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DL-8280 Dii@AIC>WT, BWIKTBREFEBRLZ AV T, NFLX, PPA BXUF NA LHERML -,

BaEkiz 10° cells/ml T35,

Gram [BtE@ & LT S. aureus, S. epidermidis, S. pneumoniae, a-Streptococcus, B-Streptococcus,
Enterococcus ¥ iV iz, £#fET DL-8280 ¥ NFLX X 9 +<Chifilii&#RxL, PPA 88X NA

KEHENRIELAERALRRP ST,

Gram M@ & LT E. coli, S. typhi, & Dhod Salmonella, Shigella, K. pneumoniae, K. oxytoca,
P. vulgaris, P. mirabilis, P. rettgeri, P. inconstans, P. morganii, Serratia, Citrobacter, Enterobac-
ter, P. aeruginosa, P. cepacia, P. maltophilie, Acinetobacter % iV Iz, Sarratia 33t (X Pseudomo-
nas LASF OEMEICR L, DL-8280 {13V ANk RL, NFLX Li2iFFILTh ok, PPA 5L NA
D EANIL, gram EiEE TL DL-8280 IZHLLTHR2 D% >Tni,

PERIRBYIE 3B, BT 7 AREE 1 IR FUIHLBBUES B, THM2 AICHELE, HFRER
YuiE 2 B, HILERELRP, THRLIAICEDTH -1,

BIER L LTHLVWD W LA A, ThEn 1 RT 2601,

R4 3F-ICBBR & /- pyridone-carboxylic acid % & A%
HEHTHD DL-8280 ¢ RATHMELELNT, TNHRER
BRRED 26 KIZBEDRICHOVTRET 3,

WREXUH X

1. MIC fiz

FHikid AR CEREE SRBRICREY, PRERRET
fTofeh, HMEERIZ 10°cells/ml Th3, Eifighh
* B+ 5 oic, DL-8280 & [FIRFIC norfloxacin
(NFLX), pipemidic acid (PPA), nalidixic acid (NA)
Z2WTh MIC #RIE LI,

2. Btk

EMRFARICRFSN TV SRR RO > &, T
D 24 FETl, 223 Bk TH B,

Gram [BHEE © S. aureus, S. epidermidis, S. pneumo-

niae, a-Streptococcus, B-Streptococcus, Enterococcus

Gram B&{%8 : E. coli, S. typhi, & DOffid> Saimonella,
Shigella, K. pneumoniae, K. oxytoca, P. vulgaris, P.
mirabilis, P. retigeri, P. inconstans, P. morganii, Serr-
atia, Citrobacter, Enterobacter, P. aeruginosa, P. cepaci-
a, P. maltophilia, Acinetobacter

3. XMmAE

PEORBRMBMAE 3 0 (AR 1, M54 BE R1
o, WEKERR M. BDIEREBRE4H (BEX
BR2p, BHERBL2H), BT 7 AKBEREE LA
B2, B 10RTH B,

4. HBEFE

1EEZLLT 200mg, 1H3IEEAKBIKEELE
BERKII 2896 22 Akkb3,
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Table 1 Sensitivity distribution of clinical isolates to DL-8280,
NFLX, PPA and NA (gram positive cocci)

Strain Drug

MIC (ug/ml)

: 10%cells/ml

=0.025]0.05

0.2

0.39(0.781.56(3.13]6.25(12.5| 25|50 | 100=

DL-8280
NFLX
PPA

NA

S. aureus

1

9
1 7 2

DL-8280
NFLX
PPA

NA

S. epidermidis

DL-8280
NFLX
PPA

NA

S. pneumoniae

DL-8280
NFLX
PPA

NA

a-Streptococcus

10

DL-8280
NFLX
PPA’
NA

3-Streptococcus

DL-8280
NFLX
PPA

NA

Enterococcus

w
W |-

10
10

#* 3

L. #Eh

Gram BEMEE : S. aureus 3 XU S. epidermidis ¥h
Zh 10 FKiZoW TR Lz, HESiX DL-8280 235 b
W<, #o MIC it 0.2 pug/ml 55 0.78 pug/ml IZH%
L7z, NFLX it 1 ‘B2EES o7, PPA, NA IZRR 3~
EHEH o, Streptococcus IZHOWT S, DL-
8280 DHEHIHEL b o 78, MIC @ peak 1% 1.56
pg/ml G, Staphylococcus WZxt+% MIC XY LEH»-
7co Enterococcus IZxf L T b Rk DEM A A b h,
gram BBMEBRESICH LTIt DL-8280 5 4 A& b &V
%R Lk (Table 1),

Gram &4 : E. coli 123 LT DL-8280 » MIC X
0.1 zg/ml 325 0,78 ug/ml 1253 L, NFLX Li3iFR
LCdb -7, PPA LT NA @ MIC iX 1.56 ug/ml X
DE ML, DL-8280, NFLX Izl LTh722b4->T
Wieo S. typhi #EW T, Salmonella IZXL T DL-

8280 o MIC X 0.05ug/ml & 0.1pg/ml iZ3HY,
NFLX X9 1 E+<{hTwiz, PPA, NA » MIC 4%
1 3.13 ug/ml Tdh o, Shigella IT% LT DL-8280
OHE XML, MIC i2 Salmonella I LTH BN
b D & FIERIZ, 0.05 #g/ml & 0.1 ug/ml KH LT,
PPA, NA i34 72WL 5 L 57z, K. pneumoniae T}
+% DL-8280 @ MIC » peak % 0.2 ug/ml iZdh Y,
NFLX L i2iFRIL CTh o7, K. oxytocatiz3f LT % DL-
8280 DMV HIE /1A RERE S hiz (Table 2),

Proteus 2%t L T% DL-8280 nHEAHIRRL, 0
MIC o peak i P. vulgaris T 0.2 ug/ml, P. mirabilis
T 0.39 pg/ml, P. retigeri T 0.39 ug/ml, P. inconstans
T 0.39 ug/ml, P. morganii T 0.1 ug/ml Choc, =
fid NFLX Li3iERUHEN T, PPA 88X NA i
1.56 pug/ml & D BEIZ4346 L7z, Serratia T3 DL-8280
DHESIX, NFLX o MIC 44 LR LHERERL, 0.2
pgfml 225 25 ug/ml I -7z (Table 3),
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Table 2 Sensitivity distribution of clinical isolates to DL-8280,

NFLX, PPA and NA (gram negative bacilli) —1—

Strain Drug

MIC (ug/ml) :

0"cel||/ml

%0.025]0.05(0.1

0.2

0.39]0.78]1.56] 3. 13 6.25

DL-8280
NFLX
PPA

NA

E. coli

2
5

5112.5
I
20
5 |

R |
i 6 | ‘

-+ - -

lNN

DL-8280 10
NFLX
PPA

NA

Salmonellae

10

- | | !

DL-8280
NFLX
PPA

NA

0
S. typhi !

DL-8280
NFLX
PPA

NA

Shigella

DL.-8280
NFLX
PPA

NA

K. pneumoniae

DL-8280
NFLX
PPA

NA

K. oxytoca

Citrobacter ¥ X 1% Enterobacter Ti¥, DL-8280 o
MIC » peak ZEFh2Zh 0.1 ug/ml, 0.2 ug/ml T,
NFLX L iZiERIL Cdh o, P. aeruginosa iZ3 LTI,
NFLX @ MIC DA 1742wWL 2 F82E X {, DL-8280
@ MIC iZ 0.78 ug/ml 25 6.25 ug/ml IZH L1z,
P. cepacia T3 L T3 DL-8280, NFLX & 4 iCHiE /X
FH<, FhBh MIC @ peak iX 12.5 ug/ml 38 X UF 25 pug
/ml ©d o7, P. maltophilia iz3$ L T, DL-8280 o
HEAHIX NFLX 2t LT X <, MIC % 0.78 ug/ml #»
5 12,5 pg/ml 25346 L, Acinetobacter iZ%$+ % DL-
8280 MHiEiAiE, NFLX I L TR, £0 MIC it
0.2 ug/ml Ch-7z, PPABIUNA T, i2LA¥FR
< DT DL-8280, NFLX i24 57z (Table 4),

2. FRERRLAK

24EH|% Table 5 ITH#E L, DL-8280 #5314 0
#FA% Table 6 IZFR L7z,

fEF 1: 82 ROBET, 2 AMMH, EHR-S3

OHERBELI, MBXRRETCATHICEBMREBDHE,
BRBRIIEZESehr o722, B0 H. influenzae
NorREshi-, DL-8280 # 10 ARG Lk, MEX#
RITEREL, EERIHBLE, FHLEELE, B
ERRA bhed o,

i 2: 64 ROKMET 1 » HRBERERE 2T
oo BERHHML, ERE@ESHE LR » KL
. M XRETE L LTATHRCBHEOBMES S
b, MRMEMROBHCABRELE, AB#k4 AL
) DL-8280 D#t5&MEALd:, E0FHL Y EkE
DD EVHHBF L, DL-8280 0513 EH biTo
fehs, RRVEADEIVEHX, TOBOMALESRL
oo MRATIEBIT® EViXilkLE, BEPERORE
HERERAGhEN ST,

EHI 3: 71 ROkt T 2 » AMBEEAOSE, Al
BRHR LN, BREIPRE, BRELELOLNLEL
DIFFRES hizh -7, DL-8280 5 3 A B X ) H#iZ
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Table 3 Sensitivity distribution of clinical isolates to DL-8280,
NFLX, PPA and NA (gram negative bacilli) —2—
MIC (pg/ml) :10%ells/ml
Strain Drug
<0.025/0.05/0.1/0.2/0.39(0.78(1.56(3.13|6.25|12.5|25|50|100=
DL-8280 7 1 2
P ouleari NFLX 711 2
Y vulgaris PPA 6 2 2
NA 1 6 1 2
DL-8280 4 6
. NFLX 4 3 1 2
P. mirabilis PPA 5 1
NA 3 5
DL-8280 5 4 1
P rett . NFLX 1 4 1 2
. retlgeri PPA 9 1
NA 7 2 1
DL-8280 1 1 5 2 1
Pi ) NFLX 2 5 1 1 1
.mmconstans PPA 8 2
NA 5 5
DL-8280 2
P .. NFLX 9 1
. morganii PPA 1 9
NA 5 5
DL-8280 1 3 1 1 2 1 1
S y NFLX 2 3 3 2
erratia PPA 2 3 5
NA 3 2 5

BXL, MELAaohedk), 7HHETHBEKTL
oo BELHE LI, BHERZA G0,

fEfl 4 8 FROBHETHEBE 7V THRITEVREL, £
DYRA XV EMEOHA A BRI, BAKRFOR
WCIERERE s hic, ABE4 A XY DL-8280 n#E#
BfhL7c, 3HE XV EMEIHAL, 5EEBX Y HE
Ee7zy, 6 AHTCHEEHRT Lic, [EdHiRICHR
B Ehkhotz, ARLEHEL, BHERRADL
hixdole,

SEG 5 : 70 oL CHMESR ARl T E %
RELEY, BREDEDODFAOENTRE B S h
7o ABZYMH XY DL-8280 m#t5xfawlc, 4HBE X
DEOMRITIELALIEE LRY, FOBA» LR
Be el rotc, ANBEROEFELD K. oxytoca D345}
Wahi, 6 BMTHREEET LR, 7HBBEDEES
bit, K. oxytoca BEEBASh R o, T DEMITREE
ACHER o ERE T2 {, DL-8280 #EH]bAWELD

DIeHREL TV, BRHLHELEL, BEMRTHRD
®RET, KB oFhERN 19% (1,000/mm?) @A
L, ZDHRDOBHIRTEed T,

fEFI 6 : 34 ROKMET, BRE, BE, TH, BEEDL
D, RIBABEL7c, ABEY4H XY DL-8280 nixb5 %A
L7, ABREE 39.1°C holfhiBiZ4HE XY 2<KFE
B2y, ToOMOBKERD RICHES . AP
Re DTN 5 S. litchfield 3B S iz, DL-8280 D
5310 AMTHRT L, BEMTHIHRB, 0BA B
XU 1l BHDED D, S. litchfield RS hi2d -
Teo BB ELHE L, BHERXA DRI 2T,

fEF) T 37 ROKMET, LEHA O THIBITH»FTD
o, "Er:, O TREDOTD AR L, AR 37.8°
C DRBHBH ST HS, DL-8280 5B H HEB L 72
v, MiELWFES NI, (E2 D V. parahemolyticus h3
SMEshic, ABt4 BHIZIREL, BRELA, &EKT
B OEREIIMBITLTWARY, V. parahemolyticus 2 X



458

CHEMOTHERAPY

FEB, 1984

—

Table 4 Sensitivity distributlon of clinical isolates to DL-8280,
NFLX, PPA and NA (gram negative bacilli) —3—

Strain Drug

M

1C (ng/ml) :10°cells/ml

=0.025(0.05{0.1

0.2

0.39]0.78|1.56]3.13]6.25 12.5] 25]50 | 1005
5, i [100%

DL-8280 6
NFLX 4
PPA
NA

Citrobacter

3 1 !

DL-8280 1 3
NFLX 2 1
PPA
NA

Enterobacter

DL-8280
NFLX
PPA

NA

P. aeruginosa

-l N W
— N e
L
—
—

DL-8280
NFLX
PPA

NA

P, cepacia

SRR .

DL-8280
NFLX
PPA

NA

P. maltophilia

DL-8280
NFLX
PPA

NA

Acinetobacter

10

ZREEBMROHREBEERICANS &, EROBE
AR DL-8280 iLX 5 b oMY 5 hHEXEET, HEY
BIIRE L L, BRMIZIRBERRAOh R Mo,

fE0) 8 : 69 MDBIET, BREYE T3 S. typhi DX
RYRE L LTAREL VDL LT WA HATH 5,
NFLX # 1 A&k LT 1600mg, 25@MEE5LT, KE
BoF7 REIE6 » AR S hiadh o, LBLT7 2
ABRHEENENEHASAT, EBBIL LR TH
5, DL-8280 # 22 A5G- Led:, £E0%7 v AE %
CHERIBD b TV, & bIERFE#IT 2 LEN
bBH, REShEEELDS, BERRED bR
hote,

fEG) 9 : 35 ROKMET, BEROER CRE L —g
L, LRLSHBLY 39.0°C 0oR#E L, Sl
REEVHDNRWIZHBF 7 A %5 > T chloramphe-
nicol DEERTbhi, LLEDHL 38.0°C 22wy
L 39.0°C BEOHI MRS 5 dRBE L, dbirg

MLBHHhD, PIRYBF7 LRI TRE
L, REHBIAHCHS, ARFMMIMET, A7
ELALN, MMERE 3 ET-Bic DL-8280 0
BEEMBLE, REMBBALVETENLRY, £
NBIIEML ALY, 4HBICRASH, BELHEE
Lk, BF 7 2BEBEHR EDELATH B,
FBAEAIT b MR LA SO2 T, FHRLEE
ZEABuhok, ¥HLHELE, BEARALNER

6 10 : 76 RO Bt TERICTIRIEFEE D 5, B
BEDWGM LR & P 5 38.5°C A OMBBELE, F
K2 ORI LB O AMRHEN 25 2
ceftazidime # 1 H& 2.0g, 6 AMBE LN,
DL-8280 mhic X ) i, 6 AME LEAEDRY
M, ESh L HE L, £O% sulbactam-cefope-
razone AROBEEFo LS, THHXVEEF
MRy, DS RME Az Rolk, DL-8280 85
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Table 5 Clinical effects of DL-8280

Case Body ( D Efficacy
No Name Sex | Age | weight Diagnosis Isolate ( ;’:“e) Bacteriological I:d:etr,"
) (kg) g=day / clinical eaction
Broncho- )
1 | T.Ikehata M |8 | 56 . H. influenzae 0.6Xx10 +/4 -
pneumonia
2 |FUemra | F | 64| so.5 |Iterstitie ? 0.6x2 | 7/ Vertigo
pneumonia
Chronic
. ’ -
3 [ F. Sasaki F|71]| & bronchitis 7 0.6x 8 /4
4 | H. Tsubokawa | M | 48 | 62.5 | Acute colitis ? 0.6X6 /4 -
X . Granulo-
5 | Y.Murakami | F | 70 | 47.5 | Acute colitis K. oxytoca 0.6X 6 +/4 .
cytopenia

Acut
6 | S.Hitaka F|a]|s | | S.titchfield | 0.6x10 | +/# -
gastroenteritis
7 | HYoshimoto | F | 37 | a1 | A VR ek +/? -
gastroenteritis hemolyticus
8 | T.Nakatani M |69 45 Typhoid carrier | S. typhi 0.6x22 +/? -
9 | K Sakai F |3 | 51 FUO ? 0.6X15 7 /4 -
10 | K. Nakanishi | M | 76 | 45 FUO ? 0.6X 6 /- -

2k BEEKEER L & KICREBOBLIZALNT, BlIfE
Rizzwvw gL,
’ £ ®

FE NFLX #fhw & LTHBE SN T3S pyridone-
carboxylic acid ZHEHIX, KA IR TWS[ER
DHEAICEL TRWRRENREHERL, B2~
7 bAb gram BEEICECHAL~, DL-8280 b
gram BRI 5 gram BRI % Th e 5 EWEETH
WHEAEZRL, E0ME b Wb 5% 3 #A cephem
RHERIZL B2, ARFITHE Z L LIRS T, 7
KRERKDOBCLLBEAEShZBENHTB 3 bDEER
bh3,

SEB4i: DL-8280 % PRRIFREAYLE 3 4, HILER
QIE 4B, BT 7 2 REH 16, FHE#2MICZEL
o

PRI BRRBYIE 3 B 2 BIICE R TH o7, PR ERRRL
EiERA R L 2hE, coEHOHEHEE X 5
L, BEFKREHhTWS pyridone-carboxylic acid %
FHEAICHLT, BEOBEHHALAE (VA -TK
Do

41X Salmonella fEIZ#+ 3 NFLX oOFHEic->W»
THE LY ZBF D EF 61X S. litchfield 12X 3
SHEBR, ERSIIRAEETIBF 7 2 REETH
B, LLRBAEDLZAIIREICRIHIL TV B, SFITE
B8 i%, NFLX TREICHRZ Lichic a2 1T 3 23,
7 n ABICEHER A bz, DL-8280 52k - T,
7 » ABECEIERIED O TWRY, 5B 5HICR
MEfT 5 LEIH B2, NFLX L EREOLE I
T&5% LBbh b, Salmonella FEXFFEA LM 72 BB
Lo TWABERESY, DL-8280 » HIEiE, Salmonella
FEDIRPEY & HIT—HED I FTREMSH Y, TO&EH
TREW,

BIfEA L LT, fEFI 2 TAHALNRTZHEWE, FEFS
IZHDRTICKRE ML OERIFRKRD 13 5. EF 20D E
Wi, FEICRVEEEOD VT, RAZPELESR
RiCitilk Lic, AAI LD TN L OREBRLRERT S
TeHic, BEREERAVIETENL, T0BIILLD
EVEFIRVOT, ZOFERDH £V id, DL-8280 #
BiZE2bDLEXZTETELNNARNEEZTVS,
BAIEREA I NFLX TH/MRICABRT, EFZRA
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Table 6 Laboratory findings before and after the administration of DL~8280
Case | RBC Eosino. | Thrombo. Bilirubin | BUN | S-Creatinine| . |
GP P R|C
No. | (x109 | WBC | gy | exaony | ST | SPT) AR gy | (o) | mra) | BET R
B 410 7,300 0 21 28 |10.8 0.4 17.8 1.3 40 |15+
Vgl s [s000| 4 0 | 18| 2 | 88| 04 | 2.2 1.5 u| -
9 B 330 4,800 3 57 34 | 11.4 0.8 16.8 1.2 100
A 348 6,000 0 40 23 3.0 0.8 19.2 1.5 60
3 B 439 6,400 5 21 16 26 | 10.6 0.6 15.2 0.7 2 24
A 446 7,600 1 27 30 25 (11.4 0.6 18.8 0.7 -
s B 498 8,700 0 21 10 7.7 1.4 16.9 1.3 12 3+
A 496 5,600 0 26 23 9 7.6 1.3 17.6 1.3 2 -
5 B 414 [10,900 2 2 18 21 4.6 0.4 11.9 0.8 3.5+
A 405 5,800 7 39 15 25 5.7 0.5 13.2 0.7 -
6 B 469 9,300 0 20 27 25 7.0 0.4 12.1 1.1 6 3+
A 456 7,800 1 34 27 27 7.4 0.3 14.6 1.0 6 -
, B| w5 |10 1 18 | 31 | 53] o8 13.9 1.0 6
A
8 B 456 5,800 4 29 23 6 8.2 0.7 14.5 0.8 1 -
A 440 {10,000 3 23 28 31 8.4 0.5 15.4 0.8 21 -
9 B 418 4,900 3 12 18 20 4.6 0.4 12.0 0.8 70 | 7.5+
A 386 5,400 8 19 40 34 [ 10.8 0.9 12.6 13- -
10 B 402 7,800 3 14 57 80 7.7 0.9 13.1 0.9 62 3..5+
A 335 8,400 0 22 74 85 [13.4 1.1 13.0 1.4 61 | 3.5+
B : Before, A After
T, DL-8280 HEIZHIz>Tix, RATY Mgkipo 3) MH & Kek%XR, HoONE, LEX—, HIES,
1237 AV, kL RBTONB = Lok FEMRE, FHNT, BERK, HiHah, WELAE
WiElc bERE I, BN LRSI ‘ N W, LR, L%z, B BT ABL
WES KRBT LREDS 5, UF7 AMREHIHTS AM-TIS OBR —i—,
X W Chemotherapy 30 : 1286~1296, 1982
1 BER2HEEs  RIREHIERE (MIC) RIEHE. 4) Baumgr, H.: Growing problem of salmonellosis in
Chemotherapy 23: 1~2, 1975 modern society. Medicine 52 : 323~330, 1973
2) FEH # AL, ek¥kk, Hikat, SR, 5) CarisTorRER, P.J.; P.D. CrixToN, D.C. DoRMAN,

NRW, FEBL, LHEZ, KOME, NERT,
FTHKF : BF 7 ABLUCEAUADH LER T EICR
4% AM-715 )R, Chemotherapy 29 (S-4) : 343
~352, 1981

B.F. O'connor, R.W. Prouprorp & R.G.A. Sur-
TON : Salmonellosis: An increasing health hazard.
Med. J. Aust. 1: 337~341, 1974
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LABORATORY AND CLINICAL STUDIES ON DL-8280

Osamu KuriMURA, HiDEO Sasaki, YosHIHIKO ARATANI and Eij1 KaNeton
Department of Internal Medicine, Kure National Hospital

TomoyA Mural and KiMiTosHr Nozaki
Department of Radiology, Kure National Hospital

Tsutomu KosakA and TAISUKE MARUYAMA
Department of Pharmacy, Kure National Hospital

Hipeyukr Doi, Kazuko YokoTa, AKIKO SHIMONAKA and MicHiko KoNo
Department of Bacteriology, Kure National Hospital

Ixuo TAMURA

Institute of Clinical Research, Kure National Hospital

Antimicrobial activities of DL-8280 were compared with those of NFLX, PPA and NA for
various clinically isolated strains described as below in inoculum size of 10¢ cell/ml.

Gram positive strain : S. aureus, S. epidermidis, S. pneumoniae, a-Streptococcus, B-Strepto-

coccus and Enterococcus

Gram negative strain: E. coli, S. typhi, other Salmonella, Shigella, K. pneumoniae, K. oxy-

toca, P. vulgaris, P. mirabilis, P. retigeri, P. inconstans, P. morganii, Serratia, Citrobacter,
Enterobacter, P. aeruginosa, P. cepacia, P. maltophilia and Acinetobacter

Against gram positive strains DL-8280 showed superior action to the other antimicrobial
agents. For gram negative strains DL-8280 showed almost the same strong activities as NFLX
with the exception of Serratia and Pseudomonas. PPA and NA showed much less antimicrobial
activities than DL-8280 and NFLX in all strains tested.

DL-8280 was administered to 3 patients with respiratory tract infection, 5 patients with
alimentary tract infection including a case of persistent healthy excreter of S. typhi and 2 cases
of FUO. Causative organisms were isolated in one case of respiratory tract infection (H. in-
Sfluenzae) and 4 cases of alimentary tract infection (K. oxytoca, S. litchfield, V. parahaemolyticus
and S. typhi).

Good clinical effects were observed in one of respiatory tract infection, in all cases of
alimentary tract infection and in one case of FUO. Bacteriologically good effects were observed
in all cases which the causative organisms were isolated.

The adverse reactions were occurred in two cases. One of them was a severe vertigo and
the other was a granulocytopenia.



