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BZM - ERERAE MR R Y EE T b4 5 BRL25000
+ (Clavulanic acid-Amoxicillin) o 5 i F 3 %
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ExRREB-01 B K 3
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KRR szt i RiRBe 4t #t

A 141 BRL25000 % 375mg #45 L, MEFRE, REEEEXHE LA, BH
ORMAAETH » BB 6 B, 4B/CHFH 375 mg, 2 flicEkH 750 mg 5 & OMFFRE,
BB R EE R BUE Lico

BEERATIX, &# 375 mg 5%, MEPRERXFESI - 2{E [Amoxicillin (AMPC)
6.30, Clavulanic acid (CVA) 2.50 ug/ml] #;RL1cH, BE6L Tk v— 7RV Thils
#2~4BEMBEbh, TOEZXBEBRACHLEL -,

BHPBEDOEY— 722~ 4BMKIEA bR, 7T50mg #5 2 HTiX, AMPC 1.4 :sX0* 1.3
ug/ml, CVA 0.4 3 X0* 0.3 ug/ml, 375 mg #¥ED 4 f iz, AMPC 1.9~0.8, CVA 0.3~
0.1 ug/ml G, MEFBREC— 7{HD 1/2~1/4 THoT,

¥, RERA LG TORSRESMRIL 6 85T AMPC 81.7%, CVA 32.3% Th-1,

AF 2R - BEEMRRIE 33 PlicfER LER 15 6, H%) 16 6, EHH2f0KEVEB LR,
BHERIL 93.9% THho7

AR L Lic 33 Sl o0 IR 28 #h 20 BROWT, FHk X1t AMPC © MIC ff%*
FE Lo 20 B 13 ¥, AMPC o MIC izt L& KD MIC fEix 1/4 \FiefEF L, CVA
DERUNED bhi,

(BE -7 AR CHRIA -7 78 <—-¥ 72K LT, OMFREOHR, Rebditin £ %K)

fREH ¢ » B Potassium clavulanate (CVA) iZ, HEMCELT 5 Amoxicillin (AMPC) »RIRx hi-
Streptomyces clavuligerus ATCC 27064 R EE T3 A, T OB in vitro T AMPC & CVA o E&EN
fieHE T Figl ofERE b2 Zoboik, % Fig.1 Chemical structure of
hEGOHEERIFE L, BEBTRAERA L LTHEAT potassium clavulanate
BLENTERG, LL, CVARMEoEET S B- O CHCH.OH

57 Fe— X LRAHHCHER LT EOBERYEET S jf ’

e, B-5 7 x AR L AT hETEECH LT OIN( COOK

HRMCEALT B-7 7 2 saHlXk o HIEFAY RE
TEHLDLEXH R B, CVA LHtAIhS B-5
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1) MisFIRE

F 375 mg M E TN RBBATIE, BEHK1E
M B AMPC 6,30 ug/ml, CVA 2.50 ug/ml o ¢ -
7N ARG, 6B5MM% Iz, AMPC 4 0.26 ug/ml,

2:1 CHBBEN, bo L bHEHAE W = LAY
XhTuwb, BRL25000 iz 2 d BN Ic B> THREA
t-4% ©, 18 375mg & AMPC 250 mg, CVA

125mg % & A Ty 5,

bhbhix, K LW - KTEMRBRLE 33 Bk
5ELT, *OBKHREYRNT I L LK, BRRAR
IUBmKREMCOWT, KFlomMnmE, RegElE
BIVEHHMEYREL DT, + 0 XMk x ®ET

CVA RJIEBHMLLT & 727 (Table 1),

Fig.2 Cumulative urinary excretion of BRL
25000 after oral administration of
375mg in a healthy adult volunteer

5o (70 kg, M.)
1. Binds L UHE .
L Tk 100}
BRL25000 375 mg #{FUMA L% (41 & 5, $hE 204.3 mg
. ) s . 191.7mg (81.7%)
70 kg) i FMDBIRS L, MR 3 X CRAH (367958
MEAXRE LI, Ft:, JAED external drainage H: 75'146 7 mg AMPC
filebhTw5 6 ERMIKOWT, 4 HIIZFH 375 mg (58.7%)
%, 280cid 750 mg ¥\ T BERFE S L TEF s0f
BEYAETSELLE, T-72— 755\, PTCD- 39.9mg 40.4mg
. . 32.5mg (31.9%) (32.3%)
F 2 —TEN Lffg5hfiﬂgﬁq’?§ﬁ%m“% Lo HlE (26.0%) CVA
25"—]
1, AMPC i3 M.luteus ATCC 9341, CVA iz K.
pneumoniae ATCC 29665 »HRE & T 5FHK» » 7
ETfl -1 0 =2 ! T 10"'6
2. Bk (hr.)

Table 1 Serum concentration of BRL 25000 after a single administration of 375mg and 750mg

Time
(;\?:e Name Age Sex Dosage (hr.) 1/2 1 2 4 6
- (mg) Drug
AMPC 0.67 6.30 2.90 0.92 0.26
1 MF 40 M 375
CVA 0.26 2.50 1.10 ND ND
AMPC - 0.3 1.2 3.2 1.1
2 MN 51 F 375
CVA - ND 0.1 0.2 ND
AMPC - ND 0.7 1.8 1.1
3 HH 71 F 375
CVA - ND 0.4 0.8 0.5
AMPC ND ND 0.4 3.0 1.5
4 YO 62 F 375
CVA ND ND 0.1 0.2 0.2
AMPC ND 3.6 4.5 0.9 0.2
5 SI 59 F 375
CVA 0.1 0.1 0.4 0.2 ND
Mean AMPC 1.95 | 1.70 2.23 | 0.9
(2~5) CVA 0.10 | 0.25 0.35 | 0.3
AMPC - 1.2 4.6 2.6 1.9
6 ST 60 F 750
CVA - 0.2 0.8 0.4 0.2
AMPC ND 0.4 0.3 3.7 1.3
7 KM 50 M 750
CVA ND ND 0.4 0.4 ND
Mean AMPC 0.80 | 2.45 3.15 | 1.60
(6~7) cvA 0.10 | 0.60 0.40 | 0.10
ND : Not detectable (AMPC, CVA: <0.06) *Case No.1: Healthy adult volunteer
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375mg ¥H{HE L4480 — 7 HHBL BEBERAK
HLUTEL, 142 2E5R%, 3 MIA 4050 2 2
h, AMPC, CVA L} 4RHBDEHMT, Th¥h
2.23 ug/ml, 0.35 ug/ml CEERADER LD H{EH
’Jto

750 mg ¥ L5 L 2T — 7 {Hix, AMPC 3,
160k 2 BERIE 4. 6 ug/ml, 1B 4 EME 8.7 ug/ml
<, CVA 13, 16Uz 2RRE 0.8 ug/ml, 1 (UL 2k
RIR U 4 R B Ofip 0.4 ug/ml TH -1 (Table 1),

2) Rehghit

HiECRRERALA 14 T 375 mg #5660 R Pk i %
E L, AMPC i3 2B/ ¥ Tic 146.7 mg (58.7%),
6B ¥ Tic 204.3mg (81.7%) A%, CVA (% 28
¥CiC 32.5mg (26.0%), 6FsM] ¥ T 40.4mg
(32.3%) Mgtz hic (Fig.2),

3) MHPRE

faRRELBIE SR 6 FEFIOARIL, KIEERA
E40, BRETECISMERREL S, BREBCX
LAENRE LBITH S, BHIZSHITE T-F2—7
¥ALT, 14k PTCD- . — 70 SR Lico 6 5l
DR #IEKREEL, GOT, GPT, Al-P pBEE~hBE
ERLTHBHDAEH - (Table 2),

204 (FEBI 6, 7) wix, ZEfERF BRL25000 % 750
mg, 40 GEGI2~5) iiX 375 mg ® L5 LA,
BEAEDRERT, BEH 30 ok X1 EMB O
FREGPEHRMBEAT TH -7

750 mg 5 2 Gl Tk, € — 2 Iz ERER 2I5M
SV 4Rz, AMPC 1.4 3 X O¢ 1.3 ug/ml,
CVA 0.4 3 X0* 0.3 ug/ml Tdh ~1=o 375mg Y 4
BT €~ 2 ML 4FME 12 b, AMPC 0.8~
1.9 ug/ml, CVA 0.1~0.3 ug/ml T -1,

Tictbb, 750mg, 375 mg HHAER & AR PIRE
REL, MiMiREED 1/2~1/4 ItT & fehr - 72 (Table
3)0

II. B8 K K &

1. N@EFIVEEFHE

BRL25000 # FAF1 56 427 3 »» & BRFI 57 41 A
MFT, W - BGTALRIE 33 Bl S LTE Dl
PR & 83t L7,

1 B 5 &I 1,125 mg (187.5mg X6; 375 mg X 3) A%
22 G TR &<, 750 mg (187.5 mgx4) 4% 4 £, 1,500
mg (187.5mgx8;375mgx4) N7 HATH -t W5
B X 3~12 H (¢35 6.6 B), #HRFEEIT 3.375~
18.0g TH -1,

2. B

ARH DR RDOHIE X, Table 4 D X 5/ #tic L
Tedio TT o teo Tods, ABHAEM M ShcHERIT,
HIEE X H BT Lo

KEJCEROERR YRS &, MEH, REMES
BTk, &AHARBAB ML Shico LA RS
Shtch, EZ206, B3I TH-7c (Table 5), 7
BiE, X5, BEXL THF6ANERUALLHEX

Table 2 Clinical and biochemical character of those patients investigated
for biliary concentration of BRL 25000

Bod Rout Liver function
y utes
Case | Name | o weight Diseases of bile Dosage GOT GPT Al-p Total
No. | Age (kg) llected (mg) ilirubin
kg collecte (u) (u) (KA—u)b(mg/dl)
2 | MN | g | g5 [ Common bile duct T-tube 315 1 9 12.8  0.89
51 stone
3 “71“ F | 33 | Recurrenceof gastric | prop iy, 315 19 7 163 1.29
carcinoma
4| YO | | 53 | Common bile duct T-tube 5 | 150 141
62 stone
5| SI | p | 43 | Common bile duct T-tube 315 92 18 107 0.7
59 stone
6 | ST | p | 47 | Corcinoma of the head | 1 .\, 750 2 19 329 1.15
66 of the pancreas
7| KM M| o Common bile duet T-tube 750 7 983 149
stone
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Table 3 Biliary levels after oral administration of BRL 25000

Time after administration(hr.)
Case Dosage
No. Name | Age Sex (mg) Drug 5 ) 2 . p
AMPC - ND 0.1 0.8 0.7
2 MN 51 F 375
Ccva - ND ND 0.1 ND
AMPC | ND ND 1.2 0.8 0.2
3 SI 59 F 375
CVA ND ND 0.1 0.2 0.1
AMPC - ND 0.1 0.9 0.3
4 HH 71 F 375
CvVA - ND ND 0.3 0.2
AMPC | ND ND 0.2 1.9 1.1
5 YO 62 F 375
CVA ND ND ND 0.1 0.1
AMPC - - 0.40 1.10 | 0.58
Mean
CvA - - - 0.18 0.10
AMPC - 0.1 1.4 0.9 0.7
6 ST 66 F 750
CvA - ND 0.4 0.2 0.2
AMPC| ND ND 0.3 1.3 0.7
7 KM 50 M 750
CVA ND ND ND 0.3 0.1
AMPC - - 0.85 1.10 0.70
Mean
CVA - - 0.15 | 0.25 | 0.15

ND : Not detected (AMPC, CVA : <0.06)

Table 4 Criteria for evaluating effectiveness of BRL25000
on infections diseases in the field of surgery

Excellent | The principal symptoms and signs disappear
completely within 5 days after onset of the
treatment

Good More than half of the symptoms and signs
disappear within 7 days after onset of the

treatment

Fair Any one of the symptoms and signs disappear
within 14 days after onset of the treatment

Poor Either none of the symptoms and signs dis-
appear or their aggravation is observed after

14 days

o ZD5 L0 4 FIRARMABLAT bR T, FHD
BEDHRT2HHER 2FRFRHEHEIhL, ER
10 WXAET R M % CYIBALkIRS, A% 750mg 216 B
Mg s Ihi-y, BEORK ER B0 #HRI KR
%, AMERED 13,300 ML Tl dESHFAE L
7o (Table 5), BIEF 6 HITIX, 161 (FEF 14) D
ZHRHOMB I Hhteh, EB26, BEH4HT,
20N/ ETH -7 (Table 5), FLig%K, HAEHED
APITIIER 26, BZh2HITH -7 (Table 5),

£ERE 40, AFIRBEES 7 MACiX, £AARNA
BrmzxohicobiAALNEEEhich, EB5H, F
25 0l, &2 1BATH-71, EHF GEF 27 3, HE
MO EEXNT: S epidermidis HIRANCH \ - EZHEY
AT Drbb6T, BEMMPCARTLAEENTRE
NREERI B Lichr - 7cb D THB (Table 5),

LIk 33 BIOBRKZFEX £ L5 & Table 6 ILimT &
S5wEZ 15 Bl K% 16 61, EX2HTHY, HHE
1% 93.9% IKig %,

3. MEFNDHE

FRAEEShic 33 fiF 23 BIOFREL,D 28 KO
MEL ISR, D5 D 20 FINEBERY, 34
PEBERRTH -1, DRI S aureus 14 #, S.
epidermidis 4%k, E.coli 5#, K.aerogenes 3#,
S. faecalis 2Bk TH 1o

ERAEFICERSEY 25 L, BEBERRE T, S
aureus 13 BRePEZ 7 I, Hih6 flT, LBNHEHU
LETHoTeo S.epidermidis 13EZ 25, EH1H,
E.coli 2 G Ti3ERD, BZH 1 GI3>, K.aerogenes 1
BUERY, S faecalis 1814 BE Th -1, BBER
$uTIiL S. epidermidis+E. coli HhiE%), S. aureus+
E.coli+ K. aerogenes ) %), E.coli+K.aerogenes
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Table 6 Clinical effectiveness in the field of

surgery
Infectious No. of Clinical evaluation
diseases cases | Excellent| Good | Fair Poor
Wound 6 2 4
infection
Areo'li.tis and 4 2 2
mastitis
Felon 2 1 1
Cellulitis 4 2 1 1
Infectious 3 1 2
atheroma
Abscess 11 5 5 1
Furuncle and 3 2 1
carbuncle
Total b 15 16
otal number
of cases 3 2
(93.9%)

+S. faecalis ERHLHE I hic,

28 ¥k 20 BRizov T AMPC % X ¢ BRL25000
MIC {E%, HAFLFREF¥SERBCE CTHE Lico
108 cells/ml 8T, AMPC = 400 ug/ml Ll F Ot
B 7 #k»%, BRL25000 iz 50 ug/ml 1#k, 25 ug/ml
18k 6.25ug/ml 38k, 3.12 ug/ml 2o MIC {&
RL, TEHPSE (71.4%) H 6.25 ug/ml LI F DR
ZW R LT, %7, BRL25000, AMPC & %z 25
wg/ml Ll kD MIC fE% 7R 3 ERZHEIT 20 #kd 2
B (10%) T Eich ot

MBI AF 3 LU AMPC @t + % RSS2 5
&, K.aerogenes 1338 L% AMPC iz MIC 400
upg/ml LU EDOTHHE TH - ch’, FFITiE, 6.254g/ml
28, 3.12,ug/ml 1HKT, 3HELBRIME THoT,
S. aureus ¥, 14 Bk 5¥k»' AMPC 3t L MIC 50
ug/ml LU EDOTHEETH - eh’, FHTX, £h*h,
25, 6.25, 3.12 ¥ X0° 1.56 ug/ml © MIC T, 5
BReb 4 BRAVRRZ MR TR Lico E. coli 133 kb 2 ki3,
AMPC, x#F|L %, Thth 6.25 12.5 ug/ml TH-
7oA, 1#ki: AMPC 800 ug/ml LA E, ZF#FI»t 50 ug/
ml © MIC fETE LWMETHALNI, S epidermidis
X, 2BRAEEANC 0.2 ug/ml T O BREMETH
2120 S faecalis (22 BkE PAERCRERIHHE TR LK
(Fig. 3),

Fig.3 Cross sensitivity of AMPC and BRL
25000 against clinical isolates

AMPC BRL25000
> 800 4
= P
r 1
800 4800
400fs \* o, 400
.\, 3
200F NN\ N\ 4200
"ﬂ “A
100 <100
50 N 50
",‘%‘ —~
'_E 25 e, 35z
g E._coli R4
12. S 12.5
o I, i<
- Dy P
= o 4y E_coli " z
6.25 6.25
S, 5
] %,
312 % 3.12
=
1.56 S Soceas, $ o, 1.56
: 3
0.78 S. faccalis 0.78
0.39} H0.39
0.2 S epidermdis 0.2
<o.1 S eprdermdis o1

735, AMPC izt LT 100 ug/ml Bl EOREEI>
WTiE B-5 7 2= —¥DORERTIEN, B-5748~<—
g% Table 5 125 Lz,

4. EIffA

FHCHETHEEL b h 3 EIfEAN 2 flickbh
Too fEB 21 TiX 5 B4 2 A HL 2SR RRADES
MREbhicH, HFicaBT52 Licd 3B BREER,
4 B BRBEERRCIIEHEAL TV o, ok, KEMAT
X, 4HBRTCRREERIEE LTV ioiod, HF
X4 BETHIEL, ¥7, E6 24 T, #5108
POXANM 2 ~ 3%, LEDHGYFL D
BEFATGALICES S, LEDEANEL, 7HMEE
¥ sz LnTie,

7t¥k, 33 GlF 8 AITIX, WENKOMBEKRE, FH
B, BHME MOEEMHE & L o BRRENTRbRE
2, FRABREGRCRBEEZR LICEMIXcd o7,

1 60 G ®

E, MEFMERE, KW - STHEERREND,

fittE 7 FORE, 77 2BHEES TR Xh 5 RENH
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mLood5, 7 v v RE<ik, DMP-PC, MCI-
PC %\ % MFI-PC % L Otk 7 ¥ v BREAE PC »
Avbha, 77 ABRERE X, E& LT ABPC
RUHETSE B-F 22 2H B AVBRTERD
ChHoENTAMUERE L SECHIMNL TV 3, O
BBOETRY LT B-7 7 2 v — LT T B RERYN
ThT&h, 1972 LK, 75 2BME, 75 o0&
BOELE TS B-7 7 2= —¥ Ik BEM D F\ Cepha-
mycin R EHEI R A CHB IR TWEH, hb
ROThEHETH DASRBRELTIR S CRIARETH
07‘:0

—%, BEOEOR B-5 72 2Kd B-575~—-+
PMHT A A TENE, MR LTh ERAK
DHENEBEET BT TH D,

1977 &, BREORMYEY & L TRRE Shic CVA
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M, B-5 7 8 =—¥xEET S E. coli, K. aerogenes,

P. mirabilis, H. influenzae, N. gonorrhoeae, S. aureus
L PRI RTED, WAk D B. fragilis i2b#
WhHEH T35, LmL, Fic cephalosporinase % 0
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MIC fifiix, 7#kA 6.25 ug/ml LITFOMEMERL,
CVA RERIERALTWBZ ERR LI,
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T#Hbh, BRL25000 X BRED B-T 7 & & Hit v B R
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CLINICAL TRIALS OF BRL25000 (CLAVULANIC ACID-
AMOXICILLIN) ON INFECTIOUS DISEASES
OF THE SKIN AND SOFT TISSUES
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Second Department of Surgery, Osaka City University Medical School

Takeva Sasaki and SApakunt Maepa
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Serum levels and urinary excretion and biliary levels of BRL25000 comprising amoxicillin (AMPC)
and clavulanic acid (CVA) were investigated in a healthy adult volunteer and six patients with
biliary drainage.

The peak serum concentrations were 6.30 ug/ml of AMPC and 2.50 ug/ml of CVA at one hour after
375 mg oral administration of BRL25000 in the healthy volunteer, however those of the six patients
appeared 2~4 hours after administration and were lower than that of the healthy volunteer.

The biliary levels of BRL25000 were investigated in the six patients with biliary drainage after
oral administration. In 4 cases given 375 mg of BRL25000, the range peak levels were 1.9~0.8 ug/
ml of AMPC and 0.3~0.1 ug/ml of CVA, in 2 cases given 750 mg of BRL25000, the peak levels were
1.4, 1.3 ug/ml of AMPC and 0.4, 0.3 ug/ml of CVA.

BRL25000 was given to 33 patients with skin and soft tissue infections in the field of surgery.
The therapeutic results were excellent in 15, good in 16 and poor in 2 cases, showing an efficacy rate
of 93.9%.

The MICs of BRL25000 for 13 of 20 strains isolated from 33 cases were markedly reduced compared
with those of AMPC.

As for side effects, upper abdominal pain in one and transient skin rash in one case were observed,
laboratory finding were almost within normal limits after treatment.

BRL25000 seems to be a useful antibiotics for skin and soft tissue infection in the field of surgery,
especially in cases of infections caused by B-lactamase producing organisms.



