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WEMERERTHT5 RBL25000 (Clavulanic acid-Amoxicillin)
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FILLBAR S hi- B-lactamase [HEH|CH S Clavulanic acid ¢ Amoxicillin © 4 #/o BRL
25000 122\ THBRY « BRKPIRM L TIe - 1o ZEBEMMM T2, RS MEME 101 Zhicwt 3 2
Ampicillin & BRL25000 & MIC fEXJIE L, £D 5 % 68 iz o\ Tid B-lactamase JEM b B3
Lizo BRL25000 % Ampicillin X b $ BT <h B %R L, %ic Ampicillin © MIC 100
pg/ml Ll ED B-lactamase EAWE %R 4t Ampicillin HHEMEIC R LT, 3.13 ug/ml LT
D{EV MIC %R L7,

FEIRAURREHY, BFMEMERELR 70 RS & LTiT7e» %, BRL25000 DEERZREILERD
33 B, %D 36 Bl, ERD 1 THRRIL 98.6% THh -~ 7co EXH 15 FFOEEMGR 5T

ER Lo

BlIfFBECTH 26, BMEMLH1AITHH, ERLEIFERLL, -1,

BRL25000 i, #EvE —F + 2 T TH L BR
T hic B-lactamase BAEH|TH 5 Potassium clavula-
nate (CVA) & Amoxicillin trihydrate (AMPC) &
D 1:2 0REHFTHB, CVA T b 0 HFEFER T
FHCHEL, BHRTRHEFR & L THERATELVA,
AMPC t @t X b AMPC RSMEE I L L XD,
#i AMPC M EIC % LCAEFm @ £/ LT AMPC
KROFEEREATRTEIRTVBY,
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EOWTRH LD CRET 5,
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S5AE CRERBESENAEWRER S LU0 OB
RROMERE L D DBIHICHE 1015 TH B, Th
L 2WT, BRL25000 & Ampicillin (ABPC) D&/
FEEEILBE (MIC) 2FIEL, £D5H 68 kkiz2u»
Tit B-lactamase FiE S L1-o

WEORHFIL, 20% 7V ) v, 77 % & HLu
T, —20°C DETHREF L Lico

MIC oREw(E/R Lickhix 10% EMmin GC £
T, Wik LT 10% BOMEMAH 71 2 v
FRL, SRRl r—V 7ETT LT, BEEERIIE

* B S ARRBRWRER

WEEMmE L, B GCEte A LI FIRFERERCL Y
37°C 24 MsRArEEK D MIC fExkd 1,

B-lactamase O & ¥ §Y & 4 W E 1X, chromogenic
cephalosporin 2D F R L =2 v EBRHKIGEYOE
% TfT7s » 7-o chromogenic cephalosporin D EEIL
BERLULHKEY0.1ELDY VEEAL, 77 —BICIRES
¥, 500 ug/ml @ chromogenic cephalosporin T
LTEARIER Ao 27 RBHRICEOEEIERL
7-# &% penicillin G 6,000 pg/ml DEHIC FFEX ¢
7otk 0.01 HED =2 vHE L By TEARIGE A
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BEOERIZ 19 Eh D 63 5KE TFH 32.9 RTH
b, thEL S0kg 75 105kg ¥ TFH 61.8kg TH
- 7o

WHEMRE RO, RESWED 77 25BN
2T, BiIRE CROWRDOERY FRRSHEIITIoN,
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B 41 (BAR%, LB, 5ARERREL L 6
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Fig.1 Sensitivity distribution of N.gonorrhoeae to BRL-
25000 and ABPC (101 strains) 10% cells/ml
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Fig. 2 Sensitivity correlation of N.gonor-
rhoeae between BRL25000 and AB-
PC (101 strains) 108 cells/ml
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1. ERrosE

WHE 101 ke T 2 TS Mi Fig 1 R Licas,
ABPC © MIC i 0.0125~100 ug/ml L}k * CHak <
S L, MIC 0.8 ug/ml LI EDME 101 #b 54 &
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Fig. 3 Sensitivity correlation of N. gonor-
rhoeae between BRL25000 and AB-
PC (68 strains) 10% cells/ml
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%, ABPC & BRL25000 m#EBdtt s &\ MIC fi¥ R
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BRL25000 »: ABPC X h{E\+ MIC fE¥ /RL T\ o
%z, ABPC 100 ug/ml LAk 0 & Eit b # 6 £k 13,
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I8 LIt B 2By MIC fi% R LTV,
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100 xg/ml Ll DR\ MIC {E% 7R L T\ A, BRL
25000 i 0.1~1.6 ug/ml DEV MIC I TH -1,
fe3, ABPC T MIC 6.25~12.5 ug/ml O Fg\ % 7R
Lichih B-lactamase JEHEIZMEME: CH- kb A LR
b

2. HReomR

£ 70 EADBMENTR © #8% Table 1 iRL
oo 70 FEAID 5 LELRHCEERM T o IR EMERY
Hxhoi2 58 ATHH, ThbRHEERICKT2EHA
OB, FERMHEX 55 Bl (94.8%), HF 16, RE
2HTH -1

RESWBIOLRBEDOZID > 2 BDH
hTkb, RUPWE»OHRIcAFORRL, 2IEY
% 67 Bl (95.7%), FE3IFTH -1

¥, RPAMmMK» LR IcExFOREL, EH{ 33
B (47.1%), &kE 2200 (31-4%), AE 1581 (21.4%)
THo1o

WEOMEL Table 2 TR LT,

70 B2 iz 3\~ T BRL 25000 #4531 #kE 233EH8
Shich, AFREICL DHESIHE LIS DX 70 F
F 69 5 (98.6%), WEMAHEL ILh-7cb D14
(1.4%) Th-t,

RABRPRE LT, HEOHR, HMEMNRTROH
By ASb¥ K%Y Table 3 Rl fco BFHEMR
HR 70 Flewt 32 KFOKLRRKDEE, ED 33 6
47.2%), B%h366 (51.4%), EZ 16l (1.4%) T,
%, B AbRICEDHRIZ 70 FiF 69 Fl (98.6%)
ThHoT

3. EERRIR & EBEMS L OBFEIC O T

Table 4 i, 4@ D KBBRIEF T ABPC o MIC 1.6

ug/ml PLE¥ R LIAc WK 9 ERO—KTH 5, 98
8 #lix BRL25000 o MIC %% 1.6 ug/ml LAFC, =D
8 fllix BRL25000 $z 5O+ X TIKEOMHEE ATV B,
ZD5% No.8 & No. 9 @ 2fix, ABPC o MIC 100

Table 1 Effect on clinical symptoms and pyuria

Clinical symptoms

and laboratory No.of cases| Efficacy | Cases(%)

findings

Burning on 58 Cleared 55 (94.8)

urination and Decreased | 1 ( 1.7)

urethral itching Unchanged | 2 ( 3.4)

Urethral discharge 70 Cleared 67 (95.7)
Decreased 0
Unchanged | 3 ( 4.3)

Pyuria 70 Cleared 33 (47.1)
Decreased | 22 (31.4)
Unchanged | 15 (21.4)

Table 2 Effect on N. gonorrhoeae

Eradicated 69 cases (98.6%)

Persisted 1 case (1.4%)

Table 3 Overall clinical efficacy of BRL 25000

Excellent 33 cases (47.2%)]
Good 36 cases (51.4%)— 69 cases (98.6%)
Poor 1 case (1.4%)

Table 4 Clinical effect of BRL25000 on the cases caused by N. gonorrhoeae

(ABP€, MIC=1.6 ug/ml)

Case Name B.w. MIC 10°) A-lact- Clinical effect
No. (k) | ABPC |BRL25000 | amase
1 H.J. 56 1.6 0.8 N.D. Good
2 K.N. 65 1.6 0.4 N.D. Excellent
3 M.A. 64 1.6 1.6 (=) Excellent
4 M.W. 65 3.13 1.6 N.D. Excellent
5 M.K. 75 3.13 1.6 N.D. Excellent
6 A.S. 59 3.13 1.6 N.AD. Excellent
7 Y.H. 105 | >100 3.13 N.D. Poor
8 M. I. 60 >100 1.6 (+) Excellent
9 S.S. 63 >100 0.8 (+) Good

ND:Not done
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Table 5 Poor case of gonorrheal urethritis with BRL 25000
(Case No.7, YH, 32Y. Male, B.W. 105 kg)

1980 1981

23/ Dec. 26/Dec. §/Jan.
N. gonorrhoeae + + -
WBC in urine +H+ +H +
Pus in urethra ++ + -
Burning on urination + - -

BRL 25000 4T X4 days 8T X10days

MIC ABPC 1100 ug/ml
BRL25000 :3.13 ug/ml

#BRL25000 1T:375mg (AMPC 250mg+CVA 125mg)

Table 6 Side effect

Case 1: S.S. 47Y, Male
BRL25000 : 2 Tab. administered ( 1 st day) — Facial Hot Flushes
Disappeared after half volume dosage
Clinical effect: Good

Casec 2: M. T. .30Y, Male
BRI25000 + 1 Tab. administered ( 1st day) — Diarrhea(+)
Disappeared after treatment
Clinical effect: Good

Case 3: K M. 31Y, Male
BRL25000 : 4 Tab. administered ( 2 nd day) - Diarrhea (+)
Disappeared after treatment
Clinical effect : Good

pg/ml LI EC B-lactamase A ME TH - 7-7%, BRL
25000 » MIC it FhFh 0.8, 1.6 ug/ml TEEKANC
LEEITEDHER LT,

£/ No.7 » ABPC T MIC 100 ug/ml L)}, BRL
25000 ¢ MIC 3.13 ug/ml #/R UICERIR, SEME—
DEDFITH -1, = DIEGIDEEKEE A% Table 5 2R
Lichs, BEDMKEL 105kg THH, &> 161 5%,
18406, 4BEBAKEZZ L, BX2H, HHRM
EHAR LTV, REFWHEHECTEH, Todhc
75 ARHTERE L B, LrL, AFOHERY 2
£ LT 10 BEMGERE Licobit, WKL MHED
MEL, WEERERLER LI

. # ¢* A

Table 6 1 3AFIC X 2 BIFARBEALX R LI DT
HBo

SED 70 FEFD S LEWFASER LDIX36TH
b, 160K 2 R EERBEROMLBSHE Lic,
BEEREOT LI VIIBIIHAL, MRS X
YRR ER R R Lico 82 Bl AHA 1 SeRAH%

WML AHN 4 RRARTHABIE LA, LbcEE

THhotete DG LML, THIRERTHRELL
teo ¥tc, HRMBILELCHYER LI, £DMIEH
RRAORBRLIEMLLS, EMBERLL{ B,
hichote,

IV. % 4

BRL25000 % B-lactamase [HM# TH % CVA &
AMPC DA#|T, AMPC MRz b L LD, %ic
P-lactamase ¥ E4+5 AMPC it #icsf LTHn i
BN RTOIHEEEIHTLEY,

SEbhbhiiBERERSE LIRS hI-KE 101
#kizo\-T, ABPC & BRL25000 & o Yl 0l
MNE1TIe» 7o ABPC it %852 Hix, MIC 0.8ug/
ml L E%7R U s A 54 % (53.5%) TARERY L
W, FHUECR=) veBAYRTHREL S 1o
7o L2 b, MIC 100 ug/ml Ll E% 7R U7 RBERHEH
BEL6ADLR, ZD6HkD 5L P-lactamase i
YRIE LB 4 kT XTHY, B-lactamase EEMRETH
HEMARER X htc, —%, BRL25000 i ABPC B2t
DWEIZK LTit ABPC L i RA%SDHBENTH-1:
#%, ABPC ®» MIC 100 ug/ml LI E®D B-lactamase %
EWEY ST ABPC M EICH LTix, 3.13 ug/ml
LIFTo{EW MIC {i%R L, ABPC X b bixshic@h
THENTHY, FHOKREYEATIERELT,

SEIDEERMTIE, 70 EH O BFHEERELC
wTBEFOFHRIT 98.6% LEL, EHML 160
2TdH -~ 1o BERRME MIC ik o BIE ¥ K& 5
L, BRL25000 ©» MIC 1.6 ug/ml LIF o fEfl it &
1E1% 1846, 58HEE TTFXTHELTE
b, MIC 3.13 ug/ml TH 11D X EDHTH-
too TOHE—DEBFUIBE 105 kg DIEHITK-E
ETHo1, FHOBEEEYHBLLOLIZEELT
+s b, dose response AiFEDH LT,

¥R, 4Eo 70 FEF4LFA BRL25000 THEL T
kb, BhIBEREETH -1,

AR L5 BEEROMERE, HHRMA REEER
7% 94.8%, R LHOBMUSWHK 95.7% LEBK
BENBLRIH, RPAMBROEFIL 47.1% LE
<, &#5 BRMEEEcFOBIMEE T - TER
LIcERAD 10 B ETH o120 2D X 5 RBAMK
DEFEEHBRDEFCH LTIE, WEERELDOTE
HIEXT, KFOMERE S5\ Lo FEH DB
ErxgdEx LWEBbhi,

BRL25000 # 5.z X % BIfEME, AH 2 Eo#ko
THLBERY B I hicht, BEO TR 26 LEE
HEN 1B TH-1cDRT, HEFILCHLBROES
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4o, BRL25000. 1981 (J%Ii})

4E, &O¥TH5 BRL25000 i, PB-lactamase pf 2) O'CarLacuan,C.H. ; A. Morris, S. M. Kirpy &
' ) A. H. SuinGLER : Novel method of detection of
- - g 0,
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FUNDAMENTAL AND CLINICAL STUDIES ON BRL25000 (CLAVULANIC
ACID-AMOXICILLIN) IN GONORRHEAL URETHRITIS

Takejiro Oxkazaki, Tovouer Macuipa and Suoich ONODERA
Department of Urology, The Jikei University School of Medicine

Kazuko Mitsul and Itsuo Suzuno
Clinical Laboratory, Tokyo Metropolitan Taito Hospital

BRL25000, a preparation comprising the antibiotic amoxicillin and f-lactamase inhibitor potassium
clavulanate, was studied bacteriologically and clinically.

Bacteriological study :

MIC’s of ABPC and BRL25000 for 101 bacterial strains(including 68 in which B-lactamase production
was detected) were determined. BRL25000 showed excellent antibacterial activity compared with ABPC ;
BRL 25000 MICs were less than 3.13 ug/ml for pathogens which showed ABPC MIC's in excess of
100 zg/ml.

Clinical study :

70 patients with gonorrheal urethritis were treated with BRL25000. The response to therapy was
assessed as excellent in 33 (47.2%), good in 36 (51.4%) and poor in 1 (1.4%). Thus clinical efficacy
was good to excellent in 98.6% (69/70) of cases. A good response was obtained by administration of
double doses to the case (105 kg body weight) reported as showing a poor result to single dose
therapy. Drug related side effects were observed in 3 patients consisting of 2 instances of diarrhea
and one of facial hot flushes. However, no severe side effects were found.



