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Fig. 2 Distribution and cumulative curve of
MICs of BRL 28500 and other penams

against 20 strains of clinically isolated
Staphylococcus aureus
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Fig.3 Correlation of MICs between BRL 28500 and Ticarcillin or Piperacillin
against 20 strains of clinically isolated Staphylococcus aureus
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Fig.6 Distribution and cumulative curve of
MICs of BRL 28500 and other penams
against 20 strains of clinically isolated
Klebsiella pneumoniae

Fig.4 Distribution and cumulative curve of
MICs of BRL 28500 and other penams
against 20 strains of clinically isolated
Escherichia coli
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Fig.5 Correlation of MICs between BRL 28500 and Ticarcillin or Piperacillin
against 20 strains of clinically isolated Escherichia coli
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Fig.7 Correlation of MICs between BRL 28500 and Ticarcillin or Piperacillin
against 20 strains of clinically isolated Klebsiella pneumoniae
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Fig. 10 Distribution and cumulative curve of
MICs of BRL 28500 and other penams
against 20 strains of clinically isolated
Serratia marcescens

Fig.8 Distribution and cumulative curve of
MICs of BRL 28500 and other penams
against 20 strains of clinically isolated
Enterobacter cloacae
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Fig.9 Correlation of MICs between BRL 28500 and Ticarcillin or Piperacillin
against 20 strains of clinically isolated Enterobacter cloacae
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Fig.11 Correlation of MICs between BRL 28500 and Ticarcillin or Piperacillin
against 20 strains of clinically isolated Serratia marcescens
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Fig. 12 Distribution and cumulative curve of
MICs of BRL 28500 and other penams
against 20 strains of clinically isolated
Pseudomonas aeruginosa ’
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Fig. 13 Correlation of MICs between BRL 28500 and Ticarcillin or Piperacillin
against 20 strains of clinically isolated Pseudomonas aeruginosa
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Table 2 Summary of clinical effects of BRL 28500
Excellent | Good Fair Poor Total
Pneumonia (without underlying disease) 1 3 4
Pneumonia (with underlying disease) 2 2 1 5
Secondary infection with bronchiectasis 1 1 2
Secondary infection with lung cancer 1 1 2 4
Total 5 6 1 3 15

Efficacy rate : 73.3%

Table 3 Bacteriological effect of BRL 28500

Eliminated | Unchanged Total
S. pneumoniae 3m* 3
B. catarrhalis 1 1
H. influenzae 4 4
P. aeruginosa 2 2
Total 10 0 10

------- colonization
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Fig. 14 Case No.6 70y.o., Male, 64kg.
Acute pneumonia, Mitral insufficiency, Congestive heart failure
Jan.
1983 Dec. 25 ,|,3|0'}"'§L"I1'0r'
1g|CPZ2¢/day] [ BRL28500 3.2 2/day ]
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Fig.15 Case No.7 60y.o., Male, 54 kg.
Acute pneumonia, Diabetes mellitus,
Old pulmonary tuberculosis, Gout,
chronic hepatitis

1984 March 5 10 15
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Vo R - B LTHEMRSEOR, 1LEMBCR LAY

Fig. 16 Case No.10 77y.o., Female, 37 kg.
Secondary infection with bronchiectasis,
Esophago-bronchial fistel

1984 Jan. 21 25 30

T T T T T T T

—T— T
39 | BRL28500 3.2g X 2/day

Body %
temperature
(C) - A A
v V\_/\/\/\_/
36
Sputum
putm 25 PM
Chest X-P B B
Organism P.aeruginosa (#) (=)
BSR(mm/h) 68 47
CRP 4+ 1+
WBC(/mm?) 7000 5400

V-2 - bR LIt L LEFOENSBURERD
EHA RO, SRELHFERELRTS X5y, BN
VBERTHLREE B L, ThETEEIRT
\~7z Cephalothin (CET) & Dibekacin (DKB) o 5 %
CET %11 T, DKB &3tick#% 1@ 3.2g, 1R
3E, 7THE»SRX1H2EHEE L, SBEOWNEL,
Bt v RS D3, BRER L RERFOHENEDL
RTHEBEHE LI,

EG 10 77 3%, L&, 37kg, [EXZMNRE ZKER,
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Fig. 17 Case No.14 69y.o0., Male, 64 kg.
Secondary infection with lung cancer, D. M.

1984 Jan. 7 10 15 N 20
3 [ BRL28500 3.2x%/day ]
Body 38k
temperature
(’C)
361
Chest X-P B G Bﬁ Bﬁ
Organism H.influenzae (# ) (—) (=) (=)
BSR(mm/h) 67 79 59
CRP 4+ 1+
WBC(/mm?3) 8500 10300 8900

Fig. 16 wigREE% %3,
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THI5RRD, 1~2 YA 1 HAKHMEYBRIEL
Twico SENZFEMSIEE1 A 20 AH b KB, KK,
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B2E#EE L, 4~5 B IZEREEIIZIENEL,
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HEAFBONTEHEHFE L,

fEB 14 69 7%, B, 64kg, MB_KREHE, ERH

Fig. 17 KRB % = To

R S584F 10 AR 2 b WA HHEL, 11 Adghrb
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504187 HYB K ABE Lo AR O RER X Y
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4. ElIfeR
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1. % =
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s EEr RETHZ LT BEETHoTe Thbb,
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(ASPC) 7r & 10 ERERL VAR TH > To Livd
ChbDEMITAE T, EECEK EOXERME Lo
b -7 7 77— EER LTERECRRETD 5o

L Lihib 7 = sRFEDE LB LIRS, =
o) vREEE R 1) Btk L ORIfER A RER A
e, KBEBRENTETHAZ L, 2) KBRECHTS
REHIERWC L, 3) 27 »rAXRY F—XH -5 7
o= ERH LCRERRET A &, hEDHRYE
LTWwhe LENoT, _=v ) vREHEDFHRT
BBR=v) F— BT AAREREERT 52 LA
BT, RSB Y S ORERIEET LN
HXBEELON S,

XC, EEHEMLTY 5 FAEYEREEO KBS
B-5 7 R —YEERTIHLDTHB, LE3NB, E
L OREHOTIE, RRBRERPIED B HFEED 5
b, MARE T B-5 7 F ~— ¥ RELET 5 Rix RHE
Thigh o o, OBEE TR EhANRBRCR b,
Thbb, RE7 VURE BAME (GXEHE KB
B +577%), REECIBEEI I REERLE
ETOBRT F-F 78 <—EDEENRBDLN, 1V 7
NV FETH 1ERRICE RS bhic, ¥, HE
ZTORERIEEBINT VBT T v 2 5 THLRER
R=vY F—CEELRD ORI, Ly, Zhb
DEETIL §-5 7 & ~— CELEED FED B\LE O
WL REMBRZM,S AT 52 LA RIAT W
B, it f-5 7 X< — COEENBRNEE p-
77 2 ARBENBICHT HREFHAMEL 7 b, Witk
THLEN—BHCERTED, CDX37% B-F 7%
T-EOFREF ORI, -5 7 2 ABRHB T
ERE-> T DHEFERYET IR T LE SERERA
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fER%A L, ic ABPC L a# & LTEALEAT
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AIRERR AT T 0 IR EE D IR DIAER IC D
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FRBORI-EED B-7 7 2= — i LrE D HEF
FAARER AL WS REEE LTV 5,

Lo Bic, 1976 FITBBEO RBEM L LTHRRE
i CVA % X0t 1978 FEic B L2 AR X Wi sulba-
ctam (SBT) 3% h Bk O HEER 1255 28, &ED
B-5 7 ¥ = — ¥ REFEL O ARIYM i  NELT
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EEOE —F v 2B VTHBEIR AT T 28
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IN VITRO ANTIMICROBIAL ACTIVITY OF BRL 28500
AND ITS THERAPEUTIC EFFICACY ON
LOWER RESPIRATORY INFECTIONS

Axira Watanase, Seichi Aonuma, Kortaro Orizumi, Masako SAsAKI
Kikvo Onuma, Reiko Ono, YosuiHiro Honba
Noriko Otant and Kivosur Konno
Department of Internal Medicine,

The Research Institute for Chest Diseases and Cancer, Tohoku University

In vitro anitimicrobial activity of BRL 28500 which has a 15 : 1 composition of ticarcillin and clavula-
nic acid (a potent inhibitor of B-lactamases) was examined by a broth dilution method with Dynatech
MIC 2000 system. Also, therapeutic efficacy on lower respiratory infections was evaluated.

The minimum inhibitory concentrations(MICs) of BRL 28500, ticarcillin and piperacillin respectively
were determined against 20 clinical isolates each of Staphylococcus aureus, Escherichia coli, Klebsiella
pneumoniae, Enterobacter cloacae, Serratia marcescens and Pseudomonas aeruginosa. The results of
determination of MICs indicated that BRL 28500 was more active than ticarcillin against all the species
except for S.aureus, and as active as ticarcillin against S.aureus. As compared with piperacillin,
BRL 28500 was as active as piperacillin against S.aureus, E.coli and K. pneumoniae, and somewhat
less active than piperacillin against E.cloacae, S.marcescens and P.aeruginosa.

A daily dose of 6.4 to 9.6 grams of BRL 28500 was given by drip infusion to a total of 15 cases
which consisted of nine patients with pneumonia, two patients with bronchiectasis-associated infection
and four patients with cancer associated infection of the lung. The clinical effects were excellent in
five, good in six, fair in one and poor in three patients. A total of ten strains consisting of three
strains of Streptococcus pneumoniae, one strain of Branhamella catarrhalis, four strains of Haemo-
bhilus influenzae and two strains of P.aeruginosa, were identified as causative organisms. All of
them were eradicated by the treatment with BRL 28500. Drug induced fever occurred in one patient.

An elevation of the values of serum transaminase was observed in two patients. These adverse
Teactions disappeared after completion of the therapy with BRL 28500.

From the above results, it was concluded that BRL 28500 is one of the useful antibiotics for the
treatment of lower respiratory tract infections.



