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BRL25000 (Clavulanic acid-Amoxicillin) r=pli-~5% X817 - BLRHR

Bl& M-k KA-J)IE EX
ne BE-HE ZMB-F R D
J1 11 K A 0 8 P

P-lactamase inhibitor T4 % Clavulanic acid (CVYA) & Amoxicillin (AMPC) £ 1:2
DEAHITHS BRL25000 &0\ TEME - BIKEIMMETio-tco MEBED Staphylococcus
aureus 1435 BRL25000 o1z, AMPC Mio@Ack~Eht- MIC ¥/RL, BA L
DFkN 6.25 ug/ml LIF o B T RHPALE X2 h o X5 E. coli, Klebsiella pneumoniae,
Proteus vulgaris it LC% BRL25000 (28867 AMPC M X T Eh7-HEHERL
7o Haemophilus influenzae, Proteus mirabilis, Acinetobacter =% L Tix, AMPC ¥
PBELREASOHBEHEY R LA, B-lactamase 4D Haemophilus influenzae = LTI,
B 62 AMPC B X bizfBhic MIC #iRL, T 0.78 ug/ml LIFORE CREHEELSE
b Hht, Lb L Proteus morganii, Serratia marcescens, Pseudomonas aeruginosa,
Pseudomonas cepacia TiFaA £ DEMEFCt LT, 100 ug/ml LA ED MIC /R L7,

%] 375 mg ¥ FRAABHEFCHR LICHE O mPRE X, AMPC, CVA L {ic 2B5M%IC i
BEXRL, ThXh¥g 4.70, 2.44 pug/ml THo7o, LItk 4BERIA 1.66, 1.04 ug/ml, 65§
[EMfE 0.54,0.28 ug/ml TH -1, REFCHIE LI 6 B5M ¥ TORFHMRIZ, AMPC T 47.4%,
CVA T 25.8% TH-1

PR B RME 21 B, REESRPE 2 flic, AH1H3~4%k 2~15 AMER LR, B2
BRI, PXHE3, K6, HETELIADORRTH%o 1 ATEEOES, AKKIE 16
TESR, EHEZED, 55 1AREERELLEY, ThLUSCREERLLCCERREEDORE
LPBOLAY, BRMWCERLZERTHD &EX b,

BRL25000 %, %[ Beecham W %FFCHRBRINT
B-lactamase inhibitor ¢#% % Clavulanic acid @ #»
v 43#g5 0D Potassium clavulanate(CVA) & Amoxicillin
(AMPC) t o 1:20fAHTH Y, CVA RO &
%45 PB-lactamase L RAMMICES LT, *0FEH
IET 5 nic AMPC ofiEEA MBI, HE
AR P FALIRKIh T3, EHREKAOBEARS
RIVECMPRENBORD N, KBt owTH
B XORRMRLBOLR TV ey,

SEbhbhd, BRL25000 i o v T @ - BK
MRHEETECETOARYBLOTRET 2,

I. 8 & # %

1. HEN

FHEK X BEHKD Stapiiylococcus aureus, E.
coli, Klebsiella pneumoniae, Proteus mirabilis,
Proteus vulgaris, Proteus morganii, Haemophilus
influenzae, Acinetobacter, Serratia marcescens,

Pseudomonas aeruginosa, Pseudomonas cepacia T

&b, BRL25000 o MIC i3 B & {L¥REFLEREC

$€\>, pH7.2 © Heart infusion agar ¥ V- EHEFR
TIC X ) JE LT, 7ok, HLEERZ, H influenzae
1X, 10%cells/ml, Fofpid 108 cells/ml TfFleot,

2. MEPRELLVICRPHR

F, BBRECRAEOLVFREBEEES IALHERL
LT, SIARIZIER Ic A% 375 mg ¥ Ok, 30
01, 2, 4, 6 Bz Lz LT AMPC, CVA 0
MR EE* JIE L1,

REH B, AMPC 2 M. luteus ATCC 9341 #,
CVA 12 Klebsiclla pncumoniae ATCC 29665 k¥ #
EELETAEERS » TEXAVI,

RRIC 2B L ICHEIRR L, 6 B5RTE TORPR
ExHIE L1,

3. BEROBER

BRL25000 (EMfEGIL 238 BT, % © PRI MHRT
Bl BHLEREE 1 61, SMEKEL K20l BESEIXS
Ol, [REXLEEAN, CEARAMIETLR40 K
BEBRE2HTH, BIIIBHE 14 F, KHEIATD
b, I 26 EH D 77 B TEH 57 TH-T0
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ZF01 AEARII3~4ETHY, HELMIz2~
15 B'C'ﬁcf:.o

WRHEE, R W KR, KIS ¥ L oK
FER BSIUCRMXERTR, Kbl AMBRELERE
HEOHBOBRELLVRERBNEAOERC LY, 2
%, BY, LB KO 4L L, 2512 BRL
25000 B SAIRORBMEKER, B - BREOT LIz oL
THRIF LI, fods, EERRHIBIEIE, PRFD 55 425 A
H56FE1IAETRBLALDOTH S,

II. & %

1. HEH

BEhkD Staphylococcus aureus, E.coli, Kle-
bsiella pneumoniae,

Proteus mirabilis, Serratia

marcescens, Pseudomonas aeruginosa % 50 ¥,
Haemophilus influenzae 43 £k, Proteus vulgaris 16
¥, Proteus morganii 8 ¥k, Acinetobacter 38 #%,

Pseudomonas cepacia 31 ¥kiz %435 BRL25000,

Fig.1 Susceptibility of Staphylococcus aureus
to BRL25000 (50 clinical isolates 108

cells/ml)

100

L
B
F
¢ BRL25000
§  sof
2
i
_=‘ -
£ i

e/ A

MIC  }0.10.180.390.781.563.136.2512.5 25 50 100 200 200<
BRL 25000 9 2 13 23 3
AMPC 2 8 1 1 5 7 12 7 4 3
CVA 45 4 1
CEX 2 33 13 1 1

MIC ‘ug ml)

Fig.2 Susceptibility of E.coli to BRL25000
(50 clinical isolates 108 cells/ml)

100}

S0

Cumulative percent (%)

TR . T
__MIC _ <0.10.180.390.781.563.136.25 12.5 25 50 100 200 200<
BRL 25000

BRL 2500 1 24 18 5 2

_AMPC T 3 8 4 4 1 30

_Cva 1 % 6 18
CEX | 1 8 29 6 4 2

MIC (ug'ml)

Fig.3 Susceptibility of Klebsiella pneumoniae
to BRL25000 (50 clinical isolates 108

cells/ml)
100
1
///
E -
g BR1.25000 - /
g s0-
!
= Lo
F IaMIre
g
o
L n N _-‘?'_JA I
MIC  |~0.10.180.390.781.563.136.2512.5 25 50 100 200 200~
BRL2sooO [~ 1 3 3% 3 1 5 1 1
AMPC | 2 1 47
CVA - - 23 2 1
CEX 8 9 6 4 2 3 18
MIC “ g ‘ml)

Fig.4 Susceptibility of Proteus vulgaris to
BRL25000 (16 clinical isolates 108 cells/
ml)

100}

S0+

Cumulative percent (%)

e 1 1 1 1 L 1 1 1 1
MIC <0.10.180.390.781.563.136.2512.5 25 50 100 200 200<

BRL 25000 6 6 2 2
AMPC 16
CVA 2 8 4 2
CEX 16

MIC (ug/ml)

Fig.5 Susceptibility of Haemophilus influenzae
to BRL25000 and related antibiotics (43
clinical isolates 108 cells/ml)

100}

S0 AMPC
BRL 25000 /

Cumulative percent(”,)

—led /

e P " N S
MIC  [0.025 0.05 0.1 0.18 0.39 0.78 1.56 3.13 6.25 12.5 25 50 1005

RL 2 1 19
BRL 25000 ) 20(5) 3'_
2 7 26 3 1
ARC | RN
CVA 1 8 16 15 3
. 3 ) MIC (g, m)
() :No. of strains of B-lactamase positive
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Fig.6 Susceptibility of Proteus mirabilis to

BRL25000 (50 clinical isolates 10°cells/
ml)

Fig.9 Susceptibility of Serratia marcescens 1o

BRL25000 (50 clinical isolates 108 cells/
ml)

100} u = ee? oo
L BRL.25000 --
= el /7 ot L
el - o\
S e / S
K g 4 L
: / ¢
g€ 50 , X s
4 4
£ ‘ / r £ BRL2 re
= [ / CEXJ C ]
i / / g
© Ll le” Tt e n IR TR S S SH SR S ! l K
MIC  [<0.10.180.390.781.563.136.2512.5 25 50 100 200 200< MIC  |0.10.180.390.781.563.136 2512.525 50 100 200 200<
BRI 25000 3 36 7 2 1 1 BRI 25000 7 % 7
TANMTC 2 16 20 1 2 5 1 3 AMPC 7 18 25
CVA 50 CVA 2 7 1
CEX 1 11 12 11 9 6 CEX )
MIC ‘ug 'ml) MIC (ug ml)
. - . Fig. 10 Susceptibility of Pseudomonas aerugi-
Fig.7 Susceptibility of Acinetobacter to BRL g P 4 .. . 8!
M . . nosa to BRL25000 (50 clinical isolates
25000 (38 clinical isolates 10® cells/ml) .
108 cells/ml)
100}
100
_ BRL25000
& =
H / =
£ 5 [ ]
o \ ! g sof
3 / .
= z
'E=' CVA / =
=
3 | ,‘/ JCEX £
n ! 1 L 1 Lt n s (D=l L (8] CEX
MIC  [£0.10.180.390.781.563.136.25 12.5 25 50 100 200 200< T S S S SR T 4 y
BRL 25000 1 5 138 8 MIC  |<0.10.180.390.781.563.136.2512.5 25 50 100 200 200<
AMPC 2 15 12 9 Bikﬁf‘{oo %
CVA 13 3 5 9 5 3 ¢ L)
CEX 3 3 Cva 4 12 u
CEX )
MIC (g 'ml)
MIC (yg/ml)
Fig.8 Susceptibility of Proteus morganii to Fig. 11 Susceptibility of Pseudomonas cepacia
BRL25000 (8 clinical isolates 108 cells/ to BRL25000 (31 clinical isolates 10°
ml) cells/m!)
100} 100}
= L ~ L BRL25
| E i
¢ g EX
g sof g sob
£ ¢
z = AMPC
E E
3 El
o o r g
1 1 1 1 L 1 1 1 1 i L 1 1 1 1 A 1 1 1 1 "
__MIC  ]<0.10.180.390.781.563 136 25 12.5 25 50 100 200 200< MIC [0 10.180.390.781.563.136.25 12.5 2550 100 200 200<
BRL 25000 1 7 BRL 25000 ! 30
AMPC 8 AMPC a
CVA 1 7 CVA 1 12
CEX 1 7 CEX 1 3
MIC (ug/ml)

MIC (ug/ml)
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Fig. 12 Serum' levels of AMPC and CVA after
375 mg of BRL25000 administration

Serum concentration (ug/ml)

—e AMPC

- CVA

~~.
V/&\\

[\ |4 |
01/2 1 2

’ 6

Hours after administration

Case 3’3“» Drugs| 12 1 2 4 6 hr.}
OT. |56 AMPCf 1.13 55 46 1.63 0.5
o 48 | CVA | 0.41 2.45 245 0.94 0.3
RsS. |62 AMPC| 0.96 4.25 6.1 2.1 0.73
= 47 | cvA | 0.48 2.15 3.15 1.57 0.38
T.F. | 34 AMPC| 0.17 1.25 3.4 1.25 0.4
' 57 |CVA| 0.25 1.05 1.73 0.6 0.15
Mean |90.7 |AMPC| 0.75  3.67 4.70 1.66 0.54
50.7|CvA | 0.38 1.88 2.44 1.04 0.28
wug ml)

AMPC, CVA i X ¥ Cephalexin (CEX) o2 tt45
fix Fig. 1~11 TR L1,

Staphylococcus aureus T %3+ %5 AMPC o MIC
12 25 ug/ml =24 LT 0.18 A5 200 ug/ml LA
EECIRIS /LT 5 A4, BRL25000 » MIC o
€= 2% 3.13 ug/ml p b, BT AMPC Bifhie
LU CEX X b@hT\ i (Fig.1),

E.coli ® 60% 1. AMPC iz} LT 200 ug/ml Ll E
DOfftE% R L f= 2, BRL25000 © MIC (1 86% »: 25
ug/ml LLFTHH, 12i1F CEX o MIC LMELILTW
7= (Fig. 2),

X b Klebsiella pneumoniae, Proteus vulgaris
X LTh AMPC Bihifr 600 CEX iw b~ h it
BhH%ERL1 (Fig.3,4),

Haemophilus influenzae, Proteus mirabilis, Aci-
netobacter \=xf L Tix, Fig.5, 6, 7 wiRLicX5ic,
AMPC BHOBE L2 iERAEOHEN LR LI, B-
lactamase B4 D Haemophilus influenzae 1234 LT
1%, AMPC Bk hfEhic MIC #:RL, 3XT0.78

Fig.13 Urinary excretions of AMPC and CVA after 375mg of BRL25000 administration

1500y m SY;AOUrimry levels
o——o0 0--=—0 Recovery rate
- 160
; 1000 450 g
¢ J30 &
S 500 £
% 420 5
> 3
10
1 1 1
0(0~2) 2(2~4) 4(4~6) 6
Hours after administration
0~2 2~4 4~6 0~6(hr.)
Case| Drug {Concentration Recovery[Concentration{Recovery[Concentration Recovery|Recovery| Rate
ug/ml) | (mg) | (ugm (mg) | (g ml | img) | (mg) | (¢,)
AMPC| 860 68.8 1,110 27.8 295 29.5 | 126.1]50.4
O.T.
CVA 219 17.5 315 7.9 80 8.0 33.4|26.7
AMPC| 880 39.6 1,890 56.7 445 33.4 | 129.7 | 51.9
RS cval a3 9.6 548 | 16.4 140 10.5 | 36.5|29.2
AMPC| 454 40.9 640 44.8 128 14.1 99.8(39.9
T.F.
CVA 143 12.9 150 10.5 31 3.4 26.8 | 21.4
AMPC 731 49.8 1,213 43.1 289 25.7 | 118.5|47.4
Mean
CVA 192 13.3 338 11.6 84 7.3 32.2|25.8
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ug/ml AT OWRECRHRLLL L1,
LML Proteus morganii, Serratia marcescens,
Pseudomonas aeruginosa, Pseudomonas cepacia I

Table 2 Overall clinical efficiency of BRL25000

FLTIX, FhA & 100 pg/ml LLED MIC %7% LW Diagnosis Excellent Good | Fair Poor | Total
tERR WD bR -1 (Fig. 8, 9, 10, 11),
2. I s & OGS R S Bt Pneumonia 1 3 1 2 7
BRL25000 # 375 mg KN IRE D AMPC % X Pulmonary ) 1
¢ CVA o2 Fig 12 iR L7, AMPC & abscess
CVA ORiyimik-hilkEi 30 4% 0.75, 0.38 ug/ml, 1 Acute 1 1 2
BEM 3.67,1.88 ug/ml, 2 KM 4.70,2. 44 ug/ml, bronchitis
hroni
4RSI 1.6, 1.04 ug/ml, 6§ 0.54, 0.28 g/  ChomC . 2 | 1 3
ml THbH, 2EAAKICBEBEYR LI, B hiectasi 1 1 1 3
. N ronchiectasis
R RIE L1 6 Wi ¢ Co Rkt R Fig. 13 i Diffuse
SRL7X 51, AMPC T 39.9~51.9% (P 47.4%), ﬁ?ir;bfonchio- 3 1 ‘
CVA T 21.4~29.2% (P 25.8%) TH -1, , "
3. EEIRAYEE RTI & subtotal | %o 0, &2
BRL25000 {FRERNDHKHR e b VKL DE LD
_ 2
% Tablel XU 2R L1, T i
ftize, MHCIBLE, Ak, BUEITIZR SEINR Total 2 1 3 6 2
fE, U2 AMAMKES 50 ERRBRIAEL 21 HIT (59.1%)
HREHIERE 20 B, EZH26, BRHIL, ©FH
Table 3 (1) Laboratory findings of patients treated with BRL 25000
Case No. 1 2 3 4 5 6 7 8 9
G.U. HS. MK. SI. SI. FS. SN. HN. TS.
Ht Before | 37.6 29.1 42.5 43.1 31.3 37.2 36.8 37.3 43.3
(%) | After 36.0 31.5 42.4 45.9 29.6 35.4 31.4 37.5 “us
Hb Before | 12.9 10.0 14.8 14.4 10.8 12.8 12.8 12.7 15.0
(g/dl) | After 12.5 10.5 15.2 15.5 10.1 12.4 10.7 13.2 15.6
RBC Before 408 321 468 480 326 419 a7 409 517
(10*/mm?®) | After 403 353 471 517 307 402 351 412 533
WBC Before | 9,800 7,800 7,900 | 10,000 6,600 | 10,200 7,900 | 6,100 | 7,200
(/mm3) | After | 11,300 6,500 5,700 7,700 4,100 8,100 6,700 | 6,100 | 5,200
S-GPT Before 24 7 14 32 14 9 14 11 1
(iw) | After 58 22 13 32 9 7 8 11 12
S-GOT Before 18 11 11 20 18 11 16 11 14
(iu) | After 57 20 14 22 13 12 12 16 15
Al-Pase Before 97 58 38 152 125 50 58 54 50
(iuw) | After 162 62 50 67 102 61 55 56 53
BUN Before 13 28 15 19 18 16 * 10 11 14
(mg/dl) After’ 20 24 17 15 17 16 10 14 16
Creatinine Before 1.3 1.7 1.2 0.9 1.1 0.9 1.4 0.8 1.0
(mg/dl) | After 1.2 1.5 0.9 1.0 1.2 1.0 1.4 1.0 0.9
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Table 3 (2) Laboratory findings of patients treated with I3RL25000

Case No. 10 11 12 13 14 15
S.S. M.F. S.K. M.M. K.M. K.N.
Ht Before 33.7 43.5 31.0 34.0 43.3 34.3
(%) After 37.3 43.0 30.7 35.3 34.6
Hb Before 11.7 15.1 10.6 11.9 14.9 11.8
(g/d1) After 12.6 14.7 10.4 12.1 11.5
RBC Before 414 487 345 388 577 368
(10'/mm®) | After 447 475 341 399 359
WBC Before 9,200 6,700 7,000 8,400 13,200 7,400
(/mm?) After 5,400 6,600 7,000 7,000 4,900
S-GPT Before 11 14 6 9 14 4
(iu) | After 7 12 5 9 6
S-GOT Before 9 11 8 13 11 13
(i) After 7 17 11 13 5
Al-Pase Before 57 41 43 61 89 93
(iu.) After 53 40 45 53 87
BUN Before 17 15 14 14 15 16
(mg/dl) After 10 10 17 11 17
Creatinine Before 0.7 0.9 1.0 0.9 1.0 0.8
(mg/dl) After 0.7 0.9 0.9 0.7 0.6

Table 3 (3) Laboratory findings of patients treated with BRL 25000

Case No. 16 17 18 19 20 21 22 23

S.S. O.T. TS. T.M. H.F. M.M. 0.T. HS.

Ht Before 31.0 42.9 43.2 31.4 41.6 35.1 41.5 42.8

(%) After 32.6 40.5 43.8 33.1 43.5 35.0 (40.2) 37.6

Hb Before 10.2 14.6 15.2 10.5 14.9 11.9 14._2 14.5

(g/dl) | After 10.9 14.1 15.5 10.8 15.3 11.5 {13.6) 13.1

RBC Before 351 485 531 373 501 402 454 439

(10*/mm?3) After 372 460 531 396 523 388 (440) 392
WBC Before 11,800 9,800 8,700 15,500 6,100 7,700 6,900 16,500
(/mm3) fter 4,700 7,200 6,400 9,900 ‘ &,000 9,300 (8,100) 8,500

S-GPT Before 7 8 10 19 9 17 7

(iu.) After 18 8 9 10 23 8 (18) 11

S-GOT Before 10 8 13 13 13 16 11

(i.u.) After 13 13 16 13 15 12 (18) 13

Al-Pase Before 59 58 61 66 53 66 53

(iu.) After 91 58 60 54 67 55 (64) 51

BUN Before 11 20 10 17 11 14 13

(mg/dl) After 9 19 10 9 19 11 (16) 13

Creatinine Before 0.7 1.0 0.9 0.8 0.7 1.1 1.1

(mg/dl) After 0.6 1.1 0.8 0.8 0.8 0.7 (1.0) 1.1

( ) : During therapy
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23, MmBheHIT, HRHL 55% (11/20 HI) TH-
Too ¥RBRBBEED 2 Hlik, TRTHYEMNT, 24
ELTOREIL 59.1% (13/22 B Th »teo FiThii
KT ODOEEN57%4/7) LIERTH TN, £hi
1 BU%E 20, KESE 5V ELIRER L
N EMEAWEREL AL T b B bR,

F WY 12 (X Haemophilus influenzae o 6 b 5
Bl CHb, Klebsiella D5 HP 2K TH
271

23 flsh 2 GICHILBEER ¥ X L THRIFANEDH S
h, 10EE, ARKEOLS 12 BEI, 15IME
S, WErOAd 2 B RS PIELIEY, WhbH
1B, HEBERIDECHICHE LT, T AR 51
ik 5 MR, I - BH@EREY Table 3 1T/RLA
2, BCREEYRTLDORALRAEN 21,

II1. = ®

Clavulanic acid |3 Streptomyces clavuligerus AT
CC 27064 H LorEESNIcHAEWR T, TOHEEED
BEREL, T LA#A B-lactamase DEEHE &
LTHEMAYHDY, Reapine? Hiz X% &, Clavulanic
acid (% E.coli, Klebsiella aerogenes, Proteus mira-
bilis, Staphylococcus aureus 7g L MESETS [-lac-
amase % ¥/ i fAE 3 5%, Pseudomonas aerugi-
nosa, Enterobacter cloacae EE* D cephalosporinase
F > B-lactamase ¥ X U° E.coli @ chromosom {Zz
Pt B-lactamase 3FhA LHE S AV Vbbb, X
51z CVA & Penicillin ® Amoxicillin % % \» 2
Cephalothin L #fH3 5= Lic X b, B-lactamase 4
® E.coli, Klebsiella, indole &4 Proteus X iz
Bacteroides fragilis = xt3+ 2% MIC 2 L ¥+
BT ENPEIR T BYY,

X 6 BRI b Clavulanic acid & AMPC & o
1:2 OEEE&HFTH5 BRL25000 »:, AMPC M4 EEE
Plizxt LT BEOICBERRE R T EAEND LR T
L\Z>5,0)°

bhbhbEEHEOLMEKIC O T, BRL25000
& AMPC H¥Mioga&D MIC #JUE L 1= R, Sta-
bhylococcus aureus, E. coli, Klebsiella pneumoniae,
Proteus vulgaris 15 & U°Z B-lactamase @4 Hae-
mophilus influenzae = x¢ L T ik, AMPC #ifhlt b
BRL25000 (38 54z MIC oA 52 6 Wi
AR LT\ o, L L Proteus morganii, Serratia
mavrcescens, Pseudomonas aeruginosa =%t L Tk
MIC D@ IRED LRI, 1,

BRL25000 5% oM+ AMPC, CVA BE >
VT, AR T 5 RREOKMY TiE, BRL25000

18 (375mg) PR 1054 30 T~ 7iIC 8L, B
Bxh®h 8.8, 2.3 ug/ml LW/EHEZHTVLEN, bp
bhORM TR, €— 272 20MECBDh, hifd
BELERER 4.7, 2.44 ug/ml LPPWV WL RL
oo CHIZBE LI 3 fid 2 ANt 50 B LEDEAT,
HE b LB > 7o fcdbh b Loy,

wFhice X 1818 (375mg) B 5 CREMICHY
ik FRESBOND L DL EL LRICDT, BEE
TOARTXT1IELEREEL, 1B3~4EK5YR
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FUNDAMENTAL AND CLINICAL STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN)

Rinzo Soejma, YosuiHito Niki, Masavosur Kawanisur
TosuiHarRU MaTsusiiMa, Niro Oxkimotro and TsutomMu NakaHAMA
Department of Respiratory Internal Medicine, Kawasaki Medical School

BRL25000, a preparation containing two parts of amoxicillin to one part of clavulanic acid (8-lacta
mase inhibitor) as its potassium salt, was studied fundamentally and clinically.

A study of its MICs showed BRL25000 to be active against most of the clinically isolated bacteria,
showing higher activity than amoxicillin (AMPC) against most strains of Staphylococcus aureus, E.
coli, Klebsiella pneumoniae and Proteus vulgaris. The MICs of BRL25000 against most strains of
Staphylococcus aureus were less than 6.25 ug/ml. The MICs of BRL25000 and AMPC were similar
against Haemophilus influenzae, Proteus mirabilis and Acinetobacter. However, against f-lactamase
producing strains of Haemophilus BRL25000 was more active than AMPC. The MICs of BRL25000
were less than 0.78 ug/ml against most of the above bacteria.

The MIC's of BRL25000 were in excess of 100 ug/ml against Proteus morganii, Serratia
marcescens, Pseudomonas aeruginosa and Pseudomonas cepacia.

Blood concentrations of AMPC and clavulanic acid (CVA), after oral administration of a 375 mg
BRL25000 tablet following overnight fasting peaked 2 hours, mean concentrations of AMPC and CVA
of 4.7 ug/ml and 2.44 ug/ml respectively. The concentrations of AMPC and CVA after 4 hours were
1.66 #g/ml and 1.04 ug/ml and after 6 hours were 0.54 ug/ml and 0.28 ug/ml respectively.

Urinary excretions rates were 47.4% for AMPC and 25.8% for CVA, monitored during the period
of 0~6 hours.

A total of 23 patients (21 with respiratory infections and 2 with urinary tract infections) were
treated with 3~4 375 mg BRL25000 tablets for 2~15 days. Clinical efficacy was evaluated as excel-
lent in 2 cases, good in 11, fair in 3, poor in 6 and unassessable in 1. The overall effectiveness rate
was therefore 59.1% (13/22).

Drug related side effects were observed in 2 patients, consisting of 1 case of nausea and loss of
appetite, and 1 case of nausea and vomiting which led to discontinuation of treatment. However, no
severe side effects and no laboratory abnormalities were observed.

From these results it is concluded that BRL25000 will be a clinically effective drug.



