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Fig.2 Criteria for clinical evalustion on pyurie, bacteriuria
and overall clinical efficacy
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AL TVAHE EARR S, ok, ZORRKIE
5AM T LDEHERRTH Do

2. BEHEGIN
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‘Table 2 - Patients studied

Patients BRL28500 |  TIPC cez | St
“Total number of cases 158 159 159
- "No. of cases excluded w 7 »
NS
No. of cases dropped out| 8 [} 7 s
No. of cases evaluated o - o (d=4)
for clinical efficacy
Ns.
No-of i::’:‘:::“"’d 18 159 158 =199
or 8 (4r=2)
NS.
No. of cases evaluated 1 o w8 | x=2.0%
for laboratory findings
(@r=2)
Table 3 Reasons for exclusion and drop out
1. Exclusion
No. of cases
Reason
BRL78500 | TIPC crz
Disease out of the object 2 2 3
Age less than 16 years old 0 1 0
Outpatient 1 0 0
Pyuria less than Scells/hpt 2 2 1
Bacteriuria less than 10‘CFU/ml 3 3 5
No bacteriuria 12 8 10
Infection of Mold 1 9 u
Intracutaneous test (+) 0 c 0 1
Violation of combination drug 0 1 1
Administration to the same patient 2 0 1
No bacteriuria and pyuria less than 5cells/hot 1 1 3
Total © 7 B
1. Drop out
No. of cases
Reason
BRL7800 | TIPC crz
Violation of administration schedule 2 2 6
Violation of examination time 4 6 1
Violation of urine sampling method 2 0 0
Total 8 8 7

DV, BERMEECBI L Tz, BRL 28500 5
11§, TIPC B¢ 141 4, CPZ B¥ 148 flico\ TN
WA TH oo

3. BERY

D ¥RET

BRBROHTE 2T~ EANOEMOBERRBTF LR
M LARSZ—IE LT Tabled IR Licad, WhoXi

HBILTH 3HMc ARER BODhh 27 Tt
3, UTI ERMEABIE UTI RAMEEMIE-T6
Bam L,

2) BRMSHER

BEWORPHWELE LDBL Table50 &5 )
¢, BRL 28500 B¢ 110 ffj# & 190 #, TIPC B¥ 124
nts 229 #k, CPZ B 119 fid» &> 213 HoiHMEShic,
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Table 4 Background characteristics
Characteristica BRL28500 | TIPC cPz s“""l eal
Male [ 93 02 2 NS,
Sex Female % 3 7 | Rax
16~29 3 2 2
30~39 1 7 2
40~49 4 6 5
Age 50~59 12 2 6 | N
60~69 % £ 23 i
70~79 » 38 48
80~ 2% 19 18
E) n 10 4
40~49 u u 38 NS,
Body weight 50~59 % 51 49 He=1.084
(kg) 60~69 u 15 18 i
~ 6 6 5
Unknown 9 8 5
Kidney % 3 31 NS.
Site of infection Bladder 6 6 I3 =332
- Prostatic bed 17- 1 13- {dt=4)
Upper urinary tract disease
Calculus 10 15 10
Cancer 1 2 1
Others 3 5 2
Lower urinary tract disease
Benign prostatic hyperplasia 15 21 21
Prostatic cancer i u Y NS.
Underlying disease Post prostatectomy 7 7 13 1=12.475
Bladder cancer- - 12 12 16 (dt=22)
Neurogenic bladder 15 1B i
Others 7 7 7
Multiple urinary tract disease
Upper+Upper 5 4 4
Lower+Lower 1 8 4
Upper+Lower 10 9 10
1st group 17 2 17
Monomicrobial | 2nd group 10 9 4
infection 31 group 12 10 u
Type of infection 4th group 16 15 21 ( dl:io)
(UTI grouping) Polymicrobial | Sth group 2 36 ki
infection 6th group 2 2 %
Monomicrobial infection 55 % 56
Polymicrobial infection 55 & 6
Indwelt 0 58 54
Catheter Not indwelt 0 & &
+ 5 8 7
N + 2 29 2
Grade of pyuria + % © »
# 42 4 55
Normal % 108 %9
BUN Abnormal 1 16 20
o Normal % 109 107
Abnormal u 15 12
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‘Table 5 Organiams isolated from urine

Organisms BRL28500 |  TIPC cpz | Statistical
analyais
S aurens 2 5 5
S epidermidis 7 7 1
Staphylococews spp. 7 6 o
Jaecalis % 2 3 NS.
G+ | & faecium 5 2 2 | ¥=1852
Bwteracoccus spp. 1 9 7 (@f=12)
Others 3 5 5
Sub total 50 57 50
E coli 16 2 2
Ciltrobacter 9. ‘ 8 6
Klebsiella spp. 12 13 16
Enterobactar spp. 13 8 9
S marcescens 7 9 19
Servatia spp. 4 10 12
G(—) | P. mirabilis 5 9 5
Proteus spp. 12 %4 4
P aenginosa 23 2 2
Pseudomonas spp. 14 12 9
Acinetobacter spp. 5 7 8
Alcaligenes spp. 4 6 8
Others 11 12 12
Sub total 140 172 153
“Total 190 229 213
G(+) 50 57 60
G(=) 140 172 153
‘Table 6 Type of infection
Type BRL2500 |  TIPC crz Statistical
analysis
'Monomicrobial 55 56 56
infection (50.0%) (45.2%) (47.19%) NS
2#=0.552
Polymicrobial 55 68 63 (df=2)
infection (0.0%) | (64.8%) | (52.0%)
2 species ) 37 3
(30.0%) | (2.8%) | (32.8%)
3 ies 17 23 20
spec (15.5%) (18.5%) (16.8%)
4 species 5 7 2
(45%) | (s6% | (11%)
5 species 0 0 2
e (1.7%)
6 species 0 ! 0
( 0.8%)
Total 110 124 119
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Fig.3 Sensitivity distribution of isolates to BRL 28500, TIPC, CPZ
(10°CRU/ me)
1004
A
] >
g
% /
[ - :
2
i tical amalysis
o ns w230
s BSOS
LS eLO oo
1 P01 840,814 [P0.05] TiRc
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(®eeeeaB) | (LD (Z 2 GJ) (LW (9 3)(15 I)(Zﬂ)mﬂ(‘lml&l)ﬂlnﬂnuln“ﬂmo(lm
TipC tee fo 1 2 2 183
(o====0:B) | (0.5) (L6 (.13 D Q0.8 (Zlo)mﬂ)(u |)(5| ﬂmﬁnlaﬂsumﬂ(lw
6
@y (wuu)ummsmxu)«zw(sw(usmzmmumammm»mu(m 182
1 5 1
0.6 Q3 @9 0.7 (5.9 18.2) @6 37.0 (50.3) (67. O (80. D m. o (!lamvﬂ(lw) 181
1 2 19 13 U 6 B 181
0.6 2.8) (6.6) (9.4)(14.9) (19.9) (28.2) (38.7) (50. 3) (60. 8) (68. 0) (7. 7) (79, 0) (100)
3 1 B 4 0 6 4 3 181
(omrit) | (LD 2.2 .0/(T.7)(19.9) (3.2 @1, 1 67.6) (3.6 (62.6)65.6) 62,3 (87, (92.8) 56,1 8.3 (100)

05 %75 LRI BRL 28500 B 50 $k(26.3%),
TIPC B¢ 57 Bk (24.9%), CPZ Bf 60 5 (28.2%), ¥
LU 75 sfatEBE BRL28500 B 140 # (73.7%),
TIPC B 172 # (75.1%), CPZ B¢ 153 # (71.8%) '
AHSh, EREL 7T ARBEESS AORIH 3B
D5 BB B ELED bhigh - oo
ChEEMcAB L, 75 ABEETRARLLIC
E. faecalis (BRL 28500 B¢ 13.2%, TIPC B¢ 10.0%,
CPZ B 14.1%) wilb %<, S.epidermidis b HuH%
{PMESNI. 77 ARMBETIY, B LLIC Poaeru
ginosa (BRL 28500 ¢ 12.1%, TIPC B¢ 14.0%, CPZ

B 1L7%) »B/b%L, KT E.coli, S.marcescens
REL WS NI, SRR EEBICHT S RRTR
Table6 KRLA X 5ic, REBRANER LS 0%H
Tdish, WHERRHITIL 2 WREERGIH 0% LR
35, LWThoRBEREISVTL 3BMCHES
REDLRIEh 21,

REAMEIHT 5 ZHHAD MIC 2oL TRNL
Teo MIC ORBATibh 2-MidkB: BRL 28500 Fp¢
190 #eob 157 #k (82.6%), TIPC Bf 229 #eeb 183 #
(79.9%), CPZ B3 213 #heh 181 #k (85.0%) T~
o
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Table 7 Producibility of f-lactamase

*4-lactamase (+) A-lactamase
otal
Drua High producer | Low producer |  Sub total (=) T
BRL28500 | 53 (33.8%) | 59 (37.6%) | 112 (71.3%) | 45 (28.7%) 157
TIPC 69 (37.3%) | 72 (38.9%) | 141 (76.2%) | 44 (23.8%) 185
CPZ 67 (35.8%) | 66 (36.3%) | 133 (73.1%) | 49 (26.9%) 182

* High : acidometry disk(+), nitrocefin disk(+)
Low : acidometry disk(—), nitrocefin disk(+)

10°CFU/m! MM RO MIC Hfncowt Fig.8
IR L1e BRL28500 B HAME h - Miko BRL
28500 12343 MIC 4347 (A), TIPC B2 HAMEh
J:#i#k® BRL 28500 1345 MIC 44 (B), CPZ #¢
ORI M#kD BRL 28500 1cx$+3 MIC 24
(C), AIRIER ) LM S hIclbkD TIPC i3
MIC 24 (#4 (D), (E), (F)) %X CPZ 1okt
5 MIC 54 (&4 (G), (H), (1)) ¥HBL,
withogMEkicsVTh, (A): (B): (C), (D):
(E): (F), (G): (H): (1) DMz, HEEIZED
Dbhighot, —F, &HHOHESRIBEOEH
SERAMCRT S MIC 241, b (A) : (B): (1)
ORI, IFMCHEE (P<0.01) pBbLIl, &
2BMICOVTHB &, CPZ B0 CPZ kKt 5 MIC
A4 (1) 25, fucke, AECREMIR > TV o

KB SHMBIR LS, MIC O WEX LI hicR
HICOWTEHHO MIC 44i% %3 &, BRL 28500
MIC 445 (A+B+C), TIPC © MIC ## (D+E+
F), CPZ 0 MIC 24 (G+H+I) oMliciz\ »Fho
HER sV THAEE (P<0.01) ABBHh, CPZ
© MIC #4 (G+H+I) 3 BRL28500 » MIC
(A+B+C) %X0° TIPC » MIC 7 (D+E+F) X
YHEC, *i BRL28500 o MIC 475, TIPC o
MIC A% X ) HECEERMICR - TVico o TED,
MIC %0 ((A): (E): (1)) BREMO &t
DRCE LIS O TR, ARABGOHEN DX
EI3C b LEX bhi, T ORMIT, 10°CFU/ml £
BTLAKTH 1o

MIC DRERATL - IHRiIc OV T p-lactamase 7EE
SPTE Licht, p-lactamase EE4#kiz BRL 28500 Bic
112 # (71.8%), TIPC Fic 141 ¥ (76.2%), CPZ B¢
ic 133 # (73.1%) B bh, TOREBLTIHM
CHEZRBED LR L b - fo (F=1.091), i B
lactamase gE4:keh, i EHki: BRL 28500 BEiC 53 ¥k
(33.8%), TIPC iz 69 ¥k (37.3%), CPZ BEKC 67 #k
(36.8%) (x*=0.529), {EE4#kix BRL 28500 B 59
# (37.6%), TIPC Bic 72 ¥ (38.9%), CPZ Fiic 66

B (36.3%) (x*=0.276) bk, L FhbtofEK
B3 L THx 3 MR M AE8 B i fchr - 7 (Table 7),
RALERBIFE L, BEMREDMEICOWT,
B-lactamase BAEMEFIICAEHFID MIC ik itee LT
ABE, ARFILbCREEKITHTS MIC 12, EE
ERRtT s MIC XhBISMicg-»Tish, *ic p-
lactamase WEAHICK L TH, EEEHKICHVLTY,
3XFMO MIC SHOMIHEES Bobht: (Fig.

4-3,b),

ShEEOIRBMICRNT S L, plactamase {EiE
BRICOUTiR 109, 10°CFU/ml #2805 & b iz, CPZ 5}
BRL 28500 3 X0¢ TIPC X h L HEICEHAMICH - T
®, —HREEKICHKTIZ 10°CFU/ml g8 s 100
CFU/ml M THRN  ZHh1, Tibb 10°CFU/MmI
D%A 1 i CPZ 25 BRL28500 X b , ¥ BRL
28500 1% TIPC X b b HREIEMEMITHR - TL jont 100
CFU/ml iz7z% & BRL 28500 & CPZ ORMOBE#EN 2
bhiel st

HE ZEORRETORMERL D, EHTHHL
RETHY, HERHIFEITEEEX Hhis

4. ERZHR

1) RAWKHR

UTL 25 XY HE LKA
Table8 o X 5 i, BRL28500 Bt Tz ¥ % 26 fii
(23.6%), #%h 45 i (40.9%), ##h 39 B (35.5%)
T, EHLAGEADRIAEYHE LT, AHE)
64.5% (71/110 GI), TIPC BEix %% 17 1 (13.79%),
% 42 ) (33.9%), ## 65 G (52.4%) THH X
47.6% (59124 G1), CPZ BHiX %% 27 Bl (22.7%), K
% 37 9 BL1%), % 55 I (46.2%) THZK
53.8% (64/119 §i) L7ch BRL 28500 FHicisid SRR
2% 3 HUBLRI TR B2 - Fbb, & < ic TIPC BRicat L
TREEREVCERTH -1 “hi UTI KERER
BB LB aici, Table9 iwRLickdic, #1
Bl WTHEER & b h, HZHRE BRL28500 B
76.5% (1317 i), TIPC ¥ 40.9% (9/22 (), CPZR}
41.2% (717 §) T BRL 28500[8 D54 TIPC B¢ X
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Fig.4-a  f-lactamase producing sbility -and MIC
(10°CPU/ )
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High : acidometry diski), nitrocefin disk(+)
< acidoaetry diski-) nitrocefin disk($)

t
DHBICE D - BLMWAHEOR S KR
BRL 28500 £ 35 X UF CPZ BECIL 4 BF (BL.3% 5 XU°
85.7%), TIPC BETIXH 35 (90.0%) TWFhbhish
BRBTHoTco ¥R EVHERRLR LAHBEIZ
BRL28500 3%, TIPC ¥, CPZ L bic 5% (43.5
%, 19.4%, 21.0%) OBHBEERBTH 720
ChODHEHELH 1~ 4 FE CORBMBRFL, B
5, 6 HOWBERAPECAR L TR T 5 &, BEER
BETi%, BRL28500 I¥ 72.7% (4055 ), TIPC B¢
66.1% (37/56 §i), CPZ Rt 67.9% (38/56 f) T3 B
Flic HEER BH ORI o0 —77, WHEBHRT
12, BRL 28500 B¢ 56.4% (31/55 {7), TIPC Bf 32.4%
(22/68 ), CPZ Bf 41.3% (26/63 i) T3 BEMNICHE
#nB»Hh, BRL28500 BOHRAs TIPC BHIDH

.3 228 N

KREGRA 7~ 7 L OHMBIHNT DL, #n7—7
AEERES B 1 HE XS5 H) T2, HHRi2 BRL
28500 Bf 57.5%, TIPC B¢ 27.6%, CPZ B3L5% &
7o, BRL28500 BHickid 5 % 4 4 TIPC BE&IT
CPZ BICH~EBIR S, » 7 — 7 ASEAREGIH 2,
3, 4, % X6 H) Tik BRL 28500 B¥ 68.6%, TIPC ¥
65.2%, CPZ B 72.3% LABMICHEZIZD OISR
Mot

2) BRHTIHR

EBRICRT 5 HRi3 Table 10 107R Lic, BRL 28500
BTIEM 31 1 (28.2%), oE 17 4l (15.5%), &
% 62 ] (56.4%) TEMLESDIHER GUITHH
) 13 43.6% (48/110 ), TIPC BHTRER 29
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Fig.4-b p-lactas

Statistical amlysis
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S|
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lctamase 005 005 0.1 07 039 078 1% 313 625 125 2 5 100200 40 B0 50
BRL28500 2 7T 1 12 2 18 B 15 &£ 2 1B 189
(e—a:D) we 6 AN 7.0032.000Ne2 6L L e | 15P
v | TiEC 1 2 s 7 Ey iis "5y
S ommmdic s @) 48 6N 63 0D, .

T

T
©.5 1.5

w6 12 1 8 5 1
LD 6.0 (117149 @13 7.1 GLOGBLO U0 &
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9 8 18 28 51
00)

1 W T Tl
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*High : acidosetry diskit), mitrocefin diski#)
Low :acidometry diskis), mitrocefin disk(¥)

(23.4%), @& 12 41 (9.7%), 7% 83§ (66.9%)TC
WL 33.1% (41/124 B, CPZ BTIXEHAL 35 6
(29.4%), & 13 B (10.9%), F% 71 § (59.7%)
THERIT 40.3% (48/119 B Lix Y, ERMCHEE
BEDBRIEh ook, TIPC Bifh 2 BIC KO 0E
VEEETH T

Thi UTI SRABRICRE Lics, $18H10
HERITHI 5V ThORICE W T ERMARMCHE
ERBDLRILN T FEROBIBVHIEFHLD
$ABT, ¥R L{EVBX BRL 28500 & X U° CPZ ¥
B 2B, TIPC B2 5 HTH-Teo

BHRRLHT A 5L, FFH X2 BRL28500 B
54.5% (30/55 §), TIPC B¢ 48.2% (27/56 B1), CPZ
B 48.2% (20/56 @) Lich, HEEIBHOLAT, ¥

fo, WHEERLHATH 5 &, BRL28500 B 32.7%
(18/s5 fi), TIPC B 20.6% (14/68 §I), CPZ Bt
33.3% (21/63 §) LHEWMELE D b hiphofohl,
TIPC FEpiflh 2 BICH~PCEV-HHETH 72

BRH7 -7 A ORRACKRNTBE, 27 -71 @
MIEFTIE, KRz BRL 28500 B 50.0%, TIPC B
24.1%, CPZ B¢ 20.6% Lich, £BMICHEZRRED
Hhieir-7cds, BRL 28500 Bz it SRR, 2 B
CENEVERTH > o 77— T AIEAREG TR,
R BRL 28500 B¢ 40.0%, TIPC B¢ 40.9%, CPZ
B 49.2% LERMCHERERRED Hhih o7,

3) MERCHTHHR

MER T 5282, Tablell RLA X 5 i,
BRL 28500 ¥ TIX, Htkfk 66 fI (60%), M4 101
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Table 8 Overall clinical efficacy
Pyuria Etfect on
Cleared ,
B r— ear Decreased | Unchanged | -t B
BRL 28500 % n 2% 66 (80.0%)
Eliminated TIPC n 6 % 49 (39.5%)
crz 7 9 % 60 (50.4%)
BRL 28500 1 1 (0.9%)
Decreased TIPC 1 2 3( 2.4%)
cPz 1 1(0.8%)
‘BRL 28500 2 2 12 16 (14.5%)
Replaced TIPC 4 3 2 29 (23.4%)
cpz 2 1 7 2 (16.8%)
BRL 28500 3 3 2 77 (2%4.5%)
Unchanged TIPC 7 3 E 43 (34.7%)
crz 6 3 2 38 (31.9%)
BRL28500 | 31 (28.2%) | 17 (15.5%) | 62 (56.4%) 10
Effects on pyuria | TIPC 20 (23.4%) | 12 (9.7%) | 83 (66.9%) 124
cpz 35 (9.4%) | 13 (10.9%) | 71 (59.7%) 119
B} BRL28500 | 26 (23.6%)
TIPC 17 (13.7%) | Overall effectiveness rate (%)  Statistical analysis
crz 27 (22:7%) | BRL 28500 71/110 (64.5%) P<0.05
BRLZ800 | 45 (40.9%) | TIPC  :50/124 (47.6%)  H=1.410
TIPC £2(3.9%) | CPZ 164119 (53.8%)  BRL2800
crz 37 (31.1%)
BRL28500 | 39 (35.5%)
TIPC 65 (52.4%)
crz 55 (46.2%)

0.9%), BXR 16 §I (14.5%), TF 27 7 (24.5%)
TR L RP R ADRI VWb D HRIE LUTRY
) 12 60.9% (67110 §I), TIPC B¢ ik Metddt 49 O
(39.5%), W36l (2.4%), WX 29 f (28.4%),
TEE 43 1 (34.7%) TR X 41.9% (52124 ),
CPZ B2, MMAL 60 7 (50.4%), W 161 (0.8%),
Wik 20 G (16.8%), T°F 38 i (81.9%) TRAE
51.8% (61/119 f) THH, 3WMICHEEIED O
eh o feniitE LR s X UMA K L bic BRL 28500 B
P2 B HAER TV, ok, BEMRVEARSE
T 5PILA, LEORPRITIE LA EDERBRYE
ftREED LI,

HPERAkT & B L, W4 iz BRL28500 B
69.1% (38/55 §1), TIPC % 58.9% (38/56 1), CPZ
B 67.9% (38/56 O LHEZIBDOATY, ERUH
BRRLthTHB &, BRL 28500 B 52.7% (29/55 §1),
TIPC B 27.9% (19/68 #1), CPZ %% 86.5% (23/63
) LHEERIED bl - 7ohl, BRL 28500 Bkl
2R VBIRTH 27,

BT —FAORRHCRNTBL, 27-718
WERTIZ, WPEiz BRL28500 B 50.0%, TIPC B
22.4%, CPZ B£31.5% Tk Y, BRL 28500 Bicisi
2R TIPC BIcH~ERICH S, 7o 7 -7 150
WEFTI2 BRL28500 B¥ 67.1%, TIPC B 59.1%,
CPZ B 67.7% LAWMICHEERBDohIEd 1,

4) EEFHBHR

ABERRAL ED L BEOWARYERT LR
# Uiz (Table12),

*HMLH0 1§ % K12 BRL28500 Fix 83.7%
(159/190 #%), TIPC Bfi 75.1% (172/229 #), CPZ &
% 75.6% (161/213 #) & &ABRMCHEERZD LT
7%, BRL 28500 BEAi 2 BICH~0 RV HAR
Thoto TOIH, 77 ABEECE > THENAE
%45, BRL28500 B 82.0%, TIPC B 81.7%,
CPZ B¢ 81.7% THAKMB L b 80% MO T, £AHN
CHEZRBBOhh ol —F, 77 ABEE2E
D¥%¥I3, BRL28500 ¥ 84.3%, TIPC B 70.9%,
CPZ % 73.2% & BRL 28500 #¥% TIPC Bhic "B &
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Table 8- Overall clinical efficacy classified by type of infection

oo of cem Overall
Drug Excellent | Moderate | Poor | effectiveness Statitical analyss
(% of total)
nte (%)
BRLZSO| 17 (18.5%) [ 5 8 ‘ 6.5%
1 gow| TIRC | 2(7%) [ 1 8 3 0.9%
|| 8 ‘ 10 a.2%
BRLZSO[ 10 (9.1%)| 0 5 5 50.0%
2nd group | TIPC 9(7.3%) 0 8 1 8.9%
Crz 4(3.4%) 0 2 2 50.0%
. BRLZSO( 12 10.9%) [ 5 ‘ 3 75.0%
Nonombrhial| gy (TG |10 (8280 | ‘ 1| oo [
. |umem| s (] 3 6% -
BRL28500 | 16 (14.5%) 9 4 3 81.3% Ns.
4th group | TIPC 15 (12.1%) 7 4 4 73.3% H=ﬂ m
CPZ 21 (17.6%) 9 9 3 85.7% 3
BRL 28500 | 55 (50.0%) 9 2a 15 .7% NS.
Sub total | TIPC 5 (45.2%) n %4 19 66.1% H.-.l %6
cPz 5 (47.1%) 7 2 18 61.9% -
BRL28500| 23 (20.9%) 2 8 B B5% |yo
5th group | TIPC 3 (29.0%) 2 5 2 19.4% =3.68
cPz 3 (31.1%) 3 7 7 2.0% |
‘Polymicrobi BRL28500| %2 (29.1%) 5 16 n 65.6%
nfecti 6th group | TIPC 2 (5.8%) 2 ) n 46.9%
CPZ 26 (21.8%) 7 9 10 61.5%
BRL28500 | 55 (50.0%) 7 % x4 56.4%
Sub total | TIPC 68 (54.8%) 4 18 46 2.4%
Pz 63 (52.9%) 10 16 37 41.3%
BRL 28500{ 110 (100%) % 6 » 64.5%
“Total TIPC 124 (100%) ” 2 6 41.6%
CPZ 119 (100%) 27 k4 55 53.8%
BRL 28500 | 40 (36.4%) 7 16 by 57.5% P<0.0L BRL 28500
Catheter indwelt TIPC | 58 (46.8%) 3 1B [ 6% (o
CPZ 54 (45.4%) 6 1 kd 31.5% “TP<0.05] NS |cPz
BRL28500 | 70 (63.6%) 1 2 2 68.6% NS.
No catheter indwelt TIPC 66 (53.2%) u 2 s 65.2% H.=l 812
CPZ 65 (54.6%) 2 % 18 72.3% )
[=:1 Rlko SbRIn¥ Bk, 2B Hhid - 7%, BRL 28500 BOHERIZAL
75 WBMER T, E.faecalis, Enterococcusspp. OFf b0 THo7o

RET IBFMc HRESN BHOIL, 77 AMBET
1%, E.coli, Kiebsiella spp., Serratia spp. © 3 EMOMN
LREHEESBD bhico E.coli ik BRL28500 B
100%, CPZ ¥ 95%, TIPC % 68.2% T BRL 28500 %
# TIPC Bt~ HEEY b b, Klebsiella spp. T
ix BRL 28500 B¢ 91.7%, CPZ ¥ 93.8%, TIPC B
53.8%, Serratia spp. it BRL28500 B 100%,

TIPC $ 90%, CPZ B¢ 41.7% L& 2 BMOKKCHE

Brlactamase EAEME L FEFRISHR L O B R T2,
Table13-a, b D X 5 iz f-lactamase BE LB ICH LT
SEEEBCH LT 77 2 BEHE, 75 A MERS X
VLIl 5 MENERSRE, 3 RMCHERIRD
bhighats, Lnl, WEAEEOLOR BELR T
12, BRL28500 B 81.1%, TIPC %f 65.2%, CPZ Bt
70.1%, ¥7-{EE4BTIX, BRL28500 B¢ 86.4%,
TIPC ¥ 79.2%, CPZ B 77.3% t\FhicatLTh
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Table 10 Effect on pyuria classified by type of infection

No, of cases CL+De.
DRS | (55 of toay | Cleared | Decreased | Unchanged | 1\, (o))
BRL 28500 | 17 (15.5%) 7 ‘ ] 64.7%
1st growp | TIPC 22 (17.7%) 6 3 13 40.9%
cPz 17 (14.3%) 4 2 1 35.3%
BRL 28500 | 10 ( 9.1%) [) 1 9 10.6% NS
2nd group | TIPC 9 (7.3%) 1 1 7 2% | L
CcPZ 4(3.4%) 0 0 4 0% i
. BRL 28500 | 12 (10.9%) 6 - 1 5 58.3%
Monamierohiel| 314 group | TIPC | 10 ( 815%) [ 5 1 o | wox | NS
cpz 14 (11.8%) 5 2 7 50.0% i
BRL28500| 16 (14.5%) 9 2 5 66.8% NS,
4th group | TIPC 15 (12.1%) 8 2 5 6.7% | o
cPz 21 (17.6%)| 10 4 7 66.7% i
BRL28500 | 55 (50.0%)| 22 8 2 54.5% XS
Sub total | TIPC 5 (45.2%) | 20 7 2 8.2% | o
cPzZ 56 (47.1%)| 19 8 2 48.2% i
BRL 28500 | 23 (20.8%) 4 5 u 2.1% NS,
5th growp | TIPC 36 (29.0%) 5 [ 31 B | e
CPzZ 37 (31.1%) 6 4 z 27.0% i
—— BRL28500 | 32 (29.1%) 5 4 23 28.1%
P";ﬂ’;’:gﬂ":‘“‘ 6th group | TIPC 32 (25.8%) 4 5 2 2.1% H:zsw
CPZ % (21.8%)| 10 1 15 42.3% §
- BRL28500 | 55 (50.0%) 9 9 7 2.7% NS,
Sub total | TIPC 68 (54.8%) 9 5 54 20.6% | oo
CPZ 63 (52.9%)| 16 5 4 33.3% i
BRL28500 | 110 ( 100%) | 31 7 62 43.6% NS
Total TIPC 124 (100%)| 29 12 8 8% | Lo
cpz 119 ( 100%) 35 13 7 40.3% -
BRL28500 | 40 (36.4%)| - 1 9 2 50.0% .
Catheter indwelt TIPC 58 (46.8%) | 11 3 “ U1% | Lo
CPZ 54 (45.4%) 10 6 38 20.6% o
BRL28500| 70 (63.6%)| 20 8 42 0.0% NS
No catheter indwelt TIPC 66 (53.2%) | 18 9 2 0% | T
cpz 65 (54.6%) 2% 7 3 49.2% "

Cl.: Cleared, De. : Decreased.
BRL 28500 BAifs 2 BICHANPOBVIHAETH 700
EORHENCRNT S L, 3RMTARESTDLR
B, MELMT T E coli, Klebsiella spp. ¥ X
U S. marcescens, {EE4BTIL S. marcescens “TH Y 2
BOHTRARELBD bhitgh- s, WPhoBEf
T BRL 28500 HOZHRIIMIHLANEETH >0
5) BEHMEE
S HBEEIL Table14 0 X 5 i, BRL 28500 BT
277 ABME IR, 77 AMEE 25 #, Mold13 &
DFt 47 ¥k, TIPC BT, 75 ABME 17 #, 75

LM 52 Bk, Mold 6 #koE 75 #%, CPZFTR, 7/
5 LBBEHE 13 %, 77 ARIER 43 %, Mold12 Ko
it 68 HABD LI, FOHBHECHLTRIH
MR EEIZED i - foo FRBICHEHSH
B L7-@fi3 BRL 28500 B£-T4%, Mold, Pseudomonas
spp., P.aeruginosa, TIPC B T S.marcescens,
Pseudomonas spp., CPZ BECi% Mold, Servatia spp. T
Boto =
6) BUNRWHILBE (MIC) LHIEMAR -
FMEE 10°CFU/ml DBAOLZEMED MIC L 2D
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Table 11 Effect on bacteriuria classified by type of infection

No. of cases| El+De. .
Drug. (% of total) Eliminated | Decreased| Replaced | Unchanged rate (%) Statistical analysis
BRL2850( 17 (15.8%) | 12 0 3 2 | 706% [NS
1st group | TIPC 2(7.1%) 5 2 6 9 31.8% [ x*=10.302
CPZ VM| 6 1 ‘ 6 | a.2% |(e=g)
BRL2S0| 10 (9.1%) | 4 1 2 3| 50.0% [NS.
20d group | TIPC 9(7.3%)| 8 0 0 1| 89% |P=6.0%
Pz (34| 2 0 1 1| 50.0% |(d=6)
- BRL28S| 12 (10.9%) | 8 0 2 2 | 62% |Ns.
Monomcsobal o | TIPC | 10 (815%)| 8 0 1 1| mon | s
nfction Pz M) | 1 0 2 1| % [=5)
BRL28S0| 16 (14.5%) | 13 0 1 2 | 81.3% |NS.
ith grow | TIEC [ 15 (121%) [ 10 0 3 2 | &%
Pz 207.6%) | 18 0 2 1| 7%
BRL2SS0| 5 (50.0%) | 37 1 8 9 | e0.1%
Subtotal | TIPC | 56 (45.2%) | 31 2 10 B | 9%
Pz % (1.1%) | 7 1 9 [
BRL28SI| 23 (0.9%) | 8 0 6 9 | u8%
Sthgrowp | TIEC | % (2.0%) | 6 0 12 B | 167%
cPz 7@K | 1 0 5 2 | 20%
Polymicrobi BRL28SI0| 2 (28.1%) | 21 ) 2 9 | 65.6%
ot | o ol iR | 2 (58%) | 12 1 7 r | 06%
%28%)| 1 0 6 7| s0.0%
BRL2SO| 55 (50.0%) | 2 0 8 B | 2%
Sub total | TIPC 68 (54.8%) | 18 1 ) 0 2.9%
- CPZ 6 (2.9%)| 2B 0 1 2 36.5%
BRL28S0| 110 (100%) | 6 1 16 a | 09%
Total TIPC | 124 (100%) | 49 3 2 8 | aw
Pz 19 (100%) | 1 2 % | s13%
BRL23500( 40 (%6.4%) | 20 0 9 n| 50.0%
Catheter indwelt TIPC 58 (46.8%) | 11 2 18 4 2.4%
oz 4 (5.4%)| 16 1 9 B | 5%
BRL2SS0| 70 (83.6%) | 46 1 7 6 | 6.1%
No catheter indwelt . | TIPC | 66 (83.2%) | 3 1 1 6 | 89.1%
cPz 6 (646%) | 4 0 1 0 | 7%

EL : Eliminated, De. : Decreased.
HRE L DBRRY Table 15 1o—¥% L TR Lo MIC f
DEVCER (S25pg/mD) OHEWAEILEEOL
T % &, BRL28500 ff 91.0% (71/78), TIPC B¢
82.9% (68/82), CPZ Bt 80.2% (101/126) k\~Fhi
80% %EE>Tuwi, S05H7 7 ABRED Kk
it BRL28500 ¥t 83.3% (15/18), TIPC B 100%
(2/22), CPZ % 81.1% 037) T, 75 LMAHEL
BRL 28500 B¢ 93.3% (56/60), TIPC %t 76.7% (46
60), CPZ B¢ 79.8% (71/89) Th-to

—%, MIC fint 250 pg/ml DFRIZOVTiE, 24T

BRL 28500 B¢ 78.5% (62/79), TIPC Bt 67.3% (68/
101), CPZ ¥ 61.8% (34/55) & MICS25 pg/ml OB
BICHANTRMES, 77 £BHE TIX BRL28500 B¢
85.7% (24/28), TIPC B¢ 76.2% (16/21), CPZ Bt
66.7% (8/12), 7 7 &t Tix BRL 28500 ¥
74.5% (38/51), TIPC Bf 65.0% (52/80), CPZ ¢
60.5% (26/43) TH 1o

MIC {H <25 pg/ml TD 7 5 ABRHEEOWBERIZIL
Ti%, BRL 28500 B¥pifth 2 BEICH~EVEINART, 3
BMCAHEE (P<0.05) pikbhicn (x*=6.823), &
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Table 12 Bacteriological response
BRL 200 TIRC 7
Organisms No. of | Eradicated No. of | Eradicated No. of | Ecadicated St
0. of | Eradica o e analyss
P e P T s ™ T s
S. aunus 2 [ z(m| o 5 | 500 o 5 | s(m| o -
S. epidermidis 7| sl 2 1 le@wn| 1| on |ucm| o | N 2=
Suplylococcus sop.| 7| 6(85.1)| 1 6 | 6(100| 0 0| - - -
6 | E fovcalis s |2(® 3 | 3 |20 3| 0 [wv@) n |P0sr6m
(+)| E Juecium 5| sty 2 2 | 10| 1 2 | 2000 o [ NS #=1F
Bnterococcus spp. | 1| 0 1 9 | 89| 1 7| 700 0 [P<oss pesan
Others 3 | saom| o 5 | 4(] 1 5 | 50| 0 | NS pe17m
Sub toal 0 o] o | o [s@n] 7 | o [e@n] u [ Ns seom
Ecoli ® 60| o | z |1s@d] 7 | 2 [18(®] 1 [P0 r=sm
Citrobacter spp. 4| st o 8 | 5@ 3 6 | 6010 0 | NS =5
Kiebsicla spp. 2 n@n| 1| B |78 6 | 6 |s@e[ 1 [possrsez
Enterobacterspp. | 13 | 9(8.2)| ¢ 8 | 79| 1 9 | 5| 4 | Ns 220
S marcescens | wea| 3 9 | 7me| 2 | w [n@o| 6 | Ns #-om
Sermtia spp. s a0 [ w0 [scm| 1| 12 | swn| 7 [p<oss s
o | P mimbiti 5| 50| o o [ scom| o 5 | scm| o -
(=) | Proteus spp. 12| 210 0 A | 16(66.7) 8 4 3( %) 1 NS, 2#'=5.14
P aenginosa B | uws| o | = [6(w| 6 | 5 |00 15
Pedomorassop. | W | 2@ 2 | 2 | 0@y 2 s | 1me| 2
Acinetobacter spp. | 5| 5(100)| 0 7 | sl 1 s | 1@s| 1
Alealigenes s9p. s | st o 6 | 4| 2 s | 6(m 2
Others n|smn| 3| »|n@mn| 1| 2 |n@n| 1
Sub total w (mey| 2z | m [mwa] 0 | s (@] a [posoesm
Total w [m@n] s | » [mesn| s | a3 [wme| 2 | Ns Asw
BRL 28500 BRL28500
NS. | TIPC Ns. | TiPC
[ ns [ ns Jez [ Ns | Ns |crz
E.faccalis Enterococcrs spp.
BRL28500 BRL28500 BRL28500 BRL28500

P<0.05 | TIPC NS. | TIPC

NS. |TIPC P<0.05 | TIPC

[ ~s | Ns |eez

NS. NS. |CPZ

[ ns [ ns Jerz [ ns [ ms ez

E. coli

2HMIL O KR T AREN BDOORh 70, ¥
e, 10°CFU/ml T4 Ao @EH % 5 h, MICS25
#g/ml 3 XO° MIC250 pg/ml > F h OBE TS,
BRL 28500 B¥ihod 2 BEIC L ~HL BIHARERL, %
277 ARERC R TEDRAEL RSN,

72, MIC250 ug/ml (10°CFU/ml) %Rte &%,
AFFNTK LT WD MO BERY 2 TEH 5 &,
TIPC FjfBIc %+ 5 BRL28500 B o 1§ % %13,
81.3% (78/9), TIPC Bl 67.3%, CPZ BfiX73.8%
(90/122), BRL 28500 Rf#EBIC 7 ¥ 5i#H%%ix BRL
28500 ¥ 78,5%, TIPC B 72.6% (53.73), CPZ Bf
64.4% (58/90) 3 XU CPZ Rtz 43 HM4%Riz

Klebsiella spp.

Serratia spp. 6(-)
BRL 28500 B 76.6% (36/47), TIPC Bf 78.4% (40
51), CPZ % 61.8% T3 -1z, 10°CFU/ml T4 D
BERZ LRI,

7 ERECISBRAT

EBERIC L BERBROUTLML Table16 KL
fe&3sh T, BRL 28500 Fix %2 38 f (34.5%), A%
36 01 (32.7%), oA 13 G (11.8%), & 23 A
(20.9%) ©HZR 67.3% (T4/110 ) Thoto A
#ic TIPCRRXEH2 A AL.7%), HHBH
(30.6%), **A % 23 M 18.5%), %% 41 A
(33.1%) THHR 48.4% (60/124 f) %X CPZ B
¥ 29 G (24.4%), B 36 H (30.3%), LXH



CHEMOTHERAPY

VOL. 35 NO. 7 =81
Table 13-a Bacteriological response of g-lactamase high producing organisms
BRL2SD TIPC cpz
Organisms No.of | Ersdicated No.of | Eradiated No. of | Exadiated Sutital
weains | (%) Penisted) ¢ L %) Persisted| " (5 | Perined analysis
S, aureus 11| o R ERCIEK 2 | 20| o -

G | & epidermidis 3 | 20| 1 3 3| o 4| e NS, 2125

(+)| Staphylocoecus sop.| 3 | 3(100) [ 0 3 | stom| o 0 - - -

Sub total 7 | s@n| 1 9 | 90| o 6 | 6(100] 0 | NS =22
E coli 6 | 60| o 0 [ 4o 6 5 | 40 80| 1 |P<0ssxi=66
Citrobacter spp. 1| tam]| o 2 || 1 3 | 3(100| 0 | NS w24
Klebsiells $9p. 6 | 6(10| o 6 | 28| ¢ n | 09| 1 P00l =980
Enterobacter spp. 5 [s(en| 2 |l sem| o 5| 3060 2 | NS 2=02%
S marcescens 2 (0@ 2 6 | s@a| 1 9 | 33| 6 |P<ots =675
Serntia $9p. 2 [2000] 0 5 [ 5(00)| o 5 | 2(@| 3 | NS 2=580
. mirabilis 0 - - 2 2000 o 0 - - -

(=) | Protess spp. 0 - - 6 | 106n| 5 Tjoecof 1 -
P.aenginosa 3 [ocof s 3 |[2@n| 1 s | 204| 3 | NS 229
Peudomomasspp. | 4 | 3( W) | 1 6 | 4@n| 2 3 | 266D 1 | NS #=0.00
Acinetobacter spp. | 1| 1(100) [ 0 1| 1| o 2 |2 o -
Alealigenes spp. 3 3100 0 4 2( 50) 2 5 4( 80 1 NS. =24

3 2 (66.7) 1 5 4 80) 1 7 6 (85.7) 1 NS. 2=0.476
Sub total 6 |w@o| 9 0 [B(60)| % 6 |awr2| = | Ns
Total 8 [seEn| 0 @ |6 u & |amn| » | Ns
BRL28500 BRL28500 BRL28500
NS. | TIPC TIPC
[ ~s | Ns Jeez [ Ns [ Ns Jerz [ Ns. [ Ns |cpz
E. coli Kebsiella spp. S, marcescens
%26 61 (21.8%), %% 28 B (23.5%) THZHE  (Tableld), ZhHORBMAEREMNROBRELI LT

54.6% (65/119 f) &\ 5 RMTEREI L ZHETH
BRL 28500 F02R5: TIPC BT H~XARIH A - oo

8) ElfeA

B, BiEOIE S0 BEORIFAORNATE TS
> RfEMi: BRL 28500 B 158 #, TIPC B¢ 150 f,
CPZ ¥ 158 STz hbKRDO W TRHE ¥fTiRTe S0
#ERIX Table17 1R LA X 5ic BRL28500 BHiz 16
0.6%), TIPC iz 34 (1.9%) 3 LU CPZ Bz 7
A% BdORIY, EORBUARE LT3N
KHERIRBD bhigd - oo BFEFILFIX BRL 28500
BIC14l, TIPC B 24, CPZ BT 5 ik Shioal,
OERL R, Hop HRAHEELTHD, B
WO 1 AL B Dt o

=75, BRI (O RHITBI L Ti BRL 28500 ¥ 141
8, TIPC B 141 1, CPZ B 148 G\ CTfifr-
Too FH L OBARD BIED B2 Lhisv] kLN
M hicREEORFERIT BRL 28500 B 12 4 (21
#), TIPC B 561 (13 4), CPZ 26 6 (94) THH

SFMICHRERBD Dhigm o1, ik, H#REHE
CLORMERFAE B LTS 3HMARERRED
bk o1, Table19 IWREMR¥EOEE & £ OEY
ERLESWTHOBEO L ORSL, FRtOtkOB
BHECL Y, BLALN—BEDLDTH-T0

9 HAtE

EHREIC X BHAEOHTRS L RS Rl LU
P T Fig.5 1R Licat, F45filix BRL 28500 BT
68.6+31.7, TIPC BT 57.331.1, CPZ BT 63.3%
30.1 THoto THHART XS I BRL 28500 HOK
iz TIPC Bicl~ARIC AAKED D LT 508 8
bhts,

. #* ®
SEEOEPHERICHT B BRIED & 1 % i< f-lacta-
mase EAESSHEESR, ThicHTiEN—20%
Bl TVwA2, REBREK VT p-lactamase
EAMOHRBEIE, £, TOXSHEEOFE
THRAEGKICE Pieh 63 f-lactamase FHTH Hh
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Table 18- Bacteriological response of A-lactamase low producing organisms
BRL 28500 TIPC crz N
Organisms No.of |Eradcated | 0| No.of | Eradicated | | No.of | Bradicated | o analysis
T e T T il T T it
S aureis 0 - - R 11| o -
G | S epidermidis 1ol | oo 0 - - 2 2000 o -
(%) Sphylococous spp. | 2 | 108 | 1 2 2000 | o 0 = - -
Sub total 3 [26n] 1 EEEII 3 3000 o | Ns r=22s
E.coli I 7 [s@n| 1 | n [u(w| o [ NS =26
Citrobacter 9. 3 |30 o 3 | 2@n| 1 2 | 20100 0 | NS =195
Klebsiella s9p. 1| oo o |sem| o 4 40| oo | NS 2=Lus
Ewterobacterspp. | 5 | 4(8)| 1 3 |30 | o 2 [2000| o | Ns #=1m
S marcescens 3 | 3000 o 2 [ 1 9 | 90100 | o0 |P<osr=se
Sernata . 1| oo a0 2 || 1 | NS ge2an

o | . miabili o - - 1| 1| v o - - -

(=) Proteus spp. 6 | 600 o 0|8 z 1|10 | 0 | NS #=sm
P aeniginosa B (un@s| s v |n@e| 8 | 18 | s@3| 1 | NS 2=seu
Peudomonas sop. | 5| 5(100 [ 0 3]s b ¢ |3(m| 1 | NS e
Acinetobacterspp. | 4 | 4(100) [ 0 s [4cf 1 6 | 5®3| 1 | NS r=085
Alcaligenes spp. 1o o 2 | 2000 o 3 | 20| 1 | NS 212
Others 4 3w 1 6 | 6(wm| o 3 | 3000 o | Ns z=2a8

Sub total % |[o@s| 7 @ [smy| 15 [ @ [#mw2)| 15 | NS 22
Total 9 |5t 8 7 [sma]| 15 | & |[smy]| 15 [ NS so1e%
28500

[xs [ ns Jorz
S. marcescens

B, LichioT, ChOOBRECK L TR fHacta:  h, TOHAE, KLHNBHOILLKMTES, b

mase KEELAKENRDOATHY, Thickl,
SEETRVHYBE2, HIWROL7 = £ARAKK
REDZESMHATIREAALLS EVW3HAE, —
75Tz, BEAFOHEHR f-lactamase [ARIEELH TS
X#|, Ticbb, p-lactamase EEHYEATHI LT
&b p-lactamase xT D REME HRLIS LT
FEnhbhD, WHKL, f-lactamase KKET, »
DHEN SRS EARS BRI TLB, —Hic
7 7 ABRERECHT 3 HEN BB ICoh, £
®bF5L 77 ABERECHTSARNNET T 2HA
RHLATWSB, ThiERH LT, h#EiRrs 7 ABEEC
HT2HENDS RS AIRET, OIS 7 ARMBE
b &wtc frlactamase EEABICHT S HIEHN HHE
hB0T, 77 ABEE» REEICHI BEEVHE
FEEP MR Ih D A s L Bbh s,

BRL28500 % TIPC i f-lactamase PHEEHITHS
CVA % 15:1 0 §IATEA LI Hflo AEETHS
2, TIPC 23 CIRREbi» TERICKL A 5

lactamase T ZREMICBILTiX, TIPC 27>
BANRY F—¥BWD p-lactamase 1T H LT KETH
5300, *= Y F—¥BD f-lactamase K LTIX
MAAMEZT ST REETH oo £ET, TIPC
i CVA B4 LIAFM» BRI hich) TH 3 4,
CVA BEKER=y ) r—¥RRIT LT nky=
2D p-lactamase 1= M\ AFELEXE T 50T,
BRL 28500 i2BH#MIC\W-Tho £ £ 70 f-lactamaseic.
PRELLY, COAKMOEAREL DS,

4, BRL28500 OEAH & L TORKLBKAK
DULTHERATHET 5K T TIPC ¥XEELL, ¥
TeARFIO —yis Ay FET5EMT, TOCE
RTELAVSh, TORAESEIFBE h T 3
CPZ #RBWECEY, BMERBERECHTS 37
DHBERBET R 12b D TH B,

24T 476 ERRALORRBEEE S h, 5D
BRL28500 % : 110 4, TIPC ¢ : 124 41, CPZ B:
119 8 & & B IERABDEALBIRFFmON & &Y,
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Table 14 Strains appearing after treatment

Isolated jisms
solated organisms =2
S aurens 0 0 1(18)
S. epidermidis 2(4.3) 5(6.7) 1(1.5)
Staphylococcues spp. 1(21) 2(2.7) 6(8.8)
E faecalis 2(4.3) 6 (8.0) 1(15)
G+ | E fascium 1(2.) 1(13) 2(29
Enterococeus sop. 102 2(2.7) 1(1.5)
Others 2(4.9) 1(1.3) 1(15)
Sub total 99.1) [ 17 @2n [ 1301
E. coli [) 6(8.0) [3
Citrobacter spp. 0 1(1.3) o
Klesiella spp. 0 3(4.0) 3(4.4)
Enterobacter spp. 0 1(1.3) 2(2.9)
S marcescens 1(21) | 1003.3) 5(7.4)
Serratia spp. 3(6.4) 2(2.7) 7 (10.3)
Proteus spp. 0 6(8.0) 1(1.5)
G(=) | P eruginasa 5 (10.6) 2(2.7) 1(1.5)
Pseudomonas spp. 8 (17.0) 9 (12.0) 5(7.4)
Acinetobacter spp. 0 2(2.7 2(29)
Alcaligenes spp. 1(2.1) 1(1.3) 5(7.4)
Flavobacterium spp. 1(21) 0 4 (59)
Others 6 (12.8) 9 (12.0) 8 (11.8)
Sub total 25 (:3.2) | 52(69.3) | 43(83.2)
Mold 13 (27.7) 6 ( 8.0) 12 (17.6)
Total 47 ( 100) 75 ( 100) 68 ( 100)
Statistical apalysis
G(+) 9 17 13 NS.
G(-) 25 52 43 =8.428
Mold 13 6 12 (df=4)

ChHERVThORL AMOWRRFHEORHIZ A
bhY, #HLVEMCRIERSORELEL bR,
L HEHR2WT
EROREMITBONIARED 5 b MIC DREH
T TH- 1 521 $k (BRL28500 B¢ :157 #, TIPC
B 1183 #, CPZ ¥ :181 £%) icoW T, HEHE 10°
CFU/ml B0 3%AID MIC ¥ REESE THBELTH
B& (Fig.3), WFho MIC 4HoMic b HROME
#%x6h, TIPC, BRL28500, CPZ oMiciEn
{ig>T\3%, TIPC & CPZ D RH» — 73# 3 HD
BE &b > TRIEPAICREME, BRL 28500 (X2 0
M fir 3% 5%, BRL 28500 1% MIC 12,5 pg/ml L\ ki
%% & TIPC LOPESMAL, &< Ic 100 pg/ml 1k
DER TR DEH B LEKREL Y, CPZ DRRH
=B DI T Bo ¥1z, TIPC 2REL

fezve /5 a (Fig.6) 264 TIPC i CVA ¥E4
FTHI L VHEAS—BLBEIhTVWBE L2t
SHTHBo = ORI, f-lactamase FEBORITD
WThi Fig.7 ik h—RgIHCch, &<ic MIC o
HEHE R TS OENES A b h B, Thbb
Fig.4-b THHHIB LS f-lactamase {EEEFIC
#+% BRL28500 & TIPC © MIC RS HHaI 2R
PLTHY, FEMCHEZIKORALS, pacta
mase FGEAEBICH LTk BRL28500 OFAHEICHE
WHEAERL T B, & ORER, BRL28500 X &< i
B-lactamase BEABICH L THABHOEEHECE
bhTwBEVA IS,

2. ERBRIONT

BRL 28500  : 110 f, TIPC B%: 124 |, CPZ B¢ :
19 FIOREHBDBIERERC L 2 HETIXE £
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‘Table 16 Clinical assessment by doctors

Clinical assessment . +Go.
Drug No. of Ex G0 | gytistcal analysis
cases Excellent |  Good Fair Poor rate (%)
H0 | p
'BRL28500 10 38 3 13 2 0 |p<o.0l
(67.9%) | yeto.760
60/124 | BRL28500
TIPC 124 2 38 2 a 845
65/119
cpz 19 2 % % = (54.6%)
Ex.: Excellent, Go. : Good.
Table 17 Side effect
Type of | Appearing Severity | petation to | Incidence | Statistical
Drog | Sex | AG | jge effect | date | Administration| of thedrg | (%) | analysis
symptoms
- ) 1/158
BRL28500 | M | 55 |Nausea | 2nd day | Discontinued | Possivle | ("5
6%
M | 75 | Veigo | lst day | Discontinued |  + Definite
Eruption # Definite | o100
TIEC | M | 65 |Redness | 1st day | Discontinued | 4 Definte | V5,
Itching + Definite e
M | 57 | Vessel pain| 1st day | Continued + Probable
M Nawea | 4th day | Discontinued |  + Probable
Vomiting - + Probable
M Headache | 1% 97 | Discontinued + Probable
M | 56 |Eruption | 5th day | Continved + Possible
F 63 | Eruption 3rd day | Discontinued + Possible 7/158
crz “4.4%)
Redness : + Probable | (4
M| 45| paipitation | 4t &V | Continued + Probable
‘Wheal . . # Definite
F ooz |0 | sty | Disonines | Defiite
M | 67 |Diahea | 2nd day | Discontinued |  # Definite

67.3%, 48.4% ¥ LUX 54.6% T, BRL 28500 DR A
B|OML, *ho UTI RYMEEMIC X 2HETLE 4+
64.5%, 47.6% % XUF 53.8% T BRL 28500 B0
RSP RGBTz, & BRL28500 BOHLHRIL
SR icbh iR EMEHORS® (EREHE : 70.9%,
UTLHE : 67.9%) IKH~ETFEL S 00, IEABE
DRKTH 7o

4E® BRL28500 FORRRIX CPZ B O R &
10% Qb EE Toks HEREC X2 b ¥, —F,
TIPC Bt LR ARCER R TH > 7o 4ED
B2-Ci% MIC 04T BRL 28500 iz}t~ CPZ 5\#hC
Wb 00, CPZ FOBKIHRICE DR RBSh
Tholeoik, PHEEROELEO—RAHDLOLE

xbhis, ¥, HEZOAXLKI TIPC BLOHE
135\~ C BRL 28500 $ & TIPC BicowToXk, BR
BIUAERCHTHHREYRTHD L, BRCHLT
REM R SR - o, MEIRICHE|T BRL 28500
BOHIHEEICIIIL S I - RS E > TVt
(BRL 28500 % : 60.9%, TIPC Bt : 41.9%), = Offilli
ROMEFEABRHRTRRIWA b0 LBbh S,
=7, UTI B0 RAHHRE HIBT ST,

BRL 28500 Fi% 76.5% OHZEL R L, MoK
(TIPC B : 40.9%, CPZ B :41.2%) %A% < kE-
Tuts, ¥R 5 BT\ T BRL28500 Ao 2 B
Xo@h, H6RTIX CPZ B L OMICIEN KLY
Hofets, TIPC B )2 EA TV, Thboh
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Table 18 Changes in laboratory test results
Doctor's evaluation
Total yy AT
Items Drug | No. of ggravated (Relation to drug) .
cases | Definite | Probable | Possibie | SU total] Probably [ Defiitel ['Sub total| chapgeq | mproved
(%) not not (%)
BRL28500[ 141 1 [ ] 1 4 [ 535] 128 7
RBC TIPC | 140 1 5 | 6(4.3)| 127 7
crz 148 4 1| 5(3.4)] 139 4
BRL28500| 141 1 [ 107 1 3 | 48| 1z 9
Hb TIPC 140 1 6 7(5.0) | 129 4
crz 148 4 1 | 53.4)] 13 4
BRL28500( 141 1 |17 1 4 [ 55| 129 6
Ht TIPC | 140 6 | 6(4.3)| 128 6
crz 148 4 2 | 64| 13 5
BRL28500| 141 1 [wen] 2 10 [1285)[ 102 2%
WBC TIPC | 139 4 3 | 75.00| 103 2
crz 147 1 2 | 320] 123 21
BRL28500| 61 61
Baso. TIPC 64 64
cpz 6 1 1.5 | &4
BRL28500| 63 BRIE 1 11.6)| 87 2
Eosino. TIPC 66 1 1(1.5) 63 2
crz 6 1118 1 1 |[261)] s9 3
BRL28500| 64 1 1(1.6) 1 11.6) | 54 8
Neu. TIPC 66 1 1(1.5) 57 8
crz 66 52 u
BRL28500| 63 1 1(1.6) 58 4
Lym. TIPC 66 1 s | 55 10 -
cpz 66 1 1(1.5) 54 u
BRL28500| 63 1 1 [262)] s 3
Mono. TIPC 66 1| 105)] 64 1
cPz 6 1 1.8 | 6 2
BRL28500( 139 2 2(1.4) | 134 3
Platelet | TIPC | 137 1 3 | 429 128 5
cPz 144 2 201.4) | 13 3
BRL28500| 140 1 1 2 | 4(2.9) 1 w0.n| 12z 8
GOT TIPC | 140 1 3 | 429 | 2 1| 31| 130 3
crz 146 1 10.7)| 135 10
BRL28500| 140 1 1 |20 1 10| 130 7
GPT TIPC | 139 1 4 [536 | 1 4 | 536 | 127 2
CcPz 146 1 2 3(2.1) 1 .| 133 9
BRL28500| 139 1 1| 201.4) 2 201.4)| 128 7
AP TIPC | 139 1 2 | 3(2.2) 1 10.79) | 130 5
cPz 143 1 0. | 3 2 | 535 13 4
BRL28500| 72 1 [ 114 2 | 228)| 6 3
7GTP | TIPC 67 1| 11.8) 1 (19| e 2
cPz 75 1 1| 22.7) 7 2
BRL28500| 77 1 13| 6 7
LDH TIPC 73 1| 10.4)] 6 6
CPZ 7 1 11.3) 1 2 3(3.8) 7 4
BRL28500| 138 1 1 [ 2014 1 4 | 53.6)| 119 12
BUN TIPC | 141 3 1| 4@8)| 121 16
CPZ 147 3 | 30| 125 19
BRL28500| 138 1 1 [ 2(1a) 2 | 21.4)] 126 8
Creatinine | TIPC | 141 1 10.7) | 129 1
cPz 147 2 | 204)| 13 9
No. of patients | pgy 28500 12 37
with aggravated
laboratory test TipC 5 2
results CPZ 6 38
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‘Table 19 Cases with aggravation in laboratory test results

Drug | Sex | Age Items and changes of abnormal values Ratlo of | Statistical
appearance | analysis
F | g9 | RBC (463-374—3%), Hb (13.6—11.2~12.1°),
Ht (41.7-+35.0~35.8"), WBC (5,000—2,100—3,400*)
M | 81 | Eosino. (6-+17-6°%)
M | 33 | Eosino. (1-10%)
M | 76 | Eosino. (6.3—10.5%)
F | 75 | Neu (66-29%)
BrLasso | M| @ | 60T @-a) 12/141
M | 8 | GOT (2—d9-21) (8.5%)
M | 70 | GOT (17-+38), GPT (7—41)
M | e | COT (20-81-22), GPT (32—+240-32"),
AlP (9.7-33.7-10.3")
M | 5 | AP (123-179-95), 7-GTP (66— 94— 57°)
M | 78 | BUN (27.2—45.7-40.1°), Creatinine (2.1—2.4~+2.6") NS,
M | 8 | BUN (15.7—24.7—48"), Creatinine (1.5—2.7—4.4*) [
M | 82 | GOT (18—+61-»44"), GPT (8~ 45-»38") (éf=2)
F | 77 | GOT (33—+72-33"), GPT (1743 -19")
M | 50 [ GOT (27-+39), GPT (28—78), Al-P (10.2—+13.0) 5/141
L oed 22;155353136” (67101 -+41%), (3.5%)
M | o | OPT (20—41-26"), AP (185-+300—+248"),
7-GTP (26-»98—63")
F | 51 | Lymph (26-9-+16%)
M | 25 | Eosino. (0—+7%), GPT (33—46)
F | 42 | GPT (30-43-14.9%) o/148
CrPz F | 48 | 7-GTP (28—60) (4.19%)
M | 58 | LDH (19%6-+307)
M | 45 | OPT (B-44-10"), AP (9.5-23.77.5"),
7-GTP (134204 —97*)

* follow-up data

TECIRE I FE LOBBMBRRE BSHLA6M)

KRV, 3HMIcHEENAZ LR, Shik BRL
28500 BEORS TIPC HHAEI LB > Tk T
BBo O LB L WHEMREIIC KT 5 BRL 28500
BIVC TIPC HOBMRCHTHHRIL H1BsE~
64.7%, 40.9%, WMBEMRRN 32.7%, 20.6% L\
hib BRL28500 HOALNER TS, HEZIZZR
bhizrat, —~H, ThbOROMBRCHTHHE
RBILTS, #1FsE~ 70.6%, 31.8%, HEEBRL
BE2152.7%, 27.99% Ltk h BRL 28500 Bt TIPC B
RHAHLUE > TRV ed’, FEERBOAT, BHE
BAFICE W TOREDAANBBD DI, LichisT
RABKPRCHST, $1HLABERRHCARE
BETCIOR, %15, HRERREL b CRRICHT

AHREMBRICHTIHRIMEE > TELL LD LS
xbhBe

H7 =7 AORKAORM TS, 77— 7 AIRAEE
DRARKZRICIL 3 HMIC K nERX R SR T
5, h7 -7 AHEE FLHS IR KELT
BRL 28500 B0 %3 (57.5%) #%, TIPC Bt (27.6%)
FXU CPZ B (BL5%) X0 ERKER TV,

3. MEFHHRCOVT

BRL 28500 B¥OMEMERIX7 7 ABEEICH L T
b, /5 ABBBEICHL T b&4 82.0%, 84.3% &
80% #LEE~Tih, 24 THH 84% &, TIPCHO
75%, CPZ B¢D 76% % LEISEWhIEK TH» 1ot
£ 7 AMRKBEICEI LTI, BRL 28500 BEOHAER
2% TIPC B (70.9%) XV ARICH, ¥# CPZ B
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Fig.5 Usefulness evaluated by doctors
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Drag of Mean | 5.0, Statistical
cases amalysis
B2 | 10 | 68.6 | 3L7 P05
F-3, 884
TiPc | | 5.3 | 3L
- PC
cpz |19 | 633|301 | [ NS _[Ns Jerz

(73.29)i % LT #\BiA % itz BRL 28500 B
» TIPC B X O HRIC BUHARLR LIRAD KR
12, E.coli & Kiebsiella spp. DWKEDOEIHD LE
xbhbe Tichb, WEMICKTS BRL28500 Fo
WERIRE 4 100%, 9L7% LEDTEA TN,
TIPC BOWLRKILE 4 68.2%, 53.8% LeoEL,
E.coli Ti% BRL 28500 B5: & h % AT B> T
b, %17z Klebsiella spp. Tix TIPC B X havigh kB
> TORRRIC X 5o

Z2C, ShHEEMICOVT f-lactamase EEEHD
B|ARRTHDE, IR b ) 80~00% 2 p-acta-
mase EEBTHY, LilBiofFix BRL28500 7 -
lactamase 3 L CHESD TRET, BIRAYICS f-lacta-
mase EABICH LTHVHAROBOI DT &% IEH

Licd D ek, TIPC i CVA ¥E& LAEENEH
REIH T 5,

75 AIBYBICBE LT, E.faecalis \o4+ 5 BRL
28500 BOMKEIL 88.0% LEhTLfops, TIPC B
b 87.0% LEVHEAESEDOR TV B

BRL 28500 B0« OMMIC 7+ 5 WAL, E
coli, Klebsiella spp. %5 X U° E.faecalis (i L1z X 5
&4 100%, 91.7% ¥ XU888% THBN, TORM
Citrobacter spp., Proteus spp., Alcaligenesspp. Tt
b 100%, Serratia R&fknt 85.7% (S.marcescens:
82.4%), Pseudomonas R2t3t 70.3% (P. aerugino-
5a 60.9%) L& ERVARY } 7 Abl-TRVH
BEES BRI T ShbOEMXV-Th b
PEREERIED D O EHES M, e, VWP BA
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Fig.6 Correlations between BRL 28500 and TIPC

Fig.7 Correlations between BRL 28500 and TIPC

MIC values MIC values
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HRTHEDPIL, ¥ZoRTY S ARERO LD
B#4& % BRL28500 B (53.2%) »fof (TIPCH:
69.3%, CPZ #:63.2%) X D{ERTH -1, BMAIIC
it, BRL28500 BfiX S.marcescens IBILTIX 2.1%
L, fB¢ (TIPC ¢ : 13.3%, CPZ B : 7.4%) itH~T
EVHBETH > 7on, P.aeruginosa 3 LU Mold i
BLTI B X ) BET Bl (B4 LEHART
% iz BRL28500 B : 10.6%, 27.7%, TIPC B :
2.7%, 8.0%, CPZ §:1.5%, 17.6%), L L BRL
28500 Bth 60 T OFEEOKBRDO MBI 4 4 5 8k
& 1B HKTHY, BEEMA» LI ThEERE R
Tk EBbhB, ¥RRF#ic Mold OB B
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hno

4. p-lactamase EEBEIZOWT

SEORH T2 74% < b1 R

RFIFM TR B HEAELRL, &< f-lactamase
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%=z BRL 28500 B (100%) #% TIPC B¢ (33%)
#k2<EE Y, Ecoli io% LT BRL28500 B
(100%) 7% TIPC B (40%) w@B@ANHDII,

Ok 57T &hh BRL28500 it, p-lactamase
EAERbLL XD, L{RBMELBCH LT CVA RS
DYRITT EDbM Do

5. HIfERIE2LT

BROBWEAOER b O ik BIBME, 7Lir¥-R
J5fcETH b, BRL28500 Bz 161 (Bl : 0.6%),
TIPC Bic 3 1 (1.9%) 3 XU CPZ BT 7 6l (4.4%)
Abhieh, 3BMORRRKICH L TRELRDR >
f2o T BRL28500 HOBIfFARRRLERT O
B9 (25T 2.5%) XD LERTH- 1

—7%, BEREFEED B % 2 BRL 28500 Bfic 12 6
(8.5%), TIPC BIc 50 (3.5%) ¥ X U CPZ B i<
681 (4.1%) Abhint, RROAM RRABELICE
BRI B EI TS b s - oo BRL 28500 BoX R
RHMEEF DRETHH, ol FH

Th, —Rc, ERERBBRIED DI f-lactamase &
EENSHWSh BT LR pbbhan, to5D
B EER L 1] RERBICE
biic, BRL28500 BEXMELEICK LT 81%, &
ERICH LT 8% LARETIRRVS, LThb3

Hicb SPORENZLRIA, LWTFht—BETES
L0 1AL RORT, REMIH LTE B
e Bbhi
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CLINICAL APPRAISAL OF BRL 28500 (CLAVULANIC
ACID-TICARCILLIN) IN COMPLICATED
URINARY TRACT INFECTION

—A WELL CONTROLLED STUDY WITH TICARCILLIN
AND CEFOPERAZONE—
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Recently, the number of f-lactamase producing organisms isolated from urinary tract infections
has increased. This phenomenon is almost certainly because of the extremely high usage of f-lactam
antibiotics, and it has created a need for the development of antimicrobial agents which are stable
to B-lactamases. BRL28500, which is a new formulation of a A-lactam antibiotic, ticarcillin
(TIPC), and a p-lactamase inhibitor, clavulanic acid (CVA) (ratio of TIPC to CVA is 15:1),
is a promising new antimicrobial agent. In witro studies have already shown this preparation
to have strong activity against f-lactamase producing organisms.

We carried out a well-controlled comparison of BRL28500, ticarcillin (TIPC) and cefoperazone
(CPZ) in the treatment of complicated urinary tract infections in the following manner. Patients
who were over 16 years old and had an underlying urinary tract disease, bacteriuria of more than 10¢
CFU/ml and pyuria of more than 5 WBCs/HPF (x400) of urine were randomly assigned to receive
1.6g of BRL 28500, 1.5g of TIPC or 1.0g of CPZ twice a day for 5 days by intravenous injection.
The overall clinical efficacy of each regimen was evaluated according to the criteria proposed by
the “UTI Committee in Japan” as excellent, moderate or poor (including failed cases) based on
the improvement in both the bacteriuria and pyuria.

A total of 476 patients were treated, and 110, 124 and 119 patients received BRL 28500, TIPC
and CPZ, respectively, were found to be evaluable for the clinical eficacy. No significant differences
in various background characteristics were observed among the treatment groups. The efficacy rates,
which were calculated based on the excellent and moderate responses, were 64.5%, 47.6%, and
53.8%, in the BRL 28500, TIPC and CPZ patient groups.

The efficacy rate with BRL 28500 (64.5%) was significantly higher than that with TIPC (47.6%),
but no significant difference was observed between the efficacies of BRL 28500 and CPZ, or TIPC
and CPZ. Especially in the patients with polymicrobial infections and patients with monomicrobial
infections due to indwelling catheters, the efficacy rate with BRL 28500 was found to be significantly
higher than that with TIPC.

Bacteriologically, the eradication rates with BRL 28500, TIPC and CPZ were 84%, 75% and 76%,
respectively.  Although the eradication rate with BRL 28500 was the highest, no significant differences
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were observed among those eradication rates. However, against E.coli, and gram-negative rods
as a whole, BRLZ&SOO showed significantly higher eradication rates than did TIPC. Against §-
lactamase prod i the dication rate with BRL 28500 (83.9%) was also higher than
those with TIPC (12 3%) and CPZ (73.7%). This tendency was particularly clear in relation to
B-lactamase producing gram-negative rods

Especially against Klebsiella spp. strains producing large amounts of B-lactamase, BRL 28500 and
CPZ also exhibited higher eradication rates (100%, 913 respectively) than TIPC (33%). The eradica-
tion rate with BRL 28500 against A-lactamase highly-producing E.coli (100%) was also revealed
to be much higher than that with TIPC (40%).

Clinical adverse reactions, consisting mainly of gastrointestinal and allergic rucuunl. w:r: observed
in1, 8 and 7 cases in the BRL 28500, TIPC and CPZ groups, borat
adverse reactions, mainly hepatic function disorders, were recorded in 12, 5 and 5 cases in the
BRL 28500, TIPC and CPZ groups. Th!ll -dvem reactions were all mild and transient, and the
treatment groups showed no signi i the rates of those reactions. The
patients’ tolerance of each of BRL 28500, TIPC lnd CPZ was thus good.

Regarding the assessment of the clinical utility, which was judged by each doctor in consideration
of the clinical efficacy and adverse reactions, etc, BRL 28500 was concluded to be the most useful
of these drugs, with a significant difference between BRL 28500 and TIPC.

Based on the results obtained in the present study, we concluded that (1) BRL 28500 is very
effective against most kinds of bacteria, including those producing B-lactamase, and (2) BRL 28500 is
more useful than TIPC and as useful as CPZ in the treatment of complicated urinary tract infections.




