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WRBBERKIC BT 5 BRL25000 (Clavulanic acid-Amoxicillin)
DOEBEA - BKRIRN

B BEX-BR BF - E£4KLF-RI —5
HRRFEFBURBHENE

BEAFEFMBRBAARLZY L RB M BERERE 34 flic BRL25000 ##4 L, B
BB %2 TR -1

1) #5HE%e&kF (Amoxicillin 125 mg +Clavulanic acid 62.5mg) & LT, 1H88%&%* 474
REe, HEAFIZS~THAME L1,

2) BERZIRL, 34 B, ¥R 23 4, HR6H, HWYW4HM, THIMAT, AYHRIL87.9% T
Hoto

3) MIEFAIZRL, 36 Bk, BEMEIL 32 #k (88.9%), FE4AKTH ~7

4) BIfFABix 2 I BBERYTED Shi,

5) SMEEMUEBRAEENSHBE XN E.coli 95 Bicxt LT, BRL25000 & Ampicillin @
BB LIicE &5, BRL25000 © MIC fifiit 6.25 ug/ml i &' — 7 %753 2%, Ampicillin (&
~6.25ug/ml & 100 pg/ml LA ED 2 @D € — 7% 77 L, BRL25000 D E A B H2 @R TV 120

BRL25000 i3 & & — # + & PF%EAT T HF%E, BAREX Fig.2 Sensitivity distribution of E.coli
hi: B-lactamase fEH| o Potassium clavulanate ([ isolated from actue uncomplicated
F CVA £B4) & Amoxicillin (A F AMPC &B8+) systitis (35 strains)
oA#T, AMPC BtEEC s L THVHED % RS (#) 10%cells/ml
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S BMPEBERL S B EHED E.coli 95 #Ric it T3 %ﬁc 2] 1efz] ofe[uin] 12[1]%
BRL25000 (AMPC : CVA=2:1) ¥ X ¢ ABPC » 3
MIC % LB L7c, BIEHE XA KRbLEREFES Fig. 3 Sensitivity distribution of E.coli
BRI - T, isolated from actue uncomplicated
E.coli 95 #iz%t+% BRL25000 & MIC i3 10°/ml cystitis (95 strains)
BETIX 6.25 ug/ml i€ — 7 (42 B ERL, 92% (%) 10vcells/ml

(96.8%) 7% 25 ug/ml LITF% &b, 100 pg/ml Ll ED

Bizb3h 3 thic T ¥Fighr o 7o z e—e BRL25000
© o---0 ABPC /
g. _4___0-—({
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N COOK MIC [<0.20.39[0.78[1.56] 3.13] 6.25[ 12.5] 25 | 50 | 100{>100] Total
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Fig.4 Correlogram of MICs between
BRL25000 and ABPC

Fig.5 Correlogram of MICs between
BRL25000 and ABPC

MIC E.coli 95 strains 10°ells/ml MIC E.coli 95 strains 10%cells /m]
> 100 1 > 100 4
100 2 100 5
50 50 1 11
8 2 1 13 25 3 1 2|8
125 713 9 Sz 151271 8
E 6.25 16|25 1 gs‘zs 2|20 11 1
23.13 471 3.13 311
1.56 2 1.56 1 1
0.78 4 0.78
0.39 0.39
s0.2]2 0.2 k
502039078 1.5 3.13 6.25 12.5 25 50 100 >100 S02090781.%3.136251252% 50 10 >i0
ABPC
Table 1 Clinical summary of uncomplicated UTI with BRL25000
Daily d ) [ Sensitivity '
Case | Age ( r:li t:lfe) Isolated Urinary Judgement o . Side
. Diagnosis ler tior; finding | Symptom | by UTI MIC (10%) or disc
No. | Sex (days) | organisms(/ml) | (WBC) criteria | per | avpc | cEx | effect
29 | Acute 187.5X8 | E.coli 10 >100 | Mict. pain 0.39 | 0.39
1 " + Excellent -
2 | cystitis 3 - 0 = -+ —-
50 | Acute 187.5X8 | E.coli 10 >100 | Mict. pain
2 » + Excellent - hans -
2 | cystitis 3 - 0 —
64 | Acute 187.5%8 | E.coli 10* 20~29 | Mict. pain 6.25 | 6.25
3 » + Excellent Nausea
$ | cystitis 3 - 1~2 =
54 | Acute 187.5x8 | E.coli 10° 10~20 | Mict. pain 50 200
4 » + Excellent -
2 | cystitis 3 - 0~1 - - -
57 | Acute 187.5X8 | E.coli 107 50~60 | Mict. pain 0.39 | 0.78
5 . + Excellent -
£ | cystitis 3 - 0 — — —~+
56 | Acute 187.5x8 | E.coli 10° 30~40 | Mict. pain 12.5 | 800
6 . + Excellent -1
2 | cystitis 3 - 0 _ - +
2 | Acute 187.5%8 | E.coli 105 50~60 | Mict. pain 12.5 | 200
7 . + Excellent -
¢ | cystitis 3 - 0~1 - - +
32 | Acute 187.5%8 | E.coli 10¢ 30~40 | Mict. pain 0.39 50
8 » + Excellent -
$ | cystitis 3 - 0~1 — - ++
64 | Acute 187.5x8 | E.coli 10° 30~40 | Mict. pain 0.78 | 3.13
9 » + Moderate -
¢ | cystitis 3 - 5~6 - H +H
47 | Acute 187.5%8 | K.pneumoniae 10° 40~50 | Fever 3.13 100
10 » + Excellent -
% | pyelonephritis 5 — 0~1 . - +H
46 | Acute 187.5%8 | E.coli 10° 30~40 | Fever
11 . + Moderate H+ “+ -
% | pyelonephritis 5 - 3~5 - ’




YyOL. 30 s—2 CHEMOTHERAPY 509
Table 2 Clinical summary of complicated UTI with BRL25000
. . Dail . Sensitivit l
Case | Age | Diagnosis (,,‘{;{f;’ﬁj Isolated Urinary Judgement . ! ) Side
. ( underlying ) Duration finding Symptom | by UTI MIC (10°) or disc
. di ) i | iteri
‘No Sex isease (days orgafusms (/ml) | (WBC) criteria BRL | AMPC | CEX effect
CCC . .
12 51 Neurogenic 187.5X8 | E.coli 107 >100 Mict. pain Excell 12.5 400
2 (bladder ) 5 - 0 + xcellent - + -
RU - 100ml -
C.CC. . .
i3 | % | (Neurogenic) | 187.5X8 | K.pmewmoniac 10" | 20~30 Mict. +‘_’°"‘ Excell 6.25 | 50 _
2 (bladder ) 5 - 0 xcellent + ++
RU - 20ml -
67 cCC. 187.5X8 | S jaecalis 10°
" (B P H) ‘5 8 S./aecalxilo >(1)00 Excellent " - _
8 | \RU- 30ml
6 ccc. < . _
5 Urethral 187.5X8 | K.axytoca 10 10~20 Excellent 3.13 200 _
] (stenosis ) 5 B 0~1 - had
62 cCc 187.5x8 | P.mimabilis 105 | 30~4o | Mict. pain 0.2 | 2
16 (B P H) 5 — 2-3 + Excellent ' -
8 | \RU-50ml - + +
54 CcCC. 187.5x8 | E-coli 10 N Mict. pain 0.2 | 1.56
n s ('lll(;zitshral ste-) s K. pneuﬁam’ae 10°) 3 102 _+_ Excellent | 6:25 >+§_2° o -
CCC. S.jaecalis 10° isuri 0.78
58 . N . - Pollakisuria 1.56 .
LI (tl;ll:sacgemc) 187-: X8 | Kp e 105 | 10 - 20 - Excellent | 12.5 >ioo . -
RU - 15ml - - +H
60 cec 187.5X8 | S.faecalis 10* 30~40 1.56 | 0.78
19 (B P H) 5 — 5 =10 Moderate | : -
3 | \RU- 20ml oot
CCC. ; ;
o | | (Newogenicy | 187.5%8 | Pmimbitisnos | a~s |MitPam L _
9 (bladder ) 5 | Pmimbilis10° | 10~15 | ——= oor
RU - 70ml -
CCC.
a1 62 | Neurogenic\ | 187.5X8 | P.retigeni 108 30~40 P B _ _
9 (b]adder ) 5 | Prefigen 10° 15~20 oor
RU - 30ml
58 CCC. x 106 - Mict. pain
2 Prostatic 187‘.5 8 | K.pneumoniae 10 | 10~15 i Undecided _ - Vomiting
) stone ) Ztimes Unknown Unknown Unknown
Infection in P
2 | & | prostatic bed | 187.5x8 | Sermatia 10" 20~30 P°"a'fr's""a Excellent | 200 | >800 -
2 | (After prosta- 5 - 3~4 — - -
(tectomy )
Infection in . .
2 | 6| prostatic bed | 187.5x8 | Sermatia 108 30~49 | Mict. pain
3 After prosta- 5 - 0~2 + Excellent - - -
(tectomy > B
68 Infection in E. cloacae 105
25 ) ert::ia;x:o;e: 187.?S X8 E.aerogeZes 10° 320:530 Excellent - - _
(tectomy )
% | M CCP. 187.5X8 | P.mirabilis 105 | 10~25 Excellent | 156 | 6:25 i
9 | (Renal stone) 5 - 0~1 xeellen
2 3 CC.P. 187.5X8 | P.mirabilis 10° 20~30 Moderat 6.25 25
2 | (r-Renal stone) 5 - 5~8 oderate - + -
x| % CCP. 187.5X8 | Servatia 105 30~50 P _ B
3 | (r-Renal stone) 5 Serratia 10° 20~30 oot N
2 | CCP. 187.5X8 | E.cloacae 107 20~30 P 100 | 400
2 | (I-Renal stone) 5 E.cloacae 10° 6~9 oor _ _ -

C.C.C. : Chronic complicated cystitis
C.C.P. : Chronic complicated pyelonephritis



510

CHEMOTHERAPY

NOV. 1982

—7, ABPC § BRL25000 & [M#iz 6.25 ug/ml iz
E— 7 (33 #k) %R L7, 100 ug/ml LlEcd 25
B& 2kt fix R L1 (Fig 2),

7r3s, 109/ml gMiTy, 108/ml &F CRAAER LI
(Fig.3), ¥ 7:, Fig.4, 5 iz BRL25000 & ABPC »
RESE AR & IR Lo

II. BEK & @R

1. S5 REBEHE

X BT 55 46 A2 HIAR 55 4E 12 B ¥ TOM
B KER SR BRI KL THB LR « HB&
RIERE 34 BT, £ ORNR:EMMERIEERE 11 6,
B RBE REHAE 18 B, TDMMDOMRIES ATH 5,

ERNE 26 AH D 69 B (F¥ 53.6 B ¥TT, #
Bkt 18 B, Htk 16 BITH -7,

BEHEz&E (1%&+ AMPC 125mg, CVA 62.5
mg §4F) LLT1AESKFY 47 REE, HEABL
3~7HME LT

2. ZHR¥ELRE

REREYAET UTI EZHIPMELED 12V, FOfMD
RPAE X EREDHIEIT & » 7o

3. EERRS

B flivE RBE Y AE (Table 1)

FEBI 1 ~ 9 (XM BMMERERE LS, fEGI 10, 11 123
BMEBTETRT 11 G, EZHOL, FH2HTH
Rz 100% TH 1o

AWML E. coli » 10 B, Klebsiella pneumoniae
N1IRATH - A TTHEE LT,

WMV IR B4 G Y SE (Table 2)

BIBORRIE, Bk 11 7, MIZBBKERZON
MR 3B, MEWLIAD 18 FTH1ch, EHA
22 (ZRIER (@e) DrcdBAYHIELic/», 17 f
i, 20115, W26, K24 AT, AHRILT6.5%
(18/17) TH -1

DD KHuesE (Table 3)

5HDOARRE, RELIMN, BIRAKIN, WK%
1RTH -7, E23H, A2 HATHSEIL 100%
THoto

LlEx¥diannl, BIfFATHIE L1 HXER 133
Bish, 202361, B 6 B, 24 BT, 87.9% (29/33)
DEYE Y187 (Table 4),

B2 FE (Table 5)

36 #keh, E.coli L &< 14 BMIHhIH, 2
BRHAL Lo &KR\T, Klebsiella pneumoniae 0 5
BELTNTEMIEL, 24Tk 32 #% (88.9%) »il%,
LENTETH -1

4. BIfEH

34 b, BRERYFX LD 2H (5.8%) B
bhtce 2D 5B 1Mk 2 BERAECENS Y Riclow,
AFORAE B LIcE b, —FHPIEKERIN
KLt b5 18I, ERVHEBHEE TH-IdR

L ]
Table 3 Clinical summary of other infections with BRL25000

i Sensitivit;
Case | Age B;"glg’( ?;tfei Isolated WBC Judgement ey . Side
- | Diagnosis L in urine | Symptom MIC (10°) or disc
N Sex Duration organisms | or secretion by docter effect
o (days) & y BRL |AMPC| CEX
58 | Acute 187.5X8 | S.epidermidis + Secretion
30 .. + Excellent haad haas -
3 | urethritis 7 - - —
Urethrolgia
+
- 45 | Chronic 187.5X8 | E.coli + — Excell 0.78 1.56
: xcellent -
3 | urethritis 7 - — Secre_'t’lon - -
58 | Chronic 187.5%8 | S.epidermidis + Secretion
32 .. + Moderate - -
3 | urethritis 7 - - —
Pain
. +H
I 62 | Acute 187.5%8 | E.coli + T Mod
oderat - -
3 | epididymitis 7 - + Fever+ €
34 | Chronic 187.5X8 | K.pneumoniae + Pain 6.25 | 100
34 . . + Excellent
3 | prostatitis 7 - - = - - —




VOL. 30 s—-2

CHEMOTHERAPY

BT BV bich o1,

Je¥s, S-GOT, S-GPT, BUN /¢ &0 iy 41k
ghin 6l LAMHTHE EniCarhhaient, £
AREERITD bhish -1,

Table 4 Efficacy of BRL25000 classified
by type of disease

1. = "

B OFHEMIBOMF D K A f-lactamase iZhH B
fedd, MIEAELETD ORI L HREEDM-HiA
WROYIR « MRV EF &> TV BHES, BFEOHE
#R & B-lactamase (AWK XM T H &tk - T,
DY MMERD LV FHERIFLVRALLT,
AEEBERT B9,

T | Bycelnt Moderate| Poor f:fﬁ‘;;’)e"ess WRBHEMC I TS, ABPC o E.coli.
U licated SRR IEAMMOMERITH D, Amoxicillin #
compli
n U.T?I. 11 9| 2 100 Bacampicillin 7c OB X > T penicillinase
Complicated T ‘ 765 AW THIRKROBRILE DUREHENERT
U.T.IL ) 53LHTHS,
oq:;r . s | 3| 2 100 CODE, bhbhit, BRBBSREELHRIC
nfections BRL25000 0 80 « HESRA R & 1575 - oo
Total 33| 23| 6 | 4 87.9 SHERMEERAREN OB S E coli 95 BRic
%f 3% BRL25000 & ABPC 07 (MIC) % %ttt
_ Lick A, ¥z ABPC BEMME E.coli iz 3t L T
Table 5 Bacteriological response BRL25000 1LEL s MIC flEi’/j—‘ L, gmﬂ,‘ﬂ:i)xﬁjoﬁ
Isolates Eradicated Persisted RtEEHERT 5T LA TR,
ol ” KT, HEIREOICIE, MAGYE, BOMEHE RS RES X
K. pneumoniae 5 U DD BfiE iz % LT BRL25000 % # 5 L 7-f5 8,
P.mirabilis 3 1 Biftip R REHE T ik 100%, HHMMRBERIE T ik
S.faecalis 3 76.5%, TOMORBRBPIETL 100% LBV HHEILBS
S marcescens 2 1 Rico BHTh, BMMERBBRETE, #7718
Zfi'd‘""’d“ 2 BRI E Lich - 1aie LT, 76.5% DEBHRITE
cloncae ! ! FID A% HIE 5 i F4 TR T - 7 (Table 6),
E.aerogenes 1
K.oxptoca . ¥, MEFOBRTS, 36 K, 32 & (88.9%)
P.retigeri 1 CEVRERYRL, EHE 69.7% (23/33) Ok
32 BT TH - 1o
Total (88.9%) ¢ Y, SPEMHERBERE 11 50 5, AMPC i
# D E.coli4# (MIC : 50, 200, 200, 800 ug/ml) &~
Table 6 Overall clinical efficacy of complicated U.T.I. classified by type of infection
Group Excellent Moderate Poor 3&::22&;(%)
1st (Catheter indwelt)
o
% 2nd (Post prostatectomy) 2 100
g 3rd (Upper U.T.L) 1 1 2 50
2
kS 4th (Lower U.TL) 5 1 2 75
n
Subtotal 8 2 4 71.4
c 5th (Catheter indwelt)
Q
'§ § 6th (No catheter indwelt) 3 100
=2 Subtotal 3 0 0 100
Total 11 2 4 76.5
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Kiebsiella pneumoniae 1 #k (MIC : 100 ug/ml) ® 5
Bz b e Lico ¥ie, MMM IRBAMRIE, £
fbDRPIEC ]\ Th, EF 12 D E. cold, FEMH 15,17,
18,34 ® Klebsiella sp., fEf 28,24 D S. marcescens,
fEW 25 @ Enterobacter sp.it\»+'# b AMPC iz @\ -
MIC {ExRT#H TH e TXTH%&L, BRL25000
OEOKE LTOYRKRDOBENFTEHTE LRI,

eds, ROKEEOHBEEL, 34 flh, bTH2
BUZBD I D AT O F] & X THELDIL M E
E-bh%c

Bk, bhbhiz, WREBHFEROZEREECSK L
T, AMPC & CVA ofi&#|Ta % BRL25000 #{#
ALIRER, FE0ESM, Rt IURRMLYHR
TARCTEFMETXERRBONI,

1

2)
3

4)

b-d [ d

READING, C. & M. COLE : Clavulanic acid: a
beta-lactamase-inhibiting beta-lactam from
Streptomyces clavuligerus. Antimicr., Agents
& Chemoth : 852~857, 1977

% 20 MERILEMEFE2RE, FEVHYY
4, BRL25000, 1981

KBEHK, fi: UTI B2yl X ® ER),
Chemotherapy 28 : 321~341, 1980

SLOCOMBE, B.: f-lactamases : Occurrence and
classification. In: Augmentin : Clavulanate-
potentiated amoxycillin : Proceedings of the
First Symposium (Rorivson, G.N. & A.
WarTosox, ed.) Excerpta Medica, Amsterdam,
pp. 8~18, 1980

BASIC AND CLINICAL STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN) IN UROLOGY

Nosuo Funmmura, Keny Yuasa, Reiko Sasaki and Kazuo Kurokawa

Department of Urology, School of Medicine, Tokushima University

A new oral drug (BRL25000) was studied both fundamentally and clinically in the urological field,

and the following results were obtained.

1) BRL25000 was administered to 34 out-patients at a daily dose of 1,500 mg.
2) A clinical response of 87.9% was obtained, with 23 cases (69.7%) showing excellent response,

6 (18.2%) moderate response and 4(12.1%) poor response.

The effectiveness rates were 100% in uncomplicated UTI (acute cystitis and pyelonephritis), 76.5%
in complicated UTI (chronic cystitis and pyelonephritis) and 100% in other infections (urethritis,

epididymitis and prostatitis).

3) With regard to antibacterial activity, 32 of 36 clinical isolates (88.9%) were eradicated and 4

persisted.

4) Side effects observed were vomiting in 1 case and nausea in 1 case, and vomiting was so severe

as to necessitate discontinuing the drug.

5) Minimum inhibitory concentrations of BRL25000 and ABPC were measured against 95 strains
isolated from acute uncomplicated cystitis. BRL25000 showed excellent activity specially against ABPC

resistant E. coli.



