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28 PIORBBIIE (BIEHMMBREAR 5 ], SUERISZIRR 2 B, BMEMERIBRIE 21 ) Ioxh LT
DL-8280 % #h L, #&5ki3, AMBIPER, AMENSIRAICH L T2 50mg/EIX3/H, %t 100
mg/EX3/A % 3~21 RELH LN, 7 ARG, 50mg/EIX3/ AN ETH >, BHAAEREBEE I X
LT 100 mg/[E]X 3/ A3 13 #), 100 mg/EIX2/A 6 HI T, HEHMIL5 B L 7 AAKEE Hwiz,

BRPRIGENES LU UTI ERDIFMMERIC L ) IF 40 L 7 23, SHEREBESR, BMERDIRRICE W
T, ERERE TRIFMATE 6 AILPICHREBDL, £, BEHREBIE QS VWT, UTI ¥
RHRFA R AT RE 17 B 16 §1] (94%) ICBHRE BT,

BWERELTH, BMERICAZEL0RRL, TOBROBELFREETH, REERH 2N

by fery

DL-8280 ((%)-9-fluoro-2, 3-dihydro-3-methyl-10-(4-meth-

yl-1-piperazinyl)-7-oxo-7H-pyrido [1, 2, 3-de] [1, 4] benzoxa-

zine-6-carboxylic acid) (Fig. 1) ¥, $£—NIK kXL BF5E
FCHLLBARSAAERT, hETHRRBEREH Shiz
Pyridone-carboxylic acid ZEFIHXT, HEHDME, #i
AR PADEE, RLWHOEH»E, DLV ATHFS
WTWBEATHDY?, ZLiZ, SHMER, BERRIC BV
TENEAREI L HHEE» bNBRRRORE, #HomP il
BLRPHREROR S IHBWT, REBREEICFRALELILN
726 ‘

ReBEHEORBRELIE# 3R, =0 DL-8280 #EaK it
AT 2BEaBNTIlICRETS

S

D RER

057 4F 4 A5 7 B IS RIBREEL B B it
RER, ABPRFFWRBREZZLIARBE £
RABEE T, SUERMMERERER, SUEATSIIRR, B
HRBBUAE L 2Wr S 7= 31 80D 828 % T o 28 41
T&% (Table 1, Table 2),

UTI REFHEELE GERDY IThE>T, RBEFEHIR

Fig. 1 Chemical structure of DL-8280
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HERAT - BHERED L3 HIXRA LT

Fio, BHEERBBLGEDRBRBHL G-1 B (Bt
WH 7 —7 VEBHD, G-2 & (AISLRITHRYEE), G-3
B (2 oftho EERBBYIE), G-4 1 (Foftho T
REBRLE), G5B (7 —F NVERD BA B,
G-6 B (h7—F7NVIEHBOBRABYS) KL,

Table 1 (ZAMEBMMEREBER, BPERTNIAR R O LEEH)
%, Table 2 IZRHEMEIRIRBYLEE D 2FER D 4 1F & R
to

SRR 2R3 5 BITRPILME, 34 B b b 67 i
(P15 47.6 %) T, DHEANIRRIT 67 5%, 33 % © Bt
2B ThH ol BEMIREBIIETS 11841, L3
FIT3LEAD 825 (FH64.95) Thol. RIBHE
DOWRIE, G-2 B2 ], G-3 B 74, G-4 # 104, G-6
#Hoplchol,

2) #&EFHkE

SEBAMERERE SR, SMERTSIARRICIX 50 mg/[E X3/ H
(BR%) BELXFRIL Lz, AMEIRA 1M i
100 mg/E X3/A & &5 Lz, #EHEE3 B (14),
7H (54D,218 (14D T, KRFI 70 HE5ETH-
7o

UL PR BRI 1T1X, FRIRICZER D H B 7o 50 mg/
[\x3/AA 5 100 mg/ElX2/H, 100mg/[E]X3/H & #5
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Table 1 Characteristica of patients with acute simple cystitis and acute prostatitis treated with DL-8280

Treatment Bacteriuria® Evaluation
Case | Age| . . Symp- Sid
No. |s Disgnosis | Dose | Duration | toms |FYVF0" , MIC(ug/ml) e(;e:u
ex (mgX/day) | (day) Species Count UTI Dr.
10*/m1|10¢/m]
+ | E.eoli 105 10.20 0.2
1 5}3 A.S.C. 50X3 3 _ —— | —— | —| Excellent | Excellent -
# | W |E coli 10
2 3: AS.C | sox3| 7 |—|— —_ Excellent |Excellet | —
H# | 4 | E coli 107
3 ‘: A.S.C. 50X3 7 _ —_ Excellent | Excellent -
i 4t | E. coli 10
4 3; A.S.C. 50X 3 7 —_—— —_— Excellent | Excellent -
# | H# | E coli 10
5 SFI A.S.C. 50%3 7 —_— — e Excellent | Excellent -
67 | Acute # + | E coli 10
6 M | prostatitis 50x3 7 — — | Excellent -
33 | Acute - * | S.epidermidis
! M | prostatitis 100x3 a _ — | Unknown — Not evaloated | —
. Before treatment
After treatment
BICBEELE, REHMIX3A AHD, 58 A24))D,7 B o’

H @H) LRENRS HRWL 7 BEETH -T2,

3) BEEHBIURESRA

EFOHB L L IZ, ZEERABREEEMLLT,
SHERMEEER, SMERSIRRIZISV TR, SARTD
BIENRThRERL, SLEHSRVRY LEEEER
EiXfTEgW LW S5 EE» bRENBOREIIITHLT,
EICHENFR L BEENFTRAERAIL L, od, B
HIRBR B T BT 1, AR EEE 2 L, HHAYE
PR L &b IRIEEFERELITO X 5 Bnik,
BWRDRFMO L2 b, RRER X CROMEFZAOR
EXFAELTIFOZ L L L, MEEOREIAMBHM
MREDER, AMNTIRAICBW TG, RERTHE
% (4 HB) &, BHMREBBLER SV TIREEH],
BERTER (6 BE) KITH>DERFAIL Lk, %k,
RN RISV T ERER, BoRBETY,
—iz MIC 2JIE L,

4) HHEHE
BHROWIEL, TREBIV UTI EZhapmatne ¢
ROV L TITofedd, UTI EPAMERIT L T
BEHPM, WEBIBWTELERPLRTIE DL
HoteM, FEFERLRRY ChEFHTHELE.

SOERMERERE S, SHEATSIRR 7 AP ERENES
i L UTI RS nesses mc, MicERDE
BdTc. MEPHICIY, 2T E. coli XERECh ok,
SHBIIBARES No. 7 IOWTH, HWERRKZIL
{, EMEREILSVWT bRFRICERLETEDN
ERRE L, BHER oA HES 5z L 2Lk (Table1),

B RIRB L IC W C ik BRI R £ Table 312,
HEE IR L IBR OMEEL HHELARE Tabled i
T L7, % Table ILR3 2L (i, FMHFTRE 17 i 16
P (94%) IZZHRERED, 78 41%) EBDR.

BEREPREBNTREREL DO, BMIERR
BUEIC V- Tit 100 mg/EX2/AH S 100 mg/E] X3/
HOREANOBRERCHHITHEAMECES LELD
i, ¥fe, BEHMMERBERIC 3V Tk, 50 mg/EIX
JaZkE T+ LEL LN,

ROMBERHRE T, BORE, Tk, MIC &MELH
=L 10MT, E. coli 44, P. morganii 14, S.
epidermidis 2%, K. oxytoca 149, P. putida 141, S.
faecalis 14, B-Streptococcus 1§ i - I, DL-8280 @
MIC iZ E. coli 0.10~0.39 ug/ml, S. epidermidis 0,20~
1.56 ug/ml, P. morganii 0.05 ug/ml, P. putida 200 pg/
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Table 2 Characteristics of patients with complicated UTI treated with DL-8280
Ace Diagnosis uTt Treatment Bacteriuria® Evaluation Side
Case| ¢ Dose _|Duration|Pyuria® Speci C MIC(ug/ml) effects
No- |Sex| Underlying condition |87°P|(mgX /day)| (day) pecies SO gw/mi[10%/ml| UT! Dr.
: s
) :‘5 gg: 64| 100x2 5 410- E. coh_ 10 | 0.10 | 0.10 Excellent|Excellent _
C.c.C. N \
2 ;: Prostatic cancer G-4 50X3 5 t k. m"i"“ 10° 1 0.05 | 0.05 Excellent|Excellent -
Urethral stricture
. e ‘
. :dz gg: 164! 100x3 5 -+i+ S. eplde:mdu 104 1 0.20 | 0.20 Excellent|Excellent _
C.C.C. . s
4 ’ﬁ B.P.H. G-4| 100x2 5 ﬁf P.aemfmna 10 Moderate|Excellent -
Neulogenic bladder
C.C.C.
.| + L ° . .
5 i} Testicular tumor G-4| 100x2 5 k oxyto:a 10° 1 0.10 1 0.05 Excellent|Excellent -
Neurogenic bladder
74 |C.C.C. +  |Unknown <10° _
L B.P.H. G-2 503 5 + |Unknown Not evaluated
70 |C.C.C. + | P. putida 108 _
" | M |Bladder tumor Cod | 100X2 |5 |\ B ida 0 | 200 | 100 |07 |Peer
81 |C.C.C. H# | P.mirabilis 107
8 | M |Prostatic cancer G-4| 1003 7 T — - Moderate|Moderate
69 |C.C.C. H#t | P.aeruginosa 10°
S M B.P.H. G-2] 100%3 7 — | P. geruginosa 10° Moderate -
Klebsiella sp. } ;
S. marcescens 10
m i C.C,C.‘ G-6| 100%3 7 P, aeruginosa Moderate|Moderate -
M |Prostatic cancer — 5
P. aeruginosa }<103
Y.L.O
66 |C.C.C. # |E. coli 106
n M |B.P.H. G-4| 100x3 7 — — Excellent|Excellent
C.C.C. i idi 7
1|72 c C. G-4| 100x3 7 #_[S. epidermidis | 10 Moderate|Moderate -
M |Prostatic cancer + -
74 |C.C.C. + |S. faecalis 10
13 - -
M |Prostatic cancer G-4 | 1003 7 + — Moderate| Moderate
72 |C.C.P. # | P.aeruginosa 10¢
1 - _
M |Renal stone G-3| 100x3 3 I — Moderate
C.C.P. . 5
15 :11 Hydronephrosis G-3| 100x3 5 -‘f S.faeca-l-u 10° | 1.56 | 1.56 Excellent|Excellent -
After nephrolithotomy
C.C.P.
+ . coli 6 . .
16 ‘FS Renal stone G-3| 100x2 5 ¥ E. coli — 10° 1 0.39 1 0.3 Moderate|Moderate -
Hydronephrosis
C.C.P. . 6
17 g: Rena! papillary pecrosis | G-3 | 100X2 5 ft- E calx— A0 1 0.39 1 0.3 Moderate|Excellent -
DM
B-Streptococcus|| s | 1.56 | 1.56
18 | 41 |C.C.P. G-6| 100x3 | 5 | 4 |S. epidermidis $100 | 3156 1 678 [Moderate| Excellent |
M [Renal stone T —
“ C.C.P. 4 _
19 M |Renal the. G-3| 100%3 5 — Not evaluated| —
Hydronephrosis ¥
59 [C.C.P. # | P.mirabilis 107
20 n - X Mod -
F |Renal stone G-3| 100x3 7 T YLo. 100 oderate|Excellent
C.C.P. 1 5
21 5 G-3| 100x3 7 *|E coli 10 Excellent|Excellent -
F |Renal stone - -

. Before treatment
After treatment
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Table 3 Clinical results in each group of complicated UTI
' No. of cases Overall
Group (Percent) Excellent Moderate Poor effectiveness
of total rate
1st group(Catheter indwelt)
-g 2nd group(Post prostatectomy)
% 3rd group(Upper UTI) 5 ( 29%) 2 3 100%
;3.: 4th group(Lower UTI) 10 ( 59%) 5 4 1 9%
Sub total 15 ( 88%) 7 7 1 93%
§ 5th group(Catheter indwelt)
% 6th group(No catheter indwelt) | 2 ( 12%) ‘ 2 100%
é Sub total 2 (12%) 2 100%
Total 17 (100%) 7 9 1 9%4%
Table 4 Clinical results on bacteriuria and pyuria in complicated UTI
Bacteriuria Pyuria Cleared Decreased Unchanged E:?&:_c‘z r‘i):
Eliminated i 7 7 1 15 (88%)
Decreased 1 1(6%)
Replaced
Unchanged 1 1(6%)
Efficacy on pyuria 8 (47%) 7 (41%) 2(12%) Case total 17
Excellent 7 (41%)
|:| Moderate o (53%) Overall effectiveness rate
16/17  (94%)
: Poor 1 (6%)

ml, K. oxytoca 0.10 ug/ml, S. faecalis 1.56 ug/ml, B-
Streptococcus 1,56 ug/ml TH Y P. putida BT
KPR IAERHLLETH o7, DL-8280 $5-i X 5 M
MEED T cover S BAADOEMIZH L TIRLTHE
RBEDIZLILRD, 2k, BEEEE~OBEXRYL 2
Flhzggb e Lishicit, BRABIREBED 2 o7,
BIfERIC oW TiY, MICEREMIC TR LD R
Mole, EHMN 2L B 1HEZBRWT7THUA L W
HFZEHLREAELTELONER, ZO1HITBNT G,
HLBER, 7 VAF—BICREREEZRBDRI o1,
¥, —MEHRBRICTHTRETSBE&EEMLH

B8, ThbiBWTLMERE Y AR, HEHEL
@b R o7 (Table 5),
z =

DL-8280 iX E. coli, Klebsiella, P. aeruginosa, Pro-
teus, NF-GNR ¥ & 7c 7 7 ARIEREOL 6T 7
LBMEICH LT O RENEFRL, i, REEECH
LT % B. fragilis, Peptococcus, Peptostreptococcus 12 ¥
CHEHERT Lvbh 32, ZokHiiEko Py
done-carboxylic acid ZIEHIZ =T, SHIHEA
Ry MNVEITFEZ L, ZoORFOEEEVZ S,

¥k, ZOBKIGAORKE, chboREETHY
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RPN SR DOER L E L O, HILER
NROBEEFRTLOTHS, &HITEDRPYEIERG
REED £ £ T, 24 KHARNICES K& O (2 E 80~80%
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WE L RPIRR L Y R ) OBRSME T E B LR
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9% 30 B B A{LEMELETEARKAME, FEK L H
<7 L, DL-8280, 1982

UTI %4 : UTI (RIEBYesE) EAIFE LM, Ch.
emotherapy 28 : 321~ 341, 1980

aa—, NEm—, NEES, SHE O RERLE
12$311 5 Pipemidic acid trihydrate DREKAIRM,
Chemotherapy 23 : 3074~ 3081, 1975

MRS, BTEIE=, HE F  SIEMMIEREE S
i2#+% AB-206 O {#Ai#M. Chemotherapy 26 (S-
4) :169~173, 1978

MR, MR, Mgk, HE &, WTEE
= SMRERBEI- 2T 5 Cinoxacin NIEHEM,
Chemotherapy 28(S-4) : 256~ 262, 1980

HER, th(4ER) | SIEMMIEMRER I3 L UMM
R 3k E LI AM-715 @ Phase 1 study,
Chemotherapy 29(S-4) : 531~544, 1981

CLINICAL APPLICATION OF DL-8280 ON
URINARY TRACT INFECTION

TaMio YamaucHl, TatsusHiRo OKABE, TApao Kirivama

and OsaMu YOSHIDA

Department of Urology, Faculty of Medicine Kyoto University

SHUZO MACHIDA
Department of Urology, Kurashiki Central Hospital

Twenty-eight patients with urinary tract infection have been treated with DL-8280. Five
out of 28 cases were acute simple cystitis and two were acute prostatitis. Twenty-one of 28

cases were complicated UTI.

1) The dose in acute simple cystitis or acute prostatitis was 50 mg t.i.d. to 100 mg t.i.d.
and the duration of administration was 3 (1 case), 7 (5 cases) and 21 (1 case) days.

The dose in complicated UTI was 100 mg t.i.d. in 13 out of 21 cases and 100 mg b.i.d. in6
out of 21 cases. The duration of administration was 3 (1 case), 5 (12 cases) and 7 (8 cases) days.

2) Clinical effect was evaluated according to the judgement of doctor in charge or the
criteria by the commitee of UTI. Six out of 6 evaluable cases (100%) showed excellent response
in acute cystitis and acute prostatitis (doctor’s evaluation). Sixteen out of 17 evaluable cases
(94%) showed moderate or excellent response in complicated UTI (criteria by the UTI commit-

ee).

3) Neither objective or subjective side effect was noted in 28 cases through hematolo-
gical test, biochemical examination and clinical observation.
4) DL-8280 seems to be a safe and useful drug in the treatment of UTI.



