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BRL25000 (Clavulanic acid-Amoxicilin) M- % X8 - KA
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BEpk syl P-lactamase FEAE 27 7 7 — €& 7 F o BB 51 #kicxt+ % BRL25000 o MIC %
Amoxicillin & H# L1, F0#EE 51 #kk 47 #:T BRL25000 A% Amoxicillin X b MIC 2%
LE@h Tk, 27 #T 6.25 ug/ml LLFORERIZHH L1,

BRL25000 o ifchikfEss L O Rebgkt 2 A5 7o, BERABTF S BIFA—%HET THH 375
mg 2B, FRERC TR TR 1 BE A L, ZEME SO MPRED £ — 72 Amoxi-
cillin ¢ 2.90 ug/ml (1.5B8%MH), Clavulanic acid T 1.91 ug/ml (1B5H), FHBEOE— 2712
Amoxicillin T 269.4 ug/ml (2~4 B4ff), Clavulanic acid T 94.8 ug/ml (0~2 B5fd]), 6 B
¥ O RPEIRRIE Amoxicillin T 66.0%, Clavulanic acid T 32.8% Th -1, FEZMRHT
L@ O v — 7% Amoxicillin T 3.25 ug/ml (1.5 Ef)), Clavulanic acid < 1.89 ug/
ml (1.5 B§fE]), RHBED ' — 7% Amoxicillin T 462.2 ug/ml (0~2 B§fE]), Clavulanic acid
T 131.6 pug/ml (0~2 B, 6 B & T o JRepEURE 1L Amoxicillin T 49.5%, Clavulanic
acid T 29.0% Th -1,

FRIRZI Rz Du Tk BRL25000 % PIEHRESE 44 OIiCfE Al L 7o SMEREREZS 16 RITIIES
9fl, BE7HI, SHBLRERTOITIEDIH, ARH40), BEBEKXSATIIERD3H, &%
26, BHBEBATII2HAELICER »T -7 BERREPIETCAITIIIGES, 400EY
TIREBRPIEDHLHFIL 83.8% (B1/37) Thotco FRBEERPIFEL LTIMASETRAT, Y
60, LXEHIGTEE 85.7% (6/7) Hotco £EDHERIL 84.1% TH 1o REER
fE 37 fld Amoxicillin i B A 20 Bl & Hh, 14 A E.coli, 4 A%, K.pneumoniae,
1 Fhs K. oxytoca 15 ¥ THh - t-p3, BRL25000 iz L 5 HB%hEKix 80.0% Th -1

BIFRE LTTHA3H, Bl BERAEA1H, EEX1ACAbhic, REUSIEAY
FlETD LI K BENTRTD - 7o, BKBREAMDO RF (X bhish -7z, BRL25000 i3 PIEHY
BYPSE R LTERCHEY R L, i Amoxicillin fiHEEIc LB TH -7 BIEADL LKL,
BRBREEOREDL 2, BRELNAEMETH S,

B, AEMBECTAMEROBMME RO 5, HAEFRICH& > & B-lactamase ¥ E4A L, HAEHEY
COBFO— OB ENEYE, i B-lactam 3 REEET 5 o L23abh T & Streptomyces clavu-
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digerus g%+ % Clavulanic acid (CVA) 2% h {
HIIRALHEERAYES T W v by, BB THNL
B-lactamase [HEEHHETH B = LA ME T h ),

Reapine & CoLe 2® Ampicillin (ABPC) i i<
AMBEYRBEMT L7 FORER X7 5 ARMER
B o B-lactamase O EAMAE X h, ABPC » MIC
DELKETTHLELTWS,

45, Potassium clavulanate (CVA) & Amoxicillin
‘trihydrate (AMPC) & o 1:2 oK4&#, BRL25000
(1%$ic AMPC 250mg & CVA 125mg ¥ &) %
AT s MaxBoc, BRL25000 o &, BRI,
Bl s X U R OBERBRERBTL 120

Y I. & b 3
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ﬁgﬁﬁ(l) B-lactamase =27 75 — ¥ _RE 7 K
Y ERER 51 #Ric #b25 BRL25000 DR/ NRRERHILBE
(MIC) # AMPC * H&#st L1,

MIC D RIE L B R(LFEREF S ERERIC R L, Heart
infusion agar (#F) X AV CERXFERFREC I 1T
Tevs, B EIT Trypticase soy broth —EERHK %
108 cells/ml i FHEE LA-b D& AV T,

B-lactamase FE4 DREZRIL Chromogenic cephalo-
sporin FE VY,

2. MAFBRER X URPHEE

RERABT 5 KIC crossover ZiC X b, ZeRERs L JE
“ZERFRSiIc BRL25000 * 1 @& n# 45 L, AMPC & CVA

DOMFRES X CRPBRE, IOCHE6RMETOR

EIRBEXRE L, mMPRES X UCRFHcRIETA
EOMBYRI L1, '

ERFEIUTOR Y 0 2 =TTl » 1o BERY
5 LI S OMRY 18R BT,

1) RS
L, YA DFH79 IR A 300ml CIRAL, 10 B
Y= 200ml £, FH 1R, RRERR
ZERIE, 3R ERYVET L1,

2) FFTMEEHY S  MTAOFH 11 BLRER, #K
L, YHOFFORCHEY v Py 4 » F 43 200

ml #BRXE, 9B 15 DIz FEAIZ A 300 ml CHRAE

L, 10 B 15 e .—A 200ml # 5%, FHE1B
15 il RREERAYERSL, 3K 15 HIK
BEYRT LI

PIE BRI HicfT iy, RERIE AMPC ik
Micrococcus luteus ATCC 9341, CVA 3 Klebsiella
bneumoniae ATCC 29665 ¥ RFEWE Licv )V v ¥ =h
v THRIT & > TiFle ot ¥, EXEMBITMPRER
EOPAILe M fiE (Consera HAK) AV, RFRE

BTEDFH 11 BLIBEGBRE, Bk

WEDOHET 0.1 M citrate buffer (pH6.5) # FWT
fE Ut:o 7e3s, MUEMEHE AMPC Zi3 Antibiotic
medium No. 2 (Oxoid), CVA iziz Benzyl penicillin
W AR 60 ug/ml & A 77 Nutrient Agar (Oxoid)
RV

3. ERIREES
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55 58X 56 418 0 MICABL AREEIL N
BHRREE 44 Blic BRL25000 # 8¢5 L, EERZROR
WEATIR ol REGUT BRI 16 B, DHMEBETER
70 BUEEERER 5B, BUBERBR2H, H»T T
BB REEREET B, 2tk 40, SHIEX
%26, JHRKB1IFATHD, M 18 KX H 83
BT BF 136l &F 31 BAITHoto ABHELLT
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BRIET3H~9HT, 7TALUADLDONEL, FRRIEFK
PIFTIE5S H~18 HET, 7 BLRDERI S, -1,
ZHRHIEBIERBFETH I, :@#fﬂiiiaﬂﬁﬁ_ﬁﬂmak
Elo L XML LTER, A%, OC0HM, BBHO 48
P& Lo

FHFOHGAT%IC ik kE (RBC, Hb, Ht, WBC,
/M), FFikERZE (GOT, GPT, Al-P 7c ), B
#£#:% (BUN, Creatinine), mW@MHE, #ik CRP
1 EDRER T 1o ELMRCOVWTRTS 37 5
X< fifk, RAEBERICY A1,

Fig.1 MICs of BRL25000 and AMPC'against
coagulase negative Staphylococcus with
R-lactamase production (51 strains)
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Fig.2 Correlation of antimicrobial activity
between BRL25000 and AMPC aga-
inst coagulase negative Staphyloco-
ccus with [-lactamase production
(51 strains)
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Fig.3 Mean serum concentration of amoxicillin
and clavulanic acid after single oral 375
mg dose of BRL25000 to 5 voulnteers in
fasting or non-fasting state (cross over)
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Fig.4 Mean urinay excretion rate of amoxicil-
lin and clavulanic acid after single oral
375 mg dose of BRL 25000 to volunteers
in fasting or non-fasting state (cross
over)
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M MEDOHB Y Fig. 3 105K Lic, ZHEFO MPRE
D - 2% AMPC 7% 2.90 ug/ml (1.5 B$fg), CVA
A 1.91 ug/ml (185D, FERBBFO MPBRED -7
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ug/ml (1.5 BEf)) Tho1oo

Wi RepEEE D ER % Fig 4 10k L1z, RS0 R
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CVA »' 94.8 ug/ml (0~2 Bsfi), FEZMBED RPBE
D — 271k AMPC At 462.2 ug/ml (0~2 B5fE)), CVA
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32.8% Thotco (i, FEZBHEED 6 B X CTORD
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3. ERIKRUSR

B4 DEGMDEEY Table 1 iR L1,

REBRFECHIT2EEEE L TREBMRTIL E

Table 3 Clinical efficacy of BRL 25000 on UTI
cases isolated AMPC resistant strains

coli 9B, K.oxytoca 2%\, K.pneumoniae 1)*2
B, S. epidermidis p% 2 5, P. mirvabilis, S, marcescens
NEALBICHBII, chbDHED 5% AMPC (it
Yreb Dk E coli 54, K. oxytoca 14, K. pneu-
moniae 1 flickHhtchs, BRL25000 oxf LTik, \»
+hi MIC Aav)v& <, BRL25000 o #y4 CTHAKZD R
VTR b ER, FR/TH - ER No. 5 Tk Y o7
Afig (NA) 1.0g/H, 4 BMORETHEMTHY, EH
9 Tix AMPC 1.0g/H, 4 BMOBRELETHEZTH I
EGITH 5, BRL25000 D LR THHCE KR » T 1
LD 14 (E.coli & K.pneumoniae, Case 14), FZX
431 6l (Enterobacter, Case 4) ik bHitc,
BN s DREKE L LT, AMPC ittt E.coli ©

(MIC, >50 ug/ml) o
. Clinical effect No. of R Y 34, AMPC ittt E.coli & P.mirabilis o
Diagnosis 0. 0
Excellent | Good | Poor | €ases
Table 4 Clinical efficacy of BRL 25000 on
Acute cystitis 3 4 7 the AMPC resistant organisms
(MIC, >50ug/ml)
Acute .
pelonephritis 2 1 3 ) Clinical effect No. of
Organisms
) » Excellent Good Poor | €ases
Chronic cystitis 3 1 4
) E.coli 4 9 1 14
Chronic 2 2
pyelonephritis K.pneumoniae 2 2 4
Complicated UTI* 1 3 4 K.oxytoca 1 1
S.faecalis 1 1
Enterobacter
5 11
Total N 4 20 5 11
Ef?é:gcga/r)ate Total 4 4 20
v Efficacy rate (80.0%)
* All cases indwelt catheter
Table 5 Overall clinical efficacy of BRL 25000
Clinical effect No. of
Diagnosis y
Excellent Good Fair Poor cases
Acute cystitis 9 7 16
Acute‘pyelonephritis’ 3 4 7
Chronic cystitis 3 2 5
C}jironic pyelonephritis 2 2
Complicated UTI* 3 4 7
12 19
UTI Subtotal 0 6 37
(83.8%)
. 6
1 7
RTL. (85.7%)
. 12 25
Tote: 1 6 44
(84.1%)

* ‘All cases indwelt catheter
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BAMY 35 LU Enterobacter L Streptococcus D
AMBHA 1 K S, AMPC figte: E.coli ® BRL
25000 =¥+ % MIC i 12.5~25 ug/ml ¢, = h S
MBI, SHIAVEZD 1GIMEMTH R, MM TIX
eWRARR 1l Th o7, LML, BRL25000
BERTH, EIB-2L0 20, WERMN1HAKARD
hic, RIM» 5 —F L BRI X 2 RS ERIED 7 AD
B EIL K. pneumoniae P 4B, S.marcescens Hi1
M, E.coli, S.faecalis, Enterobacter t E.coli, S.
faecalis DB Z A 1R AR Bhtc, chbH
o AMPC 2% 3 5 itttz K. pneumoniae 34, S.
faecalis, Enterobacter \zxHitent, BRL25000 i
%35 MIC ix 3.18~12.5 ug/ml TH o7 SHHD
fEFI T2 BRL25000 #5812+ ~XCTHERYBLTE
), P.aeruginosa @ 2, P.cepacia h 24|, S.
marcescens, S. marcescens & Citrobacter MDEL,
Enterobacter & 2 1lichbic, = h HOEERD
AFOER LD 3F, B LLD4HATH -7
SHBEBA ORKE X E coli 2264, S aureus

MN1Pcak & h, AMPC RtE8ix E.coli © 3 e
5 fopt, BRL25000 iz LT MIC i% 8.13~12.5
ug/ml THotc, MERTWLOLAIC BRL25000 A
B CH 1o fEH No. 302 ABPC1,000mg/H, 3H
MO B 5 TR TH - 7o h, BRL25000 #5 T4
%RL, fEf No. 32 {, ABPC 2,000mg, 4 AME&En
#ETH -7, BRL25000 i ¥Zp% R LI 2H0
1B TR RERAOBRLMIL E. coli T AMPC it
¢, BRL25000 2% 12.5, 25 ug/ml o MIC %R,
BERDRIVTHhOFEH TR 1

{LImtE ks 1 4112 BRL25000 i 4%, Situ®%
K2ATEIRCHE, 1AICPHPTHH1 S
Mg 4BIh 1 A =1 275 X=BRTH > 1o BIHE
BUVWThLHENCRERDGRIVCTh LAY TH 1,

REsgdED> AMPC BEEAE O 5% 13 flic 8-
lactamase @ specific activity ¥ J5E L7- (Table 2),
FhENOED Penicillin-G (PCG), Cepharolidine
(CER) # %R &+5% B-lactamase DREEY H DiEH
*HAE L, CER/PCG ¥ R¥dt, & D KA 0.2 Ko

Table 6 Laboratory findings (1)

RBC Pt Al-P
Case ‘ Hb Ht WBC Eos. ‘ GOT | GPT i BUN SCr.
No. (<107 | (g7d) | (%) | Gmmd) | (%) | XM T | ) | (Rip) | (me/dD) | (me/dD
1 Before 371 12.4 36.0 5,400 25.0 12 14 36 (A) 12 0.7
After 348 11.8 34.3 5,800 26.0 14 16 32 10 0.4
2 Before 353 11.6 | 36.6 10,000 32.6 9 9 58 (A) 17 0.6
After 320 10.9 | 32.2 6,200 31.0 8 6 50 15 0.5
3 Before 373 12.6 | 39.4 12,400 8 6 |74 (A) 41 1.1
After 352 11.9 | 36.0 6,300 10 12 |70 14 0.6
4 Before 421 13.0 39 4,300 20.2 1 2 4.2( B) 9 0.8
After 439 13.6 | 42 4,500 1 16.0 13 2 3.2 8 0.7
5 Before 380 13.2 39.5 6,300 28.5 16 18 46 (A) 24 1.0
After 384 12.6 | 38.0 5,400 26.5 20 24 48 22 0.9
6 Before 288 10.0 | 30 8,200 17.1 12 16 6'6(8) 22 0.9
After 374 13.2 | 38 6,000 14.3 19 14 6.5 26 0.9
7 Before 370 12.3 | 36.6 6,200 11 8 |33 (A) 20 1.0
After 402 13.4 39.4 5,100 12 10 36 16 0.7
8 Before 421 12.6 37.3 9,000 30 22 32 (A) 21
After 440 12.9 36.8 5,800 22 24 30 12.9
9 Before 383 12.8 34 3,500 3 22.3 14 9 6 (B) 15 0.8
After 429 12.9 37 3,200 4 18.1 11 7 4] 13 0.8
10 Before 391 13.1 40 6,500 0 20.8 13 12 3'5(8) 15 1.0
After 372 13.1 41 7,000 0 25.9 15 14 4 23.5 0.9
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Loz TEM B0 penicillinase X @4 L, 0.2 L
k@b OizER cephalosporinase % @4 LT\ 5 ATHE
#2kTHY, penicillinase #E4HT BRL25000 4
#pis ¢, cephalosporinase EAM TIXEHTH -7

AMPC fit4 8z 3+% BRL25000 DOEERZRYER
Biics & (Table 3), SkBbtse, BUBIWHS L
VBB EBRA TIX2AERLE, BEBKLTIZIA
Y, 10MEHTH-% LOL, 27 -TA HRE
DRBBRETIHER 14, KH3HATH-,

AMPC fteBic X 5 REGBYIE © HHHRIX 80% T
Hoto —F, AMPC i@ OB FID BRL25000
RiyEZRi: Table 4 1ZiR$T X 51 E.coli 22 92.9%
(13/14), K.pneumoniae H 50% (2/4) THh -1

RERPIEOKKBIERIRE, FRIEEREEDEK
#hR% Table 5 IT/R L1z, £BDHRED 84.1% TH
% oI

Elfffi & LTix Tablel iwimLick 5i1ic, fEH No
21, 22, 24 T, 6 No. 32 EL, fES No. 39
RN SR IcA, %Kiz BRL25000 k353 & &

Table 6 Laboratory findings

e, BHTHECIHERT SEBICE% L, 6 No
31 j= BRL25000 #4 2 B BicKBA AL, KBS
¥Rk LT e RF § vORETRBIZER LI, Th
SEIEAYRLACENETRTEETH >,

Table 6 (& BRL25000 % 44 R LELI L 2D
BEMY T Lico fEM No. 43 THK#L£Hic GPT D
BELANRRORAH, REMRTH O BRCENMER
->T\ b, & fE fl Cit BRL25000 # &4l m e GOT,
GPT XEERERAYRLTWZ &nb, GPTOERY
AFIC LB LD EIXLIEh o1,

I * ®

B-lactam HiAEH i 3 T 5 MIERIE: O B 18 WA X
B-lactamase I X 5 b DAL H\ & TR TV5, BRL
25000 =44 ST\ 5 CVA 3 f-lactamase & NAJiH
I REE LTEOESEYIAEL, LR, AMPC i
HEcEh BN LR TS, 2 DOEKRICIVTBRL
25000 ¥, ¥ SEMERL VL L5, TTRARY
Aics\T AMPC & CVA ¥ 2: 1 icRATHZ LD
X b AMPC it BB - @ HELRRTH - Lra

(2)

RBC Pt | ALP
Case h Hb Ht WBC Eos. . GOT | GPT el BUN S-Cr.
No. Oy [@dn | o) | Gmmt) | Co) | XL ) | ) | (A ) | (me/an | (meZd)
1 | Before | 343 11.2 | 33 6,900 1 23.7 14 0 |55, | 15 0.8
After 329 11.0 | 30.5 | 4,000 2.1 16 12 | 6.5 15.5 0.8
1y | Before | 344 12.6 | 34 3,400 0 18.1 15 10 | 4.3 5| 125 1.1
After 340 10.8 | 33 3,300 0 18.1 18 10 | 4.3 10.5 0.9
13 | Before | 307 10.3 | 31.4 | 7,500 4 28.9 10 9 |48 | 2 1.5
After 344 11.5 | 35.8 | 7,100 29.0 22 18 |78 20 1.2
14 | Before 465 12.3 | 40.5 | 4,300 1 31.5 104 | 123 123 00 12 0.9
After 492 13.0 | 42.5 | 3,800 1 24.2 90 | 113 |11.3 11 0.7
15 | Before | 370 12.0 | 36.1 5,500 - 25.0 6 TR 0.8
After 398 13.0 | 39.9 | 7,300 26.0 8 6 |42 10 0.7
16 | Before 369 12.3 | 37.6 | 6,900 26.0 9 15 (26 | 12 0.8
After 372 | 12.5 | 39.0 | 7,600 1 29.1 9 9 |27 14 0.8
17 | Before | 451 12.9 | 40.6 | 6,100 1 33.0 23 32 | 5301 12 0.6
After 437 12.8 | 39.3 | 6,600 1 39.2 22 29 | 5.2 13 0.9
15 | Before 396 1.3 | 32.8 | 5,500 0 19.9 31 16 |85 1 219 0.9
After 386 1.8 | 31.2 | 7,100 0 19.4 10 16 |94 19.6 0.9
19 Before - - - - - - 30 26 - (B) 27 1.7
After 304 10 28 4,300 3 15.8 31 27 | 9.5 21 1.9
20 Before 443 12.6 39.2 6,300 4 30.7 21 18 G'Z(B) 19 0.9
After 453 13.1 | 39.7 | 5,300 1 - 20 10 | 6.5 14 1.0
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BhTuw3Y,

S.epidermidis KB EINB 2T 75—t 7 VY
BRE I BEIC 7 » T, oppotunistic pathogen M—2&
LTHL D, *7: AMPC fttEsAE\ & SR Ty
580, EELOMRMTIL P-lactamase H4E AMPC fif
HEOKEI CVARMOMR\FVCHMIRE vl K
Bt L7z 51 #keh 4 Bk BRL25000 & AMPC o MIC
MNRILTHoto = D 5% 28k B-lactamase ¥ A
LT3, AMPC x5 MIC i 0.89 pg/ml &
A b, CVA FMLTS MIC REbicglre
LIELWDITYREE . bt LML, BHD2HIL
AMPC =543 MIC »% 25 ug/ml & 50 ug/ml & it
YT H - 7oA, BRL25000 » MIC & FEfli%RL,
Z D kit B-lactamase LANADORF A i bDEOM
HicBELTWA EfEEESR D,

¥ 7-, AMPC B&##: PB-lactamase ZEAE B8 L SacHI-
THANANDAM 5,327 75— ¥@h 7 F v EKE T PCG
R EH H b P-lactamase N T hdZ L hd L
W|MELTV B, FOMECOWTIIHALNA TRV EL

Tk,

CVA @n@scriFiemikrRENBOLRDBIL
MNe rCLEEIh TRy, AMPC L O RERHD~
DB RO € — 2B S EEM, MR,
Repghitt7c L O R DM 42 — v DRALIL TV EIL
LHBF LR TV B, cross over SETAW O MELH
M LibhbhoRMTL 375 mg 1 EREDOBE, 2
MRS, IFEZOMBS & bz AMPC & CVA oMl
RepHEic SO TRD A 2 — v LB Z ENHBSH
fro X TARBTOMBERYLE LD L, XFOREH
Mt ABCIRALTRVC EATREEINT,

KA L LTiE 44 ADAHIERECER S
L7-o BRL25000 1 H 1,500 mg H5\ % 1,125mg
DRETLENDEDRIL 84.1% LB I-RRY T
L72o 44 BID 5 B 37 FAIN RESBRIIE, 7 FAFRBE
PIETH 120 REBEHRIE 37 AN 5 H AMPC RHEE
1z 20 firoREER, ChHBEERD 5 bbb
E. coli ' 14 I TEMMIZE L, &K\ T K. pneumonia:
b4, K.oxytoca 3s X U* S. faecalis & Enterobacter

Table 6 Laboratory findings (3
RBC Pt Al-P
Case h Hb Ht WBC Eos. ‘ GOT | GPT h BUN SCr.
No. 107V g/an | (%) | Gmmd) | (%) | ML T | | ()| (me/dl) | (mg/d
21 Before 341 11.3 32 5,300 _ 7 2 6.0( B) 13 0.8
After 329 11.0 32 5,300 5 3 7.4 12 0.6
22 Before 342 11.3 32 5,900 _ 3 1 7.6( B) 22 0.7
After 349 11.6 35 8,800 2 2 9.1 14 0.7
23 Before 428 12.7 41 9,100 12.8 4 2 8.5( B) 28 1.4
After 317 9.4 29 7,800 - 11 5 7.7 18 0.8
24 Before 365 10.8 31 6,600 _ 17 13 5.6( B) 19.5 1.0
After 368 12.0 33 5,200 15 14 4.0 19.5 0.7
25 Before 443 14.3 41.0 8,100 _ 13 32 87 (A) 8 0.9
After 476 14.3 44.0 5,000 14 22 126 11 0.9
2% Before 394 12.3 37.8 6,500 23.2 23 23 7.9( B) 13 0.8
After 403 12.3 37.9 4,700 21.3 - - - 12 0.9
27 Before - - - - _ 10 8 7 (B) 22 1.0
After 428 14.4 42 9,200 17 13 8 19 1.1
28 Before 505 15.8 48.4 5,600 _ 21 67 98 (A) 12 0.9
After 486 14.8 47.8 5,300 24 91 102 10 0.9
29 Before 466 13.8 43.3 7,300 19.4 26 22 57 (A) 12.1 0.8
After 406 12.1 35.5 5,100 38.4 25 33 82 11.7 0.7
30 Before 37 12.1 34 6,200 22.4 21 23 90 (a) 12.5 0.8
After 398 12.7 36 12,900 - 31 18 90 14.8 0.8




VOL. 30 S—-2

CHEMOTHERAPY

168

R1BITH -1 ThEMEEEO BRL25000 DEEKLY
ARz E coli T 92.9% (13/14), K. pneumoniae
2 50% (2/4) ©, AMPC RHE® 1z L ARz Eh i
EHER Lico AMPC BHEBOHH O RBIZR T
aupEhs, SUBERS MEERIWHATIZ00% 0
HHELTR L, RUEMA» 7 — 51 Flic X 3 RESSR
EOEDRIL 25% LBt ¥, ThHTHOT
~THt BRL25000 # 5 TEECERRRYIE LTV,

—ier 7 -7 A B X5 REBRIERC T2 A

BROBHRITES, WEREZEBLELTV LR MBRT
WBH, FFTLHAPRLEL, TRTCHEZERYEL
FeZ bink, A7 —FARMC LD RBBRECIZEHK
DOEEILHITBRE LE 2 bhb, AMPC fiphIc X
D RBERETORFIOELRIZ 80% LBEIALDOT
- 12, BRL25000 #5.1tfiz ABPC, AMPC, +V ¢ 72
ABM AR E IR TV, TR BT, &KH
CRENHDEERTH o2 Li gD AMPC fif
HECEBR ARV R LY BT D EEL

Table 6 Laboratory findings (4 )

RBC Pt ALP
Case RBC | Hb | Ht | WBC | Eos ., | coT | cpT | A BUN | scr.
No. (10 L a | o) | Gmmy | (eo) | ROy | T (A D) | (mg/d) | (me/dD)
a1 Before 420 13.8 42 11,100 0 _ 16 4 5.0( B) 12 0.7
After 431 13.8 42 7,700 0 9 8 4.6 13 0.8
g | Before | 426 | 133 | 39 o0 | o | 7 | w0 | 2 |19 | 157 | 07
After 426 13.2 39 3,800 4 34.7 34 37 116 18.0 0.7
‘ I
Before |
B After N N ‘, N
34 Before 410 13.7 42 16,200 3 19.4 33 18 ! T'I(B) 18 1.0
After | 42 | 144 | 43 6,600 | 1 - 7o 19|73 18 0.9
35 Before 450 13.6 41.7 10,700 2 25.0 12 8 44 (A) 19 1.0
After 450 13.4 40.7 5,000 2 26.0 16 20 44 16 0.8
4 | Before | 455 | 14.0 | 40 4200 | 2 | 102 | sz | 15 105 | 1S
After | 433 | 13.4 | 40 5200 | 3 | 147 | 6 | 68 | 7.5 12.5
il
1
a7 Before _ _ _ 14,400 1 _ _ _ _ _ _
After 5,600 3
38 Before 433 13.6 41 9,900 0 14.5 26 24 64 (A) 10.0 0.6
After | 411 | 13.0 | 39 5200 | 4 | 207 | 29 | 34 | 49 2.1 | 07
s | Before | 3% | 127 3 |z | 2z | ozs | - | - | - 1 - B
After 380 1.9 35 7,200 3 - 41 39 104 14.6 0.7
40 Before 417 13.2 40.6 8,100 1 25.4 - - ~ (B) 14 0.9
After 418 13.3 40.4 5,700 4 28.3 23 24 7.8 20 0.8
a Before 534 15.6 47.6 8,900 7 27.0 22 17 10.3(B ) 17 1.1
After | 565 | 147 | 50.1 | 6,300 | 1 | 3.1 | 23 | 24 |10.9 13 1.0
g | Before | 456 | 147 | aa1 | 100 |5 | 264 | 23 | 24 |67 | 8 1.1
After | 443 | 13.7 | 41.3 | 380 | 20 | 420 | 2 | 23 | 6.4 13 0.9
g | Before | @73 | 145 | 425 | ss0 | o | 23 | 3 | 3% |6 | 155 | Lo
After | 421 | 13.0 | 42.1 | 6100 | 0 | 40.1 | 42 | 73 | 61 6.1 | 0.8
w4 | Before | 496 | 12.4 | 39.9 | 6400 | 1 _ 5 | % |1, - 0.8
After | 49 | 13.0 | 40.7 | 7,400 | 1 20 | 18 | 8 12 0.7
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bhd,

PR AR NEHIE Tk SMERESI K 261, BEMigeDt 4
Bl BMERBES 1 Blic kKR RS Lico ShbDOERAT
DERKEIRETH -7 ShbD > HEFANHL, 1
PR HYTHY, MFRBRYIEC b AFOH A
I his,

BIEA & LTIz BRL25000 % #¢ 4 L 7= 44 S 3 flic
T, 1L, 1YL BRI, KR O
LxdhibT 52 SIERIZM ot ¥, 16l
52 ARBEAHBL, HELFIEIRTVS, &
FRERCREMORMY R LI LDIZ R bt h -
7o BIEROOIBMETEN, BB AR
Sxd T LEERL DXL, BOFIE LTIXM
ALTVWEFIELELbRD,

X L3
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FUNDAMENTAL AND CLINICAL STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN) IN INTERNAL FIELD

Kazuo Takese, YosHiniro Kumasaka, Hisasur NakanaTa, AinicHi KURIHARA,
Katsumi Enpo, Tunenaru Basa, Tetsuo Komori, Makoto Nakazono,
MasasHr Kitaoka, Yuzuru Fujioka, Mitsuo Masupa,

Akio Matsunasui, SHokou Narita, Kenicar IMamura and Isao Makino
The Third Department of Internal Medicine, Hirosaki University
School of Medicine

Suiro Kosaka
The First Department of Internal Medicine Aomori Prefectual Central Hospital

KaTsuniro Oxamoro and SHuicHiRo YosHIpa
Department of Internal Medicine Hirosaki City Hospital

Hirovasu Kawase
The Second Department of Internal Medicine Ohdate City Hospital

Naovosur Masakr and Tovoicut TamMura
Department of Internal Medicine Hokushu Central Hospital

Minimum inhibitory concentrations (MICs) of BRL25000 against 51 strains of clinically isolated B-
lactamase producing coagulase negative Staphylococcus were determined, as were MICs for amoxicillin
(AMPC) against the same organisms. The MIC of BRL25000 was less than half that of AMPC for
47 of the 51 strains (92.2%). For 27 of the 51 strains (52.9%) the MIC of BRL25000 was less than
6.25 pug/ml.

A single dose of 375 mg of BRL25000 was administered orally to 5 healthy male adults at times of
fasting and non-fasting. At fasting, the peak plasma levels were 2.90 ug/ml (1.5 hours) for AMPC
and 1.91 ug/ml (1.0 hour) for clavulanic acid (CVA). The peak urinary levels detected were 269.4 ug/
ml (2~4 hours) for AMPC and 94.8 ug/ml (0~2 hours) for CVA. Urinary recovery rates during the
first 6 hours averaged 66.0% and 32.8% for AMPC and CVA respectively. Non-fasting peak plasma
levels were 3.25 ug/ml (1.5 hours) for AMPC and 1.89 ug/ml (1.5 hours) for CVA and the peak
urinary levels were 462. 2 ug/ml (0~2 hours) for AMPC and 131.6ug/ml (0~2 hours)for CVA. Urinary
recovery rates during the first 6 hours averaged 49.5% for AMPC and 29.0% for CVA.

BRL25000 was administered to 44 patients with respiratory tract infections (RTI) and urinary tract
infections (UTI). Individual doses of 375 mg were administered either 3 or 4 times per day. The
overall efficacy was evaluated as 84.1%, being 85.7% and 83.8% for RTI and UTI respectively. The
clinical efficacy in UTI caused by AMPC-resistant bacteria was assessed by isolated bacterial, as
follows ; E.coli (92.9%, 14 cases), K.pneumoniae (50%, 4 cases) and K.oxytoca (100%, 1 case).
The clinical efficacy in UTI caused by AMPC-resistant bacteria, assessed by individual disease was
as follows ; acute cystitis (100.0%, 7 cases), acute pyelonephritis (100.0%, 3 cases), chronic cystitis
(75.0%, 4 cases), chronic pyelonephritis (100.0%), 2 cases) and complicated UTI (25.0%, 4 cases).
The side effects were observed 3 cases of diarrhea, 1 of rash, 1 of nausea and 1 of dizziness.
However, no laboratory abnormalities were found.



