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BRL 28500 (Clavulanic acid-Ticarcillin) o
RBAERCRT 5 K&

EMEF &
Wb ¥ HILEBRERB

EZR AN
Wb ¥ HERRERREE

BRL 28500 iz 2>\ C, [REMABUC 1T 5 EBERY, BRIRAVRFT 21T\, ROBHRLER.

1. FEIR7BERK, S. aureus, S.epidermidis y=xf LT Clavulanic acid (CVA) & Ticarcillin
(TIPC)DELEHITH S BRL 28500 »: TIPC X WHEAIMT SN T oo —7F, E. agglomerans
it LTIk TIPC, BRL 28500 & & S HICEA T B Nichs - Tog

2. ZF %< BRL28500 % 50 mg/kg 5 LABORART T, BTEREDOE—7B¥&R 5 L,
REABE BEKAREL VEL, ThARKFIORREEbLN, AEREECNTIEAFOENNE
DREI NI, TRMBEREBE AR LD L bRl RE BESOMBOBELRMALI

FRERFBEORBCLERMLE VLB S,

3. fBOMAFIOKEI L h—EERE LT HE Lo Bb LicETAERE s LBRL
28500 1.6 g #1H 1@, 3HREHELEL, DHEIEBLhT, FLHERICIZRALOEIERLED

bhish - ico

BRL 28500 3 Clavulanic acid (CVA) & Ticarcillin
(TIPC) »hHffikT 1:15 DEETEHRE I h - E4H
MERTH B, CVAREEC -5 v a8EMnHR LK B-
lactamase [AER T, FhEHFOHEHIFVAHERE
D EET % B-lactamase, e <= v ) F— €& LR A
AL, TOBREEIAACTEELET S LW
bhTw3L0Ths, —%, TIPC k77 a3, B
HORBLOES LUHIHEEC LREMNCIERT %
EHER=vY) vHTx=vY 5 —¥Hp B-lactamase
CamEnssn CVA olLEFHOBVE7 » v AR
>+ —+¥ M o B-lactamase TIEEETHHEVvbHbh T
54D ThHb, LicoT CVA & TIPCoEAHK T
%% BRL 28500 i34 To®p P-lactamase i ¥ L &
TELINRTWB,

FRMAORERBEHRTBANT 20°C RET2HEL
rREL VDA, REEDOE LD THWEHATLH5Y,

sEbhbhir, zo CVA ¢ TIPC 04K T
2 EH4# BRL 28500 i o\ T IRBHEBIC 3513 5 58
1 BRNBRAY TR D CEORBEY - SIeBRET
bo

I. 8 & 5 &%

1) HBIRSHERCS T 258N

FRFD 59 EEREII R % SN IcBREPIED BE DR E
IONBELIEDS b, bhbhD 7z ) =, 71 THEE

BEDE S. epidermidis, S. aureus, E.agglomerans,
FhEh 17T, 20 8, 14 e x5 BRL 28500 Of;
BE% TIPC L Hlz Lich et Lic, BIEAEIL B
FALEFEFSPIERIT -, EEER I 10° cells/ml
1H&E*#R L1,

2) FREOME BAs IVRENBE

E 3kg Btk O BEBKMK RIC BRL 28500 % 5%
glucose PIZHfZ L, 50 mg/kg/ml % one shot {Z TE#H
BRE DBEL, USBERGC, mETEEOFRCL
D, IRBI-Z 285 (2E), RECHEKLIRREL
BAHD 1RSI OWTHRL, ChooRkBEA VT
BRL 28500 X3 TH % TIPC DBTEEYRITE Lo
M3 X O BARBE ORFEIL P. aeruginosa NCTC
10701 #BEE L THHEE» » THERT, RENBED
B FHF N -~ —F 4 A 7ECTTHE LI, BBE
TEOFEUC I T P No. 6 #ER 6mm OAVFT
VR EFREE ERCHIc- T, FRIFHEHRE 1O
I 2 MUY ERIRIRR O fSIE TP A L TR RLE
L?‘bf;o

FLBTREOHEHOEEL 0.1 M citrate buffer
(PH6.5) 1o X 5 EUAFRHIC & » T 1B LIEEMR
L DB LT, ChbME, BK FEROEREL2
RKE2BOFHERT LT %,

3) EROIOKEE
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HEATEFEBEREO 10T, BERMTTER
2 EMoREOCAEIT TEE L, LBEIIELD
anbhi, BEbCABERYYEREL, 7 1/ EESFT
AR ORE T EH % 3 BT LIAREMR 277 LA,
otk 2 BiZ KRBT, BREMCOIBRA ERHT
B ERTREOBEILEE 2R L TWIER ThH
%o & OFic BRL28500 1.6 g # 4 B AR 100 ml 1o
ER L, 40 D T EE R LT Lico ek EHBEIX3 H
MTH %o

I B %
1) ER4oBERR =X+ % BRL28500 0B 1%
TIPC & s L7-pug s Table 1, Fig.1 ik b TH

%o

E. agglomerans = %f + % TIPC . BRL 28500 o
MIC 47mi% 1.56~25 pg/ml iz b, FORHEIIZWT
b AERSBREREOHENEZR LTS

—7, S.epidermidis i+ 5 TIPC, BRL 28500 o
MIC 44i% %% & 0.39 pg/ml 225 =100 pg/ml % TH
L, FOHEE BRL 28500 52 TIPC X h 258\
Z b htc,

2) BRL 28500 ®#% @ic 50mglkg #iEg o TIPC
OMER, BARS IUERABE OB L Table 2,
Fig.2 LY THbo

TIPC DEAABTE»5 &, H#E5H 30 52T 0.54
pg/ml &€ — 7 &R LI, ZOBOBRMKIL1.7% &
BAEEREL, ®5%3BMIcT <0.1pg/ml &ig

Table 1 MICs of BRL28500 and TIPC

ug/ml
0.2 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 =100 | MICso | MICwo
Organism %, -40[15/' :
g e”ls O[,CS
BRL 28500 2 5 1 1 5 3.13 25
E. agglomerans| 14
TIPC 2 5 1 4 2 3.13 25
BRL 28500 2 7 2 2 3 1 0.78 | 6.25
S. epidermidis 17
TIPC 5 1 2 1 3 3 2 3.13 | =100
BRL 28500 10 7 2 1 1.56 | 6.25
S. aureus 20
TIPC 1 9 4 3 2 1 3.13 50
10° cells/ml
Fig.1 Sensitivity distribution of clinical isolates
e——e BRL28500
e——-e TIPC
%
100 Vad
- /7
o
=
2
K=
n
£
<
15
@
S
T 50 ¢
< I
o ]
= I
- |
P ;
= 1
3 ]
E ]
3 i
4
0 |- I 11
0.78 12.5 0100
ug/ml
E.agglomerans S.epidermidis S.aureus



1138 CHEMOTHERAPY

OCT. 1986

Fig. 2 Concentration of TIPC after i.v.
administration of BRL 28500
50 mg/kg in rabbits

pg/ml

Tear

l-Aqueous
humor

T 2 3 4 5 ¢ how

h, AREE TRRETRETH - o

—7, REAB T2 5 &, ®#5#43045 1T 13.0
pg/ml L¥—s Lieh, ZoORORMET 42.6% LB
TEREIEL, HEL2BMKT L.4pg/ml ¥ FLi:
2, FRLUBEBTHIEDS LR T H ERETH - T
TIPC OBEKABE L FERABEY €~ 7B THET 5
L, BRPIBEIGEKHBEDCH 24 SO E* R L
oo

Fio, M AEEZ 30 HTY—2Eib 30.5ug/
ml FEEECBTL A, 4ER%E <0.1 pg/ml

ESWMTET L,

3) BRL 28500 DREKEEIL Table 3 Dtk hTcp
o BITHAREE DIEAICXT L BRL285001.6g % 3
AR EESE LA Th-T Tinbhd, BEOH/,
AERECRK, KMOBR, BRECEWROBHLL
FEROHENTD bt

II1. # 5

1. HEFRE

S. aureus WR\TE D f-lactamase DEERIT 67%
Lubh!d), HE% < f-lactamase ¥ EETAE TH
BT ENXFMbR TS, BRAUIRIC T RIEDR %
BELTHBBEELEL, REMERVEBLVEER
BHELTREBINT W B, TOHEKRAT5 BRL 28500
o MIC 4#Tah 55, BRL28500 EAEIATWA
CVA X S. aureus " HEAE I N5 f-lactamase 23t L
FHEZEMN BB Z &b 5 BRL 28500 % TIPC & HEL
Tehs bR L7

MICso %4 % &, TIPC % 3.13 pg/ml, BRL 28500
X 1.56 pg/ml & 1 BREDENTERED SN, MICy
©wic% & TIPC % 50 pg/ml, BRL 28500 % 6.25 pg/
ml tieh ZDZEIXEL D, BRL28500 5 TIPC X h g
EOBRE Y HENOBVC bR,

—7, S.epidermidis (¥, =D p-lactamase EART
26.3% L\ i, S. aureus \T b LF DEERITEL
A%, oppotunistic pathogen & LTHIOGNTHHEBL
BRVETHY, BHERTROBREORIEVE L
LTRLAOLRT VAL DTHB, R ZOEMLE

Table 2 Concentration of TIPC after i.v. administration of BRL 28500 50mg kg in rabbits

ug/ml Aqueous Aq.humor-serum | Tear-serum
Serum Tear .o . ,
hour humor ratio (%) ratio (%)
0.5 30.5 0.5¢4 13.0 1.7 42.6
1 12.5 0.26 2.8 2.1 22.9
2 1.1 0.1 1.4 9.0 127.2
3 0.1 <0.1 - - -
4 <0.1 — — — -
6 p— p— — — —
Table 3 Clinical results of BRL 28500
Case . = .
- Clinical diagnosis Daily | Duration| Total Isolated Clinical Side
Name| Sex | Age ﬁ'“; en dose (g)| (days) |dose (g) bacteria effect effect
KZ
Ul .
T.T.] M 37 78 ( ;u § corneae serpens 1.6 3 4.8 E. agglomerans | Effective| None
IS
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#£3h B B-lactamase & CVA iz X » TRHEZh B LW
bhTEkbH, ZOEIR3T 5 MIC 434 % BRL 28500 &
TIPC % HE Lishi b#Et Lico MICs 24 % & TIPC
13, 3.13 pg/ml, BRL 28500 {3 0.78 pg/ml & 7c b, BRL
28500 3. TIPC X b 2 B¥fE{E\ o % 7o MICq TiX TIPC
12 =100 pg/ml, BRL 28500 i3, 6. 25 pg/ml %% L, TIPC
X b BRL 28500 DI M\ EnEbIT,

Wiz E. agglomerans THHH, OBEBEIbhbh
D7V =y 7T OERKBNE PHIRIETH
%, Enterobacter sp. > B-lactamase EAEI(IL 58. 3%
tubht?d, CVA ofIEZHRIIBD bR Evbh
<% b, TIPC ¥izz » B-lactamase xf L TILE
FELAIRT\ %, E. agglomerans w5335 MIC 77
% BRL28500 & TIPC #* Wi Lisaib B T5 L,
MICso Ti3 TIPC % 3.13 pg/ml, BRL 28500 % 3.13
pg/ml LTEECHEHOERLL, MIC, TH TIPC,
BRL 28500 & & iz 25 pg/ml 12T, 2% h FE I ZEN
1, CVA OfAZEXR DI\ B-lactamase EAT S
- O LTk BRL 28500 Dft&HIE LToREAM
RED LRI - T,

2. REOME, BARIVCRENRE

3kg Bt ORBAE RS iz BRL 28500 50 mg/kg/ml
% one shot = T#E L, TIPC o, BK, BERAE
ERHIE Lis, ¥ TEKRBTEBRABTEHRETS
& BARBFEEES 30 St —7p3%H 9 0.54 pg/
ml #RL, 3EEH T <0.1pg/ml EBITHEL,
BEELVEVLDThoTo —F, BRABTEAD L,
€-711 30 HeHbh, 13.0pg/ml LEHRENSEDD
h, 2BSRI#% 1. 4pg/ml 2R L, 3RRMIKRCIBA
R b ieh - Foo BRL28500 H1> TIPC OB
BKRBT L ) BRABTHRIFTHD I Lrmbh,

Zhns BRL28500 ok &Bbhbn, —7F, MERE
Fip 5% 30 STy — 27 &7 b 30.5pg/ml 2R L,
1 BRIt 12.5 pg/ml L HBEBIT LIcS, 4BREKC
X <0.1 ug/ml L EFELD Lico Zhb BRL 28500
DBT»LART, FANGEBKYCmE OB E REAMRC
RERMBREORPIECHZ L Bbh, ¥k, BRABLT
NRIFRC EDOAERIECDL R DL BEbh
Z)o
3. ERIRRLAR
BERFE IsTcdBAL Uic BT M4 B & % BRL
285001.6¢g % 1 B 18, ABEAER 100 ml TEFEHE L 40
DETHEBL, 3 HEES LcER, AREET O,
R, R BEFLMZEOEROBERHFED L
BRL 28500 #5-RiD BIEM D EETEL O O/ WH D 5
#T E. agglomerans H\BEH I i, Enterobacter sp.
L DEL£ XIS p-lactamase 3—fFic CVA DIRERE
B E vk TnwaED R, TIPC itk D b % Ente-
robacter =3 L CVA % TIPC LEB{EAI®IE
IAHBREMNTER LY tofELbhh, AEOH S
TIPC DREURBIIRTHReh - 7chs, BRHRD
HHEOHELh e Eh bR T TIPC KT WrGEh -1
boLEbhb, LnLl, CVA OfEALEGHHELV
HDTH»TIo
X [
1) BRL 28500 #E, € —F + 25, BHREHE
2) BRL 25000 (Clavulanic acid-Amoxicllin) Che-
motherapy 31, S-2, 1983
3) PAISLEY,J.W. & J. A. WASHINGTON II : Com-
bined activity of clavulanic acid and ticarcil-
lin against ticarcillin-resistant gram-negative

bacilli. Antimictobial Agents and Chemo-
therapy 14 : 224~227, 1978
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STUDIES ON BRL 28500 IN THE FIELD OF OPHTHALMOLOGY

Hirosur Hatano
Department of ophthalmology, Iwaki Municipal Joban Hospital

Kazuvo WAKAMATSU

Clinical laboratory, Iwaki Municipal Joban Hospital

Fundamental and clinical studies on BRL 28500 (clavulanic acid-ticarcillin) were carried out in the
field of ophthalmology and the following results were obtained.

1. The MICyy of BRL 28500 and TIPC against E. agglomerans isolated from infectious eye disease
were 25 ug/ml. The MICq, of BRL 28500 against S. aureus was 6.25 pg/ml and one of TIPC was 50 pg/
ml. The MICq, of BRL 28500 against S. epidermidis was 6.25 pg/ml and one of TIPC was =100 zg/ml.
Antibacterial activity of BRL 28500 against Staphylococci is superior to one of TIPC.

2. High concentration of TIPC in tear and low concentration of TIPC in aqueous humor were dete-
cted after intravenous administration of 50 mg/kg BRL 28500 in rabbits and serum concentration of
TIPC in rabbit peaked 30 minutes after administration and the peak serum level was 30.5 pgg/ml.

3. BRL 28500 was administered 1.6 g t.i.d. to one patient with ulcus corneae serpens and its clinicak
effect was effective. As for side effect, clinical symptoms were not observed.



