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S. aureus 25 #Rizxt$ % BRL 28500 o MIC £ 0.78
1h 25pg/ml /AR L, peak {EIX3.13 pg/ml TH -
7 (Fig. Do AT TIPC X 9 17c\ L 2%, EVET
Holo

E.coli 26 Bzt aA%|o MIC £ 0.39 X b 100
pgiml EI5Q AAF LT iedt, % o peak fii 1.56 pg/
ml T b, TIPC Mtttk TD MIC EDE T2 EH TH
-t (Fig.2),

K. pneumoniae 26 #ko MIC 1% Fig.3 Wit o EX,
1.56 X b 100 gg/ml 144G LT\ ico TIPC o MIC
14tk 12.5 pg/ml P ERAFH LTWRDiR BN, K
#Ti3 12.5 pg/ml DT ORBZ R LHD 73.1% T
bof:o

B. catarrhalis 38 #kicxf LT, TIPC o MIC (31£&8k
6.25 pg/ml LA Ficdh » 7chs, BRL28500 Tk bt
WrETRR L, £k 0.39 pg/ml LUF TH - 72, (Fig.
4o

Fig.1 Sensitivity distribution of isolated
S. aureus, 25 strains (108 cells/ml)
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Fig. 2 Sensitivity distribution of isolated
E.coli, 26strains (108 cells/ml)
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Fig.3 Sensitivity distribution of isolated
K. pneumoniae, 26 strains(108 cells/ml)
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Fig. 4 Sensitivity distribution of isolated
B. catarrhalis, 38strains(10° cells/ml)
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Fig. 5 Sensitivity distribution of isolated
P. aeruginosa, 27 strains(10¢ cells/ml)
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Fig. 6 MIC correlogram between TIPC and
BRL 28500 against J-lactamase pro-
ducing S. aureus (18)
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Fig.7 MIC correlogram between TIPC and
BRL 28500 against fS-lactamase pro-
ducing E. coli (23)
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Fig.8 MIC correlogram between TIPC and
BRL 28500 against fB-lactamase pro-
ducing K. pneumoniae (9)
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Fig.9 MIC correlogram between TIPC and
BRL 28500 against p-lactamase pro-
ducing B. catarrhalis (25)
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S. aureus, FE.coli, K.pneumoniae 3s ¥ 1% B.ca-
tarrhalis D=t w7 4 VERID p-F/ F<—HE
EBRIZERZh 18(72.0%), 23(88.5%), 9(34.5%),
25(66.0%) ¥%ThHoTchs, Thb B-5 7 x<— ¥k
B owT TIPC LAH| D MIC {EDMEBER &,

S. aureus T3, 18 #kD 5 H 15 #kT TIPC kL,
17zvL 2% D MIC OET D7 (Fig.6), E.coli
23 #kTiE, 17 BTl L 3D MIC ET%A &
< TIPC BEMHEKTO MIC ETHERATH-1
(Fig. 7)o K. pneumoniae |3 FE 5 R4 Tohs - foizdh,
B-5 7 2 = —LEAKITH T IR T Eith o kd,
5B 3 BRAVREZMIR (12.5 pg/ml LIF) % ¢ MIC 0ff
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TLERRETE2R LA (Fig.9),
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Table 2 Laboratory findings on BRL 28500
N Before RBC WBC Ht GOT GPT Al-P BUN Cr
1 After | (10V/mm?) | (/mm®) | (%) (KU | (KU) | (KU) | (mg/d) | (mg/a)
1 B 379 12,000 34.5 25 17 11.1 22 1.1
A 408 11,500 39.4 33 15 8.1 30 1.3
9 B 401 9,400 37.0 35 11 7.0 14 1.1
A 525 8,100 48.2 31 14 6.5 11 1.1
3 B 9,500 11 13 4.3 17 0.8
A 311 10,700 26.0 11 14 4.6 14 0.7
4 B 273 9,600 27.2 15 7 5.2 15 1.0
A 275 10,100 27.2 10 4 4.8 6 0.8
5 B 473 7,300 45.6 30 18 8.4 9 0.5
A 385 4,100 37.6 21 7 9.3 11 0.8
6 B 398 7,700 39.3 42 24 10.4 11 1.0
A 359 5,900 36.0 20 19 7.7 20 0.8
7 B 373 8,200 36.4 15 8 7.7 20 1.0
A 362 5,900 35.7 17 8 7.1 18 0.8
8 B 255 3,400 25.5 101 151 11.8 6 0.4
A 235 5,000 33.5 41 36 11.0 3 0.6
9 B 388 7,700 39.2 10 13
A 395 4,200 39.4 18 21 6.4 23 1.1
10 B 384 9,500 35.2 72 42 26.3 0.7
A 378 7,700 35.1 33 29 21.4 8 0.8
i B 544 6,300 48.2 59 120 5.7 18 0.9
A | 168 5,400 42.1 28 75 6.7 18 0.9

JETIRIE, LEIMEE LH) Th -t BEEIL,
WBRg\x Streptococcus intermedius, i3 2 & 3H M.
pneumoniae, 1&YEKERYIE 2 ) T K. oxytoca, P.
aeruginosa TH h, D 2 FlIRE Th - foo IBHITA
Al 14 BRORE TEE LA TH - oo Mzt D 2 iz
M. pneumoniae LISz EBE I I hich - Toted,
BRI IBE TH - 7205, DEHEL VBRI L1 &
BRI T BEORECTHRY, 1B KERYE 37
T, BEETBAIER), REED MIC 3 K. oxy-
toca 6.25 pg/ml, P.aeruginosa 1.56 pg/ml &\ »+h i
RZUELBbhic, ME TR BEREDHT
Hotco FRBRYFELETIL, FHIH, L2FH1
Bl |Eh 101, HERE2HTH - 1o

RETHE BRH6H, LB 160. EH26,
ETREE 26T, BEHRIL 66.7% TH -1,

3) EfFBH IVEBRREERY

2, HCBERZE OBIEMIHEEY, HEie
DEEFRRAENES Table 2 O Z & Tl feh - 1o,

II1. % =
TIPC wR7 7 A 3 FEREEEDOR=v ) + - ¥HE

#FIlTthBs CVA % B L7 BRL 28500 i, E.coli, K.
prneumoniae, S.aureus fs ¥ o TIPC MR LTE
Bi7c MIC DETH S 5 LMEINT LB,

4B, in vitro TOAKIOHE N RN LD, S.
aureus 25 &, E.coli 26 ¥k, K.pneumoniae 26 #, B.
catarrhalis, 38 ¥k, P.aeruginosa 27 #0 5HEETH-
7eh3, TIPC ikt LAF| D MIC HEBIicET Lo,
K. pneumoniae s X 0% B.catarrhalis O 2 EfDHRTH
- 1co P.aeruginosa Ti3A&%| L TIPC o MIC c%H
275, AED TIPC ioxid Bt -7 74~
—EDBE DI D L Bbhi,

MABEBED =t rte7 4 v+ F4RIETO 77
2= — CEHEICoWT, &AF L TIPC Lo MIC{ED
EB)% 35 &, S. aureus, E.coli, K.pneumoniae D3
BTz, TIPC o MIC #% 25 pg/ml [l k#7rT RER
HEBICI LT, CVA Fiimc X b MIC2 &L EDET
BT L OB A ho A, ek BRL28500 KL
25 pg/ml Ll ko> MIC #7573 EkEA: E.coli T 28K+
7 ¥, K. preumoniae- T 9 frdh 6 BEEHH hto S
aureus TI3AH 12.5 ug/ml 25 Lt oo, hb3
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EETHHF SR ED MIC OETR/Ah 2T &
noHORERITEELY L REXRD 21,

L L, B PREBRRE L LTERIhLD -7
y 2= —XEEBEOHRIKZ\ B catarrhalis T,
-5 7 5 < —HEEE 25 BRTTo MIC 132 0.39 pg/
ml PUFEEARET 2%, SEAEC L 5 FREBES
ETOBERENPREIN S,

11 fEflex$3 % BRL 28500 DRI, AT
LA eH, BRI LA, Ry 24, RHEHETEE
2RITERRIL 66.7% Thoto 5b, BFEOREM
s 1:d DIXRBBHRIET, 3HLBAVERTH 70 T
3P A RIBRE L E T RERORENFE L
Dokl bXBHDTHA Do FFRBRYIE TIL, Il
%0 283Thd M. pneumoniae HigRH I, flic
AEEIRE IR - e RHEL VB L, B
l SHSETAE LG, BEKERGIEIFIOFE 6
ATOERTH B, BRHER SEIKEZK 1B
BRERIEDOEK 1HITH Y, BHERERPETOER
BBpithotee 5b, ERATIRHABIEL, -7 7%
<—CED K oxytoca R I h, AF o MIC
it 6.25 pg/ml TH - 7chd, BRATICORELR) B
RRIEALD H, ERREVERER>E I LBH

hob Db EER T, £, BEBEERE LETIC
BEAERLTEY, NIRRT ECEENBRETH
o‘/i:o
SEIOXRIERIC B. catarrhalis BREFEITEAE Lichs
2 72h3, in vitro DRE L b AFI OB EIF SR
50T, SHEBEVPDNIHFTHEFETH 5B,
R, BWFRRERREEOREIRRE LT, FFIx
REWTEF EE 2 bhi,
XX Bt
1D REIERK, fil : UTI SEEHEEMELERS 2 8, Che-
motherapy 28 : 321~341, 1980
2) PAISLEY,J.W. & J. A. WASHINGTON II : Com-
bined activity of clavulanic acid and ticarcil-
lin against ticarcillin resistant, Gram-Nega-
tive bacilli. Antimicrob. Agents Chemother.
14(2) : 224~227, 1978
3) HUNTER, P. A.; K.COLEMAN, J.FISHER, & D.
TAYLOR : In wvitro synergistic properties of
clavulanic acid, with ampicillin, amoxycillin
and ticarcillin. J. Antimicrob. Chemother.
6 : 455~470, 1980
4) % 33 WHEFKEREFZERE, FEY vHoy
4, BRL 28500 (Clavulanic acid-Ticarcillin),
e, 1985
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BACTERIOLOGICAL AND CLINICAL STUDIES ON
BRL 28500 (CLAVULANIC ACID-TICARCILLIN)

Masanipe Takn, Kensuke Kuwanara and HipenoBu SHIGEOKA

Second Department of Internal Medicine, Fukuoka University School of Medicine

Norrvyuk:r Murakami

Central laboratory of Fukuoka University Hospital

The antimicrobial activity against clinical isolates and the clinical efficacy of BRL 28500, a formu.
lation of ticarcillin with clavulanic acid, were studied.

Minimal inhibitory concentrations of BRL 28500 against clinical isolates of Staphylococcus aureus
(25 strains), Escherichia coli (26 strains), Klebsiella pneumoniae (26 strains), Branhamella catarrhalis
(88 strains) and Pseudomonas aeruginosa (27 strains) were 0.78~25 pg/ml, 0.39~100 pg/ml, 1.56~
100 pg/ml, 0.39 pg/ml or less and 6.25 pg/ml or more, respectively. These data indicated that BRL
28500 had a markedly more potent antibacterial activity than ticarcillin against B.catarrhalis, slightly
more activity against S.aureus, E.coli and K. pneumoniae and the same activity against P. aeruginosa.

In clinical studies, BRL 28500 was administered intravenously at daily doses of 3.2 or 6.4g, to 3
patients with urinary tract infections, 1 with cellulitis and 7 with various respiratory tract infections,
including 2 with pneumonia, 1 with acute bronchitis, 1 with pyothorax and 3 with acute exacerbation
of chronic RTIL

In the 9 cases in which the clinical effect could be assessed, overall clinical efficacy was good in 6,
fair in 1 and poor in 2 cases. The efficacy rate was thus 66.7%.

Organisms isolated from urine were E.coli (2) and Proteus vulgaris (1), from pus S.aureus, from
pleural effusion Streptococcus intermedius, and from sputa K.oxytoca (1) and P.aeruginosa (1).
Mycoplasma pneumoniae alone was isolated from the sputa of both cases with pneumonia and these
were considered unevaluable for clinical effect. E.coli, P.vulgaris, S.intermedius and K.oxytoca
were eradicated by treatment with BRL 28500 whereas S.aureus and P. aeruginosa persisted.

No side effects or abnormal laboratory data were observed.



