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BRL 28500 (Clavulanic acid-Ticarcillin) = B35 B - BRI

Bl #BAPAK-REEX S EZ
RERBSH
P % 3 —
RERBEPE

Penicillin 24 #| Ticarcillin (TIPC) 1.5g = B-lactamase fAE#| Clavulanic acid (CVA)
0.1g #pnx 7:4%| BRL28500 1.6 g o#aEAIxAV., StEEBE %95, IEEX 4 6, RREKTE
BRYIE20), 51 15 BloBEE2R 2 ko EMITIZKI V8L B5H, L1065l THS, &
KEELTI2H X b 184k % B, 3 FIEEERRTH > 1o HEEEIX E coli 10 #, K.
pneumoniae 3 ¥, S.epidermidis, E.faecalis, P.aeruginosa, B.fragilis & 1 ¥kT, E.coli D%
 3#kiz B-lactamase FEAB TH 7o BRL28500 1.6 g 1 B 2 B D#E % Al ST T 4~
10 BRMES Lico BRIRZIBIED 400, BXOM, LR HRH 16, &1 (B%E 86.7%) T
BHotoo BIFRAR XOAKFIC X 5 LBPN ABERREMBORTILAD Ieh - 7o

— I OEF T, #7857 BRL28500 1.6 g ##k L, AR Lichks L OEKA D TIPC kX
U CVA BERAIE L1, JIEE L TIPC »% P.aeruginosa NCTC 10701 iz X % Agar well &,
CVA ' K. pneumoniae ATCC 29665 (=X 2#B» » 7 TH Do RIEFETRE T TIPC 9.45
+2.37 pg/ml, FAEEPMEH T TIPC 8.52+2.96 ug/ml, JEEEEC TIPC 8.15+3.73 pglg %Ptz
2 CVA ZRIERALUTHRILH TH - oo BIHEBKOBITILRIEF T TIPC 669.89 pg/ml, CVA
48.36 pg/ml 1o L, KIEMIEEE i3 TIPC 62.95+£46.00 pg/g, CVA 2.05+1.75 pglg %Rt
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b DRI ERAED MIC # Eil- Tk h BRL28500 A BENEBAT b,

4 B ORRBIE KT HLFEREFL, TOBEVTE
AR MFak, BWELER XD B-lactam RIAEY
Brrzoxfe LTERASh, BREXRELREREZLD
LTWwad, LLl, —HTRMEEOMM, HEIBRER
roXRERMELEILSTRTEY, WEIEHELST
Ko TOMMEDORRAL, MEOELETS B-lactamase
CXBHDTHD I ENAMBLRATWS, B-lactamase &
i3, BECRIHREEEA2REIATVS, Whd B HE
FRREBE N T O Rk ECBIEZFE2AT % cephalo-
sporinase il fB-lactamase &, EZEUEMESS A ¥
(RAF) »#ZET 3 penicillinase & B-lactamase @
2B B EEH, Thbp f-lactam REME T
THEAMEOFERE LT VB b IF TH B, PB-lac-
tamase T % E 72 H & L T cephem FRILEF Tk
cephamycin % 5%, #H= & Xk B cephalo-
sporin FIMBARINTHET W5, %71 PB-lactamase %
Db DENELEILT B HE &L T clavulanic acid
(CVA) & sulbactam (SBT) »BIRE I h T\ 51,

Ticarcillin (TIPC)!'® 1% 1964 4£, 3£E Beecham @F
TN B THR S hik AR penicillin #j©, +T
AR hTx D, 75 & B 3 X O I

BEAU 75 s RUBCS LTEVWRENYALTWS
TEXY, EELTHEE»OEEORRECHERSL
TWB A T H %5, TIPC 1 penicillinase & B-lac-
tamase MRS BEZ T 2T KAREETH BN,
cephalosporinase # B-lactamase IZ X EELEHTH
5o

BRL 28500 % CVA & TIPC % 1:15 0 X TR
ALIEHARERTH B, Iz CVA OEAKR LY
B-lactamase & E e #H & LT, TIPC MEEC A
HER IS 2 & LB,

F# 53, 4[E BRL 28500 4HloRERZT, &
FoORPIECRT BERLRE, Toe—HOBEOF
MBI B \WT, KHFOKES X ERNBEORTEYS
h SRR BTETORKS B R B0 THET
5o

I. B8 & /% %

1. (EAZEA

1) Potassium clavulanate (CVA LBEH)*"

CVA 1% 1976 4£, 3:[E Beecham #iz#\ - THEIH
#- B-lactamase inhibitor ¢ Fig.1 iz Lt L EBE
KA BT Ho (L2412 Potassium(Z)-(2R,5R)-3-(2
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Fig.1 Chemical structure of Potassium
clavulanate

e o

Fig.2 Chemical structure of Sodium

ticarcillin
COONa
s N
('ZOONa
CHCONH-
H

hydroxyethylidene)-7-oxo-4-oxa-1-azabicyclo (3.2.0)
heptane-2-carboxylate, >FFK Tix CsHgKNOs;, 4HF
Bn 237.25 OYETH Do HERV LREBEORES
BEOMEKT KCBDTHEIRTL, 25/ 1R
BT, =27 =il , 7wt v, B
7R BARLARIEEAETET IV,
1% KE#ED pH 131 7.0 TH B, CVA OHBAIERAL
FECHS, BRCHEA L LTERBER VA, A
HOELT % B-lactamase L RAHAYICEES LT, FD
BHEXEET %, Z DfEFIX & {12 penicillinase # g-
lactamase 1zt LT\,

2) Sodium ticarcillin (TIPC & B&3)!0

TIPC 131964 42, #E Beecham # TEHR X AL 7=
penicillin R{AEHF T Fig.2 1z LT 2 &L S HE
T3, t¥Z12 2R, 5R, 6R)-6-[2-carboxy-2-(3-
thienyl) acetamido]-3, 3-dimethyl-7-oxo-4-thia-1-aza-
bicyclo [3. 2. 0] heptane-2-carboxylic acid disodium
%alt, AFRIT CisHiNoNaOsS,, 43 T4 428,38 0
Bthrn, BEAV LEEEORBHEOWNE T, Kok
DTEFRTL, A2/ —ARBFRTL, =27 —n
RERPWFI, 7Ty, ==F A, 7rahila
RIBEA LT 1eu, 10% KEERD pH 1349 6.0 TH
b0 77 AIBMEIRERE, 2 5 A RMEEICIELR VG
BN 2HET 25, L @I o3 LT carbenicillin
{CBPC), sulbenicillin (SBPC) X b i, IiciErH
LT o B, bl ko E G RPHET L TR
SERSh TV 2HEHITH Bo

3) BRL 285004%

CVA L TIPC % 1:15 4B T 5MEHITH 5o

ZFN, =—F ),

CVA » %M f-lactamase (= %fF 5 [AEHE 12 S.
aureus, S.epidermidis, K.pneumoniae, P.mirabilis 7¢
EDPEL T % penicillinase B! S-lactamase, 7 H U
P.vulgaris, B.fragilis 1 L' 0 cephalosporinase @ 5 %
@ cefuroximase % S-lactamase |Zxf L TR\ BE% L
dF, —Hies\ T, TIPC ¥ CVA DAEMEDT
\s P.aeruginosa, Enterobacter sp., Sarratia sp. DJfE
435 B-lactamase ITBD TEETH Do LINio T,
CVA = TIPC #fl4& L7 BRL 28500 (3, £ ToORD
B-lactamase 2% LTRE L /BT LiTinh,

¥ 7., CVA O3/ 7 B-lactamase [HEZR %G 57
DITIE, 2.0~2.5 ug/ml DOEIEL 1~2 FElF I ¥ 5
DENDH Y, ZOREDO MAPEEY 185 CVA DEIL
0.1~0.2g TH b, FIPEE~ERBRPIEDRIFT
ol L3 TIPC oF 1HfE LT 3~
6g THAHZ ELXb, BRL28500 n#lf| & LT 1vial Fp
1z CVA 0.05g+TIPC 0.75g(BRL 0.8g), CVA0.1¢g
+TIPC 1.5g(BRL 1.6g), CVA 0.2g+TIPC 3.0¢g
(BRL 3.2g) @ 3D vial FIAMEE X hic, SEDH
iz 1t CVA 0.1g+TIPC 1.5g, BRL28500 & L T
1.6 g &4F 0 vial HOREEEXF 1T 20 ml £ TR IE W
U L THERERIZ, 250~500ml o 5% 7 F v E,
500 ml o lactated Ringer ¥ %#% LT SiEHs Al
Al

2. XKD

TEGNL1984 6 H X 1985 E7 AT TD1%E2 7 A
Bz, RKEREIAENC AR LAREB o215 0%
A E Lo, EMIZI3HE L D 81 AR, FHES Ol ik 10
BTh Do FEBRFTIZ, BHAERKCEHEIRBEN
B Jeds X ONTRMENERE 26 7 0, WRPAZEAE L Dtz X B UL
RV s 2 (), PREAE R0 5 Bk L ORI
40, B, EOREIRREE 2 6, 315 HITH B

FEGIO 5 HAIER 4D 3 Ml TURBERD 26 o
5 fliz3s\ T, FAiRTiz BRL 28500 1.6 g #i#iE L. it
SPERI L4 B R, Ao CVA 5 XUV TIP
BREL BRDESICFR L) o s BERE O
MIC & ot e A,

3. BRI EOHE

BREREOHE ., A, MEERTERCLT F
%, B, =Bl EBD 4IRS L L. BDORDRD
FAEZ X -t

25 (Excellent) : 5 3 AU BRIER S X U
fREER DML b 0o WP TRRE DS LI
b Do

B4 (Good) : 4~5 HLIPNZAEIR O FEFL Lol
FRBBER Licl O, RIS TRAB OIS E 7200k

i

L Fe
i3




740 CHEMOTHERAPY

OCT. 1986

YHERDOL D,

ARy (Fair) : 6~7 BLIRI ERO—EA 58
FIRBI Lch 0, BEBEOWA Licd D,

&%) (Poor) : 7 HLUAERBE LT & FER A SkzE Lix
UHE L Lcdh D, BEAEDOEA Lt D,

THhLOEEZ Y hZEMTOLTORFTE BT o
TR ROHELET L.

FREIVEBLAR ORIV IR HE DS
b, HEEEEZDR, »OBOLWEL ORBRLTE
£BEE L, FOED BRL28500 % k0t TIPC izxhd %
MIC # B ALFFEEFLBEE I JIEL, %7
pB-lactamase EA D FEASY PCG » HELT5 Acid-
metry disc 3 X OF chromogenic cephalosporin (Ni-
trocefin) disc OPFAIC L W RE L7,

4. BRW - AERNBERR ORR, WEE

BRL 28500 A, 8K, HEEORENED DD
ABHEEUIR D X 5103 T 1o - oo FAFETIZ BRL 28500
1.6g% 20ml D AEHAERICHER LTH 3~6 45b
VCRE L, AT BOR 2 ERE L 7o, BRL 28500 #4 X
D RRHEE E TORFR, ¥ 2 RBERS o mAT EH R DR
F =y 7L, RS ERANCERRT A2 &
LET 7o, BT, BBEINELHEE, KEMAEL
e, BEH, BHErnduvwEd, ABAERIC TR
ST L, 7B XLERHIT —20°C [T THERAE Lico
REHBE B ¥, WHRBEEGRRSHERERETSE
Pt LTI L, 7ok, Mg R4 RS
IRTOWIBE T, OBl L s L2
M TER L,

BRI - < hEMEEE, mBxToxE, B BB
1% 3,000rpm 15 43 DiF OB O ki & I I
Lico BERITEREEL, TOEEO4EUED 0.1M 2
= v tEmR (pPH6.5) % fin x polytron homogenizer
12T homogenate Z{E#, 3,000rpm 15 45 Coyb iy
#, ToOLERNEC L7, BRL28500 13 CVA &
TIPC OEHKITH 5 7-DERERE X CVA + XV TIPC
CHBEERITE Lico

(1) CVA%»

BB & LT Klebsiella pneumoniae ATCC 29665 %
RV, BUEBSOMBUIZER K 1], S35 K 18g, K
A=%A (50%) 2ml, RAREFHF=F2 2g, KYX
7bhv 5g #bF Y v S5gicT pHT7.4 &35,
FERFAIRFE 1 LEB 024 250 ml/ KB FH (I 35.3
cmx25.5 cm), Heih 17 12%f LT penicillin G 0.06 g/
5ml WE K& GRAIRE & LT 60 pg/ml) 5%, %
FHEMEE LT 0.1 M 7 = VEERW (pH6.5) »/F
W, 37°C T 18~20 RS RIC X B, 1 » THEICTIIE

L7z

BERRIIE LT 0.1M 7 = VEABER A5 (oK
6.5) L7z Z OWELEC X B RER R 0.08 pg/ml ¢
Bt

(2) TIPCH

HERE & LT Pseudomonas aeruginosa NCTC 10701
2RV, WEEMOMBBUIZEBK 1], #¥EX 184, &5
HA=%2 (50%) 3ml, KAREFEF=>23g, )
N7 b 6g T pH6. 6 ITH%T 5, EXTRALE
(IR D2 250 ml/ABFAR (PR 35.8 cmx 25.5 cm)
ZERAT 5, FREERE LT 0.1M 7= B
(pH6.5) % F\, 37°C T 18~20 BeRijkzskic ) 3,
Agar well FIZX D JIE Utco AR A ME OBz
CaCl, FRinizih (CaCl, 2 H,0 14. 68 g/ 100 ml o
B AT LT 1% G 2fERT 5, BEKRH
MR LTe FEYAG, ficiz 0.1M s=v
Wi (pH6.5) %{EA L, Z DREHE L BHE
FEF 0.78 pg/ml TH - oo

BRL 28500 i TIPC » CVA 0&%F|IThbh, Rid
ZhIZD2FNEEFRT DD, FRENOREN
TEEICL VIBEYRDDN, —HOBENTTEL, 1
KloBBO\ W2 LEERT B0, BRIEDEE:
7¢% TIPC, CVA DOERKEY v 7L L LTHELEE
HRE Lic, TIPC OERME 15 pg/ml it LTENE
14.25 pg/ml %18, CVA OFHA{E 1 pg/ml 2t LTEN
f 1.03 pg/ml %38, HRIERENTEE T LRI
nico

II. #% 5 W &

BRL 28500 iz X % &M BHRRYIE D BRZIFIH
3 HHREEE % Table 1 X b Table 6 12 L L1
Table 1 (3IBEREESLSE, Table 2 (& X UETA
HRRYE, Table 3-1,3-2 3 &R KT 5L
L® L, Table 4 ¥ BRL 28500 #%&aiicisl) AHBK
A D BUx L Lico RBHIOE & @ % Table s
T, XN IREE O Ly Table 6 2LdL
foo EBITNLDOEED S B, FHEFICHRE LIAK
L UHEEEPAD CVA & TIPC DOWEE% Table 7k
O° Table 8 12 Lo Lico LA TFEBINCHRE 2L 5o

1. &tk IO makERES

Table 1 iz 4 GIORE % L Lic, 2PEEARRY
B LT\ 5, 44 BRL28500 K ICEMEITLL
»% EGI 3, 4 ©2FIL, FHFC CVA 3 L0 TIPC
DWERFERIAT L, *OfsE% Table 712 LDH Ll
LT\ TR T B0

EH 1 KO=0, 62 &%, &, fAE 58kg

FAFI59 45 6 AGE X b Wi EIMA nd Y, BEK
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Table 6 Correlation of clinical effect and isolated organisms
No. of Clinical effect
Isolated organisms -
cases | Excellent | Good Fair Poor
Escherichia coli 7 2 5 0 0
E. coli + Klebsiella pneumoniae 3 2 1 0 0
E. coli + Bacteroides fragilis 1 0 0 0 1
Streptococcus epidermidis +
Enterococcus faccalis + 1 0 0 1 0
Pseudomonas aeruginosa
No growth 3 0 3 0 0
Total 15 4 9 1 1
Table 7 Ticarcillin and clavulanic acid concentrations in common duct bile, gall bladder
bile and gall bladder wall after intravenous bolus administration of 1.6 g of
BRL 28500 on cholecystitis with cholecystlithiasis
Case No. ‘ Time Concentration of
of Diagnosis, remarks after Site TIPC CVA
Table 1 injection pg/ml or pg/g
3. C.S.| Subacute cholecystitis with 37 min Common duct bile 11.80 trace
65 M, cholecystlithiasis, 49 min Common duct bile 10.56 trace
62 kg cystic duct was not obstructed, 56 min Gall bladder bile 6.64 trace
inflammatory degree of gall (punctured bile)
bladder wall was serious, 66 min Gall bladder bile 6.99 trace
cholecystectomy, 66 min Gall bladder wall 5.51 trace
before BRL 28500 treatment,
isolated organism was E. coli
A-lactamase not producing, MIC
10° cells/ml was 6.25ug/ml,
organism in gall bladder bile
was no growth at operation
4. T.S.| Acute cholecystitis with 97 min Common duct bile 9.16 trace
81F, cholecystlithiasis, 99 min Common duct bile 6.23 trace
53 kg cystic duct was not obstructed, 109 min Gall bladder bile 11.94 0.40
inflammatory degrec of gall 109 min Gall bladder wall 10.79 trace
bladder wall was serious,
cholecystectomy,
organism in gall bladder bile
was no growth

ZHicTREXRREhb, 5SA31BAKRL, Eils
IUBEEOGEH D, cefmetazole (CMZ) 2g &
WEEY 4 BMET L—HERes b BR oA BRL
28500 1.6g 1B 2ES@HECETS BMMKIT L%,
BHBERIMEL, ARELHTE L, BRMOBLE
REGHER» 5720, 6 B 110, BEMEME O BRE
fRitossEETH Y, BEMTNCHEROBMER

% -, BRL 28500 i« & 5 BIfER & & CHERR
BEEOEREIRD LN 510
£6 2 AOEO, 59 &, k&, k& 62kg
BAS9ES A0 B X b AEHBEA Sy, BEY
RESHKT6A1BART 5, A LBREM, HEHR
5, CBPC 5g AiBMit% 5 HMiEfT¢s bERET
BRL 28500 1.6g 1 H 2 [E & @tk & F Lo BRL
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Table 8 Ticarcillin and clavulanic acid concentrations in purulent ascites, appendix wall

and pus in appendix after intravenous bolus administration of 1.6g of

BRL 28500 on acute peritonitis due to appendicitis

Case No. Time Concentration of
of Diagnosis, remarks after Site TIPC CVA
Table 3 injection pg/ml or pug/g
11. A.T. | Acute localized peritonitis 30 min Appendix wall 6.58 trace
23M, with phlegmonous empyemic 30 min Pus in appendix trace trace
62 kg appendicitis,
appendectomy with drainage,
isolated organism of pus,
B-lactamase not producing
E. coli 1.56 (109)
K. pneumoniae 6.25 (10°)
12. N.N. | Acute localized peritonitis 30 min Mucous membrane of
17F, with gangrenous appendicitis, appendix wall 25.66 0.98
47 kg appendectomy with drainage, 30 min Other part of
isolated organism of pus, appendix wall 91.37 2.83
B-lactamase not producing
E. coli 3.13 (10°)
14. Y.K. | Acute diffuse peritonitis 20 min Purulent ascites 669.89 48.36
18 F, with gangrenous perforative 30 min Purulent ascites 140.92 3.61
56 kg appendicitis, 30 min Body and tip of
appendectomy with drainage, appendix wall 113.77 4.08
isolated organism in pus, 40 min Radix and body of
B-lactamase producing E. coli appendix wall 77.39 2.34
MIC against BRL 28500 12.5 (10°),
TIPC >800.0 (10°)

28500 Bk 3 HIT TERIBEHRL, AR EHE L,
BRL 28500 JARATIC R LB DR TR 758 s o 1= 2%,
BRL 28500 4z X b BRéetk, FEFMS94E6 5 12 H,
FHEET Lico FHIBOMBAETOLRIRYET, B
NREHERYRdblco ARYIL YD, FEECET
%&h, BRL 28500 y4aicix GOT 125, GPT 88 #%
L Lipt, BRL 28500 j##%iciz GOT 55, GPT 70
EREXRD 7,

Efl 3 %OFO, 65 8%, B, thE 62kg

BMSIES AhPE & h HLERERE, WHER
ERRPLUBERZMC XV BER 2R xh, 5528 A
ERCP RTL, BENEAYHERSIATSASIEA
BeLio ERCP B R MMEN X b A& E. coli pisk
E3hteat BRL 28500 3 x v TIPC w5 MIC it
6.25 ug/ml © B-lactamase {374 LT 7o dr o Fog A
Behy, ERits X OWtEB 8% b cefotiam (CTM) 2g
REMEY 11 BMGFL, —B&Efhes b B8 Lk
Bt BRL 28500 1.6¢g 1 H 2 B &EMECEE Lz, 3
AR TERIBEH LAR L HE Lo 6 A 18 H B
WRMAT L, F47a7 BRL 28500 1.6g % L, M

FIUBEEND CVA % X TIPC M@E»JHIE L1,
CVA BT RTORBESVTRHERRIUT TH - 153,
TIPC BERBEZIT O S IV 495 O RESEHT T
11.8 3 X O¢ 10.56 ug/ml 2 Lo L, #EH® 56 50%
Pz X b8 HEH © 6.64 ug/ml, #6650
MBI R 6.99 ug/ml % L L, BEEENEE
5.51 uglg A/l BEEOE/IFM, BEL L=
PERETH>INEBEOHELAD L, REES IV
BB OMEER IR CEAEINEALLELD LT
dbhhicn, BEBHACGEREOBMmMBREY DI,
BRL 28500 530 FFHREBREE T2 R D e N
R BEREY D, MCBEFRRRDbRED 5,
fEF 4 HO> O, 81 %, %k, {kE 53kg
BEMIVBENALESERS D, WBERCTREA
¥REIh, FHBERETTHOA TV, BFSIEE
A 6B AR LA, b, HitkBiantSEgcsh, ce-
foperazone (CPZ) 2g, 1 H 2R D SiE%iEx 6 A LS
VBB LN BROA» 6 A 12 H X » BRL 28500
16g, 1H2EAMMHECETL, 3 HEERIERL
B EHE L. 6819 B, BERHATY T LA,
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#1787 BRL 28500 1.6g # ##E L, fiyRERE L /o fBIT & X
UBREsED TIPC 5 X 0" CVA BE®KBE L, ME%
97 4, 99 H ot TR® TIPC EEI 9.16 ¥ X
v 6.28ug/ml %8t p CVA BEXREBRRLTCH
o tio HERK 109 5 o BEMLIR o BEBH PIRE
TIPC »: 11.94 ug/ml, CVA 12 0.40 ug/ml %184,
B EEBEpy e e 1 TIPC A% 10. 79 ug/g, CVA B HIERA
LTFTHoto HMEANOEREREIER 2 5 e
FRBOBEHOERIBHETH - BEEHCXFF
BoPmMRERD I, BEEDIEE, FhILPEET
Hoto BRIMZSBEDFREMET 2R D s, BRL
28500 AHEEHIIBERL, BEfFARED LRI, 5T,
2. KE BKEESESE

Table 2 i 2 IOV TOBRFEREZ LD Lico UT
FEFITDWTHEEET %,

£ 5 FO%O, 68 &%, &, AE 61lkg
FBFfS9FE6A15 A, R|UEPIUHRERRT XIHRRE
HEBEACTHEYR, Frr—o ¥ kT L8ASLH
BBzL7o 98 14 BIEEERAIMORKR, B, ZEE1AH
n, ARLYEEBB Y v F — R AT 5 BioRR
X b B-lactamase g4 D E. coli %% % B+, TIPC
wxi+ 5 MIC 1% 200.0 ug/ml Ll kT3 %p BRL
28500 » MIC 1% 108 cells/ml T 6.25 ug/ml T %
1o 9A14H X b BRL28500 1.6g, 1H 2[E&i&
MrEh 5 AR Lico SHEHEBRM LD 4 HITTH
WXL, SHCTrFUv—vRELARHEHE L. &l
Ve X0 BRL28500 iz X 5 L Bbh 3 BEERBEMBO
BEEIRDL I, 510

£ 6 HFOIEO, 69 i%, B, thE 58kg

B S8 EXREI VERDAEMNEK, 59F18%H
77 —E¥RnBhb, BREXEBILBRLES LER
Davie—LRBThoto MMSOET A, £H 1,
SEOBmENRER, 3~5HFEHE Y, BIMRELCKE TR
BHIRPAZESRE, BRFCIPERERRERIIEL LT
B9 BABRREY KT LT\, £R& 3~5 RO EIT
FEHELH 9RI0A, PREBIVUMe2 bERR XD
®H, BRAIWM K L, b¥HREE LT CMZ 4g,
CBPC, dibekacin (DKB) #tfH, CTM, cefsulodin
(CFS) PIR%% M Lico —HRE LAV BERELL,
10 A15H X b BRL28500 1.6g, 1 H 2[EDAEHIE
T Lo BRABELTIOAIS HOBEERT L D G
&g o S epidermidis, E.faecalis ¥ LU P.aerugi-
nosa %18+, BRL 28500 % 7 HEIMEFT L%, HEASI
2P L B LEML, BIBAL LErBREIhco
BREOATH oD TRR AR & HE Lo 10 A 22
B, £ TRYMHBHLET L, BIfFRARBTRD LR

R

3. SIMMEX

Table 3-1 35 X O¢ Table 3-2 AKEE AT 5
BRL 28500 DEERZRIRES B Y Ld Lz, R TH 5
1265 X0 4 2R RBRICID BEEL T 6143
NREBEE R, BIRBHERKL TH - 120 2Bk
THREYR, Xver—XVVv—VRIBFVFr—orl
TLTW %, R 13 I BMREIEC A6 LR
g, fEF 15 IBTRBEBCL A vy 224t L
NREEBEE X TH Do UTERMCOWTHET 5,
B 7 FOEO, 23 1%, &, #hE 55kg

MW Y@ DD, BHEYHE-T, BMS9IEEH
2 B, AR, FHEET LI, REDOEIFEETR
PHEEEXAYAMFLTxY, REVR Y VvF -2 iR
Lo, BAE & LTIREMK X v BRL28500 %1ruvt
TIPC wwxt3 % MIC 2t 12.5 ug/ml @ E.coli hig
* B, MERENEEER WK BRL 28500 1.6g,
1 B2EREMEY 4 BMET Lo 2 BEMHRIIEY
AL, 4B%, Yrv-—vEREL, FHLHAEL
%20 BIfEF3 X v¢ BRL 28500 iw X % & Bbh sEBKR
BEEORFEXRDILh 510

fEf 8 OMO, 14 &, k, AE 57.5kg
3EMX YV RECTRAD D, EHEELFL TV, 59
£6A8 11 B, THE? L EHMNBILIZRL, S
RELLE LTAR, FHizhiTli, REXHRBTY
L, WHEBEKrSBECHBRERERLEHLTY
Foo RRAEE LTHMEREK X » BRL 28500 % x v TIPC
wwt3 s MIC 2t 6.25 ug/ml o E. coli %¥0kB1,
mEYR, FrFr-—owHEFL, fie BRL28500 1.6¢
1H2EAMBET X 5BEY 4 BMBET Lk, 3B#%
HESEHCRO L, EERIEEEAVEYLATL
feo BIFRRE S BD L RS 5 o

fEH 9 RO®O, 18 &, &, t#E 59kg

AMAX DM H D, Mokt THRMSIFEIAT
BAE, FHElFLI, REOELIHEETRER
Kaibh, BEEEERYSH LT i, ROKEC
b penicillinase # PB-lactamase % g4 L TIPC k%
3% MIC »t 800.0 u#g/ml [\ t, BRL 28500 si¥%
MIC 5t 6.25 ug/ml © E.coli ¥ % B, REIR
%Y Uvr— RS LI, ik BRL28500 1.6g, 1H
2ESMEMEC XD 5 BRBREBEEXOBREHETL
to 2 HCTTFH, BB L, 5HRTKV-VHE
LEZEHIE LI, BIFFARAD bR, -

6 10 #£O0R'O, 13 &, %, fAE 48ke
BBXDEmADD, Wobuwpt, CTHMSIFEIAN
AABE, FHEWT Lo REDELXHEE CRES
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knph, BEEBRBEL B LTV oo BEBKOR
gr 1 b BRL28500 3 X 0¢ TIPC = %f ¥ % MIC »t
313 pg/ml © E.coli & MIC 5 6.25 ug/ml o K.
pneumoniae %Mk Blo REVIRE ¥ v — v & ifT
Lizo MR Rt X 055 BRL 28500 1.6g, 1
A2 EAERIE 2 BT Lico BREHFM XS B TH»
ro 4 BHHEBIZMEE, SHENV - vEERELEYL
HE Lo BIfERRAD BRI, 51,

#6 11 £0=EO, 23 &, 5, #hE 62kg

WIS S D, BASOEI A 29 AARR, Fif
YR Lo BREOELIGEE CRERYEL, B
HRELEKRFERCHVBBIEEERAXEMHLT
wio FMFERTIC BRL 28500 1.6g # &I L #H A B
ExBRELL, BE®0S0oHmZER TIPC BE
6.58 uglg Thotens CVA BEIRERAUT TS -
1o REHEHO TIPC X CVA BEIRERA
LT Thotoo itk BRL28500 1.6g, 1 H 2 HD &4
BE (FAUEOE1ESE, 1EABME %58
MBR Ll FHARIAREBYRFS IV FLVFI -0 TH
o, BAE & LTlBEBEKog®cx v TIPC H X
0 BRL 28500 iz %43~ % MIC »% 1.56 ug/ml o E.coli
& MIC » 6.25 ug/ml % L3+ K. pneumoniae %5
#{8%, BRL 28500 ¥4R¥% 3 HTHMM AL, 58K
TFrv—vRELEFHEHE LI EFRRREDbAK
ﬁ")to

iEf 12 =080, 17 &%, &, #E 47 kg

& XY I, Beribh, BME0EEAI9IAA
Be, FMEMT Lo REOEREE CRBIEMEA
ZABFL T, F47pic BRL28500 1.6g % #k L,
HBPBE ¥ BE Lico BIE% 30 50 REHEEARD
TIPC g1z 25.66 ug/g, CVA sk 0.98 ug/g %
LdLl, xofhohFEmep g TIPC »: 91. 37 ug/g,
CVA w12 2.83 uglg % Lob Lo, BBOEESEIT LD
BRL 28500 % x vt TIPC iz %3 % MIC #: 3.13 ug/ml
¥LdLt E.coli 5% B, RBEYRE NV —
EHATL, 7% BRL 28500 1.6g, 1 H 2 [E 0 &M
(FHRYUBOX 1 EEE, 1 EAB&E 5 HE TR
BEEBEXOBRRERIT Lo 3 BIC TRERERL, 4
ARFVv—vakil, BHLHE LI BIERRRED
bhieh o 1o,

Ef 13 OO, 37 %, H, 4E 62kg

MAMSOF AT H, RAMY LIEHMARA TA,
BB, ARMGBEEITHBL ¥V r — 26T, 9
ATH, vz LERE EBERHCTAT
EME&HZ Ui, SIRER, AREBMES X OHERER
EXIRER I X 5 IBBHRS D, Vv —o v

X OHBEEECET L. CTM 4g, CFS 1g #tH
29 A4, aztreonam (AZT) 2g 4 AR, CPZ 6g 10 H
MECTHER ey, BHrr0—KER 2L H
%+ 57» 10829 Bx b BRL28500 1.6g, 1 B 2H
OREHELRIT LI, BRAEELTHROERE LD
BRL 28500 25 X v¢ TIPC izst3 5 MICph: 3.13 ug/ml
o E.coli & MIC 1.56 ug/ml o B.fragilis %% %
87-o BRL 28500 f# % & BEMBIRERGEL, 7 HEC D
BT &Y & HE L, BIfEA s X 08 BRL 28500
CIHERDLhDEBERBREBOERFE LR DOAK, S
720 BEDREL latamoxef (LMOX) 4g & tobra-
mycin (TOB) 120mg O A LD ITLER TS »
Too

£ 14 BOHFO, 18 &, &, fAE 56 kg

2 HRETO®W X b jg#» % » cefazolin (CEZ) 2g o &
TEEC & D AREY ST T B 2 T RF60 F£7
B9BAK, FMxiTli, REWXBEE K THEIL
L, NREEELEYEH L T, f7a7 BRL 28500 1.6
g BEL TPBIL L IEK, BRENOBEYHEL
Too BELEH 20 03 X OF30 £ o BRI fE/kp TIPC K
X 669.89 ¥ X UF 140.92 pg/ml, CVA BEx 48.36
F LU 3.6l ug/ml L L, HERREOLHEE
D KRMBH> & BT & FIEC YIBR Ui, BER30 SO
mmo TIPC ez 113.77 ugl/g, CVA B 4.08
UEIE Th »1o HEEHK 40 SoRFERFIL TIPC BE
77.39 uglg, CVA & 2.34 uglg Z L L, [RIEM
ko EE3w X b penicillinase & [f-lactamase g4 D
TIPC wxt+ % MIC »: 800.0 p#g/ml 14, BRL 28500
» MIC 12.5 ug/ml © E.coli %% 81, REGH
Brrvr—o%ETL, WMBEAREBBERXOBRIC
BRL 28500 1.6g, 1 H 2[H&iE#E (FMUEOH1
E#E, 18 SEEE) ¥ 6 BRERIT L, 5 BEITH
PEEA LELEELEREHE L, BIfFAR LT
ERR N0 (I N o

fEF 15 TORO, 71 &, %, & 56.5kg

M9 E10 Ama L bV ELESE S D, KRETH
e WERFIS9E 10 B 22 H, ABhC AR, HE&EBES
OEHRERESR, 11 A9 BAEHESR, BAEEXK
TR L, BE A £ B5 & Blh, cephalothin (CET)
2g, 1H2ESEMES BREET 5 b &FhizT, 11
A 15 ABEFMERT Lo BE X RE0 LD HiEY
BRNBE & M < h, EBMUTRBYERIET Lo, &
WebBE O BRKAKREZHY, AREERE % &0F
LT\ 7o 1% BE 7K @ 55 32 X » T BRL 28500 # X
vt TIPC wiwxt4 5 MIC #8 3.13 ug/ml o E.coli &
MIC 25 6.25 ug/ml © K.pneumoniae % %35 7o
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i BRL 28500 1.6g, 1 H 2EDMEHE (FMHUAB
D& 1 EFE, 1ERERE CTAREEBEROBERE
BT Lcod BRTERIERL, ¥ v—v X bk
BLEREHRLEY L HE LI, EIfffis X0 BRL
28500 KX B L Bbh2BRBREMBORFIRDORI
P
4. EQOE LD
Table 5 WEBFIDF L% L Lic, BRL 28500 D
BEZ1H2ED 1.6g AEHERXFRA L Lica, 46
EKPNBEREDOD S Y, FMYA 0K 1 EH
E 1EAEECI VT L, #5448
10 HRETH - 7chd, ¥Eo8HIk5 B D H#E5E TH-
Too BRBRIEL 40, BRHIG, LHF10, &
10T, BHRIL 86.7% Thotc, RAEHDOHHES
NIFEGIE 12 FITI8#R & 18 7o 7 P BEERRT
3T E.coli #B®7c, 461k 2 MOWH OB B,
1B 3EDEDRETH - oo 3 BIDIBBERBYLIE L
BHORFLXBREIMNCHT e, REROBEOBEE LT
Tt TH - 72, BRL 28500 D iafEIc & b 1 fliziELE
DEL %D, 1 PUITEHE Lichs, fhoBRKEOHB L
Fig. 3 Ticarcillin and clavulanic acid concen-
trations in common duct bile, gall
bladder bile and gall bladder wall after

intravenous bolus administration of
1.6 g of BRL 28500

‘Concentration

pg/ml or ug/g TIPC CVA
100.0r o o Common duct bile
70.0+ a 4 Gall bladder bile
' o m Gall bladder wall
50.0F 3,4 case no.
30.0F
20.0F
Q A4
10.0F , 4 04
: )
7.0 D——g 3 4
5.0
3.0
2.0+
1.0+
0.7+
0.5F
A4
3 3333 44
0.3 L, ® o A NA L ®® w4,
30 60 90 120

Time after intravenous bolus injection, minutes

7210 Bl NTIHE & Bd 7o BREGERIY 12 ik 10
B, BREER 83.3% LB, B-lactamase ELE E
coli D5 3BT, 1HRITHTHS 2, o248z
penicillinase & g-lactamase %% Hh 3, Zhb ok
% TIPC 3% MIC i3 200.0 pg/ml Ll kTHw i
»% BRL 28500 2§35 MIC % 6.25 pg/ml %2,
12.5 pg/ml A1 TH -7 Th OB BRL 28500
DEFCLVHERL, BRHELED LG, Hsh2fc
Boloo I NIRRE LERZEOBIE S Table 6
L Lo

5. BIfERwoWwT

BRL 28500 1= X b {hiR% B T 1e- 72 15 Fl2flicisy
T7 vaA¥—. (BERHR HLER WRBERZORE
B3R bhish -7, ¥ Table 4 j= BRL 28500 #
SR OBERKRZEME Y L Lich, BRL28500 ik 3¢
BbhsBERREBEORFIDZD bhilhot, —H0
fEGIT, FFEEOETH (GEF 2, 3, 4, 6, 13), Bk

Fig. 4 Ticarcillin and clavulanic acid concen-
trations in purulent ascites, appendix
wall and pus in appendix after intra-
venous bolus administration of 1.6g
of BRL 28500

Concentration
ug/ml or ug/g
700.0} 14

500.0

TIPC CVA
o e Purulent ascites
A Appendix wall
v Pus in appendix
R Mucous membrane
of appendix wall
11,12, 14 case no.

odb

300.0,

T

200.0

100.0
70.0F
50.0F

Time after intravenous bolus injection, minutes
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DETH (EF 15) % BRL 28500 #5HiciRedicns,
chbies LTh BRL28500 iz & B#fEDEILIXTRD
bht, BEREEORFLAD I,
6. BRL 28500 #¢51%m TIPC, CVA AN
Table 7 WJEERESIE X LT BRL28500 2k %
BEVET UEEREBREE, FMIETR AT BRL 28500
16g BERS L, iR LiclBits X o AEEED
TIPC X CVA BEHHRE LIHERL LD L1
TIPC 3. Pseudomonas aeruginosa NCTC 10701 & 5E
# L35 Agar well bioassay 12T, CVA X Klebsiella
pneumoniae ATCC 29665 % IRTEH & T » #WE» » 7
bioassay B2 THRIE Lo
GBI PIIEEE (2 BRL 28500 1. 6 g ##iE1% 37 4 X
n 99 ATHIE L, TIPC i3 6.28~11.8 pg/ml ( 4 itk
T 9.45+2.37 pg/ml) DEfER L LIz, TIPC
OREERH OB I BHHERERMCRREY
bt Thickt LT CVA @BEz, TNTHERFIE
UTFTHh 1o
JRERHA TIPC PRI, #IEH 564 X b 1094 T
$#E L, 6.64~11.94 pg/ml (FH3Hfkiz T 8.52+
2.96 pg/ml) O {EH b 7o —FH CVA X FEM4 T
0.40 pg/ml % Lod Lichd, FEG 3 TRBEERRALLT TH
2710
IBZEBE RS (X TIPC 25 5.51~10.79 pglg (i 2
REEICT 8.15+3.73 pg/g) wERD A, CVA 12 LHIH
ERFLUT TH » oo
Table 8 =& MR SITAHHE 5 BMEIESEF D 5
%, FHiic TIPC 5 X0 CVA BEXHRE L3O
RBRY LD L, R 14 ORRBEES T T, 1B
BEK~NOBTIL, %% 20 5% X 0830 4T TIPC
3 669.89 %5 X 7X 140.92 pg/ml D EWEE A Lod L
CVA i3 48.36 3 X T 3.61 pg/ml DEFWBFH Lb L
To T OBDREBEPIBEE 12 FE 30 H O RTELKE I
LUK T TIPC »5 113.77 pg/g, CVA |3 4.08 pg/g
DBA%Y LD L, 10 HHEIMOBRERETIZ TIPC A
71.39 pglg, CVA 13 2.34 pglg TH» 1o 5 12 DR
FXHIER 1 #1530 4> TIPC 11 25. 66 pg/g,
CVAI20.98 pg/g % Lod L, % Dfth s BER 3 TIPC
19137 pglg, CVA i3 2.83 pglg % Lad Lico ¥ 7ofiE
B R T T3, % 30 H O HmEEET TIPC
1 6.58 pglg, CVA \X'BIERALT % 720, RBEAR
OB TIPC 35 1 08 CVA & 4 JIERRLUTTH
21

1. i
MEARPIE b3 5 BARY A 7L, 7 7 AIBHER
LOBMEE T, L MRERES OB REMER

LT, BECREANYET S L b2, EICx 5t
HECHHEI LD, b VB TEELRET 5
BV MIC #R#ET 24, 7 LvA¥—FofOsIfER
piel, fF BEESE~0EEO L uReoE WK
FTharL2b, EMADOIR NS, Ex DR
ik 2 RIEERETRE ORI HEKIOES, LR
EHE - T, BERFEELXERREO VLY 5 HRK
RIENVER IR B L 51T, —F, SROBETLHK
BERIEL £ IBMIh B X 5inich, XL cEAD
FAEFCTHE LR T HMHEE L D b, BEOREE
HEMSIENBEFR 2 LD LT 5B, L wBEELELT
FRINTV54H penicillin %35 X O cephalospo-
rin Flicd &< OMEHELRD O TV B, Z DD
FRERIX, ThboEDOEAT S f-lactamase 1T X % & X
h, ZoOBRCEFEYET 2EFOMAEL B kbh
THKto =R 52 cephamycin FZH AR X OE=H
@ cephalosporin F|TH 51~

B-lactamase 121, Vb S HEMEREE Lokt
B F%KET % cephalosporinase & f-lactamase &,
CEEMES S 2 1 F(REF) OFET 5 penicillina-
se B B-lactamase D 2N H B LT T\ B, Thh
7 7 2 2 FRGAERICHT A B OFEAITEORE & 7o
T2l Th D, f-lactamase HTELT HEAIL L
T clavulanic acid (CVA)®® L sulbactam (SBT)!?
D2 ENEAR I N TS, SBT (I penicillinase % §-
lactamase ##5§ < cephalosporinase %! B-lactamase %
FAMNELEZ® D LvbhTWwb, CVA DOREEZRIZ
S. aureus, S.epidermidis, K.pneumoniae, P.mirabi-
lis 1o ¥ OEAT % penicillinase &l 5-lactamase 1Z5R
&, % t- P.vulgaris, B.fragilis 7z ¥ DEST 5 cepha-
losporinase @ 5 % ¢ cefuroximase & 3-lactamase 1258
SAEHSY LdTh, P.aeruginosa, Enterobacter sp.,
Serratia sp. 1t & DFEH 3% cephalosporinase % p-
lactamase 1Z(XPHEZRITFE TIPC 1377 2f5H R
IOREEICH T AEIEGCIHE N &, ZEECLEVH
BhxlLoTo i, EhEEY EOEELRYE
AL ER IR TV AH4EFITH 55, penicillinase
o B-lactamase X WY RFILI N D2 READDH 5o
CVA & TIPC % 1:15 O%&THA LELEFTH 5
BRL 28500 (3, TIPC Mt v i H 5P BED B-lac-
tamase ICIKHIMERFFOC L L7ch, HEERSE B
RBYAE T & OHETAMERRAVE ¥ X EERYHE R LT
LHEIAPIFEIh s L e, BRI MIZ K2
Z Lttt b, CVA REE OFEAT % B-lactamase &
TAHFER L, cOBFREE Y XATE LT 50T
BRL 28500 (3441 fih #Ifi #E REHVE W XF LT BEhTH 2
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EEZBRBY,

&[a o BRL 28500 D#FHick T, B-lactamase i<
I % TIPC it = BRL 28500 1= %h7cie s EkEIL
E.coli ® 3¥THh » 1295, Z D B-lactamase (X 1 BRI
BTh B H, o 2kkiL penicillinase & S-lactamase
LT XN, SEDOHBETIE, p-lactamase EERKIR
Lihiotohs, S EHIIBREERTTHDLL, ok
Wit sbDeEL BN B, LicnioT BRL28500 ©
BREGSEOKREL LT 54D LEL bR D,
HAEKIOBRKDR BT 5 1Mo T, NRBEYPLE
BEORKEOHEERE, oA+ 5E/IHEEM
1R (MIC) DO#FEXT 5L LI, BECHEREZA
A TERDROBFN T 52 L—fCk I b Ty
b, COBE TDBEEORINBEM OBIRE Y T DI TH
BRLBNIEDTEBE TH Do L ICHMET RS
RRICH T 2 EABREXHR LBLE LCERATS
55 ALHEREBTROAGRICK T 2RI BEEDE)
REix, mePEREEOHE, R oBktEEicovT, #
BERTVWBEDON—HETH 505, TAERN BRI DHER
HAMELTWALUE, BELTARPRENBE &
CCEDHENEETHSH LV D, L LI AE
HNTHRETHI LIS EAETARET BEBEO—FR
TOREBERED £ D FFHIC L »> THREFT 5 ik
<, ThLORENRENEFDRORF LBERTH
VR ARY S I

LHET, HLOWEEBTL-T, BEOHAROA
PRI B &M, ABRPNBEORRE B Z itbh
TLWBB . Linl, T0&IIEREE IRIRE TR
FXNTk D, BYIREE oo THREE AW 2R
HRA2ELSIBD TR THH, ZOETHSEOMK
FIEEHTHDEVZ L5, N RBEFIAGBCE
VT LB AL W AIERBTH Y, b AR
BEONEL BERUETOLDOTHSHIDIEDTEH
BETHDHELEVZ Do

TIPC + CVA ©&#|T#H% BRL28500 o 1.6¢g {5
ER oA e, TIPC izkid % AUC #5 197.49 pg/
ml-hr (TIPC & LT 1.5g #5), T1/2(8) 12 0.95 B
i, CVA it AUC 7% 7.91 pg/ml-hr (CVA & LT
0.1g #%5), T1/2(f) % 0.99 Bl & 7o T 3%,
TIPC & CVA i3# 58 R7c 505 T1/2(8) 2izg%
Lo Tunby 2D Ltk TIPC & CVA OHMIBME
F ¥ f-lactamase {ERICKEWTEEETHHE W 2
Z)O

BRL 28500 1.6 g {§{ERF DA ~DHITIZ, TIPC »:
KelBsE MR T 9. 4542, 37 pg/ml, RFEEFAZED VR
ZEPNRIT T 8.52£2.96 ug/ml % L Lic, CVA i35

BOARGCELH YD, —HEBRCTHERRL T L
DT LOREM R, L LEFERERINEREoRE
BT TIPC @D ONIT &it, BEETHB 2L
5o BEEMANDBITIZL I TRE LBLOKXTEH-7:
DT HBEX LD L, #iEH 20 4T TIPC 5
669.89 pg/ml, CVA 73 48.36 pg/ml % L L, #isk
30 4Ty TIPC $% 140.92 pg/mi, CVA 23,61 pg/ml
L Lic, Z DIERDERLEIX TIPC 12k LT 800.0
pgiml Ll b LT HEMERE T penicillinase & -
lactamase EEABE TH » fo s, Z® E.coli i3 BRL
28500 oxf LTl 12.5 pg/ml DRESEZHER L L,

RIEEKETH HIEER LUHBICOWTORERZEY
H 5L, IBEEERBEER, 2HEICOVWTREL, TIPC
7 10.79, 5.51 pglg & Lo Lich CVA REICBAL
TThHotco BYRBRICKIT HREENER L, KE
DS ORRBEOBITY LD Lich, 5®REOFS
o TIPC {#i% 62.95+46.09 pg/g % L L, CVA fEix
¥ 2.05+1.75 pglg #RH T, “hbo TIPC 0¥l
13, HEEIhiciE%E o BRL 28500 kit s TIPC 0
MIC # > Tk b, BREVSEMF bhicL vz b,

BRL 28500 iz X a4 % JE1T LICEEBID 5 b, fEHI6
DT EEBIREELEEC X % MiTREE L BRFRICLROBERE
X BEEORGUAER LcfI Tk, BREOR B
V—FOE DN (P. aeruginosa) *RDI-h, HlEH
BE L, CRERLHE L, & DERA TR, mTEE
DIDIFTD BEDOHAERI OBTH s ol EEL
bR b, ¥1ciER 13 T, EBRELEET, BB
HIEEhich, ZOEMIEAREEV DY, Fvi-
CHBIT IR TV 52, BB FTEO I H R - ki
EEZBLND, T OMDIERX, BRL28500 1.6¢ 1H
2@ OHETHL IENRERD T,

e X 5 LBLhBEIFRL R LAY, LEOK
RXh BRL28500 i1, #RHORYIE, &< BERE
Yo, BRI ASRESRE, SHREASCERLTE
RisERAO—2>TH B L2 b

ARXOEE 2 23 BH FMLFREFLFBALH
& (RBF60E1L f, HE) KL THRLL.

b iy
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STUDIES ON BRL 28500 (CLAVULANIC ACID-TICARCILLIN)
CLINICAL EFFICACY AND TISSUE CONCENTRATION
ON INFECTIOUS DISEASES

Taxasur Nakamura, Ikvo HasniMoro, Yasuo Sawapa and Jiron Mikami
Department of Surgery, Tenshi General Hospital

Eucur Bekxi
Department of Internal Medicine, Tenshi General Hospital
(Franciscan Missionaries of Mary)

Sapporo, Japan

Over the past 20 years, the increase in the prevalence of f-lactamase-producing strains of gram-
positive and gram-negative bacteria has resistricted the usefulness of 8-lactam antibiotics. Ticarcillin,
a penicillin recently used to serious infection, which inhibits broad spectrum, gram-positive cocci
and gram-negative bacilli, including Pseudomonas aeruginosa, is hydrolysed by some penicillinase
type B-lactamase. When combined with ticarcillin or other f-lactams in a physical mixture, clavulanic
acid restores their original activity both iz witro and in vivo.

BRL 28500, contained TIPC 1.5g and CVA 0.1g, for parenteral use was administered by intravenous
bolus injection or drip infusion to 15 hospitalized patients with infectious diseases. They were patients
with 9 acute peritonitis, 4 cholecystitis and 2 skin and soft tissue infection. They were 5 males and
10 females. BRL 28500 was administered in a dose of 1.6g twice a day for 4 to 10 days. The
clinical response was rated excellent in 4 cases, good in 9 cases, fair in 1 case and poor in 1 case,
efficacy rate was 86.7%. No adverse effects were observed.

In 5 cases of them, 2 cases with acute or subacute cholecystitis and 3 cases of acute peritonitis due
to appendicitis, BRL 28500 was administered by intravenous bolus injection in a dose of 1.6 g before
the operation, and tissue specimens and body fluids samples were taken during the operation. TIPC
concentration was determined according to a agar well bioassay method with Pseudomonas aeruginosa
NCTC 10701 as the test organism. CVA concentration was determined according to a thin cup bioassay
method with Klebsiella pneumoniae ATCC 29665 as the test organism. In the common duct bile,
TIPC concentration was 9.45+2. 37 ug/ml and CVA was almost trace. In gall bladder bile, TIPC was
8.52+2.96 #g/ml, and CVA was almost trace. In gall bladder wall, TIPC was 8.15+3.73 pg/g, and
CVA was trace. In the purulent ascites, TIPC concentration reached to 669.89 ug/ml, and CVA
reached to 48.36 pg/ml. In infected appendix wall, TIPC concentration was 62.95+46.09 pg/g, and
CVA concentration was 2.05+1.75 ug/g. These levels were almost higher than the MIC against iso-
lated organisms.

Therefore, BRL 28500 appears to be a very useful drug when used for chemotherapy on acute
peritonitis, biliary tract infection and skin and soft tissue infectious diseases.



