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A RHESRRLRE (o e+ 5 DL-8280 o> ZLRtfY, ERARAVIFZE

REFREFE - Aik— - HH L-H &—- LB E
RIKFRERE— O EARERE

FLWARAEDHEA DL-8280 0 CRSSESGAEMAIMEE I3 2 B RNE 1T ) LFAMIC, Rt
FERBREOTERICIEA L, TOEEHRIZSVWTRNET o7,

FORE, ARORMEMARERR, 1FMEERBEL LT, KBNO 002D ER LR,
wihb IEPREIC AR R L,

NEARSURBLEE 24 Hlicwt L, DL-8280 1 Bk 300 mg ¥ EAHE L, £ OBKNRERM LK
B OB 3 ERRDEHEEREC L5 AKECREN6H, AP 14F, ENH4H, F
$¥83.3% THY, ERIWMOWETE, D34, AR U, LB H, BT, FHR
70.8% LWith b REFZERHBB O,

DL-8280 X a-Streptococcus, Peptostreptococcus intermedius, Corynebacterium spp. LIS oA EE
iIHLT, MIC 3.13 ug/ml LATF & SAWE S &R LI 0B EHA Norfloxacin (NFLX) &iiE
F1%, Pipemidic acid (PPA) XV 3& >+ hiiEHER L,

BlER L Bbh s RHRERE, 28cBpohidolt, REMORE X 2244 35T, WBCOR
4, BUN EAHE® b, WFhiBETH o1,

thbofRE XY, DL-8280 i3 ABRARBIRBYSEICK LT, ARRERLELON S,

FLOAMEOHEA DL-8280 (XSS E L ST 7' 7 LB
ERLWIC 77 LEMEICH LTRAWVHE A7 P77 L LM
WAEARA L, L<IC V7 LBMEIC I EFORRERIL Y
BOHEAZE LTV B EANBRLEN TV BEATHD
¥, AN OBARFERREECHT 5B LRI L /- @
i,

SE, bhbiit DL-8280 & NS FHEBURIEE D HERRIC I
RBL, TOBEKHRICOOT RT3 L AIC OREIROBR
RREICHDOT LR & T

ERMTE
L BEEA
K4 :
DL-8280
LFEME :
o)

F COOH
(N N

HaC/N\/' o\/kcm

b4 :

(£)-9-fluoro-2, 3-dihydro-3-methyl-10-(4-methyl-
L-piperazinyl)-7-0x0-7 H-pyrido [1,2,3-de] [1,4]
benzoxazine-6-carboxylic acid

2. MEBIUFE

ARESEIRAGNBERIEIC o\ T, BfA¥E—0
BAREZZL, DERARFN OB L2 eRABT
34U, &tk 14 CEEMR 25, EEMEMRRE LG, S
{LREMEEI% 1 A1) 12 300mg ¢ DL-8280 % ZUffRsiciR
OMCRASE, BE5%1, 2, 3RMO—RATRRL
Todlrr b FRFICRAERIRM & 5RER L TR L, %
Te SHECIBMEE R DEMICIS W TS| LB b RE
BB Lic, #AE X UEHIE 0.1 M PBS (pH7.0)%
Mz THELFA X, 3,000 rpm, 15558 05MEY 1T
v, Bohic EEERRIRRAR L L, MiFid, ROER
DR TV RIEICBE LT,

MEERIEIE Bacillus subtilis ATCC 6051 &3\ ik
Escherichia coli Kp #BRES & LHBERT « 22
HIZX V1T o7, AR X UHRHAREERIE OB O
BB 7ERRICiZ, 0.1 M PBS (pH 7.0) #R#&% %, MmIFA
MEERIEDREIZIT Consera (H/K) FHRikx B,

3. ®BE

4 PloMYs, BHARERXUCEABBAREZJIE
Lo&nX ) iEREGE:.

s ysEs, 2 WA 3.29 ug/ml, 3 EEEME 2.48
pgiml LB RNRBPONH LRI, BFPRER, 1
PloHrTHoMh, 3RMHIME 3.25 ug/ml &g iles
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Table 1 Gingiva, pus and serum concentrations of

Table 3 Diseases of the patients treated

DL-8280 after single oral administration
Diagnosis No. of cases
Dose | Time Concentration (%)

No.| Sample (mg) | (hr) (ug/ml or g%
Ostitis 10 ( 41.7)
1 | Serum 300 2 3.33 Cellulitis 7(29.2)
Odontogenic Pericoronitis 1( 4.2

3 .
2 | Serum 300 2.31 Gingival abscess 2 ( 8.3)
3 | Pus 300 3 3.25* Buccal abscess 2( 8.3)
4 | Serum 300 2 3.24 Sub total 22 ( 91.7)
5 | Serum 300 3 2.65 Not odontogenicJOstitis 2 ( 8.3)
6 | Gingiva | 300 3 3.00° Sub total 2 ( 8.3
7 | Gingiva | 300 2 7.00° Total 24 (100.0)
8 | Gingiva | 300 1 14.40*

Table 2 Gingiva, pus and serum concen-
trations of DL-8280 after single

Table 4 Distribution of initial points

oral administration of 300 mg Point 0110/15/20
$ {58 |Total
Time Concentration (ug/ml or g*) Diagnosis 9114(19]24
Sample 1hr 2hr 3hr Ostitis 315(2]|10
iti 3
Ginei 14.4° 7.00° 3.00° . Cell‘ulms N 3 1| 7
giva (n=1) (n=1) (n=1) Odontogenic Pericoronitis 1 1
Gigival abscess 2 2
Pus 3.25* Buccal abscess 2 2
(n=1)
Not odontogenic | Ostitis 1 1| 2
3.29 2.48
Serum (n=2) | (n=2) Total 7|13{ 4] 2
ITHREBHEWEZ R L, BAARBANRER, 18 C/NRIZRD HBRS LT,

FfE 14.40 pglg, 2 FEMHIME 7.00 uglg, 3 BEMEME 3.00
pglg L1 BERMEE BEE L LT B 3 2R
ERLES, WFhbnFEPRECH~BEWEZRL
7-(Table 1, Table 2),

ERERAYERR

1. MREHR bICEREFE

SHREFIT 198245 A X Y 12 B & CILBfKEE—
OBAREZ2 LI DEARRIRBIIE 24 5] T, £ 0
TR, EETREER 106, %EHR7H, &R
&, EEEE 2 F, FEEER 1A, 2o
DB 24T -7z (Table 3),

ERIT 135X Y 805%, FH4L35R, MR EM 14
B, &HE10HITHolc, RBRBIZLY, HAEWHEIC
Mo EMEL R LIcBEEDH BER, 7V ¥F—iE
REEZ LROTWER, EfLD, FF, BHEREE, ¥
{CERBOFEDD ZEY, TROBEVOD S KL &

BEFESIUHRERIZOWTIH, KAl & L TDL-
8280 ¥ 1 H 3[6l, BABNMEYE, 18K 5 &ix 300
mg & L7z,

HEYMZ 3 B2 HRE9 AMT, 5 AMKRESLE
BB b Ehr ol

2. BHRPELLE

AH| BRI S ti B A& OEARELOREY
ROPEHEEERNERLEYY, Tiadbb, BEKE
RORABIC X 2FB R ARHEELRAL, 38R
DEEFRIER 0 &3 A % 8 5 BRARRS 0 A CBR LN,
0.30 LT D b » % %% (Excellent), 0.70 P L& &3
(Poor), # DRI2 A% (Good) & L, %7z, ERED
FRICIZHBLHRTITo 7,

T DRAEIC X B RBER OBEER, 14 AUT OB
FEB 7 1] (29.2%), 15~19 oo rhasss 13 4 (54.1%),
20~24 KOEEH 4 5] (16.7%) Th -7 (Table 4)o
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Table 6 Clinical effect according to numerical rating

Effectiveness

Diagnosis No. of cases [ 0.3 | 0.3<~<0.7 |0.78 rate

' (%)

Ostitis 12 3 6 3 75.0

Cellulitis 7 2 4 1 85.7
Pericoronitis 1 1
Gingival abscess 2 2
Other abscess 2 1 1

Total 24 6 14 4 83.3

Table 7 Overall clinical effect evaluated by attending doctor

Overall
Diagnosis No. of cases | Excellent | Good | Fair | Poor "'ﬁ”:’.‘;:“‘”
(%)
Ostitis 12 2 7 1 2 75.0
Cellulitis 7 1 4 2 71.4
Pericoronitis 1 1
Gingival abscess 2 1 1
Buccal abscess 2 1 1
Total 24 3 14 5 2 70.8

Table 8 Isolated organisms from clinical materials

. No. of strains
Organisms :
(%)

Staphylococcus-aureus 1

Gram a-Streptococcus 9 ( 36)
positive | ¥-Streptococcus 1

Aerobes ,

Corynebacterium spp. 1
Gram Pseudomonas aeruginosa 2
negative | Proteus minabilis 1

Sub total 15 ( 60)
Peptococcus magnus 1
Gram Peptococcus prevotii 1

Positive | Pentostreptococcus intermedius 5 ( 20)

Anaerobes P

eptostreptococcus spp. 1
Gram Veillonella porvula 1
negative| Fusobacterium spp. 1

Sub total 10 ( 40)

Total 25 (100)

8. MERESL L, ¥7fligiconTi, DL-8280 XUt NFLX,

REE () DRREUZIRE] & UMK, b2 PPA, Cephalexin (CEX) » MIC g% 7o,
W B3z 2L, RAARRRE X Ebic TCS 4, HEKHR
(Tripticase soy broth) #— ¥ — Iz AtL, FAMRAHE K 1) EBHEERORAKICE 3H5M0A% 3 B HoREY
vy —REFL—ELTREE T, EORBELHEBINCHS L, BERTIE 124)h, EHN
MM OMEIXFTAERR Y DL-8280 i AN Ic £ 34, HZheHl, X 3FIT, HEHER 75.0%, SHEMSK



1064

CHEMOTHERAPY FEB. 1084

Table 9 Susceptibility of organisms to DL-8280

Organisms

Drugs

. MIC (ug/ml) Inoculum size : 10°cells/ml

<0.20

0.39

0.78

Total
1.56 (3.13 16.25 |12.5 | 25 50 100 {>100

Staphylococcus aureus

DL.-8280
NFLX
PPA
CEX

1

a-Streptococcus

DL-8280
NFLX
PPA
CEX

y-Streptococcus

DL-8280
NFLX
PPA
CEX

Corynebacterium spp.

DL-8280
NFLX
PPA
CEX

Pseudomonas aeruginosa

DL-8280
NFLX
PPA
CEX

Proteus mirabilis

DL-8280
NFLX
PPA
CEX

Peptococcus magnus

DL-8280
NFLX
PPA
CEX

Peptococcus prevotii

DL-8280
NFLX
PPA
CEX

Peptostreptococcus intermedius

DL-8280
NFLX
PPA
CEX

Peptostreptococcus spp.

DL-8280
NFLX
PPA
CEX

Veillonella parvula

DL-8280
NFLX
PPA
CEX

Fusobacterium spp.

DL-8280
NFLX
PPA
CEX

-
[ e e s N e N I T I T e e e e el e e e N - XX XY Iy yeraran

TRTHIR, ERh2hl, AH4H, BHLHT, AHR
85.7%, WEEBER 1HIH, HZ1H, TOfEERY
459, E5H1B, AH3FTH7

UEDREEZ EEH5 L, 2KkLLTRE, AHKICES
B LBk 24 fIh, E%6 4] (25.0%), AU
¥ (58.3%), 4% 44 (16.7%) T, H4#83.3% T
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Table 10 Frequency of the side effects

No. of cases

No. of cases with side effects

2% 0 (0%)

$-ol (Table 5, Table 6),

2 IRECTMIRIBHBKSWTARD L, HRY
gy LANURT, EH38 Q2.5%), FH U4H
(58.3%), SH% 5 H (20.9%), &Eh2 4] (8.3%) T
by, HHR70.8% THo (Table 7),

5 MERERR

BERERITo 15 13 4] (86.7%) I\,
A% 25 OB RH & hi (Table 8),

SR 25 5P 158 (60%) T, £DH ST A
JBHEE 12 8% (48.0%), 77 ARAMER 3 £k (12.0%) T,
FORRIE, a-Streptococcus B IR EFLEL Rbh,
2WTC Pseudomonas aeruginosa 2%k, Staphylococcus
aureus, T-Streptococcus, Corynebacterium spp., Proteus
mirabilis B%& 1 Bk Th o7,

WA 25 BkP 108k (40.0%) T, EDIHIHS T
AR 8 Bk (32.0%), 7 7 ARR{EH 2% (8.0%) T,
#DPNERIX, Peptostreptococcus intermedius 355 ¥k L5
{ Peptococcus magnus, Peptococcus prevotii, Peptostre-
plococcus spp. B 1BETChH o,

DL-8280 oM Ic#3 3% MIC (minimum inhibi-
tory concentration, F/NREHIHILRMED &, fLOELID
fiE#TH s NFLX, PPA %2 btz CEX & lhigk & #
LT4% &, DL-8280 X a-Streptococcus, Peptostrep-
tococcus intermedius, Corynebacterium spp. LIS
HiZR LT, MIC 3.13 ug/ml LT LBWHEAZRL,
hoBElofEA NFLX Li2EF%, PPAXY IR+
hEGEARR L, %7 CEX LHBLTAS LEE
KX > TREFHESIXL 503, Staphylococcus aureus,
Pseudomonas aeruginosa 72 ¥ D—WOMETIXL LA
CEX XL Y MW $iEif1% R L7z (Table 9),

6. BIfER®R X UHRKREFR

1 BER

BE A4 H0%, BIER LBbI 3 FRIERII2H i<
Yohid o (Table 10),

?) REERE

KRR EABIc— MR, fOEA b Ot I L ¥ R

B LRRFFSEOEE L LT GOT, GPT, AI-P Y,
ERMAEOREI L LT BUN 2 R BIELARR, &
REEMRERET, RERBHEETLLEME, 3
WehY, Eoniix WBC odubas 22 Fitk 2 41 G

Table 11 The laboratory findings

Items No. of cases | Incidence
Decrease of WBC 22 2 (9.1%)
Elevation of BUN 18 1 (5.6%)

] 10, EEH 28) (9.1%), BUN @ L&- i3 18 ] 141
CEEMNL) (5.6%) Tdh - (Table 11, Table 12),

BREMOBEIVWTh IBETH o, RIBREMA
B L&KL OBBITONTIE, AFREKIC—BENR
Hnihbhiez L SEFNME L TWBRIREMIIEE
TERVWELEBRAOGNAMN, WHLRZLBITHTH »
T

®E =B

1. EBEHBFRIC->WT

ARFFRICEA L DL-8280 i3, & hiZRAK & L &
B, EORREACH~, HEKTHBLAELY R
Wil RERE LN, EEHAR~OBITLRIFTD
Y, AR 4~ 6 BT, RPICIZ90% LA k&S
B EERIINCRE D ks h 3 L ah T
51"3)0

SESONImFPHEES Josamycin (JM), Ampi-
cillin (CABPC) m#&HI" Ltk 5 &, JM 400 mgik Ol
HEHoE Kb RET, B 1EMIZE—2 BH
BB, ©—2HN 1.5 ug/ml PAT & &K & HR{EW
fETdH -, ABPC 500 mg £ OHEH]Tik 2 REMEIC
-2 ENA LR, 4.0 ug/ml EAK LiZERROME T
Holee

HAESNRER SR IEPREL Y BOEERL
e, zhiz<2z v 54 FRAEHROBBBIT LR
¥BThol, BMMAMET, M, WAASNRECK
REBWEE T LBRRA~DRFLBITEEL DN S,

SEIRFEAV DR BEMERVARBIC L Y ¥ 5
M, A L olekx, B, EAHERNREE»G, Ok
FIRBYIEICH LARIOF AL B sh 3,

2. BREBFEICOWT

B, OB FRHEIRBYE TR X 5 Bt
BEHERhTETWSESY, LiedioT ARED ERIC Yl
2T, HEMEREZSUEEVIERRZ b 54 BN
HEHEETHRANLELEBDbNh S,

FLWAREOHEA DL-8280 i, Staphylococcus,
Streptococcus faecalis, Escherichia coli, Klebsiella, Pro-

teus, Serratia, Pseud as aeruginosa, Haemophilis
influenzae, Neisseria gonorrhoeae, Bacteroides fragilis

RY, HEMEEECS 7L BEE, 77 AREEIH
LTRBEVWHEARY b T L LBWNHEAZEL, 0
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FUNDAMENTAL AND CLINICAL STUDIES OF DL-8280
IN THE FIELD OF ORAL SURGERY

Kousuke OnNo, KEN-ICHI SAITO, HIROSHI YOSHIDA,
KEen-1cHI MicHI and TapasHr UENO
First Department of Oral Surgery, School of Dentistry Showa University

DL-8280, a new oxazine derivative, was administered at an oral dose of 300 mg to four
patients, whose oral tissues were then bioassayed for concentrations of the agent. The highest
peak concentration was observed in the gingiva at one hour after administration, decreasing
gradually later. However, the concentrations in the gingiva were higher than in the serum.

DL-8280 was then administered to twenty-four patients suffering from oral infections.
According to the objective numerical rating of clinical symptoms, the resutls were excellent
in 25.0%, good in 58.3% and poor in 16.7%.

No subjective side effects were observed in any of the cases. Clinical examinations re-
vealed slight elevation of BUN level in one case and slight decrease of WBC in two cases.



