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BRIl E— o EARKER N W B
WO O 1 B P et

B ® X M
WOk A B MU Bt

BRL25000 (% Amoxicillin trihydrate (AMPC) & Potassium clavulanate (CVA) © 2:1D
BFITHY, AF1gehiciz AMPC 250mg & CVA 125mg M&HXIh T35, CVARRKERY
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BRL25000 iz Amoxicillin trihydrate (AMPC) ¢
Potassium clavulanate (CVA) © 2:1 o&8#%Ts b,
#&#| 18z AMPC 250mg & CVA 125mg »'&
HEIhTwb, AMPC R+ Ccie8 { EAEATW5E
EBLENL TV 5PH] penicillin #lTadbh, CVA 1%
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AMPC RREZHEICH LT3, CVADHENIRA L
7£{ BRL25000 & AMPC b DHiEHDEIL L D
LEZL R D 1o, BEKSEED B-lactamase E4AD
Escherichia coli 21 #, Klebsiella pneumoniae 15 ¥k
O AMPC Mt BEIC O\ TRE & Bkt Lic, EEE
=X 10%cells/ml & L7z,

1) E.coli 21 # Tt Fig.1 ® ¥ 5 = AMPC o
MIC 23+-XT 800 ug/ml LI ETH B0zt LT, BRL
25000 » MIC % 12.5 ug/ml~25 ug/ml @ ¥ 2K
FTH o1,

2) K.pneumoniae 15 ¥ Ti¥ Fig.2 © k 51z AM
PC o MIC (33 ~XT 50 ug/ml LUETHBDIHKL

Fig.1 MICs of amoxicillin and BRL25000
on clinical isolates, Escherichia coli
21 strains (B-lactamase producing)*
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Fig.2 MICs of amoxicillin and BRL25000 on
clinical isolates, Klebsiella pneumoniae
15 strains (B-lactamase producing)*
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<, BRL25000 © MIC it 3.13 ug/ml~6.25 ug/ml
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BRL25000 i3 AMPC & CVA DBHFITH B IDE
AR NBERTHLENDH D,
JE : AMPC XU CVA DBEARBERNE L RD
YO AETT -1
AMPC
Method
Test organism : Micrococcus luteus ATCC 9341
Standard

: cylinder-plate method

: serum——human serum

urine—0. 1 M citrate buffer

(pH 6.5)
CVA
Method : cylinder-plate method
Test organism : Klebsiella pneumoniae ATCC
29665
Standard : serum——human serum

urine——0.1 M citrate buffer
(pH 6. 5)
BRL25000 375mg & AMPC 250 mg *BERAS
F 12 FerhFhiE oyl LiETRE & RPERR
% cross over B THIE Lico
#2 : BRL25000 5. 0 AMPC ofEhigEL 12
BIDFRT 1 BfHS peak T 4.31 ug/ml, 2 F§RE 3.31

Fig.3 Comparison of serum concentration of
AMPC and CVA after oral administration
of BRL25000 375 mg, AMPC 250 mg
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Fig.4 Comparison of urinary excretion of AM
PC and CVA after oral administration
of BRL25000 375mg, AMPC 250 mg
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ug/ml, 4 BERG 0.75 ug/ml, 6RERY 0.21 ug/ml &
FBLTkbH, AMPC Mi¥rb Ci3 1 FM2EA peak T
4.24 pug/ml, 2R 3.68 ug/ml, 4 K§M) 0.95 ug/ml,
6B 0.25 ug/ml & Fig.3 iRn¥ X5 i &g
F Ush# %R LT\ 7o BRL25000 #2450 CVA o
HrhiREE L 1 BEfIA% peak T 3.30 pg/ml, 2 WM 1.69
ug/ml, 485 0.31 pug/ml, 6K <0.1 ug/ml T
AMPC )} CVA OERMLLEK 2:1 LxEF 0 RN
Zbht, RPENREL 6 K] ¥ T T BRL25000 o>
AMPC 64.4%, CVA 37.3%, AMPC Hifh 59.1% &
Fig 4 RTI5RAH 2: 1 miFEETH - 7,
III. BE KK W M

Hek, BRI S5 £1 B XD 56 £ 12 A ¥ Tio Bt
FRbEAR L aih Ao B F i BRL25000 % £ 5 Lic, fE
PO PRRIE Table 1LitRzT X 51, SHEMR3H, K&
KR 2 61, AL IL 18 B, SRSk 26,
SERERE K 1 B0 26 P AFIRER LA, 1A8ER
(% 1,125mg X b 2,250 mg THEHMEE 3B,
£ 14 HTH 1

HREHT IR, WK, ER SRR L OBKE
K&, AmERE, mit, CRP At OBREMR, Mk
TREBXEAR, MBI rBRPCRBEIhALD
i, ThobABFHEDOHRE LTREHE LN, &
WhEs 2 BIERD, 1HE%, SEXIRER 161%
%, 1H°°HEY SHEITIRE LIUSHREE 20
BT 14 BIESR, 4B81°CHY, 2018, Tioatt
BMED 1 BILERTD - 7o MEFHTIITHILLD
2L, 11 Bl 8ANEYTH - 7o LLEEEKRE I
FEREBRIIE 25 GBI 17 BIRRLLE, REERRYVE 14
LYERTH 10

Iv. & &% A

BIfERIX 2B Bd bl oo FFFE 5T
CIRRE, B, BREREYTc-7h, Table2
AT L5 AFOYELELRIRERBEH LA, -
o fEBI 20, fEBI 26 i GOT, GPT 0EBHHALR
oy, ThIFFEEE, BHFA EREECHY, K
KR SR b EEDOE B B 5 O THEFR S L 5 EIfF
RixELbhith -1,

V. % .3

BRL25000 {3 AMPC } f-lactamase [1##4]o CVA
LOAKITHB 1% B-lactamase B D Escherichia
coli 21 k& Klebsiella pneumoniae 15 #o>o AMPC
THEB IC > W TERORBEN YR Lich, KiH0
BWEkOFF T T5 MIC i2EL M % i b, CVA
H% B-lactamase PHEAI L Te o TV B T ENTEM I i,
A #| 375 mg (AMPC 250 mg, CVA 125mg) & AMPC
250 mg HiYhi% 12 ZO@MBIXAH FICER &L L cross
over ¥ THl%E L& =%, BRL25000 =0 AMPC &
AMPC ¥l mAhREILFRA EE ST CVA LOAH
T X BB A B Rhich - o BRI TIREESINR
fE 2 ITRRAEDRLL, DX B REREC
HLTRBSEOMBELER LTl bicvws, A
REDO—DDRAL LV 2 L5, FUHLEZL Rk
BIUBMKA SOBERPIETIZ1 AEA 1,125 mg
(38 TY 2,250mg (6% TH & LTHRiITEAN
ot BRVBERBITHEHART, PORY, TILE
BHE LA 20 BlF 5 Bl bhicht, BEL TV
SRR 3BNCEFIN B TH -z LidAFOH Ak
HRLICLDEVZ LS, FLESEIIRBR Lich - 1
M, KR THD B-lactamase EHD AMPC i
PEEED 1T X A RYFECAFI R FATHILEERD D ERN
BohsLDLHEEINRD,

U EDER L D AFNIRFELTORRECH T2
BEIE LTHERRODLAERILEL LIRS,

X ik

1) Reaping, C. & M. Coik : Clavulanic acid : a
beta-lactamase-inhibiting beta-lactam from
Streptomyces clavuligerus. Antimicr. Agents
& Chemoth. 11 (5) : 852~857, 1977

2) MEHTAR, S.: Respiratory tract infections cau-
sed by (-lactamase-producing organisms tre-
ated with Augmentin. In : Augmentin : Clavu-
lanate-potentiated amoxycillin : Proceedings of
the First Symposium (G. N. RoLinsoN, & A.
Warson, ed.) Excerpta Medica, Amsterdam,
pp. 259~264, 19¢0
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FUNDAMENTAL AND CLINICAL STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN)

Keucur Nakacawa, Kentaro Watanase and Masaru Kovama
Department of Internal Medicine, Tokyo Kyosai Hospital

Mitsuniro YoKozZAWA
Clinical Laboratory, Tokyo Kyosai Hospital

The antibacterial activity of BRL25000 against amoxicillin resistant clinical isolates of E.coli and
K. pneumoniae was studied and for the majority of strains the MIc's were lower for BRL25000 than
for amoxicillin alone. It is suggested that this was due to the P-lactamase inhibitory properties of
clavulanic acid.

Blood levels and urinary recoveries of BRL25000 and amoxicillin were determined in each of 12
healthy volunteers by the cross over method. There was no difference in the amoxicillin blood levels
between BRL25000 administration and administration of amoxicillin alone, therefore the presence of
clavulanic acid did not affect amoxicillin blood levels.

Clinical results showed BRL25000 administration to be ineffective in 2 cases of bronchiectasia
effective in 14 cases of slight infection such as acute bronchitis, tonsillitis and cystitis, and effective
in 3 cases of acute pneumonia. No side effects were observed, and it is concluded that BRL25000
is an effective antibiotic in the treatment of moderately infectious diseases.



