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BRL25000 (Clavulanic acid-Amoxicillin) =832 £ - BERAAN
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BRL 25000 iz 2\~ THIE S « WAL « Bl - BEBRBR7cERM L, LT L5 ety 81,

1. EFOHKDME S aureus, E.coli, K.pneumoniae, P.mirabilis \zxt+% Bk Hit,
FhFh 0.39 ug/ml, 6.25 ug/ml, 3.13 ug/ml, 0.78 ug/ml iz peak 1'% » Tl TRIF/ &
EHXR LI,

2. AH 750 mg YBEKA 4 BCFEEMEF LUK 30 2, 150ml OKTRA EL/L
FoMmABRE, PHBLEEGEATIIRAHE 1.5 BMIC peak fHA A Hh, Amoxicillin(AMPC)
i3 4.37ug/ml, Clavulanic acid(CVA) i3 4.19 ug/ml ODETH ~ 1o ¥-REBABFOLTHIZ2
B¥fdlic AMPC @ peak ffinidh b, 3.15 ug/ml, CVA (3 3B§M)iC peak ffir A bHh, 1.93 ug/ml
DfEHBHhtc, AMPC & CVA @ ratio (X 2B5/MfAT 1.8 TRBEDER LI hAEh T B
R BT 2R B T2, Amoxicillin 3 1,125 ug/ml, Clavulanic acid (% 455 ug/mi1 © & iz
2~ 4RI BEEL BN, 6B CTORFEIREKX, ThEh 59.0%, 43.4% Th-1
FREBEREOFRITE LIC 2 ~ 4BRMET 2,051 ug/ml & 273 ug/ml TH b, 6B TO
RePEURFKIL 72.5% & 24.3% THo1,

3. HEARRRIEDS L, FLLTEMHRHA (6), BHITHR (4), BHEIEIZIX (1),
SHEMA (14) R EBEGE 25 AlickFX 1B4~8REALICLT S, SHRKEITIED 3,
SHSEIRIED 2, BUESEIRAIEDLITHHEEBHEOThIERD 7, ABHTHATH-
fco ¥ 7o Amoxicillin %5\ % Ampicillin »EZTH > -ERMT, FFICL D EBLEDKEY

BIFEGN S AT D bRt BIEBICOWTIE, AB3XELDIEBHLhEI -1,

BRL25000 ¥, #%EY — F 4 AFERF CHEZI R
P-lactamase [ E#|TH 5 Clavulanic acid(LL F CVA)
& Amoxicillin (LI F AMPC) :oE&FITH S, CVA
2 AMPC ofitttBic st LT AMPC s HEMCIERA L
T, AMPC XkofiEEA ¥ & T ¥ 0 Ti, K
pneumoniae, B. fragilis v ¥ THE A7 b 7 a0k
KEhiV, SE b hbhix, ZROHES « BRI -
M b CCERYRCOVWTRE X TR D TLEDOR
ErRET %0

I. 7 [} h

1. WEHE

FER > MED S.aureus 50 ¥, E.coli 50 ¥k, K. pneu-
moniae 50 £, P.mirabilis 50 #kiz %3 % BRL25000
OR/NRERIEBRE (MICs) % BAR{L¥EEFLERE
EVNTRVRIE Lic, Bt pH7.2 © Heart infusion

XY A, EAERI—BUSRERY 100 5k
RL-LD1H34&F (BR 1mm) ¥ AL, 37°C 24 B
MgERE A BV TLCREXAL A REREY
4 »T MIC & L, #7-FBsic AMPC, CVA o MIC
LAEL, RO EHBE LI,

2. &

S.aureus =45 BRL25000 o> @/ ik, Figl
1ZRT X 512 0.39 ug/ml iz peak Hig b, 0.78 ug/ml
LITT 84% DEKEOREMNMIL X h fo, = OB
AMPC I h1~2HHEmh =L D TH -1 RHER
BCd Fig2 wRT L5z, 6.25 ug/ml TREKIIR
HoBIESht, ZORKT AMPC & h 4~5BHRE
hTu i,

E.coli w3+ s AROHENL, Fig3 kRTLOK
AMPC t 3isRASDREUNTLRL, 6.25ug/ml~
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Fig.

1 Susceptibility of S.aureus to BRL25000,
AMPC and CVA (10%/ml), 50 strains

Fig.4 Susceptibility of E.coli to BRL25000,
AMPC and CVA (10%/ml), 50 strains

100 ,,_).,/./' 100/
§ 80 BRL 25000 I . i? 80
§ 60 g o
= o
& S 4
¢ 40 '3'
3 o0 5 20
P i
O 0 0 © 0
(ug/ml) (ug/ml)
BRL25000 4 7 18 13 6 2 BRL2300 2 11 8 16 11 2
AMPC 5 8 51 3 3 4 2 4 5 AMPC 2 4 8 4 6 26
CVA 4 2 4 CVA 50
Fig.2 Susceptibility of S.aureus to BRL25000, Fig.5 Susceptibility of K.pneumoniae to BRL
AMPC and CVA (10%/ml), 50 strains 25000, AMPC and CVA(10%/ml), 50 strains
100F / 100 I~
/ !
—_ .__.___// I 80/ ] /
S 80 / , < cva
-~ ] - ]
£ 60 ! ,/ £ 60 /l /
] BRL 25000 i £ '/
& 4 o 40r )
@ g /f
2 2
K] = 20+ I
l; 204 z 20 AMPC/ |
§ (3 c 1 1 1 1 n ;—’.’_ n 1
O 0T 0z 0 OIS I 6.5 125 % 30 100 S1o 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100
(ug/ml) (ug/ml)
BRL2500 2 6 8 16 18 BRL25000 2 34 10 4
AMPC 6 2 6 4 14 18 AMPC 2 1 10 12 23 2
CVA 42 8 CVA 2 48
Fig.3 Susceptibility of E.coli to BRL25000, Fig. 6 Susceptibility of K.pneumoniae to BRL

AMPC and CVA (10%/ml), 50 strains

25000, AMPC and CVA(108/ml), 50 strains

100 100 /
R / o[ /]
g / 50 Iy
- = cval
$ 60 £ L !
g / g & BRL25000 / /
2 40 MPC & gt /o
2 S / /
s 2 3 20+ / !
E J H /AMPC/
C T TH IR %I e S 5 S TSI © T 0z 0B ORI 6.5 05 %5 o0 10 >
(ug/ml) (ug/ml)
BRL2500 2 616 4 12 9 1 BRL2500 4 6
AMPC 2 10 7 4 2 3 22 AMPC 2 48
CVA 4 20 2 CVA 22 28
25 ug/ml iz peak HiHbh, 25ug/ml LITFiz 80% K. pneumoniae 1=t % A#| 0 HigH 12, Fig.5 ic

A>Tk, Fig 4 o Fk#EERE i3 50 ug/ml LIFT
9% DHEEKIIREF YL IH, AMPC X b 2 B¥f@H

T,

AT X 5 1.56 ug/ml #3% 12.5 ug/ml 24345 L,

6.25 ug/ml

LT T 92% OekoRE » FHIE S hte,

AMPC kb 4~5BBEBh T\ 7o, Fig 6 0 BRERM
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Fig.7 Susceptibility of P.mirabilis to BRL Tix, &Fix AMPC X h{ 4~5 BFE h Tt
25000, AMPC and CVA (10%ml), 50 peak (% 6.25 ug/ml TH - #-o

strains P. mirabilis ©xt+ 5 AMOYE N2, Fig7 cit
1001 — X3 AMPC Li2iEM U X 5 e MRESHLRL,
S s BRL.25000 0.78 ug/ml~1.56 ug/ml iz peak A% -1z, Fig.8 i
- Tt Eoe, BEmmTy, AMPC LiiEmM%hBs
$ 60} —
AL 120
o 4o Fig.9 Wit X 5i1c 100 % RO EME & T AMPC
;_._:g 20} o MIC (10%/ml) 100ug/ml ¥ 7213 ThE¥RLY:
E 7 T S.aureus 5k, E.coli 25 ¥k, K.pneumoniae 25 t,
O T TN ORI T 6.5 128 %5 50 100 51l P. mirabilis 10 ¥kic 5t 3 5 &£# D MIC i 0.39~50
(ug/ml) .
BRLEm TRTEEE s 1 ug/ml THY, PONILBRZEDHBILL B S h,
AMPC 2319 82 1 12 2 8 2
CVA 22 28

Fig. 10 Serum levels of BRL25000 (Dose : 750

mg), healthy volunteers (n=4)
Fig.8 Susceptibility of P.mirabilis to BRL
25000, AMPC and CVA (10%/ml), 50

om0 Amoxicillin ( Fasting)

strains o= =0 Amoxicillin /Non fasting)
5 o———e Clavulanic acid (Fasting)
100+ 3 r o—-—-o Clavulanic acid (Non—fasting)
S 8ot Z
% g
S 60F =
g K]
{=" (9
S 10 F
z -
z :
5 5
© T TR 0B IR B 65 125 55 50 10 S
(ug/ml)
BRL2500 2 30 6 4 4 4
AMPC 4 8 14 4 1 1 4 10 4 Time (hr.)
CVA 36 14

Fig.11 Urinary excretion of BRL25000 (Dose:

750 mg), healthy volunteers (n=4)
Fig.9 Susceptibility of AMPC resistant (=100

15108/ml clinical isol to BRL250 o—0 Amoxicillin / Fasting)
#g/ml)10°/ml clinical isolates to 00 o—=o Amoxicillin (Non—fasting)
o, e—eE=4Clavulanic acid ' Fasting/
100 ~—-*EX(Clavulanic acid (Non-fasting)
K.pneumoniac ZOOOJ
r E
1000
50
| P.mirabilis g ::?
S.aurcus < 800 :;
E.coli 3 g
"y 600) <
1 1 1 1 L 1 1 ] S
Strains |Toa0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 2100 £ 400 2
(ug/ml) o g
S.aureus 5 1 2 2 200 >
E.coli 25 4 12 9 s
K.pneumoniae | 25 17 7 1 0 &
Pmirabilis__| 10 13 1 5 >

Time (hr.)



9jed U0I1210X%3 Aeuld] * *
UO11RA1IUIOU0D AJRULI() %

287

CHEMOTHERAPY

Ly LL Sy 891 68 281 Lot el 1§37 "8l 521 Sve LEL'T ass
I 14 91 06 €L2 Ve 102 52 6Ll 889 L¥e 150°2 6°61 588 ueay
vz 502 12l 506 €2 sL 119 0¥l 528 1847 00L°€ Le 081 WN
0°€e 591 4 0€£2 't 61 598 518 052°1 6°8¥% 088°1 10 9V | gugsequoy| L L
S12 [ 74 4 S0t 9°91 S6¢ 9°¢L 82l s0¢ 8L 059 0°€s 0052 HSEEON) g R
€ 1€ sot S'6 052 9°Ll sig 8°89 VL 0L¢ S L8 SL6°1 6°€2 558 NN
8's ot 6% L01 1’9 001 611 69 9€2 0 00¢ 'S 9L¢ a’s
vEY 961 21 Sy 9%l 662 0°6S 8°¥1 16L 092 AN €81 508 uesy
9°9¢ 002 6°L1 S¥e S Il 091 € 9¥ v ol SL§ 8722 .8 el S9¢ W
€Sy o061 v 505 82l 062 1°SL L6l 568" 9°0¢ 521 8°¥2 SZL'T | gunse "L°L
Iy o |zt 085 501 Sle 915 512 ST | 9702 Syl | §sI 011 ased |
€05 )4 S92 06€ Lee o€ 0°L8 VL 029 862 5.8 861 029 NN
/3 % [w/3n % (w3 % % [w/3n % /31 % /31
. 7 Ju/
(1y)auwry
9~¥ v~2¢ 2~0 9~0 9~¥ vy~2¢ 2~0 REERULI L
proe dwe[nag) ui[ratxoury 3nag
!mh OSWN-.—“m wo EO_ud.:mm:_Eﬂm [e10 I3ye <>U pue o&a mO uor3dIdIXa h.—u:_.—D ¢ ?Iqel
pa12913p 10N : "A'N
92 91 S'I 81 0°e 1'e 51 onea poe auepnae)) /oWy
951 | 85°0 | S9°0 | 60°1 | 6v°0 | LvT | 861 | LSTL | 2670 | LL'1 | ¥2% | €L°0 0°01 0L ‘a's
€6°1 | €T | 2v'1 | 2670 | 20 | 11 | Sp'g | 9872 | SI'E | 06°C | ¥6°T | €9°0 S'19 s¢ ueay
3unysejuoN
Zv'z | 891 | 61T | "A'N| A'N| S92 | s9°¢€ | s8¥v | S6°€ | 921 | 'A'N| AN 25 W 9¢ W
26°¢€ | ¥z | 69°0 | 'A'N|'A'N| 92°€ | 29% | s€€ | 82 | SST | 'A'N| AN 2L W 8¢ "L°L
€9°0 | SI'T | 8T | 96T | 8,0 | S€°0 | SL°0 | Sv'I | PI'E | S8°% | V6'E | 9E'1 89 W 4 LA
9,0 | 0S'T | €272 | 21’z | 060 | 950 | 6L°0 | SL°T | €8°Z | S6°€E | Z8°E | ¥U'I ¥S W 47 NN
60 61 €1 €1 01 1 vl ol proe dtue[nA[D/ul[|IdiXoWy
91°0 | 9870 | 61°0 | 850 | 60°0 | 810 | 950 | 2¥°0 | 95°0 | 650 | S6°0 | L9°0 0°01 0°L ‘a's
yL°1 | ¥6'2 | 61 | 8¥'E | €L°1 | €30 | 6L | 81°C | 6L'E | L'V | BLE | SE'T S— S'19 5€ ueday
66'1 | s€€ | SU'v | 12°€ | 691 | 26°0 | 09°¢ | 69°2 | I19°v | 09°€ | S92 | S9'I . Zs W 9€ WN
99'1 | So'e | Sz'v | Sz€ | SL°T | 80 | S9°T | 08T | S9°€ | S9° | 95°€ | 99°Z el W 8¢ ‘L°L
65°1 | 682 | S6°€ | 21'€ | €9°1 | 2870 | 25T | 98°[ | €€ | 96 | S6°E | S6°I 89 W 4 LA
6’1 | 05z | o' | Sev | S8°1 | 850 | I | SET | SVE | 92V | S6°F | 2I'E vs W ¥ NN
€ z S'1 01 S0 9 v € (4 S'1 01 §°0 |Cay)euty | (gy) .
X9 9. J13331unjo,
p1oe olueinae|) ur[Ia1xoUWy snug ‘Mg s v 1°A

VOL. 30 S-2

Swgg, 00052 TYd Jo uonTaisiulwpe [elo Jaye YAD PU® DJWV JO S[2A3] wnidg T 3[qel



CHEMOTHERAPY NOV. 1982

258

Pa32333p 1oN : 'A'N

- poon sanasq0 [ ¢ X ERL €1'g | ovruownsud y s11yuIq D[UOIY) W i |oL|se
- woyaoxg | parenpess joN | p YXSLE0 anN suouoaq 230y 4 € | 'H'S |¥
OdWV - Poon | parenjesd 10N | ) YXSL8°0 ‘aN styouoaq andy 4 i |ds |2
OdWV - wopoxg | parenjuas 0N | § ¥XSLE0 an styouoaq Iy 4 9 | WV |z
- poon | parenjeas toy |y £XS5LE°0 ‘aN snmyauoaq ajnay 4 9% |'W'r |12
wix3zouy poon Inasq0 ’ EXSL°0 660 6€°0 sauafolid g su[isuoy amdy d e | "H'Jd |02
- ws|2oxg pawopeag |y YXSLE'0 | 8L°0 | 6€£°0 sauagohid g suyisuoy ainoy W 8¢ |'n-'s |61
- qeg | pavenpuas joN [ g ¥XSLE0 ‘aN suyisuo) 2oy W 0L | AN |8
- | 2oxy pawapery | g ¥XSLE°0 | 001 8L°0 smasn g suy[isuoy ajnay W 62 | MV |
- WIPIXY | parenyeas toy |y £X5L°0 ‘AN suy[isuo} 3oy | 61 | AV |or
- oo | patenpeas joy | ¢ ¥XSLE0 aN suy[isuo} 3oy 4 ST | WCUW st
- wayp2axg prweapeay | ¥xSLE'0 | €1'E | 820 nos> g stsko ajnoy W 7N B W
- poon pawdpery | ¥xSLE0 | S°21 91 snasn g suusky oy 4 g€ | LA el
- poo9 powapery | 4 ¥xSLE'0 | sz'9 | el'e 102 suuss oy £l e | MW 2T
4NV - poon paworpray | gp ¥XSLE0 | 00I< 74 oo g suusks amoy 4 v |ou |
- wepRary poredpery | g PXSLE0 | 21 29 oo g suus> ajnoy £l 9 | LM o1
- wappRary poreapery | yxsie'0 | ser | ere 100 g sunsks 2oy d £ |'H'M|6
- poon powapery | g PxSLE0 | §ar 95°1 102 g suusk 2oy 4 ¢ |'n'L|s8
JdIRV - poo9 parearpery | g ¥XSLE'0 sz | sz9 snss2a1p ) stuiska amoy 4 66 |"AD|L
- wa[jaoxg pareorpeay | £ SRES | oor< | grg | oviuownsud y stnsd amoy 4 o |'I°d|9
- poos amasqQ | 11 ¥xSL8°0 | 00I< | §z'9 | 42190g0s2iug sunsds amoy E| w o |'LD|s
- wayjaoxg parearpery | 4 ¥XGLE0 | 529 | 8L0 oo g stsko amoy 4 9 |‘Ly|¥
J2dWV - wayp2oxg ammasqQ | 01 ¥xSLE0 | 001 91 102 susko oy £l ¢ |0H|E
- poon parwapery | 9 ¥xSLE'0 | S2'9 | 8L°0 102g sunsko amoy W 8 | 'H'S|z
- wa|[29xg paredtpeayy | ¢ ¥xsLE0 | szl 2'9 102 g stnskd amoy E| 19 | NH|I
wowneon | joage | IPPMIO raorveg | (GOR | scob heq | QAW | 90052 wsiueso sisouserp
et sinsay uojeistutpy (1w/,01) DI SmesnEd [Erio S | V| o N

0005 THE Yim dsuodsar [edul) € 2[qe],




VOL. 30 S-2

CHEMOTHERAPY 259

II.  RiRE L UBEM

1. JEHE

BERABT 4R &IC, &K 750 mg {FIEO 0
d, RePRE, RPhtcRIETRE O BB Y RN L
foo TWMEFERIIERRMRIC, REMRIEPEAK 30
Arrhth 150ml oK CRAZRR,

M ¥ X O RPWE © JE & AMPC iz D\ T
Micrococcus luteus ATCC 9341 k%, CVA iz o\ T
it K.pneumoniae ATCC 29665 Bk X REH &+ 2 /@
cup BiC X DTy, EMEBIIMAME Tixe b Mmi#,
RehRETIE 0.1 M citrate buffer (pH 6.5) ¥ i\ T
ﬂzﬁt Lto

2. BBk

BRL25000 750 mg % Zopibfds X ORH A LD
MBS % Table1 & Fig. 10 1R L1,

ZoERs [ Cit AMPC, CVA & & 3 REfERRL
peak fHiT 1.5 B¥MICH - T, 4ug/ml X8 5 Ml
ERBLRT, Zhicx LTREEA T, peak 412
~3MficTh, TOMIPHEFE VEMEYR LI ¥
7z AMPC/CVA ratio (XRHEMA IC 3\ TK &I BH
FIA S hadbhhtc,

& O RepiE, RPEURE%Y Table 2, Fig 11 @
T Ll, AMPC RePBEIZZOHR, AKERLLAR
%2~ 4R BRBEMBEYRL, TOERHEIZA 1,000~
2,000ug/ml @ L7z, 6 BERE ¥ TORHEIRKIZIZN
B2 295.1mg (59%), A{EFEHS 362 mg (72.5%)
Thoto ¥tc CVA Dy 200~400 ug/ml 0 BEE 21
BHRZERA 108.7 mg (43.4%), BHEEEH 60.7
mg (24.3%) DEIRLTH -1,

III. BE K & #&

1. %

X ERAEGILPRTN 55 4£6 AA D 56 4£1 B ¥ Tic4H
XL LUICABRRRED > b, attRtkL 66l &tk
[EZRAD, BEKETLLE, SHBKE 14 FlO
it 25 fliz BRL25000 % BEER{# M Lz, MERIZBIE6
Bl & 19 FITHERIT 15~85 B TH 5,

2. (ERAFEKL SO BRI

FHEDO1AFERAEITI2~88&THD, th¥1H2~
4B BREER Lic, FRAMMIL3~16 B, KERAEI
12~64 $TH - 120

3. BRR%R

BRBROUT IAFIER 3 BLARICH, hERRD
BELEDONILDOXER, 4~T7HUHDOLDOYE
BHEL, BEMROVThooBENBZDLRILD
ZOORY, £ HEN XL o lh, FRIEL
Lich DR E L1

Table 4 Clinical results of BRL25000

Clinical diagnosis No. of Results
cases | Excellent Good Fair
Acute cystitis 14 7 7
Acute tonsillitis 6 3 2 1
Acute bronchitis 4 2 2
Chronic bronchitis 1 1
Total 25 12 12 1

FESNT R T 5 AFIOREIRB ML Table 3 12/R¥ L ¥
0?560

FREFADK AN LRRB R BRI LIcL 25 Ta-
ble 4 wwRT &b, BRI 6 M, EZ3H,
B2 B (BRXK 83%), RLEYLIATH 10 Stk
KEZRIT A6, EZ26, H22 6 B¥E 100%)
THotco BUEKEZLD 1BUIAHTH » e SHEE
PR T 14 Blh, EZHT7H, B 7B CBRHE 100%)
ThHotoo HIETHE 25 FIOEHRIZ 96% TH -1

4. ElfFR

S EIDBEKREE MBS ILA SH DR %Y Fx 2 ERAM
16] (No. 20) Zbihitc, FREGIIIRAEEKE4BEK
BHRRREY FLlch, REPETH L BEFYR
AERILLEIA, THAROMHEY AT, T 25 flt
23 BlicoWT, FFFERAITEROERE ¥ REL KR
1%, TableS TRTERHT, FHCLBEBbhBE
RREBORFEERL LA AED SR -1,

IV. EROSUICHE

BRL25000 DS « TUX - Bt 7 & UF iCERIR R
RE LIERCAWTUTOER YT » 1

1. HEND

BRL25000 (¥ AMPC & CVA o&/H#ITH-T, B-
lactamase % 4T 5 EHEK S HEERC L TEBR )
BH %L, % B-lactamase #E4 D Bacteroides
fragilis, N.gonorrhoeae T3 h - BFAZNEN D
HLh T3, ¥1: B-lactamase 4D E.coli, Klebsi-
ella spp., indole fatt > Proteus 23\~ T H EEAHK
FErBLRTBY,

48, bhbhDTie - =R TLH S aureus izxt3
5&F|D MIC i BIFTH-T, 0.78 ug/ml T 84%
DEKNETOREXMIE  h, AMPC X b 1~2Ei
BHICREHIRIRI,

—5 77 LAEHBRED 5 E. coli, K.pneumoniae,
P. mivabilis 0 3@/ L Lz AMPC X hiZdTEL
TS 218 & h, E.coli T 50 ¥kt 40 #kAd 25
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ug/ml LIFD MIC %#7RL, 6.25 ug/ml & 25 ug/ml
2 2 MED peak NAHhi,

© AMPC i HARMMEART K. pneumoniae 50 PRk
tciz, AFD MIC % 1.56 ug/ml A5 12.5 ug/ml
/AL, 6.25 ug/ml C 92% OBk RE XL X
hESTERCHADREVER S his,

P.mirabilis =335 E&F D MIC 12 AMPC & 33
A% LXPPORIFICESEH LR L, peak fHi2 0.78
~1.56 pug/ml i=d -7z, FEEKSMERD 55 AM
PC = 100 pug/ml ¥ 7-izehll b MIC 7R L1 S.
aureus 5B, E.coli 25 Bk, K.pneumoniae 25 ¥,
P. mirabilis 10 gz 5 &#|D MIC i, 0.39~50
ug/ml TH T Reabine SYDELHIC—FK L 1o,

HEDRizEH|D B-lactamase E 4 D it gt
THEY/UETRTLIOTH S,

2. BRIR - Britt

R A KR 750 mg X ZBWEFER Lic L 2D AM
PC 2 0* CVA o fishiEit & biz 1.5 By peak
nhb, 4ug/ml FIEOMEABORIA, ARFERTIR
2 ~ 3Eflic peak ¥ W, 2~3 ug/ml DE[ERRL
7o

¥ 7 AMPC/CVA ratio {3ZefB¥E R TiT 1.0~1.9
THEDIK LT, AEFEATIE, 1.5~2.6 LKE\L
HATH - CORRIAHOEIA-HIRHRERED
BELEN 2:1 THHZ EXBRT S LFHRTN
2bnlELLRS,

FHZWEHER O FIHREMEEL AMPC, CVA k3
ICPIRREE 2 ~ 4 RERIC BB E % ;R L, AMPC i3 1,125
(875~1, 475) ug/ml, CVA % 455(345~580) ug/ml o

WEENBORI, REMATS 2 ~ 4 HMICREHLR
L, AMPC 2,051 (660~8,700) ug/ml, CVA 273 (105
~505) ug/ml DREEHBHNI,

3. [RIKRL%

B[R, SEREZK, BERETE BB
RTe ERRRBRAE 25 FEONICH T B ERR R HF L
L2400, RLHEYIMNT, BHTRIFLRRTH 7
%z ABPC ¥7:13 AMPC ZhflicEFI 2R L, &
OB LIRH B S I EERA 5 #1 (Case No. 3, 7,
llr 22- 23) V:mbbhto

ZOWRBFFOHENOBHMYRTLOTHHIER
It

SEIORHERRKTILL BT BE O BRRTIRYEDI
A, WERRIET B ETIREh 5T AT OMER
L3 ERbhAHERREBED REEBIIER S hich

- 7o
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4, BRL25000, 1981 (#@)

2) BEREERE¥S MIC JiIckhERTAES : BNE
HE I REREERE 2T, Chemotherapy
22(6) : 1126~1128, 1974

3) Wisg, R.; J.M. Anprews & K. A.Beprorp : In
vitro study of clavulanic acid in combination
with penicillin, amoxycillin, and carbenicillin.
Antimicr. Agents & Chemoth. 13(3) : 389~
393, 1978

4) Reaping, C. & M. Coie : Clavulanic acid : a
beta-lactamase-inhibiting beta-lactam from
Streptomyses clavuligerus. Antimicr. Agents
& Chemoth. 11(5) : 852~857, 1977



262 CHEMOTHERAPY NOV. 1982

A CLINICAL EVALUATION OF BRL25000 (CLAVULANIC
ACID-AMOXICILLIN)

Fumio Matsumoto, Yosune Kurosu and CHizuko KoBayashi
Department of Infections Laboratory, Kanagawa Prefectual Nursing
and Hygienic School Hospital

Takavuki Takanasut and Eicoro Suciura
Central Laboratory, Kanagawa Prefectual Nursing and Hygienic School Hospital

Tersuro HiraBavasHl, Masavyuki Morita and Kazunorr Taketomi
Pharmacy, Kanagawa Prefectual Nursing and Hygienic School Hospital

BRL25000, a formulation drug of amoxicillin and clavulanic acid, was investigated for its antibacterial
activity, absorption, excretion and clinical effects and the following results were obtained.

1. BRL25000 had potent activity against strains of S. aureus, E. coli, K. pneumoniae and P. mirabilis,
isolated from patients, and the MIC peaks of each strain were 0.39 ug/ml, 6.25 ug/ml, 3.13 ug/ml
and 0. 78ug/ml, respectively.

2. Serum levels were determined after oral administration of 750mg of BRL25000 with 150ml of
water to four healthy adult volunteers, in the fasting and non-fasting states respectively. The serum
levels reached a peak at 1.5 hr. after administration in the fasting and 2hrs. in the non-fasting state.
The peak levels obtained were 4.37ug/ml of amoxicillin and 4.19 ug/ml of clavulanic acid in the
fasting and 3.15ug/ml of amoxicillin and 1.93ug/ml of clavulanic acid in the non-fasting state.
The concentration ratio of each component in the serum was 1.0 to 2.0 and the ratio -of non-fasting
was larger than that of fasting. The peak urinary concentrations of the component of the drug were
observed 2-4hr. after dosing, and were 1, 125ug/ml for amoxicillin and 455ug/ml for clavulanic acid when
fasted and 2,051ug/ml for amoxicillin and 273ug/ml for clavulanic acid at non-fasted. - The urinary
recovery rates 0-6hr. after administration were 59.0% for amoxicillin, and 43.4% for clavulanic acid
when fasted and 72.5% for amoxicillin, and 24.3% for clavulanic acid when non-fasted.

3. Clinical results were obtained from 25 cases, consisting of 6 of acute tonsillitis, 4 of acute
bronchitis, 1 of chronic bronchitis and 14 cases of acute cystitis. The therapeutic effects (dosage 4-8
tabs/day) were excellent in 3 of acute tonsillitis, 2 of acute bronchitis, 6 of acute cystitis, and good
in 1 of chronic bronchitis and 8 of acute cystitis. BRL25000 obtained good effectiveness in 5cases in
which pretreatment with amoxicillin or ampicillin was evaluated as poor. No abnormal clinical and
laboratory findings were observed.



