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RIEM TERBRIBER 2H+ 2 L TEMN (BUEBAMEREER 2 & urethral
syndrome % T) 2%+ 2 DL-8280 (100 mg/H) 3 [1[Hli&HR o A ZhaL
—FRRFT REEE L AR o ki —

MRABE « WH R - MK - RS
HIRER KPR RBDFH K

BNRE
FLAR B (B R Es PR RS F

HERZE « REER - EXH—
RO SEARISEM PR ER

AL - FILEEAE
FENFR+=FRBEus R AR

HEBER - fulk=
FERARA-RBew R EBF

LRI
E/INBCE AR PR 3R R

FHH 1 - INEER
FFLIR =1 /RBean R 25

REEH - BRE1ER
PR B L RR BTN dib PR 2R R

KEERE - R ®
B LR R

L { B &h/z pyridone-carboxylic acid F#E 1 A RLHLEA] DL-8280 oW\ T ERMAY R X OB
HRNETY, ROBREH.

) HFSMEMMEERRBE D b OBREMERICH T 55K D MIC 2RIE LK. E. coli &,
L+5% GNR &&%45 MICg it 0.10 zg/ml, GPC @ 30% »% MIC 0.39 pg/ml LLFTh Y, Wik
BhNXREhT,

2) AFIoORPHEMBEL, 100mg 1 EREORE% 22~24 BT 10 ug/ml L E#5RL, long-
acting REFITH o7,

3) HTFIBIT D AMEBMMEE A & urethral syndrome % T fE/5 ™ S FEME T 55 R B IO R
¥ A+ 58EICAKZ 1 A 1@ 100mg, 3~17 BfEEE L, HMEMDHELEHERIC W THRMLE, *
Dicw, UTI EHTHELEEICSBLAVERMIC OV T, BICHERELZRELTHE LK,

4) UTI EKEhePMEREIC X 0 WE LB 78 flo R FSMEEMMEERR OREHREKSRIT, Es2.1
%, B%h17.9%, EFHER100% Th-7c.

5) HERERBIVHTREBEICIY [ ~VECHTHRREBEERN LY, BrxoHEERcI,
HREROAZDVELSN DO I ~IVETIX, AHRICHLHEMCEROZZRD bR ok,

6) DERD6.0% ICRB, EES, DEOEIR BHREEOCREAMNA LIS, EERLOIXL
otz
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Maiz+ T, LT AVEMMIERIIE RIS 3313 D B Al 2)
W dose response (29 Z-—-MOUIELE & WH LT D
A= = Lz pyridone-carboxylic acid RARIMAITH L
miloxacin (MLX), cinoxacin (CINX), norfloxacin (NFLX)
&RV RERTIIE D 6, RPN & MU 0 SRR L
AR L I LT AT L EEH TS,

ENL BRI LESNT, MIMBENN pyridone-ca-
rboxylic acid && PN A DL-8280 & v, Db Rkizk S
BT J0i IO e & 17 > P DT Do

ANz quinoline fHB(& ¥, W9 MLNHLIMIZ fluorine H{f
EF 320 MDD, BLU A2 F 5 LOMK
EVIBMER LT DY, ZLICREMUEO LR M TH
5 E. coli #RUWETHERY 7 LRMEBBISHLTR, X
#5342 1.56 ug/ml LAF, 77 ARBAEBRMEICH LT LR, KiB
4yA% 3.13 ug/ml LAF &V H Vv MIC i &RT. Lt 3 ~
AR L S B i PIRE D half-life 26 L T 5, ENNSH
100 mg O L-H 22~24 T LE O RIIREAN 11.02 pg/
ml £R6\B. SOL)LHEMERTIEKL61E, MRBROR
2DEBRH 6 LT, LFAMMEMMEMBEZE 100mg 1 8 18
BELEEZTTL, EORKREO MMN M2 6 BT H2H
AR TEL, FZC 10 100mg 7 BMREETOMN
BB ATl

BEREPRLVPLRLTEL, RPREVEREO MIC £/-
XED BT MRS 57 61, HMIERR O HR2E
X, 3AMNFETHLIREF+HTHD LA B, 212, BRE
NRM» L, IEMRETR 26T LL +9ERVAT, B
RERVELCARLY 57 61F, TOREMMES (7 BMLL
NIEE) OULBEIRRENIY, £ CEENHETRAN 7
BMHEE 217\, TN %X 1 ~ 2ifH] placebo T follow-up
LBERNEEL L check Lize LA L, £5Tn UTI %L
DEDFMEREY Tid, BMEREMMEBREROEE M3 BMT
HY, TOEBIE, TITOATVWS HOERO data LHRD
HRTHEETAB» G, RRX Tix 3 AMAEHK data IR Y
WEL, 7 AMEFREOER data ICBI L TRBIEBET 5L
124 %,

KT BEHMMPERE S & RORRNT S4B R, 227 D BEBR
FRED AR PFLNIEVWERTH Y, ThEA—DFEK
ELRLDTHINRENREICBRBEA TV B30 b 3
urethral syndrome ¢ @] U FHREMRPIE & L TILERED 5
BELINTVWS, ELT, EDLIICHBOE FREIZH
T, ZORGOEBIEDETHER D BKHRIZH 5 BEED
HAZENBRENTNDELEIATH 50 L L, WRBFHC
i35 UTI XL TRAFMEOHE—AIRMORRE LTV B,
D, FOBMEKBDILE 27 bFT LN L, KB,
DICROLN T D, T, BE—72 BREEC L 2K CHER
HHMET 370 DLEEL LT, EOEB2OBRTHEZ L
i HodTHATHIETLRVEIATHD, Lidn i, &
BXERER ki kit B KAIDR &4 T5BER, —HEHNOKE
D B TEREREGED £BERIC L TERDE 5

FEB. 1984

MEBZEL LBOREGHLELE, £2T SER, Mo
I BRI & O ML EED &\ v D urethral syndro.
me ¥ TORGH FHRMOMMAKE B+ 5 EWizs0TRY
L, EORRARD RBOMMLADETIT A1,

L. MREHEEURRS®

1) ffPde X USRS MIE MW E

6 TPV THLPIS L R MK & 12 M L
o

i) MeHELAMT volunteer (%4 GFR 94,5ml/
min, 87.4 ml/min, 82.3 ml/min DEKH) 34&IK-VT
fhds X R PR M@E L7, DL-8280 100mg ¥4
IRLTHREN, #5%2 4, 8, 12, 16, 20, 24 B4MA
&2 KBRIRILE, £ & 0~2 2~4, 4~8, 8~12
12~16, 16~20, 20~24 WsME DR BIML, Theh
DOREERE LR, L L 20~22 BM L 22~24 B0
RPRELM~5HHT, B—3KICO>WT, B DL-
8280 100mg HEETTV, RPRELHRL,

i) SfEBpER TRRELEKTFBE 24, (GFR 17
ml/min & X F 57.8ml/min) 33 X USRI MEAERERE 2
BFHB¥E 14 (GFR 63.2ml/min) n#f 3 4z DL-8280
100mg # NEIRX ¥R, D3RSV TREENEL
CARKMED2ENTLPRELNE L . RPBE
RPERFBMERDZVWCARKERT 5ER FHOREL
TBEBROELLCOEMEL, FHICHERRERHEL
ASHEBAFRS 7o B REOBEMET 24 B5HE L
2B E5ICHRLIE,

Volunteer L, BELEMICIE D - L2, BRE
FBEEADZLORVESEEREFT oI,

iii) MPMEERX E. coli Kp %, RPBEIL B. su-
btilis ATCC 6051 Bk% REM L +3 XK T 4 27
HBIRL Y WEL o, BEFRKOMBITI, dpREN
E Tt Consera vy, RPBEMETIX 0.1MY ¥
BN (pH 7.0) & AV,

¥, RPBRER, REZIVELVWATYXESRD
e, HiIE CINX OBEKBENOBRICIT-oE Mk 1
M 1ml ORELEELEHEATRL TS,

2) Xt

KFTHRBEMMEREE T5 167 BEMRL LI

B0 BRI RIZ BRI R 4 DR DK
r¥hrevnbew s UTI EBFRMEERIZEDHR TS
Sk Wi+ X TR MM RIT» ) TR, EO
Fefthi3 H7e & 5\ 0% RIEM TESRBFIBEER (urethral
syndrome) ¥ H 33 ERMT T HFERKL LI,

HRIEF OBIKFTRIX Table 1 KRLEERY TH
%, +#bb, HEMEIRE LT urination pain D H5
{, d% complete S (symptom OK® & +5), urinati-
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Table 1 Classification of female patients with vesical irritating

symptom by their signs

Group | Symptom Pyuria Bacteriuria | Number of cases(%)
I ) ® ® 101 (60.5)
® P ® 21
Il ® ® b 4 27 (16.2)
® P b 2
s ® ® 8
m s P ® 4 13 ( 7.8)
s P b 1
® o - :
® - ® 2
N © P - 6 15 ( 7.0)
s - ® 2
v © B - S n(e.s
s - - 5
Total 167
@ U Urination pain with other vesical irritability or not
s ! Vesical irritability without urination pain
® : Pyuria 210/hpf
P : Pyuria 1~ 9/hpf
® : Bacteriuria =10*/ml
b : Bacteriuria <10‘/ml

on pain ¥ K { 2%, BIRE PRSI, $HR2 E OB
WHEERDH S b D% incomplete S (s LHET) &
L7, Pyuriaix 10/hpf LA ED $ D% complete P (py-
uria D@ L+3), ThKRHEDLD% incomplete P
(p M) L L7z, ¥/, RIEHICTLD 104ml L LD
D% complete B (bacteriuria DOE® & +3), 104ml
KD b D% incomplete B (b &RE3) & L,

FhEhofLEabeIC L v, TablelLITFR 2 &
{, BEKFREBENC I~V £To5BICHTRNT
Brillilc, TRE1014), NEE274, MAI13H, IV
BS54, VEIF0G 167HTH S,

3) ®&EH®

DL-8280 1 (100mg 8H) # 1 H1ETELH0E
D BIRIC 3~17 AR RS LT,

4) MEEORE

B, YYHhric kB dip slide $iT & D R
18~24 BRI % ICHI B L 7ce 7 Y v M ik sE— ISR
S PRBIEFICE M ICEA L, 2 FEB LU
MIC JEZ% KifT L 7o

5) PEHE

#E3~4 BRICR T BIAESEE, BRER KT

MR L CBRERFR TR L, RRIZTRTHRIZT
T2,

e, UTI RRFMEREIC X 5 HEH ] G 2
HDIZHONTIR, ZhERALRE,

EBOREEZ I LTOWRWERARICOWTIX, KX
DHELWHEERR X 272, T7bb, HRAT symptom
(@®, s), pyuria (®, p), bacteriuria (®, b) »3524IC
ERE{bER>7b DDA % normalized, —JERTRAK
FEZLTROWTHLAHARNRREBRIE L TR hid improved,
FRBAEDL D% unchanged & +5HMWE BT,

II. B |

1) fpds X OR P

DL-8280 o> ifiLrhiBBEEIXEHAREIER % Tid Table 2 (C
ALIcE HIZ 100mg H#E5% 2RI T — 24 0.66+
0.38 ug/ml L7229, LIERNAT 20 16 M2 8% 5 &
BMHEshRbhofc, LL 8B #% Tiz ¥ 0.29+
0.04 ug/ml LFWHOLNTEY, ZHZFTTHLMR Y 2%
DEHRICE TS MIC 28X TV Z LItk s, BilEE
BEET O 248 TH 24 BMKICIIRE S h R b o 703,
GFR 17.0ml/min ® 1 H TiX 24 B TH A2 B 0.23
uglml BHI i,
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Table 2 Serum levels of DL-8280 after a single oral administration (100 mg) in
healthy volunteers and outpatients with urinary tract infections
_ Concentration (ug/ml) T

Case No. | Name | GFR (ml/min) 5 2 . 8 7 P % .

1 G. 1. 9.5 <0.10 0.24 0.5 032 019 016 <0.10 <0.10

2 Y.0. 87.4 <0.10 0.97 061 0.30 0.19 0.13 <0.10 <0.10

3 K.M. 82.3 <0.10 0.77 0.47 0.25 0.16 . <0.10 <0.10

4 Y.M. 63.2 <0.10 <0.10

5 S.T. 57.8 <0.10 <0.10

6 T.H. 17.0 <0.10 0.23
Mean S.D. (:::::mrlqol:ell;llz'fu::c:ifon) <0.10 ﬂ’ggg :tg(s): ig(z): :tg(l): = <0.10 <o.10

* Sample was not collected.
Case No. 1, 2, 3 : Volunteers, Case No. 4, 5, 6 : Outpatients

Table 3-(1) Urinary levels of DL-8280 after a single oral administration (100mg) in

healthy volunteers and outpatients with urinary tract infections (1)

Case | GFR Concentration (ug/ml) Recovery
No. | "% |(mi/min)| 0~2 2~4 4~8 8~12 12~16 16~20 20~24 hr |rate (%)
(120)*  (120) (240) (240) (240) (240) (240)
‘ .0. . 82.44
1| Yo 8.4 | 133.75  165.72 92.38  60.87 27.21 1.71 11.60
(120) (120) (240) (240) (240) (240) (240)
M. . 74.28
2 | kM 82.3 118.31  138.3¢  75.20 44.63 27.20 22.00 12.09 z
0~ 2°50'~ 6°20' ~ 9°20' ~ 11°20'~ 13°50°'~ 17° 20’ ~ 20° 20’ ~ 23" 20'~24"
3 YM. | 63.2 | (170) (210) (180) (120) (150) (210) (180) (180) (40) 66.89
69.35 92.28 77.82 49.73 38.53 24.44 23.33 13.81 4.46
0~ 515~ 915 ~14°15 ~ 16" 15~ 18°15'~ 20°15'~ 21" 40'~ 23° ~24"
4 | ST 57.8 (315) (240) (300) (120) (120) (120) (85) (80) (60) 79.16
142.72 69.69 32.88 12.56 19.07 13.49 12.42 8.09 4.09
0~ 13"~ 3°~ 7°~92~11"30'~17" ~22° -~ 2¢
5 | TH 17.0. (90)  (90) (240) (140) (130) (330) (300) (120) 29.15
5.70 6.25 34.00 8.71 34.98 22.39 20.58 92.0

Urine volume was corrected to 1ml/min.

* Retention time (min) of urine in bladder

Case No. 1, 2 : Urine was collected in time schedule.
Case No. 3, 4, 5 Urine was collected free.

Table 3-(2) Urinary levels of DL-8280 after a single oral administration (100mg) in

healthy volunteers and outpatients with urinary tract infections (2)

C;se Name | GFR (ml/min) Concentration (ug/ml)
° 20~22 22~24 20~24 hr
1 |Gl 94.5 (120)*  (120)  (240)
9.35 10.37  9.86
2 | vo. 87.4 (120)  (120) (240)
13.43  11.02 12.23
3 | KM 82.3 (120)  (120) (240)
11.94  11.48 11.71

Urine volume was corrected to 1ml/min.
* Retention time (min) of urine in bladder
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Table 4 Background analysis

Group Total
Item

1 11 m v v (Incidence (%))
~15 0 0 0 1 0 1 (1)
16~29 24 9 0 4 1 38 (22)
30~39 26 10 2 6 4 48 (29)
Age 40~49 13 4 2 1 3 23 (14)
(yrs) 50~59 20 1 3 2 1 27 (16)
60~69 13 2 5 1 2 23 (14)
70~ 5 1 1 0 0 7 (4
0~1 31 12 4 4 2 53 (32)
Duration untill 2~3 36 10 6 4 1 57 (34)
first medication 4~7 29 2 1 3 2 37 (22)
from first onset 8 ~14 5 2 0 1 3 11 n
(days) 15~ 0 1 1 2 3 7 (4)
Unknown 0 0 1 1 [1} 2 (n
0 81 17 6 11 4 119 (7)
History 1 11 6 4 3 6 30 (18)
(times/yr) 2< 8 2 2 0 1 13 (8)
Unknown 1 2 1 1 [} 5 (3)
# 16 8 1 1 2 28 an
Frequency of + 24 7 1 7 3 42 (25)
nictorition + 29 10 7 6 2 54 (32)
- 16 2 3 1 4 26 (16)
Unknown 16 0 1 0 0 17 (10)
# 7 2 0 1 0 10 (6)
Sensation of + 26 3 2 3 2 36 (22)
residual urine * 29 9 5 8 9 36 (34)
- 15 11 5 2 3 36 (22)
Unknown 24 2 1 1 1 29 (16)
# 2 0 0 0 0 2 (n
. # 23 5 5 4 1 38 (23)
?,:s;‘;:'f:’;'ﬁm + 24 12 4 3 6 49 (29)
- 21 8 3 3 3 38 (23)
Unknown 31 2 1 5 1 40 (24)
# 12 6 0 3 0 21 (13)
Urination pain 43 9 0 6 1 39 (35)
+ 46 12 0 4 5 67 (40)
- 0 0 13 2 5 20 (12)
# 42 1 3 2 0 48 (29)
+# 37 0 3 2 0 42 (25)
Pyuria + 22 3 2 1 0 28 an
+ 0 17 4 1 0 22 (13)
e* 1} 6 1 5 0 12 (n
- 0 [1} 0 4 11 15 (9
107 51 8 6 1 0 66 (40)
10° 20 3 4 1 0 28 an
Bacteriuria 10° 23 3 1 2 0 29 an
(/ml) 10¢ 7 7 1 0 0’ 15 (9
<10 0 6 1 1} 0 7 (4)
0 0 0 0 11 11 22 (13)

* 1~4/hpf

« 0/hpf

—%, RPBEEICOWTHB &, Table 3-(1), Table 3 min T¥H 11,90 pg/ml THh 7=, £/, GFR 63.
() WRLIe X HiT, EHIETER 3 5D 20~24 BFH)IC ml/min D 1 HTiX 23 B 20 73 ~24 B % C OB %
Bit BB, GFR 94.5ml/min ® b DT 9. 86 ug/ml, 40 53[H T 4.46 pg/ml OWEH® #, GFR 57, 8 ml/m
GFR 87.4ml/min T ¥ 11.92 ug/ml, GFR 82,3 ml/ D 1 Flid 23~24 B £ T 1 B C 4.09 pg/ml % ;
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Table 5-(1) Distribution of clinical sings before treatment in cases of Group I

Urination pain 1 1 + -
e
Pyuria® Wi H[{+[ (O~ |WH|H]|+]|x -l |(#]|+|2|O|-|H|H#H|+|2]|O]|-
o ]
g | <10
g . 44
E 100 |1 1(1 1 (3
2100|116 |4 20|13 8 19 (149
Bacteriuria 0 <10* 10 210
Pyuria® |[# [# |+ |2 |O| - |#|[# |+ | - || H|+|t|O]-|# | H|+|2]|]O]|-
-] H# 1 1 6| 4
- -
5 + 1)1 2 |13
3 | o+ K K
=
=] —
Bacteriuria 0 <10* 10* 210*
Urination pain| #t + + - # + + - # +# + - # + + -
# 1 1 1 20 19
+ 1 3 6 13 14
i + 1 « | 8] 9
>
A~ t
S)

*+©:1~4/hpf, — :0/hpf

L7 GFR 17.0ml/min o 1 )% 22~24 B M o 2 B
FIRPMET 92.0 ug/ml &\ 5 HEARBREL TV,

2) fEHIER L HERRTF

TEGIHAL 1 ~VEERIC, WRETF L LTHER, RBER
WL E R X R, BRI, PERFETRE, BEREO
HIEER, MR, MEROMMEAFAL Table 4 1TK
MLk, ,

¥ 7=, Table 5-(1)~Table 5-(5) 213, RPHIER L
[ BRI X OVBESRIK & OBt & MMIC E L i,

3) s ORE LIREE

SYMEEE & BERIIC Table 6 I % Lddlc, 2OREEEK &
155 ¥k Tdh oz, BMBEEBRLR 135 8%, BEEBGH) 10
B 20 5k Th 515, 75 LBRIERE (GNR) 2K 2 5
® 143 ¥k (92.3%) Th ol

B D IC OV TEHEICER o, FLEVD
BB, SEEBLE S L b IT E coli Tl121 4
(78.1%) & iz DWW P. mirabilis 114k (7.1%)

Thol, 75 LBMERE (GPC) i 11k (7.1%) T
B, S. saprophyticus A¥K D, S. faecalis 3,
S. epidermidis 4 Bk TH o1,

4) HEAH (MIC)

DL-8280 #r5Alic S MER L E X bR EERAPL S
Mt S h-@iic>wWT DL-8280, NFLX, pipemidic acid
(PPA), nalidixic acid (NA) OHigih%BELERE
% Fig. 1-(1)~Fig. 3-(2) tZsrL*,

10° cfu/ml & 10% cfu/ml oM CHEMAIRICL 5 MIC
DEIR, ZF1EBREChoN, U 10°cfu/ml HEl
o MIC L LTRRBbDET S,

E. coli TiX, ' — 2 fH I 0.05 ug/ml LL T (67.8%)
T, 0.10 ug/ml LAFiX 93.4% o5& Lk, E. coli ¥
{ GNR Ti, &—7f# 0.10 ug/ml (59.1%), 1.56 ug
fml BAF 0 B i3 72.7% CTh -, GPC Tt
2 A% 0.78 ug/ml (45.5%), 1.56 ug/ml LAT O RKE
i1 90.9% Thotk,
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Table 5-(2) Distribution of clinical sings before treatment in cases of Group II
Urination pain # + + -
Pyuril'H%+i@—ﬂ%+t@—ﬁ++ﬁ+i@~ﬂ+ﬂ-+t@—
0
8
5 [ <10 1)1 1 1 2
b
g | 10 2 K 1
m S
210 1 1 2 2 6 2
Bacteriuria 0 <10* 10¢ =10°
Pyurin'M#+i@—+ﬂ-ﬁ-+i(—)—ﬂ++¥+i@—m%+i@—
= # 1)1 2 11
-
2.
: +# 1 301 2|2
k:
g + 1 2 1 6 | 2
1
D —_—
Bacteriuria 0 <10 10* 210°
Urination pain| + + - # + + - H ++ + - # ++ + -
# 1
.H,
2 + 1 2
3
& + 1|1 2 | 3 |1 1 | 2 | 6
e 1 1 2 2

*» ©:1~4/hpf, — : 0/hpf

NFLX & o bk Tit, GNR Tix DL-8280 ixi3iZ[R]
BWTHBA, GPC Tix, 1~ 2 FHEE DL-8280 OH A
BhTWB LV 25, PPA BL U NA & OB
BL2 bl DL-8280 ATz, #iZ GPC Ti
FOENRSHICHETH 10,

RREE 25 & Fig. 4-(Q)~Fig. 4-(4) 7L
L9 NFLX L RRTBDATH oI,

5 ERARZIE

i) UTI EHFMitBEOBERMEE AL TVSBE

P DL IR

UTI ERFMEREC L VHETE S LDIZSNTH,
I 1% 101 g, 4Es, SEHIRSHAM, DIRKERRLEZE
B3 L BRBEATE, RAEKZFIE Table 7-
(D) IRLE LB ) E5h64 | (82.1%), A %14 5l
(17.9%) ¢, ZomMFEADLEIHEHEIX 100% Th->
2o

N CEF OB EEZIEE Table 7-(2) RLTE

LBY, BENSIBER E. coli 66 Bk, P. mirabilis 6 ¥k,
K. pneumoniae 1%, K. oxytocal ¥, S. marcescens
18k, E. aerogenes 1k, GNR 1#%, S. faecalis 2 ¥, S.
saprophyticus 2 Bk, S. epidermidis 2 ko> 3t 83 B+~
THAHEL, BRER 100% Tholt. BRERNFE V1,
BREZE L MIC L DB O VWTRERTHTH -7,

i) UTI FPFEERE ORI 2 VER LS

e 2FE B ORLK

I ffiid, ERBRETRAY UTI il YE O SR
PEREBERBHICAB LTIV B2, LEidAs 70 LAk ©
Hoteh, HEN4HETLNTERD > TelobEREIC
VB EhfIbEERS, LAL, Eh b & —IF
UTI ERhHmAERICHENR L CHES 5 & Table 8-(1),
Table 8-(2) DI &KL, BHFDEFIZOWT H
PR Y, BEALHBE LR UTI EhITMELEE S
LR FBBMER ORI T,

Z OO OWTR, BIR LicBa 0FF LV HEl:
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Table 5-(3) Distribution of clinical sings before treatment in cases of Group II

# +#

Urination pain

+ -

Pyuria® | |[H |+ ||| - |#|H#H|+]| %

0

<10

10

Bacteriuria

210

Bacteriuria 0 <10

Pyuria®* [#|H#H |+ | x|O|-|H#H|H#]|+]| %

+| %[

Urination pain

Bacteriuria 0 <10

Urination pain| # + + - # +# +

#

Pyuria®
O|H|+]|*

—
s e W W

«©:1~4/hpf, — :0/hpf

KEbEBE/RVDIT T, TOMME Table9 iZ 7R
L7z,

Normalized i, I1R¥41.9%, I#£43.5%, IA¥18,
2%, IVE#30.8%, V#18.2% ThY, £ T37.7%
T o7=. Improved ¥ I B£58.1%, I # 56.5%, I#¥
72.7%, IV#£69.2%, V¥ 63.6% T, 24T60. 3%
EWIHRTh o, MEELADERLEYRITI, I,
IVE#AE 4 100% Thote, £/, MEEIX90.9%, VEE
i1 81.8% Th o1,

BEOy, UTI EHHEEBE L HE & L
B4 DHEBEN ORI I BRIV IHORME L L T
Table 10 ZR L7, ESFDORITIIED L LBTRHSE
>TWT normalized B LRWHINERAONE Z &
Nbhs,

ZhoDFANT, SHEDHETLE YXbdHh, ¥
TR HBEE OB MIC, BRERZ Y, &btk
KB OBPFHEELRELLDEOIRBEDLY A>T 3,

RBORMNOPTERTSIFETHS,

28, I~VHOMEFEHZEE Table 11-(D~
Table 11-(3) iCk L, ki, ZORD IHLED
Te2fERDENE Table 12 I2] & Hiz,

B HARIZIZIE L A BRICER R o1,

23, HREHRER THbod, ZhoDEAT
2, ETRFAMOERRBEShTWE,

7 BEA

RIfEMA & LTIt laboratory examination & EEL%
Dol T, ThLMSOEMKEMFTRE Table 13 IR
Lz

BIERI SB1R 1 167 Mk 10 #] (6.0%) T o7ds,
EERERYZ LI bORRP o, 2EEEBEETL
1 Pz A ERERE CEDOM & LTREPLEL
TVW3A, MoBBRELFak 2 AlicxBRsE, O
BEHE R LPICEAF 74 Y, TR/ ER
EEERE T 1 Pliciz 7w 1B LvRF v fE
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Table 5-(4) Distribution of clinical sings before treatment in cases of Group IV
Urination pain # +#+ + _
Pyuril'M'H'*-:t@—m'#‘#-:t@—m%*-t@—m-ﬂ--f-t@—
H 0 1 1 1 1 1 1 1 4
5 | <0
°
° 10*
@
210° 2 2
Bacteriuria 0 <10 10¢ 210°
Pyuria® |#|[H# |+ |2 |O|—|H# | H#H |+ |t - H|+|x|EO|-|H|H|+]||O]| -
K] H# 1 1 1
o
a
c 1 1 111 2
2
E + 4
1
= - 2
Bacteriuria 0 <10* 10 210°
Urination pain| Ht + + - H + + - # + + - # + + -
# 1 1
+ 1 1
K + 1
1)
3
& + 1
S} 1 4
- 2 2
*» ©:1~4/hpf, — : 0/hpf

L, Wb RsE R L &7z,
EWERORBRIIFE L BE 24, H2B8B34H, 38
A3, 3HEETIZ8H]80% BNHB Lic, BRI D
24liz6 HE & 8 HAKRE bhI,
In. £ £
DL-8280 177 LPRHEAREE, HEHERICH L TE W
MIC %554, %7/, # % NA, piromidic acid (PA),
PPA, MLX, CINX Z0 AHEF Tid ity MIC 23
BWE AN &/ 5 ABHEREIC XL TS &V MIC
E¥RT. BaeoBH T b, 90.9% OB 1,56 ug/ml
(105cfu/m] MR AT CRELMELES A, KFRMH
BRI R DB R L LT, 10% BAT &idv 2 BRI
77 ABMRESRIEE NIz L0 b, ARBICHNTS
3730 F oS TQUE JURE: [ -3 (R RART P-4
FARE AT > W T I EREMER b 38 <, MBC i3 1~2
MIC ChBZLHLEETHS,
DL-8280 100 mg 1 [E|#%5-#% 22~24 BEHICI VT &,

2E, RPMEX 10 ug/ml BBE TH B0, RBBIE
DERED MIC » bE 2T, TOKEHMN 22~24FF
HMBORPTHHIRBEEIND LEXTIN,
FHIRBMEh 5 Z LR KHEEM DD 5 RELED
FERPICHEENTL B Lvbh, 18 1 BENRE S
THRYICERODEG IR TEIDXATHS, &b
i, JREP, BR MEROBEL L LCHEERD 1
DTHHERGEFLIZE D food, PERBEEIERICH S
RPEFIRE DR —BRES N T B,

7B, TOLILRRPBREMERFRORVEAICE VT
i3, BREZIRHED D DR E TORERER AR Yico
WTHZERLRWE, EAREFIEELBRE T3 RS
KAL) ZOHEERELIBELNDH D, ZHIXEE
EEETREIREVER D, FRKEOERIAEH & ikt
Blcd, TNOLEIEHID R ICH+5 MICs 1 X O
MICy % Tableld iC% & o T & o, £ FEAM D
MIC @ correlogram % Fig. 4-(1)~Fig. 4-(4) IZ;R7 L



538 CHEMOTHERAPY FEB. 1984
Table 5-(5) Distribution of clinical signs before treatment in cases of Group V
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Table 6 Distribution of strains isolated before DL-8280 treatment

Group Total organisms
Isolates I p - py Total (Mono-+ Poly-)
Mono-microbial infection
E.coli 82 20 8 2 112 121 (78.1)
P.mirabilis 4 1 2 7 1 (7.1
E.cloacae 1 1 2 2 (1.3
S.marcescens 1 1 1(0.6)
A.faecalis 1 1 1(0.6)
K.oxytoca 1 1 1(0.6)
K. pneumoniae 1(0.6)
E.aerogenes 1 1 1(0.6)
P.vulgaris 1 1 1(0.6)
P.maltophilia 1(0.6)
P. geruginosa 1 1 1(0.6)
Bacillus sp. 1(0.6)
GNR 1 1 1(0.6)
S.saprophyticus 3 1 4 4 (2.6)
S.epidermidis 1 1 1 3 4 (2.6)
S.faecalis 3(1.9)
96 24 12 3 135 155

Sub total (95.0) | (88.9) | (92.3) | (75.0) | (93.1)

Poly-microbial infection

E.coli + P.mirabilis 2 1 1 4
E.coli + S.faecalis 1 1 2
E.coli + K.pneumoniae 1 1
E.coli + P.maltophilia 1 1
E.coli + Bacillus sp. 1 1
S.faecalis + S.epidermidis 1 1

Sub total 5 3 1 ! 10

(5.0)](11.1)| ( 7.7) | (25.0) | ( 6.9)

Total 0 | 2 | 13| 4 | us
ota 0 () :Incidence (%)

% T Chemotherapy (#t#t)

D MEAREH, 109 BRD : KT SMEEMEEI IR B 4) Sarto, K.; Y. MATSUURA, M. INoug, T. UNg, Y.
FEAIABAED dose response (=M BHFZ : Milo- (.)s.u.m, H. .O?AWA & S. MITSUHASHI : b‘; vztfo _a.nd
xacin (=513 58%#. Chemotherapy 28 : 563~ 581 in vivo activity of DL-8280, a new oxazine deriva-
1980 = e ’ tive. Antimicr. Agents & Chemoth. 22 : 548~ 553,

2 MEABIE, (9 REAR) : KT AEMMMBERIC 51 5 1982 ) ,
FE AR R dose response (2B 2H% : Cino-  UTI st : UTI (RISBGE)JAF LM, Chem-

in 1o M, . ~276, otherapy 28 : 321~ 341, 1980
xacin (01 2R, Chemotherapy 30 259210 6) FIBEN, WAL : REBRIE S0 5 LERERO

. g5 e b3 ERFMEICHONT H1R BMMERBRREICHT
R st A SEAFELS, RLRER 70 317~326, 1979
cinoxacin ¢ dose response MR M E2R—-
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Fig. 1-(1) Susceptibility of E. coli isolated
before DL-8280 treatment
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Fig. 3-(1) Susceptibility of gram positive Fig. 4-(1) Correlograms of MIC between DL-8280
cocci isolated before DL-8280 and NFLX, PPA and NA: E. coli
treatment
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Fig, 4-(8) Correlograms of MIC between DL-828)
and NFLX, PPA and NA: gram negative rods
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Table 7-(2) Bacteriological response to DL-8280 Table 8-(2) Bacteriological response of DL-8280

in acute simple cystitis fitting for in acute simple cystitis unfitting for criteria
criteria of UTI committee (78 cases) of UTI committee (93 cases)
e R R R —Group |: 3rd or 4th day judgement —
Isolates No. .Of Eradicated | Persisted®
strains No. of , ,
Isolates trai Eradicated | Persisted’
E. coli 66 | 66 (100%) strains
TTTTm— . o0
P. mirabilis 6 | 6(100%) 8. faecalis 2(2)* 2
K. pneumoniae 1 1 (100%) S. saprophyticus | 3 3
K. oxytoca 1 N 1 (100%) S. epidermidis 2(1) 2
S. marcescens B 1 1 (100%) E. coli 78( 4)*| 77(98.7%) 1
E. aerogenes 1 1 (100%) P. mirabilis 6(2)" 6
GNR 1 1 (100%) K. pneumoniae 1D 1
S. faecalis 2 | 2(100%) K. oxytoca 1 !
S. saprophyticus 2 2 (100%) E. aerogenes 1 1
S. epidermidis 2 2 (100%) E. cloacae 1 1
S. marcescens 1 1
Total 83 83 (100%)
A. faecalis 1 1
+ Regardless of bacterial count GNR 1 1
Total 98(10)°*°| 97(99.0%) 1
Strains® appearing after treatment
Isolates No. of strains
a-Streptococcus 1
Micrococcus sp. 1
A. faecalis 1
Total 3

+ Regardless of bacterial count
*» Poly-microbial infection

Table 8-(1) Overall clinical efficacy of DL-8280 in acute simple cystitis unfitting for criteria
of UTI committee
—Group I: 3rd or 4th day judgement—

Symptom | Resolved Improved Persisted Efficacy on
Pyuria Cleared|Decreased|Unchanged|Cleared| Decreased|Unchanged|Cleared| Decreased|Unchanged bacteriuria
Eliminated| 75 | 6 5 1 1 1 89(95.7%)
Bacteriuria g::;;i:‘; 3 1 4( 4.3%)
Unchanged T o 0%)
Efficacy on pain 84 (90.3%) 8 ( 8.6%) 1(1.1%) Case total
Efficacy on pyuria 85 (91.4%) 7(17.5%) 1(1.1%) ®
[ Excellent 75 (80.6%)
:I Moderate 18 (19.4%) Overall effectiveness rate
[__4| Poor (or Failed) 0 93/93 (100%)

Exe

Excellent
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Table 9 Results of DL-8280 treatment
— 3rd or 4th day judgement —

545

Table 11-(1) Bacteriological response of DI.-8280
in Group I (23 cases)
—3rd or 4th day judgement —

No. of Efficacy
Group
cases | Normalized | Improved | Unchanged
1 93 1.9% 58.1 % 0 %
I 23 43.5% 56.5 % 0 %
I 11 18.2 % 72.7% 9.1%
I\ 13 30.8 % 69.2 % 0 %
v 11 18.2 % 63.6 % 18.2 %
Total | 151 37.7% 60.3 % 2.0%

Table 10 Relation of judgements between the
original and UTI committee’s criteria
—3rd or 4th day judgement —

Isolates sljroa.i(r:fu Eradicated | Persisted®
S. faealis 1(1)*] 1
S. epidermidis 1 1
Bacillus sp. 1(1)*] 1
E. coli 19(3)*| 19
P. vulgaris 1 1
P. mirabilis 2(1)* 2
P, aeruginosa 1 1
Total 26(6)*| 26 (100%)

Original Normal-| Im- Un- Strains® appearing after treatment
Group ized d | changed Total
Committee e proved |chanee Isolates No. of strains
Excellent 39 36 75
S. ] 1
I Good 18 18 faecalis
Poor 0 Micrococcus sp. 1
Sub total 39 54 0 93 Total 2
Excellent 10 7 17 » Regardless of bacterial count
I Good 6 6 »s Poly-microbial infection
Poor 0
Sub totl 10 13 0 23
Total 49 67 0 116
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Table 11-(2) Bacteriologica! response of DL-8280
in Group M (11 cnses)
— 3rd or 4th day judgement —

FEB, 1984

Table 12 Bacteriological response of DI.-8280 in
all cases (131 cases)
— 8rd or 4th day judgement —

* Regardless of bacterial count
* Poly-microbial infection

Isolates ‘T:.';::. Eradicated | Persisted* Isolates 'l::;i:f. Eradicated | Persisted*
S. saprophyticus 1 1 S. faecalis (| 3 o
E. coli 7 7 S. saprophyticus| 4 ¢ |
P. mirabilis 2 2 S. epidermidis 1)) 4 )
E. cloacae 1 1 Bacillus sp. 1D~ 1
Total 11 11 (100%) E. coli 107( 8)°** | 106(99.1%) | 1 (0.9%)
P. vulgaris 1 1
Strains appearing efter treatment —— Pomirabitis [ 10(3)"] 10 )
Isolates } No. of strains P. aeruginosa 1 1
E. coli 1 P. maltophilia Hn=f 1 -
E. aerogenes 1 K. pneumoniae D™ 1 -
Total 2 K. oxytoca 1 1
E. cloacae 2 2
+ Regardless of bacterial count E. aerogenes 1 "
S. marcescens 1 1
Table 11-(3) Bacteriological response of DL-8280 A. faecalis 1 1
in Group IV (4 cases) GNR 1 1
— 3rd or 4th day judgement —
Isolates No. of Eradicated | Persisted® Torl il Bl Rt
strains Strains® appearing after treatment
S. epidermidis 1 1 =
E coli 3(1)*| 3 Isolates No. of strains
P. maltophilia 1(1)*f1 S. faecalis 1
Total 5(2)*| 5 (100%) Micrococcus sp. 2
a-Streptococcus 1
Strains® appearing after treatment E coli 1
Isolates No. of strains A. faecalis 1
Total 0 E. aerogenes 1
— Total 7

Regardless of bacterial count

*¢ Poly-microbial infection
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Table 13 Side effects
. Days of Duration of DL-8280

Symptoms Case No.| Severity appearance Treatment treatment after appearance
o 92 + 1 (=) B ‘ _2777” B
g | Stomach 165 + 2 (-) 12
2 discomfort — -
2 177 + 8 IPS(-) 4
0 -
| Heart burn 169 + 2 IPS 5
> | Nausea
":f .

. . Methaphyllin

g Abdominal pain 105 + 3 Buscopan 4

Eruption (face) 17 + 2 (=) 1 ~
2 | Itching
s + 1 - 2
:.E (whole body) & (=)
0
§ 101 + 6 (=) 2
g Itching (face) ™ " 3 Clemastine 5
o fumarate

Lip swelling 163 + 3 (=) 11

Incidence of side effects : 10/167 (6.0%)

Table 14 MICs and MICy values of E. coli, gram positive cocci and other
gram negative rods isolated before DL-8280 treatment

MICso (ug/ml) MICso (ug/ml)

Isolates
DL-8280 | NFLX PPA NA DL-8280 | NFLX PPA NA

E.coli 0.78 1.56 =0.05 =0.05 0.78 3.13

<
121 strains =0.05 =0.05 ~1.56 ~3.13 ~0.10 ~0.10 ~1.56 ~6.25
GPC 0.39 0.78 50 0.78 1.56
11 strains | ~0.78 | ~1.5 | ~100 | ~100 | _y56 | ~3.43 | 7100 | >100
Other GNR =0.05 =0.05 1.56 6.25 3.13 1.56 12.5 >100
22 strains ~0.10 ~0.10 ~3.13 ~12.5 ~6.25 ~3.13 ~25

Inoculum size : 10%cfu/ml
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COMPARATIVE STUDIES ON CLINICAL EFFICACY OF DL-8280
(100 MG/DAY, 3 DAYS TREATMENT) IN VARIOUS TYPES
OF FEMALE ACUTE SIMPLE CYSTITIS

Yosuiaki Kumamoro, SHIGERU Sakal, Tsucuo UMEHARA and TAkAoK1 HIROSE
Department of Urology, Sapporo Medical College

SHOGO SHIMAMURA
Department of Urology, Sapporo Teishin Hospital

TakaHIRO TaMiva, Keij1r TAKATSUKA and SHINICHI MI1yAMOTO
Department of Urology, Sunagawa Municipal Hospital

Axk1o HonmMA and TATsuo Aoyama
Department of Urology, Japan Red Cross Asahikawa Hospital

Seyy1 Furuya and Eij1 YokovYama
Department of Urology, Japan Red Cross Kitami Hospital

CnosHo ENATSU
Department of Urology, Tomakomai Oji General Hospital

Hrtosur Tanpa and SHuji KaTo
Department of Urology, Higashi Sapporo Sanjukai Hospital

Tsuneakl Torir and Masataka Fujita
Department of Urology, Hakodate Goryokaku Hospital

Katsuyukl MrroBe and AKIRA NISHIO
Department of Urology, Sakata Municipal Hospital

DL-8280, a new pyridone-carboxylic acid type synthetic antimicrobial agent for oral use,
was studied fundamentally and clinically and the following conclusions were obtained.

1) The MICs of DL-8280 against clinical isolates were determined. The MICs against
80% of GNR and 30% of GPC were 0.10 zg/ml and less than 0.39 ug/ml, respectively.

2) The urinary concentration during 22~24 hours after a single oral administration at
the dose of 100 mg was over 10 u#g/ml and this result suggested DL-8280 was the long-acting
drug.

3) Clinical effect and side effect in female patients with acute simple cystitis including
the urethral syndrome treated with 100 mg for 3~17 days orally were evaluated. A new orig-
inal criteria was established for judgement of cases unfitting for criteria of UTT committee.

4) The clinical response in 78 female patients with acute simple cystitis fitting for cri-
teria of UTI committee was excellent in 64 cases, moderate in 14 cases, and clinical efficacy rate
was 100%.

5) All cases were divided to group I, II, III, IV and V and therapeutic effect was evaluat-
ed in each group. No significant difference in clinical efficacy was observed among all groups,
except cases having only subjective symptoms group V by the new original criteria.

6) As to side effects, eruption, itching, lip swelling and gastrointestinal disturbance
were observed in 10 cases and rate of appearance was 6.0%. But those were not severe.



