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RS BHEIRIC 33135 BRL 28500 pEHEAY - FERAT# S

AEE—--FHEER - KRHERE
b REH A

B Z-AHB—
ERAB 2 ) 7 ALK

BRL 28500 3. p-lactamase B #| T % clavulanic acid (CVA) & ticarcillin (TIPC) %
1:15 (Offitt) D& & TRE LIEHBRENE Th b, ARIOKBRILE, HEH BEDHR
s &R LT OE 2187,

EHRB T M %% 7o B 1, BRL28500 1.6 g % one shot T L7-# D TIPC,
CVA DREERRELL, MAFEES 30 HMEZE— 7 2B LEORS LT, 1BRELE— 2715
9, TirXh 20.6+6.07 pg/g, 1.30+0.55 pglg WEEL, LI 123 B, 1.17 sl Ty, &
o THA Lo RE~DOBTIL TIPC THMFEED 29%, CVA T 39% L BIFTH -1

R BED S. aureus 106 #kD 5> % 88.7% 1t B-lactamase pE4#kT, TIPC, PIPC i3Sk
tEER 23 77 #E L 72 7%, BRL 28500 (% TIPC iz LT 2 BME, PIPC ioxf LT 2~4 BREZAL4T
BEME %R L, B-lactamase gE4 94 #keb 77 # (81.9%) »t TIPC 1od LT 100 pg/ml Ll E
DOMIC #/RL7chs, CVA %4 L BRL 28500 ixf LT3 2 BB/ E W fED MIC Lic-
o

MREE 4 0, BUBEE 30, TEEE 26, {CLIEMTFES 2 6, BRiEBL2 01, MIRIBE
1O, MEEECH ) PREBRIEL G, THEEEHL 1, B 1Moz 17 flic BRL28500 %
3~21 H (FF# 8.2 B), ##&%5& 8.0~124.8g (F#y 29.6g) ®#E L, HERED 1 PI%
BR\ 72 16 Gy, Eh2 61 (12.5%), A% 13 4 (81.3%), &%) 14 (6.2%) THIEIT 93.8%
Thot

BIfEA & L TSR FTSREREE % L7c 1 §lic GOT, GPT p—f LR #3bton, b

E# 4 BRECERBEE - 100 FOMICIXEERIERIZRD feh » oo

BRL 28500 i3 3% Beecham # T R = £ Iz,
Streptomyces clavuligerus ATCC 27064 o g4+ %
B-lactamase JE# ¢ % 5 clavulanic acid (CVA) &
BR~N =) v REEWE T H % ticarcillin (TIPC)
*1:15 (i) o#ACRALEESRNEYET
5%, KANL CVA » P-lactamase k RATHAYIC L
LT, toFE2BETAMME2n5, CVA & TIPC
EOMAR LY B-lactam R R0 EE R L
TYRE N AT A LB E LT3,

4H, bhbhix, BRL 28500 it L CHMIE -
RH - BEHERCRIE L s KEERA~OBTS L O
BRAMBCHT 2B NORELFTS & & bie, BK
ARERORRIE 17 e+ 5 ERYRORT % -
DT, UTe20omHErBET %o

I. REESB~OBIT
D x%
kEBERE AR TR TCEE R 2T

{KE 47.9kg~70.5kg DRABE T, AT OITHEE,
BRI EDRETRERXRD D -5 Ble g s L
7o

2) He

ffffic BRL 28500 1.6 g % one shot TEEL, &5
#% 30 4, 1BSRE, 2B5R, 3RSRGCERI & BRI
% 28BS OB T - 7oo MBTMEN R, K
IEBREOREYE S E LD, BEHiz—70°C THEERT
L, 2 BRILIMCBERIE %17 - foo BB I RoRsk, T ik
HIEZT, BRTHEYIL 7o © % 0.1 M citrate buffer
(PH6.5) THSEIZH R L, AE LA S polytron
homogenizer {Z X » homogenize L, 3#.0%5E(10, GCO
rpm, 15min. ) X » TH LR B2k E Lic, 3
FIREREXHE» » 7HEC X DTV, REE I TIPC
X LTk Pseudomonas aeruginosa NCTC 10701 k%
%, CVA @t L T Klebsiella pneumoniae ATCC
29665 BRuFiv oo BRAEME OIERICY b, (MrhimEEm)
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Eicite PIEY, EERBERE L 0.1M citrate
buffer (pH6.5) #H\ o

3) ™R

BRL 28500 1.6 g % one shot # % D TIPC DIt

Fig.1 Concentrations of TIPC after BRL 28500
1.6 g i.v. administration (#=5)

B L EEPREY Fig.1, Tablel i, CVA ofidig
B L EEMIEEY Fig.2, Table2 iR Lz, TIPC 0
MARE R ES 30 it — 7 %2RL, KERBER
BEHIBECE - 7234060, 50lOFHEThHhE

Fig.2 Concentrations of CVA after BRL 28500
1.6 g i.v. administration (n=5)
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2 «
2 T} :1.11hr. s
k] AUC:503.75br. 4g /m] 3
=
! T :1.06hr.
10k i T \\\\ T 1k AUC:10.23 hr.ug /m?
SN TY G123
\? AUC:36.92 hr. #g/m!]
i TY :1.17hr.
! I AUC:2.15hr. g/ml
L i
1
1
1 1 1 1 !
1 1 1 1
T— 1 5 Ry 01— ) 5 ()
Time Time
Table 1 Concentrations of TIPC after BRL 28500 1.6g i.v. administration
Case Serum levels (xg/ml) Skin levels (ug/g)
B.W.
No. | DB | g 0.5hr. | 1hr. | 2hr | 3hr | 0.5hr. | 1hr. | 2hr. | 3hr
(yrs) (kg)
1 55 F 48 130.59 79.08 33.94 20.17 10.29 21.80 16.55 6.28
2 77 F 51.5 149.66 | 114.28 60.80 36.19 21.63 28.98 15.52 14.15
3 59 F 65.2 100.72 52.73 36.05 20.00 26.45 20.16 11.44 5.89
4 43 M 70.5 96.01 63.79 32.19 16.62 26.29 20.17 15.42 3.67
5 60 M 47.9 70.91 44.07 25.96 15.30 8.43 11.91 8.60 3.03
Mean 58.8 56.6 109.58 70.79 37.79 21.66 18.62 20.60 13.51 6.60
S.D. +30.85 | £27.61 |+13.40 +8.40 +8.70 +6.07 +3.37 +4.4
Table 2 Concentrations of CVA after BRL 28500 1.6g iv. administration
Case Serum levels (ug/ml) Skin levels (ug/g)
No Aze oo | BWl e | 1n
. (yrs) > (ke) .Shr. r. 2hr. 3hr. 0.5hr. 1hr. 2hr. 3hr.
1 55 F 48 7.25 4.10 1.99 1.19 0.77 1.37 0.87 0.39
2 77 F 51.5 7.84 5.80 3.41 2.25 1.38 1.95 1.16 1.15
3 59 F 65.2 4.87 1.69 1.19 0.43 1.85 1.18 0.53 0.38
4 43 M 70.5 3.99 2.57 1.25 0.59 1.18 1.53 0.53 0.19
5 60 M 47.9 3.23 2.48 1.46 0.89 0.36 0.46 0.37 _—
Mean 58.8 56.6 5.4 3.33 1.86 1.07 1.11 1.30 0.69 0.42
S.D. +2.02 +1.63 +0.92 +0.72 +0.57 +0.55 +0.32 | £0.4

— . Not detectable
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BT 109. 58ug/ml, FFEPIREE T 20.6ug/g &\ 5 ER
Fllo KREMBENE — 7 %7 LicRE 1 % T
TIPC OEEWBE TMFRED 29% TH-»7o TIPC
ORI 1.1 B, REAIEBEOEEMIT1.23
BETH-T

CVA omifkx IUKENRE R TIPC LREEC, M
hEEO Y — 7 X E% 30 ST, KERBEO Y -7
BRES 1A bR, ©— 7 {E25 floFHE TR
shBEEIL 5. 44 pg/ml, RERIEEL 1.30pg/g TH-
#o CVA iR 1. 00 KR, B POiLEE 3
i 117 BRI THh - Too KEMREVE— 27 1CET S
#E1BEEO CVA ORERREILHIRED 39%
Th-To

1. # [:3) 5

D RWEHE

B%1 59 £5 8 X hFEF 60 45 B ¥ ToOMIT, duiE
EAFHRI BB JOHRIE 2 ) 7 ARBREDABRE
EnLYBEI Wi Staphylococcus aureus (S. aureus)
106 ¥izo\ T A ALFEREFE L BRI €5 T BRL
28500 DR/NEEHIEERE (MIC) R2RIE Lic, Ak
TIPC, TIPC+CVA 2.0 pg/ml, piperacilin (PIPC),
methicillin (DMPPC) wxi3 2% MIC % ff& CHEIE L,
HEBE Ui, HEER Y 108 cells/ml 35 X O 108 cells/
ml Tff»tco ¥, AOREED f-lactamase EARED
H#E% nitrocefin EVZ X D AIE Lo

2) R

S. aureus 106 ¥ » 5 B, B-lactamase ZEARRIL 94 £k
T 88.7%, JeEAMT 12 #%T 11.3% ThHh-o7To S
aureus 106 B4k & B-lactamase FEH 94 FRizow
<, BRL 28500, TIPC, TIPC+CVA 2.0 pug/ml, PIPC,
DMPPC x5 RREMRE S %k Fig.3~6 R L,
P-lactamase EE4 94 #kizo\ T, BRL 28500 » TIPC,

Fig. 3 Sensitivity distribution of isolated
S. aureus, 106 strains (108 cells/ml)

%)

10k — BRL28500 _
. | ——TIPC
§ gk TIPC+CVA2
5 L PIPC
:‘ sk —— DMPPC
2 -
2 40+
E L
5
© 20[:
""""""""""""" (ug/ml)
1 1 L e 1 i1
MIC[E0.1 0.39 1.56 6.25 25 _ 100400 >300Tora)
Drug 0.2 0.78 3.13 12.5 50 200 800
BRL28500 3 2 12 4 16 46 21 2 106
TIPC 3 9 1 5 11 24 44 9 106
TIPC+CVA2 1 3 5 4 8 18 43 20 4 106
PIPC 1 1 6 1 1 68 4 82
DMPPC 4 4 5 18 7 27 4 12 1 32

PIPC oRZMHHHEI% Fig.7~10 iz/m L1,

S. aureus &{kizxt3% BRL 28500 o MIC H7hix
108 cells/ml # fiz 35\~ T 1.56~200 pg/ml &[5 5 FH
CoFLIch, D 78% X 50pg/ml LAF iz # L
TIPC, PIPC wiki#z LT #92 BB, DMPPC = H B¢

Fig.4 Sensitivity distribution of isolated
S. aureus, 106 strains (108 cells/ml)

(%)

100 —— BRL28500
= | — TIPC |
§ gof - TIPC+CVA2 i
g I PIPC II
s 6} —— DMPPC !
g 4or /
S r ;
20k — 4
r ) '::,.._‘. i ) l(m;/ml)
MICIS0.1 033 1.6 6.25 75 100 400 600
Drug™ 0.2 0.78 3.3 125 50 200 soo | ot
BRL28500 2 2 12 2 3 2133 25 6 106
TIPC 2 1 1 7 6 4 6 7 5218 2106
TIPC+CVAZ 3 3 4 8 9 18 14 35 12 106
PIEC 1 1 2 1 3 21260] 82
DMPPC 3 4 1 3 2 17 3018 4] 82

Fig.5 Sensitivity distribution of isolated
S. aureus, 94 strains (108 cells/ml),
B-lactamase producer

100 —— BRL28500
o F —— TIPC
§ 80F ------ TIPC+CVA2
R PIPC
® €0F —— DMPPC
3 4o
g L
o 2k
T N )
MIC[E0.1 0.39 _1.56 6.25 25 100 400  >E&00iT 14
Drug 0.2 0.78 3.13 12.5 50 200 800 ota
BRL28500 1 6 4 14 46 21 2 94
TIPC 2 1 5 9 24 44 9 94
TIFC+CVA2 1 2 8 16 43 20 4 94
P1PC 1 1 6 1 1 68 4 82
DMPPC 4 4 5 18 7 27 4 12 1 82

Fig.6 Sensitivity distribution of isolated
S. aureus, 94 strains (108 cells/ml),
B-lactamase producer

(%)
100
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-« | — TIpC
T — TIPC+CVA2
§ I wee PIPC
s 9 —— purPC
3 aor
ER
3 20k
r - - ) .(_.'g/m])
= 5 5 5 i <%0
Dror IO} 072 78 %% 18 P12 5™ 50 ™% 200 ™ sap U Tere!
BRL28500 1 5 2 2 2033 %5 6 9
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Fig.7 Cross sensitivity of TIPC and
BRL 28500
S. aureus (94 strains), B-lactamase
producer
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Fig.8 Cross sensitivity of TIPC and
BRL 28500
S. aureus (94 strains), B-lactamase
producer
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BRL 28500 MIC%yg/ml)
LT# 1 B BB F A % 7~ L 7o, BRL 28500 &
TIPC+CVA 2.0 pg/ml i3, RISABREDCEM ¥ L
oo = OfFEMIL 108 cells/ml EfEICR\TEE LD,
CVA %P4 L7- BRL28500 % Lu¢ TIPC+CVA 2.0
pg/ml (%, PIPC iihliz LT# 4 B3, TIPC, DMPPC
B LT R0 2 BB UERIEME R R L oo B-lacta-

Fig.9 Cross sensitivity of PIPC and
BRL 28500
S. aureus (82 strains), B-lactamase
producer

MIC (pg/ml) (10°cells/ml)
> 800

800
400 3 1
200 193820
100 1
50
25

EIZ.S 1

P6.25
3.13 1]2]1]1
1.56 1
0.78 1
0.39
0.2

0.1

=0.1 0.39 .56 6.25 25 100 400 >80
0.2 0.78 3.13 12,5 50 200 00

BRL 28500 MIC (g/ml)

ra

Fig. 10 Cross sensitivity of PIPC and
BRL 28500
S. aureus (82 strains), B-lactamase
producer
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108 cells/ml T, 94 #keh 77 # (81.9%) o#at TIPC
it LT 100 pg/ml L ko> MIC %55 Lfcas, CVA %
fi24r L7z BRL 28500 1o LCiEf 2 BRf/h X WED
MIC &7/go 7, 108 cells/ml DB A TH 94 FkF 91
# (96.8%) = BRL 28500 »: TIPC X b dERTV
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120 PIPC L ORRZHEHEBIIL B-lactamase EE4EFK 82 £
N TET - Tohs, 108cells/ml ¢ PIPC b LT 200
pgfml LIED MIC finRTEERME: 82 #b
72 % (87.8%) HELK, L»L, ThiAL BRL
28500 Ti% 82 #keh 60 Bk (73.2%) #% 50 pg/ml LIF
i MIC 234374 L, PIPC & B Wit # ¥k 72 ¥k 51 #k
(70.8%) »% BRL 28500 1=5f LRAZ AL T AEMS A D
hizo 108cells/ml T4 82 #krh 81 #k (98.8%) TAH|
2 PIPC X W EBRI-RREMRR L,
III. BB BK A9 % &

D) RREFE

B 59 £ 6 AMHEEFN 60 £5 A% ToMic, duiE
EAEHBAEHS X OTUBANEL 2 £ 9 7 ARBLICABE L
7eE% 17 flic BRL 28500 %##5 Lic, FEFIDOARIT
Table 3 RT3 & 5 KiREE 4 0, 2VMBEB 36, I
BB 2 0l LIBMEFIRS 2 4, BEVAMEEETL 2 6, itk
BB 101, MEERCH> PRERPELR, THEEEH
S10, BIE 1A 17 fITh B, EED L 19~91
B CF# 48.5 &%) THHM 12 fl, TS5 HITH -1,
BEEX 1.6gx2 E/EA 15 fl, 3.2gx2 @/H 2
BT, BEHEILHL HER 100ml THEMLEL 60 5
B TRMBHBIE Lic, #E5HMIX 3~21 H (F#58.2 H)
T, BB E5EIX 8.0~124.8g (FF# 29.6g) THh -7
21 BEOH 5% 1fEf] (Case No.17) 13, F¥ &
REC X ) ARETTS XOEBERCEER 50, &
RERKBEBEEOFRNER 2V RAMORL X hER
40°C Y boRk#tr X 7= L, 2EDFH (debridement
LBEBREM) %17 - ERTH %,

FEBRERMOBRBEDOPFIL, S. aureus 8 f, S. epi-
dermidis 3 9, S. aureus+ E. yaecalis 1 ji, coaglase(—)
Staphylococcus sp. + Streptococcus sp. 1 ), coaglase
(=) Staphylococcus sp. +E. Sfaecalis 1 f3], S. aureus+
Enterobacter sp. +P. aeruginosa 1 ff|, S. aureus+En-
terobacter sp. +Proteus sp. 1 |, P.aeruginosa+Ci-
trobacter sp. 1 BITH -7

RADROHE R, F#h, HMmMBRKE Kk AEOK
R EHREIcEBEL LT, KEREE 4~5 5L
Rz hbrZRcHEI R D DRER), 6 ALl L%
BELTRAOZELBD bhizb D% ES, 6 BLLE
BLTLECHERRDO NI, 5T b D R LHIE
Lz,

EffBicov T, BREERTTROE,, BEi%
R—BEER R % 1T LB Lico

2 K &

FEFCR$+ % BRL 28500 DEERAE T, Table 3 1z
WLkl hThb, A#HE 3 BB GOT, GPT o

LB X D EREFIE LICKES 4 2R\ 16 FEFIITD
WTHERSHERHE LIE 2 5, EH24 (12.5%),
A% 18 f (81.83%), #&%h 101 (6.2%) TH %) F X
93.8% TH b, fLFIEZIF9 Flsh TiX Case 1, oxaci-
llin (MPIPC), cefotiam (CTM). Case5, minocycline
(MINO). Case?7, fosfomycin(FOM), cefaclor(CCL).
Case 8, cephalexin (CEX). Case 10, CCL. Case 12,
TIPC. Case 14, cefatrizine(CFT). Case 15, ampici-
llin (ABPC). Case 17, cefotaxime (CTX). %1
Bl BRI 8 PITHLEK100% ThH-1o Tio, MEFEH
R TIT 16 Gl 9y (56.3%) THEHOMEHRAICH,
BRIKENCEZ I\ LBER Th - iEGI TS, FEFHIS
BUMLIEFHFERAL (Case No. 6,10,13,14,15,17) Tiza
FIBE DI X » THRERBEOHEEIZL LIIgh > 1o,
L L, WIEhOERSBRERIBEL, ToOBEK
i, ZEMRCL > TEBIEBEIN B LI »TH
%k Lico Thicid, BEFEESYH > REESE A
BRI & ORYYE L3R /¢ b surgical debridement
X THIEAREYRE L, HMEFHC X > TEEEH
TECHEE - BEIN DX CHOMEA YLD LIEH
THAHEVIFHRERERC AN TR b g,

FEIB SRR ST B ERBRER Rico\ T Table
4 WRLIAS, KRB DEF TREERED D > T,
fEF 4 TAFIHBEH 3 B Biz GOT 84—323 K. U, GPT
112-331 K. U L LR LESHFIEL, #5FIE%4H
Bicix GOT 36, GPTT79 Ltz Lizs L L, KEEFI
FERER 1 » AR TN F RS IR Es
CLTBY, FEBRECI->TERLIEI LN E b R
7o FECIS THAFEEH 3B B GOTS57-71 & L §
Lichs, B O T—BEETH 722 Enb, KAl L
DRRBAGRIEENTH 5,

Iv. = =

N2 ) YRBIP €7 = %D B-lactam FBHAEF)
i, BERBEBRERAIRTVWA, ThbitR|ofE
RIS MR OB ER ER X 7eRIE L - C
Vo f-lactam FZIUEFICH T HMMIL S T ABKE,
PEEE & LI KE D2 E D LT 5 B-lactamase 1T X
BIKFETHS EIRT B,

BRL 28500 i B-lactamase [ £ #| T &% CVA %
1:15 o#Eif T TIPC CEA LIcEHANENE TH
%o CVA 231t~ =>) > — ¢ Fl B-lactamase »7RE]
BRCHEE L, TOBREEEXATRELL, TIPC 5
€7 7 r ARY 5y —EH B-lactamase L ERIL T B
TH#N7x penicillin RAEYETHHZ &b b, £ T
DHD p-lactamase 1Txf LTEET, SHGEESD
B & 7c»> T % B-lactam RITAEFKITHER R LTHE
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A After

B : Before,

HTHRWHENEETH EELLI DY,
BRL 28500 nEEARE, HEN, BRPE L L
TERIEOWT, UTEFOEBYHAARS,
1) HERERE
BB AFVRNF TSR TR XTI
#5411z, BRL28500 1.6 g % one shot TEHE L7tk
D TIPC DEBREE X, MEREH 30 HECE — 7
¥HELEOH LT, 1EEEce—2%%F L 20.6%
6.07 pg/g DIEAEB SR, LUk 1.28 B0 T, 23
S TED Lico 21, ZOBROKEH CVA EEH#B X
TIPC oFxh LiZIFA%E T — 7{Ei1x 1.30+0.55 pg/g
TL# 117 B0 Ty b - THEA Lo CVA &
TIPC OREHIM A EETL1:20, KEABRE T
1:16~20 TH b, FE~DOBFTIE TIPC ThFHEED
29%, CVA T 39% T, =0 TIPC DEE~OBTE
20% L\ O {EIE, BEOLIHT-LRRDORRIZET S
TIPC OEBEANDOBITR 64% CHET 5 LIEFXTH %o
L LBIERE E LTUW Ay F L e b &EDEVA
HHZ L, ¥FSEOBKRATIETMET &5 &6
T, BHERE: TT - 1054 & Tix, TIPC 0FEF~O®
TENRERLDZ ERRELHBINDD, ZORITOWT
BARETIZELA TRV BRAE LTSEER
BOHFET CTX »HE LEBEANOBT 2B ICBEY
T3, EE~OBFRITHY 15% THbH, CVA, TIPC
LLREE~OBTIL CTX L h I BIFTH- T
2) WEN
B 1 FRCABRFOR Y IE B E1OHBES RS,
S. aureus 106 $kD 5 % 88.7% I3 B-lactamase EEARE
T, TIPC, PIPC i3 EEMAEMNHFFE Lich, BRL
28500 (¥ TIPC 1= LT 2 BB, PIPC wwixf LT 2~4
EXPERR\HUBTEME 7R Lic, B-lactamase A 94 #kh
77 ¥k (81.9%) % TIPC 1=xf LT 100 gg/ml LS Eo
MIC #%7& L#=#%, CVA %fEl4 Lic BRL 28500 iz L
TITH 2 BRFE/NX D MIC & 757z, BRL 28500
1.6g R TIPC EE oY — 7{EI1X 2528/ ¥T
FELTHLY, YbhokiT 5 K 2 B EC LT
TIPC BT LA EREXI/T A LA TE 2
VLo LML, TIPC iz CVA %f4 L7z BRL 28500 T
%, TIPC BMOBATHN, H4ECHENI HEEE
nTWB0DT, TIPC OFBHRIEE 12.5 pg/g kD
E%x 2B B LT A E ¥ ERT 5 &, Bl
Yuir FOEBREST AMEY FYREREE IR LT
BRL 28500 \JERZEEZFHETEHLELXL DN D,
3) ERIRABUE
BRL 28500 5 %17 » 7cRHE 17 Bl 5 b, HER
BED 1 FIxBRTc 16 fid, Exh2fH (12.5%), B
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13 I (81.3%), &% 14 (6.2%) THZHEL 93.8%
Th T, MEBEFMERTIL 16 FlF 9 F] (56.3%) T
BOWKE R, MAIRDHAIBTELAEHTH-

tection of B-lactamase by using a chromeo-
genic cephalosporin substrate. Antimicrob.
Agents Chemother. 1(4) : 283~288, 1972

) . 2) HHARK WEHE—B, KHRE, SEmMs,
o HEIFRETH T, HAEDEORE T CRIED B MRABHERE 3105 Ticarcillin Og
LETHEAIELIENE LN LIXYURTHDHY, & By - ERIKAIBESo Chemotherapy 25(9) : 2681
HBEILWIHENT S EEX LN B S VY ERERLIE ;2689, 1977 )
LT, A#FD CVA BE X5 TIPC ofiEH D 3) THER kﬁﬁﬁj KMR—, FHLZ, 55
I /_ K #E, fb: Cofotaxime D EEABF L OWTOR
BB IVEEA~NORFABIHALE 225 &, BRL %o Chemotherapy 34(2) : 165~170, 1986
28500 DB HAE I N D, BIfFB RO VTIE, 4) HUNTER,P. A.; K.COLEMAN, J.FISHER & D.
GOT, GPT O ER¥RIcb DN H»Tco BEHETIFEELE TAYLOR : In vitro synergistic properties of
BEAYETHENCOWUL, HECREGTHILEND Clavul'anic .ac'id, with ar{lpi.cillin, amoxycillin
i and ticarcillin. J. Antimicrob. Chemother.
BEEX Do 6 : 445~470, 1980
x & 5) # 33 MHKLFREYLRS, FEo v £y

1) O’CALLAGHAN, C.H.; A. MORRIS, S.M. KIR-
BY & A.H.SHINGLER : Novel method for de-

- BRL 28500, 7T, 1985

FUNDAMENTAL AND CLINICAL STUDIES ON BRL 28500
(CLAVULANIC ACID-TICARCILLIN) IN THE FIELD
OF PLASTIC AND RECONSTRUCTIVE SURGERY

Ken-icu1 Homma, TEetsunort YosHipa and Takeniko OHurA
Department of Plastic and Reconstructive Surgery,
School of Medicine, Hokkaido University

Hiroyuk: Sucano and Kouicur Honpa

Memorial Institute of Plastic Surgery

BRL 28500, a formulation of the antimicrobial agent ticarcillin (TIPC) and the f-lactamase inhibitor
clavulanic acid (CVA), was evaluated to establish its distribution to the skin, antibacterial activity
and clinical effect.

Following intravenous administration of BRL 28500 1.6 g to patients who were about to be subject
to full thickness skin grafts under general anesthesia, TIPC and CVA showed high serum and skin
concentration levels. The maximum level of TIPC and CVA in the serum was observed 30 minutes
after injection, the value was 109. 58 u#g/ml and 5. 44 zg/ml respectively. However the maximun level
in the skin was observed 1 hour after injection, TIPC value was 20. 60 ug/g and CVA value was 1.30
©gl/g. The ratio of the skin level to the serum concentration 1 hour after administration was 29%
(20. 60/70. 79) for TIPC and 39% (1.30/3.33) for CVA.

The antibacterial activity of BRL 28500 against 106 clinical isolates of Staphylococcus aureus was 2
tubes superior to TIPC and 2 to 4 tubes superior to piperacillin.

In clinical studies, BRL 28500 was administered at a dose of 3.2g to 6.4 g per day for 4 to 21 days
to 16 patients with skin infections. The clinical effect of BRL 28500 was excellent in 2, good in 13
and poor in 1 case.

No adverse reactions were observed and in laboratory findings, only one patient who had a history
of liver insufficiency, showed a tentative elevation of S-GOT, S-GPT and total bilirubin level.



