CHEMOTHERAPY
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CVA H#EDESLT S P-lactamase i AEH & LTHE
ATHC EXFIALT, AMPCH - BRI X » CHE
¥RFB LR, TROHMEHN L RE I LB L 2T
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tamase & X 5 AMPC it 21 % { X 65h 5 E. cols,
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ENHEBETE %,
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Fig.1 Chemical stucture of CVA and AMPC
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Fig.2 MICs of AMPC and BRL25000 on
clinical isolates

E.coli 42 strains (10° cells/ml)

1001 o
— L /
7 X /,
Z /1
s
S /
5 {
-4 I'
2 50 /
® 1
g ===BRL 25000
3 —— AMPC
0L L L L 1 I L Il 1 1
1.56 6.25 25 100 400 800<
MIC (ug/ml)
Correlogram between MICs of AMPC
and BRL25000
>200
o 100
S
n
3
= 25 9
- 1 4 (10
6.25 1,7
7
1.56],2
1.56 6.25 25 100 400 800<
AMPC

cells/ml & U7,

KNT, ZhHOEED > H AMPC Iiiftx s Lic
#HizoWT, PB-lactamase [FEFRIE Lz, BIEHEIL
Cephaloridine (CER) & Penicillin-G (PC-G) ##H
& LTH\, spectrophotometer iz X - 1o

@ BEK &t

(A) H%

BEx S, BRI 55 £6 AMSRAE 12 A TOM
CEENRARMRENYZZ LI/ REET, RER
LR A BDICRA (16 BLLE) &5 67 fITH B,

REONEZ, S BN RERYAE 51 61 (BHR
49, BLBx2) L BEHEMEME 16 6 (BX 10,
BEBX6) ThHb,

MRITIE, P46, Ltk 63 AITHD, HMMEIRE
RPJE 51 ITit, TXRUAREHTH - oo ERBERIT
19~81 i F CIRRATWB, 2D 5 b 65 KL LD B
#FX 11 £, 16% i,

FHBROPHEF THHOT, WE L LTHKRTH
RO T2 HMMIEL, EBRPWERKEOEEIE

Fig.3 MICs of AMPC and BRL25000 on
clinical isolates

K.pneumoniae 9 strains (10° cells/ml)
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Table 1 Correlation between MIC and activity of #-lactamase on AMPC resistant strains
MICs ( ug/ml) of Activity of B-lactamase
(C“':"No_) Organism BRL25000 AMPC (u/mg of protein)" Type
10* 10° 10" 10° CER | pc-G | Bake
PC
1(2) E. coli 50 25 >800 >800 0.85 7.07 0.12 TEM
2( 40 E coli 25 12.5 >800 >800 0.24 1.95 0.12 TEM
(N E. coli 12.5 12.5 >800 >800 0.05 0.43 0.12 TEM
41D E. coli 25 12.5 >800 >800 0.26 2.54 0.10 TEM
5(26) E coli 12.5 12.5 800 800 0.08 0.55 0.14 TEM
6(31) E. coli 50 50 >800 >800 1.06 2.45 0.43
7(45) E. coli 25 25 >800 >800 0.02 0.20 0.11 TEM
8(52) E. coli 25 25 >800 >800 0.20 1.68 0.12 TEM
9(62) E coli 12.5 12.5 >800 >800 0.06 0.36 0.14 TEM
10(65) E. coli 25 25 >800 >800 0.15 1.64 0.09 TEM
11 E. coli 12.5 12.5 >800 >800 0.07 0.63 0.11 TEM
12 E. coli 12.5 12.5 >800 >800 0.08 0.67 0.11 TEM
13 E. coli 25 12.5 >800 >800 0.17 1.62 0.11 TEM
14 E. coli 25 12.5 >800 >800 0.23 1.75 0.13 TEM
15 E. coli 12.5 12.5 800 800 0.08 0.69 0.12 TEM
16 E. coli 12.5 12.5 >800 800 0.09 0.73 0.12 TEM
17 E. coli 12.5 12.5 >800 >800 0.06 0.71 0.08 TEM
18 E. coli 25 25 >800 >800 0.10 0.31 0.31
19 E. coli 25 25 >800 >800 0.16 1.70 0.10 TEM
20 E. coli 12.5 12.5 >800 800 0.06 0.41 0.14 TEM
21 K. pneumoniae 3.13 3.13 >800 200 0.007 0.02 0.35
22 K. pneumoniae 3.13 3.13 400 100 0.03 0.04 0.75
23 K. pneumoniae 12.5 12.5 >800 800 0.005 0.06 0.08

1) [-lactamase was assayed by spectrophotometric method.

(C) %RHE

B, SIMME & bic UTI RGPt &
BEORAZ L W HRATET Lo BMEEED > H
BRBRICOWTIE, k7 UTI £#L LTHIEI R
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THHELVEATELLDLHML, Zhicicb->TH
EE Lo i VIERIB LTI, MBBEY LD, ¥
ERRXSA&E LI, &5 LicHEIEE ICRITSES
WiIEHBN, KBCETENITRVEEbR D, BE
MEERLE (HEMMIET3 ~4 B HRES, HEEE
TS5 ABRER) whicofEfTIE, HEBTKER
BHERTL-1I 2T, THLCBBEHNTHRELEDL
DTHbo

BRHEN SR LB, REEED L rotcd
O, BIfFADI»EEY ik Lib 0y T, UTI %
# 44 (Case 44, 55, 61, 62), TLEHE T3H
(Case 55, 61, 62) TH 5%,

II. ™ &=

(D) BRSBERORSZ NS

(A) E.coli w3+ 282t (Fig 2)

E.coli 42 #izo\~T 108 cells/ml /8 Lic & ¥ DR
2R Lo AMPC ® MIC i3, 3.13 ug/ml fHEDE
FHIR L 2800 pg/ml ORI ThEho—-7%
~T, B2 TH -7 = hiz i L BRL25000
TiX 50 pg/ml LI EDWME %R Lich Di 1 #kb el
6.25~12.5 ug/ml ICERZHEIRYRT 1IBMETH -1
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(B) K.pneumoniae \=it+% M3t (Fig 3)

Clinical summary of simpleU.T .I.cases treated with BRL25000 (6)

Table 2

g, g . K. pneumoniae 9 ¥kic o\ >T 10°cells/m] 1§
= | 38 BD MIC %75 Lt:o AMPC 0 MIC i3 50~ 2800
ug/ml THHLTV-B01I2 % LT, BRL25000 ¢
o2 ¢ o " " X2 T OB 3.12~12.5 ug/ml DBSHEFICE L
Eﬁ 2 £ 3 & T EDOMEIERIZ4~5BEREE > T\,
(2) WHE® D P-lactamase & (Table 1)
t 5: —é ?j —'8 E.coli 20 ¥ &t K.pneumoniae 3 ¥RiZ-O\TH
2 o 3 of o E Lo s, B-lactamase DIEMENEIL, BEL
H R T R R FES BN EUE T > 1
= | = = | E.coli iz2o\~THB L 100 L 10%cells/ml #£&
. @ = DVTFho$Ha& T BRL25000 ¢ AMPC Tit i
g1g= gl |=e »TH &2 I MIC DI Lize 10 cells/ml ¢
~Eln - - 2% & BRL25000 0 MIC (343 & A £5% 12.5 ug/
@@= b I e ml THBH AMPC Tit, FDREAEH 2800
E ug/ml OFERE THo1co ThOLEKIZTNT
E, ol2 f fS B-lactamase {EEX¥H LTk H, PC-G ¥ EHLL
ol _ FB§DIERELE, 0.20~7. 07 u/mg of protein T -
5 S<g ’ 2 B 720 CER izt TE¥EIZEEDH % & b, penicillinase
s ° A #) % 7-13 cephalosporinase BADR¥ LB L&, 20
& EAREE } rlelr &gl Btk 18 £k (90%) #% penicillinase % (TEM %)
5 — A DEEEEEKRTHD - Erbh ot
K. pneumoniae 38k Tix E.coli i= 5\~ ThbH
@ § hic@ ERL B CEEE TS, WwThb
£ | . S| EE LB B-lactamase HEiEr A LTl 7z, MIC DETL,
K 8| |23 |S§] |_.  10°cells/ml oz BRL25000 #i, 3.13~12.5
“ M Fel mxl B ug/ml 0B@ERR L 7z 0icK LT, AMPC i
‘s ¥ 100~>800 ug/ml DFL MIC ®R L1,
D'g} $ | + |+ |+ |+ |+ | 5 (3) BEPRR
- g (A) S MMl RBERE
g s+ 1] ] e 1) RARK SUEAORK—%L UTIEHF
s |52 mEECESCHEOSHIL, Table2 IKRLL,
- &5 COEBCAKL, BHROUENTETH-1E0
23 | e - ° o | £4 1250 HITHATe BALZMIRLH (Case 4)
2| &% S& T, B51BERBEAEURELLT LIRS,
sl T2 7 3 s 2AORBELRAELLLON Table3 Th, £
& &% | & g £ £ |, AEHRI 50 Gt 48 B (96%) LERIRKT
£ s S s S | *  Bot, MER BF EROMEsORGRAVT
” 23 L, WERCIZEME{L (Eliminated) 50 fid
F o O A & | o] 40 B (80%), W (Decreased) 50 fish 6% (12
E’ 2 2 - 2 | E|E %, F% (Unchanged) 50 fish 4 6 (8%) T,
E|3 KAMSTIE 50 fit 46 B (92%) OHBETH
83 |8m 2| 2w 8wy -t BRCHTZHRIEHL (Cleared) 50 f
Y &S 44 B (88%), M4 (Decreased) 50 firf 34
82 2 < 8 | (6%) T BABRKCIMERCHT5HELEY

D 50 Bk 47 B (94%) DEBHRTH -1 fEH



Table 3 Overall clinical efficacy of BRL25000 in acute simple cystitis
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b B A0 50 Bk 50 (100%) RDAM
bk, 5E4izi¥4 (Resolved) L7-d ik 50 {4
t 48 B (96%), Wik (Improved) 50 fArh 2 fil

EHREHETL 51 PITXTHRIEATHE T#%) (Ex-
cellent) 51 b 36 % (71%), %% (Good) 51 HiH
12 B (24%), 4% (Fair) 51 fsh 1 61 (2%),
%) (Poor) 51 fldh 2 Bl (4%) &\ 5T, KE

ii) AMPC fittk: E. coli & X % ZabkBfTpEEIME S

STIRA T - To MAPEAE D 5 Bt SIS 49 BIT
Hbo, =05 bLiEEic AMPC BiAlVCHLHEHTH -
b DUk 10 ITH » 120 TR BDEFIOV TSR
HORSEH 2 — M OFEM T B-lactamase FHEME, FEAIA
RO R B & T LR e EBER L L1

(a) ZEBHBEH: MHEEORMRA 7Y —=v 7k
LTKRD X 5 15 HER i\ 1o M2 HHC ASC L 2T L7
BT, 43k TAMPC 500 mg % PR L ¥ foo B Dip
slide (SBF, 2V AL +) LHEE, r¥EFEBIE, A
IR 8 SR B IR X ¥, Th¥ FhBEMNEROKRE
LLTEBRES IR, okikitAEDN 7 Y —¥—%
TSR BRET S L 5#ER L, ¥ RO—Mizs
DRz Dip slide w2135 X5 HEL foe THHD
BAIIBA (24 BRI AkickE X, Dip slideix
X 5z overnight T L, RIZEEOTECH Lo
ASC TREFIFEHILBE T IDL 51 ERER
8HEMIL 24 BERIORIER 2B Z LItk » T, ZDHA
MEAVHMTC X 29, Dip slide T3 5 THECHA,
FRICKB IR TR L, BAFS LK =
—DREYEBTELIELHD, ThEFTLAZ)Y
— =V SCBIO T LN DB, MEFRREIE, D T
, BR, EROBELAVGKERT, BRIKhLEE
by THMMEY 2o AMPC %) L2 L o EERICIT

Table 4 {3 AMPC ReZtiie AMPC itttz & %
ASC 1= AMPC % 500 mg 1[5 Lic &0 8 B
BORPHEEOTRE, EFBREYRELBEREZTL

AMPC (Z R # 7R TR 1 ~ 3 T AMPC 500
mg 1@ER5% 8T, RPMEITNTEELLT
Wh, Zhicxt L AMPC MHEEIC X 5 RRYYER 4~ 6
(Case 2,4,7) ¥ COME¥MRICIE, 20 LEHT
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lactamase iz X H AMPC 2452 h, <0.1pg/ml T
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Table 4 Comparison of bacteriological responses to ASC caused by AMPC sensitive
or resistant strains 8 hours after AMPC administration

No. Case  |Age Sex | Bacteria (Dr:;)e c?:nctt(egl:']-) Ucl:::'ry ngﬁvil:c g?(l:\(Mlg‘ Result
(/ml) (ug/ml) ( ug/ml)
1 F.S. 41 F E. coli | 500 10'- 0 329 + 3.13 Excellent
2 K. Y. 49 r E. coli | 500 10'= 0 210 + 0.39 Excellent
3 M. N. 37 F E. coli | 500 10'—= 0 193 ++ 1.56 Excellent
472; M. M. 71 F E coli | 500 [ >10"— 10° <0.1 - >800 Poor
5#)| K.K 26 F E. coli | 500 | >10"—>10" <0.1 - >800 Poor
67| Y.S 28 F E. coli | 500 | >10"—>10’ <0.1 - >800 Poor

Bt

Table 5 ¥ AMPC fitt& E.coli iz X % ASC 10 f|
45 AMPC i X » #fe &, BRL25000 iz X % &
BB LIcbDTHB, No. 1~6 £ Tix, E£h
ik Sk kb AMPC fitth: & 287 LIEEBI T,
No. 7~10 i23[#3E & LT AMPC 0.75~1.5g, 3~4
MBS B TH -1 DTH B,

SEEED MIC #7013 disc RZH 13, AMPCiz 3t
L T>800 pg/ml OFEMMED disc Tttt RLA-d
DIEN D TH 1o FER 1~5 F TTIZBRL25000 =it
35 MIC #JELchd, 12.5 ug/ml 423 B, 25 ug/
ml & 50 pug/ml RERER1HTH - oo

chbicxt? s AMPC O%BERBIL 10 L THE
BT H-tco BRL25000 1= X 5 3~4 HHDIGHREL,
2NN b A Bk, H% 10 #kh 7 8 (709D,
B 10 Bk 38k (30%) THo-tco BRICK L TIXIE
%1k 10 Bk 8 Bk (80%), K 10 #+ 2 #(20%) T
BHoto

UTI FEhaFMAsaic X 5 BARSIL, Table 6 iR
T L ER 10 Kb 5 (50%), B 10 B 4k
(40%), m%h 10 Hheh 18R(10%) &\ 5 R Tho 1
(Table 6),

TeRPBEY JIE LTI, 500mg #4544 85
#% DX, AMPC Bifh#i L 6 fick (No. 1~6) £
H<0.1 pug/ml TH,t-Drext LT, CVAFLET (BRL
25000, 375mg #¥£) T, 4 Fa3 AMPC OFLEE
2RELBTo ETDOMEIL 46~105 ug/ml TH 70

Zhonsy, 54 No. 1, 23,5 6) @ E.coli T
B-lactamase {FEHERRIE LT G EBERE Y D
720

(B) {&MH M RER RRHE

ERE T~ 7 16 EEFI OB E—Hix Table 7 1z, UTI

Table 6 Summary on 10 cases of ASC infected
by AMPC resistant E. coli strains

™~
Bacteriological response
T ‘ S B
Eliminated i 7/10 70% |
Decreased I 310 30%
|

Overall efficacy by UTI evaluation

{
L

Excellent | 5/10 50%
Good f 4/10 407 |
Poor S WU 0% !

MR X 5 A% F 2 Table 81, HBHIE
%h#iz Table 9 IR Lz, UTI X¥iz&FK LI-EMIL
13 BT, 3FIIERA L7 BAL-BhHIREBYEL
totedbyE w1 BT kL7161 (Case No.55) &8
SR Rep@ERA <104/ml CTH-7-2 4] (CaseNo.
61,62) TH5,

LEDREE R LI Dht Table 8 ThH s, BAED
it 13 Bl 11 B (85%) & ZDEORYPFEL LTUL
ML BRICERTH -7 BADRIGIZOWTASE,
IR [tk 13 Blsh 7 61 (54%), B4 13 fis
3 4 (23%), ®XNR 13 k16 8%), A% 13§
28 (15%) T, KA 13 Fidk 11 6 (85%) &
WOIRRTH T, BREA LTI, EFIL 13 fiF 6
Fl (46%), B4 13 FAF 35 (23%), FF 13 fiF 4
Bl (31%) THEBRE LTt 13 ik 9f (69%) TH
12 D5 H AMPC 2SR TH - 7= 3 4 (Case No.
54, 59, 60) KX THEFOREIIE 2, A1 TL
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P ERTH - 120

Table 9 (2FMBMADOEYNRTH LA, LfkE LTEE
BED DI, CORBROBIIBCER TS o Ll
oW FREARFIDHMETHD L5 S Ehb, HRD
%L, BRMZ3, 4, 6BLTeh, O3 LERHE
M E. coli, Klebsiella &\~ -l T, MK ORE
(21 ' ARE NP3+ {5 & (W Rl (I

e ERERE T2 (Excellent) 13 g 4 £ (31
%), H%h (Good) 13 Ak 5 Bl (38%), %%y (Fair)
13 Ak 181 (8%), &%) (Poor) 13 sk 3 il (23%)
TLEOHEHRIL 13 Gl 9 (69%) TH -1,

(C) WAERARE

HMIPESE & BIMMEEE Y S b 2 EA, R GRSy
HEX - E % Ri: Table 10 2R L7,

Bd &M L E coli b33 H%%iL 54 e
438k (79.6%) T, =D 5 % AMPC fitt: THh - 1-Hilk T
1211 Bkh 5 Bk (45.5%) DBELRTH » 120 Klebsiella
ik 4 %P3k (75%) DHEHER XL LAENIIL 86
Bkb 70 Bk, BEHKE 81.4% Thots,

3) EIfeA

i) BRREHECKED

L2HER 67 Blch, MMM 12 6, BHMIE 10 flo
2t 22 flico\~T, BRL25000 iz & % ¥asRAiiE © Kig
1, FPisse, BRI OLTHREL 1o £ O KT
Table 11 /R L1,

ChHDERNDL, 2AFFC IS LBHLh S REE
R LIL DAL - 1o ety SR A EENE
T GOT, GPT '\ ®RE % %78l (Case No.54) T
11, 5% GOT 43.4—-24.2, GPT 38.6—14.7 LIF
iz LT\ 7o Case No.57 Tit GOT 49.0-51.5,
GPT 31.8—-40.2 0B Z kR Lich, HKEDOHELcH
StebDERTELET XV

ii) BEMEIFA (Table12)

BENEFRAE LTHLBROREXFx b0 4
Bl & RB % RIBIN 2 BD > 1o HILBIER 4 BlOAHE
1%, EEAMR3, BRIGIT, 05 bk Lt
Dotie 5 LIERIZHEIMNE TR TRER £ oTHE
T, BERTERICIEDIIERIIBR LI, RBY A2
L, TSI BBIRELRLDTH D, ERIC
HERCEL, BUWEEYH-> T b ey
ik L7chs, RIS 2 2 BURCERE
L7

LEOFEBFE L, HLEER 67 0l 4 61 (5.9%),
% 67 Gk 2 Fl (2.9%) THh-1

III. * ®

1. EBEMRE

1) ERKSY Wik D X bt

E.coli izt 45 MR B T2, $tBD AMPC 0
MIC 4r#i%s 6.25 ug/ml & >800 ug/ml O 2k ©
E—7nAbhtcniz 3 LT, BRL25000 Ti% 50 ug/
ml LA E D% R Uic Bk A% 72 1 45T 6.25~12.5
ug/ml iZ€—=2h\H ot ZOBLMHED DXL,
BRL25000 7' CVA DR &L b E.coli O % +3
penicillinase fE: % MH L, ZO#HF AMPC o
BN OMROMBYRTH Lic{ BBEhTW3
L AT X\ 7oL AMPC Fift&icst+ 5 BRL
25000 » MIC (2, AMPC 2B O Eh i bhoey
LRGN AR, MHEZHEICIT 2T 6.25 ug/ml
D MIC st L, WEE T3 12.5~25 ug/ml T1~2
TRELNENING - 1K TH - 12,

K. pneumoniae Tix, AMPC o MIC »' 50~800
ug/ml & 28 CHETBEN b 7Dz LT, BRL
25000 (2 3.12~12.5 ug/ml & MIC T, + ~ T R
ZHBTHD, AMPC tH~RT 4~5FWhi-B2H
#R L1 K.pneumoniae Tix, AMPC &t E.coli
Zxt32 MIC X h U LABR - KK THo10 25
Lo}, BEROMEDRLVP, cell wall D#EDR
WicEim X - T, EHD target ~OR DA EZDD
HTELETHATED LD LEDNS,

2) TEE D B-lactamase iEH:

AMPC ittt E.coli (2L A LD R 7523 Filpk
o penicillinase 40 TEM & Tk bH, AMPC @t
3% MIC i3 2800 ug/ml DEEmMMETH -1, BE
EEE MIC AP FLL—RLTVB LtV 2l
Vs, MIC % X641z 800 ug/ml LI EoD v T
IT5 L, TOBBEWN I O —FKT B AR,

=5 LiciitbEE x5 BRL25000 oRGZ{4iz, %
hfibhic X 5, LA EH 12.5~25ug/ml D MIC
¥RL, HBDO AMPC » MICAH: =800 ug/ml Ch%
DI LED THEReEYR LI, &5 LIHER®RD
#Z5 BRL25000 D % » & AKX BEHTH 5,

2. ERIRA9REt

1) SEBME RE RYE

— R DEORPECH LT, FoBoHEAY
ALTh, BUWERDREXESZ LRERNTHY, FiC
EVERHR (FXX 80% LAT) Db ixvasEA
ELTORARIRERWE L > THRE Tl KHD
HHRIZ, 50 Bl 48 B (96%) LD TEhIER
ThHoTehd, TORBITEMEIEDS, —RKc L OEHA
TLEVEHEYRTEVS L RELTYH, htE
b DD—2BTHLDEBbh5, Zhitzof
DREYPIFEDIZ LA EN E.coli iwiBET5 - Ln%L,
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Table 8 Overall clinical efficacy of BRL25000 in complicated U.T.I.
Pyuri 5
yaria Cleared Descreased | Unchanged Effleucy on
Bacteriuria bacteriuria
Eliminated EI 2 7 (54%)
Decreased 1 2 3 (23%)
Replaced 1 1 (8%)
Unchanged 2 2 (15%)
Efficacy on pyuria 6 (46%) 3 (23%) 4 (%) Clnntntll
[C—] Exceltent 5 (38%)
Overall effectiveness
[ woserms 6 T 1113 (85%)
: Poor(or Failed) 2
Table 9 Overall clinical efficacy of BRL25000 classified by type of infection
P Overall
Group INo. of cases( """t) Excellent | Moderate| Poor effectiveness
of total rate
1st group (Catheter indwelt) 0
2nd group (Post prostatectomy 0
Single
infec- 3rd group (Upper UTI) 4 (31%) 2 1 3/4 (75%)
tion
4th group (Lower UTI) 5 (38%) 2 5/5 (100%)
Sub total 9 (69%) 4 1 8/9 (89%)
S5th group (Catheter indwelt) 0
Mixed
infec- 6th group (No catheter indwelt 4 (31%) 1 1 3/4 (75%)
tion
Sub total 4 (31%) 1 1 3/4 (75%)
Total 13 (100%) 5 2 11/13 (85%)
Table 10 Bacteriological response to BRL 25000
Isolates No. of strains Eliminated Persisted
{AMPC-resistant ) 0 AMPC-resistant ) AMPC-resistant
(%) (%) (%) (%)
E. coli 54 (11) 43 (79.6) 5 (45.5) 11 (20.4) 6 (54.5)
K. pneumoniae 4(4) 3 (75.0) 3 (75.0) 1 (25.0) 1 (25.0)
P. mirabilis 1 1 (100.0)
P. ageruginosa 1(1) 1 (100.0) 1 (100.0)
S. faecalis 3 3 (100.0)
A. antifratus 1 1 (100.0)
Acinetobacter 1 1 (100.0)
M. luteus 4 4 (100.0)
S. aureus 2 2 (100.0)
8. epidermidis 12 (1) 10 (83.3) 1 (100.0) 2 (16.7)
GPC 2 2 (100.0)
GNR 1 1 (100.0)
Total 86 (17) 70 (81.4) 10 (58.8) 16 (18.6) 7 (41.2)
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Table 11 Laboratory findings before and after treatment with BR1.25000 (Simple UTI)

RBC Hb Ht WBC Pt GOT | GPT | A-P BUN | S-Cr.
Case (x10Y) | (g/dl) (%) (/mm®) |(x10%/am”)| (u) (u) (KAu) | mg/dl) | (mg/dl)
No. | Normal|m420~540| m16+ 2 | m38~52| 4,000~| 10~ 5~ 0~ 2.5~ 7~ 0.6~
range | £360~480| f 14+ 2 |f 34~44| 9,000 25 40 35 10.0 20 1.7
o | Before | 441 13.5 38.8 8,900 35.1 16.8 6.3 6.4 11.9 1.1
After 363 10.9 31.7 4,200 35.7 12.9 7.4 5.4 12.9 1.0
5 Before 434 12.3 35.9 17,200
After 407 11.6 34.3 8,300
7 |Before | 432 13.4 39.6 5,400 19.6 17.5 11.6 7.2 15.9 1.0
After 438 13.9 40.5 4,800 19.3 18.2 8.9 7.0 17.8 0.9
12 |Before | 475 14.1 41.1 6,200 17.3 21.0 12.4 5.0 14.4 1.0
After 457 13.4 39.1 5,200 13.7 29.9 16.7 5.5 10.0 0.9
17 |Before | 427 12.3 35.4 4,400 20.8 14.2 3.8 5.8 12.4 0.9
After 409 11.8 34.4 4,000 20.5 14.6 4.0 6.1 13.7 1.0
gy |Before | 431 10.8 31.0 4,100 25.0 19.8 8.5 5.9 10.5 1.1
After 434 10.8 31.9 4,000 23.0 13.4 7.2 5.6 8.1 1.1
53 |Before | 387 12.2 35.5 8,800 16.9 24.8 4.7 6.3 18.3 1.3
After 378 11.8 34.8 6,400 16.4 29.3 8.7 5.7 10.2 1.3
29 Before 433 13.5 38.0 8,000 18.9
After 436 13.6 38.7 6,100 18.9
56 |Before | 424 12.9 37.3 9,100 22.4 16.5 8.2 11.0 13.8 1.2
After 417 12.5 36.9 | 6,100 23.6 21,5 6.9 10.3 19.8 1.1
g7 |Before | 424 13.2 38.2 5,900 15.5 19.5 5.3 12.9 1.3
After 417 13.0 37.2 3,800 26.1 18.4 5.3 11.7 1.2
44 | Before | 400 14.0 43.3 7,800 18.8
After 420 12.5 35.5 7,600 19.6
46 |Before | 495 14.9 41.8 | 13,400 20.5 15.6 7.4 6.6 16.5 1.3
After 438 12.7 35.8 5,900 24.9 16.6 6.3 4.6 16.9 1.1
sp |Before | 419 13.1 38.5 | 21,000 19.9 21.7 8.3 6.1 15.1 1.4
After 434 13.2 38.4 5,900 22.3 29.7 12.0 7.3 14.9 1.2
53 |Before | 414 12.6 37.2 6,000 27.7 15.3 14.8 4.9 8.8 1.4
After 416 12.9 37.5 6,900 23.4 23.0 13.6 4.9 8.5 1.1
54 |Before | 378 11.1 32.5 4,600 19.3 43.4 38.6 4.9 7.5 1.0
After 420 12.5 32.8 | 6,200 22.5 24.2 14.7 3.9 10.1 1.1
55 |Before | 499 15.8 46.0 | 4,300 13.2 22.6 11.2 7.0 15.1 1.2
After 427 15.0 43.2 | 4,200 13.5 21.9 10.8 7.0 17.9 1.4
57 |Before | 442 13.8 40.5 5,200 49.0 31.8 8.4
After 470 14.8 43.2 | 4.800 51.5 40.2 8.2
sg |Before | 389 12.3 35.2 | 3,700 15.4
After 405 12.2 35.8 | 3.600 15.6
63 |Before | 429 13.8 39.5 7,000 17.9 20.7 8.5 7.3 16.8 1.1
After 438 14.0 39.7 5. 400 14.8 21.9 10.0 7.3 16.1 1.2
65 |Before | 449 14.2 7,900 18.3 2.3 13.1 7.9
After 457 15.3 9,800 23.6 19.3 12.0 7.2
66 |Before | 419 12.8 37.1 5,300 29.2 30.0 5.5 4.1 19.0 1.3
After 437 13.2 38.3 | 4,900 26.0 23.1 7.8 4.7 20.9 1.4
g7 | Before| 370 12.2 35.5 | 10,800 31.5 10.6 5.6 5.1 6.1 1.1
After 337 11.3 32.8 | 10.700 23.7 11.4 4.2 4.2 6.5 0.9
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Table 12 Incidence of Side effect

Total No. of cases 67
6 (8.9%)
No. of cases with side effect Continued |Discontinued
4 2
Nausea Vomiting 1 0
Symptoms| Stomach discomfort 3 0
Rash 0 2

G.LT. disorder
Hypersensitivity

4/61(5.9%)
2/67(2.9%)

in vitro TRINI L 5, KFMN E.coli ioxf LTH
SRR R LSO LT EnbLBRITHET
253D TH5bo

iz AMPC gttt E.cols iz X 5 BpitE Rtk € AM
PC &K L 90% DOHERERLIcC &k, A
OEAlYL - VMBS ALDOTHD, hid, R
hBEORMNSLHELMI X 5, P-lactamase E4E
BT, coEFIzXb AMPC 2R h, HEER
%%, TL%E 5D LT, BRL25000 i CVA 12X b
KEEhBZ LR ABEER YRS EICLDEERXT
I\, 7272L, 5 L AMPC fits@ © BRL25000
DEZH I, in vitro ENCE W THRERTVS
I 51k, AMPC BREMHEICH~NT1~28450T,
BERECOW h %kd AMPCREZME D AMPC 0ZR
EHRTOPE BEEIZ DRI, 10 Fid 3 6] A 1E5E
HWERA Lichifess 104/ ml OFRFSChERLTY
bo &5 LEEATRBEOREAK L » bRBRY
Fied LPHBIBLRDLZ LM%, THRETHERL
KWHlTiR, —2ORREEXMFICEETH I LAHE
BETHA5,

2) {8 BN IREE R EE

C DEDORYIECE O ER R ST BRI, EAY
BETADEN DD EIID FTHIcL o 13 Fid 11
Bl (85%) DEERRYBIC LRFROFRAELTR

L1zZ EDJEATH BB DY, E. coli, Klebsiella i E L
L7e KRS oD R D b DX B/A THIRZ T8 - 1
CELRENEETH D, MR TENDBIRDO BB %
WML TR E IV

3) HIrEM

[EPR MR TR L 22 BITT TR & ieh
o teht, SEOKBN TIRILBMIIM A E» 722 LT h
XB LRSS, BRIMcbrbHTIE, BEFORFREHR LR
RRICIFIEM 2 b > LS TARLTF = » 7 THLELD
55,

BREOOBIEA TR, MLBREELSS - b FETNE
HTHHY, COBREORBUAK LBENVE LMD
ZTREMICE T, ARAMKE LTHRCHBILES
ik EEbhb, RBILT VA F—FERO AT
HBITHY, ZOHEOEFDBERNILEERTHDN,
BRI SAT E, SABEVEEMNCPRELTLESD
TRELELK L, SEOKRF T, 261 BEKIC
RP LT AR EECEBDITBR L, 5 H0
MU, MZIRXBF =y 20, BEERFLTEHIN
OB HEIERATH 5,

X 3
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LABORATORY AND CLINICAL STUDIES ON BRL25000
(CLAVULANIC ACID-AMOXICILLIN)
IN THE URINARY TRACT INFECTION

Kezo Suzuki
Department of Urology, Hiratsuka Municipal Hospital

The basic, clinical and safety evaluation of BRL25000, a new oral antibiotic consisting of
amoxicillin and clavulanic acid, was investigated in urinary tract infections.

The in vitro antibacterial activity of BRL25000 was measured against the clinical isolates of E. coli
and Klebsiella and amoxicillin was used as a control drug. The MICs of 42 strains of E.coli
against BRL25000 ranged from 6.25 to 12,5 ug/ml and showed one peak, while that of amoxicillin
ranged from 3.13 to 2800 ug/ml. The 20 strains of E.coli (B-lactamase producing) were shown
to be highly resistant (=800 ug/ml) to amoxicillin, and almost all of them were inhibited by 12.5ug/ml
of BRL25000. The type of fB-lactamase detected was almost all penicillinase of TEM type. BRL 25000
showed 4 to 5 tubes storonger MIC than amoxicillin.

The total number of the clinical cases was 67 including 48 cases of acute simple cystitis, 2 acute
pyelonephritis, 8 chronic complicated cystitis and 5 ccmplicated pyelonephritis. The clinical effective
rate was 96% (48/50) in acute simple cases, and 85% (11/13) in chronic cases. Ten cases, which
had no response when pretreated by amoxicillin, showed a 90% (9/10) effective rate.

As for side effects, no abnormal clinical laboratory findings were observed after administration of
BRL25000 in the 22 cases studied. Four cases of abdominal discomfort and 2 cases of skin rash were
found during treatment of BRL25000, and administration were discontinued in the 2 cases of skin rash.

I concluded that BRL25000 showed good tolerance and effectiveness in urinary tract infections caused
by the [-lactam antibiotics resistant strains, for example E.coli and Klebsiella.



