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Sulbactam $ k (f Sulbactam/Cefoperazone
D7y b EFERABR

WA BCK - EH K- K B - B0 R
EHET 7 A RS HRBR L > 5 — KB R

Sprague-Dawley %5 ., } # B+ SBT (500mg/kg, 250mg/kg, 50mg/kg) 3 L1 SBT/CPZ
(500/500mg/kg) NAFEIC RITT B % RETL 72,

1). #5 - iz SBT L SBT/CPZ %628 RILI LAERNIRS, ##7 -~ Fi2i314 B REEIRM %
Bk REE, BICIIRRORIE T, MHCIIEIRT7 B 3 TS5 2 ik L 72, SBT L USBT
/CPZ D WFNOIZERE T UK, MFIRE, HIAK, EHRE, BT CES LU FERE L &1
IEC L BB S o 12, 2 72, BRITFONR, BB S UBRBIC L RIk5 IR L 1o R
FiIZHonkr -1z,

2). ##&7 v Fic SBT &1 SBT/CPZ %14k 7 B> H17H F TG L 28R, iR\ AEK
TOBEBE, FERE S EI3 T NORSEETUREE & 2137 <, ERRIE T Tl B k5 IR
FT2EHUIZD LN L~ 12, BEFOEBRREBFICOWTLEMRS I 2 BREBD LN H -
AN

3). Hx7 v bic SBT 8L 1 SBT/CPZ #4178 & 571k#%21H % TS5 L7z, SBT 2500
mg/kg 8 & SBT/CPZ(500/500mg/kg) B Tl3 MEFNE% 4 BDEFENLHEEIKT LR
»%, SBT 250mg/kg LIT DB TIIRHAS L ORI 2 B3 BH b h - 72,

VU kst &, SBT (CIzEZERIZED SN T, BREERRIZIERAL L CIEIRMEIRS
B, BHFOHERBIEHLS AR TIL 500mg/kg, FEMB L RIS B T 250mg/kg &

JUN. 1984

Abis, 72, SBT 2 CPZ 2 L TLAETESMIIMEENL T Lidhh 72,

Sodium Sulbactam (LLF SBT + 873 ) i3, kE7 7
4 HF—#ABAR L 72 f-lactamase BHEER % L OEWT,
BT3B WHE N 2R TI2 T &2 v»¢, Cefoperazone
(LUF CPZ r88F) % ¥ B-lactam $LEWE LT 3
k., FOMEWH O p-lactamase 12 & B RIERHE,
HO*MET A LN T W5,

4@, F7i: SBT ¥4ty L v CPZ 18 (SBT/CPZ,
1:1) LZKENT o FEiRATS & RIS R
5%, SERBRS AR, BAEMS L CRILMRE AR
FEMLI-OTEORBLBRET S,

1. REMHE L UHE

5 ~9:84 Sprague-Dawley %7 » | % HRE
BEYREBEMEA L DBAL, ST 18R HEE
LZ2OLEBICER L2, BRSER (ER - WE 7 b
1243 OA-2, JEitimitss L U7 -~ 1213 CE-2, HA
7V TH) BLUKEDKIZ BERICIERE 72, fEE SIS,
IRE23+ 2°C, 1855+ 5 %lfRk-72,

IR vt 2185728, KEFEOMEE A 1341120,
A (FI1585MH]) RRE &7z, W, Rsrsdsns:

L, FRUMBELHERL, WHTFHIEZDHLNILNER
BL7z2LDERYL, ZOB#ER0B &L,

G AERISYRAT B & EIRVIAAIG S RER OB % B
A& LIS T X TEIRMNIES- & L7,

SBT I35, HEKICHEREE ($930%), £BAE
WERACTHRL, CPZ 34Batamicd@L 72, &
BRI IIER RN 25 L1,

SBT k58137 » M2 1 » BRIBIRNES L 728
HRBROBHEY #5%I12 L, 500mg/kg, 250mg/kg,
50mg/kg, O0mg/kg (M#E) L7z, ZDiid,
SBT/CPZ 500/500mg/kg B i&i17-,

1. HRAETS & MRS R B

SBT %7:13 SBT/CPZ % 6 B0 7 » | &it24
PLic62HFILA L, MERERIRE L, KEE24ICH1084 Nl
7 M2 1B 1E148EEIRNES L2 ns, [RUHA
BEMEOMEEE 15+ 1 TRBMEE 2 T, F2i13REl4
HERRE S 72, YAk S- (3 TR TROLE T, M
TIHEIR 7 H 3 TG L 72, 3RHE S & OEIREI AR
12 &N kediz,
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prn e B x 100

W7 v b T, RERFFEIREL, KESL LU
FHERBORE 2 KRANDA2 B, RRABOLLZZLD
oW TidEko, 3, 5, 7, 9, 12, 15 18KkU21
BicfT» 72,

ER21 B BHASH) » SRHERENC £ D ERRBAREL, ®
T, AR, EFBTHEE L USECRIURE & 7z,
EFERBIFC OV TUIKRERE, HHHE, NERBELT
-7z,

1 EOEFREITFOB & £ 2/3 13 95% enthanol T
F LT, Dawson ik?IC# 1 T alizarin red S &5
HoBIEA 2 /R L, FRSAMSRIC & ) BBRE, LB
#ITE (B5Eaodm BH), BBER (BMENE
& WESE, BB #F~, R DT Bouin
HBTEEL, WiLson =Y ICHL THRFERMEZZBEL
72, %8B, SBT/CPZ kg, SBT B (35
FEHEL 72 TRIBBEL BN ERT 72 (198047 B~11R),

2. REF0EFETABURIRS A8k

10~13B4N 7 v + 2 R E ¥, £834~38Cic SBT
F7213 SBT/CPZ #3E4x7 B» 517HF T1 B 1 mIF
BRAEE- L 72,

BHAIC DWW TSRS L UTWERIR 28 0 T, —idE
Ke@EBEEL, KEB S UEFHERRITIR0, 3,
5, 7, 9, 12, 15 17, 19, 21H k4#%i%1, 3, 6,
9, 12, 15, 18Kk U21HICHIEL 72,

a)iERRIARETF (F 1)

BHAZEE34~380C ) ) 1,22~250C 2 #F4R21 B = EFXEH
ML, BPEICH#E L TEFBITFS L USECIRBGR 2 8152 L
72, EFRIFOEREE L UNRBEE L RITRIC L TEMH
L7z,

b) 41T (F1)

HIR21 BICBERR L Zcde - 7o BHAR£12~130C13 B Skt
3, SHRERERICHATS L UTCEFSE L,
EFFOKERALE, MHE, NREE(ODERLED)
TV, 20 FRHMKICRL THBE I E,

HEFIIE%4 BICKELRIEL 20, 157
8IC (JRAJE L CHE#E4ITT D) 25K, fhoBETF%
mIKL7z, Z0tkid, £#%1:8%) 88 T, 81 Bk
BRUE L, NEMEDTEEL L THMERE, Tk
A, EERRE IRRREIZ, FETRE, EROOKEZ
BHBREL,

WA 3 BICBEFL S, BEFLBFICIZ Preyer H
MG & D BEEEERN, MEPLIAI S SRt CRE

TR =

X100

L7c, BHKIZBEFOBEZL & FRHCERL, FEOHK
BBEFND L & LIChEEERSE L BEL L,

A5 ICI3 1 RS7 ) fEE 2 T D AT 2081,
Open field &Y ic & N EEMEZ AN, 5101 4.
N 1D EEFICOWT Water T-maze &2 L)
FEEEN RN,

1% 8IBICISETRREN 2B 2, 1472 )
2ET D5 EA TRELE Tz, TRL:HE(F1)i3£piE
PR1BICERL, BRL, BRE, E£EET (F) &8
BQURTAS % & aNAN

) OHREFIZERI0EBIC EREIRL, fFHCHEE
FHMCBEL:, ©b, NBBEZERNICREBEOMES 1 T
TOREY, B X HEE (Softex CMB &) 12 &1
BREENEELFA (198066 A~118),

3. FEE#B L RIS A%

10~13B8 DR 7 -~ b £822~24Lic, SBT 72
13 SBT/CPZ #8178, L0 1%#%218 £ T1 B 1@
BIRNRE L, 2BI5EE 872,

BHAIIIER - B4 @ L C—AdERZ B H BB
L, K& L UfEkHEREIZER0, 3, 6, 9, 12
15, 17, 19, 21H t45r4%i%1, 3, 6, 9, 12, 15 18
RU21BICHIEL 72, HEFIZATRICEL T, 8K, &
EB L UEFERE N % 12DV TENA: (19804108 ~
198142 A),

. & 2

1. ERAIS & ORI S K8k

a)Bk (Fo)

BB, MBEL LFETHIRA LN LA 72, SBT
500mg/kg B TiE, HEHAMPBRENKEL, F72
SBT/CPZ (500/500mg/kg) B Ti3 SBT 500mg/kg
HL VRENEEIIHEE - 72,

BRNKERIE, §~XTo SBTE, SBT/CPZ &
EVISHBREELIZE A EEITED LN~ 72, ERHE
Hegls SBT/CPZ (500/500mg/kg) B & A4 E#
S BEE L VR 5 728Y, LIRIZES L 72,

LRI SBT 8 (\§¥1195.8%), SBT/CPZ &
(94.7%) & LITEREE (95.8%, 100%) kEldkh -7z,
fEyREEIE SBT £ (95.7~100%) TI3XBEEE(95.7%)
EEIXLC, FNCEML 72 SBT/CPZ B (83.3%) T
LEOXHBRE (78.9%) r&Eidic, YL L 2%
BIBH LN -7 (Table 1),

b)EgREKIRITF (F1)

1B8572 ) DRSS, FHERE, Tt isF
#ud SBT B CIIIBEE & s L THBLZIIED L
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Table 1 Fertility and fetal development of rats treated intravenously with SBT or SBT/CPZ from
day 14 before mating to day 7 of gestation
SBT SBT/CPZ
Dose Control o —mMW—
50 mg/kg 250 mg/kg 500mg/kg 500/500 mg/kg

No. of females mated 24 24 24 24 19 19
No. of females copulated (AR 23 (95.8) 23 (95.8) 23 (95.8) 23 (95.8) 19 (100) 18 (94.7)
No. of females pregnant (%)2) 22 (95.7) 22 (95.7) 23 (100) 22 (95.7) 15 (78.9) 15 (83.3)
No. of corpora lutea

total 326 338 361 331 238 219

average per litter3) 14.840.5 15.4:0.3 15.7+0.6 15.0£0.3 15.9+0.5 14.6£0.3*
No. of implantations

total 286 310 324 289 213 192

average per litter3) 13.0£0.6 14.1+0.3 14.1£0.4 13.1£0.6 14.2:04 12.8+0.5*
Total No. of dead fetuses (%)4) 14 (4.9) 13(4.2) 23 (7.1) 10 (3.5) 10 (4.7) 12 (6.3)
No. of live fetuses

total 272 297 301 279 203 180

average per litter3) 12.4+0.6 13.5+0.3 13.1£0.5 12.7+0.5 13.5+0.4 12.0£0.5*
Average fetal body weight (g)3) 497£0.03  4.91:0.02  4.94:0.02  4.99:0.02 4.94:0.02 4.910.03
No. of malformations

external 12)/272 0/297 1%)/301 0/279 0/203 0/180

visceral 3(19,29/81 219,191 329,1Dy91 19786 19/62 0/55

skeletal 0/191 0/206 0/210 0/193 19)/141 197125
No. of fetuses with absent or
rudimentary 5th sternebra (%) 36 (18.8) 29 (14.1) 46 (21.9) 22(11.4) 18 (12.8) 14 (11.2)
Average No. of ossified
caudal vertebrae 7.5+0.1 7.7+0.1 7.7+0.1 7.6+0.1 7.4+0.1 7.4+0.1
No. of skeletal variation

cevical rib 7 3 9 4 1 1

extra 14th rib 2 2 2 0 2 5

asymmetry of stemebm} (%) 0}10 (5.2) 3}8 (3.9 1} 18 (8.6) 1}5 (2.6) 1}4 (2.8 0}8 (6.4)

shortened 13th rib 1 0 6 0 0 2

1) (No. of females copulated/No. of females mated) x 100

2) (No. of pregnancies/No. of copulations) x 100

3) Mean t S.E.

4) (No. of fetuses died/No. of implantations) x 100

a) Kinky tail
renal pelvis

Type of malformation: b) Exencephaly and micrognathia

d) Bilateral dilation of the renal pelvis

c) Unilateral dilation of the

e) Fusion of the ribs
*p<0.05

wh =72, SBT/CPZ (500/500mg/kg) BTi3 1 B
720 DFEESSL (14.6) B & UFHERS (12.8)13,

L EOXEREE (15.9, 14.2) ICHEBL TRREMET
Hotz, FHPEFIET (12.0) L34MEE (13.5) k1
by»PiEr -7, LaL, wWInbilicisssz SBT
DAL BT UIEB L EIIZD LN h -
72,

ERARBIRETF ONEEE & LT, SBBECHIR A1 5,

SBT 250mg/kg i M - /NFAGHEHS 1 BlEZsH 6 L
7, MBEEE LT, FAMETIRI NEEES Lo

f) Fusion of the vertebral arches

SBT 250mg/kg 8- %& 2%, SBT 50mg/kg &ic 1
BlE2s b1, MEMEB TILRIE R 260, SBT 500
mg/kg, 250mg/kg # kU 50mg/kg BEic & 1 IR
[PY qWAR

BREEREIIEEE TiERS, SBT/CPZ (500/500
mg/kg) BECHESORAH & 1 FIZED LN,

EBEITES S UBHEERN BT SBT BB LU
SBT/CPZ (500/500mg/kg) & & & xR DRI
128 N7 (Table 1),

2. MFOHETRGHRE R
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a) Bk

BknkE(2 SBT 500mg/kg &, SBT/CPZ (500
/500 mg/kg) BECENRI2H ~IHE AR hRRE T L2
M5B TIIBEE L ZlX b » 72, FRHEREIT
SBT/CPZ (500/500mg/kg) B Tl3&kE5HRIPIZmL
BRL0AY, BT BRI ISR - DEIIA L LD
-7z,

FHADFREERTELIZZH 6T, HFTR Tz SBT
500mg/kg B4 L r SBT/CPZ (500/500mg/kg) &
TEBNOBERALTLD S U LSHI IR bz u b
72,

b) ERARABEF (F1)

BHA L 472 ) OFL A, FHERE, It
BB L OFEFRRITFRS, 5B BB TEIIED
Litkh -7z (Table 2),

S FERRIHAE X SBT 50mg/kg B THOAHEE L
BIEARL 7205, OB TIIABEEEI T -7

(Table 2),

NERE L LT SBT 250mg/kg BHC £ 53,
HEANNLN=THEL1BALNIZTTHY, NREFEL
TidKagfEA* SBT 250mg/kg Bic 161, FAIKER
L3RR ERRES & O SBT 50mg/kg B2 %1%, SBT
500mg/kg #iC 2B, WRMER RILRANRBE L L O
SBT/CPZ (500/500mg/kg) B & 16120617z,

Table 2 Development of fetuses from pregnant rats treated intravenously with SBT
or SBT/CPZ from day 7 to day 17 of gestation

SBT SBT/CPZ
Dose Control
50 mg/kg 250 mg/kg 500 mg/kg 500/500mg/kg

No. of dams examined 22 25 23 24 23
No. of dams died (%) 0 0 0 0 0
No. of corpora lutea

total 319 379 342 350 349

average per litter!) 14.5£0.5 15.2£0.4 14.9+0.3 '14.6:0.3 15.2+0.5
No. of implantations

total 292 35§ 318 317 303

average per litter!) 13.3:0.5 14.2+0.3 13.8+0.3 13.2+0.5 13.240.7
Total No. of dead fetuses (%)2) 12 (4.1) 13 (3.7) 18 (5.7 12 (3.8) 11 (3.6)
No. of live fetuses

total 280 342 300 305 292

average per litter!) 12.7£0.5 13.7£0.3 13.0£0.3 12.7£0.5 127408
Average fetal body weight (g)l) 4.84+0.02 4.77+0.02* 4.80+0.02 4.82+0.02 4.83+0.02
No. of malformations

external 0/280 0/342 2(1),1%)/300  0/305 0/292

visceral 2(19,19)/88  19/106 19)/91 29)/93 19)/88

skeletal 0/192 0/236 0/209 0/212 0/204
No. of fetuses with absent or
rudimentary 5th sternebra (%) 47 (24.5) 58 (24.6) 49 (23.4) 44 (20.8) 45 (22.1)
Average I\{? of ossified caudal
vertebrae 7.8+0.1 7.6+0.1 7.4+£0.1%** 7.7+0.1 7.8+0.1
No. of skeletal variation

cervical rib N 7 2 4 1

extra 14th rib 3 4 2 0 3

asymmetry of sternebrae %) 1 106-2) 2 18 (7.6) 0 763 1 838 0 S2:5)

shortened 13th rib 1 S 3 3 0

extra sternebrae 0 0 0 0 1

1) Mean + S.E.

Type of malformation: a) General edema

*p<0.05, ***p<0.001

2) (No. of fetuses died/No. of implantations) x 100
b) Omphalocele
d) Bilateral dilation of the renal pelvis

¢) Unilateral dilation of the renal pelvis
e) Hydrocephaly
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SREEIIESR, NEELLC1IALERSLNLY -
72,

(LEHATES L OEREROHBEL R55F & A
TElZA LNt -7z (Table 2),

c) ST

B (Fo) OF LRI &5-8F & MR
BT, 1% OFERE, P

BEI31HLZHLNT, EHIGBDEREITIIAHE
% & LT, A Sk ot AL 1 B, SBT 50mg/kg
216, SBT 250mg/kg & 2%, SBT/CPZ(500/500
mg/kg) B 161& 60, HRMREEERE N REC
1BE22H 6Nz, B, BRXKBERICLLBIEIRT
12 eBc BEIZZBH LN »72 (Table 3),

H 1% 8B THRECRE TII KRR, EIRFIC I HREE

(100%, 95.8%) & SBT E (96.2~100%, 96.2~100
%), SBT/CPZ 2 (96.2%, 100%) TZEi3ZHbn
Ahotz, F72, 1L OPLREE, FHERE,
SFRTF (F2) BB L UBIFRELER L -7, I
¥ (Fz2) ofb&E# & L Tid SBT 500mg/kg B i &
BN S1E, HRE 1FIZEDTDATH-12,

FETRAT - SEEFORBBEE B & S HAEBERDTFHKRE
CUBREE I NBETERLERIZO LN L1
(Table 3),

HAFO 4 BEB LUS6E BAERE, B N&s
1t, BEES & BN OWTHIREGH EXBET
EiIZH oL o712,

HEBEBDOHEFONEBRE I3RS, MRELY

Table 3 Postnatal development of F1 offspring delivered from dams treated intravenously with SBT
of SBT/CPZ from day 7 to day 17 of gestation

SBT SBT/CPZ
Dose Control
50 mg/kg 250 mg/kg 500 mg/kg 500/500mg/kg
No. of dams treated 12 13 13 13 13
No. of dams died 0 0 0 0 0
Length of pregnancy (days)
average per litter!) 21.3+0.1 21.2+0.1 21.2+0.1 21.3:0.2 21.1+0.1
range 21 -22 21 -22 21 - 22 21 -23 21 -22
No. of implantations
total 167 185 181 174 172
average per litter!) 13.9:0.4 14.2+0.4 13.9:0.4 13.4+0.6 13.2+0.3
Total No. of resorptions 11 11 15 10 11
. . 4 . 6.4
Total No. of stillborns T 0 }@6) 1]_ ©.5) 2]_ 4 0]_ .7 0]_ 64

No. of F1 live newborns at birth
total 156 173 164 164 161

average per litter!) 13.0£0.6 13.3+0.4 12.6+0.5 12.6+0.7 12.4+0.5
Average body weight of F1 live
newborns (g)1 5.17£0.03 5.19+0.03 5.18+0.03 5.20+0.04 5.14+0.03
Total No. of F1 offspring

day 4 after birth (%)2) 154 (98.7) 170 (98.3) 164 (100) 163 (99.4) 158 (98.1)

after culling 96 104 104 101 104

day 21 after birth (%)3) 96 (100) 104 (100) 104 (100) 101 (100) 104 (100)
day 56 after birth (%)4) 96 (100) 104 (100) 104 (100) 101 (100) 104 (100)
No. of malformations
(F1 offspring)
external 0 0 0 0 0
visceral 231,19y 12) 22) 0 12)
skeletal 0 0 0 0 0
1) Mean + SE

2) (No. of offspring on day 4 after birth/No. of live newborns) x 100

3) (No. of offspring on day 21 after birth/No. of offspring after selection on day 4 after birth) x 100
4) (No. of offspring on day 56 after birth/No. of offspring on day 21 after birth) x 100

Type of malformations: a) Unilateral dilation of the renal pelvis  b) Unilateral testicular atrophy
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3. BEREYB L ORIURRE R

a)fHk (Fo)

5E, SR LERMM 28 L TRERNET, i
B L o7z, — AR & L T3 SBT/CPZ
(500/500mg/kg) B I&5-HAMH, &ENEH LN,
I OBETOBHENDFHWRE 3 5715%1% 6 BE & 1) XMTEERC
Tl 72, SBT 500mg/kg BEOKE I3 54545 1
H~9 HicH TREBEEL ) L RoRfEVMER 2R L 722Y,
FNLLSISAT IR X I ITRIRORER LR R L 72, fR
18R T2 SBT/CPZ (500/500mg/kg) BEDAHH)
514 & )RR E TIIBREL DR L 72A%, UL
HIIERALNLD T2,

RN, 1847 D OFERES L UTECH
1% - EEIFORIUAEIL, 58 BB TEIIED L

nich -7z (Tabled),

b) Hi&1F (F1)

1152472 HF A8 SBT 50mg/kg B (11.9)
THBEE (13.3) LN Db -12hs, MOR5E IR
FREII LD -T2, BEFORHKEIZTNTOREEE
THTREE L (3 h » 72 (Table 4),

%1% 4 B%FEIE SBT 250mg/kg LI T O T3
EBRE L (3 %ch » 72, SBT 500mg/kg 3 LSBT/
CPZ (500/500mg/kg) & (£ %2185.2%, 90.6%)
T3, FHEBEE (98.7%) (CHuBc L TEEEICA L7z (Ta-
ble 4), LAL, ThoOBETIE 4 BEEFRORE
I2{Ev (0~21.4%) A SBT 500mg/kg B£24514
3%, SBT/CPZ (500/500mg/kg) 236l 2 fl& %
naTwiz,

Table 4 Postnatal development of F1 offspring delivered from dams treated intravenously with SBT
or SBT/CPZ from day 17 of gestation to day 21 of postparturition

SBT SBT/CPZ
Dose Control
50 mg/kg 250 mg/kg 500 mg/kg 500/500mg/kg

No. of dams treated 23 22 23 24 23
No. of dams died 0 0 0 0 0
Length of pregnancy (days)

average per litter!) 21.1+0.1 21.2+0.1 21.3+0.1 21.4+0.1 21.3£0.1

range 21 -22 21 - 22 21 - 22 21 -22 21 -22
No. of implantations

total 326 287 315 330 320

average per litter!) 14.2+0.2 13.0£0.6 13.7+0.4 13.8+0.3 13.9+0.4

Total No. of resorptions 20 26 25 18 21
Total No. of stillbzms 2 0]_ @1 0]_ ©-) l:'_ ®.3) 1}- 5-8) 1}— ©.9)
No. of F, live newborns at birth
total 306 261 289 311 299
average per litter!) 13.3£0.3 11.9+0.6* 12.6+0.4 13.0+0.4 13.0+0.6
Average body weight of F, live
newborns (g)! 5.15+0.02 5.17+0.03 5.12+0.02 5.19+0.03 5.10+0.03
Total No. of F, offspring
day 4 after birth (%)2) 302 (98.7) 257 (98.5) 280 (96.9) 265 (85.2)*** 271 (90.6)***
after culling 184 171 184 171 171
day 21 after birth (%)) 183 (99.5) 171 (100) 184 (100) 168 (98.2) 168 (98.2)
day 56 after birth (%)% 183 (100) 171 (100) 184 (100) 168 (100) 168 (100)
No. of malformations
(F, offspring)
external 0 0 0
visceral 12) 1®) 0 0 2 (19,19)
skeletal 0 0 0
1) Mean + SE

2) (No. of offspring on day 4 after birth/No. of live newborns) x 100
3) (No. of offspring on day 21 after birth/No. of offspring after selection on day 4 after birth) x 100
4) (No. of offspring on day 56 after birth/No. of offspring on day 21 after birth) x 100

Type of malformations:

a) Unilateral testicular atrophy

b) Bilateral testicular atrophy

c) Bilateral dilation of the renal pelvis

*p<0.05, ***p<0.001
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A 1521 HOBEFUES L %56 B NE RIS G5B L
YRR L TEIIZDLNLh -7 (Table 4),

HBEFOSNEME, 1EBhES L UEBEENIC DV TY
FCERBRZHLNL» -T2,

HEFORE BERONKBRE TS, 58, WREE
LEBR1ALZDLNLh -2, EFIGRICERL
R TIIPBEE £ LT, AAERSESEI N RESL &
U SBT/CPZ (500/500mg/kg) Bt & 16, e
¥ ZEEH SBT 50mg/kg B 161, mHAIMES TSR
»* SBT/CPZ (500/500mg/kg) B 16267z,
B, BRXKERICL2EHIRTIILIc BEI32
Hoeh -7 (Table 4),

%1% 8B TORERR TIIRBEIIATREE (95.7%)
ETRTOEERE (95.2~100%) THELEIZA LN
w72, RIS HREE88. 6% sk L SBT 500
mg/kg B, 50mg/kg B L100% CTHEIZE, SBT
250mg/kg #(93.5%), SBT/CPZ (500/500mg/kg)
B (95.1%) TI3ZEIZRBHLN L -T2,

1B 2872 ) OIS, FYRERE, £EBITF(F)
b L URBIHREL, &S5 ENBRE OMICEELE
BAohir o7z,

Bat¥ (F2) oSt EH & L TmEacShE, SBT 50
mg/kg BHC A IR ORI $451%), SBT 250mg/kg
BECER - S OABMES 16), SBT 500mg/kg Bz
i 2%, SBT/CPZ (500/500mg/kg) B fEtii~ )L
=7 18 L LRI RTS - £HiRENAHEES 1 HIE2
Hizo

m. #* =

HRATS & RIS R8s 5T, SBT # ¢
IR, IR, BHAS & UBSIHCT 2 83 32
Lk -7z, SBT/CPZ (500/500mg/kg) BETl1
B, EREE L CEFRITFEDF D E E0MBEEL Y
LIREARL 7205, ZOMBERBRED S -~ + DLFFTH
HRT—2 (FARH15.3+1.86, #HHEKE13.9+2.50, 4
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DEFROFER, HES » LA THRRBEMD L L1
ENs, i, EIRATE L KRB G RBRIC BT 2
IR AARAT, AENS L RIS RBICBIT 5 H
AR L B EIC R 2B D LA h - 72,

B, 7V XETFSETEMRERER T SBT 250
mg/kg, 100mg/kg, 50mg/kg NEIRA S THER
B OBSHLLICEREEDH LN T (REE),
Thbb, 7v b, 7HXE i SBT CIEZHAER
3o rHEng, %8, CPZizon»Tigs
AR W2 I3 T TICREIN T 37,

RE#E L BRI HHE R TiE, SBT 250mg/kg,
50mg/kg B TIIM LHBIIA LN kH» -7z, SBT
500mg/kg & L r SBT/CPZ (500/500mg/kg) &
TIRHEF LR 4 BEFEE (85.2%, 90.6%) 130t
BF (98.7%) ICH# L TRRRET LA, L2L, Zhb
DEETIIRFENRHME (SBT 500mg/kg 2241515 3 ),
SBT/CPZ #2365 2 ) 125> THEFOKERSH
FECLTHY, INHBIERRWTZR) HBHATHOMAE
FEFRIZ SBT 500mg/kg #496.7%, SBT/CPZ &
97.1% &%), NBELrAELZIIZDLNLV F72,
4 BLIFEMD21H H 5356 B DEFFRIZIZWThoiks
BTLNBELZIIZDH LN TN,

U bnpisgn 64T, EilEREICH1T 5 SBT tik
EEREIL, RS & IEIRVARS RER, MiFns
B S RE T3 500mg/kg, BEES & U
5 ATl 250mg/kg £ E2 bb, %72, SBT/
CPZ Bt coomisfiis SBT %137 <, SBT * CPZ
ORI 5 LI & ) AR RE I N B T ity
272,
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OF SULBACTAM AND CEFOPERAZONE IN RATS

Masao HoriMOTO, TAKEO SAKAI, ISA0 OHTSUKI and YASUHIRO NOGUCHI
Nagoya Pharmacology Laboratory, New Product Research Center Pfizer Taito, Co., Ltd.

Reproduction studies of sulbactam (SBT) and SBT/CPZ were conducted in Sprague-Dawley rats. Doses
employed in these studies were 500, 250 and 50 mg/kg of SBT, and 500/500 mg/kg of SBT/CPZ.
1) Fertility and general reproductive study
Male rats were treated intraperitoneally with SBT or SBT/CPZ for 62 days prior to mating and females were
treated intravenously from 14 days prior to mating to day 7 of gestation. The reproductive performance
parameters such as the rates of copulation and pregnancy in the SBT or SBT/CPZ groups were comparable to
those of controls. No drug-related external, visceral or skeletal malformations were observed in the fetuses
from the dams sacrificed on day 21 of gestation.

2) Teratological study
Pregnant rats were treated intravenously with SBT or SBT/CPZ from day 7 to day 17 of gestation. No drug-
related external, visceral or skeletal malformations of the fetuses were found. The parturition and nursing
ability of the dams and the growth, viability, behavioral and reproductive performance of F, offsprings of
SBT or SBT/CPZ groups were comparable to those of controls. No drug-related external malformations were
noted in any of the F, fetuses.

3) Peri- and postnatal study

Pregnant rats were treated intravenously with SBT or SBT/CPZ from day 17 of gestation to day 21 of the
postparturition. A slight decrease of survival rates of the pups at day 4 after birth in the groups treated with
500 mg/kg of SBT or 500/500 mg/kg of SBT/CPZ was found, but no significant decrease was noted thereafter.
The postnatal development, fertility of offspring (F,) and development of F, fetuses in the treated groups
were comparable to those of controls.



