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Table 1 Antibacterial activity of BRL 28500 against standard strains of bacteria

Organism MIC (pg/ml) 10°cfu/ml
BRL 28500 TIPC CVA
Staphylococcus aureus FDA 209P 0.39 0.39 6.25
Escherichia coli HIH] JC-2 3.13 3.13 25
Citrobacter freundii IFO 12681 1.56 3.13 25
Klebsiella pneumoniae PCI 602 3.13 100 25
Enterobacter aerogenes ATCC 13048 1.56 3.13 25
Serratia marcescens 1AM 1184 0.78 0.78 50
Proteus mirabilis ATCC21100 0.19 0.19 50
Proteus vulgaris 1FO 3045 0.39 0.78 50
Proteus retigeri IFO 13501 0.19 0.19 100
Acinetobacter calcoaceticus IFO12552 12.5 12.5 12.5
Fig.2 Sensitivity distribution of ABPC-resistant
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Fig3 Correlation of MIC values between BRL
28500 and TIPC against 39 strains of ABPC
-resistant E. coli
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Table 3 Overall clinical efficacy

Fig.4 Correlation of MIC values between BRL
28500 and TIPC against 39 strains of ABPC
-resistant E. coli
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14 i h, FoORFUL E.coli, Staphylococcus
epidermidis, Enterococcus faecalis, A. calcoaceticus 7
£ 2%, K.pneumoniae, Enterobacter aerogenes, Pse-
udomonas aeruginosa H34 1 £k X 08 P. aeruginosa %
BR< 7N v BESEREE 7 7 AatiRE (NF-GNR) #13#k
HEEX Ntc, P.aeruginosa, A.calcoaceticus £ 1¥k&
NF-GNR 2 ¥k23FfE Lici@mix T NTifk L, #MEHE
£RIX 19% Thoi

SR te 14 gk B-lactamase AL 6 BRICH D
h, FORFIL E.coli 2%k, A.cacoaceticus 2

of BRL 28500 in complicated U.T.L

0.8gX2/day «* 2 cases
1.6gX2/day -+ 6 cases
Pyuria
Effect
Cleared Decreased Unchanged ec' Ofl
. bacteriuria
Bacterlur_la
Eliminated 1 5 (63%)
Decreased ( %)
Replaced ( %)
Unchanged 1 2 3 (38%)
Case total
Effect on pyuria 5 (63%) ( %) 3 (38%) ase8 ot
Z Excellent 4 (50%)
Overall effectiveness rate
E Moderate 1
5/8 (63%)
Poor 3
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Table 4 Overall clinical efficacy of BRL 28500 classified by the type of infection

i Overall
No. of patients
t M t ;
Group (Percent of total) Excellen oderate Poor effectiveness
rate
st &roup 1 (12%) 1 0%
(Catheter indwelt) %
2nd group
1 9 1 9
(Post prostatectomy) (12%) 100%
Monomicrobial | 3rd group
0% 0,
infection (Upper U.TL) 0 ( 0%) 0%
4th group
82 3 0,
(Lower U.TL) 3 (38%) 100%
Sub total 5 (62%) 4 1 80%
5th group o
1 9
(Catheter indwelt) 1 (13%) 100%
Polymicrobial | 6th group o
2 0
infection (Catheter not indwelt) 2 (25%) 0%
Sub total 3 (38%) 1 2 3%
Total 8 (100%) 4 1 3 63%

Table 5 Bacteriological response to BRLQSSOO

in complicated U.T.L
Isolates I:t:i(:s Erazj;/z:;xted Persisted*
E. coli 2 [2] | 2[2](100%)| o©
K. prneumoniae 1 (1] | 101)(100%)| o0
E. aerogenes 1 [1] | 101J(100%)| O
P. aeruginosa 1 1
A. calcoaceticus 2 (11 | 101)(s0%)| 1 [1]
NF-GNR 3 2 (67%)| 2
S. epidermidis 2 2 (100%)| O
E. faecalis 2 2 (100%)| o
Total 14 [6] |11 (79%)| 3

* Regardless of bacterial count
[ ] B-lactamase-producing strain

K. pneumoniae, E.aergemes £ 1k Th-tco TD5
b, A calcoaceticus 1 BruH LTTNTHEL, HER
83% (5/6) TH 7o

FEIBE X 5 BENEIFRAXIAF 16D B it
o toe FFRERIHK O MBELFHREMBD 2L 13
Table 6 Z/r Lico RBC, ~E /v, ~<}+27)
y MEOBERREMN 24 (No.1,8) ki bhic, &

hORBBZEORROBILC LB DTH Y, KHREL
TAEBAR L E 2 B,
1. % S

BEE, BRIRACR S BRCER Sh w5 HE#HR,
R=v ) 7 o sl p-lactam REHTH 575,
ThbOEE L KD BT 5 p-lactamase EEED H
A, ERRREERE T EARBEE Lo TW0Wh, TOF
Bt » SR BB Thh, —HTR, §
lactamase RELOHEH OB KK ORRE, B
TiYt B-lactamase %k AMIZFAET % inhibitor OFIR
AT TARZ LEMO T £ Th B, B-lactamase in-
hibitor 13X BAEME 2 55 T, BERERTHN
CRHET BB BRI UE, BEFED p-lactam REH L
PEETAZ LYy, FOERFOHENORELAEA
RZ P ADIERBIIN BT ENTE B, p-lactamase
inhibitor DRFEM e D & LT, CVA % sulbactam®®
MBIRIR TR, i D plactam FIEH & OEAH
R AT ARES LIER E LT, B TTHohTY
60

BRL 28500 (338D X 54z TIPC & CVA &% 15
%1 OEIA TRA Lic B HERERT H 5o TIPC R
1964 fE [ € — F o 4 FFREFT T BAR I hic EAAFE
K~=vY v T carbenicillin (CBPC) % sulbenici-
lin (SBPC) :RRIEH, ZHELEURECER
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Table 6 Changes in laboratory test results
Deteriorated (Relation to the drug)
fem | Tor No- - _ Probably | Definitely | Sub | Unchanged | Improved
of cases | Definite | Probable | Possible total ot not total

RBC 9 (100%) 1 (11%) 1(11%)| 7 ( 78%) | 1 (11%)
Hb 9 (100%) 1 (11%) 1 (11%) | 8 ( 89%)
Ht 9 (100%) 1(11%) |1 (11%) |2 (22%) | 5 ( 56%) | 2 (22%)
WBC 9 (100%) 7 (78%) | 2 (22%)
Baso. 2 (100%) 2 (100%)
Eosino. 2 (100%) 2 (100%)
Neutro. 2 (100%) 2 (100%)
Lympho. | 2 (100%) 2 (100%)
Mono. 2 (100%) 2 (100%)
Platelet | 9 (100%) 9 (100%)
S-GOT 9 (100%) 8 (189%) | 1 (11%)
SGPT 9 (100%) 9 (100%)
Al-Pase 9 (100%) 8 (89%) | 1 (11%)
Direct Bil. | 9 (100%) 9 (100%)
Total Bil. | 9 (100%) 9 (100%)
BUN 9 (100%) 6 ( 67%) | 3 (33%)
S-Creat. | 9 (100%) 8 (8%) | 1(11%)
Na 9 (100%) 9 (100%)
K 9 (100%) 8 (189%) | 1 (11%)
c 9 (100%) 9 (100%)
BSG 6 (100%) 5 (83%) | 1(11%)
No. of cases with 0 2
deteriorated laboratory

BORBA <2 b A% BT B LE0bRTYL 519, L
L, TIPC %, ricamonp MEIC L % Ic, I, m, W,
VA B-lactamase izt L CITHBHOREE TH AW, 3
hbho B35 L 7= ABPC fiftt E.coli d %2 TmE
(TEM #) o B-lactamase ®E4E LT\ 5% &EBbh,
Fig.12 0 51z TIPC 1f LTh %< okttt
WLize CVA @ p-lactamase FRSE{EF I3 RICHMOND 43
Bole 1, m v, VR B-lactamase s LY K
REEL D f-lactamase R LT BB R T\ 5 D
T TIPC 1= CVA ®HHAT 5 & & I3BER A0 Biths
bYEHY D 5, bhbhizsE ABPC it LCith:
D E.coli zo\T BRL 28500 DHEH % TH~Ions,
TIPC DHE AT 3B E b BRI I > Thko
—#iz, TIPC ithf LTRVBREEYRTROBE T
1, BRL28500 1= & F#/cZ M%7 L, CVA DBtA
BRIZEH Tioat, p-lactamase EAEDOBAIIL,

CVA DptFshBEMEE bhs & 72519, L < 1z penicillinase
EEHE RS2 Proteus vulgaris, Bacteroides fragilis 15 ¥ @
B-lactamase EEAERIZX} LTk, BRL 28500 DB HIx
TIPC BEMcH~T, B THL o Thb,

WRBFIFEIRIC BT 2 REREIE R+ 5 A F| O -
BfxA 5L, £H 19 #0EH YT, 314 flod
LEREHETHBEBERE . BHEEBEM XL D
2% DEHRTH ol ZHHDEMD 5 H TIPC it
HREOBMHERIZ67Y% TH b, = h b TIPC Mt ER HIE
AOBHRIHMERBRT K 6%, BIHMBEN L 70%
ThoTo ¥k, B-lactamase EEAETHIT 128 A LR
Sh, ThOOEMAKT AR ORENR:, BHELS
RER 0%, BHEBNL 3% Thoto ThHOK
FiL FE TIPC ©BMEE T3 BRI EH B
DIERICHEE ENIIBE T, RELADEIBELN D
T EHERLTW B,
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TIPC 1zt XT CVA DEEMN DI, BEANCKT
A RPEBE OB T3, BRL28500 0.8¢g x5 DA
02 b 2 BBz 5 CVA D RAEEE I 100 pg/ml LL
L, 1l6g 5 DA 300 pg/ml LA EAE LR TV S,
Litis T, &Flckid 5 CVA OBFEER L, RER
YSE IR » TS 2¥, B-lactamase FHEA|L LTOHEE)
BB LW HBIc E EE 6T, HERE LToRED
—REBIECHDHEEH>T LD TE %,

ZHFEHNEREE 2 bh s BEMEIFRC oREL
HHREMED R, bhbhuilfd B Lichr-
foo BRI N T2 HERE—RICHE 25 L
PHFBEARZ F 7 a2 Ewicd, BRMAEEOZELic
b 785 THIRIE, S VL, ARIDBEIEEET O
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oo BRREMEORERRML, GOT, GPT, LDH,
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URINARY TRACT, AND THE CLINICAL UTILITY OF
BRL 28500 IN THE TREATMENT OF COMPLICATED
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A new antibiotic formulation BRL 28500, containing ticarcillin and clavulanic acid (B-lactamase
inhibitor), was studied both fundamentally and clinically and the following results were obtained ;

1) The antibacterial activity of BRL 28500 was excellent against gram positive cocci and gram nega-
tive bacilli especially against B-lactamase producing Escherichia coli.

2) Nine patients with chronic complicated urinary tract infections were treated with BRL 28500 at
daily doses of 0.8 or 1.6 g i.v. for 5 days, and the therapeutic results were evaluated by the criteria
proposed by the UTI Committee, Japan. The overall clinical efficacies of the treatment were found
to be excellent in 4 patients (50%), moderate in one patient (13%) and poor in 3 patients (37%).
The overall effectiveness rate was thus 63%. None of the patients complained of any drug-related
side effect.



