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ICEEENED N, 7432-S 2000 mg/kg & cefaclor 5 H TRk bEAEA FE /. L
ML, ChoF FoEEE AK, REMML BB REHEE T8, % E£MiE S5
LEERFEROBEER, MEEHRE, MBELERELLCREERYOE(LRS SO, -
foo &, FlEFEF HEFIKOVWTHRERSICHE L CERBIZH oM T,
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(6R, 7TR)-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
C.sH,,0¢N,S,
Mol. wt. : 410.43
Fig. 1. Chemical structure of 7432-S.
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Fig. 2. Body weight of mother rats given 7432—S or cefaclor by gavage from day 17
of pregnancy through day 20 of lactation..
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Student @ t BRE (FHMDOBE) % /2ik Cochran—
Cox D t RETIT> - (FAWMTIHEWIES), HEICH
TAERER X*BRE (Yates OWE- %) /-3
Fisher D EHBHEHHEFETIT > ChHRVWTRD
MR I LT, GREOBSHXT0.01 & LTREL
o &SI, FlafFokE, BEERLIUCEMBH
K2WTi}, Kruskal-Wallis REZ T -7, U,
THHIBY 5 Table icid t REDHERER LT

0. ¥ % & &

1. B%¥

1) —iReE

7432-S 500 mg/kg 58D 1 f& 2000 mg/kg &
& U cefaclor 5B OVMPI CREBRBOZEKRICH
REMOETFH S 5N, 7432-8 @ 125 & 500 mg/
kg S BD/DBH, 2000 mg/kg ¥ LT cefaclor 5
Bo2f s 2 AEIORENS SN, T432-S D
125 ¥ 500 mg/keg 5 H T HHE 5 HEHICR2FNK

EEE Lo COKREIR, T432—S @ 125 & 500 mg/
kg EHTHHE 18 HEZ THEN IS S hio s,
7432-S 2000 mg/kg ¥ & U cefaclor S HTIIMHE
21 H& TREBEL 7z 7432—S 2000 mg/kg & L U cefaclor
FEBO/DOME THEH ORI SH LS 5& I REEH
Ao, T432—-S 125 me/kg 5B D 1 HlHUENR 19
BitB&ES5Ick > TRE Lk, 7432-S 125 mg/kg
580 | ookt BON S FEREH (FER) L,
UsESH Lk, XPATRIHEFOLANME 2 B T
RECLADT Cols (MEF28) TEKR WKL
N, BRoOFERORBLN, EOCRBZEHOIE
hotee &I, 7432-S 125 mg/kg HESHO 1 HIT
BE 6 B icERsBDoh, BFELREHLT
Wi, BE¥MECORRATER, HRLALEZA,
BESEERICREWD A - - pouch MRS h, REICH
50 ANBNIRBEBONARANS LN,

2) 4 &

R L UHEPOKES Fig. 21R LA, 7432-
SEEBTRMBHE ZRRIBOEELRLETRLIMN,
cefaclor ¢ 58 CTIEIRKM I EBEMFINA Sl B
HHREEBLD, TR 19 BOGEHMMRIZ, MREC
HLUESIEL, 7432-S 2000 mg/kg ¥ & U cefaclor
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Fig. 3. Food consumption of F, mother rats given 7432-S or cefaclor by gavage from day 17

of pregnancy through day 20 of lactation.

BEHTIR, S5, iR 2 BOMMKDED - 1
BEHOKE T, 7432-S 500 mg/kg 5B THE
4 BiIi—BNREDORS onlch, LEkBIEL. €D
fhDE5EHTIRAREANSHE 7T HE TOMM, MR
EEMNIIM > Too T432-S 2000 mg/kg HEHTIIWE
14 B¢& 21 HiZ, cefaclor 5B TIMH 21 BIi<XR
BCHLBESGEEMINA SN,

3) BEER

EiRFE L UCMEIOEERS Fig. 3I1CR L7,
R DOIBMERIZ, 7432-S B L U cefaclor B E5E L
biERARICBEICH LERICED L, 7432-S#&5
BRCTRARKIGHEELNS SN, BEPOBERIT,
7432-S 2000 mg/kg ¥ & U cefaclor 5B CHE 4
Bz xtREBICH UKD L 7o 7432-S 500 mg/kg &5
BHTIWE 4 BB LERICHEmML, 351,

HH 21 HOMARIZ, REZKSLPTHRABICIKL,
WFnbLEEICHEML 2,

4) Sk

DK% Table 1 iIcR L7 EREGHMIILTSH
#Uto 7432-S 125 mg/kg {EPTTFERN 1 HH
shfcht, EOMOBEHMICHEERIS SN D -1,
FEBROSHYIL, 1T COEFEFE | CORTFEH
E L. fER, (ERYMEMS L OHKEIZ, 7432-8S 6
& U cefaclor 5 & & LIMBE L ZAWIh - o

5) HIRAFARBLVUREER

HEKRTHROYRFTRATR, RERSEBICLIILE
BRI SEETH - 7o COfth, 2, 3DBEIEALD
MELLY, ThonRBABENRETIE, REER
HEELZONDB DA > 7432-S 125 me/kg
580 | fICEBRICELNED o h, RBICERR
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Table 1. Gestation period, viability, and external anomalies of pups born from mother rats giw)eﬁ
7432-S or cefaclor by gavage from day 17 of pregnancy through day 20 of lactation

. D(argé ,"}&5)9 Gontrol 7432-8 Cefaclor
~ (5% acacia)
Item ‘ 125 500 2000 2000
-+ No. of pregnant rats 23 22 22 23 2l
No. of parturition(%) 23 (100) 22 (100) 22 (100) 23 (100) 21 (100)
+ Gestation period(Days)"’ 22.1+0.1 | 22.0+0.1 | 22.1+0.1 | 22,1+0.1 | 22.0+0.0
No. of implantation sites*’ 15.8+0.6 | 16.1+0.5 | 155%+0.5 | 16.2%+0.4 { 15 9+0.4
No. of alive newborn pups*®’ 14.8£0.8 | 14.9%£0.5 | 14.1£0.5 | 15.0+0.4 | 14.4%0.3
No. of stillbirths 2 5 1 3 3
* Viability of pups(%)
~ Atbirth®» 94 92 91 92 91
4 day—old © 99 o1** 99 96 98
1 week—old ¥’ 100 95°" 100 100 100
2 week—old @’ 100 95°"* 100 99 100
3 week—old ¥’ 100 95°* 99 99 100
Types and numbers of
external anomalies in 0 2 (KT) 0 1 (CS,PM) 0, .
newborn pups !

a) : Mean*SE.

b) : (No. of alive newborn pups/No. of implantation sites) X 100

. ¢) : (No. of alive pups/No. of alive newborn pups) X100

. d) : (No. of alive pups/No. of 4 day—old pups after standardization of litter size) X100
CS: Cleft sternum, KT: Kinky tail, PM: Phocomelia
s* ; Statistically significant against control at p <0.01

OMENRTE L T, APIOREICIZ, BEBELEEZ
BN 188, BRBBEEDESBICL--TEL-RED
B S, FERMERL, ChERBELAER BEEN
ERshi-bDEEL >N, MERTHOBEERS
" Tahle 2 {<7R L1zo 7432-S ¥ & UF cefaclor &5 8¢
EHEBROEX B L ENERA BB LA
mL. 7432-S HEBTEABRGH MM TH 7o
Tofh, #xtsXUENERCRLROZE(AERL, »
o, MEBcH LEEENS SN bOi, T432-S D
500 mg/kg S5 BIcH AR SIBEROHM,
2000 Hg/kg {E5BIcH T 2MRERORD LEIFER
DM, cefaclor HE5HiIcH T 2BH. IR ZHE
RO EFTR, O WRERORDTH-7,
©6) MFHIRE

U MEATEOMKFHREDRMEE Table 31RL

f2o T432-S HE5H TR, LWFHORAIEHEBIZEWVWTDH
MR L ERENED SN IEO 5 7o Cefaclor 58

T, ~E/ot & A< b+2Y v ME MCV,

MCH O® & BmBBOMMNS Shicts, WEhb
BHETRT 5 LS HPABFLELTRES 10

7) MRS

WA T B O M /L ¥R E OB % Table 4 107
L7zo RBBHCH LESENMEINAN, REBSD
MBIk A B ARYET S DR 1,

2. F (Rt 288

1) s L UARRE

Table 1 IcRLA-LH I, Al (% 0E8) ©
F ¥ £EF FRPLIVCEERIZ 7432-S 8L U
cefaclor 5 &H & b BB L HREN b 120 &
BAEBBLOT BRI OEFRR, 7432-S 125
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Table 2. Organ weights of mother rats given 74328 or cefaclor by gavage from day 17 of pregnancy
through day 20 of lactation

Daily dose _
(mg/kg) Control 7432-8 Cefaclor

(5% acacia)

Item 125 500 2000 2000

No. of rats 23 20 22 23 21

Final body weight(g)| 318 + 3 319 =+ 4 324 4 344 = 7°° 1338 +3°

Brain(g) 1.94% 1.90% 0.02 1,92+ 0.02 1.93% 0.02 1.93% 0.
0.61% 0.01 0.60% 0.0} 0.59%+ 0.01 0.56+ 0,01°° .0.57+ 0.01°"

Submaxil. glands(g)| 0.59%+ 0.01 0.56+ 0.01 0.58+ 0.01 0.58% 0.01 0.53% 0.01°°
0.18% 0.00 0.18% 0.00 0.18%+ 0.00 0.17+ 0,00° | 0.16% 0.00""

Heart(g) 0.97+ 0.01 0.97+ 0.02 0.98% 0.02 0.97% 0, 0.91+ 0.01°°
0.30% 0.00 0.30% 0.00 0.30% 0.00 0.28+ 0.01°°| 0.27% 0.00°°

Lung(g) 1.25+ 0.08 1.12+ 0.02 1.17+ 0.04 1.18+ 0.02 1.14+ 0.01
0.39+ 0.02 0.35* 0.01 0.36+ 0.01 0.34% 0.01 0.34% 0.00°

Kidneys(g) 2.12% 0.03 2.20+ 0.04 2.17+ 0.03 2.29+ 0.04°°] 2.37+ 0.04°°
0.67+ 0.01 0.69+ 0,01 0.67+ 0.01 0.67+ 0.02 0.70+ 0.01°

Liver(g) 14.81+ 0.29 | 14.93+ 0.26 | 15.98+ 0.19°° 15.69+ 0.34 | 17.94+ 0.20"°
4.84%+ 0.06 | 4.68+ 0.07 | 4.94%+ 0.07 )

Spleen(g) 0.61% 0.02 0.63% 0.02 0.60* 0.02 0.62+ 0.02 0.62+ 0.02
0.19+ 0.01 0.20% 0.01 0.18+ 0.01,| 0.18% 0.01 0.18+ 0.00
Uterus(g) 0.35+ 0.01 0.34% 0.03 0.33+ 0.02 0.34% 0.02 0.30+ 0.02
0.11% 0.00 0.11% 0.01 0.10+ 0.01 0.10% 0.01 0.09+ 0.01°°
Cecum(g) 9.7 + 0.3 13.2 £ 0.5"° | 13.9 + 0.6 **| 26.7 + 2.4°"} 17.0 + 1.2*°
3.05+ 0.08 4.15+ 0.16"°| 4.28* 0.17"°| 7.59+ 0.61°*| 5.00+ 0.34"°
Pituitary(mg) 14.2 £ 0.3 4 14.2 £ 0.4 14.5 £ 0.3 14.6 + 0.3 14.8 + 0.3
45 +0.1° 4.5 + 0.1 4.5 + 0.1 4.3 + 0.1 4.4 + 0.1
Thyroids(mg) 14.6 + 0.5 14.4 + 0.6 14.1 £ 0.5 13.3 + 0.5 14.0 + 0.6
4.6 £ 0.2 4.5 £ 0.2 44 t 0.1 39 +0.1°°| 4.2 +0.2
Thymus(mg) 170 +13 159 *15 153 +11 115 + 8** 85 +6°°
53 + 4 49 =+ 4 47 + 3 33 + 2*° 25 + 2°°
Adrenals(mg) 68.5 * 1.4 70.4 + 1.8 748 = 1.0° | 86.1 £ 2.3""| 9.7 + 3.4°°
21.5 + 0.4 22.2 + 0.7 231 £ 07" | 25.2 09" 27.1 £ 1,07
Ovaries(mg) 89.3 + 2.9 85.6 + 3.4 84.0 + 2.8 85.7 + 3.0 82.1.+ 2.0
28.0 = 0.8 26.9 + 1.1 25.9 £ 0.7 25.0 = 0.8%: 24.3 £ 0.8"°

Upper figures: (Mean*SE) of absolute organ weight
Lower figures: (Mean*SE) of relative organ weight to 100 g of body weight
=, »=: Statistically significant against control at p<0. 05 or p<0. 01
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Table 3. Hematology in mother rats given 7432-S or cefaclor by gavage from day 17
of pregnancy through day 20 of latation

Daily dose
(mg/kg) Control 7432-8S Cefaclor
(5% acacia)

Item 125 500 2000 2000
No. of mothers 23 20 22 23 21
RBC (10%/mnt’) 6. 420, 06 6.37+0.08 6.41%0, 07 6.4680. 07 8.32+0, 08
Hb (g/dl) 14.3 0.1 14.1 *0.1 14.2 £0.1 14.3 0.1 13.8 +0.1°*
Ht (%) 36.6 0.3 36.0 +0.3 36.3 +0.4 36.5 £0.3 35.5 +0.4"
MCV (f1) 57 0 57 0 57 *0 5T %0 56 *0°
MCH (pg) 22,2 0.2 22.1 0.2 22,0 *0.2 22.1 0.2 21.6 0.2
MCHC (%) 39.0 *0.2 39.2 *0.2 39.0 0.3 39.2 *0.2 38.8 0.2
WBC (10" /mm") 7.2 +0.3 6.8 +0.4 7.3 20.4 9.2 +0.9 8.8 +0.3""

‘Data are given as mean*SE.

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

60 - —_
Compound daily dose (mg/kg)
@&——@ Control ,
50 i 0——o0 74328 125
B—8 7432-S 500
O—0 7432-S 2000
a&——a Cefaclor 2000
40 —
C
: ,’Eﬂ 30 - Male
@
3
>
'!o:l
m 20
10
0 T T T | T T T T !
0 4 7 14 21 0 4 7 14 21

Day of lactation

Day of lactation

Fig. 4. Body weight of F', pups born from mother rats given 7432—S or cefaclor by gavage
from day 17 of pregnancy through day 20 of lactation.

tg/kg SR THREICL LERICRD L, Cok
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ho>oBHMmERA LES, FIFOLEFERIE WY
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R1PlBShI,
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Table 4. Blood biochemistry in mother rats given 7432—8.or cefaclor by gavage from day 17 -
of pregnancy through day 20 of lactation

Daily dose 7432-S Cefaclor
(mg/kg) | Control
(5% acacia)

Item 125 500 2000 2000
No. of mothers 23 20 22 23 21
Glucose (mg/dl) 157 * 3 15 5 157 % 4 155 %5 147" £ 5
T. Protein (g/dl) 55 £ 0.1 52+ 0.1°°| 5401 52+ 01| 4701
Albumin (g/dl) 3.8 £ 0.0 3.5 £ 0.0 3.5 0.0 3301 30zto01"
A/G ratio 1.9 = 0.0 1.8 £0.0 1.8 £ 0.0 1.7 £ 0.0° 1.7 + 0.0
Creatinine (mg/dl) 0,76+ 0.02 0.75+ 0.02 0.76% 0.02 0.75% 0.03 0.74+ 0.02
Urea—N (mg/dl) 3 +1 4 £ 4 1 41 =1 4 +1°
GOT (U/1) 78 + 3 99 +8° 93 =+ 7 2 +7 73 + 4
GPT (U/1) % + 3 8 + 4 5+ 4 85 £7 88 7
LAP (U/) 2 +0 2 1 23 *1 19 =0 21 %1
ALP (U/) 383 34 364 +33 341  *31 316 +28 285 +36
LDH (U/1) B 12 67 + 6 61 * 6 65 * 7T 53 + 3
CPK (U/1) 53 *5 54 + 5§ 57 + 3 98 + 9" 90 + 9
Amylase (U/1) 1694 37 1644 47 1833  +40° 1890 £53°" [2032 +49°°
Cholesterol (mg/dl) | 67 + 2 66 * 1 78 +2°° 78 + 3 88 + 2°°
Triglyceride (mg/dl);] 32 + % 3 2 3% 2 39 + 3° 47 £ 4"
T. Bilirubin (mg/dl)| 0.07+ .00 0.07+ 0,00 0.07+ 0.00 0.07+ 0.00 0.06+ 0.00°
Na (mEgq/1) 144 *1 144 =+ 0 144 0 145 =+ 0 145 *1
K (mEq/1) 4501 | 4701 47 £ 0.2 4.6 £ 0.1 4.5 + 0.1
CI'(mEq/1) 100 *1 102 %0 102 *1 102 *1 103 *1
Ca (mg/dl) 9.7 + 0.1 9.7 £ 0.1 10.1 £ 0.1 10.0 * 0.1 10.0 * 0.1
Pi (mg/dl) 59 + 0.2 8.3 £ 0.2 6.7+ 02| 69+02"| 69+02°
Fe (ug/dl) 386 14 384 *12 361 *15 316 +24 390 +18

Data are given as mean*SE.

-,++: Statistically significant against control at p<0. 05 or p<0.01

HERH SREFLEF E TOEE Fig. 4, BEFLI&ROE

#H%4 Fig. 51Cm Lo HERN SIS E TOFEI,

RS LB OlE - bEBARLc. MALEKDOKET
3, 7432-S 2000 mg/kg & &£ U cefaclor k5B D it
Sy hTRMMEBEEARL, 5 v b TH 7432-S 2000
mg/kg 5B T2 7T A E T, cefaclor 5B T5H#
#E TEEENS SN,

3) REML. REHHEE, X=X, ERO

REMEB L UHABEE% Table 5, RAHREED
k% Table 6 IR L7, MERKBOEIEEICHO>WVWTI,
7432-S % X U cefaclor B&x5#H & bR LENN
Mhoteo REALICEVT, WFIHHEEN 7432-S
125 mg/kg $r58 CHEHAF 2 ), 500 mg/kg {E5HT

YT L Flich o, REREERE R, WTFhoRE
L2 ERTH- 1,

4) MALFOHRS L CBEER

K% 2] HREFOHRIMAE LT, RikZGICKBE
ELZO5NBbDREL -1, BEER% Table 7 (i),
Table 8 (i) IR L foo MEHEF & b HEXTEER I,
7432-S 500 mg/kg L LD 58 % & U cefaclor &5
HOABHOBE CHREICHLEELGED LA, TN
SHRERTCREFENRED oI, BNMELUHENER
KRIABDEERL, o, MEREFIcHE L XL,
7432-S B 5B EB T 2 EHERORD, 500 mg/kg KL
LOBEEBH LU cefaclor 58 ICH T S RWRERD
Wb, 512, cefaclor S HICHE T AFBRERNR
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Fig. 5. Body weight after weaning of F, rats born from mother rats given 7432—S or cefaclor
by gavage from day 17 of pregnancy through day 20 of lactation.
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Fig. 6. Body weight of F, pregnant and lactating rats.
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Table 5. Differentation and sexual maturation in F; pups born from mother rats given 7432-8
or cefaclor by gavage from day 17 of pregnancy through day 20 of lactation

Daily dose
(mg/ke) Control 7432-8 Cefaclor
(5% acacia)
Item 125 /500 2000 2000
Differentation(%)
Auricular standing (4 day—old)
Male 90 /60 (100) | 81 /81 (100)|88/88 (100)|983/93 (100) | 81/81 (100)
Female 94 /94 (100) | 87 /87 (100) | 88 /88 (100) | 91/ 91 (100) | 87 / 87 (100)
Hair growth (14 day—old)
Male 90/90 (100) | 77/ 77 (100) | 88 /88 (100) [ 93 /983 (100) | 81 / 81 (100)
Female 94 /94 (100) |83 /83 (100) | 88 /88 (100) [ 80/ 90 (100) | 87 / 87 (100)
Incisors teething (14 day—old) >
Male 90/90 (100) | 77/77 (100)| 87 /88 ( 99) (93 /93 (100) | 81 /81 (100)
Female 94 /94 (100)|81/83 ( 98)| 88 /88 (100) |90/ 90 (100) | 87 / 87 (100)
Eye opening (17 day—old)
Male 90 /90 (100) | 77 /‘ 77 (100) | 87 /87 (100) | 93/ 93 (100) | 81 / 81 (100)
Female 94 /94 (100) | 83 /83 (100) | 88/ 88 (100) | 80/ 90 (100) | 87 / 87 (100)
Sexual maturation (mean+SE,n)
Penile type (Day—old)
W type 32.9%0.2 32.7+0.2 32.9+0.2 33.2+0.2 33.2+0.2
46 40 44 46 42
U type 46.4%0.3 46.0+0.2 47.0+0.3 46.8+0.3 46.5+0.3
46 40 44 46 42
Vaginal opening (Day—old) 32.0%0.3 31.7%0.3 32.9%0.3 32.8+0.3 32.6+0.3
46 40 44 46 42

No. positive pups/No. observed pups

Table 6. Reflex responses of 20 day—old Fi pups born from mother rats given 7432—S
or cefaclor by gavage from day 17 of pregnancy through day 20 of lactation

Daily dose 7432-S Cefaclor
(mg/kg) Control
(5% acacia)

Item 125 500 2000 2000
No. of pups 184 160 175 183 168
Reflex response (%)

Falling posture 100 100 100 100 100

Righting reflex 100 100 100 100 100

Visual placing response 100 100 100 100- 100

Auricular startle reflex 100 100 100 100 100

Corneal response 100 100 100 100 100

Pain response (tail clipping) 100 100 100 100 100
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Table 7. Organ weights of 21 day old Fi male pups from mother rats given 7432-S or cefaclor
by gavage from day 17 pregnancy through day 20 of lactation

Daily dose

(mg/kg) Control 7432-S Cefaclor
Item (5% acacia) 125 500 2000 2000
No. of pups 4 87 43 47 30
Final body weight(g) | 51.4 + 0.7 48.9 = 0.7 48.2 £ 0.8°"| 43.6 + 0.7°" | 45.4 * 1.0°°
Submaxil. glands(mg)| 155 + 2 152 * 3 153 + 3 144 £ 2°° | 144 x3°
303 *+ 4 306 +5 318 +4°° (330 +3 (319 +5°°
Heart(mg) 243 + 3 243 + 4 240 *+ 5 208 *+ 3" |26 *6°°
474 4 488 + 6 498 +6°° 479 5 471 5
Lung(mg) 443 =+ 6 426 + 7 418 + 7*° 382 + 5" 389 =+ 6"
863 =+ 9 856 +12 870 =+ 9 878 *10 864 *11
Kidneys(g) 0.52% 0.01 0.50% 0.01 0.48% 0.01°°| 0.43% 0.01°"| 0.45* 0.01""
1.00+ 0.01 0.99+ 0.01 1.01%+ 0.01 0.99% 0.01 1.00% 0.01
Liver(g) 1.88+ 0.05 1.78+ 0.04 1.79% 0.04 1.56+ 0.03°°] 1.58+ 0.05"°
3.63% 0.05 3.56+ 0.04 3.70+ 0.04 3.57+ 0.04 3.46% 0.04°°
Spleen(mg) 240 + 8 239 * 9 215 * 7° 198 + 6°° 200 =+ 8°°
464 =11 476 15 443 +11 450 *10 438 11
Cecum(g) 0.50* 0.03 0.38+ 0.02°°| 0.35+ 0.02°°| 0.32+ 0.01°°| 0.43% 0.03
0.96+ 0.05 0.77+ 0.03°°| 0.73% 0.04"*| 0.74% 0.02""| 0.93% 0.04
Thyroids(mg) 6.4 = 0.2 6.0 £ 0.2 6.1 + 0.2 53 +0.1°"| 54 + 02"
12.6 + 0.3 12.1 + 0.4 12.7 £ 0.4 12.2 + 0.3 12.0 *+ 0.4
Thymus(mg) 234 + 6 219 7 204 + 7°° 179 £ 4" 192 *5°°
455 9 438 *10 422 +*11° 411 *7°° [425 *9°
Adrenals(mg) 13.3 £ 0.2 12.8 + 0.3 12.3 £ 0.3""| 11.0 + 0.2°"| 11.8 £ 0.3""
25.9 + 0.4 25.7 + 0.5 25.6 + 0.4 25.3 + 0.4 26.2 + 0.4
Testes(mg) 224 + 4 218 *5 216 * 6 196 + 4% |22 x5
436 * 5 435 + 6 445 =* 6 450 =+ 6 46 =+ 6
Prostate(mg) 21.2 + 0.5 21.1 £ 0.7 20.5 + 0.8 17.5 £ 0.6"° | 18.3 = 0.6°°
41.1 *+ 0.8 42.2 + 1.2 42.3 + 1.4 39.8 + 1.1 40.6 + 1.2
Seminal vesicle(mg) 7.6 £ 0.2 .8 £ 0.3 7.2 + 0.2 6.6 + 0.2"° 6.7 + 0.2°"
14.9 + 0.4 15.7 + 0.5 15.1 + 0.4 15.1 + 0.4 14.8 + 0.4

Upper figures: (Mean*SE) of absolute organ weight
Lower figures: (MeantSE) of relative organ weight to 100 g of body weight
»,s: Statistically significant against control at p<0. 05 or p<0. 01
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Table 8. Organ weights of 21 day—old Fi female pups from mother rats given 7432—8 or cefaclor
by gavage from day 17 of pregnancy through day 20 of lactation

Daily dose

(mg/kg) Control 7432-8 Cefaclor
Item (5% acacia) 125 500 2000 - 2000
No. of pups 48 43 44 44 45
Final body weight(g) | 50.0 = 0.5 | 48,3 = 0.8 | 46.1 £ 1.0°"| 43,0 £ 0.7°"( 44.0 £ 0,7""
Submaxil. glands(mg)| 157 + 2 153 =+ 3 150 +3 145 +2°° | 145 =+ 3°°
315 %3 310 + 4 32 =+ 4° 338 £ 4°° 330 =5
Heart(mg) 243 £ 3 240 * 4 227 + 5° 200 + 3" |213 + 4°
487 * 4 498 £ 5 493 £ 5 488 + 8 485 =5
Lung(mg) 424 * 5 411 6 391 +5"-|311 x5 (311 %5
851 *10 855 11 856 +12 867 *13 847 *12
Kidneys(g) 0.53+ 0.01 0.50+ 0.01 0.49+ 0.01°] 0.45+ 0.01°] 0.45% 0.01°"
1.086% 0.01 1.04% 0.01 1.05+ 0.01 1.04+ 0.01 1.03+ 0.01°
Liver(g) 1.84% 0.03 1.76% 0.04 1.72+ 0.05 1.57+ 0.04"] 1.56+ 0.04""
3.67+ 0.04 3,62+ 0.03 3.72+ 0.04 3.63+ 0.05 3.53% 0.03""
Spleen(mg) 256 =+ 8 243 + 9 216 +9'° |215 + 8" |[207 6
510 =*13 499 +14 461 *13"° | 494 12 467 *11°
Cecum(g) 0.45% 0.02 0.38+ 0.02°| 0.36+ 0.02"] 0.32+ 0.01°] 0.39+ 0.02°
0.89+ 0.03 0.78+ 0.03"| 0.77+ 0.03"| 0.75% 0.03°] 0.88% 0.03
Thyroids(mg) 6.6 * 0.2 6.2 £ 0.2 6.0 +02° 58 +01"| 5802
13.2 + 0.4 12.8 £ 0.5 13.1 = 0.4 13.5 = 0.3 13.3 + 0.4
Thymus(mg) 236 £ 5 227 %5 208 +7°° |191 +6° [196 £ 5°°
472 * 9 M  * 7 49 *11 42  *10° 46 =+ 8°
Adrenals(mg) 13.8 + 0.3 127 + 0.3°*| 12.3 + 0.3"*| 11.5 + 0.2°"| 12.2 £ 0.2*"
27.7 = 0.5 26.4 = 0.3° | 26.9 * 0.5 26.8 + 0.5 27.8 + 0.4
Ovaries(mg) 13.7 £ 0.3 13.6 * 0.5 12.4 £ 0.4° | 11.7 + 0.8°*| 11.3 = 0.4
27.6 = 0.6 28.0 = 0.9 26.6 = 0.6 27.3 * 0.5 25.5 + 0.8
Uterus(mg) 30.0 £ 0.8 28.8 = 0.8 27.1 = 0.6 25.3 £ 0.6""| 25.0 + 0.7"°
60.1 + 1.4 59.6 + 1.3 59.3 + 1.3 59.0 + 1.3 | 57.0 = 1.4

Upper figures: (Mean*SE) of absolute organ weight
Lower figures: (Mean*SE) of relative organ weight to 100 g of body weight
+, ++: Statistically significant against control at p<0. 05 or p<0. 01
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Table 9. Hematology in 21 day—old Fi pups born from mother rats given 7432-S or cefaclor
by gavage from day 17 of prgnancy through day 20 of lactation

Item OJ
No. RBC Hb MCV MCH MCHC
Daily pups| (10/mm’) | (g/dl) () (pg) (%)
dose(mg/kg)
Control
(5% acacia) | 44 | 3.97+0.03 | 8.1%0.1 | 24.6+0.3 | 620 | 22.8+0.2 | 37.1%0.2
7432-S 125 | 37 | 3.88+0.04 | 8.7+0.1%"| 23.6+0.3"| 601 | 22.2+0.2°| 36.8%0.2
Male 500 | 43 | 3.95%0.03 | 8.6+0.1°%| 23.3+0.3"% 59+1°*| 21.8+0.2°7 36.8%0.2
2000 | 47 | 4.10£0,08'] 0.0+0.1 | 25.1+0.2 | 61+0 | 21.8+0.1'7 35.9+0.2""
Cefaclor 2000 | 39 | 4.08+0.04"| 8.0+0.1 | 24.9+0.3 | 610 | 22.1+0.2°| 36.3+0.1""
Cantrol
(5% acacia) | 48 | 3.99+0.03 | 9.2+0.1 | 25.0+0.2 | 63+0 | 23.0+0.2 | 36.8+0.1
7432-S 125 | 42 | 3.90+0.03 | 8.8+0.1° | 24.2+0.3"| 62+0 | 22.5+0.2 | 36.4%0.2
Femalg 500 | 44 | 3.92+0.04 | 8.7+0.1°"| 23.8+0.3° 611" | 22.0+0.2°7 36.3+0.2°
2000 | 44 | 4.14+0.03'] 9.3+0.1 | 25.9+0.2°| 621 | 22.3+0.2° 35.8+0.1
Cefaclor 2000 | 45 | 4.02%0.04 | 9.1+0.1 25,240, 2 63+0 22,5+0.1° | 36.0%0.1°°

Data are given as mean*SE.

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

Table 10. Skeletal findings in 21 day—old F, pups born from mother rats given 7432—S or cefaclor by
gavage from day 17 of pregnancy through day 20 of lactation

Daily dose 7432-S Cefaclor
(mg/kg) Control
(5% acacia)
Item 125 500 2000 2000
No. of specimens 92 80 87 91 84
No. of coccygeal vertebrae
(Mean*SE) 28.2%0.1 28.4%0.1* 28.3%+0.1 28.1%0.1 28.3%0.1
Minor change (%)
Fourteen rib 0 2 (2.5) 2 (2.3) 2 (2.2) 0
P Lumbar rib 27 (29.3) 23 (28.8) 19 (21.8) 24 (26.4) 18 (21.4)
Sacralization or
Lumbarization 0 1 (1.3) 2 (2.3) 3 (3.3) 1(1.2)
Seven sternebrae 12 (13.0) 16 (20.0) 16 (18.4) 21 (23.1) 16 (19.0)
No. of anomalies (%) 3 (3.3) 1(1.3) 4 (4.6) 3 (8.3 0
Ribs 1 (1D 0 0 0 0
:Sternebrae 2 (2.2) 1 (1.3) 4 (4.6) 3(3.3) 0

»: Statistically significant against control at p<0. 05
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Table 11. Open-field behavior of 8 week—old Fi rats born mother rats given 7432—-S
or cefaclor by gavage from day 17 of pregnancy through day 20 of lactation

Item No. Center
Daily of Ambulation Rearing Preening latency
dose(mg/kg) rats (sec)
C:;rd ) 23 8844 1241 140 0+1
grs 1z | B 804 101 1£0 12+3

Male o0 22 85+3 111 140 10£1
2000 23 83+3 10%1° 10 10+2

+ + + +

Cefaclor 2000 21 87+3 10£1 10 10%1

Cx;"ﬂ ) 23 83+3 1041 + 1242
a3ns e | 60+3 111 140 14+2

Female o0 22 664 9+1 0+0 1242
2000 23 58+3 8+1 0+0 1242

+2 + + 11+1

Cefaclor 2000 2l 5 11 020

Data are given mean+SE.

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

DTHo1, DM, HHFITHWT, 7432-S D 125
mg/kg {EHTHFEROKD, 500 mg/kg BEHT
MEREZ DR D, cefaclor 5B TWM, MMk J7M
HEHRORDONRA LN,

5) MILFOMKFHRE

K1k 21 BGEF O ME¥HIREORSM%E Table 9 1ZR
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1 21 Bk OB REBEBMA Table 10 ISR L7,
ERARE LT, MEBTRBERESL 2 L EkNE
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14, 500 mg/kg HEHCHERBARIHEREH
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Bladshtc, ChoBREFORRARE, wWiFhogss
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Table 12. Water multiple T—maze test of 7 week—old Fi rats from mother rats given 7432-S

or cefaclor by gavage from day 17 of pregnancy through day 20 of lacttion

Item

Daily dos
(mg/kg)

No.

1st day

2nd day

of
pups

Time

Errors

Male

Control
(5% acacia)
7432-S
125
500
2000
Cefaclor
2000

23
19
22
23

21

.216.4
.9%8.5
.5%5.0
.0x8.4

977

13.1%1.
14.0£0.
13.8%0.
14.7x1.

14.6x1.

1
9
9
3

1

Iailure] Time

7/88|23.4%1.8
9/15(27.2+2.8
5/86(24.8+2.4
13/790027.6+3. 4

8,82/24.3%1.6

Errors

3.1%£0.5
3.1%0.4
3.1%£0.5
3.7+0.7

3.3%0.5

FFailure|

089
072
1,82
1780

0/82

3rd day

19.1£1.
19.0£1.
18.6%1.
18.9%1.

18.2%1.

Errors

1.2%0.2
1.0+0.1
1.3+0.3
0.8%0.1

1.1£0.3

IFailure

089
074
0784
088

082

Female

Control
(5% acacia)
7432-S
125
500
2000
Cefaclor
2000

23
20
22
23

21

59.

.8%3.9
.616. 2]
.8*4.2
.0X4.5

2%5.4

12.9%0.
11.8*0.
12.9%1.

12.1%1.

3

1,/92(27.4+2.4
4/77|28.7£2.5
2,88129.5+2.3
2/91(24.5%0.9

084|23.7%1.4

3.2+0.4
3.1%0.3
2.5%0.2

3.1%£0.3

091
080
088
092

084

27.5%2.
26.9+2.
31.0%2.
25.3%2.

24.4%1.

—

© -3

2.2+0.4
1.940.3
2.1%+0.3
1.4+0.3

1.9%0.3

092
080
0788
092

084

Time: Time(sec, mean*SE) from start to goal in the successful trial
Errors: Cases(mean *SE) where took the incorrect course or returned to the start
Failure: No. of cases where pups could not arrive the goal/No. of total trials

+ Statistically significant against control at p<0. 05

Table 13. Mating, fertility and pregnancy indexs of F: rats born from mother given 7432-S
or cefaclor by gavage from day 17 of pregnancy through day 20 of lactation

Daily dose _
(mg/kg) Control 7432-S Cefaclor

Item (5% acacia) 125 500 2000 2000
No. of pairs 23 20 22 23 21
Mating index (%)

Male 23(100) 20(100) 22(100) 23(100) 21(100)

Female 23(100) 20(100) 22(100) 23(100) 21(100)
Fertility index (%) 23(100) 20(100) 22(100) 23(100) 20(95)
Pregnancy index (%) 23(100) 20(100) 22(100) 23(100) 20(95)

Mating index: (No. of rats copulated /No. of males or females) X100
Fertility index: (No. of males which impregnated females,/No. of mated males) X100
Pregnancy index: (No. of pregnancies,”No. mated females) X100



CHEMOTHERAPY NOV. 1989
Table 14. Reproductive ability of F: pregnant rats
Daily dose
- Cef.
(mg/kg) Control 7432-8 efaclor
5 ,

Item (5% acacia) 125 500 2000 2000
No. of pregnant rats 12 10 11 12 10
No. of parturition (%) 11 (92) 10 (100) 10 (81 12 (100) 10 (100)
Gestation period (Days)*’ 22,0%0.0 22.1+£0.1 | 22,3%0.2 | 22.0+0.0 | 22.1%0.1
No. of implantation sites®’ 14.8%0,5 13.9+0.3 | 13.4+0.8 | 15.1+0.4 | 14.1%£0.5
No. of alive newborn pups®’ 14,2%0. 4 13.540.4 | 11.7+0.8" | 14.3+0.5 | 13,6+0.5
No. of stillbirths 0 0 1 0 0
Viability of pups (%)

At birth» 95 97 87 95 96

4 day-old®’ 99 99 99 99 08

1 week—-old*’ 100 100 100 100 100

2 week—old?’ 100 100 100 100 100

3 week—old ¥’ 100 100 100 99 100
Numbers of external

anomalies in newborn pups 0 0 0 0 0

a): Maen*SE

b): (No. of alive newborn pups,/No. of implantation sites) X100

c): (No. of alive pups,/No. of alive newborn pups) X100

d): (No. of alive pups,No. of 4 day—old pups after standardization of litter size) X100
«: Statistically significant against control at P<0. 05

10) S¥ige ik
AGEHEREHOF (RS v b DY EEK%E Table
14 127R Lo XHRBES & 0F 7432-S 500 mg/ke # 58
TR 25 BICH > THRHREBDHIEMh 125 v PNE
1Blicd ohitt, £0MOF FRKS v M. £2TE
Wi Ui, DR, ERNME L CHERE, W
NOBERLIMBH EENLTh 1o, HREEBHE, -
7259 MZDWT, #MRLAECZA, WFhLFEARI
RUEKRMFN I EF>FEL TV, HHEREBREH
DLFITERTH > 1,

1) ARBLUVBEER

(RS v b

fEiR 21 BOHRBEE LT, KR, R BRa&
KEED A S, FREMBFENRETIE, REER
HERET L LDRIENT, T, BRI LKA
ThH-7:5 v MIDOIIE L FEDREMEMENRE I
BWTIR, RFEETRETIHRARZDLEh -1, BEE

&% Table 15 iIT/R L 7-4%, s LUoENERE bIC
FEAEEOLLERL, o, HERHEEOMIcHEENE
BHBohBdbDREM-1,

2EEZ v b )
SRR ELT, REZREICERTSLEACNEE
tidfidh -, MEKTHOBEHER% Table 16 IR
L7, ARRIGHSE(Z S 10

Q5 v b

E% 5 MGHERTOHRAEE LT, HREL
T432-S 5 &BIC 1 ~2H TR M OKROKILP
ERNHohic, CHOSORMBIT OV TREBABERE
EiT-7ElAh, WFNbRBATEGL L L ORTE
BAZRBH oI, HIRFFATREDAGKAEN 1
RO BEOREHMBERETREFTIED SO -1,
Cofth, B ROAR, PRERIS &ICEE(LOBR LA, BE
&R Table 17 iR L7, MBI CHEHYERE i
FABOELETRL, Ho, MHRBEOEICHEENS
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Table 15. Organ weights of F1 pregnant rats
Daily dose
(mz/kg) Control 7432"‘5 Cefaclor
Item (5% acacia) 125 500 2000 2000
No. of rats 11 10 11 11 10
Final body weight(g) |443 10 4833 9 426 £ 1 418 +5° 421 +10
Brain(g) 1.98+ 0.03 1.98% 0,03 1.96% 0,02 1.92+ 0.01 1.81% 0.03
0.45% 0.01 0.46+ 0.01 0.46% 0.01 0.46% 0.01 0,46 0.01
Submaxil. glands(g) 0.52+ 0.01 0.51+ 0.02 0.49% 0.01 0,48+ 0.01 0.48+ 0.01"
0.12+ 0.00 0.12% 0.00 0.12+ 0.00 0.12% 0.00 0.11% 0.00
Heart(g) 0.90+ 0.02 0.89% 0.03 | 10.89% 0.02 0.87+ 0.02 0.85+ 0.03
0.20+ 0.00 0.20%+ 0.00 0.21+ 0.00 0.21%+ 0.00 0.20* 0.00
Lung(g) 1.11+ 0.03 1.10+ 0.03 1.07+ 0.02 1.03+ 0.02°| 1.04% 0.03
25+ 0.00 0.25+ 0.00 0.25+ 0.00 25+ 0,00 0.25+ 0.00
Kidneys(g) 1.79+ 0.05 1.83% 0.05 1.73% 0.04 1.68% 0.04 1.83% 0.05°
0.40+ 0.01 0.42+ 0.01 0.41% 0.01 0.40% 0.01 0.39+ 0.01
Liver(g) 15.35+ 0.49 | 14.91* 0.55 | 14.28+ 0.45 | 14.44%+ 0.864 | 14.43% 0.6}
3.46% 0.07 3.44+ 0.08 3.35+ (.08 3.46%+ 0.12 3.42% 0.08
Spleen(g) T4+ 0.04 0.87+ 0.14 0.75+ 0.02 0.70+ 0.03 0.73+ 0.04
0.17+ 0.01 0.20+ 0.03 0.18+ 0.00 0.17+ 0.01 0.17+ 0.01
Cecum(g) 59 + 0. 57 + 0.3 52 + 0.5 6.1 £ 0.5 55 + 0.5
: 1.33%+ 0.11 1.32+ 0.07 1.21% 0,10 1.45% 0.12 1.29+ 0.11
Pituitary(mg) 13.2 % 0. 13.6 = 0,3 14.2 = 0.6 4.0 + 0.7 13.2 + 0.6
3.0 £ 0.1 3.2 0.1 3.3+ 0.1° 3.4 0.2 3.1 % 0.1
Thyroids(mg) 16.8 + 0.7 17.2 + 0.9 15.4 = 0.7 15.8 = 0.7 16.0 = 0.9
3.8 + 0.2 3.9 + 0.1 3.6 + 0.2 3.8 + 0.2 3.8 + 0.2
Thymus(mg) 242 +21 238 +18 246 ' +18 243 +22 264 +20
54 +5 55 =+ 4 58 + 4 58 =+ 5 62 + 4
Adrenals(mg) 85.2 + 2.5 62.9 + 2.2 56.6 + 2.6° | 60.1 * 3.3 56.0 + 2.9"
: 14,7 £ 0.5 14.6 + 0.6 13.3 = 0.6 14.4 £ 0.7 13.3 £ 0.5
Ovaries(mg) 117.6 + 5.1 |120.4 + 5.3 |111.6 + 5.9 [112.2 * 4.3 |111.3 * 4.8
: 26.6 + 1.1 27.8 £ 1.0 26.2 + 1.2 27.0 + 1.1 26.4 + 0.8

Upper figures: (Mean£SE) of absolute organ weight

Lower figures: (Mean*SE) of relative organ weight to 100 g of body weight
« : Statistically significant against control at p<0. 05
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Table 18, Organ weights of Fi lactating rats
Daily dose
(mg/kg) Control 7432-8S Cefaclor
Iter (5% acacia) 125 500 2000 2000
No. of rats 11 10 10 12 10
Final body weight(g) [310 =+ 6 301 * 86 30 *17 321 %5 9 =7
Brain(g) 1.87+ 0,02 1.94% 0.03 1.83%+ 0.02 1.93% 0.02 1,80+ 0.02""
0.64% 0.02 0.65% 0.02 0.63+ 0.01 0.60% 0.01 0.61% 0.01
Submaxil. glands(g) 0.62% 0.02 0.61%+ 0.02 0.60% 0.02 0.61% 0.02 0.61% 0.02
0.20% 0.01 0.20% 0.00 0.20% 0.01 0.19% 0.01 0.20% 0.00
Heart(g) 0.97% 0.03 0.90* 0.02 0.96% 0.02 0.96% 0.02 0.92% 0.02
0.31+ 0.01 0.30x 0.00 0.31+ 0.01 0.30+ 0.01 0.30+ 0.00
Lung(g) 1.10+ 0.03 | 1.05+ 0.03 | 1.10+ 1.09+ 1.13% 0.02
0.36% 0.01 0.35%+ 0.01 0.36% 0.01 0.34+ 0.37% 0.01
Kidneys(g) 2.11%+ 0,04 | 2.01+ 0.03 | 2.11+ 0.05 | 2,08+ 0.04 | 2.00% 0.03"
0.68+ 0.02 0.67% 0.01 0.69+ 0.02 0.65+ 0.01 0.65% 0.01
Liver(g) 13.55% 0. 36 13.00x 0.32 13.26% 0.32 13.97% 0.46 13.58+ 0.48
4.37+ 0.07 4,33+ 0.11 4.30%+ 0.08 4,34+ 0.08 4.39+ 0.08
Spleen(g) 0.55% 0.02 0.58% 0.02 0.63% 0.03" 0.61% 0.02 0.59+ 0.03
0.18% 0.01 0.19% 0.01 0.20+ 0.01° 0.19+ 0.01 0.19+ 0.01_
Uterus(g) 0.38% 0.03 0.37%x 0.03 0.37% 0.03 0.36% 0.03 0.38%+ 0.03
0.12%+ 0.01 0.12+ 0.01 0.12%+ 0.01 0.11% 0.01 0.13*+ 0.01
Cecum(g) 10.3 = 0.9 9.1 = 0.6 10.0 £ 0.9 10.5 * 0.5 10.6 £ 0.5
3.29%+ 0.25 3.01% 0.18 3.24% 0.28 3.25+ 0.14 3.45%t 0.17
Pituitary(mg) 13.4 £ 0.5 13.0 £ 0.3 13.2 £ 0.4 14.1 £ 0.6 13.1 + 0.6
4.3 £ 0.2 4.3 + 0.1 4.3 = 0.1 4.4 + 0.2 4.3 + 0.2
Thyroids(mg) 16.8 = 1,0 15.5 £ 1.0 14.8 £ 0.9 16.2 = 0.8 14.4 * 0.6
54 + 0.3 52 0.3 4.8 = 0.2 51+ 0.3 4.7 £ 0.2
Thymus(mg) 159  *+13 146 =*10 190 *£13 1700 13 156 =17
51 * 4 48 £ 3 61 =+ 3 583 X 4 51 £ 3
Adrenals(mg) 67.7 £ 2.4 65.3 = 2.6 68.9 + 3.7 67.5 + 2.5 65.4 £ 2.6
21.9 = 0.8 21,7 £ 0.7 22.4 * 1.2 21.0 = 0.8 21.2 £ 0.5
Ovaries(mg) 87.5 + 2.8 | 84.8 + 4.8 | 80.7 £ 2.9 | 95.9 .+ 3.5 | 89.7 + 4.7
28.2 + 0.9 28.3 = 1.6 29.2 + 1.2 20.9 £ 1.1 29.0 + 1.2

Upper figures: (Mean*SE) of absolute organ weight

Lower figures: (Mean*SE) of relative organ weight to 100 g of body weight
+,+x: Statistically significant against control at p<0. 05 or p<0. 01

J
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Table 17. Organ weights of. 15 week—old male rats after the reproductive ability test
Daily dose
_(mgrkg) Control 7432-S Cefaclor
ltarn (5% acacia) 125 500 2000 2000
No. of rats 23 20 22 23 21
Final body weight(g) (528 + 8 513 11 517 11 4905 + 9 501 +1t°
Brain(g) 2.16% 0.01 2.16% 0.02 2,15+ 0.02 211+ 0.02° [ 211+ 0.02"
0.41% 0.01 0.42+ 0.0t 0.42* 0.01 0.43%+ 0.01 0.43% 0.01
Submaxil. glands(g) 0.74% 0.02 0.73% 0.02 0.69+ 0.02 .71+ 0.01 .88+ 0.01°
0.14% 0.00 0.14% 0.00 0.13% 0.00 0.14% 0.00 0.14% 0.00
Heart(g) 1.32+ 0.03 1.35% 0.08 1.30% 0.03 1.28%+ 0.03 1.32% 0.03
0.25% 0.01 26+ 0.01 0.25% 0.00 0.26% 0.00 0.26%+ 0.00
Lung(g) 1.45% 0,02 | 1.41% 0.02 | 1.40% 0.02 | 1.38+ 0.02"| 1.42+ 0.03
0.28% 0.00 0.28+ 0.00 0.27% 0.01 0.28%+ 0.01 0.29%+ 0.01
Kidneys(g) 3.04+ 0.05 3.0l 0.08 3.05% 0.07 2.82+ 0.07" 2.93% 0.08
0.58% 0.01 0.59% 0.01 0.59% 0.01 0.57x 0.01 0.59% 0.01
Liver(g) 19.62+ 0.51 | 18.67+ 0.59 | 19.21+ 0.51 | 17.44* 0.53°"| 18.14* 0.51"
3.71*+ 0.06 3.63x 0.06 3.71% 0.05 3.51+ 0.05 3.62+ 0.05
Spleen(g) 0.91+ 0.03 0.91+ 0.03 91+ 0.02 89+ 0.02 0.93% 0.03
0.17%£ 0.01 0.18*+ 0.00 0.18%+ 0.00 0.18%+ 0.00 0.19+ 0.00
Cecum(g) 7.3+02 | 80+03 [ 7.6+02 | 7803 | 7.3*0.2
1.39% 0.04 1.57%* 0.05 1.49%+ 0.04 1.58% 0.05 1.47+ 0.05
Pituitary(mg) 13.3 £ 0.3 13.0 = 0.4 13.4 £ 0.3 13.0 £ 0.4 12.8 + 0.3
2.5+ 0.0 2.5 + 0.1 2.6 £ 0.0 2.6 + 0.1 2.6 £ 0.1
Thyroids(mg) 19.3 £ 0.6 20.5 £ 0.8 19.6 £ 0.7 19.6 £ 0.7 18.3 £ 0.6
3.7 £ 0.1 4.0 = 0.1 3.8 + 0.1 4.0 + 0.2 37 0.1
Thymus(mg) 333 16 332 25 3719 +26 388  +23 348 *16
63 =+ 3 64 * 4 4 =<5 7 +5°° 70 =3
Adrenals(mg) 55.2 £ 1.9 53.3 + 2.5 53.0 £ 1.5 49.4 = 1.8° 53.7 * 1.7
10.5 £ 0.3 10.4 £ 0.5 10.4 * 0.4 10.0 £ 0.3 10.8 £ 0.3
Testes(g) 3.72+ (.06 3.78%+ 0.09 3.79% 0.11 3,50+ 0.05"" 3; 64% 0.05
0.71%+ 0.02 0.74% 0.02 0.74% 0.02 0.71% 0.02 0.73+ 0.02
Prostate(g) 0.50% 0.02 0.48+ 0.02 0.45% 0.02 0.47%+ 0.03 0.46%x 0.02
0.09% 0.00 0.09%+ 0.00 0.09%+ 0.01 0.10+ 0.01 0.09%+ 0.00
“Seminal vesicle(g) 0.42+ 0.01 0.43% 0.01- 0.43%+ 0.01 0.40% 0.01 0.42% 0.01
0.08x 0.00 0.09+ 0.00 0.08% 0.00 0.08% 0.00 0.08% 0.00

Upper figures: (Mean*SE) of absolute organ weight
Lower figures: (Mean*SE) of relative organ weight to 100 g of body weight
«;»s; Statistically significant against control at p<0. 05 or p<0. 01
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Table 18. Hematology in Fi pregnant rats
Daily dose
(mg/kg) Control 7432-8 Cefaclor
Item (5% acacia) 125 500 2000 2000
No. of rats 11 10 12 11 10
RBC (10°/mm’) 5,18%0. 08 5.13%+0.12 5,33%0.08 5,36+0.08 5.54+0,09""
Hb (g/dl) 11.0 £0.2 10.9 £0.2 10.9 +0.2 11.2 0.2 11.2 #0.2
Ht (%) 28.4 £0.5 27.8 0.7 28,6 £0.4 28.8 £0.4 29,3 *+0.3
MCV (f1) 55 1 5 +1 54 *0 54 +0 53 +1°
MCH (pg) 21.1 £0.3 21.2 0.3 20.4 +0:3 20.9 *+0.3 20.1 *0.4
MCHC (%) 38.7 +0.3 80.8 £0.5 38.1 +0.5 39,0 £0.5 38.1 +0.7
WBC(lOs/mma) 8.5 0.4 9.1 £1.2 7.2 £0.3° 8.0 £0.4 8.8 +0.6
Data are given as mean+SE.
-,+«: Statistically significant against control at p<0. 05 or p<0. 01
Table 19. Hematology in F: lactating rats
Daily dose
(me/kg) Control 7432-S Cefaclor
Item (5% acacia) 125 500 2000 2000
No. of rats 10 10 9 12 10
RBC (10°/mm’) 6.58+0.09 | 6.51*0.11 | 6.62%0.14 | 6.72+0.06 | 6.62+0.11
Hb (g/dl) 13.9 0.1 13.7 £0.2 14.0 *0.2 13.8 £0.1 13.9 +0.3
Ht (%) 35.4 *£0.5 35.5 +0.5 36.5 *0.6 36.2 +0.3 35.6 £0.6
MCV (fl) 54 *0 55 +0 55 +1 54 +0 54 *0
MCH (pg) 20.9 *0.2 20.8 0.3 21.1 0.5 20.5 +0.2 20.9 £0.3
MCHC (%) 39.1 *£0.4 38.4 0.5 38.3 *+0.6 38.2 £0.4 39.0 +0.6
WBC (10°/mm’) 4.8 +0.3 5.2 +0.3 59 +0.5 6.0 £0.3°° | 5.9 *+0.5

Data are given as mean*SE.

+s: Statistically significant against control at p<0. 01
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Table 20. Hematology in 15 week—old F, male rats
Daily dose
(mg/kg) Control 7432-S Cefaclor

Item (5% acacia) 125 500 2000 2000
No. of rats 23 20 22 23 21
RBC (10*/mm?) 7.52+0. 086 7.57%0.08 7.47+0.05 7.52 £0.07 7.57£0.07
Hb (g/dl) 14.5 0.1 14,8 +0.1° 14.1 0.2 14,5 £0.1 14.5 £0.2
Ht (%) 37.1 +0.8 87.2 +0.3 38.7 *0.2 37.0 £0.2 37.0 £0.3
MCV (f1) 50 =0 49 *0 40 0 49 =0 40 *0
MCH (pg) 19.2 *0.2 1.6 *0.2 18.8 +0.3 1.3 +0.2 19.1 +0.2
MCHC (%) 39.1 +0.4 40.0 *+0.4 88.5 *0.5 39.3 £0.3 30.1 +0.4
WBC(10*/mm?) 9.6 +0.4 10.1 *0.6 9.1 0.3 10.0 *0.5 10.7 +0.6

Data are given as mean+SE.

«: Statistically signficant against control at p<0. 05
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Table 25. Skeletal findings in fetuses from Fi mother rats
Daily dose
(mg/kg) Control 7432-8 Cefaclor
Item (5% acacia)| 155 500 2000 2000
No. of mothers 11 10 11 11 10
No. of specimens 85 73 17 T2 70
Retarded ossification
Stainless or incomplete ossification
Sternebrae 16 (18.8) | 20 (27.4) | 12 (15.8) | 13 (18.1) | 14 (20.0)
Thoracic vertebrae
I-1v 1 (1.2) 0 3 (3.9) 0 0
IX-XIII 8 (7.1) 5 (8.8) 0 34.2) 5 (1.1)
No. of coccygeal vertebrae
(Mean*SE) 6.4%0.1 6.1+0.1*| 6,1x0.1*| 6.5%0.1 6.1%+0.1°*
Hyoid 4 (4.7 1 (1.4) 0 0 8 (11.4)
Metatarsalia less than 5/ 5° 12 (14.1) | 16 (21.9) 5 (6.5) 8 (1.1) {19 (27.1)
Minor change (%)
Fourteen rib 1(.2) 1 (L.4) 0 0 0
Lumbar rib 34 (40.0) |25 (34.2) | 18 (23.4)* | 21 (29.2) | 25 (35.7)
Asymmetric arch of atlas 4 (4.7) 1 (1.4) 3 (3.9 0 2 (2.9)
No. of anomalies (%) 1(1.2) 0 0 0 1 (1.4)
Ribs 1(1.2) 0 0 0 0
Mandible 0 0 0 0 1(1.4)
Vertebrae 0 0 0 0 1 (1.4)

a): Number of left side/Number of right side
=, +s; Statistically significant against control at p<0. 05

Table 26. Visceral anomalies in fetuses from F1 mother rats

Daily dose No. of No. of No. of specimens No. and types of anomalies
(mg/kg) mothers specimens | with anomalies (%) ’
Control
(5% acacia) 11 81 0
7432-S
125 10 72 0
500 11 73 1 (1.4) 1: Ventricular septal defect
2000 11 67 2 (3.0) 2: Ventricular septal defect
Cefaclor
2000 10 66 2 (3.0 2: Ventricular septal defect
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Compound and daily dose (mg/kg)

60 1 ——@ Control
T Oo—0 7432-S 1256
—=a 7432-S 500
50 . O——0 74328 2000
a———a Cefaclor 2000
s i
2
.%" N Female
3
3
[}
m -
0 4 T T T 1 T T T T |
0 4 7 14 21 0 4 7 14 21
Day of lactation Day of lactation
Fig. T Body weight of F, pups born from F, mother rats.
Table 27. Differentation in F2 pups
Daily dose
(mg/kg) Control 7432-S Cefaclor
Item (5% acacia) 125 500 2000 2000
Differentation (%)
Auricular standing (4 day—old)
Male 42,42 (100) | 41,741 (100) | 40,740 (100) | 47,747 (100) | 39,739 (100)
Female 46,746 (100) | 39,39 (100) | 37,737 (100) | 49,749 (100) | 41,741 (100)
Hair growth (14 day—old)
Male 42,42 (100) | 41,741 (100) | 40,740 (100) | 47,747 (100) | 39,739 (100)
Female 46,746 (100) | 39,739 (100) | 37,737 (100) | 49,749 (100) | 41,741 (100)
Incisors teething (14 day—old)
Male 42,742 (100) | 41,741 (100) | 40,740 (100) | 45,747 (96) | 39,739 (100)
Female 46,746 (100) | 39,739 (100) | 37737 (100) | 49,749 (100) | 41,741 (100)
Eye opening (17 day—old)
Male 42,742 (100) | 41,741 (100) | 40,740 (100) | 47,747 (100) | 39,739 (100)
Female 46,746 (100) | 39,39 (100) | 37,737 (100) | 49,749 (100) | 41,741 (100)

No. positive pups/No. observed pups

B SRR CED LD ERBETH -1, KRELY T, HICT432-S BEICHBIN LD EEL ST,
REjIcZHoN-SHEREML. hoEMETLR MR &S BB TERERMICAEDH & HERRDHEE
Hohe ', PBRMEEROELICHESHBLEZ S Hotl, FEMHIIHEPICERE L, BRI,

naro-ve |, F 7, i#id, cephem RIEMHED 7432-S 2000 mg/kg ¥ &£ U cefaclor ¥ 5B Tl EE
K5, LIELIEASNKBBRETHE 'S 'O mr@ZHont, HEERKDI, 7432-S 2000 mg/kg
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Table 28. Oragn weights of 21 day—old F; male pups
Daily dose k
(mg/kg) Control 7432-8 Cefaclor
ltem (5% aoacia) 125 500 2000 2000
No. of pups 22 20 20 24 20
Final body weight(g) 53,8 = 0.8 54,0 £ 0.7 54.3 * L0 53.3 £ 0.7 525 + 1.3
Brain(g) 1.50 £ 0.01 1.47 £ 0.01 1.49 £ 0.0t 1.47 = 0.0!1 1.47 £ 0,02
2.7 £ 0.04 2713 £ 0.04 2.76 £ 0.05 27T+ 003 2,83+ 0.08
Submaxil. glands(mg)| 1886 + 3 172 + 3 1687 + 4 160 + 3 158 + 4
308 + 5 319 + 5 308 + 5 301 + 1 301 + 4
Heart(mg) 260 + 6 281 + 6 265 + 7 257 + 5 263 + 7
483 + 8 483 + 7 487 + 8 483 + 8 503 A
Lung(mg) 442 + 6 437 + 6 439 + 8 438 + 7 437 + 11
822 + 9 810 + 14 810 + 12 824 + 13 833 + 9
Kidneys(g) 0.56 = 0.01 0.55 = 0.01 0.57 £ 0.0l 0.55 = 0.01 0.53 = 0.02
1.04 £ 0.01 1.02 = 0.01 1.04 = 0.01 1.03 = 0.01 1.02 = 0.01
Liver(g) .99 =+ 0.04 2.06 = 0.06 2.05 = 0.07 1.97 =+ 0.04 .93+ 0.07
3.69 = 0.04 3.81 = 0.06 3.76 = 0.06 3.68 + 0.03 3.66 = 0.06
Spleen(mg) 260 + 11 249 + 10 269 + 10 250 + 10 235 + 4
480 + 17 460 15 493 + 12 468 + 14 481 + 19
Cecum(g) 0.63 £ 0.03 0.72 £ 0.04 0.7+ 0.04°7 0.73+ 0.03" 0.70 = 0.05
1.18 £ 0.05 1.32 £ 0.07 1.41 = 0.08"Y 1.37 £ 0.05"" 1.31 = 0.08
Pituitary(mg) 22 = 0.1 23 = 0.1 23 = 0.1 22 = 0.1 23 £ 0.1
4.1 = 0.1 4.3 = 0.1 4.3 £ 0.1 4.2 = 0.1 1.4 = 0.1
Thyroids(mg) 6.2 £ 0.2 6.7 = 0.3 6.0 + 0.2 5.9 £ 0.2 6.4 + 0.3
1.6 = 0.4 12.4 £ 0.5 1.2 £ 0.4 L1 + 0.3 122 * 0.4
Thymus(mg) 228 + 8 236 + 6 250 + 7 231 + 7 228 + 7
423 + 11 438 + 11 459 + 10° 434 + 12 435 * 12
Adrenals(mg) 146 * 0.3 14.0 £ 0.4 1.6 + 0.3° 143 £ 0.4 141 £ 0.4
27.1 = 0.5 2.9 £ 0.6 250 + 0.6°°| 2.9 *+ 0.6 26.9 £ 0.5
Testes(mg) 245 + 5 249 + 5 248 + 8 238 + 4 234 + 6
456 + 8 462 + 7 454 + 9 448 + 6 447 + 9
Prostate(mg) 232 = 1.0 22.5 £ 0.6 23.4 £ 0.8 206 + 0.7° 22,1 = 0.8
43.2 + 1.8 4.7 £ 1.1 43.0 £ 1.0 387 + L1° 2.2 + 1.2
Seminal vesicle(mg) 8.2 £ 0.2 82 £ 0.2 7.6 £ 0.2° 7.5 £ 0.2° 7.4 + 0.2°
15,2 £ 0.4 15.2 £ 0.4 14.0 = 0.3" 4.2 = 0.4 142 £ 0.3

Upper figures: (Mean®SE) of absolute organ weight
Loower figures: (Mean*SE) of relative organ weight to 100 g of body weight
=, =+: Statistically significant against control at p<0. 05 or p<0. 01
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Table 29. Organ weights of 21 day—old F. female pups
Daily dose _
(mg/ke) Control 7432-S Cofaclor
5% i
Jtem (5% acacia) 125 500 2000 2000
No. of pups 22 20 20 24 20
Final body weight(g) | 529 * 0.6 53.3 + 0.8 529 + 0.9 523 + 0.8 514 + 1.1
Brain(g) 1.45 = 0.01 .42 + 0.0l 1.46 + 0.02 1.44 = 0.0l .42+ 0.01°
276+ 0.04 2.68 + 0.03 27T+ 0.04 2,76 + 0.03 27T+ 0.05
Submaxil. glands(mg)| 175 + 3 1M + 3 164+ 2°* |84 + 3°* |59 + 3°**
382 + 5 320 + 5 312 + 5° 315 + 5° 310 + 8°°
Heart(mg) %3 + 6 251 + 4 252 + 5 %2 + 5 %3 0+ 71
478 + 6 472 + 6 7 + 6 482 + 9 91 + 8
Lung(mg) 439 + 7 416 + 6° 42 + 8 21 % ¢ 28 + 7
831 11 782 + 9** | 795 £ 10 819 + 12 825 + 10
Kidneys(g) 0.58 + 0.0! 0.57 = 0.0l 0.56 + 0.02 0.56 + 0.0! 0.56 + 0.02
.10 + 0.01 1.06 + 0.01° 1.06 = 0.02 1.08 £ 0.01 1.08 + 0.02
Liver(g) 1.97 + 0.04 2.04 £ 0.06 2.0l = 0.05 2.01 = 0.04 .95 + 0.07
3.73 £ 0.04 3.82 + 0.06 3.79 + 0.03 3.84 + 0.04 377+ 0.07
Spleen(mg) 292 + 19 215 + 9 264+ 11 %2 %10 261+ 10
547  + 32 515 =+ 15 498 * 15 501  * 17 506 + 12
Uterus(mg) 28.9 + 0.8 27.4 + 1.0 27.6 + 0.9 27.8 + 0.7 21.7 + 0.8
5.7 + 1.7 5.6 + 2.1 521 * 1.3 53.4 * L5 5.2 + 2.0
Cecum(g) 0.66 = 0.03 0.74 + 0.02°| 0.73+ 0.04 0.71 + 0.02 0.70 = 0.04
.24 = 0.06 1.39 + 0.03° 1.38 + 0.06 1.35 + 0.05 1.35 + 0.06
Pituitary(mg) 26 + 0.0 2.6 + 0.0 2.6 + 0.1 2.6 + 0.1 26 *+ 0.1
50 + 0.1 1.8 + 0.1 50 *+ 0.1 51 + 0.1 51 % 0.1
Thyroids(mg) 6.9 + 0.2 7.0 + 0.3 6.3 + 0.3 6.7 + 0.2 6.2 + 0.3
13.0 = 0.5 13.2 + 0.6 120 = 0.5 12.8 + 0.4 12,0 + 0.3
Thymus(mg) 21 =+ 5 %2 + 8 2% + 8 24 *+ 5 243+ 10
157+ 11 413 +13 178 * 11 468 =+ 10 M 17
Adrenals(mg) 151 + 0.4 14.4 + 0.3 14.4 = 0.4 14.9 + 0.4 1.8 + 0.6
28.5 + 0.6 2.1 + 0.7 21.2 + 0.6 28.4 + 0.5 287 + 0.9
Ovaries(mg) 14.9 + 0.6 153 + 0.6 15.1 + 0.5 155 + 0.4 1.6 + 0.6
28.3 + 1.2 28.7 + L1 286 + 0.7 29.6 + 0.6 283 + 1.0

Upper figures: (Mean®SE) of absolute organ weight

Lower figures: (Mean*SE) of relative organ weight to 100 g of body weight
«,«s: Statistically significant against control at p<0. 05 or p<0. 01
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B U cefaclor YIS THW 4 B TRHELAN, L
REL, WAL, RERNMIMRERSLETIE
bohte, FRERERICHT I D& S BRI, #i
@ cephem RREMNROBESIC LEMICEDSNTEH
he I T432-8 ICHMBY B E(LTIRIE V. HIMES,
T432-S B ERTHWWKROHNNM, 500 mg/kg LlLD
FARESHTHNEROMNM 2000 mg/kg HEHTHR
RERORDIED 51, cefaclor HEHT L IZIZE
MOEDA SN, BWERMNS & UHRERR
i, fhd cephem RALEMKTOLHE SN TS
De v CnROMEYROARET 1T & 2GR
APLRICKBLDEEDONE, X, Th, v b
DMEFEFIME L &L CMKELERE TIE, TRERS
BEOLBUHETRBRT AT (LRED SN, ZDIR
MBI RESEREOKELELZRCAIZSONT,
SE, MECBLTHREBIBDONENA LI END
7432-S O BBHYIH T S EIZ, RO cephem
BREDBELEARTHD, HhoBUTHEE:EXZONS,
HEKOF {FicoWT, MEMMYS, GREESHT
B4 EHED 5N, 7432—-S 2000 mg/kg ¥ L U cefaclor
BEBTHIKLELFENFERL, 5y bTR, @
BEBL b5 MRE I3 T EB) O NRE L RIMOHHS
2RL, ERELVHEFORARSONLEN 7, &
DESISEEZE(LIZ, D cephem ZIEMBKDT v
FEAESE L CRIPRERR - 020 T HER
KZnoh, BHMICHT 2RERORDVPRELED
ZREOLERBENREEEZL S0 5, 7432-S 125
mg/kg REBRTIERE THRLUKRICEFERNET L
1o, FERCPWSRERZOS SN BB 5HFD
RERRIENRBRIN: DDOTHD, REFZSOEEN
RKEBICLAEGERETEREAONE M-, &k
21 BIREHFOHRTF iz, MREFKREHL L, C0R
OREME I—BHICAONIHPERMIMZZED Sh
Bhhote SO &R, BEMIES L ImRENTLH
ENLTHFABITLTL, tioREME IS, FBA
AERCRITHEIVDEVLDERDNISE, bod b,
o T432-S B SBROEPERA D E, EMIERE
BOBKS v FTREHOSNLBVDTODII L
{tThh, EBRULUBHETRBRTIELEEELOSNL,
7432-S 500 mg/kg U L OB EHCRBERDO KD,
cefaclor IS B CHRLIFRERORDONEBED SO
M, THITOVT H—BREITHD, BEETRTH
DEREZ SN -1, HEROARBEICEVLT,
7432—S @ 125 mg/kg 5B THEA 2 £, 2000 mg/
kg BREBCRERETY S VKOSHREN 1AL S

nicdt, RANELLURAROEOTMENSELT,
T432-S B ERLTRAL L LD LI EL SN,
e, MLKRORBHEKICELTH, RE, XRELU
(LABER L TRACERE L ZL NS bDRLSLK
Moteo MWMMBDORWA{LE L REMIE ML
HOHEBRBER, -T2 74— FRR MATKK
BRERICEVTIR, BRETREZ{EEDAM 1,
F#h5 v rOURABIZ S VTROVTHLERTH- 1,
7z, 10 AMTRELAEMEREICSVT, XS,
IERE, e, WHICBRRIED S, -1 BBFEF,)
KA S v FicHBWT, 7432-S 2000 mg/kg S5 HT
WA, WK, ERBFROND, 2855 BV
T, 7432-S 500 mg/kg MEM THEFK. HEFK,
HEREFROBDIBH SN, LML, BIFEEAR
Sy beERRT v PEEICHE T EEBORENE L UL
BF (HEFN EFHRER) 8H L THRHAONITE
fT-o&lh, hoDEWIIBLTIZ, WFhols
BOLMBELOMICHEEZNBOONEM>T, #-T,
LR D 7432-S 2000 mg/kg #5B % 500 mg/kg &5
HcEHONEY v ¥ —F— 5 0%DE, WTFhLBR
HMLEE(LEER Sh, T432-S HEE5ORBICL > TER
AhiboiREASHAV, EHEREROF, 5 »

FOBREER, MEFEHIRE, MEELFEREICEWT
i3, TRERSEHLE OHICIBEE L5 L) BELRED
Shtid- 1,

Bt (F,) oBRBRELUARBERE, FHEFO
£F, E RESMLBIUCRERERICHLTH, @R
BRSOV EEELSNAL(LBED SN, -1,

PLEok#kizk b, 7432-S 3, B®Mmicxi LixES
JURERRED, —RBEOHEBRLENEZ B T4, 9K,
HECRERZDonT, HEF (F) oL TEE
HRA o bODRENML, REHRGE H8E 3.
HAE, AR O CICF F (B, H4EF) &
EARIZEINTVWHDEEI OIS, > T, 7432-S
BOR5ICL35y FNEEMS JCRAMBSHRICE
FARABEERIXROL S CHEEAN S,

F.B%Y #Hit 125 mg/kg/HUTF
SR, WHE 2000 mg/kg/ B
BILFDOGE
HEER
Bk DEE
E£EM, RESL,
Ratikee, T8,
HERRB, HEREFE,
MEFHRE,

F.ff
125 mg/kg/BELT
500 mg/kg/H
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F.ff

M E{LFRE.
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REPRODUCTION STUDIES ON 7432-8
4. PERINATAL AND POSTNATAL STUDY IN RATS

Y AsuHIKO HASEGAWA and MICHIO ITOH
Shionogi Research Laboratories, Shionogi & Co., Ltd.
3-1-1, Futaba-cho, Toyonaka, Osaka 561, Japan

A new oral antibiotic, 7432-S, was given by gavage to F, rat dams of the Sprague—Dawley strain
by gavage at doses of 125, 500 and 2000 mg/kg/day from day 17 of pregnancy through the lactating
period, and its effects were investigated on parturition and nursing bahavior of F, dams and growth
and development of F, postnatal offspring. The reference compound cefaclor was given at 2000 mg/
kg/day in the same manner.

For F, dams, soft stools were observed in every dosed group. Decreased spontaneous activity at
late pregnancy and salivation at the lactating period were also noted in a few dams of the 7432-S
2000 mg/kg and cefaclor groups. Suppression of body weight gain and food consumption was noted
in every dosed group at late pregnancy. Suppressed food consumption continued up to day 4 of
lactation in the 7432-S 2000 mg/kg and cefaclor groups. The gestation period, parturition and
nursing behavior were normal in all dosed groups.

For F, postnatal offspring, low body weight was observed at the preweaning period in every
dosed group, and even at the postweaning period in the 7432—S 2000 mg/kg and cefaclor groups.
There were no changes attributable to the treatment with 7432—S or cefaclor on viability, external
appearance, differentiation, skeletal system, reflex functions, behaviors, sexual maturity and
reproductive performance, nor were there any changes found in organ weights, hematology and
blood chemistry after the reproductive performance test. No adverse effects were found on the F,
fetuses and postnatal pups from the reproductive performance test of the F, rats.



