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Fig. 1 Chemical structure of DL-8280
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Table 2 Overall clinical efficacy of DL-8280 in complicated UTI
Pyuria .
) Cleared Decreased Unchanged ffflcac,y on
Bacteriuria acteriuria
Eliminated 7 2 3 12 (57.1%)
Decreased 1 1( 4.8%)
Replaced 1 3 4 (19.1%)
Unchanged 2 2 4 (19.1%)
Efficacy on pyuria 11 (52.4%) 2 (9.5%) 8 (38.1%) CaseZItotal
' ’: Excellent 7 (33.3%) Overall effectiveness rate
Moderate 7 14/21  (66.7%)
Poor 7

Table 3 Overall clinical efficacy of DL-8280 classified by type of infection

Group No. of cases |Excellent | Moderate| Poor ?ev:::s”rzi?di'

1 st group (Catheter indwelt) 3 (14.3%) 1 1 66.7%

Single 2nd group (Post prostatectomy) 0( 0 %)
infec- 3 rd group (Upper UTI) 2 (9.5%) 1 100 %
1™ 4 th group (Lower UTD) 7 (33.3%) 2 1 85.7%
Sub total 12 (57.1%) 4 2 83.3%
Mixed 5th group (Catheter indwelt) 3 (14.3%) 3 0%
infec- | 6 th group (No catheter indwelt) 6 (28.6%) 3 2 66.7%
ton Sub total 9 (42.9%) 1 3 5 44.4%
Total 21 (100%) 7 7 7 66.7%

4 RiteA BEERHB OO T A7 IF—ED LR, KHL

AftMAICIE, ARICL 5 L BbhZBIERRED S
WY, B5RI%IZR 1T 5 BRREM © % §) i Table?
RRT#BY Chs, EHIIKEVT, TAHNY 7527
TY—¥OLE, FEM10, FEF 19 IV TR I OKE
BRRHON BN NPFh bAH L T ERRETHE LELD
hi, 7 UEER 20 28T GOT, GPT 0 ERXRH#
bk, 10 B OFFMERE TiX, EEHE~EL TV
T, KfjiREoEE» S LT, B, SHE:D

BEAH B s L L Bbhie,
I & %

Y Fraay o BRER & L T, Nalidixic acid,
Piromidic acid, Pipemidic acid Z4\f& &h, zh &
FFRFOES & LT DL-8280 MRSz, FANIZ-
hWOFEFEOEALY, BEWHER FSLEFL,
ZOERRBRENTHD LVbh T3,

AE, Faik, FEIEBUEGHEMRBBY E i< A
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Table 4 Bacteriological response to DL-8280 in complicated UTI

Isolates No. of strains Eradicated Persisted®

E. coli 1 1 (100%) | 0
K. pneumoniae 2 1 (50 %) 1
E. aerogenes 2 2 (100%) 0
E. agglomerans 1 1 (100%) 0
S. marcescens 9 7 (77.8%) 2
P. mirabilis 2 2 (100%) 0
P.morganii 2 2 (100%) 0
P. retigeri 2 2 (100%) 0
P. aeruginosa 2 2 (100%) 0
P. cepacia 1 0 (0 %) 1
A. faecalis 1 0 (0 %) 1
S. aureus 1 1 (100%) 0
S. epidermidis 2 2 (100%) 0
S. faecalis 3 3 (100%) 0
Streptococcus. sp 1 1 (100%) 0

Total 32 27  (84.4%) 5

- Regardless of bacterial count

Table 5 Strains appearing after DL-8280
treatment in complicated UTI

Isolates No. of strains

P. aeruginosa 1 (11.1%)
P. maltophilia 1 (11.1%)
P. pseudoalcaligenes 2 (22.2%)
A. lwoffi 1 (11.1%)
Flavobacterium sp. 1 (11.1%)
Candida sp. 2 (22.2%)
S. faecalis 1 (11.1%)

Total 9 (100 %)

L, EZh 76, 76, £ 75 CEZHR66.7% O
ReB, zhix, 2E%H 1 H 400mg HEFHOKR
AHNE80.8% L LB+ L LM TIT DB, 20
MREFIEEZADED LRFRRETCHE LAY, &
HEk, BREENCRNLTAS L, 1 H400mg5y 4 £
ER AR LT 2HBER BH) L TREOHEKSHRT,
REHEZHRITARE87.5% (7/8), BHE50.0% (6/12) L A
BEEBIBMCTH o, ZO2HOBENERL LT,

ERRERAICHEEL TA 5 L, ABRTOABOLR
BIRE:0% S2H: 0% HIR:25% (2/8), H4
B :50% (4/8), 558 ; 12.5% (1/8), H6 B : 12.5%
1/8) T, HMERY: 5% (6/8), BABYL25% (2/8)
ThY, BRETIZE 1R, 25% 312), H2H : 0%, &
3HE: 0%, B4R 25% (3/12), 58 ; 16.7%(2/12),

% 6 BY : 33.3% (4/12) CHUMBIRY: 50% (6/12), ®A
Y 50% (6/12) Thot, (2, #7—FLERA
X AB12.5% (1/8), BEE41.7% (5/12) Lwfhk
BT b BB OB REAIERBRBYLE L Bbh 3 EFN
Bhotc, (18 300mg 43 DBREHAN1HASY,
AP TH o, BE5R, BHEEKEFHR L OBFIH
MTikhedhole,

BB R T, SATOLY X, S. aureus, S. epider-
midis, P. pyogenes, S. faecalis CixZAH|ix Norfloxacin
 4~8 {, Pipemidic acid, Nalidixic acid @ 32~256
EoOHEHERLE L L, —F P. aeruginosa, Nalidixic
acid fRf4: D Enterobacteriaceae 50 ¥ 5 hR{EBEIZ b
BRIFRBENE R L, FROBEVHERARY }7
A LREAIRSOWTRRTNWS,

SE, B4 OFEFERT b 84.8% (27/32) LEVRE
BERL, HICERRED S. marcescens 12 77.8%, P.
aeruginosa 12 100%, S. faecalis I 100% &V BRE®R
BRL, 77 ARMBEANKT84.0%, 77 ARERE
2KT85.7% LKL bHVRERERL, OB
WHES EIEVRE AR T ARRBREhEbDOLE
zbhiz, :

—FEWER CiX, FALeRABEDY LELLRLD
FrvRTIF—FoLRE 1HEDELOD, 108
BICRERLLTEY, B2 O LRRBELONT, ¥
e, ERFRANICE A bh 3 BBEREORERZS
b, AKORBBEIEC R 5 A & RolrN
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Table 6 MICs of clinical isolated bacteria to DL-8280, NFLX, PPA and NA

778

Isolates

No. -of

strains

Antimicrobial
agents

MIC : 10%/m] (ug/ml)

=0.05

0.10

0.20

0.39(0.78/1.56/|3.13(6.25(12.5| 25

50

100

>100

K. pneumoniae

DL-8280
NFLX
PPA

NA

1/1

1/1

1/0
1/0

1/1|1/0
2/1

S. marcescens

iOl

DL-8280
NFLX
PPA

NA

1/0{1/0| 4/0
1/0(1/0

2/1
4/1

0/1
2/0

0/1
8/2
8/2

E. aerogenes

DL-8280
NFLX
PPA

NA

1/0 1/0
1/0

1/0

2/0
2/0

P. mirabilis

DL.-8280
NFLX
PPA

NA

1/0
1/0

1/0
1/0

P. religeri

DL-8280
NFLX
PPA

NA

1/0
1/0

1/0
1/0
1/0
1/0

1/0

. P. morganii

DL.-8280
NFLX
PPA

NA

2/0

2/0

2/0
1/0( 1/0

P. aeruginosa

DL-8280
NFLX
PPA
NA

0/1
0/1

0/1
0/1

P. cepacia

DL-8280
NFLX
PPA

NA

1/0
1/0
1/0
1/0

A. lwoffi

DL-8280
NFLX
PPA

NA

0/1

0/1
0/1

0/2

S.epidermidis

DL-8280
NFLX
PPA

NA

1/0

1/0

2/0
2/0
1/0

1/0

S. faecalis

DL-8280
NFLX
PPA

NA

0/1

1/0 1/0
0/1{1/0 1/0

2/1
2/1

No. of strains before treatment / No. of strains after treatment

3) UTI W74 : UTT GREBRYLE) FERDITMIAAE GRilt).
Chemotherapy 28 : 1351 ~1358, 1980
Sato, K.; Y. MATsuura, M. INoue, T. UNg, Y.
OsapA, H. OcAawA & S. MITSUHASHI : In vitro and

Bahi,

X

ik

D W30E Bkfepmunys mAALHRE, KK H

7 4, DL-8280, 1982

) UTI %2 : UTI (REBBHAE) FEHIMELE, Che-
motherapy 28 : 321 ~341, 1980

4)

in vivo activity of DL-8280, a new oxazine deri-
vative. Antimicr. Agents & Chemoth. 22 : 548 ~553,

1982
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Table 7 Laboratory findings

Case Beforeor | RBC| Hb | Ht | WBC |Plate.| GOT | GPT |Al-Pase| T-Bil.| BUN [S-Cr.| Na* | K* | CI-

f
No- |- catment |(1ea®)|(g/d)| (%) | (/mm®) [1est)| (KUY | (KU) [(RAU)| o/ | )| o L) w1

Before | 466 | 15.3 | 43.6| 4,200 { 10.7 | 52.0 31.5| 7.0( 0.8| 23.3| 1.3| 140 3.9] 103

2 FOUSUROURTN PRI ORI RS RSO SR DI I IR SR SOTPRIN SRR SRS S S
After 418 | 12.0 | 36.1| 5,500 | 21.0| 15.0| 7.8| 5.2| 0.5 17.6| 0.8} 141 3.8 113
Before | 395 | 12.3| 38.8| 5,700 13.3| 3.3| 5.6 26.9| 1.9]| 143| 3.9 106

k3 RARUD PO SOOI SN SR SRR SORORI RSN SR TR SRR DRSNS IR IR SR
After 406 | 12.6 | 38.8| 5,500 14.8| 7.7 5.7 22,2 1.7| 141] 3.7{ 105

10 f-------m-eepemeennns .‘..: ................................................................ -ea

u ooore |0 0 e ALY DLIELR] S L2

1 losore | 2 2024 20| B8 02 0 sl Msodel el ettt kel Wit Wttt A

B ke 366 | 115 [ 35.3| 5,000 | 318|177 65| 87| 06| o] 08| 1ae | 35| 1

Before | 433 | 14.0 | 41.7| 4,600 27.3| 25.6| 8.9 14.8] 0.9 | 141 37103
gl Y I P P R e i 8.0(20.7] 9.0 | 13.7) 10| 11| 37|
5 Before | 495 | 15.6 | 48.0| 6,800 ( 28.0 | 23.7 | 18.4| 8.6 1.6| 14.6| 1.2 139 33100

SR Aokl Aiutontl Mvubil B USSR Msubtull Siovetutl Buseuetl Wik S IO Bttt I Il IO IR
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Table 7 (Continued)

c Before or [ RBC| Hb | Ht WBC |[Plate.]| GOT | GPT |Al-Pase| T-Bil.| BUN |S-Cr.| Na* | K* [ CI”
ASE | after

No. |, eatment |(10/nn®) |(8/d1) | (%) | (/mm®) |(10an')| (KU) | (KU) |(KAU)Y (mg/dl) | (mg/d1) | (mg/dl) | (mEq/L)| (mEq/L)|(mEq/L)
Before | 362 [ 11.4{33.2( 5,700 ( 23.9| 21.1|13.4| 8.6| 0.6 24.4) 1.2 | 139 | 4.9 | 100

M afer | 30| 11,0 33.0 5.800 | 23.0| 209 12.4| 88| 05| 214 | 15| 1a1| 43| 95
Before | 333 | 9.0} 31.0| 10,000 13.4(14.0]41.1| 1.0|78.5| 3.5| 138 4.6 | 103
¥ ater |31 | 96| a14| 8,300  [12.5[16.0| 0.0 1.0 37.4| 1.6| 140| 5.0 108
Before | 443 | 12.5| 41.1( 5,500 75.3| 88.5 | 16.1 18.4| 1.6 137 | 4.1 | 100
B later |6 | 10.9 | 330] 7600 | | 63.4]75.1 (220 | 19.9] 1.4 137| 43| 97
Before | 350 | 10.8 { 33.9 | 7,300 25.1(12.7| 7.5| 0.6)|16.8( 0.8} 137 | 4.0 | 105
Mo | 00| 38| 00| | 7.3 60.8| 7.9 0.4[16.7] 1.2 139| 4.4 | 202
’ Before | 401 | 12.4 | 38.1 | 4,300 | 24.5|23.9| 9.3| 7.2 1.0(17.9| 1.0 143 | 3.6 | 104

CLINICAL STUDIES ON DL-8280 IN COMPLICATED
URINARY TRACT INFECTION

Suoco Uepa, NoBUYUKI YOSHITAKE and Kosaku EToH
Department of Urology, Kurume University, School of Medicine
(Director : Prof. KOSAKU ETOH)

1) DL-8280 was administered to 21 cases with complicated urinary tract infection.
2) DL-8280 was clinically evaluated to be excellent in 7 cases (33.3%), moderate in 7
cases (33.3%) and poor in 7 cases (33.3%), the efficacy rate being 66.7%.
. 3) In bacteriological study, out of 32 strains, 27 strains (84.8%) were eradicated or
replaced.
4) In laboratory data, elevation of transaminase level was observed in 1 case, perhaps
due to this drug. ’



