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ERBEB 33 RBL25000 (Clavulanic acid-Amoxicillin) o 25 & 5K

Wiy IERE-aE B oM ME-BFR OZ
TR AL K7 B 2 G B
(Zf: R A%

BEMBHgIz %\ T Amoxicillin & Clavulanic acid ® &% T %% BRL25000 iz -2\ Thidt

L7

1D REEISBONI S aureus, S.epidermidis ic}3 %5 Amoxicillin 8%l &, Amoxicillin
& Clavulanic acid FRIC X B HME N X RN Lo BB TIX 3. 13ug/ml LT TN REHEL X

his

2) 7, biz BRL25000 * B # & L Amoxicillin & Clavulanic acid ® Mg & LKA
BERKR LR, Amoxicillin & Clavulanic acid (22IF—FDBEHL CRIBEOHRE <5 — v

L1

3) EERHE UTHBRIE 28 SlicfERA L 24 f (85.7%) whHBBIY TS, BIFBELTI

BhziER, 4ICBEDOEBEELY R,

BRL25000 {* Amoxicillin (LI F AMPC) ¢ %HvY —
F » APTFERT CRBAR X h7c B-lactamase PLEHTH B
Potassium clavulanate (LA F CVA ) » 2:1 o & &
HThs, Figl R THERY Lo CVA oFE4IC X
b, B-lactamase EAR X L Tik AMPC B X h &
hiHEDZ L2V vwbhTw 3,

SEbhbhi EEBFEIRC ST, KA OEBM -
BERNRHYIT-7=DT, TOREYRET S,

I. #8 & F &

D MEFHRE

TR X WIS hio S aurcus 27 ¥k X
W S.epidermidis 26 fkiz-o\~T BRL25000 D &/M%
BiHIL#&E (MIC) % Ampicillin (ABPC), AMPC %
MBCHIE Lico B H7c»Tik S aureus TIXH
RLEREFLERED: (1968 FHIE, 1974 F£HET) O
BT, HE ALY Trypto-soya broth (=
v A1), REZHHITEREEIL Heart-infusion agar (=
v V) REHWI, S epidermidis i oW TITH LK
FTINIRDFREMILBE (MIC) FIEEHKITEY 0k
o Teo WE B & LT Mueller-hinton broth(Difco),
BB & LT Mueller-hinton agar (Difco) #*{#
Blio EEEEILE LT 108 cells/ml, 108 cells/ml T
i Lo

2) J 4 b kTS5 BRL25000 ¥ 5% o AMPC ¥

XU CVA o MiEFFBE L KHEBE

Wistar 28 5 » +~ (200g Bij#%) X {EH L 7=

Beecham Research Laboratories X hiEf#t X+ 7- BRL

25000 pellet (potency 3 mg/pellet) > A\, 4pC1P¥
L LT 15mg/kg, 30 mg/kg, 45 mg/kg DHEETK
B L L CTEERCEPICRE L 30 4, 1,2, 4
R I =— T A R T, BEEIR X D &ML,
FERHCHIE LR YR Lic, KMIETHBYBRE
L7, $THIYIL, 228 (v/w) ® 0.1M citrate
buffer (pH 6.5) T polytron EE K€ = F+ 1 H—
ThE Uk — b, 10FHEAE, 4°C, 10,000 rpm 30 4
Mhsb L, EExERRE L, MBRXERS » FOET
2REFRLTRAB L Lico REHIERE —70°C RFF
L 18RRI BERNTE * 17 - oo {EAEML Anti-
biotic medium No. 2 (Difco) *H\ 720

AMPC DBERIEICIX, Micrococcus luteus ATCC
9341 X RRE L T2 HEMFC L 5 AEPIREDOZF
Ex AV, —f CVA ofiEcit, RBREELT 8-
lactamase ZE4 D Klebsiella pneumoniae ATCC 29665
RV, O ULbEEidic Benzyl penicillin % F#&
B 60 ug/ml 2B X5 ICEALTRE, CVA X
% P-lactamase DFEMFAEIC X H 4 3% BHIEMHOER
RET HEREMBEC L DAREREE R0 BR

Fig.1 Chemical structure of
potassium clavulanate
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RPFER R R E Lico AR B, il 5 6, MY
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Vv R 2B 28 Kl THH1o, B E5HEEL BRL
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aU), 33 (1.125g/day), * 224884 DR

Fig. 2 Sensitivity distribution of clinical
isolates S.aurcus 27 strains (108
cells/ml)
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Fig. 3 Sensitivity distribution of clinical
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Table 1 Serum and skin levels of AMPC and CVA after oral administration of
BRL25000 to rats (45mg/kg)

Time(hr.) 1/2 1 2
Drug AMPC CVA AMPC CVA AMPC CVA
1 8.20 3.55 4.98 0.48 2.03 0.33
Serum 2 5.50 3.20 6.15 1.45 4.85 0.30
(ug/ml) 3 5.80 2.90 6.48 0.96 5.80 0.21
4 4.25 1.65 7.50 1.18 3.35 0.12
M+SD| 5.94%1.65 2.90+0.68 6.28+1.03 1.02+0.41 4.01+1.65 0.24+0.09
1 1.52 0.46 2.80 1.88 1.38 <0.16
Skin 2 2.26 1.00 2.90 0.34 2.90 <0.16
(ue/e) 3 1.72 0.56 3.10 0.30 3.16 <0.16
4 2.22 0.86 3.86 0.40 2.16 <0.16
M+SD 1.93+0.36 0.72+0.25 3.16+0.47 0.73+£0.77 2.40+0.80 <0.16
Fig.6 Serum levels of AMPC after oral Fig.7 Skin levels of AMPC after oral
administration of BRL25000 to rats administration of BRL25000 to rats
(ug/g)
(ug ml) o 7t Organism : Micrococcus luteus
7+ Organism : Micrococcus luteus ATCC 9341
[ ATCC 9341 i
6r o
5- 5:
4 4:
3 3
2t 2
1+ 1r
S U S S Y T T et Iete? SP 0
0121 2 4 6 (hr.)

(hr.
r) Fig.8 Serum and skin levels of CVA after

oral administration of BRL25000 to

4, BRL2 .56 -
A L25000 i1 1.56 ug/ml e — 27 ¥ HT 5 1% rats (45 mg/kg)

HoffxRL, AMPC, ABPC Tit & iz 0.78 ug/
ml LIF & 6.25 pg/ml LU ED 2 HEESFHER LI, ¥ (ugﬁr_ﬂ or g)
o CVA i3 25 pg/ml o € — 7% AT 5 1O ik Organism : K1coslclue preumonie

TR Ltz 108 cells/ml #fE ¢ix BRL25000 it 0.39ug/

ml = 2%RL 1.56ug/ml L€ — 7 %K+% AM 3 — Serum
PCIu it L 2 BEREERIT & 7 » T\ B, S. epidermidis ===- Skin
D4 (Fig 4,5), 108 cells/ml @R BRL25000 i 2r

£0.1~6. 25 ug/ml =47 L AMPC, ABPFC » <0.1~ r

>100 pg/ml DA H~NBIF o BREM 2R Lic, 108 1+

————————

cells/ml #gfERHC L ABEREE A & b s, CVA L
108 cells/m] #ZfER%, 108 cells/ml &R & 4 1 6.25 3 L L
pg/ml we— 27 %KFT5 1igHOSMER LIS (hr.)
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Table 3 Clinical results of BRL25000 to
pyoderma

Clinical results
Diagnosis Total
Excellent | Good | Fair Poor

Furuncle 6 3 0 0 9
Furunculosis 1 3 1 0 5
Inflammatory

atheroma 0 2 0 0 2
Secondary

infection 1 2 3 0 6
Paronychia 1 2 0 0 3
Subcutaneous

abscess 0 1 0 0 1
Lymphangitis 2 0 0 0 2

11 13
Total  1(39730,) | (46.42) * o | =

2) o biekitd AMPC & XU CVA o MiFHg
B LRRBE

BRL25000 % A& /- b 15mg/kg, 30mg/kg, 45
mg/kg DRERTEOREHOMBEFRE & KNRE
TOWT, RPN HIE Lk % Table 1, Fig. 6,7,
8 i3, AMPC oo\ Tt MiERRE, RNEE
ELBERIMETY - 27icEL, HRRETOES
BEEDH 1/3~1/2 TH 1o CVAILDWTHEBETA
5L 1/2 BERIfEMEE 2. 90 wg/ml, KM 0.72 pg/ml, 1
EER{EMEE 1.02 ug/ml, FM 0.73 ug/ml, 2 BER{EM
% 0.24 pug/ml, K@ <0.16 ug/ml T MmEFRE 1T
1/2 BEffic v — 27 xR LAcAS, BRNEE 1M e —
ZicE LMBEDREDKH 70% TH -1

3) FREIKRUEE (Table 2)

FREJIDEERLE % Table 312382, RFLHTIZ
28 BlchE%) (excellent) 11 #) 39.3%, H%h (good)
13 Bl 46.4%, BRLLEDEHEIL 85.7% TH -1,
AMPC =545 MIC (108 cells/ml #88) % 25 ug/ml
LLEDMmE S. aureus 28I N7 15 BT, EZH7
B, %8BI, #EZXH0 THEZERIL100% TH -1 BIfF
HAELTI6ESR, 10ICEE 3SR
Abhtch, BELFIETD o L HEREMNTET
WFhd, TRRhRBHE LI, ¥, REMRCER
LB-ERRERECOVGCCIABHAEHDIRY B2
TR b ed - 1,

II. ER & LF

Potassium clavulanate (% Clavulanic acid (CVA)

DAYy ulET, CVA 3 Streptomyces clavuligerus

ATCC 27064 75 53Rt X9 penicillin Bic BT
AWtk s> B-lactamase [AEHHE T, ({EMBETHRE
HFHoic B-lactamase LA LTEDIEELE 5%,

[REEDC KT O KIS ¥ 5% S qureus L S,
epidermidis® = 2\ T AMPC Lt CVA o $tRMR
(BRL25000) % MM L 7-#5R, CVA N1 T, S
aureus, S. epidermidis & %z 10%cells/ml & 10%ells/
ml CIEEERC XD MIC {Hick2 ¥ X/, A
MPC 3 X 0* BRL25000 TixiEMi#RA = X b MIC {f
Tk E BB B To AMPC figt: S. aureus 1Tt L
T o BRL25000 o #i#/) & AMPC M it~ 108
cells/ml jflinso> MIC ffix 5 ~ 6 HREHE, 10%cells/ml!
EMIE T2 2 EBEDET % B 10°%ells/ml 1D
FNX DB R BT, S epidermidis Tit S.
aureus LT AMPC, CVA o+ 5 BRSHED
Rz E A, Rk 10%cells/ml #EMGRFIC X hEE R
REZuHREOMEE BT,

AMPC & CVA o #|&h 2: 1 DEAH (BRL25000)
5, rEOEELICEZD AMPC & CVA o fif
hREOHBILIIERBO 52— vERL, KMACE
WTLRE—EDRERTHFET S LRI,
5y FEBAORMNBEHEBIEGARMLHENL,
HHRE, BERACEVCTORIY, KRB, S+ FRL
5 BEMEEL Hh CVA DLBORKET AMPC k%
THHGETHAERDELBOND T LK X DK
FUTLHETRE LRI PRI N S, CVA D
Wk 0LLMOmEL b O BIEAILc <, BRL25000
DHEKRMERE L FHEXIRELLTRD L, 24T
85.7% &\ 5 EhIBRHE,BOH, AMPC txT
% MIC #% 25 ug/ml Ll E D fittE S. aureus HREER
ELTHBEIMIERICH LTh 100% OEHENES
bh - HIIHECET 5,

bhbhiz BRL25000 o H£BER, KRN X 1T
Vv, AFAIEE I E 194 £ A2 broad spectrum T
»h, EOTCRERS IVCERDENBOID L0 LHERE
L, BBEfEwst3 5 first choice £7chB 2 L D TH
HLEwmIND,

X [
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Antimicr. Agents & Chemoth. 13 (3) : 389~
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FUNDAMENTAL AND CLINICAL STUDIES ON RBL25000
(CLAVULANIC ACID-AMOXICILLIN) IN THE FIELD
OF DERMATOLOGY

Masao Suwaki, Masam1 Ikepa, Naoniro Kasniwa and Nozom: Nonara
The Department of Dermatology, Okayama University Medical School
(Director : Prof. NozoMt NoHARA)

BRL25000, a newly developed antibiotic formulation of amoxicillin and clavulanic acid, was studied
experimentally and clinically in the field of dermatology. The following results were obtained.

1) The in vitro antibacterial activity of amoxicillin alone and in combination with clavulanic acid
against S.aureus and S.epidermidis was studied.

Most strains of both Staphylococci were inhibited by 3.13 ug/ml or less of amoxicillin in combination
with clavulanic acid. Two to fivefold reductions in MICs for amoxicillin resistant strains were
observed for amoxicillin in combination with clavulanic acid than with amoxicillin alone.

2) Serum and skin levels of amoxicillin and clavulanic acid in rats were studied after oral
administration of BRL25000. The serum and skin levels of amoxicillin and clavulanic acid increased
evenly.

3) Twenty-eight patients with various skin infections (furuncles 9, furunculosis 5, inflammatory
atheroma 2, secondary infection 6, paronychia 3, abscess 1, lymphangitis 2) were treated with BRL
25000 orally at a total dosage of 1,125 mg administered t.i.d. or 1,500 mg administered q.i.d. Favou-
rable clinical results were obtained in 24 (85.7%).

Side effects were found nausea in 1 and gastro-intetinal disorders in 4 which were not so severe.



