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BRI i35 BRL25000 (Clavulanic acid-Amoxicillin)
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Amoxicillin (AMPC) ¢ Clavulanic acid (CVA) o R &# TH5 BRL25000 % My

MR Lo

1) BRL25000 # 5 , F DW{ Pz 30 mg/kg #4 L ic#d AMPC, CVA om#A, ZMAHR
EXYREL %o 30 4, 1, 2, 4 B5M%D AMPC mmpSes iz 2.19, 2.42, 1.62, 0.54 ug/ml
T, BMPAIMEEL, 0.37, 0.82, 0.41, 0.22 ug/g Th-1:o hicH L, CVA MM,
0.28, 0.22, 0.11, 0.06 ug/ml C EMPAIMIE L 0.85, 0.12, 0.11, 0.12 ug/g TH -7

2) LEEOJEX —70C 21 ~2;B8MEELERBYAVILOTHSEN, FHERT2IED
7 v bic 30mg/kg (Img/ml OKEFKRE LT) #E% 30 SRR LM%, BT HbCH

BBt Lo T, CVA o migseE 2.50, 2.10 ug/ml,

o

BWPHRE 1.44, 1.16 ng/g TH-

3) DHEBWRRRIE 10 SICARIXERA Lic, EX30, HH6 M LeEY1IFATHDE 0,
Thoto BIFAELTL 2HTHLEBEROTFLLADY, 1ATECEINENLLZ LWV

RAD D~ 1

BRL25000 i Amoxicillin (AMPC) ¢ Clavulanic
acid (CVA) # 2 : 1 0EIACRALALRATS S, K
#ix, CVA » B-lactamase ¥ Rl ARIHFLT 5 &
X b, PB-lactamase 4w X b AMPC fittk & 7c -
TWHEECH LTIMEN*REBELBIENLELLLD
Thbo S, KA SOXHMHEMCRNLIERY
UFeE+sceeds,

I. ##H & FH &%

D 5y bkFrER

a) FHERY :200g pitko Wistar RS » FD
HHILBH 7 —F A2k b BRL25000 %85 L, 30
Stko CVA OMERE, BREBEY, UT0b) ki
THEE TREL 7o 21 mg/ml OA¥EE E LT 60 mg/
kg #5 (n=2), 120mg/kg HL5 (n=1),
DAEHRE LT 30mg/kg 5D 3 & THRETL 7,
b) DHE LRI, HEHEREEHIZHE L,

b) 200g Rtk » Wistar R#ft5 », b iz, a) L[
OB X b BRL25000 30 mg/kg (9 mg/ml ok
B 5L, AMPC, CVA omEEE, M
BEYERINCRIE L, 5% 30 4, 1, 2, 4 Bhd
BT EBESEAY 1 L LT =— 7 REB T RmE
BL, BB LLEER » SR LI, M & 5R%
—70°C W 1~2 BERFLICL ORI L1, HlIE

9 mg/ml

THto-TiE, 30 4y, 1BElOMmMEIR 4151, 2850
HOBTIX2EFRLCLDO%, 4BMOL0Em
EX XD EETHA I, FHRiT 0.1M citrate buffer pH
6.5 I TfTic -1,

EWE, ETHEBYIIZTHRMCERE LEEY
L, EZ2 buffer 2{=& (v/w) %#inx T, polytron &
ErEC2FMIF—LIbhES 274X, 1S
L7tk 4°C, 10,000rpm, 10 HRELEWL, FO L
PEBRRE LI, mEEERK REEFT, —70C 1
~ 2BEIREF Ui,

AMPC R, Micrococcus luteus ATCC 9341 %
BSEHE L L, Antibiotic medium No. 2 (Difco) #fH\»
HAMPR_EEC X -7

CVA R, Klebsiella pneumoniae ATCC 29665
¥ T L L, benzyl penicillin #£FK@EE 60 xg/ml %
fnx 7= Nutrient agar (Oxoid) #f \»5 A&FiR—B
Bz X ot

EHedhiZ fERL A AMPC, CVA ¥t & 3 0.1M
citrate buffer pH6.5 = X b FRIEK L0

2) BRRER

FEFN 55 4£7 Ah LR 56 4£7 A ¥ CURBIERE
EREhc TRRLICGE 46, WEE SREEAXE2
B, BB, % 1605 10 flic BRL25000
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¥R LI

#5HEiz, BRL25000 1 H 1,500mg 4 4R (3
f), ¥X1E 1,125mg 340 (76D THo1s,
BRHUBZEREOERHMIC LD, SERE TR
ZRHEFOBD LIS OXEY, AXOALhI LD
vH%, TARECRHFOXLhLLORRLHY)
THEE TR HFOALRI b D ¥ Pz Bflshic
HELICLOREDE L1,

II. & n”
1D 59 FRETIRER
a) FHRERY

60 mg/kg (21 mg/ml A¥H & LT) 5 (Gt No.
1,2) :30 o MmEA CVA #EZ No.1 0.76, No.
2 1.16 ug/ml, FZ CVA #BEFI No.1 0.24, No. 2
0.43 uglg TH -1

120 mg/kg (21mg/ml KFEW & L T) 5 (Y
No.3) : 30 o Mmikpy CVA BB 0.94 ug/ml, KW
P CVA BE2 0.32 ug/g Thotoo

30mg/kg (Img/ml @ KEFEHK & L T) &5 (G
No. 4,5) : 30 D MmEP CVA #@E No. 4 2.50, No.
5 2.10 ug/ml, Frmpy CVA B No.4 1.44, No.5

116 ug/g TH -1z,
b) BRL25000 30 mg/kg (9 mg/ml A¥u L LTC)
B G-tk DfRNGK AMPC, CVA il il& s X UL
W 18 [35 D #E: Bb
#%x Table 1, Fig.1, Fig.2 wi#F s, P (n
=5) TA3&, 30 4%, 1, 2, 4 MM AMPC (M
[Ei% 2.19, 2.42, 1.62, 0.54 ug/ml T, FhFhici
M35 BMMkEES 0.37, 0.82, 0.41, 0.22 ug/g T
E— 7, EMED 1R 35, CVA #I52,
30 4%, 1,2,4 BRI £ TM@migRA 0.28, 022, 0.11,
0.06 ug/ml, BzMPy 0.35, 0.12, 0.11, 0.12 TH -
oo FMEBRIZ LR TEMEY R LI,
2) FERER
10 PlickF % ERAL, E#36, HH6H, PH
16T, HHE (FHLE) 0% DRy B, El
fERE LT, ERANBME, EM8H,NEHLESR, i
B AFICEENENLARD EF L ion, REMREIAR
PTHoto WTHLIBERTERTRLHICER LT,
BRARBREIRITIRS S EMTE e ot
I1I. * ®
BRL25000 % 5 ., MMc#tL LfcRsD AMPC o miF,

Table 1 Serum and skin levels of AMPC and CVAafter oral administration
of BRL25000 in rats (Dose : 30mg/kg)
Hour 1/2 1 2 4
1 1.84 3.04 1.52 0.41
2 2.68 2.40 1.34 0.87
Serum 3 2.40 1.84 2.00 0.53
(ug/ml) 4 1.64 2.40 1.52 0.53
5 2.40 2.40 1.74 0.36
M+SD 2.19+0.43 2.421£0.42 1.62+0.25 0.54+0.19
AMPC
1 0.30 0.78 0.44 0.18
2 0.54 0.84 0.34 0.34
Skin 3 0.26 0.84 0.44 0.20
(ug/g) 4 0.30 0.84 0.38 0.20
5 0.44 0.78 0.44 0.20
M+SD 0.37+0.12 0.82+0.03 0.41%0.05 0.22 +£0.06
1 0.29 0.18 0.08 0.05
2 0.29 0.26 0.11 0.06
Serum 3 0.34 0.17 0.12 0.05
(pg/ml) 4 0.17 0.24 0.13 0.06
5 0.32 0.26 0.12 0.06
M+SD 0.284+0.07 0.22 £0.04 0.11 £0.02 0.06 +0.002
CVA
1 0.19 0.09 trace trace
2 0.59 0.14 trace 0.10
Skin 3 0.29 0.11 0.09 0.13
(ug/g) 4 0.22 0.14 0.11 0.12
5 0.45 0.11 0.12 0.11
M+SD 0.35+0.17 0.12+£0.02  0.11+0.02 0.12+0.01

Test organism : Micrococcus luteus ATCC 9341 (AMPC), Klebsiella pneumoniae

ATCC 29665 (CVA)
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Tuble 2 Clinical use of BRL 25000 in dermatology
. . . Disc Dosis Side effect
No. Age Sex Diagnosis Organism AMPC ABPC (mg X day) Effect
1 41 W | Multiple folliculitis S.aureus (+) (+)]| 1,500%x4 | Good (+)"
2 38 M | Furuncle S. aurcus (+H+) 1,125X3 | Excellent (=)
3 17 W | Furuncle S. aureus (+) (+) 1,500 % 4 Good (=)
4 61 M Furunculosis GPC (+H+)  (44++) 1,500%8 Good (+)?
5 60 M | Multiple folliculitis 1,125%7 Fair (=)
6 35 W | Furuncle 1,125x3 Good (=)
7 54 M | Furunculosis 1,125X7 Excellent (=)
8 29 M | Infectious atheroma S. epidermidis (++) 1,125%3 Good (+)*
9 15 M | Furuncle 1,125%3 Excellent (=)
10 25 M | Secondary infection 1,125X7 Good (=)

1) Tooth paste gave prickling sensation to the tongue during the administration of the drug

2) Abdominal pain
3) Stomach-ache, Nausea

Fig.1 Serum and skin levels of AMPC after
oral administration of BRL25000 in rats
(Dose : 30mg/kg). Test organism : Mi-
crococcus luteus ATCC 9341

(ug/ml org)

o——o Serum

1.0f

EHEBREZ, CLIC1BMBIRE—-270A06h, 20O
Offit# 2.42 pg/ml, 0.82 uglg T, KMBE/MER
BEHIX 0.34 THMBRE:X MEREDH 1/3 TH 5,
ZOR#L, bhbhMUET -7 AMPC ¥y s
(10mg/7 , b) OEBMERMULT, FOHAL -2
T1MECS Y, KEREIMERECH 1/3 Th-
12,

BRL25000 #5550 CVA BE» FHER O K & T
%% &, 2lmg/ml OB EE LIBE50 CVA BEL,
Img/ml OHEHES LIBEC HBEL TE L, i
dose response 2ifg\y, ZHITEIEDBE, ¥L-EDOH
DRINHEBR DD Tidie\ b LB X 15, BRL25000

Fig.2 Serum and skin levels of CVA afte oral
administration of BRL25000 in rats
(Dose : 30 mg/kg). Test organism :
Klebsiella pneumoniae ATCC 29665
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30 mg/kg (9 mg/ml AEK) HEDHES, 30 HEEom
# CVA REM 2.50, 2.10 ug/ml, glpy CVA @R
7% 1.44, 1.16 ug/ml T, 5, bic 35\ T BRL25000
F0 CVAIRBSBRIRE A, » o EMABTHLBFTH
HEEZLRD,

BB Y 2o ERT CVA BEAMEV- DI, i
BRIERICHE Ligh o tetcd EEx s E—F 4 &%
(B oRERIzIuE, 5. rmiEho CVAR
B, 5ug/ml OF4, —70°C BET5HHE 86.7%,
9RH 72.0%, 14 HA 64.5% T%YH, 50 ug/ml D
%4, 58H 8.0%, 9AE 79.2%, 14 B 71.0%
Ll TWT, —70°C 7T MR I HIfAME
TTHZEAELITINT VS,

EEIRELBRTix, 28 X h 7= Staphylococcus aureus
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D AMPC O 5 4 A 7 BEMMN (+) D2 EHT, WORRAN B o eh, EML DIkl { BERTHVT
10 Bl 9 Bl B RILL L DR TH - feo AMPC (2514 HLBRLTWB, ‘

ARZ b7 ARRTEARN=> ) v TH B B-lacta- g "

mase L L W EIhD, KWEPECTELTENT 1) FHKHP : BRL25000 o pz it ft B tRN (E—

b5 Staphylococcus aureus i=xt32 AMPC o MIC 8o # 29 MAKLERELERL, HEMK:
— . .o 50, 1981

DiFEAB L ABPC LRRTRHERN S, H1M ﬁm;w,@ggv:mmﬂﬁmoAmMWmmo

REL 272 HB7e\ D, AMPC % fB-lactamase [H# ) Chemotherapy 21 : 1808~1811, 1973

TH% CVA L &4l L L7 BRL25000 Tix, AMPC 3) FEEKER : B —ARM R R L P R

B & B LT MIC 415 RSB 75 B AR MABL 43 : 559~565, 1981

0. oo LT L ; © WBES, WEEY, 4% BE B AN
F2% O EABRARMCRRLTBbOLHL BHERIC 3517 5 BRL25000 o %8 & Bk, 3 29

bhzo B B AILERMES AR, HES : 49, 1981
BIfEFA & LTIRIBLRRER, WA ENTC Las L

BRL25000 (CLAVULANIC ACID-AMOXICILLIN)
IN THE FIELD OF DERMATOLOGY

Yasuo Yamamoro, Jiro Arata and Masanaru Hacivama
Department of Dermatology, Kochi Medical School
(Director : Prof. JIROD ARATA)

1) Serum and skin levels of amoxicillin (AMPC) and clavulanic acid (CVA) after oral administra-
tion of BRL25000 (30 mg/kg) were determined in rats at 1/2, 1, 2 and 4 hours. Serum levels of
AMPC were 2.19, 2.42, 1.62, 0.54 ug/ml at 1/2, 1, 2 and 4 hours, respectively. The corresponding
skin levels were 0.37, 0.82, 0.41, 0.22 ug/g (wet skin) (n=5). Serum levels of CVA were 0. 28,
0.22, 0.11, 0.06 ug/ml at 1/2, 1, 2 and 4 hours, respectively. The corresponding skin levels
were 0.35, 0.12, 0.11, 0.12 ug/g (wet skin) (n=5). The determination was made after storing
the samples at —70°C for 1 to 2 weeks.

2) In another experiment, 30mg/kg of BRL25000 (a solution of 9mg/ml) was passed via a
catheter into the stomach of 2 rats, and serum and skin concentrations of CVA at 30 minutes were
assayed immediately after killing. Serum levels of CVA were 2.50, 2.10 ug/ml. The corresponding
skin levels were 1.44, 1.16 ug/ml.

3) BRL25000 was used clinically in 10 cases of skin infection with the following results : excellent
in 3 cases, good in 6 cases, fair in 1 case. 2 cases complained of abdominal discomfort. In 1 case
tooth paste gave a prickling sensation to the tongue during the administration of the drug.



