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WIRBFIE I #5175 DL-8280 &Rl « BERAIMRY

BB - WRER - AFAI¥E - RRESE - ARE - KAWMILZ
] LU KA R 2 D PR AP
(EAE - ABUZKIR)

R AR ER] DL-8280 2>\ THRMAY, HRERAOMME 1T o, DL-8280 iXREEMBYLEL Y 4
MEhir s ABMREICH L RIFRIMARRL, E. coli, Proteus DH12 b1, Serratia 38X P.
aeruginosa 1T LT b RIFRBAMTH o, BEERAMRMN T BOEBIBIIERIRER 4 FITIZ 100%, BMH
REBUSE (UTI KAMERMABEER) 12 | Tik 92%, AERER 7T 86% DHBRTH-
Te. BHERIR 1 GlCBHEE e, BERKEMAN T2 14l BUN, 7 L7¥=VOLR, k1§

YL DOLEREEDE,

DL-8280 i3 $—RIHFHER TR L <R EN/RAAA ¥+
CUyRMER T H Do K H 12 HF R CHuFN,O,, 2FEK
361.37, HEALLV LIREREOKAELIRBAMERKTER,
E%EAT5 (Fig. Do 77 LBHES LUBEOFRIEEIC
LMEEWHEARY b7 0L BOREHEE L, MIMRICY
LTLEAHENEAET S, BRKESICL Y BR&K, @i
BIUHBAIBIT L BRI RE~PEEEh, L £&R
TR LA RS TICRP~SREEh 57,

&8, R4 xEFICONT LB - EHRMET-0T
oE+5,

Fig. 1 Chemical structure of DL-8280
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1. ERFE

REEBIE X 0 YMERTE L7V 5 LRRMAREE 124 BRkis
X OBk E. coli NIHJC-2 I2>WCAR OB A% A
FLEREFESFEEICE-T 105ml R TR E L
2o Ec[FIFFIC Pipemidic acid (PPA), Norfloxacin
(NFLX) OHE b RIE LAHA & lEtRpt Lz,

2. R

AR DL ERICR+5 MIC # Table 1 IZ;7L7%, E.
coli 27 Bk 16 £kix 0. 10 pug/ml ATFIZ946 L, 28k 1.56
pg/ml A2 4 Lic, Klebsiella 11 #: 10 kit 1.56
pg/ml LLFIZS 4 LT VW2, Serratia 27 BEiX 0.20~3.13
pg/ml ZHF Uiz, P. mirabilis 27 BRiZ 2k 1.56ug/
ml ATIZ, %7 P. vulgaris 16 B2k 6.25 ug/ml LA

TFICHFE L, P. geruginosa 16 #ix 0.20~6.25 ug/ml
LT, FRIRUEOARMIC L RIFREHE
HERL, 100 ugiml Ll EOBHEMIEEKIIBOD 2P o,

X L DT, PPA I Y ARz 2T Ol CRE
HEhTwie, NFLX L OHBETIX E. coli, Klebsiella,
P. mirabilis 3 XX P. vulgaris Tk, ZiZRSORK
TH o, Serratia TiIANY 1 HEERhTHY,
P. ageruginosa TIXMIZ NFLX 2% 1 EREEh TV
(Fig. 2~Fig. T,

BE KK Rl M

1. BEMRB ICEEFHE

*HRIT R KSR R AR R BE 284 T, R B
214, &iET74. FERHIZ19~81 1, FEH53.38T
5B, NRITSEBMIEBHESR 4 5, SEEHERER
R4, RUEBUMEERRS 125, SRR 1A,
SHEREMRER 2 41, SMEFEHEERERS HITHS
(Table 2~Table 5),

#EFHR, AtEEkKRIR1E 50mg, H8%3EA
BREL 3 HEIE L, SIMMERBBYERRAILLT
1H 100mg, HR%KIEFNMEL S BRFEELE, &
HERISARRIZ 1 B 100mg, HAK 3EMNMEL4AM
#Bh Lk, RERLIZ1E 100mg, SR/%3EIAMEL
3~7 RS L7,

2. HEEE

BRI D413 S M BEDE 52 35 X U BIME IR
BYE Tix UTI EBHEERE (B2 IcEL T
Tro RPEATSIIRZS IR, RIGHFT RICHSLRMBHTR
EMXTHELR, (RRERER, RRE RERFRIC
HithRAFFRE Mz THE LR,

3. #R
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Table 1 Antibacterial activity of DL-8280
MIC (ug/ml)
‘Species Total
=0.10{ 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 |100s
E. coli 27 16 2 2 6 1
Klebsiella 11 3 2 3 2 1
Serratia 27 2 2 8 7 8
P. mirabilis 27 1 12 11 2 1
P. vulgaris 16 1 2 1 5 2 5
P. aeruginosa 16 1 3 5 4 1 2
E. coli NIH JC-2 1 1

Fig. 2 Sensitivity distribution of clinical isolates Fig. 4 Sensitivity distribution of clinical isolates
E. coli (27 strains) Serratia (27 strains)
(%) (%)
W0r - NPLX 7 100 /
DL-8280 / /
g o J/ & sl /
E PPA H /
y 60F - 2 6ol
£ r 2 /
o I s /
.é il / 5 4of / PPA
—; 3
g L Y3 H
3 % / 3 20f _//
0 TR S | I 1 1 11 1 11 0 2 1 11’1-_1__4 Lo 1 1
MIC =0.100.200.390.781.56 3.13 6.2512.5 25 50 100s (ug/ml) MIC 50.100.200.390.7861.563.136.2512.5 25 50 100S (ug/ml)
DL-8280] 16 2 2 6 1 DL-8280 2 2 8 7 8
NFLX | 15 3 3 6 NFLX 1 1 1 7 11 6
PPA ) 5 1 3 1 7 PPA 1 2 5 8 1
Fig. 3 Semsitivity distribution of clinical isolates Fig. 5 Sensitivity distribution of clinical isolates
Klebsiella (11 strains) P. mirabilis (27 strains)
(%) (%)
100 100
) °
E (7] ? 80
: £
2 60F 5 60
H oy
- S
5 or / j 40
g DL-8280  ; PPA z
© / 3 20fF
0 | S S W 2 SR SR SR S SN N 0 L1 1
MIC £0.100.200.390.781.563.136.2512.5 25 50 100= (ug/ml) MIC <0.100.200.390.781.563.136.2512.5 25 50 100 (ug/ml)
DL-t2s0} 3 2 3 2 3 DL-8280 ] 1 12 11 2 1
NFLX 5 1 3 1 1 NFLX 10 9 5 1 2
PPA 1 4 1 2 3 PPA 0 6 7 2 2

RIEMMIERERE S 4 PITEZD 2 4, B2 2 BlCHDR PR T, FEIRNL2MTES LA, EDH1ATED
100% ©% - (Table 6), R50% ThHY, BIBIEH4H, HHeHTH DR
B R BB LEE TS B 4 B2 B < 1240 100% T o7z, (Table 8), SHEAISLARKRIX, RFR,
TR L ME LA, 5 W, A6, B RIERTERCL, FISZRALD FIGRLHE, EWNE
PTHM® 2% TH o7 (Table 7), UTI HABRIBR LESH L Lic, SHEMEMERER 2PIIES L W E L
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Fig. 6 Sensitivity distribution of clinical isolates
P. vulgaris (16 strains)

Fig, 7 Sensitivity distribution of clinjca] isolates
P. aeruginosa (16 strains)

(%) (%)
100 -— / 1001 - —
T sob / 8o .
g J [
£ eor / - £ O DL-s2s0 [ PpA
¥ [/ pL-ss0 r v :
i G P 7 r
i / PPA 3 ok
SI 1) | S
0 B N N T T . 0 1 Pl B N R R R |
MIC %0.100:200.390.781.569.136.2512.5 25 50 1005 (ug/ml) MIC %0.100.200.390.781.563.136.2512.5 25 50 1003 (ug/a)
DL-8280 1 2 1 8§ 2 & DL-8280 1 3 5 4 1 2
NFLX 1 4 2 4 2 2 1 NFLX T 9 3 2 1
PPA 1 15 3 6 PPA 1 2 9 2 11
,Table 2 Clinical summary of uncomplicated UTI patients
c Treatment S Bacteriuria® Evaluation
ase X . ymp- e Side
No. Age | Sex Diagnosis| oo | pyration toms® Pyuria Species Count | MIC - 10°/ml UTI Dr |efects
(mg> /day) | (day) pecies | (Jml) | (ug/ml) d -
+ H E coli | 107 0.025 '
1 |31 F|AS.C 50%3 3 Excellent | Excellent| ~
1+ 4 E. coli | 10* ’
2 (21| F|AS.C 503 3 —_— Moderate | Good | —
+ 1+ -
+ H# |S. faecalis| 107 3.13
3 54| F|AS.C 50X3 3 — Excellent | Excellent| —
+ E. coli | 107 i
4 |32|F|As.cC| 50x3 3 - Moderate | TMF |
- + - : good .

Before treatment
After treatment

Teo ETBMEIEMBEERER 5 IEHAM T h - 1
2%, 1T BERE, PERIZIHAR LIC 2SRRI L 7o
HROPLER L L,

4. HEFEROBE

MIBZRZR T, SHEBMIERDER TIXREA R
i% E. coli 3 #, S. faecalis 1 #Th > Te kbR L,
BEHHBAE GREL2H O‘ko WA RBEBULEE T
EAT 12 BRI &R e, 11 BHELL, HERI2Y% T
bolc, LI 1BIX, Citvobacter T o7 (Table
9, ¥ZERHRERBORI X,

5. BUWER

BWERIX 28 Bl2f TR EIT o723, BihXA Bl {E
it 14ic, &%) 100mg # 2 EARRLE, EHEL K
ZTHIRFIEL, HRrilk L, REMORFEI,
Table 3 DEMR 14 CHEAT BUN 22, 7mg/dl, 7 v T7F
= 1.07mg/dl 5%, %4 28.6mg/d], 1.30mg/

dl L ERLTWE, 20BSBLEVWEDEERHT
Ho5H, BRBETRARICL 5 HEEbHS, Table
3 DEER 10 TARRER], &Y A E L 0:66mgld
(EL# 0.33 mg/dl, A 0.33 mg/d) Thok#RGR
By 1.28mg/dl (EE 0.56mg/dl, i 0.72
mg/dl) & ERLTWE, AEMIzSSH GOT 19 LU/
L, GPT 14LU./L, Al-Pase 49LU.[L B 5 %%+ 19
LU.JL, 16LU./L, S0LU.[L ¥ FR&ETh-lk, ZOER
b EDBBB LRV DEBRFATHEE, FHILLD
E) Al EROTRER DS, T Ol RRRER
Fwdzh ol (Table 10),
£ ® o

DL-8280 i, HL\WEOAA >4 SV AR EATH
D, FEROEA & LT Nalidixic acid (NA), Pirom:
dic acid (PA), PPA, Miloxacin (MLX), Cinoxacin
(CINX) $ X8 NFLX 2% 5, A#lit broad spectrum
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Table 5 Clin}cal summary of prostatitis patients
c Treatment s Bacteriuria®
ase . ) ymp=|, e . |Side
No. |A6e|Sex| Diognosis Dose |Duratfon|toms® Pyuria Species| Count| MIC : 10°/mi Evalustion effects
(mgX/day)| (day) P (/ml)|  (ug/ml)
A + | E coli| 107 :
Acute
28 32| M prostatitis 100X3 4‘ ~ ~ ~ Excell:ent -
._Before treatment
After treatment
Table 6 Overall clinical efficacy in acute uncomplicated cystitis
Symptoms Resolved Improved Persisted Effect on
. Clear- | Decre- |Uncha- | Clear- | Decre- [ Uncha- | Clear- | Decre- | Uncha- -
Pyuria ed”“ m:.ecdre nl;necdl ed“r l:e? nged ed“ a:ecd n‘necdl bacteriuria
Eliminated || 2 1 1 | 4 (100%)
Bacteriuria Decreased
(Replaced)
Unchanged
Effect on pain on micturition 3 (75%) 1 (25%) Patient total
Effect on pyuria 2 (50%) 2 (50%) | 4
| Excellent : 2 (50% - ‘
- . . Overall effectiveness rate |
Moderate 2 L .
I : 4/4 (100%)
Poor .
(inclpding Failure)

Table 7 Overall clinical efficacy in complicated UTI"

Pyuria } Effect on
Bacteriura learefl Decreased . Unchanged . bacteriuria
Eliminated i [ 5 J 4 2 11'(92%)
Decreased ' ; ,
|
Replaced ; i
Unchanged | - i .- S U SO T 1 (8%}
— : - o
Effect on pyuria | 5 {427%) 4 (33%) 3 (25%) Pat'e‘l‘; tota
Excellent . ‘ 5 t4295) - ‘ i
= .‘ — R ——t  Overall effectiveness rate
Moderate ~ ; 6 ! ’ , -
— ; ' : 11,12 (92%)
Poor D1 ‘ ! : .
(lncludmg }'aﬁur& R it —

! {

T%ﬁ“&ﬁﬁ&ﬁbrwa &n&i’,«r%ﬁkmrp«g  cli 27 wp 16 2 0.10 agfml UFiAHL e
fTURS SRR b REFTH B, i#ﬁ&o%#%)&w B 1,56 pg/ml LFICIFELTHRY. ﬂ;&rf;ﬁmr};ok.
Lahay, 5 I"Hﬁk chbszella, P. mirabilis, P. vulgans THRER
ﬁiﬁrmﬁé%@mﬁmﬁﬁkﬁf BHE NI E | REChonkn, Mic Seratia 27 HTR 0.20~3.1
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Table 8 Overall clinical efficacy classified by the type of infection
No: of patients . : ‘ Overall
Group (Shared rate) Excellent | Moderate Poox" :{lft%ctlv0n¢-aa
1st group
(Catheter indwelt)
2nd group
(Post prostatectomy)
Monomicrobial | 3rd group o/
infection (Upper UT” 2 (17%) 1 1 507
4th group . P
(Lower UTI) 10 ( 83%) 4 6 100%
‘Sub total 12 (100%) 5 6 1 927
5th group
. | (Catheter indwelt)
Polymicrobial | 6th group
infection (Catheter ot indwelt)
Sub total
Total 12 (100%) 5 6 1 92%

Table 9 Bacteriological response to DL-8280
' in complicated UTI

Isolates No. .Of Eradicated | Persisted
strains

Ecoli 1 1 (100%)
K. pneumoniae 2 2 (100%)
P. morgc;r-n.iii 1 1 (160%)
P. mirabilis 1 1 (100%)
S. marcesce;x_s 1 (100%)
P, aerugino;a 1 1 (100%)
Citroba.cterv 2 1¢ 56%) 1
S.epideimidis | 2 | 2 (100%)
S.facealis © |, 1 | 1(100%)

Total ' | 12 | 11 ( 92%) 1

#gfml K345 L T8 D JERIC AT R T o e, 1
RN LT b, BURE L 7z 16 Bki 0.20~6.25 ug/ml -
RMHLTRY, FCRHEShTYS PPA XY #h
Tk,

BRRBCE, AU AERERIDEZS 4 P12 3~ TH S
WAESTHY, ZORKEIE E. coli 3 HEIV S.
faecalis 1 BT HAOMAT & BEPKAB X < —B LT
.

B R IR B, UTI AR T & 3, 4 Eic
TEFAR > TV, ZhidsbskBEExHRE Ly
Thd, L LEORESBEDRIIESE 2% L & ¥
TRFZAMTH oz, FAIREATRRHE 12 kb 11 8
MNiMkL, HEERI2% Tholt, —BERSZMT + X
7HET (5), (3) 2BRMAL LTS L, AXNHEEH
PPA Titt#kiz K. pneumoniae 2 #%, P. mirabilis 1 #,
Citrobacter 1 Bk DE 4 BRTdH - 1223, Citrobacter % B <
3ﬁuﬁkbrknIWAm&ﬁkﬂLtﬂoﬁmﬁm
TREN 3,

BFHUEBRBRLETIE, SHEALRRZ1FI0ATH-
TeEZThH o Tc. RERITIWT bIKEERE S 2 4
BIUHEREERER S A0 7TRAT6IEE R T b
D, 1FDOHRLRLA\YHTH o7,

BIfERIL, BMEEZHFATHREPLELAL 1 BlOM, B
MHERBWER B R P o, ERBREBERY 14
ICREEEEEET, E1flichih ey v E L OREE L
ﬁé%wnmL_nufwm>menakubrtg
WEEREX LRV,

PL iz X 0 &K, REBYTES L O FHBm Y
D EHEATHE LELONS,

X ®

C1) 530 B BARLFEREES T ARKMRE, S VK

S o, DL-8280, 1982 ;

2) UTI %4 : UTI URESRREE), SEAFFIL M, Che-
motherapy. 28 : 321~341, 1980 ;

3) %23 EAKLEREL SRS,  FRFELHE, Pipe-

" midic acid, 1975

4) FoBEIRKLEREELRE, BE LRIy 4,
' AM-715, 1980
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FUNDAMENTAL AND CLINICAL STUDIES ON DL-8280
IN THE UROLOGICAL FIELD

Kazutoyo Mi1YATA, MAsAAkI OKIMUNE, NORITAKA IsHIDO,
NoBuYUKI AkAazawa, Hiromi KuMoN and HIRoOYUKI OHMORI
Department of Urology, Okayama University, School of Medicine
(Director : Prof. HIROYUKI OHMORI)

A new orally active, antimicrobial agent DL-8280 was studied in the urological field
fundamentally and clinically, and the following conclusions were obtained.

1) DL-8280 showed a broad antibacterial spectrum against gram-negative bacteria and
was oonfirmed having higher antimicrobial activities against species of E. coli, Klebsiella, P.
mirabilis, P. vulgaris, Serratia, and P. aeruginosa.

2) All of four patients with acute simple cystitis showed excellent or good response to
DL-8280 treatment.

Eleven out of 12 patients with chronic complicated UTI also showed excellent or good
response.

3) Side effect was seen in one case, which had palpitations. Abnormalities consisted of
one elevated bilirubin, and one elevated serum creatinine on clinical laboratory findings.



