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Table 1-1. Clinical summary of complicated UTI patients treated with BO-2727 New Formulation
Diagnosis Cath Treatment Bacteriuria® Evaluation**
Patient K atheter | UTI Side
o g: Underlying (route)r " dose | duration |Pyuria® . ¢ MIC UTIL Dr offects Remarks
' condition group (gx/day) | (days) sy ountl (100 '
CCP s E. coli . 10 0.056
i - |a6|2s0x2| & E. foecalis 313 | excellent [excellent| (-)
F | left hydronephrosis - I - 7| excellent excellen
left VUR - =)
CCP hs S. marcescfm 10" 8.256
9 69 + G5 500x 2 5 E. faecalis 6.256 derate od (=)
M | left hydronephrosis | (urethra) B - TT T modera g
BPH e (=)
a1 CCP ++ E. coli 10" | 0.05 (;}:TL)
3 - G-83/500%2| b6 f[----q----------- oiatuied dhaluidady excellent |excellent| (-)
M GPT!
left ureteral stone - (=)
(38—103)
o cce . + S(I\:;;:‘; 10 | 0.05
4 M (urethra) G-1/500%2 A e R Fe--p---- poor poor (=)
bladder stone urecira +4++ C. glabrata 10°
. .05
60 i + ree | ‘:m:m(cM'SSA) 1 sg 025
5 M (urethra) G-6(250%x2 5 —-——-—---%——tfaf——————-——'———moderate good (=)
BPH urethra + 4+ + (=)
PRI e S. epzdermu?w 10° 0.78
78 P. rettgeri 0.10
6 M - G-6|500x2 6 F----A------=----F ———fe--- +moderate|excellent| (-)
BPH ++ (=)
E. coli 0.05
CCP ++ + 107
65 CNS 0.05
7 M - G-6{250%2 5 p----d--------—-- F---F~---1 excellent |excellent| (-)
BPH - (=)
70 CCC ++ E. faecalis 10" | 3.13
8 M - G-4|500%2 5§ f----oA----------- F--=p----4 excellent |excellent| (-)
prostatic cancer - (=)
43 CCP ++ E. coli 10° | 0.10
9 M - G-3{500x%2 b f----q--mm—-- Fe=-F---= poor fair (=)
left renal stone + S. maltophilia | 10*° |>100
5 ccP + E. coli 10" | 0.05 A-Pt |
10 - G-3|250%2 5 f----q----------- F---tr----+ moderate| good (=) (189328
F . y-GTPt
right renal stone + (=)
(56—102)
cce e S. aureus 100 3.13
74 (MRSA) ’ loose | Baso. !
11 M - G-41250%2| 5§ fp----dq----------- F ==~ =~~~ excellent |excellent to0l | (0=3.0)
13 —3.
neurogenic bladder - (-)
CCP ++ + E. coli 108 0.05 (GOTt )
12 53 - G-3|500%2 5 F----o---m------- F-=-F-—--1 moderate| good (=) 21756
F left VUR . (=) GPTt
neurogenic bladder - (10—+46)
cce ++ + | S. epidermidis | 107 12.5
13 66 - G-4|250%2 5 f----q---------—- F---F----1 moderate| good (=)
M [right ureteral cancer e+ (=)
bladder cancer
“before treatment **UTI: criteria proposed by the Japanese UTI Committee, Dr: Doctor’s evaluation
after treatment

CCC: chronic complicated cystitis, CCP: chronic complicated pyelonephritis, PPI: post-prostatectomy infection, VUR: vesicoureteral reflux,
BPH: benign prostatic hypertrophy
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Table 1-2. Clinical summary of complicated UTI patients treated with BO-2727 New Formulation
Diagnosis Treatment Bacteriuria® Evaluation®*® Sid
Patient Catheter | UTI ide
e .;ge Underlying (a .: o;r dose | duration |Pyuria® species count MIC UTI Dr effects Remarks
no. |Sex ’
condition route) - group (gx/day) | (days) (100
E. faecalis 12.6
ccc + f . 10
55 + S. maltophilia >100
4 T G-6|500%2| B fe---d----------- L---FZ---4 poor |excellent| (-)
retropertonea liposarcoms | (urethra) - | S. maltophilia | 10* | >100
urethral stenosis
12.6
o5 cce A L “";‘“’ ;M,RSA) L
15 M - G-6|500%x2| 6 f---- ----'Zafc-i'---P--—}----'--excellent excellent| (-)
prostatic cancer - (=)
CccC ++ CNS 10° 0.78
72
16 | -  |G4|250%2| b6 f----d----------- bl R excellent [excellent| (-)
bladder cancer - (=)
- CccC + + 4+ | S. marcescens | 107 0.39
17 | - G4|250%2| 6 f----o----------< F=-r----1 moderate| good | (-)
bladder cancer E (=)
CCC ++ | S.epidermidis | 107 0.78
79
18 - G-4|500x2 5 f---- B et F---f----1 moderate| good (-)
M . Pseudomonas sp.
prostatic cancer - Lo 10° | >100
C. tropicalis
ccp . P. aeruginosa 10° 3.13
19 64 + G5! 9502 5 E. faecalis 3.13 (=)
X211 9O pF-m-mmdq-mm——m——————- F-—-—-F-=---4 r T -
M | right ureteral stone | (urethra) s NFR o | 1007 PP
neurogenic bladder E. faecium 100
79 CCcC + ++ P. rettgeri 107 0.39
20 M (cystosto-|G-1{250%x2| 5 f----oA----------- F---p---- moderate| poor (-)
prostatic cancer my) + (=)
NFR 1.56
2 CcCC + + NFR 10° | 50
21 M (cystosto-|G-5|250x2| 5 | | Poputida | |25 | poor good (-)
urethral injury my) NFR 100 1.56
pelvic fracture NFR 50
cce . K. pneumoniae 10°
22 68 250 %2 5 S. epidermidis
M| bladderstone | |/ |7 7 [T T 1 good | (=)
BPH - )
PPI vay| Efoecimo 6] S100
70 C. glabrata
28 | - 500%2| 5 fp----d--TS----—-- e et good | (-)
BPH + 44 (=)

*before treatment
after treatment

**UTTI: criteria proposed by the Japanese UTI Committee, Dr: Doctor’s evaluation

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

BPH: benign prostatic hypertrophy
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RN X HERERR) RSB & UMM R R EHE L 7,

REH|ICOVTIX, RFBEMMAHICE U ABRE
ROEREBMBTHLELLIC, BEWBRICHNEL K
KREFEOREEMOERKIIOVTRF LA,

II. #& Rn

BN PR B G SE B E 23 B (Table 1) D3HWEH
BT, 23PIRER 9B, AR 1161, 2LLHER 14,
%) 2 BIT, ERLAEDLEAEDELAEHNTIL 87.0%
Tholo UTI XRIZAEB L 2VERAMIIZ 2 I (k5
EBAR 1 6], EEERE 1M) 9, AE
DFEXRIZ 21 BITH o 7o UTI XHIC & ZREERE
BRI, ERTH, % 9B, &S5 MT, AR
76.2% TH -7 (Table 2)., EBHRBENICAHL L,
MR 12ACRAF—FLEROB 1B 28 1
Bl, AT—TFLAHEBOB I H 4 HIh 3 BB LU 4
HeMeMHGEMNTIALIADTH - BBEBRE 9

BITRAF—FVEBDOE S B 6 Bl 2 FABLUAT
—FVIEHMOE 6 B 4 FEANEDEXAYNTD
27 (Table 3)o

BHNRA MR 13 M 31 BRTH 72 SN
b, Y. W Tz MSSA 2 #%, MRSA 2 #,
Staphylococcus epidermidis 3 ¥, CNS 2 #,
Streptococcus agalactiae 1 %3 & Uf Enterococcus fae-
calis 8 BRD2 16 HMHK L. 757 ABNHEEMTIXE
15 ¥k, Escherichia coli 6 ¥, Serratia marcescens 2
¥, Providencia rettgeri 2 ¥, Pseudomonas aerugi-
nosa 1 %3 & U° Pseudomonas putida 1 ROt 12 #kAH*
WKL, Stenotrophomonos maltophilia 1 #B XU
NF-GNR 2 Dt 3 #kAfE# L7z (Table 4)o T4 b
LiIHEEIZI YT ARMEET 100%, REET 80% TH
D, 2%Ti390.3% (28/31) THor

FHBGHOF - MBAE X 21 Fid 4 # (19.0%)

Table 2. Overall clinical efficacy of BO-2727 New Formulation in

complicated UTI

Bacteriuri:yuﬁa Cleared | Decreased | Unchanged bf:::‘:t:)r:a
Eliminated [ 7 2 6 15 (71.4%)
Decreased
Replaced 1 3 4 (19.0%)
Unchanged 1 1 2 (9.56%)

Effect on pyuria | 9 (42.9%) | 2 (9.5%) | 10 (47.6%) |Patient total 21

[C=3 Excellent 7 (33.3%) o

toderne S s | Oveleficscyrae

[JPoor (including failure) | 5 (23.8%)

Table 3. Overall clinical efficacy of BO-2727 New Formulation classified by the type of infection

No. of patient:
Group o- o patients Excellent Moderate Poor Overall
(percent of total) efficacy rate
group 1
2 (9.5% 1 1
(indwelling catheter) (9.6%) n
group 2
(post-prostatectomy)
Monomicrobial group 3
4 (19.0%) 1 2 1 3/4
infection (upper UTI) ¢
group 4
6 (28.6% 3 3
(lower UTI) (28.6%) 6/6
sub-total 12 (57.1%) 4 6 2 10/12
group 5 5 (23.8%) 2 3 25
(indwelling catheter) e
i i 6
Polymicrobial - grorxp 4 (19.0%) 3 1 v
infection (no indwelling catheter)
sub-total 9 (42.9%) 3 : 3 3 6/9
Total 21 (100%) 7 9 5 16/21 (76.2%)
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Table 4. Bacteriological response to BO-2727 New Formulation in complicated UTI

No. of Strains appearing
. T
Isolate strains Eradicated (%) | Peristed after treatment*

Staphylococcus aureus (MSSA) 2 2
Staphylococcus aureus (MRSA) 2 2
Staphylococcus epidermidis 3 3
Coagulase-negative Staphylococcus 2 2
Streptococcus agalactiae 1 1
Enterococcus faecalis 6 6

Enterococcus faecium 1

sub-total 16 16 (100) 1
Escherichia coli 6 [
Serratia marcescens 2 2
Providencia rettgeri 2 2
Pseudomonas aeruginosa 1 1
Pseudomonas putida 1 1

Pseudomonas sp. 1

Stenotrophomonas maltophilia 1 0 1 1

NF-GNR 2 0 2 1

sub-total 15 12 (80.0) 3 3

Yeast 2

Total 31 28 (90.3) 3 6

No. of patients in whom strains appeared

Total no. of patients evaluated

4/21 (19.0%)

*regardless of bacterial count

Table 5. Relation between MIC and bacteriological response to BO-2727 New Formulation treatment in complicated UTI
Inoculum size 10* bacteria/ml

MIC (ug/ml)
Isolate Total
=039 078 | 156 | 3.13 | 6.25 | 125 25 50 100 | >100

Staphylococcus aureus (MSSA) 2/2 22
Staphylococcus aureus (MRSA) 11 11 212
Staphylococcus epidermidis 2/2 V1 a3
Coagulase-negative Staphylococcus 7 71 22
Streptococcus agalactiae 11 1
Enterococcus faecalis 3/3 11 2/2 6/6
Escherichia coli 6/6 6/6
Serratia marcescens V1 1 2/2
Providencia rettgeri 2/2 2/2
Pseudomonas aeruginosa 11 11
Pseudomonas putida 1/1 11
Stenotrophomonas maltophilia 0/1 0/1
NF-GNR 0/1 0/1 0/2

Total 13713 | 3/3 0/1 5/5 2/2 4/4 11 0/1 0/1 28/31 (90.3%)

No. of strains eradicated/no. of strains isolated
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CBDHON, V5 AMMEN L L T2 Enterococcus fae-
cium 1 ¥k, 72 AB¥EW T3 Pseudomonas sp. 1 #,
S. maltophilia 1 ¥, NF-GNR 1 D&t 3 Bdt M &
h, SHICHHE2#%%#EDA (Table 4),
MEFHRRE MIC LOMREAD L, MIC A 25ug/
ml BUF @ 29 #H NF-GNR @ 1 # (MIC 1.56 4 g/ml)
ERETNTHMHEL 2245, MIC50 ug/ml & NF-GNR
1 BBEY >100 ug/ml @ S. maltophilia 1 ¥ixfEke
L7z (Table 5),

REBICHML TR, BEHE LTHREOKRED 1 A
KRB HLNA (Table 6)c FHFITIL, EXH5 MIEHIC
1H 1 MEBEORENALNTED, BAKCHEER
T3 HBRICIIBBRLA. BEREHEORBEY L 4 #
RO LN (Table 7). £DNEIX, FHERNOME
lﬂ,mﬂ“GPTOLR2WHIUALP'y{WP®
LR 1BTHo2, HHEERDMS 1 M, GOT - GPT
DER 2 FICOVTIIRICRETES L2 ERICE
DIEREICEIHELTWAZ LARESNT,
BIRAICBEST 2 X ) aERIMSZD Sk d o
7

. % =

BAREHRARMICEI > THREN-HHEOEHH
ANINRRLRBEWMETH S BO-2727 i30IEVHE
ARZ PV EBBCHBEANEAL, ChiITORKRR
BEPODEOHAHBIREENRTVE, LALEE
KRRz E S, BN TEBS NP T HEBKRRIC
BUWTHERL LTHRROBAEHEBEOR S A MK X
niz. XEIZBIT S BO-2727 DEKRABRTIE 1,000 %

Table 6. Side effects

No. of patients evaluated 24

No. of patients with side effects 1

Incidence of side effects (%) 4.2

Item Loose stool 1

Table 7. Abnormal laboratory findings

No. of patients evaluated 24
No. of patients with abnormalities 4
Incidence of abnormalities (%) 16.7
Baso. t *! 1
Item GOT t *%, GPT t *2 2
Al-pt*, y-GTPt* 1

*t 0%—3.0%

*2 22 IU/1—44 IUA, 27 IU/N—56 IU/
** 38 IU/N—103 IU/, 10 IUN—46 IU/
*¢ 189 IU/N—+336 IU/

*s 56 IUNA—102 IU/N

ERADERAD LI THIREOHMG DTS 1 HIT
Y (BWEMR), BNTOBRREBLERNOS 12
EREEIR2H5ET2bY, HHESHCEAMD K

LBEICHDLEAONL, LAL, MBICLZHIK
ROBEWTD 1 DIEAFN L pH ORH, T4b
HIMEOER pH 7.4 S5 K& SRR EHES L
TWAY DK el TIRMIRO P RBLARE %2
R, MEMEESL, CORBIAELHLENBD
REWALICH/MRAREL, MRMNELTTORS Y
7v74 v E1 E2RENBMIN, MIRED S8
ATHEL, MIROPEAD I IRBEE AR = h KK 22
DKM LBHBPENTVE, $E, HEEIIBL
THEEPEEL - BE AR CHRELILTA:
ETAHELRONEY, Lo TEADEMA D pH A
4.7~5.5 (1~10 mg/ml) LMo TV 2 T & Al
NTOBRRBECHE LTV A EDBFETELL,
CDOIEND, RBAKEF VI IL%Z 3% BMT5C
ETAHBEIED pH ZHHICETT (pH 6.5, 1
mg/ml), LNEREWMERDLILERA, REAE
FTrITL% 3% BMT A LICEB2EFOHEENE
PHABBL LB LIZTERBIVRVWEER SR
A, RHOEHUBLUREUERIET H7-012, &
B O IHBEERBERIEZ HRE L-HLHBA
DERABREAT - 720

FABROHMIZ T CICHBAICTHREZSATYW24A
BUEZRFETLHDTRVD, HRIKEBREHITY
REETICAT—FVEBEZECHEERB BT
L, FEFIEIZ 20 B L BEL .

UTI ERFMEREICE 2RGEED R TRRAR=IZ
762% T, ChETORKEZRRLTRIZKETH -7,
LAL, 27— VHEBRATOENIZ 92.9% (13/14)
EHL, SHOBRKICRATF—F NV EBERAOEHE
DEIHFEEL TV,

BERRPIMAON LXK, Y5 2Bl T
100%, 75 LABBME T 80%, 4Tt 90.3% LiERE
TREBNZBEMTH -7

oD EED), FUERHTORBAEST MY
T ADOEMIE, BRMICEDELZBLI bOTIREY
tEZ NI,

B, MEFNHRE MIC OB TIE 25 ug/ml B
FTOSGMETIZ NF-GNR @ 1 #BUAZF_TiHEL
TEY, 25ug/m]l ABHERDT LA 28,4 Vb2 ¥
g3xhi,

REWMICHL TR, BIEABIUERKREBORE
EBHIBOTHICHMBEL 22882 0L, $7-
BRRBLUCZNCETAIERZBELZDOLED S
Nhole7e®, FRFEHIRLEICBVTHHE
DEVDHBDEZZ Hh,

BEXY, Sl sH, AEEICBLCIHRANC



154

BARMCFERES NG

MAR. 198987

HLASHEEDOLENHDTHY, §%D BO-2727 DM
BIIAREHCB I ENRYTHL LN SR,

1)

2)

3)

X 1

Nakagawa S, Hasizume T, Matsuda K, et al.: In
vitro activity of a new carbapenem antibiotic,
BO-2727, with potent antipseudomonal activity.
Antimicrob Agent Chemother 37: 2756~2759, 1993
Asahi Y, Miyazaki S, Yamaguchi K: In vitro and in
vivo antibacterial activities of BO-2727, a new car-
bapenem. Antimicrob Agent Chemother 39: 1030~
1037, 1995

Nakashima M, Uematsu T, Kosuge K, et al.:
Pharmacokinetics and safety of BO-2727, a new
injectable 1- # -methyl carbapenem antibiotic, and

4)
5)

6)

7

8)

its effect on the faecal microflora in healthy male
volunteers. J Antimicrob Chemother 33: 987~998,
1994

MR

UTI W82 (1% KBIFK): UTI BRhHFELY (%
3 I%)o Chemotherapy 29: 76~79, 1986

K V% R DOMIREDO KN E PBh. RS 13
(14): 2086~2088, 1987

Michel G B et al.: Significant reduction in the inci-
dence of phlebitis with buffered versus unbuffered
cephalothin. Antimicrob Agent Chemother 9: 646~
648, 1976

AR

Clinical study on BO-2727 New Formulation in the field of urology

Sadao Kamidono", Soichi Arakawa", Hiroshi Okada", Takashi Matsui”,
Shigenori Miyazaki®, Toshio Imai®”, Kazushi Tanaka’, Noboru Shimatani?,
Hiroshi Yamazaki?, Takaaki Inoue?, Noboru Itoh®, Osamu Imanishi®,
Isao Tsuji®, Satoshi Ohbe*, Masuo Yamashita*, Yoshihisa Kinoshita®,
Kaneyasu Kondo®, Masashi Shinozaki®, Maki Kobayashi®, Takehiro Izumi®,
Masaki Kominami®, Takayoshi Ogawa”, Yasuhiko Oka”, Yukiko Higashi”,
Akira Fujii® and Hiroto Matsumoto®

» Department of Urology, Kobe University, School of Medicine, 7-5-1 Kusunoki-cho,

Chuo-ku, Kobe 650, Japan

2 Department of Urology, Kansai Rosai Hospital

» Department of Urology, Shakaihoken Kobe Central Hospital
4 Department of Urology, Akashi Municipal Hospital
% Department of Urology, Miki Municipal Hospital

® Department of Urology, Kasai City Hospital
” Department of Urology, Himeji Red Cross Hospital
® Department of Urology, Hirohata Seitetsu Hospital

B0-2727 New Formulation, a new injectable carbapenem antibiotic, was administered to 24
patients with complicated urinary tract infections (UTI). Of the 24 patients, 21 were assessed
according to the criteria proposed by the Japanese UTI Committee. The overall clinical efficacy
rate was 76.2% (excellent response in 7 patients, moderate in 9 and poor in 5). Bacteriologicaly,
28 (90.3%) of 31 strains isolated were eradicated. As for side effects, loose stools were observed
in one patient; an increase in basophilic leukocytes, in one patient; and liver function test abnor-
malities, in 3 patients.



