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Fig.1 Chemical structure of BRL 28500
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Fig.2 Serum concentration of TIPC and CVA
following D.I. (30 min.) administration
of BRL 28500 (3.2g) in healthy 3 male
volunteers
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Table 1 Serum concentration of TIPC and CVA following D.I. (30min.) administration of BRL 28500 (3.2g)

in healthy 3 male volunteers

Weight | Heigh Time(hr.)
No. | Name | Age | 80t | Peght | 1/4 1/2 3/4 1 2 4 6
(kg) | (cm) | Drug
TIPC (ug/ml) | 222.6 | 317.2 | 341.6 | 229.8 | 106.7 | 25.9 | 6.2
1 |TK. | 23| s8 168
CVA (ug/ml) | 11.2 | 16.0 04| 7.5 2.6 0.6 0.2
TIPC (ug/ml) | 234.3 | 293.6 | 297.5 | 197.3 | 91.3 | 20.7 4.2
2 |MM. | 26 | 60 173
CVA (ug/ml) | 11.9 | 15.0 9.7 7.0 2.4 0.6 0.2
TIPC (ug/ml) | 254.4 | 376.5 | 319.3 | 234.8 | 123.7 | 27.8 5.7
3 |MS.| 24| 56 168
CVA (ug/ml) | 14.4 | 17.7 11.9 8.2 2.8 0.7 0.2
TIPC (pg/ml) | 237.1 | 329.1 | 319.5 | 220.6 | 107.2 | 24.8 5.4
M
B, £16.06 | £42.70 | +£22.03| £20.38 | £16.19 | +3.65| £1.00 |
Mean 2.3 | 58.0 |169.7 £SD.
8D, |1.83| £2.00 | £2.89 | TIPC (pg/ml) | 12.5 | 16.2 10.7 7.6 2.6 0.6 0.2
Mean
‘+SD £1.67| £1.39| +1.12| +0.58| +0.20| £0.03| +0.01
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Table 2 Urinary excretion of TIPC and CVA following D.I. (30min.)
administration of BRL 28500 (3.2g) in healthy 3 male
volunteers
Ti hr.
Case ime (hr.) 0~2 2~4 4~6 Total
Drug
Excre. (%) 59.1 16.5 4.1 79.7
TIPC
1 Conc. (ug/ml) | 18,650.1 6,419.0 1,476.5 -
T.K. Excre. (%) 50.8 10.0 1.8 62.6
CVA
Conc. (ug/ml) 1,067.9 259.3 41.6 -
Excre. (%) 57.0 16.1 3.9 77.0
TIPC
2 Conc. (pg/ml) | 17,089.3 | 7,431.9 1,959.9 -
M.M. Excre. (%) 48.5 8.0 2.1 58.6
CVA
Conc. (pg/ml) 969.7 246.1 71.8 -
Excre. (%) 56.8 17.1 4.2 78.1
TIPC
3 Conc. (pg/ml) | 13,731.6 | 6,850.9 1,507.1 -
M.S. Excre. (%) 52.4 8.1 1.9 62.4
CVA
Conc. (ug/ml) 844.9 215.3 43.9 -
Excre. (%) 57.63 16.56 4.07 78.27
TIPC
Conc. (ug/ml) | 16,490.3 | 6,900.6 1,647.8 -
Mean
Excre. (%) 50.57 8.70 1.93 61.20
CVA
Conc. (ug/ml) 960.8 240.2 52.43 -
Fig.3 Urinary excretion of TIPC and CVA follow- Fig. 4 Exudate fluid collection method from
ing D.1. (30 min.) administration of BRL postmastectomized wound

28500 (3.2g) in healthy 3 male volunteers
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Table 3 Exudate concentration of TIPC and CVA following I.V. administration
of BRL 28500 (3.2g) in the patients after mastectomy (n=5)

Time
(hr.)
Case 0~1 | 1~2 | 2~3 | 3~4 | 4~5 | 5~6
Drug
(ug/ml)
A TIPC 0.9 17.2 38.0 30.6 23.6 —
CVA ND. 0.5 1.0 0.6 0.4 -
B TIPC N.D. ND. 2.1 N.D. N.D. -
CVA ND. N.D. N.D. N.D. ND. -
c TIPC N.D. 34.1 ND. 10.2 8.4 4.7
CVA N.D. N.D. N.D. N.D. N.D. N.D.
b TIPC N.D. 10.5 33.2 56.2 83.0 80.1
CVA 0.1 0.2 0.5 0.4 0.7 0.9
E TIPC N.D. N.D. N.D. 2.9 14.3 26.0
CVA ND. N.D. N.D. N.D. 0.2 0.2
M TIPC - 20.6 24.4 25.0 32.3 36.9
“nl o cva - 0.4 0.8 0.5 0.4 0.6

N.D. : Not detected (TIPC : <0.78xg/ml, CVA : <0.08uxg/ml)

Fig.5 Mean serum and exudate concentration of
TIPC and CVA following I. V. administra-
tion of BRL 28500 (3.2¢g) in the postma-
stectomized patients (n=5)

(ng/m)
100+
901 TIPC o——o Exudate
o-=—0 Serum
o
g0l \‘ Cva {-——~ Exudate
\\ e—--¢ Serum
70r \\
\
b
60\
=
Tsor Y
S \
g \
Z40F \
: \
g o
S 301 \ =
§ (kg/ml) ©
@] “—
20+ 1.0°
[
.2
104 &~ 0.58
=
Seo 8
0! L ! \\Y L 1 5
/21 2 3 4 5 6 &)
Time(hr.)

miEH CVA WEL 30 A8 (SR TR o~ 7 {E
6.2 pg/ml %77 L, 2BERIETY 2.6 pg/ml, 6 BERIE
0.2 pg/ml Ligote, LichisT, CVA HEL 2
Bt ¥ ¢ 2.5 pg/ml Ll Eicff 7= T\~7x (Table 1,

Fig.2),

R RIE Lic JRep TIPC B 2 B % Tie B
16, 490 pg/ml, 2~4 B CFH 6,900 pg/ml, 4~6 B3RS
T 1,647.8 pg/ml, JReh CVA BRI 2B T
iy 961 pg/ml, 2~4 BT 240 pg/ml, 4~6 RS
TFH 52.4 pugiml Licote, —F, RpHRYEE
T5&, TIPC 12285 % Tz 57.6%, 6BFREE T
78.3% %, CVA 13 2R % T2 50.6%, 6 Rl Tic
61.2% migkftIhic, WHl &b RebhPRhzRIF &V 2
% (Table 2, Fig.3),

2. HIBEABT

FUBMERESE TR N v — v L OBREANE LA K 1L
Tl iro7o itk 7T~10 HBiz A% 3.2g % one
shot #iF L, Meh7s b OB PIILEE » BISE Lic, RliR
BEUL Fig.d DX 51cfTotce Thbb, -2 7K
FIBEV V- v ORMICGKERSIAF» + (ERR—75
1 FERREHE) #NEXE, RBEPICERI A
W RERFHICERI L7e (Fig. 4),

B P TIPC BE1BME T LA £ R
nF, 1~2 ERTFH 20.6 pg/ml, 2~3 BRI CFY
24.4 pg/ml, 3~4 BERI T 25.0 pg/ml, 4~5 BRI
¥ 32.3 pg/ml, 5~6 Bl T 36.9 pg/ml 3
TBOYXEE EAN A LD DI, AR CVA B
b)) 1S GRS 225, FOWREIL 0.4~
0.8 pug/ml iz & ¥, HANBEE 2~2.5 pg/ml ITi3E Lis
71z (Table 3, Fig.5),
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Table'4 Background of two patients investigated for biliary concentration
of BRL 28500
Liver function
Routes
Case Name Desease of bile GOT GPT Al-P thotaI.

collected | (y) | (U) | (kau) | Plirbin

(mg/d1)

1 S.U. | Pancreasthead | propy o | 7 12 69 | 0.2
63y. M | cancer

2 K.B. | Pancreas-head | propy i ie | 29 36 19.6 | 1.5
58y. F | cancer

Fig.6 Serum and bile concentration of TIPC and Fig.7 Serum and bile concentration of TIPC and

CVA following D.I. (30 min.) administra- CVA following D.I. (30 min.) administra-
tion of BRL 28500 (3.2 g) tion of BRL 28500 (3.2¢g)
(Case 1) (Case 2)
(ug/ml) R (ug/ml) (ug/ml) (ug/ml)
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Time| ,, Time
Serum | (hr.) /2 1 2 Serum | (hr) 172 1 2
levels levels
(ug/mi1)|TIPC|868.61284.71145.0 (ug/ml) |TIPC|489.4] 250.0] 29.5
CvA| 40.8| 10.3] 7.2 CVA| 20.6| 8.3 1.2
Bile (T,:’"’j 0~1{1~2|2~3|3~4|4~5|5~6|6~7|7~8 Bile |Timelo~1|1~2|2~3|3~4|4~5|5~6|6~7(7~8
levels r levels (bhr.)
(ug/ml) | TIPC| 1.6 [192.9|103.5( 55.4 [168.9[174.2[106.8| 38.5 (ug/ml) |TIPC| 9.4 [107.8[97.4 [27.2 9.9 | 5.3[ 2810
cvAa| 0.3 | 2.7 1.5 1.2| 1.6 1.5] 0.9 0.5 “em eval 1.3 3.3 15| 0.5] 0.3 0.2] 0.1/ 0.1
il refume 14 | 24 | 40 | 32 | 13 | 14 | 25 | 46 Bile volume 3¢ | 26 | 25 | 35 | 24 | 25 [ 25| ¥
3. fRitPEE ugiml, 1~ 2 BRI 192.9 ug/ml, 2 ~ 3 BfC 103.5

WETEIRE CRAZEMREY S 57>, PTCD b h we/ml, 3~4BMT 58.4 ug/ml @A LEH, 4~
#- 2] (Table 4) iz BRL 28500 3.2 g % 30 4>[8] 415 5 BRI T 168.9 ug/ml wHBUHML, 2Bt Y
B LicobomErhis b OB HRBE R JIE Lic, fivile, MBI CVA gL iy TIPC LAK, 2

EB 1 (63 %, B) omiEs TIPC WER 30 5  isMriis, 1~28Mic 2.7 ug/ml, 4 ~5HMic 16
#% 868.6 ug/ml, 1 BFRI% 284.7 ug/ml, 2 BER% 145.0 pg/ml %7 L1 (Fig 6),
uglml %R Uto Mmilsp CVA AR 30 54 40.8 EG 2 (58 &, %) omik+ TIPC REx 30 4
pglml, 1BsR% 10.3 ug/ml, 28M#% 7.2 ug/ml & 4% 489 ug/ml, 1 BMI% 250 ug/ml, 2 FeMIt 29.5 ugl
£ oteo —H, MBits TIPC BMEWX 1M E TR 1.6 ml  isote, MiGH CVA MR 30 £ 20628
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Fig.8 Serum and bile concentration of TIPC and

CVA following D.IL

(Cross-over)

(30 min.) administra-
tion of BRL 28500 (3.2¢g) and TIPC (3.0g)

Table 6 Criteria for evaluating effectiveness of

BRL 28500 on infectious diseases in the
field of surgery

The principal symptoms and signs disappear
completely within 5 days after onset of the
treatment.

More than half of the symptoms and signs
disappear within 7 days after onset of the
treatment.

Anyone of the symptoms and signs disappear
within 14 days after onset of the treatment.

D.L o—0 Serum
(ug/) BRL28500 { Bile
x=—=x Serum
100 TIPC [ Bile Excellent
Bacteria in bile
g "\83'4 K.pneumoniae (3-lactamase producer)
e 73.9q), MIC {BRL28500 12.5ug/ml
o \ g (10*/ml) \ TIPC 100xg/ml
o % , Good
. 7 %
2 7 %
Ee T /
/ ¢
: BN
z / 2 Fair
S ’ %
7 10 . =
0 1 2 3 1 5 6(hr)
Time] 0~1 | 1~2 [ 2~3 | 3~4 | 4~5 | 56 Poor
BRL | 8.8 65.7 64.0 60.2 52.1 22.7
TIPC [ <0.78 50.7 62.6 40.1 12.0 6.0

Either none of the symptoms and signs
disappear or their aggravation is observed
after 14 days.

ml, 1#M#% 8 3 ug/ml,

ml B LR T Finva,
m D E-7ERRLE, FOBBEAREKIL,
7~88MT 1.0 ug/ml &7 7, AT CVA 2B
b1~2BMic e — 78 3.3 ug/ml 2R L7 (Fig. 7).
UDEDXSTEMAC X o TBIT X - VRENRRLRT
#, TIPC BB TFLBHBT 2R Ui, LaL,

2RI 1.2 ug/ml L,
to —7%, Mt TIPC BB 1FRM ¥ Tc 9.4 ng/
1~ 28z 107.8 ug/

CVA oBFERLTLLEFEIZV 2y,
WICRBERRS DB HIEEF 3 TIPC 3.0g # 30 &
MESELT, MmEFR IOCETFEELRE L, A
UEE D 48 Btk BRL 28500 3.2 g # 30 4) M it
ELTRAKORERT »7co TDFERIL Fig.8 Rt
X5k, miEF TIPC BEINIE TEEXR LD,
T2 L2 L, REieR TIPC JEFix BRL 28500 #5540
FEL 7o T BBH S Hid f-lactamase FEA D

Table 7 Clinical evaluation of BRL 28500

o . Nun;ber Clinical effect Effectiveness
iagnosis [
cases Excellent Good Fair Poor (%)

Sepsis 1 1 0/1
Postoperétlve 9 1 1 0/2
pneumonia
Cholangitis 5 1 3 1 4/5  (80.0)
Postoperative
intraperitoneal 6 1 3 1 1 4/6 (66.7)
infection
Peritonitis 3 1 1 1 2/3 (66.7)
Postoperative
wound 4 3 1 4/4  (100.0)
infection
Others* 2 2 2/2

Total 23 8 8 3 4 16/23  (69.6)

* Erysipelas and periproctal abscess
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Table 8 Clinical response to BRL 28500 classified according to isolated organisms
Clinical response Effectiveness
Organisms ;
Excellent | Good Fair Poor (%)
E. faecium 1 1/1
B E. coli 3 1 34 (15.0)"7
<
S o | K. prneumoniae 1 1/1 )
£
é S | P.acruginosa 2 2/2
o =
é = | P.cepacia 1 /1
Propionibacterium 1 0/1
Sub total 4 3 1 2 7/10 (70.0)
S. aureus + E. faecalis 1 0/1
- E. faecalis + K. pneumoniae 1 1/1
(=]
'*03) E. coli + K. pneumoniae 1 1/1
E E. faecalis + Peptostreptococcus 1 0/1
'_% E. faecium + B. fragilis 1 1/1
E E. cloacae + B. fragilis 1 11
£
é E: coli + K..pneumoniae 1 o1
-+ P. aeruginosa
Sub total 4 2 1 4/7  (57.1)
Total 4 7 3 3 11/17  (64.7)
Table 9 Bacteriological responses on isolated organisms
No. of strains | Eliminated Decreased Replaced Unchanged | Unknown| (%)*
S. aureus 1 1 1/1
. 2/3
E. faecalis 3 2 1 ( 62.7)
E. faecium 2 1 1 1/2
. 2/6
FE. coli 6 2 1 3 (33.3)
2/3
E. cloacae 1 1 (66.7)
K . 4 3 4/4
. preumoniae 1 (100.0)
P. aeruginosa 3 2 1
P. cepacia 1 1 1/1
Peptostreptococcies 1 1 1/1
Propionibacterium 1 1
2/2
B. fragilis 2 2
. i 16/24
Total 25 12 1 4 7 1 (66.7)
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K. pneumoniae HEH I hAcD T, ZOWIC L » TR
hp TIPC BB NBENEL TeoTedb DL B D
hice
II. B K % %

ABHEIR O RRYIE 28 Bl ARFI R Lico TDOAR
RIGZ 2 B, RRELS OU, MTREERRR 6 U, I
B3 fl, MEAIRY 4 B, BRME LG, TO 2T
b %0

M1 EHEEII4£T3.2g L L, 1H2EARBIE
Lo BB 5 BEx b 15 B, K512 32.0g
5 92.8g ric% (Table 5),
BRAEDHEL Table 6 125> TiT o 7o L O
B 280l BLH8H, AR IM EE4HIE T
nERRIL 69.6% (16/23) Licotco KBINELEY
45& Table 7 o X > cfMiED 1 B & MERMMRD 2
it e BRI & HEE N o o BELS B
dafl (80%), HTEEIEREPIREY: 6 Bk 4 Bl (66.7%),
W% 3 fld 2 f (66.7%), i1k B & S 4l & 4 Bl
(100%), =0t 2 Fisk 2 B (100%) »EZLLE LHE
hizo 2EAFER LHTEINI4HD S5 B 2 HliTD
WTDRB, BRIED 16k 41 &R, &Ko BIEDOLDE
28R 5T 7ehs, 2 EREBRBECERYR LI £

Z CHEBYKL BRI, FELHIMTET - o,
WEREERE - BB RO Lico FEHERE LT\ B 7Bl
GEAgEE T, MUEBEEACER, SocBmERRE L
Too AF| 3.2g, 1H 2E&AMHEL, 11 A>T
DRRIIA LD ORI o Teo APIIERIPOEERE
THBHICD, BRBZONIh o1 DEEL B, 35
1 BRI R DEEGI T 56 #%, 5o Wi THlllg Lichs
YIBRARBETH - foo MEEBLHS L, WIELEbh
b R DEIREE Y, BRRY 20 L, A
18 6.4g %9 HEIBREG LIch i BixA Dbk -
1o BEOLKBRIF LICHHED D D 2 S H 5 B 1o
EBbhB,

W BEREINCERRZ R 5 5 &, B—EREY 10 4
Fr 7 BIDEZTH - Too 1T E. coli, P.aeruginosa o
REBNCBROIH Sh > teo L L, BEEERLT
Bk 4 Bl L BRFID X bhRiehotce L 230,
Eo BRI 17 Bk 4 IR, THIER) ARE
64.7% &1cotc (Table 8), —7F, 4 BRI+ D,
BRI R L2 5 & E. faecalis, K. pneumoniae, P.
aeruginosa, B.fragilis OBRERIEIIT SR T, T
MTh, RER~N=v Y vHICTHHERE D40 - fo Klebsiel-
la o LTREZRTSChTWBDORER IS, L

Table 10 Comparison of MIC between TIPC and BRL 28500

MIC (zg/ml)
O'rgamsms Case TIPC BRL 28500 B-]actarr.)ase
isolated No. production
108 108 108 108
S. aureus 1 6.25 3.13 6.25 3.13 +
1 25. 25 25 25 -
E. faecalis
10 50 50 50 50 -
12 >800 >800 >800 >800 -
E. faecium
15 >800 >800 >800 >800 -
6 1.56 0.78 0.78 0.78 -
7 3.13 3.13 6.25 3.13 +
E. coli
14 6.25 3.13 3.13 1.56 -
22 0.78 0.39 0.78 0.39 -
3 3.13 1.56 3.13 1.56 —
6 200 100 6.25 6.25 +
K. pneumoniae
10 100 100 12.5 12.5 +
14 400 200 12.5 6.25 +
9 50 25 100 25 -
P. aeruginosa
14 12.5 12.5 12.5 12.5 +
P. cepacia 8 50 25 50 25 +
B. fragilis 15 >800 200 12.5 6.25 +
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Table 12 Abnormal laboratory findings
Case | Sex Infection Dosage schedule
-— It
No. | Age Underlying desease Dose (g)XtimesXdays| Total dose (g) emn
1 F Postoperative pneumonia 3.9% 2 X15 9.8 Eosi
72 Cancer of the esophagus ' ' osino. 4-12-2
F Postoperative cholangitis
9 | — 3.2X2X 7 4.8 GOT 33-142-3
Cancer of the gallbladder GPT 30— 84-19
F Postoperative intraperitoneal infection
12 | — 3.2X2 X 8 51.2 GOT 35 6174
55 Cancer of the esophagus GPT 37— 58-71

Tohio TARBA 1 BREBR\ oo 24 R 16 Bk (BREEK 66.7
%) DEE LI (Table 9),
B-lactamase FEA DB EIREI NI 17 ¥h 8 #kic
B-lactamase MR & D bhtc, HIZEER 14 BXRD K.
pneumoniae D 1 #kix TIPC izxf3 % MIC (3 E GRS
108 cells/ml T 400 pg/ml, 10¢ cells/ml "G 200 pg/ml "¢
% - Tehy, BRL 28500 1233~ % MIC 3 108 cells/ml ©
12.5 pg/ml, 108 cells/ml T 6.25 pg/ml L RRZHIIRIF
ot ¥ 1, fEH 15 ¥ D B fragilis D1¥ D
TIPC wwx3 % MIC i 108 cells/ml T >800 gg/ml,
108 cells/ml T 200 pg/ml L BEEMMETH > =A%, BRL
28500 = xt3 5 MIC 3 108 cells/ml T 12.5 pg/ml,
108/ml T 6.25 pg/ml LRREHEORIEN LR LD LR
(Table 10), ZhbDERIMBIFRBEDRCD bbh
b DEEZ B
III. & % A
AEBEC L 2BEELEFAIIFbRE D e >
o L L, BBRREBERE XK LIGERAN 3 HlH -
7oo IFERERERAS 500/mm® LA Biwicotcdh @ 16 (ESI
1), GOT - GPT fEQEF Lich o 24 GEF 9, 12)
MR bhic, FEBRHEE DR LD LRICENITRERN
BOBE THRARENFBERE 4% (400/mm?) TH -
fohs, FEIHE S5 HE 12% (1,344/mm?) ¥ THM L
7o L L, BERTE (14 HE) ik 2% (150/mm?®)
A LTz GOT - GPT fERER L2035 b
16 (FEF19) % GOT 33—142, GPT 30—84 L/ 7=
P, APIERKREL LTEDSELSLHDT, FESE
ZXBHEBL B Do ft D141k GOT 35-74, GPT
3771 EBREDOERNRHZ LRI, BOITIXIFERERS 5%
(680/mm®)—9% (659/mm?) =7 - 7oh%, IFREREGCE
{EA3iehs o e D TRHE L1X Ligh - 7= (Table 11, 12),
v. = £
Penicillin % cephalospolin 7t & B-lactam FRITAEH]
13, p-lactamase WEFELIEAIZRD THEIT TS
nTuwb, —7F, BEFEOY4EANT B-lactamase fHEH] %

HEw, TOEAOTENDOHEBIEAETAL TS, &
DFRFD D 1z i amoxicillin (AMPC)  CVA%,
ampicillin (ABPC) & sulbactam (SBT)®, cefopera-
zone (CPZ) k SBT® %#A&R-EARNH D, R
ZHDID o TREEICE THEAN 7 + 5 ApHEkS
RT3, FE G ZOEXNLHEEIRILDTH S,

CVA X penicillinase #F¥ X 0% penicillinase ¢
cephalospolinase oD HH % 3 2 Ic & p-lacta-
mase L RFBMICHES L, THERATRELT 525,
Ia &, Ib ® B-lactamase [IR{FELTE e, TIPC
13 Ia, Ib, Id # o B-lactamase IZIXKTE THHD
T, CVA % TIPC )4 +¥7- BRL28500 \3REFR
BB E i PahZ B O penicillinase #%EIO<5
E. coli, K. pneumoniae, P. mirabilis, B. fragilis £z
BENRICHE %R T, Serratia, Citrobacter, Entero-
bacter P.aeruginosa =43 2B IS T L BRFL
XUz fouhs, Citrobacter 35 L 0Y Enterobacter Wil
CVA BHOHEERL b -> TREHERI A TL
61)0

bhbh oty K. pneumoniae, B.fragilis ik
ZHRAENOREN A LD LR, ThiERDR M
BENPHRCRMIN b DEEX %o

AR R EBIRG RS LB, IF, Kb Bitd
iz CVA 2.0~2.5 pg/ml 1 BERILL B AR LD DAL
7, B~ D CVA OBTRIARRTH o

FAVRRCMEE 1 61, AN 16, MREERER]
Blds X O % 1 PIDE 4 PUCEE) T - 10’ BER
(80%), fhitklEerIREs: (66.7%), W% (66.7%).
AR ARG (100%), F*Df (100%) it ChickiK
BELT Lico BIERRAR 2D ORT, BRREERE
23 PR Licht, ZOBEREL, FHIORLER
BLhDEEZ B,

Ltchin T, &Fix E.coli, Klebsiella, B.fragilis it
£ ORHIREE OB R PR R IR R v I &
Zzbhb,
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X ik 4) BEHEE, M ELE - RREREREC TS
D & 33 BEACEREFLRE, FECVvRUY BRL 25000 (Clavulanic acid~-Amoxicillin) o Fz
&, BRL 28500 (Clavulanic acid-Ticarcillin). IR AR, Chemotherapy, 30 (S-2) :387~
1985 396, 1982
2) PASLEY,J.W. & J. A. WASHINGTON II : Com- 5 EFAE, f: ABERCHT B EE - REBER
bined acitivity of clavulanic acid and ticarcil- BRYEEIZ st % Sultamicillin © FBR # B S50
lin against ticarcillin-resistant, Gram-Nega- Chemotherapy, 33(S-2) : 446~455, 1985
tive bacilli. Antimicrob. Agents Chemother. 6) EH R, fii: ABEKC 13 B Sulbactam/
14(2) : 224~227, 1978 Cefoperazone DEZIK{# AR #, Chemotherapy,
3) BENNET, S. BENNET, S.; R.Wise, D.Weston & 32(S-4) : 442~448, 1984
J. Dent.: Pharmacokinetics and tissue penetra- 7) BXH {&: pf-lactamase PHEH| & p-lactamase

tion of ticarcillin cimbined with clavulanic
acid. Antimicrob. Agents Chemother. 23(6):
831~834, 1983

BREEA O, BAERK, 39 (L :10~17,
1981
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CLINICAL RESULTS ON BRL 28500 (CLAVULANIC ACID-TICARCILLIN)
FOR VARIOUS INFECTIONS IN THE FIELD OF SURGERY

Katsunr Sakar, Mikio Fujimoro and Takami Uepa
Department of Surgery, Osaka City University Medical School,

Hijrt MitsuyosHr

Department of Surgery, Osaka city Momoyama Hospital

Sapakunt Maepa and TAkeya Sasaxi
Department of Surgery, Fujiidera City Domyoji Hospital

Susumu Dot

Department of Surgery, Osaka City Kita Hospital

Yuzuru MorimmoTo
Department of Surgery, Higashi-sumiyoshi Morimoto Hospital

Axira Sawapa

Department of Surgery, Keio Hospital

AKkiINorl Masapa

Department of Surgery, Miki-jiyugaoka Hospital

BRL 28500 is an injectable antibiotic formulation of ticarcillin (TIPC) as the disodium salt and
clavulanic acid (CVA) as the potassium salt in the ratio of 15 parts to 1 part. The formulation with
the B-lactamase inhibitor CVA is intended to broaden the antibacterial spectrum of TIPC to additionally
encompass many f-lactamase producing bacteria.

When BRL 28500 (3.2 g) was administered to 3 normal adults by drip infusion over 30 minutes, the
mean blood levels of TIPC and CVA achieved at the end of the administration were 329.1 gg/ml and
16. 2 pg/ml respectively. Urinary excretion in the 6 hours following dosing were 78.3% for TIPC and
61.2% for CVA of the administered dose.

Transfer to the exudate was detectable 1 hour after the commencement of dosing with TIPC con-
centrations increasing gradually to peak at 36.9 pg/ml at 5~6 hours. However CVA concentrations
were no higher than 0.4~0.8 gg/ml

Although biliary excretion differed somewhat between subjects, concentrations of TIPC achieved in
the bile of one subject showed a biphasic pattern with at peak of 192.9 pg/ml at 1~2 hours and a
second peak of 168.9 pg/ml at 4~5 hours. Similarly for CVA, peaks of 2.7 pg/ml and 1.6 pgg/ml were
found at 1~2 hours and 4~5 hours respectively. In another subject, the bile concentrations reached
107. 8 ug/ml TIPC and 3.3 pg/ml CVA at 1~2 hours.

BRL 28500 was also administered to 23 patients with surgical infections. Clinical assessment was
rated excellent in 8, good in 8, fair in 3 and poor in 4, giving an overall efficacy rate of 69.6%.
By disease, BRL 28500 was found to be effective in 4 out of 5 cases of cholangitis, 4 of 6 cases of
postoperative intraperitoneal infection, 2 of 3 cases of peritonitis, 4 of 4 cases of traumatic infections
and 2 of 2 cases of other disease.

Side effects were observed in none of the cases treated and abnormal laboratory examination values
were limited to eosinophilia in 1 case and mild increases of GOT and GPT in 2 cases.



