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DL-8280 o>z it~ 1T & L MRHEIRIC 3315 2 BRIRZVR DR 3

BRAM - LOETF - KT=FF
R 57 6 A 2

BB — IR CBE) THRS S o W% O SRR LMA) DL-8280 2 >WT, 200mg % HEHRE LicinH)
DR RALRABEE ORITE &, 38 PIDOLIMER R BICH LT 1 B 300~600mg (2~3 EAR), 5~20
A Mi%s L olEREORMNEITY, RO X 5 2EREBX,

1. DL-8280 D#th 2~ 4 Wef#% » BURALMAIMEE X 1.15~6. 10 ug/g, KEAZE, BHEPRER
1.48~3.00.g/m], ML3¥P#AEIZ 1.59~4,20 ug/ml Thott,

2. AR WS 38 Blic kB DL-8280 mEEKRIRE 25 L, HHRX 78.9% Tholc,

3. FRIVOMELEEREBbh 328D DL-8280 #EIC X 51Hk®BiL, S. aureus (19 #)
89.5%, S. epidermidis (7 Bk) 100%, P. aeruginosa (3 #k) 100%, S. pyogenes (3 ¥k) 100% Td»

27,

4. LM RREBORRE L Bbh 5 ME ORRIMERKIC M LT DL-8280 2Mv-HE N &L,
Norfloxacin & [R1%d 5 Wi L » h, Pipemidic acid, Cephalexin X Y LN TV 1,

5. DL-8280 MEIEA & LT 1 HICEEDTH,

1 PliCBREDREBE RO, HEPEITLY

WL, ¥, BERREMERELLTIE, AMKBRV1H, TAHY 7+ 277 F—EEER1H),
FIIEREE, REARE 1AOH IANREBD NN, WIFR LEETAN & OBERAHATH .

FE O SRHEH) DL-8280 (22T, RERRPIRENRIE
BLU EHEERRBLLEICH 2 BRDRORMNET-~7-NTH
E+5,

I. DL-8280 [CDIVT

DL-8280 i3 55— KGO CHRB s hFL VR OO
BRMER T, Pig. LITFTIO5REY FrarE Ui
FOBEEXAL, HERAR2 b T A3MED TLEEHETHF
KMED S 7 A BIEE, 77 ARMEIZL & XY HREHEE
XL THENAEALZELTWSY,

Fig. 1 Chemical structure of DL-8280
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II. RRIBENDOBITORY
1. HEBIUVHE
B WEBEBE 16 Flicx LT, REMBREH £
RAEAED B VITBHEEZRET 5 2~ 48 H AT i
DL-8280 # 200 mg BW[E#E N5 (EH L ARz aEA
T DL-8280 100mg &H) L, RERLIKRETAE
RER £ THERE L, 28, FAlL LTk R

WEREL, MKl CRENERETHREREL
Teo BERLIoHEREEMIERHICERICRL, KGR
X 0.1 M Phosphate buffer (pH7.0) # Mz THKEIR
— Mg, 3,000 rpm 15 4 (4°C) FELSMEL, TOLE
T MERERRE L Lic, KBNS, Bk L oLE
ZonwTiREDE ERIEHRR L Liz,

MEERIEX, B. subtilis ATCC 6051 #kdb5Wit E.
coli Kp kR RER L +3FRT + 27 &BIZ XY TV
REBIOFER =2 -5 (BK) &, £0foR
K22V TiX 0.1 M Phosphate buffer % fVWTHRL
2o

2. BENEER

DL-8280 DMEERIEREE Table 1 iSRLE, &5
2 R %IC 3817 % BUWABRRPIMEE 12 2,55 pglg & 3.8
uglg T, ¥ OREOMFPMER 2.60 ug/ml L 3.07
ugiml Thole, $5 2 B 40 FBICREL 1HT
1%, BHIEPEET 2. 24 pg/ml, 3K PIREE 2.26 pe/
ml DfEER LK, &5 3RMEgIC RELE8Hlicesy
Tit, RWEBANBER 1.15~6.10 pg/g, AEREE
T B IR REE X 1.48~1. 96 pug/ml, MLFPRER
1.59~4.20 ug/ml C, RURARMRPIRER MM PRED
0.72~2.05 i, KEAE %73 B i3 0.42~
0.93 %R LA, #5 3FM 15 HEIcRELL 1A
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Table 1 Skin, effusion and blister concentrations of DL-8280 after oral
single 200 mg administration

Concentration
Sample | g Age Bofiy Times . Effusion Skin
No. weight Skin | [ blister | Serum
(ke) | (hr 2 min) (ug/g) | (ug/ml) | (ug/ml) A

1 M | 65 60 2:00 2.55 2.60 0.98

2 F | 45 48 2:00 3.85 3.07 1.25

3 M | 22 57 2:40 2.24 2.26 0.99
4 M| 73 60 3:00 3.60 1.95 1.85

5 M 80 45 3:00 6.10 3.89 1.57

6 F 43 52 3:00 1.96 2.10 0.93
7 M 32 64 3:00 1.48 1.74 0.85
8 F 39 44 3:00 6.00 2.93 2.05

9 F 59 70 3:00 4.20

10 M 12 38 3:00 1.77 4.20 0.42
1 M 36 65 3:00 1.15 1.59 0.72
12 F 49 54 3:15 3.00 2.47 1.21
13 F 47 50 3:30 1.90 2.03 0.94
14 F 27 52 3:30 2.60
15 M 43 68 4:00 5.00
16 M 14 45 4:00 2.90 2.26 1.28

ABEARDRE X 3.00 pg/ml T, FOREOMEPBE
122.47 pg/ml TH o e, B 3 B 30 FELICRE LT
1HADEBAERBRAEET 2.60 ug/g, b5 1HIOKERN
RYRER 1,90 ug/ml T, FOREOMEFMBE T 2.03
ugiml Thole, EBE 4RHBICRE L 2HIDK
WAL BB 12 2.90 ug/g & 5.00 pug/g T, & DRRIC
BT & 2B o M PIMEEIE 2,26 ng/ml RR LT,
IOI. B 5K 5t

L BEx®i XUHEk

1) #Exis

EER WK B BB 1 ~VIBED 6 5% BRI
BOOT5 L, A LT, B 1R 8K (ERR
5 MEMEAK 3), HUB oK (6, MEE2 D),
INRE 5 ) CAFVEHEIRSS 1, BLIEEBHERR 1L &
WA 1, BEREO KRB 2), HIVEE 7 ¥l (%
WML 2, A 5), BVE 24 ILFIREME 1, REH
B8 1, VIR 7 41 RERBO KBIE 2, 0o
REIC X 5 MHO kB 4, BFAMOZRBL: 1) D
H8HThHor,

BEEREHLD L, FiRiX15~64 5%, P53 B 22
15, % 16 41, {KEIZ 41~82 kg, EEREIEE 9 ], P
SE29 B THh o7,

2) HEFEBIUHEHE

1 B 300~600mg % 2~3 ElIZ4 i TRRAKE (1§
# DL-8280 50 mg ¥7=iX 100 mg &F nEALEZFEH)
L7z, 58RIk 5~20 AR, #&5&ix 2.0~10.4¢
Tdholc, DL-8280 254, EHIC X » TIRATHRE
LLTHAEY Y v ORM EC R BEREKDORA L 1T
of:o

BRHEOHIEL, ER, B, OB, EHo4
BRTITolc, HEERL, RIOMBELARERTT,
FRECHREEA LN, KEOBKLE LTAMET
i1, BE57BURNICHEELELOEES, 5148 L
HICBE LS OEER), B5 14 B UARIBERE [ 2
ZHohicbDERLER, £ TAERERSED bhi
DolcbokEHEL, BHETIE, BEUALAK
BE LIS D& ER, ®E 14 BUNICERLBE HE R
BB O LDEES, &5 14 BLNICHHERE [ A
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Table 3 Clinical effect of DL-8280 (1)

No. of Efficacy rate (%)
Group Diagnosis Excellent | Good | Fair | Poor —
cases Excellent | Excellent+Good
I Folliculitis and pustular 8 3 2 2 1 37.5 62.5
acne
I Furuncle, furunculosis 9 8 1 88.9 100.0
and carbuncle
Impetiginous eczema,
1 impetigo and tinea pedis 5 4 1 80.0 100.0
with secondary infection
I\ Phlegmone and erysipelas 7 3 3 1 42.9 85.7
v Perianal abscess and 2 2 100.0 100.0
inflammatory atheroma
Miscellaneous skin
VI ulcers with secondary 7 3 3 1 0.0 42.9
infection
Total 38 20 10 5 3 52.6 78.9

Table 4 Clinical effect of DL-8280 (2)

(B‘agigtii‘oes:) fj:s'e(;f Excellent | Good | Fair | Poor Effiiz/g' rate
100x 3 4 1 2 1 75.0
2002 17 10 4 3 82.4
200X 3 16 9 3 1 3 75.0
Alternation
(200X 2—200 < 3) 1 ! 100.0

Total 38 20 10 5 3 78.9

BOOhbDELLHD, LBERERAGEDOhR
Molcb DEERL Lic, $FIRERRY HREATB LU
BERIRR» SHE O REEL RY, HEFENHREL
Tilk, B, AF, R, FAD 5 BERETHEL T,

2B, NHEFRE L BRI oWT, DL-8280 72 5 AT
2, 3OMEAD MIC & BR{LERELSEELY I
PE->TRE L,

2. HEHR

1 BREKZHE

DL-8280 % #5 L7c 38 il i —B k% Table 2 i
FLlze o, BI~VIROKEBHINCE L O THEM
% ZickEE % Table 3 TR L7,

L EFAER % T - 1= 38 EFIC K+ 3 DL-8280 DEEHKAR
B, Eh204, AR1046], LHRS5 H, ER3H
T, SE0OEHRIT52.6%, HHRILT78.9% Thol,

D EICRBHEHOBHRICOVWTRHT 2,

IR0 H (MR, WEMEER KonTi, ¥
3G, BR2 B, ORES 24, B 14T, AHER
62.5%, HUED 9 4 (FF, HEE, ) iconTi, ¥
%8 Hl, A1 BITELHRI 88.9%, HEHHT 100.0%
BR U, BN S5 F (RFHSIHES, BEEE
BRRER R, REAEHREE, BEABOSKBR T
X, ER4M, BL1HT, 80.0% nEiHE, 100.0%
DEDRY Bz, FVEED7H (BERR, fAE) T,
%536, HZH3F, EH1HT, HHET.T%T
bote, HVED 2 GLFEERE, RELDRD 1
WER b ED LHIE L, L L, SVIEO TH
YT oo RREIC X 5B KkBY:, BARO=
KEBYD T2, B3, B34, EHLIHAT,
HERIZ42.9% Th ol

BE B OBEENES Table 4 I0¥ L, 1H300
mg H50 4 FlOBEZHRIL 75.0%, 400 mg Hh 17HT
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Table 5 Bacteriological effect of DL-8280

Isolated organism Is\lt:'.ai:i :J)el:::; Persisted | Replaced | Unknown Effict(l;{);')rute
S. aureus 19 16 2 1 89.5
S. epidermidis 7] 5() 1 1 100.0
S. pyogenes 3 3 100.0
S. agalactiae 1 1

K. pneumoniae 1 1

P. mirabilis 1 1

P. aeruginosa 3 2 1 100.0
Corynebacterium spp. (1) (1)

P. prevotii (1) (1)

P. intermedius (1) (1)

* () :Probably contaminated organism

Table 6 Sensitivity of clinical isolates to DL-8280, NFLX, PPA and CEX

MIC (ug/ml) 0.2 {0.390.78|1.56|3.13(6.25|12.5| 25 50 | 100 | >100 | Total
DL-8280 8 9 2 19
NFLX 13 4 2 19
S. aureus
PPA 4 4 4 19
CEX 8 7 1 1 19
DL-8280 3 3 1 7
NFL 1
S. epidermidis X 3 2 ! !
PPA 1 2 3 1 7
CEX 3 2 1 7
DL-8280 1 2 3
s NFLX 1 2 3
. pyogen
puosenes | ppa 3| 3
CEX 3 3
DL-8280 1 2 3
. NFLX 2 1 3
P. aeruginosa
PPA 2 1 3
CEX 3 3

2 82.4%, 600 mg #5. 16 Tl 75.0% &% L7, 600
mg REROEABI3 P05 b0 2 PIIEEH T H -

k,
) MEROHE

RESRIRM L 7 38 e, 32 B oDyl A & R EB1IC M
ENMLBN, S. aureus X 19¥E 2 HMEL, ik 16 4,
e, R 1K (S Dyogenes) T, {HERIX 89.5%
Thol, S. epidermidis i3 7THE ML, Wk 5,
R 18 (Corynebacterium spp.) X UFBI1#T

100.0% DERBTH o, Elc S. pyogenes 1% 3 k%
SREL, +RTIE%k LT, P. aeruginosa ix 3 ¥k SRt
L, k28, 1B S. pyogenes WHZEHLT, P.
mirabilis (X 1% M L, S. epidermidis ICEHZHR L
720 S. agalactiae, K. pneumoniae (34 1 ¥k3* > % 50Kk
L7zas, Wih bk L (Table 5),

[F—BHE T 3 BRLA LR LA B4 T & o MEE IT R B
DL-8280 ®» MIC #3#i% Norfloxacin (NFLX), Pipe-
midic acid (PPA), Cephalexin (CEX) & ka7
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(Table 6),

S. aureus (19 $§) lxt+% DL-8280 » MIC 2 0.39
~1,56 ug/ml AL, — 2 1% 0.78 ug/ml T H »
7eo NFLX % t'— 21X 0.78 ug/ml TdH o2, H7fl
BiZ 0.78~6. 25 ug/ml T - o, PPA iZ2HRHS 25 ug/
ml 2L E, CEX iX 1.56~50 ug/ml 0§ T -7, =
DOFERIX S. aureus 1ZXF L DL-8280 23 NFLX, PPA,
CEX itler, MWHEMAEATHZ LERLTNS,

S. epidermidis (7T#) iZxt+2% DL-8280 » MIC i
0.39~3. 13 ug/ml, NFLX X 0.39~3.13 ug/ml, PPA
i1 12.5~100 ug/ml, CEX i% 1,56~25 ug/ml ©, DL-
8280 DILMITEM: X NFLX L i2iFR&Th o1k,

S. pyogenes (3 Bk) IZxt+% DL-8280 » MIC X 1.56
~3.13 ug/m], NFLX iX 3.13~6,25 ug/ml, PPA {12
Bk 100 ug/ml BLE, CEX i3 38k & biZ 1.56 ug/ml Td
27,

P. aeruginosa (3 BE) izxt+% DL-8280 » MIC i
0.78~1.56 ug/ml, NFLX X 0.39~0.78 pg/ml, PPA
12 12.5~25 pg/ml, CEX ix£#k 100 ug/ml LA £, DL-
8280 » MIC i NFLX XV 1 ¥RES S bDD, PPA
XD 3EBREELTVS LW BRENELhR,

3) EWERB I UERKREMRE

DL-8280 DiRERIED) 38 FlH, 2 HICBIEA & Bbh
BERNFEHRLE, 1FARIEEOTHTS BAIKREIAL
e, REBNRELLOTHREEZRTLELZS, B
ER bR LE, o 1 PliBEOEKEBR T4 ABEICE
B, 7TEBREEERIELL LS, WRTDZ Li2<
FERITHE Lz, 241L bRIER L &K L oBiEIC >N
TIXARIC LB o,

B REMERRIZOWT I3, DL-8280 D HHIH%ICH
EEEBLLERND S S, AR 14 GEA 21,
TAhY 7+ 277 2—EEELR1H GEF 22), AMf
HE, REART 16 GEF 32) oft3fs@EHbh
TR, BEMTHREFRICE L. hb0EA L ol
IZOWTIRARHATH -7 (Table 7),

z =B

DL-8280 iXtY FU A ELvBAROH L WEODE
BAEARTHY, BEVHRERRY bF 4 LAVRES
EFHELTRIY, RWREIRICISWT bflic D LR K
WEAICH LT EDBREDHREORMERL S ICHTHEK
>IR3 A2Y (-

4, AR WIBILE 38 #ilic DL-8280 % 1 B 300~
600mg, 5~20 HEEN#KEL, BEDREE DS L
Lbiz, 2OBHREESIFBRL, FHIDOEWESBT
IZOWT, REEBNBE L NETREEL L SE-D
BMEMmL T,

200mg MEBO#EE LIckED 3 RMRICHETE:
5 BB ALMR P MEEIX 1.15~6.10 ug/g T, =05t
14tz 1,15 ug/g DIEVWIRBEICBR £ o7ch, MY D4
it 3.60 ug/g LLETH Y, TR D RF2EMER~0H
TR & T,

S E D LIAMIEY] 38 FIOREKZIRIZ, FLHH 52.6%,
HYRT8.9% ThHY, BEDELEBIATHELE
bhb,

fin, MINNGE, W, %HWEL, ABWOL S RAKINE
BWEBTIX, HRHH 93.9% LD TRV VEM A E
bihic, L2 LRERE, BERFE2ZYO-KBLDL
5 2B CIME R K B CIX A DR 42,9% LEH -
o TDT ERFERDOVBWERFEHROILMERR
RABICHT 5 BERKFEIR, BERIREAICHLED
ERLBEAMERLTVWS, SDX S REFMICIIENL
NRAREDHRAC, NEBHEAROEEBLETHSL
x5, ‘

R, AFO1 ARSI OBEDRE RM LIS,
300mg HEBIZ4HTHY, 400mg HEHOEEMIE
2HTHBOIERL, 600mg BEHOEEMLT b
Y, bk LERRE & OBENE X HBEK O 2N
ZEbh) AT R oM,

HIEEHRLLT S. aweus (A9H) OHERIR
89.5%, S. epidermidis (7#) 100.0% ¥, BWilik
RERLIE, BiZbTH 38 Tiid 34, P. aeruginss
LHNRE SN EE I T 5, DL-8280 i1 P.
aeruginosa =3t 3 HHEITFRENTRY, S8BOF
EFRTORMEE NS,

LR B R B O R & L TR b RIBEE OB 2
7o S. aureus DR MEBRIZ X+ 5 DL-8280 ¢ MICi2
24 1.56 ug/ml LT THY, AROEATHS NFLX
BLU®PPA XV, ¥, EC{UBERMESBICH LE
REicE{ v bhTwa CEX kD LHEABHLGS
IR o7,

723, DL-8280 #5ic k v, #E#in MIC LiEL
3IFULEH L AE®REBH T, BTOLZS, ¥
K~ OTHER SRV EEZ BN D,

AR, BUERIX 2 Flic, BRREMEREE3FIC
BHORAR, WFRLBETHok, HOEA KL
RS AT B AKIREDHFIY VR T ARBNT
FF DK  DEKRRMSEE S, BRI 2,856
B, 99 FUTEB b 3.5% ORFRT, ERLZEINER
RERHELTOWRY, L L, FFOBERCRER
LT ERETILENDH S,

PAE DR &, DL-8280 i2 (LR B HEBIBERT
BILENTE, M EUTHD LV,
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Beh U e oK 0 SRALMP RE ORIE &, 38 EH D
LRt MR RIC LT 1 B 300~600mg  (2~3 [EI4>
R, 5~20 BMEE LIci D RBR ORM LTV, K
DX HREREBR,

1. DL-8280 Dtk 2~4 WM % o SUWALMRPS ML 12
1.15~6. 10 pg/g, /KHANZ, Wk MEEIX 1. 48~3.00
ug/ml, WAL 1.59~4. 20 ug/m! Th ok,

2. {eiRtEBI B 38 Blizet 45 DL-8280 AR
1278.9% Thotk,

3. (LAMMERI BB OIRE X D SMHE L TR & B b
o ERMEOHERIL, S. aureus (198) 89.5%, S.
epidermidis (5 ¥) 100%, P. aeruginosa (3 #) 100%,
S. pyogenes (3#k) 100% T -7z,

4. (UIRERMEBORIRE L Bbh 3 RETRERKIT
DL-8280 (zxfL THV> B2 M % 5% L 7z, DL-8280 i
NFLX LE%LILE, %7 PPA, CEX kY L WHE

hERLIE,

5.

BRI & LT 1 AICBEOTH, 1McBEog

ERE WD, FERIEICX Y HE L, £hBRg
TERYE, QMBRRP 1B, TAHY 72277 4-
LR 15, AlRAEE, RESERY 1HA0H 34k
B bhfent, WIth GBE THRA L ORI BRI
hrote,
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Sato, K.; Y. MATsuura, M. INoue, T. Ung, Y.
OsApA, H. OGAwA & S. MITSUHASHI : In vitro and
fn vivo activity of DL-8280, a new oxazine deriva-
tive. Antimicr. Agents & Chemoth. 22 : 548~ 553,
1982

WEEE—, i (15 KAL) : Cefadroxil DHRTEME{LMES
BB S EERFE. BEERIFME 10 © 175~200, 1982
AREE—, fth (15 %A : Norfloxacin o & 7F H{LME
B+ SRR WE, BAKWE 11 133~154, 1983
MIC RIEESTEAL : B/ R L RE (MIC) Mz
EESATIZHOV T, Chemotherapy 29 : 76~79, 1981

30 B A&{LEREES HAXIHRS, FE: V£
vy L, DL-8280, 1982

LABORATORY AND CLINICAL STUDIES ON DL-8280
IN THE TREATMENT OF BACTERIAL SKIN INFECTION

TakANoORI Tomizawa, JuNko YAamaGucH! and Miwako KINosHITA

Department of Dermatology, Kanto Rosai Hospital

The results of laboratory examination and clinical trials of DL-8280 were summarized as

follows :

1. The skin concentrations of DL-8280 were 1.15~6.10 ug/g at 2~4hours after oral

administration of 200 mg.

2. Thirty-eight patients of bacterial skin infections were given orally at the daily
doses of 300~600 mg for 5~20 days. And clinical effect was excellent in 20, good in 10, fair in 5

and poor in 3. The efficacy rate was 78.9%.

3. The eradication rate of isolated organisms was 89.5% in S. awureus, 100% in S. epi-
dermidis, 100% in P. aeruginosa, and 100% in S. pyogenes.

4. Antimicrobial activity of DL-8280 against organisms isolated in the clinical studies was
equal or superior to that of NFLX and superior to that of PPA and CEX.

5. Side effects in one each case of diarrhea and pruritus were observed.



