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CHEMOTHERAPY
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BB R S L U MR ERIE TS T 5
BRL25000 (Clavulanic acid-Amoxicillin) g 5K 3¢

RN KkR-EH RP-HFEH BH-RK B
BN EE-FTEZE - -RE #H—
SRAFEPHUWRBIHEKE

BRL25000 (¥, Amoxicillin & P-lactamase [A##TH % Clavulanic acid D 2% 1 DA
FITHBo A%k TO e ML 3o X ORI B RMERIECHAL, BRDRYPO
ZHRA Lo

BEFE, BrEEMEBEMA 22 Sliciy 16 187.5 mg, S MBI A 21 Gl X OMBHEN
Mevk RIS RRIE 38 Blicix 1@ 375 mg ¥ ThEh 1 A3EBOHEL, PHROUEZFAEL LT
HifhtE T2 3 AM, SMM T2 5 AMORERTERITIT e - foo SHEBMEBN LD 1E 187.5mg
BEHE LU 375 mg HEBOKLABKRIY R, AIETEY 17 6| (77%), AHS A (23%), &%
ETER 15 61 (71%), A6 B (29%) THHEIV-Thb 100% THo7, BEHMERE
REFEOKREEERRFR, E%h 16 Bl (42%), H® 15 61 (40%), EH7H (18%) THPEX

82% Thots, BMEMEIEALLT, THR2HAALEH 46, BRREBEBR® L LT GOT L7
3R LEHABIARED LRI, ERMARLDORBD ORI 1,

BRL25000 %, }=>) v REFLER T H 5 Amoxi-
cillin(AMPC) & B-lactamase [ #|¢» % Clavulanic
acid (CVA) (Fig.1) Lo 2%t 1 0REFTH 5, BH
¥EATHI LRI, HIANKHBTH L LELRMHE
ARZFFARIRK LI ELbR TR,

bhbhiz, X#*REKRE (UTF, UTD R
L, BRERIEFTRS L b, RbSEEO MIC
COWTHBIE LD THRET 5,

I. MR&ELCFZE

1. ®E

FERZ R OB R R & 75 - 1-FEBIL, BEFD 55 4£5 A
~BRF1 55 £ 12 B¥CieZL L - Bttt UTI 43 6
(FTRTLEFOBEBMMEBEN L T, FHiL 18~83 &,
T 41.0 #%) (Table 1, 2) % L O'ga#tE UTI 38 )
(BEBEREL2 6 L BB 36 6, AT
BF 23 B, &F 15 B, Fhnid 286~88 &, F# 64.1
%) (Table 3) Dt 81 FITH » 1o, 'nds, HMME UTI
38 B0 RO EWEBORNRIL, HERMEED 26 F
RIISZARABKAE 6 6, #ERVERERE - AT LARIEKEE 1 61
ZDMSBITH » 1o

Bt EMEIERAOCEREX, HENRPAERTRLE
X DEBRRHROBRFAM BRI LT > T 2 fFEFIR L B
itk UTI 43 f, ###E UTI 38 Bin:t 83 flico
WTfTie -t

2. BEHES IODRHT

BEHHEL, DHEBMEBNX 22 X 1@ 187.5
mg, S HEMMEBED L 21 fli XUEHNE UTI 38 4
21216 375mg ¥ thXthlH3EERHEL. B
RofE, UTI E2F M LT, FAELT
SPERMERERE 2 3 AfE), BitE UTI 125 HREO®
ERTHRICIT R 1

II. & E

1. BKRHR

SRR R 1 6 187.5 mg B EH 22 flok
BERERBRE, ER 17 61 (77%), BHSH (8% T
BHERIL 100% TH-7- (Tablel, 4), ZhxME¥
BBHROE» bR T 5 L, BEMCRPX HOHESH
7 Escherichia coli 17 ¥k 15 ¥k, Staphylococcus
epidermidis 4 ¥keh 38k 7c L5 24 tkb 21 £ (88%)
MEERITHK LT (Table 5), HEHRHEFHF L LT
1%, Escherichia coli 18k 7t &t 2k A HBIK

Fig.1 Chemical structure of
potassium clavulanate
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Table 1 Clinical summary of acute uncomplicated cystitis treated with BRL 25000
(187.5mgX 3 /day, p.o. 3 days)
(No. 1)
Bacteria®
. MI C - )
Cr:se Name fs\ge Syf:p:’onms Pyuria Evn' . Side
o- ex pain o ] Species Count BRL 25000 luation effect
urination
10° 10°
66 +H+ ++ | S. epidermidis 10° 3.13 3.13
1 |F.M F Excellent -
% +HH+ + E. coli 10° 1.56 | 0.78
2 S.K F Excellent -
70 ++ ++ | E. coli 107 6.25 6.25
3 |T.K F Excellent -
S. epidermidis o 0.78 0.78
ot ++ . 10
4 |H.T :}3 S. Jaecalis Excellent -
29 + ++ | E. coli 10°
5 |[N.T F Moderate -
p— + —_—
56 + - ;Qpcinelabacler 10° 100 50
6 | T.K F - Excellent -
3 +H + S. epidermidis 10° 25 12,5
TSN R B — | E.coli 3.3x10° | 25 | 6.25 | Moderate B
S . epidermidis 3.3x10° 1.56 0.78
47 ++ ++ | E.coli 10 25 25
8 T.T F Moderate -
- - E. coli <10° 50 50
68 ++ ++ | E. coli 10° 12.5 12.5
9 F.F F Excellent -
69 —+ +++ | E.coli 10° 25 12.5
10 | T.A. F Excellent -
47 ++ + E. coli >10° 12.5 12.5
11 | S. T F Excellent -
18 + ++ | E. coli >10° 6.25 3.13
12 [ H.K F Moderate -
- - E. coli <10° 25 25
61 + + E. coli 107 6.25 6.25
13 [H. 1. Excellent -
F —_— — -
25 + + S. epidermidis 10° 0.39 0.39 |
14 | Y.H F Moderate -
- ++ E. cloacae 10 > 800 | > 800
2% + ++ | E. coli 10° 25 3.13
15 | K. I. F Excellent -

* Before treatment

After treatment

* % Criteria by the committee of UTI
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Table 1 Clinical summary of acute uncomplicated cystitis treated with BRL25000
\ (187.5mgXx 3 /day, p.o. 3days)
(No. 2
Bacteria®
Case N Age Symptoms* Pyuria MIC Eva- Side
m ; .
No. | "7 | Sex ﬁ:’,:,‘,’i':,,,] ¢ Species Count BRL25000 | luationes | effect
10* 10°
E. coli 6.25 3.13
+ 4+ = : 10*
6 | v.N. 8]3 Flavobacterium sp. 50 25 Excellent _
+ + E. coli 10’ 100 100
kT | ¥ Excellent -
+ + E. coli 10° 25 25
18 a0 | ¥ Excellent -
+ ++ E. coli 10° 0.78 0.78
19 | kw5 Excellent -
30 + + E. coli 107 25 3.13
20 | K. N. F Excellent -
32 +H + E. coli 10° 1.56 0.78
21 | E.E. F Excellent -
55 + + E. coli 10°
22 | K.K. F Excellent -

* Before treatment
After treatment
* % Criteria by the committee of UTI

(Table 6),

BHEEMEEER %D 1 @ 375 mg B 21 AOKE
BRRZRIL, % 15 6] (11%), HH 66l (29%) T
FHEIL 100% Thot: (Table2, 7), = hi Mg
HBROEN SRHTH L, BEMCRPL VHMESH
7= Escherichia coli 16 ¥k 14 #, Staphylococcus
epidermidis 3#keh 2 ke K 24 #keb 21 # (88%) Mt
BEKICHR Ui (Table 8), RIEAHER & LT3,
Escherichia coli 1# 58 6h 7 (Table 9),

BN UTIL 38 6] 0 MABEIRSE 11, 2% 16
Bl (42%), B%h 15 Bl (40%), ®H7H (18%) TH
BEL 82% TH -7 (Table10), zhx UTI % %
AR X D RBFREBE S Bt L1 B & % Table
11 TR LA, BB 22 6k L O KBRS 16
BIDEHRILhLh 95% B IV 63% Thotoo F
AT =TARBEGNLE6 FIEA7h o teht, FTOHEY
Rk 67% (4/6) Th o1 MEFMHEOE bR

T5 L BEMCRD X WXtz Escherichia coli
128k 108k, Serratia marcescens 7 ¥ich 7 ¥k, Kleb-
siella pneumoniae 5 ¥k 4 ¥, Proteus mirabilis 3
Bk 38k, Streptococcus faecalis 9 #ich 9 ¥k, Sta-
phylococcus epidermidis 5 ¥keh 5 #ic K5t 60 kb 54
B (90%) M AFIBIEL % L1 (Table 12),
BEREEE & L T2, Pseudomonas aeruginosa
3 £k, Proteus morganii 5 ¥k, Escherichia coli 11,
Serratia marcescens, Alcaligenes spp. % 2#kic s
5t 21 2B ® H i (Table 13), #cis, Candida
spp. X5 KREDHhtc, ¥ BENBTRERLHSKE
ShIERICH T 55K D MIC %, BA{b¥EEys
D MIC BIEHRETE W ¥ U CTRE L 1o WERE
Table 1~3 o MIC TAMICER L1, MIC 2JES
NICEKE O LB/ % b - tc Escherichia coli D5
BEMOBEINT: 43 BRIt oW T & % &, BERE
108 35 X TF 108 cells/ml iz 313 MIC DHFDOE—-7
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Table 2 Clinical summary of acute uncomplicated cystitis treated with BRL25000
(375mg X 3 /day, p.o.3days)
(No. 3)
Bacteria®
. MIC - i
Case Name Age Syr'nptoms Pyuria Evn. . Side
No. Sex | [painon ] Species Count BRL25000 | luation® | effect
urination
10* 10°
69 ++ | E. coli 10° 6.25 6.25
23 | S.K. F Excellent -
21 + E. coli 10° 50 25
24 | N.N. F Excellent -
22 ++ E. coli 10° 6.25 6.25
25 | Y.K. F Excellent -
36 ++ | E.coli 10° 6.25 6.25
26 | K. H. F Excellent -
19 ++ | E.coli 10’ 12.5 12.5
27 | M. K. F Excellent -
20 ++ | S. epidermidis 10° =0.1{=0.1
28 (M. Y. F Excellent -
27 +H | E. coli 10° 6.25 3.13
29 (M. A. F Excellent -
47 ++H+ | C. freundii 107 50 25
30 | A.T. F Excellent -
21 + S. epidermidis 10° 0.78 0.78
31 | Y.M. F Excellent -
% S /ssp-streptacaccua 10° <0.1]= 0.1
32 | Y.K. : Moderate -
F
+ -
21 ++ | E.coli 10° 25 25
33 |T.T. F Moderate -
+ —
E. coli 7 6.25 6.25
+ . 10
34 J.N. 29 K. pneumoniae 6.25 6.25 Moderate _
F . ~
N w20 | 2 T
. ﬂ("llgl"asﬂ
3 | K.y | % H. alyes 122 1 62 | Excellent -
4 ++ | E.coli’ 10° 12.5 6.25
36 |Y.T. Excellent -
F e p—
37 + E. coli 107 > 100 50
3 |T.Y. F Excellent -

* Before treatment

After treatment
% % Criteria by the committee of UTI
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Table 2 Clinical summary of acute uncomplicated cystitis treated with BRL25000
(375mg X 3 /day, p.0.3days )
(No. 4)
Bacteria®
Case| oo | Ave | SymPlomes | MIC Eva- Side
H e
No. Sex [urinution ] Species Count BRL 25000 luation effect
10* 10°
19 ++ + | S. epidermidis 10 0.2 [s0.1 Epigas-
38 | Y.T. - Moderate | tralgia
F E. coli 6.25 6.25
- = | S. epidermidis <10’ 0.39 | 0.3 (1st day)
26 + + E. coli 10’ 6.25 6.25
39 | T.S. F Moderate -
- - E. coli <10’ 50 25
68 + + E. coli 10¢ 12.5 12.5
40 T.G. F Excellent -
a + ++ | E. coli 10¢ 25 25
41 | E. K. F Moderate -
; - - E. coli <10° 25 25 ’
38 + ++ | E. coli 10° 6.25 3.13
42 | K. M. F Excellent -
68 + + E. coli 10° 6.25 6.25
43 | Y. T. F Excellent -

Before treatment
After treatment
** Criteria by the commitee of UTI

wThd 6.25 ug/ml wH b, FIHT 17 Bk 402%),
%ET 138 (30%) ZHdHht-(Table 14), % 7= MIC
7% 100 pug/ml Ll ETh - 7osikk v RS Shiend,
WIEh LM UTI gk d 0 TH b, Bigtie UTI
BROEHOIREALIZOWT X TEEEEL D 12.5
ug/ml LT MIC #R L1,

2. ElfeA

BERDREHEREAZ S ESDTEIFRE LTOHME
Ry 83 Flic oW THE TS L Lbic, ARIREMK
kB ARMmMEE (23 A, mEaF (22 4D, AmEKREK
(23 #1), BUN (26 f), mEF 7 v7+=v (24 §,
GOT (26 1), GPT (26 B), 7TA» V7 +RAR7 >
x—+ (26 B) e EERBT L HBRE Lic (Fig 2),
HMEERE LT, TH2H, LENH HEVE1H
D AFLBED LRI, WTh L BELLOTH-
7oo BERBREBRYE L LT 38, GOT EJ 24,
GPT LR 2, 7AHV 7427 5—XER2H6MN
bR, WTFRLBELLDOTH- T,

II1. # ®

FUWHAEHITHS CVA X, BMTIIZEALHE

HEEZIRLLELbR TV S, Bt B-lactamase

PHEMEAYAE L, AMPC LR35 LT X hEFRD
lERT 5D Tcl, Klebsiella pneumoniae, Bac-
teroides fragilis 7 iz ¥ CHE AR 7 b 7 4 HHEK
h, UTI b BEI IR TV57Y,

bhbiiz, AMPC ¢ CVA oRg&# TH% BRL
25000 7 & b BA ik BERY 2 3o X OB BN UTI i ff
AL, UTI B3t CTHE O HELXTL»
foo ¥ -EERBBEHTEAREN L Ly SHTAFAYEER
ToLEbic, RPYEEO—TicoT MIC ¥HE
L7

SbE MRS 43 FIORABRDELXEPHRTA
5L100% LishRTREERETHY, 1 H 187.5mg
B3R 22 fl& 375 mg M 21 fI& ORICEIED
bhichote ChEERRCLDE, HET 7%
®ET T Thy, ZEASORIIBOhIZ LT
X b, VEOAIDREMY HTILH DA S EMERENRC
% LTIL1 A 187.5mgx3 THEA L BBHRHEH» R
TEHLDEELLRI,

G UTI 38 floRERRHRY AYRTAHD
& 82% Lich, EOFE LTEDTHVEHRNE
bRt ChYEERERIICRD &, KEERRAN
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Table 3 Clinical summary of complicated UTI treated with BR1.25000
(375mg X 3 /day, p.o.5days)
(No.5)
Dingnu- Bacteria
sis
. MIC Cva- i
Case Name gge Under- (CnRthete)r (l‘JTl Pyuria® Eva Side
No. X | lying oute )| Group Species Count BR1.25000 luation»» effect
con-
dition 10° 10°
S.marcescens > 100 | > 100
68 cee " € Freundii 100 100 100
4 | K.M. M - G-6 Excellent -
BPH - —
S.marcescens | > 1001 > 100
62 ccc i K. oxytoca 710 3.13 3.13
45 | K.Y M - G-6 Excellent
NB -
P.aeruginosa s[> 100 | > 100
5 | C€C€ | E coli 5410° 1S 100 | > 100
46 |R T F - G-6 5 Moderate -
_ .aeruginosa v | > 100 | > 100
NB C. freundii <10 1S 100 | 100
60 CCC + S. marcescens >10° | > 100 | > 100
47 | Y. F. M - G-4 Excellent -
’ NB - P.acruginosa 10° [ > 100 | > 100
S. marcescens s | > 100 [ > 100
g1 | €€ | C freundii 10 100 |~ 100
48 | S. A. M - G-6 Moderate -
BPH + -
i CCP ++ | S.epidermidis 5x10' | 0.78 0.39
49 | S.Y. F [ Ren - G-3 Moderate -
ena .
stone - E. coli 10' 25 12.5
2 CCC + E. coli >10° | > 100 | > 100
50 | 0. K. F Urethra| G — 1 Moderate -
NB e -
S.marcescens > 100 | > 100 GOT 1
75 | <€ * |'S faecalis >10° 17978 | 0.78 (25—+53)
51 | H.N. - G-6 Moderate | A|-P 1
F NB _ | E.cloacae 4-10° | > 100 100 (262—
P. morganii > 100 | > 100 348)
60 ccC ++ | K. pneumoniae >10° 6.25 3.13
52 | K. K M - G—4 Moderate -
) NB + —
53 CCC ++ | S. faecalis >10" 0.78 0.39 D;;l(l]i%ess)
— - (3rd day
53 | K. K F G-4 Excellent GPT 1
NB - - (16—57)
75 CCC +++ | P.mirabillis >10° 1.56 1.56
54 | A.H. F - G-4 Excellent -
NB - -
78 CCC ++ | E.coli >10° 3.13 3.13 »
55 | T.N. Urethra| G — 1 Moderate | Diarrhea
M | pro . (3rd dav)
static Ca. - - discontinued
CCC : Chronic complicated cystitis

NB:
CCP:
BPH :

Neurogenic bladder
Chronic complicated pvelonephyritis
Benign prostatic hypertrophy
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Table 3 Clinical summary of complicated UTI treated with BRL25000
(375mg % 3 /day. p.o.5days)
(No. 6)
Diagno Bacteria
sis MIC
Case Age —|Catheter] UT I . Evs- Side
No. Name Sex ILJT:;" (Route )| group Pyuria Species Count BRL25000 luation®* effect
con-
dition 10* 10°
| & e 10’ 200 400
so | €CC S Taecalis 0.78 0.78
56 | M.K. | pm Urethra| G- 5 Moderate -
BPH _ P. morganii 107 > 100 | > 100
P. aeruginosa > 100 | > 100
71 CCC +++ | E.coli 10 12.5 12.5
7 |H.Y. | ¢ - |G-4 Excellent -
NB - -
P.mirabilis 7 25 12.5
n | CCC | Elcoli 107 1> %00 | > 100
58 | M.O. F - G-6 Poor bt
NB + P. morganii 10 | > 100 | > 100
s | CCC + | S.marcescens 10° | > 100 | > 100
59 | K. M. M Urethra| G— 1 Excellent -
) NB - -
69 CCC + S . epidermidis 10¢ 1.56 0.39
60 | T.H M - G—-4 Moderate -
BPH + -
P. morganii 200 200
70 CCC + glora.velllg 8x10° (1)272 ggg
61 | T.K F - G—6 Jaecalis - - Moderate
NB - Pseudomonas sp. 10* 25 6.25
56 CCC +++ | P. retigeri 10° 200 100
62 | M\.E M - G—4 Excellent -
NB - -
7 CCC + E. coli 10° 6.25 6.25
63 | S. 1 M - G-4 Excellent -
NB - -
63 CccC ++ | E. coli 10° 25 12.5
64 | S.N. M - G—4 Excellent
NB - -
P. mirabilis 25 12.5
R 65 cce A S. epidermidis 10° 0.2 0.2
65 | S.T. M - G-6 Excellent -
BPH - -
K. pneumonige . 6.25 6.25
28 | CCC * | S faecalis 10° | 039 | 0.39
66 | K.S F - G-6 Excellent -
NB - -
73 CCC + K. pneumoniae 107 3.13 3.13
67 | S.O0. F - G—-4 Flovobactorinm Moderate -
NB — | sp. 5x10° | >100 | 100
Alcaligenes sp. 25 12.5
CCC : Chronic complicated cystitis
NB ! Neurogenic bladder
CCP : Chronic complicated pyelonephritis
RPH : Benign prostatic hypertrophy
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Table 3 Clinical summary of complicated UTI treated with BRL25000
(375mg X 3 /day, p.o.5days )
(No. 7)
Diagno- i Bacteria
sis | vIc
Case Age \Catheter| UT I L. Eva- Side
Name Under - Pyuria ,
No. Sex lying |(Route) Group Species Count BRL25000 luation effect
con-
dition 10° 10°
5 ccc + | S.aureu: 10 3.13 | 3.13
68 | H.U. - G-4 Moderate -
M | Bladder + _
tumor
P. vul ] 25 12,5
cCp + Moraxella 10 100 50
72U 49 | Kid G-s Alcaligenes 50 6.25 P Diarrhea
69 |Z2.U. |y idney Tacruginora > 100> 1o | Peor (4th day)
NB + g:}:.'::{:: 0 |03 |0
. aureus 25 12.5
S. faecalis - |0.78 0.78
88 ccc s, epidermidis 10 1.56 0.78
70 | S.N. M G-6 Moderate
BPH + -
GOT?*
19 CCC + P. aeruginosa 107 | > 100 | > 100 (6—48—24)
71 | H.K - |G-4a Excellent | GPT1
. M (16-86—29)
NB - - AL-p1 (9.5
—10.5—9.4)
P. fluorescens 200 12.5
60 CCC + f:lloml;ella sp. 10° lgog 200
C sp.
72 T.N _ G-6 aligenes sp. . 6.25 Poor _
M BPH + P. morganii 108 > 100 | > 100
NB S. marcescens > 100 | > 100
CCC + l.g iy 107 Gé%ts) 3&53
.aeruginosa
60 . { 0.78 0.78
B KM | Urethral G — 5 S. faccalis Poor -
NB + P.aeruginosa 100 (> 100 | > 100
65 CcCC + S. faecalis 107 0.78 0.78
74 | Y. 1 F - G—-4 Moderate -
NB - P. morganii 10¢ | > 100 | > 100
ccc | B e 00 | &8 | 858
70 K. ;Ze:lmonia(f 3.13 3.13
75 | T.0 - G—-6 - Poor -
M K. pneumoniae 25 12.5
NB + | P. milabilis 10¢ 50 25
E. coli ) 12.5 | 6.25
55 CCC A+ E. coli 10° 6.25 6.25
76 | T.K F - G—-4 Excellent -
NB - -
82 CCC ++ | S. faecalis 10° 0.78 0.78
77 | S.Y. - G—4 Moderate
M | Pro- -+ _
staticCa,
CCC ++ | E.coli 5%x10° | 12.5 12.5
66
78 | A.A. . G-4 E xcellent -
F | Urethral — _
caruncle
E. coli .| 313 | 313
w7 4| 5 cee . * | K oxytoca 107 | 525 | 313
M - ~6 E. coli | 6.25 | 3.13 Poor
NB ++ Acinetobacter sp. 10° 50 25
Alcaligencs sp. > 100 | > 100
CCC : Chronic complicated cystitis
NB : Neurogenic bladder

CCP:
BPH :

Chronic complicated pyelonephritis
Benign prostatic hypertrophy
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Table 3 Clinical summary of complicated UTI treated with BRL25000
(375mg X 3 /day, p.o.5days)
(No. 8)
Diagno- Bacteris
sis
Case Name Age Under- Catheter| UT I Pyuria Mic Eva- Side
No. Sex lying (Route)|Group y Species Count BRL25000 luation®* effect
con-
dition 10° | 10°
66 cce + f':’lavobaclen'um 107 200 200
80 | I.T. F - G-4 Poor -
NB + S.marcescens 107 | > 100 | > 100
60 CCC ++ | E.coli 10’ 6.25 6.25
81 | S.H. M - G-4 Excellent -
NB - -
CCC : Chronic complicated cystitis
NB : Neurogenic bladder
CCP : Chronic complicated pyelonephritis
BPH : Benign prostatic hypertrophy
Table 4 Overall clinical efficacy of BRL25000 in acute uncomplicated cystitis
(187.5 mgx 3/day, p.o. 3 days )
Symptom Resolved Improved Persisted
Effect on
Un- Un- Un- L
: De- De De- bacteriuria
Pyuria Cleared creased cr:lgzd Cleared creased ;2:;1 Cleared creased ‘c‘g:d
Eliminated 17 (77%)
Bacteriuria Pﬁg;’fgﬁ‘gﬁ) 3 1 4 (18%)
Unchanged 1 1 (5%)
. . o o o
Effect on pain on micturition 22 (100%) 0 (0%) 0 ( 0%) Patient total
Effect on pyuria 21 ( 91%) 0(0%) 1 (5%) 2
@ Excellent 17 (717%) Overall effectiveness rate
[ ] Moderate 5 (23%) 22/22 (100%)
] Poor(including failure) 0
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Table 7 Overall clinical efficacy of BRL25000 in acute uncomplicated cystitis
(375 mgx 3/day, p.o. 3 days )
Symptom Resolved Improved Persisted
Effect on
Pyuria Cleared ?ree.ased crl:j:n:d Cleared g%ased g:n:d Cleared g":ased égaed bacteriuria
Eliminated |[ 15 ]| 3 18 (86%)
Bacteriuria ?ﬁg;‘l’:‘f:g) 3 3 (14%)
Unchanged
Effect on pain on micturition 21 Patient total
Effect on pyuria 18 3 a
Iz‘ Excellent 15 (711%) Overall effectiveness rate
I:] Moderate 6 (29%) 21/21 (100%)
E Poor(including failure) 0

Table 5 Bacteriological effect of BRL25000 in
acute uncomplicated cystitis
(187.5mgXx3/day, p.0.3 days)

No. of Eradicated .

Isolate strains (%) Persisted®
E. coli 17 15 ( 88) 2
Acinetobacter sp. 1 1 (100) 0
Flavobacterium sp. 1 1 (100) 0
S. epidermidis 4 3 (75 1
S. faecalis 1 1 (100) 0
Total 24 21 ( 88) 3

* Persisted : Regardless of bacterial count

Table 6 Strains® appearing after BRL25000 treatment
in acute uncomplicated cystitis
(187.5mgX 3/day, p.0.3 days)

Isolate No. of strains (%)
E. coli 1 ( 50)
E. cloacae 1 ( 50)

Total 2 (100)

* Regardless of bacterial count

Table8 Bacteriological effect of BRL25000
in acute uncomplicated cystitis
(375 mgx 3/day, p.o.3 days)

Isolate gx?éigg Eradoi/s?ted Persisted®
E. coli 16 14 ( 88) 2
K. pneumoniae 1 1 (100) 0
P. aeruginosa 1 1 (100) 0
C.freundii 1 1 (100) 0
H. alvei 1 1 (100) 0
S. epidermidis 3 2 ( 67) 1
Streptococcus sp. 1 1 (100) 0
Total 24 21 ( 88) 3

* Persisted : Regardless of bacterial count

Table 9 Strains® appearing after BRL 25000
treatment in acute uncomplicated cystitis
(375 mgx3/day, p.o.3 days)

Isolate No. of strains (%)
E. coli 1 (100)
Total 1 (100)

* Regardless of bacterial count
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Table 11 Overall clinical efficacy of BRL25000 classified by the type of infection

Overall’
No. of (Percent ;
Group patient (of total) Excellent | Moderate | Poor «re;t;ict(lg/ae?eu
Ist group (Catheter indwelt) 3 (8) 1 2 100
Monomic- 2nd group (Post prostatectomy) 0 (0
Eg}’ég! 3rd group (Upper UTD 1 (2) 1 100
tion| 4th group (Lower UTI) 18 (47) 1 6 1 9%
Sub total 22 (58) 12 9 1 95
Poly- 5th group (Catheter indwelt) 3 (8 1 2 33
micro-
bial 6th group (Catheter not indwelt) 13 (34) 4 5 4 69
infec-
tion Sub total 16 (42) 4 6 6 63
Total | 38 (100) 16 | 15 7 | 82
Table 10 Overall clinical efficacy of BRL25000 in Table 12 Bacteriological effect of BRL25000 in
complicated U.T.L complicated UTI
(375 mgx 3/day, p.o. 5 days )
No. of | Eradicated  tod®
- Isolate strains (%) Persisted
Pyuria Un- Effect on
g?’ﬁlria Cleared | Descreased changed | bacteriuria E. coli 12 10 ( 83) 2
X 7
Eliminated 5 3| 24(63%) S. marcescens g (100) 0
K. p 7 5 4 ( 80) 1
Decreased 1 1( 3%) P. mirabilis 3 3 (100) 0
Replaced 6 3 9(24%) P aeruginosa 3 1esy 2
Moraxella spp. 3 3 (100) 0
Unchanged 4 4(10%) K. oxytoca 2 2 (100) 0
Effect on 2 5 " Pfotti:?t C. freundii 2 2 (100) 0
pyuria 38 Alcaligenes spp. 2 2 (100) 0
@Excellent 16 (42%)| Overall effective- P. morganii ! 1 (100) 0
ness rate P. rettgeri 2 2 (100) 0
D Moderate 15 (40%) P. vulgaris 1 (0 1
31/38 (82%)
inclu- ) ? P. fluorescens 1 1 (100) 0
P di 7 (18%)
D oor(f:illire 7 Flavobacterium sp. 1 1 (100) 0
S. faecalis 9 9 (100) 0
S. epidermidis 5 5 (100) 0
S. aureus 1 1 (100) 0
Total 60 54 (90) 6

* Persisted : Regardless of bacterial count



VOL. 30 S—2

CHEMOTHERAPY

493

L0 58% &, ¥FLATF-TLEARAOK LI L
CE RN 16% Lhich o & CHRAREARHIA
PlehroleZ ERE—ALTWB LD LEX BN DA,

Table 13 Strains® appearing after BRL25000
treatment in complicated UTI

ChbHORMEHE X THIEOHHRILIACIET 2 Isolate No. of sirains (%)
L5, TORMYMELYIBHROEmNOALS L, AMPC S B
NREAEHENYE cdr ot Klebsiella pneumo- P. aeruginosa 3 (14)
nige THRRNPBHETCEIIAMABONRTEDY, 75 P. morganii 5 ( 23)
ARMES I UBEEYMbT20BEC OV T 90% © E. coli 1 ( 5
ROBAENBORT, ¥ 2 BB TIL S B SRR S. marcescens s (9
NI NI Serratia marcescens T BT TR Alcaligenes spp. 5 (9
GEELEZ EIXEARELI Y. AR T34k P. mivabilis ) (5
Flo MIC (23T, FEMEEL L 100 ug/ml LIk .
C. freundii 1 (5)
T, AEEARKELT L —HKLEVWERTHY, &
FOBRMEYELL 5o E. cloacae 1 (5)
EERBILTiz, BBz ERBEELY ROz 4 Acinetobacter sp. 1 (5)
FRSRAD, WFROBERLDTH R, ¥ REIK Flavobacteriuom sp. 105
RAMER, HEIREEPLT, 1 oBREMHLEL S. faecalis 1 €5
CELHYVRARRETERL - EHLIIHBA, # S. aureus 1 ( 5)
CEELEBIRDLhich o1, Pseudomonas sp. 1 (5)
LAk, BRL25000 # UTI & E L, AH» s Total
ik - BRE A TS UTI kot L TH% e 5 R R o a  aw
MR TZALDEEL LR, * Regardless of bacterial count
Table 14 Susceptibility of 43 strains of E. coli to BRL 25000
MIC ( ug/ml)
0.78 1.56 3.13 6.25 12.5 25 50 100 >100
108 cells/ml 1 2 2 17 7 8 1 1 4
BRL 25000
106 cells/ml 3 9 13 8 5 1 1 3
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Fig.2 Change in laboratory finding study by BRL25000 administration
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CLINICAL EVALUATION OF BRL25000 (CLAVULANIC
ACID-AMOXICILLIN) IN URINARY TRACT INFECTIONS

Mitsuo Onkawa, Ryochu Suopa, Tosuiakl SucaTa, Masaru Sawaki,
MasayosHr SHiMaMURA, Einosuke Nakasuita and Kvyoichr Kuroba

Department of Urology, School of Medicine, Kanazawa University

Clavulanic acid is a new compound of very weak antibacterial activity, but which is a potent
inhibitor of bacterial B-lactamases. BRL25000, a formulation comprising amoxicillin and clavulanic
acid, might be expected to exhibit strong antimicrobial activities.

In the present study, the clinical efficacy and safety of BRL25000 was evaluated in patients with
urinary tract infections. Forty~three patients with acute uncomplicated cystitis received 562.5 mg or
1,125 mg of BRL25000 administered t.i.d. for 3 days and 38 patients with chronic complicated urinary
tract infections received 1,125 mg of BRL25000 administered t.i.d. for 5 days.

The response to BRL25000 therapy in patients with acute uncomplicated cystitis was excellent in 74
9% and moderate in 26% with an overall effectiveness of 100%, whereas the response in cases with
complicated urinary tract infections was excellent in 42%, moderate in 40% and poor in 18% with an
overall effectiveness of 82%.

Drug related side effects were observed in 4 patients consisting of 2 cases of diarrhea and one each
of epigastralgia and dizziness. Laboratory abnormalities were observed in 3 patients consisting of
3 cases of elevated GOT, 2 cases of elevated GPT, and 2 cases of elevated alkaline phosphatase.



