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RIS GE L2 51T 2 BMY-28100 DB, FKHMRT

I R KBRS

AN - KPR - fi Rl — B0
RSB A AR B

BMY-28100DIKBIERAE I BT AL WS, B & VBIRMED S L7,

HEARAT O BRIK 53 8 Bk T & B Staphylococcus aureus, Staphylococcus epidermidis, Enterococcus faecalis,
Escherichia coli, Klebsiella pneumoniae, Proteus vulgaris® 6 HFE(127%k) 1238 ABMY-28100DLHE 1
%, cephalexin (CEX), cefaclor (CCL), # & UNCFTM- PI(cefteram- pivoxil) DI iEHE TH 5
CFTM" (cefteram) % A} FRIEF & L TILE L 720 S. aureus, S. epidermidis, E. faecalis® 3 @24+ LT
B 3H L DER, E. coli, K. preumoniaetZxf L TIZCCL EAIFEE LA HCETMIZE Y, P vul-
garis\IAF L CIIBRSEM A RS e 572,

BER BRI, 224EBIDIRBEIRPAEZ R & L TBMY-28100 % #0O4% 5 LHET L7z, At d Atk
Bt 2 6 Bleh, UTIEERhEHEAED @7z L7z 3 BN DV T T RTEMTH - 72, 18178 MPEIR 2%

PeSE (B L Cid 1 B500med% 5-8F 3 B,
T L 724, #E7

1 H750mgfx 58T 7 BEES- Lo 1Bl & BR C 12602 D0
TNFIXENEFNO0%, 67% Th o7, SEHIIEMEMNIZED T, BREE

BAUZ OV TE 1 FICEEO B MEKED & /I WED 22D 7 DR TH - 72,
Key words  JREZESHE, #0047 = %), BMY-28100

BMY-28100i3, 7V & kb - <= A ¥ — XHFZATHN
SHETMARICBVTHESAZFEL AT L ROFO
At7 2 AREWMETH B, KEIOLFHEENIIFig
10Tk, 7 2 LEHD 31 -propenyl X A L,
77 Lkt PRRYRICH LILEZME AR b7 L %R
L, $IZ, Staphylococcus aureus, Staphylococcus epidermi-
disklZLOET AT 7 LHMHREIZH L THVWIK D %
RYEvbh T3, Shlbhbiit Lido 2 KitEE
BUEA OBERSBR T AN EIEL, 72K
BORHAE & A R & L 7oA, IR, AR & M
L7

I. E RN BRE

1. ftakBitks L OBl e &

S. aureus (178k), S. epidermidis (254K ), Enterococcus
faecalis(25%% ), Escherichia coli (27%#k), Klebsiella pneumo-
niae( 248k ), Proteus vulgaris( 9 BR) DEFHI2THR A R &
L 7o BMY-28100 &, *f 843 #) O cephalexin (CEX),
cefaclor (CCL), cefteram (CFTM)® 4 EHIOMIC % H A
bR AR EICTHE L, LEHRET L7c, Ho
HHs# & L TMueller-Hinton Broth(Difco) %, #l5€ FIK;
# & L TMueller-Hinton Agar(Difco) % B\, $RHEHE &
E105CFU/ml % L 72,

2. B

1) S. aureus(17¥k )25+ 5 &A% (Fig. 2)

BMY-28100DMICs0i30.78,g/mI T V), AT~
2EENRTWV,

2) S. epidermidis(25%k )23t 4 A (Fig. 3)

BMY-28100DMICI£0.2 .g/ml7H* 6100 g/ mlEL £ O [
WA L7ehs, o 3AIL D 1ELS 2EENRTV,

3) E. faecalis(25%k )23 AP (Fig. 4)

BMY-28100DMICHE 1 % B { 248k £°12.5 g/ m1 L
TTHo72%% CEXid23#k, CCLTIX16%k, CFTMTid
18¥A%100.g/mIL ETH - 72,

4) E. coli( 27T BB (Fig. 5)

BMY-2810013CCLEIIZRIEDIME N EH L T 7,
MICso CIZCEX L 1) 2 HEN TV /2ACFTML ) 4 &%
STz,

5) K. preumoniae(24¥k) 1253 A (Fig 6)

BMY-2810013CCL & X IXRIEDIMBE N TH - 72,

NH, O

@u{ C—NH s H,0

N A CH=CHCH,
COOH

O

Fig. 1. Chemical structure of BMY-28100.

* R AR T A 23— 3
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1007
80 BMY-28100 / /T T T T
| CEX
g .
2 60
L
o
@
{=%
2
s
S 404
E
3
&)
20
0
MIC([Ag/mI) T T T T I/ T T T T T T T
drug 01 02 039 078 156 313 625 125 25 50 100 100< Total
BMY-28100 1 9 2 2 1 1 1 17
cCcL 2 6 6 1 2 17
CEX 1 5 5 2 1 3 17
CFTM 4 10 1 2 17
CCL : cefaclor ~ CEX : cephalexin  CFTM : cefteram
Fig. 2. Sensitivity distribution of clinical isolates of Staphylococcus aureus.
1007
80
BMY-28100
_ S/
S 5,/
= 3 S/
g 0 // CFTM
& /
£
5
g 40+
3
&)
20
0
MlC( g/mn T T T T T T T T T T T T
drug . 01 02 039 078 156 313 625 125 25 50 100 100< Total
BMY-28100 5 2 6 1 3 3 2 1 2 25
CcCL 1 4 7 1 1 4 3 2 2 25
CEX 1 3 8 1 1 5 1 3 2 25
CFTM 1 2 8 1 1 5 2 1 4 25

CCL : cefaclor

CEX : cephalexin ~ CFTM : cefteram

Fig. 3. Sensitivity distribution of clinical isolates of Staphylococcus epidermidis.
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100
BMY-28100
80
g
g 60
o
o]
a
£
kS
3 -
2 40
3
@)
20
J
0 -7
MIC (ug/ml) T T T T T
drug e 01 02 039 078 156 313 625 125 25 50 100 100< Total
BMY-28100 1 23 1 25
CcCL 3 6 16 25
CEX 1 1 15 8 25
CFTM 1 1 3 2 18 25
CCL : cefaclor ~ CEX : cephalexin  CFTM : cefteram
Fig. 4. Sensitivity distribution of clinical isolates of Enterococcus faecalis.
100
———
P
80 7/
/
/
— /
S /
£ 60 /
g CFTM ,
g / BMY-28100/ [/ ------
2 / .
g=} /
L’; 40+ / /
E / ;
O / N
/ (,'
/ /
20 / )
/
/
/
0 I T T T T T
MIC (ug/ml ' J N J j ' '
drug (vg/mD) 01 02 039 078 156 313 625 125 25 50 100 100< Total
BMY-28100 1 s 10 4 1 2 3 26
CCL 1 1 9 8 4 1 3 27
CEX 11 3 4 6 3 27
CFTM 13 4 4 2 1 1 1 26

CCL : cefaclor

CEX : cephalexin

CFTM : cefteram

Fig. 5. Sensitivity distribution of clinical isolates of Escherichia coli.
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DEC.
100+ -
80—
S
E 60
s
o]
a
2
s
5 i
g 40
5
&)
207
0
MIC (ug/ml) T T
drug 01 02 039 078 156 313 625 125 25 50 100 100< Total
BMY-28100 1 2 15 1 3 2 24
CCL 1 2 S 12 3 1 24
CEX 4 17 1 2 24
CFTM 1 8 11 3 1 24
CCL : cefaclor ~ CEX : cephalexin  CFTM : cefteram
Fig. 6. Sensitivity distribution of clinical isolates of Klebsiella pneumoniae.
CEX
100 4
80
g
g 60
o
b]
a
2
s
E 40—
3
s}
20
0
MIC( 8/"““ T T T T T T T
drug . 01 02 039 078 156 313 625 125 25 50 100 100< Total
BMY-28100 1 8 9
CCL 1 1 7 9
CEX 1 1 7 9
CFTM 4 4 8

CCL : cefaclor

CEX : cephalexin

CFTM : cefteram

Fig. 7. Sensitivity distribution of clinical isolates of Proteus vuigaris.
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CEX(xt L TIdMICso T 3N T2 /22%, CFTMIZx
LTI 1EH -T2,

6) P. vulgaris( 9 BR)IHS DI (Fig. 7)

BMY-281003 9 Bk 8 ¥ A< 100 pg/ ml D iiif P % 32
&, CEX, CCLE DEIFEHT, CFTMIZIEIMICsT 3 48
45Tz,

I. B k&%

1. HEBLOHR

19874 7 A A6 11 A O MU F&EH R MR 5 B il
RaFE T2 L2168 LD kB XU AREE %3¢
BrLt, EEONRIL, DMHMEERR 6 6, 121
BHMBEM RIS, BMERENE LT L1IGITH -7,
FERIE24E 0 H 8T T, MplidBELI2%, 105 T
Hot, HHEIE, DYEHMERERATIE 1 E250mg%
1A2@E%ZL 308, 3 HE#S Lo, BHERMMIRE
FERAETIE 1 [E250mgT, 1 H500megf% 5B (250mg X
2/day) &, 1 B750mgd%5-8F(250mgX 3/day ) (25313 T
5 ARG Labli L7z, SRR XD D HiEf) 1
PRI e {, JEB) 2 IXHERET, JEBI 6 IREALT,
WS UTEERDEFA ) 5 2o e D BRI 125424 L 72
I BME R RO O B 1 Fk 7 HMRS T, &5
ABBELY + - — L7, THREHEDAITST,

PRBEIREAAE L2 3541 HBMY-28100 D%kt 599

2. I H

1) 2HEHAVERE % (Table 1)

i) BOEKRHE

UTIEER R E R E L@ L 36ie L b ICHEE
KAHEL, BRIZEFH, MEROBEMH LT ~XTH
WMEHIE SN, AHEIZI00%Th -7 HPFEEN
ETIE, FSH, Ah1BITH-72,

i) MEFRRN R

UTIE DGR e e 7 L2z 3B a8 & LTH
E L7 BIBIETNTE. coliTdh - 7275, SHIHEEL,
M ERIZI00% TH - 72,

2) @ VERMEVE IR B IR G

KA E7THEXG L 1B EU16BI0AES—BEX
% Table 2& LTHIF7, ThODERIAS 7 ARIXS
L7-4EB) 2 #BR4L L, 1 B500mgfk 58 L 1 H750mgl%
GBI CUTIEE SRR E 2L 2 hE v, SR HIE Y
?fof:o

i) 1H500mgfK5-#(250mgX 2/day)

BEBERD BRI EHENTH 5720 BIRISHT HHE
&, EFIL261(67%), AL 16I(33%)THbH, HMHE
RIZHT D3RI EFIARETH 5 12, UTHEERGRER R
TIE3BIELC-ABLANERIIO% TH -7, MHF

Table 1. Clinical summary of uncomplicated UTI patients treated with BMY-28100

Pati- A Treatment Bacteriuria* Evaluation** s
ge . . - . - ide-
ent Sex | Diagnosis dose duration Symptoms*|Pyuria . MIC
no. (y) mg x day) route (days) species | count (ug/m) UTI Dr. effects
- + | E coli | >10°] 3.13
1 (64| F AUC |[250x2]| p.o. 3 / excellent| —
+ + E coli | >10°| 3.13
2 |70 | F AUC |250x2| p.o. 3 / good -
+ + E. coli | >10°| 1.56
3 |68 | F AUC |250x2]| p.o. 3 excellent [excellent| —
+ + E. coli | >10°| 1.56
4 {40 | F AUC |250x3]| p.o. 3 excellent|excellent| —
+ + E. coli | >10%] 1.56
5 (24| F AUC |250x3]| p.o. 3 excellent [excellent| —
+ + | E. coli |>8x10° 1.56
6 |43 | F AUC |[250x3| p.o. 3 / excellent| —

AUC : acute uncomplicated cystitis
, Defore treatment
after treatment

** UTI : criteria proposed by the Japanese UTI Committee
Dr. : Dr's evaluation
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MRETE, 77 LBEEREO 3k TSN
(Table 3), ZBlfrfcl, WEEIZ0%ThHo7,

i) 1 H750mgdx5#(250mgx 3/day)

WO BEKGD F (Table 4)13, FxhS B, Hxh3 6,
WA TREANTRILETS TH -7z BIRISHTBH)
Wix, EHLIBI75%), AE3BI(25%)THY, M
HIRIZH T A ah Rt s 6 B1(50%), BRALA 2
B(17%), LD 46I(33%)T, WPIIBOLD -7,
UTHEEARRERED Tix(Table 5), HMERHA 1161 T,
ZFOMNRIZG-3 16108 %), G-41051(83%)TH 1,
BHR G AT 1 B8 %) TZ DIEFIIG-61ZE L T
72o BEIB T B HFILG-3A50/1(0 %), G-44°7/
10(70%), G-6251/1(100%)T& -7,

MR A% F Tld(Table 3), 10WHE13BkA G HIIZ
SEESH, 7T LGB IEEKREK LAY, Serratia
marcescens (MIC>> 400 g/ ml) , Pseudomonas aeruginosa
(MIC>>400 g/ ml) D 1 ¥4 &, Pseudomonas cepacia
(MIC>400 ug/ml) D 2 ¥kHFHE L, #KEI269% TH
72,

E. faecalis®OMICIZ12.5,g/ml Tl » 720 F 72, Citro-
bacter freundii & P. vulgarisiZ D\ Tid, & b IIMICH
400,/ ML ETHHIZ6 2D b O TROEEEED T,
E. coli, K. pneumoniaelZ4f L T b MICIZ1.56 g/ ml & &
W AR L7,

%5 1 B500meie 58, 1 B750megft S HEOWEIIH
A5 HUBIE & L TIX, Enterobacter cloacae, Pro-
videncia stuartii, Candida 7% 1 ¥ 9 D 53 # & 1172 (Table
6)o

o * &=

BORY7 2 LRPAEMEOREOEME LT, 75
LEMERE (GNRIZH T B 2SRt S 7z ifi, 7
5 LREYEER (GPC)IZ X3 AUE N AMET L7 4IA5
Hah, BERICHHEINDL LIk 5 TWA, Cefixime
(CFIX) R CFTMIZ A 54D £ 912, GNRTIARBR L
ROEHILIZITZDOETIIRD HN7AS, GPC(RH,T
LE. faecalis) 2T AIA B LDbI, ZORE, &
5.1 B R BRI DIFRE I & L CGPCASRIE &
NBEIII%h > TETWVA, GNRIZH LGPCOFHE M
BLTHEWEEZOLONDLT D, GNREBRE T A EKILF
T& 5D, ZHHDFERIIH S DL DHin vito TOHE
OB BEIC LICERIIHIET HEREELON
bo

—, AR S 7ZBMY-281003GPC & FR B3
JEORRRE & L CTHMEEDEVE. coli, K. preumoniae
% EOGNRIZH T HHE A M S T2 %, S
marcescens, P. aeruginosa, P. vulgarise & OB 1E T3
LThOTHRBNAHNZ EATRES N, LA -T, &k
Flixh 7 — T VRER RN 7 — T VIKFEBEEDES, &

Table 3. Bacteriological response to BMY-28100 in complicated UTI

250mg x 2/day
Isolate No. of strains Eradicated (%) Persisted*
S. marcescens 1 0 (0%) 1
P aeruginosa 2 0 (0%) 2
Total 3 0 (0%) 3
250mg x 3/day
Isolate No. of strains Eradicated (%) Persisted*
E. faecalis 2 2 (100%)
C. freundii 1 1 (100%)
E. coli 1 1 (100%)
K. pneumoniae 1 1 (100%)
E. cloacae 1 1 (100%)
S. marcescens 2 1 (50%) 1
P vulgaris 1 1 (100%)
P cepacia 2 0( 0%) 2
P aeruginosa 1 0( 0%) 1
C. diversus 1 1 (100%)
Total 13 9 ( 69%) 4

* regardless of bacterial count
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EhHEMES YA TLES L DL, YRS BECILE
W B AR MAIES ¥ X R e L2 ERE VW L,

PERNRTELZEIZDWT, SElobhbhoifix
ALTRELTAD, I THEEOMKRETIE, GPCIZAL
TERHENERL, MICoTidbEat Lo 3
#E b, S. aureus, E. faecalisT 2 5, S. epidermidis
T1EENTHERTH 7, GNRIZIF LT, E. coli,
K. pneumoniae \CFTM & D IIMICso TENEFN 3 HE, 1
B 5 TWIzh, CCLEITMSEDIMEN /R L1z,
REORETCIE, MR R T T 2R 6 6L
LE. coitSIEINBE Tdr - 7275, UTIHIE, FEiGBKEHE R
ELICAHMHELI00% TH Y, BMY-28100DE. colilZ 4}
TAHHBNDPEER T O AR % 2 & A HMPEUTICat B &

N7, F72855 808U THo7EEXHNI, E. coli
US o it & LT, S. epidermidis, E. faecalis, K.
preumoniae HEET SN BHHY, T EDOHMIZHT B
BRI Eno MMM ROGHEE L LT

Table 6. Strains* appearing after BMY-28100 treatment
in complicated UTI

Isolate No. of strains (%)
E. cloacae 1 (33%)
P, stuartii 1(33%)
Candida 1 (33%)
Total 3 (100%)

* regardless of bacterial count

Table 4. Overall clinical efficacy of BMY-28100 in complicated UTI

250mg x 3/day
B R Pyuria Cleared Decreased Unchanged Effect on bacteriuria
acteriuria
Eliminated 5 1 6 (50%)
Decreased ( 0%)
Replaced 2 2(17%)
Unchanged 2 2 4 (33%)
Effect on pyuria 9 (75%) ( 0%) 3 (25%) patient total 12
L ” Excellent 5 (42%)
overall efficacy rate
L ‘ Moderate 3 8/12 (67"7:)
L I Poor (including failure) 4

Table 5. Overall clinical efficacy of BMY-28100 classified by the type of infection (250mg x 3/day)

No. of patients Overall
P .

Group (percent of total) Excellent | Moderate oor efficacy rate
group 1 (indwelling catheter) ( 0%) 0%
Mono- group 2 (post-prostatectomy) ( 0%) 0%
microbial | group 3 (upper UTI) 1( 8%) 1 0%
infection group 4 (lower UTI) 10 ( 83%) 5 2 3 70%
sub-total 11 ( 92%) 5 2 4 64%
Poly- group 5 (indwelling catheter) ( 0%) 0%
microbial | &YOUP 6 (no indwelling catheter) 1( 8%) 1 100%
infection sub-total 1( 8%) 1 100%
Total 12 (100%) 5 3 4 67%
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DFMIEEHVE VR B, S HRMMREBEIREEICNT 5
HEE, UTIHIET 1 B500megfc 58120 %, 1 H750
mgfX 5B I367% Tdh o 72, ERBUILIME & b IZGNRAS
BHEHICHEIRTBY, ZORELP. cepacia, S.
marcescens, P. aeruginosa® ¥ T, WV §FHHMICIZ400.g/
mlLAE & RRNCHE R L 7o, EREHENICHB L
1 B500mgix GBFI3 B4 BEIZB L THY, 1 H750mg
BHEQ 12011 BI A EMB R AT, 1HA 38, 10
BIAS4 BB L, HBREEEIL16I0H 6B IZE LT
Wi, ZOGHITERADOFDELHET S ) 2 THEN
WEHTH 7282 b, —AMZIZ, S. marcescens, P.
aeruginosa, 7 NOREIREBE S 7 LRMARE L L ORM
(&, HEBEREAEE L EETERYHEDRINE & LT
ENBIENEV, LA 5T, LEOHHE,S, KA
DIz 53 RATIHAER 20 & D LB SEBERC BAEERE 12 iE
BledLbdnrl, ZOARAMPHETOINEEZLND,
¥ 7o KABNES. aureus, S. epidermidis, E. faecalis 7z & D
GPCIZ3t 4 BV HLE N & A L7224, GNRIZH$ AR
F 4 7R L7728, Enterobacter, Citrobacter, Serratia %5
GNR% EIRIZB W TROE % S LZCFIXRCFTM & 13
FHEMOR L LEREEZOND,
BMY-2810043 22 BF 42 45 5- 1%, 1.6~ 2BER Tl s
ML L, P11 4058 & CCLMO0.528F 4 L
DRVSD, 72, FRORBPIBE6~8BERT107 ug/
mlECCLD3pg/ml & ) &L, ZDEILS. aureus, S.
eprdermidis, E. faecalis, E. coli, Providencia rettgeri, Pro-
teus mirabilisOMICofE % T A= FHLDTH D,
Slol, EMEMMIRBBERE IS L, AR 1 B
12500mg & 750mg D 2 R R L 7-67 . Z0EE,
EOBRREIAR EMBEHEE L VD) HTIR 1 A750melt 5

HEAT1 B500meiR 5B L THER TV A% 1 8500
mgfX 5B DFEHEE AT N TP. aeruginosa, S. marcescens
ThHh, HREEEIFBCTH72EEZOND, {5
TARBIDOHERDATIILT LS 1 B500mgTlddose AR
ThbLERTETY, SHOBANFINLEZ TS
5o
BIERIZO>WTIE, FHEHKRS L2222 flicsn
THMMEMEIER 2207, BRBRERZICO VT,
1 FUCREDOBIMIRED & M/IMURD % B DR TH
S22 EMS, BEMIZDWTHMELZ VW EBbnr:,
X 13
1) T-25887 X 4F% %5 . Chemotherapy 34(S-2),
1986
2) RKBIERK(UTIRFRSMUR) @ UTIEMF ik
(% 38)s Chemotherapy 34 : 408~441, 1986
3) Lemer F, Pursiavo T A, Buck R E, Tsa Y H,
CuistouM D R, Misiek M, Desiperio ] V, Kesster R E -
BMY- 28100, a new oral cephalosporin. Anti-
microbial agents and chemotherapy 31 : 238 ~
243, 1987
4) BRCFEHREFR D RAZEEHIERE(MIC)H
EEHYETII DV T, Chemotherapy 29(1) : 76
~79, 1981
5) WHEE  FRERONAENEREDIFE, B
ABEIK 42 :112~117, 1984
6) HEITEAFLFREFRRE, HEL KV
4, BMY-28100, &, 1989
7) fORHERHE, WHEFHE, REEREFE | Cefaclor DE
45 —#H3KBR, Chemotherapy 27(S-7) : 158~
173, 1979
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BASIC AND CLINICAL STUDIES ON BMY-28100

Masaru Gousara, Manasu Okano, Hironou Akino, Yukishice Isomatsu, Yasuo Suimize and Kenicniro Okapa
Department of Urology, Fukui Medical School,
23 Shimoaizuki, Matsuoka-cho, Yoshida-gun, Fukui 910-11, Japan

We investigated the clinical and bacteriological effect of BMY-28100 in the treatment of urinary tract infection (UTI).

The antimicrobial activity of BMY-28100 against 127 strains of 6 species (Staphylococcus aureus, Staphylococcus epidermi-
dis, Enterococcus faecalis, Escherichia coli, Klebsiella pneumoniae, Proteus vulgaris) isolated from the urinary tract, was
compared with that of cephalexin (CEX), cefaclor (CCL) and cefteram (CFTM, an active form of cefteram-pivoxil). The
antimicrobial activity of BMY-28100 was superior to that of the other agents against S. aureus, S. epidermidis and E.
faecalis, and was equivalent to CCL against E, coli and K. prneumoniae, and inferior to CFTM. It did not, however, show
efficacy against P. vulgaris.

Three patients with acute uncomplicated cystitis and 16 with chronic complicated UTI, who satisfied the Japanese UTI
Committee criteria, were treated with BMY-28100.

The overall clinical efficacy was 100% in the former group and 0% in 3 cases (500mg/day) and 67% in 12 cases (750mg/
day) in the latter group.

No side effects were observed, though mild leukopenia and thrombopenia were noted in one case.

QOur results show BMY-28100 to be a useful drug in the management of UTL



