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B-lactamase inhibitor T#% % Clavulanic acid (CVA) & Ticarcillin (TIPC) & OEAHITH
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B-lactamase BEEAFEPRAEEEE o %t 3 5 BRL 28500, TIPC, Piperacillin (PIPC) o # & /7 &
E.coli, K.pneumoniae, C.freundii, P.aeruginosa, H.influenzae, S.aureus T HIE X h,
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BRIRRERS T GOT, GPT AEEERAT 2308 1HlIKAbhis,

BRL 28500 (Clavulanic acid-Ticarcillin) ¥, ZEE
Beecham # CBIR X h # P-lactamase [HEHTH 5
Clavulanic acid (CVA) & Ticarcillin (TIPC) %
1:15 OHATEHA LLERFITH%, CVA ik PCase
% PB-lactamase & AAHMCHEAL T EOEEXHEE
Tr0Tld, TIPCrofAd¥R k), XOMtEES
LCEBRRBNERYTT 2 ERBEIhTH5Y,

4SEHbhbhixz BRL 28500 % RE@H « FERN K
Lico THET 5,

1. ME¥HK

1 ks XUHE

TIPC REZHETR LTz, CVA OHENNEEA
E7¢<{ BRL 28500 & TIPC i finZd/t b D&
HZxbhbo £ TREDERSEES E. coli 20
9 kk, K.pneumoniae 20 kb 7 ¥k, C. freundii 20 fhep
14 gk, P.aeruginosa 20 ¥k 6 ¥k, H.influenzae 23 £
f1 6 £k S. aureus 20 Ffdh 3 kD p-lactamase FEAFE %
530*, BRL 28500 & TIPC, Piperacillin (PIPC) oi#i
BN BRE Uico BEREBEREIT 108 cells/ml & L7z,

2) B

E.coli 9 k> BRL 28500 1zx§3 % MIC (2 1. 56~50
pgfml 2y L, TIPCzx LTikig & A EH MIC 800
pgiml Pl EOBEEMER € PIPC X LT3 200~
800 pg/ml L) Eoft: % Lic (Fig. 2),

K. pneumoniae 7 ¥k BRL 28500 iz%f3 5 MIC i1
6. 25~50 pg/ml =447 L, TIPC izxt LTix 200~800
pg/ml L EoWttE%% L, PIPC 3 LTt 12.5~800

pg/ml Ll B¢ 12.5 pg/ml A EASH - 12 (Fig.3),

C.freundii 14 #:Tit BRL 28500 ixf35 MIC i1
200~400 pg/ml 1= b, TIPC izxf LT 200~800 g/
ml L ETh b, PIPC izt LT% 100~800 pg/ml Lk
TR 13 800 pg/ml LU ETHh -t (Fig.4),

P. aeruginosa 6 ¥Riz¥f3 % BRL 28500, TIPC,
PIPC o MIC (313 & A K E#ET 0. 78~200 pg/ml 27
i LT\ 7o (Fig.5),

H.influenzae 6 ¥ BRL 28500 izxt3 5 MIC i
0.39~6.25 pg/ml /i L, TIPC xf LTit 0.3~

Fig.1 Chemical structures of CVA and TIPC
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Fig.2 Sensitivity distribution of B-lactamase
producing strains
——E.coli 9 strains—
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Fig. 4 Sensitivity distribution of S-lactamase
producing strains
——C. freundii 14 strains—
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Fig.3 Sensitivity distribution of -lactamase
producing strains
——K. pneumoniae 7 strains——
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800 pg/ml LIk, PIPC izx¢ LTix 0.1~800 pg/ml Ll
LA LEE &b 200 pg/ml Bl e KA D H -1
(Fig. 6),

S.aureus 3 # o BRL 28500 1zx+ 2% MIC (% 6. 25,
6.25, 12.5pg/ml TH b, TIPC =% L T 1 12.5,
12.5, 50 pg/ml, PIPC iz LT 100, 200, 400 pg/ml
TH o1,

Fig. 7 13 LU E#E LBk x R L7 & o T, TIPC,
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Fig.5 Sensitivity distribution of 8-lactamase
producing strains
——P. aeruginosa 6 strains——
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Fig. 6 Sensitivity distribution of 8-lactamase
producing strains
——H. influenzae 6 strains
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Fig. 7 Sensitivity distribution of g-lactamase
producing strains
——All bacteria 45 strains——
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Table1 iz, % 7= BRL 28500 D #5544 DR AR &
% Table2 2R L1

BERSHRIER 3, ©XEH 16, HERELFT
»HY, ME¥ERTL Serratia % 1 G THHEE Lichs, #
ERTHHE LI HABREDL1ATII~S 275 X<
CF HifE R JORBBREREDO LR 2 BD 1,

AT £ DEFlIC W TEEOEEY TR T 2,

fEGI 1 75 %, B, [SEIZMX

1881 X hPRE, BB, BHK BRRTERYFLTA
Bto MSBEOEBEEXHL, CLECEEEYAD,
WEIR X b Serratia % /M L7z, BRL 28500 3.2¢ 1 H

Table 1 Clinical results with BRL 28500

Note

(

OCT. 1986

Mycoplasma
antibody (CF)
20480 <

Side
effect

(=)

GOT 1
GPT 1

(

Clinical
effect

Fair

Good

Good

Good
Undetermined

Bacterial
effect

Eradicated

Unknown

Unknown

Unknown
Unknown

Isolated bacteria

Serratia

Normal flora

Normal flora

Normal flora
Normal flora

Duration
(days)

10

20

Daily dose
(gXtimes)

6.4
(3.2x2)

6.4
(3.2x 2)

6.4
(3.2x2)

6.4
(3.2%x 2)

6.4
(3.2%2)

Diagriosis

Bronchopneumonia

Bronchopneumonia

Bronchopneumonia

Bronchopneumonia
Mpycoplasma pneumonia

Age
&
Sex

37
M

69
M

a7
M
30
M

Name

K.H.

S.K.

Case
N
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Table 2 Laboratory findings
o | T.Bilrdin| BUN | S-Cr. | BSG
Case | REC | Hb | Ht | WBC |Platelet| | 0| 400 |
No. |x10"am’)| (g/dl) (%) | (/mm?*) |(X10"/mm’) o (mg/dl) | (mg/dl) | (mg/dl)| (1lhr)
B 480 15.0 46.8 7,700 27.5 21 11 150 0.8 12 1.3 17
1 Al 4% 14.5 45.6 7,200 48.0 23 17 209 0.9 18 1.4 S
B| 443 13.4 39.9 | 15,600 12 14 213 0.6 14 1.2 92
2 Al 489 14.6 43.3 5,800 64 118 217 0.4 10 1 42
B| 360 11.6 35.1 | 12,200 56.0 32 52 150 12 1.1 149
3 A (6,100) | (55.1) | 29 28 | 136 8 1 57
B 582 15.2 48.2 7,200 25.2 10 10 174 0.8 16 1.3 50
4 A| 606 15.6 48.0 4,200 22.6 15 13 181 0.6 16 1.3 34
B| 489 14.9 43.6 4,200 15.0 43 35 203 0.6 10 1.4 58
5 A 495 14.3 43.1 4,300 27.6 25 23 210 0.4 8 1.3 10
B:Before A :After () :During administration
2EOSBICE Y BHETTAL, 48 HCRRRE, HY, 5HD>LENER LBbh 2 EREFL EMT

BRETR, BROWMIEADTIOBMTHT Lo %
#ho Serratia E% Lo

EH 2 37 R, B, [LEXMAE

2~3 BROBH, EHEYHFL AR, ETEOEHE
Fr@», BmMRK 15,600, mit 1 #REE 92 mm,
BRL 28500 3.2g #i4 2[@, 1EBMoHER L H BEE
REKL, BEXHRGEOHRE, BmIRY 5, 800, mikl
BRME 42mm LA ETLch GOT 12 BAr 5 64
Hf7, GPT 14 Bfrh 6 118 Mfr s FA R b 1o

Ef 3 69 &%, B, [EXMA

RERORH, BWEFEL TAR, ATEOREE Y
B, BMRE 12,200, k1 REMEIME 149 mm, BRL
285003.2g B4 2 MO Lz X bE LA TH LA A,
VROBRIC 1 MY EL, MBEEO XEC 20 A/
¥E LT,

£ 4 47 &, B, SELHA

BHETX VBB, %2, BorSh v ARz, BRFELAH
L, EL%, AGHcREEZras CRP 54+, mit1l
WeRfE 50 mm, BRL 28500 3.2g #14 2 Mok E 5 B
MThif X SF Rt L, CRP +, mit1 FrH(E 34
mm kgt

EPS 0%, B, ~43275 X~L

SHAETL h B, %3h, WMAHL CAL, WEXE
EFHCBMEE T CRP 3+, mit1BEE 58 mm
A% 4,200, BRL 28500 3.2g #i4 2 Mo i &
VERETTH, BMOBMY Bvt, 12 BMTRSE
¥RTLULN, AR 2 HEDO~4 275 x+ CF itk
0,480 fr, TAWMRTIG 128 5L ERAY T Lo Xo
TXOHEHEIREEE Lz,

HDESESM% 4 ik 3 Glic %D, 1 Bl oB<

’

7£<, 181 GOT, GPT 0 LR L\ 5 ERBEFOR
ﬁ":‘ﬁ;& Bh“f:o
III. & & & H#

BRL 28500 (3 CVA & TIPC % 1:15 0%l& T4
LBl &#FIT, B-lactamase & CVA 2R A MEITHELS
LTEDB & %#PAET 5 7%, B-lactamase FEABIZST
LT xRS h 5,

ABEDEEIR 4y B © B-lactamase ¥ EHT % E. coli,
K. pneumoniae, C. freundii, P.aeruginosa, H.influen-
zae, S.aureus O 6 EfE1z>\-T BRL 28500, TIPC,
PIPC o MIC iz > THIE LHEN ¥ L, 75
LREMBE D 5 E.coli, K.pneumoniae, H.influenzae
O 3 BRI DTk BRL 28500 (380 & anic B o R
EERL, MIC DETHEZLIEEDHENED LI
oo LM U P.aeruginosa, C.freundii =2\ TIZEE 5
Mie MIC DETABONIhots, £ 75 ABHE
D S. aureus IZO\ TP A Ieuh MIC D{ETF A
Zbhte DT &t B-lactamase 1zxt+% CVA o
FEEIEAALT L —Tiaien 2 2R LTV B,

BRBRE CIPRERPES flcERL <1275
A=fifize 1 BIRBR KREZMZL 3 BIH/RITH D, =4
275 A=MRBITLZ O BHRLHM,N ZE LS S h
oo BIFA L LTIREREI RS L DL, BREERS
T1lflic GOT, GPT OREEFMABL h #z, BRL
28500 3 TIPC MEBIZLERHTHEERLH D, K4
HLELSERLZERATHHEEXL LN D,

X Bt
1) ROLINSON, G. N.: Naturally-Occuring B-lacta-
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FUNDAMENTAL AND CLINICAL STUDIES ON BRL 28500
(CLAVULANIC ACID-TICARCILLIN)

Hisasur Taxkizuka, AxiNosu Oxazaki, Yumiko MURAYaMa,

Masato Nakano, Mieko Kawar and Masataka Katsu

Department of Internal Medicine,

Kasumigaura National Hospital

BRL 28500, a preparation containing 3g of ticarcillin and 200 mg of clavulanic acid was studied
fundamentally and clinically.
A study of its antimicrobial activity in terms of MICs showed BRL 28500 to be active against the

showing higher activity than ticarcillin and pipe-

racillin against E.coli, K. pneumoniae, H.influenzae and S. aureus.
Five patients with pulmonary infection were treated with BRL 28500 at a daily dose of 6.4g for
5-20 days. Clinical responses were good in three cases with bacterial pneumonia and indetermined

in a case with mycoplasma pneumonia.

observed in one case.

As for side effect,

elevation of both GOT and GPT was



