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DL-8280 200 mg # 2 BlOKRIBEEAMEES ICEOBESE=0s, T-tube XV EBLAEN%
ERSRICEML, AROBEHPREZIE LK. FORBE, BHBITHERIERZ LOD4~68 [ B

IZit 4.0 pg/ml HiIOB/mVIEHFRENRB ORI,

FHE S BRUIRBLIE 42 PICRE LIcKER, EX14H, B3 256, a3 26, EH16, %
R92.9% 2Bz, 27THITRIF 2 HMBEFLAMBHEORMTIL, 26k HE, RER™6.3% Ligolz, 2
B, R LBGFTH LELDhBEWER L LT, KED1HDLTH 7,

DL-8280 i 1980 £ —MWEM AR B THES L=+ ¥
+ L BEEOHARBEOHER T, Fig. 1 N & < benzo-
xazine A HTIMERL L. FHIL, KIMFLEL YT
LIBEE, 77 LRMEEICH LTIRLVAE A_7 b7 4 L
WHEHERL, LALENERRREMNTH S, & ICEF
DRREREDD ¥ 5 LBERE R, Serratia, P. aeruginosa
2L, BhFEHETRY. RAILE PR 2R 12T
T, B HBITLIUEEMAM~NBITL RIFT, RPic
RAREREOE P& h, WS ICHIT D EREQIEDH S
hign,
Reid, FAOBEHPRELRETD L L LIS,
BERICEALANT, ZofREHHERET 2.
Fig. 1 Chemical structure of DL-8280
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DL-8280 ofaitMiMEE

2 BIDKRRE &+ F Wi % E P i DL-8280 200 mg % #%
AfE&E70b, T-tube & Y 85 TciEH & IERAY
IR L, AAIOETPEEZREL . TRbbEH
TR E AV, REEZ E.coli Kp ¥k & Ut B. subtilis
ATCC6051 #k#{ER+5 disc HETITotce ENRER,
1 floEL% 1 BRI E TORH P R EE it 3.6 yug/ml &
VOBEERTL, F0%6EME ETOEHFIZY 3~
4.6 pg/ml REEFA S H e, D 1HITIE, 3FFMIE &
TOEHPBEZRIERR 0.1 pug/ml LT TH o728,
3~4 R E Iz 0.34 pg/ml, 4~6 BEfEIRICIX 4.1 pg/ml
DBENE N, LE 2 FIORKTIIBITREICZS
FhBBHHNDAE, WTFhbEVIEHPRENELN
#= (Table 1, Fig. 2),
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Table 1 Excretion of DL-8280 into bile after an oral |,
administration at a dose of 200 mg

Time (hrs) 0~1|1~2|2~3| 3~4]|4~6

Volume (ml) 28 24 20 32 45
M.H

Concentration (ug/ml) 3.6 3.0 4.6 3.7 4.0

Volume (ml) 16 12 9 5.5 43
Y. I

Concentration (ug/ml)| <0.1 <0.1 <0.1 0.34 4.1

Fig. 2 Excretion of DL-8280 into bile after an
oral administration at a dose of 200 mg
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Concentration (zg/ml)
w
o
1

L/ GoT 43u
Al-P _  4.9KAu Al-P 9".0KAu
1.0, il 0.5mg/dl . :
Total Bil. 4 Total Bil. 0.4mg,/dl.
L 1 1 1
0~1 1~2 2~3 3~4 4~6

Time (hrs)

DL-8280 DBZERALMK

1. 3kl ok E

SRS 5 Bl - K OBRIEE R e L
Tens, INR (el LIKE 40kg UUTF) REEZOHEL
bbb DR LIz, HEFEIR1E 100~200mg %
12~ 3EABICEANBE L., REHMI7EM %
JRAIE U723, BRERAEBICIE U TG 0P ikd 5 W
EBEBD, LM THREEIT 4~22 AR, Wfrs
£130.8~13.2g Thotz, i, SRMHLELNE S
NESPRERECHMIC EhE,

2. PRk

DL-8280 R &M ARMIRYEIZ 426ITH D,
KEHIARBE MR L RoTWE, Zh 6 42HD
HBRARE, RTRE 14, BESIUBER K 4
B, BRYkrE 3 B, REAURYL o B, HTHRAEE 2% 2 B,
Zofth, MRS & Vo ER R ELRE, F
BRZE1FITHS. BB, TOILD2THITRALID
ARIMEBIIEY ZShTW3, £, BERSEOHE
i3 Table 2 I RThhbh OHELEICHKE -T2,

D EBREERRE

ZFEAAE (Table 3) CiX U P HZE 5645, BT
Bl, RREHLIPTH T, LREREHESAI1H

Table 2 Criteria evaluating the effects of an
agent in the treatment of infectious
diseases in the field of surgery

1. Excellent: The principal symptoms and signs
disappear completely within 3 days after
onset of the treatment

2. Good: More than half of the symptoms and
signs disappear within 5 days after onset
of the treatment

3. Fair: Any of the symptoms and signs disappear
within 7 days after onset of the treatment

4. Poor: None of the symptoms and signs disappear
or their aggravation is observed after 7

days

(Case No. 8) Ti, #R¥A 5 S. epidermidis H3EH &
h, FRICEBZEERLERLO2bLT, BT
BEICOHR RREL, BoEHENRED bhl, FFILL
SHCRBE SR E NI E. coli 4§, S. aureus 3 #,
Peptococcus sp. I XU Propionibacterium % 1 B Ti,
FTRTFAREIL LY 5 AURICERERLTWS, &
B 24| (Case No. 2, 7) ZERZ R A b2 OARHRYLE
BEhTwa,

BUES LUEEAK (Table 4) Tid, 8 Flh%% 5 4,
FR3FICLBPENULDRETH o=, HEH b
S. aureus 755 BUICFBw b izAs, 25 3~5 ALAPICH
RLTWS, 2%, 24 (Case No. 28, 31) Pt izs R
RILEB M bhTnwa,

BR78 (Table 5) 3 Tit, AL © ¥ E
T TRUABREBSBITS Wi, 28, BRI LI
Acinetobacter 35X S. aureus H%& 1 Hlic B bhic
2, 5 BUAKHEE L,

BRI ERIEMAUBYL: (Table6) 9 HTixEL 1 4,
ARHTH, DB LI TH o1, 0B LEESH
72 14 (Case No. 17) Ci3/REH» 5 P, morganii L E.
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Table 9 Overall clinical effectiveness
Disease Nurflber of Excellent Good Fair Poor
patients
Abscess 14 6 7 1
Felon and cellulitis 8 5 3
Infected atheroma cyst 3 1 2
Post operative wound infection 9 1 7 1
Post operative cholangitis 2 2
Other cases 6 1 4 1
14 25
Total 42 2 1
39 (92.9%)
Table 10 Clinical effectiveness combined with or without surgical treatment
Group pN:::’:; °t| Excellent| Good | Fair Poor ?;:ect;’:eness
With surgical treatment 27 12 14 1 26/27(96.3%)
Without surgical treatment 15 2 11 1 1 13/15(86.7%)
Total 42 14 25 2 1 39/42(92.9%)

Table 11 Relation between daily dose and clinical effectiveness

Daily dose | Number of

(mg) patients Excellent Good Fair Poor Rate of effectiveness
100 x 2 19 11 7 1 0 18/19 (94.7%)
100 x 3 1 1 0 0 0 1/1
200 X 2 20 2 16 1 1 18/20 (90.0%)
200 X 3 2 0 2 0 0 2/2

Total 42 14 25 2 1 39/42 (92.9%)

aerogenes NS, L bICARIBBRIET S ALUA BB A TSN TV 5,

P s Licds, Mo REEROBEICL Y LN
BLizol, KEILSDIRESBEREICIX S. aureus 4 Bk
EEw s, k5 AUNIZHEk L, i, 3HIC ST

HEHAAE R (Table 7) D 2 i3, ZERBEH L LTRE
BIUBEEHEAL, & LCEETRBYR%IcRE
L7cb DT, B oSBT 77 ARMR
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Thale 12 Clinical effectiveness on clinical isolates

Clinical isolates Nurf:ber of Excellent | Good Fair Poor | Rate of effectiveness
patients
S. aureus 13 7 6 13/13
14/15 (93.3%)
S. epidermidis 2 1 1 1/2
E. coli 4 3 1 4/4
K. pneumoniae 1 1 1/1
Acinetobacter sp. 1 1 1/1
E. coli
P. morganii 1 1 171
E. aerogenes 1 1 0/1
. morganii 4
Peptococcus sp.
Propionibacterium sp. 1 1 171
Total 24 11 11 2 22/24 (91.7%)

Table 13 Bacteriological response

Number of
Clinical isolates isola.ted Eradicated | Unchanged | Replaced | Eradication rate (%)

strains

S. aureus 13 13 100

S. epidermidis 2 1 1 50

E. coli 5 5 100

Gram negative bacilli 5 5 100

Anaerobe 2 2 100

Total 27 26 1 96.3

BThYEAD MIC 3THATIEDZ bo0&E#%S5 A
DRICIAMIEL, LHbEEHTH -1,

ZDfDKEB (Table 8) 6 FlIZBWTIX, E% 14,
Bhabl, EH1HITH - 7o S 014 (Case No.
38) RHRT, EFREITHATHY, L bAAIHE4
BEURERBEL TR O, 4 BEHETTRTO RELE
RiFFEHE LTV,

LU EDBEKREEE ELH 5 L Table 9 DX 5T 42 4]
hES 14, BB H, LBEH 26, EHL1HT,
BHRL92.9% L2 5,

2) SEHLE L ERERENR

ARG D72 THIRRZ & OARKLEE M &

hicb oL, FRIOHZTHEBRENIS DL OBEEDEE
L7 (Table 10), s1RHa9LERETiE 27 Fi%h 26 f,
96.3% BERLHE S Nice —F, SRRYELEREC
BWTE 15913 1], 86.7% HHR LHE&h, BW
AREIBONI, Thbb, KFIARGLERLT
LEVWHRESHESh S,

3) 1 B&RERJERDE

FH 1 BRERA OBERMES ik L TH7 (Table
1D, 1 B 5&/ L LT 200mg B L 400 mg BEME <,
1 B 200mg =58 19 7|7 18 47| (94.7%), 1 H 400 mg
BEH 20 419 18 4] (90.0%) MEZLMESH, K
ERMICRT3ZR3Bd 2ok,
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4 EEERIERRSR

EEXEH)IC DL-8280 DBKZIREMM L (Table
12). FEID L S e 42 Bh 24 H OFRELA H B 25 4>
Btshiz, 75 o BMEREBAURYTYE L 15 4] T, 14 4)
(93.3%) NAEBLUE, 75 LRMAS MR YT 6 5]
RE2FAARLLE, BAREE 3T 2HnEmR LY,
APNEILY, ARILH, LHFH 2 LY,
APEILTIY% THote,

5) HIEEAZHR

AFID B G Kt 24 FIOTREEN 5 27 Bk 0 B 2% 40k
Ehic (Table13), 27 #RiTH 1T 5 KK DAIEEHB) R
ERMULEKRTIZ, S. epidermidis D 18:% R { 26
BEASTHAR L, BREESRIL 96.3% L7225,

3. RIfER

DL-8280 #& 5%, EIfEA &E x & 1 7o E B A5 1 )
(Case No. 20) IZ88% b Tz, AFITiX, &A1 B 400
mg H5 4 A BICERESHBE LR EFLEICRB LT,
FRIE 7 BRI TRRCILERS B LT,

¥, AFBREOMKICHE Y RlnskE, ~ES/e b
vfH, ~= 7Yy MA AMmEKE, GOT, GPT, Al-P,
BUN, i/ L7 F =R EKO>WT OBKERENER
SN TEEHNIZ 42 H% 13 4] (Table14) » 345, FF|D
BEAMBICBWTREREGHER LI Db 2T,
£ B

DL-8280 %, [FIRFEH &l TR b & Vv mpiseE
RELNDIET TR, BHFRBITLRIFT, Re ok
BT 4~6 BERIBICC— s [ENB O h, RO
BEOEHC— 7 EOK 2 EDOHEEZRLTRYY, FFE
PHEOBWEAI L x bhAT, BEREBICEIT IR

PR END, ZIE RedEELEREBERT IR
WIRERE 2 PIERL, L LICHBTHT.
AFINRETH B LY, REACRIRBEIC
ALY, RRKEARBTEN KBTI E LDTH
D, Lo bBEGMNEN - fodn 42 FIPER) 14 {7,
BB 25 P THRHH92.9% L\ > HWEBBERLE,
L, ARG OH RHBEHR T, {150 050H
MR E BT, AROBEDOHTEDD S ViZEDY
DRERVBBONTERNE N o Z Lid, FR ORI
HRAKERT DLV X ), Lb, ZHOHEHIR
PR DEIFIAI D NA, PPA ORiE e o727 5 LB
RIS &R T X 2 Y H, P. aeruginosa,
Serratia &7 T LR ER X UMEEBICHLT
LIREWAE A RS F FARRL, DOREERA ML
TRIAEA L ZERFHEN 2V, = D Z LREVRED
£ (96.3%) ¥ RLIERA ORI LERBEATWS,
L7eio THANL, AROBEEICHLTEbHTHER
REKTHEILEZXOND, 1 AR5EN 200mg b5
Wit 400mg DEFBIZ LA L T, 1 BRERWEDHER
IBWTLEEZBD ok, SEORL DR S
REOEFKEREL TR TES ETRWE bR o,
Licho TEFOEEECKE L TREEVRERD LA DR
EITHH

BHER L LTRRERZEL1HDOLTHY, Lib
BEMBEDO X ETHALTEY, ZoARBWTLEA
ODHRAMRBVWLDOLELXS,

X

1 8530 MAKRLERESS HAKXTRE, FE K
<7 L, DL-8280, 1982
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A CLINICAL TRIAL OF DL-8280 IN THE FIELD OF SURGERY

Taxkam1 Uepa, Mikio FujiMoTo and KaTsujr Sakal
Department of Surgery, Osaka City University Medical School

TAKEYA SASAKI
Department of Surgery, Fujiidera City Domyoji Hospital

Susumu Dot
Department of Surgery, Osaka City Kita Municipal Hospital

Hijirt MitsuyosHl and SATOrRU HiraoO
Department of Surgery, Osaka City Momoyama Municipal Hospital

AKINORI MasapA and KEINOSUKE MATSUMOTO
Department of Surgery, Joto Chuo Hospital

Yuzuru MORIMOTO
Department of Surgery, Morimoto Hospital

MasaYosHI KAWASHIMA
Department of Surgery, Ishikiri-Seiki Hospital

Bile level were investigated following oral administration of 200 mg of DL-8280 in 2 pati-
ents after cholecystectomy. Bile was obtained periodically from T-tube drainage. In one patie-
nt, bile level of 3.6 ug/ml was obtained during the initial 1 hour and that of during 4 to 6
hours was 4.0 ug/ml showing no clear peak level. In another patient, bile levels were less than
0.1 pg/ml, 0.34 #g/ml and 4.1 xg/ml during initial 3 hours, 3 to 4 hours and 4 to 6 hours,
respectively. These results showed that excretion of DL-8280 into bile was excellent and it
lasted for long time.

DL-8280 was administered to 42 patients with infections in the field of surgery. The
results of effectiveness obtained were as follows : “ excellent ” in 14, * good ” in 25, “ fair ” in 2,
“poor” in 1 and the efficacy rate was 92.9%. Bacteriological effectiveness was investigated
with 27 clinical isolates. Twenty six out of 27 clinical isolates were eradicated and the eradi-
cation rate was 96.3%. As side effects related to DL-8280, 1 cases with soft stool were noted.



