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BRL 28500 (Clavulanic acid-Ticarcillin) wBg3 % ZBEH 7 b O e 5K BT 52

SRR ABER-FLE- BN B
HEGA-BEBMH— T — k- 5N
ZBRBERE

SRR 27
R S BRI B

Ticarcillin (TIPC) & p-lactamase BEZE#] clavulanic acid (CVA) & 15:1 o4 %], BRL
28500 =o\WTC, BRAEEE T B E 1% TIPC, piperacillin (PIPC) LHii+ 5 & & 41z,
RRRREC RS L, B L REMOR TV, UTOREY B,

FHLLHEET © BRL 28500 =53 BN DO ¥ — 713, 108 cfu/ml HEEBDBEL, S. aureus
Ti% 0.78 pg/ml, E.coli Tix 3.13 pg/ml, K.pneumoniae -Tit 6.25 pg/ml, P.mirabilis Ti¥.
0.78 pg/ml, P.vulgaris T3 0.78 ug/mi, P.aeruginosa T 50 ug/ml, S.marcescens <Cit 3.13
pgiml KENFNEED b, P.aeruginosa ¥ XU S.marcescens Lyt OB\ Tiz TIPC
HTHEEEL DT Ch, CVA GIMORENSED bhic, 108 cfu/ml BEKHEER O S. aureus, E.
coli, K.pneumoniae, P.vulgaris 733+ 2HEiE, KB 33K o ¢ BRL28500 i3 - &3
FTEhTuvte,

B 7 B, BHEEREE 1 6, RRFenfko- LREZIRIE 2 6, B¥vkft- LKEZWE 16, Ml
E14, RmEFRBRDL 1M, 513 fllic BRL28500 % 1[6] 1.6~3.2¢g %3, 1 H 2@ (fmiE
TR LTOHR1A 3E) 3~23.5 AR, AWHECIvBEL, BZ8M, LLAZ 1A, ES) 46
DIERE R RD o [FHEERES & GOT - GPT LR 14, GOT L& 14, GOT:.GPT k&1
gl WThd —BMORRREMREEIED ShicLlst, BRL 28500 510k 5 BHKIGIIAD

bhizh ot

Ticarcillin (TIPC) &+ p-lactamase FEZEH|TH 5
clavulanic acid (CVA) + o 1:15 of&#, BRL
28500 2T, BRAMEORZMY ME L, TIPC
¥ X piperacillin (PIPC) w3 5 MM RET &
THLLLR, MBRRRERRE L, AR EREN
PREEXERBL DT, TOMMERET 5,

I. # ® h

L Bt i b0 e sk

AEDOERMEL X b L S. aureus 38 #5, E.
coli 36 ¥k, K.pneumoniae 23 ¥k, P.mirabilis 28 ¥,
P.vulgeris 17 #, P.aeruginosa 37 #, S.marcescens
9% BRL 28500 i3 5 R e A WE L, (il ek
% L1 TIPC 72 £ 0%z PIPC xS B R & HBE Lo

BEENE I BAL#FRF SR D - & b,
Mueller-Hinton agar (1) # B\ -2 K TARF R
RIDTv, #EEEEI2 10°cfu/ml & 108 cfu/ml o 2
BRE Lis,

2. B &

WRAWE D BRL 28500, TIPC, PIPC o4 5H&

FHATL Fig. 1 KR LicEF D Th bo

108 cfu/ml Biw#EREwc X 5 BRL 28500 i3 %K%
Ao — 271X, S.aureus Tit 0.78 pg/ml T, E.
coli Tt 3.13 ug/ml &, K.pneumoniae T\l 6.25
pg/ml &, P.mirabilis T3 0.78 pg/ml 2, P.ovulga-
ris Ti% 0.78 pg/ml =, P.aeruginosa ~Ti¥ 50 ug/ml
1z, S.marcescens Tt 3. 13 pg/ml 2 T ZH b
N, P.aeruginosa ¥ X O° S. marcescens LL4F ORI %
WTik TIPC w3 28ZHEX hF<h, CVA D
SHENBD bh i,

108 cfu/ml HHEEMRy, E. coli,
mirabilis, P.vulgaris, P.aeruginosa, S.marcescens iz
®3% MIC (X PIPC 3% o & /NI WMERR LA,
MIC i3 5 HEERE 0PN PIPC X b BRL 28500
DN ATe, 108 cfu/ml HEEHEER <, S. awreus,
E.coli, K.pneumoniae, P.vulgaris =33 AHEL
BRL 28500 723% o L HTSh3BZ EMAD BT,

II. B K & &

1. BRMNRL LRSI

K. pneumoniae, P.



CHEMOTHERAPY

620 OCT. 1986
Fig. 1-1 Susceptibility distribution of clinically isolated bacteria to BRL 28500, Ticarcillin
and Piperacillin
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Fig.1-2 Susceptibility distribution of clinically isolated

and Piperacillin

bacteria to BRL 28500, Ticarcillin
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Fig. 1-3 Susceptibility distribution of clinically isolated bacteria to BRL 28500, Ticarcillin
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Fig 1-4 Susceptibility distribution of clinically isolated bacteria to BRL 28500, Ticarcillin

and Piperacillin
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Fig. 1-5 Susceptibility distribution of clinically isolated bacteria to BRL 28500, Ticarcillin

and Piperacillin
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Fig.1-6 Susceptibility distribution of clinically isolated bacteria to BRL 28500, Ticarcillin
and Piperacillin
% %
100 P.acruginosa 100F P.acruginosa
§ | (Inoculum size :10°cells/ml) E’ (Inoculum size :10° cells/ml)
E L 22 |
§.E | 3;
L2 s e [
83 50+ i
o5 o B 50+
za L =
A =%
| a—*/“/
| 7]}7 je ml fl ) ('T"‘. l“ :!) ’,“‘] ’]\_ 'ht ]‘) l_ 5 !' “”7]”“ ‘rm‘ Flll“ jee ml I(H"[ .‘,“I‘J k[ ! “y 7 ) lm,’]
“m,; o0l ] Ve P frp e als l | BREL2RG00 || L 17
e | 1] |1 BRI I . ‘ KISE
ETEER N 1 3 1 S R I T L il




622

CHEMOTHERAPY

OCT 1986

Fig. 1-7 Susceptibility distribution of clinically isolated bacteria to BRL 28500, Ticarcillin

and Piperacillin
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13 iz BRL 28500 %5 L, Fihtk L ROk %
7755 2o Table 1 1z BRL 28500 0%k, HEHERE
/&, EURE, BRL 28500 #5-F%—#EFR L1, BRL
28500 D EL, VIFhib 1EE% 100~500 ml DOFEE
¥ W BRERCEM L, 90~120 5% T, 1H2
B GEG 12 offiEicid 1 B 36D AMEE L1

BEHEOHECE LT, ER MR, BRBRERS
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EREROBES ERCART, BERMELZS 5
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Bt ER OB R1T 5 & &£ b, BRL 28500 H 57
oRBmEE - B R R EORFRRRE L
o

#r3, BRL 28500 D5 iz 4e3L » TR RRIGHB % E
ML, RIGKRETH BT &% R i #ic BRL 28500
B Lo RARIGEM D71z BRL 28500 D#5
BT Tehs o TEEGNITEFE Lich > 1o

2. R gt

BRL 28500 #»#& L7 13 FIOEEEFUL Table 1
R LIcERY TH bo
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EH 1 79K, B, MR

RATFECHE TERYEVCRUD ) 2B, WEVR
BTETHCM AR Bdf, ABio Lk, BRL28D
BERITI oot 38°C WO REGERL, WHBIR
WER, ML WE Lo Bk K. pneumoniae SEH
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OB L CREREY 3 ico
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ey, REE BRREFLDI50RIZEZ LI,
a5 v R T/ T i RE& B & B 1o BRL 28500
Sk h 1 BREE—NERKEE LRSI, 2 8H%
CRREONEYED, CRP 46 +2 b+ LE L,
BRASMEIHEEO 2 CRRETNHRLK -1, s,
R, ABRWZelERmEE 540 mg/dl, R b v &Rk
LERFBORIMNBD bR, BRL28500 #E X b
GOT o Ff %@, BRL 28500 #4rhil 6 HigiC
i GOTI3LU. rEHEcEHEY#AD L,

fEG) 5 66 W&, &, MK

YERA, MME= v e -, K, BRHEA, B
WyMBTAPECHREE L RD, BRI S preu-
moniae t H.influenazae % 5if Ui, BRL 28500 $¢
e X hERBRL, RBEWIEELHEK, BKF S
pneumoniae, H.influenzae 4% L,

fEFl 6 80 i, 5B, BRHktEMiX

R LT LEBMELEEERECE L CERAY
FHEL, Thiffo T AP MixEEY B,
BRL 28500 #5 %17 - 7o MR, Mo B
Wi LD T 10 B © BRL 28500 o b5-% dik Lic,
BRL 28500 # 5 it & BB P.aeruginosa
ﬁmgh‘f\:o

EG T 74 &, &k, MR
BASITERYEX F L TABL AR 38.6°C o RMDH
b, R VvERGRT TEKEELEI ETHOMREE S
Bdteo HITMEGER CT, MIKATRAE X VEFWE
KEGER X5 b0 & ¥, BRL28500 #H5w kb BH
X 0 fEEh, i vBRIE R R 4 WRIR Lico WEIRMEH 7c
 ERE TR & - 7o BRL 28500 #¥ &b, GOT, GPT
Aivwi 98, 105 1. U. ¥ ¢ k# Li=», BRL 28500 #
SR EHE Lo

EF 8 68 wk, B, MLUEE
HEESEZREO M LRMERy, 2488, R
oy @D, HEEOMABE HIL, DR EBRE
KaxBRbdlco TIPC 18 4g OF G5 % 1Tt %),

BRL 28500 # 51 W Ut 2% Sashfiie, Ml vz s

HEE TR EHE Lo REEITYTH 1o

EH 9 72 3%, 5B, Bk, LREINRE

#9 5 ERiT A DK, MR R, B4 RPN ARKE
LTWwico #17 BRih O IRERO M % Kl UTAR
Lico AR E 20T, £TRCLEHCREZIhE
K, BHRY Y Hinfluenzae, K.oxytoca % 5 i L
t-o Ampicillin (ABPC) 1 @ 4g % it cefmetazole
(CMZ) 1H 4g ST ERD B <,
BRL 28500 # 51 &% L#, BRL 28500 #r54% & bk
B bt { 5% Ik Lo 753, BRL 28500 5o

KK P.aeruginose BAERE L LTA#Rh, BRL
28500 B EH® IR E LTHBEZ his,

iEF 10 81 &, B, BIxHfEo kliss

EMCSBOT 52 HTD BE. K[k AL A
Bo KRR & Y KRRBR UL, 75 cBeprap
38°C Pyt REME RicLico MEEELY Hinfy
enzae % 7, BRL 28500 & X b &, Wmvg
BT 7 7 hoWEFER, 77AL0oRER o
kR, BEkS H. influenzae K L1,

EH 11 78 5%, B, BEEHSLIATINA

16 £ HM BRI HE. RIEHRO d Ak
BReh, MR, 37.8°C RSO RER S b RRAH
nEZOI, BRXYD S aureus L H.influenzae %
S Lico BRL 28500 5.1z X b fig#h, CRP, mikfss
o, R L IFEMRMILL, S.aureus, H.influenzae
iﬁ% L‘f\:o

EF 12 79 &%, B, KimE

Madige T ARerh, HESETREY BAMFL LT
S. aureus & L %Rk % BiEo S. aureus i methi-
cillin (DMPPC) it 0 %35, CMZ 5% 7 » fco CMZ
BEC X h—iERE L, CMZ BRERBURY,
WL b S aureus % #kit LTS 5 fo i BRL28500
BE5CEE Lic, BRL28500 &&c X » THEM, CRP
L>6+h0 1+ EHBFL, mMBHERLBRELLLFR
2)0

fEG 13 45 %, &, MOERBEEHL

v 3 v 2RBTAR, MKEET E coli 2 HEL,
E B R (E. coli), IMR%Biic, DIC £rts
4 & 3kic BRL 28500 & %17\, MBH, RERKO
Bk Bt MR LA MEREEREL,
BRL 28500 )k 1 @M#& I FURRO HREEBDL.
BFREY TRBEROFEELRAD I,

LIk 13 flicouC, BRL 28500 #L&ai R L
FrRARZE RS Table 2 iRk Lic ki b Th B, M3
ic¥s \» T BRL28500 #ritk, MHEARRMS & GOT.
GPT DLRu@bLA, HBO L HBRERTHRES
M ICEEHERA &R Lo SEA 4 REEOERRAHAT
b BRL 28500 5825 ALP o LA¥BEOTVE
#%, BRL 28500 #54 GOT »% 87 LU. ¥ TLAL
feo LA L, BRL 28500 #r5dik 6 B it ERfLL
Fo fEH 6 123\ T BRL 28500 #5846 ALP DLFAH
AB e, BEOFEBIAS b0 TRpRSF LR
WBIGR & %% Hhtc, ¥, M 8 Icds\ T BRL2
5% MR R DETFHED bk, ThE ke
By RMEEL bhice Mo EREAERED EB
., BBOT &< FEHI7 ids\ T, BRL 28500 5K
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Fig.2 S.H, 79y.0., male, Septicemia

¢y Jan. 5 10 15 20 25 : Feb.1 5 10 15
40[CMZ BRL 28500 3.2g%X3 3. 22X 2 ]
6g 'day
39r
38+
37
36
W.B.C. 5500 7200 17400 10000 7900 8000 6300
C.R.P. 2+ 2+ 6+ 5+ 2+ 1+ 1+
E.S.R. 65/120 80/134 115/160 50/110 85/130 58/105
Bc]\?ﬁﬂ,e S.aureus S.aurcus - -
Table 2 Laboratory findings before and after administration of BRL 28500
Case | Before or RBC Hb WEC Eos. GOT GPT Al-P BUN | Creatinine
No. After (x10') (g/dl) (%) (LU (LU.) (K-A) | (mg/dD) | (mg/dl)
1 Before 368 11.9 11,400 2 38 30 4.9 20 1.1
After 305 9.5 9,200 0 20 17 4.4 16 0.8
2 Before 391 12.2 5,900 3 26 16 6.5 18 1.5
After 421 13.0 7,200 1 40 22 12.0 15 1.1
3 Before 496 16.5 10,200 7 24 25 5.8 20 0.9
After 474 15.4 7,300 14 92 94 4.4 7 0.7
' Before 303 14.0 27,800 0 20 15 27.0 20 3.6
After 357 12.5 8,400 1 87 36 19.6 7 0.6
5 Before 426 13.3 13,400 1 23 12 14.9 14 0.8
After 387 12.1 5,200 0 17 10 11.6 11 0.6
6 Before 262 8.4 12,900 0 75 37 16.5 20 0.6
After 287 9.4 6,500 3 73 35 23.0 13 0.4
7 Before 470 14.6 10,400 0 57 43 8.1 16 0.8
After 432 12.7 6,400 2 25 38 8.1 13 0.4
8 Before 318 10.4 12,000 0 25 9 10.3 17 1.3
After 299 7.4 11,200 1 20 8 9.2 19 1.4
9 Before 408 12.6 9,200 24 12 9 8.9 34 1.3
1 After 373 11.6 6,500 7 9 5 7.4 27 1.0
10 Before 286 8.7 11,900 3 12 2 7.6 17 1.0
| After 315 9.6 7,200 2 12 4 9.2 15 0.8
1 Before 453 13.9 6,600 13 9 8 7.5 18 0.8
| After 443 13.6 5,900 6 17 19 6.8 17 0.9
) Before 298 9.2 30,800 0 22 21 7.6 20 0.7
After 308 9.8 6,300 1 13 10 7.4 13 0.5
13 Before 347 10.2 28,900 0 56 31 8.0 41 1.5
—_ After 370 10.7 7,600 1 21 25 8.1 17 0.6
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—@¥:D GOT-GPT EEMAZD LI,
75¥, BRL 28500 5 5 B EN L RERICE
TOEFIE T2 BD LRI >
III. #BELLSUTCER
BRL 28500 (¥ TIPC iz fB-lactamase [HEX|TH B
CVA #E&TAZ ik, p-lactamase EER XS
TIPC MHEEIAENILREIRI > EEL O hH
FTh 510, SEEE Ui BBROBE K 53 5 BRL
28500 OIEH®ZRTH, S.aureus, E.coli, K.pneu-
moniae, P.mirabilis, P.vulgaris =it L Cix TIPC D
HEH X v+ <h, 108cfu/ml BETORBELS L,
Tht o EEO FRE 142 kb 124 £ 87.3% ik
12.5 pg/ml LU Fo> BRL 28500 iw X b BHEMAILZhBZ
ERBIBORI, L Lt b, P.aeruginosa RV
S. marcescens =X+ % BRL 28500 i E 1113 TIPC &
=ML, CVA HinoRRZBD bRieh - 1
Wik 7B, FHEIBE 16, BRfefto LREZIKRIE
201, Bfpm o AEXWE 16, RofiE 16, fil
EFBT®L 14, 5 18 Flert LT BRL28500 1 H
3.2g~6.4g (RmiE1HOAL 9.6g) % 3~23.5 H
s Ui, 13 ldh 8 Uik 70 I Lo BERE TH Y,
LTS, BEES BEEERE RBEAREOD
BXASELERY S OBEN S AFE LR I#ILLT,
B8 B, LEY 1 AOEKRGRENRD bl &
4 fich 2 Bl P. aeruginosa BRPIE T H v, P.aerugi-
nosa 1 LTix CVA TN X h B OB T D
Siicus invitro DR, KLU Zh S 2HARRT S
TIPC oHEEMN1E 1.5g5E1 B 2@ EBATHo I
T e, EEIRED b BT b R TR o LRET
icu s EEx bhic, E. coli ZIfi¥ s X TR LA KE
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The antimicrobial activity of BRL 28500, a formulation of ticarcillin (TIPC 15 parts) and the §-
qactamase inhibitor, clavulanic acid (CVA 1 part), against clinically isolated organisms was compared
with that of TIPC alone and piperacillin (PIPC). In clinical studies, BRL 28500 was administered to 13
patients with infections and the effectiveness and safety were evaluated. The following results were
obtained :

The peaks of the MIC distributions of BRL 28500 against various organisms were 0.78 ug/ml (S.
aureus), 3.13 pg/ml (E. coli), 6.25 ug/ml (K. pneumaniae), 0.78 ug/ml (P.mirabilis), 0.78 ug/ml.
(P.vulgaris), 50 pg/ml (P.aeruginosa) and 3.13 ug/ml (S. marcescens) at an inoculum size of 108 cells/
ml. The antimicrobial activity of BRL 28500 was superior to that of TIPC against all organisms except
P.aeruginosa and S. marcescens, and potentiation of the activity of CVA was observed. When an
inoculum size 108 cells/m] was used the antimicrobial activity of BRL 28500 against S.aureus, E.coli,
K. pneumoniae and P.vulgaris was superior to both TIPC and PIPC.

BRL 28500 was administered to 7 patients with pneumonia, 1 with a lung abscess, 2 with infected
bronchiectasis, 1 with infected asthma, 1 with septicemia and 1 with septicemia and pyelonephritis, at a
dose of 1.6 or 3.2 g, two times a day (three times in the case of septicemia) by drip infusion for bet-
ween 3 and 23.5 days. Clinical evaluation was rated good in 8 patients, fair in 1, and poor in 4.

No side effects were observed and no abnormal laboratory findings except transient increases of eosi-
mnophils, GOT and GPT in 1 patient, GOT in 1, and GOT and GPT in 1 were observed.



