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CHEMOTHERAPY 725

REERYEIZ 2+ 2 DL-8280 o Hilbily, Bikiomrat

TR - A 7R - KBRS - RHBL - VB % EEF
FAMENKFWREBFFHE
(EAE : REERHR)

DL-8280 IZ oW THREH), BRERMBRMETV, UToREE~,

1. REBYHEL D IREL E. coli 38XV P. aeruginosa iext+5EHK|o MIC 2REL .
HTHRWEEHERL, PPA L OB T 3~7 B BAF R TH - 7,

2. WEEA3AICAK 100mg 1 EIBMEICHIRS &, 24 M & Comp, ROPBELZRIELE,
MmARED peak iXPRHE 3053525 1 BEMICH D, 1.64~2.32 ug/ml Thotz, 24 B TORS

EI®RIL 83.6~98.8% & RIFARBMETH o7,

3. M4 ORBBRIE 32 PlICAREZBE Lic, BMMHEBEGI T 6 Bl 4 IREZTHY, o2
FIEBEERTH D, SHEIEBRYLP] 26 51 Tix UTI RPIEMERIC OB L 17 GIPES 1 4, A% 134
T, EREHEL L 82.3% 0BV B O, HICHBERICHTIHRIT A TEY, 21 8%P 19

B (90.5%) RHKL T3,

4. BUERZ 3240F 34 (9.4%) iKY, WFh b HEEERPIE L, BRREMBOEENL 29 flico
WTRHL, AR L oBREBTETE RV OITFHMENE D 2 M8 XV GPT 0 LA Bk 14 T

b5,

DL-8280 it Fig. 1 IcnMENaf L, HLIARIhI
ARIERITH 2. FHIO BERIBE I+ 5 TS, BEX
Nizsit 2 i PRBEER L U8 RAPPEMHC SV T KRR 21T
afte EbiZ, e NREBREEICEFZTE L, TOFEMME,
ROV TLRM LI elE+ 5,

Fig. 1 Chemical structure of DL-8280
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I. MRELXUFE

L #dhH

REBYSEX ) DML 775 A RHERE 19 BRI 2
T, AR(CEREFSEE T X ) B/NEERLLRE
(AT MIC &) 2T L7z, BERERIT 10° cells/
ml SXU 10° cells/ml T & %, Bt L 72 FHMlix DL-
8280 & DXEIIIEKIC » B pipemidic acid (BLF PPA
ERT) Cha,

2. mAPRER X URS PR

BEER A 341 DL-8280 100 mg % EEAZEMIRFC 1 ]
WREE, MIR% 24 BRI : Comb i X ORTIB E ¥

BE Loz, Ftkid Escherichia coli Kp #k% #EREi L +
SWEN v 7ET, BEREROENIOFBREICENT
Barve—7 (BAK) &, RPBEICISW T2 pH7.0
0. 1M BB & EH L7,

3. HRERAR

BAERKFRRBR OARL L UARBEL MR E
L, REBUGED BT I BB R 3 F, BHEREER
18 4, BUEBFRER11H), #3280 ThHs5. FHlOKS
2 1[5 100mg, 1 A 3EIEREZRAIL L, 3~5 AF#&
B L, BERSFEOHE 13 UTI E %) 3F i & 2 (=
BOY 29> TIT=7chd, RIEBEITHELRVEER TiX
FHRESHE LI, ¥/, RMRICEAREIZE 2 BMKE
HIBIERA B X R EAT#% O IIRELFHREEOEE)IC
ST HRA LI

IL A s |

1. #EH

108 cells/ml #EfE Tix E. coli 18 #ix MIC 0.1 ug/ml
LTFH5 3.13ugml 4HFLTWBH, 1884 14
#Ei120.39 ug/ml LT TH o7, &HIT, 10° cells/ml #
T 18 Bk 14 #E23 MIC 0.1 pg/ml AT IZ AL,
BMWHE S & R U 7o Pseudomonas aeruginosa 1 Bk
108 cells/ml, 10° cells/ml /& & 3 MIC 3.13 pug/ml ©
¥ o7z (Table 1),
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Table 1 Susceptibility to DL-8280 of E. coli and P. aeruginosa isolated from UTI

No. of | Inoculum MIC (ug/mi)
Organism size
strains | (qcollg/ml) | =0.1 0.2 0.3% 0.78 1.56 3.13 6.25 12.5 25 50 100s
, 10# 11 2 3 1
E. coli 18 108 14 2 1
, 108 1
P. aeruginosa 1 108 1
E. coli ] 10° 1
NIHJ JC-2 10° 1

Fig. 2 Correlogram of MICs between DL-8280
and PPA (E. coli 18 strains)

(ug/ml) (10° cells/ml)
100 11
50
25 |1 1

12.5 /|

6.25
53.13 2 1 /|
1.56 |11
0.78
0.39
0.2
< 0.1

<0.1 0.2 0.39 0.78 1,56 3.136.25 12.5 25 50 100=
DL--8280 (ug/ml)

RN L= PPA i % 10° cells/m] Hf D
K TCHB L, E. coli 18 ¥kix MIC 1,56 ug/ml &
100 ug/ml LA LA L, 100 ug/ml LAk O 2
B b, DL-8280 1 PPA % H#k+3 &, DL-8280
DFHN 3~ 7 BEFERIF M ThH - (Fig. 2),

2. B X R Pt

1) furpises

M %EED peak (XARHS 30 225 18MICA LN,
1.64~2.32 ug/ml Tholc, TDOHPBP2MIERIL,
AR 6 BE Tk 0.51~0.63 ug/ml ThH, 24 M T
3L LbIRHL X 2h o7 (Table 2, Fig. 3),

2) Ryt

RPBEIARSE 2RHIE £ T, H5VIXAME 2~
AEMICR LB VWIRE & R L, 113~358 ug/ml Ch o>
72. PNEREE 6~24 B CiX 27.5~54 ug/ml THoic,
RPEMRIZ AR 2 B £ TIT 24.4~27.2% TH B,

24 F¥MTi2 83.6~98.8% L RIFRAMTH 57 (Table
3, Fig. 4),
IIL B %k & #&

AR &G LI E P REBYE 6 A (Table
4) 33 X A AE 1o IR B 98 e 52 26 4 (Table 5) T
%

1) BERBE

AR OBKDREE 25 &, MRERYE iz UTI ¥
PMEEMIC AT B b OB B HMIEBERER O 2 AT,
WENOERDTH S, FER 3~ER 6 iREHMH, i
F£ 872 £ 3 UTI ERFMEMIC AB LW TRE
YWEDOAIT oM, EREWETIL 6 FPEH 40, Bk
2HTH 5,

WML T2 UTI X9FEERER SRLE
EMIT 17 HTH D, WEBRE LI ATRAELH I, £
P2pTHY, REBTEBERHTIED LA, FHh4
#l, mH1BTHB, MEELLDYES L, 17T ATES,
B2 14 F T, AYHRIZ82.3% ThHo,

FHREHET L EROERTH S, {2‘:‘6, BUERIC X
BRERIE, BEFOEERROEDBEE LR
ERL A TH 5,

2) KBABREDR

UTI SRMERIC ALK B EMEREBIE
17 B0 RAEHRHEE Table 6 iR+, MERICHL
T3 17 fih 14 ) (82.3%) iRV T HlKkERD, T
BT ook 24 (11.8%) OB THok, BRROYK
FRERCLE GO 1A (5.9%) OAT, 64 (5.3
%) BRETH ok, MER, WRELEHL LERAE
RGBT FIh 14 4, 82.3% OHHRTH o, K
BRI A BRBRIF TH 2T -

3) UTI B#RIEEEKSR

UTI PR EIC & 5 BERI(Table 7) it RSE
el 17 ik 13 4] (76.4%) & b, BIMEBRAIR
4Bl (23.6%) ThB, REicH7—7aEH TS G
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Table 2 Serum levels of DL-8280 after oral administration of 100 mg at fasting
(ug/ml)
B.W. Time (hrs)
No- (kg) 0 0.5 1 2 4 6 2
1 65 0 1.52 1.64 0.84 0.71 0.63 0
2 60 0 0.63 2.32 1.45 0.72 0.51 0
3 7 0 1.80 1.75 1.52 0.90 0.51 ]

Table 3 Urinary excretion of DL-8280 after oral administration of 100 mg at fasting

Time (hrs)
No. Item
0~2 2~4 4~6 6~24 0~24
Urinafy concentration (ug/ml) 358 ' 232 108 54
1 Urine volume (ml) 76 71 86 747
Urinary excretion (mg) 27.2 16.5 9.3 40.3 93.3
’ Urinary concentration (ug/ml) 79 113 69 21.5
2 | Urine volume (ml) 323 108 223 1660
Urinary excretion (mg) 25.5 12.2 15.4 45.7 98.8
Urinary concentration (ug/ml) 141 84 37 47
3 Urine volume (ml) 173 156 206 818
Urinary excretion (mg) 24 .4 13.1 7.6 38.5 83.6
Fig. 3 Serum levels of DL-8280 after oral Fig. 4 Urinary excretion of DL-8280 after oral
administration of 100 mg at fasting administration of 100 mg at fasting
(ug/ml) Urinary recovery rate
3 OL (0~24 hrs)
(mg) Case 1: Bl 93.3%
S0F Case 2: [] 98.8%

Case 1 . o—e
Case 2 ! 0---—
Case 3 | &—a

Case 3 : Tl 83.6%

2.0

0 0 2 4 6 24 (hrs)

m
1/

-
)

1
0051 2

24 (hrs)

B8 X UHISLIRIE K EE A > G-2 BE D AR 66.7% Serratia sp. 6 %K, Streptococcus faecalis, P. aeruginosa

ERRBE L RoTVEN, MoOBTIZVT h $ 80% LL BLE. coli %4 3BER UV E 5 TH S (Table

LOBEYRTH o, SEOBRM TIERZNLLDR 8), ARBEIZL VMR LI 198T, 90.5% LiG

N, BB o AR 76.9% L, WKEBRL DTEWHERETRL, Servatia sp. 6 ¥k, S. faecalis

Bothk ) LR EMETH - 12, XU E. coli D& 3HITLTHE LT, Lz 0iL P.
4) MIEEHYE aeruginosa, Klebsiella sp. 54 1 ¥kDHThHB, £7z,
FRIBS MRS X 0 S3MES h o AR 13 21 Bk T, B E BN Klebsiellasp. D 1¥TH B,
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Table 4 Clinical summary of uncomplicated UTI treated with DL-8280
Evaluation**
No. | Age:Sex | Diagnosis Dosage Symptoma®* | Pyuria® | Bacteriuria® mlly Side -
(mg/day X days) UTI Dr, |effects
1 + E. coli 10°
1| 8- F AS.C. 300%x3 = Excellent | Excellent | ~
¥ + E. coli 10°
2| 42:F AS.C. 300X3 = Excellent | Excellent| -
* 20~30 | E. coli 10°
3] 47-F | AS.C. 300%5 = Excellent| -
- + (-)
4| 61-F C.S.P. 300X%5 7 Drop-out | —
+ 2~4 | S.feecalis 10*
5| 55:-F | C.S.C. 300X5 Drop-out | —
- 4~7 /
+ H# E.coli 10*
6| 69-F C.S.C. 300X5 3 Excellent | —

A.S.C.: Acute simple cystitis
C.S.P. : Chronic simple pyelonephritis
C.S.C. : Chronic simple cystitis

»

5) BitEA

AR EBE L 32Ho\T HEASEERE & K
L, AKX 3 2EX bW 3BHERAR 3 A GEM 10,
28, 31), 9.4% iCWw i, FHEF 10 CIIHNR2 AR X Y
2HORK, BEBLD Y FEERELE, P+
suiveR/ERMBIUYTILa—L s Y-l A i
IodkELi, EF 28 CRXAMIARLY TH#, 2HA
IUVBEBNDY, BEEDIELE, HTAREIT>T
RV, Pikg2~3 BT b OERIBHE LR, &
H31CIARLIABE LY THAHBRALLEDEE & &
kL, HIERARIZHER L.

AR AR IC Mk #RRE (RBC,Hb,Ht, WBC,
Thr, GOT, GPT, Al-P, BUN, Cr)# 29ic47 - 7= (Ta-
ble 9), REMOESIX 4 H] GEH 10, 12, 22, 23) ITFB
» b, EF 10 XERORER, REBE F X L ER
C, FHREE 6—20%) Kb D, FRILI B b0 L
Zxbh3, 28, 1EAMBOFERE Cb 24% & WK
T o Tz, GOT (28—48u.), GPT (40—55u.) & %
BELFALTWS A, XAREATICFN (TUR-P) 217
>TEY, TolcbrExbhs, EH 12T b FEERK
HWE (2-15%) Hby, FFLORPRIIEERTE 2

.

2, 2% follow-up BITVWEY, Wih L LEIET

Before treatment
After treatment

oo UTL: Criteria by the UTI committee
Dr. : Doctor’s evalualion

v, fEH 22 CiX GPT o LR (26—42u) BAabh
A# & OBRIBTETERV, 28, KEATEIFHE
% (20 HAT) 3 X UAKPRL 5 AATICEH 1,200ml OK
M&EFF->TW3B, M 23 Tit GOT, GPT L HR00H
EEFLTWBH, FHBREHL Y T TRBHEERLT
BY, AFEOBRRIEAL L, Eoft, ARk
3 LEZLNIRAADRELTHIIVH THAV,
‘ V. & =

DL-8280 i35 L < A% S h - ARHAEATH S, biv
AR L E. coli 18 BizoWT 10° cells/ml H&
To MIC #45 &, 18 gk 14 Bk (77.8%) #° 0.128/
ml UFAHL, RWHEHERTZ EHEHLRT
%, &bic, PPA L OHlek 7ok 3~7 BRERS
REBERLTOS, 077 LBIHEHE, 7758
REICOVT b, AREOHBERICIEEL TREHV
R E O BT L TR DD, ARIOHKE B »
TS (-

AR OMB~OBITRAFTHY, AKEIS D b
1 B5lC peak oL, £ 1.64~2.32 pg/ml T
b5, MhhbOWKIZPERH THIH, 24 i A
IR LB R b o, R, RE~OBIEASL,
PR 2 R % CoRPE IR B X 24, 4~21.2% L RX
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Table 7 Overall clinical efficacy of DL-8280 by type of infection

No. of /[P ¢ ‘ . Overall

Group pl:l e:“ ( ofe l;:;::l) Excellent | Moderate | Poor foec::!;:neu
1st group (Catheter indwelt) 3 (17.6%) 2 1 66.7%
2nd group (Post prostatectomy) 3 (17.6%) 2 1 66.7%
m:;wil:fl::g;n 3rd group (Upper UTI) 5 (29.4%) 1 3 1 80.0%
4th group (Lower UTI) 2 (11.8%) 2 100.0%
Sub total 13 (76.4%) 1 9 3 76.9%
5th group (Catheter indwelt) 1(5.9%) 1 100.0%
i}:‘?lyc';i:'mbi!] 6th group (Catheter not indwelt) 3 (17.6%) 3 100.0%
Sub total 4 (23.6%) 4 100.0%
Total 17 ( 100%) 1 13 3 82.3%

Table 8 Bacteriological response to DL-8280 in complicated UTI

Iso!ntes g:;i:i Eradicated Persisted® No. lof:;";::l:h:g::“d
Serratia sp. 6 6 ( 100%)
P. geruginosa 3 2 (66.7%) 1
E. coli 3 3 ( 100%) &
Klebsiella sp. 1 1 1
P. morganii 1 1 (.100%)
S. faecalis 3 3.( 100%)
A. faecalis 1 1 ( 100%)
S. epidermidis 2 2 (100%)
S. aureus 1 1 ( 100%)

Total 21 | 19 (90.5%) 2 1

* Regardless of bacterial count

fEv 25, 24 W] TId 83.6~98.8% & BAT 72 K ER L
TW3, EHRPRELAZ L, NN TR
79~358 ug/ml L2 Y BWREERRL, Nk 6~24
BRI L 23 27.5~54 ug/ml DMEESR L TW3,
ZoRERDbhbhORMN L E. coli 18RI+ 5
MIC 22 THz 2 bDThH 5,

BEBRICOWTHS &, BMEBYETII & T E.
coli BYHETH B4, UTI EAFHMEESRE, EREHEL
LEFIEHLR-oTRY, MIC ORREEMATZHDT
b5, BREBRLIEICSOW T & % &, UTI ELhER

B, EHENEEL 82.3% LEVESHRETFLTY
%, DL-8280 2 EEOH Th5Z L, ais EREBE
45 BESNRYE Th Sz L bEXT, REX
R THB L\ x5, KiCMERICHT2ARRTR
THY, AFBEHICHME LR 21K 195K (90.5%)
REELTWS, &bICHMBIICHS &, Servatia sPy
S. faecalis, E. coli 72 ¥ R2BRHELT waABRHER &
s, _
BUERIL 32 Mlic>WCRNL, E0 )b 3H (9.4%)
2@/, WFhbHEEEPIELR, BlfER oM LS
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EXPERIMENTAL AND CLINICAL STUDIES ON DL-8280
IN URINARY TRACT INFECTIONS

KarTsuyosii Konpo, SHIGERU MATsuMoTO, Y0zo OHASHI,
YosHiHiRo KAMEI, MANABU HIRANO and YukrirosHi Fujita
Department of Urology, Kochi Medical School
(Director : Prof. YUKITOSHI FUJITA)

Bacteriological and clinical studies on DL-8280 were performed in urinary tract infec-
tions.

1) Minimal inhibitory concentrations of DL-8280 were determined in 19 strains isolated
from urinary tract infections by the plate dilution method. In 10¢ cells/ml inoculum size, DL~
8280 was extremely active against E. coli, and more active than pipemidic acid. :

2) One hundred mg of DL-8280 was administered to three normal volunteers omlb'
The serum levels reached to the maximum of 1.64~2.32 #g/ml at 30 min. or 1 hr. after admi-
nistration. The urinary recovery rate within 24 hrs. was 83.6~98.8%.

3) Thirty two cases with urinary tract infections were treated with an oral daily dose
of 300 mg of DL-8280. Excellent response was seen in 4 cases with uncomplicated urinary tract
infections. The rate of sufficient efficacy was 82.3% by the criteria of UTI committee and
doctor’s judgement in 17 cases with complicated urinary tract infections.

4) No other side effect was observed in 32 cases except in 3 cases, 1 skin eruptlon and .
itch, 1 diarrhoea and abdominal pain and 1 diarrhoea. On laboratory examinations of 29 cases,
eosinophillia was observed in 2 cases, and elevation of GPT in 1 case.



