CHEMOTHERAPY

NOV. 1982

A RHER I 3135 BRL25000 (Clavulanic acid-Amoxicillin) 0 %I,
e, FOME, DRARPIIREER L CRIKICH

il
JIl B

—Mk - Bk M= - EE TR
B - IR BLE - Bl BK
BRKFELDEZABEBE

BRL25000 iz o\ T KA, FRKMMMN LT 1o HEA~2 bk AMPC X b XL
¢, Y penicillinase g%k S.aureus, S.epidermidis, E.coli, P.mirabilis, K. pneumoniae,
F LU B fragilis ot LTHENICABNETRT, M, KPRER RFEZA 3 KIC cross over
TR L O RKIC 375mg #FEOE L L, M. luteus ATCC 9341 sky #EH & LT AMPC
DY, *ico K. pneumoniae ATCC 29665 vk R TEH & LT CVA D% Bioassay iz X b
PUE L1z, RMBHE S TIX AMPC ORBEHEMK 1 B5M T — 7 L7c H 34 3.0 ug/ml, CVA
FERC 1BRITE - 2 Lic ) Py 1.5 ug/ml OREY R LI, RPREE AMPC T2l 582
BEflic ©— 2 L7 b g 992 pug/ml, CVA (ZEHc 2 R TE — 7 Lic b Py 172 ug/ml O s
#RL, 68 ¥ TORYRPENRIE AMPC 47.7%, CVA 16.3% Th 1

AREEHTIE, AMPC OREIZEE 1.5 B TEe—2&7ch 4.1 ug/ml, CVA 2185/
TE-7&kich 1.01 ug/ml DREZR LI, RPBRE L AMPC CREERIBRTE-27Lh
h ¥y 1,108 ug/ml, CVA (2 2Bl T — 7 &7c b g 79.3 ug/ml ORER/RL, 6BMET
DEHRFEURRIE AMPC 48.6%, CVA 16.7% Th » 120

Lt M EE% one compartment method 12 & b BRI HFARF LT~ 1-ER THFH
SPicisitn AMPC @ K(hr.™!) :3.38, K (hr.m!) : 0.598, Ty,, (% 1.78 B5R, Vg i1 48.3],
T-max (3 0.623 B§Ms), C-max (% 3.56 ug/ml, AUC 3 8.65(ug/ml)-hr. Dfi%x#B7-. CVA %
K,:3.33, K, :0.56, T,,,:1. 87 Bfd], Vq:49.5/, T-max :0.642 B§fs], C-max : 1. 76 ug/ml,
AUC : 4.48(ug/ml)-hr. D fH % 1§ fc, REREGH HTD AMPC 0 K;:3.37, k :0.441,
Ty, 2.27 B5fd), V4 51.31, T-max 0.694 Efd), C-max 3.59 ug/ml, AUC : 11.05(ug/ml) -hr.
DExBro, CVAIX K;:3.17, k., :0.382, T,,,:2.57 BfE), Vg4 :84.5/, T-max :0.758 B,
C-max : 1.11 ug/ml, AUC: 3.87(ug/ml) -hr. D% 81,

EBMREE, SD %7, bic S0mg/kg 0L LB TIE, AMPC, CVA 4%,
B, B, miE LOMETH -7,

TLC 3 X O Bioautogram * - ARRIZK T 5 EGHNRME BT LR, AMPC, CVA ¢
CEGRTIIRB SR E %A Lic, BRI OV TIABHRSIE 50 EFIC AR % FA
LEZ4F, B2 40 0l, PLHEH 16, SO THERDR 88.0% TH-7

BIfFR>WTHRY, MENCRHCEFLSBIERLEDbRIeh -1,

BRL25000 %, #%EY —F 4 ABFERF TR X hic
B-lactamase [AE #| ¢ % % Potassium clavulanate
(CVA) & Amoxicillin trihydrate (AMPC) ¢ o 1:
2 oEAHKITH B (Fig. 1), CVA X, HEEMR L Neis-
seria gonorrhoeae A ZFHEETFL, BECIiEA
ELTHERTAZLERTELVA, MEOELT S -la-
ctamase & R[N HKE L TFOBE®YHEET 529,
AMPC r o ftEHic L v AMPC ot EentL T, #
REOCIERAL CEROPBEFRAERT T TR, 356

i< S. aureus, S.epidermidis, E.coli P. mirabilis, K.
pneumoniae 3 X U B. fragilis = ¥ THEA~<7 }7
ARTERS W1, BEREHEEMN X AMPC, CVA L
bic, BAZS IV BumHRENB L, BRIRKY
—7ETHECoORM, mPEMifis X ocRbHRE
YDz —U KL LT w3, AMPC REtaiswLEK
HHEOKERENKRT, KEfiX 2% 7 —ABRRS
{, =2 7 —=ARELDTEFRLL, 7 rvEkR
7am R ARBEALE D It v KEHHTo PH
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Fig.1 Chemical structure of amoxicillin and
clavulanic acid

s //Chs
HO—QCIH-CO-NH]:( fcn, 3H,0
NH, 7N COOH

Amoxicillin trihydrate

Ci¢HpN3;OsS:3 H,0 M. W.: 419.45
(2S,5 R, 6 R)-6-[2-amino-2-(p-hydroxyphenyl)
acetamido]-3, 3-dimethyl-7-oxo-4-thia-1-azabi-
cyclo[3,2,0] heptane-2-carboxylate trihydrate

O~_~"HCH,OH

ming
o2 N COOK

Potassium clavulanate

CyHyNO;K M.W.: 237.25
Potassium (Z)-(2R, 5R)-3-(8-hydroxyethylidene)-7-
o0xo0-4-oxa-1-azabicyclo [3,2,0] heptane-2-carbox-
ylate

it 0.2% KE®PTH 4.5 THB, CVA rAaRKL
LBEXAEOKEAENA T, REBETH S, kKkdbd
EFRTL, =8/ —ARBIRLL, 4V T msy
“ABIVTEIVIREBEAEBT IRV KBEFTO
pH 2 1% KBEHTH 7.0 TH 3,

EEHRILOWTS, AMPC, CVA 0 FEXKDOREM T
AAL LER, EXREBCIEREILIZRUTORE
< CVA % 18 » A, AMPC 12 36 » AL ERETH
50

BRL25000 (g#) 0oL EH & 2\ Th, REETTO
RE#EE 5 &, BRL25000 R REAR T SERAET 18
PALLERETH 5o

EHcoWT, BRICACLELEBNLBRILELD
R BRE 2 T - o

I. £ %8 5 &%

1. HEARZ ML

HERFOEAEHE I /F 5 BRL25000 DHEN %
#3 L1, Hikid Bacto-peptone (Difco) 2.0mliz 1
BEEOEYEGE L, 37°C, 24 B REOER (10°
cells/ml) ¥\, EXERFRE! (Agar plate dilu-
tion method) iz X » Heart Infusion Agar (%) pH
T4 %BHL, (775 vE— T X b BEEYTK
W, 37°C, 18~20 RERIEE G 0 B/ REFHIEBE (MIC)
FRDI,

2. AR BERORRZHES T

HEAR7 b LRAOFER B, ELLT, S5
FEMNS DSBS S. aureus, S.epidermidis, E. coli,
P. mirabilis,

K. pneumoniae, S. marcescens, E.

cloacae, P.aeruginosa s X U* B.fragilis =2\ T
MIC #3R¥ 1z, inoculum size (X+XT D FHMiZDO\
T, 10¢/ml, 105/ml o 2 BrHEiz D\ TR L 720

8. BRL25000 @i, Heiftr, Mt

JON: §-1:if o

BRL25000 > standard curve (¥, AMPC 3 M. luleus
ATCC 9341 #REH & T 5 cup thds L W disc 'V T
ER L, ¥ ERKE I (R % AL fo Wil 108/
ml ® double seed layer % i\ 7z, ¥7, CVA ©
standard curve (%, K.pneumoniae ATCC 29665 #
WEBETD cup Bk LU disc Bz TIEHL, i
1% Nutrient broth (Oxoid) 1z 4% D% ;HE’K (%)
Mz, ¥71o, Fhic Penicillin G » B RE 60 ug/
ml i d X5 wiiiml, K 10%/ml @ single seed
layer # | \~ #o, M@ o standard curve (3,
Moni-trol I m&iZ X% cup i T, F 1 RPBRER
0.1 M citrate buffer pH6.5 iz X % paper disc &z
TR L,

2) MiEFRE, RiRE

MmERRE, RFEBREONEIL, ERMMBOTTECHE
ST RN, BTFRERA3RIC, #F 375mg ¥
K 300ml TEOFE Ui, RO, M 1/4,
1/2, 1, 3/2, 2, 4, 6 BeRlicERELL, Rix 1/2, 1, 2,
4, 6 BSHEICREILTco RTFDOEBORAL ML 5 1,
fasting & non-fasting {Z-2\»T{T7¢ » #, non-fasting
DL, BRyv VY4 o FEFE 200ml HEXAHRS
15 BB L1, 7ods, OB 1@MIBED cross
over BEIZ X h{Tle~»1

3) EHRRH

BRL25000 DA GGARME BT 200, HE7 =~
r 7357 4— (TLC) % A\, Bioautogram iz X 5#f
BEEDORE ERBEH OB ROV TEH L,

¥ifkix, BRL25000, 375mg OS5k o AR *H
oo TLC ik, FFfh o iz Kieselgel 60 F 254
(Merck) %, BHERIE, AFALA YV TFArbvikK
BEfie : k=49:22:4 ¥R\ 1o

Bioautogram i2i¥, BREE & LT, Amoxicillin Tt
M. luteus ATCC 9341 %, Clavulanic acid T3 K.
pneumoniae ATCC 29665 # fi\ 7o

37°C, 18 BRIIZREICK T HMEAH, +D Rf f#
ZERI L7,

4) BRL25000 03B et

fasting ¥ X O¥ non-fasting B AMPC & CVA
miEd$ 5 — 2% AL, one compartment open model
method {Z X h pharmacokinetic parameter % com-
puter iZ X Wi#&RE} L7, A L1212 NEC PC-8001
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T ®H %, Plotter {3 MIPLOT (WATANABE ; WX
4671) %R Lo

4. BRL25000 o [3% pailk i

Sprague-Dawley %, #f, WM7 v b, 4% 584,
{AHE 200~250g %A\, 3PE1ff & L, BRL25000,
S0mg/kg, BAHL- L, & O WBBTHE LBRN LI
BRL25000 #y 5%, 1/4, 1/2, 1 S LU 2 iEMIic B L,
WIRMRm k. £ B A I L, BRI Tk,
0.1M citrate buffer pH6.5 # 2 ~3{E&knx, 77
RYKRESFAF -t THhESHA XL, £ORILLEN
HEHE E L THAMAIREY paper disc ¥ THIEL
Too PUERMIL, HEHMERCERLICEIY THB,

5. RN
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W HFRFI 55 £6 A X b 56 £ 10 AETIL2RL
fo st RhgigdE 50 fEMic BRL25000 % 1A L, Mok
HEfTleotco MHREBIIHE MW LBREEDS %,
R, AIMAmIRE, SETRE SEs% n
PP, MR NEG, MEBL, DB
%, BMMIREE RS, 35 X URHMALEDERNTHY,
EE& LTREN S LUREEDO UMEDARBREYE
k& L1, BRL25000 {# MAERDBRUE I HBOHUE
. %3 Tl n oS ALLI

I

1. HEAR2 1

BRL25000 (2, 75 AfAiEiis LU 75 At REIIC
M LUTILHEAD A7 P L #R LT, $ic AMPC it

;4 m

Table 1 Antimicrobial spectrum
MIC ( ug/ml)*
Bacteria

BRL 25000 AMPC CVA
1. S. aureus JC-1 <0.05 =0.05 12.5
2. S. aureus 209-P 0.1 =0.05 6.25
3. S. aureus TerauMA 0.2 0.1 12.5
4. S. aureus Smitn 0.8 0.4 25
5. S. aureus Neumany 0.2 0.1 6.25
6. S. aureus ATCC6538 0.2 0.2 25
7 . Streptococcus Coox 0.2 - 50
8. S. faecalis ATCC8043 0.4 0.2 100
9. M. lysodeikticus - - -
10. M. luteus ATCC9341 - - 12.5
11. K. pneumoniae PCI602 1.56 100 25
12. Bacillus pumilus IF03813 0.2 0.1 25
13. B. subtilis ATCC6633 0.1 <0.05 12.5
14. B. cereus var mycoides ATCC9654 12.5 12.5 >100
15. B. cereus var mycoides ATCC11778 12.5 12.5 >100
16. Corynebacterium NOZI =0.05 =0.05 0.8
17. E. coli K-12 12.5 6.25 50
18. E. coli B 1.56 0.8 25
19. E. coli BMW 1.56 0.8 50
20. E. coli C-14 3.13 3.13 12.5
21. E. coli NIHJ 0.8 0.8 25
22. E. coli JC-2 12.5 6.25 25
23. S. sonnei 1 6.25 3.13 25
24. E. aerogenes 1AM 1102 1.56 0.8 50
25. P. morganii No. 1001 >100 50 100
26. P. mirabilis ATCC 21100 =0.05 0.2 50
27. P. geruginosa NCTC10490 50 100 50

* Inoculum size : 10® cells/ml
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th% K. pneumoniae Tt LCHHEHERLI, —
%, P.morganii {=xt LTi% 100 ug/ml Ll E Ok
Ltz (Table 1),

2. REOMEORZHS M

1) S aureus

S.aureus 27 Brizxy L, AMPC, CVA 7c &k, £
RSWH T % L8 L 7o BRL25000 o> REPEAM (2
<0.05~>100 pg/ml i8I < 34 L1 10%/ml Tik
1.56 ug/ml LATiZ, 27 ke 24 #k (88. 9%) i L
2o 108 /ml T2 0.8 ug/ml LIFiC, 27 keh 24 Bk
(88.9%) MMM L7zo 100 pg/ml LA EOfEEL 108/
ml, 108/ml & o 1 k& Badre, fFl & D il T
10%/ml, 10%/ml & 4icfhF X L B % R L,
HEHELZH bR (Table 2),

2) S.epidermidis

S. epidermidis 27 BE iz x L, S. aureus LREIRDOHE
# & HBeat L1, BRL25000 o REZ 44 13, 10%/ml T
it £0.05~50 ug/ml izi#iL, 0.8 ug/ml LITFic 27
e 21 B (77.8%) A Lice 109/ml Tk <0.05
~25 ug/ml = 4375 L, 0.8 ug/ml LITFiC 27 ¥k 23
¥ (85.2%) HAi L fco 100 pg/ml Ll EODfEERIL
108/ml, 108/ml & H1z 1 Bkb Bdeh o1, il & DK
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i, AMPC, ABPC Li3Hic iz bhich 1
(Table 3),

8) E.coli

E.coli 27 Bricxt L, S aureus &[RRI & 1L
MR L7zo BRL25000 o> R 1 10%/ml Tt 3.13~
25 ug/ml (oA Lizo ¥ 72 108/ml Tix 1.56~25 ug/
ml 24k M Lo 100 ug/ml BRI 10%/
ml, 10%/ml &dic 1 kb BdLhiehote, fllFl&D
KT L B sty R L, ¥ 72 AMPC fitEkkiC
s LSRR RAES Hhtc (Table 4),

4) K. pneumoniae

K. pneumoniae 27 #Ricst Uik Al >\ T
#idf Lico BRL25000 o> RESEf4: 3 10°/ml Tix 3.13~
100 pug/ml & ¥k 4 L, 3.13~6.25 ug/ml 12—
shR L, 27 HErb 22 ¥k (81.5%) A Hi Lic, 10%/ml
Tix 1.56~50 pg/ml iz £k 4L, 3.13~6.25 ug/
ml € —27%RL 27 Bkh 22 Bk (Bl.5%) MMl
oo 0K & DB TIE 103/ml, 108/ml &4zt B
1A R L, HESHENESH LI/ (Table 5),

5) P.mirabilis

P. mirabilis 27 gricxt L, BIBORH & &b kbEr
#%3$ L7-o BRL25000 o R3F4 (3 10%/ml Tix 0.8~

Table 2 Susceptibility of S. aureus to BRL25000 27 strains 10° and 10¢ cells/ml

10® cells/ml MIC Lug/m) T
<0.05 0.1 | 0.2 { 0.4 [ 0.8 |1.56|3.13]6.25|12.5| 25 50 | 100 |>100
BRL25000 1 1 7 5 10 1 1 1
CVA 3 15 6 3
AMPC 8 2 3 4 1 1 5 2 1
ABPC 2 4 1 2 3 4 5 1 1 1 2 1
CBPC 1 1 2 3 2 10 5 3
SBPC 1 1 2 17 3 3
TIPC 1 1 3 2 11 4 3
PIPC 1 1 4 3 5 6 1 2 1 3
10 cells/ml  [<0.05( 0.1 | 0.2 | 0.4 | 0.8 [1.56|3.13|6.25|12.5| 25 50 100 > 100
BRL25000 1 2 2 6 13 2 1
CVA 4 15 6 2
AMPC 9 1 5 2 6 1 1 1 1
ABPC 6 3 2 4 5 5 1 1
CBPC 4 1 3 2 4 10 2 1
SBPC 1 4 11 10 1
TIPC 2 3 2 3 2 7 7 1
PIPC 1 1 2 1 7 6 7 1 1
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Table 3 Susceptibility of S.epidermidis to BRL25000 27 Strains 10* and 10° ceils/ml
MIC (ug/ml)
10® cells/ml v
$0.05 0.1 | 0.2 | 0.4 | 0.8 |1.56(3,13(6.25(12.5| 25 50 | 100 |>100
BRL25000 1 3 6 4 7 2 1 3
CVA
AMPC 38 2 5 3 1 6 3 1 3
ABPC 4 6 3 1 4 4 1 1 1 2
CBPC 1 3 6 1 8 4 4
SBPC 1 2 6 7 7 1 3
TIPC 3 1 6 1 6 4 2 1 3
PIPC 1 2 4 5 1 7 2 1 1 3
108 cells/ml $005(0.1]0.2(0.4[{0.81.5]3.13]6.25|12.5| 25 50 | 100 |[>>100
BRLZ25000 2 8 2 7 4 1 1 2
CVA
AMPC 4 8 2 6 4 1 2
ABPC 5 6 2 6 3 1 2 2
CBPC 1 3 6 6 5 1 1 2 2
SBPC 1 8 5 8 1 1 3
TIPC 1 5 6 3 6 1 1 2 2
PIPC 2 8 3 5 5 2 2
Table 4 Susceptibility of E coli to BRL25000 27 strains 10® and 10° cells/ml
10° cells/ml MIC (ug/m)
<0.05( 0.1 | 0.2 | 0.4 | 0.3 |1.56[3.13{6.25|12.5] 25 S0 | 100 | >100
BRL25000 2 12 8 5
CVA 3 24
AMPC 1 1 13 5 7
ABPC 2 6 11 1 7
CBPC 1 12 6 1 7
SBPC 1 5 11 2 1 7
TIPC 3 11 4 1 1 7
PIPC 14 6 1 3 3
10¢ cells/ml £0.05/ 0.1 | 0.2 [0.4 (0.8 [1.56]3.13]|6.25|12.5| 25 50 | 100 | >100
BRL25000 1 1 14 8 3
CVA 22 5
AMPC 1 1 8 9 1 7
ABPC 2 13 5 7
CBPC 1 1 4 12 2 7
SBPC 1 1 8 9 1 7
TIPC 2 3 12 3 7
PIPC 1 1 16 2 2 2 2 1
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Table 5 Susceptibility of K. pneumonice to BRL25000 27 strains 10° and 10° cells/ml

10® cells/ml

MIC (ug/ml)

s0.05{ 0.1 | 0.2 (0.4 | 0.8 (1.5 |3.13|6.25|12.5| 25 50 | 100 |>100

BRL25000 14 8 1 1 3

CVA i8 9

AMPC 1 1 2 11 12
ABPC 1 1 3 13 € 3
CBPC 1 2 1 23
SBPC 1 2 2 22
TIPC 2 1 4 20
PIPC 1 4 10 9 1 2

10° cells/ml <005/ 0.1 | 0.2 0.4 (0.8 |1.56]3.13|/6.25|12.5| 25 50 | 100 |>100
BRL25000 1 15 7 2 1 1
CVA 1 24 2
AMPC 1 1 11 12 2
ABPC 1 2 3 12 6 3
CBPC 3 1 2 21
SBPC 2 1 4 20
TIPC 3 2 10 12
PIPC 2 12 9 2 1 1

Table 6 Susceptibility of P.mirabilis to BRL25000 27 strains 10° and 10° cells/ml
10% cells/ml MIC { ug/mb
<0.05/ 0.1 | 0.2 | 0.4 | 0.8 |1.56{3.13|6.25|12.5| 25 50 | 100 | >100

B RL25000 3 6 1 2 10 3 1 1
CvVA 4 14 9
AMPC 6 6 2 1 2 2 8
ABPC 1 10 1 1 1 4 1 2 6
CBPC 1 8 14 3 1
SBPC 4 17 2 1 1 1 1
TIPC 3 17 4 1 1 1
PIPC 1 2 18 4 1 1

10° cells/ml <0.05( 0.1 | 0.2 | 0.4 | 0.8 |1.56(3.13]6.25(12.5| 25 50 | 100 | >100
BRL25000 3 6 2 1 10 3 2
CvaA 4 6 16 1
AMPC 4 8 1 1 1 2 2 8
ABPC 2 7 5 2 1 2 2 1 5
CBPC 2 8 13 3 1
SBPC 1 5 16 2 2 1
TIPC 1 1 3 17 3 1 1
PIPC 1 1 11 12 1 1
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Table 7 Susceptibility of S. marcescens to BRL25000 27 strains 10* and 10° cells/ml
MIC (ug/ml)

10% eellsml 5005 0.1 ] 0.2 0.4 0.8 |1.56]3.13]6.25[12.5] 25 | 50 |100 |>100
BRL25000 2115
CVA L5 |
AMPC i z
ABPC 2 BRI
CBPC 2 1 u
SBPC 2 1 u
TIPC 2 1 A
PIPC 2 |1 |9 |3]2 2| 8
10° cells/ml  |<0.05| 0.1 | 0.2 | 0.4 | 0.8 |1.56|3.13[6.25|12.5( 25 | 50 {100 |>100
BRL 25000 ; 15 | 12
CVA 2 ! 15 ‘ 9] 1
AMPC ! : 2|2
ABPC 2 ‘ 2 123
CBPC 1 |1 |1 ; u
SBPC 1 1 1 1 4
TIPC 2 1 i
PIPC 1 2 |10 | 4 | 2 l 8
Table 8 Susceptibility of E. cloacae to BRL25000 27 strains 10° and 10° cells/ml

108 cells/ml MIC (ug/ml)

$0.05/ 0.1 | 0.2 | 0.4 {08 [1.5](3.13/6.25/12.5 25 | 50 | 100 {>100

BRL25000¢2) 1 | 2

CVA @) 16| 6

AMPC () | 1| 2
ABPC 33| 3|18
CBPC nmi| 3| 2 1
SBPC 1] 141 14
TIPC 9 2| 1| 1 8| 6
PIPC s | n| 1|10
10° cells/ml |$0.05| 0.1 | 0.2 | 0.4 | 0.8 |1.56[3.13|6.25|12.5| 25 | 50 | 100 |>100
BRL2500002 7 1]
CVA Q) 21 |1

AMPC (22 1| 2
ABPC 3| 5| 3 16
CBPC 8| 7|1 2| 9
SBPC ‘ 5 | 6| 2 14
TIPC | 10| 6 51 6
PIPC 10| 6 1 4| 6
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Table 9 Susceptibility of P. acruginosa to BRL25000 27 strains 10* and 10° cells/ml

10" cells/ml MIC { wg/ml)
005/ 0.1 | 0.2 [0.4 |{0.8 |1.56(3.13|6.25|12.5| 25 50 | 100 |>100

BRL25000 2] 2
CVA 1 17 9
AMPC 1 26
ABPC 27
CBPC 21 3 3
SBPC

TIPC 4 14 6 2 1
pPIPC 3 13 9 1 1

10" cells/ml £0.05/ 0.1 | 0.2 | 0.4 |0.8(1.53.13]/6.25]|12.5| 25 50 | 100 |>100
BRL25000 2 25
Ccva 1 1 16 9
AMPC 2 25
ABPC 1 1 25
CBPC 1 10 11 3 2
SBPC
TIPC 7 16 2 2
PIPC | 1 12 9 5

Table 10 Susceptibility of B. fragilis to BRL25000 27 strains 10® and 10° cells/ml

MIC ( ug/ml)

10" cells/ml

<005/ 0.1 0.2 0.4 |0.8]|1.56/3.13|6.25[12.5| 25 | 50 |100 |>100
BRL25000 1 19| 8|5 ||
CVA l 1| 3| 4|19
AMPC 3 1 1|9 1 2
ABPC 1 1 11 12] 6] 2 3
CBPC 2 | 2 | 8|1 3
SBPC 2 2 | 5 | 13| 2 1 2
TIPC 2 1] 1 |16 4 3
PIPC 1 1 1| 2 |14 213 3
10° cells/ml  |<0.05{ 0.1 | 0.2 | 0.4 | 0.8 {1.56|3.13]|6.25|12.5| 25 | 50 |100 |>100
BRL25000 2 |1 || 7| 1|2
CVA 15| 11| 1
AMPC 3 2 7 | 1 1 5
ABPC 2 |1 1| 4 |13 3 1| 2
CBPC 3 1 1| 5 | 10] 4 1 | 2
SBPC 2 1 1| 71 9 4 1 1 1
TIPC 1 3 1| 8 8| 3 1| 2
PIPC 2 |1 1 2 | 10| 7 1 1] 2
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100 ug/ml iz kkr Vi L, 6.25~25 ug/ml &= 2
R L, 27 #krh 15 Bk (55.6%) A 4r#i Lize 10%/ml
Ti% 0.8~50 ug/ml ic/pfiL, 1.56~12.5 ug/mliz¢
— 7%, 27 ¥kh 19 ¥k (70.4%) MM L1, 10Y
ml, 108/ml & 4z >100 ug/ml DOt kx Bad7eh »
P fbF & Dk TiL, Piperacillin (PIPC), Ticar-
cillin (TIPC), Carbenicillin (CBPC) s X ¢¥ Sulbeni-
cillin (SBPC) X h4h, ¥7:, AMPC, ABPC X hi¥
iAo’ LT ¥7o, AMPC %t L 100 ug/ml L
Lot RTRicH L, REZHBREAED BRI
(Table6),

6) S.marcescens

S. marcescens 27 izt L, RLEDORHF & &bkt
##3t L, BRL25000 oDf&&EME(L, 10%/ml Tix 100
~>100 ug/ml 4L, 100 ug/ml Ll E o fittedir
TERAS 27 BReh 15 Bk (55.6%) T B -1, 109/ml ¢
iz 100~>100 ug/ml iz 4% L, 100 ug/ml iz — 72
#RL, 27 kb 15 #k (55.6%) O fi & RLto ¥
7z, 100 pg/ml LLEDfE % R T #2027 Bkeb 12 #
(44.4%) Thote, fiFl L DR TIZ, AMPC & LU
ABPC L [F% /il # 7~ LA, AMPC wsfL, 100
ug/ml U EORELRRTERICK L, HEDE N BHS
it (Table 7),

7) E.cloacae

E.cloacae 27 ¥k iz xf L, CVA L0 AMPC ¢t b
LI H# st Lo, BRL25000 DRS¢ 12, 10%/ml T
50~100 ug/ml Z4# L, 100 ug/ml e —2%R 1L,
22 tkeh 21 £k (95.5%) H4H L 7o 10%/ml T 50
~>100 pg/ml iz4#i L7 (Table 8),

8) P.aeruginosa

P.aeruginosa 27 #Rizxt L, Bk © EHE L bick
Bi#3t L7, BRL25000 DREAZME 12, 10%/ml i3\ T
100~>100 pg/ml = fL, £DE— 7 100 ug/ml
Ll bz, 27 #keh 25 # (92.6%) 24 L 7z, 10%/ml
Tit 50~>100 ug/ml 1=43r# L, 50 pug/ml iz 27 #keh
28k (7.4%), 100 pg/ml LA ki 27 ke 25 ¥ (92. 6%)
PR Lo A & D Bkt Tik, ABPC 35 X ¢ AM
PC LEBRIEEMETRL, BIL>1-RME R LI, ¥
7c, CVA L OHREHRIZITH HNIcH -1 (Table 9),

9) B.fragilis

B. fragilis 27 BRicx U, H@#Et Licé o5, BRL
25000 @ R&AZHE (3 10%/ml 42 3\~ T 0.1~3.13 ug/ml
AL, £DOE— 2% 0.4 ug/ml TH 7, 10%/ml
Tt 108/ml EIEREZEROFHIVFRTD - 12, f1F
LoE#E T, AMPC 3 X U8 ABPC I h@h,
6.25 pg/ml Ll EAMBE Tiz% < &5 hioht, BRL25000
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T2 18k 7ehv» 72 (Table 10),

3. BRL25000 D> @RAR, e, L

D g

AMPC DMz cup 3%, disc &b, 0.12
ug/ml X b 2.0 ug/ml ¥ CEMBFAY R L, Moni-trol
I miks LT¥ 0.1 M citrate buffer pH6.5 iz gsi Ty,
Bogmtmy = L. (Fig 2),

CVA @£, Moni-trol I miic X3 cup T,
0-1ug/ml X b 2.0ug/ml e\ - THBMELRL,
¥ s, 0.1M citrate buffer pH6.5 iz %115 disc &
Tix, Sug/ml kb 0.3 ug/ml iz kL THERFEY T
L7: (Fig 2),

2) MR

i) fasting: AMPC oMbz, 5%k 154
T¥#g 0.14 ug/ml, 30 43T 1.16 ug/ml, 1B5MCHE
% /RL, 3.0 ug/ml OWME % ;RL 7=, 1.5 BHET
2.5 ug/ml, 20%M) 2.3 ug/ml, 4 B4R 0.56 ug/ml,
Z LT 6BMHT 0.17 ug/ml ORMEHR LI,

Fig.2 Standard curve of AMPC and CVA

o——e AMPC cup method
o--—0AMPC disc method
[&——-CVA cup method
a-—sCVA disc method

w
(=]
T

Sone diameter (mm)

20

1 1

1 1 1
0.1 0.2 05 1 2
Concentration (ug/ml)

Fig.3 Serum levels of AMPC and CVA after
BRL25000 375 mg administration p.o.
fasting n=3

—e AMPC
o----oCVA

Serum levels(ug/ml)

1/4'2i 3
v 1-1/2 Time (hr.)
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Fig.4 Serum levels of AMPC and CVA
after BRL25000 375 mg administra
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Fig.5 Urinary excretion of AMPC after

BRL25000 375 mg administration

p. o.
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Fig.6 Urinary excretion of CVA after

BRL25000 375 mg administration
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¥ 72, CVA o ffgdofferiy or, #0514 15 4pT 0.07
ag/ml, 30 4T 0.63 ug/ml, 1041 T =2 k/ch
1.5 pg/ml P )Ea i Lice L0 ByIR-C 1.4 pg/ml, 2
WE-C 1.3 wg/ml, 4150 0.26 ug/ml, £ LT, 6
WyI-C 0.11 pg/ml )44 1 Lo (Fig. 3, Table 11),,

ii) non-fasting : AMPC @iy or, /i
15 /3T 0.08 ug/ml, 30 4»C 1.78 ug/ml, 1I5IC
3.78 ug/ml, L5 WMITE—~2 Lich 4.1 pug/ml Oy
P A i Ute 2T 3.0 pg/ml, 4 N5INC 0. 87 ug/
ml, I LUV 6IFINC 042 pg/ml P A gL Lo,k
F=, CVA o il er, 704 16 7r 0. 15ug/ml,
30 4y 0.49 pg/ml, 104Ce— 7 Lich, 1.01ug/
ml OPSEA 5 Ltce 15 N T 0.95 ug/ml, 2N0411)T
4, 0.95 ug/ml, 405 0.34 ug/ml, ZF LT6ISIHT
0.17 ug/ml OPLpE4 4: L1z (Fig. 4, Table 11),

3 pRehpthy

i) fasting : AMPC o )it )ivix, $¢4:% 30 73T
74.8 ug/ml, 1H5HT 858 ug/ml, 2N T~ 2 Lic
H 992 ug/ml, 45T 103 pg/ml, 6151 Tix 67.5
pg/ml OPERER T, 615 ¥ ToOFH IR BT
47.7% Td -1 (Fig.5), CVA OR§LIEE, Bbik
30 4y 14.5 pg/ml, 105 T 112 ug/ml, 2RRITYE

NOV. 1982

=7 &l 172 pg/ml, 405HIT 16.6 ug/ml, 6pspy
T 13.8 ug/ml DA i L1, 6 NI E TOFH R
AL 16.3% T~ 1o (Fig. 6, Table 12),

ii) non-fasting : AMPC O )Rvil)iiix, #45.% 3%
4y T 45.8 pg/ml, 1ISMTE— 27 Lich 1,103ug/ml,
21151 C 885 ug/ml, 40451 160 ug/ml, 65T 101
pgfml OENY LU L, 61N F TR E R
it 48.67% THh -t (Fig.5),

CVA DJgrgtiier, 124 30 7rT 14.3 pg/ml, |
Wi 37.7 pg/ml, 205) T €—2 Ligh 79.3 ug
ml, 407 55.7 ug/ml, 615G T 6.4 ug/ml D
WA Ltce 6 WS E T ¥ S pulll-£42 16.7% ¢
# -tz (Fig. 6, Table 12,

4 R

JF 3 Mk & b7, Amoxicillin Tix Rf i 0.27 iz
FUEITYED 5 5 i1l 7c spot % Beb, PEEHED Amo-
xicillin @ Rf fiti—FH L, ZoOMHFTEDH
spot B ich »12, ¥1z, Clavulanic acid i3 Rf
fili 0.5 (ZHLEIGIEX T 5 H— spot &2, BEiyE
» Clavulanic acid ® Rf i —F UL1o LIAHT,
BRL25000 i, ’EAANTIf#Shd o &7cl, Bt
hoZ xR LT (Fig7),

Fig.7 Bioautogram of AMPC and CVA
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5) BRL25000 o> 3Ry 2

kx> AMPC 35 X1t CVA o Bioassay ic L % Il i
hRBED 5 — 2 %\, one compartment open model
method |z X b computer i X h MRHF L1co

i) fasting : AMPC O RIGHEEY Ko (hr.m') i

——

3.38, HAEMEY Kei(hr.m?) % 0.598, Ty it 178
M), Vg (% 48.81, T-max % 0.623 B5M, C-max 3
3.56 ug/ml, AUC 2 8.65(ug/ml) -hr. D%,
CVA o RUnEEEEH Ka(hr.™") it 3.33, kag
SE# K (hr.") i 0.564, Ty, 12 1.87 B$M, V, i1

Fig. 8-(1) Simulated serum levels of BRL25000 (fasting)

(ug/ml)

Serum levels of amoxicillin
BRL 25000 375mg p.o. n=3

(ug/ml) |

4}

Serum levels of clavulanic acid
i BRL 25000 375mg p.o. n=3

2H 2+
0 L 1 1 L 1 —L 0 1 1 1 1 1 L
0 1 2 3 4 5 6 0 1 2 3 4 5 6
Time (hr.) Time (hr.)
Fig.8-(2) Simulated serum levels of BRL25000 (non-fasting)
(ug/ml) | (ug/ml)f
L ns
Serum levels of amoxicillin Serum levels of clavulanic acid
i BRL 25000 375mg p.o. n=3 L BRL 25000 375mg p.o. n=3
2F 2r
I
1 1 ! 1 1 0 1 1 1 1 1 3
00 i 2 3 4 5 6 0 1 2 3 4 5

Time (hr.)

Time (hr.)
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Table 13 Pharmacokinetic parameters of AMPC and CVA after BRL 25000
375mg administration at fasting and non-fasting
D'_“s Kn Kel Tl/z Vd Tmn Cmu A U C
(hr."?) (hr."?) (hr.) (L) (hr.) (ug/ml) |((ug/ml)-hr)
AMPC 3.38 0.598 1.78 48.3 0.623 3.56 8.65
Fasting
CVA 3.33 0.564 1.87 49.5 0.642 1.76 4.48
Non- AMPC 3.7 0.441 2.27 51.3 0.694 3.59 11.05
fasting CVA 3.17 0.382 2.57 84.5 0.758 1.11 3.87

Fig.9 Tissue concentration of AMPC and CVA after BRL25000
administration 50 mg/kg p.o. SD-rat n=3 (Mean)

10
CVA
X
X
\ Kidney / \
—E_ < Liver X 7.5¢ X t3
J \\"
SN
: \\\
r =~ Lun
L o Liver g
S L A=
= 5 . ==t
E £ ~
§ Spleen
|1 -~ JF AIIs--—
10 A<\ Heart Spleen 2.5
PR / ?erum
5 .___.,l / \A§~ ————
H 1 = } L L 1 1
1/4 1/2 1 2 1/4 1/2 1 2
Time (hr.) Time (hr.)

Table 14 Tissue concentration of AMPC and CVA after

BRL 25000 administration 50mg/kg P.O. SD-rat n=3 (Mean)

Time(hr.) AMPC CVA |
Organ 1/4 1/2 1 2 1/4 1/2 1 2
Brain nd. 0.45 0.42 0.36 nd. n.d. n.d. n.d. (ug/g)
Heart 1.08 1.20 1.59 1.80 0.9 1.2 3.0 1.2 (ug/e)
Liver 15.0 16.8 30.0 22.2 1.2 4.2 5.1 4.5 (ug/g)
Lung 11.4 13.2 2.76 0.90 2.1 3.6 5.1 4.8 (ug/g)
Kidney 15.3 22.8 36.0 30.0 4.5 7.2 9.3 7.5 (ue/g)
Spleen 0.99 9.60 3.80 1.10 2.1 3.6 3.2 2.8 (ug/e)
Muscle 0.59 1.05 1.32 1.56 n.d. n.d. u.d. nd. (ug/g)
Serum 4.50 4.80 5.00 4.20 1.0 1.4 3.1 2.1 ( ug/ml)

n.d.=not detectable
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49.51, T-max (% 0.642 kM), C-max % 1.76 ug/ml, -

AUC 2. 4.48 (ug/ml) -hr. D% 87 (Fig. 8, Table
18),

ii) non-fasting : AMPCOHI{K#!%& Ko(hr.™Yy |

12 8.87, MAKEEH KaChr.o) (% 0.441, Typ i
2.27 B3, Vg i3 51.30, T-max 0"694 M, C-max
% 8.59 ag/mjl, AUC i3 11.06Cug/ml)-hr. DLW
o ‘

CVA o BB EN KaChr.™") i3 3.17, HE&EE
e Ko (hr.™?) (& 0.382, Ty, (% 2.57 oo, Vg i
84.5!, T-max {2 0.758 B§M), C-max (% 1.11ug/ml,
AUC (% 8.87 Cug/ml) -hr. D% 187- (Fig. 8, Table
13)o

4. BRL25000 DB FAME

ML 2 01, MRERRS N, MBY S, MERL
100, BBk 471, MMERBES 2 R UM
% ABIDM 50 EATHB,
MEFEETRTEDT, 1EREKL mg, 1
B SO EY LM T LI, ML 13 RLH 66 @,
* COTH 3766 MTH Do MINIIE 200, k2
Mehs (Table1S), FAAKIZIA L HRKX B A
o, RHEBEXIL 7.5 BT H B, BESKIRE
8.375g X bW 37.125g C, K5 k%8 483¢g
Thbo R

LMz 50 M 40 EACEHRBYTIV B E
P Wi B U, BEMOMBUR, S aureus TH,

Table 15 Distribution of age and sex

BRL25000, 50 mg/kg #&QHLRORML, Amoxi- Age Cases Male Female
cillin TIREIBLML, BEK2BM T 30 ug/ml
DREXR LI, KT, B, B B, M, DOMT 10~ o 4
# ~1z0 ¥z, Clavulanic acj 'Gi.__ ﬁﬂ"ﬁtiﬁ(. 2 :/29 3 ! 2
B 54 2 BT 7.5Md;é&%~ujco KW, -3 13 S0 ‘
B, B B, i, OOMC BT R R L (Fig9, 40 ~ 49 17 10 7
Table 14), '; 50 ~ 59 5 2 3
5. EERBE . 60 ~ 69 3 2 1
SEHERIE 50 FEGIC AFY A Lico RBIIARIZ — - w2
WOl WIM, LMEEOS 1M, BF5M, I -
MEEERE 16, SESRE L6, BERL40 LR
Table 16 Clinical efficacy on BRL25000
e
: Disease Cases Excellent Good Fair Poor
Felon 9 8 1
[ERATS Furuncle 3 3
-—— .. Suppurative folliculitis 1 1 -
Abscess 5 1 3 1
Periproctal abscess 1 1
Perineal abscess 1 1
Phlegmon 4 1 3
Suppurative mastitis 2 1 1
Infected atheroma 8 8
Wound infection 5 4 1
Burn infection 1 1
Acute cystitis 4 1 3
UTI(Complicated) 2 2
Osteomyelitis 4 2 2
Total 50 4 40 1 5
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Table 18 Bacteriological response to BRL 25000

Eradicated Persisted Replaced Total

S.aurcus 7 7
S.epidermidis 4 4
S. faecalis 2 2
Bacillus sp. 1 1 2
E. coli 4 4
K. pneumoniae 2 2
P.aeruginosa 1 3
Pseudomonas sp. 1 2
Enterobacter sp. 2
P. vulgaris 1 1
Acinetobacter sp. 2 2
GNR 1 1
S . aureus 1 1
Acinetobacter sp.
S. epidermidis 1 1
B. fragilis
Enterobacter sp. 1 1
S. faecalis
K. pneumoniae 1 1
S . aureus
K. pneumoniae 1 1
S. epidermidis
S. epidermidis 1 1
Bacillus sp.

Total 31 2 38

S. epidermidis 4 {5, S.faecalis 2 %I, Bacillus sp.
28|, E.coli 4, P.aeruginosa 3|, Pseudomonas
sp. 24, K.pneumoniae 24|, Enterobacter sp. 2
%, P.vulgaris 14|, Acinetobacter 26, ¥ XU
GNR 1403t 32 FID0 HHMEBRIEATH S, —F,
BB ERLRIESNL, S. aureus L K. pneumoniae 14,
S. aureus L Acinetobacter 14, S.epidermidis X
Bacillus sp. 18, S.epidermidis » K. pneumoniae
141, S.epidermidis L B.fragilis 1), = X0 S.
faecalis L Enterobacter sp. 1D 6 TH 5,0
ZTOER 50 FEGPER 46, X 40 Fl, PLHEY
14, ®BH5HTHD, HHRIL 88% TH -1 BlfF

ACELTR1IARRE 5 X U FRERHES ¥ D
(Table 16, 17),

1, ERHER 38 it 2 ACEZRELZDLN,
1 Bliz. P.aeruginosa, fi®> 1 fllix Pseudomonas sp.
T - 7=(Table 18), ZO D B R X OHHERLH
fERRBD L 21

II1. % ®

BRL25000 DA~ 7 + ik AMPC 8 EILT,
75 ABHEE ¥ L U 77 AREECH L TRECAE
H¥ET 2% Hic penicillinase E4 S. aureus, S
epidermidis, P.mirabilis, K.pneumoniae, ¥ 1T
B. fragilis &% LCix AMPC i348% T & 52 BRL
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25000 @R A HEH R R T,

ABRBEERECN THRNTIZ, S aureus 12yt L
Tit, AMPC fitEsest L CidAd#Iiss o Eh i
TR T CEX L DB TIIAANIT# 4 BFEEh 14
EHERTY

S.epidermidis =t LTix, AMPC RM#icx LT
RASORZHL M % =T, AMPC MM LT
i1, AAREHUCHENLRTY, S faecalis o3t LT
it AMPC & BRL25000 T3 i 2i27a\ Yy E. coli
R LTIk, AMPC RMEITH LTix4# & ofliciz
BIzENTBd LAl A, penicillinase AR 12 %L
TRAFIIENARZEUS R RT, CEX & o HikT
AKIA 2 EBBEER 2o UED % R TV, K. pneumo-
nige 1w LTi%, ZA@EME (3 penicillinase E4RTH
51, FHARCERRIESTEYTT, —5 AM
PC, ABPC 3 AEREICH L TIZ AT D M i TH
A9,

P.mirabilis i=x} LTit K. pneumoniae L REEDIHE
mizh 5 A, AMPC, ABPC 1 P. mirabilis x4 LTIt
# 50% TR THB o0, K LTItk
FEN I AENDERTY, 1 v F—13JEEELE Proteus
o penicillinase 4 OEMEICK L Tid KAFIzEh i
HE %R T, S marcescens, Enterobacter sp. P.
aeruginosa it LCIIAF © FG i E2 1T\ B
fragilis =% L Ci¥, penicillinase ZE4#kicwt LTIt
BrBhiiE@hvrT, H influenzae 1% LTI,
FH & AMPC L DRicizcZidin s,

R BEfticBS LTt BRL25000, 375 mg Z2ofghs, %
LVRBIC KT B REDOEKTIE AMPC 0 iR
TIHFCEILL, bhbhORBRTII AR ERFON
BEVRVCBEYR Lico — CVA O iRz
B 5B D HE B Y R Lice BIn AFIORBIX
REOKENRD, HoTHIBRETHLATH 5,

pharmacokinetic parameter 2B U T4 12 R
i, BEREETIERIND Z Lk BHFAD
BURmAEPBED 1/5~1/10 BETH BV, AHIXE
58 6 BsMILLPic AMPC L LT fasting C¥#547.7%,
non-fasting ¢ 48.6% MR L bt X B, —F CVA
XA 6 BEMEILIAIz fasting C 16.3%, non-fasting
T16.7% KR Dt T h5, = Dbhbh DR
LELH OB T H 5 AMPC 60% #iji%, CVA 20%
MR LB T2 & S BEERITEL

BRBTELTE, B B M OECIEFTBT
T2, RACE LT HB /e~ 757 1 —K IV
Bioautography iz. X ZF#% <4 BRL25000 i #ic o
¥h3z i, AMPC,CVA & LCHlEZhD,o

CHEMOTHERAPY 377

MIRMEACBLTIE, _=>Y v G BHMk XUV peni-
cillinase FEAWABEIL & 7D Thobb S aureus, S.
epidermidis, E.coli, K.pneumoniae, P.mirabilis,
H.influenzae 3 XU B. fragilis ¢ &' penicillinase
BEEEBRITR LTI, Rk AMPC 22 B TH » fote
DIFICHIS & 1 B, Neisseria gonorrhoeae 1=t LT
X CVA BSEh7-HiM % 7= 3 7=, penicillinase
EE, EBEKRCHLbLTH—BIRFILILD 5,

PARICRI L CIniBE, hSEETTL AR 1,125~
1,500 mg ¥ CHEABRIMETE B,

X 3
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ANTIBACTERIAL ACTIVITY, ABSORPTION, EXCRETION,
METABOLISM, TISSUE CONCENTRATIONS AND CLINICAL
APPLICATION OF BRL25000 (CLAVULANIC ACID-AMOXICILLIN)
IN SURGICAL FIELDS

Isset Nakayama, Yozo Akiepa, Kavo Tanma, Hirosar Kawacuchi
Hirosur Kawamura and SHunjt IsHiyAma
The Third Department of Surgery, Nihon University School of Medicine

Fundamental and clinical studies on BRL25000 were investigated and the following results were
obtained.

1) Antibacterial spectrum

BRL25000 showed excellent antimicrobial activity against both gram-positive and gram-negative
bacteria except S.marcescens, Enterobacter sp., indole positive proteus group and P.aeruginosa.

2) Antimicrobial activity against clinically isolated strains

BRL25000 ixhibited excellent antimicrobial activity against clinical isolates of S.aureus, S.epider-
midis, E.coli, P.mirabilis, K.pneumoniae and B. fragilis which produce penicillinase.

3) Serum and urinary concentrations

Serum concentrations were assayed by cup-plate method using a Moni-Trol I serum standard
curve. Urinary concentrations were assayed by paper disc method using pH 6.5 0.1 M citrate
buffer solution for the standard curve.

BRL25000 was administered orally at a dose of 375 mg (fasting) and serum concentrations of both
amoxicillin and clavulanic acid attained a peak after 1 hour with the mean value of 3.00 p#g/ml and
1.50 #g/ml, respectively. Urinary concentrations both amoxicillin and clavulanic acid attained a peak
after 2 hours with the mean value of 992 y#g/ml and 172 yg/ml respectively. Mean recovery rates in
urine during 6 hours were 47.7% for amoxicillin and 16.2% for clavulanic acid, respectively.

4) Pharmacokinetic parameters

Pharmacokinetic parameters were calculated using computer by way of one compartment open
model method and the following results, that is Ks(hr."!) : 3.38, K, ;(hr.7!) : 0.598, T,,,(hr.) : 1.78,
Va(L) : 48.3, T-max(hr.) : 0.623, C-max(ug/ml) : 3.56 and AUC(ug/ml)-hr.: 8.65 for amoxicillin and
K,(hr.71) 1 3.33, K¢y (hr.™!) : 0.564, Ty,pChr.) :1.87, V4(L) : 49.5, T-max(hr.) : 0. 642, C-max(ug/ml):
1.76, and AUC(ug/ml)-hr.: 4.48 for clavulanic acid were obtained.

5) Metabolism

Metabolism of amoxicillin and clavulanic acid was examined in human urine after dosing 375 mg/
of BRL25000. The results of bioautogram on samples obtained by thin-layer chromatography revealed
that both amoxicillin and clavulanic acid were excreted in urine without being metabolized in vivo.

6) Tissue concentrations

Fifty mg/kg of BRL25000 was given orally to SD strains of male rats. This revealed that the
tissue concentrations of both amoxicillin and clavulanic acid were the highest in kidneys, followed by
liver, lungs, spleen, serum and heart.

7) Clinical results

BRL25000 was administered to 50 cases with surgical infections. Clinical response was excellent in
4 cases, effective in 40 cases, fair in 1 case, and failed in 5 cases with a clinical efficacy rate of

88.0%. Adverse reaction was observed in 1 case with eosinophilia, but no other marked adverse
reaction was noted.



