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PREBIERAE IR DB ERA 7 7 L PEN 2 BifE22
W, 77 LBEYEH 10T AE 1738k, FEdE K Escherichia coli
NIHJ JC-2. Proteus mirabilis TH-4123F ¢ 5 KK B L O
ampicillin (ABPC) , cefaclor (CCL) @ fi /)N % % BH - if2 g
(MIC) %l L, Ye#ehat LU7zo MICO Il 13 A AL
BEF BRI T B R 1210500/ mITIT - 72,

2. & R

HHHEIHT 2 RH OMICSH 5 % Table 11K L7z,

Staphylococcus epidermidis Tl 1 #k % B % 0.78 g/ ml LA
T % L T\ 72, Enterococcus faecalis Tl 3 #1325
1g/mlTdh o 7255, F&bh 9 #2100 ug/m bk L OIS
MW TdH 570 E. coli, Klebsiella pneumoniae, P. mira-
bilis TI1X% < DRT6.25 g/ mILLFIZ5 4 LTV 7245,
INGLUSND Y T LR E T3 MIC 100,.g/ml LD
W% % i, $512, Pseudomonas aeruginosa, Serna-
tia marcescens OMICIZEHK100.g/mUA ETH - 720

BT &Ml & T B L, S, epidenmidis TIZCCL
ITHAT ~ 2 1RE#EA, ABPCLIZIIFESORHMTH
5720 E. coli, K. pneumoniae, P. mirabilis TI3CCL&
ZZEHEDENT-H BT - 72 Proteus vulgaris, P.
aeruginosa, S. marcescens’s £ F DD 75 LEHARHE
TICCL, ABPCEMBIZHFEZMEAS  FhoTW
72(Fig. 1~12),
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Table 1. MICs of BMY-28100
MIC (ug/ml
o emb| _ 05 02 039 078 156 313 625 125 25 50 100 >100] Total
S. epidermidis 2 4 3 1 10
E. faecalis 3 9 12
E. coli 3 10 11 3 2 1 30
K. pneumoniae 10 5 1 1 1 1 1 20
P. mirabilis 16 1 1 2 20
P. vulgaris 1 1 1 3 4 10
M. morganii 2 1 7 10
C. freundii 2 1 1 15 19
E. cloacae 2 11 13
E. aerogenes 1 1 4 6
P. aeruginosa 16 16
S. marcescens 7 12 19
E. coli NIHJ JC-2 1 1
P. mirabilis TH-4 1 1
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ABPC : ampicillin
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Fig. 1. MIC distributions against Staphylococcus epidermidis (10 strains).
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Fig. 2. MIC distributions against Enterococcus faecalis (12 strains).

100_ g Il
BMY-28100 /
/
/
/
/
—_~ e e e — o ——— — -
)
]
(5]
2
(5]
[=7
2 504
-5
3]
E
@)
0
MIC(wg/mb [ oe 7 o) 25 ! 100
Drug
BMY-28100 3 10 11 3 2 1
ABPC 2 8 9 3 8
CCL 1 7 13 7 1 1

ABPC : ampicillin  CCL : cefaclor

Fig. 3. MIC distributions against Escherichia coli (30 strains).
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Fig. 4. MIC distributions against Klebsiella pneumoniae (20 strains).
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Fig. 5. MIC distributions against Proteus mirabilis (20 strains).
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Fig. 6. MIC distributions against Proteus vulgaris (10 strains).
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Fig. 7. MIC distributions against Morganella morganii (10 strains).
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Fig. 8. MIC distributions against Citrobacter freundii (19 strains).
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Fig. 9. MIC distributions against Enterobacter cloacae (13 strains).
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Fig. 10. MIC distributions against Enterobacter aerogenes (6 strains).
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Fig. 11. MIC distributions against Psexdomonas aeruginosa (16 strains).
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Fig. 12. MIC distributions against Serratia marcescens (19 strains).
Table 2. Clinical summary of uncomplicated UTI patients treated with BMY-28100
Pati- Treatment Bacteriuria* Evaluation** .
Age . . Symp- - Side-
::)t ) Sex | Diagnosis dose |duration| toms* Pyuria <oecics | count NIC(IOB) UTI b effects Remarks
: (mg/day)| (days) P (CFU/mD | (ug/ml) r
+ + E coli | 10* 3.13
1|37| F | AUC | 750 7 —  |excellent| - -
+ + | E coli| 10* 6.25
2 |40 | F AUC 750 5 - moderate [excellent| — -
- - E coli | 10° -
+ + E. coli | 10° 3.13
318 | F AUC 500 5 - excellent - -
+ + E coli | 107 3.13
4 |51 | F AUC 500 7 excellent |excellent| — -
+ +# E. coli 107 1.56
S |79 F AUP 750 4 - moderate| — -

AUC : acute uncomplicated cystitis
AUP : acute uncomplicated pyelonephritis

*before treatment/after treatment
**UTI : criteria proposed by the Japanese UTI Committee
Dr : Dr’s evaluation
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I. B Kk 0 % & 2. W O
1. MBEBLUOHE 1) EER#HE

19874E 3 A £ D 19874128  CTITEECHI 2 2k
DOWRBENELBE LS RIIEHEFER L7z, EBOK
RIEHEMMELE R, 2 HEAMREN X 4 5,
BHEA R B REHAE 198 DEF2451 T3 A (Table 2,3), &
HE MM R RIITAR750me/B 3 9RY 4 B,
SRR X1213500mg/ B 2 5k 54112 750mg/
A35MR% 5 HA2 6 7 HEERIRS L7z, BMHMIRKK
B FE212500mg/ H 2 5Bk, 750mg/ B 3 %R, 1000
mg/B2HBH VT 43R S5 BN S 14 HRELEEES L7,

BEIREN R DHE 13 E G EHIE % & NI UTIZE DRl £
(B3I TIT 72,

FHEEHEICL 2EDERIE, AR EER &
HHEMMERLIOTNRL100%, BUHEETEESR
1366.6%, 1EYEBMEMREMX1350% Td - 7-(Table 4),

BRIV IR BRI GAE 5 Bl ) HUTIEM M ED BE
FUEWELIERNIZ2HTH o720 WTFROBRIZE
AL L HBRIGREHIE R UAE, EREHELES
BRI EHE TCIENR VAN TH -7,

BN R BREAE L9610 ) LUTIRSDF B EDEE
FUYEWE LIERIZI4BITH 5 72 BEHEKEH
%E % Table 512" 3, BRIZIEHI 4 #1(286%), &&H
161(7.1%), A% 9IBI(64.3%), MR IZEEHEAL 6 B
(429%), B 261(143%) , E6HI(429%)T

Table 4. Overall clinical efficacy of BMY-28100 by Dr’s evaluation

Diagnosis No. of cases | Excellent | Moderate Fair Poor Efficacy (%)
Acute uncomplicated pyelonephritis 1 100
Acute uncomplicated cystitis 4 4 100
Chronic complicated pyelonephritis 2 1 66.6
Chronic complicated cystitis 16 3 5 8 50
Total 24 9 6 1 8 62.5

Table 5. Overall clinical efficacy of BMY-28100 in complicated UTI

B . Pyuria Cleared Decreased Unchanged Effect on bacteriuria
acteriuria

Eliminated | 3 3 6
Decreased

Replaced 2 2
Unchanged 1 1 4 6
Effect on pyuria 4 1 9 ?:tgfm 14
(I ]| Excellent 3 (21.4%)

3 overall efficacy rate

L | Moderate 6/14 (42.9%)
| | Poor (including failure) 8
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Hote BEBKRDEHETIIEDIF(21.4%), A
3B1(21.4%), ERH8HI(57.1%)T, A%FIX429% T
i)cf:o

UTHHR BARRERE R I HRET L 745 R % Table 6127”7,
ETHMRBEREF CTHY, 4BEI 1P ELEEELEDT
(AVAN

2) MEFHRET

S E VR B GAE 5 B A HIXETE. colin’BE S
nTEY, KEKGICTARIHEELL,

BN IR EAIE 1485 5 DR SR #H I 8 HifE
148k Td - 7z(Table 7). 7 7 LFEYER (X Staphylococcus

aureus 2 K%, S. epidermidis, Staphylococcus xylosus, E.
faecium % 1 BRDETSBHRTH h, KHIES TLTRE S
Nhize 777 LREYAREIL, E. coli 28k, P. vulganis 2 £k,
Providencia rettgeri 1 Bk, P. aeruginosa 4 kDt I ¥ T4
5720 E. coli 2Bk, P. rettgeri 1 BRIZBRE ST/,
P. vulgaris 2 ¥k, P. aeruginosa 4 ¥RiI & THE L T,
E14%D 5 H B M BRE SN, HIHAFIIS71%TH
ot T, HG5HHUBIE I Table 8IZRT & )12,
Xanthomonas maltophilia 1 ¥k, Pseudomonas stutzeri 1 ¥k
ThH-7

MICE BHERDOBZREA AL, E. faecium® 1 BiZ

Table 6. Overall clinical efficacy of BMY-28100 classified by the type of infection

Group N(?' of Excellent | Moderate| Poor Qverall
patients efficacy rate
group 1 (indwelling catheter) 1 1 100 %
Mono- group 2 (post-prostatectomy) 1 1 0 %
microbial group 3 (upper UTI) 1 1 100 %
infection group 4 (lower UTI) 11 1 3 7 36.4%
sub-total 14 3 3 8 42.9%
Poly- group 5 (indwelling catheter)
microbial | group 6 (no indwelling catheter)
infection sub-total
Total 3 3 8 42.9%
Table 7. Bacteriological response to BMY-28100 in complicated UTI
Isolate No. of strains Eradicated (%) Persisted*
S. aureus 2 2 (100)
S. epidermidis 1 1(100)
S. xwlosus 1 1(100)
E. faecium 1 1 (100)
E. coli 2 2(100)
P. vulgaris 2 ( 0) 2
P. rettgeri 1 1(100)
P. aeruginosa 4 ( 0 4
Total 14 8(57.1%) 6

* regardless of bacterial count
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BMY-28100 D WK 25 FF 8002 B 05 5 Mgt

MICA100.g/mlA EIZ b Db 6T HRE STz,
MICA3.13,g/mIL T D 34 Tid, ETHRE IR TV,
5% L BAFEHE L 72P. vulgaris, P. aeruginosaldiflsE
L1875 BROMICH 2 T1004g/mIhA ETH 5 72,

3. BIfEH

B SAEGI 246 2B TH - (LENEERIZD 5 h
Lol

FRBGRIRICB T DR AEBORE LB L L T,
GOT, GPTD LR 2 HEBI14(21—69, 42—103), #EH)
18(39—~60, 33—45)7T, JEF17 TBUNOEE | 7
(15.2—27.1) WO LN 72, FEHIL4, 181X KK 5/
POMBEED, FEGITIXEREEENHFE L TV EHT
HYFERBDWERIME I BREBEOLEEHTHY, AF LD
NEBREERL L, $72@3BR2VS LnTh -7,

Table 8. Strains* appearing after BMY-28100 treatment
in complicated UTI

Isolate No. of strains (%)
X. maltophilia 1( 50%)
P stutzeri 1( 50%)
Total 2 (100%)

* regardless of bacterial count

o #* =

FHOKEND LD L LTHEOROLT = LHIZI
NI T LRI L CEWMCIEN B LT A S
ERFEFONDY, 48 OEFKSEE TOHE N OME
TS, epidermidislZB W TIECCLE ) 1 ~ 2 5 FEEEN
TEMICH#i 2R L7ze LA LA S, E. faecalis IZH W
THEFEZURES S EDTE Y CCLE REOHHET
Hot,

77 LBEMRIZE L TIE, E. coli, K. pneumoniae, P.
mirabilis {23 L TIZEEN BN A2 A LT 7275, P
vulgaris, Morganella morganii, Enterobacter cloacae, En-
terobacter aerogenes\ it L TIIERZHEANI S E Ho,
P. aeruginosa, S. marcescens Tlx 2 T DA MIC 100
/Ml ETH ot 7 AR E T HME NI
CCLEMIEEEEEZ TENS I,

Al DFR BRI SAE 122§ B REI O BER B R OB L,
AREENOME ) % BEICKBE LB TH - 72, Hid
PR BERAAE (BERE 25, BEBR)D 5 HH 5 IEE. colinys
ITRES T 7oA, ARG T 5 Bk 4 BRATBRTEL L
TBYHETELHRETH 120

BV IR B A (RERE 22, B EB2)I2BTAEF D
AREIE, EEEHETIE526%(10/19), UTIE
i AE I D CHIE TI342.9%(6/14)Th » 720 MR
FHRFDOHD L, S, aureus 28k, S. epidermidis, S.
losusDE 1 X ETHE SN TE Y, E. faecium 1 ¥k

Table 9. Relation between MIC and bacteriological response to BMY-28100 treatment in complicated UTI

Isolate MIC (ug/ml) inoculum size 10° bacteria/ml Not Total
=039 | 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 | done
S. aureus 2/2 2/2
S. epidermidis 1/1 1/1
S. xylosus 1/1 1/1
E. faecium 1/1 1/1
E. coli 1/1 1/1 2/2
P vulgaris 0/1 0/1 0/2
P, rettgeri 1/1 1/1
P, aeruginosa 0/4 0/4
-Total 2/2 1/1 1/1 1/6 3/4 8/14
(100%) | (100%) (100%) (16.7%)| (75%) |(57.1%)

No. of strains eradicated/no. of strains isolated
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YEOTS AR S HRICBITABREFIE 100% L
KA 5 LEHEIIET AEVIIENE L CRBLT
Wiz, 17, SRIOBFTEIA T —TNVEBR 1 HIE
FHRTWI2%, FEBID O DB S NT:S. epidermidisid
ILFICEVRBRE IR TB Y EDEHE SN,

—7F, P. vulgaris 2 Bk, P. aeruginosa 4 ¥RiZV LY
BRI S e h 572,

4[] DR MEVE PR BR IR LS 12 350 F B BEIE BORR ST CTla s
RGP R VE S b 3B, 4BEMNISHIEEHES
HTWIb DD, UTEERMFMEEIZED CHETIIA
MEA1.7%(5/12) EBETRVEHTH - 72, T,
3E, AEPSONBMEI2KOTICEARDOIFRTHE
Tad HP. vulgaris, P. aeruginosaSF N F 2 ¥k, 3%k
EInTwirzotEZ6NA5,

MICL BHEARDBFEER S &, MIC 50ug/mlEL O

AHRETHRE SR TVADIZ3 L, MIC 100 4g/mik)
LOBTIIBREEN16.7%(1/6) LIERTH Y, MICE
HOBERERLC—H LTV,

FHIERT 58 - tEMEIERE2 2D 5 hT,
L2b, 3PIIBE Sh - BRREBEORELHL, &
Bl DRERBEOBENTH Y, REMIRENT,

BEXh, REEREEOEBRICIBVTARIIREHE
&<, BYRER A RIRT UL, T 2EDLHFTE,
EREERLZEREEZ LN,

X 13
1) #BITOAFLFREFREE, FEI Ry
L, BMY-28100, H&, 1989
2) UTI%ES (UK @ KBIERK) @ UTIEZhSEMA
# (%5 3 W), Chemotherapy 34 : 408 ~ 441,
1986

BASIC AND CLINICAL STUDIES ON BMY-28100 IN UROLOGY

Yosuitsucu Nasu, Daisuke Yamapa, Masaya Tsucawa, Mikio Kisui, Hiromi Kumon and Hirovyuki Ounmori

Department of Urology (Director : Prof. H. Onmori ), Medical School, Okayama University,
2-5-1, Shikata-cho, Okayama 700, Japan

KaTtsuichi Nanpa

Department of Urology, Okayama Municipal Hospital

Nosuyuki Akazawa

Department of Urology, Onomichi City Hospital

Axiniro Mizuno

Department of Urology, Juzen General Hospital

We performed basic and clinical studies on BMY-28100, a new orally active antimicrobial agent, in urology.

1) BMY-28100 had a broad spectrum, showing strong antibacterial activity against Gram-positive bacteria, including

Staphylococcus aureus, Staphylococcus epidermidis and Gram-negative bacteria, including Escherichia coli, Klebsiella pneumoniae

and Proteus mirabilis

2) Two patients with acute uncomplicated cystitis showed excellent or good response to BMY-28100 treatment. Six of

14 patients with complicated urinary tract infection showed excellent or moderate response.

3) Noside effects were observed. Abnormal laboratory findings were noted in 5 episodes in 3 patients, but were mild and

transient.



