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Table 2 Sensitivity of clinical isolated strains
Inoculum size (10%cells/ml) Inoculum size (10°cells/ml)
Case Isolated
No. | microorganism MIC (ug/ml) MIC (ug/ml) Alactamase
BRL 28500 | TIPC | TIPC+CVA(2)* | BRL28500 | TIPC | TIPC+CVA(2)*
H. influenzae 3.13 100 0.78 1.56 12.5 0.39 (+)
5 H. influenzae 0.39 0.39 0.20 0.20 0.20 0.20 (=)
8 H. influenzae 0.39 0.39 0.78 0.39 0.39 0.39 (=)
S. preumoniae 0.78 0.78 0.78 0.78 0.78 0.39 (=)

*

in the presence of 2¢g/ml CVA

Table 3 Clinical effects of BRL 28500 classified by diagnosis

. . No. of Clinical effects
Diagnosis
Cases Excellent Good Fair Poor
Pneumonia 3 3
Bronchitis 7 2 2 3
Total 10 3 2 2 3

cells/ml) & [B-lactamase FEAEBEIC DT HRIE L4
£, TIPC © MIC 13 100 pg/ml (BEEE R 108 cells/ml),
12.5 pg/ml (EREE & 108 cells/ml) &%t LT BRL 28500
Tit 3.13 pg/ml (EEE R 108 cells/ml), 1.56 pg/ml (&
fEEE 10°cells/ml) TH v TIPC B DBA L hIHE
DO EN R bhtc, ¥ fc B-lactamase |31 [FH: T
Hoto T DFEMTIE CPZ TEHKIL TR BEIE
RBEOBEREEEOHEY BT

AHAZEREOME, FFHRE BHEEKRZE X Table 4
RTEY TH Do ER6CFVTIHEER XY Al-p
DERXRDIH, FEROBEI X BEIZED Ieh -
7o EFI8 X, BEI TEMECTHEBABRE%XL HikR
L, BmnEMEEXERI kY, BUN, mEs7v7
F=vOEMEIZTDICHEEL LRDY, AAlOEZEF I
IOBREBEOBIIIIR Ok o1,

Zof, BEIfFRREfITRboRish -7,

I11. # &

IR 25 REYMAE DR LRI, £ OME & IR BRI R RE
AEEEN RBAT ALDIEF T ORE B TH B
CRIAMBRT VB, s THEDHEEKDOBIZE LT
% MREFROLENTEZROREN T HRLEY
HE LIER%T> T 2BE13 Pl fev, §EID 10
FEGIEB W TLRABEEE LB L ORBRBTE D
124BIDRTH - 1o

— AN IR ER D BEITE VT,
acquired infection DA LIEL%HE & LT S. pneumo-

#:1Z community

niae B Fx DKFEH HD B, LD, Staphylococcus
aureus, Klebsiella pnemoniae ¥ EFIZ AN BLEND
Bo REZRDORIEIZ I \TIL, H influenzae % S.
pneumoniae ¥ 71213, T OWMEBDREERERENTEALT
»b, BEEMBIL Licd Oz Pseudomonas aeruginosa
NRON B, 7o LERE B I LT steroid hormone
TR E O REMENTE X 5 eEPEFER LTS
X5 iER, BERFLEORPIENKEORBL3IERTT
I 5 e EER YA T AESIZ D\ 3o %compromised
host (231 % BRYUE @ #54& < nosocomial infection &
]\ Tix, Serratia % Enterobacter ¥ 7- Acinetoba-
cter  P. aeruginosa LJj+® Pseudomonas i D
7N BERREE S 7 ARERELR LD 5 LD/ T A
BEEEYERT 5 EARERSEA LS Do L1 LY
@ DFEP134 T community acquired infection THY,
MR T & 5 H—IRETE X Hh B EARKE TH
HEHET AT LEYLBHIh 55

X T BRL 28500 ¥, @iz fibiiics & p-lactama
se BABICLHVHBENLRTC LxEgL Lk CVA
L TIPC OAFITH B2, B4 HIERERIE 10 Ef)
CHEA LA RIEYR 50% TH Y, EARHSER
oheZ L HBIRT B TH B 5 nU O L ) HEVE
WRER Lo ¥ THERAFE VR LBL4AON2
BIDMES T » Fohst, FDOHD 1HITHHEALREL
THRH X Nic H influenzae 13 B-lactamaseEEAE TH
b TIPC ¥ MIC &< (Zhid7 4 A7ERED
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oty ThODEEL Y FEX D ERBRYIED KIEHAR
PIzE T AR D & 7c Tk X b p-lactamase
inhibitor T%» % CVA »% B-lactamase ELEMH S-
lactam FRIAEWE % protect L, L DRERIE I L8
B EWHEFDO BRI ITELE DRILVWBAENTFEX
NDo STBFIEN1NER LI ERELTY
AROEEMNEL DN D LB, FREREAICH VT
iz 3PN TEHT EHHAIAILETREZLTH
otz i, REOBICX - TEROEBBTHECHE
TEND B X 5Bl

UEn X5 nBERLH- e BIFRRVERERE
T 2B AL RohFEREoZ2EIEN

TusLBbhice ¥ EABIIA VD, Hkfine
TEHEORBRIY, FRBRPEFTIHEERCH L
TERTH 5 EBbhi,

D

2)

3

D

5

6)

0]

8)

)

X [y
ROLINSON, G. N.: Naturally-Occuring B-lacta-
mase Inhibitors with Antibacterial Activi.
ty. J. Antibiotics 29 : 668~669, 1976
READING, C. & M. COLE : Clavulanic Acid:a
Beta-Lactamase-Inhibiting Beta-Lactam from
Streptomyces clavuligerus. Antimicrob. Age-
nts Chemother. 11 : 852~857, 1977
PAISLEY, J.W. & J. A. WASHINGTON T : Com-
bined Activity of Clavulanic Acid and Ticar-
cillin Against Ticarcillin-Resistant, Gram-
Negative Bacilli. Antimicrob. Agents Che-
mother. 14 : 224~227, 1978
HUNTER, P. A.; K. Coleman, J.FISHER & D.
TAYLOR : In witro synergistic properties of
clavulanic acid, with ampicillin, amoxycillin
and ticarcillin. J. Antimicrob. Chemother.
6 : 455~470, 1980
% 33 BAX(LERE¥ELRE, FRyvEvy
4, BRL 28500, %z, 1985
FEKETY, F.R.]Jr.; J. CALDWELL, D.GUMP, J.
E. JOHNSON, W.MAXSON, J. MULHOLLAND
& R. THOBURN : Bacteria, viruses and myco-
plasma in acute pneumonia in adults. Amer.
Rev. Resp. Dis. 104 : 499~507, 1971
RARERK : 1 v 7 0= v FEESETRERRE
DOEPEH - FEIRIFR, RPEFHEEE 48: 117~
125, 1974
TILLOTSON, J.R. & M. FINLAND : Bacterial
colonization and clinical superinfection of the
respiratory tract complicating antibiotic treat-
ment of pneumonia. J.Infect. Dis. 119: 597~
624, 1969
BENNETT, S.; R. WISE, D. WESTON & J. DENT:
Pharmacokinetics and tissue penetration of
ticarcillin combined with clavulanic acid.
Antimicrob. Agents Chemother. 23:831~
834, 1983



voL. 34 S—4 CHEMOTHERAPY 705

CLINICAL STUDIES ON THE TREATMENT OF THE
RESPIRATORY TRACT INFECTION WITH BRL 28500
(CLAVULANIC ACID-TICARCILLIN)

Yasuko Harapa, Masaniro TakaMoto, YosHINARIT KITAHARA,
Tsuneo Isuisasur and ATsusHr SHinopa
Department of Internal Medicine, National Ohmuta Hospital

BRL 28500 is a combination drug containing of clavulanic acid and ticarcillin in a ratio of 1:15.
Ticarcillin, a broad spectrum penicillin antibiotic, is susceptible to a number of Sf-lactamases, includ-
ing those found in Staphylococcus aureus, Haemophilus spp. and some genera of the family entero-
bacteriaceae. Clavulanic acid is a potent inhibitor of many of these B-lactamase.

10 cases of respiratory tract infections (Pneumonia 3, Bronchitis 7) were treated with BRL 28500.
BRL 28500 was administered by intravenous drip infusion at a dose of 3.2 g/day to 3 cases and 6. 4 g/day
to 7 cases, respectively. The causative organisms were isolated as follows, H.influenzae in 3 cases,
Streptococcus pneumoniae plus H.influenzae in 1 case. Of 10 cases, excellent responses were obtained
in 3 cases, good responses in 2 cases and fair responses in 2 cases. The clinical efficacy rate (excellent
and good response cases/total cases) was 50%. There were no remarkable side effects attributable to
this drug.

From the results mentioned above, it was concluded that BRL 28500 was effective in the treatment
of respiratory tract infection.



