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Table 2 Overall clinical efficacy of BRL 28500 in complicated UTI (Total)
Pyuria Effi
Cleared Decreased Unchanged 1cac.y fm
. bacteriuria
Bacteriuria
Eliminated 6 6 19 (47.5%)
Decreased 2 2 (5.0%)
Replaced 3 2 5 10 (25.0%)
Unchanged 2 2 5 9 (22.5%)
Efficacy on pyuria 12 (30.0%) 10 (25.0%) 18 (45.0%) 40
[ Jocaen|  romom
Overall effectiveness rate
D Moderate 19
26/40 (65.0%)
Pocr 14
Table 3 Clinical efficacy according to the dosage administrated
Overall
Dose No. of cases| Excellent Moderate Poor )
effective rate
1.6gX 2 /day 28 4 12 12 57.1%
3.2gX 2 /day 12 3 7 2 83.3%
Total 40 7 19 14 65.0%
Table 4 Overall clinical efficacy of BRL 28500 classified by the type of infection (Total)
No. of patients Overall
. i
Group ( Shareg rate) Excellent Moderate Poor effectiveness
rate
1st group (Catheter indwelt) 10 (25.0%) 2 5 3 70.0%
2nd group (Post prostatectomy) 6 (15.0%) 4 2 66.7%
Singl
B 1 314 group (Upper UTI) 3 (7.5%) 1 1 1 66.7%
infection
4th group (Lower UTI) 10 (25.0%) 3 4 3 70.0%
Sub total 29 (72.5%) 6 14 9 69.0%
5th group (Catheter indwelt) 5 (12.5%) 1 3 1 80.0%
Mixed
X% | 6th group (Catheter not indwelt) | 6 (15.0%) 2 4 33.3%
infection
Sub total 11 (27.5%) 5 5 54.5%
Total 40 7 19 14 65.0%
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Table 5 Bacteriological response to BRL 28500
in complicated UTI

Isolates S:z;izi Eradicated | Persisted*

S. aureus 2 2(100%)
S. epidermidis 1 1(100%)
g;;iﬁ;im) 1| 1(100%)
E. faecalis 3 3(100%)
E. coli 4 4(100%)
C. freundii 1 1(100%)
K. pneumoniae 3 3(100%)
Klebsiella sp. 1 | 1(100%)
E. cloacae 1 1(100%)
E. aerogenes 2 1( 50%) 1
S. marcescens 10 5( 50%) 5
P. morganii 1 1(100%)
Flavobacterium sp. 1 1(100%)
P. aeruginosa 16 12( 75%) 4
P. cepacia 1 1
A. faecalis 1 1(100%)
Alcaligenes spp. 2 2(100%)

Total 51 40( 78.4%) 11

* Regardless of bacterial count

87 MM LT\, H#EHEIX1IE 1.6g 7oL
3.2g OB« & 2EEER U REEERS TRERRE
5 BHE & Lico
II. BEHR&SLIVCINERAOHE

AHIEBAE L BERTERCHEKIEROBR LR
ERFV, EERSE L UTI 3R (B0 &
IOEBECEL THE L, BIfFRRO2WTRT VvV
AF— Rl ¥ BRERERYRN L, BEHROBER
## L L C—@myEikE (RBC, Hb, Ht, WBC, Plts
70 &) My Ls#%E (GOT, GPT, ALP, BUN, Cr
), —BREHEE BB B vrY)//—rvind)
ZHIE Lo

L. & i

45 FlOEMNEFRBRBRPECEF # 5 L, 32 ikl
@ 1.6g, 13 Fix1E 3.2g D&E5ETH-7c (Table
1), UTI Sl #E 43 L-FERIS 40 fIT, EL
76, A% 19 6l, &% 14 FITHRERLE 65.0% T
» o7 (Table2), HEEFIT1E 1.6g #EHFTIT
28 GlchEsh 4, B 12 AITHEHES.1Y, 1H
3.2g REBHTIL 12 AIFEHIG. BHTHTEHR

83.3% TH-ic (Tabled), KERERFITIL, Z1]
70.0%, $#27 66.7%, 35 66.7%, & 4370.0%,
SE57 80.0%, 5£6%£33.3% THD, HF1HKIVE
S5EONT — T AVBBEARK W TLEGRLAE,M -1
(Table 4), :

MEFERRE TIIOBER 51 %o 5B 40 %L,
BIHART8.4% Th- 1o E. faecalis 8% 75 1
BET7THRILETHEEL, 77 2REETY E coli, K-
bsiella sp., Alcaligenes spp. 7¢ &L TNTHEE L=,
S. marcescens 1% 10 ¥ 5 £k, P. aeruginosa (3. 16 #rh
4 ¥RBFE L7c (Table 5), MIC L MIEEFH% R OBFRY
Table 6 7% Lo 12.5 pg/ml LIF D MIC #5R Uik
132 18 Bfeh 17 Bkl 4k Lico S. marcescens D 9 gkitd~
€ 100 pg/ml LA LD MIC %7R L1z, P.aeruginosa ©
13 25 pg/ml & MIC @ v — 7 234 bivlc, B-lactamase
BEEROWTRN SNIERIX 47 5T Z05b 21
At B-lactamase EAMRTH D, T HEFENPDEL
DOEEA Table7 ik Lo 75 ABHETII4HN
B-lactamase BEAERTH - 7ohd, 4 BREBBEITHEER LI,
75 ARatEE T3 17 £k S B-lactamase EAEKTH -
Johs, 13 Bk (76.5%) 1%k Lico B-lactamase EEARKD
AL HIESFNRRTE D ek o T, S marces
cens 139 B4 T A B-lactamase AR TH » 1228, £D
5% 5 B Eill% Lico P.aeruginosa T 2HH f-
lactamase EARRTH D, 2L HEE LI, RIL, B
jactamase EEHk 21 BkD 5 b, TIPC wxi+5 MIC
2350 pg/ml L ETH o ted D12 18 FTH o feds, &0
5% 3 HIXAFICRT 5 MIC 7825 pg/ml TFeRL,
B L & T4k Lo B-lactamase FEEARRTIZ1HIO
Bk aER T TIPC LA&FIO MIC KK & Ie BB i3 ieh
>7c (Table8), MIC 473 & TIPC 3 X O*A&H 0 MIC
FEBAR % Table 9, Fig.2 1oif Lic2t, f-lactamase B4
#Ti13 TIPC a3 3 MIC ikt LT BRL 28500 %
3% MIC HEE MR R LIk T B3 bhio &
HoOBEHILBE L7 A BHE 3k 77 A BHEE6
Bk, EHE 5 ¥k TH - - (Table 10),

FAME LTIEE Shic Mo W TRR LT
B - EMEIERIRL  Bedih otz Table 11

AR ETE OE SRR EME LR L2, K& KE
By & cin o o Table 12 EERREBOLHIHT
BEBEDHE & PBFRYIR Lich, FH LEFRD B,
b Ui LHE S R Bt s 4l 6 fhick bh, il
B, OMIR MR Ml FRERRETHoTo

Iv. # ®

REEREC R TIREVWHAEAR7 + 7 2%E L

RS RET, Lo b B2 p-lactam R
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Table 6 Relation between MIC and bacteriological response in BRL 28500 treatment (10%cells/ml)
MIC (zg/ml) Inoculum size 108 cells/ml Not

Isolates =0.39{ 0.78 | 1.56 '3.12 | 6.5 12.5 25 50 100 >100 | done Total
S. aureus 1/1 1/1 2/2
S. epidermidis 1/1 1/1
Coaglase (—) 11 11

Staphylococcus

E. faecalis 3/3 3/3
E. coli 1/1 1/1 1/1 1/1 4/4
C. freundii 1/1 1/1
K. pneumoniae 1/1 1/1 1/1 3/3
Klebsiella sp. 1/1 1/1
E. cloacae 1/1 1/1
E. aerogenes 11 0/1 1/2

S. marcescens 5/9 0/1 5/10
P. morganii 1/1 1/1
Flavobacterium sp. 1/1 1/1

P. aeruginosa 4/5 5/7 0/1 2/2 1/1 12/16
P. cepacia 0/1 0/1
A. faecalis 1/1 1/1
Alcaligenes spp. 1/1 1/1 2/2

Total 2/2 1/1 2/2 4/4 4/4 4/5 6/8 3/4 4/4 9/13 1/4 | 40/51

No. of strains eradicated/No. of strains isolated

Table 7 B-lactamase activity and bacteriological response to BRL 28500
on clinical isolates from complicated UTI

B-lactamase (+)

B-lactamase (—)

Tolates No. ,Of Bacteriological effect No. ,Of Bacteriological effect
strains strains
S. aureus 2 2/2 (100%)
S. epidermidis 1 1/1 (100%)
E. faecalis 3 3/3 (100%)
Coaglase (—) Staphylococcus 1 1/1 (100%)
Subtotal 4 4/4 (100%) 3/3 (100%)
E. coli 4 4/4 (100%)
C. freundii 1 1/1 (100%)
K. pneumoniae 3 3/3 (100%)
E. cloacae 1 1/1 (100%)
E. aerogenes 1 1/1 (100%)
S. marcescens 9 5/9 (55.6%)
P. morganii 1 1/1 (100%)
Flavobacterium sp. 1 1/1 (100%)
P. geruginosa 2 2/2 (100%) 14 10/14 (71.4%)
A. faecalis 1 1/1 (100%)
Alcaligenes spp. 2 2/2 (100%)
Subtotal 17 13/17 (76.5%) 23 19/23 (82.6%)
Total 21 17/21 (81.0%) 26 22/26 (84.6%)
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Table 8 MIC of BRL 28500, TIPC and bacteriological response
on clinical isolates from complicated UTI
B-lactamase No. of Sensitivity of Sensitivity of Bacteriological
activity strains TIPC BRL 28500 effect
=250pg/ml | 15 11/15 ( 73.3%)
250ug/ml | 18
=25pg/ml| 3 3/3 (100%)
(+) 21 :
=50pg/ml| 0 —
<25pg/ml| 3 -
<25pg/ml| 3 3/3 (100%)
250ug/ml| 6 5/6 ( 83.3%)
=250pg/ml | 7
() " <25pg/ml 1 1/1 (100%)
=50pg/ml 0 —
=25pg/ml | 19
<25ug/ml| 19 | 16/19 ( 84.2%)
Table 9 Sensitivity distribution and correlogram of MIC of total isolated organisms
b B-lactamase | No. of MIC (ug/ml) inoculum size 10° cells/ml
rug .. .
activity strains | <0.39| 0.78 | 1.56 | 3.12 | 6.25 | 12.5 25 50 100 | =100
BRL 28500 (+) 21 2 3 1 2 13
TIPC 21 3 1 3 14
BRL 28500 | (=) 26 2 1 2 1 5 7 4 2
TIPC 26 1 2 3 3 7 5 2

Table 10 Strains* appearing after BRL 28500
treatment in complicated UTI

Isolates No. of strains
S. epidermidis 1 (7.1%)
Coaglase (—) Staphylococcus 1 (7.1%)
E. faecalis 1 (7.1%)
C. freundii 1 (7.1%)
P. aeruginosa 2 (14.3%
P. putida 1 (7.1%)
P. pseudoalcaligencs 1 (7.1%)
Alcaligenes sp. 1 (7.1%)
C. albicans 2 (14.3%)
Candida spp. 2 (14.3%)
T. glabrala 1 (7.1%)

Total 14

* Regardless of bacterial count
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Table 12 Changes in laboratory test results

()%
Total Doctor’s evaluation
Ttem No. of Aggravated (Relation to the drug)
atients : i o .
eI\)'aluated Definite | Probable ! Possible | Subtotal Pronllibb iDef::ttely Subtotal Unchanged | Tmproved
RBC 45 40 5
WBC 45 : ; ; 34 1
Hb 45 i g 1 1(22) | 39 5
Ht 45 ; 1 1(2.2) 40 4
Eosinophil 25 i E 2 (8.0) 5 22 1
Monocyte 25 H i 1 1 (4.0) ! 24 0
Platelet 35 b1 1(2.9) bl 1(2.9) 33 0
$-GOT 44 | | | 39 5
S-GPT 44 E E i 40 4
Al-P 42 E E i 41 1
BUN 44 E E E 40 4
S-Cr 44 i i E 40 4
Na 40 i i E 40 0
K 40 E i E 39 1
Cl 40 i i i 40 0
Cylinduria 37 E i 1 1(2.7) i 36 0
Glycosuria 45 ; ; ; 1 1(2.2) 41 3
Proteinuria 45 i E E 1 1(2.2) 33 11
CRP 16 i E 1 ] 1 (6.3) 7 8
ESR (1hr.) 21 1 ': 1 1(4.8) 1 ; 1 (4.8) 15 4
No. of /patien{s with
aggravated laboratory 5 5
test results
X ik 3) kM % : Ticarcillin (TIPC) D @AY - EERAY
D # 33 EERCFEREYLERE, FEy v 2oy W7o % L, Chemotherapy 25(9) : 2389~
4o BRL 28500, 1985 2403, 1977
2) AR EEEHN, 0 (4552 REKRE 4) KR, fh: UTI EHFEMEE EFE 2o
IZ%f 3 %5 BRL 25000 (Clavulanic acid-Amoxi- Chemotherapy 28 : 321~341, 1980
cillin) o & F##E, Chemotherapy 30 (S-2) : 5) KMIEF, ft: UTI |t @E®o

513~516, 1982 Chemotherapy 28 : 1351~1358, 1980
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CLINICAL EVALUATION OF BRL 28500 (CLAVULANIC ACID-
TICARCILLIN) ON URINARY TRACT INFECTIONS

Joicu1 Kumazawa, TeTrsuro Matsumoto and SuinicHiro Kitapa
Department of Urology, Faculty of Medicine, Kyushu University

ZeNnjiro Masakl, Sencur Nakamuta and ATtsusur Icuchr
Division of Urology, Department of Surgery, Saga Medical School

Kimmitaka Sakamoro, Kazuniro OnsuiMa and Noritsucu Shi
Department of Urology, School of Medicine, Fukuoka University

Nosuvyuki Isuizawa and Yukio Osapa
Department of Urology, Miyazaki Medical College

Kounzon Hirata and Ichikiro MoriTa
Department of Urology, National Fukuoka Central Hospital

Kenyt Arro and Hitonorr Kamizak:

Department of Urology, Hamanomachi Hospital

Sansuin Hara and Tsukasa Soejma
Department of Urology, Sanshinkai Hara Hospital

Tetsuo Omoro and TEeTsuo YAsuMmasu
Department of Urology, Kyushu Koseinenkin Hospital

Hirovuki Nacavosur and Haruka Hirano
Department of Urology, Shin-Nittetsu Yahata Hospital

Takuya Amano and YosuiNoBu MizuMAcHI
Department of Urology, Kitakyushu City Wakamatsu Hospital

Kengt Ito
Department of Urology, Kyushu Rosai Hospital

Sapamu Anpo
Department of Urology, Kitakyushu City Kokura Hospital

En1 Iwatsuso and Arncuiro Iwakawa
Department of Urology, Spinal Injuries Center

Kuniniro Minopa and Konicar Kimiva
Department of Urology, Miyazaki Prefectural Miyazaki Hospital

Hirosur HiraTa and Norivosar Mivyazak:
Departmrnt of Urology, Hiroshima Red Cross Hospital

In order to investigate the drug efficacy and safety against urinary tract infection (UTI), BRL
28500, the combination of Clavulanic acid and Ticarcillin was administrated to 45 patients with chronic
complicated UTI and one patient with acute simple pyelonephritis. Forty cases were evaluable by
the UTI criteria. Excellent results were observed in 7 cases, moderate in 19 and poor in 14 cases.
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The overall effectiveness rate was 65%. Bacteriologically, 40 out of 51 isolates were eradicated and
eradication rate on B-lactamase-producing strains was as good as non-producing one. No side effects
were seen in all cases and slightly abnormal findings such as eosinophils, monocytes, platelets,
erythrocyte sedimentation rate and cylinduria were seen in 5 cases.



