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FEBER B} % BRL 28500 (Clavulanic
acid-Ticarcillin) oK

MHEREKS WARE-EREFE-JHE KB
BAERKRE LR EHE

Ticarcillin (TIPC) & Clavulanic acid (CVA) »f& Li-BSBHRAEWERK TH5 BRL

28500 (=2 TR ERIFEANICKET LT,

1) BERREYRE Y b SEEORE 7 Bicx3 5 BRL 28500, TIPC, CVA, cephaloridine (CER),
cefazolin (CEZ), cefoperazone (CPZ) » MIC #%#IE L7z, BRL28500 ©» MIC %o — 7
(¥ 6.25 pg/ml A0 T TIPC B b 2L h O » — 7 h B bhi, CER (15%, CEZ (33
%, CPZ (1182 Zh%h BRL28500 X h v — 27D MIC A& hote,

2) 3. bz BRL28500 % 200 mg/kg #IRMESE L TIPC % L0 CVA offifER XOKEAN
BEXY®RF L, TIPC @ 15 /3, 30 %, 1B OMEBEIEEIZ4 4« 147, 80, 52.5 pg/ml,
KEEPIEEL 55.75, 79, 52.4 pg/g (GBREE) (n=4) THY, CVA © 15 43#, 30 4%, 18
% OMmEFRE X4« 11.73, 4.3 pg/ml, N.D., HEPIEE L 5.65 3.45, 0.35pg/g QRER)
(n=4) THhoto 2BEMILRETIZEICBE IRk 1,

BRL 28500 (Clavulanic acid-Ticarcillin) x TIPC
& CVA % 15: 1 (Hffikt) 0&&CEA LEHSRAT
EMEMATH D, FANRESA penicillin RIEY
Bths TIPC r [B-lactamase [HZEH|TH 5 CVA 0
E&#chh, £ToHMD P-lactamase T L TEKE
tieh, ToHEAE TIPC X h BB LTWL5Y,

SEH « X AR SV CEBIRF 2T D
TIIRBET %,

I. %8 & F &%

D ERERAFREIvHBIhcBETHCXN T 5
BRL 28500, TIPC, CVA, cephaloridine (CER), ce-
fazolin (CEZ) %5 X 0% cefoperazone (CPZ) o MIC »
A BHERAERERAR, ABBRE O KE LS
EnDogE LcEE 7 50 Ba AL, ARy
FRBEENC I ) MIC ®BIE Lic, WERAEMmE L
T Mueller-Hinton broth (Difco), JFIERIEZH & LT
Mueller-Hinton agar (BBL) #f\‘lc, B E B 1
10° cells/m! "CZEHE L=,

2 Sy bE¥EiF B BRL28500 SR B EH O
TIPC % X0t CVA nfi¥Ess X O EPIRE : 200g #
Bov s 22— T, + O BREEBIRC BRL 28500
% 200mg/kg BIRPIR S 217\ BRI TIPC & XU
CVA o 3s X OB PSBEE & BITE Lo 523665 15 4,
0%, 1BSR, 2SR ICARER 4y 1B L LT
TURB T EBIR X hiRM L, REACHE LAWY
T VIETHEREBIRE L, ME BRI LERK

Ll BRERKETHEBRY IS A THRERMYIL, 0.1
M phosphate buffer (pH7.0) #2f£& (V/W) iz T
Polytron B AL 2 F M ¥ — T X h hEL 2 F M4 X
L, 1ER#ERR 4°C, 10,000rpm, 10 43fEit LT D
LERHRKE Lic,

TIPC DEEHI % 12 1L Antibiotic medium No. 2
(Difco) # R\ Pseudomonas aeruginosa NCTC 10701
HREBE L, i CVA o BERE < (X Nutrient
agar (Oxoid)+Benzyl penicillin % B\~ Klebsiella
pneumoniae ATCC 29665 #REH & LTHK ~ AEFHR
BRI TRIE L, HUAERBERFRL TIPC, CVA 3t
iz 0.1 M citrate buffer (pH6.5) # B\ i 7ok, K
EARBEIHE LICKEOBIBER S ICBRE L
1o

II. # £

1) RERERELVIHEINCRE BT 5
BRL 28500, TIPC, CVA, CER, CEZ % X0Uf CPZ o
MIC o444 : Fig. 1 1 MIC 0 2EiiE%~3T, BRL
28500 {3 6.25 pg/ml 1T — 7 R L, 12.5pg/ml LI E
OfERRIZ 9 Bk 18% THh-oto TIPC AL 6.25
pgiml 2 € — 2 2o, 12,5 pg/ml Lo i 4 B ik
23 ¥k 46% & Lizo CVA Tix3XT 12.5 pg/ml L)
ETHo7o CER Ti 0.2 pg/ml & 6.25 pg/ml, CEZ
TiX 0.78 pgfml & 50 pg/ml, CPZ Ty 3.13 pg/ml
& >100 pg/ml iz F R Fh € — 7 25D 2 0N s
AL, &AW OKRIT 12~16% Th -1,
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Fig.1 Sensitivity distribution of S. aureus (50
strains) (108 cells/ml)
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Fig.2 Serum and skin levels of TIPC after
intravenous injection of 200 mg/kg of
BRL 28500 to rats (n=4)

Test organism : Pscudomonas
acruginosa NCTC10701
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Fig.3 Serum and skin levels of CVA after
intravenous injection of 200 mg/kg of
BRL 28500 to rats (n=4)

Test organism : Klebsiella
pneumoniae ATCC 29665
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2) 5, hickiF % BRL28500 # R P &% o
TIPC % X0 CVA oMl X U K P9 # & : BRL
28500 %{kEhHich 200mg/kg D5 E THIRNES
th o TIPC 3 XU CVA 0liiEs L O KB AREBE S

Table 1 Serum and skin levels of TIPC after
intravenous injection of 200mg/kg
of BRL 28500 to rats (n=4)

Time (hr.)
Item No.
1/4 1/2 1 2
1 140 67 21 N.D.
Serum 2 185 58 33 N.D.
concentration 3 185 105 78 N.D.
(ug/ml) s | |9 |1 [N

Mean | 147.00 | 80.00 | -52.50
1 66 102 20 N.D.

Skin 2 42 31.2 | N.D.
concentration 3 49 N.D.
(ug/g) 4 |66 |5 |16 |ND.

Mean | 55.75| 79.00 | 52.40

N.D. : Not detectable
Test organism : Pseudomonas aeruginosa NCTC 10701

Table 2 Serum and skin levels of CVA after
intravenous injection of 200mg/kg
of BRL 28500 to rats (n=4)

Time (hr.)
Item No.
1/4 1/2 1 2
1 9.2 | 4.2 N.D. | N.D.
Serum 2 9.2 4.6 N.D. | N.D.
concentration 3 18.5 4.6 N.D. | N.D.

(pg/ml) 4 [10.0 | 3.8 | N.D. | N.D.
Mean | 11.73 | 4.30

1 | 62 [ 31 | o028 |ND.
Skin 2 | 5.1 0.42 | N.D:
concentration 3 5.1 N.D.
(ug/g) 4 | 62 |38 |034]|ND

Mean| 5.65 | 3.45 | 0.35

N.D. ! Not detectable
Test organism : Klebsiella pneumoniae ATCC 29665

TREBSEICRITE LickER % Tablel, 2, Fig.2, 3 R
T AEDEHETHRS E TIPC » 15 4, 30 4, 1
RS I 5 BRI 147, 80, 52.5pg/ml T, Thth
VAT 2 B P EE I 55.75, 79, 52.4pglg ThHY,
CVA @ 15 4y, 30 4y, 1BSRS#E OmMBRER 11.73,
4.3ug/ml, N.D. TERERICHLTHEBARER
5.65, 3.45, 0.35pg/g Thotco 2% TIRTAT
BH X high -1,
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1. # ®

BEEEE THEOS L OHAERICH T AL, RIE &
o TE VY, 25 v ) vIHHEEEZE (MRSA) O
Mhr7er—X7, 7IRTETCEY, SEKx2 AUE
Ltz TIPC » MIC % 6.25pg/ml 2= 27h50,
12,5 pg/ml LA EDOMHERRDS 46% b RA K, THhITH
L, B-lactamase [HEH|TH% CVA & TIPC & DELE
#C% % BRL 28500 (1. 12. 5 pg/ml L _E Ok 18%
¢ TIPC MMl LEEHE->T\v b LA LED
MIC ¥ — 713D 6.25 pug/ml FHETH bH, F—iit
Rt 7 = 2%THB CER, CEZ, CPZ izl b5 LW
Mg - T b, DT EH 6 BRL 28500 13 TIPC ¥
B VEETEOMERIRY T 52, EROE—i
Re7 = aFitd HBRBE MIC ¥ — 7 3EVEBER
HYELMERLIE N &0 0, BAETERPEICK W
TRE—FIRF L L oM HE—tRe 7 = 2FicE
AEBbh3,

BRL28500 # 5 », b iz 200mg/kg HIRAIERE L7k
o TIPC DEEHNEEIT 15 A% CiEEE O 1/3, 30
AHEB IV BRRCIOBERE L IISEEOERXRL
Foo DBTE 4 X ES A € 7 = 22 FH cefotiam(CTM)®,
CEZ, cephacetrile (CEC)", ceftezole (CTZ)®, o35
y PRBTHMER LORKBRBEOKRF ZITVWHRE L
o BEBIXTNT 20 mglkg “THTEIL TT » Iofcd ik
B BILTE o\ Ay, BRL 28500 0334 TIPC D
BABREIZEGTIELDEZITAEVS DD, FHET
2BE 30 kL 1S CTOERE L AREDERE Y
RoTky, ERAEHIVEE~OBTABRIFTH
D, EERTREMEEEDLDLBbh5,
BBERCAELT 73 FBEHDOTROY v AFLKD1
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filz. BRL 28500 1@ 1.6 g # 4B &EK 20 ml (2 4557
L, 8- #2E:9 BEEELRREHOEZEERL B,
EWERIXERD e hr 5 1o
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BRL 28500 IN DERMATOLOGY

Masamr Ikepa, Yasvo Yamamoro, Hirovuk: Tamaxkr and Jiro Arata

Department of Dermatology, Kochi Medical School

1. Minimum inhibitory concentrations of BRL 28500, TIPC, CVA, CER, CEZ and CPZ against 50

strains of Staphylococcus aureus isolated from infectious skin lesions were studied.

The peaks of

MIC distribution profile were at 6.25 #g/ml in BRL 28500, at 25 pg/ml in CVA, at 0.2 gg/ml in CER,

at 0.78 pg/ml in CEZ and at 3.13 pg/ml in CPZ.

2. Serum and skin levels of TIPC and CVA were followed after intravenous injection of BRL

28500 at the dosis of 200 mg/kg in rats.

and were same as serum level at 0.5 and 1 hour.
minutes and was same as serum level at 30 minutes.

Skin levels of TIPC were 1/3 of serum level at 15 minutes
Skin levels of CVA was 1/2 of serum level at 15



