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Table 1 Transference to maternal serum, ubmilical cord serum and amniotic fluid of
AMPC and CVA (After oral administration of BRL25000 375mg)
Ca Maternal Umbilical Amniotic
N:e Time Drug serum cord serum fluid
' (ug/ml) (ug/ml) (u g/ml)
Mean Mean Mean,
. e AMPC ND ND ND
CVA ND ND ND
. AMPC 2.60 0.67 ND
2 54 CVA 2.10 0.56 ND
. ons AMPC ND ND ND
8 1700 CVA Trace ND ND
4 104 AMPC 0.52 0.11 Trace
CVA Trace ND ND 0.57
0.09 .
s . AMPC 0.09 0.26 - 1.13 0.06
CVA 0.16 0.05 - 0.12
. AMPC 0.17 0.06 ND
6 1709 CVA Trace ND ND
7 1° e AMPC 1.40 0.80 0.13
CVA 0.13 0.08 Trace
1.43 0.61 0.11
8 L AMPC 1.45 0.27 0.42 0.17 0.09 -
CVA 0.41 0.25 Trace
A AMPC 3.70 2.25 2.90
9 1757 CVA 1.00 0.63 Trace
- AMPC 6.40 4.00 0.21
10 2700 CVA 2.20 1.23 0.14
oo AMPC 1.08 0.55 -
1 2°29 CVA 0.13 0.12 - 0.93
0.58 0.87 0.2
12 23 AMPC 0.08 0.13 0.18 0.06 1.65
CVA ND ND 0.25
. AMPC 2.95 1.22 Trace
13 3742 CVA ND ND ND
1 3t 47 AMPC 1.10 1.58 0.80 0.87 0.68
CVA 0.14 0.16 0.18 0.13 0.28 0.67
5 3°53 AMPC 0.70 0.59 0.66 0.8
! 3 CVA 0.33 0.22 0.30
.- AMPC 0.26 0.09 0.06
16 4702 CVA Trace ND ND
. AMPC 0.52 0.53 0.70
1 5730 CVA 0.24 0.29 0.44
- AMPC 0.46 0.78 0.95
18 602 CVA 0.35 0.28 0.28
. AMPC 0.75 0.23 0.11
19 8712 CVA Trace ND ND
- AMPC 0.06 0.14 2.35
20 12702 CVA ND ND 0.20
0.07 0.13
. g AMPC 0.08 - 0.11 - 1.20
2 14° 36 CVA ND ND 0.22
ND : Not detectable, Trace : AMPC (<0.04), CVA (<0.08)
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Table 2 Transference to mother's milk
(After oral administration of BRL25000 375mg)

Time after administration (ug/ml) (br.)
Case Drug
1° 2° 3° 4° 5° 6°
1 AMPC Trace 0.05 0.09 0.12 0.11 0.12
CVA ND ND ND ND ND ND
2 AMPC Trace Trace Trace 0.07 0.05 0.05
CVA ND ND N ND ND ND
3 AMPC Trace 0.04 0.05 0.05 0.07 0.07
CVA ND ND ND ND ND ND
ND : Not detectable, Trace : (AMPC: <0.04)
Fig.6 Sensitivity distribution of clinical Fig.7 Transference to maternal serum, umbili-
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Table 4 Laboratory findings before and after BRL25000 administration
Case RBC Hb Plat GOT GPT Al-P BUN S-Cr
No. (x10%) (g/dl) (x10%) (U/m)) (U/ml) (Iu/1) (mg/dl) (mg/dl)
1 B 417 13.2 16 6 64
A 390 12.3 11 7 K
2 B 427 11.4 14 7 23 11 0.9
A 432 11.5 13 6 29 14 0.9
3 B 421 12.6 13 7 36 6 0.8
A 408 12.5 11 9 32 9 0.7
4 B 452 12.7 12 21 46 13
A
5 B 433 13.7 14 18 47 16 0.9
A 417 13.5 18 20 53 11 0.7
6 B 407 12.2 11 11 26 17 0.8
A 420 12.9 11 9 23 14 0.8
B 384 10.8
7 A
8 B 431 13.4 11 9 37 10 0.9
A 450 13.7 11 7 40 9 0.7
9 B 346 12.1 14 14 86 14
A
10 B 412 12.9 27 48 76 11 0.7
A 431 13.5 40 49 71 12 0.8
11 B 393 12.1 7 9 42 13 1.0
A 406 12.5 9 9 43 15 0.9
12 B 358 11.3 9 8 30 14
A
B 427 12.8 9 7 36 17 0.9
13 A
B 113 15 0.9
14 A
15 B 329 10.3 19.4 11 13 3 19 1.0
A 335 10.7 21.0 13 11 45 10 0.7
16 B 363 11.1 26.0 13 9 44 1 0.9
A 375 11.8 26.0
17 B 323 11.1 13.4 13 9 45 7 0.8
A 355 12.0 13.2 10 7 47 9 0.7
18 B 299 8.1 59.1 5 5 94 30 9.0
A 326 10.0 5 5 80 71 6.8
19 B 240 7.8 19.7 13 6 76 15 0.7
A 262 8.5 41.7 13 7 72 9 0.8
B 407 12.6
20 A 407 12.5
B 328 10.2
21 A
22 B 410 12.0 11 12 26
A 420 12.4 12 12 28
23 B 402 12.4 13 12 34
A 400 12.6 13 11 42
24 B 376 11.0 13 10 26
A 390 12.2 11 11 32
B : Before , A : After.
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L, tOREELLRE
&Y : TEAMBERNIARBLTLIW IR
8a
L ORREIERMICHE > B ER 4B, AR 16
B, EB3G, 1M T HIDEQ 86.9% TH-1-
(Table 3), ¥7:, MERMCIMHEOMSERBRY
ABPC 1 @ Disc CTEXBOE/L, MZM: (-)
BERREEL Lo SHRMEEO—IC o\ T it,
MIC (108 cells/ml) ¥ RIEL, ¥D >+ AMPC ittt D
E.coli 53 XU K. pneumoniae 1 Bz L Ciz, =

YRIEEY I L) B-lactamase EAED HWEMEL

o

1) ERABSRC T B R%RpE

SHEBRLK 17 61, [HBWEFL 2 A 19 s
L BRL25000 % 1 H 375mgx4 % 2~5 HE Qs
L, EZ46, B% 12 6, 2/, THIATEY
Ril 88.9% (16/18) THotc, MEEANITIZ, KT
BRI LT, E.coli RRIE 1 B (FEG 18) 2Bk < 461
CHERTH oo ¥, WHEEICH L Tik f-lactamase
B4 K. pneumoniae FRHE 1 H] (FEGI 19) %< 84l
EERTH 70 ¥z B-lactamase &4 AMPC fitt
E. coli BRYED 5 BIGEM 1, 4, 9, 15, 17) Ti: AMPC
X+ % MIC 53800 ug/ml LI Eid 2363 BRL
25000 o> MIC 2% 12.5~50 ug/ml T&# o AMPC fif
HERPECA T 5 H LR RELEATHS
50 AHD 1 BIDOWTIZEEH 2 HB TESDI-HF
EL=FITH B,

2) ERABBURCIT 5 Mo RRE

TFEMRBL 3G, NEHBRE 2 AOH 5T, B
461, WH1ATH-Tc, MEEAITIX, ABPC Disc
ittt E.coli s XU S. aureus B S EQITIBE 2 Bli3
ﬁ%fﬁoto

3) EIfEA

BIfFRORFHIBRIER, BERER ¥ X O KR
(RBC, Hb, Plat), =it (BUN, S-Cr), FFé#E (AI-P,
GOT, GPT) 7¢c &2\ THFic -7 (Table 4),

fEG 10 T GPT, DEELH (GPT 48—49) ¥ B
B, FFIESH X ) FFEEREEY?H ) LROEEAHRL
hEAK L OREEAGRIZAFETIZIN . FEH 12 TIREW
BEAREL Z DI, HEHETETIBEDL DT
Boteo FEG 13 (1R FK 2 A B EBr KD Ty
LiBiThsh, ikt 10 BBRBR L, Fofic
DOWTIRREEX R LICESNIADR I o1,

. % %

Streptomyces clavuligerus ATCC 27064 H & 4 M
&t Clavulanic acid(CVA) |35 #E T P-lactamase
ERTTHHCREETHHE Y b 2o

BRL25000 % Amoxicillin & CVA @ 2:1 0 &%)
T, MO ELET S B-lactamase % CVA HifdiE+
BEwH LT AMPC DBIKE R FIRBGE LT TS
EVSRBLLEERILDTH D,

HIE A0 EA 5k E. coli, P.vulgaris, Klebsiella
fe& AMPC ittt DBk LI DM, HEA~
7P FADIEKEVS L bERLERFO—2THS
5o

FERZYR OE T ZERABHEGURRAE 24 SlICEAL
T T 86.9% DERRY B, KT B-lactamase
WELETH MIC 22 800 ug/ml L Lo E. coli pibH
SHIEFCH LTLABR EOBRYREEZR LI,
D Ldb CVA 22 in vitro DRT is {, in vivo
EHEWTHHERIEALTVAEC Lalbhd,

BRL25000 (ZLAED X5 HA I ERHKITH 5 5,
TR &L ORRPUETER L TORLH M D LR T
Ve S8R, SORKRHYMAILEN DD LELLR
%,

V. ¥ & /]

AMPC & B-lactamase fHEA|THS CVA LD 2:1
DEAEHITHSH BRL25000 HE S, HEBTH, K
RERB 2T W TROBRE B

1) EEKDEED S.aureus, E.coli, Klebsiella, P.
mirabilis, % 50 Bk X P.vulgaris 25 BRio\ T
ENERE L,

P. mivabilis i LCTik AMPC LE#OHEHNTH
S e EDMOEEIT OV TIE, B AFH ST
W ioe 412 AMPC it E. coli, Klebsiella B8 LT
X CVARBHIMTAZ LIL X » THEHOHMELED S
hie

2) fkic BRL25000 375 mg (14 % @&EOHsL
1-BE 0 RHE M %P REIZ AMPC 2% 6.40 ug/ml, CVA
A 2.20 pg/ml & & i 2 BT peak IZE L1, BB
MmFEFREL, ThXh 2 KiH T peak IZ& L, AMPC 4
upg/ml, CVA1.23 ug/ml OfEixRL, RELHFE O
BH3AD2EIV2HD1I THote, Tio, EKFE
EE(x AMPC T2 18R 57 i, CVA T3 5 B5Rf 30
iz peak Himxbh, BE X E R L h 2.90 ug/ml,
0.44 pg/ml R L1, BIHF~DOBITL CVA Tixjl
ERFELLT THYH, AMPC § peak 2% 0.12 ug/ml
TEMCIRRERVWEBbh 3,

3) BRL25000 DFEIR#HEL 24 GIFER 46, KL
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23) Thorto BIFACKLTIE, 14lic GPT DREE 3) SUENMR, LMK, ®fik, RS2 : BRL

SR e p o L - s ot 25000 (Clavulanic acid-Amoxicillin) o 4%
LAMED ORI GNL I FHEEEREH B b ERB SR kb EHENRENTEC MY 5 &

FRRPTH - 120 #f, Chemotherapy 30 (8-2) : 111~117, 1982
FOfl, MREOBHMARIE LN, Kz 1R AR, 4) MEWRE, HEARF, AMNNEF HEEBE:
EMABEBIC 8T B 6059-S D XA - BEKA

X LS W%, Chemotherapy 28(S-7) : 924~934, 1980
1) Wisg, R.;J. M. Axprews & K. A. Beororp : In 5) MEBKRN, HLEART AENTF, AHBZE:
vitro study of clavulanic acid in combination % M AR iz 363 5 Cefmenoxime(SCE-1365)
with penicillin, amoxycillin, and carbenicillin. D X W - FERAME, Chemotherapy 29 (S-
Antimicr. Agents & Chemoth, 13 (3) : 389~ 1) : 962~970, 1981
393, 1978 6) MAITR, WMMALT : f-lactamase E{E B % &
2) BERL¥EME¥S MIC IIeEZAs: R/RWIE & xDIEH. EEREMMX 23(5) : 391~400,
1 (MIC) o fI%E ¥, Chemotherapy 23(8) : 1978

CLINICAL AND LABORATORY STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN) IN THE FIELD
OF OBSTETRICS AND GYNECOLOGY

Zenjiro Takase, Hiroko SHirAFUJI and MasaHiro UcHipa
Department of Obstetrics and Gynecology, Kawasaki Medical School

BRL25000, a new compound comprising amoxicillin (AMPC)and clavulanic acid (CVA) was studied
experimentally and clinically in the field of obstetrics and gynecology.

The follcwing results were obtained.

1) The in vitro activity of BRL25000 against various clinically isolated strains was compared with
those of AMPC and CVA. The minimum inhibitory concentrations (MIC's) of BRL25000 against
clinically isolated organisms such as E.coli, P.vulgaris and Klebsiella were superior to those of
AMPC and CVA, but against P. mirabilis and S.aureus MIC's of BRL2500 were similar to those of
AMPC and superior to those of CVA.

2) 375mg of BRL25000 was orally administered to 21 pregnant women. Peak maternal serum levels
of AMPC and CVA were 6.40 ug/ml and 2.20 ug/ml respectively, 2 hours after administration. Peak
levels in umbilical cord serum were 4 ug/ml of AMPC and 1.23 ug/ml of CVA, 2 hours after
administration. Peak levels in amniotic fluid were 2.90 ug/ml for AMPC 1 hour 57 minutes after
administration and 0.44 ug/ml for CVA 5 hours 30 minutes after administration.

3) BRL25000 was orally administered to 24 cases with various types of infection in the obstetrics/
gynecology field. The clinical response was evaluated as excellent in 4 cases, good in 16 cases, poor
in 3 cases and unknown in 1 case. The efficacy rate was therefore 86.9% (20/23). No side effects
were observed except mild abdominal discomfort (1 case) and, slight elevation of serum transaminase
(s-GPT) (1 case) and eruption (1 case).



