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@ ABEIRIC 3815 BRL25000 (Clavulanic acid-Amoxicillin)
DB - KA MT

BE BE-AT BE-mA &-#E BE
NER B K5 B 5 B e A A\
LR EMAR

Amoxicillin (AMPC) & B-5 7 # =— ¢fHEHI¢H 5 Clavulanic acid (CVA) » 2:1 DE4A
#Flea s BRL25000 oM ARHEGHC 3175 KDY - BRI & Bt ME NIRRT 4H
DR HiY E. coli, Klebsiella sp. P. mivabilis, S.aureus 7¢ L DE#¥:THT L, Amoxicillin
i M BIC OV Tk Clavulanic acid OPFRIC X 2 HEIEFAY DS Z N TR I FHDOFEMB
fTodic b RIFT, 375mg # by, BHMF, FRP~NOBTHEDOLA, HIHMCBTOE
—I703RDdbLNIB,

FHIOBMKICH & L TERANBEEE, REBRLE <~y vIRE ERILBKELLE 34 6lic, 1
HE 750~1,500mg ##5 L, HRE 82.4% (28/34) DHr i IH, HRHADHIKBESR
ETIZ 84.6%(22/26) DB TH »co FHDEHHMTH HMEEIC T HEREKBRIX 70% (7/10)
Thotoo ¥ REEPIOMKR R BIHBER I T 82.8% (24/29) ThH5o IskEFOEOH
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S X BEIfERIR 1AL ED BTV IRV

Ampicillin 0 %M &T»H % Amoxicillin (EEKEH
THRAKEAIR TV 54, SEEFLE—-F ¢+ AHT
BE% X htc BRL25000 1 B-5 7 2 =— ¥ HEH T H
% Potassium clavulanate (CVA) & Amoxicillin tri-
hydrate (AMPC) ¢ 1:2 0EERAITH 50 AHD
Bop—>Ths CVA 12 Fig 1 ot ¥HL,
BOEETS B-5 75— L LARTENCERL, £
OFEEYBET 2EME AL, AMPC tofffc XD,
AEAX7 +5 20ikke AMPC B s+ 558
ERORENEHEI LT 5, ¥ CVA, AMPC &t %
BABEC LD IRIREA, BECOWTLHESE ik
5X5FFRIZBOLA TV IV,

SEbhbhizEFORE + X T ERPERE LD
w, ERAHERCET 2ERCHAYRX2BaY BT
DT RB|ET %o

I. @

1. HEHRAR

HBRYIE, RBBRPEBRER O 75 sBHEE DS
%, E.coli23 #, Klebsiella sp. 118, P. mirabilis
7THRE, WERBRE ARSIl JOABRBESERD S
aureus 17 #k, S.faecalis 7w B\, AFOHEH
RKEaw, HALFEEFLEERY TEEL, MIC %
AMPC L8 U7, BFI: Tablel otk b TEEE
B4 E¥ (108 cells/ml) & 100 &R, Bl 108 cells/
ml CL TRE X Thoto PEEED 5 B E coli,

Klebsiella sp. © MIC (%, 1.56~25 ug/ml AL
ThONREAETHD, HHEMELE bALEDOKS6.25
ug/ml (108 cells/ml) LI Fo> MIC #7;rL, P.mirabilis
Tt 0.39~6. 25ug/mlic BREUDHFHILbhl, &
DX 3 EETIEIThEh AMPC RHEBAZEDHRT
WABH, B 100 wg/ml Ll ED EEHRCHLTHE
Flo MIC i EVMEXRL, HEFEREFAHENED
bhtoo —7F, 75 ABBERE T S aureus T 1.56
ug/ml iz, MIC @ &©— 7 (108 cells/ml) A& bh, =
DHE S AMPC fitttfic ft L CERFIDBRZHHRLFE
BHHRTV S, £D1, S. faecalis iz s\ ~Tix0.78 ug/
ml ® ez MIC ORI R bR,

2. BRHBT

AFORREBITR2KRNTS HNT, 7THDERCH
AT IC AH 375 mg ¥ 1 EEOREL, HBRRHHED
P M s X OEREERERT 5 i3h, REFC kMR

Fig.1 Chemical structure of
potassium clavulanate

0i ;\(:HCH;OH
OJ:N

COOK

CsHsNOsK (m. w. 237.25)



CHEMOTHERAPY

VOL. 30 S—-2 530
Table 1 Sensitibity distribution of clinical isolates
Inoculum MIC (ug/ml)
Strains | Antibiotics size
(cells ' mD) 0.2 0.39 | 0.78 | 1.56 | 3.13 | 6.25 12.5 25 50 =100
10* 8 4 5 4 1 1
Eeol BRL 25000 106 2 7 ’ s 2
(23 strains) 10* 2 7 4 2 1 7
AMPC 108 1 5 5 3 2 7
10® 2 4 2 2 1
BRL 25000
Klebsiella sp, 10° 3 4 1 2 1
(11 strains) 108 2 1 8
AMPC 10% 3 3 1 4
10® 3 1 2 1
BRL 25000
P.imirabilis 10° 1 3 2 1
(7 strains) 108 3 1 1 1 1
AMPC 108 4 1 1 1
108 3 5 8 1
Saweus | DRL25000 108 2 4 10 1
(17 strains) 108 4 3 2 1 1 1 3 2
AMPC 108 2 2 4 1 3 1 2
8
BRL 25000 10° ! 3 2 !
Sfaecalis 10 1 4 1 1
(7 strains) 10® 4 2 1
AMPC 10° 3 4

Table 2 Transfer of BRL25000

(Single administration 375mg, p.o.)

into umbilical cord serum and amniotic fluid

No. Time after Dru Maternal serum Umbilical cord Amniotic fluid
‘| administration g (pg/ml) | serum (ug/ml) (ug/ml)
1 20 AMPC ND ND -
CV A <0.08 ND -
2 27 AMPC ND ND ND
CV A <0.08 ND ND
3 155 AMPC 2.05 0.90 0.05
CV A 0.64 0.42 ND
. AMPC 2.25 0.07 0.39
4 03 CV A 0.15 0.13 0.13
o AMPC 3.90 1.75 0.40
5 10 CV A 0.86 0.76 0.41
enn: AMPC 2.85 1.72 0.88
6 20 CV A 1.00 0.92 0.89
onn AMPC 0.77 ! 0.46 0.32
7 400 CV A 0.10 I 0.12 0.25

ND: Not detectable
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L AMPC & CVADREER B L To
WEED MBI, AMPC o Ziici M. luteus ATCC
9341, CVA © E& i K. pneumoniae ATCC 29665
(Penicillin G M WE €0 ug/ml W) ¥ Eh LI
EEELTHEAL, »y 7ETHMERL RN, HA
iz, 0.1M 7= [iRMHE (PH6.5) %A\ i,
Btz Table 2D L35 b T, NREM 7 HUC T2 6

Fig.2 Percent of transfer into the umbilical
blood (week of gestation : 37~41)

(uu)
100 < 3hours after dosing

45.4 40.1
o7 32.714 297 30.4

B IR H'3

1001 3~ 8 hours after dosing

' 49.3

1]._1 HZHI H 15212

ABPC ABPC AMPC CBPC PIPC

(p.o) (i.m.) (p.o) (i.m.) (i.m.)
500mg  500mg 500mg 1000mg 1000mg
| —

Transfer rate

—
Amniotic fluid
concentration
(average)

BHREGE ORI 20 705 4BEMITH S, BEmbm

B 2 FEMIDIRE A IZNIERTAE T, 3 FFMIATERS Y M
FREED B\ o AH O BHEMBIT (3 49 2 ML H
T, Mmoo 12w Litthk L5 BT RT
LONBL, EXRPRELDENRALND O L BEH N
AR 3SHEMTBTOE - 272 BD 065, h
Y REIFNC 25 & AMPC (2 3siH 5 % du b EE 7 64
th 5 ) A PEATHE T 0.07~1.75 ug/ml OMEBTY
Z, CVA Tz 0.12~0.92 ug/ml @ 81T O 4 ¥i%
L, ¥FkhiRES 3FMLIE AMPC T 0. 32~0. 88 ug/
ml, CVA T 0.13~0. 89 ug/ml DEIE LR TV 5,
Ll bR s BT O R M% ABPC D n#E2Mo PC
(B0, fHE) LHETB L, BIDAX— O
T kERVWISRZTHND (Fig 2, Fig 3),
II. & Kk & A

BRL25000 * B AR IC 31T 5 BB ANBYE,
RERRAET & 34 GICER LT, IeBFMMLIERM
55 £8 A 56 FTH ¥ TTH » oo HEEAR
BRL25000 » 187.5mg £ (AMPC 125mg & CVA
26.5mg) X% 375 mg 4 (AMPC 250 mg & CVA 125
mg) #fEALI, 1 HREEDOANRIZ, 1,125mg (&
3) 76, 1,500mg (4r4) 144, 750mg (44) 26
PThb, tEBREOEABRIULTEHIDNENT
15— foo MIC (108 cells/mD)ix B AL EFEELERLY
TP TITTeLy, T Oftid Disc Bz X 57z

B REOH TR, FRARPE CILEEAMEER

Fig.3 Transfer of antibiotics into umbilical cord blood and amniotic fluid

(single administration)
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MNIALMCE L KWL, RECE-HALED
), FEAMBERS 3 B LA HBOF 1L RL,
FORBBIZH - BAEYHEY (+), 3AFALTH,
Bt R RictkBEoL ShicW bR (-) &L,
SPEBSREY, FLIRS TIRINEEL DY R ERITAT A E
CHEEXTL, EORRBEYLETIIRPMEDO N,
AREROHE, RICHE R RBO & b LT L,
LEDORSDO—%KxRT L Table3, 4 DL &b TH
60

1. A8 PIERUE
ERFEARS, EDNE TFEARK FEAERR
%, WENBEROM S AICEFL 4~7 BMEEL,
40VES, 1ARBORRY B, SEDERNTIIELY
PULRDIcr o Tehs, BHRD S5 LRETEL-FEAS
Ki#x BRL25000 &> MIC 6. 25 ug/ml LAFXit Disc
BEZHE (W) THH, WThi BRFTROKELY 2o
®|BH GEMS5) XTEAREK FEMARBAFT4A
MoHEEL AR RORBEL A THACEE LD
DTHbo

WXL BERCO 2B T 5,

fEF 1 HEHEEER, 33 Ro

MO H T HL TR, BH XY N gonorrho-
eae ¥ FHM, HERCTHEH LK, (EEELMKEDOER
) BEAAYHREL, 2B CEHEHT o XLE)
L, 4 BHORBETCIHEONEL R,

fEfl 2 HYIREBTFERER.

BBk, BESBC X B EREMEHRL (Cepha-
lothin 1 H4.0g, 3AMER), THELERD 2ERD

BHE 2 5, 4 HRFEPERT E. coli, Klebsiella sp.
Y AR LI, AFIRE3HECHML, 6 BRCETFYE
PO ST L L L BRITRCEMURTRAL K
%L1,

2. £ DMHOMRIE

EFE ALY RIS pneumoniae), KHBER
% (E. coli+P. mivabilis) L E A (S aureus)
D% 1A 3L, 1 8% 750~1,125mg, 4 AM
OROEXITRE, NZETITNMIMYGHALAEST
Dot ERILRETIANZLKRAAKE (BF,
M) H—Rkl, EVIREy L iciobRs
LHEL I

3. RESEHAE

EF A BEWL 20, Btk 24 Mit 26 S (Case 9
e Case 34 ¥TC) 1B 750~1,500mg #5L
oo EHBL4~6 BMTHD, MEWL (Case 22,
3) v h bAakE (51 IER) TRM B
% BERMNAOLN. KEDRKETHDA, E.coli
2% 19 ), P.mirabilis H2HHCHEENIEH,
P. aeruginosa Citrobacter sp. S.epidermidis s XU
Klebsiella sp. DR 1ATF2%6h, XL E
coli, Klebsiella sp. M.morganii HRBFICMIHh
1B DB L OB 24 AUXKBAHZHERET
560

Bt Table 4 iRkt X 51, BETL BEEd D
HTELHTH, BH 15 5, "H4ALicH, KHAOD
RehEit, P.aeruginosa 1, E.coli 28, Citro-
bacter sp. 1 ITH Do KIETIE, BEHRAOEH KL 2

Table 5 Clinical effect classified by diagnosis

No. of Clinical effect ( )*
Diagnosis cases Effective rate (%)
* Excellent Good Poor
Puerperal intrauterine 1
. . 1
infection
o . Lochiometra 1 1 .
Pelvic infection Gonorrheal cervicitis 1 1 (4/5)  80.0%
Endometritis 1 1
Adnexitis 1 1
Bartholinitis 1 1
Others Pesiurethral abscess 1 1 (2/3) 66.7%
Puerperal mastitis 1 1
Urinary tract | Pyelonephritis 2 (1) 1(1) o
. . 22/26) 84.6%
infections Cystitis 24 (9) 6(3) 14(3) 4(3) ( ) 0
Total 34 (10 7(3) 21(4) 6(3) (28/34) 82.4%

* () : AMPC-resistant cases
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Tuble 6 Laboratory findings

GOT (U.) GPT(U.)

Al-P(B-L) BUN (mg/dl)

No. | B | a* | B A

B A B A

1 22 18 16 14
2 15 14 11 12
3 22 29 18 19
5 ) 17 9 11
12 20 19 11 10
14 34 33 22 24
15 16 14 9 9
22 18 10 12 10
30 24 27 12 12
34 29 31 18 16

1.5 1.3 11 13
1.2 1.1 9 10.5
1.6 1.9 4 12
1.0 1.4 13 13
1.4 1.2 12 16
1.5 1.7 12 10
1.1 1.0 11 13
1.6 1.8 13 12
1.4 1.2 12 14
2.0 2.2 9 11

*B : Before
**A: After

~3 HELABATE D, BRCBRETFL 2 TIIVTH
LHRHBDHR T B,

4. BEREROE LD

HEeRE T 5 L BRARPEE TS5 Glh B 4 61
80% DHHETHH, RERRPE (BRBL BHK)
Tk 26 PIhER 22 B THRDRIT 84.6%, FOMD
BH3fl (b y vBE RERERSERE) Ti26
(66-7%) XK DFHELZ BN, R 340PER F
BHhHeT 28 § (K 82.4%) CEAZBEHT »
o1z (Table 5), fi1F5, AFDOFHETH %t E I3
SERDEY 25 L MEEERIE T, REBRPED 10
finb®E X htz AMPC o MIC 100 ug/ml [h o 7
fls vt AMPC o Disc ¥ (—) D3HIT, %0k
KR 70% (7/10) T Hotco Tt MEFHHEL
LL{ARDOERTHER 70% (7/10) THoTo 1 A
SEICERMREOREYRTC LB TH B, 1
B 750 mg 5B TIXED 58 S hERIC 31 5 M8
FHRHRI T HIERIRT 23 ik 21 B (91.3%), BE
HRETIAH (1) AR RENL LN, EHEF
WIRURD = LA LYMRAED B E. coli wxt15
HRMNEHII T

5 BIfER

RHDOREOHE & 1Tic -7 34 FEH Tk, BBRER
(Bl THRIZ) kLALORERLRED bhich o,
110 I CAFIS AT OB #sEE (GOT, GPT, Al-P),
Bt (BUN, REMK L) 2¥BRHL b, HCRE
FiR% R ich -1z (Table 6),

III. # ®
EE, MR~ = vV v OEOFZOVTik Ampicillin

(ABPC) iz2>-3% AMPC, Carindacillin, Carfecillin,
Talampicillin, X 6i2ix Bacampicillin 2ZEL T
WA, T Zwrgh~3% BRL25000 (z AMPC & §-
lactamase JHEHTHB CVA L0 2:1 DEEHFITH
b0 ARDOBFDO—2>TH%5 CVA ZEMTIHEFA
A58, MBI E LTHEATERVA, B-lactamase D
EEREE TS FtExHBL, AMPC Lo R X hit
BHDOMENALLNS3h, BIEEY & CHERHE
DILARDAR I D EREIR TS 49, Bkic AMPC
THERIC R 5 HROUEH O RN EHEAT, E
coli, Klebsiella sp. P.vulgaris,
Bacteroides sp. 15 LI DOWTIE I T D, DK
Z2WTE, bhbh DR Ek AMPC MiEEIC s
7% in vitro ORZERBC R THEMT bhi,
BRL25000 o ix, HetTH5s, AMPC, CVA &
L E—27ICETSECORM, mh¥Ei Kbt
EOETHEULILAE - v BETHLIhTV50, &
HWoHETI1Y, &# 375mg EWEFHFHEOHE AMPC
DOfFEEE 1.5 B T ©—27 (3.8 ug/ml) A&
hnp, CVA TR 1RHEIc e -7 (2.5 ug/ml) it
T5Y% WThcE LAF O BRI RFT AMPC
CVA@2:1D) DEE»EREMPEED 5 2 TRELEH
TWHHRDV S 2 BYs FreFkFIORBHL, 6
BefslE © AMPC 60%, CVA 33% (375 mg #5) L#
HEINTE DY, BHFEROBHERERE LT KER LV,
RICEF O ERFBEADICACHIc Y RENOHEYE
BLicthidiebiswn, BEBBIT,H LA TEAORZ
PR ITIREEIX CVA D F i EVER /AL feal, AMPC
#E1x, AMPC X BAPC Bihi 5 b [ iy B i

P. mirabilis,
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T o 1810 F A KA # ML & FRNC £ 3 I
MITBTO €= 7 Wbd bht, HHHBTIZOWTIL
KT D WS R 2 e o teht, KFIIMO AR <=
v EARBAAECC EAURMEIR TV 5,

W RERIGA & L T Bl PBYYE & RIBEYEED i
34 flic 1 H#& 750~1,500 mg % 3 ~ 4 B THE
L., BXR 82.4% (28/34) DRME B, Zhi K
RN 2B & ot RFUH R B~ R EERYETH 5 WA
EYIETIE 5 A 4 BUH R, OB Gt ) vl
2%, RURIAKE, EWEILRE) Tk 3 fkh 2 IERD
REYM, EMAD > bR LD 5 RBEYE (BEW
2%, BN Tk 26 AlhFMAERIHET 22 Il (B
PR 84.6%) Thoteo T KRBEPIEDNRILED
BEAENSHREMEDO DO TH Y, WMEDLDIZD
WTIRSERN TR T, BHBERPIEIIC I\ T
i3, £E LT E.coli RPFERMNSL, 82.8% (24/29)
Lol W ERICEER RN ED LR TV B,

EHOBHTHS AMPC FitEc st BRI
DT3B, AMPC RHEEEIC X 5 & ¥E S hifER
10 BITCEFIC X HRERBFRE, ERH3H, HRH4 6,
|3 I THHRK 70.0% THoTo
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FUNDAMENTAL AND CLINICAL STUDIES ON BRL25000(CLAVULANIC
ACID- AMOXICILLIN) IN THE FIELD OF
OBSTETRICS AND GYNECOLOGY

Sty Matsupa, MikmHiko Tanno, Takasur KasHiwacura and AKINOR1 SEipa
Department of Obsterics and Gynecology, Juntendo University, School of Medicine
Department of Obstetrics and Gynecology, Koto Hospital

BRL25000 a formulation comprising two part of amoxicillin(AMPC)and one part of potassium clavulanate
(CVA ; B-lactamase inhibitor), was studied fundamentally and clinically in obstetrical and gynecological
fields.

MICs for BRL25000 and AMPC were measured against E.coli, Klebsiella, P.mirabilis, S.aureus.

Antibacterial activity of BRL25000 to AMPC resistant strains was higher than AMPC.

As for materno-fetal transfer of BRL25000, the transfer to umbilical cord blood and amniotic fluid
was observed at an oral dose of 375 mg and the peak showed at about 3 hours after administration.

BRL25000 was administered 750~1,500 mg a day to 34 patients consisting of 5 intra pelvic infections,

26 urinary tract infections, 1 bartholinitis, 1 puerperal mastitis and 1 periurethral abscess.

The overall clinical efficacy rate (excellent and good) was 82.4% (28/34).

In urinary tract infection, the etfective rate of 84.6% (22/26) was obtained.

As the side effect, any noteworthy effect was not observed.

Clinical effect classified by isolated organism was 82.8% (24/29) in the monomicrobial infections,
especially clinical efficacy of infections caused by AMPC resistant organism was 70% (7/10). No
noteworthy side effects were observed.



