.6 37.8
+0.3 +0.05 *0.1 *0.3 +0 +0.1 *0.2
250 22 8.5 5. 36 11.2 29.5 55 20.7 37.8
+0.3 *0.06 +0.2 +0.3 +0 +0.2 +0.2
1000 23 8.5 5. 34 11.1 29.2 55 20.6 37.9
+0.3 +0.05 *0.1 *0.2 0 *0.2 +0.2
4000 23 9.9°* 5. 34 11.1 29.5 55 20.8 37.8
+0.3 +0.06 +0.1 +0.3 +0 +0.1 +0.2
Cefaclor
1000 23 9.3 5.23** 10.9* 28.7 55 20.8 38.0
+0.4 +0. 04 +0.1 +0.2 *0 +0.2 +0.2

Each value shows mean+S.E.

=, ++ : Statistically significant against control at p<0. 05 or p<0. 01

& CCL#ES5#n2, 3OIAET, MBR#HLLAEERZE
REohidt, ChoDEARVWTHLIBETHD, R
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kg BEBTRTILT I v ORD, A/G DD E GOT
DM, 250 mg/kg ISP TIRRER, GOT niém
& GPT ©#’), 1000 mg/kg ¥5HDORY L /XK,
TLVTIr, A/G OV E GOT oo, 4000 mg/kg
BERORERE, GOT, LDH, BaLx5Fao— LoD
WMMTH -7, CCL 58 T2 A/G, GPT o@D &
REZF#, GOT, aLVXAFo—-LoEmnrisont,
LML, ChonZlid, WIFhLBERE(LTHD,
&R, REBEICLZBHETRT S5 bDEBEN-7,

2. BaFiextd 28
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LUk, 7432-S 4000 mg/kg 58 & CCL #5840
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ot
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%% &% T Table 5iZ/R L, BERE% Table 6 iR
Ltco {LBBIEE L TRE LABREEDH BT, T7432-
S 4000 mg/kg 58 & CCL 1587, BHEHI N
BB LERCHED L, BREROBHEA TR, N
REBLRESSEHOMICEBINAZE(LIED T
EBAEBE LT, 7432-S @ 62.5 mg/kg {5 BICHIK
g, BEEOS/ &G, tREOE/NEBEH, BE
ERBOBHMAK > WARKH 1 H (Fig. 6), 1000
mg/kg BS5EICE 2 - 5 B OBA (scramble) A
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Table 6. Skeletal anomalies in fetuses from pregnant rats given 7432-S or cefaclor by gavage from day 7

through day 17 of pregnancy

Compound No. of No. No. of specimens
and daily preg. of with No. and type of anomaly
dose(mg/kg) rals specimens anomalies(%)
Control 22 150 0
(5% acacia)
7432-S
62.5 23 177 1 (0.8) 1: Knotty ribs, curved and short scapula and humerus,
curved ulna and radius
250 22 154 0
1000 23 176 1 (0.6) 1: Scramble of sternebrae
4000 23 169 4 (2.4) 4: Knotty ribs
Cefaclor
1000 23 175 1 (0.6) 1: Absence of ribs VI-XII, thoracic vertebrae VI-XII

and all of lumbar, sacral and coccygeal vertebrae,
fusion of bilateral ribs VI, fusion of bilateral thoracic
arches VI, close bilateral thoracic arches V

7432-S-B-25
Exp. No.251

F2&]- Elib

Fig. 5. Anal atresia, anury and short lower trunk.
cefaclor group.

1| (Fig. 7), 4000 mg/kg #5841 @RS A 4
(Fig. 8), CCL %58 ICHE LWt —HF/RIB, B
BEHEE, MEESHE, BEH - (L - BEORIBAE- 12
HEREN 1H] (Fig. 9) @b ohi, AL, AR
RELLTERE, #IL TEHSEE ZDOSN@iET
Hoteo CHOREORBERIIOVT, HRHLEBRER
BERELOMICEEZIREDONLE N1,

Fig. 6. Knotty ribs, bent and short scapula.
7432-S 62.5 mg/kg group.

3) BEFHEREE HEME

HAEBFICZDON-ATBEDRES Table 7iC
A~ L7o 7432—-S D 62.5 mg/kg #5841, LEDRR
H6# (Fig. 10), WIRBIRKIE 2 F. K#KH SO
ERRRE 1 F, WRABRKEOEDRREBOSH 1 H
A ST, 250 mg/kg 5B TIE, DERRKRIE?2
Pl SEETHIGETRE L fl, FHIRETER L AIXS
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Fig. 7 Sternebral scramble. Fig. 10. Ventricular septal defect.
7432-S 1000 mg/kg group. 7432~S 62.5 mg/kg group.

Fig. 8. Knotty ribs.
7432-S 4000 mg/kg group.

'

l.~

Fig. 11. Vascular ring.
7432-S 1000 mg/kg group.

Fig. 9. Absence of some of ribs and thoracic
vertebrae, and absence of all lumbar,
sacral and caudal vertebrae. Fusion of
ribs and thoracic arches (The skeletal Shtzo 1000 me/kg BSHTH, LEHEKIE 2 #,
specimen of the fetus shown in Fig.5.) BRI 1 F (Fig. 11), LB BEKIRE FARIK - Tk
cefaclor group. GIRMAREOAH 1 FIAiA 5 N1, 4000 mg/ke &5

Fig. 12. Microphthalmia.
7432—-S 4000 mg/kg group.
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Table 7 Incidence of visceral anomalies in fetuses from pregnant rats given 7432—S8 or cefaclor
by gavage from day 7 through day 17 of pregnancy
Compound  No. of No. of specimens
. No. of .
and daily preg. specimens with No. and type of anomaly
dose(mg/kg) rats P anomalies(%)
Control 21 140 0
(5% acacia)
7432-S
62.5 23 168 10 (8.0) 8: Ventricular septal defect
1: Ventricular septal defect and riding aorta
2: Defect of brachiocephalic artery
1: The same origins of brachiocephalic and
left common carotid arteries from aorta
250 22 139 4 (2.9 2: Ventricular septal defect
1: Running anomaly of hepatic vein
1: Running anomaly of subclavian artery
1000 23 162 5(3.1)  2: Ventricular septal defect
1: Running anomaly of hepatic vein
1: Vascular ring
1: Atrial septal defect, and abnormal fusion of
coronary vein and anterior vena cava
4000 23 157 2 (1.3 1: Microphthalmia
1: Ventricular septal defect
Cefaclor
1000 23 164 2 (1.2) 2: Ventricular septal defect

Bciz, /MR (Fig. 12), EOLERRRENE 1 HT-
ZHont, CCLEEH TR, LEPRKRIEN2 FE
Hohtz, NBEORBEET AT % >BHYD
SAEEI, 7432-S62.5mg/kg S B THMML L, fth
ORRBEEBHTINBREEERE A>T 2, C
NWOoNRBEERREETIRFORABMLTY, *
BB LREESEBROMTHEEZRI IO >,

NRBEOBELLLE LT, MRBLRERSEHY
CEELR RELR WRRE MEBROSEER,
REBIRD N — TRET, BITSNEHL 225, W
NEEMLTHZORBAE L CHRREGHRA SN
hotoe

3. DEF BEMIcKT L8

1) AEHED L CIEIRER

DR TRTCOF BHYTERICZH 5N, Table 8
KRLAK i, EBOERMME, 21.8 B~22.2 8
DWEATH > 7o 1B, T432-S D 62.5 mg/kg HEH
DRI, BEER L 4%, 250~4000 mg/kg &
EHTI, WTFhbMRBLEFEERI L -7, 2O
NER, HERE F HEFHZFCOVWTH, MHRH#EL
REZSEHROMICERER M1,

2) & &= :

Table 9 iCRT & Hic, HEELSHAR (WH 21
H) oR#Mo&kEX, 7432-S 1000 mg/kg 58D
BFLE B L 04000 mg/kg BEBROWMETHE 4EHT
MBI LEELSRONEH S h,

3) ARFTRBLUBEER

Sk - WEF, B892 EE 21 BICER LN, Rk
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Table 8. Body weights in mother rats given 7432—S or cefaclor
by gavage from day 7 through day 17 of pregnancy
Compound and No. Days of lactation
daily dose of
(mg/kg) rats 0 4 7 14 21
Control 12 300 326 332 336 316
(5% acacia) +7 *5 *5 *4 +4
7432-S
62.5 12 279 311 315 324 305
+9 *10 +9 +8 +8
250 12 287 319 324 329 307
+4 *5 *+5 *4 *4
1000 12 287 313 319 323 303
*4 *5 +6 *6 +4
4000 12 287 315 317+ 319°** 310
+3 *4 +4 *4 +4
Cefaclor
1000 12 292 323 328 332 309
*5 +5 +6 +6 *5

Each value shows mean*S.E.

=, +s: Statistically significant against control at p<0. 05 or p<0. 01

B LMBLAHRFRB N> ThoBBNOR
E&ER( Table 10 ISR L1, M EREEMERICH]
LT, 7432-S62.5 mg/kg 5B IcH I HFMER
#'D & 7432—S D 250 mg/kg LA LD 58+ L U CCL
BEBTOEBERMNNS SN,

4) MEFIRES L CMBELEIT

WE 21 BERF BEY O MK EIREMKE Table
114, MEE/LEITEREE Table 121k L7 2,
3DIFE TSNS oI, WTFhLBETHD, B
BB LI BUETRET S DM 1,

4. F HEFcT 288

1) £ERBLVEE

Table 8 iR Lick iz, K O0OENS 21 HTOD
F . HEFOERFERICELT, ARKENLEIZEL,
ChSHEFOEF#HIIH LT, REZRSOELRIZZ
Hontihot, F HEFDOEEZ Table 13 & Table
14 1TR Utco BEFLATOMERE(F 13008 U 7o (KA E LS,
7432—-S @ 1000 mg/kg 5D 14 HEH L 21 i,
4000 mg/kg 58D 0, 7, 14, 21 OB HE, £ L
T CCL ##58d 21 HEICE» >, 7432-S 100
mg/kg & 58 & CCL #5# TOEEFE R ZIIEERE

ThHoto MILKOF, (FOEEKE R, 7432-S @ 1000
mg/kg BE5BOMBKFTT~10 88, LT, 4000
mg/kg HEROHBF T4 ~8HEKE 10 8KIC, £
fo, HEEFTLASE 6 ~10BRED SN

2) AREE

Table 8 L7k 5ic, HEAODHET, F, b4
FicARRBRZD OIS 1, BB, FARFHOH
B ICHIK L RBFOABBEORE T, RERSIC
ERTELEL SN AE (LA -7,

3) RENML - EHREE - R

F HEFORES{LDO B IE Table 15 2R L 7,
7432-S @ 1000 & 4000 mg/kg &5 B O YIHETHE LN
BERD LI, BEZT-7- 14 ARICYIETHEOZY
ShiEhr-EELBRICER2THENBY SN, h
SRVWFNLAELHHBR T - FHEF
DR G HEER R Z Table 16 iR Lo WFHDIR
Hicb2 REATHE, - 7, HRBICHET REAR
& Table 15 KR Lo WTFHDOEEICBLTHRE
BB T2 ”

4) MILFOREER

2l HB CEBELIF MIAFOREEER% Table 17
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Table 11, Hematological findings in mother rats on day 21 of lactation given 7432~S or cefaclor
by gavage from day 7 through day 17 of pregnancy

Compound No. WBC RBC Hb Ht MCV MCH MCHC
and daily of
dose (mg/kg) rats  (10"/mm?®) (10¢/mm?’) (g/dl) (%) (f1) (pg) %)
Control 12 7.7 6.08 18.9 33.8 56 22.8 41.2
(5% acacia) +0.4 +0.12 *0.2 +0.7 £0 $0.5 +0.8
7432-S
62.5 12 7.7 6. 24 14.2 35.1 58 22.6 40.3
+0.4 +0.12 +0.1 +0.8 +1 +0.4 £0.5
250 12 8.5* 6. 19 14.1 34.7 56 22,7 40.6
*0.4 *0.12 +0.2 *0.7 *0 +0.4 +0.7
1000 11 7.5 6. 37 14.4 35.7 56 22.5 40.3
+0.4 +0.13 +0.2 £0.8 *0 +0.3 +0.5
4000 12 6.8* 6. 30 14.4* 35.5 57 22.9 40.8
+0.2 +0.11 *0.1 *0.5 +1 +0.4 +0.6
Cefaclor
1000 12, 7.7 5.93 13.9 33.1 56 23.3 42.0
*0.4 +0.10 *0.1 +0.5 *1 +0.3 +0.5

Each value shows mean*S.E.

=, +x; Statistically significant against control at p<0. 05 or p<0. 01

& Table 18 ISR L7z, @ EREEXTEBRICIHEL,
Lo bfntic 36l L TAH o A& ki 7432—S 250 mg/
kg 5B 0RERMNOATH D, ARKE
WIS EALIZ TS > 7co ERABBEICOWT, HHFTIR
7432~S 0 1000 mg/kg &5 B DRI ARERFRD, 4000
mg/kg EHOBLLFIIROERR D, LUV CCL
BREBICBAFIVIRERR DS OGN, LAL, HE
HFOEBBEERICOVTIRE(IZL > M,

5) MAFOMEFENRE

43 Table 19 IZR L7z, HEMFDO WL DA DIFE
TENRBONIH, WFRLBETHD, REFEFZEEC
L BEMETRET S DM -1,

6) BIAFOEIRHE

A #k i3 Table 20 /R L 7co 7432-S 4000 mg/kg #&
58 s CCLESHRORHBEVSBERDLLN, 0
fh, {LEBELERERICHLT, MBRELREZSE
BOMICHERLE(RE, 72, BIRERIZ, T432-S
? 250 mg/kg HEBHICWBRES | IS HIKHE 2 6,
4000 mg/kg {5 EHICHKMEF 1 . £ LT CCL 5
BICHBERES | FINRALIDHTH -1,

1) A=72 74 =L FRBE L CHAEUKKRERRR

A—=T 74— FRBROBKIE Table 21 IZ/RL
72 CCL #5 B0 X kY] h BAERERM L fc LIS
LA IS - feo KEBABRD A Table 22 &
Table 23 iR L7, WA THE LUOEBATOVWTN
KBLTH, T—ABEHMN, L5 BRI
RELZEFBIZOVT, ML TREET(LBL LB T

8) HMEERE

L B4Y 11~12RT7A2EE L CERKLF, FOEM
HERBDORE% Table 24 ISR L1 RELIRRTT
TRV L, WENLEFISHENZH ot ik
B ESBOIRLIMIG 22.0-22.4 BOFEHEIKH D,
FhoLMRE 2.2 HiIc LABZR UL - o, HER
% 7432—-S D 250 mg/kg 58T 14.9, 4000 mg/kg
®EBTI3.84RL, ThoRB3VWFh baBE17.06
HLUBEEBRBVTH-1, ChOoZRMLT, 7432-S
@ 250 & 4000 mg/kg HEBH T, BHERHE HEFK

(EBEFEREFE2AT L bD) BLUEFEHEFH
IKBLTHRDNBD SNz, Bk, HRM HEF
BHLUEFEEEFHICOWT, Kruskal-Wallis 4
EEIT-1ETA, Hi2ECOVWTIIBMEICHEERENR
Hanth, B2 VWTHBMICEEZERET S
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Table 13. Body weight of male pups born from mothers given 7432—8 or cefaclor by gavage
from day 7 through day 17 of pregnancy

Compound and

Mean body weight+S.E.(g) with n

daily dose Age in days before weaning Age in weeks after weaning
(mg/kg) Day0 Day4 Day7 Day 14 Day2l Week4 Week5 Week 6 Week 7 Week 8 Week o Week 10
Control 8.1 8.2 15,7 81.4 48.7 81 150 212 270 320 367 407
(5% acacia) 0.1 0.1 *0.2 *0.4 0.7 *3 +4 +6 +*7 7 38 +9

84 49 40 49 49

7432-S
62.5 8.0 8.7* 14.6"° 29.9° 46.5
+0.1 0.2 *0.3 *0.8 =*1.0
86 48 48 48 48
250 6.0 9.3 155 31.6 48.8
+0.0 *0.1 +0.3 *0.4 =*0.7
85 48 48 48 48
1000 6.0 9.2 14.9% 30.1** 45.8"*
+0.1 *0.2 *0.2 0.4 =0.8
79 45 45 45 45
4000 5.8°* 8.8 13.8** 28.0** 43.8**
+0.1 *0.2 *0.3 *0.6 0.9
86 48 48 48 48
Cefaclor
1000 6.0 9.1 14.8** 30.0** 45.6°*
+0.1 *0.1 *0.2 *0.4 0.6

84 44 44 44 44

12 12 12 12 12 12 12

87 142 201 255 309 354 393
+4 £5 +8 8 9 *j10 +11
12 12 12 12 12 12 12

89 145 207 261 313 357 396
*2 £3 +4 *5 +6 =7 8
12 12 12 12 12 12 12
87 140 200 254 307 350 385
+3 +4 +5 6 *7 38 *+8
11 11 11 11 11 11 1
80° 134* 191* 242* 204* 338 374*
+3 *5 *7 8 *10 *12 +13

12 12 12 12 12 12 12

359 397

+9

86 142 201 259 313
*+2 *3 *5 6 7

12 12 12 12 12 12 12

Each value shows mean+S.E. with n.

-,+s: Statistically significant against control at p<0.

RN, BT, BT2 ZEITDWT DUNN
BIE A5 EHBEIT-1-L A, 250 mg/keg 5B
K2V TR, WIFhd, MBRBLOMICERZEZIBDS
niim-7. LA L, 4000 mg/kg 5OV TIL,
HEM HREE D, MRBICHL, WFhLEECR
Hlte 5B, FEFOEERIL, T432-SHE5RBHL
b, MRBHLEEZREh->77, CCLESHTIRA
BB L. £EFEFOAEBETIIZ RHEZ
Bl -1, EEFEFOEEIZ, CCLESROMT
BOLUAH, thizvwFhdbBBC L EEZ2RE, -
T2 A6, THODHFOARBEORETIIMML T
REFRIIED -1,

9) EMHEERES v POBREER

&% Table 25 & Table 26 =7k L7z X ER S
HEXERICHEL, LHbRAREENLSELIR, 7432-
S 4000 mg/kg HEHICHF L FEERRDDATH -

05 or p<0. 01

oo CHhOFEOREHMBFENRECIILRATIZY
Shiih-7,

10) ERHERE S » FOMBEHRE L L MBELSF
S
MEFEHRERLF % Table 27 ISR L, Mik&E(LES
r DR % Table 28 IR L7, MKFENRETIE, &
KT, WESOIDIFHIBERELL S SR,
REZS LML B EE BT 2 bDR>EN- 1,
MBEECEIMRTS, IS L T2H 5h 3Kl
B, REZSLMEL-ERELZRET S bORNK
Moo

m % ®
Cephem #§THE DM ENE 7432-S 0 62.5, 250,
1000 ¥ & TF 4000 mg/kg/H%, J v bEREMICH
LT, BFSEERMICEREDRS L, B8, BT
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Table 14. Bady weight of female pups born from mothers given 7432-S or cefaclor by gavage

from day 7 through day 17 of pregnancy

Mean body weight+S. E.(g) with n

BLUOHEFICHT 2B EHAN, MBMHE cefaclor

(CCL : 1000 mg/kg/H) DOE LB L 7o

FEGBSHMOBERIE, 7432-S #5085 & & b
CHAREEICRD LA, BEE2ET LR OEREK
$icid, 250 mg/kg LI LD ESBTHEML, C0OY
KERK)IC S S 3 BHERRADVVZHSNEN -1, R
BIERI3, CCLEBSMTOLEHLNIH, 1D cephem
Micowtb@BHonTVS 39, 7432-S D 250
mg/kg Pl OB SBT3, ARKEMICHEKREAH MM
Ufo fkRBMiz, CCL#SHTLALNIMN, &
NOLUND cephem Bl D>WTHMEEINTED 79,
PO, 7432-S BB ICHBRBRETRITV,

iR 2l BicBKE LAF BHMOBERRTIR, mKR
BRESRBCEBERMMNHFHAE TS -2, Cephem
%& %\ i3 penicillin FIENHBESICL > TET S
BROLE - -0 2, ERNMREOTLOKICET

Compound and
daily dose Age in days before weaning Age in weeks after weaning
(mgrke) Day0 Day4 Day7 Dayl4 Day 2l Week4 Week 5 Week 6 Week 7 Week 8 Week 9 Week 10
Control 5.7 8.7 147 30.4 47.4 85 128 185 189 209 231 244
(5% acacia) *0.1 =*0.1 0.2 *0.4 =*0.7 +2 *2 +3 +2 +4 +5 *4
‘ " 86 47 47 47 47 12 12 12 12 12 12 12
7432-S
62.5 5.6 8.3 14.0 29.2 46.3 84 129 164 186 208 225 240
+0.1 0.2 *0.3 *0.4 0.8 +2 +3 +3 *2 +4 +3 *3
91 48 48 48 48 12 12 12 12 12 12 12
250 5.6 8.8 14.6 30.3 47.4 84 127 162 185 205 220 237
*+0.0 *0.1 0.3 *0.4 0.6 +1 +2 +3 *4 *3 *4 +3
89 48 48 48 48 12 12 12 12 12 12 12
1000 5.6 8.7 14.2 28.8%* 44.4°* 80 123 150  177** 197* 214*  230°
+0.1 *0.2 *0.3 *0.4 0.6 *2 +2 +3 +2 +3 *4 *5
T 43 43 43 43 1 1 1 1non 1 1
4000 5.4* 8.4 13.5** 27.8"* 43.7** 76* 118 152* 173* 193* 208°"  222**
+0.1 *0.2 0.3 0.6 0.9 *3 +4 +5 +5 *5 +6 *6
‘ T4 48 48 48 48 12 12 12 12 12 12 12
" “Cefaclor
1000 5.7 8.7 14.3 29.5 45.4° 80 121 158 183 201 222 236
0.0 *0.1 *0.2 0.4 =*0.6 *3 *5 *4 +4 *4 *4 *4
88 52 52 52 52 12 12 12 12 12 12 12
Each value shows mean+S.E. with n.
:»,ss: Statistically significant against control at p<0. 05 or p<0. 01

AZEBRICE T ZKOBERMEEICL3LZEL 00
TWB™ 10, 74328 58 &H 5 i CCL 5.8
DEBABYIRBETKIESRICEATVEELIIC
R on, TmREBZRSOHELEBRICH T 2 KIRIN
BEEINTVWALDLBbNA, ELT, TDOI LD,
ffkRMEMOERTHAILEAONSBL, F1:, KE
DRETHAS LHEREIN S, 7432—-S D 1000 & 4000
mg/kg 58 % 5\\id CCL 58 ich i 2 MRER
/D 7432—S 4000 mg/kg ¥ 5B T ORI ERIY
Mméb 303 CCLESRBICH T 28Boexs L ot
ERMEMABH O, ChoDBEERLELI
cefotetan!s’ % cefroxadin® @5 v M BEFBMKS
RRBRTLEHONTHED, Thoid, X b LRBELE
HEEISATWVE'Y, IhoBHMOMKFEHRE PN
BELEIMT TR, REBZSICERL, REDBHEER
3 BEALIZTE A 5 2o
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Table 16. Reflex functions in 20 day—old pups from mother rats given 7432-S or cefaclor by gavage

from day 7 through day 17 of pregnancy

% (positive/observed)

_ Compound and  Falling Righting Visual Auricular Auricular  Corneal Pain
" daily dose posture reflex placing reflex startle reflex reflex
(mg/kg) response reflex
Control 100 (96/96) 100 (96/06) 100 (96/86) 100 (968/86) 100 (96/98) 100 (98/08) 100 (06/08)
(5% acacia)
7432-S
62.5 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96)
250 100 (86/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/?6) 100 (96/96)
1000 100 (88/88) 100 (88/88) 100 (88/88) 100 (88/88) 100 (88/88) 100 (88/88) 100 (88/88)
4000 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/86) 100 (96/96) 100 (96/86) 100 (96/96)
Cefaclor
1000 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96) 100 (96/96)

ChoDBREMNSHONI X ST, T432-S &5 &k
BF JERBBWICK T 2 ML, WITH LD cephem
Rbs0id penicillin RREMAKRS TCEDoNTY
25DTHD, Kz, T432-S HEICHERNICREATS
B 7,

KEWR 21 B I/ L7-F S8 o 18 5 hifaffico
VT, TEREFHRICIRERSOELBHIE - 12
B, BfFkEE, 7432-S 4000 mg/kg HEH TR L
o AROBRBER TR, BEBEVSRDLLTED, K
BCRTEARGEENTEIN. COLIKKRD
cephem H| 25 Lt %, BFOFERREBIEMH
BHohaZ &3, £ D cephem HITHESIHTW
» o 7 v hOIERMMTICBEHYOR
EREBRHECERRD 50% ICHIRY 3 & KM FO
BERDEETZ LS TVS2-29 , 7432-S
4000 mg/kg 5B T, HICRSHICEFHSEERND
B ohaoT, 20k, 2RNICFENKBFR
HBEN b o bDEELONS, SEDRRT
b, BBEREH 7432-S & CCL 2% 58 TRD L1,
Rk 75 Ra M B /D 3 i cephem FIBSDBA K b
BhohTuwadt, WIFhbEFEEEEDShTHR
Wi-e s 16 1820 g &[E0) 7432-S ¥ CCL

6 I, a~8, 12, 16~20)

BEDPATH, ERUEDHIHEETRIEALLY, 55
Wi, AREKERICHmML DT 2RI, B,
ARBEREOVTFTHIBALT 2 BHSHT, Ch
CREBRGICXBLEZAOCNIBHRMEITEI QL
Mot THbh, ZhoDRENEOEAL, EBE
BED L EHHME ORRIIBD ShiTh- T,
REFLHAEHIBION LI DTH B
7432-S @ 4000 mg/kg HE B TIIMRMHBA 2.4% 2
»oh, 62.5mg/kg HEHTHLHARREMELT
R BEH0.6% A Shtc, BRMIBEIR. ZOEKBE
NOBRMBOPPHEL D LELL T EMNHEKEN
mEDOMELXFNE L, Cephem Kic>2WWTIE, =
U ZADBEFMMIC cephalexin 285 L/ & %X, FiR
KPORBFICERRWBEREDILEEIRE" 'O NRLD
haEETHSH, HLE, loop diuretics?’-2%, f—
stimulant?? % pesticides?® #5ic & » T, SikME
FRBHTEHEEICBRT 5 ENPSIMSE > TR,
LT, DL &b, loop diuretics ¥ 8 —stimulant
ik BERM B, BBERO(LBHED B -
T, BFToAEBHONBH, HEKE, T{—HofF
TRETAHEANHBELTD, BEALDHITEK?
BEEEAZTERCEET S0, b5V IEEHRMEHLH
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Table 19, Hematological findings in 2] day—old pups from mother rats given 7432—S or cefaclor
by gavage from day 7 through day 17 of pregnancy :

Compound No. RBC Hb Ht MCV MCH MCHC
Sex and daily of
dose (mg/kg) rats  (10/mm?)  (g/dl) (%) (f1) (rg) (%)
Male Control 25 3,70 9.1 23.2 61 23,9 39.6
(5% acacia) +0.05 +0.1 +0.4 1 +0.3 0.4
7432-8S
62.5 24 3.77 8.9 23.0 61 23.5 38.7
+0.08 *0.2 +0.4 + 1 *0.4 +0.3
250 24 3.71 8.6*" 22.2 59 23.1° 38.9
£0.05 +0.1 £0.3 * 1 +0.3 $0.2
1000 23 3.74 8.4 22,1 59 22.3 37.6
+0.07 +0.3 +0.4 +1 *0.9 *1.3
4000 24 3.77 8.6" 22.2 58* 22.8°* 38.8
+0.07 *0.1 +0.5 +1 $0.3 +0.4
Cefaclor
1000 22 3.67 8.3"* 20.9** 57%* 22.6 39.8
+0.08 +0.1 +0.5 + 1 +0.6 *0.7
Female Control 23 3.78 8.9 23.1 61 23.4 " 38.4
(5% acacia) +0.06 *0.1 0.4 + 1 +0.3 +0.3
7432-S
62.5 24 3.80 9.1 23.7 62 23.8 38.4
+0.05 +0.2 *0.4 + 1 *0.3 *0.3
250 24 3.68 8.9 22.8 62 24.0 38.9
£0.05 +0.1 +0.3 + 0 +0.2 +0.3
1000 21 3.84 8.7 22.9 59 22.7 38.2
+0.04 *0.1 *0.3 + 0 +0.3 *0.3
4000 24 3.82 9.0 23.4 61 23.4 38.3
+0.08 +0.1 *0.4 + 1 +0.3 - *0.2
Cefaclor
1000 28 3.75 8.6 22.5 60 23.0 38.4
+0.05 *0.1 +0.4 + 1 +0.3 *0.3

Each value shows mean*S.E.

=, x=: Statistically significant against control at p<0.

KU, YERACEELSEENRET 2RECEET
3200 Flhibhb, HRKMBRERAORETIELL
T, WBEPHO—IFHNIELEEEETRT bDTH S ERE
EhTWa? 1,

7432-S 5 D[ AOTIRM B, IEF L BT TR
BWoNtEWEES bOD, Thid, BBICAEE,
1 - 4FORBETHD, TOHEEIR, WThbEERR
15, HERDEIEEABRKLD 5L H)REHRATIN
Motee LOLENS, BIFORIRKMEEFMICHE
T2, BIREWBICE-bDbBHONSL (250
mg/kg HEBHOBHE), BHELHKDERIBFEER
B 0 BESACED LTWS (4000 mg/kg RS5O

05 or p<0. 01

Blo SO ER, T432-S BEICL - CHEHDOLL
BHELNFORB I IHKMEILDVWTH, LdD
loop diuretics ® 8 —stimulant DFEE & [IHIC, IEE
O —EH 1L B BEIC L > CTHRRINZ LD THAD
EEHEAETEELTWE LI ICEDNS, -
SENERTIE, 7432-S62.5 mg/kg 5 HTLE
FRRRIEN 4. 2% BB Lce COEEICHEERIZY
SNV, BEBOABICLS Jcl : SDEF v M
FOLEPBRIBONNY 775 Fi30—-2.92%TH
02, Thickhl, b 62.5 mg/kg RSB THR
BHRePELLiicBbnsg, LHLEHKS, 7432-S
@ 250, 1000 & %\ it 4000 mg/kg RSB TOLEF
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Table 20.- The skeletal observation in 21 day—old pups from mother rats given 7432—S or cefaclor
by gavage from day 7 through day 17 of pregnancy

Minor change(b’

Compound and  No. of No. of Type and
daily dose spect- coceY g Lumbar  Sacraliztn/  Seventh No. of
(mg/ke) mens vertebrac rib Lumbariztn sternebra  2nomaly
Control @ 28.0%0.1  12(25.0) 242 17(3%8.4 0
(5% acacia)
7432-S
62.5 48 27.7%0.1 8 (16.7) 0 13 (27.1) 0
250 48 28.0%0.1 19 (39.8) 0 10 (20.8) 1:Fs, 2:Kr
1000 44 28.0%0.1 12 (27.3) 0 12 (27.3) 0
4000 48 27.6%0.1** 9 (18.8) 0 9 (18.8) 1:Kr
i Cefaclor
1000 50 27.7*0.1* 14 (28.0) 1 (2.0) 14 (28.0) 1:Fs

Fs Fusion of sternebrae, Kr: Knotty rib
(a),: Mean*S.E.

(b) 1 Each value shows cases with parcentage (parenthesized figures).
»,ss: Statistically significant against control at p<0. 05 or p<0, 01

BRI, ZhEN1.4%, 1.2%H50i320.6%TH0,

TORBRI ARKEHEIZHONT, Lhd,
CNODRRIIVWTNRG Sy 7 75 U FEBEERN~NA
SPETH 1o ®~>T, 7432-S62. 5 mg/kg K58
TPPEVHEETCRALALETRRIES, RikH5Ic
ERTALDLRIEARL, LI, ABICEHARYE
FIbiRE > &Itk >T, PPHEENRLRLI- DT
brrLEZONS,
BAMGBROBHY T, DPEREPHEEIEILS
hotfel, MEHICOWT OB, -, WEMM
FkEd, 7432-S O 1000 & 4000 mg/kg RSB T
BELGETHEAONI, LHLKAS, BILBOSIRR
R SEER MAEFHRE MEEMrTcir, C
NoDREFBEIBRNTHLLEEZONBEIZLL
%<, cephem RIEANHICL ZERT, BEZHSH
AEBERNEMNL, 7432-S D 250 mg/kg U EDHEE
BLCCLEBSRTAONILDATH > 12,
FHEFOEEHICIRERECLEEEZONS
RERLL, HEROARBEECHIKFORBHETH
Bl &+ ~ERE I3 » o T432-S D 4000 mg/kg
BREBTIZ, MEOF Fic3tiE L CHILATE ALK A
BLT, (KEHEIMAME S N7 1000 mg/kg BEEHD
F Foigs, BEsLENc 3T © CCL SR LEE

BIZ, 2L T, MAKIEHFTOSEEMIMIME X
Ntz LHLEMNRS, MBOF, HitFORES{LOH
KT, DEFOUISEATS 1 HEBELLDOD, o
BHEEREETHO, T/, KEHEE, #E%, HE
(=T 74—V FTHD, 2BHE (AKX
T8 KR REREDONT, ok, MAFOMm
BERRE P ERRE R T % D MM A9 4R 25 0 [ ik 1 L2
AT HRERSICMART S LEBDIAE(LIBHON
- tes
F\FOERIERE TIX, MREZEEHL L, TR
RZ100%THY, ERHME, HELLBVWThLER
Thoto HEISNEF,FIZoWTH, £HFH, KR
EELEICBBIEE - 8B, T7432-S 4000 mg/
kg HEBTREEMN 1.8 BERD LI, BDDE
B, Sy 2750 Nl (99%(SHE : 14.0~18.9) i
HLBBETH, COBEORBHRDEBRILIL
T, OPRERSAIME & O BESRIMEI % RM T 5 & & kR
Ve KB, IhoT v bORRICMT SREBHEBFOR
BTR, 2{RBFRBEO -1, &0, ZHIcH
AHEFBOBDE, BEROBRDVERBRLI:DTH
h, WHYEEEHIEAREET 5 & 5 WA TIIE -7,
DEDORENS, 5 v MBEEBRMHRSERICH TS
7432-S DEAEL BRI, FERSHMIcH>VTIE
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Table 21. The open—field behavior in 3 week—~old pups from mother rats given 7432—S or cefaclor
by gavage from day 7 through day 17 of pregnancy

Compound and No. of Center
daily dose - © Ambulation Rearing Preening Defecation Urination latency
pups
(mg/kg) (sec)
Control 24 39 3 1 0 0 24
( 5% acacia) +4 +0 10 +0 +0 +3
7432-S
62. 5 24 34 3 1 0 0 32
+3 +0 +0 *0 *0 +7
250 24 36 3 2 0 0 41
*4 +1 *0 +0 +0 +10
1000 22 37 2 1 0 0 38
*4 +0 +0 *0 +0 *10
4000 24 32 3 1 0 0 42
+4 *1 +0 +0 +0 +10
Cefaclor
1000 22 51°* 4 i 0 0 28
+4 *1 +0 +0 +0 +5

= : Statistically significant against control at p<0. 05

62.5 mg/kg/ BUAT LB I h 5%, F,BHMOXE (RREKENIM : 1985F 5 A~1986F 2 A)
EHBITOWVWTIE, 4000 mg/kg/ B EHERIN B, —

H, BEF L & E M IS S\ TiE 4000 mg/kg/ H E | =3

EEZONBN, FEARHFICOWTIE, 1000 mg/kg/ HRICBBHEWLIR BE THER, FHSE,
HEEENS, FIHEFIKOVTR, £ RE  FREE 2AKE, HdlE— BRXE SKREL
DMb, RETHRE, TR, MERK®, AEMERECBILT, 4000 £&&F £ TEIEL, ABEEA, HRER HEECK,
mg/kg/ BEMBINBN, EFEICOWVWTIR, 250mg/ MAESR, SFES, SLEF. AEER S0 L
kg/BELHEEREN S, LN BRFOBERICERT 50



1017

1432-8S D5 v REFHBE RN SRR

vOoL. 37 S—1

duwres j1xa 03 SUIALIIB UT Pa[IB] SJBI YOTYM S[BLI} JO "ON : [BOS—ON

9Vx 8°CF 9rFx voFx 6°0F 60F LO0F
1°62 8762 6 €S 0T 0 Ve I 8°6 0 G'6 o1 000T
I0[98j3)
V¥ 8'1¥ 9% 20F S'0F 0'T¥ 8°0F
1’12 0762 €79 6°0 0 9°¢ 4 A 0 68 4 0007
| A IvF 67F €0F 'lFx 9°0F VoF
L6l [ ¢ S 0§ €1 0 ey 0 801 0 VL 11 000T
8°¢x LTF 1°6F €0F S0F 'lx S0F
6 Ve V82 625 [ 0 97 1 0°01 0 V'8 gl 052
£eF 81¥x 2SF S0Fx voFx 6°0F 9°0F
€L 9782 279G ST 0 97 4 601 0 76 21 629
S—6EVL
LeF 073F S9F 9°0F voF g1F §0F (e1oRI® %G)
692 G'Le €19 6°1 0 0°¢ 14 (G4 0 €8 2l [oryuon
(oss) (09s) (09s) (09s)
(F'STUBW) (‘A'STUBW) (‘A'SFUES) q's+ IS+ 4SF (TSTF
£ep kep £ep [803-ON uBaly [B03-ON UBS[y [BOS—ON UBSJ\ )
pig puz 1s1 [e03—oN awt], (34/3w) ssop

£ep pig

£vp pugz

£Bp 3T

[11} 9ZBW UT 2w} SUTWWIMG

[B11} 8ZBUI UI SIOLId JO "ON

sdnd A[rep pue

Surwwims jySrenyg JO ON punodwo))

Aougulaud jo LT Lep ySnoryj L Lep woj

adeae3 £q 1010800 10 G—ZEpL UAALS syl Jeyjow woly sdnd (e P[O—}9am § Ul 389 azBW_ [, oa[dy[nu 101BM ayJ, "2z 9[qel



CHEMOTHERAPY NOV. 1989

1018

G0 "0>d 1B [0J3U0D 18UTBSB JUBIIJIUSIS A[[BOTISTIRYS : ++'s

dwiel 1xe 0 SUTALLIB UL Pa[IB} S1BI YOTYM S[BLI} JO ‘ON : [BO3—ON

STF g s S§eF vox 9°0F 9°0F 9°0F .
9°62 A ¢ €8b 0 172 0 8¢ 0 26 0 86 el 0007
. J0[98J0))’
97¢F £eF VeF S0F VoFx S0F 9°0F
9°62 682 6°LY 0 G2 0 9°'¢ 0 €6 0 L8 21 000%
¢ex 0°¢F 6CF 9°0F S0F 6°0F 1'1F
v'92 1°L2 gy 0 02 0 172 0 LA 0 o-ar 11 00071
SEF 1vx YF 9°0F v 0F 8°0F 9°0F
VL2 1°6¢ A 44 0 6°1 0 6°¢ 0 201 0 ¥'8 4 062
S eV¥ 6 V¥ £0F 01 8°0F L0F
G'62 L'gg 8 %S 0 91 0 L'g 0 £°01 0 6°6 21 629
S—GEVL
672F 0S¥ (A £0F 9°0F 9°0F S0F (eroEOR %)
8°LC 1°¢g G0 0 81 0 8¢ 0 G'6 0 88 A [o13uo)
(09s) (99s) (09s) (o9s)
(T'STUWeW) (A'STUSW) (“A'STUSN) q4'SF 4'SF s+ (TST
£ep £ep £ep [e03—-ON Uu®Ba[y [B03—ON UBIN [BOS—-ON UBI]\ usay)
(38y/8w) asop
PIg Pug st Kep pig £ep puz £ep 151 [Bod-oN  auny, sdnd £qrop pus
[BL} 9zew ur dwy SutwuwILmg [B11} 9ZBW UI SIOJID JO "ON Surwrwms jySreng I° ON punodwop

Loueudaad jo L1 Lep y3noay) L Lvp woy}

adeae3 £q J0[0€J9D 10 §-ZE} ) uaaLd syel seyjowr woly sdnd syeway pfo—ya9sm g ut 3583 szvwI— ], s[diifnux J998M Y], ‘€2 d[qe,



1019

7432-S D5 v MGFHERBNR S KR

VvOL. 37 S—1

10 "0>d 10 G0 '0>d 1® [0J3U0D jsuTeSe JUBOTIUSIS A[[ROTISIIBIG : == ‘s

TSFuBsIy : (®)
il 10F 1°0F G IF 60F LOTF 1°0F
+ + + ¥ + +
19/88 1 1
0 «e9°G 29 o /t vzl 871 961 €22 oot a ¢ ¢ 0001
I019839)
ooy I0F L0F S0F SO0 F 0°0F
9L/89 X .
0 6 z29 ! ol 020,672 .86l 022 oot at el el 000¥
1o¥F  I0F S0F S0F SO0F 20F
eL/¥L ) 1
0 09 €79 L / vEL LW 9wl bE oot o ! H 0001
I'o¥ 1°0F V0¥ VOF S0 F 1'0F
. 2 £./98 ) ) ) . 00T 21 21
0 8 29 / £61 £Vl L8 0z a1 02
10F 00F £0F LA B A== 1°0F SR
08/¢€8 . 1 I 1
0 6°S g9 & / 9°¢1 8 vl g°g1 222 00 ¢ ¢ o S—gevL-
10 1°0F S0F S0F LOF ¢0F (Bromoe %g)
18/68
0 65 £9 ¢ / Ly 9T 0Ll 22 oor e el e joxuop
Apwous WA BN  SYHIG IPWHARN (oMUY (5SS  (g)BAN]  (sKEP) (%) syBI siBxr sared  (3y/3wr)asop
[eusayxe . Xepur  uonu . .
JOON  (g)l90quu Jo 1Is jusidurt wrodiod  pousad vonx  -nyred jusuldaid jo "oN  A[rep pu¥
uroqgma .
pu ad4y (3)1y31em Apog I °N YN J0'ON  jo'oN uoymsepg MMEJ JO'ON  jo-oN _ punodwo)

A>ueulaud jo 11 £BP :mn.o.:: L £8p woJj o.mui.u £q J00%}80 10 §—-Z@gp) USALS 5B IBYIOUX WIOIJ SIMPE ! U £3111q® aanjonpoaday ‘bz EICLAR



NOV. 1988

CHEMOTHERAPY

10 '0>d Jo gp "0>d 98 [oIju00 jsurede JuBdIJIUSIS A[[BOIISIILIS s ‘

*f['S F UBSWI SMOYS aN[eA Yoy

L0°0F% 10°0F 200F 100 000F T0 ¥ 270 9 F
LT 0I'c 2.0 T1v'0 810 972 9°¢ 22
90°0F 100F% 200F 100F 100 TOF 270 v oF
0L°T 110 O0L0 ¢e¥0 %10 -97 L 1L
0T°'0Fx T0°0F% 200F% T0°0F¥ 000F TO F 10 S F
9T 010 ¥.0 ¢€v0 ¥I0 972 8¢ gL
600F 100% T0°0F¥ 100F 100F 10 20 9 F
G9°T 800 O0L0 Ir0 €10 972 8¢ 18
L0°0F 100F ¥O0x 100x 000F 10 F 10 S F
49°T 010 0L0 2v0 ¥I0 G2 'y €8
G00F 000F 20°0F¥ 100x 000 T0x 20 L F
91T 010 38L0 2v0 ¥I°0 m T 6°¢ 122
£0F ¥WOF 900F 200F 200F €0 + L0 62
06 150 0.¢ 602 80 g€l ¥8I 8L
G0F €00F T1°0% ¥W0O0x 200+ SO F 21T ¥ 0% ¥
¢8 g0 L€ S0C 990 ¥l 6L 6eg
¥O0x €00F L00F 200x 100F vO0 ¥ S0 92 F
08 050 19°¢ €12 830 62 878 09¢
S0F ¥0O'0F 90°0x €00F ¥W0O0Fx L0 F 670 82 F
ve 20 G5¢ 01z 890 V€I V6l 0127
S0F 200F 810F 200F €0+ vO0 + 0T F 18
I8 160 08¢ 112 630 9720 902 61v
¥0F¥ €0°0x IT0x 200F 200 S0 F 670 e
¥8 250 L€ Li'e IL0 TI°€l 002 18¢

F 100F €10
L1'0 66°¢
F I00F 110
610 GS6°¢
F I00F G0°0
F
F

1

1

1

*

10°0F L0°0

I

70

0

50

70

70

0°0

70

10

L0 F 10°0F 80°0

80T 810 S6E

€0 F 000F 80°0

66 810 66

T
995 060 6902
¥2 ¥ 90°0F 601 F GI'0F
005 €60 L6l
ST F €0°0F 050 F
€6y 1670 €981
772
LT
62
0y
91

moo+moo
1S 16°0 9661
¥0'0F €870 F
S 88°0 8876l

€0°0F 8970 F
€16 G0 v9°02

100F 00°0F
00°0F 00°0F
10°0F 000+
810 L€
100F 000F
810 06°¢
10°0F 00°0F

10°0F 000F

G0'0F S00F

S00F €00F

VO0F ¥O'0F

€0°0F €00+

0 miol Y

1y3ram
£poq 3001
03 1ySem

ugdio
AT B[Oy

SesssesssaTEsETsEETAsETET R NaIET e aRETTNeT R NS TR toaTestRtReeRsaRTRETaenEs

VI'0F GO'0F €0°0F

1yStom
uesio
anjosqy

@ @ @ @ (3 (Bw) (3w) (3w)

sso13d ‘13

wWnos ) 3JBysoIJ S1ISa], urelrg ‘yewqng Aeymitg pwoify], snwAiyj, [Buaspy uealdg JeAr Asupty

(8ur)  (3)

Sun  jaBAy

(8y/8ur)ssop
Arep pue
punoduio))

1020

Aoueulead jo 1] Aep y3noiy; , Aep woij a38ABS £q I0[0BJAD IO G—Z¢), USALS S1BI JBYJOW WOIJ SI[NPe afeur 1 f ur sjydrom uediQ 'GZ 3[qe],



1021

7432-S 0 5 v NWFB BRI SER

voL. 37 s—1

10°0>d 10 g "0>d 18 [013u0D jsurede JUBIYIUIIS A[[BONISTIBIS <+ ‘
. *"SF UB3W SMOYS an[eA Yoy

.

600F 800F 1 F 200F 1007 105 20%F ¥ 11 F 100F 110 F 100F 100F 100F 0001

1T eIT 9 290 910 SV Lv 89 2Tz 120 Iz¥ 90 980 120 10[98320

21°0F ¥0OF T F 20F 100F 10F 20F L F LOF 100F 00 F 100F 100F 100F —_—

JLT 80T ¥ ¥90 LT0 9% IS 9. 0z 220 66 950 9L 820 —
1°0F WO0F T F 200% 000F 20 F 20F 9 F 60 F I100F €1°0 T 10°0F 100F 10°0F w01 Apoa 301
61 ¥l S S0 910 9% 2§ z. 0Tz 20 91V 80 L8O 820 o1 1ufom
800F ¥0O0F T F 100F 000F 20 F 20F L F 80 F [00F 800 F 100F 100F 000F 05z e
9T 91T SE €90 9T0 LV L% 18 06l 220 21V IS0 LED 6270 ‘ .
10F S00F 1T ¥ 100F 000F 20% 20F ¢ ¥ 80 F 100F 900 F 100F 100F 00°0F " g29 SATIBIRY
65T SIT 8 90 OI0 S¥ IS 8  gTg 220 617 850 80 820 S-28%L

00F S00F g F 100F 000F 10F 20F v ¥ 90 F 100F 01°0 F 100F 100F 000F (B10@08 KG)

¥l 91 L& 290 910 9% 6% 9L GBI 220 VIV IS0 L80 120 , fozuon.

0% 2 0% ¢ F @0 0% 10705 80 F v ¥ € & 0 % 100% 090 F L0°0F ¢00F £00F Of ¥ - 0001

9y 2¥t 601 8T 80 6T 2T 802 L'¥9 ¥90 882 2.1 60T ¥B'O  90g 100830

€0% V10F S F 20°0F 00F 90 F L0 F 02F 92 F €0°0% V60 F S0°0F S00F 200F 6 F 000¥

TG _8T¢ 00T 88T 6v0 9'€l 8% €2 6% 990 ELTT €97 10T 280  p62

Y0 210F ¢ F 20°0F 200F ¥O0F LO0F 61 F LTF 100F 6.0 F 00F WO0F €00F 6 ¥ 0001 -,
S¥ 19 ¥ 1671 b0 L'€T ¥ST €12 ST9 S9°0 Gval 2Ll 80T €80 162 ” Ta310
£0% 600F y ¥ 200F 100% 90 F 90F 2% L7 F €00% 620 F S00F 200% 200F 9 F 05z sinTON
8% £t 81 6T 050 ¥l €Vl 152 €85 190 667 9T 11T 880  gog nesay
€0F 010F ¥ F 200% 100F LOF 80F VI F €2 €00F 160 F WO0F 100F 200F § ¥ .. 879

6y 8t SIT V6T 6v0 8€l S'Sl b2 G'¥9 990 SLB ST SI'T 980 e O C g-gewl

20F 810F ¢ F 200F 200F €0 F 80 F 91 F LT F V00F L0 F 900F €00F 200F L F .  (s10898 %g)

€y 10V Ol 18T 250 LW SST - 2k 619 1.0 SISl 28T 91T 180  glg jo13u0)

3 (3 ((Buw) (8) (8) (8w) (8w) (3w) (Bur) (3) () () () () (3 s;ex  (3y/3ur)esop
sso13 18 wlea A[18p pue
WNoR0) SnaGY) ATAQ UTEIG TSNS LI PlOLY] Snuky) [SusIpy useld§ Jekr] Aoupry 3un piwer Apoq oo CC0 S
] ; , - ‘ reur,y

,wﬁoawun Jo L1 £ep ySnouayj 4, Aep woly a3va83 £q JO[0BJAD IO G-ZP), USALS S1BJ JOYJOW UIOI] SIBI S}NpPB o[BUie] 1] ut sjySrem wedi() ‘9z 2[qe],



1022

CHEMOTHERAPY NOV. 1989

Table 27. Hematological findings in Fi adults from mother rats given 7432—8 or cefaclor
by gavage from day 7 through day 17 of pregnancy

Compound No. Hb Ht MCV MCH MCHC
Sex and daily of ‘
dose (mg/kg) rats (10¥mm?’) (10%/mm?) (g/dl) (%) (fl) (pg) %)
Male Control 12 10.8 7.39 15.1 38.3 50 20.3 41.4
(5% acacia) £0.4 +0,10 +0.2 $0.4 *0 $0.3 £0.5
7432-S
62.5 12 11,2 7.52 15.2° 37.5°* 50 20.1 40,4
+0.4 +0,00 *0.1 +0.3 +1 *0.2 +0.2
250 12 10.5 7.42 15.2 37.3 51° 20.3 40.5
*0.5 +0.08 *0.2 *0.4 +0 +0.1 £0.2
1000 11 10.7 7.55 15.2 31.5 50 20.1 40.5
+0.8 +0.10 *0.2 *0.4 +0 +0,2 +0.3
4000 12 10.3 7.64 15.5 38.0** 50 20.1 40.5
+0.5 +0.06 +0.1 *0.2 +0 +0.1 +0.2
Cefaclor
1000 12 10.7 7.50 15.3 37.6 50 * 20.2 40.5
£0.6 +0.09 *0.2 *0.5 *0 *0.1 +0.2
Female Control 12 8.9 5. 04 10.9 27.6 55 21.8 39.4
(5% acacia) +0.5  %0.12 +0.2 +0.6 +1 0.3 +0.5
7432-S .
62.5 12 8.6 5.54** 12.1** 30.9** 56 21.7 39.1
+0.4 *0.09 +0.2 +0.7 *1 *+0.2 - 0.5
250 12 8.3 5. 39 11.6 29.8* 55 21.5 39.0
+0.7 +0.17 *0.3 +0.8 *+1 +0.3 *0.5
1000 11 8.2 5.43* 11.5* 29.7° 55 21.1 38.9
+0.6 *0.11 +0.2 +0.7 *1 +0.2 *0.5
4000 12 8.9 5.45° 11.7** 20.8°* 55 21.4 39.3
+0.5 +0.08 *0.2 +0.4 *1 +0.2 *0.5
Cefaclor
1000 12 9.5 5.40° 11.8**  20.4° 55 21.8 40.2
*0.3 £0.07 *0.1 *0.3 +1 +0.4 *0.6

Each value shows mean+S.E.

s+ : Statistically significant against control at p<0, 05 or p<0. 01

X

1) BH & OLHEEM GAEE RAHIH,
i ¥ : Cefaclor DEFMMML L UEMICE
LETHE (FL1H) VX, Ty bBLUUY
FILBUY2HBEERBEORS ICX 2R,
Chemotherapy 27 (S—7) : 846~864, 1979

2) BIEL, W. C. : Early age differrences in maze
performance in the albino rat.
Psychol., 56 : 439~453, 1940

3 HRER, RHEF ASHET, EF &
Ceftazidime D& 2T 2% (VD) 5 v
Mz B HEFBRLIESHKR, Chemotherapy

4)

5)

6)

31 (S—3):940~960, 1983

EANSE, SH%E :6059-SDJ v Mkl
A BB SRR, Chemotherapy 28 (S—
7):1119~1141, 1980

WETX BF K WES= & M
#6% : Cefroxadin (CGP-9000) ®F v ik
W AAEEER (F 1 H) REEBRHRERR. E
FESLFZ 10 : 802~824, 1979

FHIAF, PHE= WEBEETF DIEAX
&3 88 : Cefoperazone (T—1551) O FHR
B (E58) -5y bbb 2EMAR -,
Chemotherapy 28 (S—6) : 268~291, 1980
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REPRODUCTION STUDIES ON 7432-S
2. TERATOLOGY STUDY IN RATS

Y AsuHIKO HAseGAwA and YuJdi TAKEGAWA
Shionogi Research Laboratories, Shionogi & Co., Ltd.
3—-1-1, Futaba—cho, Toyonaka, Osaka 5681, Japan

A new oral céphem antibiotic, 7432—S, was given to F, rat dams of the Sprague—Dawley
.strain by gavage for: 11 consecutive days beginning on day 7 of pregnancy at doses of 62.5, 250,

. 1000 and 4000 mg/kg/day. The effects of 7432—S were investigated in dams, fetuses and postnatal

‘pups, a.nd compared with those for cefaclor (CCL) given at 1000 mg/kg/day.
In F, dams of each dosed group, body weight gain was not suppressed, but their food

: consumption decreased and water consumption increased. No abonormalities were found in the

pregnancy period, parturition and nursing behavior of F, dams. Fetal viability was normal.
Examinations of the external appearance, skeleton and internal organs of fetuses showed no
anomalies whxch occurred with significantly high incidences or which increased dose—
dependently, suggestmg the absence of teratogemc potential of these antibiotics in the rat. Fetal
‘growth was retarded in the 7432—S 4000 mg/kg group. No adverse effects attributable to the

‘treatments with 7432—S or CCL were recogmzed with regard to viability, differentiation, reflex

functions, behaviors,  sexual maturity and reproductive performance of postnatal F,:rats,

although their body weights were suppressed continuously during both pre— and post—weaning

periods in the 7432—S. 1000 and 4000 mg/kg groups and the ?re—weaning period in the CCL
T [FIRES FRREE R & S 2

, group.



