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T, MEREEIC R+ 2LFEMEARIL, L0obif, PCs &
CEPs, cephamycin % cephem %7 & p-lactam %, #
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DL-8280 i, 1980 455 —MIEHFFEAT TH MU quinoline-car-
boxylic acid NLEHFHEEL L THRESN/-ERIERITH
Y, BRED Y7 LB BEU 77 ABRHEEICIKBENHE R
RIMVETRL, HXEEICLAEAEZE LTV A,

%/, DL-8280 13, RIAMEANCH~, BOEETHENOE
PhicRRIh, BOMPRE L L LIC BRABIT RIFTH
), RRICRREICHERB LS,

DL-8280 M#E{LEatERIE, FOSBA HEERV LIRE
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feit7ev e DL-8280 DLz Fig. 1 IoRLL B,
benzoxazine #% 4 # L T\ » 5, DL-8280 N5Fix CisHaFNs
O T®RR&h, ZOHFRi: 361.37 LEHIA TS,

DL-8280 m&k£t4i-M L Tik, BmER TN, EadtbX
USHEBMERRIC L ), ZOREREMT H 1, RIEFARE
Rbien g shtuay,
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Fig. 1 Chemical structure of DL-8280
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Table 1 Comparison of antibacterial spectrum of DL-8280 with that of other drugs

—gram positive bacteria—

MIC (ug/ml)

Test organisms DL-8280 NFLX PPA
S.aureus FDA 209P JC—1 0.2 0.39 25
S.aureus TERAJIMA 0.2 0.39 25
S. aureus SMITH 0.2 0.39 25
S. aureus NEUMAN 0.39 0.78 50
S.pyogenes Type 11 1.56 1.56 100
S. pyogenes COOK 1.56 1.56 100
S.pyogenes S-23 1.56 1.56 200
S. pyogenes DICK 1.56 1.56 200
S.pyogenes S—8 1.56 1.56 100
S. pneumoniae Type III 0.78 1.56 100
B. subtilis PCI 219 0.2 0.39 6.25
B. subtilis ATCC 6633 0.1 0.2 12.5

Table 2 Comparison of antibacterial spectrum of DL-8280 with that of other drugs

—gram negative bacteria—

MIC (ug/ml)

Test organisms DL-8280 NFLX PPA

E.coli NIHJ JC-2 <0.1 0.1 1.56
E.coli 1AM 1253 <0.1 0.1 1.56
E. coli 80750 <0.1 0.1 3.13
P.mirabilis PR—4 0.2 0.1 6.25
P.vulgaris OX-19 <0.1 0.1 6.25
P.vulgaris 1AM 1025 0.1 0.2 6.25
K. pneumoniae Type 22 <0.1 0.1 3.13
K. pneumoniae ST-101 0.1 0.1 6.25
P. aeruginosa X-239 1.56 3.13 25

P. acruginosa DENKEN 1.56 3.13 25

P.aeruginosa NCTC 10490 0.78 3.13 12.5
P. aeruginosa 1AM 10027 0.78 1.56 12.5
S.typhi T-287 0.1 0.1 3.13
S.flexneri 2a 0.1 0.1 3.13

DERY HYMEFE Lz coagulase BT K3k 80
BELRMOMED E. coli 46 Bk, P. mirabilis 27 ¥, K.
pneumoniae 29 Bk XU P. aeruginosa 60 BETH Y,
Zh bDEKRIZOWT DL-8280 & fhltkin R »
HEH AR,

2) =B

FEHERRRIC R+ 5 DL-8280 DB REROMSHL,
Table 1 IZRLeERY, VS LABHUKRED S. aureus
Tix 0.2~0.39 pg/ml DD TEW MIC %71, S.

pyogenes, S. preumoniae it 0.78~1.56 ug/ml DERE
CHREMINTTRR TS -, DL-8280 i%, S. aureus i
LT, HikLARD NFLX, PPA %Y XV HESN
HENT W, 77 AREEIC 5 HEASI MV
i1, Table 2 iU LY, DL-8280 i% E. coli, K.
pneumoniae, P. mirabilis, P. vulgaris, S. marcescens
R EIT £0.2 pg/ml DD TERE CEORFEMALL
B, %, P.aeruginosa 1Zi% 0,78~1.56 ug/ml ?
MIC ¥, WEEHO PPA kY KBmHEHTE
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Table 3 Comparison of antibacterial activity of DL-8280 with that of other
antibiotics against 80 coagulase positive staphylococcal strains

MIC (ug/ml)
Drugs
=0.2{ 0.39 | 0.78 1.56 3.13 6.25 12.5 25 50 =100
DL-8280 19 34 25 2
NFLX 2 16 29 22 10 1
PPA 4 12 58
PCG 11 6 5 5 8 10 2 10 14
ABPC 7 5 8 12 8 7 12 7 5
KM 3 2 4 20 13 11 1 24
SM 3 1 5 7 17 1 41
GM 38 11 17 2 5 2 3 1
EM 21 3 6 1 1 1 2 45
OL 5 4 13 8 4 2 2 8 5 29
LM 1 4 29 13 1 31
SPM 9 22 8 3 2 36
M 5 2 8 19 17 2 8 6 13
LCM 4 3 15 17 4 2 1 1 30
TC 3 9 4 3 5 1 46
OoTC 4 5 1 1 48
CP 8 27 8 9 25
CEX 3 3 4 12 17 25 11
CER 40 8 9 5 2 8 1 2 1
Table 4 Comparison of antibacterial activity of DL-8280 with that
of other antibiotics against E. coli
Drugs | No- of MIC (uzg/ml)
strains | <0.2 [ 0.39 | 0.78 1.56 3.13 6.25 12.5 25 50 2100
DL-8280 46 32 9 5
NFLX 46 33 10
PPA 46 2 21 19 3 1
CEX 14 6 6 1
ABPC 46 8 2 8 9 5 14
CBPC 46 2 2 6 9 4 14 9
ACPC 14 2 12
SBPC 26 3 5 5 6 4 3
AKM 7 1 4 1 1
RSM 36 11 13 8 4
GM 43 9 15 14 5
LVDM 47 4 7 20 7 7 2
CEZ 46 9 16 7 6 5 1 2

Y, NFLX LRiFRBEBEMLEL T Wi, T4 7 K o BRE 80 Bkicxt+ 5 DL-8280 o #Hii# A i3,
bb, DL-8280 it broad spectrum T o7z, Table 3 IZRLAC LB Y, <0.2~1,56 ug/ml DOIEME
LR E R OE R bHMERE S Mz coagulase B IMCBRESEH LR, & I =0.2~0.78 ug/ml
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Table 5 Comparison of antibacterial activity of DL-8280 with that of
other antibiotics against P. mirabilis
Drugs No. _of MIC (ug/ml) ’
strains | <0.2 | 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100
DL-8280 27 21 4 2
NFLX 27 17 5 3 2
PPA 27 2 20 4 1
CEX 18 6 2 5
ABPC 18 1 2 1 3
ACPC 14 4 10
CBPC 27 12 8 3
SBPC 26 3 7 12
AKM 10 10
RSM 20 4 3 5 3
GM 22 7 7 4 1 1
LVDM 20 1 7 4 8
CEZ 27 8 15 3 1
CER 24 4 7 9 2
Table 6 Comparison of antibacterial activity of DL-8280 with that of

other antibiotics against K. pneumoniae

Drags No.‘of MIC (ug/ml)
strains | <9.2 | 0.39 | 0.78 1.56 3.13 6.25 12.5 25 50 2100

DL-8280 29 20 5 2 1
NFLX 29 18 5 4
PPA 29 21 3
CEX 8 1 2 1
ABPC 1 1 5
ACPC 7
CBPC 15 1 1 13
SBPC 16 2 14
AKM 2 2
RSM 16 1 8 3 2 1 1
GM 17 6 7 4
LVDM 29 2 2 15 6 4
CEZ 18 8 7 1 1
CER 15 4 8 1 2

i MICHS#E£$ L, % @ MIC ® peak I 0,39 ug/ml
iw@W» b, DL-8280 » MIC I, ZE e L <
NFLX XY 1 BBsREEN, PPA XV 332 ICHEH
Do TV e,

JRISBMED E. coli 46 BRIZXI+5 DL-8280 Dt H
X, Table 4 IZ;RL7EEBY, £0.2~0.78 ug/ml DIE

BERSCBREEM N Z LN, £0 MIC O peak i
=0.2 pg/ml IZ58¥ Hiviz, DL-8280 i, BKEIALT
it NFLX iz kA ¥ REED MIC ThY, PPA XY
P e A ER TV,

FREYMED P. mirabilis 27 Bicat+% DL-8280 Of
BHi, Table 5 IRLIEESD, $0.2~0.78 4g/ml
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Table 7 Comparison of antibacterial activity of DL-8280 with that
of other antibiotics against P. aeruginosa
Drugs No. 'of MIC (ug/ml)
strains | <0.2 | 0.39 | 0.78 1.56 3.13 6.25 12.5 25 50 =100
DL-8280 | 60 2 28 18 9 3
NFLX 60 6 14 26 10 4
PPA 60 2 10 32 12 4
CBPC 60 2 3 21 34
SBPC 37 1 2 12 15 7
KSM 60 1 1 2 56
GM 60 2 5 2 14 17 6 6 6 1 1
PL-B 60 2 9 23 14 2 7
CL 60 17 18 13
LVDM 60 1 8 17 32
DKB 60 12 22 8 10
TOB 60 19 16 12 2 1
AMK 33 5 14 2 2
CPZ 60 5 16 22 8 4 1 2

Table 8 Serum concentration of DL-8280 in normal adults (200 mg, p.o.)

Body Serum concentration (ug/ml)
No. [Case | Age | Sex | weight
(kg) |1/2 hrs|{ 1 hr 2 hrs| 4 hrs| 6 hrs
1 |I.R.| 38 F 56 1.20 1.84 1.36 1.08 0.62
2 |T.M.| 32 M 60 1.44 1.92 1.48 1.12 0.74
3 |K.I.| 26 F 48 1.18 1.76 1.28 0.88 0.42
Average 1.30 1.84 1.37 1.03 0.59
DEREHIICBZMES 2 LH, £0 MIC @ peak ¥ FELTWe,
£0.2 ug/ml iITW» bhlc, DL-8280 i, NFLX t B3 II. M+ &
ChRBECHEHEHF L TR D, PPA L h KR e 1) EBRH®E

REH E-> Tz,

RRIMED K. preumoniae 29 #RICKt+5 DL-8280
OHEFIL, Table 6 IRLI L8, <0.2~1.56 ug/
ml KBRS O, £ MIC @ peak i1<0.2
#g/ml 1288 bivlc, DL-8280 ¥, NFLX L RIRREOH
HBATHY, PPA X 0 MEEHEH 2B T W e,

BEIMED P. geruginosa 60 ¥eizx+% DL-8280 0
#MAi, Table 7 iR LI EBY, 0.39~6.25 ug/ml
PEENICBZHS ML Sh, & <IC 0.78~3.13 ug
/ml k2 MIC 334&sh LT3 Y, %D MIC ® peak i1 0.78
#g/ml IZB8® bz, DL-8280 i, HEicxt L CRI% D
NFLX k) 1B, PPA X 0 i35 Mhic SEAH Eh,
DKB, TOB 7 ¥ @ aminoglycoside % & FIf2E DHEH

R A D volunteer (BF, BHEEER) 3 #lic DL-
8280 200mg Z#EOHFELEL, 304, 1WRE, 2/%RI, 4
Bl X OF 6 R IC R RRAR A O BRFYIC R L % 1T\,
OB SWT E. coli Kp BREBEEKRL T3
WEH v 7T DL-8280 ofiicis i 3 HEEMEY
BB L7, &z, Mueller-Hinton medium #{#
AL, B, FFE#S % 0.1 M phosphate
buffer (pH7.0) THA R L, 100 pg/ml #HEBEL L
T, LI 2 EERAREITY, SBREOHILEHORED
& DL-8280 OEMEZEBE L TEEMMBRE (ERRL L,

2) ERRB

DL-8280 #E O 5% o i #E X Table 8, Fig. 2 iT
FLIEERY, BE5 30 5%IC 3 FIEHME 1.30 ug/ml
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Table 9 Comparison of concentration of DL-8280 in serum with that in tissues
(2 hours after a single oral administration of DL-8280 200 mg)

Body Serum Tissue
No. |[Case | Age | Sex | weight Tissues removed concentration | concentration

(kg) (ug/ml) (ug/g)

1 S.T.| 19 M 58 Palitine tonsilla (L) 1.62 1.52

2 |S.T.| 19 M 58 Palitine tonsilla (R) 1.62 1.58

3 |M.1I.| 30 F 52 Palitine tonsilla (L) 1.50 1.36

4 |M.I.| 30 F 52 Palitine tonsilla (R) 1.50 1.44

Average 1.56 1.48

1 |Ks.| 32| F | 4 Mucous membrane of 1.54 1.30
maxillary sinus (L)

2 [Ks.|32 | F| 4 Mucous membrane of 1.54 1.28
maxillary sinus (R)

3 MK |28 | F | 46 Mucous membrane of 1.48 1.12
maxillary sinus (L)

Average 1.52 1.23

Fig. 2 Serum concentration of DL-8280 in normal
adults (200 mg, p.o.)—average of 3 cases
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OmPEMEE & /7 L, 1FE%E I 1.84 pug/ml &
yMEE D peak 1T L7, DL-8280 #5 2 BRI oMLl
B, 1.37pg/ml ERAD LD, SHIC4 REE%IC
1.03 ug/ml LIEL2Y, AL 6 B % 12 i 0.59
pg/ml O PEHEEE RE LE,
III. FREFIEEPRE

1) EBHkE

DL-8280 D 3HARAIRBERIEIL, A& 200mg &R0
#5 2 BEBOFARICKE L bnERk4 FlB X

Table 10 Diagnosis of patients treated

with DL-8280
Sex
Male |Female| Total
Diagnosis
Acute purulent otitis media 1 1
Chronic purulent otitis media 4 1 5
Furuncle of ear or nose 3 1 4
Acute paranasal sinusitis 1 1
Acute lacunar tonsillitis 14 4 18
Acute parotitis 1 1
Total 21 9 30

U LSRRI 3 Flic oW CRENTEME R BIE L, T
kbbb, FEHEL g ZRFAMLSE, ZhE0IM
phosphate buffer (pH7.0) T5f&#ARL, 18 BHKE
RAFICE D Bk, oMt Ll LTRENEDS
BIML, E. coli Kp #& BERK L+ 580y v T8
2k Y DL-8280 MARBATEIEMEE RIEL 7.

2) EBAK

DL-8280 200 mg #E O#k5-4% OB A B K 11
Table 9 ILRL L339, b b 0RHk4 4o DL-8280
DRBNTEMIEIIE 1.48 pglg TH Y, TOROMT
WEEIX 1.56 ug/ml Thole, %, b b EHERKRS
FlOTIER, 1.23 puglg OMBATEREE RS
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Table 11 Therapeutic results of DL-8280 (No. 1)
. Administration method | Disappearance Days| .
No. | Case | Age | Sex Diagnosis Bi::lt::::l (::;S:l) B:ily Term Eotll ';:n:::::. c{::e esf‘ll::t Effect
(ms.) (day) (.;e) (day)
1[v.s.| 42 | F |[Acuepuruient g s 0.2 |600| 4 |24] 2 o = | #
2|C.A 53 | M |Chronic purulent | p o) ophitia 3.13 [ 600 | 6 |3.4| 4 6| — | #
s s | o |Comc omtont |5 mtermits 078 (e[ wa [ 04| 2 | 7| = | -
o | o O i [0 o [ [ |7 [ =] -
5(s.K.| 36 | F |Chronic purulent | g o iermidis 1.56 | 600 | 8 4.8 4 8| —| +
6 |Y.H.| 37 | M |Chronic purulent |, 0 tobacter 0.2 | 600 | 7 | 4.2 4 7| — | #
7 (H.K.| 47 | F |Furuncle of ear S. aureus 0.39 | 600 4 12.4 3 4 | — #
8 |K.A.| 55 | M |Furuncle of ear S. aureus 0.39 | 600 8 14.8 5 8| — +
9 |S.K.| 38 | M |Furuncle of nose |S. aureus 0.39 | 600 4|24 3 4 | — #
10 [M.H.| 54 | M [Furuncle of nose |No culture 600 | 4 |2.4 2 4| — | #
1l |Mw.| g9 | F |Acute paranasal g o0 156|600 | 12 | 7.2 5 12| - |+
12 [MY.| 32 | M [Acute jacunar g o enes  1.56 | 600 | 4 | 2.4 2 4| - |
13 |T.1.| 46 | F [Acutejacunar g o oenes  0.78| 600 | 4 | 2.4 2 4| — | #
4 |Y.5.| 19 | F |Acutetacunar g o renes  1.56 | 600 | 4 | 2.4 2 4| — | #
15 [M.1.| 56 | M |Acute lacunar g o igenes  3.13 (600 | 4 | 2.4 2 4| — | #

EORRICI T B MPBEIT 1.52 pg/ml ThHol,
IV. BEERAMAR

D) Rt

FARMEHEYR DL-8280 % H AWEGRERICK
SREWLBES X CBEBRSE, $b b, Table 10
RiRLIc LY, HALBERNE AEER 3k & |
STE2A X VBRST4E 7 B £ T2 LA LR &
ERLG), BiCMET TR 6, F - B@44, S
BIRES 14, BEREERL 185 SLUCAMET
RE LG, KREH304] (B 214, & 9B 2EAMKRL
LTEn#KE L,

0 WRKH:

DL-8280 A Az, JRAIL LTHRAIRLTL A
60mg ¢ H3BOKE & L, OBRKERDELR

ML, %23, ARBRABANZ, DL-8280 100mg HH

gE & L, DL-8280 DMK DEEKZIR % a1+ 58
5k, AFIRERFERICH L TikfhobFERER 0ff
Ao &WfTbRbhofc, £, EREMDOBERR

O E iR CRREEZ SMFEEL, o MIC
FREL CHEKRARSEL BT 5RI L LT,

3) BEHREOHEERE

DL-8280 2 O 512 X 2B R oHIEEER, FE

HICESD, A%, LRERE I UERO 4 BRI

EL, T72bb, DL-8280 DREN#KE 5 ALARICLY

REEAEE L, BRURRRFOESRRYEL, EXER

ERRL, REORRK, 2E, BE, EEDD ViR
72 EDNEKEE LI b 0% Excellent %) (i), RERR

1A 7 BURNKKHEEEELTL D% Good FE H),
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Table 12 Therapeutic results of DL-8280 (No. 2)
Administration method | Digappearance Days
. . Bacterial MIC : of main Side
. Daily | T Total
No. | Case | Age | Sex Diagnosis isolates  (ug/ml) d:x“y erm Total| - aptons for effectE““'
(mg)|(day)| (g)| (day) |cure

Acute lacunar

16 |H.N.| 28| M tonsillitis S. pyogenes 0.781 600 4 (2.4 2 4| — | #
Acute lacunar

17 |[K.S.| 33 | M tonsillitis S. pyogenes 600 51]3.0 2 51 — | #
Acute lacunar S.aureus 0.39

18 |S.F. 47| M tonsillitis S. pyogenes 1.56 600 4124 2 40— #
Acute lacunar S. aureus 0.39

19 /WT.| 33| M tonsillitis S. pyogenes 1.56 600 4124 2 4| - #
Acute lacunar S. pyogenes 0.78

20 |HK.| 35 | M tonsillitis H. influenzae 0.39 600 4124 2 4 — | #
Acute lacunar S. pyogenes 1.56

21 |TM.| 37 | M tonsillitis K. pneumoniae<0.2 600 4124 2 4| - #

22 [M.H.| 33 | M |Acute lacunar H. influenzae 0.39| 600 | 4 | 2.4 2 4 — | #
tonsillitis

23 |M.I.| 19 | M [Acute lacunar 1y g nzae 600 | 4 |2.4 2 4| - | #
tonsillitis

24 |K.S.| 35 | M [Acute lacunar |\ p 0qnige 600 | 4 |2.4 2 4| - #
tonsillitis _

25 |K.N.| 37 | F |Acute lacunar \p g s 0.78| 600 | 4 | 2.4 2 4 — | #
tonsillitis

2% |T.K.| 20 | M |Acute lacunar |y 0 onzae <0.2 | 600 | 4 | 2.4 2 4| — | #
tonsillitis

21 | 1.T.| 27 | M |Acute lacunar |y g enzae <0.2 | 600 | 4 | 2.4 2 4| - | #
tonsillitis
Acute lacunar S. aureus 0.2 _

28 |T.F.. 27 | M tonsillitis S. pyogenes 0.78 600 4124 2 4 #

29 |M.K.| 61 | F |Acute lacunar N, oujre 600 | 5 |3.0 2 5| — | #
tonsillitis

30 |F.S.| 24 | F |Acute porotitis [No culture 600 4| 2.4 2 4 — | #

DL-8280 2 A5 7 BUEHREICHREZE L b 0 %
Fair 0% (4), BEREHEICEROKEHRE OB
FDE>7L B b oleb D% Poor &% (=)
LHELE,

4) FERRIAHARAE

B oEALRLEIC Lz DL-8280 ¥ O&EEL,
BELRIE BN E 2 a3t L 7o &, Table 11, Table 12 TR
LIt BY BN E LR, UTERREBFICERT
5,

D SMELBEFER

AFEE 1 FicH LT DL-8280 % 1 H 600mg 433
E#fFolciER, Table 11 KRLAERY, BE2HT
Hig, BR, BHAESRS X UOSEWMESER, HEL,
HERL ML, &5 5 A CERER, B, EEOoR

# BILREBHEBLIAE L, KEFAOERP?O
S. aureus (MIC : 0.2 ug/ml) 1A MERESHE,
X+ 5 DL-8280 miaseshRit, HKMICED
Ligote,
i) BHECRETER
AFB 5 Hlickt LT DL-8280 # 1 H 600mg 3%
E%iTokER, Table 11 iR LA LR Y, HHERT
BEYH 3 B CERNHAL, BkRtLry, &5
¥457 B CAERES X USEARERL, §8, FHE
BRIVEESEELT EARKE LR, FRHL P
maltophilia (MIC : 3,13 ug/ml) 1#k, Acinetobacter
(MIC: 0.2 pg/ml) 18k, S. epidermidis (MIC: 1.56
uglml) 18, S. aureus (MIC : 0.78 pg/ml) & P.
maltophilia, S. epidermidis (MIC: 0.78 ug/ml)- & A.
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Table 13 Efficacy of DL-8280 classified by clinical diagnosis
Efficacy  |Excellent| Good | Fair | Poor | .o
Diagnosi | | =)

Acute purulent otitis media 1 1

Chronic purulent otitis media 2 1 2 5

Furuncle of ear or nose 3 1 4

Acute paranasal sinusitis 1 1

Acute lacunar tosillitis 18 18

Acute parotitis 1 1
23 2

Total —_— 3 2 30
25(83.3%)

wylosoxidans & DEFEBLNE 1 FIRHMEShiz,

AEIXT5 DL-8280 mipFzhFix, H#h2H, =
SHY 1418 X CES 2 Pl RN E LT,

i) H - S&

AEE4HIcE LT DL-8280 # 1 B 600 mg 4% 3 £
E#ffolcis R, Table 11 iR LIc B, BETH3
ACERER, SUmHEkL, BEERSRMELL:, #
5 Agicit, AEEBIUCRAORORRK, ER
BB LIBE Uiz, QW5 S. aureus (MIC: 0.39
pgiml) SHEDMRIB LR, HEL BLhdo72 b0
R1MTH oI,

FEIA+ 5 DL-8280 DIEEhRIT, EZ3HIB X
CR0ER 1 Ao Ch - 72,

iv) SHEEISER

AHKB 1Al LT DL-8280 % 1 H 600mg 43 3 £
BEffolc#sR, Table 11 IR LI EBY, BESHET
TR, BUTARERIRL, IAMAR, BRAERL L HE
WL, FREH» O OPREEIE Lz, 5 12 BRI,
EAMENIITS L2 Y, BERBEORR, Bl L
EREHEL, XBRFRCEIBEORERNELLKEL
ko FREOBMYD S S. aurens (MIC: 1,56 ug/ml) %
SRRAEL I,

KEILH+2 DL-8280 DIGsphEid, Babkagic R
B Thorz,

V) SMREMREkS

AKB 18 licxt LT DL-8280 1 H 600 mg 4y 3 %

E#1To kR, Table 11, Table 12 iR LI L 5D,
BREVY 2 0 oRE, WEUE, RTRR X CRRRT
RERBIRINK LT, BETH 4 B TRERKORR,
VIR, MRRZZ X i3I LIRS LT, RSk T o8

TRRLLAS S. pyogenes (MIC : 0.78~3.13 ug/ml) 6 ¥,
H. influenzae (MIC : <0. 2~0. 78 ug/ml) 64k, BIKHERK
#ix S. aureus (MIC: 0.2, 0.39 ug/ml) & S. pyogenes
(MIC: 0.78, 1.56 ug/ml) 3 fl], S. pyogenes (MIC: 0. 78
pg/ml) & H. influenzae (MIC: 0.39 ug/ml), S. pyo-
genes (MIC: 1,56 ug/ml) & K. pneumoniae (MIC: 0. 2
pgiml) OF1FAMVRHENE, 2k, HEERLER
PolebDiR1HTHoT,

AIEICRE 5 DL-8280 DIARZIR L, HEERAYIC 18 £
FTRTER LR o7,

vi) SHEETRR

FEB 1N LT DL-8280 # 1 H 600 mg 4 3 #%
E¥ffo7-fER, Table 12 IR LIz eRY, #E2HT
BE, EATHOERIRRL, &5 4 B CEATHO
MEAR, MR LI Lic, REBH» OIIE ISR L
Blah ol

AFEIZHt 35 DL-8280 DAHEIFE L, HRKATICES
Ligol,

PiE, BFARGEREIRICR T 2 REN 2R LU
PERRHWE 30 licx LT DL-8280 iR O 5 % 17V BB
BERDRERMNL R, £ 0K BB BEDEE,
Table 13 IZ/RL72 LB Y T, £ 23 5, HEh 2 4, %
B3R L UES 24| L2 57, DL-8280 nAEHR
i, %%, B2 EE TS L 254 83.3% DOREE
bhic, %fc, DL-8280 DLMEERIERENEL, Table
MITRLIe L BY T, BRBOBRYSREN S S. aureus,
S. pyogenes, ¥ XU H. influenzae 72 ¥ DLYBEESICH
AR b,

DL-8280 DEEIRTEFRAIR L iR BER > MIC 18 L i3,
Fig. 3 IZ/RLIc B Y, MEMIZI B L E RS 2
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Table 14 Clinical response of DL-8280 classified by species of bacterial isolates

Efficacy Excellent| Good Fair Poor Total
Bacterial isolates (1#) (#) (+) (=)

S. aureus 3 2 5
S. aureus 3 .
S. pyogenes
S. aureus . .
P. maltophilia
S. epidermidis 1 )
S. epidermidis . .
A. xylosoxidans
S. pyogenes 6 6
S. pyogenes 1 :
H. influenzae
S. pyogenes 1 .
K. pneumoniae
H. influenzae 6 6
P. maltophilia 1 1
Acinetobacter 1 1
No culture 3 3

Total 23 2 3 9 20

Fig. 3 Interrelation between MIC and clinical response of DL-8280

MIC Minimum inhibitory concentration (ug/ml)
Efficacy 0.2 039 | 078 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | =100
AXIOX (@X |00R|@®
Excellent O x|Ox [ ) [ )
(#) O o o
e O o o
[
2 © A
2 Good
b
= (#)
2
£
3 O o®
Fair
(+)
o®
Poor
(=)

O S.aureus 9 strains ® S.epidermidis 2 strains @ S.pyogenes 10 strains X H. influenzae 5 strains
A K. pneumoniae 1 strain A P.maltophilia 1 strain © Acinetobacter 1 strain

bhAEL T, T DL-8280 # 1 H 600mg 4} 3 T4~12 BRicbRkY
5) EIfEA BOBERT-7e8, & ICERAICBIER LELON
HAEGREIR 0&MS X UMBMRIME 30 #lic 3 L BEROERIIBD b rd o0z,
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V. & E

ENERFHRIRICE I 5 RIRR O MMM, £
LT S. aureus, S. pyogenes 36 X UF S. pneumoniae Rk
oy LBtEskE L K. pneumoniae, Proteus sp., H.
influenzae ¥ LU0 P. aeruginosa 12X D 77 L RMAR
RECRMER, With b IRITHE DR R IRE 25 5B
ThTWa,

MEBRE T 5 LERERNL, AE R~ P
£, RWREAEREL, L bRk @h TR

n, BEOEMREFNEELNEESh TS,

BEOARIAEEYRIL, NA BRBRIATLE, £
OERILAHO PA % PPA, MLX ¥ X Uf NFLX % ¥
FHEOVWTHB AN, ERORFREALVEORE TS
sAREtE, BMEICH L TRVYREERGRRTE, B
b ORI LE {, FREBITHEO REF2ERVGRE L
TEREBRUTER,

HORMEEYR DL-8280 DRBENFE AL, B
B CEAEEHK D S. aureus 1 0.2~0. 39 ug/ml DIEV
AECHOREWILATARTSH Y, S. pyogenes, S. pne-
umonige 72 Y13 0.78~1.56 ug/ml o HEAYIEMEIC
MIC DRF DA b, RORREA L Y 7 5 LB
BICHL TR Y RWAENGHHFETED LI TH S,
& bIZ, E. coli, P. vulgaris, P. mirabilis, K. pneumoni-
o REDY S ARIEBEICIE, <0.1~0.2 ug/ml LiE
BT MIC &<, P. aeruginosa ix 0.78~1.56 ug/ml
EWFR L RIZER L v HiE A ENh  broad spectrum
Enx s,

LREFEROERY b2 BERIE & iz coagulase [
7 1 o 3k 80 BRITIZ 0. 2~1.56 pg/ml D{ER E I
4MZ DL-8280 » MIC 343 # LCH D, 0.39 pg/ml iz
MIC/hpeak 3% 5h, DL-8280 i FREAI R, HH
KHLTHRYBANHEHRED B L 5 ThH 5. FESD
WD E. coli (468), P. mirabilis Q7T#) B XU K.
preumoniae (29 B§) iz%t LT, DL-8280 ix <0.2~1.56
sg/ml DEVEEAIIC MIC A4H L, WTFhoBEK
=0.2 pg/ml iz MIC o peak 3B bh, Zh by 7L
BREC T 3RV HE N IED TEEICET 5. %7,
P. aeruginosa 60 BRIzt LT DL-8280 iX, 0.39~6.25
rglml OFFEPIZ MIC A4 L, HEICH L THER
Fe LT emR & Rk REFRAENE
ALTVWED LA RKMO—o L LTHIFORE 5,

DL-8280 o IcBIL Tit, H@H v 78 TH
ELRRER, R A T 200mg B A5 30 %I
L30pg/ml &72Y, 1RERI%ICIZ 1.84 pg/m] & BEIE
RELTRY, H5 6mMI%IC 0.59 ug/ml OfihiEE
WERL, #ROFRIEH L v BRUUESERTRY, b

Emv mhREN BHh3 X5 THH2Y, DL-8280
DORBEEARMPIREEIC >V T i, BIHKER TR LW <,
SWORE, fiti, M, OOIECHEBABITAALRD LW
5, DL-8280 ¥, HEWHTAH| 200 mg BRI 2 0%
Mg Lce s o#RENk @A) 12 1.48 ug/g (ML
thiREF 1,56 ug/ml), LEWEIMKSI (340D 12 1,23 pg/g
(oA B 1,52 pg/ml) OEMAEEMSRIES L, &
FEEARER L v P RE LB <, L2 bIREREMA~
OBITBRREFNE HICBbh 32y,

DL-8280 mEAKIARAMIT, BEAEGERFURICI TS
iy e BuEd X UMBMERYE 30 FlICH LT, A K &
1R 600mg 433 C4~12 AMlichb Y BAKEETT-
FeRER, EH 234 HR2H, LRI B LUE
% 2 Pl DOLFRRAR G bz, DL-8280 » A $h % 1%, ¥
%, HYHIE SRS S & 255 83.3% D RIFRIERAM
BB LN, FAZLYREROBRBERRICHEAEOEH
HEEmRE LTHFHES L X 5,

BARROBEREIX, L LT S. aureus, S. pyoge-
nes 2 ¥ DV 5 LBIERE R H. influenzae, Proteus sp.,
K. pneumoniae 38 X U° P. aeruginosa 72 ¥ O 7 5 L&
BERZLETHY, ChbEFERE L THBEEETHLT
AROBNHERRIRVED D L O ThHb, E,
DL-8280 D BERIARZE L RE L EEE » MIC AL
13, AERRBURENRBEEEED ORARLTRY, &
FOBKDFEOEIT L2 LB,

DL-8280 DL EHEICB L TiX, & { K4S EDIERR#R
3061 5 b TIREKRMICBIER L ZEX bR B IERDRBHR
BEoKBHbhhbho7hl, 5530 B HE L FERE
20T AAXHREFIEY VRS U LT 2,856 F|DHEK
BERFID S 5 99 §]3.5% DIEROBIEROR £ 1Lk
&hTw5, DL-8280 DRIEA DN, HILEREERA:
BLEL, 2WTT LAXF—ER, #BERB LU E ofth
DERERS>TWAYD THERBERBENZEE LY,

FARAEEYR DL-8280 iX, + DAL bUIC
FE KA R AT RR A b B MR R RIRIC 36 ) B BE I
LT, B THVWAERRDEN+IGELEIEAR
BRERLEZ S,

e, RROESE, 30 EBEACEFEELLER ALK
& (4EB) TREL,

X W

1) %303 BREREFSTEARIHRE, FE L K
<7 L, DL-8280, 1982

2) BIRRE : BEAEGHME (- #5() % pipemedic acid
(2B B EREAY, BEFRAYIITF%E . Chemotherapy 23 : 2946
~2960, 1975

3) HRRE : FAWERERICHTS AM-715 (B4 3
HEREAY 7 & N BRKAYEF%E . Chemotherapy 29 : 715~
729, 1981
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FUNDAMENTAL AND CLINICAL STUDIES ON DL-8280
IN THE OTORHINOLARYNGOLOGIC FIELD

TAKEHIKO IwasAawa
Clinic of Otorhinolaryngology, Sapporo Teishin Hospital

Fundamental and clinical investigations on DL-8280, a new quinolinecarboxylic acid
derivative, were performed with the results which leads following conclusions :

1) Invitro antibacterial activity : The minimum inhibitory concentration (MIC) of DL-
8280 was tested by an agar plate dilution method. DL-8280 showed an excellent, broad spec-
trum antibacterial activity against standard strains of various bacterial species. DL-8280 had
the same antibacterial spectrum as that of other quinolinecarboxylic acid. The susceptibil-
ity of S. aureus isolated from otorrhoea was distributed at a range from 0.2 to 1.56 ug/ml of
DL-8280, showing its peak at 0.39 ug/ml. Growth of E. coli, P. mirabilis and K. pneumoniae
were inhibited by 0.2 to 1.56 ug/ml of DL-8280. DL-8280 showed the MIC of 0.39 to 6.25
p¢g/ml, its peak at 0.78 ug/ml against 60 strains of P. aeruginosa.

2) Concentration in serum : The serum level of DL-8280 in healthy adults given 200 mg
reached a maximum of 1.84 ug/ml at one hour after a single oral administration. Even 6 hours
after oral administration, clinically effective serum levels of DL-8280 were still demonstrable
at the concentration of 0.59 xg/ml.

3) Concentration in tissues : Activity of DL-8280 was demonstrable at the concentration
of 1.48 xg/g in human palatine tonsilla and 1.23 ug/g in mucous membrane of maxillary sinus
at 2 hours after a single oral administration, when the serum concentration of DL-8280 was
1.56 and 1.52 ug/ml, respectively.

4) Results of clinical treatment : When DL-8280 was orally administered to 30 cases of
representative infections in the otorhinolaryngologic field, clinical results were found to be ex-
cellent in 23 cases, good in 2 cases, fair in 3 cases and poor in 2 cases. When excellent and
good cases were combined together, good clinical response was obtained in 25 cases (83.3 per
cent). Side effect : No side effect was shown with oral administration of DL-8280.



