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0 ke i k-5 BRL25000 (Clavulanic acid-Amoxicillin)
DI - FRIKA RN

WM RE -HO ML - Ak Al

MR M -RE R - BE Th- KA RS
XM BF—-dh R - BE EE
MER¥OEABHERE
(EE: BUEERED

# L<BAR Xhi: BRL25000 i, Clavulanic acid (CVA) & Amoxicillin (AMPC) @ 1:2
DEEHT, 46D ESIEA~D MBI Y LR, BKPICRM L

WHBZETEOSRPEIME D> S, 75 LBNED S aureus, S. epidermidis, S. faecalis 3s
LU Streptococcus spp. & 75 LP&PEE D Klebsiella spp., E.coli 3s X 1% Proteus spp. &%f
LT, &#liz AMPC, Cephalexin (CEX) it XTH LM CEN BN LR T S & ENERS

his,

AMPC D HPIAREE (3 &Kl 375 mg #5 60 4T 0.06~1.21 ug/g, 90 T 0.29~1.59
uglg, 750 mg #h5 60 AT 0.23~0.39 ug/g, 90 AT 0.37~1.78 ug/g THH, —H,
CVA OHPIPIREEIZ AR 375mg #5 60 4{HT 0.03~0. 15 ug/g, 90 43T 0.87~1.18 ug/g,
750 mg #5 60 HET 0.19~0.61 ug/g, 90 H{ET 1.28 ug/g TH 1o

B 10 6, st ESERE%, BEE FREABREIMALEER1IMAOH 20 AckHlrHEESL
TofRERi, B2/, B 14 fl, EXH26, BEFLE2HTHEYR 88.9% Tho1,

BIfEA L LT, 2B, Bekridbbhictt BET, EFdIbict hEPriclk Lo
¥, BOLREIFRATR VS, EACOBRREMBETCO LA, ZDORI, ChOIIEREKRIC
BEHEFAEETHLOXRE, WThLIEXBEANTOER TS

HEXY, FENIFEELUTOOBERREACEHEEDO FHRECH LT, BhiBRr T4

EMEE UTHRET S 2 EAHE 2,

4EF L B% & h = BRL25000 iz,
acid (L\F CVA) & Amoxicillin (LI'F AMPC) %
1:2 CERALEEORAEME T H 5, CVA 2 ME
DELT S B-lactamase L RAHMCKEAL, F0F
MewET 5, AMPC toffficX v, AMPC fit
BEECHLT, HENCERLTERROHEMFHAYRT
21 cic{, K. pneumoniae L B.fragilis Itz ¥
THEANZ b7 abhkEhics vwbh Tun339,
SEbhbhix, XAOEKSMEHKCHT HHEHOR
T, MEPRES XCARAR (FA) ~OBTRED
BE, SHLrBERRF ML o TRET 5,

I. 2@yt

Clavulanic

1. 7

(1) HEH

Bl 4 FR O UHEER S BERIC 3510 5 (RIFEK 157
CEWT, BMREEMIERE (T MIC) #HIE Lo
PRFEG AR LFFREFREREERVCRIL, 18~20

BsRIERFH® 10°CFU/ml, % o 100 {&HRE %L 10
CFU/ml & LTHA\,, #B¥EHL LT AMPC, Cepha-
lexin (JAIF CEX) 3 Xt CVA A\ I,

(2) MERBESXUOEAKARE

a) BEXNFEIVEEE  HEMNSE L T 4R
REZL LI 12 E0FEABRKREECHN LT, &K 30
b6 60 4yLAic BRL25000 % 375mg ¥ 7= 750
mg FH5 L, TOHK 60 4 i 90 SicERAEDOE
PY R, FRROYHETL, ARABES IOmEA
BEXRE LI,

b) WERTELE : AFiz, AMPC & CVA 2#l04&
HTHHIDEALDRHERTILEN H%, Tablel
WiRT X 51, AMPC i3 M.luteus ATCC 9341 *#
FEEL, 0.1M, pH6.5 7= vBEHK S L U2 v
+— 5 TE8 L7 AMPC Exphg® A\, mENRE
%, Thin layer cup method G, #HEABE L Paper
disc method CHIFE L1-o CVA 3, Bh LIcEXEM



VOL. 30 s-2

CHEMOTHERAPY

6351

Table 1 Determination

AMPC

CVA

1. Method

2. Test organism

3 . Buffer
Concera

4 . Culture

Paper disc method (gingiva)
Thin layer cup method ( serum)

Micrococcus luteus ATCC 9341
0.1 M citrate buffer (pH6.5)

Antibiotic medium No. 2 (Oxoid)

Paper disc method (gingiva)
Thin layer cup method ( serum)

Klebsiella pneumoniae ATCC 29665

0.1M citrate buffer (pH6.5)
Concera

Tryptone Soya Broth (Oxoid)

150 ml iz, BREH K. pneumoniae ATCC 29665 o gik:
RERY 4~45ml O¥AE Tz, BV
=) v BRBRE 60 ug/ml iTied X 5ichnc THE
Eftx+¥, AMPC :E#RicmiEPRE & EMHREY
m‘]ﬁ Lf:o

2. B

(1) HEhH

HEHeoWT, Fig 1~11 iR LICH, £hERD
BERICOWTLITIREIET %5,

S. aureus 8 #gizxt3% MIC(Fig. 1) : 108 <3 BRL
25000 i3, (& A EA 3.13 ug/ml LT fd55,
AMPC, 3530 CEX i 12.5 ug/ml [J Fiz v — 7 2%
ELTE DO, 2820 100 ug/ml LI L O fHERXRL
7o 10° Cit, 1#D AMPC fE» ¢ & BRL25000
it AMPC LRAZ0HEHXEL, CEX X b BEFELL
FERICENBD LRI,

S.epidermidis 13 #kizxt+% MIC (Fig. 2) : 10° ¢
it BRL25000 o v — 7% 6.25 ug/ml T2HIicH~2
BEEh B %R LT, 10° T BRL25000 i,
AMPC L RS0 HEN %R T, AMPC fitttikic
LHREHXEL, CEX X h BB E O BhicHiEn
ﬁ;%b Bhﬁ:o

S. faecalis 10 #fizxt3% MIC (Fig. 3) : 108,100 i
#\»T BRL25000 & AMPC 13 A% 0 HERL,
xDE—-7 ik thXh 3.13 ug/ml, 1.56 ug/ml T,
CEX it nfER E < Bbhic,

Streptococcus spp. 4 ¥kizxt3+ 5 MIC(Fig. 4) : 108
Ci3. BRL25000 & AMPC 11 % e il h ¥ =L,
CEX TiifEMmEk, ZED LI, 10° TiXZ D FHA
MNEHIED LRI,

K. pneumoniae 30 gkicx35 MIC(Fig. 5) : 108 ¢
BRL25000 (1 3.13 ug/ml X b 3#3 %A, AMPC L
CEX 132 LA LEERMMETH >0 10° ¢ BRL25000
Dv— 7% 3.13 ug/ml XRxL, &\\T CEX, AMPC

DIATRIL ) MEMEK LML 2 Hic S BHLRI,

K. oxytoca 5#iz#f32% MIC(Fig.6) : 10 ¢ BRL
25000 (% 6.25 ug/ml iz ¥ — 2R TH, M2FRizE
A ETRERTR LT, 108 Tt AMPC X b 4 Brp@Eh -
HENHEXRL, 180 CEX mtr#kxk< & CEX &z
EREOHENTH -1,

E.coli 25 # iz %3+ 5 MIC (Fig.7) : 10° ¢ BRL
25000 @ v'— 743 50 ug/ml T, %k\T AMPC, CEX
DIFETC D 2 Fhicix 100 ug/ml Lk D BEERHEM DL
h&E>d LT, 108 Cix BRL25000 & CEX (13X R
FOHNENT, AMPC CHEMENSETED bt

P. mivabilis 14 #k iz %t 3% MIC (Fig.8) : 10° ¢
AMPC 7' {, @+, BRL25000, CEX DJETLfkL L
Tt E % 7R LcAs, 108 ¢ BRL25000 o v — 7%
1.56 ug/ml & pvis b EhIHEHIXRL AMPC §
0.78 26 50 ug/ml LRV HkE LI,

P.vulgaris 4 #icxt+5% MIC (Fig. 9) : 108,10% ¢
(% BRL25000 2 b fh, 3B D £ Bbhic
2, 2R ELHEMREDE EThHhoT,

P. aeruginosa 36 gL S.marcescens 8#RizxtT%
MIC (Fig.10, Fig.11) : 3#|& biz & A & ttEEmEY
A~ LT

13, CVA @ MIC % S epidermidis 1= x4 L T
12.5 ug/ml, S.aureus \=xf LTIt 25 ug/ml & — 7
LL, MOBEETIHREALHEAIZD LR T, 50~
>100 ug/ml Tah -1

(2) MERNBERIUAEAKRNRE

a) MR : Table 2 WiRT X 5ic, 375mg ¥
ok 750 mg MRAIKD 60 4> ¥ 7ol 90 i 12 KD
mEREEREDHKSE, AMPC (2, 375mg #5 604
{ET 0.09~2.36 ug/ml, 90 SME T 0.38~4.80 ug/ml,
750 mg #¢5 60 HHET 0.69~3.02 ug/ml, 90 AT
3.04~3.95 ug/ml THot, —F, CVA omERR
KX, 375mg #4560 ET 0.13~1.02 ug/ml, 90 4
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Fig.1 Cumulative percentages of clinical isolates of S.aureus inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA
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Fig.2 Cumulative percentages of clinical isolates of S.epidermidis inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA

10°CFU/ml S. epidermidis (13strains ) 10°CFU, m
100re—e BRL 25000 oA 100r e—e BRL.25000 e
3 to—o AMPC i = o—oAMPC /P
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Fig.3 Cumulative percentages of clinical isolates of S.faecalis inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA
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Fig. 4 Cumulative percentages of clinical isolates of Streptococcus spp. inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA

10°CFU/ml Streptococcus spp. ( 4strains) 10°CFU/ml
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Fig.5 Cumulative percentages of clinical isolates of K.pneumoniae inhibited
by various coucentrations of BRL25000, AMPC, CEX and CVA

10°CFU/ml K. pneumoniac (30strains) 105CFU/ml
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Fig. 6 Cumulative percentages of clinical isolates of K.oxytoca inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA
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Fig.7 Cumulative percentages of clinical isolates of E.cols inhibited by
varfous concentrations of BRL28000, AMPC, CEX and CVA
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Fig. 8 Cumulative percentages of clinical isolates of Proteus mirabilis inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA

10°CFU/ml Protcus mirabilis (14 strains) 106CFU/ml
100 BRL2AD 100-e—e BRL25000

~ |l —

X o—aCEX R

e - CVA T

o0

2 - o

g 50+ g 50

2 0 H

= 3

E ot E

3 3

St O

IC! ug/ml n 1 1 1 1 b MIC(ug/ml

Druge. | $0.1[0.2[0.80. 15[ B2 5] 50 [I0]0< e
BRL2500( 5/6| 3 BRL25000 1732
AMPC 2| [1]2|4|5 AMPC 3021 114
CEX 113 CEX 213|612
CVA 14 CVA 8|6

Fig.9 Cumulative percentages of clinical isolates of Proteus vulgaris inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA
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Fig. 10 Cumulative percentages of clinical isolates of P. aeruginosa inhibited
by various concentrations of BRL25000, AMPC, CEX and CVA
10*CFU ‘ml P. acruginosa (36strains) 10°CFU/mI
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Fig. 11 Cumulative percentages of clinical isolates of Serratia marcescens
inhibited by various concentrations of BRL25000, AMPC, CEX
and CVA
108CFU/ml Serratia marcescens ( 8 strains) 106CFU/ml
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BRL25000] 1|7 BRL25000] 3123
AMPC 1/1(6 AMPC 2 6
CEX 8 CEX 8
CVA 8 CVA 414

fEC 0.14~5.70 ug/ml, 750 mg #5 60 2HET 0.12
~2.29 ug/ml, 90 4 fifi ¢ 0.41~5.20 ug/ml TH-
o

b) PEAGHRE : AMPC oWENBEIERE
i Table2 ® X 51z, 375mg #5 60 4ET 0.06~
1.21 ug/g, 90 43fET 0.29~1.59 ug/g, 750 mg # 5
60 £>{EiC 0.23~0.39 ug/g, 90 /3T 0.37~1.78 ug/g
Thoto —H, CVARERFLUTIXSHT, B 76
DORIEMHIT, 375 mg 5 60 /3ET 0.03~0.15 ug/g,
90 4MET 0.87~1.18 ug/g, 750 mg #5 60 HET
0.19~0.61 ug/g, 90 HET 1.28 ug/g TH -1,

II. BE B B9 #& o

1. BERE

FBf1 56 £4 AH 6 BETO 3 AR 4BlvEe
LIARBED S b, TP EEORPIES 20 Lo wt
BELTHEE L, EEADARIL, Table3 iR+ 4 %k
hT, 5tk 12 4, wHB8HAT, FWi 18 @215 69
BTH 7o

2. ®EH®

BERX, AF1@ 375mg, 1A3ERALL, #
S 3~5 A ikREL L, ¥, £ —FrT
DI HERBEHERITRCEHRA TS X 5 Lic,

3. ZHRHEEAE

FHIOPHRAEL L, DEFERCEST 2 HENEY
RUETELEFZRRC KV TREINCHERREEY 1« %
LTfriey, BEOHEMN, LENERY X -



656 CHEMOTHERAPY NOV. 1882
Table 2 Serum and gingiva levels of AMPC and CVA following BRL25000 administration
N S Ag Bod, D T AMPC ( ug/ml) CVA (ug/ml)
ame ex e weight ose ime = ey —
(kg) Serum | Gingiva (‘""'Y;: '“,’"""' Serum | Gingiva c'"“",,/'o/,s"“'“
S.N. M 38 63 375mg 60 1.53 0.64 42 0.27 0.03 11
M. M. M 66 63 375mg 60 2.36 1.21 51 1.02 0.15 15
M. T. F 36 50 375mg 60 0.09 0.06 67 0.13 - -
ALY, F 22 45 750mg 60 1.75 0.35 20 2.29 0.19 l 8
N.T. F 25 50 750mg 60 3.02 0.23 8 2.01 0.61 30
H. F. F 34 43 750mg 60 0.69 0.39 57 0.12 - -
T.F F 38 42 375mg 90 4.80 1.59 33 5.70 1.18 21
K. . F 27 54 375mg 90 0.38 0.29 76 0.14 -
N.T. F 20 45 375mg 90 2.75 1.56 57 2.95 0.87 29
M. K. F 21 58 750mg 90 3.95 1.78 | 45 5.20 1.28 25
M.N. | F | 32 80 | 750mg| 90 | 3.45 | o0.91 | 2% 0.9 | - | -
N. F. F 27 43 750mg | 90 3.04 0.37 12 } 0.41 - -

HMc B E b > TFHE L (Table 4), D5 2T, ¥
KPRz T2EREOER, MEOHRC X HEAH
CRHE Lico ABUC X AR RHEIERHEL LT, &
PHEBN 35\ TR SBIRRFO &5 B TR ER DGR A
ExBLTHALORLHERYA, TOoXBIEY (S
0.3), H% (<0.7), &% (20.7) &L

4. {EFHARK

(FFR AL Table 3 iwRzT &k b T, ER¥HE &£
FHEL D 18 Blh 2 GIAERD, 14 Ol A AR THEHR
88.9% Th »1o MEKRE % fTlc- IEMLTHIT,
5 Gt BN RS LT, MEOZE D b h 16X
Streptococcus spp. Th-1-h, HE5H%, MEWHED

BEh, EHELHEIRY, &Y 16X S aureus,
Streptococcus spp. MPEIBDL N i, HEKOHE

BEIBITINh b, BROCTHEHATH >
o
5. ElfFE

ERI7 £ 190 24T, RAKCED BHHEBEO LD
BAxHIE LT, TDH%, RERIZHEALL, £/ £
BBl XU S ECFEBEE RKignRE g+
SHBELTI - IR (Table 5), BT, %
WEBCBEFAYETHEERN 11 T, GPT 22-74 &
BE LR %M1, GOT 21-33, Al-P 122116, Bil
0.4—0.3 Ot D, BUEFKOEDHR Y LHxicd D
tEZbR, AFEORRBHBICOWCTUIH U#LV, ¥
7=, ¥lic GOT, GPT »# &%, H2fa LR LK

LoNABEHLALH, WTFhbEEBEARNTH 70 —
7, BV THEER 13 © BUN 1121 L2
fe R D ERYEDIN, 2V 7F=vik 0.9-1.0 &
EEBEACS Y, FHOBIFREIE L,
II1. #* 23

EhiLEEERODEE LWRRLEARCIY, M
BRBPIEDOBBIKESES T L, L L, {LFH
EROBRITH VAR EALKRERITESHREL
L, FOEAFHEERE T E L LT B-lactamase it X
EHRFLEVRRTW B9, oMK E LT, B-lac-
tamase CEELFERGYHART I HE L RFOEA
iz B-lactamase inhibitor # $tFHT3HED 28 H H R
Z ATV 5189, BRL25000 (3% D#ET, Strepto-
myces clavuligerus ATCC 27064 0 gE4AT% CVA &
BfED AMPC ' 1:2 cEAShROAREYHAT
»b, AMPC xko0HEfFRA ¥ mT12F Tk, K
pneumoniae - B. fragilis ¥ THE A7 + 5 abh
KE¥htctvbh TV 57Y, XFAOHEYRHETIC
bich, MEFHFMEE TiLo7co PBRERLED T
BL—BATBREEE VDR T WA 75 A BNE -
@ Staphylococcus spp. ¥+ 5 A#Flo MIC i,
108 CFU/ml T & A &% 12.5 ug/ml LI F ¢, 108
CFU/ml ¢ 1.56 ug/ml LI F Ch b, AMPC ki
wTaEHEE CEX X h @RI HENRZBDLAID
Lz b, in vitro T MIC HE i3 0 ERRYIECX
LTHELRHEVRBOND Z ENTFHEIND,
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FUNDAMENTAL AND CLINICAL STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN)
IN THE FIELD OF ORAL SURGERY

Harumitsu Tsutou, Ryosr Nansa, Masarumi TacucHr
Takevosur YamMaMoto, Yosuiuisa Minami, Kazumasa Uepa
Tetsuva TsusaiMa, Takerumr Morinana, KenicHr NacaTta

Kaoru Nakao and KEeikicur SHiMADA
Department of Oral Surgery, Kobe University, School of Medicine

(Director : Prof. KEIKICHI SHIMADA)

BRL25000 is a formulation comprising two parts of amoxicillin (AMPC) and one part of clavulanic
acid (CVA).

Fundamental and clinical studies with BRL25000 in the oral surgical field have been investigated, and
the following results were obtained.

1) BRL25000 has excellent antibacterial activity against gram-positive cocci such as S.aureus,
S.epidermidis and S. faecalis, and gram-negative bacilli such as Klebsiella spp., E.coli and Proteus
Spp..

2) The distribution to gingiva was investigated in 12 patients and the following results were
odtained :

The gingiva concentration of AMPC after administration of 375mg was 0.06~1.21 ug/g at 60
minutes, 0.29~1.59 ug/g at 90 minutes and, after administration of 750 mg, was 0.23~0.39 ug/g at
60 min., and 0.37~1.78 ug/g at 90 min..

The gingiva concentration of CVA after administration of 375mg was 0.03~0.15 ug/g at 60 min.,,
0.87~1.18 ug/g at 90 min. and, after administration of 750 mg, was 0.19~0.61 ug/g and 1.28 ug/g
at 90 min.

3) BRL25000 was orally adminstered to 20 patients with mild infections in the oral surgical field.
The therapeutic effects were excellent in 2 cases (11.1%) and good in 14 cases (77.8%), and the
overall efficacy rate excluding 2 cases with side effects was 88.9% (16/18).

4) No serious side effect was observed except two cases of nausea and vomiting.

5) BRL25000 should be used in mild infections in the oral surgical field and prophylactically
minor post-operative infection.



