348 CHEMOTHERAPY

FEB. 1984

o ———

DL-8280 oK ikaM

HETRITTE - (K R - M
HURH SLRR AT M — AR E

T —RR - (AR % - WL ST
FHOR T SR S o S M 2 0 D

1) DL-8280 B /M MEBkIcR 5 MIC i3, E. coli, K. pneumoniae, S. marcescens, P. aeruginosa,
A. calcoaceticus L b, + VU 7 RQICH L DL-8280 Dl AMBMEF ChTwi,

2) EREREICIZ 10 Bl AR o B, HIEARME L 1T, AL 90% TH T,

3) EERREMEICHTABEICALRTE LT, SR OBy ol T,

4) DL-8280 RERLHENNRELEL OIS,

DL-8280 355 — UKL H THR K /- benzoxazine th %
AT 3HERBEOMERN T, {L¥ 4% (£)-9-fluore-2,3-dihydro-
3-methyl-10-(4-methyl-1-piperazinyl)-7-oxo-7H-pyrido [1, 2,
3-de] [1,4] benzoxazine-6-carboxylic acid LPEUF, X
it Fig.1 nZLTH2,

DL-8280 X Staphylococcus, S. faecalis, E. coli, Klebsi-
ella, Proteus, Serratia, P. aeruginosa, H. influenzae, N.
gonorrhoeae, B. fragilis 72¥, HMEMEESL 77 LB
W, 77 LRMEICH L TIBEVABE ALY bT 4L M HE
HEEL, EOERRIBENTHD. LY 7 LBHEICR,
EHFEORFREH, +V 7 2 (NA), e IFE, EXIF
MIOVFEHDEN T SASBETH S, AL b M gD
#/E5LI-BE, RERICHB L BomPRENHLR, &M
BA~NNBITLREFTHI L b2, BP~niEt { BRI
T, BREMOFVERTHS I LLHERIA TV, 46,
2 RERBASEIC AR L 5T 5 HEE2BT, O BEIRL
BHLIZDT, ZoRBICHS>WTHRETS,

Fig. 1 Chemical structure of DL-8280
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1. RBRENHEN
HTREEE PR BEREIC S T, DL-8280 & NA 2o T
» MIC &, HARUEFEZSEREEICL Y IR L,
R RIT 105 cfu/ml ThH 5,
2. HEERARRE
MRIMETLAREE AR OBMS7T4£3 A » 6

F£128 ETONRBIUARBE 10 EATHS, 20
MARIE Table 2 IR L7t

3. HRAEKE

BRI, WRIER, MKRABOHEBE b LK,
D ¥%, @ 5D, @ LRHY, @ %%, © WERED
5 R CHE LR, MEENSRIT, RHEOHEEL
iz @ %k, @ B, @ K, @ %R, © FHOSB
BTHE L, BERHET, ¥2 (Excellent) i, ¥
FIF 5 WA 3 BLARICHRER S H bbh, 1ERNA
RIS L, REFRGTRTERLLELD, §2
(Good) i3, BIMAZHh XY Bl HERT TR
FERLLERLE L b0, LOFY (Fai) i, B
I B S REOKFII A OALL, ERLET, #i
F~OEEL 2R Shtbn, 8 (Poor) i3, B
KRB ENB G b 52 b 0, HERE (Not
determined) X, AF|EGPicRBHE & h THR
HERRAETH o), EEREERB TN
LDTHB,

4. BHERICSWToHEEES I UERE

ERBEROBERISWTEBLE, RN
R, FF, BRERESE, ARSEABRICTRZRYIA
=, BEREM~OXEERMLE, 2k, FERRR
EIMICR T D ERECEREBOERERUTOZEL
TH%, T.P. 6.6~8.1g/dl, A/G 1.4~2.3, TIT
0.4~4.3KU, ZTT 1.6~8.5KU, BUN 6~20mg/d,
CRTNN (3) 1.0~1.3mg/dl, (2) 0.7~1.1mg/d], Na
136~148mEq/L, K3. 6~5. 0mEq/IL, C197~105mEq/L,
amylase (serum) 135~372mU/ml, Al-P 79~219mU/
ml, LDH 201~373 mU/ml, GOT 9~27 mU/ml, GPT
4~27 mU/ml, LAP 27~55 mU/ml, 7-GTP (3) 6~34
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Table 1 Sensitivity of clinical isolated strains
MIC  (ug/ml)
Organism Drug e
=0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100 <
E coli DI.-8280 | 14 6 1
(21 strains)

NA

K. pneumoniae DI.-8280 11 3 2 1 1 2 2

(22 strains) NA 3 8 5 ” : , ,
S. marcescens DI.-8280 6 10 2 2 2 1 1

(24 strains) NA ) s ) ) s
P. aeruginosa DL.-8280 5 3 4 10 1

(23 strains) NA . . "
A. calcoaceticus DL.-8280 2 2 4 2

(10 strains) NA ) . 3 ) :

mU/ml, () 4~16 mU/m], T. Bil. 0.4~1.5mg/dl, D.
Bil. 0. 1~0. 5mg/dl,
IL & ® B #&

1. RBREANED

At Table 1 iZ5F L 72, E. coli iZ 0.78 ug/ml LA
TFo MIC @, NA X 0 BB {EV, K. pneumoniae
Tit, DL-8280 i 22 # 20 BEAS 6. 25 pg/ml LLF T,
NA kY 4~5BE+ < T W B, S. marcescens Tl
0.78ug/ml LATF & 3.13~25 pg/ml iZ 2 0D peak 73
DL-8280 THbLh 543, NA X h EEBHETF<hTWnS L
Wz 5, P.aeruginosa i, DL-8280 Tix, MIC 30.39
pg/ml 25 3,13 pg/ml ic 28 F 22 b b Y, NA i
KL, AL»rHEHRERDY, T <hTW3, A
calcoaceticus 1%, DL-8280 T ix MIC 50 ug/ml iZ 2 #
Abhieb oo, o 84k 1.56 ug/ml LLIF T, NA
HL 4 BEMT<ShTWS VWX 5,

2. FEHRALK (Table 2)

SHREMIZ B 7B, &3 F, FRiT19FEN20 74
Bichizy, EHERIZI2. 1B Tholc. HRKEE D
HNRRIBETR 36, KEZERELH, BR1H, K
wER2M, KIBR 24, MOEDCEN1HTHZ, 4
PlicEs R Shieds, X, RELEEANTIIAHA
Thote,

#¥EHtEx, 74Hlic DL-8280 # 18 100mg 1 H 3
E#E L7, e, SEH 14X 1[E 100mg % 1 H 2[5,
M2 B #ix 1B 100mg # 1 A 3@, 14 AE#RE
L, #o55 ARz 1[E 200mg # 1A 3EKRS L,
fEHI 3131 [H 200mg # 1 A 3 @G Lz, BREHMI

4 Hh 669 BiZbicy, THREHINIE16.5 A, &E
it 1.2~37.2g iTbich, FHEKE B i16.67g Th
YIEARRE L YIE LIciER 313, BERICEERFH
BMEXE 585 T, BMMEXE > TEREONEYR
RO LAY o ExA R EERL T, HIWEFROHAA
RUEBLHIBRVEERERITHE) o 7c, BRORENR
HThHBZ L L, BRoMEEZKEICHBLIEZLLY
HERE L L, o 9 EFITLMER T, AR 0%
Thole, FBRINTIITHEERER 3 B, MR L RAEXE
EX SO IMERBBRYE 4 Hl, KBR2H, wWFhig
PlicHThH o2z LTz 5, MEAFEHTIREI, EFL
T, BEANCRB L Y, P. aeruginosa (>105) ¥R L
TEY, $H11 AFBEE LT P. diminuta (>10°) 2 &H
L, @AM ELT WS, ER2iF, BEPLY P. ge-
ruginosa ML, £ DB OEFIRE T, BEERDK
BB LN, KO D P. aeruginosa 1IHELET,
s s hiz, ER 71X BEP LY E. cloacae
R, Z0%OFARE THRAZALRIELOT, M
HEABRSY LY TE S, fhiZ S. aureus 2 1 HIC
BHEh, tho 6 fliMEFHICRETER» -1
 BRELTOLRHTCE Lo ERTH 5,

3. EWEH .

DL-8280 #&EiC L 2D, WEH, TH, %# RI5,
HEW, LLOEXREDHBICEE LA, REMCH
bhirhrofe, ENRIAERD T D IARBAMAR: L IASRKT
BRICE, R+ 2BERELITon, FEOBEKKR
HBE~DEEBIRD b ol,
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Fig. 2 Clinical course of Case 1 (74y, &)

Date 1728 30 2/1 3 5 78 9 11
T T T T T L T
. VDT 28280  200mg day. total 52517
=
b 39—
a
IESANN
> 37 ¥ 'MVAVAVAVA A A
§ 0 \VAVAV.vavava
WBC 5,600 6,300 4,300
Neutro. 817% 832 75%
BSG (1hr) 166 137
CRP 2+ + —
Urine sediment
WBC/SF 25~30 3~5 3~4
Ur[in>elg;|]lture P.aeruginosa P.diminuta  P.diminuta

4. EHETR (Fig. 2)

EH 1:74:% 3, BHEBREBROSMEME

W38 4, BHEPEOFHE 5, Wilic REH 7
—FVEBBLTWARETHS, B5741 A94,
BAREDOABHRE T ICHER, 39.0°C &z x3%BNH
bh, RPLEEAMKLS 1 BFICEEL O, RO
HISRT P. geruginosa (>100) #HH LA, BHIC
REFEBLTHS0, UBXVBEREERVELT
By, AELEOSMNE LWL, 15258k
DL-8280 ##E L7, #E5% 2 BHE XY MRMER A 5
h, RPLED 1 HEF 25~30 o GMmEk 23, 28 1 AT
23~5IZHA, 11 AEIBRELTITHEl-o7, Z D,
Fig. 2 iI245 2L K, Ko Hmekix 5,600, 6,300,
4,300, LHEY T EHIX A2 v A5, BRI 81%, 83%,
%% LWEL TS, CRP § 2+, +, — LHE, RP
LELHE L, LA Lindkix 1 BERIA 166, 137, L ¥
ARBEBRA O ol RPHED P. aeruginosa
2O P. diminuta ~EERHEH S h Tc, BROBHKRR
EHEORE, BAL VAR LAE L. RIER, HEKH
EEORE X o1k,

1. £ =%

DL-8280 i¥, kXML A & /7 LBMEE, SI4
BEFEICH LTREWIE 27 F54 L HEN 2F
L, &7 5 apBMEIE, RREAL Y REITIE
hTwa tnbha, RIN, PR, FHEBNBREORT
12, MAEREIL 4~6 BEEIT, RYPITIX 90% LA EAS,
18 BERILINIC R LR D £ £ Bk & h 5, LA LEK
HiIED bR RV, FROELESEBD THWZ Lk
HohTW3,

Ba D, WKW E. coli, K. pneumoniae, S. ma-
rcescens, P. aeruginosa, A. calcoaceticus I{Z %} + 5 in
vitro DR TiE, NA IZL, WHFh LB <A T
BY, LY bi} E. coli, P. aeruginosa TIXFEE Th -
2o

T DA E BEER A b DR BRI & R L T4
% &, ER 1 Tix P. aeruginosa > &, P. diminuta I
BOZERBHZ BN, FEM 2 T P. aeruginosa B
Hic b DOHKES, MEEODRY bif ¥ TEKE
Rok‘#EEH TS, EF 712 E. cloacae 2 HEH
HELTWS, R 2 RO RETLREE b Of
BITH B, in vitro DFRIRE <12 in vivo THIEE
FTEDORBLWA, Mo 2 ERT—IEORRESEDHT
WBEWXBEEXD,

HIR DX AR DR E S EX T, Ba DREKR
BMERNLTH5, HEREDER 31X, HEAKRMKDE
ThRIe e, EREACHHREELF T 5EE
DEFTHY, Lrb, BRORENHRES h 2 W&
%, RIEDENL LTHFAERELELDTHSB, L
e oT, BISKRBTHoh Y 5 hEb LWRRT,
FROEPEE RT 50X, BVEENRDoh LB
ha, Ric, BRHCHEBLIELLTY, FHEOMAES
BHERALTWB0T, FAILD b0 LEBIZTE2h
21 ThD o, HEREBLTRENFY LELLLS,

LI, FEH 4, 5, 6, 8, 9, 10 v I b EREE Lig
ERT, —BMOBRETHELRLTEY, EHLbT
X580, RHMCERELEOBBENBETCHozn D
RERLLTIELOLNBOT, —SAYIT L Lz,

FRIZNRETDH Y, BIRNEE LB, 2ok,
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P IEE ER LD ACCRER D b B 0 & b et TREMDOHVERTHE LELON, AREOH LY
WRERYEY, KEMICHARRIR A O, fidke MR VAL D,

LTHEWEDRSH S, U Lo, DL-8280 ¢ X M

PUESI, W, PR AR & AERENY B & SOuk LSRR & 1) %30 b HAIL L2 NAKKIKE, Wik
ZE 5. MEMELTS, #id~<&WHL <, M 74, DL-8280, 1962

CLINICAL STUDIES ON DL- 8280

KunNiHiko SHINDO, AKIRA IT0o, and Kokicil FuKUSHIMA
First Department of Internal Medicine, Yokohama City University,
School of Medicine

YoicHiRO KAMINAGA, Yosuiml SATo and NORIKO SAKIYAMA
Clinical Laboratory, Yokohama City University Hospital

DL-8280 was investigated for its antibacterial activity and clinical effects and the follow-
ing results were obtained.

1) Bacteriological examinations : DL-8280 had more potent activity against strains of
E. coli, K. pneumoniae, S. marcescens, P. aeruginosa and A. calcoaceticus than nalidixic acid. The
MIC peaks of each strains were =0.2 ug/ml, =0.2 pg/ml, 0.39 ug/ml, 3.13 ug/ml and 1.56 ug/
ml, respectively.

2) Clinical effectiveness : Three patients with pyelonephritis, 2 patients with colitis, 2
patients with bronchitis, 1 patient with pneumonia, 1 patient with bronchiectasis and 1 patient
with sepsis (suspected) were evaluated for daily 200~600 mg of DL-8280. The therapeutic
responses were good in 9 cases and not determined in 1 case with sepsis (suspected). Thus,
the rate of efficacy was 90%. No abnormal laboratory findings nor side effects due to the
drug were observed.

The above results suggest the usefulness of DL-8280 for the treatment of infections.



