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Fig.1 Chemical structures of CVA and TIPC
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BEgs, SHERMIIIRED, EHEHEHTH -1,

BV RBEREIIE 27 BIOPFRI B EARB TS
13 6, 1Btk XU BEEREMMERERE S 11 61, RisTigdi
RAIE3PITH » 7co ERKB & LTIIMERERMN 7
. BISIRRAEREEG O, BISZRRE 361 EERCIEE 34
IREDERLDTH ol FREHETIEZR 64, %
248l LXEL8H, EHIATEYER 37% THo
7oo UTI HHFMELICET Lich » HIERY B E,
UTI R&DFHEEE O RBRBRAC K- THEL &
BEERSE L T Ld7ob DA Table 3 TH 5, HIRL
IS BITH D, FORRXN T —F LVEER (Z1H)
P 9Bl, RISLIRMTERYME (F 23 236, LBRR
RRJE (38 M3HT, TRRBRIE (H4H)
1B e otco BEBRRIE6HT »7-F1EE
B OCGESHED 230l JRWER CGE6H) »3MTh-
Too BMRBRPBFCL1IEZ 48], BRSO, EH6Hch
ZHER 60% Thotco LB EHNS 7 —F VBBER T
»HH, HBHEHROR 3, 4BMDIhotkzl
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ATBE EZHSH, BHSH £ 11 fiLhy, £
EEHRIL 48% ThHhotw

wizzZ D 21 GlickiF BEFDRIR &L MERCET S
ZHRIZO VTR L7cBUE M Table 4 TH 5, BRI
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Table 3 Overall clinical efficacy of BRL 28500 classified by type of infection

No. of cases Overall

Group ’ Excellent | Moderate Poor effectiveness
(Percent of total)
rate

1st group o o
(Catheter indwelt) 9 (43%) 2 2 S 4/9 (4%)

2nd group o o
(Post prostatectomy) 3 (14%) 2 1 2/3 (61%)

Single 3rd grou

infection (Ups; STI) 3 (14%) 2 1 3/3 (100%)

4th group o o
(Lower U.T.L) 0 (0%) (%)
Sub total 15 (71%) 4 5 6 9/15 (60%)

5th group o o
(Catheter indwelt) 3 (14%) 8 0/3  (0%)

Mixed 6th group

H H 0, 0,
infection (No catheter indwelt) 3 (14%) 1 2 1/3 (33%)
Sub total ] 6 (29%) 1 0 5 1/6 (17%)
Total 21 5 5 11 10/21 (48%)
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Table 4. Overall clinical efficacy of BRL 28500 in complicated U.T.I.
i Efficacy
. Pyuria Cleared Decreased Unchanged lcac‘y ,0 "
Bacteriuria bacteriuria
Eliminated 1 9 (43%)
Decreased 1 1 (5%)
Replaced 3 3 (14%)
Unchanged 3 3 8 (38%)
Efficacy on pyuria 8 (38%) 5 (24%) 8 (38%) Case total 21
@ Excellent 5 (24%)
Overall effectiveness rate
Moderat 5
[ Moterme o o
Poor (or Failed) 11

Table 5 Bacteriological response to BRL28500 in complicated U.T.L.

Isolates No. of strains Eradicated (%) Persisted
S aureus 1 1 (100%)
Coaglase (—) staph. 1 (0%) 1
E. faecalis 2 1 (50%) 1
Gram (+) rods 1 1 (100%)
E. coli 5 5 (100%)
C. freundii 1 1 (100%)
K. pneumoniae 2 2 (100%)
E. cloacae 1 1 (100%)
S. marcescens 2 1 (50%) 1
P. aeruginosa 8 1 (13%) 7
P. putida 1 1 (100%)
P. maltophilia 1 1 (100%)
A. calcoaceticus 1 1 (100%)

Total 27 17 (63%) 10

Table 6 Strains appearing after treatment

Isolates No. of strains
S. cohnit 1
E. faecalis 2
P. aevuginosa 2
"""" Tadamion | 1

C. albicans 4
C. tropicalis 2
Candida sp. 2

Total 14
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‘B : Before
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MEROREFRNBVL 5 cBbhis

HENCHMBEFMLRLRE Licos Table 5 TH
Bo 27T B BEX T\ %23, P.aeruginosa, E.coli,
E. faecalis, K. pneumoniae, S. marcescens 1z & p E i
RETH - 1o £ T 27 kb 17 ¥k (63%) HBKRE
XNt P aeruginosa 8#Tit, 1HBEINIMNT
BES L, 2460BEYEL LTV 5, BEHHEEER
Table 6 ITRT X 51 14 BT, 205 HIKIIEET
Z‘é bel '/’C_o

32 flEfliconT BIfEA 2 #Et Lico BfMEMEIF
RiXE ol Bd i o fehs, A# LBGRY S B LBb
NIBERREEOZEEL GOT, GPT o L& 2 | GEH
9 & 14), [FEERHEL 26 (EM 22 & 25) it 44T
#» -t (Table 7),

III. * =

BRL 28500 {3 TIPC & CVA of&HITHh %, TIPC
REEBE CHRNCHEER YA L, BEELBRFTH S
TDBRENC REEN S BEE O BRPMEC RS AT
%o LH L, B-lactam Fizxt LTtk DES R BEE H 1
miTHY, o FEhk JEIR p-lactamase EA T b
b, TIPC % B-lactamase EEABHICITERITH 5, CVA
@ p-lactamase PAEEA L Richmond ¥ D I,
I, M, ¥V, V& p-lactamase IO 7 FYBREE
E4ED B-lactamase xf LTE» bh, ¥, TIPC
i Ia, Ib, Id Eo B-lactamase ITIZRETH 5D
T, TIPC iz CVA %A THZ LIZL > TLEATD
B-lactamase 13t L TRE & I - 72279,

bhi iy, BRL28500 oirs Hk s L TARAER
20ml WABLUTINETHELIANTF, £AEAKE
7 100 ml W52 LT 30 4 THRBMIE LA 76, 4
B AR 80~100 ml I &A% LT 60 & T AME#HE LIcHl
P12 B, AEAERR 100 ml ZHEE LT 120 4 THTE
BRE LB 1A, -~ b= 500 ml 352 LT 60 4
THEEREE LIRS Blb oo BRIV LIt o 1
7%, BRL 28500 0#5HH:C X » THIRITIZEHNTED
bhieh oo,

BRL 28500 % 3.2g # ¥+ % &, 60 kT TIPC
& LTHy 150 pg/ml, CVA & LT 5.4 pg/ml D rhigeE
AL, ER1RHEIT CARMET 5L, AWKTE
#-c TIPC & LT 130 pg/ml, CVA } L<C 3.15 pg/
ml OMmPERELRT, 51z TIPC © 6Bl TOR
FERERTH 80%, CVA 0z hirfy 60% Rt &
EIhTVwW3Y,
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Table 9 Relation between MIC and bacteriological response of #-lactamase producing clinical isolates of BRL 28500

eradicated/isolated

U.T.I. evaluated

CHEMOTHERAPY 879

Total

1/1 (100%)
1/1 (100%)

0/1
1/2

~
NS
o\
(=)

(50%)

1/1  (100%)
1/1 (100%)

5/12  (42%)

Not
done

>800

800

400

0/1

0/1

0/2
(0%)

200

0/1

1/1

1/2
(50%)

100
1/1

1/1

0/2

2/4

(50%)

50

0/1
1/1

1/2
(50%)

25

MIC(ug/ml) Inoculum size : 106cells/ml

12.5

1/1

0/1

1/2
(50%)

6.25

3.13

1.56

=0.78

Isolates

E. coli

K. pneumoniae

E. cloacae

S. marcescens

P. aeruginosa

P. putida

P, maltophilia

Total

SEObhb N DOEERERT T2, BRI RRYE T
UTI ER)FHmELRECEF LTz 21 OB LRI 48% T
BHoloo IRAERERI TR B L, DR Laie 28 - 3EO
BEIBER Ty, EFD 1% 1k, »7 -7 V8B
DIFLEABRYBTHY, BBREOEMDOHEI ST
Elcled, RAFHRIL 8% el otcbDiEL
bt

FIBSERIZDR T, 27 #keb 17 # (63%) 2BE & h
7225, P.aeruginosa DIRERHN 13% LIEHIZE ) -
foo P.aeruginosa wHx< & 19 kkeb 16 BRSBRE I h T
Bh, BRERD 84% LBRTRELDTH 70

RRED MIC LMERENER Y 7% DAt Table 8
TH %o MIC 2 3.13 pg/ml LIT D 6 $kiz& THRES h
T BA, 12.5 pgiml b0 17 #%oBERIE 47% T
BHotoo KRIT B-lactamase FEAEEE 128 TOMB %)
Bz ownThicdh o » Table 9 TH 5, 12 #eh 58
(42%) PBREIRTW5, Whd 12.5 gg/ml Ll EoD
MIC #R3TEME TH - o P.aeruginosa 58Tl 1
BOBREI N TR BT, P aeruginosa BREFEC R LT
1L, 2LHRPED LRI - e,

TRV VRO LITORK ELNbRORKEX T
BT 5L, BHEERBRBRIEOBRRIL, HES v ALY
VAT 68% THY, bhbhol#iz 48% Th-
oo BB LICX 3 1E, bbb OEMIL 7T1% 15 -
5F-6HTHY, BEUDEAINSTELDLEDL
hoo BV YRS ADERTH 1B 5FE - 65O
BRI 61%, 50%, 63% Thb 28 - 3% 4HOR
B|E b 10~30% BERBEIEL £o T35, MIE¥H
HRZEXTY, bhbh o LEFADOBRERIME
WAL, TR EBREDEANEI o e EEBbhi,

EIfFAwBI LTk, BtEREIIERIRED b - %o
FEY VROV VTR EDORBEEILRT 2.5% T
By, WEFLABRECRBEE LEbh b, BERE
EORE CAFOFE L Bbhi-0i3, GOT, GPT »
LR26, FMREL26THY, FEIVESTLD
BIfFR OBRE CLFEEREOFENRIE,r T &
XY, FEEOEBHR—EZETRETHS ),

AENL, BEBRACIEELERIh T3 TIPC i
B-lactamase FHEX|ITH 5 CVA » E& L, B-lacta-
mase X LTREHEIE LA-EFTH Y, SED EBK
B TR EERI Sh - Totod, REBREIT 48%
LRRMEN o eAt, B-lactamase EEABIIX LT, Mo
DEIREHF B N TER, UL b, BHMERER
FIEX LT, B THERRERICA? LBbh %,
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CLINICAL EVALUATION OF BRL 28500 IN THE FIELD OF UROLOGY

Takasur Tominaca, Hiroicur Kisur and Tapao Nijma

Department of Urology, Faculty of Medicine University of Tokyo
(Director : Prof. T. NIIJIMA)

Tapaicar KiTaAMuRra

Department of Urology, Yaizu Municipal General Hospital

Takesui KAWAMURA

Department of Urology, Doai Memorial Hospital

Hirosur Niton
Department of Urology, Musashino Red Cross Hospital

Isao Sarto

Department of Urology, Tokyo Kyosai Hospital

Youjr NisHiMura
Department of Urology, Mitsui Memorial Hospital

BRL 28500, combining the wide-spectrum penicillin, ticarcillin (TIPC) and the p-lactamase inhi-
bitor, clavulanic acid (CVA), was used in the treatment of urological infections, and its therapeutic
efficacy and safety were evaluated.

Three patients with acute uncomplicated pyelonephritis, 1 with acute prostatitis, 1 with peritonitis
and 27 with complicated urinary tract infections were treated with BRL 28500 at the Department of
Urology. Faculty of Medicine, University of Tokyo and affiliated hospitals.

Patients were given 1.6g or 3.2g of BRL 28500 twice a day for 5 days by intravenous drip infu-
sion or intravenous one shot injection.

Overall clinical efficacy in the 3 patients with acute uncomplicated pyelonephritis was excellent in 2
and moderate in 1, an effectiveness rate of 100%.

One patient with acute prostatitis and 1 with peritonitis were evaluated good.

The clinical effect in 21 with complicated UTIs were assessed according to the 2nd Edition of
Criteria for Clinical Evaluation of Antimicrobial Agents in Urinary Tract Infections.

Clinical effectiveness in the 21 patients with complicated UTIs was assessed as excellent in 5, mo-
derate in 5 and poor in 11, an effectiveness rate of 48%.

In complicated UTIs, 17 of 27 isolates were eradicated after treatment.

No clinical adverse effect was considered to be due to the drug.

Slight transient elevation of labotatory findings in 4 cases (2 cases of eosinophlia and 2 cases of
GOT and GPT) were observed after treatment.



