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O EEABHER R EE I 5% BRL25000 (Clavulanic acid-Amoxicillin) o i ff 2%

FH OK-FE B B T kB BRE
B OEAM-EHR %o BR—--L® E
FRFDK S MR F B0 — P EAL BH R

Clavulanic acid (CVA) & Amoxicillin (AMPC) ® &% & % BRL25000 % B/ BHEUE
SHERRAE 16 QIOERFCHA L, TOMKYRCOVTREN Lico TORR, BIRERORAL
ZRAVGCEBROABHETIEY 16 (6.3%), 1% 13 fl (81.3%), Mxb24l (12.5%), HH
LIEDKEZR 87.5%, THREIC L HEAHTTIER 26 (12.5%), H% 11 F (68.8%), =%
BHR20 (12.5%), #1681 (6.3%), FHULOHHEK 81.3% &\ 5 LM RITFEREH B 6
oo ME¥TEIoOLTiz, BRL25000 (3 AMPC RSp:@icxt L Tik AMPC L R%Z/iE
A RLIchH, AMPC MtEics LTHREZHABDLR, HEHCHsV T CEX X h#LH i
BRI TD - 1o BBERREMORKZAGRT, BRI 1 AICEHBTMRENED RO

TH» 1

P-lactamase FHEA T » 5 CVA % P-lactam Rif
EHBEBAGERT 5 &, B-lactamase EAFEIC L 5 T
MEEEIh T, XROWENXRE T 5 & &xiT2
310, 4@, AT AR B AMPC & CVA o
A% &% BRL25000 (Fig. 1) X, AESSHIBRREE ot
LIEBhERYEXPESI R EFTHEA, ST
CErOoORRAfYRILIEBEIZOAL V., £F2Thh
bhixx#lx IBEANERIUBRECHERAL, T OB
KR SOWTRH LD TLTORBEYBRE T 5,

I. NRKREFASLITERSHE

R REEGNIEBR 56 £4 A X b 8 A F TIePEMIKYEK
EME—OBEAR ¥ L L - DS EHRB SRR E
16 T, TORRIFEREHEL6HF, THEAEA4
Bl, BEXAP IV FEREERL 26 THS (Table
Do WL 22 2D 78 KETT, KB 86
T B8R TH » 120 TekMZiT L b penicillin R LY
Ben LGARED H 5%, EBCER X UFBIERES
DHBHE, FERERFIVEALFOBAI MR 2 b BRIL
o

# & % #x BRL25000 (AMPC 250 mg, CVA 125
mg ¥*RELICH 7L HOERD ¥ 1A3@E, BRE
BAXE, 1.125g ¥ 1 BESRELE L, #5HMIE
Al LTS5 AME LIS, FRBKICUCHEEREL, &
E4BELOBES AMT, HLDEFTIX5 ~7 BHRE
#E5TH -1 (Table 2),

1. # 7
(1) %RHELLE
shBEIL B A DB BES AN BED R ELER

ABRSRY > TRKERD RAEC L 2EFBMN
MBHEYRA LI, BHRYEB IR SHMBEIEE L
L, FEHDBKERD & AR5 DT AY
TERLME CHEL, E% (0.3, excellent), HZh
(0.3~0.7, good), #&%) (=0.7, poor) & Ltz, %1

Fig.1 Chemical structure of BRL25000
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Amoxicillin trihydrate

Table 1 Diseases of the patients treated

Diagnosis No. of Cases
Cellulitis 4
Pericoronitis 6
Perimandibularis 4
Osteomyelitis 2

Total 16
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RRHCEKREERO B, BEOMB, MEFHELD
EHREOREHIT L iR TIT - 10

(2) B &
BRERORAMC L 2HRYEORRLERINCLD
&, HRREATI6AFTER 46, K20, THE
RELTRAPITED 16l HR30, BHL 4B, T
BEHMRE2OTI2AEY THo7o LED ERY ¥
LHHE 16 FIHERD 16 (6.3%), R 13 4l (81.3
%), HHB20 (12.5%) THhH, EPHLEDEIb¥
5L 14 Bl (87.5%) IR AFEH Hitz(Table 2,3),

—%, THREOREHEICOV TR D &, ¥H20
(12.5%), H% 11 Bl (68.8%), ®HZ2M (12.5
%) BH1IG (6.3%) THH, LWL A Hb+5
& 13 Bl (81.3%) TH ~1: (Table 2,4),

(3) MEFHHR

16 Bl 13 PIDRH A5 a-Streptococcus (12 &),
Neisseria sp., Peptococcus magnus (£ 5 #), Fuso-
bacterium sp. (48K 754 46 BROEH N BEI N1z &
B X h7-E@io x5 BRL25000, AMPC 35 X 0¢ CEX ©
MIC *JIE L7-&ER, AMPC BEHEICR VL TIZE
BEENTDSh, £H & AMPC Ti2iZRA%SDETS
~71chy, AMPC fittE © Acinetobacter calcoaceticus

Table 3 Diagnosis and clinical effect
according to numerical rating?

Clinical effect

Diagnosis Excellent Good Poor [No. of Cases
(£0.3) (0.3~0.7) (=20.7)
Cellulitis ! 4 4
Pericoronitis 4 2 6
Perimandibularis 1 3 4
Osteomyelitis 2 2
Total 1 13 2 16

Table 4 Diagnosis and overall clinical effect
evaluated by attending docter

Diagnosis Clinical effect' No. of Cases
Excellent |Good | Fair | Poor
Cellulitis 4 4
Pericoronitis 1 2 2 1 6
Perimandibularis 1 3 4
Osteomyelitis 2 2
Total 2 11 2 1 16

R LTHRANIMRZ LR Lice £0{l AMPC X b
b4 L ERESEER R Lich @ 210 GER 13)
Wdbhtc, ¥7: CEX LB TII S i@ ioi
BWARR LTV (Table 5), 2k & v & B LR
LOBIRE AL L, 13 GIEAIBARRTH B, WA
ATIL 46 B Ah 2 Mk, A% 37 #k MBTHT @
T X B HRILEI S0 Theh - 7 (Table 6),

(4) RIER

BE 16 Al 1 flicks\ T L% 2, 3B BCHHBT
WD RB L', BIETH B D ERUE T & THME
Lo i SMKic 13 % Ky # e & AT B (RBC,
WBC, Ht, Hb, Platelet, Eosinophil), g 4{t5t%
#pr R (GOT, GPT, Al-P, BUN, 7 v7+=",
Na, K, C) iex\ T 5%k HOBIfEAx b
LEREEDAONIFERNL 1 BILEDSRIch > 1o
(Table 7)

III. 8BESIUER

REARBRIRO REEI DR EEOHEEL LV
ROV REFE), EER¥POREH,» W - 1E - BEEE
e aURERPMEOHE,I B, BAELLTInE
HEROEMSD VIEEARPIC I B Z LML, £
HEUANADEC LD 2 kB EES b B Y, AENE
B INBHMEIRT WS, ABRARIFIRREED K
BB tc» TRRRER L BROBESECE LT, KE
HRBOBRYFLTCEHHE LTl bicw
BENDHDIcH, AMPC D X 5 i iBIE HE A7 b
Fa, BORENYETIHNEMENERSHh S, BRL
25000 (x CVA & AMPC Lo&#|ThHbh, CVA Off
Bz X b B-lactamase % NEH (L ¥, f-lactam FiL
EHBEMERCH L TOAROREFER ¥ RIET 21-
», BLVHEARZ P54, BOHBEIYETSE
bh T35, ZhbDap b B-lactam Rii4HE
THEE DI L2205 2 BE, PEABFIRRRPED L
BROBEXFIERATHLEELLN S,

SEbhbhid o EARFIRaERRE 16 flicx L
T BRL25000 ¥#5 L, TOBEKREE B LI-LE
5, REHERC L2 EBWHETIIERD 1 6106.3%),
F# 13 Bl (81.3%), E#h26 (12.5%), TREDK
BHETIIEL 26 (12.5%), E% 11 6 (68.8%),
LREFEH 26 (12.5%), EZH 16 (6.3%) THhoto
AHID SFCHEEC L 2B L T BEEROETR & L
THEAIALCEEHENEIC X 2 BRE 556 FlOiER
(E%h 22.8%, H% 55.1%, % 22.1%) LHEEt+5
&, ARNLESD, 07l BHVBELMITEHL e
T, ¥R LHRHEEEC I VBRI TV 510
@ penicillin &, cephalosporin R4 ME DEEKR K



636 CHEMOTHERAPY NOV. 1982

“Table 5 Isolated organisms from clinical matcrials

MIC(ug/ml)
Case No. Species BRL25000 AMPC CEX

10* 108 10% 10¢ 10% 108
; a-Streptococcus 0.78 0.29 0.39 0.2 €.25 6.25
Peptococcus magnus <0.1 <0.1 <0.1 <0.1 1.96 1.56
a-Strettococcus 0.2 0.2 0.2 0.2 3.13 3.13
Corynebacterium sp. <0.1 <0.1 <0.1 <0.1 0.78 0.78

2 H.influenzae 0.78 0.39 0.39 0.39 12.5 12.5
Peptococcus prevotii 0.1 0.1 <0.1 <0.1 1.56 1.56
Fusobacterium sp. 3.13 1.56 1.56 1.56 12.5 12.5

3 a-Streptococcus <0.1 <0.1 <0.1 <0.1 0.78 0.78
Peptococcus prevotii 0.2 0.2 0.2 0.1 1.56 1.56

i S.epidermidis 3.13 0.78 1.56 0.39 1.56 1.56

4 S.faecalis 0.78 0.78 0.78 0.39 100 50

[ Peptacoccus sp. 0.1 0.1 <0.1 <0.1 1.56 1.56
a-Streplococcus <0.1 <0.1 <0.1 <0.1 0.78 0.78

Neisseria sp. 0.2 0.2 0.2 0.2 6.25 6.25

5 Peptostreptococcus sp. 0.1 0.1 0.1 <0.1 1.56 1.56
Fusobacterium sp. 1.56 1.56 6.25 1.56 50 12.5

Veillonella sp. 0.2 0.2 0.2 0.1 3.13 3.13
a-Streptococcus 0.39 0.39 0.39 0.39 6.25 6.25

8 Peptostreptococcus sp. <0.1 <0.1 <0.1 <0.1 1.56 1.56
9 a-Streptococcus 0.2 0.2 0.2 1 1.56 1.56
Peptococcus niagnus 0.1 0.1 <0.1 <0.1 0.78 0.78

10 ‘\ a-Streptococcus . ' 0.2 0.1 0.1 0.1 3.13 3.13
Peptostreptococcus intermedius 0.1 <0.1 <0.1 <0.1 3.13 1.56
a-Streptococcus 0.2 0.2 0.1 0.1 6.25 3.13

n Peptococcus sp. <0.1 <0.1 <0.1 <0.1 0.78 0.78
a-Streptococcus <0.1 <0.1 <0.1 <0.1 3.13 1.56

Neisseria sp. 0.39 0.2 0.2 0.2 12.5 12.5

12 Corynebacterium sp. <0.1 <0.1 <0.1 <0.1 0.39 0.39
Peptococcus magnus <0.1 <0.1 <0.1 <0.1 1.56 1.56
Peptostreptococcus anaerobius 0.78 0.39 0.39 0.39 6.25 6.25
a-Streptococcus <0.1 <0.1 <0.1 <0.1 1.56 1.56

Neisseria sp. 0.39 0.2 0.39 0.2 12.5 6.25
S.epidermidis 3.13 0.78 12.5 3.13 3.13 1.56

13 Peptostreptococcus intermedius 0.1 0.1 0.1 0.1 1.56 1.56
Peptococcus magnus <0.1 <0.1 <0.1 <0.1 3.13 1.56
Fusobacterium sp. 1.56 0.39 3.13 3.13 25 12.5

Veillonella sp. <0.1 <0.1 <0.1 <0.1 3.13 3.13
a-Streptococcus 0.2 0.2 0.2 0.1 3.13 3.13

Neisseria sp. 0.39 0.2 0.2 0.2 12.5 6.25

15 Acinetobacter calcoaceticus 6.25 3.13 100< 50 100 < 100<
Peptococcus magnus <0.1 <0.1 <0.1 <0.1 0.78 0.78
a-Streptococcus 0.2 0.1 0.1 0.1 6.25 6.25

Neisseria sp. 0.78 0.78 0.78 0.39 12.5 12.5
16 Peptostreptococcus intermedius 0.2 0.2 0.2 0.2 3.13 3.13
Peptococcus asaccharolyticus <0.1 <0.1 <0.1 <0.1 1.56 1.56
Fusobacterium sp. 0.78 0.78 0.78 0.39 6.25 6.25
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Table 6 Clinical effect and isolated organisms

Isolated organisms Clinical effert

Excellent |  Good Poor Total

S. epidermidis 2 2
S. faecalis 1 1
a-S treptococcus 9 2 12
Corynebacterium sp. 2 2
Acinetobacter calcoaceticus 1 1
H. influenzae 1 1
Neisseria sp. 4 1 5
Peptococcus sp. 8 1 10
Peptostreptococcus sp. 5 1 [}
Fusobacterium sp. 3 1 4
Veillonella sp. 1 1 2
Total 37 7 46

(Pivampicillin®?, Amoxicillin®, Cephapirin®, Cepha-
loridine®, Cefadroxil!®) & H#f LT, &#i%, Cepha-
loridine, Cefadroxil {Z3 BV VK TH » 720

BRL25000 DEER MR =X T 5 ME¥IBE X 2
%L, AMPC BZH#E < 5\ Tit AMPC & i2i3RA%
DEERZHMNTD bhtchl, AMPC fittED Acineto-
bacter calcoaceticus ©=xt L Th FFNTEZHE ¥ RL
7co F7- CEX & B L THL » icBhICHEN %=
L, BEFLEETH 7o

FHIOBIER & LTETH - lBet - R F L VBRI
EP9 6% mBEIR TV AN, SEOHFTI\T
2 16 Bt 161 (6.3%) KEBFARE " ZHhDAh
T, fhoAEYHE L LB TS LEFROARE I L,
L BETH T TRERREBE~OHELADDL
h, FARE L OREE O & b AIERIRILD -
1o

LlEo #&F A 5, BRL25000 i3 0 REAEHES SR
YSEDORBI o> THRLERTHD LELBh D,

b4 [

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

2) Wusr,J. & T.D. WiLkins : Effect of clavulanic
acid on anaerobic bacteria resistant to
beta-lactam antibiotics. antimicr. Agents &
Chemoth. 13(1) : 130~133, 1978

3)

L))

5)

6)

(p]

8)

9

$10)

1D

B¢HE & : B-lactamase [ = X| & [-lactamase
BHHER 0 9K, BEERK 39(1) : 10~17,
1981
BEROBABFESTEYWESRHELERNER
SWME, 1973

Wise. R. ; J. M. Avprews & K. A. Beprorbp : In
vitro study of clavulanic acid in combina-
tion with penicillin, amoxycillin, and carbeni-
cillin. Antimicr. Agents & Chemoth. 13(3) :
389~393, 1978

ComBer, K.R. ; R.HortoN, L. Mmzen, A.R.
WHITE & R. SUTHERLAND : Activity of amoxici-
llin/clavulanic acid(2:1) [BRL25000, Aug-
mentin] in vitro and In wvivo. Current Che-
motherapy and Infectious Disease, 1: 343~
344, 1980

H O, fb: HEOBEANERERECET
Pivampicillin 0@ 7c 5 U © KRR,
Chemotherapy 22 : 761~769, 1974

FRE8, i HOBERRRECK TS Amo-
xycillin OX@H, EEKRHFE, Chemotherapy
21 : 1649~1653, 1973

L+ IF, ¥ f&#&— #HAM B:OogEsAsER
BpEe it 3 5 Cephapirin % X ¢ Cephalori-
dine KRR -WT, _EEFRERK IdHK
m®st, BO4MEE 20 : 148~155, 1974
KEFRE, fb: OEABEIRRRECK TS Ce-
fadroxil o {# fA#%E, Chemotherapy 28(S-2):
506~510, 1980

Proceeding of 11th ICC and 19th ICAAC,
Abstr. No. 300~309, 1979, Boston.
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CLINICAL EVALUATION OF BRL25000 (CLAVULANIC ACID-
AMOXICILLIN) IN THE FIELD OF ORAL SURGERY

Hirosur Yosuipa, Kenicur Saiton, Kenicur Fuji, Takeakr Ousawa,
Kikuo Hanawa, Takesut Suiopa, Kenicui Micht and Tapasui Ueno
The First Department of Oral Surgery, School of Dentistry Showa University

BRL25000, a formulation of clavulanic acid (CVA) and amoxicillin (AMPC), was administered to
16 patients with acute oral and maxillofacial infection, and the following results were obtained.

1) Clinically favorable effects were observed in 87.5% of the patients evaluated by an objective
rating of clinical symptoms (excellent 6.3%, good 81.3% and poor 12.5%), and in 81.3% of patients
when evaluated by the clinician (excellet 12.5%, good 68.8%, fair 12.5% and poor 6.3%).

2) MIC’s of BRL25000 against 46 clinically isolated strains were compared to AMPC and CEX.
AMPC resistant strains were sensitive to BRL25000, and BRL25000 MIC's were clearly lower than
those of CEX. BRL25000 and AMPC showed similar antibacterial activity against AMPC sensitive
strains.

3) Slight stomach discomfort was observed in one case after the administration, but laboratory
tests revealed no abnormality.



