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WARR S EMEIRIC #5317 B DL-8280 o JLilh & ik

JREZEE - ) Al— - B SRR - fR—
FRYBRIE « SFROTR - AHER
FF KPR RBPFHE
(EfE : BFRRREER)

FENFEA DL-8280 i RESRMEIRIZI 1T 2 it X UERIRARM & 47 - T,

R - PhAHIZ SWT I, BRABTFICZMR: DL-8280 % 200 mg WMEIERO#S L4, i s
RS I RS LU 3HMT L.17kg/ml BXU 1.19 pg/ml oL — s &RL, RPBEDOC— i
BEH2~AREMRICHY, FOMIF18L.3 ug/ml ThY, 5% 24 Rl E CoORPEINEIT 55.1%
Tholco BN OWTR, REBLIERERP LY DBEL/Z E. coli, C. freundii, K. pneumoniae,
E. cloacae, Proteus indole (—) I XU’ indole (+), S. marcescens, S. liquefaciens ¥ X (& P.
aeruginosa @ 9 HfEIZ>% DL-8280 o MIC #JFEL, norfloxacin, pipemidic acid ¥ X' nali-
dixic acid L H#BL= &z 5, LEMEIZ O X norfloxacin LI iF[F T, pipemidic acid nalidixic

acid, XV 1~2FR2VLEEBE W MIC 27RL7

BRI OVWTIE, SHEHMMERERER 11 Pl R LER 76, F%h4 Bl THEH®RIL 100% &5
L, BMMERBRIE 13 flic oW T2 8 4, A% 3T 85% DABRETR LI, BIEMIC>VT
B2 PP e WOl B S BETh -, $BEBRREMBORE IED P o7,

DL-8280 ({t2¥4 : (£)-9-fluoro-2, 3-dihydro-3-methy!-10-
(4-methyl-1-piperazinyl)-7-oxo-7H-pyrido [1, 2, 3-de] [1, 4]
benzoxazine-6-carboxylic acid) 35— MIEHERTIZHVTH
RAMENH L A 34 0L HikENEOHEA T, Fig. 1
NEI eBEXET 5,

FRNLBECHEARY bLEF L, 77 LM BT
SHENAZ2 b HIEBEICH L TL ROHAEHEET 5. 7
7 AR EEORRER L 0 EALER TV S,

FHEE MBRKRE LSS, #R0 ARERIC 5~%
BRICHM L- BV hREASB bR, 7 SHEER~NBT
LRIFTH B, MAERMIE 4 ~ 6 BT, RPIZIZF 80% LA
EN 24 BMIDNIC KRB AN E £kt S h 5, EREETLE
RS Y, REHOBWER L ShTVBY,

$E, bhvbhREFz>\T HEF0 KRN EmA 5 L
Ebiz, RO REBLEICER L BRORME ML -0 TH
&15,

L % 8%

L mEPRE, RPBES L ORPEIRS

5] 34 0@ERASFIC DL-8280 % 200mg
LHFFHMERE NS L, WETRE 5% 0.5 1,
L5,2,3,4, 6, 10, 24 B 0fE), RPBE (5% 0~
2, 2~4, 4~6, 6~8, 8~12, 12~24 FEHIDME) B LU
Bt 24 s CoRPERREZJE LT, B E T Ba-
cillus subtilis ATCC 6051 # REH L L@ Y v 71

Fig. 1 Chemical structure of DL-8280
0
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(&HE) Table 1 BX U Fig. 2 & DL-8280 200 mg
FE O E % O MK PREDORMERLIZL © T, Table
2, Fig. 3 IZRPRER L CRPERBERLTWS, i
BHimED ©— 7 15 % 1 Rl X003 R TR,
ZOEHMHER 1 BT 1.17 pg/ml, 3 BT 1.19 pg/
ml Thot, £ft, TORORPBREDO L —7 3RS
% 2~4BERRICH D, T OfEIZ 181.3 ug/ml THREHK
24 B £ TORPEMIRIZ 55.1% Th o7,

2. HEAN

(FtE) YRRBRRBIEBERT LY 5> M L 7 Es-
cherichia coli, Citrobacter freundii, Klebsiella pneumo-
niae, Enterobacter cloacae, Proteus indole (—), Proteus
indole (+), Serratia marcescens, Serratia liquefaciens
B L Pseudomonas aeruginosa O 9 HEZTH Fh 54
BRI+ 3 FH 0 MIC %, B AR(LEREFIERLICTHE
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Table 1 Serum levels of DL-8280 after a single oral administration of 200 mg
in 3 healthy volunteers (fasting)

Serum concentration (ug/ml)

Volunteer Time after administration (hrs)
0.5 1 1.5 2 3 4 6 10 24
A 0.09 1.10 1.46 1,26 1.40 1.00 0.64 0.54 0.08
B 0.86 1.60 1.03 1.28 0.94 0.94 0.70 0.40 0.10
C 0.09 0.81 0.84 0.86 1.23 0.94 0.80 0.60 0.11
Mean 0.35 1.17 1.11 1.13 1.19 0.96 0.71 0,51 0.10

Table 2 Urinary excretion of DL-8280 after a single oral administration of
200 mg in 3 healthy volunteers (fasting)

Time after administration (hrs)
Volunteer | Item
0~2|2~4|4~6'|16~8|8~12|12~% 0~24
ml 240 225 145 100 595 1,055
A ug/ml 50 89 125 116 48 13.3
mg 12.0 20.0 18.1 11.6 28.6 14.0( 104.3 (£2.2%) -
ml 110 115 125 65 160 660
B ug/ ml 240 155 140 200 155 25.5
mg 26.4 17.8 17.5 13.0 24.8 16.8 | 116.3 (58.2%)
ml 95 90 100 130 180 485
C ug/ml 125 300 175 133 143 21.5
mg 11.9 27.0 ] 17.5 17.3 25.7 10.4 | 109.8 (54.9%)
Mean ug/ml | 138.3 | 181.3 | 146.7 | 149.7 | 115.3 20.1
mg 16.8 | 21.6 17.7 14.0 | 26.4 13.7 | 110.2 (55.1%)

Fig. 2 Serum levels of DL-8280 |after a single Fig. 3 Urinary excretion of DL-8280 after a
oral administration of 200 mg in 3 heal. single oral administration of 200mg
thy volunteers (fasting) in 3 healthy volunteers (fasting)
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Fig. 4 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
E. coli (54 strains)
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ig. 5 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
S. marcescens (54 strains)

Inoculum size:10° bacteria/ml
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Fig. 6 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
S. liquefaciens (54 strains)

Inoculum size:10° bacteria/ml
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ml BUFiCa4i L, NFLX &igiFR4% T PPA 8 X ¢ NA
LV 5~6F £ X o7 (Fig. 4), S. marcescens B LU
S. liguefaciens CixZ&#?m MIC iX PPA, NA Xk Y 3%
&Y, NFLX 2% 1 BREX I3 EAICH -7 (Fig.
5, Fig. 6), P. aeruginosa iz34+5 MIC i NFLX k0 1

Fig. 7 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
P. aeruginosa (54 strains)

Inoculum size: 10° bacteria/ml
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Fig. 8 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
E. cloacae (54 strains)

Inoculum sjze:10° bacteria/ml
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Fig. 9 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
K. pneumoniae (54 strains)
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FRESDH, 2 12.5 pg/ml LLTRAHALTRY B
7R A T Ui, %72 PPA I 4%, NA 012 6~7 %
F & o> TWe (Fig. 7). E. cloacae iZxt L Ti3 28 1.56
pg/ml LTS LIWHEAZR L, NFLX & [RIRE
T PPA, NA kY 4~58F&>TWWk (Fig. 8), K.
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Fig. 10 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
Proteus indole(~) (54 strains)
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Fig. 11 Sensitivity distribution of clinical isola-
tes to DL-8280, NFLX, PPA and NA
Proteus indole (+) (54 strains)
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preumoniae TixAKlD MIC 13 NFLX & [RIRBET,
PPA, NA XV 4~58 2 X 5T\t (Fig. 9), Proteus
BiZx+3 MIC i3 NFLX LV 1 BBEYS > TV,
PPA, NA X 9 3~4 % ¥ X »TWwk (Fig. 10, Fig. 11),
C. freundii TiTE MIC 2250 Db A b,
NFLX L2 T, PPA, NA X o¥Ez&-Twni
(Fig. 12),
II. BR K Y % &

(5] HFAZEEFBIRFARBRBFEZZLL
SNkBED, SHEBIMMEBDER 11 i X 0% M4 R 3%
U 13 i AR EER L, £ OBKER L B IChl
ERIZS>W TR LY,

1 AR AR R

iz UTI EZIMENES —AR? OREBBESM
EWtboll, RERZIVEDEHELE, KA
#E5i3AK 1 B 200mg &HYRE 2 90RT 3 HERK
BH L L,

‘ ﬁsa 1984

Rig. 12 Sensitivity distribution of clinical isola.
tes to DL-8280, NFLX, PPA and NA
C. freundii (54 strains)
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&—— DL-8280
o-===0 NFLX
o—b ppA

o-==a NA

501~

Cumulative % of strains inhibited (%)

<00§00501f19200”01ll 563.126.2512.525 %0 100 100<
MIC (ug/mi)

2. MR YEE

iz UTI EPHEE R 05K B AL G L
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1, Sk MPEREDER

Table 3 K RER OBV ERT, 11 ATEDTH, &
AP TRATSHR CGEH+A 2 1100% ThH o
(Table 4), REMICH+ > MBEFNHBREAS L, E
coli 9 B, P. mirabilis 2 ¥k, Staphylococcus epidermidis
1Bk, Streptococcus faecalis 1¥kDEF 13 i+ =T HRE
Eh T3 (Table5), FRDZhboBRE X T+ 5
MIC (105 bacteria/ml #8K) X3E LA 11 #kb E. coli
18R 3,12 ug/ml T - o bs, s> 10 Bz 32T 0.39
upgiml UUTFChotz (Table 6), FEHHFEI S
epidermidis 1 ¥ Cd - Iz (Table 7),

2. BN RBBYE

LHEFOBEHE Table 8 IR L, 13 HhE%h 8 #,
B3 TRAEEDRILE5% L+ ChlclBET Lk
(Table 9), HARBHIOFHRE 43 L BHEBS
BN LIELAL, BMEC Y5 THR % B E (B4
B K1 REKE S, Z0H4BOEHRE 9
% & RIFCdh o7z (Table 10), MELHBEEHS L,
Table 11 R+ Z L 7TEHM 13D I b K. pneumo-
nige 1 BROZHEREL, i3 +~TiH% LIRERI 92
%L BIFRERKCholee Zh b nRAMOARICHT
% MIC # %% L MIC (10° bacteria/ml 8 ¥ RIEL
Bl 11D S H, BEROFELE K. prenmonice 1
6.25ug/ml G, S. liguefaciens 2 BEHS L % I 6. 25 ug/ml
Th oo, o BB+ T 0.39 gg/ml BATO
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Table 4 Overall clinical efficacy of DL-8280 in acute uncomplicated
cystitis (0.1 gXx2/day, 3-day treatment) 2‘
5
Symptom Resolved Improved Persisted :
De- |U De- |U Do [Ur gt on
: L n- e~ n- e= n= 1 pacteriuria
Pyuria Cleared creased { changed Cleared creased | changed Cleared creased clnnged%b
Eliminated | 7 || 2 1 10 (91%)
.. | Decreased o
Bacteriuria (Replaced) 541 (9%)
Unchanged 0 (0%)
Effect on pain on 0 o . Patient
micturition 1 (100%) 0 (0%) 0 (0%) total
Effect on pyuria 8 (73%) 2 (18%) 1 (9%) 1
[ Excellent (64%)

] Moderate

D Poor (including Failure)

7
4
0

Overall effectiveness rate

11/11 (100%)

Table 5 Bacteriological response to DL-8280
in uncomplicated UTI

Table 7 Strains’ appearing after DL-8280
treatment in uncomplicated UTI -

Isolate No. of strains | Eradicated | Persisted® Isolate No. of strains
. )
E. coli S 9 (100%) S. epidermidis 1 (100%)
. s ()
P.mirabilis 2 2 (100%) Total 1 (100%)
S. epidermidis 1 1 (100%)
* Regardless of bacterial count
S. faetalis 1 1 (100%)
Total 13 13 (100%)
*Regardless of bacterial count
Table 6 Relation between MIC and bacteriological response to DL-8280
treatment in uncomplicated UTI
MIC (ug/ml) Inoculum size:10° bacteria/ml Not
Isolate done Total
<0.39 |0.78}1.56| 3.12 [6.25]12.5{25]50|100( >100
E. coli 8/8 1/1 9/9
P. mirabilis 2/2 2/2
S. epidermidis 1/1 1/1
S. faecalis 1/1 1/1
Total 10/10 1/1 2/2 13/13
ota (100%) (100%) (100%) | (100%)

No. of strains eradicated / No. of strains isolated



693

CHEMOTHERAPY

yoL. 32 s-1

santmwod [1) oy Aq BLINI) : [1n)

uotjeneAd s J( :

1d

juwiealy alojg

JuaWleal) JAYY
.

J20ued d1eIsold : O
Jown) I3ppelq : 19

AydouajzadAy oueisoad uBiuag : H4d
sytaydauofadd pajedrjdwod dtwoiy) : 4OH
suuskoy pajedtjdwod dwoay) ; DY)

— — d SISOUR}S [edyjal() 5 | o -
stsoa£g | ua|[ad LETIER S "0 EXT0 | - -
P> >4 01 s1jvaavf g + K 220
— — d [21sYy [ewdeAo1ajain-3] 5 19 -
— JU3[22 U3 S 0" EXI0 | ¥- -
1 P> 5070 201 noa'g + ° e8]
— - AE: |
- WX | IW[[IXY S od | gXI0 | ¥-9 - 13 I
6€°0 | 01 siprusaprda °g + 220 ¢
stso1hg o — - g od exl y Jappe[q dtuadonan I
1 ‘o <T _ _
peed PN oro ,01 avtuownaud 'y ¥ 0 ) 290 % 69 1}
— - Hdd
- el (1) S ‘od XTI ¥- —
1 * ot | a0t ooy | 4 S 00| V%] ®
01 seag + 3U0IS d1BISOIg
— aey J00g . g od | ¢x1°0 | $-9 _ sisoudis [eaqialf) | ¢ 28 8
629 01 | suaroofondy g + 300
— - Jappe[q d1uadonay
- JUI[[3! 3jeId| ‘od N - -
[132xg PO o0 | o1 17029 7 S EXT0 | ¥-9 299 % L9 L
951 | (01> | opsourdnian g - 1appe[q dwadornay
- Jua[aIxXy | jua[eIXY g od | gx1°0 | ¥-9 _ stsouais feagRa | 4 | g 9
010 | .01 noo'y H R%)
— | wayaxg | 1wapeoxg - - g od | gx10 | #-9 - d e g | g
010 .01 suodna s 200
Szl 101 antuownaud "y H# (eayaaap)) Hdg
- 100, 100 S ‘o-d ex1” 1-
d 41y | o1 | omowmandy | 4 0|9 + | Yl
JuR[aIXy | Jud|[eoxy — - g od | ex10 | ¢ dAjod [eayaxpn
_ . <1 _ _
: oo | o nog | ¥ 2 00 | %] E
001< 0L Dsousnian ' - Hdd
—_ poos) | 3jerapopy - ’ : 4 ‘o:d ex10 -9 ?EWH._DV U03S [RUII-I] 9 €8 F4
S2°9 | 01 | suaronfondy g H 420
- - . . I3ppe|q dtuaBoinay
— JuafRoxy | JudfIXY 01< DsowanIon " S od | exI'0 | -9 - 75 s | 08 1
A £ -
swoge | 4 1L | OIW | wme |  sepadg woonng | o8 | CROD dnoss | (anoy) | UomPuod Budlaspun o
syreway opig LRHNA : a U xag | a8y
' <uonenieasy Jelanirajoeg JuewIRIL | LN e sisouderq Y

0828-10 Y34 pajesax3 sjudtjed [1) Paiedl[dwod jo Areurwns [edtur[) g I[qel



€94

MIC %% L7z (Table 12), #5-#%I1HBMIX P, aerugin-
osa 283 XU YLO 1 Bk, #F 3k Tdh -7 (Table 13),
3. BUWER
RIVEF X AA & 85 L4 24 R THRN Lz, 24)ic
VREE DR T & BNt (Table 8), #WHSETH, WX
MR L,

. % =X
IEE, WhwB Y Frn R CBROAITEA O

CHEMOTHERAPY

FEB. 1984

MR A, BLLE £ TIC NAY, piromidic acid ()
F PA)Y, PPA® 3 X Uf cinoxacin (LAF CINX)® i
iR &y, BEICREMYUEILN LESHAVSEhTWS, &
&1z NFLX? 2B LEICH B,

NFLX #FR\ T2 7 ARBYEBICH T 5 7l 11 3
{, ElBEMBER>TWS P. aeruginosa 3 LU S,
marcescens BIZ L SHWERBLHEITH LT LI ki &
NChofe, SEAB—MEFERCBOTHLLMES

Table 9 Overall clinical efficacy of DL-8280 in complicated UTI
(0.1 gx3/day, 5-day treatment)

Pyuria Effect on
Bacteriuria Cleared Decreased | Unchanged bacteriuria
Eliminated r 8 J 2 10 (T1%)
Decreased 0 (0%)
Replaced 1 1 2 (15%)
Unchanged 1 1 (8%)
Effec.t on 9 (69%) ] 0 (0%) | 4 (31%) Patient total
pyuria 13
[___:]:] Excellent 8 (62%)
Overall effectiveness rate
:l Moderate 3
11/13 (85%)
D Poor (including Failure) | 2

Table 10 Overall clinical efficacy of DL-8280 classified by the type of infection

No. of
patients Overall
Group P Excellent | Moderate | Poor | effectiveness
ercent) rate
(of total
1st group ) 9
(Catheter indwelt) 2 (15%) 1 1 50%
. . 2nd group
Monomicrobial 0 ( 0%)
infection (Post prostatectomy)
3rd group (Upper UTI) 0 ( 0%)
4th group (Lower UTI) [11 ( 85%) 8 2 1 91%
Sub total 13 (100%) 8 3 2 85%
5th group o
(Catheter indwelt) o ( 0%)
'Polym'icrobial 6th group o ( 09
infection (Catheter not indwelt) 0
Sub total 0 ( 0%)
Total 13 (100%) 8 3 2 85%
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Table 11 Bacteriological response to DL-8280 in complicated UTI
Isolate No. of strains Eradicated Persisted*®
E. coli 5 5 (100%)
K pneumonise 2 1 ( 50%) 1
S. epidermidis 1 1 (100%)
S. faecalis 1 1 (100%)
S. liquefaciens 2 2 (100%)
P. vuigaris 1 1 (100%)
P. aeruginosa 1 1 (100%)
Total 13 12 ( 92%) 1
* Regardiess of bacterial count
Table 12 Relation between MIC and bacteriological response to DL-8280
treatment in complicated UTI
lolate MIC (ug/ml)  Inoculum size : 10° bacteria/ml Not Total
<0.39 (0.78]1.563.12| 6.25 |12.5{25[50 100 | >100 | dome
E. coli 5/5 5/5
K. pneumoniae 1/1 0/1 1/2
S. epidermidis 1/1 1/1
S. faecalis 1/1 1/1
S. liguefaciens 2/2 2/2
S. vulgaris 1/1 1/1
P. geruginosa 1/1 1/1
Total 8/8 2/3 22 | 12/13
(100%) (67%) (100%) | (92%)
No. of strains eradicated / No. of strains isolated
Table 13 Strains* appearing after DL-8280 ¥HT 5.

treatment in complicated UTI

Isolate No. of strains
P.geruginosa 2 ( 67%)
Yeast 1 ( 33%)

Total 3 (100%)

= Regardless of bacterial count

hRA XYV RBEOARAEATHS DL-8280 1
NA, PA 8 X Uf PPA iCH LT 75 ARMEEII LB S
by PILRBERICH LT X Y BVWHEHERL, %
RER L 7 5 2 B OFEBMBHICH L T bHRVHES

AMTE O EIT X ) RIS RS RREH P I BEit &
ha), FFloMmFs X CRPBREEIXE bIZ NFLX @
FhOLVEEATHSDZ LA cross over HTHLMIT
EhTwa), (RhAKNTIRIZEAERBMERTTIC
KEBABRREEO T £ S h D, BIOEBAR{LE
WL AARREFTEY VAV v L TOREY 1€
X3 L, AFOMEPMEITZEME 100 mg B[ERE Q&
E# 1M ce—2sME 1.90 ug/ml 38w, 200 mg, 300
mg BXU 400mg HETHLRRY 1 FeFKicEh L
v — 7 {H 2.04 pug/ml, 2,63 pug/ml I X U 5.67 ug/ml
2EH, FOBWML 24 BEE#ICIZE 0 ug/ml IZES
{LEhTws, Zhiclkl, EHEH 0 R #& T i3 200
mg #E5ET2&E2R BWME L 2ok, 1M%<
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1,17 pg/ml, 3 Wi C"— 2 M 1.19 ug/ml 7R L7,
EIRRPREE, RPEINRE S &, RPREOLC— 7
ITBiE 100 mg RO CHG1% 0~2 M T 193 ug/
ml, 200 mg 5 T b # 5% 0~2 T 360 xg/ml, 300
mg H#ETik 2~ 4 F5HT 648 ug/ml, 400mg # 5 T
0~ 2BMT 390 pug/ml WO v R Y LTD
HWEICH L, HH O D 200 mg HMERE- ToORMTIE L
— 22X 2~ 41%MT 181.3 ug/ml LR ® B IC K
RRRDAEA o T, RPEUHRIZ 100 mg, 200mg, 300
mg & XU 400 mg #5-T 24 I % T T, #h¥h 91,9
%, 77.2%, 101.0% R LUT77.1% ThH, FELD
200 mg FEEM T 55.1% & RREVME & 2 o7k,
DEILHEY VAR DY A THRE S R EE 1 x
FTHRENORMRTIZ, 77 ABEEIC L it
BAHERL, NFLX L 9# 1%, PPARS XU NA L 0¥
BEI-TVD. 7 7 HRHEBEICH LTI, E. coli, K.
pneumontiae, C. freundii, E. cloacae, S. marcescens 3
LU P, aeruginosa T MIC 25 ug/ml ##82 3 L D2RdH
%L DD, Proteus Bx &% NFLX Li2EF%T PPA
BIUNALDEBEES o/ MIC 2 RLEEBESH
T3, EELOBMRTLIIFRIBROEME ZDH A,
2Hic MIC O FmgEE? <, MWHAEAZRL, P.
aeruginosa TiX 2Pk 12.5 pug/ml LAFIZH L TWiz,
BIRRURIC SV, Bk v R Uy A (RRMID T
A MERREIERERE R 264 4R, UTI SKZhILMELRIC L 3
%209 B (79.1%), H%h 544 (20.5%), E%h14)
(0.4%) LREHEIE 9.6% LBESH, EELITBN
THRAADE 100% LFROBMTH 5, £ MEYF
R T, 7" 7 ARBIEBERET 75% L LREIRE YV IRE®R
#RL, 77 ABMEREET 98.5% LV BRERN @E
ShTW3, 25064 S. epidermidis L S. faecalis %
1HEED, BHEETHREIND &L )R x B,
—%, BMMERBBIMEIC T 58EICL 5 &, 330 4
ESh 124 ] (37.6%), FHh 1424 (43.0%), %64
B (19.4%) TRAELIRB0.6% ThH Y, EEL DMK
LAEZR85% LIEEET B RIFRHEME V2B, KR
MEPRCHAZEDTF—FVHBHETCHIB IR T
69.0%, BT 56.7% LUBMWEVEHERERL
LY VRV Y A THEShTWS, EH 5 Ok

Tikh 7 —F LVERPINE 1B 20T, FORYRI 50
%Tholc, MHEHBRICOVWTHTHRS L, ¥£b
DO T 7 5 L BEN I X MR & 2 134 k.
preumoniae 1 BRNSTERE LI 1¥ 13 TRREE® 92% % 5RL,
AEMMH OBRER82.5% LV b RVRME T L,

SEMMITRIT SBIERICBLTIL, 2,856 M 994
(3.5%) KRRAEATVB, KbEVORMLEER
T804 (2.8%), DVTTLAX—FER 21§ 0.7%),
FERLER 16 B (0.6%) Thofc, FH O DERTIE U
Blp 2 ) (8.3%) ITHBEE DIHILIBEE & BBad o, HEK
SETHMELX,

HRREMBCIFE Y VAo ATRBYRRE
EhTWaR, ¥ELORERIKICREL EB LA 5
EFIT ITBALHIL 2 o 72,

¥% 0 OREACHAREEE(CICM 3 M, #
EHMARETL5 A LBV, ZoforTk
ROELEEMEST S LI TERV, L LLEE:
Ti2R R 30 MU EpHRIEIZIS W T LI BBIE B
WL R3S EARBH bW SicBbh, %2
HIZBL T ORI MBI RS2 5 TH S,

U EORAEERMD & DL-8280 i#E A ARAEA
& UTEMEB MM RERE 23 5 BNt R B YEIT 3 L
THEDTHEHLEZONS,

X m
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FUNDAMENTAL AND CLINICAL STUDIES ON DL-8280
IN THE FIELD OF UROLOGY

MasuyvosHl HarRaDA, SoicHI ARAKAWA, SHIGENORI TADERA, KEercH1 UMEzu,
NoBumasa KaTaokA, Sapao KaMmiponNo and Joji IsHiGAMI
Department of Urology, Kobe University School of Medicine
(Director : Prof. JOJ1I ISHIGAMI)

Fundamental and clinical studies on DL-8280, a new synthetic antimicrobial agent for
oral use, were performed in the field of urology.

Serum concentrations of DL-8280 at 1 and 3 hours after a single oral administration at a
dose of 200 mg were 1.17 ug/ml and 1.19 ug/ml, respectively, and the highest urinary concen-
tration of 181.3 ug/ml was observed in the urine collected during 2 to 4 hours after administ-
ration and the urinary recovery was 55.1% at 24 hours after administration.

MICs were determined against clinically isolated bacteria consisting of E. coli, C. freundii,
K. pneumoniae, E. cloacae, indole negative Proteus, indole positive Proteus, S. marcescens, S. li-
quefaciens and P. aeruginosa and were compared with those of norfloxacin, pipemidic acid and
nalidixic acid. MICs of DL-8280 against all bacteria were almost the same as those of norflox-
ac¢in, and were lower than those of pipemidic acid and nalidixic acid.

Overall clinical efficacy on 11 patients with acute uncomplicated cystitis was “ excellent ”
in 7, “moderate ” in 4 and the effectiveness rate was 100%. Overall clinical efficacy on 13
patients with complicated urinary tract infections were “ excellent” in 8, *“ moderate ” in 3 and
the effectiveness rate was 85%.

As for side effects, 2 cases of very slight pyrosis were observed. No abnormal ‘change in
laboratory examinations was noted.



