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PR RREE 1w 3t 3% BRL 28500 (Clavulanic acid-Ticarcillin) o #8849 5K s 2y

BARE RAEB - LKEEA-BIL B HERLTF
REMKFUBREBFRE (£ AR

AHEBEKE-FILEE
JB AR+ F 7R Be i BR Bt

# L\~ B-lactamase fHEH] clavulanic acid & ticarcillin (TIPC) o E4&#]T#H 5 BRL 28500
oW THERR, EERAIRET 21T - 7D THRET %,

L HED  BEREORBKERIESBEE © BRL 28500 & TIPC oF#lick$ 5 MIC #MIC-
2000 ¥ A 7 L% FAWCTRIE LIcEEER (10° cfu/ml),

E. coli 13 BRL 28500 iz L Ti% 3.13 pg/ml & 100~200 pg/ml iz 22D — 7 %55 L, TIPC
wxt LTk 0.78~1.56 pg/ml & 800 pg/ml LA ET2 2D — 27 %7K L, BRL28500 icxf LT
i TIPC xf L 800 pg/ml LA E# 7R Lickkd, £ TEh X v {EfE%/R L, BRL 28500 »: TIPC
X0 A BRIHE N %R Lico P.mirabilis, Indole (4) Proteus spp. %, E.coli X R&DIER %
7~ Lico S.marcescens, Citrobacter spp., Enterobacter spp. Tix, TIPC Mi##kiz BRL 28500
st L MIC DET#/R L, REUHE CIBAICEIRD bhich -, S. epidermidis, E.
faecalis, P.aeruginosa, K.pneumoniae T\, MAIRIC MIC A DEXRED Itk -T2,

2. EEIRAYRRET : BRL 28500 #HE IRECRIUE 24 PV, EEIRSIR S X OBIfER okt %
Toteo HEEZ, 1 0.8gH5\x1.6g % 1H 2E, 5HED B\ 10 HEHERT- 7,
24 fIrk UTI BEhHM A X 0 BEIRZI EHEFTETH - 7o b DX 15 BT, 1D 9 AR EHREHTE
K IVEIEBOAGER 21T o 7o #8455 B BT UTI E&FHAEE R L W EERDEHED TE R 15
e sT 5 RABRKLRL, ER 40, BR56, EF6HT REFDRIZ60%S THoTo &y
10 H BRI REHESY Lic 14 flTiz, REBHRILTL4Y Th- 1o MEFRHRL, HBR
BARAENICIL 15 FlX b 9 BEME 21 B2 BEXh, BIHARISHETT76% Thoto 2D5H 18
HEAS B-lactamase FEERRTH » foht, Thb oD MIC i3, £#k &3 BRL 28500 ixf LT TIPC
X v E MIC %5R Lico

BIfFA 1 B THIZ B L, 3 BERICES 2RIk LAy, ZOMOMES T B EMEIER R
ZHoNT, BIFAHRRR 4.2% Thoto ¥, FHIILL 5 LBbh BEKRREMOREIL
14z GOT, GPT oBED ERA MR D Lt

BRL 28500 1z, #E¢ —F 4 28 CHRB S h o B-
lactamase [HEH|TH % clavulanic acid (CVA) &
ticarcillin (TIPC) o 1:15 OAH TH 5, CVA
x Xt TIPC o#ERE Fig 1 wird,

AF| OB, MEH B-lactam HFAEH® RiFLT 5
todbCpEAT B B-lactamase & CVA piRE[ M A&
AL, B-lactam FAEHFICEAROHE N RIEX 5 =
ENTEBELEINRTW 5,

4E, bhbhik, RAKSEEBRY, BKAOKRNY
ToteDT, TOHERYBET 5,

I. #EBLVECHE
1. HEN
RURLEXETHREDOR X b 5l LI KEB R

D 5%, Escherichia coli 50 #:;, Proteus mirabilis 50 #,
Indol (+) Proteus species 50 ¥k, Klebsiella pneumo-
niae 42 g, Enterobacter species 44 kk, Serratia mar-
cescens 50 ¥k, Pseudomonas aeruginosa 50 ¥, Citro-
bacter species 34 #, Staphylococcus epidermidis 35 i
¥ LU Enterococcus faecalis 50 g2\ T, MIC-2000
YAFARFAWT, BAREHIERE MIC) #WEL
To THOHOMEC T B MIC 2JUE Lk HEAL
TIPC, TIPC+CVA 2 ug/ml, TIPC+CVA 10 pg/ml,
% - BRL 28500 DM Br3#| & LT cefmetazole(CMZ),
latamoxef (LMOX) wzxi3 2 MIC 3 J%E Lo

2. EBRIRR9HG

RF1 58 48 12 B2 HERAI 59 428 A ¥ CHMERK
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Fig.1 Chemical structures of clavulanic acid
and ticarcillin
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i (IIOONa
CHCONH
Sodium ticarcillin

FWEREBER LOR)IFTERREB RSB AREE T,
BEEAERERIHERXHE T 5 24 flic BRL28500 %
BEL, BERELHRE Lico #II, B 21 #l, &3
BT, FhhZ 32~88 FBTH»Teo BEBF ICHRES
$it, BRL28500 #1[E 0.8~3.2g *#1H 2[@, &I
%, 10 BREBIRES I THRE L, BEIRMZIRHE
UTI SREhAPIHEENE &5 2 JRIC e > € 85 5 H B2 /7L,
RS 10 BER AEEYER L CAEDE LR
Lo 55 B Bic UTI EeHEELEC X h RESHE
HETEIERL, FFRHE Lic 24 Fld 15 flT
BHote

Effficouvtis, BMEER FROM #580%
C—BERRE LT L, BEHBCRT 2EREED
EBR Rt Lz,

II. & &

(1) #EH

1) E.coli (50 #) (Fig.2)

TIPC o E.coli w233 % MIC %, 0.78~1.56 %
U800 pg/ml L) bic & — 7 BT 5 2 etk DA %R L
oo BRL28500 T#, 2@ty fizR Lico MIC 2
BESR T, 6.25 ug/ml LI FOBSHE T, BRL
28500 13 TIPC &R DOMEH AR Lico 7, 25 pg/
ml L ot st LTt CVA o B-lactamase JASE
fEAAZR» 5 h, BRL 28500 7% TIPC X 0 43\ 4iE
%R Uiz, TIPC+CVA 10 pg/ml Tit, &fk& LT
BRL28500 x %% RIF/L BN % & Lico TIPC+
CVA 2 pg/ml i3, Tt < TIPC & TIPC+CVA 10
1eIml DR OHE S & T L, fittEicsF 5 CVA 0
B-lactamase FHE /R M ASEEZIC B Hi>h T\ B, B-lacta-

A
H H

mase EEHZ Tt CMZ, LMOX x4+ 2 MIC
X, ThZEh 0.78 pg/ml, 0.1 pg/ml LYTFizE— 27 %52
&, BRL28500 X hHE A ER TV 7y MIC fET
1. TIPC »% >800 pg/ml T#H 5 Dicxt L, BRL 28500
T 100 pg/ml EHBE S DA 52 Th - 120

2) K.pneumoniae (42 #k) (Fig.3)

BRL 28500 o K. pneumoniae 1=+ % MIC |1 25
pg/ml T € — 7 %R tc, MIC 2% 3.13 pug/ml PLIFic
#7535 #Rix TIPC, BRL 28500 &4, 42 #krh5 e
(11.9%) LR TH - t=hs, 6.25 pug/ml L Eizpyrsidt
Bk, TIPC ey LTi3, £ T 25 pg/ml L b
DM ERRTH %A% BRL 28500 izt LTIZZ D5 64k
(14.3%) 7% 6.25~12.5 pg/ml HA L, hbORT
TIPC = CVA #EATHZ Lickh MIC pMET L
L#E% bh b, BRL 28500 izxt3 %5 MICs, MICy fELZ
Fnxh 25 pg/ml, 100 pg/ml TH bH, TIPC o MIC,
fIEAS 200 pg/ml, MICqg, fEAL >800 pg/ml TH B D Lk
B L, BRL 28500 Dix 5 MW BN AR LTV,
BRL 28500 izx3 % MIC 4z, CMZ, LMOX X b
LHALACED, HEHIIAL 2K X 9 L HBEET
Hoto

3) P.mirabilis (50 #) (Fig.4)

BRL 28500 o P.mirabilis zxt3 % MIC %, 0.39~
0.78 ug/ml |2 v — 7 %30, 86% »51.56 pg/ml LAITFiz
445 Lico TIPC icxf LT MIC 25 50 pg/ml Ll EA7R L
7= 7 ¥R DT R Tl 4k BRL 28500 TIE T %R Lo,
Zhbo MIC 3 12.5~100 pg/ml 12445 Lic, MIC
REESRTIE, LMOX X hHE IS - Tuichs,
CMZX b3 1 BFEENTCHE I %R Lo MICso, MICs,

fEix, &bic 0.78 pg/ml TH - 1o
4) Indol (+4) Proteus spp. (50 #) (Fig.5)

BRL 28500 @ Indol (+) Proteus spp. =%t 3 %
MIC D v — 7% 3.13 pg/ml 1T D b RTchS, £6E L
Ti% 0.78~800 pg/ml ¥ THEIA\ HAi% /8 Lo, MIC
ZHEENERTIE, TIPC X h b cluWiEI 2R
LT\ 7o BRL 28500 » MICys, MICs, iz + h 7
R, 6.25pg/ml, 25pg/ml %% L, CMZ, LMOX X
b, HENHE > T,

5) Enterobacter spp. (44 #) (Fig.6)

BRL 28500 o> Enterobacter spp. X35 MIC &
0.39 pg/ml 2% >800 pg/ml % THEL AL, 11 #
(25%) H% 25 pg/ml LIF, 33 # (75%) »% 100 pg/ml
Pl EizsyAi Lico MICso, MICeo fllizzh Zh 200 pg/
ml, 800 xg/ml T TIPC X hix RRiFh HEHEYT
L, CMZ L3RS OME %R Lico HETZM
TE LIHEF T LMOX 23, RbBIFAHENIYT L
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Fig.2 Sensitivity distribution of isolated E.coli, 50 strains (10° cells/ml)
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Fig.3 Sensitivity distribution of isolated K. pneumoniae, 42strains (10° cells/ml)
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Fig.4 Sensitivity distribution of isolated P.mirabilis, 50 strains (10° cells/ml)
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Fig.5 Sensitivity distribution of isolated Indole (+) Profeus sp., 50 strains (10° cells/ml)
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Fig.6 Sensitivity distribution of isolated Enterobacter sp., 44 strains (10° cells/ml)
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Fig.7 Sensitivity

distribution of isolated Citrobacter sp., 34 strains (10% cells/ml)

(%)
00 |
s sl -
2t _—
E 60‘ //_
= S
g —— BRL28500
S dor —— TIPC
L ——-—TIPC+CVA2
------ TIPC+CVA10
20 ——CMZ
| —-— LMOX
el I 1 | 1 (us/ml)
(%)
100}
e -
S ~—— BRL28500
2 so0r —— TIPC
2 L —=-=TIPC+CVA2
s [ e TIPC+CVALG
5 60f ——CMZ
>t
Zg 40 +
= I
S
S 20t
MIC|<0.1 0.39 156 _ 6.25 25 __ 100 400 _>800
Drug 0.2 " 0.78 "3.13 12.5° 50 _ 200 800 Total
BRL 28500 3 3 3 4 1 2 1 3 3 7 4 | 34
TIPC 1 5 4 1 I 1 1 17 | 34
TIPC+CVA? 3 3 2 5 1 2 1 1_8 8 | 34
TIPC+CVALD 3 4 1 4 4 1 1 2 2 1 11 | 34
CMZ 1 5 5 1 6 1 5 2 1 3 1 3 | 34
LMOX_ 115 3 5 1 1 2 3 1 2 1 34
BRL 28500 I ——
TIPC —
TIPC +CVA2 I ]
TIPC +CVA10 F ]
2| cMz f }
2 ' ' LMOX
E L - |
1 1 1 1 1 L L 1 ol 1 1 1 1 1 1
<0.10.2039078 156313 625125 25 50 100 200 400 800 >800
MIC (ug/ml
! MICso  MICso | (sug/ml)
]
__MICrange




846 CHEMOTHERAPY OCT. 1986

Fig.8 Sensitivity distribution of isolated S.marcescens, 50 strains (10° cells/ml)
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Fig.9 Sensitivity distribution of isolated P.aeruginosa, 50 strains (105 cells/m1)
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Fig.10 Sensitivity distribution of isolated S.epidermidis, 35 strains (10° cells/ml)
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Fig.11 Sensitivity

distribution of isolated E. faecalis, 50 strains (10% cells/ml)
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6) Citrobacter spp. (34 ¥) (Fig.7)

BRL 28500 o> Citrobacter spp. WX+ % MIC 3,
0.39 pg/ml 5 800 pg/ml LI EwIA S L, 18 ¥
(38.2%) »% 6.25 pg/ml LA 434 Lico HIEIN
TIPC, TIPC+CVA 2 pg/ml, TIPC+CVA 10 pg/ml &
ZIFA%Z T, MIC BREES R I XU, MICw MICyk
fETiz CMZ, LMOX X hHIENIHEH > T

7) S.marcescens (50 #k) (Fig.8)

BRL 28500 o> S.marcescens Txt3 % MIC 1%, 47
B (94%) 7350 pg/ml P BT L, 13 &AL OKRHTE
HETH - too MOPAERTIZ, LMOX MHEHBREF
PEN R LTI,

8) P.aeruginosa (50 #k) (Fig.9)

BRL 28500 o> P. aeruginosa =3 % MIC %, T
T 12.5 pg/ml LI EIZ/HAF L, 25 pg/ml 2 € — 7 %580
#co BRL 28500 3, TIPC » MIC B EAHR, MICy,
MICq T, IFAZEOHBE N LR L, CVA LD
B-lactamase PAEERIIIED bhithofco CMZ XD
GERFAHBE N AR Lichs, LMOX X h 3@ h»SH
» TWiz,

9) S.epidermidis (35 k) (Fig.10)

BRL 28500 o S. epidermidis w33 % MIC (% 0.39
~400 pg/ml HBEL AL, TIPC i3t A LRUEA
ERR LT 5o MIC BEES R LU MICs, MICs
iz TIPC L AZoHE %R L, CVA © B-lacta-
mase fEEIERIC X BN OMRIZTRD bhish - 1,
73, LMOX 3 iisABRECHENN %R L, §E MIC
PRIE LIHER T2, CMZ 2R BFAHENETR
Lo

10) E. faecalis (50 #) (Fig.11)

BRL 28500, TIPC & % E. faecalis =xi3 % MIC 13,
100 pg/ml o€ — 7 %R L, WAICH LTk 3%k (6%)
DREUXTRT ORTH o1 S.epidermidis LRRRIC
CVA 1= X BHE I 0HRIIED b ieh o 1o

2. FEIRAYRGY

1B B R R R YEREFIITD W T @ FEfili% Table
1 izt fEM 2,9, 10,15 121[H 0.8g, 1 H 2[E#E
EThHy, EF T 1143, 1E3.2g%1H2EESL
TG TH Bo TDMWOIEFITIL, 1E1.6g%1H2
E#HE#*Toto 1oL, ERA3 B LVS TIE &4,
8HE, »AWX9HAEXY, EF¥1E3.2g 1H2
EfE L Lico 2D5H, 14 flizounTi, 10 BfEO
BB TORBERDELRNT D ENTE,

Table 2 13, A% 1@ 0.8, 1H 2EHBEERND >
b, 5 HEHEDTE 4 FOREEKDETH 545,

EZH100, BH16, EH26T REFPRI 50%
THoko

Table 3 i3, A#Ix 1[E 1.6g 1 0 2[@#E Li-EH
D5H5BEHED TEIFDO BABKGETS 2
2, ERH3ML BR3M, EFHIHAT LAFYR
67% ThHotco

Table 4 13, 1@ 3.2g #1H2@EKEE LE-Ef0Y
b, 5SHEHED TR 2 Al0RAERIETH 5,
B 10, EH16T REERRIL 0% Thot,

Table 5 (3, 1E0.8g 55 3.2g #1H 2@#H5L
EAZ DI 10 BROEMREES 14 floks
BRYRTH D, ERH3H, BH7H, HH46TH
b, BYHRIX 1Y Thoto TOREMIRKIS5H
Ho RABKRDEY AT R L 1225 BHRL 57%
T, 10 B SR WT, BEHES LR T A EANR
dbhic,

Table 6 (3, £&5EFI®Hi¥, UTL RREFAICH
725 B B OREBERZETH 5o G-1 B LT 46
FED IO, BE2H6, EH1ATREEHR 75%,
G2 HTX3QhEHLA, BH 2R TRAEYR
100%, G-4 BTix2fhEH 1M, B 1HATEAR
%R 100%, G-5Ff Tk 2 flhEY 2 A TREEYER
0%, G-6 BETix 46k, ZERH14, %3 ATRAR
FRIL 25% Thotoo LichioT, BMERRELK
T, 9BIFEL 3G AR5 H B 1ATEAED
Rt 88.9% LBFIEMTHo oKL, EHER
REETIY, EZH 14, EDSHICRAEHER 16.7%
BETeh - oo

¥, FREHEXRFCELC 28 AlekVT &
% 11 I, B3, CLHL 40, EHSHAT FH
HMEDEZHRIL 60.9% Th o

Table 7 1%, HEEANC XS 10 B ORBHFHROH
FETh Do G-1 PR LTIt 3HIhER 26, H31
BT, RAEXRIL 66.7%, G-2 BTt 3fIF ER
16, B2 TRAEBHR 100%, G-4 HROWT
2 2RSS 0, A% 1 AITRARDR 100%, G-
5 s LTIz, 2 BldhdEs 2 I CRABHE 0%, G-
6 BT ZH1HL H20 EPH1AT RAFY
R 75% Tholo LicdioT, 10 BREFEREL
T, BEERYIE T8 GlrhE s 2 A, AR5 O &%
1Bl CIRAHSER 87.5% Th-teDicktL, HHER
Wiz, EH 10, BR20, &3 HTRAEHER
509 Lisbh. 5 AMSE LBl ERERRET
REEPRO LA BEBERL L D bBEETH- T

Table 8 i, HMMKRMRPIEERNL HRABELT
LB R hts 9 HRE 21 Bioxt T B MEFHBR TH Bo
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Table 2 Overall clinical efficacy of BRL 28500 in complicated U.T.L.
(0.8gX2/day. 5days treatment)
Pyuria
Cleared Decreased Unchanged Effect on
- bacteriuria
Bacteriuria
Eliminated 1 2 (50%)
Decreased ( %)
Replaced ( %)
Unchanged 1 1 2 (50%)
Effect on pyuria 2 (50%) ( %) 2 (50%) Case4total
Excellent 1 (25%)
Overall effectiveness rate
{:l Moderate 1 (25%)
2/4 - (50%)
Poor 2 (50%)

Table 3 Overall clinical efficacy of BRL 28500 in complicated U.T.L.
(1.6gX2/day, 5days treatment)

Pyuria ‘Effect on
Cleared Decreased Unchanged L.
bacteriuria

Bacteriuria

Eliminated 2 5 (56%)

Decreased ( %)
Replaced 1 1 2 (22%)
Unchanged 1 1 2 (22%)
. Case total
Effect on pyuria 5 (56%) 1 (11%) 3 (33%) 9
IE Excellent 3 (33%)
Overall effectiveness rate
l: Moderate 3 (33%)
6/9 (67%)
Poor 3 (33%)

RAEE T2, S.marcescens » 8 ¥R BB HL, KRIC  76.2% ThbH, Hich > MO p-lactamase EAEKD
P.aeruginosa o 4#k, E. cloacae, E.faecalis O 2%, ZEL AL, EEERIL, 18 #hd 14 #oD 77.8% TH
E.coli, K.pneumoniae, K.oxytoca, S.hyicus, E. fae- o teo —F, 5 BREIRSEOBBIE L, E. faeccium 2k,
tum WERER 1 TH»T0o Th & O EHERIX E.cloacae 1°%, K.pneumoniae 1#k, A.calcoaceticus
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Table 4 Overall clinical efficacy of BRL 28500 in complicated U.T.I.
(3.2g%2/day, 5 days treatment)

Pyuria Effect on
Cleared Decreased Unchanged . o'
L. bacteriuria
Bacteriuria
Eliminated |: 1 1 (50%)
Decreased ( %)
Replaced ( %)
Unchanged 1 1 (50%)
. o o o Case total
Effect on pyuria ( %) 1 (50%) 1 (50%) 9
[zl Excellent ( %)
Overall effectiveness rate
E Moderate 1 (50%)
1/2 (50%)
Poor 1 (50%)

Table 5 Overall clinical efficacy of BRL 28500 in complicated U.T.L
(0.8~3.2gX 2 /day, 10 days treatment)

Pyuria Effect
Cleared Decreased | Unchanged ec. 01.1
. bacteriuria
Bacteriuria
Eliminated 1 4 (29%)
Decreased
Replaced 4 2 2 8 (57%)
Unchanged 1 1 2 (14%)
. o o o Case total
Effect on pyuria 7 (50%) 4 (29%) 3 (21%) )
14 5 days result in same cases
@ Excellent 3 (21%) Excellent 3 (21%)
Overall effectiveness 8/14
l: Moderate 7 (50%) rate Moderate | 5 (36%) (57%)
10/14 (71%)
Poor 4 (29%) Poor 6 (43%)

1 ¥k, P.cepacia 1%k, Corynebacterium 1%k, Candi- H36.25 528 >100 pg/ml ¥ CIEL i L, HHRRIL

da sp. 1#, T.glabrata 2EkDE 10 BTH ot 17 #keh 13 #5 76.5% Thoteo 77 ABHRETE
Table 9 i}, HWHHRBEPEESNRXEDO MIC & BHRRILABRF 38K T5% Th T

BN EREOBEERTH B, 77 2BHERETIL, MIC 3. EIfeR



VOL. 34 S—4 CHEMOTHERAPY 857

Table 6 Overall clinical efficacy of BRL 28500 classified by the type of infection
(after 5 days treatment)

No. of patients Overall
Excellent | Moderat P
Group (Parcent of total) xeeflen oderate oor effectiveness rate
1 st group
4 ( 26.7% 1 2 1 75 2
(Catheter indwelt) ( 26.7%) s %
2nd group 3(20 %) 1 2 100 %
(Post prostatectomy)
Monomicrobial | 3 rd group
infection (Upper U.T.L)
4 th group o o
(Lower U.TL) 2 (13.3%) 1 1 100 %
Sub total 9 (60 %) 3 5 1 88.9%
5 th group
2 (13.3% 2 0 2
(Catheter indwelt) ( %) .
Polymicrobial | 6 th group
4 ( 26.72 1 3 25 %
infection (Catheter not indwelt) ( %) 7
Sub total 6 (40 %) 1 5 16.7%
Total 15 (100 %) 4 5 6 60 %

Table 7 Overall clinical efficacy of BRL 28500 classified by the type of infection
(after 10 days treatment)

No. of patient: 1l
Group O- Of patients Excellent | Moderate Poor Qvera
(Parcent of total) effectiveness rate

1 st group
21.49 2 .72
(Catheter indwelt) 3¢ %) ! 66.7%

2 nd group
) 21.4% 1 2 100 ¢
(Post prostatectomy) 3¢ ) %

Monomicrobial | 3 rd group

infection (Upper U.T.L)

4 th group o o
(Lower U.T.L) 2 (14.3% 1 1 100 %
Sub total 8 (57.1%) 2 5 1 87.5%

5 th group
2 (14.3% 0 ¢
(Catheter indwelt) ( 6) 2 %

Polymicrobial | 6 th group
. i 3 0, ~ [2)
infection (Catheter not indwelt) 4 ( 28.6%) 1 2 1 S %
Sub total 6 ( 42.9%) 1 2 3 30 %
Total 14 (100 %) 3 7 4 71.4%
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Table 8 Bacteriological response to BRL 28500 in complicated U.T.I. (after 5 days treatment)

Strains appearing® | Strains appearing®
Isolates No. of strains | Eradicated (%) Persisted” after 5 days after 10 days
treatment treatment
S. marcescens 8 [8] 6 [61(75%) |2 [2](25%)
P. acruginosa 4 (4] 2 (2](50%) | 2 [2]( 50%) 1
E. cloacae 2 (2] 2 [21(100%) 1(1]
E. coli 1[1] 1 [1](100%)
K. pneumoniae 1 (1] 1 [1](100%) 1
K. oxytoca 1 (1] 1 [11(100%)
E. faecalis 2 2 (100%) 2
S. hyicus 1 (1] 1 [1](100%)
E. faecium 1 1 (100%) 2 2
A. calcoaceticus 1 (1)
P. cepacia 1 (1]
Corynebacterium sp. 1
Flavobacterium spp. 2 [1]
A. faecalis 1 (1]
Staphylococcus sp. 1 (1]
Candida spp. 1 5
T. glabrata 2
Total 21 [18] 16 [14](76.2%) | 5 [4](23.8%) 10 14

* Regardless of bacterial count
[ ]:B-lactamase (+)

ARFEC L 2EIFAEBE TE o 24 Fish, AEhz FF#sketezs (GOT, GPT, Al-P, # Bilirubin) e\

L2 LBbhsTHIZ 10D, BIfEAHERIL, Tk, 14T GOT %33 /5 50, GPT A% 45 b
4.2% Thoto ZDBNL 3HBICEEAHRIL, % 69 ~E& Lic, BitiEtk#E (BUN, S-creatinine) i¥
D%, BE L WTIZ 1P BUN 2% 15 i i 24 ~ER LA Th

wiz, FEEREECNT 8% Fig. 12~15 125 BERRBIC L B L O TAA L OREMRI VW EEL
To REMBEHRE GRiuEk, Ht, Hb, BmEk, Mm/R) bhite,
TiE, AR IBEBRLRZREITDRDShich - 1o
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Fig.12 Influence of BRL 28500 on clinical
laboratory examination
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Fig.14 Influence of BRL 28500 on clinical
laboratory examination
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Fig. 13 Influence of BRL 28500 on clinical
laboratory examination
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Fig.15 Influence of BRL 28500 on clinical
laboratory examination
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EE, R=v ) VR, RIVE7 2 AFKRD B-lactam
FHEFNL, AN P 7 ADRI LREHRENT
WBHZELY, BEBREAIhTWS, L, Th
L OFERICRK L, Witk & 755 B-lactamase EABIC &
DRERYFED HMA BB E 7> TE TV B, CVA i3,
1977 4 Streptomyces clavuligerus DINHEW E LT
H X h, penicillinase (PCase) # p-lactamase & 7Ra]3
HiEE L, TOBREEEZARELT 2 L2Bbn L
oo Tub, CVA (X in vitro T, penicillin R4
HogtRicX s MIC OETHREIh T3, ¥,
3 -ciz CVA & amoxicillin (AMPC) o 1:2 o&%|T
» % BRL 28500 1z3s \» Tix CVA o B-lactamase [H
EERIC L ATENOBEME L2 Ee> TV 5%,

L EE Y —F 4 a7 TR X hic BRL 28500 i1,
B-lacamase fHEH|D CVA & TIPC #E & L&A
HAEFTH Do SE, FIHITRFIC L HT D KR
B, BROBRFZT- DT, TORBREOVTERY
X 7ovsg

1. HEN

A#Ix, TIPC LRKRIC 75 AB%HE 77 25MH%E
Xt LCIREEI AR 7 b 5 A& FHFD, L B-lacta-
mase g4 TIPC WtEEcx LTH, CVA X h K
NHHEI B MO T 5, $EID MIC D#
Fi3, MIC 2000 v R F ATfile o, fAHLD A,
10° cfu/ml OHEEEE TH A LEREFELTELD

10° cfu/ml DEEEETORKRE, BUL—HENT»
DhHZEXMELTED, YUHHE T, 10°cfu/ml
DEBHEET, MIC 2000 Y27 a%FH\T, MIC ¢
HEERITIR o T\ 5o BA DIRFITIZ, E. coli, K. pneu-
moniae, Indo le (+) Proteus spp. 123\~ T, TIPC fi
BRI LT O BN OB RD Shte, ¥
ZThbOMEEIR 35 CVA 2 ug/ml 5\ 2 10 ug/
ml #—E&Mx 7 TIPC o MIC ¥ CVA o£ 10
uglml L HWE, RIEFLEEXZTRLTEY, CVA o
B-lactamase REEANBEELS bbh Tt L1
2T, FAX, EBROXE” 7 »BMEO TIPC fitg
Biext LTHEIOMEAED LR B &0, Fhb
B3 AR R» R TE %,
2. BRRHIRE
SEOEMENRBELRIECI\T, 5B BHET,

Exh4 B, BRH5 B, %6 B TRAEEKRDERL 60%
Th - ko BREIEBRBITIRT BHER OB EHEIoL
TOREE LT, 10 A O RPZRESR D BERHEY A
7o 10 ARSHE ORI 5 BREIEE X » BHRM LR
(17%) LTk b, HMEERBREEEE X LT, BiEE
& LT BRL28500 #A\TLHEFDS BREBELY
3, 10 HEORMZKEDHH, BEHRLED BT LNT
EHOTIRIVD ERBbhic, ¥, UTI Bilickhs
L, BRERYIETIY, 5HET88.9% LHMREDK
BRTHhoTco —7, BEERPIETIZ, 16.7% LAY
2% - Totedd, 10 ARIRE Tz, 50% OB

Table 9 Relation between MIC and bacteriological response in BRL 28500 5 days treatment

Jsolates MIC (ug/ml) (Inoculum size : 10° cells/ml) Total
=0.39| 0.78 1.56 3.13 6.25 12.5 25 50 100 >100

S. marcescens 2/4 174 6/8
P. aenuginosa 0/1 1/2 1/1 2/4
E. cloacae 2/2 2/2
E. coli 1/1 1/1
K. pneumoniae 1/1 11
K. oxytoca 1/1 1/1
E. faecalis 2/2 ' 2/2
S. hyicus 1/1 1/1
E. faccium 0/1 0/1

Total 3/4 2/2 5/7 6/7 16/21

(76.2%)

No. of eradicated strains/No. of isolated strains



VOL. 34 S—4

CHEMOTHERAPY 861

gr@Eoh, ZORR, G-6 DN T — 7 LIEFES)
KR AERERLEOFRRN 75% kR Licnb T
B0, TDX 5 IcEFITIZ, BRL 28500 0 RIAZENH
BHThDEBbhle LichisT, KA HMMERE
BREOKREE L LTERALERLEL bt

¥1, BAEE LT, 21 #keh 18 #kA' B-lactamase
EAEBET, O B-lactamase EABROEGLEL, 18
eh 14 B 77.8% T, B-lactamase EARRICH LTREF
KRETH-To LIchioT, HEFE, HWIMERNCH S
p-lactam FAEFNCTHME % R EICHIC B IR L E
zbhio

BfERE2WTIE, THA1GNCHE LicniEED
DT, BEFRIEEHE LI, £l AL BE
Boh 2BERREMER L LT, 14lic GOT, GPT @
BEOLANHE LIcOAXA TEFFRIRLICHETE 2K
#HeBbhis,

PExE EdBE, FFNL, BEEMERCSHSD B-
lactamase g4 TIPC MHEENIC X 2 B4R RIE I
HUERLERTH D, FRREHETELERLE
zbhiz,
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BASIC AND CLINICAL STUDIES ON BRL 28500
(CLAVULANIC ACID-TICARCILLIN)

Yosuio Taxkaci, YosHiakt Kumamoro, Takaok: Hirosk,
Satoru Okavama and Norixo Nisuijima
Department of Urology, Sapporo medical College (Director : Prof. Y. KUMAMOTO)

Axio Honma and Tatsuo Aovama
Department of Urology, Japan Red Cross Asahikawa Hospital

Basic and clinical studies have been carried out on BRL 28500, an antibacterial formulation of
clavulanic acid (CVA) and ticarcillin (TIPC). The results of the studies were as follows :

1. Antibacterial activity (MIC) : The MICs of both BRL 28500 and TIPC were determined against
several bacterial species isolated from patient with urinary tract infections. The MIC distributions of
BRL 28500 and TIPC against E.coli, showed 2 peaks at 3.13 zg/ml and 100~200 pg/ml, and 0.78~
1.56 p#g/ml and 800 z#g/ml or more, respectively. It was found that strains which showed MICs of
TIPC 800 ug/ml or more were inhibited by lower concentrations of BRL 28500. Thus, BRL 28500 was
shown to have superior antibacterial activity compared with TIPC against E. coli. Similar patterns were
found in the strains of P.mirabilis and Inodole(+) Proteus spp. Furthermore, MICs of BRL 28500
were lower than those of TIPC against Enterobacter spp. which were resistant to TIPC but there was
no difference between the two antibacterial agents’ MIC distributions against sensitive strains or
against strains of S.epidermidis, E.faecalis, P.aeruginosa and K. pneumoniae.

2. Clinical results : A total of 24 patients with chronic complicated urinary tract infections were
treated with 0.8 or 1.6 g BRL 28500 twice a day for 5 or 10 days. Clinical efficacy in 15 of the 24
cases was evaluated according to the U.T.I. criteria in Japan. The efficacy rate was 60% including
four excellent, five good and six poor cases. The bacteriological efficacy was 76% (16 of 21 strains
eradicated). 18 of the 21 strains were S-lactamase producing strains, against which BRL 28500 showed
a lower MIC than TIPC. As for side effect, diarrhea was observed in a case and there was slight
elevation of S-GOT, S-GPT in one case but neither was severe.



