CHEMOTHERAPY

Sulbactam* Ampicillin # @4, TR, WEBERRS & C—BREBRR

RAWE - MBAL - WEEF - FWEAM - K K-k ER - GOH—
L7 7 4 Y —BALH FEMRLL 5

Sulbactam* Ampicillin (SBT:ABPC), ampicillin (ABPC) (=2 TR, EfE, #HrEE
MRS & U— IR 2 T L 72,

@7 b, =7 Ri2#513 5 SBT-ABPC o LDy, 3R/, MUAER, [T, EO#ENTH L 6000
mg/kg LAk, ABPCJ - } BkMI LDy,oi25386 (1) ~6514 (#) mg/kg Tv 1 b SiE&EL
EEL R AR

@7 v F TOERMBER T2 SBT- ABPC 90~1800mg/kg, ABPC 1200mg/kg %288 M
WRMHS-L 72, SBT-ABPC 900(#), 1800mg/kg B¢ THRRMNHMH*% & 72, SBT-ABPC
B, ABPCRE LIcHBROBREW AHTH 5N/, BkEYEEi: SBT-ABPC 300mg/kg Td
), ABPCIz SBT 26T 5= LIz L 2 BMMMI b - 72,

Q7 v F e HEM R T2 SBT-ABPC 150, 300, 750mg/kg % 6 7 AMBIEMNIS L 72, B
Bl MM & AR L ZRITA L N h - 12, BEKEMIHNA750mg/ kg BEl- A
Lz, B, BREBOMAH300 (M), 750mg/kg &, EWOWKHIERESHRTEH LN, KK
#8813 SBT-ABPC 300mg/kg Th -7z,

@ SBT-ABPC 375~3000mg/kg ¥ =72, 7 b, %3, 72134 i BIRNES L 7-—H%
BABRT, “WTNORBRERIC LRI NEHBIA LN - 12,
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Sodium sulbactam (LAF SBT &8%9) (37 7 4 #'—
HAHBARL /- f-lactamase FAE ¥ T, S-lactam RH 4
WHE L DHABIZ L) B-lactamase i2 L 2 RiEXBS X, H
WHEMET D LhMmoN T B, BREREIZIZT T
cefoperazone (CPZ) Lt NEAHI & L THEHAEN T2,
44, SBT & ampicillin (ABPC) ¢t 1 : 2 nEAH
"HERENZ, bbb ZORAK 2K, EaM, B
HEUEABRE L U BEBRRLIEBL 20 TEORRK
YRET S,

I. % B # H

1. ¥y

SBT-ABPCEZAH (1 : 2) £7:13 ABPC # 48
AR TR L TRV,

2. o

1) &R

SHSZHRRICIZ ICRFRER =7 25 & Uf Sprague-
Dawley (SD) %7 } Dhis% Fv 7z, TR, W4
FHABKICII SDRT v S V7o, BEEERE)
YIREBEREA L) 584 THAL, LT LEREE
L7z bLERICBEL 72, FiR23+ 2°C, HMEESS5T 5
%OBETEEL, BLYER (CE-2, BAILT) B

JUKIZERIZ IR SR,

2) AEERR

ICR %= 2 (i, kE16~298), SD%F v I (R
B, 141~2398), '€ b (#,293~3368), BE
BEME7T X (8, 2.3~3.9kg), 22 (M, 2~3.5
kg) BLUMEA X (hetE, 8~18kg) LAV 7z, 1M
DML 3 ~ 100 L L 72,

I.® B ¥ &

1. EMHAR

1) 2fe#

2R, 7vbEb 1 BHEELS5~100CE AW,
SBT-ABPC D 545081 388K, BERN, ETRUE
OkL7, $7;, ABPCHJShZS - | 8IRNICDOWTD
AATo 72, FYAREEFC I —BIGR L 7o, 51414
B L, ZOMINFELERLE ) LD 2 70ty b iE?
12 & W3kedr,

2) 7 FEHRNESMEY

SBT-ABPC % 7213 ABPC 8ij: % 1 B 1 B|28H ¥
Bk S5 L 72, SBT-ABPC #5813 1800mg/kg
PREARE L, LIT900, 300, 90 & 150 mg/kg(tt
FRY) 2307, ABPCEEL L Ti21200mg/kg % 3t

* BHRM SHMARBHF 5 Tith 2 Fitb
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7zo BEENEDHISIIERER 10T E L 12,

HMARIEARNL, KRIA2E, HERE]
B, @FlicoWTRIEL 7z, IRFIEERERIZIS ¢ AR
I MIPRATSRGESR S & VIR £ 2 AV TAT- 72, BRI
£5 4RBIC2Blc O TRERL, S LR (R,
pH (pH REBAD), ¥l - Je - ¥&- o F 4K Yo
2= (IQFTRT 4 v 2 ARBH), Y e (4
7 MRT 4y 7 AR ROTLE (SENSREOEER) (o
DWTIAN, 27, RE (BEATH1SEMER) ##)
EL

#5298 Bic 22 BRL 2. 7 v b RS2,
Xy FOLE F =N THREE L TREBRAR R ORI RDAR &
DRI L, MARFEPRERS & UBRILEIRE 1T - 72,
MAFAPREI T ROERY, SmER, /MR ~= b
720y b, ~NEZOby, MERERM, 7olosv
~EEM, ABRMERNS & Mg 2 P, BRRILE
BRI MbE, MPIRERE, TALH VKR 77—+,
GOT, GPT, ##tYrt >, REH, TL7 Y, 7O
7 BREA-TLTIY), AIGH(TLTIV/7
o7 ), RIVRATFO—ABLFI) ) 2T4 Kk
BEprEEIC L DVRIEL, flucH Y TaBLUY)Y
T4 (), 79—0 (BRBEE 2RELL. B
BABEChICHIRL, (L0 B BTG TR, AR
MRk, 2%, BAKAR, Wb, TEMK HE BEHK A
MR, URE, FE, SR, FEL. AEEEE
EINCRE L -BEFHIFRL 22BN, Bk —F
—ix K@K, AE, HER AE E OB BB
TH L UML) > -6, R, R KR ERCK
BeE, MoR), ZEE S (LB, W (BrERsL
) b LRG0 (RER THE., WIhois
L10% k=) D TCEIER. EHFECEN~=r X2 )
v-x4vr (HE) #E28L, SRl 56i, K
=22 T3 periodic acid Schiff (PAS) #&%47-
fzo

3) 7 b RSN

SBT:ABPC # 18 1[H, 6 # AMBEENKRS- L7,
SBT-ABPC #5813 750mg/kg # AR S L,
LIT 300, 150mg/kg Bt 30} 72, i A AR 2 ¢ 5
L oxH B2 5011 7o, BREOTYSI S ERE20ICT T D & L
7z, BiHELEOBEL, KEIA1E, HFRIE2
Wiz 1 ERIE L 72, BREMEEIRE R VRIREI3IRE- 3 4
R, 6 #AHICERML 72, 6 4 B Bz SREMERE2006% E
&L, EEMENRRICEL GERELEML 2,

EREBIILITO@) THY), FEnds L0k

IRTRL, FoMuzbbNLICREEEE (1979 2 RUF ¢

1

Chemotherapy (1984) “icIE®L 7: &7 & Bl—& 4T
KL 72, :

BNk (Wheel cage %), #%M¥K)(Dunham &
Miya), MERB (Courvoisier »), Hii (R 3
'» 7, strychnine, pentetrazole), flJ#il{MR(Takagi
&, Koster ), pentobarbital FEIR, {&ig, MK - i
[Ed & NGRIE, A R, BRTLEE, /| ViRMhisE WS
W [EIH (B &h¥KD, acetylcholine histamine,ser-
otonin ) + & UM FEIC M3 2 ERIC DV TR
72, FARIIMIRAR5- DR EIZ12375~3000mg/ kg, in
vitro T2 3 X107~ 3 X102 /ml & L7z,

IL % M & &

1. 2ts

SBT-ABPC®» 7 v } T # kM LDsol3 #6820
mg/kg, #7123mg/kg, ABPC Ti3#5386mg/kg, ##
6514mg/kg T& ", SBT & ABPC : #HHLTLE
MEENEIIED LN - 12, =7 A THOBIKA
LD, i38£6480mg/kg, ##6095mg/kg TH -7z, Wi
AN, BT, 808570 LDz~ &, 7 FELIC
SBT:ABPC 6000mg/kgl & T & - 72, SBT-
ABPC, ABPC Bk 51407 - |, =7 AN %&I2
HBTHY, BESEBIHRERL, FT/—HhAS
N, ZOWPBAITRE BREMOELHRE, FECHT
IIRRMEER SR b7, BIRTIZERIREZH LY
o7z,

2. 7 MERIRNEESMEEN

SBT-ABPC, ABPC& ¢ LI EWk S5 IcREAL 72
FECHIz %A -7, SBT-ABPC &, ABPC& LIz
BEL#kiEH s 3 BEEL ) BREMICEH SN,

B oK E M A SBT - ABPC 900mg/kg &
1#, 1800mg/kg BfttE Tk 5 3:BEL ) A 57z, 156E
21212 SBT-ABPC#, ABPC& & Lz x{EE: Dl
ICBM -2 E R ko2,

BBk, BRI I3 M BHE L 2B iz AL s h - 12,
RE, RICEICII—BORERTELNER LR 1225,
HORTRIC I35 58 & NHRBE L ORICRHCZIZZHH N
g I PAN

MEHEIRE TN S T ELNERNA LN
AEEVHAEE Nz, WINL IEREHEANNET
H-7: (Tablel), BRRILFEMRETIZ L 7N 274

F KT SBT-ABPC 900mg/kg Bf#f, 1800
mg/kg B TA LN/ (Table2), Zofth, —E8o
BEBRTELNERETRTHB LALNZY, wind
EESENAETH 12,

BIEERBTCIIEHERENNMA SBT - ABPC &,
ABPC #¥ LIc#5RRICIE L TRDH LN, FOMD



60 CHEMOTHERAPY

DEC. 1988

B 3R S NUd - 72 (Table3), #HiRTI2
SBT-ABPC#¥, ABPCH & LIRS IZI6H
LEHWMDWAHRED b T2, 5 HMTORIC I3 ST
bizEA AL 512,

FEEARATIRIE Tl LMK AIC PAS
i)/ \lh* SBT+ ABPC 300mg/kg B2, 900
mg/kg BtiiEE, 1800mg/kg BEtEHETA HNrz, S0V
TS TR —Bmz Lk )ik 72, ABPC 1200
mg/kg B T2 S DILMIIEH S e - 72, Bk Tl
MR B SBOVMBC KR EMMTERE A LNDEN
LIRS (LS B3RS RS S P, BB, AEX
U EICIIEII U o 1, BOBERMTIZ I3 IHRBE & 35
53480 CToERERICEEONSENL A LN, B
I ZRUIIBBDH S NLh - 72, MR IR &
58 TERRI -1,

3. v} i Ll 32 73

Tl A LN Lh T2, HEBTIZBE LKL
B0 B 5 L7z, 750mg/kg B TI%5 T8
HUE L ) B REmms B s fe, TRz
PHRERE & RSB TSI B e o T2,

ARER, BRI EMHRS- B L 2R LizA LN ir -
2o RRETIZOTNOMBIZ L AKIIBSH LNz
72

MTEHEIRE T2 SVNERNA LN ZHEHIMAS
nrehs WL ENKERENOMTH - 2, BEKIL
HERETIE ) 7)€ T4 FOREETA300, 750
mg/kg B TA LNz, 04 MNERBEE T ED
EEHEHLNEIHB LKA SN, WTNLER
EOHBFNNMTH 72 (Table 4).

BEWERONMIHEBRIZIG L TBH LN, Bk

Table 1. Hematology in rats treated intravenously with sulbactam-ampicillin or ampicillin for 4 weeks
Compound SBT-ABPC ABPC
Dose (mg/kg) Control 90 300 900 1800 1200
Male
Hemoglobin 17.2 16.7 16.4°** 16.8 16.6* 17.0
(/100 ml) +0.1 +0.1 +0.1°° 0.1 +0.1 101
Hematocrit 48.5 47.0° 46.9° 479 47.6 49.6
(%) +03 +0.5 +0.5 +03 +0.4 +04
RBC 872.4 877.3 864.4 909.5 851.6 912.8°*
(10000/cmm) +10.0 +16.2 +16.6 +165 +74 195
WBC 82.1 85.6 79.8 80.8 87.9 73.7
(100/cmm) +29 +44 +4.1 4.7 +45 +44
Prothrombin time 23.3 209 26.0 24.8 234 24.2
(sec) *+16 +1.2 +13 *+11 +0.8 +1.2
Female
Hemoglobin 16.4 16.5 16.6 16.6 16.2 16.1
(2/100 ml) +0.2 +0.2 +0.1 +0.1 +0.3 +0.1
Hematocrit 47.0 46.4 46.5 46.5 45.0° 45.8
(%) +0.6 +0.5 +0.6 +04 +0.5 +0.3
RBC 856.4 835.7 826.4 854.6 839.6 839.7
(10000/cmm) +14.0 +31.2 +14.6 +10.9 +138 +10.8
WBC 57.2 67.2 69.6 67.2 74.5* 60.8
(100/cmm) +38 +39 +5.5 +4.3 +5.6 +27
Prothrombin time 12.7 12.6 12.2 12.2 124 12.6
(sec) +0.2 +0.2 +0.2 +0.2 0.2 +0.2

Each value represents the mean and standard error of 10 rats.
Values marked with asterisks differ significantly from the control value :

* PC0.05 *+« P<0.01, «++ P <0.001.

SBT+ABPC : sulbactameampicillin, ABPC : ampicillin
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WHEROBEMMA150 (H), 300 (B, 750 (L)
mg/kg BIZBH SN, KRR OBRENIH750mg/
kg Bz A5 (Table 5), #5BAOHBIIHESY
ICBERL Tove, XREE 580 SEBINERICIZN
ARSI, —EHIIRRI, SRESRRERCE AL
FOIRTHL L AL T 2hs, S 5NEMBIZEHAL S
Boghlic ks A LN,

FEBE I FFHEIAIE ) PAS SR/ NlA300 (K),
750 () mg/kg BHcBH o, oMt HRRL
BERO—BTREHI LD LALNIKRICHIT2H
SR/ INIBER DA LN, E7:, NERR HBE5BLEL
TPIRIRO BRI, /NS MhtAa b, B
BRI BhLE L AR R LI 2B S e o 12,
R S5 REE L TSNP EIREC I 385TIER 2 i

MM HFIENTER e XA LT, T SDBALIZ R
ERTAYL, KL EBORAIc L b LD ALNT,

Foofth, HRREE BE5EME2ELTORFICRRTIZE
RMRHBUSHMITHIN, LR LN, AHLRTZE, W
Tt N, FRBMENEAYS, BRI TR EHE,
FRURMENEMAENE, ~~— 57— R TORNGHRI MM % & A1
AL,

4, IR

1) PRI 5 1ER

<Y 2O RAMIZ L, SBT:ABPCi21500mg/
kg DRHRAE- TR % RITE Y, 3000mg/kg TS5
901 #15% N H A ROV 2R 72, th
MR % UMEERRIC L Ti3, SBT+ABPC 1500, 3000
mg/kg DR E-TII L A R 0 (, PTUESME

Table 2. Clinical chemistry in rats treated intravenously with sulbactam-ampicillin or ampicillin for 4

weeks
Compound SBT+-ABPC ABPC
Dose (mg/kg) Control 90 300 900 1800 1200
Male
SGOT 91.3 92.8 84.2 107.3* 102.4 95.2
(Karmen unit) +4.6 +3.5 +35 +33 +34 +6.6
SGPT 26.4 22.8 214 - 21.7 22.7 25.7
(Karmen unit) +3.0 +1.3 +1.1 +0.6 +0.7 +35
T. Protein 5.7 5.5¢ 5.4 5.6 5.4* 5.5¢
(g/100 ml) +0.0 +0.0 +0.0 +0.0 +0.0 +0.0
T. Cholesterol 424 46.6 43.2 43.1 32.0° 47.0
(mg/100 ml) +29 +2.0 +2.0 +13 +23 +23
Triglyceride 40.7 374 321 25.4* 12.0%** 38.2
(mg/100 ml) +49 +34 +3.2 +28 +1.0 +4.0
Female
SGOT 90.4 91.6 90.8 95.9 95.5 91.3
(Karmen unit) +3.3 +45 +38 +23 +29 +45
SGPT 173 16.1 15.4* 16.3 18.0 15.4
(Karmen unit) +0.8 +1.0 +0.4 +0.7 +1.1 +0.8
T. Protein 5.7 5.5 5.7 5.4* 5.3* 5.5
(g/100 ml) +0.1 +0.0 +0.0 +0.0 +0.0 +0.0
T. Cholesterol 63.4 61.1 56.1 56.3 49.4 57.7
(mg/100 ml) +6.8 +4.1 +3.3 +25 +25 +2.7
Triglyceride 17.0 16.4 13.8 13.7 12.4* 16.3
(mg/100 ml) +1.7 +1.0 +15 +05 +12 +2.7

Each value represents the mean and standard error of 10 rats.
Values marked with asterisks differ significantly from the control value:

+ P<0.05 »+ P<0.01, »++ P<0.001

SBT+ABPC : sulbactam+ampicillin, ABPC : ampicillin
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FA (W%, strychnine, pentetrazol HMR), MIU/EFRR
U pentobarbital MEARMERIERR L A LN 12, %
e, 7w MEEIZML TY, SBT-ABPC 1500, 3000
mg/kg DBIRAE S IR E RITE w12,

2) MAE (ERFRIINT B/EH

B4 X M0, MmE GCREC L, SBT:
ABPC375mg/kg DRk S5-1213 & A LW E RIT
A7eh o7, SBT-ABPC 750, 1500mg/kg DA
5. T13—BME OB 2RO, LN,
mE 7 (EERIE, #10mmHg) b & 5Lnrz, LRI
KR IRRIA LN - 12,

3) BEERRRICMT BER

B2 2 NSRRI AT RTMME O AN & 2R
BUHE =L, SBT-ABPC 375~ 1500mg/kg &k

M5 TIARIZBD LN > 72,

27 ROMIBR LT -~ b Wiy (MAR WL
&5ritah) (2L T b SBT+ABPC1500mg/kg (MiE)
IIRBWE RIS T2,

4) Fimpiod H1ER

r7+ ¥ i BINbo> B &bk = ¥ L, SBT-ABPC 3 X
1075 3 X108 /ml i W% RT3 ¥, 3 X107°8 /mi
T15~ 44% DU DB A 5 L7z,

Acetylcholine, histamine R ¥ serotoniniZ & 5%
LE- BRI L, SBT-ABPC 3 x10-?
g/mlisBER& U~

7 MG FE ASHEE) (ERKUIEERT - F) I
L, SBT-ABPC 3 X108 /ml 384 Rz 87,
3 X108 /ml T 4 ~ 12%DPFBR N DMl A & 1z,

Table 3. Absolute organ weight in rats treated intravenously with sulbactam-ampicillin or ampicillin

for 4 weeks
Compound SBT+ABPC ABPC
Dose (mg/kg) Control 90 300 900 1800 1200
Male
Body weight (g) 292.7 295.6 281.9 255.1°*° 268.6* 286.0
+6.7 +8.7 +58 +6.0 +5.2 +49
Liver (g) 8.8 8.8 8.4 7.9* 9.2 85
+0.3 +0.3 +0.3 +0.2 +0.3 +0.1
Kidneys (mg) 22250 2249.0 2227.5 2173.6 2300.1 2392.7
+56.0 +37.9 +40.2 +54.3 +48.0 +53.0
Spleen (mg) 629.6 613.1 610.8 565.7 620.5 654.1
+319 +20.5 +23.4 +27.3 +22.0 +278
Cecum ®) 3.6 6.1°°* 6.5 7.1%°* 8.3*°" 6.2°°*
+0.1 +0.4 +0.4 +0.5 +0.6 +0.3
Female
Body weight (g) 185.0 176.4 179.0 1773 167.0* 179.2
+5.1 +39 +4.2 +4.2 +3.0 +18
Liver ®) 5.4 5.2 54 5.5 5.2 5.2
+0.2 +0.1 +0.1 +0.1 +0.1 +0.1
Kidneys (mg) 14315 1433.0 1471.8 1478.3 1426.3 14835
+289 +27.7 +23.8 +34.4 +20.6 +20.3
Spleen (mg) 481.1 429.1 467.9 458.7 441.5 471.1
+205 +16.8 +18.4 +175 +17.8 +19.0
Cecum (2) 2.7 5.2%** 5.2%* 6.3*** 5.9 5.6%**
+0.1 +0.3 +0.2 +0.4 +0.3 +0.3

Each value represents the mean and standard error of 10 rats.
Values marked with asterisks differ significantly from the control value :

*« P<0.05 ++ P <001, »*+ P<0.001

SBT+ABPC : sulbactam-ampicillin, ABPC : ampicillin
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; IV, % N

ABPC® 7 v | &M LDy, iz #75300~6500mg/
kg T ", SBT-ABPC ##H T LDy, L 6800~7100
mg/kg EI3 LA EELLT, WTNOBAE L AMEBM
138542 > 72, SBT N7y b IR LDy, 126500 (H)
~6750 (M) mg/kg & MEII N TH N, SBT &
ABPC L 33T Lic k), REBEAMIKIZIES
2% (R/v/ L PPAR

7 b TORMRAEE MR R TR 2K N
#ilA5, . SBT+-ABPC 900mg/kg LALENBHCRESH H 1L
LN SRR S R R BH LN - 72, FFROBK
e T3 SBT - ABPC300mg/ kg Réft, 900
mg/kg &, 1800mg/kg BOFAIERIZ 7)) o—4 >~ 1%
PAS St/ 81/ Nl BB b 72, £ DRI S AR
BLTHRIEL, BTIIE ) LALLTH 72, Lo,
hi#Hh GOT, GPT {&ticizREIxALN L - 72,

SO T PAS Wbt/ ilis g-lactamase FA%
X clavulanic acid 2PV TLREYENTE), 2D
MOEHZGBLoRILE LA LN, PASRMHRY
B FRIBEANLDE AL END, UEDERKD 5
3. b THOEMEEERWIC 51T 2 BEER2300
mg/kg/B L HMENS,

Z b T 6 A ARMERERRTIL E + TORKRS
RS TH 5 MMRANAUEAERE & L TR SIC &~ T
ML 72, MMEEERBROBMK T ERMERME E T
ROV BRIZLC, 6 » AMORMREIC L ) BYAS
B L 2 R AN 5 2 Eid s~ 72, K
RONMNA300mg/ kg BEME, 750mg/ kg BEtHEIC 125
L, FMERRKIC PAS RBME/NEROTLEL AL LTz,
SBT:ABPC#5#8Tiz7 o t v b M, ik
BRI K, F7, R riRALNT, AWT
DB L REIZ L, R & ToM i THER>

Table 4. Clinical chemistry in rats treated intraperitoneally with sulbactam.ampicillin for 6 months

Dose (mg/kg) Control 150 300 750
Male
SGOT - 86.6 94.9 86.0 89.5
(Karmen unit) +24 +3.3 +2.7 +3.8
SGPT 37.1 35.3 26.8°°° 23.4°%°**
(Karmen unit) +21 +19 +0.9 +18
T.Protein 6.4 6.4 6.3 6.0**°
(/100 ml) +0.0 +0.0 +0.0 +0.0
T.Cholesterol 74.2 81.4 80.3 59.5*¢
(mg/100 ml) +34 - +3.6 +2.8 +35
Triglyceride 471 423 21.0%° 9.1%%e
(mg/100 ml) +4.6 +49 +22 +0.4
Female
SGOT 106.7 103.0 90.6 88.7
(Karmen unit) +7.6 +71 +5.1 +5.7
SGPT 54.9 46.5 32.9°** 25.8%*¢
(Karmen unit) +6.6 +6.6 +27 +3.5
T.Protein 7.0 6.6°° 6.5* 6.4°°°
(g/100 ml) +0.1 +0.1 +0.0 +0.0
T.Cholesterol 102.4 99.9 106.3 105.7
(mg/100 ml) +5.3 +3.6 +39 +4.8
Triglyceride 179 19.3 156 12.8
(mg/100 ml) +2.1 +1.8 +14 +1.0

Each value represents the mean and standard error of 20 rats.
Values marked with asterisks differ significantly from the control value :

*+ P<C0.05 ++ P <001, »++ P <0.001

SBT+ABPC : sulbactam+ampicillin, ABPC : ampicillin
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MEERMMM G BH SN > b s, SBT-
ABPC iz M RIZTTRBII LWL D L A AN S,
F7z, KROWEHE 6 » AMBIEANS L TL, MRS
IIZRNIC & 3 & A5 N2 RATDHEE ¥ v TR A%
REBHLNTW W, EASEEICEWTLRARD
1800mg/kg % £ 28 B MLK B BHRPIIL 5.5 TTRE T
0, BSRATRENCIZAIRY, BREREIC A AT
F8E5 L 2oNRBE L #RAc ¢, SBT+ABPC NRFM
BB TFh - 72, TS NERME ) SBTABPC
D7y HMERERRIC 35T 5 B EBRI1300mg/
kg &HMENn 3,

—tEFE KB Tiz SBT+ABPC 375~3000mg/kg
279 b, PT7R, RaF234 ZICRPRS L TY
WINORBEBIC LIS L ik 12, K
HFRBAICH L T SBT-ABPCi3 3 X10-*2 /ml
T XREL L U7~ b FE AOER) OB ) %

RL7Z2A, ZHUIGIREN T HDIERE LERIZ S B
N2 ZHY (RN =
LLELY, SBT-ABPC BN THHC, 72,
SBT & ABPC DRIz & ) BIENMRIZ A H N sk
72, SBT-ABPCiz—HEBRHFIR (28/E }, 40
mg/kg) =BT 5 L LNV RWEALEND,
b4 [ i
1) ENcusH AR, RETseMA J A, GirarD A E, Lyncw
JE, BArTH W E : CP-45, 899, a beta-lactamase
inhibitor that extends the antibacterial spec-
trum of M-lactams : Initial bacteriological
characterization. Antimicrob Agents Chemoth.-
er 14 : 414~419, 1978
2) LieBerMAN H R : Estimating LD,, using the
probit techique : a basic computer program.
Drug Chem Toxicol 6 : 111~116, 1983

Table 5. Absolute organ weight in rats treated intraperitoneally with sulbactam-ampicillin for 6

months
Dose (mg/kg) Control 150 300 750
Male
Body weight (g) 514.1 511.8 498.6 483.3*
+10.8 +114 +99 +75
Liver (1) 13.2 14.4° 15.7°°* 17.8%°*
+0.3 +04 +0.4 +05
Kidneys (mg) 3088.4 3411.7** 3406.3°°° 3630.8°**
+56.6 +101.1 +65.8 +77.1
Spleen (mg) 831.7 882.7 887.1 960.3°*
+27.7 +29.1 +27.2 +233
Cecum (4] 5.0 8.4°°° 10.1°°° 13.70°
+0.2 +0.4 +0.4 +05
Female
Body weight (g) 2744 255.2¢ 263.6 259.4
+6.8 +4.6 +5.6 +43
Liver ® 71 6.8 73 79°
+0.2 +0.1 +0.2 +0.2
Kidneys (mg) 18379 2430.5 1861.9 2040.9°°
+475 +625.5 +47.1 +47.6
Spleen (mg) 566.4 559.3 588.5 581.2
+18.7 +19.3 +30.2 +10.3
Cecum ® 35 700 75%% 9700
+0.1 +0.2 +0.3 +0.2

Each value represents the mean and standard error of 20 rats.
Values marked with asterisks differ significantly from the control value :

* P<0.05 ++ P<001, »++ P<0.001

SBT+ABPC : sulbactam+ampicillin, ABPC : ampicillin
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ACUTE, SUBACUTE, CHRONIC TOXICITY AND GENERAL PHARMACOLOGICAL
STUDIES OF SULBACTAM-AMPICILLIN

HirosHi NABATA, MORITAKE I1jiMA, SAacHIKO YAMADA, SHIRO MUNEHASU,
MaxkoTto Suzuki, MasakaTsu TacHiBANA and Jun-IcHI IsHIko
New Product Development Center, Pfizer Taito Co., Ltd.,
5-2 Taketoyo-cho, Chita-gun, Aichi 470-23, Japan

We evaluated the safety of sulbactam-ampicillin (SBT:ABPC) using rats, mice, dogs and cats.

The acute intravenous LD;, of SBT-ABPC was greater than 6000 mg/kg in rats and mice.

In a subacute intravenous toxicity study, SBT+ABPC at doses of 90, 300, 900 and 1800 mg/kg, or ABPC at a
dose of 1200 mg/kg for 28 days was well tolerated by all rats treated, and a non-toxic dose of SBT+ABPC was
considered to be 300 mg/kg. SBT did not enhance the toxicity when combined with ABPC. The higher doses of
SBT:ABPC produced slight growth inhibition, cecal enlargement, and a deposition of glycogen-like droplets in
the liver cells without any functional or morphological abnormalities. The ABPC group had no deposition of the
droplets in the liver cells.

In the chronic toxicity study, the rats treated intraperitoneally with SBT-ABPC at doses of 150, 300 and 750
mg/kg for 6 months tolerated the drug well, and the results obtained were comparable to those in the subacute
toxicity study. The non-toxic dose was evaluated as 300 mg/kg/day.

No significant general pharmacological effects were found in rats, mice, dogs or cats at intravenous doses of
375-3000mg/kg of SBT-ABPC.



