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Sulbactam + Ampicillin 7 ERKEIRET

ESMZ - BAM - R N - RHETH - ERHFC
R Emb Akt
BE %
WRARFEAPRTRAT M sl ARy

B-lactamase inhibitor T# & Sulbactam (SBT) & Ampicillin (ABPC) %1 : 2 DT
A& L 723E83%] Sulbactam -« Ampicillin £ I1HR3HHEE 14585 L, FOBRRZIR, HIRSEGT
RE LU oW TRETL -,

RENNRIHg 8B, AEIS 15, WMEFEL K20, AWILPEED ML 15, U
THRESE S 16), MBS 1BITH Y, FOREMRIII46], AR 7H, W26, HETsEL
PIT, SENFRFUI84.6%TH 12,

FHB SRR 133U 9 Bl LA 48 & L T Streptococcus pneumoniae 3%, Escherichia coli

1%, Klebsiella pneumoniae 1 ¥k, Citrobacter freundii 1%k, Enterobacter cloacae 1%,
Serratia marcescens 1%, Proteus mivabilis 1%, Haemophilus influenzae 2 ¥, Pseudomonas
aeruginosa 1%, Pseudomonas putida 1 BkDFH1IBRNMRIL I N, I 5HIMERB L ERL e -
127U RAABATH - 72 E.cloacae, S.marcescens, P.aeruginosa ? 3%k $+~XT
DERHIHRL 12,

BWERIZRE - RAH16), FEA 1BlicALNT:, BIRRIMERY & L TREOTFEERNEH1 1
#ij& WBC B 1 A LNz,
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Sulbactam 319774 7 7 4 ¥'—# Groton H REF 7
THR & 172 B-lactamase inhibitor T, Fig. 1 I27~" ¥ &
7 b E R 7 Sodium pénicillanate sulfone T4
5. ZDLNHFIITI LA ERE AU DY, BIMHE D
B4 ¥ % Penicillinase ¢ g-lactamase # 3% <, % 7: Ce-
phalosporinase & 8-lactamase % %= RN fIC
TiELT 2L E8hTw3Y,

Z N Sulbactam (SBT) & Ampicillin (ABPC) #
1: 2284 L 7z &4 4 SBT - ABPC DR 23 R 5
IINT2HAMERAT IR EBLNT, ZNERIC
DWTHET 5,
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Fig. I. Chemical structure of sulbactam
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AN 14BIE AR L L7z, BEFIOBEES Tablel
ISR 7z, FORRIIMS 8B, [EXR 15, BHESR
BFXH 20, REEREN TR 15, UMM
[EXZR 16| REkR 1BITHD, NREFIDERIZ27
B LTI T, FHHEMIZINA 9K TH -7, BB
L TRESE 80, SRR +iSUE 2 4, AisiE
18] A7 258 1B0T 1450 12603407 & H D ERERS
FEL T/z, MEFEREIRFL2HbE THRERIE
L7:1%, MIC B-lactamase B4EREIZ DV TEE7 7 4
H—HERAR L ST LREL 72,

#5533 SBT-ABPC #F & fITi3, 1[E1.5¢g
1 B 2 BlEEEETIT- 224 1 BIBWER D 7288+
&N 1[E0.75g 1 H2EEkEICHEL, /21821 M
3 g 1 B 2 @5 TIT- 72, RhFRHIEIEREREER (333,
MEER, RE M MREE MR OE%) BLURK
RESS (Fikfl, AmeRE, CRP %) ndE#igEs
L, UTnE#EIZ L > TiT-72,
=5h | Be58884 3 BLPRIZEE S » efms N, 1
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AMLARIC B #EM L, XSk IERFICIZ CRP
L EDIRIEFTRAVIEA LR 724 o,

Y RIS L 222, IRERL SEeRs, B mER L
EREFFROUEH BN L D,

AR | EMEMIIBH S NE LY, T AMB L ESIC
STCLTFIZ %6 ¥, MR RO LS
D T2Y (Rrg X AR N

5 | BT OMORRRIZF S UELI RO N o2
25 .

ILE K & M

1) ERAR

ERREIRN % kb % Table2iiRL 72, Hitige 8 Filh 2
Pl T, SELHERL 1PIAENTH -7, R
BEXg 2P 1PIIART, 13 ERTH -7, AE
SALTRIEND R,  UNMERMIRE 413 & LIS
Th"), RkR1BUIERITH -7,

%k, FEFIIMARIENHTL F = 215 7=
7z, THEEGERE HHIMEREOFRIH), A
LIV EZ Sy, BEOFLELLY, &5
Fpb L 2272 RHIED S IR L 72,

RHRHIERTRE: 13B)BRARRNRIE, ERh 46l A7
Bl Eh2BITH Y, FHULENEXEIL84.6%TH -
72

AT B SERIBRRESRIC DWW TEET
fEFIl, 76k &, Mk (Fig. 2)

BEFI604F 7 A 128, Uk "Bk, Wk IaRE L 4F
kiz&#, Cefaclorl.5g/H 5 BRI#REIC & NEEK
NEEREFA DL, BEPIEROMEL % THEHN
BREEH, TA19B ABE, ABttk R -7271
BEr3 LMK BKRP LD Klebsiella

pneumoniae, Pseudomonas putida, Citrobacter
Sfreundii I N2z, 7T A28 & Y SBT -
ABPC1.58 1 B 2 Mo siEiE 2 BEL 72, %578

& kYK, EELFEEHLC LN, 2 BkOIED
LVIRIR TSI 2 NI DDA L e~ 12, #544D
WK & 1) Serratia marcescens H/UHEREE NIz,
BAREERE L C UL TH A EHEL 72,
fEFI13, 428, &, UNMERMME R4 (Fig. 3)

BRANSIEE L 1) REE L 22 MMM B IR TH Y,
INFTABEEE ( N2 LTwizh,, BIRENZEEHI60F
4 A258~ 7 A198  TURHCABE, 20#ARICT
follow L T& 7=4f, MHREKEA ML, IREEOME D
AN, 8 A17TBH~1987 3 HM Amoxicillin 2 g/H
BORET 5 LEMN2H 8 A20B 4E~B 6 BB N
Abge etz

W5 & Haemophilus influenzae (#) HZHEEN
7:7:>8 A20845 SBT - ABPC1.5g 1 H 2 [E
EHEX HATL 72458, $8 A21H L NKRNBHIKRE

NS, ECITREEE LML, 8 A24BICizRIzABE L

N, BLD UL ol 1iBEORE T H.influenzae
LIBRL - TEREHEL 72,

2) AR

Btige NAE S8 & L T Streptococcus pneumoniae 2
¥k Escherichia coli 1%, K.pneumoniae 1%, C.
Sfreundii 1%k, P.putida 1%k, Enterobacter cloacae 1
BROTRES 1L12hf, BEIRSEIC L ) E.cloacae ¥ &
TOEHINEE L7z, E.cloacae i DT3B LEHAH]
ORI REHFTE e\ L ¥ L, Amikacin, Latamox-
ef ICERILEER L 12720, HIEFEBHRIITEE L1,

72, K.pneumoniae, P.putida 3 L& U° C.freundii
DIREEHFRES R TIE, THHLNEIZIEERL
H 5 IR & L T S.marcescens HiA LTz,

BHREXLN2FIcBTIIREE L A LN
Proteus mirabilis, H.influenzae |3 & HIZiHkL 7255,
P.mirabilis M3%58A13 Alcaligenes xylosoxydans »%, H.
influenzae NA 13 E.cloacae, K.pneumoniae H*#%

Table 2. Clinical effects of sulbactam * ampicillin (summary)

Diagnosis Clinical effect Excellent Good Fair Poor Total E:?ec(;g

Pneumonia 2 5 0 1 8 87.5
Chronic Bronchitis 0 1 0 1 2 50.0

Se.condary.infect_ion 1 0 0 0 1 100

in brochiectasis

DPB 1 0 0 0 1 100

Acute tonsillitis 0 1 0 0 1 100
Total 4 7 0 2 13 84.6
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Day 1 3 5 7 9 1 13
Drug SBT « ABPC 1.5 gx2/day

38'CF

3rcC

36'C-
Cogh + + + + + + + - = - = = = =
Spuom 2+ * * * * * - - - - - - =

K. pneumoniae
Isolates

from sputum P. putida
C. freundii
7/20 ‘
X ray <
WBC 8000
CRP 3+
ESR 50

S marcescens

7/29 Z( B 8/5

Fig. 2. Case no. 1, 76 y.o. F. (Pneumonia)

BsHE L L TA LN, [RESEREN KRR
SEFITI3RKE D S.pneumoniae HAEKL T iz,

B-lactamase FEAWIILTMEE LT THhD ", £
75 LREEIC LERRRATRETH - 72 4 BRI DN T
I PO RARRET TE /2, 4 Bk B-lactamase (B
BB Th -7 K. pneumoniae, P.putida, E.coli 7 3
BEAESR L 72nA % 53, B-lactamase BEELE TH
272 C.freundii 1 BRbIERL 72,

3) Zeft

AH 25 L7 14BIHRWERIISE - R 1 Bl 36s
18InHHET 2PUcEBDH LN, EB L LD,
SHERRE L b OB ST, Foiddsibic s
N I HERIZIER L 72,

BRACREME R #12 WBC bpihe 1 41, iFspy 24

A 1H1E8H Lo h(Table3), WIhLBETH-H7,
L = %

L7 2 ARTERORRIINH T LS, ThbHE
HOBE AR F 7 41377 201 8IC $ TR
72o L Lo N¥ANL, BNELET S B-lactamase
I2ENIASEEINS K, FOMEEECIZ—ENRR
Hotz, ZOPEETRT 2—oDHA L L TREFD
XK= B-lactamase inhibitor #BEA& L 7= L NHKES
&h, BEic Clavulanic acid i3 Amoxicillin ¢ &2&3
tWEOX DT, Sulbactam iz Cefoperazone & &&
FIEHRIE LT, F72 Ampicillin & X FAE5AL

72 mutual prodrug & L TROFDHETERLEIN
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Day - - -3 -2 1

3 5 7 9

SBT *» ABPC 1.5 gx2/day

Drug | talampicilin |
2 g/day
38°C [‘
36°C
Cough 4+ + # o+ 4+
Sputum + +# + +#* H# +# + + +
Isolates

from sputum

normal flora

8/26

12,400

26

Fig. 3. Case no. 13, 42 y.o. F. (DPB)
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WBC 14,700

CRP 3+
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Sulbactam |3 #E5Mc BV TEIZ ABPC & NEEAH]
ELTRFENTE YinvitroTHinvivoTH
ABPC i€ Staphylococcus aureus, H.influenzae,
Bacteroides fragilis %= 35v>T ABPC i 11 % ¥
WY, LA LBREOCERT A LAHREINTY
6 5)0)7)"
 Bt34E), MHRASRYYE TRET 21T - oA SBT:
ABPC #:5iz k 2 5L EnFzhai$84.6% (1161/13
) BB TH 1,

S 2B, 09 Ltk 1FliIZEREE L
T E.cloacae(B-lactamase BEERELHE) %384, ABPC
o MIC (10%cells/ml) {3>800ug/ml, SBT-ABPC

? MIC 4200ug/ml #;RL T, BEMhRL L &
$C Amikacin, Latamoxef (22538 | 72 fEH T4 &

L7z, fhon 1 Bl HERE RN TRIEED P.mir-
abilis |37k L 727, A.xylosoxydans HEZRE L TH
B, BRRAYIC LEBEIRL (, BRNOE, MHHRELK
FErBHLNTENEHEL 72,

LIk, SBT-ABPC i30¥R 23R EIC 0 L CERAREIC
IR LN R 2R L 72,

B-lactamase BREEEEBRIC 72V 5 B AEAORIRIC
24 E Cfreundii 1 FINSDEER Y DTHHRS
5Z LiZH#ETH 5%, SBT-ABPC iz ABPC fifids
ICERTH, TFEMMLDDH 5 B-lactamase HE
BEXERRD) S.aureus, H.influenzae s ¥'i= L BI1FR 2R
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Table 3. Laboratory findings before and after administration of sulbactam ¢ ampicillin
Case| RBC Hb | Ht | WBC E°§‘ﬁ‘s‘" Platelets | ESR [GOT |GPT | AL-P | BUN | S-Cr
no. |(X10¢/mm?| (g/dl) | (%) |(/mm?) Fz%) (x10¢/mm?®)| (mm/h) | (KU) | (KU) [ (KAU) | (mg/d}) | (mg/di)
1 B 393 12.3 [38.5( 8,000 3.0 18.3 50 12 5 7.3 28.5 1.2
A 398 12.4 [38.1| 6,800 3.0 20.7 36 11 7 6.5 24.8 1.2
9 B 516 14.6 [ 43.7| 8,400 10.5 25.9 22 15 16 5.2 13.4 1.0
A 502 13.9 (42.1| 8,200 2.0 22.8 6 11 12 4.4 11.5 1.0
3 B 431 13.8 | 42.5] 16,500 0 30.9 ND 18 12 8.1 16.1 ND
A 437 14.0 (42.5| 7,000 1} 35.5 ND 28 19 9.1 8.5 ND
4 B 444 14.2 | 43.3 11,000 0.5 23.7 16 14 11 5.4 8.6 1.0
A 447 14.5 | 42.7| 7,500 3.0 22.5 3 27 20 5.9 9.9 1.2
5 B 484 14.8 | 45.5( 25,200 0.5 29.8 42 14 13 7.6 7.8 1.4
A 477 14.9 | 45.4| 8,500 6.5 47.8 17 25 34 7.2 8.7 l.rl
6 B 548 16.4 (51.013,300( 10.5 31.9 ND 13 13 6.2 13.1 1.1
A 504 15.4 | 46.8| 8,300 6.5 33.2 30 11 8 6.0 10.4 1.2
7 B 510 15.2 | 47.2| 8,900 7.0 36.7 24 15 9 6.0 6.4 0.8
A 485 14.4 | 44.0| 5,300 5.0 38.0 10 12 10 5.7 9.8 0.9
8 B 439 13.7 | 43.2| 8,500 2.0 29.4 45 14 12 ND 8.9 0.8
A 448 14.5 | 42.7 | 3,100* 1.5 20.8 13 29 27 5.7 8.6 1.0
9 B 459 13.0 | 39.2( 9,500 1.0 31.8 9 18 9 6.3 10.8 0.9
A ND ND | ND| ND ND ND ND ND | ND ND ND ND
10 B 504 13.9 | 41.0] 7,400 0.5 11.1 ND 9 4 3.9 7.9 0.8
A 515 14.3 | 43.0| 7,500 0 9.2 ND 11 9 4.4 8.5 0.6
1 B 442 14.3 [ 42.8 10,400 6.0 18.1 24 12 4 6.9 9.4 1.1
A 398 13.0 | 38.6| 7,100 2.0 17.6 10 15 9 5.8 12.7 1.1
12 B 393 11.8 (35.0| 11,200 0.5 28.1 95 28 15 4.9 19.4 1.3
A 313 9.4 128.2( 4,700 3.0 33.9 60 16 9 4.1 10.0 0.9
13 B 484 14.4 | 41.6| 14,700 0.5 31.2 67 12 11 5.9 9.4 1.0
A 446 13.2 139.0| 12,400 0 33.9 26 8 7 6.3 10.5 0.9
B 417 12.4 | 37.4 13,900 0 29.9 62 25 10 5.8 9.5 0.8
14 (11.0**)
A 427 12.7 | 37.4| 5,600 6.5 18.1 28 ND | ND | ND ND ND
B : before A : after ND : not determined * abnormal value
¢ ¢ abnormal value in the middle of treatment
BRI ERLERTH DL EEZ L, Sultamicillin, #L#E, 1984
X [ 4) 29[ B FR{LEMEES, HEL > Ky,
1) Fu KP, Neu HC : Comparative inhibition of BRL 25000, M, 1981
fB-lactamase by novel A-lactam compounds. 5) ENcLisH AR, Rersema JA, Gmirarp' AE,

2)

3)

Antimicrob Agents Chemother 15 : 171~176,
1979

$30E B FRLFEMEFLRS, HE KL
II, Sulbactam/Cefoperazone, H3, 1982
320 H KL FRMEF RS, FEL Ry 4,

LyncH JE, BarTH WE : CP-45,899, a beta-
lactamase inhibitor that extends the antibacter-
ial spectrum of beta-lactams : initial bacterio-
logical characterization. Antimicrob Agents
Chemother 14 : 414~419, 1978
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6) Retsema J A, EncLisH A R, GIRaRD A E | CP-45, 1980
899 in combination with penicillin or ampicillin 7) Pirts NE, Knirscd A K, Legs L, McBripe TJ,
against penicillin-resistant  Staphylococcus, Menta D] ! Experience with Sulbactam/
Haemophilus influenzae, and Bacteroides, Ampicillin. 14th ICC, beta-lactamase blocking
Antimicrob Agents Chemother 17 : 615~622, agents . 25~34, 1985

CLINICAL EVALUATION OF SULBACTAM:AMPICILLIN

Yasuyuki Sano, YasuruMi Mivamoro, MakoTo TakaHasHi, Chiaki Aral and Kenjyi Tokutomi
) Department of Internal Medicine, Doai Memorial Hospital
2-1-11 Yokoami, Sumida-ku,Tokyo 130, Japan
Kaoru SHIMADA
Department of Infectious Disease and Applied Immunology,

The Institute of Medical Science, The University of Tokyo

Sulbactam-ampicillin (SBT - ABPC), a combination of sulbactam (SBT) and ampicillin (ABPC) in a ratio of
1: 2, was intravenously administered to 14 patients with respiratory tract infection.

Clinical efficacy in the 14 cases was excellent in 4, good in 7, poor in 2, and unevaluable in 1. The efficacy
rate was 84.6%.

Thirteen strains of organisms were isolated from 9 cases. All isolated organisms were eradicated except 3
strains in 2 cases, for which no bacteriological tests were conducted after treatment. As side effects, rash/redness
and drug eruption were observed, also slight eosinophilia and leukopenia in 1 case each. Sulbactam-ampicillin
showed good clinical and bacteriological efficacy.



