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Fig. 2. Body weight change of male
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Fig. 3. Body weight change of female rats given 7432—S or cefaclor by
gavage before mating and in early pregnancy.
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Fig. 4. Food consumption of male rats given 7432-S or cefaclor by gavage.
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Fig. 5. Food consumption of female rats given 7432—S or cefaclor
by gavage before mating and in early pregnancy.

Table 1. Mating and fertility data of rats given 7432—S or cefaclor by gavage

Compound and daily dose Control 7432-S Cefaclor
(mg/kg) (5% gum arabic) 500 1000 2000 2000

A2

Mating index (%)

Male 100 100 100 100 100

(24/24) (23/23)  (22/22)  (23/23) (23/23)
, 100 100 100 100 100
Female (24/24) (28/23)  (22/22)  (23/23) (23/23)
Fertility index (%)

Male 100 96 95 - 9% 100
(24/24) (22/23)  (21/22)  (22/2) . (23/23) 5 .

Pemale 100 96 95 . % L
(24/24) (22/23)  (21/22)  (22/23) . (28/28)

Mating index : (No. of rats copulated/No. of males or females) X 100

Fertility index o '
Male : (No. of males which impregnated females/No. of males mated) X 100
Female : (No. of pregnancies/No. of females mated) X100
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Table 2. Fetal development in mother rats given 7432-S or cefaclor by gavage before mating
and in early pregnancy

Compound 8n,d Control 7432-S Cefaclor
daily dose (5% gum arabic) T s00 1000 2000 o000
Item (mg/kg) ’ e
No. of mothers 24 22 21 22 23
No. of corpora lutea 167.t03+ 16.740.7 16.7+0.5 15.940.4 15.44+0.7
No. of implants 15.7+0.4 14.8+0.5 15.2+0.5 15.310.4 14.3+0.6
Implantation ratio(%) 94 88" 91 96 93
No. of fetuses
Live 353 304 299 318 312
Resorbed 23 21 21 18 17
Macerated 0 0 0 0 0
Dead 0 0 0 0 0
Fetal viability (%) 94 94 93 95 95
Sex ratio(male/female) 1.210193/160)  0.990151/153) 1.05¢153/146) 1.05(163/155) 1. 110164/148)
Litter size 14.7+0.4 13.8+0.5 14.2+0.5 14.540.4 13.6+0.6
Boby weight of  Male 5.23%0.02 5.12+0.04%  5.05+0.03*"  519+0.03 5.29%0. 03
live fetuses(g)Female 4.90+0. 03 4.87+0.03 4.86+0.03 5.01+0.03" 5.00%0.02°
Placental weight(mg) 482+5 493 +6 491 +7 518+7 ** 505+6 **

1(ST,AASLT) I(TL,AA,SLT) 0 I(TL,AA,SLT) 1(SSJ)
Types and numbers of 1(HA)
external anomalies L(EC.DC)

+: Mean*SE

Implantation ratio : (No. of implants/No. of corpora lutea) X 100

Fetal viability : (No. of alive fetuses/No. of implants) X 100

ST : Short tail, AA . Anal atresia, SLT : Short lower trunk, HA : Hypoplasia of auricula of ear(R)
EC : Exencephaly, DC : Duplicitas, TL : Taillessness, SSJ : Short and small upper jaw

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

Table 3. Incidence of skeletal anomalies in fetuses from mother rats given
7432-S or cefaclor by gavage before mating and in early pregnancy

Compound and No. of specimens

No. of No. of

daily dose . with anomalies No. and types of anomalies
mothers specimens
(mg/kg) - (%) )
Control
(5% gum arabic) 24 182 201.1) 1: Complicated anomaly (main: vertebrae)
1: Skull anomaly and duphcitas
mediocaudalis parallela
7432-S 500 22 158 2(1.3) 1: Complicated anomaly(main: vertebrae)
1: Knotty ribs from IV to Xl(both sides)
1000 21 153 2(1.3) 1: Complicated anomaly(main: vertebrae)
1: Partial sternoschisis (VI
2000 22 162 301.9) 1: Complicated anomaly(main: vertebrae)
1: Partial sternoschisis (V, V)
1: Knotty ribs from VIl to XI(right side)
“_iefaclor 2000 23 162 100.6) 1: Anomaly of anterior facial part
YEroEtEIZE DK, Student ® t ¥E (K80 E) £ 7132 Cochran—
5. HEatFE0IRRIN A& Cox Dt IBETIT- 70 (FHRTH WSS, $E M

HERCET ARER. FOMORELT-DL, T AER v BE (Yates DMiE> %) TiT-7:,
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Fig. 6. Excencephaly and duplicitas
Control group.

Fig. 7. Absence of cranial bones and two sets of
axial bones (The skeletal specimen of
the fetus shown in Fig. 6.)
Control group.
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Fig. 8. Anury, anal atresia and short lower
trunk
7432-S 500 mg/kg group.

Fig. 9. Vertebral anomaly (The skeletal
specimen of the fetus shown in Fig. 8.)
7432-S 500 mg/kg group.
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Table 4. Incidence of retarded ossification and minor change in the skeletal system in fetuses from
mother rats by gavage orally 7432-S or cefaclor before mating and in early pregnancy

Compound and Control 7432-S Cefaclor

d‘(‘ﬂlyg‘/il‘:;‘)’ (5% gum arabic) 500 1000 2000 2000
INo. of mothers 24 22 21 22 23
No. of specimens 82 18 ] 158 ] 62 ] 162
Retarded ossification
Stainless or incomplete ossification
Sternebrae 38(20.9)*" 28(17.7) 17C11. 1) 15( 9.3)** 17(10.5)"
Thoracic vertebrae
I-IV 20 1.1 3C 1.9 1C0.7) 4( 2.5) 5C3.1)
V-V 0 0 100.7) 20 1.2) 0
X - XI 6( 3.3) 5( 3.2) 5C 3.3) 70 4.3) 10C 6.2)
Hyoid bone 11 6.1) 10 0.6)° 40 2.6) 5C 3.1) 3 1.9)
No. °(fh‘;l°:;ylgte§l}3vf"ebrae 6.340.1 6.240.1 6.2+0.1 6.3%0. 1 6.5+0.1°
Metacarpalia less than 4/4” 0 0 20 1.3) 0 0
Metatarsalia less than 5/5" 29(15.9) 28(17.7) 35(22.9) 22(13.6) 13( 8.0)*
Minor change
Fourteen rib 1€ 0.6) 3C1.9) 0 1€ 0.6) 70 4.3)
Lumbar rib 56(31.1) 63(40. 1) 32(20.9)* 57(35.4) 69(42.6)°
Sacralization or lumbarization 5( 2.8) 3C 1.9 1C0.7) 4C 2.5) 1( 0.6)
Asymmetric arch of atlas 1€ 0.6) 2(1.3) 1C0.7) 1€ 0.6) 4( 2.5)

+ : Incidence with(%)
a) : Number of left side / Number of right side
+, =+ Statistically significant against control at P<0. 05 or P<0. 01

Table 5. Incidence of visceral anomalies in fetuses from mother rats given 7432-S or cefaclor
by gavage before mating and in early pregnancy

Compound and No. of specimens

No. of No. of

daily dose . with anomalies No. and types of anomalies
mothers specimens
(mg/kg) (%)
Control 24 171 8 (4.7) 5: Ventricular septal defect
(5% gum arabic) 1: Direct opening of hepatic vein into right atrium
1: Microlentia, folded retina and deformity of vitreum
1: Hydronephrosis
7432-S 500 22 146 6 (4.1) 1: Overriding aorta and ventricular septal defect
3: Ventricular septal defect
2: Abnormal running of hepatic vein
1000 21 146 2 (1.4) 2: Hydronephrosis
2000 22 156 4 (2.6) 2: Ventricular septal defect
1: Overriding aorta and ventricular septal defect
1: Abnormal branching of great vessels
Cefaclor 2000 23 150 3(2.0) 3: Ventricular septal defect

B#TH -7, tERPOMES v b OKE NI, Fig. 51cmlz. 5 v Figs, 7432-S o 1000 +
cefaclor 584 T., tEORPHALIMZIZIE = hrc, & 02000 mg/kg 58 & cefaclor ¥ 58T, %500
3. A& 5 1 BRI OB MEEHCH LEE DL 1.
5 roOEEEA Fig. 412, M5 v bOEHEES LaL. 7432-S @ 500 4 & O 1000 mg/kg %58
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Fig. 10. Hydronephrosis
Control group.

Fig. 11. Microlentia, folded retina and deformity
of vitreum
Control group.
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Fig. 12. Overriding aorta and ventricular septal
defect
7432-S 2000 mg/kg group.
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Table 8. Hematological data of male rats given 7432~ S or cefaclor by gavage for 15 weeks

Compound and

: No.of  RBC Hb Ht MCV  MCH  MCHC  WBC
daily dose rats  (10%mm")  (g/dl) (%) () (per) %) (10%mm’
C r % mm')
(mg/kg) B be
Control ’3 7.55 15.2 37.7 50 20.0 40,2 9.2
(5% gum arabic) - +0.07  *+ 0.1 Fo.4 ko Lol b 03 4003
7.35 15.7 36,6 50 23 a0 o
7432-S 500 23 ’ ’ 7 1.3 1
+0.09 02 04 ) P04t 06 0.6
7.51 15.4 37,1 0 20.5 5 9
1000 - 7 5 ; 41.5 9.4
+0.07 + 01  +o0.2 + 0 t0.2 + 0.4 +0.6
2000 2 7.57 15.2 37.7 50 20.0 40, 4 7.8
+0.07  + 0.1 + 0.3 + 0 + 0.2+ 0.3 0.5
7.44 14.5 36.4° 49" 19.5 39.9 7.9
Cefaclor 2000 21 ' 7 :
+0.12 + 01  + 0.4 £ 0 + 0.3 +04  +04
+ : Mean +SE

« , «« @ Statistically significant against control at P <0. 05 or P<0. 01

BB TR, ML TEEEWOEE 1. HH
MEBAZ L #, 7 iisSFBHLT _EEOEGH 17
(Fig. 6 : CORBFIBRBEAT O 120, R,
WREFHER LR TR 38 BW RE
ERzhEhn 2@ ont) paoht, 7432-S o
500 L2000 meg/kg 5B CHE. SHAL. T¥HHE
Bo&prenen 1 4> (Fig. 8). %7t cefaclor
B5BTETE/ L HA SN,

4) BT B BB
EERFOBHBBIZEMHIE Table 3 (BHBRE),
Table 4 ({LBEBELBHRER) ICThThmL1,
BREE L LTI, WRETEHEA T LT 248
I B L OB RIBE PRBETH _—EEOEH 1 #
(Fig. 7) iz o htz, 7432-S 500 mg/kg 2 58T
BHEEBAELTA2EERE 1A (Fig. 9). @E
I~% 11 OFIKRE 1 ], 1000 mg/keg 5B THM

BEELT2MERE LM, BHMEH (£6) 14,

F7:2000 mg/kg IS TR AEMBA T LT HIHER
W1H, SoriER (5, 6) 1ABLIUEET~
F 11 OFEIKIE | A A Stz Cefaclor 58Tl

Ze AR ER 4 (¥ 5 RIS O BEA L 2o oz, o
NoRFEOHSL, HHEFAFLFTL2EEERT T, 1000
mg/kg 58D | 1A B o RE(F3, 7HF RBE T
B. #ll. THEEEBoEHA2EHILOT, F12. A
BRIES L OhEBErE EEOMT 3. Y& SR
VT _EEOEHAEDI-LDTIH - 12, Cefaclor #
SHOBREREGTE. LRGN OAEREAZHL
DTEH -1,

fLERUEE LT, BgE R (b B RN T432-S ¢ 5
HCHEERMEA - TR L. £/ 7432-S500 mg/
kg ZEEHTEBILEEEMOBELR&LAL SN,
Cefaclor # 5B TIIMBEH H LU EBD (LB RUED
BB L, BEICRED LD ST LA A D - 12,

FREAR I, BEY 7432-S 1000 mg/kg 58T
IEEBHCHE LEEICRL L, £72, cefaclor 58 TH
BicEmM L UAEALAES S 1

5) R HERZEE BB R

HEFERHFONHEEDORE (L Table S12R L7, 7
WELTE, HBETLERRKIES M. iKY G0
FBicEIEEE L b LA, HEKE |7 (Fig. 10),
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Table 9. Hematological data of mother rats given 7432—8 or cefaclor-
by gavage before mating and in early pregnancy
Compound and
daily dose No. of RBC Hb Ht MCV MCH MCHC WBC
rats  (10%mm’) (g/dl) % 1 g) (%) (10%mm?)
(mg/ke) [4 (%) (p
Control 24 5117 11.5 20.3 58 22,5 390.5 8.5
(5% gum arabic) +0.08 *+ 0.1 + 0.4 +0 * 0.3 + 0.4 +0.3
5.18 1.7 29.8 57 22.5 39. 4 8.0
-S
7432 500 2 +0.07 + 0.1 + 0.3 + 0 + 0.2 + 0.3 +0.4
1000 21 5.33" 11.9 30.3° 57 22,2 39.3 8.7
+0.05 + 0.1 + 0.3 +0 + 0.2 + 0.4 +0.3
5.10 11.6 28.9 57° 22.7 40.3 8.9
2000 22 +0.07 + 0.1 + 0.4 0 + 0.4 + 0.6 +0.3
5.17 1.6 29.0 58" 22.3 40.0 8.5
Cefaclor 2000 2 40,08 +01 +03 +0 +03 *04 +03

+ : Mean *SE

*, ** : Statistically significant against control at P <0. 05 or P<0. 01

BLU/NKkRE BROBER WHFEEELLH

(Fig. 11) & ohi, T432—-S 500 mg/kg HSB Tt
LEPRRRIER Sl LERRKIEA L BRABIROE O 1
#l, BLUHFRIROREET 241, 1000 mg/kg Be5 8
Tidk® 2 H %22, 7432—S 2000 mg/kg RSB T
BOZEPRRIE2 A, LEHRXIELBREADROAH
141 (Fig. 12) BXUCHMORIEB IR & 865 T WK
ABRSLVEEIELAL LD I FINA SN,
Cefaclor £t 5# CRLEFRBRIN I B SN 1,
CHoDREORALTHRBICL LABRZOH b0
B -1,

BELSEE L TREKSH TR EIER RELER
Bl i, i Eh AR IR ZE R, ESROEOLIE TDIL —
TR, BIUGFLZEZDLN, ChoBLTHRETH
REL, RBEHEENCRBICHLAEECHENT D1}
1o to,

7. RREIBUE

1) #7 v + OREEIAHK
SEFEE% Table 6 IX/R L7, HIRAIRE L TR,

WTFHORSHTLEL LA M1, H—BRS5AERY
DS v PBIURLBEEMES » b EORIBREICS
WwWT, WFhotts v P& LRBRILAREREIER
Mo 7o 7432-8 1000 mg/kg 5RO | FOKETIZ
REHBENREDOHESR, MEKELEE S BTFEERD
RABErETEvohl, BEERICBVT, T432-8
2000 mg/kg 5B H L U cefaclor 58 o Mk
HIMBBCH LERICEMETH -, BIHERT
REEZRTEENBRREINA, ENBLICHENERE
biRIAMOEE R LD T432-S BEEHILE
W2EBREROHREAMBKROD M 6K
7432-S 2000 mg/kg HE5RIC BT 5,085 L UFRE
BRORD, T, cefaclor 5 MBI 2EBB LY
FIEERENEWRERR D CH -1, Co

2) 15 v b DR AR ,

BERS v FOBEEES Table TR L7 JIRET
RTCRFRIREESLonEh-T, BEEREL
Tl 7432-S H LU cefaclor DERBEERTEHERN
HEREICH LERICHEN L DA, EXEALTh T
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11, RREUAHRIETS - 7 7432-S @ 500, 1000
5L U 2000 mg/kg HESHOE | FIOPRE LV FE
EoWT R EBERRE ST > 2o0%, T(LEBHI
ﬂ")f;o

8. ME¥EIME

i35 v bORMR% Table 8, EiRES v b ORR%E
Table 9 IKEhENR LI, 85 v b TIZ 7432-S 2000
mg/kg 585 L U cefaclor 5.8 T B MBRB A AR
B LEBICRDLLE, 2OIcbBELTLER
THEXMRINAY, WFh L BHELRETSLD
BEEL OIS -T, Ty PTH T432-S B &
U cefaclor RIS H L MBB L OMICEFE L RTIAE
BiEh- 1o,

9. MKE(LFEDT

i#35 v hORR#% Table 10, EiRMES » F DR %E
Table 11 ISR Lo 5 v b T2, T432-S HL U
cefaclor B S5BTHRY VXV HEETLT I VEDE
Taaroh, 2271 7F=", GOT, GPT, ALP,
LDH @R EIETDA OB BELH 12N, Tho
R WIFhb, REBULETET S L LUEVELTIE
> 7:, 7432—S D 500 XL T* 1000 mg/kg 58T
REVILE VENEMLA, WEFhbEREREAD
EtTH-T, REREICLBbDEBEL SN D
2o T, cefaclor 5B THERIL X bo— ILEN
Hmlt, 5 v FOBE S, REZRSEHLMBHRO
MicEEZE£2Y3IEENHRINEN, EHEETET
2bDI3EM -1,

m % -3

¥4 cephem FEOREMETH 5 7432-S @ 500,
1000 % 7-(3 2000 mg/kg/H%A# 5 ~ biZ 15 HAfE, #E
Fy Mc#H2s AL CEOR/ELI LA, B
S5BotfiES v ~ & LRSMHH SHRENIC, S0
RELTHREPTHFINAON, —B5» bTRIE5EE
RECHEVFHECEBES bA SN, T, HRKEE
BERD, #5 v bTRAREAMEE b > TERICH
L. #5 v b TERESKIE 2 BRRICBVWTLEEE
BumarzEw o, UL, BEHMGD 7432-S #%
S51IER L ETHIIRA S Ntid - 7o Cefaclor 2000
mg/kg/ A SHTHRIBORE NS o, KE- T
FPWMEE L, SHEROMMEMEL, penicllin
%% cephem RIEMHEEZBE LAV AP T v b
RELTAON, BREEEOTLICHEIRELELS
hTwa '~o , 7, i3 cephem RIEMHEOE
OB L UBIKAKRSICED, LIELEAONERETH

BaT0,

5y MBVTEEMNIMNE 7432-S 2000 mg/kg %
EBRTREENICHERICMBIEI NI, £, T432-S#&%
SRomiERk:. 500 B, HREAMEE b -
TRD LI, EnlIIicMm /3 nE%
Rt L 720 Cefaclor #5BOBRIZSNAHL S, ¥
W ARcmBEnY, RERIESNMO RS
WOERE, BEAENBBLEMTH 1, S5~ b
DEFERIIIFEE LS00, BERIEREHE LE
508, —BEICRD L, CDEH I, FEELER
fHROMICHRMERASh St LHL, Chofk
HHMMMHEH OA SN0 B 7432-S 2000 mg/kg 6 & U
cefaclor ft 58t 5 v P OMEE/LERITTIE, RS
YRPETNT I VEREDEBETRA NI ENS,
FERMMMHOKREE LT, REPTHICL 2 EEBRIN
MELSHBRINL, COLHSUEHHAR, BPRSTOE
EMIDIME, EHRICKE - TRPEBREROMMOS
o5 cephradine™, cefaclor®’, cefadroxil® 7% &
DEIERENRICKEL THAONBIEALTHD, AR
RROSELE VAT,

REHART, SHEROMMDIEZAZ, T432-S 2000
mg/kg HSEHS v P TLUBB L UHFBERDORK DA
Aoht, LML, COLIRBERIBOVL 29D
cephem RIEMHEOGHHER%E S v MlBREELE
BTLEHONTED -2, 1432-SH{EICLBKR
B bDTIZRE WV,

7432-S #5135 v POHAMICELEERITET,
Rl—#5HAR#OHES v L DRIBREICE T 2 RKER
EHERBRIVWTNLEEEZRL, HRELLENLS
Nh -7, IPHFEEY, EINERYM, FIPEFERELHE
HTHY, £EBTFYR BEEER #HEALELL2TE
HThoto f-T, T432-S 2000 mg/kg 5T b
EDORBFORK, B, KE, ZH ERONRERE
BLUERK, FRHEFREIC2EBERIFERVEL
Z 50

BRKBOEGEHRFAEL L UBRRERS | BOTY
% | BABME L THIHENBIFZ T 1B R RE
BEESBLNBELEOMICEERHEN -1, EEHBIF
DU, BRBLIUAREERETOROREFIZEZY
oAt WiEhb, REBEERES, BREAMGKDLS S
hd, MBESLIVIERT—7ICAHONEETFR'S Y
ThHh, T432-SHEEIERLRELREL SNV,
o, REBGEHRT, LBEBEERETIHRIBHS
e, BEREROBHEBIKDLWTHEERZHONL
Moto - T, 7432-S 2000 mg/kg 5T, EF



o88

CHEMOTHERAPY

NOV. 1989

OREIEWESALV L MTHE OED SRV E D
A Bo 1%, cefaclor 2000 mg/kg S DPA L
7432-S BB, BEFIER LTS SREh - 1,
P&z, 7432-S#EBic&nittS v b TIZEK,
R BEEE MEEYREDS X IR L LT
WEERETFRIENBON, ity b TREERD
—RRI MM X CEREROMMN S S, FEM
DEALIE cefaclor ¥ EiIck->THRDONTED, B
MEREICLAMES v et IR, KoL
B oTe The, T432-S 2 MAKE L THIEHS »
MK, BFEFERBELUBTFREICHT 2R8I
Ao, MBLKELBEDONLL -1, #-T, S v
MERRT & L CERNMZ SRR ICE I S T432-S D
BAEEERIRO LD ICHESN S,

5y b HBMD < 500mg/ke/H-
SEHlfE - 2000 mg/kg/ B

5y b BEO < 500 mg/ke/H
WREME 2000 mg/kg/H

Ratr KM - 2000 me/kg/H
RE 2000 mg/kg/H

HHFME 2000 mg/kg/B
a) —RiKRE - (AE - MR - YRR - REER - M
WFHIRE - MKELEITDORE
(REREREAR 1984 &£ 10 H~10854F 5 A)

£ 23

AHRORMICY D, BHMENCHBHATR W - LHES
HHEE, FHE®, & AR HHE— BLKE
rIEs], SRES €& #, FERER NEER
MEBEXROER, MBEFMRES L FMBE(LFEIRE
KL CTHVWASHMER SHEE RS SkE
FoER, REHAFOREZE L TEVWCHEEY B
HEBR, KFERFOERCERT 5.

X %

1) D. C. SAVAGE and R. DUBOS : Alterations
in the mouse cecum and its flora produced
by antibacterial drugs. J. Exp Med. 128 :
97~110, 1968

2) WBTERE MNEXEE KK I iﬂHﬂ““i
RS 8E, gk /. B EF JIOEF,
FHABTF: < v XRBLTT v bizBiF % Cepha-
lexin DHEHHER, EMLER 3 - 18~44, 1969

3) BTHE MNERE RF I, WHER

ANk, ERS¥E, NOEF BERBF

4

5)

6

7)

8)

9

10)
1)
12)

13)

14)

Cephaloglycin O%#i 2\ T, Chemotherapy

.18 4'22~38, 1870

ROER, SHENE WHBEZ : Cefazolin
sodium D EBH L L UVBF~NDOEE,
Chemotherapy 18 : 528~543, 1970
nEARL MY R PHE— THHE
BHEA, WHEEF SO0 ZFEF:
Cefatrizine (S—640 P) D ##: i34 2%,
M2W, S PO EMBXLT 102 HEEDR
Bkt 2HE24SH, Jpn. J. Antibiot., 20 :
839~660, 1976
HREELE—. MK £ HFt 8 BHEE=
Eih M : Cefroxadine (CGP-9000) o #it
5%, W3 SRR, Chemotherapy 28
(S—3) :116~130, 1980
WH 8 BABH, /KR : Cephradine ®
KR 5 BURRE L OB RIZTE
£.2 5T, Chemotherapy 23 : 37~68, 1975
RO/IEE], =HE_", HKHE HH =
{FiEiE, REBES : Cefaclor DA, HaH
TS iciBEEM KR, Chemotherapy 27 (S—
7) :765~811, 1979
HAAE JIELE H+EZEZ,
A, BEFH— KABL,

i B AT
SERA -

Cefadroxil (S—578) O FZH it T+ AL, £

3fM., T v bicbirs@ENY, Jpn. J. Anti-
biot., 32 : 1250~1287, 1979

IRXE, HNl C, REIERS *ﬁﬂ?&
FHESE :68099-S D5 v bicbit 2 HEaUEY
B, Chemotherapy 28 : 1007~1028, 1980~
MEXE, R BT : 6050—S DOiEfRATH X THE
RGPS5 HXR, Chemotherapy 28 (S— 7)
1108~1118, 1980

KX E, k% KFoR| : Cefamandole 7 v b
REAH L CIEROYES KR, Chemotherap)’
27 (S—5) :649~657, 1979

RS, o F LEXLE K EREOC
Bl 5 ARREDW. H£KEH 20 : 25~106, 1980
H. MORITA, F. ARIYUKI, N. INOMATA,
K. NISHHIMURA, Y. HASEGAWA, - M.
MIYAMOTO and T. WATANABE
Spontaneous malformations in laboratory
animals : Frequency of external, interanl
and skeletal malformation in rats, rabbits
and mice. Cong. Anom., 27 : 147~208, 1987
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REPRODUCTION STUDIES ON 7432-S
1. FERTILITY STUDY IN RATS

Y asuHiko HASEGAWA and KATsuMI HARA
Shionogi Research Laboratories, Shionogi & Co., Ltd.
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The effects of 7432—S, a new oral cephem antibiotic, on the fertility and reproductive performa-
nce of Sprague—Dawley rats were evaluated at dosages of 500, 1000 or 2000 mg/kg/day and
compared to those of the reference compound, cefaclor, given at a dose of 2000 mg/kg/day. These
compounds were administered by gavage to males for 9 weeks and to females for 16 days prior
to cohabitation. The administration regimens were continued during the cohabitation period and
also to pregnant females until day 7 of pregnancy. All pregnant females were autopsied on day 21
of pregnancy to examine viability, growth and anomalies of fetuses.

In each dosed group, soft stool and diarrhea were observed in male and female rats, and
abdominal distension and salivation in some rats. The body weight gain was suppressed in
males of the 7432—S 2000 mg/kg and the cefaclor groups, but no profound changes were found in
females. Food consumption decreased transiently in males and females of each dosed group at
the beginning of administration, but increased or showed a tendency to increase thereafter 1n
males of the 7432—S groups. No effects on reproductive performance, including the sexual cycle,
mating and fertility were observed in the 7432—S and cefaclor groups. No changes attributable to
the treatments with 7432—-S or cefaclor were found in the viability, growth, external appearance,
skeletal system and visceral organs of the fetuses at term. No peculiar toxicity was revealed by
autopsy findings, organ weights, hematology and blood biochemistry. These results indicate that
7432-S exerts no adverse effects on the reproductive performance of male and female rats, nor
on the growth and development of fetuses, although body weight gain was suppressed in males at
the highest dosage of 2000 mg/kg/day.



