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SARMEBKIZ 3813 5 DL-8280 o EmAy, HRARAYIREY

BHER « WIER - FRFIAR « IiABiX - REBHME - FRE—
M - ETRIFE - e & MHE—% - RRIES - HFMC
WO - A BT - BAET KW %
AARRSEEHE =AY

LR O R AR MER DL-8280 IZoWT, ABGURICIIT 3 XMH, HEKMBRMNEFOIUT
ORERE B,

1. Hil : SRR OMHRED Staphylococcus coagulase FRIEENIS X Uf coagulase FRHEBICHIL ,
BWHAEAERL, RSB T 1.56 ug/ml IF, 100 HHREEETIX 0.4 zg/ml LFCiEEAY
DEEEIELTWS, ZhiXARIC MIC RIEE{T>7 isoxazolyl % penicillin iZIRRPE B4,
ABPC, AMPC & gL TIERICEmN BN CH o, S. faecalis 1T LTk, Staphylococcus iit
BELT, MEARM»R Y452, 100 EHRT, 3.13 ug/ml LT Ciz L A ¥ OBERIEL, E. coli it
XEMT 0.2 pug/ml LT, 100 fEHR T 0.05 ug/ml AT CIZ LAY OBEBEIELTRY, BRELLE
Hih bW IHEHER L, K. prneumoniae 12 L T b KT 1.56 ug/ml LATF, 100 fEART
0.2 ug/ml PATFCiz L A Y OBEEIELYX, E. cloacae Tik, NFLX L2 FR%oHE@EH 2R L,
MIC RJR#ET 3.13 ug/ml LAF, 100 fEH R C 0.8 ug/ml AT Cdh oz, P. aeruginosa L Tik
JR#E G MIC A peak i3 6.25ug/ml, 100 f## R T 3.13 ug/ml Ch o, B. fragilis CiXFHTO
MIC @ peak fHiX 6.25 ug/ml, 100 FHERTit 3.13 ug/ml OHRE/HEFRLE,

2. MEPRICENFBIT: 5y PERWEERT, BENPRER, S5mgke oEOHET, 305
%ic 31.4 pg/ml QB IEWH) o peak HICHEL, LULWML, 4FEHETH 17.0 ug/ml ORBREE
RUTe, RBEHSMIEEREE 2 FEAIC 200 mg EAREZITVWERBITERN LI, MigPRENR 1 FH
%Y 1.4 pg/ml, 2FEMHKIC 1.2 ug/ml T 6 EFHIEL TIZ 0.8 ug/ml Tholc, RHPRER 2 B
%C 4.2 ug/ml, 4FEMIR T 4.8 ug/ml, 6 EEMEIRTY 3.3 ug/ml ORBMETH o7z,

3. FEPRGERIRRAR : BIMERITARMBYLE 7 07, PRRMIANES o REEEMINIS X B YLEAL 7 4, LIRS 5 1,
AP E GRS 3 4, REGERR 2 4, BERRPIBy 2 o, E&GEZ 2 H) 3 XU % oot 2 i o3t 30 HliHEA
Lic, BRER 24 4, EIER 6 HICHEDRIZIB0% THoto, 2B, 7EMCHESHEESRHEEI
2, 2BICHETh >, DL-8280 12k 3 & Bbi 3 BEAINBEOWHLBER (FA) & 1 EHIKE
HBDHTH o7,

DL-8280 i3 —MEHRR L THB I N/ H LW AREAL
FRERNTHD. FROHEYIT YT LBHERE BLT 77 L8
PR, /o RRMEEICH LT, WA HEARY FFak
BMEHERL, TOERR HENTHD. EAREICL-
THWIUPRELE bh, FEMARBITLRIFL ShTHAYP,
HACRRBSAT 48 BRMUNICRE X VRS h 5. X0
BORLHELHRREN TS, Fig. 1 KEFNOEEXETT.

I. 5 &

1. HEH

AR SMED Staphylococcus coagulase [B14EE 23
#, coagulase &R 26 Bk, S. faecalis 27 #, E. coli 27
#:, K. pneumoniae 27 ¥k, E. cloacae 26 ¥, P. aeruginosa
268, E7c, RS 7 LARERE B. fragilis 27T i

Fig. 1 Chemical structure of DL-8280
0

© RN, ACO0H
N N

HzC/N\/l O\Acua

2T, DL-8280 DHEH & B AL RS mEE
o T, £ OR/NEEIHILME (T MIC) ¥ RIEL,
FIRsiz, ®O{atgesX Ampicillin (ABPC), Amoxi-
cillin (AMPC), Oxacillin (MPIPC), Cloxacillin
(MCIPC), Dicloxacillin (MDIPC), Flucloxacillin
(MFIPC), Cephalexin (CEX), Cefaclor (CCL),
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Minocycline (MINO), Clindamycin (CLDM) ® XUt
Norfloxacin (NFLX) KE2OWTHRIEL, HEBRML
¥, SERERIZIRIS XU 100 AR E LRk,

2, M X CHEN BT

yAx5—FTy b (350~450 &) 8 [LiT>\T, DL-
5280 & 5mg/kg BOH/EL, BHP~0OBITEWUEL
r, 5y MABEIZF 2 —FEFAL, KARO&KS
%, 154, 304, 1ReM, 2W5R, 3MeM, 4 FeMIBY
gRoicEERR LIEICS L, £, RERES 2
fiic DL-8280 &EAHEL,” MM X VAN ~D
BIEEBRMICHELE, F—AIRTRB M (kE
£5.5kg) THRAAE, FFREE, BoS#RIZTHEDS
W, RIS, T-tube I L — VREITH THE
ROERLRoRERTH D, BT TIR B & (&
% 51kg) CHROH, RIAE, FRKHET, BoH5HH
#, MEELI, T-tube K U4— & RITHRASE
ERLRoERTH B, 28, ERAOREX E. coli
Kp e BREH L TH5HFERT 4+ R 27 ETIF-7, M
{icit Monitrol I, RE}-IZi: pH 8. 0 phosphate buffer
solution (PBS) % v /e,

3. EERARRA

S RMORRYLEE 30 iz DL-8280 2 L, 20 H B
#, RefEiconTRHE L, S RBEE ONRE,
ERETAAREBRYE 7 4, BARIIRE OBEREIRE s X U
LTl 74, SRR 5, RLF9)RERRE 3 4, FEEmS

2, BENBE 2 4, LSGER 2 flk X UE ofth 2 4]
Thd, MEKBRHEITOWTIX, X EMAEE, 5
ABAREEFEROME EcxdE LI b D, ¥k, &
ERRER CRIAERIZ L o ThHE LML, AR
FE%, YR Y OARBLEBEEMES - L2 {5 L
RIEEELELOEESIL L, Ao DidES) L
Lit, BERBROUIEL L biz, BUEA DFEIZH>NT
CEMEEROMB NBEETH L L bic, KABREH
BokBizk, FPEME, RITRE L OREL AR
hEYE LI,

IL B #%

L RESME OBSZES T

1) Staphylococcus coagulase (+)

Staphylococcus coagulase RB1ET (20~23 B 23t L,
ABPC, AMPC, isoxazolyl % penicillin Kl ¥ &, %
DBZHEM & Sk L 7e., DL-8280 I+ 3 B 453
R JRHHEM T12 0. 8~6. 25 ug/ml 1245347 L, peak fHi
0.84g/ml Tihote, 100 fEATAEERE T2 0.2~3.13
HRIml RAATL, 0.4 pg/ml BTG & A ¥ OEK O
MEEIESh~, MDIPC #iIZL» L +3% isoxazolyl
R penicillin ] & beir+ 3 &, 1~2 BEHE L 5.,

L& L, ABPC, AMPC iz 4 b 5 W Otk IX 18
bhidhot, HRMEOKE 1 BRE T, AL
Mgk LT, NFLX & [FiRiciiv gt ssLic (Table 1,
Table 2),

2) Staphylococcus coagulase (—)

Staphylococcus coagulase [&4:pli (15~26 Bk) 23 L,
coagulase [k & FROMAIc > iR Lk,
DL-8280 iz B2 tE i, IRk © 0.8~
1.56 ug/ml AL, 100 EARPEHEME T 0.2~0.4
pg/ml G, coagulase M & i (F RSO BRIEN
&L, ABPC, AMPC, CEX, CCL X iRVBSK%
R L, %7, isoxazolyl % penicillin X/izxf LEgv e
2% RTEE T, DL-8280 ioxt LV BB
b DAL KB LB (Table 3, Table 4),

3) Styeptococcus faecalis

S. faecalis (26~27 ¥k) =5t L, Staphylococcus & [RlEk
DIEFIZ o & AT L /2, DL-8280 23t 43 Mzt
i, R TIX 3.13~50 ug/ml AL, 100 4%
F R G 1.56~12.5 ug/ml 224 L, peak ff
IEh#h 12,5 ug/ml B XU 3.13 ug/ml Ch o,
ABPC, AMPC &L TB%Eix4 575, isoxazolyl
% penicillin #|G# 5 MDIPC X cephalosporin %D
CEX, CCL Iz i L T, BBV BRI R LTV 5,
NFLX & 2 i2iF RS 0HlH Ch 5. BEERO RS,
1~2 BB oL L LT#ED bl (Table5, Table 6),

4) Escherichia coli

E. coli (25~27 §§) OBtk i & omeRai L
fco DL-8280 iZxthd 2 MBZMEsfiid, REETIX <
0.05~0.4 pg/mliZdh-T, 100 {EHRIEEME Cix 26 B
Hh 25 kA3 <0. 05 pg/ml Th o'z, JRiEHER Tit NFLX
0 1 BRERE IR B A%, 100 B4 RIGERE ¢ ik

1 BPEHLE A5, NFLX L Rk, BRFELicii &
BLT, EbHTELCEENE/RLTWS (Table 7,
Table 8),

5) Klebsiella pneumoniae

K.pneumoniae(26~27 B5) T2, kR < 0. 2~1. 56
pg/ml I2534 L, peak fAiX 1,56 ug/ml THhH o7, 100
(A R TiX, <0.05~1,56 ug/ml IZ434i L, peak
fEi%0. 2 ug/ml ThH-otz, Zhik, NFLX RELTRS
DL BN, FOMOERICHBLT, FERETHRWRES
ERLTWS, EHEEOMEIINR Y K &\ (Table
9, Table 10), ‘

6) Enterobacter cloacae

E. cloacae (25~26 #) %, ABPC, CEX ® X * CCL
RRLT, 12 A E DA 100 pg/ml YA EOTMES R L
TW5, DL-8280 Tid, [RIREM T 0. 1~3.13 ug/ml
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Table 1 Sensitivity distribution of clinical isolates
Staphylococcus coagulase (+) 20~23 strains (X1 dilution)

MIC (ug/ml)
Drugs <0.05 0.1 0.2 0.4 0.8 156 3.13 6.25 12.5 25 50 100 >I00
DL-8280 14 5 1
NFLX 4 10 9
ABPC ' 3 1 2 1 1 3 2 3 3 4
AMPC 2 2 2 1 3 1 3 4 1 4
MPIPC 2 9 9 1 1 1
MCIPC 4 12 6 1
MDIPC 14 8 1
MFIPC 6 13 3 1
CEX 1 1 2 8 5 4 1 1
CCL 1 2 1 2 8 7 1 1
MINO 5 7 8 2 1
Table 2 Sensitivity distribution of clinical isolates
Staphylococcus coagulase (+) 20~22 strains (X100 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
DL-8280 1 17 1 1
NFLX 2 6 12 2
ABPC 1 4 1 3 9 3 1
AMPC 1 3 2 2 9 5
MPIPC 1 1 8 11 1
MCIPC 7 14 1
MDIPC 2 1 14 4 1
MFIPC 1 2 6 12 1
CEX 1 1 7 9 3 1
CCL 1 1 1 6 11 1 1
MINO 8 3 4 4 2 1
Table 3 Sensitivity distribution of clinical isolates
Staphylococcus coagulase (—) 15 strains (X1 dilution)
MIC (ug/ml)
Drugs
=0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
DL-8280 4 11
NFLX 1 9 2
ABPC 1 1 1 3 1 2 3 1
AMPC 1 1 2 1 1 3 1 1 3 1
MPIPC 4 4 1 2 1 1 2
MCIPC 7 3 1 1 1 1 1
MDIPC 4 5 2 1 1
MFIPC 1 7 4 1 1 1
CEX 1 6 2 1 1 1
CCL 2 1 5 5 1 1
MINO 8 1
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Table 4 Sensitivity distribution of clinical isolates
Staphylococcus coagulase (—) 26 strains (X100 dilution)
MIC (ug/ml)
Drugs <0.05 0.1 0.2 0.4 08 1,5 3.13 6.25 12.5 25 50 100 >100
DL-8280 6 20
NFLX 1 4 15 6
ABPC 3 1 8 3 5 1 3 2
AMPC 4 6 3 5 1 4
MPIPC 2 3 8 3 2 ¢ 2 1 1
MCIPC 1 9 4 4 6 1 1
MDIPC 6 5 5 6 2 1 1
MFIPC 1 6 7 3 5 2 1 1
CEX 2 6 7 3 2 1
CCL 1 8 3 6 4 3
MINO 6 ] 9 1 1
Table 5 Sensitivity distribution of clinical isolates
S. faecalis 27 strains (X1 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12,5 25 50 100 >100
DL-8280 7 8 9 2 1
NFLX 2 2 13 8 1 1
ABPC 10 13 1 1 1 1
AMPC 12 - 11 1 1 2
MDIPC 7 13 3 4
CEX - 4 6 17
CCL - - 1 3 8 12 3
CLDM 1 4 2 1 1 14
Table 6 Sensitivity distribution of clinical isolates
S. faecalis 26~27 strains (X100 dilution)

] MIC (ug/ml) .
Drags <0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
DL-8280 5 20 1 1
NFLX 5 15 5 1
ABPC 10 12 2 2
AMPC 2 2 1 1 1
MDIPC 5 11 7 1 2
CEX 5 17
CCL 4 1 17 2 2
CLDM 1 4 2 3 4 12
MINO 4 2 12 8

RAML, peak fHiZ 0.4 pg/ml, 100 fEHRygEf <
i3 0.1~0,8 ug/ml 25345 L, peak fHiX 0.2 ug/ml T
BOMSEEE L (Table 11, Table 12),

) Pssudomonas aeruginosa

P. aeruginosa (25~26 ) i, FakEAEOHE 1.56

~12.5 pg/ml I24345 L, peak {Hi 6.25 pugiml T -
7oo 100 EFRIKEE OB A T, 0.4~12,5 ug/ml i
434i U, peak ffix 3.13 ug/ml T v, NFLX cH#kL
TRRES b DD, MINO ILHE L TERIIE S &5
LTw5 (Table 13, Table 14),
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Table 7 Sensitivity distribution of clinical isolates
E. coli  25~27 strains (X1 dilution)

MIC (ug/ml)
Drugs
s0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12,5 25 50 100 >100
DL-8280 5 9 10 1
NFLX 4 19 2
ABPC 3 5 6 1 10
CEX 2 4 19 2
CCL 2 3 5 12 3 2
MINO 7 6 1 2 3 3 3
Table 8 Sensitivity distribution of clinical isolates
E. coli 26 strains (X100 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
DL-8280 25 1
NFLX 4 18 4
ABPC 1 4 11 1 9
CEX 1 16 8 1
CCL 1 1 6 12 4
MINO 8 3 6 1 5 1 2
Table 9 Sensitivity distribution of clinical isolates
K. pneumoniae 26~27 strains (X1 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12,5 25 50 100 >100
DL-8280 7 6 3 10
NFLX 3 8 10 4 2
ABPC 2 25
CEX 10 3 8 1 3 2
CCL 4 9 2 1 5 2 4
MINO 3 10 3 3 4 1 2 1
Table 10 Sensitivity distribution of clinical isolates
K. pneumoniae 26~27 strains (X100 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
DL-8280 1 3 19 1 1 1
NFLX 2 12 9 2 1 1
ABPC 1 2 5 7 12
CEX 2 19 3 2 1
CCL 1 9 7 6 1 2 1
MINO 7 11 1 3 4 1
8) Bacteroides fragilis LTW5, 10044 5 #k & 8 T i3, DL-8280 XL

B. fragilis (24~27 ¥ i, JR#k 58 <, DL-8280 iz %} 0.8~12.5 ug/ml 24345 L, peak X 3.13 pg/m! &
L 3.13~50 ug/ml iZ534i L, & ? peak {Hi 6. 25 ug/ml Y OBSMEY R L, ABPC G0 peak fH (12.5 48/
T#h o7, ABPC, AMPC icht L THYUMWHEHEF ml), AMPC T peak i (12.5 ug/ml) kgL TbH



VoL 32 S—1 CHEMOTHERAPY - #3153 )
Table 11 Sensitivity distribution of clinical isolates
E. cloacae 26 strains (X1 dilution)
MIC (ug/ml)
Drugs <0.05 0.1 0.2 04 08 15 3.13 6.25 125 25 50 100 >100
DL-8280 1 5 8 6 5 1
NFLX 1 2 8 8 6 1
ABPC 1 25
CEX 1 1 24
CCL 1 24
MINO 1 11 8 2 2 2
Table 12 Sensitivity distribution of clinical isolates
E. cloacae 25~26 strains (X100 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
DL-8280 4 12 5 4
NFLX 2 7 4 7 2 3 1
ABPC 1 2 23
CEX 2 1 23
CCL 1 24
MINO 1 11 9 1 1 1 2
Table 13 Sensitivity distribution of clinical isolates
P. aeruginosa 25~26 strains (X1 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
DL-8280 2 4 14 5
NFLX 1 2 12 9 2
ABPC 26
MINO 1 8 7 10
Table 14 Sensitivity distribution of clinical isolates
P. aeruginosa 26 strains (X100 dilution)
MIC' (ug/ml)
Drugs
<0.05s 0.1 0.2 0.4 0.8 1.5 3.13 6.25 12.5 25 50 100 >100
DL-8280 1 7 9 7 2
NFLX 7 12 5
ABPC 26
MINO 1 9 8 5 3
Table 15 Sensitivity distribution of clinical isolates
B. fragilis 24~27 strains (X1 dilution)
MIC (ug/ml)
Drugs
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
DL-8280 3 9 4 8 1
ABPC 1 1 2 4 7 4 5
AMPC , 2 1 1 16 2 5
MINO 3 6 1 1 1 8 4
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Table 16 Sensitivity distribution of clinical isolates
B. fragilis 24~27 strains (X100 dilution)
MIC (ug/ml):
Drugs -
<0.05 0.1 0.2 0.4 0.8 1.56 3.13 6.25 12.5 25 50 100 >100
DL-8280 1 6 17 1
ABPC 1 1 1 4 6 7 2 2
AMPC 2 2 13 5 1 4
MINO 13 3 6 2
Table 17 Rat bile levels of DL-8280
5mg/kg p.o.
Bile levels (ug/ml)
Rat
Before 15min 30min 60min 120min 180min 240min
A - 36.9 23.5 19.2 15.7 15.5 13.8
B - 31.9 41.8 39.8 26.8 25.2 19.9
C - 23.0 28.9 29.9 24.1 23.0 17.2
Mean - 30.6 31.4 29.6 22.2 21.2 17.0
Table 18 Human serum levels of DL-8280
200mg p.o.
Serum levels (ug/ml)
Case
Before 1/4hr 1/2hr 1hr 2hr 4hr 6hr
H.W. - 0.14 1.37 2.29 1.70 1.37 1.04
N.U. - - 0.19 0.44 0.75 0.56 0.49
Mean - 0.07 0.78 1.37 1.23 0.97 0.77
Table 19 Human bile levels of DL-8280
200mg p.o.
Bile levels (ug/ml)
Case
Before 1/4hr 1/2hr 1hr 2hr 4hr 6hr
H.W. - - 0.42 1.95 4.40 2.85 2.15
N. U. - - — 0.82 3.90 6.80 4.45
Mean - - 0.21 1.39 4.15 4.83 3.30

2 R ERZENE VY (Table 15, Table 16),

2. MEPR LGB BT

1) 7 v MEHHPBIT

vA4 242 —%F v b 3PE1#IC DL-8280 % 5mg/kg
BO%E L, BRERICEORHPBITERM LI, 3
CHEHETHS &, 30 H%ic 31, 4ug/ml T peak f&
WZEL, DEWRL, 2RM%IC 22.2 ug/ml, 4 R
T% 17.0 ug/ml &, HRYOBREEXHERF LT W S
(Table 17),

2) t hfEhR L OB FBT

B3R D 2 FEHIic DL-8280 % 200mg #&O#S5L, &
HABITORMEIT -, MIFPREOTSER, 1K
Mi%ic 1.37 ug/ml T, 2E5RI%IC 1,23 pg/ml, 4R
#iz 0.97 ug/ml, 6BERILIT 0.77 pg/ml LFRL TV
% (Table 18), FEER DA P ~OBITIL, MHEFLY
BOBITERL, 4BRI%IC peak HICEL TV, L
ML, ZOWMTMHEFREIC KL THEREICHL IF
4% C 2 IS5 1. 39 ug/ml, 2 FEME T 4.15 pg/ml, 4
R4 T 4.83 pg/ml, 6 BRI T 3.30 pg/ml THo
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Table 21 Laboratory findings before and after the therapy with DI.-8280

| =Bc Hb WBC s-GOT s-GPT BUN
Case | (X10%/mm?) (g/dl) (/mm?3) (w) (u) (mg/ml)
Vo TE A B A B A | B A | B A | B A
6 512 492 13.8 13.4 4,900 6,500 14 13 7 6 14.6 15.1
10 290 306 7.8 8.3 9,200 6,500 31 11 51 11 27.6
1 423 502 12.7 14.7 11,900 7,900 34 42 27 40 8.3
12 516 386 13.5 10.3 11,300 5,000 16 14 21 9 6.6 7.8
14 276 269 8.4 8.3 3,000 4,500 19 15 1 7 88.1 168
15 405 385 13.2 13.0 5,000 5,700 27 15 32 10
16 428 377 12.8 11.5 12,600 6,200 73 48 94 60
17 376 355 11.9 11.2 5,900 3,800 464 214 261 111
23 471 582 12.3 12.1 8,600 5,000 36 44 46 59 11.9 10.7
24 390 365 12.2 11.9 10,100 4,000 71 25 52 21 7.4 10.3
25 378 396 11.4 12.2 6,100 6,300 18 14 16 11 13.5 13.5

B : Before the therapy, A ! After the therapy

% (Table 19),

3. BRBRAEFI AR

ARHORBIE 30 flic DL-8280 #*{FFL, #0HH
#, RRHIZHOWTHEH L7 (Table 20),

ARBIIE OWNRIT, BRI 7 41, BE
Bk DB X UREWEETL 7 6, FLBRR 541, AL
PR 3 4, AEERY: 2 4, MERRABEE2 6, EK
BRUPIBITEDM2HIT b » 72, SEWIT 16 A5
MRECCEH4LIE, BHILF, EH19FTH-
ko 1ERE&E 100~200 mg, 5 ERT 2~3 ET,
1 R 5&i% 200~800mg Th-ot, HBE5 HEKIZ3I~
BAMT, REERIT 600~5,600mg T -,

304, HEHEEG 24 4, 4ERDFER 6 I THBHZRIL 80
% Thotle, BERHLBIEMI204T, Z05b
HMERHAI A7 B, o0 13 5123 2 MELLE 0 B E %
RELTW5, ERHERS, HEEEErRHELEZLO
BTGB T, Wih oEf) b R—RE L ) BKE 2
RHLTwa, LrL, 7H2FlIESTH o7,

BIfERIZoWT i, 30 flsh 1 flic D7, BEBIRAH 11
RECBEOTHEROF LS H Y, BEEZHIELK,
TRERREAZE R Ibic L DBk LIzZ XY, 20
KHLMkb2 b0 LBbhs, Z0M, HEW, 56
D% E OMIBER 7 & ARMBWERIC > X EE RIS
STRELEXED bhih o,

HRBREFRicovwTiz, 11Hlic>n\T, KM

B FRME RFRRVICOVWTRETE L, 24lic
$-GOT, s-GPT DR &R+ b Dot b » 1A, Wi

NLEFRBER I Y BEEZRL, BEPCTRERNET
LTRY, FEHHEE LIEEBERIL2VW O LBEDN
%, ¥z BUN IR ICEHVWER (Case No. 14) 3184
BRLOTHBEBHEESH TARTO LD T, mMEETE
fT> T3, DL-8280 DM &L IZEHEFRRBFKITI RV
nLBbhs (Table 21),

. # =%

DL-828013 7" 7 LA RBMERE B L U0 )" 5 A MR E IC IR
EWHE R b L8FL, BWIEHERT EEH
BAHEDCERERTH B LY, AREEKRSMEE 2 B
WT, FORENERIM LIz, £, FIIFIC, penicillin
% ABPC, AMPC, isoxazolyl % penicillin %/, cepha-
losporin % CEX, CCLY, #*nfti MINO, CLDM
NFLX®, O&BEEOLFEREROED b R E L ik
BMEITol. FYSLBMRE D 9 b Staphylococcus
coagulase BB L UF coagulase [RMEBIZR L, 74
DEWHEAEZRL, KRBT 1.56 4g/ml LLF, 100
BRAREERE TIZ 0.4 ug/ml LT TiZ & A ¥ ORER R IE
LTW3, Zhix isoxazolyl 5% penicillin FlIZiZR<
450, ABPC, AMPC Ll L CHERICENTHES
TH b, S. faecalis IZxt L TiX, Staphylococcus 1T Mgk
LCHEE»2 Y55, 100 FFRT, 3.13 ug/ml
LTFTIZEALYOKEBRIELTWS, —F, 77 upatE
BEict LTix, E. coli XK T 0.2 ug/ml LT,
100 /E#IR T 0.05 ug/ml LAT Tz & A ¥ D#REFRIEL
TEY, RELLEAPROENICRENER L,
NFLX L#EOLERERIE LTRER ZREHEET
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3N, ZhilhgELTh 1 MWl chs, €0
L DJEH) & g+ 2 LB L OER B S T H
%, K. pneumoniae 1=t L T, E.coli iZx+ 2
FOVWLSBRALZHEH Tizd 52, T 1,56 ug/ml
BT, 100#]WT 0.2 ug/ml YT TIEEAY OKE
FRIELTW3, NFLX LHd 2 & E. coli i3 iz
1~ 2 BYMSi /1134 %, E. cloacae Tix, NFLX ki3
FRISOREH 2R L, MIC 12 B#K T 3.13 ug/ml LAF,
100 {458 T 0.8 ug/ml LAF Ch o7, Ziid ABPC,
CEX, CCL % ¥ mFAhzix, 12L& A ¥ DB 100 pg/m]
UEomtETHsz LEBEMTD L, FEdICERRET
REwx ko P. aeruginosa Tt LT b7z Y OHiH
HEFRL, NFLX LHBLT 1~ 2 B N4 5 b
DD, MIC @ peak fHIX, 100 %4 R T 3.13 ug/ml T
Y, BOFRERE LTIE, ERCERHEHL
Wi 3, HEROMEIZX > T, IBEBUE HBWiz
fhuRR B R YL AE DI IC BB 2 T FI % 137 L1835 AR
bBLWVWx B, LEDTZT &< DL-8280 idiFKMEH icxt
LTEIWHEHER TS L L bic, wREETHLT
LHRENDY LENTRY, Ba bARBERIBEED
B. fragilis COWTEDOHEHNERM LI, £ OFf
%, R T» MIC » peak {fit 6.25 ug/ml, 100 {&#
Wit 3.13 ug/ml THhHot, 2Dk 5%k, YUKF oM
hsEEY LMD MIC OFTRIL, BEKE, Y0k
KRBEh 3D, FEEICRKODD LA TH-R,
BRx ORFRRERTIE, RIEERHBER 72 TICER
Thole 5%, £ OHTMEBYVEDIBRE MR
ML7v, LIk, DL-8280 BEEFRAMEE O X HEMOIE
EALIHRWRBEAERLTWS, L1L, —ol
Xt LT, MABEED 3 vidE Do kikR, BN
BELIZIERIED MICHEZ R+ b DNRH Y, S. faecalis,
P. aeruginosa, B. fragilis 2 ¥ 13 Z DEEEIZA S b D
LBRbh3, 5%, BWEROLRWEENE Z OEHID
HEEEH 5T, BRIROBREEORMNEBMDEE
3,

DEWR, EABITICOWTREILRA, 5y MEHS

BITIZE b DA & EBEL THERICH <2 3 Mns 3
LoicBbhnie, FFREOER 2N MERBEcH
DL-8280 200 mg #& RSB O MM PBITIY, 1M
T 1.37 pg/ml, 2FM%ZT 1.23 ug/ml L hrp
DIMBEITEL, 6 MMBTI 0.77 ug/ml DRETH-
o —%, BH~OBIFRD2ZDEL, 20BMENL 4
FM%IC peak fHABBH L, LaL, 2oREirm
WP MEICHBEL T 3~4 HOBMBETH-T, EXF
BYJEICH L TIHRICHERARFRCH S,
SABHIBYLAE 30 Blict-+ 5T 80% DEHRE
L, &/, BEEEREBLEEFA 13RO S1H0 5
2%, TomnTFhoEMICH L TOEDThorz
EREREICIET 5, RMKITABBIEDA TR, I
WERRBYIER Y, 72 ) OEEBPIEIY L TR
2Tb, oEHFICHEEORVESELRELE, &
hid, ZOEK D in vitro COENICHEEY K
BLTWB Wi 3, BERIROWT L PR Lt
{, DEW, L0 2FRYOHEEROHB L PR,
4%, YEHOREERS IUREEOKEL ¥ Ok
2Ly, TOEREEZ R TE3REERDE L0
LEZD,
b S

1) DL-8280 X%, F—REHASH, 1981

2) %30 B AA{LEREFE BRALAIBRE, FEL -+
<7 1, DL-8280, 1982

3) MIC ME#RITEAS : B/ RAEHEL RE (MIC) H
EEHITIZ » v To Chemotherapy 22 : 1126~1128,
1974

4) XMW MIC MEXEASL  RRAHHEOR/IRFEL
RE (MIC) #l & 5. Chemotherapy 27 : 559~560,
1979

5) Jl—3k, EHEE, HEBX, KT ¥ BUEK:
FEOL7 70 28 L FZHEWR Cefaclor NHES,
Pharmacokinetics, {i3, MkEEFHITIES X UARBRKE
A2V Tas Chemotherapy 27 (S-7) : 461~473, 1979

6) BHEE, WREX, HH—K LE & BERES
REBET, KB F:ABRERICHTS AM-T15 0
ARy, EERAORM. Chemotherapy 29 (S-4) : 639~
648, 1981
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FUNDAMENTAL AND CLINICAL STUDIES ON
DL-8280 IN THE FIELD OF SURGERY

SuiceToM1 Iwar, MutsuMi TAkATORI, KAzuRO TAKAMATSU, ETSUEI YAMAMOTO,
KatsunoBu Kipa, YooicHr TesHIMA, KazuMmITsu TAKAI, YOSHINOBU SATO,
TakesH! SaTo, KAZUYUKI ToMI0KA, MASAHIKO KUNIMATSU,

Hiromi SHioNo, AKIRA HORIKAWA, HiSASHI FURUHATA,

WakAKO MuRA, NoBUKO FukusHIMA and TAKASHI SAKABE
The Third Department of Surgery, Nihon University School of Medicine

Fundamental and clinical studies were conducted on DL-8280 and the following results
were obtained.

1. Antibacterial activity to clinical isolates

Antibacterial activity of DL-8280 was studied by plate dilution method in comparison
with that of other oral antimicrobial agents (ampicillin, amoxicillin, oxacillin, cloxacillin,
dicloxacillin, flucloxacillin, cephalexin, cefaclor, minocycline, clindamycin, norfloxacin). DL~
8280 showed antibacterial activity to clinical isolates of coagulase positive staphylococci,
coagulase negative staphylococci, S. faecalis, E. coli, K. pneumoniae, E. cloacae and B. fragilis.
Its MIC to staphylococci was lower than those of ABPC, AMPC, CEX and CCL but higher than
that of MDIPC by one dilution. Its MIC to S. faecalis was similar to that of NFLX and lower
than those of MDIPC, CEX, CCL and CLDM. To clinically isolated E. coli, K. pneumoniae
and E. cloacae, DL-8280 showed the best antibacterial activity among all antimicrobial agents
tested. The peak of distribution of sensitivity of P. aeruginosa to DL-8280 was 6.25 pug/ml
(inoculum size : not diluted) and was 3.13 gg/ml (inoculum size : 100 dilution). The
distribution of sensitivity of B. fragilis to DL-8280 was 3.13~50 u#g/ml (inoculum size : not
diluted) and was 0.8~12.5 x#g/ml (inoculum size : 100 dilution).

2. Serum and bile concentrations

Bile concentrations of DL-8280 after an oral administration of 5 mg/kg dose of the drug to
3 Wistar rats were determined. Bile concentrations reached the peak (mean 31.4 ug/ml)
30 minutes after administration.

Serum and bile concentrations of DL-8280 after an oral administration of 200 mg dose of
the drug to 2 patients with external biliary fistula were determind. The serum concentrations
reached the peak (mean 1.37 u#g/ml) one hour after administration and bile concentrations
reached the peak (mean 4.83 zg/ml) 4 hours after administration.

3. Clinical results

DL-8280 was administered to 30 patients with various surgical infections. Clinical res-
ponse was satisfactory in 24 cases (80%) and failure in 6 cases.

As to adverse reactiea, diarrhea was developed in one case after 11 days therapy.



