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Table 1 Clinical summary of complicated UTI treated with BRL 28500
Case s Diagnosis UTI Treatment -
No. ex Age Underlying condition group Dose Route Duration
(g/day) (day)
1| M | s8 Ac“gr‘zye;g;‘:fiﬁs G—1| 32 | di 5
g
3 M 8 Pros?:t‘;zehi'if::izphy G-t 3.2 di. >
4| m | 1 |Retememeits gy 5, | ok 5
5 | M | 83 Acuéeorzlyig r:;pe}fitis G—1| 32 di. 5
6 | M | s |AueBveommhils g, | 5, | g 5
7 | M | s e vl l6—1| 32 | i 5
g8 | M | s8 Ac“tceor‘(’iy‘zg:;hrmis G—1| 32 | di 5
9 | M | s ‘g‘:j S G—1| 32 | di 5
0| M| 32 C}C"o"r’;icblcay:;:s G-1| 32 | di 5
n | F | a Acuéeor";igfd"e}fiﬁs G-3| 32 | di 5
2 | M | s Acuéeo::jyi;’;ed‘:}fiﬁs G—-3| 32 | di 5
B3| M | 5 cg;"r':cbg;:s G—4| 32 di. 5
u | M| e 122‘;: t;zzzte': G—4| 32 | di 5
5 | M | 2z Acu(tfor‘;y‘:l‘;r;‘;‘;t’i“s G—5| 32 | di 5
16 M & Prf)::t:)t?cic c:i:ri:(ijna 6=35 3.2 di. S
o g eyl P R
8 | F | s AC“?():‘E;ZZTMS ?;’tp 3.2 | di 5
I IR
20 M2 Ch?c)cr:li::e pcry;sttlzjls [z::)tp 3.2 di. >
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Table 2 Clinical summary of complicated UTI treated with BRL 28500
Pyuria Bacteriuria _Before Evaluation
Case After Side
No. Before Species Count _UTr \ effect
After (/ml) Dr's -
1 H Serratia sp. 3X10* Poor _
I T. cutaneum 9x10° Moderate
g P. aeruginosa >10° Poor
2 " P. aeruginosa 8X104 Poor -
W Citrobacter sp. >10° Moderate
3 + — 0 Excellent B
. - P. aeruginosa, >10° Poor _
+ P. aeruginosa >10° Poor
5 + P. aeruginosa 8X10* Moderate _
+ - 0 Moderate
6 + P. stuartii >10° Moderate _
+ - 0 Moderate
+ - Acinetobacter sp. 6X10¢ Excellent
7 _ — 0 Excellent -
. 4» C. diversus >10° Moderate _
Em - 0 Moderate
o + P. vulgaris >10° Moderate _
+ - 0 Moderate
" 4+ P. rettgeri >10° Moderate _
+ P. aeruginosa >10° Moderate
- E. coli >10° Excellent
11 -
— - 0 Excellent
" " K. pneumoniae 5X10* Moderate B
+ - 0 Moderate
+ S. marcescens >10° Excellent
13 _ — 0 Excellent B
4 S. agalactiae >10% Excellent
14 _ - 0 Excellent -
H Citrobacter sp., P. stuartii, E. faecalis >10° Poor
15 H# S. mayrcescens 1.7X10* Poor -
i S. marcescens, E. faecalis >10° Moderate
16 + T. cutaneum 2X104 Moderate -
+ E. coli, Alcaligenes sp. >10° Moderate
17 — C. diversus, E. faecalis >10° Moderate }
8 m E. coli, E. faecalis >10° Dropped out _
+ C. freundii >10° Moderate
19 + 0 Dropped out _
— - 0 Dropped out
2 H# - 0 Dropped out _
0

Dropped out
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Table 3 Overall clinical efficacy of BRL 28300 in 17 cases with compiicated UTI
Pyuria .
Efficacy on
Cleared Decreased Unchanged -
bacteriuria
Bacteriuria
Eliminated 1 5 10 (59%)
Decreased
Replaced 1 2 2 5 (29%)
Unchanged 2 2 (12%)
Case total
Efficacy on pyuria 5 (29%) 3 (18%) 9 (53%) 17
Excellent 4 (24%)
Overall effectiveness rate
I———_' Moderate 9 (53%)
13/17 (76%)
Pecor 4 (24%)
Table 4 Overall clinical efficacy of BRL28500 classified according to infection type
No. of Overall
. ses
Group 0. Of cases Excellent Moderate Poor effectiveness
(Percentage shared)
rate
Ist group (Indwelling catheter) 10 ( 58.8%) 1 6 3 70%
2nd group (Post prostatectomy)
Single . "
o 3rd group (Upper UTI) 2 (11.8%) 1 1 100%
infection
4th group (Lower UTI) 2 (11.8%) 2 100%
Sud total 14 ( 82.4%;) 4 7 3 79%
5th group (Indwelling catheter) 2 (11.8%) 1 1 50%
Mixed !
. l\ei 6th group (No catheter indwelt) 1( 5.9%) 1 100%
infection
Sub total 3(17.6%) 2 1 67%
Total 17 (100%) 4 9 4 76%
REZH VeV b TIREL, U LABEEINICHEEOREH R
III. # ® dDbhic, Ticin, K. pneumoniae, S. marcescens,

L B-5 7 2 ~—<BHEEOHE

RBELEGET AL 1983 £ 11 Aic, SFEIARS
FOEMBHEEE (FHR) PO, ARERFORE
UM RRRMEYET 5B UREHEZEOET
Bloinz C, #0OFEEMHE D B-lactamase EiEREL > i
Ltz 5, Table 8 (a~c) % X V¢ Fig.1(a, b) »
RREB 1, BRARROTEER, H570E, HLETL
BEBRTHHICTE VTR E L, HEFIERET S
BEosFiRe, »7—FLEBFOEE, HDL
BARYE L p-lactamase [BHEOHEENZE L &

A. calcoaceticus < Citrobacter sp. T B-lactamase [F#
DEENBNER TH - o 2D BARCITFF2ZE
HIRTEEX Do

2. BRL 28500 opspzhE

BRL 28500 i~ & % {5 & @ 20 g, UTI K¥EDEE
itz 3 17 §IT 76% OREEHREBII L3,
HeRtE OB MM RERRESVE Th 2 HHEEMY 13 B, B
Bh 7 — T LBEHOEMI 12 FINLEHL EHTW5
REERTHE BRITREERTH-10 &I, 21
BT 19 EHE (90%) »3E%k Lic &2V E i i +
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Table 5 Bacteriological response to BRL 28500 in 17 cases with complicated UTI
No. of Eradicated Persisted
Isola R
solates strains (%) (%) eplaced
E. coli 2 2 (100)
P. vulgaris 1 1 (100)
P. retigeri 1 1 (100)
P. stuartii 2 2 (100)
P. aeruginosa 3 1 ( 33) 2 (67) 1
K. pnezmoniae 1 1 (100)
Serratia sp. 1 1 (100)
S. marcescens 2 2 (100). 1
Citrobacter spp. 2 2 (100)
C. diversus 1 1 (100) 1
Acinetobacter sp. 1 1 (100)
Alcaligenes sp. 1 1 (100)
E. faecalis 2 2 (100) 1
S. agalactiae 1 1 (100)
T. cutaneum 2
Total 21 19 ( 90) 2 (10) 6
Table 6 Bacteriology
MIC (pg/ml)
C
No. Isolates I\?ze BRL 28500 TIPC B-lactamase Results after BRL 28500
108 108 108 108
1 E. coli 11B 0.78 0.78 1.56 1.56 - Eliminated
2 | E. coli 17B 1.56 1.56 1.56 1.56 - Replaced by No.19 and 24
3 | P vulgaris 9B Eliminated
4 | P rettgeri 10B | 25 12.5 800 400 + Replaced by P.aeruginosa (No.10)
5 | P.stuartii 6B 1.56 0.78 0.78 0.78 - Eliminated
6 | P stuartii 15B 12.5 12.5 200 100 + Replaced by S. marcescens (No. 15)
7 | P.aeruginosa 2B 12.5 12.5 12.5 12.5 - Persisted
8 | P.aeruginosa 4B | 100 100 100 100 - Persisted
9 | P.aeruginosa 5B 12.5 12.5 25 25 - Eliminated
10 | P. aeruginosa 10A 50 50 50 50 - Replaced from P. retigeri (No.4)
11 | K. pneumoniae 12B | 100 50 >800 800 + Eliminated
12 | Serratia sp. 1B | 400 200 >800 >800 + Replaced by T. cutaneum
13 | S. marcescens 13B | 100 100 100 100 - Eliminated
14 | S. marcescens 16B | 200 200 >800 >800 + Replaced from T. cutaneum
15 | S. marcescens 15A | 400 400 >800 >800 + Replaced from No.6,17 and 22
16 | Citrobacter sp. 3B 6.25 6.25 50 50 + Eliminated
17 | Citrobacter sp. 15B | 12.5 12.5 200 200 + Replaced by S. marcescens (No.15)
18 | C. diversus 8B 6.25 6.25 200 100 + Eliminated
19 | C. diversus 17A 6.25 6.25 200 100 + Replaced from No.2 and 21
20 | Acinetobacter sp. 7B 12.5 12.5 50 50 + Eliminated
21 | Alcaligenes sp. 17B 3.13 1.56 6.25 3.13 - Replaced by No.19 and 24
22 | E. faecalis 15B | 50 50 50 50 - Replaced by S. marcescens (No. 15)
23 | E. faecalis 16B | 100 100 50 50 - Replaced by T. cutaneum
24 | E. faecalis 17A 50 50 25 25 - Replaced from No. 2 and 21
25 | S. agalactiae 14B 0.78 0.78 1.56 1.56 - Eliminated

-+ Undetermined

B : Before treatment

A After treatment
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Table 7 Clinical laboratory findings before (B) and after (A) BRL 28500 treatment

Case RBC Hb Ht WBC Platalet | S-GOT | S-GPT Al-P T.Bil. BUN S-Cr.
No. |(x104mm’)| (g/dl) (%) (/mm?®) | (x10¥mm®) | (IU) (1IU) (KAU) | (mg/dl) | (mg/dl) | (mg/dl)
B 289 10.7 31.2 14,900 30.1 46 96 7 0.6 14 0.6
1 A 266 10.4 30.2 9,000 26.1 39 84 7 0.6 12 0.6
B 327 10.6 32.4 5,800 8.9 166 78 19 2.2 15 0.8
2 A 287 10.3 28.4 4,700 8.5 141 73 20 2.0 14 0.7
B 336 11.2 30.9 4,400 26.0 23 23 6 0.6 12 1.1
3 A 369 11.8 34.0 4,900 27.4 22 21 5 0.6 16 1.1
' B 395 11.8 34.2 9,200 16.6 15 27 5 0.5 7 0.5
A 346 9.9 30.0 8,400 20.3 16 19 6 0.5 9 0.5
5 B 314 8.3 27.7 5,400 45.1 26 16 10 0.3 10 0.7
A 345 9.5 28.9 9,000 21.0 33 20 11 0.3 8 0.7
6 B 314 9.3 27.0 12,200 29.9 29 36 13 0.3 17 1.4
A 376 11.6 32.9 10,900 20.6 27 31 17 0.5 17 1.3
7 B 505 15.9 45.4 6,800 20.4 62 91 11 0.6 15 0.9
A 456 14.2 39.5 5,400 24.1 52 80 11 0.4 11 0.9
8 B 366 10.5 32.5 3,800 16.0 17 14 8 0.3 13 0.6
A 362 10.7 31.2 5,100 18.3 21 15 8 0.4 12 0.8
9 B 477 14.2 41.7 4,400 16.4 17 16 6 0.3 12 0.7
A 453 13.9 40.1 4,500 21.6 11 14 8 0.3 9 0.7
10 B 526 16.4 46.3 7,500 28.0 15 12 4 0.7 11 0.6
A 500 15.1 42.9 6,400 26.8 19 19 6 0.4 15 0.6
1 B 426 13.2 37.9 11,900 22.1 225 142 9 0.8 12 0.9
A 369 11.6 34.0 6,400 28.9 43 77 9 0.2 15 0.8
12 B 327 10.2 30.7 13,700 15.1 15 9 8 1.4 18 1.0
A 359 11.4 32.5 5,300 11.5 18 24 7 0.6 18 1.0
13 B 437 13.1 39.3 12,600 32.4 20 16 9 0.4 11 0.9
A 529 15.6 44.8 5,300 15.0 20 17 8 0.3 13 0.9
" B 520 16.9 46.3 8,900 12.8 30 26 11 0.9 19 0.8
A 542 17.1 47.6 7,400 23.7 27 28 5 0.8 15 0.8
15 B 436 11.6 34.0 7,400 26.0 31 24 8 0.5 10 0.6
A 432 11.2 33.5 8,000 16.1 17 17 8 0.4 12 0.7
16 B 325 9.7 29.7 7,000 16.4 22 11 7 0.3 16 0.7
A 413 11.7 34.8 9,200 23.4 16 15 7 0.3 10 0.7
v B 468 14.5 41.8 3,100 16.7 28 26 5 0.6 19 0.9
A 502 15.1 44.5 4,000 16.0 27 48 6 0.7 16 0.9
18 B 373 10.8 30.5 3,500 18.0 28 18 4 0.4 16 0.4
A 389 11.8 34.5 4,400 21.9 18 12 6 0.5 12 0.5
19 B 424 12.0 35.6 10,400 19.8 17 16 9 0.4 16 0.8
A 401 11.3 33.8 5,800 21.6 17 12 8 0.3 10 0.8
20 B 471 14.7 44.1 10,100 24.6 27 38 10 0.3 12 1.0
A 492 16.1 44.9 9,100 25.2 36 76 11 0.4 15 1.0
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Table 8a Incidence of beta-lactamase producing urinary microorganisms
at Dept. of Urol., Osaka Rosai Hospital (November, 1983)

B-lactamase positive
Strains Total strains’ No. of <train %
E. faecalis 20 0 0
Alcaligenes spp. 5 3 60
Actnetobacter calcoaceticus 7 6 85.7
Citrobacter spp. 5 4 80
E. coli 6 2 33.3
K. prneumoniae 5 5 100
S. marcescens 8 8 100
Pseudomonas spp. 10 4 40
Proteus indole (+) spp. 5 2 40
Others 10 4 40
GNR sub total 61 38 62.3
Total 81 38 46.9

Isolated from 49 patients

Table 8b Incidence of beta-lactamase producing urinary
microorganisms . Patients’ background

Positive 9
Catheter + 27 2
Cord atheter Positive + Negative 7 ( 59%)
bladder Positive 6
Catheter — 1 9
theter 5 Positive + Negative 5 (73%)
Positive 1
Catheter + 6 9
atheter Positive + Negative 2 ( 50%)
Normal
Positive 1
Catheter — 1 7
d Positive + Negative 0 (100%)
Positive 10
Catheter + 9
eter + 33 Positive + Negative 9 ( 58%)
Total 5
ositive 7
Catheter — 16 9
eter Positive + Negative 5 ( 75%)

Table 8c Incidence of beta-lactamase producing urinary microorganisms :
Monobacterial infections vs. multibacterial ones

No. of
o0 No. of B-lactamase producing cases
cases
Monobacterial Positive 11
2 0,
infection 0 Negative 9 (55%)
. . Positive + Positive 6
Multibacterial .. .
l;rx;e::i:r:la 29 Positive + Negative 14 (69%)
Negative + Negative 9
Positive (Positive + Positive) 17
Total 49 Positive + Negative 14 (63%)
Negative (Negative + Negative) 18

OCT. 1986
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Fig.1a Sensitivity distribution of B-lactamase positive strains
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Fig.1b Sensitivity distribution of S-lactamase negative strains
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& A.H. SHINGLER : Novel method for detec-
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tion of beta-lactamases by using a chromoge- to detect beta-lactamase in clinically signif.
nic cephalosporin substrate. Antimicrob. cant bacteria. J. Clin. Microbiol,, 9(2) : 205
Agents Chemother., 1 :283~288, 1972 ~207, 1979

4) MONTGOMERY, K.; L.RAYMUNDO JR. & W.L. 5 UTI Bss: UTI RHFMEE B2,
DREW : Chromogenic cephalosporin spot test Chemotherapy 28 : 321~341, 1980

CLINICAL EXPERIENCE WITH BRL 28500 (CLAVULANIC ACID-
TICARCILLIN) IN COMPLICATED URINARY TRACT INFECTIONS

Suutaro Mizutany, Norio Iwao, Susumu Mivosni, Hirosur Kameoka,
Hirosur Kanikawa, Junzo Hicasuimoro and Kenzo Suiora
Department of Urology, Osaka Rosai Hospital, Sakai, Osaka

Twenty patients (of whom 3 were excluded as they did not satisfy the UTI Committee’s criteria)
with complicated urinary tract infections were administered BRL 28600 at a daily dose of 3.2g
by intravenous drip infusion for five days.

Clinical results were excellent in 4 cases, good in 9 and poor in 4. The overall clinical efficacy
rate was 76%. As to the bacteriological response, organisms were eliminated in 10 cases, replaced
in 5 and persisted in 2. During the treatment no side effects were observed, except for a slight
increase in GPT in one case, although a casual relationship with BRL 28500 was uncertain.



