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BRL25000 %, P-lactamase [[I7E3E

"% Clavulanic acid (CVA) & Amoxicillin (AMPC)
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po BT, AMPC ZhAdi b LT, ZEEWLIC L) A L, Hil,
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Fig.1 Chemical structure of clavulanic
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o
BRFEXRAE LTBFIHHRE EFEr»57—-5
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BRTEE LT, 7F— 2 DEEE LT, Witcoxox
DR E (Zo), Yates DBE® T - 1 X2 %
(X%), Fismer OEFHERHEE (B) REXBVTH
W, HRHEER 5% T2 AEBKIEE Lis
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1. BREEA O & ERAR

ARG O NICHEF O GiIL Table 10 L %h
T, WThIBRBIARTALDTH -1,

2. BEHEGIEK

EEBIF0 . 269 1T, BRL 25000 #3K8% (LI F, BRL
25000 %) 132 @i, AMPC #3&# (LUF, AMPC &)
137 BITH - 7o BrIb3s X OBLIEEESE, BRL25000 &
18 4 (13.6%), AMPC ¥ 17 fI (12.4%) T, BK
ZHRYIEATREESNIAIZ T 114 B, BET 120 FITH
-7 (Table 2), Bxfbds L OBLEDHE S, M
BREOEIRD LRI -0 BB XVBEOEHIL
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‘Table 1 Results of contents of test drugs

BRL 25000
AMPC CVA

AMPC

Content/tablet | 258.80 mg | 128.96 mg | 249.70mg
(%) (103.5%) | (103.2%) | (99.9%)
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Table 2 Patients studied

Patients BRL 25000 | AMPC | Statistical analysis
Total No. of cases 132 137
No. of cases excluded 15 15 %5 =0.007 N.S.
No. of drop out cases 3 2 >0 =0.965 N.S.
No. of cases evaluated for clinical efficacy 114 120 7s =0.014 N.S.
No. of cases evaluated for side effect 132 136 Po=1.000 N.S.

Table 3 Reasons for exclusion and drop out

Reasons for exclusion BRL 25000 AMPC Statistical analysis
Bacteriuria less than 10* cells/ml 13 13
Violation of examination days
e 1 0
specified by protocol ) .
Xo =4.000 N.S.
Violation of total dosage
Lo 0 2
specified by protocol
Candida or Y.L..O. infection 1 0
Reasons for drop out BRL 25000 AMPC Statistical analysis
Patient not returned to hospital 0 1
I’o=0.800 N.S.
Discontinuation due to side effect 3 1

Bbhich -7z (Table 4),

2) BERRPOEE

BRMORPIME & £ L5 & Table5 O LD
T, BRL25000 %¥ 114 #i» 5 157 £, AMPC $f 120
Bidst> 173 BkHiorBE X h 7o, BWEESIIC 25 &, BRL
25000 F#Cit Escherichia coli 29 ¥k, Serratia marce-
scens 198k, Streptococcus faecalis 17£k, Streptococcus
SPp. 158, Pseudomonas aeruginosa 12 ¥kis X DJf
R, ¥ 72 AMPC 8T Escherichia coli 24 ¥, Strepto-
coccus faecalis 22 #, Pseudomonas aeruginosa 19 £f
Serratia marcescens 17 fic & DRI % { 4 HE S h
B, BEAE X TR A E O EITID DL h - 7o

ChoDAMED MIC iwowTik Fig 2 1w R+ &
#1¢, BRL25000 @ BRL25000 $¥ - AMPC T[],
BXU AMPC o BRL25000 % & AMPC Rt o fifj 7%

nzhd MIC S HEEDEIIZD Sniedm -7, —
77, BRL25000 #iz3¥!F5 BRL25000 ©» MIC & AM
PC Piz313% AMPC » MIC DMz TIE, BIZENE
BizhEh ot BEMHEAIDO MIC 2 HIEI N2
Bk DI a e+ % &, BRL25000 » MIC M EFHC
& ot Exn (Fig. 3), §bo MIC DEixEHA
BiED%E, Tihbb CVARREIRC LR EIBET
HY, BRETFLLTUIRE DL LEx b7,

4. FERIRZENE

1D HRAEBKRZHI

A EEPR D i Table 6278 L7z = 35 H T, BRL25000
TETILER 41 01 (36%), BX) 45 U1 (39%), &R
28 il (25%) THEREFE G 7R 75%, —
# AMPC BETix35%h 24 1 (20%), H%h 28 i (23
%), m%h 68 il (57%) TATLh+4: 43% ThHYH, BRL
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Table 4 —1 Background characteristics

. BRL |, Statistical
Characteristics 25000 AMPC analysis
Male 93 93 2
. X0 =0.373 N.S.
Sex Female 21 27 ’ '
16 ~ 29 1 5
30 ~ 39 1 2
40 ~ 49 6 6 %i=5.412 N.S.
Age 50 ~ 59 6 | 18
60 ~ 69 33 1 23 70=0.122 N.S.
70 ~ 79 45 | 52
80 ~ 2 | u
~ 49 36 | 34
Body weight 50 ~ 59 37 53 72=3.946 N.S.
(kgi 60 ~ 37 31
Unknown 4 2
(0] i 68 68 )
Status uepatient : 1 x=0.100 N.s.
Inpatient 46 52
Kidney 18 11
Site of infection Bladder 83 87 s =3.947 N.S.
Prostatic bed 13 22
Neurogenic bladder 39 43
Prostatic hypertrophy 33 45
Underlying disease | Cancer or Tumor 13 10 %5 =5.164 N.S.
Urinary obstruction 12 5
Calculus or others 17 17
Group 1 9 10
Monomicrobial gmup z 10 19
Type of infection infection sroup 9 7 -
(UTI grouping) Group 4 48 42 X =6.629 N.S.
Polymicrobial [Group 5 10 19
infection Group 6 28 23
Catheter Indwelt 19 29 | 1583 N.S.
Not indwelt 95 91
25000 BEAVE 2R T 22 (P<0.01), 55%, —77 AMPC BETiXIE#1t 35 B (29%), &F

k% UTI gEBRERDICHGT Liciigik Table 7
2R UTe &5 33 XU 4 TET BRL25000 B 234375
M, RN R X OBEMEERINC BT L, T
Al BRL25000 BEAAiicihTuie, @ »7 -7
L OBEN G THE Table 8D LB HTHH, 77
— 5L ERHER T 35\~ C BRL25000 #£2% AMPC R
IENECADRER LI EEDEZEDLRTY, » 7
— 5 L ISR c 35\ T BRL25000 BE A AR
T\ 1o

2) MR xT %%h5

Mz B ) Hix Table 9127k L7z &% ) T, BRL
25000 FETWIEH L 46 Gl (40%), &3E 1741 (15%),
A 51 Bl (45%) TIEHAL & #E % GhehdFEFER

13 01 (11%), % 72 il (60%) THHER 40% T
H, BRL25000 BfA AEIZER T\ i (P<0.05),

ik UTL SeBikfenghicst35 & Table10 O
LD D, & xDBoLTIELTR b EREE
FOEIBRD LRI T HEH T — T+ OFEHIC
Bizt+sL Tablell ok hThbhH, »7-7VE
7, JEMEHPIE L BRL25000 BEHiE\ HHERLRL
1255, BEDEIED bR -1

3) HERCT 2R

HEIRC T AR Table 12 R/ LiERIT
BRL25000 Bf TI2I&t: At 81§ (71%), W4 261 @2%):
B9 B (8%) TRMAL LB R AbEIEIE TS
%, —% AMPC BTiziatiit 40 BU (34%), B4
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Table 4 —2 Background characteristics

— BRL \ Statistical
Characteristics 25000 AMPC analysis
+ (5~ 9) 12 11
Grade of pyuria + (10~29) 31 22 _ ,

7 7,=0.948 N.S.
(cells/hpf) H+ 38 52
H# 33 35

' . Single orgénlsm 76 78 71 —2.186 \.S.

Type of infection | Two organisms 33 31 ~

. 70=0.504 N.S.
Three or more organisms 5 11
10* 10 10

5

Count of 10 15 Mol o051 NS,
bacteriuria 10¢ 32 34
=107 57 62

BUN Normal 69 8 | yi-3.790 NS
Abnormal 18 9

Jor

S-Creatinine Normal 76 o1 P,=0.129 N.S.
Abnormal 11 5

GOT Normal 7 8 | xi-0.0m7 NS
Abnormal 10 9

GPT Normal n 8 | 3 —0.068 N.S.
Abnormal 9 8

AlP Normal I 1 yi-0.740 N.S.
Abnormal 11 18

Fig.2-1 Comparison of MIC value between Fig. 2-2 Comparison of MIC value between
BRL25000 and AMPC groups (1) BRL25000 and AMPC groups (2)
Inoculum size : 10% cells/ml Inoculum size : 10° cells/ml
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Statistical analysis I —II : Zo=0.367 N.S.
-V :Zo=0.027 N.S.

B (3%), Bt 17 61 14%) TR 37% THY,
BRL25000 B¥A 5 Eic @i T\ 7= (P<0.01),

Chk UTI B e Rl 545 & Table 130 &
BhElen, 43, 4, 53 X086 BE 35\~ T BRL25000
EIRBCER Tas ), %7 BIRE S X OBBERRY 5

80
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40

20
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[ —Tr

- Tr
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BRL25000
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T
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5 00 >80
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Statistical analysis I —II : Zo=0.443 N.S.

THET S &,
Wico "B T — T4 DFER W BEHT A & Table 14
DEEHTHY, »T—TLEER IOEFEECN T
Az ks\\TE BRL25000 BEpY AMPC B i@ He~NE LK
HREYR L, BRL25000 BEAEFICENL T 7o,

M-NV:Zo=0.162 N.S.

W3t BRL25000 BELEZRICENT



50

CHEMOTHERAPY

JULY 1983

Table 5 Organisms isolated from urine

Isolates BRL 25000 AMPC Statistical analysis
S. aureus 1 3
S. epidermidis 11 6
Streplococcus spp. 15 11 N.S.
Gram-pos'itive S. faecalis 17 22
cocci
Other GPC 1 0
Sub total 45 42 X5 =0.605 N.S.
E. coli 29 24
P.mirabilis 3 6
P. morganii 6 1
P.vulgaris 2 3
P.retigeri 4 2
P. inconslans 1 2
Proteus spp. 0 1
K. pneumoniae 4 11
Klebsiella spp. 6 6
P.acruginosa 12 19
. P. cepacia 4 5 N.S.
Gram-negative Pseudomonas spp. 6 7
rods
S.marcescens 19 17
S. liquefaciens 1 1
Serratia spp. 1 2
Acinelobacter spp. 4 5
Citrobacier spp. 4 6
Enterobacter spp. 4 7
Flavobacterium sp, 0 1
GNF-GNR * 1 3
Other GNR 1 2
Sub total 112 131 X3 =0.605 N.S.
Total 157 173 X3 =20.385 N.S.

a) Glucose nonfermenting Gram-negative rods

Fig.3-1 Comparison of MIC value between

100 — Treatment group of BRL25000
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& =L 1 Il 1 1 I B | L 1 Il 1
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Fig. 3-2 Comparison of MIC value between
BRL25000 and AMPC groups (2)

Inoculum size : 10° cells/ml

o
=
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N gok |
Z 80 /
% !
s /
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2 S
-4 ’,//’
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3
]
E
Ed
(&)

1 1 1 n L 1 [H  R—
O T03 156 6.5 2 100 40 >t
0.2 0.7 3.3 125 50 200 80
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Statistical Zo=7.052 %% (P<0.01) N.S.

=N : Zo=0.027 N.S.
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Table 6  Overall clinical efficacy
Excellent (%) | Moderate (%) | Poor (%) | Total Statistical analysis
BRL 25000 | 41 (36%) 45 (39%) 28 (25%) | 114 Zo.= 4.594**(P<0.01)
AMPC 24 (20%) 28 (23%) 68 (57%) | 120 X5 =23.597** (P<0.01)
Table 7 Overall clinical efficacy classified by type of infection
No. of cases Overall | Statistical
Group Drug Excellent| Moderate| Poor |effectiveness| .
(% of total) rate analysis
Group 1 BRI1.25000 9 (8%) 1 4 4 56 7 Z,=0.315 N.S.
(Catheter . .
indwelt) | AMPC | 10 (8%) 2 2 6 40 %
Group 2 BRIL.25000 | 10 ( 9%) 0 8 2 80 7% 7,=1.890 N.S.
(Post . . ,
prostatectomy) AMPC 19 (167%) 0 8 11 42 % |
Mono- Growp 3 BRL25000 | 9 ( 87%) 4 4 1 89 % | 7,=2.076"
microbial
. . (Upper UTI) AMPC 7 (6%) 1 1 5 29 7 (P <0.05)
infection
Group 4 BRL25000 | 48 (42%) 26 15 7 85 7% 7., =2.054*
(Lower UTI) AMPC 42 (35%7) 16 11 15 64 % (P <0.05)
BR1.25000 | 76 (67%) 31 31 14 82 7 Z,=23.473**
Sub total
AMPC 78 (65%) 19 22 37 53 % (P <0.01)
Group 5 BRI.25000 | 10 ( 9%) 1 2 7 30 % | Z,=1801 N.S.
(Catheter , B
indwelt) AMPC 19 (16%) 0 1 18 5 %
Poly- Group 6 BRL25000 | 28 (24%) 9 12 7 % % Z,=1.884 N.S.
microbial | (Catheter not
infection indwelt) AMPC 23 (19%) 5 5 13 43 %
BRL25000 | 38 (33%) 10 14 14 63 % Z¢=3.119%*
Sub total
AMPC | 42 (35%) 5 6 31 26 % (P<0.01)
Table 8 Influence of indwelling catheter on overall clinical efficacy
. Overall S
Drug No.of cases Excellent | Moderate Poor effectiveness Slat'St'Fal
(% of total) analysis
rate
. BRL25000 | 19 (17%) 2 6 11 427 ;
Indwelling cathet 70=1.761 N.S.
§ catheter AMPC | 20 (24%) 2 3 24 17% o
No i 9 ¥ 7.0=3.972
No indwelling catheter BRL25000 | 95 (83%) 39 39 17 827 7.0=3.972 % x
AMPC 91 (76%) 22 25 44 527 (P<0.01)
—————
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Table 9 Evaluation of efficacy on pyuria
Cleared(%) | Decreased(%) | Unchanged(%) | Total | Statistical analysis
BRL25000 | 46 (40%) 17 (15%) 51 (45%) 114 | Zo=2.242% (P<0.05)
AMPC 35 (29%) 13 (11%) 72 (80%) 120 | x3=4.867% (P<0.05)
Table 10 Efficacy on pyuria classified by type of infection
Group Drug ?,); :ff tc()a;(;)s Cleared Decreased | Unchanged Cl. (—;D)ec. S:::ilztsiicsal
BRL 25000 9 ( 8%) 2 1 6 33% 7..=0.287 N.S.
Group 1
AMPC 10 ( 8%) 3 1 6 40%
G ) BRL 25000 | 10 ( 9%) 0 3 7 30% Z,=1.153 N.S.
roup AMPC | 19 (16%) 1 1 17 11%
1\1.ocnr0-b.11 Grow 3 BRL 25000 9 ( 8%) 4 1 4 56 % Z,=0.510 N.S.
ml oD} u
infection AMPC 7 (6%) 1 3 3 57%
G 4 BRL 25000 | 48 (42%) 29 5 14 1% Z,=1.085 N.S.
rou
P AMPC | 42 (35%) 21 4 17 60 %
BRL 25000 | 76 (67%) 35 10 31 59 % Z,=1.798 N.S.
Sub total
AMPC 78 (65%) 26 9 43 45 %
G 5 BRL 25000 | 10 ( 9%) 1 3 6 40 % 7,=1.722 N.S.
rou
P AMPC | 19 (16%) 1 1 17 1%
Pf’ly-b, \ G 6 BRI1.25000 | 28 (24%) 10 4 14 50 % Z,=0.115 N.S.
microbra roup
infection AMPC 23 (19%) 8 3 12 8%
Sub total BRL 25000 | 38 (33%) 11 7 20 47% Z,=1.344 N.S.
ub tota
AMPC 42 (35%) 9 4 29 31%
Table 11 Influence of indwelling catheter on efficacy on pyuria
No. of cases Cl. +Dec. Statistical
Drug (% of total) Cleared | Decreased | Unchanged (%) analysis
9 =
Indwelling catheter | DRL-25000 | 19 (17%) 3 4 12 37% | Z,=1.055 N.S.
AMPC 29 (24%) 4 2 23 21%
9 = .
No indwelling catheter BRL 25000 | 95 (83%’? 43 13 39 59 % Z,=1.758 N.S
AMPC 91 (76%) 31 11 49 46 %

Table 12 Evaluation of efficacy on bacteriuria

Eliminated (%) | Decreased (%) | Replaced(%) / Unchanged(%) | Total Statistical analysis
BRL 25000 81 (71%) 2 (2%) 9 (8%) / 22 (19%) 114 Z,= 5.725**(P<0.01)
AMPC 40 (34%) 4 (3%) 17 (14%) / 59 (49%) 120 ¥ =29.329** (P<0.01)
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Table 14 Influence of indwelling catheter on efficacy on bacteriuria

No. of cases L. El +Dec. Statistical
Drug (% of total) Eliminated | Decreased | Replaced/Unchanged (%) analysis
Indwelling | BRL25000| 19 (17%) 7 1 2/9 2% | Zo=2.469% (P<0.05)
catheter AMPC 29 (24%) 3 0 6 .20 10% Po=0.028* (P<0.05)
No indwelling | BRL25000 | 95 (83%) 74 1 7/13 79% Z,=5.069% * (P<0.01)
catheter | AMPC | 91 (76%) 37 4 11,739 45% | x3=21.326% % (P<0.01)
Table 15 Bacteriological response
BRL 25000 AMPC Statistical
Isolates No. of | Eradi- Per- ||No. of | Eradi- Per- analysis
strains | cated(%) | sisted | strains | cated(%) | sisted |(WiLcoxon test)
S. aureus 1 1 (100%) 0 3 3 (100%) 0 —
S. epidermidis 11 11 (100%) 0 6 6 (100%) 0 -
G Streptococcus spp. 15 15 (100%) 0 11 11 (100%) 0 —
po;"t’;e S. faecalis 17 |16 (94%) | 1 22 |18 (82%) | 4 N.S.
. Other GPC 1 1 (100%) 0 0 0 0 —
cocci
Sub total 45 44 ( 98%) 1 42 38 ( 90%) 4 N.S.
E. coli 29 27 ( 93%) 2 24 12 ( 50%) 12 *% (P<0.01)
P. mirabilis 3 3 (100%) 0 6 4 ( 67%) 2 N.S.
P. morganii 6 4 ( 67%) 2 1 0( 0%) 1 N.S.
P. vulgaris 2 2 (100%) 0 3 3 (100%) 0 -
P. retigeri 4 2 (50%) 2 2 0( 0%) 2 N.S.
P. inconstans 1 1 (100%) 0 2 2 (100%) 0 -
! Proteus spp. 0 0 0 1 1 (100%) 0 -
[ Total of ,
Indole () Proteus 13 9 (697%) 4 9 6 ( 67%) 3 N.S.
K. pneumoniae 4 4 (1007) 0 11 6 ( 55%) N.S.
Klebsiella spp. 6 5 ( 83%) 1 6 2 (33%) 4 \.S.
Total of P
Klebsiella spp. 10 9 ( 90%) 1 17 8 ( 47%) 9 * (P<(I).05)
P. aeruginosa 12 | 3(25%)| 9 19 | 6 (32%) | 13 N.S.
. Gram- | P. cepacia 4 3 (75%) 1 5 4 ( 80%) 1 N.S.
negative | Pseudomonas spp. 6 5 ( 83%) 1 7 6 ( 867) 1 N.S.:
rods  Total of |
Pseudomonas spp. 22 11 ( 50%) 11 31 16 ( 52%) 15 N.S.|
S. marcescens 19 15 ( 79%) 4 17 6 ( 35%) 11 *x (P<(.01)
S. liquefaciens 1 1 (100%) 0 0( 0%) 1 N.S.’
Serratia spp. 1 1 (100%) 0 1 ( 50%) 1 N.S.:
Total of Serratia spp. 21 (17 (81%) | 4 20 | 7 (35%) | 13 |*x (P<0.0D)
Acinelobacter spp. 4 4 (100%) 0 5 4 ( 80%) 1 N.S.,
Citrobacter spp. 4 4 (100%) 0 6 3 (50%) 3 N.S..
Enterobacter spp. 4 4 (100%) 0 7 2 (29%) 5 * (P <0.05)
Flavobacterium sp. 0 0 0 1 1 (100%) 0 -
GNIF-GNR ™ 1 1 (100%) 0 3 2 (67%) 1 N.S.
Other GNR 1 1 (100%) 0 2 2 (100%) 0 -
Sub total 112 {90 ( 80%) 22 131 67 ( 51%) 64 %% (P<0.01)
Total 157 134( 85%) 23 173 105( 61%) 68 %% (P<0.01)

a) Glucose nonfermenting Gram-negative rods
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4 MEFHR

BEIOLERFIHERDHE ARV EEZ Lic it Lic
fifx Table 15 IR L7, 2Bk IC D\ THB &,
BRL25000 BETi% 157 Hkehilisk 134 ¥k (85%), Tt
93 1% (15%), —7 AMPC ¥ Tix 173 ¥khi{H%k 105
& (61%), %t 68 Bk (39%) THbh, BRL25000 %f
FEECEVEERRR L (PL0.0D), ThEx 75 4
BEBREIC OV TH S &, BRL25000 B K%K 98%,
AMPC D4R 90% TH oI BEDNE X TDLA
Khotse 75 AEMREICOVTIE, BRL25000 #0
B4R 80%, AMPC BEDHAR 51% LMiENERER
BVHEERY R LI, BERIC & B &, Escherichia
coli, Klebsiella spp., Servatia spp., Enterobacter
spp. T BRL25000 D EERRMFRICED » 1o’ il
DEETIHEHEMCAEOZIRD bR, 51,

BERSHEBIE & LT, BRL25000 £ Tl Pseudomonas
aeruginosa 9Bk, Proteus morganii Ak, Acineto-
bacter spp. 4 ¥k s & Et 26 ¥k, —JF AMPC BTt
Pseudomonas aeruginosa 7%k, Escherichia coli 6
t, Proteus movganii 5#Ef, Klebsiella spp. 5 #,
Staphylococcus epidermidis 4 £k, Proteus mivabilis
47 5T 50 RSV BE X e (Table 16), 7ok Can-
dida spp. ¥, BRL25000 T 4%k, AMPC BT 248k
Rdbhtc, WERBBENRD bW FER % HEETFH)
B335 &, BRL25000 BEDH »BHE © Aisd -7
(Table 17),

RICRBEED MIC Li4%RE OB Table 18 =
=L TR LI, BRL25000 #is X U8 AMPC #D 3
kW Th, WEFEEET 400 ug/ml ¥ TO HEHY
B\ MIC fE% R Ll E TR BRIFRMEERNEL
his,

5 BYUERI X2 BEDREHE

BYEI X 5 ERADFHIER L Table 19-1 R L
Te& b T, BRL25000 BECi33%) 41 61 (36%), B%Y
0 F (35%), K% 10 1 (9%), ER 23 H (20
%) TEBLED R EbEIAYER 11%, —F AMPC
Houagsh 23 41 (19%), % 23 Bl (19%), ®F
B13 6 (11%), &% 61 Bl (51%) THZIK38Y T
59, BRL25000 BEAVERICERTL 7z (P<0.01), 75
B, £ ¥ CREYER X 5 TR TOHBEMOT
ORFikER% Table 19-2 1z ;& L7-#%, Table 19-1 o
BREOMIZILRD bhish - o

6. EIfER

BRL25000 % 132 @, AMPC ¢ 136 #lic->\ &l
PR Lico B RA0EERIE, BRL25000 BETIX 6
Ae@soh, 2612 TR CHEIBRE 2 AECE

Table 16 Strains appeared after treatment

BRL25000 AMPC
Isolates

No. of strains No. of strains
S. epidermidis 1 (3.8%) 4 (8.0%)
E. coli 0 6 (12.0%)
P. mirabilis 2 (7.7%) 4 (8.0%)
P.morganii 4 (15.4%) 5 (10.0%)
P.vulgaris 0 1 (2.0%)
P. rettgeri 0 2 (4.0%)
Proteus sp. 0 1 (2.0%)
K. pneumoniae 1 (3.8%) 3 (6.0%)
Klebsiella spp. 0 5 (10.0%)
P. aeruginosa 9 (34.7%) 7 (14.0%)
P. cepacia 2 (7.7%) 1 (2.0%)
Pscudomonas sp- 1 (3.8%) 1 (2.0%)
S. marcescens 0 1 (2.0%)
Acinetobacter spp. 4 (15.4%) 2 (4.0%)
Citrobacter. sp. 0 1 (2.0%)
Enterobacter spp. 0 2 (4.0%)
Flavobacterium sp. 0 1 (2.0%)
GNF-GNR® 0 3 (6.0%)

Other GNR 2 (7.7%) 0
Total 26 (1007%) 50 (100%)

a) Glucose nonfermenting Gram-negative rods

Table 17 Cases isolated new strains after treatment

No. of cases isolated new o
Drug strains after treatment Statistical
analysis
BRL 25000 94 20 Z0=3.145"*
AMPC 77 43 (P<0.01)

B, Wwihie6BHEKHEEL, HEYFIETS T TIT
Ebm o, 1FILEMARET, 2HBREHRL,
4B EWCHEELI, 1RSSR A 2HBICHKE LR
ol IR L, B/ 7> -4 v C®20ml i
L glutathione WFRRAIZ L H 3 B B2 XL L, 1
PIIEIEL H B CEREMSZEB L, 3 HHIC&FEL ik
THZ LRIV EPHHEE L, 1BINES, EH2
1HBCHB LB EYRIELCL 25, BB
T3 e FEREE L, —F, AMPC B¥Tid4
Glici@d b, 1FXEHTRE» 28 B CRKBEL, 6
HERHER LI, 10122 A BICHFEECRENEDS
h, BELAE AL CASHEEICEEL:, 1EILE
SGA1THBIRALRCH, 2 BBICHES Loy
BT Lo 1BUE3 BB XD THRIA AL, 1HEKRT 2
H#% % L (Table 20, 21),
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Table 19—1 Clinical assessment by attending doctors

Excellent (%) | Moderate (%) | Fair (%) Poor (%) | Total Statistical analysis
BRL 25000 41 (36%) 40 (35%) 10 (9%) 23 (20%) 114 Zo= 4.862* (P<0.01)
AMPC 23 (19%) 23 (19%) 13 (11%) 61 (51%) 120 | xs=23.918* (P<0.01)

Table 19—2 Clinical assessment by attending doctors

Excellent (%) | Moderate (%) | Fair (%) Poor (%) | Total Statistical analysis
BRL25000 | 41 (33%) 2 Ga%) | 13 (%) | 27 (22%) | 123 | Zo= 4.636* (P<0.01)
AMPC 25 (20%) 23 (18%) 14 (11%) 66 (52%) 128 X =21.408** (P<0.01)
Table 20 Side effect
BRL 25000 AMPC Statistical
Side effect .
# | H | + |Total (%) | # | # | + |Total (%) analysis
Diarrhea 1 1 2 (1.5%) 1 1 (0.7%)
Stomach discomfort 1 1 (0.8%) 1 1 (0.7%)
Nausea 1 1 (0.7%)
T e s 0
Nausea: Vomiting 1 1 (0.8%) Po=0.712 N.S.
Eruption 1 1 (0.8%) | 1 1 (0.7%) | 70=0.711 N.S.
Urticaria 1 1 (0.8%)
Cases with side effect 3 1 2 |6 (4.5%) | 1 3 |4 (2.9%)
Cases evaluated for
side effect 132 136

# : Discontinued dosing

H : Treatment on side effect and continued dosing

+ : No treatment on side effect and continued dosing

Table 21 Cases with side effect

Side effect
Drug Sex | Age - Administration
Type Appeared date |Disappeared date
F 72 | Diarrhea 2nd day 6 th day Continued
F 72 | Eruption 2nd day 3rd day Discontinued
BRI.25000 F 77 L"‘rticaria 1 st day 3rd day Discontinued
M 73 | Diarrhea 1st day 6 th day Continued
M 66 | Stomach discomfort 2nd day 4 th day Continued
F 63 | Nausea-Vomiting 1st day 2nd day Discontinued
F 60 | Stomach discomfort 2nd day 6 th day Continued
AMEC M | 60 E.ruption 2nd day 3rd day Discontinued
F 71 | Nausea 1st day 2nd day Continued
M 57 | Diarrhea 3rd day 7 th day Continued

JULY 1983
D
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Table 22 Deterioration in laboratory test results
BRL 25000 AMPC
Item Surveyed | Deteriorated | Surveyed | Deteriorated Statistical analysis
cases cases cases cases
Decreased in
WBC count 88 1 92 0
Ele\'ated GOT 86 2 97 0 Po=0908 N. S.
Elevated GPT 86 2 97 2
Cases 88 3 97 2
Table 23 Cases with deterioration in laboratory test results
Drug Sex Age Items and changes of abnormal values
M 54 WBC (9,200—2,800), GOT (19—50)
BR1.25000 M 75 GPT (26—40)
M 83 GOT (23—55), GPT(14—36)
M 71 GPT (22—56)
AMPC
M 80 GPT (25—37)
Table 24-1 Classification of utility of drug
ssaliflilf?::::‘; Satisfactory | Unsatisfactory Useless Total Statistical analysis
BRL 25000 58 (51%) 34 (30%) 5 ( 4%) 17 (15%) 114 Zo=4.443**
AMPC 35 (29%) 26 (22%) 15 (12%) 44 (37%) 120 (P<0.01)
Table 24-2 Classification of utility of drug
Sufficiently Satist Clu isf . Usel . .
satisfactory atisfactory nsatisfactory seless Total Statistical analysis
BRL 25000 59 (45%) 45 (34%) 5 (4%) 23 (17%) 132 Zo=4.462"*
AMPC 37 (27%) 28 (21%) 18 (13%) 53 (39%) 136 (P<0.01)

BRSEER %12, BRL25000 BECit 3 Izt 5 422
bbh, ZORFRIEMmMERMEA 14, GOT L&H 2 #,
GPT LR 2 Th o1 T EMERIRAE 1 2B ED
BETERMIE LT\ 7 AMPC BT, 2802
KD GPT LanBwbni-n, 261& bREKT S A
BIIE# B LTy 7 (Table 22,23), F &S
R, BERBEER%E LS, FORBRCIFAEECA
BOERTS SR Teh 1y

T Bt

BYE & 5 F BB HIEREL Table 24-1 1R Lz
t%9T, BRL25000 BECIXIERICHE 58 41 (51%),
W 34 4 (30%), AR SH (4%), FETFHR
U6l (15%) CHBBREBRYEHEBEER 81
% —% AMPC BETI23E% © #E 35 01 (29%), i
R26 41 (229, Tt 15 01 (12%), Tz

44 Bl (37%) THRE 51% THH, BRL25000 BEH A
BERMED Y ETRE A Boh (P<L0.01), 7
¥, BEE TCEYEIC L5 TXNTOHEEM T
DEHT#ER % Table 24-2 12 78 L7275, Table 24-1 0
BREOMICEZIRD ORI » 1,
| § 0 " ®

SEbRbIIL, HHERBEREL R LT, #
L<BA% X h7- B-lactamase PAEH| T H % CVA &
AMPC L DF&HITHS BRL25000 DAL, Zitk
BIOHFRELFHE 5 BT, AMPC 233 &
LA EERER X 5 BRI 1T - 700

CVA 2B EEAT B B-lactamase & ANALHAYICEE
BTAHZ LT LYV EDOEEREET S, FD 7% B-lac-
tam PAEFIEGHT 5 Z i & b, B-lactamase FE
EMEE LCHHENIVRIE T E 3 £E2HhTW
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%50 —F, AMPC 3 tigEn=vy vHlo—o2¢%
LT—FEK TR IR, FORKTMA L I hich
HEITHB, ¥ AMPC JRE% © mPEEHR,
CVA LD <2 —vERL, BEHELTREIR
EBTINE—EDBRELTHETS Z EMNEHI R
Twb, MEIDEARRZE LT, KEERI kY
FAWTD AMPC & CVA O 4~ DEERIEETD in
vitro DA, B XU CVA BERXEFRHOE/INBIT &
Y5 HWA S, AMPC & CVA otk 2xt1 &35
CENRME LTEREIRICS), BEYEETSE
Ll b, EN R L 7o D & T, Klebsiella
pneumoniae, Bacteroides fragilis 1¢ X\ ¥ THIE A
X7 b7 ANIERL, RERBEGERC S AFIDOLDRL I
T B8,

LI AT, SEXBEREY AMPC & LA-EHRIZ, =
X b CVARXEA LIz L X 2E80H, Teks
LU BARECHE TE % LY Lo 7cdTH Do
/o1 BRERL, ¥ INBEDO AMPC BHERDD
RTCW2HHAETHS 1g (44) &L, BRL25000 i3,
AMPC £E*WBELFARED 1g LBRETHI LR X
h 1.5g (4 4) & L, BRL25000 » 1 H#¥EE 1.5
X, ZEEFORMD ¥EBLTLEYKLIOLEEZD
h, FNBIELRIED AMPC 352 itk hEE
HRYILIKPHIZ L5 D EEX BRI,

BHAE R BYTEO LW ERE I X O IR EOHIE
%, UTI ZEFMER> I LTI, BEHELE
HEZRE-TS BEE Lo, THhICEBEREIER, B
KREREMBOEB RN TS & L i, HYE XSGR
BHRBF LOCFARHEL L, ThZhICOWTHEEE
RIS 21T o 7o ERRFPABEHRCO LTI TR
MIC #JI5E Utco 7o¥, UTI ZEupapfiiine 35 3K
DEBHIRDTESY BRI E LicbDTH Y, 5HED®
FIPRIC DT L EZFHEDO A b AT, FieH DIE
BRI IEL MEE L 2 EET S LIIFTY
EEZIbID, L L, ERECHELTIMERD AR
HIERIED T EBRSIDEFRIEDIDEE L LR
%o

WREFIBUE 269 FIT, BRL25000 3 X 0¥ AMPC #3
BEINIEFZThER 132 FlF X 137 flThH-
Too BRSO - MEBNILED 13% 55TH Y, BIREHEH
EREEAEGISE, BRL25000 ¥ 114 §l, AMPC £ 120
BITH »1co BAMFIDIZ & A EIEIERT O RPMELOR
RTHhYH, MEADLE ZEIWERAC X 2HEFILFITH
sl ek, ¥ 10% DEAITEEARRD IobRIt & i
7D, TEHIEFTERERXIT D, REBREE
FEPAER & LR, BRERYFLTCARLBS

BB Dol EEL LR, [t ) A
HOLE T, WTFhIFRDOEREDLRT, wHEy
W) B BRIRFHE DO LB RO TTEETH B Ll s
o
UTI EZHEERECEE UTHEL 12 RAEKGED
ez, BRL25000 #%45s AMPC Bz J:dav -5-{'d: 318
T3 LORENIBLRI, ERRABKDEYHET
52 oDRETHHBERE LOMERCHT58H20 )
BTh, IThd BRL25000 H2HEECER T,
MEFRZHRICOVTHS &, BRL25000 Bz kit 5
77 AEHREOERRIL 8% LBHTHEL, &
CoBEI N Tc 45 ¥R Streptococcus faecalis 10
BHBRAF LTI T &I o, 72 AMPC Bkt 3
77 ABHEREDOMHEAEDL 90% LB, FOL»HE
B BBEDOEIRD ORI T, —F, 77 2R lE
BD#H%RIZ, BRL25000 Bic s\ CHEBREL, 31
HWERIE T Escherichia coli, Klebsiella spp.,
Serratia marcescens, Enterobacter spp. ik\T(H
BOENRRDLRI, ThHDEED 5 L Escherichia
coli A5tz AMPC iwfittefLiEms'sk <, CVA ORA
CEIDHEANZ b abERLICEBRTEL S, &
12 L, Serratia marcescens ¥ X U8 Enterobacter spp.
D MIC D% < 100~400 ug/ml RIZHF L, BREE
LD L HRIUTE R IE Lic <\ MIC {ETh 1
LA LIRBGIEFIEC R » TN, £EEARED T
AEEDOHEARIIEL, ThIFFINEGRHREYR
Tl BIVRFERENVEERILELTEELD
ATV REBERPECHERIHBR L S ELLAL,
YR O BFRRFIER T2\ TOHE T, BRL
25000 Bt AMPC BECHA~ERTH D, RFOHRE
EVb T B RE R EC R T2 B, &
AR L VFAEI NI D EEX BRI,
EIfFABALT, EbEERCOWCTIXAHFL TR
It ¥ D BIGEEI LT, EBERLORBHONT, £
ARELERT, AHERCEROEZIR D bhikhs
foo ERBRBEBRECSVTLEBRLDILRL,
WHMCEZEDELR » bhith -, AMPC #%2
BOBVERTHS = L EET 5L, BRL25000 DK
EHLARRBRIC I VIS hBrbotELbhl
MBI X 54 FM$E T, BRL25000 B AMPC
BN EBCERAED D ETHRE N B LR,
THIREL DR KBk L 7cfs B & % % & h, BRL25000
MM R RIEC K LTABREOBVEAITHHT
N, KRBRICE D, RBOCHELLb0EELD
hic
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# 29 Bl A RILFREFEEKRE, FRvHoY
A, BRL25000. 1981, Rl
KRIERK, WR{ERUTI RS ER) : UTICR
B i) B BT H A5 # o Chemotherapy 28(2):
321~341, 1980
KBEHK (UTI B atft®R) « UTI GREEREHREE)
ESEMEERE (#H)o Chemotherapy 28(10) :
1351~1358, 1980
ABEET, # B, WELSHEF, NMNEF
g, =% o EFRE KRMEE HBHE ¥:
BORERILRE (MIC) WEEBHITC 2 W
T, Chemotherapy 29(1) : 76~79, 1981
READING,C. & M. COLE : Clavulanic acid: a
beta-lactamase inhibiting beta-lactam from
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A randomised double blind comparison of BRL25000 (1.5 g/day) and amoxicillin (1 g/day), admini-
stered orally for 5 consecutive days, was conducted in patients with complicated urinary tract infections.
There was no significant difference in the background features or the pretreatment urinary leucocyte
and bacterial counts, at least 5 leucocytes/hpf and 10* bacterial cells/ml respectively, of the 234 patients,
186 males and 48 females included in the study. Clinical efficacy, assessed by reduction or elimination
of bacteriuria and pyuria, was evaluated according to the criteria established by the UTI committee
in Japan.

Analysis of the clinical results showed that BRL25000 was significantly more efficacious (P<0.01)
than amoxicillin in the treatment of both monomicrobial 82% (62/76) responded to BRL25000 and
53% (41/78) to amoxicillin therapy, and polymicrobial infections where the observed response to
BRL25000 was 63% (24/38) and to amoxicillin 262 (11/42). Excellent plus moderate responses were
obtained in 75% of 114 patients receiving BRL25000 and in 43% of 120 patients receiving amoxicillin.
Bacteriological evaluation established that BRL 25000 was significantly more effective than amoxicillin
in the treatment of infections caused by Escherichia coli, Serratia spp., Klebsiella spp. and Enterobacter
spp. and both drugs were highly effective in the treatment of infections caused by gram-positive
bacteria. There was no significant difference in the adverse reactions observed between the two trea-
tment groups.

From the results of this study it was concluded that, at the dose levels employed BRL25000 was
clinically and bacteriologically more effective than amoxicillin with a comparable low incidence of side
effects.



