VOL. 30 $-2 CHEMOTHERAPY
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B - BRACRN LRR, ko X SRt B,

1D @D S aureus 212 L A L O Fot 3.1 ug/ml LLF, E. coli T 0.8~50 ug/ml,
Klebsiella 13 0.05 ug/ml LU FDO LD H-T, 8.1 ug/ml ehiz 50 ug/ml X h/h&yvs MIC
THotzo P mirabilis T, 3L AETNTH 12.5 ug/ml LITD MIC CHotco ZOfh, fib
D 75 ABRMEREIC TSR P {, Cephalexin (CEX) & M%LIEDHENERL I,

2) meEE, Repdkt : @EIK A BRL25000 © 750 mg %223 X N REKIC &S (Cross
over 3) L, *ORERBLAUTEL-L -5, AMPC ombhiEO— 712 2BMECH D, &
KOYBIbLTHTH oo —F, CVA OMHPRED € — 71X 1 KD ), RFTLHETD
BRA R L '

"RepENREIE AMPC TII ABE L TR E X b L Tuwichs, CVA B#rTh -7,

3) BEERHE - X% 35 s L, FHRIERBERLET 77.8% (14/18), REEBRIET
100% (7/7), * Do BRIETIE 77.8% (7/9) T, 2HHICIL 82.4% (28/34) ThHoTw

BERE LTI, BB X afEhEs 16, Bl - RERERS 1 AR LR, Frid
TRELDII, BREEMRBCLBFCEFACERT S L X bha Fltidish -1,
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Ampicillin (ABPC) il AIRARZ + T a% LD
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B-lactamase fAE#|C¢H % Clavulanic acid (CVA) %
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25000 o Fh & HERE Lico BT A R(LFHE
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100 fEFERE (108/ml) OFHHECTE >0

2) f®R

Staphylococcus aureus 34 ¥ = % 3 5 BRL25000
D MIC iz 1 B#B {F~XTH 3.1 ug/ml LT H
LTw3o. Zhicfl, AMPC it 0.1~1.6 ug/ml
DRZMPEL 6.2 ug/ml Ll E @ idthEk & 1 2 2h,

CEX i 0.4~6.2 ug/ml ® MIC % ;& L o %7

CVA ¥ MIC iz 6.2~50 ug/ml Th - 7= (Fig. 1),
h KA ORZHMEEE A5 &, Fig2 0X5iIC

BRL25000 ©» MIC ¥ AMPC X b4 % { Did7 BT,

Fig.1 Susceptibility of clinical isolates to
BRL25000

(S. aurcus 34 strains)
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Fig.2 Sensitivity correlogram
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Fig.3 Susceptibility of clinical isolates to
BRL25000

E.coli (48 strains)
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Drug |  J<0050.10.20.40.81.63.16.2125 25 50 1005100 Total
BRL | 10° T3 415166 3 18
25000 | 10° 1352108 48
0° 16297 1] 48
CVA | 1pe 228171 | 48
10° 125164 2 117 48
AMPC| 106 1138143 1 17 48
10° 24231261 |48
CEX | 106 62318 1 48
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BT 4 % B\ T BRL25000 o A% MIC 23X ps
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Escherichia coli 48 ki 343 % BRL25000 o MIC
i%, 0.8~50 ug/ml i} MHL TV 5, £DRRIHifR
EAFA R L ERBEICAT® L, X\T CEX,CVA T,
AMPC i HLRABROBEICH DL CVA k)
MIC DkZ\$DAH D, EH 10%/ml i\ Tit,
A#| & CEX 2 3 X ARDAM X 7=~ L 1o (Fig 3),
Fig. 4 0lAR%* A% L, ZhHOMGRMILREAT
Wdo

Klebsiella sp. 38 #kic %35 BRL25000 o MIC
i3 0.05 ug/ml LIFO/NIVHDLH 5, HLIiX1.6
~6.2 ug/ml ThHH, TXTO A 50 pg/ml LT
SBLTV D, 108/ ml IZF\WTiE, ZhbHOERHT
% MIC i3 & ic 10%/mlco MIC A% 6.2~50 ug/ml
DB BKTEL LD DB D, ¥z, R
# Ti: BRL25000 ' & E@E {7 L, CEX, CVA
KT AMPC mBiZc - T\w% (Fig.5), Fig 6 KR
L7-HBIRITH 5 & AMPC #i Xt b  RFHULAHMIT
Bh, CEX X hdBEALOBTE->TWAH I EdD
5o

Proteus mirabilis 41 #¥i= 3¢ 3+ % BRL25000 ©
MIC % 0.8~12.5 ug/ml it b, AMPC nEZHKk
LAk MIC R L Tv % (Fig7), CEX ©
MIC 1 12.5~25 ug/ml k4#L, CVA Tit 50~
100 ug/ml ¢ B %, Fig.8 o #HEAK T4 5 & BRL
25000 (% CEX kh2~4E@ENTkH, AMPC L0
HETIERTWDL06H5H, £5L0LHBTE
Abb b,

Proteus vulgaris 102235 BRL25000 @ MIC
X 0.8~50 ug/ml, Proteus inconstans 10¥ki=xL T
it 12.5~100 ug/ml Ll E, 3 X U° Proteus retigeri
138k LTIz 12.5~100 ug/ml ¢, 10%/ml Ciz—%
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Fig.4 Sensitivity correlogram

E. coli 48 stranis (1)
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0.1 04 16 62 25 100 0.1 04 16 6.2 25 100
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Fig. 5 Susceptibility of clinical isolates to
BRL25000
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Fig.7 Susceptibility of clinical isolates to
BRL25000
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Drug k0050.10.20.4 0.81.6 3.1 6.2125 25 50 100>100{Total Drug [<0.050.1 0.20.40.81.6 3.1 6.2125 25 50 1005100 Total
BRL 10" 4 1 11 3147133 38 BRL | 10° 6167 6 4 1 1 41
25000 | 10°| 6 1 5182321 38 25000 | 10° 251121 1 1 |4
10° 211114145 |38 10° 12019 1] 41
CVA | 1¢s 32 172131 |38 CVA | 1¢¢ 2102 3 | 41
10° 7 T 111238 10° 17152 11212 4
AMPC| 106 7 3 16 81338 AMPC| 14 1315 1214
10° 1 3 119821 21|38 10° 1910 3 9| 41
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DHEETRLL>TWh, = h b D Proteus & iZiL
BRL25000 & MIC %t & {E\ 2%, Proteus morganii
7#RiIcR L Tik AMPC ¥ X0t CEX LRK, FH| 50
ug/ml P EDOf#ER R LI (Table 1~4),

Citrobacter freundii 9 FkiZ -2\~»Tix, BRL25000
@ MIC 7% 0.05 ug/ml LI 0 283 7r BSbEkk 2 ¥
(AMPC 310t CEX Tk D X 5 T bidieh»10)
& 25 pug/ml Ll EDO¥E & AipBHA, 100 ug/ml L ED
fitfe#kiz. AMPC % CEX X h4ie\s (Table 5),

Citrobacter diversus 8HkiZ X3 % BRL25000 o
MIC it CEX LiziZR%ED 5\ PP EBh TV 22
THhotco AMPC £ 10U° CVA T 100 ug/ml [J F
DL DONFIEEED b BEH, FRTIRED X 5 hiitte
iz 7shs > 7= (Table 6),

Enterobacter cloacae 6 #kiZ 2 \~Tix 0.05 ug/ml
BTFodont 100 ug/ml Y EO S0 CELHMHL
TWwbH, AMPC # CEX I b BEmED § 0134t

WX 5TH%5 (Table 7),
II. & A % %

e bR EE & SRR

1 FHE

AMPC Gitz#ic Antibiotic Medium No.2 % fi\:
T Micrococcus luteus ATCC 9341 »BFEEEL,
CVA ici% Penicillin G 60 ug/ml %4 Nutrient
Agar ¥ % B\, Klebsiella pneumoniae ATCC
29665 *REWE L, \Fhd FHEREVIC X O REL
oo ek, HRWE & L T3, MhPREFNTEC XL Ml
# FRPBERNECE pH6.5 0 7 = v BEEHKE AV
o

RERA 541z BRL25000 % 750 mg (375 mg 2 £%)
WIRE®, LI 304, 1, 2, 4, 6 BERfIEEMmML.
—%, 2B RL AMPC » CVA 0Bl
Too Tods, ZoMEBEE—TERBD cross over ¥k THEK
;L
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Fig.6 Sensitivity correlogram
Klbsiella 38 stranis (1)
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Fig.8 Sensitivity correlogram
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Table 1 Susceptibility of P. vulgaris (10 strains)
Drug ' "‘:“i:'e'"“ 5005/ 0.1 | 0.2 {04 | 0.8 1.6 |31 |62 [125( 25 | 50 | 100 [>100 | Total
BRL 108 1 2 3 1 2 1 10
25000 | g8 1 2 1| 4 | 2 10
10* 6 4 10
CVA
10¢ 1 3 6 10
10° 1 1 8 10
AMPC
106 1 3 3 3 10
108 2 1 7 10
CEX
108 2 1 1 2 1 3 10
(ug/ml)
Table 2 Susceptibility of P. inconstans (10 strains)
Drug Im;ci';':m <005/ 0.1 | 0.2 (0.4 | 0.8 1.6 |31 |6.2|125]| 25 | 50 100 | >100 | Total
BRL 10° 1 4 5 | 10
25000 106 1 4 5 10
108 8 2 10
CVA
106 4 6 10
108 1 1 8 10
AMPC
106 1 1 2 10
108 1 1 1 7 10
CEX
106 2 2 3 3 10
(ug/ml)
Table 3 Susceptibility of P. rettgeri (13 strains)
Drug '"gﬁ:':'" <0.05| 0.1 | 0.2 |04 |08 |16 |31 |62 |125]| 25 | 50 | 100 |>100| Total
BRL 10 2 1 2 8 13
25000 | g 1 1 2 6 3 13
108 2 8 3 13
CVA
106 1 6 4 2 13
108 1 1 1m | 13
AMPC
106 1 1 2 1 8 13
108 2 1 1 9 13
CEX ]
10 2 1 1 3 2 4 13

(ug/ml)
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Table 4 Susceptibility of P.morganii (7 strains)
Drug lngci:':m <005/ 0.1 | 0.2 | 0.4 |08 |16 |31]|6.2]125]| 25 | 5 | 100 |>100] Total
BRL 108 1 4 2.| 7
25000 | g6 1 1 3 2 7
10° 2 2 3 7
CVRA
108 4 3 7
108 2 5 7
AMPC
108 3 3 1 7
108 7 17
CEX
108 1 1 5 7
(ug/ml)
Table 5 Susceptibility of C. freundii (9 strains)
Drug '“:;:L“'" <005/ 0.1 | 0.2 | 04 |08 | 1.6 |31 6.2 |125] 25 | 50 | 100 | >100 | Total
BRL 10% 2 1 1 3 2 9
25000 | q06 | 2 1 1 3 2 9
108 1 1 1 3 3 9
CVA
108 1 1 3 1 3 9
108 2 1 6 9
AMPC
106 1 2 1 1 4 9
108 1 1 1 6 9
CEX ] :
10 2 1 1 1 4 9
( ug/ml)
Table 6 Susceptibility of C. diversus (8 strains)
Drug I“s"iz'l“'“ <005/ 0.1 { 0.2 | 0.4 | 08 | 1.6 |31 |6.2]125[ 25 | 50 | 100 |>100| Total
BRL 108 1 2 3 2 8
25000 | -19s 1| s 2 8
10% 2 4 2 8
cva
106 3 2 2 1 8
10% 1 2 5 8
AMPC
106 1 1 1 1 4 8
10% 5 1 1 1 8
CEX
106 5 1 1 1 8

(yg/ml)
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Table 7 Susceptibility of E cloacae (6 strains)
Drug | ™™\ <005 0.1 | 0.2 [ 0.4 | 0.8 [ 1.6 | 3.1 |62 |125| 25 | 50 | 100 [>100| Total
BRL | 10° | 1 1 1 2 |1 | 6
25000 | 96 | 1 1 1 3 6
A |1 1 4 1| 86
Cv.
108 1| 2| 2 1| 6
10* 2 4 | 6
AMPC
108 1 2 3| 6
10 1 5 | 6
CEX
10¢ 1 1 1 3 | 6
(ug/ml)

Fig.9 Mean serum levels of AMPC
after oral administration (750
mg) of BRL25000 (n=>5)

o—e Non-fasting
o~--aFasting
E
1.0t
°
g
E
2
@ .
0.1+
0.01L_+« s 1 L
0.51 2 4 6
Time(hr.)
2) &R

a) AMPC omeRE s X U RSk

THRR SR REERSHELDCmPBRED ©— 71X
2RI B b, 0 B XX EREE TIZFE 3.30
ug/ml, AL TIZFE 4.14 pg/ml ¢, Fig 9k Xk
U Table 8 D X 31Tiz & A XA O BEN L LRI
X5ThHso :

Reh[ERERIz Table 9 D X 51, 6B E TR
L TILTE 26.4%, AREERETIE 51.4% THbHo 1o
ML, BEOHRAIT 25.9~94.1% L ELIEEBEE
BAEL, ThIRBEKREN DD THAINE
Bbhs,

b) CVA omeBEs X O Rk

AMPC L RicH, MPBRED Y- 7 i1 1RHECA
bh, ¥AROEENRALN, BREFHEOTE Y
= 7{Hi% 2.75 ug/ml, REFHE T 0.83 ug/ml TH

Fig. 10 Mean serum levels of CVA
after oral administration (750
mg) of BRL25000 (n=5)

o——e Non-fasting
I o~--aFasting

Serum level ug/ml

0.1r

0.01

051 2 :
Time(hr.)
-7z (Fig. 10, Table 8),

Fehgih: AMPC 04 LI BOBFERL, 68
MlE Tz, RERBEET 28.1% ThHrowR L, ZeHE
#HETIT 43.3% L Eh o7 (Table 9),

III. B &k &Y 8 &

1) X%

WEBET, B S5 F£8Bm5 56 F£2 enitT
WHB RS hicE L LTHRBE (—BARES) o,
Bofl, & 26 IOt 35 FIT, FEWMT 15 FL D 72
Bzt - T\w% (Table 10),

IR SRR EIT 18 FIT, EOARIT LR ERYEE 8
B, BUKEILT O, BEITZLOIEME 206,
PASEXL1BITHS (Table 11),

RBBRYGE T, 2B A S 6l SETFEBL 20k
XOBHBEB L 1ODH 8 AN NF Litot: (Table
12),
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Table 8 Serum levels of AMPC and CVA after oral administration (750mg) of BRL25000

(n=5)
Serum concentration (ug/ml)
Time (hr,
1/2 1 2 4 6
Y. U. 0.86 3.0 2.54 0.48 0.06
F.U. 1.35 2.2 2.0 0.53 0.14
Ka. M. 2.6 4.6 4.1 0.82 0.18
Fasting
Ke. M. 0.1 2.2 3.55 1.95 0.22
S.Y. 0.25 1.85 4.3 1.02 0.13
Q Mean 1.03 2.1 3.30 0.96 0.15
<9
=
< Y. U. 1.2 3.4 7.8 0.25 0.03
F.U. 2.3 3.7 2.4 0.58 0.10
Ka. M. 0.37 2.4 3.8 1.56 0.3
Non-fasting
Ke. M. 2.3 2.3 3.7 0.97 0.1
S.Y. trace 1.17 3.0 1.42 0.58
Mean 1.23 2.59 4.14 0.96 0.22
Y. U. 0.56 3.1 1.3 0.08 trace
F.U. 0.5 0.76 0.24 0.01 trace
Ka. M. 1.6 4.9 3.3 0.62 0.06
Fasting
Ke. M 0.05 3.6 2.7 0.84 0.28
S.Y. 0.06 1.4 3.8 0.88 0.12
< Mean 0.55 2.75 2.21 0.49 0.09
>
© Y. U. 0.36 2.1 1.05 0.06 trace
F.U. 0.23 0.53 0.12 0.01 trace
Ka. M 0.01 0.9 0.95 0.18 0.02
Non—fasting
Ke. M. trace 0.58 0.46 0.26 0.01
S.Y. trace 0.02 0.84 0.02 0.01
Mean 0.12 0.83 0.68 0.11 0.01




VOL. 30 S—2

CHEMOTHERAPY

Table 9 Urinary recovery of AMPC and CVA after oral administration (750mg) of BRL25000
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(n=5)

Urinary reccovery (%)

Time (hr.
0-~2 2~4 4~6 Total
Y. U. 19.8 8.0 6.6 34.4
F.U. 23.1 5.6 1.4 30.1
Ka. M 12.5 12.6 3.3 28.4
Fasting

Ke. M 7.5 4.0 3.9 15.4
S.Y. 7.0 10.5 6.4 23.9
2 Mean 14.0 8.1 4.3 26.4

=
< Y. U. 65.3 21.9 6.9 94.1
F.U. 31.5 18.2 6.3 56.0
Ka. M 13.8 37.0 3.8 54.6

Non—fasting
Ke. M 14.4 8.0 4.2 26.6
S.Y. 13.0 7.9 5.0 25.9
Mean 27.6 18.6 5.2 51.4
Y. U 63.8 11.2 1.9 76.9
F.U. 10.6 2.7 0.2 13.5
Ka. M 15.6 25.3 5.5 46.4
Fasting

Ke. M 14.2 16.6 2.3 33.1
S.Y. 10.9 27.4 8.5 46.8
< Mean 23.0 16.6 3.7 43.3

>
© Y. U. 43.5 25.5 4.0 73.0
F.U 4.4 4.2 0.8 9.4
Ka. M 18.0 8.6 3.3 29.9

Non—fasting )

Ke. M 10.4 8.0 2.0 20.4
S.Y. 2.6 3.9 1.3 1.8
Mean 15.8 10.0 2.3 28.1
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Table 10 Distribution of the cases treated

with BRL25000 (Age and Sex)

Age Female Male ! Total
1519 3 2 5
20~29 6 4 10
3039 8 8
4049 5 2 j 7

\
50 ~59 1 1 | 2
60~69 1 1
70~79 2 I 2
26 9 ‘ 35
Zofl, ZbEkESS A, BERES 1, EHREHE 4) Rk

K16, v vAEig2BCbE L7 (Table 13),
FRELBE b h 5 SoWE 1L, FRERJIETIR S
aureus 51, a-Streptococcus 1), S.pyogenes 1
%, K.pneumoniae & E.coli ((BHKELRKDOEHER
BE16D 16, H influenzae QLAKEZR) 16T,
i FERESTHATH 5o

REBBRYIE Tk 8BIFh 7HIHY E.coli (5 B 141X
Klebsiella L DRARY) T, BFHIMEERR & K
FERLTHMD 1B S epidermidis Th -1z,
FOMOEBTIE, Salmonella Bz L% KE% 24
A ERESFRATH - 1o

2) #HE BESHE

FTRTEORET, 1EFEREINIZ LA EDHI 375
mg §E1 H3E~4EORETHZ, —HMOIERN Gt 5
F) i, 187.5mg $er LT,

LR 3~12 BRITH -1

3) HRUTEEAER IVEIERCOVWTORS
BEREDII > TW5BHDIDWTIE, TOHEMD
MR REZHEL, FIEREREHRERROEE
LY EEIREIZR % %%y (excellent), HZ (good), %
R (fair), &% (poor) & 4 BYFICEPME L7z,
BT OV BREIER, & UTHERER (B

O, TR, B UEREEE, THRAREY) CEEL,

RT, RERBCEETS L LT, MBI LIS
DAL RIS LR R & & 0 BEER T LEIE
HoBEYF = v 7 Lo

R SRR YE (Table 11) 18 @ik, EL18, H%
13 fl, ®2HEH1H, ELHIMATHEHRIL 77.8% T
BHoto

Z%0 16 (No.7) 12 16 RDPBFT, kB2 HEIX
hIRE s XU 38°C RORMY XL, BKERIH
Erhh, AHOBETLIEETH . TI2K, Rkl
FAREIERHCIRALBERSD, ZhXb S aureus
Mo h, ¥i-mmERE 13,300, CRPU) ThH-1i
2, HE3AECIERERIILAEBEL, ¥hA
MmER# 5,400, CRP(H) &% h, T HIR3BHKKR
CRP } (4) &ioTl i

EBESEX%0 S.H. 6] (No. 16) it K. pneumoniae
& E.coli nMg X h 538 h, T h & AMPC Rt
(Disc &) THotcti, AFJE X HEIBELEY
THo1o

FRIMAER CHEbZ £BRESO Y.S. fl (No
18) 134y 1:BMIK, Wi L UBEH L 37~38°C A0
A2l LT, BHXETit Fig 11 o X 5 i
BREBRELYTADLN, FFH01H 1,125mg, 7 BHE
HicXxbh Fig 12 w42 X3 cBBiEkLl, Ith,
FRE L H influenzae ThHoto

RERYE (Table 12) 8fITiz, EIfER (Bl B
) oredo 2 BRTHEY ik Lic 1 fARSRHAET
BEThotod’, MTTNTEHLHEL

FOMO KR (Table 13) 0 5 LbABXCIIERE
AREED 2 fl3s X0 Salmonella © 2§ i HH ¢ 14
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Table 11 Clinical cases treated with BRL25000
(Respiratory tract infection)

N Age Diagnosis Isolated Disc Treatment Response Side
No. | Name | oy (Underlying disease) bacteria sensit. tli):s“e); mg) D“;:;i"“ Clinic. Bac. effect
20
1 |[N.T. M Upper R.T.I. 187.5%3 4 Good Unknown None
19
2 |U.Y. F Upper R.T.I. 375%3 3 Good Unknown None
23
3 (S.I. M Upper R.T.I. Normal flora 375%3 6 Good Unknown None
4 |[N.M. 115 Acute pharyngitis | Normal flora 375%3 6 Good Unknown None
24 -
5 |H.U. F Acute pharyngitis | Normal flora 375X%3 6 Poor Unknown None
6 |E.S. 2 Acut.e. X a-Streptococcus 375x4 4 Good Unknown None
F | tonsillitis
16 | Acute AMPC
L. . X i
7 1Y.8 M | tonsillitis S. aureus () 375%3 6 Excellent | Eradicated None
8 |S.Y. 15 Chr. tonsillitis S. aureus AMPC 375%3 11 Fair Unknown None
M (+#+)
9 |S.H. :;Z Acute bronchitis Normal flora 187.5%3 4 Good Unknown None
10 [A. Y. 213 Acute bronchitis Normal flora 375%3 7 Good Unknown None
11 |K.N. 2 Acute bronchitis S. aureus AMPC 3753 7 Good | Eradicated None
M (+H+)
12 |S.S. ?;f Acute bronchitis* | S. pyogenes ?T:’)C 375%3 11 Good | Eradicated None
13 |M.N. 21_(_) Acute bronchitis S. aureus ?TI))C 375x3 4 Good |Eradicated None
38 . Nausea
14 [S.F. Acute bronchitis* | Normal flora 375X3 5 Poor Unknown .
F Anorexia
15 |[M.T. ﬁ Acute bronchitis Normal flora 375%3 11 Good Unknown None
: AMPC
16 |5 H.| 42| Chr. bronchitis | & PreUmoree (D) 7| arsx3| 12 Good |Eradicated] None
M E. coli (=)
17 |M. F. 3: Chr. bronchitis S. aureus ?I::_P)C 375%3 6 Poor |Eradicated None
57 | Panbronchiolitis AMPC
18 |Y.S. . infl 375%3 7 Good | Eradicat
M | (Myelopr. disorder) H. influenzae (+) 00 radicated None
]

* Cold agglutination test (positive).
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Table 12. Clinical cases treated with BRL25000
(Urinary tract infection)
MIC ug/mD)109  Treatment Response s
Age Diagnosis Isolated Dail ide
fos | Db Sex | (Underlying disease) bacteria BRL AMPC dose Days |Clinical| Bac. | Effect
25000 (mg)
44 - E coli (10%) | 3.13 100 375 Eradi-
19 S.N. F Acute cystitis K. preumoniae 313 100 73 6 Good cated None
. Eradi-
20 | T.K. :;.2 Acute cystitis E. coli (107) 8_’:5 3,7?‘ 7 Good c::f; None
70 | Acute cystitis S. epidermidis 187.5 Eradi-
al § Tl F | (Myeloprolifer, disord.) (10%) 0.39 3.13 73 L Good cated None
41 | Acute cystitis , 375 Eradi-
22 | M.K. F | (Mised con tiss, dis.) E. coli (10%) | 6.25 12.5 3 3 Good sated None
23 | Y. T. ‘II;? Acute cystitis E. coli(10%) (eiic) 3’73 4 Good E:::; None
24 | R.S. i? Acute pyelonephritis | E. coli(107) 6.25 6.25 3’72 2 Unknown | Unknown v’:;?;;:
25 K.T. 2F7 Acute pyelonephritis | E. coli(10%) ([_:_'::) ::(72 9 Good | Unknown| None
26 I1.K. ‘1:,2 Chr. pyelonephritis E. coli(107) (DJ::_C) 373 6 Good | Unknown | None
Fig. 11 Fig. 12
Before RTI Case No.18 Y. S. After RTI Case No.18 Y.S.
-_— ? o

MRRHTH 1o BHMREL LG, vV v 5% 26
ChBHTHolco LinL, BREALIN LI Y. K.
B (No.33) 12AFID 7 AL TEHTH D, KIEF
CIRARKICRRES CThoteh L Bbh b,

L Eop#ia ¥ Lvs &, Table 14 127k T X 5120
SR REAE D BRhRIE 77.8% (14/18), RUREYET
1%100% (7/7), ZDMMOBRPFED T 77.8%(7/9)
T, £ LT 82.4% (28/34) DHEHETH 10

BlIfEAL 2 BB bR, 55 1 4] (No. 24) 1145 2
HETED - BHODORE & kL o D 161
(No. 1) 1185 5 B HIRELD « AN R 1L,

FFIE 5 WRIRTE O BRRAREO BT v Tz gk

FICEET S Z L2 Ebh5 L 5 B ERXRDRh -1
(Table 15, 16, 17),
V. % ®

AMPC i3 ABPC # & L 7= Beecham B%EAT (3
E) T benzene o p firic OH (% EA LD T,
77 nfatEC T 5 REM: ABPC L2 iERETSH
5h, I yEE: ABPC 0B CHRZDOENEBLNS
EERTHEDHY), ZhbiconTiTTrREES LB
LG L9,

Fot%, o AMPC jc B-lactamase JHE(FA*#
> CVA #E&T5Z L L v B-lactam FHsHm
BECAMBE IR RET S 2 Loibh-TY, ZORSA
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Table 13 Clinical cases treated with BRL25000
(colitis and others)
Treatment R
. N Age Diagnosis Isolated reaimen csponse Side
No. ame Sex {(Underlying disease) bacteria (li):s“e)z mg) Days Clinical Bac. effect
*
2 | K.T. | % | Acute colitis Salmonella 5%x3 | 6 Good | Reduced | None
F typhimurium
28 -
28 S.I. M Acute colitis Normal flora 187.5X 3 10 Good Unknown None
36 .
29 M. M. F Acute colitis 375X 3 5 Good Unknown None
! * %
30 Y. S. 52 Acute colitis Salmonella 375X 3 14 Good Eradicated| None
F nagoya
33 - .
31 H. N. F Acute colitis 187.5%x 3 3 Fair Unknown None
46 ..
32 T. K. F Chr. cholecystitis Normal flora 375X 3 7 Good Unknown None
3 | y.k. | % | Perinephritis sx3 | 7 Poor | Unknown | None
F suspected
34 | R.u. | 30 | Lymphadenitis 375x3 | 6 Good | Unknown | None
] F (Ingninal)
19 -
35 E.A. F Lymphadenitis 375% 3 7 Good Unknown None
*Disc : AMPC (++)
* * MIC (10% cells/ml) : AMPC 1.56¢g/ml, BRL 25000 1.56xg/ml
Table 14 Overall clinical efficacy of BRL25000
Diagnosis No. of Excellent Good Fair Poor Unknown Efficacy
Cases rate¥®
RTI 18 1 13 1 3 0 77.8%
UTI 8 0 7 0 0 1 100%
Others 9 0 7 1 0 77.8%
Total 35 1 27 4 1 82.4%

No. of excellent cases+No. of good cases

No. of cases

X100
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Table 15, Laboratory data of the Pt. treated with BRL25000

( Respiratory tract infection)

Bet. | RBC Hb Newtro | GOT | GPT | AFP | BUN | Crest.
No. | & WBC
Al | (2109 | (g/d) (Eosin.) | (w) (u) (w) | (mg/d)) | (mg/d)
. B 526 | 16.5 | 11,400 | 75 (0) 30 28 197
A 511 | 161 | 6,600 | 56 (1) 29 33 176 1
. B 455 | 13.5 | 4.600 | 46 (6) 33 6 120 1 1.0
A
3 B 533 | 147 | 8000 | 71 (0) 2 18 208 10 1.0
A 522 | 14.6 | 6700 | 5 (D) 7 1 187 9 11
) B 23 | 128 | 8500 | 71 (2 13 6 109 10 0.9
A 49 | 131 | 6500 | 66 (1) 14 6 183 13 0.9
5 B 42 | 131 | 8.400 | 51 (2) 13 7 89 1 0.8
A 48 | 13.0 | 5200 | 38 (3) 13 8 99 1 0.8
6 B 459 | 135 | 12,500 | 87 (0) 17 6 155 10 0.9
A 406 | 119 | 590 | 49 (1) 2 2 146
, B 510 | 15.3 | 13.300 | 78 (0) 19 12 us 1 11
A 514 | 15.2 | 6,700 | 56 (2) 16 9 302 10 1.0
5 B 524 | 157 | 4900 | 65 (D) 21 22 175 15 0.9
A
. B 451 | 114 | 6500 | 53 (3) 21 5 169 9 0.8
A
10 B 425 | 127 | 8.000 | 66 (0) 17 6 127 13 1.0
A 428 | 127 | 6.300 | 73 (0) 1”7 10 130 12 0.9
I B 488 | 154 | 10800 | 76 (1) 21 19 180 10 1.0
A 502 | 159 | 6.800 | 78 (0) 22 22 195 12 11
12 B 485 | 14.4 | 8,000 | 66 (1) 17 8 158 12 0.8
A 492 | 145 | 6300 | 52 (4) % 13 171 10 0.8
B 489 | 117 | 3,900 | 67 (0) 19 ‘ 116 13 0.8
13
A
” B 400 | 13.1 | 3,500 | 47 (4) 23 12 86 1 0.9
A 422 | 13.6 | 5600 | 68 (2) 2 13 93
s B 485 | 4.2 | 8100 | 58 (1) 18 12 212 u
A 509 | 145 | 6.800 | 42 (0) 18 1 313 13
" B 480 | 135 | 500 | 60 (2) 20 20 237 19 1.2
A 463 | 14.6 | 4200 | 57 (4) 26 18 232 17 1.3
. B 458 | 127 | 6500 | 75 (2) 14 5 171 13 0.9
A 44 | 125 | 6,600 | 71 (5) 17 7 175 13 0.9
18 B 5 | 109 | 12700 | 39 (1) 51 29 282 9 1.0
A 398 | 1.6 | 24700 | 13 (0) 55 3 263
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Table 16.Laboratory data of the Pt. treated with BRL25000
(Urinary tract infection)
N Bglf- RBC Hb WEC Neutro GOT GPT | AP BUN | Creat.
1 AR | (X109 | (g/d) (Eosin. ) (w) (u) (u) | (mg/dD) | (mg/d)
"10 B 509 14.4 6,400 | 63 (0) 33 35 146 10 0.8
A 472 13.2 5,500 | 53 (2) 29 34 135
2 B 456 13.2 6,800 | 59 (1) 15 6 133 14 0.9
A 468 13.3 5700 | 73 (3) 16 13 123 13 0.9
2 B 670 17.2 | 12,700 | 88 (3) 34 10 410 17 1.6
A 665 17.3 | 14,900 | 91 (2) 21 1.7
2 B 313 10.9 4,000 | 60 (0) 27 15 144 16 0.9
A 392 11.7 4,100 | 49 (0) 25 14 163 12 0.9
B 459 12.7 5,000 | 59 (0) 18 5 134 11 0.9
23
A
B 458 12.4 | 10,000 | 76 (0) 22 1 177 13 1.1
2
A
B 458 14.0 9,600 | 80 (0) 18 10 114 12 0.9
2
A
2 B 433 9.7 8,400 | 81 (1) 19 12 165 11 0.9
A 424 9.5 4,600 | 52 (5) 18 13 174 8 0.9

Hx a0 5 2 THANL X ke opt BRL25000 T »
bo RO EHMERE L1,

1) ##EH

EELITAK L AMPC Btk X 0° CVA Bffirc Hb°
i CEX &2\ T MIC R t#L 7o & & A, S aureus
TR LAERLESE N T\ oo ¥ 72 E. coli, P. mirabilis
ZDWTIZ, BHCEED P54 (108 cells/mD) 12,
fliF X b d MIC 2NE M otc, Fte, Klebsiella ikt
LT, MIC o — 73 3.13 ug/ml & CEX kb
BhTuwi, UEX b, 75 AMRERLIEC R L
BrARRIAERTHD LEX bR,

2) MmgE

B Az BRL25000 750 mg % Zefghf 3 L O° B
AR E 2D AMPC 0D v — 711 2 BfS
®ZH 0, CEFERSE T 3.30 ug/ml, REEET 4.14
ug/ml L REOHBIBLALRD bhkh ot —
#, CVA ofishiED ©— 713 1 Bk hH H, 228
By 5T 2.75 ug/ml THAEOICx L, BEHLETIT
0.83 ug/ml L{Eh ot Fho, 6BFREF TORPEIR
Rix, AMPC o ZEHFBHET 26.4%, ABKETIX
51.4% ElcoTWbh, ZHIXREDBEGEIN K&

T bEX bR, LaL, CVAIIR T h & HiIC ZE1ER
BEDOHFNERENEL, ZhXREDOELT TN
TEY, TORERLCLBRROEL ENEEL TS
LDEEXLR, KEBRAYETZ,

3)  ERPKAUK

FEIR 35 REE 18 B ki3 B H%hEix 77.8%(14/18)
T, RHRETHOSMRIES, AREMERO MR
KRB LV S aureus [T X5 BUKETH O Ak
ED 3B TH - 7o

R Y1 Klebsiella & E. coli o BEMRBLIC
LERERD, THLAEER L HEL e T AL
GoLpstEN® OB BT LD L L EX bh, FH
DERABEERTLOTHS 5,

Flo, KIFE, Y vosmik BB T T
LADRRENBDLRIH, RRFITIES &b & HHEMN
T O WBRABROFICIIEDTH -1,

LRHNTIL 82.4% (28/34) &\ 5 EWERRIES
f, E.coli, Klebsiella, P.mirabilis 11\ X % Ry
FECTORMERFAELTIBER L DEEL LR
o

BIfERE LTI 2 U IEBHERA D i, &
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Table 17. Laboratory data of the Pt. treated with BRL25000
(Colitis and others)
Bef. RBC Hb BC Neutro GOT GPT Al-P BUN Creat.
Noo | & oo | an |V (Eosin) | () | (0 | (@ | (mg/d)]| (mg/d)
B 533 15.4 3,700 | 75 (0) 21 9 159 19 1.1
z A 403 11.7 6,000 | 41 (2) 15 10 128 10 0.9
B 423 12.4 | 10,700 | 69 (1) 15 8 154 1 0.9
28
A
B 365 11.5 4,600 | 42 (0) 18 8 130 1 0.8
29 :
A
B 407 12.0 6,800 | 60 (0)
30
A
B 441 13.3 6,100 | 65 (0) 19 9 180 7 1.0
31
A
B 427 12.9 4,600 | 65 (1)
3 A 421 12.7 | 3.300 | 49 (1) 22 8 107 1 1.0
B 370 10.8 6,200 | 71 (0) 15 7 149 9 0.6
3 A 426 12.4 | 10,100 | 87 (1) 18 12 186 12 0.9
u B 449 14.3 5,100 | 61 (3) 19 9 145 13 0.9
] A 412 13.1 4,800 | 58 (2) 17 7 132 13 0.9
B 411 13.4 8,100 | 73 (0) 20 15 130 1 1.0
3 A 446 14.5 5,400 | 50 (0) 18 9 129 11 1.0

BicdbDTikid ot ¥, BRBREFEORE L 1T

ZD

D

2)

3)

4)
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X

ik
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BASIC AND CLINICAL STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN)

Hirosu: OkuBo, Yuruko Okamoto, YosuiHiro UEpa,
Keico MaeHara, Kansat Mase and Seiun Yonezu
First Department of Internal Medicine, Kansai Medical University, Moriguchi, Osaka.

BRL25000, a preparation containing two parts of amoxicillin with one part of clavulanic acid as its
potassium salt, was examined as to its in vitro activity against clinically isolated bacteria, its serum
levels and urinary excretion afer oral administration before and after meal, as well as to its clinical
effectivness.

The results obtained were as follows :

1) Antibacterial activity in vitro:

BRL25000 was found to be active against most of the clinically isolated bacteria showing higher
activity against most of E.coli and S. aureus strains than cephalexin.

2) Serum levels and urinary excretion in humans :

Cross-over studies were carried out administering BRL25000 (750 mg) to five healthy volunteers
either fasting or after meal. Concentrations of amoxicillin and those of clavulanic acid in the sera and
urine.

No significant difference was detected in the serum levels of amoxicillin between those fasting and
those after meal, peak levels being detected two hours after the dosage ; serum concentrations of
clavulanic acid after meal were lower than those during fasting.

The urinary excretion rates of amoxicillin six hours after administration was higher after a meal
than fasting, whilst clavulanic acid showed the opposite result.

3) Clinical trials :

Thirty five cases with various infections were treated with BRL25000 (187.5~375 mg X 3/day).
Seventy seven eight percent (14/18) of respiratory tract infection cases responded with good results.

All of 7 cases of urinary tract infection also responded well and BRL25000 was also effective in
77.8% (7/9) of patients with other diseases (colitis, lymphadenitis, cholangitis etc.).

As to side effects, in one of the patients the administration was discontinued due to nausea and
vomiting, and another complained of nausea and anorexia. No abnormal results attributable to the
drug administration were found from laboratory and biochemical examinations.

The results obtained should endorse the usefulness of the drug.



