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Fig. 1. Chemical structure of BMY-28100.

I. ¥RELVUHE
1. BRRE
YHZRIFEBRICIT T B EBOMICSTAi %, cefteram
(CFTM), cefaclor (CCL) 8 & UFcephalexin (CEX) D %
EWBBE L7, BWREMILS. epidermidis 304K, E.
faecalis30%K, Escherichia coli30¥K, Klebsiella pneumoniae

308k, Enterobacter cloacae30%k, Serratia marcescens30%k,

Proteus mirabilis SO¥K, Citrobacter freundii 30#k, Proteus
vulgaris1 5Bk B & U'Pseudomonas aeruginosa308k D108 &
2858 TH B, MICHIE X B RILEBMEF SEAEE (B
& 105cells/ml)IC & 5720

2. BeRoREt

BBH62E 1 AH» 56248 7B £ TOMIZ, KiLWIRF
HESZ L 2HEMEBER L (LT, AUC)24%, 2
MEGHBEEER(LT, AUP) 2 B, #MMRBRE
fE(LLF, C-UTI)30%l, Rz 26, 2MEE Likk
1 8% 3 R I AF500~1500mg% 572~ 3, 2~7HREE
AR5 L, 20BRDEE L L2 2R LI,
AUC 1881, AUP 26, C-UTI 256 CUTIZERF M A
BE(EIMVLT, UTIRELT5)IZLHHENTD
nr:,

I. & E 3

1. o

1) HEhH

® S. epidermidis (Fig. 2)
CEXL DIZIX3 &R > TV 7z,

@ E. foecalis(Fig. 3) : KA 3F L h2~3%R
HLRMEN %R Lo CFTMTIZ K S B OBEHEAMICH
100pg/mIA EORHE %R L 72,

® E. coli(Fig. 4) : AFNICEX & 0 #9 2 BB - 7255,
CCLE N 1%, CFTME W 3&% > Tz,

@ K. pneumoniae(Fig. 5) © A#ZCEX & h 2 8 >
Ty, CFTM, CCL& ) 2~3%45 - T 72,

® C. freundii (Fig. 6) : 2 #| ix 30 ¥k & £ ¥ T 100
p8/mEBIMICER L, CEX, CCLEIZIZRETHY,
CFTME D5 Tz,

® E. cloacae(Fig. 7) : CFTM T — 8o % i I Pk

I K K| TIZCFTM, CCL,

EROH, FEULOKTEEAIGLTHETH -
A

@ S. marcescens(Fig. 8) . K| Ti3#180% Dtk
100,g/ml % 83 BEPER R L, CCL, CEX & I3IXF%T
HY, CFTMIZHARD - T,

P. mirabilis(Fig. 9) : ZFUICFTME W ¥ 2ES
> 72h% CCL, CEX& h1~4BEHFER T/,

® P. vulgans(Fig. 10) : ZRIZCFTM & b 3~ 45
h, BERERDRLEN TV, CCL, CEXTIZ&#100
ng/mEBZHMICER LT,

@ P. aeruginosa(Fig. 11) . KF T30k P 24k
100.g/ml B2 HEIMELRL, o 3 H & [F% 0B#
Tho7,

2. BeReyRREt
1) SYEHRPERERERLAE (Table 1)

O FHEHERS

AUCTII 248 P £FIC FRERHEN % Sh, FExh14
Bl, Axh106I, A 16, B 16 TEHXK
92.3% T& o 7:(Table 2), AUPTIE2BIL LB TH
272,

@ UTIZHEHE RS

AUCD ) HLUTIERIZER L 72188 T3 ERh106),
BHT6, BH1IBITEEADEIMA%TH 572,
AUPTII 2B L b ERHT, BEADEI0%TH 72,

AUCE L UAUP % &5t L 7-UTIE RS BAES Ti220
Bih, EZh1260, F%h 76, EI 1 FTREEDERIL
95.0% T o 7:(Table 3), KGRI MEEL AL L, E.
colins1 7B & & & % <, LLF Streptococcus D&, S. epider-
midisH* & 4 28, Staphylococcus haemolyticus, Streptococcus
agalactiae % 4 1 B, 5t23% T % (Table 4), EHHES
DBREFILE. i TIE824%, ThUNDOEETIE
100% ThH -7 CNEMICEDHBTHASLE, MICH
1.56,.g/mID#ET 108k 9 #, 3.13,g/mIDBET 3 Bk
1 BRASIH% L TV B (Table 5), 5% B EIZE
faecalis, P. mirabilis, P. aeruginosa, Torulopsis & 1 ¥kat 4
BETd - 7z(Table 6),

2) HHMRIMELAE(Table 7)

@ FEEHERS

FHEEHETIE, 0P EDLION, AH7H, %
3B, EHIF, FH1IHIT, F3F56.7%Th -
7-(Table 2),

@ UTIZ:HEH) 5 BT

UTIEHESHBI25 B 0K SRRKRIIR I, E3116),
HEh6 B, EXHBHITHLXIF68.0% TdH -7:(Table 8),
FRERHICADL E, 3, 4, 6&EHI256F 2361 & K&
SE LD, HHELIBI5%, 4B706%, 6B100%
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Fig. 2. Sensitivity distribution of Staphylococcus epidermidis (30 strains).
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Sensitivity distribution of Enterococcus faecalis (30 strains).
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Fig. 4. Sensitivity distribution of Escherichia coli (30 strains).
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Fig. 5. Sensitivity distribution of Klebsiella pneumoniae (30 strains).
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Sensitivity distribution of Citrobacter freundii (30 strains).
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Fig. 8. Sensitivity distribution of Serratia marcescens (30 strains).
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Fig. 9. Sensitivity distribution of Proteus mirabilis (30 strains).
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Fig. 10. Sensitivity distribution of Profeus vulgaris (15 strains).
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Table 1-1. Clinical summary of uncomplicated UTI patients treated with BMY-28100
p
Treatment Bacteriuria® Evaluation™
Patient| Age Side-
Sex |Diagnosis| dose dura-| Symptoms® |Pyuria®
no. | (y) route| tion species count | MIC UTI Dr. effects
(mg x /day) (days)
+ - |E. coli 10° | 1.56
1 |55 F AUC [250 x 3| po. | 4 excellent | excellent
group D 4
+ + streptococci 10
2 |55 F AUC 250 x 3| po. | 3 excellent | excellent
+ H#|E. coli 107 | 3.13
3 [37|F AUC [250 x 3| po. 3 excellent | excellent
-+ H |E. coli 10° | 313
4 |32|F AUC [250 x 3| po. 3 Eon 313 moderate good -
+ . 10° .
P. mirabilis 1.56
+ H# |E. coli 107 | 1.56
5 45| F AUC |500 x 2| p.o. 3 excellent | excellent
-+ # |E. coli 10° | 1.56
6 |57 F AUC |500 x 2| p.o. 3 moderate poor
E. coli 10* | 1.56
E. coli 125
+ -+ . 10*
7 35| F AUC |250 x 3| po. | 3 S. epidermidis excellent | excellent
S. epidermidis 5 0.39
+ + S. haemolyticus 10 0.78
8 |50| F AUC |500 x 2| po. | 3 moderate good
+
4 +  |mowo )10
1 grou,
9 |37 F AUC |250 x 2| po. 3 Sreptocoecs moderate good
Torulopsis 10°
+ “ |E. coli 10° | 1.56
10 |27 | F AUC |250 x 2| po. | 3 excellent | excellent
+ H# |E. coli 10° | 3.13
11 (36| F AUC (250 x 2| po. 3 poor good -
p
+ + |E coti 10* | 313
-+ H# |E. coli 10° | 1.56
12 (60| F AUC 500 x 2| po. | 3 moderate fair -
% —_
+H H# |E. colt 10° | 1.56
13 167 F [ AUC (500 x 2| po.| 3 excellent | excellent -

AUC : acute uncomplicated

cystitis

* before treatment/after treatment
#x UTI : criteria proposed by the Japanese UTI Committee
Dr. : Dr’s evaluation
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Table 1-2. Clinical summary of uncomplicated UTI patients treated with BMY-28100

Treatment Bacteriuria® Evaluation™
Patient| Age Side-
Sex |Diagnosis| dose dura-| Symptoms® |Pyuria®
no. | (y) route| tion species count [ MIC UTI Dr. effects
(mg x /day) (days)
+ H |E. coli 108 | 1.56
14 | 63| F AUC |500 x 2| po. | 3 E Jacealis ov | 125 moderate good
P._aeruginosa 2400
+ + |E. coli 10° | 1.56
15 [ 55| F AUC 500 x 2| po. 3 excellent | excellent
-+ H# |S. agalactiae 104
16 |48 | F AUP 500 x 2| p.o. 5 excellent good
“++ #  |E. coli 10% | 0.78
17 (34| F AUP 250 x 3| p.o. 3 excellent good
- + —
18 | 35| F AUC |250 x 2| po. 4 excellent
- + |E. coli 10° | 0.78
19 |58 | F AUC 250 x 3| po. 2 good
+ + |E. coli 106 | 1.56
20 |44 | F AUC 250 x 3| p.o. 3 excellent
+ ++ |[GNR 103
21 |41 | F AUC ]250 x 3| po. 3 excellent
+ + ﬁLg’“ 108 | 196
22 |46 | F AUC |250 x 3| p.o. 4 good
+ H|E. coli 10° | 0.78
23 |48 | F AUC |250 x 3| po. | 3 excellent | excellent
+ H#|E. coli 10° | 1.56
24 |69 | F AUC [250 x 3| po. 3 excellent | excellent
H+ E. coli 10° | 3.13
25 |59 | F AUC |500 x 2| p.o. 3 excellent
H- H# |E. coli 10% | 1.56
26 |53 | F AUC |500 x 2| p.o. 3 moderate good
+
AUC : acute uncomplicated cystitis * before treatment/after treatment
AUP : acute uncomplicated pyelonephritis ** UTI : criteria proposed by the Japanese UTI Committee
GNR Gram-negative rods Dr. : Dr's evaluation

YLO : yeast-like organism
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Table 2. Overall clinical efficacy of BMY-28100 by Dr's evaluation

Efficacy
Diagnosis No. of cases Excellent Good Fair Poor ”
(%)
Acute uncomplicated
pyelonephritis z 2 100
Acute uncomplicated 24 14 8 1 1 917
cystitis .
Sub-total 26 14 10 1 1 92.3
Post-prostatectomy
infection 1 1 0
Chronic complicated
pyelonephritis 6 1 1 1 3 333
Chronic complicated 23 9 6 3 5 65.2
cystitis .
Sub-total 30 10 7 4 9 56.7
Urethritis 2 1 1 50.0
Acute epididymitis 1 1 100
Sub-total 3 1 1 1 66.7
Total 59 25 18 6 10 71.2
Table 3. Overall clinical efficacy of BMY-28100 in uncomplicated UTI
250 mg x 2/day
250 mg x 3/day| 3-day treatment
500 mg x 2/day
Symptom Resolved Improved Persisted Effect on
Pyuria clear- |decre- |uncha- |clear- |decre- [uncha- |clear- |decre- |uncha- bacteriuria
Y ed ased nged ed ased nged ed ased nged
eliminated 12 1 2 15 (75.0%)
decreased
Bacteriuria 2 2 (10.0%)
(replaced)
unchanged 1 1 1 3 (15.0%)
Effect on symptoms 18 (90.0%) 2 (10.0%) patient total
20
Effect on pyuria 16 (80.0%) 2 (10.0%) 2 (10.0%)
@ Excellent 12 (60.0%)
overall efficacy rate
19/20 (95.0%)
: Poor (including failure) 1
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Td > 7:(Table 9)o THHDIEFERIRP > HE R IS
epidermidisSKK, E. colid¥k, E. faecalis, P. aeruginosa % Table 6. Strains* appearing after BMY-2810¢
3%k, Streptococcus DEf, Klebsiella oxytoca, P. mirabilis, treatment in uncomplicated UTI
K2k, FOMHESIHKRTHY, MEFHHEL AL Isolate No. of strains (%)
&, BRTHEH2THRFTIIKTIOA% DBREERTH Y, &I E. faccalis 1 250%
T3, S. epidermidis, E. faecalis, Streptococcus DB, K. P. mirabilis 1 (25.0%)
oxytoca, P. mirabilisiZ*f L Tid, 100% DBRERIH S P. aeruginosa 1 (25.0%)
775, E. coli, P. aeruginosa Ti¥& 4, 75%, 0% & 7 Torulopsis 1 (25.0%)
> T\ 72(Table 10), MICE DB % & % &, MICH
100 g/ ml % B 2 2 Bk C IR BT 1225% & 4 - 7- Total 4 (100%)
(Table 11)o 5 HBIHIL 4 BHES BT - 7-(Table * regardless of bacterial count
12),

Table 4. Bacteriological response to BMY-28100 in uncomplicated UTI

Isolate No. of strains Eradicated (%) Persisted®
S. epidermidis 2 2 (100%)
S. haemolyticus 1 1 (100%)
S. agalactiae 1 1 (100%)
Group D streptococci 2 2 (100%)
E. colt 17 14 (82.4%) 3
Total 23 20 (87.0%) 3

* regardless of bacterial count

Table 5. Relation between MIC and bacteriological response to BMY-28100 treatment
in uncomplicated UTI

MIC (u#g/ml) inoculum size 10® bacteria/ml Not
Isolate Total

£0.39( 078 | 156 | 3.13 | 6.25 | 125 25 50 100 | >100 | done
S. epidermidis 1/1 1/1 2/2
S. haemolyticus 1/1 1/1
S. agalactiae 1/1 1/1
Group D streptococci 2/2 | 2/2
E. coli 2/2 | 9/10 | 1/3 1/1 1/1 |14/17
1/1 | 3/3 | 9/10 | 1/3 1/1 5/5 |20/23

Total

(100%)|(100%) [(90.0%)|(33.3%) (100%) (100%)|(87.0%)

No. of strains eradicated/no. of strains isolated
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Table 7-1. Clinical summary of complicated UTI patients treated with BMY-28100
Patient| Age | DIagnosis 1o eter | UTI Treatment - . Bacterjuria® Evaluation™ Side-
Sex | underlying (route) |group dose route duration| Pyuria species count MIC UTI Dr effects
no. | ) condition (mg X /day) (days) (¢g/ml) :
CCC = |S. saprophyticus| 10° | 0.20
1 |57 F - G-4 [250x2| po. 4 - poor poor
neurogenic . 4 j
bladder + S. saprophyticus| 10 0.20
cce +H  |E. coti 107] 313
2 |72 M G-4 1250x2| po. 5 moderate | good -
BPH +
PPI #  |M. morganii »107] »400
3 |70 M G-2 |250x 3| po. 5 poor poor
BPH H+ . morganii >107| »400
ccp # |E. coli 10°| 156
4 |52 F G-3 1250x3| p.o. 5 poor poor
ureter stone H  |E. coli 107 1.56
CccC 4 |S. marcescens | 10| 200
5 |81 | M G-4 |250x 3| po. 5 moderate | poor
BPH + |YLO 10?
cce * |E. coli 107 0.78
6 {29 F meurogenic - 250x 3| p.o. 5 - poor
7 ”
bladder E. coli 10 0.78
cce H |E. faecalis y10%] 1255
7 181 | M py— G-4 1250x3| po 5 excellent | excellent
bladder
BPH
cce + |P. aeruginosa | 107 | >400
8 |76 | M neurogemc G-4 |250x3]| po. 5 P aerginosa B T poor poor
+ E. faecrum 10 540
bladder LO
A
9 |83 M G-6 |250x 3| p.o. 5 ~TTans ! excellent | excellent
BPH
ccc H# | A. xylosoxidans | 10* [ >400
10 |73 M G-4 |1500x2]| po. 5 poor fair
BPH H# | A. xylosoxidans | 10* | >400
T |
11 |85 | M meurogenic G-6 |500x2]| po. 5 - - excellent [ excellent
3
bladder P. aeruginosa | <10 >400
ccp +  |P. mirabilis 10| 0.78
12 |80 | F G-3 |250x2]| po. 7 excellent good
renal stone
CcccC H
13
71| F Tiadder 250x3| po. 5 fair
t
tumor
CCp H  |E. coli 10°| 0.78
14 (70 ( F G-3 [250x 3| po. 7 excellent | excellent
renal stone
ccc # | S. epidermidis | 10°| 0.2
15 |78 .
F pr— G-4 [500x2| po. | 5 moderate| good
+
bladder

CCC : chronic complicated cystitis
CCP : chronic complicated pyelonephritis
post-prostatectomy infection

PPI

BPH : benign prostatic hypertrophy

YLO : yeast-like organism

* before treatment/after treatment

** UTI

Dr. : Dr's evaluation

criteria proposed by the Japanese UTI Committee
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Table 7-2 Clinical summary of complicated UTI patients treated with BMY-28100
. Diagnosis Treatment Bacteriuria® Evaluation™ ]
Pal::m ?g)e Sex | underlying C(::;;e)r U(;l;l dose [ [duration Pyuria® species o[ MIC ur Side-
Y condition BTOUPloe x / (days) pecie county e /ml I Dr. |effects
S. epidermidis 3| 0.78
CCp + . 10
16 | 79| F 250x2| po. | 5 E. foecalis 25 poor
ureter stone H |E. coli 10| 156
CCP . H | P. aeruginosa |>10°| >100
seE bydronephrosis 1| 200x3] po ° + P. aeruginosa >10° 2100 P P
P._fluorescencs >100
ccp +  |K. oxytoca 10° | >100
18 |61 | F G-3 1250x 3| po. 5 moderate | fair
renal stone ++
cce 4 |P. aeruginosa | 10°| >100
19 |79 | M G-4 |250x 2| p.o. 5 poor fair
bladder + |P. aeruginosa | 10° | >100
tumor
CCC + C. diversus 10°
20 70| F wretheal G-4 |1250x3]| po. 5 excellent | excellent
tumor
CCC H# |K. oxytoca 10°
21 |76 | M G-4 1250x3| po 5 excellent | excellent
BPH
ccc H |S. epidermidis | 105 | 0.2
22 |80 M pymrr— G-4 1250x 3| p.o. 5 excellent | excellent
bladder
BPH
cce + f::eu ﬁolc)occi 10¢
23 | 73| M oo G-4 1250x 3| po. 7 P excellent | excellent
bladder
BPH
cce H# |E. coli 10°
24 (69| M Tedder G-4 |250x 2| po. 6 moderate |  good
stone +
BPH
cce + |GNR 10% | >100
25 |71 | M - G-4 {250x3]| po. 5 poor poor
neurogenic + |GNR 10% | >100
bladder
cce + |growp D e
26 [61| M G4 |250x3| po. | 5 streptococel moderate| good
BPH +
ccC H# |S. epidermidis | 10%| 1.56
27 |52 | M - G-4 |500x2]| po. 5 excellent | excellent
neurogenic
bladder
cce # |S. epidermidis | 10° | 0.78 BUNt
28 |76 | M G-4 |250x3]| po. 5 excellent | good
BPH scrt
CCC +
29 |78 | M - 250x3| po. 7 good
prostatic
cancer
cce +# |ND 106
30 (50| F 500x2| po. 5 excellent
urethral
stricture
CCC : chronic complicated cystitis * before treatment/after treatment
CCP : chronic complicated pyelonephritis ** UTI : criteria proposed by the Japanese UTI Committee
BPH benign prostatic hypertrophy Dr. Dr's evaluation
GNR : Gram-negative rods

ND

not done
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3) ZF0MOEEAE(Table 13) HEINT, CRHENEDHETH 57,
FOMOWRSSFHEIREGAE & LT, WEMRER, 4) L&t
EHERESR, BHBELERE 1BICRS S/, EFIZBTEMENEIER RO 2 h - 72, KK

fi:%”(liﬁﬁﬁlil‘?:ﬁéﬂl(ﬁlgﬂﬂﬁi)%fﬁﬁi Uﬁ Efﬁ%’%"‘:Ob\’C‘i' 1 WJKEIIEPBUN, 7 1% 7_7__-_—-_ M
WTHo72d, METHRAREFEONT, MIRPBKS DERE TN, BETH 572,
Table 8. Overall clinical efficacy of BMY-28100 in complicated UTI
250 mg x 2/day

250 mg x 3/day) 5-day treatment
500 mg x 2/day

Pyuria
Cleared Decreased Unchanged Effect_ Ol,]
Bacteriuria bacteriuria
Eliminated 11 2 4 17 (68.0 %)
Decreased
Replaced
Unchanged 1 7 8 (32.0 %)
patient total
Effect on pyuria 11 (44.0 %) 3(12.0 %) 11 (44.0 %)
25
Excellent 11 (440 %)
overall efficacy rate
Moderate 6
17/25 (68.0 %)
Poor (inclu- 8
ding failure)

Table 9. Overall clinical efficacy of BMY-28100 classified by the type of infection

Grou No. of percent Excellent | Moderate Poor gf/ii;ac“
p patients | of total rate y
group 1 (indwelling catheter) 1 ( 4.0%) 1 0 %
group 2 (post-prostatectomy) 1 ( 4.0%) 1 0 %
M'0n04
microbial group 3 (upper UTI) 4 (16.0%) 2 1 1 75.0%
infection
group 4 (lower UTI) 17 (68.0%) 7 5 5 70.6%
sub-total 23 (92.0%) 9 6 8 65.2%
o group 5 (indwelling catheter) ( 0%)
oly-
microbial group 6 (no indwelling catheter) 2 ( 8.0%) 2 100%
infection
sub-total 2 ( 8.0%) 2 100%
Total 25 (100%) 11 6 8 68.0%
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Table 10. Bacteriological response to BMY-28100 in complicated UTI
Isolate No. of strains Eradicated Persisted”
S. epidermidis 5 5 (100%)
S. saprophyticus 1 (0 %) 1
E. faecalis 3 3 (100%)
Group D streptococci 2 2 (100%)
C. diversus 1 1 (100%)
E. coli 4 3(75.0%) 1
K. oxytoca 2 2 (100%)
P. mirabilis 2 2 (100%)
M. morganii 1 (0 %) 1
S. marcescens 1 1 (100%)
P. aeruginosa 3 (0 %) 3
A. zylosoxidans 1 (0 %) 1
GNR 1 (0 %) 1
Total 27 19 (70.4%) 8
* regardless of bacterial count
GNR : Gram-negative rods
Table 11. Relation between MIC and bacteriological response to BMY-28100 treatment
in complicated UTI
MIC (zg/ml) inoculum size 10°® bacteria/ml Not
Isolate Total
£0.39] 0.78 | 1.56 | 3.13 | 6.25 | 125 25 50 100 | >100 | done
S. epidermidis 2/2 1/1 1/1 1/1 5/5
S. saprophyticus 0/1 0/1
E. faecalis 3/3 3/3
Group D streptococci 2/2 | 2/2
C. diversus /1 | 111
E. coli 1/1 0/1 1/1 1/1 | 3/4
K. oxytoca 1/1 1/1 2/2
P. mirabilis 2/2 2/2
M. morganii 0/1 0/1
S. marcescens 1/1 /1
P. aeruginosa 0/3 0/3
A. xylosoxidans 0/1 0/1
GNR 0/1 0/1
Total 2/3 4/4 1/2 1/1 4/4 2/8 5/5 |19/27
(66.7%)|(100%) [(50.0%)|(100%) (100%) (25.0%)| (100%) [(70.4%)

No. of strains eradicated/no. of strains isolated

GNR : Gram-negative rods
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GEOEOL 7 2 AFIORABIZEE ST LW b Dhd
), cefixime?’(CFIX), cefteram pivoxil®)(CFTM-PI), cef-
podoxime proxetil’(CPDX-PR) 72 &% 7 KRGS H M (2
VABNEROb DKL EH LR, mRksh, §#
¥ OCEX, cefatrizine® (CFT), cefroxadine” (CXD), CCL,
cefadroxil® (CDX) e &V oW A FE—HAEFEICH YL+
AN TEEBIHEDBRKIIAONTYE, Th
SHLVWHHROEO L 7 « ZRNTFESE TV ) E=H4
DLOIEBLIEVIE AR PV ERT OO, 7
FLABUBICIERD DL N LAMEEAE L LW
IMEREEL TS,

NG IZH LBMY-2810013 7 5 LR5HE 0, RRMEEIC

Table 12. Strains * appearing after BMY-28100
treatment in complicated UTI

Isolate No. of strains (%)
E. faecium 1 (20.0%)
P. aeruginosa 1 (20.0%)
P. fluorescens 1 (20.0%)
YLO 2 (40.0%)
Total 5 (100%)

* regardless of bacterial count
YLO : yeast-like organism

ILEBEZIEARY FVERL, FOHENTE IR
F ) YRS, aureus (MSSA), Streptococcus pyogenes,
Streptococcus pneumoniae s &N 7 5 LIGHEIZHR I TH
Y, E. faecalis, S. epidermidis\Z b ¥ % B D EZ M %R
L, 75 5BBHE D) HE. coli, K. pneumoniae, P. mira-
bilislICCLEMFEDHRBAN X HTHLE SN TV A, &
BlDFK % Din vitrolZ BT 5 EHHBRETIZ I N BT 5
SDTHY, S. epidermidis, E. faecalis\ZFT AHEN
AN L, 2~3BUEB - T/, 77 LRBRTE
WX BHE N4 BRRET LB ERIC BV TP vul-
ganisTIIMEHI L WHENTHY, C. freundii, E. cloacae, S.
marcescens TIZCFTMIZR R4 D, FH LS Tidfh#) &
\HZEHF TH 5720 C. freundii, E. cloacae, P. aeruginosa
TR AR LT100ug/mlZ B2 DRI SR L
PARS

BEPRBIRRETIC BV TIXAUC 2461, AUP 261, C-UTI
3081, EOMIBNIIRE L, TOEDN, TEMHSF
i Ssh7n, EEEHNECBTLEHERIZAUCT
91.7%, AUPTI100%, C-UTIT56.7% T&k b, UTIE
P X B H%E Tld, AUCT944%, AUPT
100%, C-UTIT68.0% &, fhoEO+ 7 = sH2-9 &
HBELTHOHE LBARKELELONT,

S B AR B R AE O F 4 BUE BUPIER (Table 14~
16) & H 5 &, 500mgs 2 H¥3 B, 750mg4 3 #5 8 #,
1000mgZr 2 A9 BITH H, UTIREIZL BE4DHRE
AHEIL66.7%, 100%, 100% Tdh Y, EGHERIZE

Table 13. Clinical summary of urethritis and acute epididymitis patients treated with BMY-28100
Patient| ! Treatment Bacteriuria® Evaluation® Side-
Age | Sex | Diagnosis Symptoms® | Pyuria®
dose duration i MIC
no. | (y) route species count UTI Dr. effects
(mg X /day) (days) {ug/ml)
| -+ + N. gonorrhoeae | 10°
0nocH
U375 50 x 3 | po | 7 fair
urethritis 4
+ N. gomorrhoeae | 10
non- -+ H S. aureus 108 1.56
2 140 M | gonococcal | 250 x 3 p.o. 5 excellent
urethritis
+ - E. coli »10° | 156
acute
3157 IM| T [ 500x3 | po| 5 - good
epididymitis +

* before treatment/after treatment

** UTI : criteria proposed by the Japanese UTI Committee

Dr. : Dr's evaluation
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Table 14. Overall clinical efficacy of BMY-28100 in uncomplicated UTI
250 mg x 2/day, 3-day treatment
Symptom Resolved Improved Persisted
Effect on
Pyuria clear- |decre- |uncha- |[clear- |decre- |uncha- |clear- |decre- |uncha- bacteriuria
y ed ased nged |[ed ased nged [ed ased nged
eliminated 1 1 (33.3%)
Bacteriuria decreased 1 1
(replaced) (33.3%)
unchanged 1 1 (33.3%)
Effect on symptoms 2 (66.7%) 1 (33.3%) patient total
3
Effect on pyuria 2 (66.7%) 1 (33.3%)
S} Excellent 1 (33.3%)
overall efficacy rate
2/3 (66.7%)
: Poor (including failure) 1
Table 15. Overall clinical efficacy of BMY-28100 in uncomplicated UTI
250 mg x 3/day, 3-day treatment
Symptom Resolved Improved Persisted Effect on
Pyur clear- |decre- |uncha- |clear- [decre- |uncha- |clear- |decre- |uncha- bacteriuria
yuria ed ased nged ed ased nged ed ased nged
eliminated 7 7 (87.5%)
Bacteriuri decreased
acte a (replaced)
unchanged 1 1 (12.5%)
Effect on symptoms 7 (87.5%) 1 (12.5%) patient total
8
Effect on pyuria 8 (100%)
@ Excellent 7 (87.5%)
overall efficacy rate
8/8 (100%)
: Poor (including failure) 0
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Table 16. Overall clinical efficacy of BMY-28100 in uncomplicated cystitis

500 mg x 2/day, 3-day treatment

Resolved [ i
Symptom esolve mproved Persisted Effect on
Pyuri clear- |decre- |uncha- |clear- |decre- |uncha- |clear- |decre- |uncha- bacteriuria
yura ed ased nged ed ased nged [ed ased nged
eliminated 4 1 2 7 (77.8%)
decreased
1
Bacteriuria (replaced) 1 (11.1%)
unchanged 1 1 (11.1%)
Effect on symptoms 9 (100%) patient total
9
Effect on pyuria 6 (66.7%) 1 (11.1%) 2 (22.2%)
’:El Excellent 4 (44.4%)
overall efficacy rate
9/9 (100%)
: Poor (including failure) 0

Table 17. Overall clinical efficacy of BMY-28100 in complicated UTI
250 mg x 2/day, 4~7 days treatment

Pyuria
Cleared Decreased Unchanged Eﬂect. oq
- bacteriuria
Bacteriuria
Eliminated 1 1 1 3 (60.0 %)
Decreased
Replaced
Unchanged 2 2 (40.0 %)
patient total
Effect on pyuria 1 (20.0 %) 1 (20.0 %) 3 (60.0 %)
5
Excellent 1 (20.0 %)
overall efficacy rate
Moderate 2
3/5 (60.0 %)
Poor (inclu- 2
ding failure)
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Table 18. Overall clinical efficacy of BMY-28100 in complicated UTI

250 mg x 3/day, 5 or 7-day treatment

Pyuria Effect
Cleared Decreased Unchanged ec. or}
o bacteriuria
Bacteriuria
Eliminated 8 3 11 (68.8 %)
Decreased
Replaced
Unchanged 1 4 5 (31.2 %)
patient total
Effect on pyuria 8 (50.0 %) 1 (62 %) 7 (43.8 %) 6
1
Excellent 8 (50.0 %)
overall efficacy rate
Moderate 3
11/16 (68.8 %)
Poor (inclu- 5
ding failure)

Table 19. Overall clinical efficacy of BMY-28100 in complicated UTI

500 mg x 2/day, 5-day treatment

Pyuria
Cleared Decreased Unchanged Effect. on
L bacteriuria
Bacteriuria
Eliminated 2 1 3 (75.0 %)
Decreased
Replaced
Unchanged 1 1 (25.0 %)
patient total
Effect on pyuria 2 (50.0 %) 1 (25.0 %) 1 (25.0 %) 4
Excellent 2 (50.0 %)
overall efficacy rate
Moderate 1
3/4 (75.0 %)
Poor (inclu- 1
ding failure)

DEC. 1989
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DidH oA, FHEOEMIIEY, BREFHFRMELT
Wi, SHIEC-UTHZ DWW T & [Fk(Table 17~19) T,
500mgs 2 M 5 B, 750mg% 3 D166, 1000mgs 2 O
IFTREEDRIIE 4, 60%, 688%, 75.0% THh
D1 BARIKHE L TREEDENM LT 2EH@AH S
nro MICEBREZH L OB A A5 L, BMEEMMIRY
B, C-UTIVTIUIZB VT Y, BARTIEDB5, 4
BEHROMICIZ12.5,g/mILLT, F7243>100 g/ ml iR
STHAEL TV, BROZELDPLRTETIIRKE
HERTBY, RECEBTHIEEKTIIRERIIMEL 72,
C-UTHZIDWT, BEREE & UTIHRHE I X A BIKG)#R
ODHBE AR B E, S. epidermidisH 5B S 725 BT
540, A1IBITHY, E. faecalis 8D 3 BT,
EHELD, E. coliFBED ABITIXEL LB, Hxh2 6,
B 16, P. mirabilis/ 8D 2 B Tix, Fxh2Hl, P
aeruginosa T EES N 3BT 3PIE L | TH Y,
B4 DIEFI D HREROMIC & HEm & CARB Lok 3
Thh, IO Lk, REBDEBIHIHEEDTILS, 4,
6EEICEB L, BOFOMIEE L TR Y 2B THEmE
DRl ERITRG S hfzlcdEEZ 6N,
ZEUOHATIE 1 HICMFEBUN, 2L T7F = DL
ALROLHEETH Y, BHENZEER L TH
BLTwawZ &ds, AROKRETTIX, HHORMEIL
2, AROZREH BN LI,
UEog#r b e, BMY-2810013 8tk &
UVBMERBBRISEICHERLZERTHY, 77 LBMHE
KBS HAADZ L, E. faecalis, S. epidermidis% D 7
TLGHEBREICOADRER L E L LN,
X 13
1) KBIERK(UTIBFZE &R 5) @ UTIES) T fifi 2 it
(%=HK)o Chemotherapy 34 : 408~441, 1986
2) FME—, RWes, Dt H B8, g

6)

8)

9)

HiE#E, HHBIE, FEEE, AfEK W
Zr FHIBIZ BT B Cefixime (CFIX) DRI B &
OBER 425, Chemotherapy 33(S-6) 704~
734, 1985

B B, BIHGEE, ILUE E BE 15 K
MIBRIE, FEe X, & & STIE—, af
PR, ZH®EEZ, FA—E  WRSHEIEHICE
T AHT-2588 D KRN B X BRI KET, Che-
motherapy 34(S-2) : 753~763, 1986

e B, miHaE, (e & SIEl—, <
Beask, amEx, HE%—, I & =H
BIZ, FAl—fE, HRBLE © WRBSHFRIZ B
7 %5 CS-807 D Ba IR 9 #8 5o Chemotherapy 36
(S-1) : 788~801, 1988

AR, GEZER, FSHE, Lokt =
B&Z | REEBEEAEII$ 5S-6436 D ILREM I
REIRR TR, BERYSEFEES1(6) : 335~342, 1977
=H®REZ, ¥ERIET, AMHEX D WIR SR
(2B 1T B Cefatrizine D 37 & B& K, Chemother-
apy 24(9) : 1904~1914, 1976

FEE B BHE- SHEE FEREE A
PR WK 23R FEIEC B 1T B Cefroxadine
(CGP-9000) o f#  #% B, Chemotherapy 28
(S-3) : 414~428, 1980

KE=KH, &k N, 2EHZF, =ZHEE,

AFER L WR SR FEISIC 31T B Cefaclor D £
M, EEKRB BT, Chemotherapy 27 (S-7) :
592~607, 1979

ERFEG, BR %, e 2, BHEZ, F
BEk OMEXR . QLRSBHERIIBITS
Cefadroxil O # B & B& /K, Chemotherapy 28
(S-2) : 352~363, 1980
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BASIC AND CLINICAL STUDIES ON BMY-28100 IN UROLOGY

Hirosti Makpa, Sinsuke T akact, Akira Fuji, Soict Arakawa, Osamu MaTsumoro,
Osamu Tomioka and Sapao Kamipono
Department of Urology, Kobe University, School of Medicine,
7-5-2 Kusunoki-cho, Chuo-ku, Kobe 650, Japan

Nosumasa KaTaoka
Kobe University, School of Allied Medical Science

Yoko InaBa, Kivoriko Goto, Masami MaTsustita and Nosuo KaTaoka
Department of Urology, Nishiwaki City Hospital

T axauiro Iwamoto, Hitosut Nagata and Hipeo Ostima

Department of Urology, Hyogo Prefectural Kakogawa Hospital

Masuo Y amasaita, Gaku Kawasata, Kencur UMezu and Jon Isnicam

Department of Urology, Kobe National Hospital

Atsushi SEncoku, Gaku Hamami and Crozo Y asumuro
Department of Urology, Hyogo Prefectural Amagasaki Hospital

We conducted basic and clinical studies on BMY-28100, a new oral cephem antibiotic, and obtained the following results.

1. Antimicrobial activity : The in vitro antimicrobial activity of BMY-28100 was compared with that of cefteram, cefaclor
and cephalexin against 285 strains each of 10 species, isolated in our urology departments. Against Staphylococcus epidermidis
and Enterococcus faecalis, BMY-28100 was 2 to 3 times more active than the other antibiotics tested, and against Gram-nega-
tive organisms it was comparable to the other antibiotics.

2. Clinical evaluation : BMY-28100 was administered orally, at a dose of 500-1500mg divided 2 or 3 times per day for
2-7 days to 26 patients with acute uncomplicated urinary tract infection (UTI), 2 with urethritis (gonococcal and
non-gonococcal ), one with acute epididymitis and 30 with complicated UTI. In 26 patients with acute uncomplicated UTI, the
efficacy rate was 92.3% evaluated by the doctor in charge and 95.0% by the criteria of the Japanese UTI Committee. Clinical
response, by the doctor's evaluation, was fair, excellent, and good in gonococcal urethritis, non-gonococcal urethritis and
acute epididymitis, respectively. In 30 patients with complicated UTI, the efficacy rate was 56.7% by the doctor’s evaluation
and 68.0% by the criteria of the Japanese UTI Committee. The clinical efficacy of BMY-28100 classified by the type of
complicated UTI was 0%, 0%, 75%, 70.6% and 100% in groups 1, 2, 3, 4 and 6, respectively.

The eradication rate of causative organisms was 87% in acute uncomplicated UTI and 70.4% in complicated UTL

No objective or subjective side effects were observed. With regard to laboratory findings, slight elevation of BUN and S-Cr

were noted in one case.



