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DL-8280 o H JMAMRRRULEEIC 3517 2 ALplERY, BRBRIAR T

ZARAEHM - FREA - LHERME - MRET - FIRET
BRI SRE 18 75 B EG B
MHE ¥ - fREER
RSB (AR I A M iR 2

DL-8280 iX benzoxazine ¥ &F 2 ¥ AR NIAEAIT, WMAMEL S L s 7 4 BHERZ LU
MERHLEWRE AR 74 LBRWAENEET2HFITH 5,

FRAED Y S MBMRED > B S. aureus 24 BT, AFDO MICHOE— 713 0.39 ug/ml iH Y,
77 LRMEEB DS P. aeruginosa 8 BETIE, TOE— i 0.78 ug/ml H BT, £/ H.

influenzae ILXH L T HBWHEHERL TV S,

A4 200 mg NARE OMIEMEED L — 7 1 2 BEfEI % 1.59 ug/ml TH Y, 8% 0.63 ug/ml T 12
HESTOLREATRETh o, 72 200mg AR 2 B OMBIRE ZTMPREL Y bEL, EB~D

BITOGRFRZ LETTERTRERMTH 2,

E R RAIE 38 fFic A K] (300~800mg/R) 2EAL, EZH16 4], HH 184, SXHHLH, &
H3FIOMKT, HHR 89% Tholk, Zhb38HDHLEBIERER IR, ERREMIC L /!

REEFRAIBO oMb o7,

DL-8280 i3 1980 4 S5— IR (B BRFERT A FH/ziBAR L2 &
RAERTH D, TOLERERIX Fig. 1 ISFTEBNT, #
REERW L REENER IR BREOHKT, A%KEET
AREROHOKHITH B,

KA Y 5 LEAMEE DI 75 L BEOFKERIC X LIBA
VHEARY PLLBOCBEIAE L, - KKHERICL Eh
ERENEET B Lvbh T B, %1, B, BIEBHERRA
ETREMNV B SN, BOFREICL D F—HEERR T
E2MNHEC, MBS IHE BLU AL T L, R
BEAERBMEN B Z Lic(RITELIC Pt a5 Z LHFER
EhThaY,

bivbtiz, FHFCHWT BRMRMN LT, BABGRY
EDHRIZIEAL, EBhREEZRHOTHRET 5.

Fig. 1 Chemical structure of DL-8280
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L i@ H &
L xtei b i BlE sk
B R SiE DR B A 4B LTz S. aureus, Strep-
tococcus, S. pneumoniae, P. aeruginosa 72 ¥iTxt+ %

FRIORINREEEME (MIC) % HA(LEREELE

AEEIC L2250 108 cells/ml EHHEEBETRIEL 2,

2. R

JRELBED S. aureus 24 B, S. epidermidis 3 #, S.
pneumoniae 4 ¥, B-Streptococcus 3 ¥k, P. aeruginosa 8
B, H. influenzae 4 BRIZx+ 5 B2 D HIX Table 1
5 Thb, S. aureus, S. epidermidis |25+ 5 EKHK|D
HEAX 0.39 pg/ml I — 7 238w, HxX/ UV UFE
FRALER] NFLX»® Tl L T 2 BYREieBE b 7= it
Tdholzo P. aeruginosa 8 HRIZ O WTRIAE DL —
74X 0.78 ug/ml I Y, NFLX ik L, —Epfhic
BRiEx R LIz ¥72, H. influenzae O 4 BT, Wh
LEWIEAYR A DRI,

II. meiRE CEEIRE

1. X2 6URRIEE

EHREIE R R AT AA] 200 mg, /MR 100 mg & 4%
nE L, %58, BE5#% 1,24, 6, 8, 12 R oMKE
ZOWICAMR 2 BERE% OB (BE, TREM, LHS
B, nERZY) BELZEEH y TEICX>THIEL
<o

iz Mialler-Hinton ¥z {FRHL, REHIC E.
coli Kp &, FIRIZiX 0.1 M @ phosphate buffer % {#
ALl

2. R

RA 6 AN} 2 AEIREOBS %0 MLFBRE OTHE
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Table 1 Distribution of susceptibility of clini¢al isolates to DL-8280 and NFLX (10° cells/ml)

No. of MIC (ug/ml)
Organisms Drugs .
strains <0.025]0.05/0.10]/0.20(0.39]0.78|1.56{3.13|6.25|12.5{ 25 | 50
s DL-8280 2 11 9 2 1 1
saureus NFLX 1| s |8 3|21 1
. .. | DL-8280 2 1
S.epidermidis NFLX 3 1 9
S.ome ) DL-8280 ‘ 2 2
-pneumoniac | o o P
Streptococct DL-8280 3 1 2
ptococeus | oo o ) 2
P.aeruginosa DL-s2s0 8 N ! 1
-aemie NFLX 2 | 3|2 |1
. DL-8280 2 1 1
H.influenzac NFLX 4 2 1 1

Table 2 Serum concentration of DL-8280 in normal adults (200 mg p.o.)

B.W.

Serum concentration (ug/ml)

No. | Case | Age | Sex (kg)

1

2 4 6 8 | 12hr

1 |Y.H | 25 | Male 66 (1.1911.20(0.89(0.72|0.54| —
2 |0.S.| 53 | Male 58 |1.89(1.5211.11(0.90)0.64|0.33
3 |W.N.| 20 | Male 65 [1.44(1.53|1.09(0.87)0.63| —
4 |O.M| 54 [ Male 56 |0.701.87(1.17(0.84)0.61 | —
5 [ N.S.| 18 |Female| 57 |1.56|2.26|1.74(1.210.80]0.37
6 | I.K.| 25 | Male 57 11.22(1.16(1.12/0.98|0.60 | —
Average 1.33(1.59(1.19]0.92)0.63 | 0.35

Fig. 2 Serum concentration of DL-8280 in normal
adults (200 mg p.o.)

#g/ml (n=6)
2.0
1.0
] 1 L 1 1
0 1 2 4 6 8 hr

DY — 7 X281 H->T 1.59 ug/ml, 6 KERE 0.92
pg/ml, 8 BEHITiX 0.63 ug/ml, 12 BB W T L RE
0.35 pg/ml OBREHRE S h 7z (Table 2, Fig. 2), &
#| 200mg A 5% 2 REIOHBRREIIRE R OTIC

THRATIRELEN 2.80 pglg, 3.50 ug/g, LHRKE
@G HD TITFIHAEIX 2.77 pg/g T 100mg EORER
2RO OERIMEX 4.70 ug/g TH Y, AEROE
Pz W T HREL Y bEVHEKBELFLTNS
(Table 3),

7k, BHECBRMETERERNT, 200mg BOREFE
2R MIERES L CERBREL, Th¥h 19228
ml, 0.69 ug/ml THolc,

II. ES AR AL #K

B ARG BLE IS W T AR OE DR EI X 5HRE
Fioteo HFRHRIT 19824E 3 AL ORES A X THE
» A I B RGEE AR B AR TR L B R 2 38
FlChotc, bk, 1H &300~800mg, 3~4E
HEHEE L Ut IERBEOHIER 6 BUAICHKLE
bORES BEC6EUEOBEXELELOER
%, R LIS\ e b ol b ok P0HSD
FOMEBEHLL, 4BECHTTIToR.
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Table 3 Comparison of concentration of DL-8280 in serum with that in tissues

or discharge at 2 hours after oral administration (200 mg p.o.)

Concentration in :
No.| Case | Age | Sex B.W. tissues or discharge Serum concentration
(kg) (ug/g or mi) (ug/ml)
1 | Y.H.| 25 | Male 66 | Nasal polyp 2.80 1.20
2 | Y.M.| 25 [Male | 56 |Inferior turbinate 3.50 1.44
3 |v.k.| 58 | Male “ Mucous' membr'ane 2.50 3.08
in maxillary sinus
M
4 [K.Y.| 50 |Female| g1 [ rucous membrane , o0 2.54
in maxillary sinus
5 [MK.| 17 |Male | g6 |Mucous membrane ., 1.36
in maxillary sinus
6 |Y.N.| 20 |Male | g5 |Mucous membrane ., 1.53
in maxillary sinus
7*|Y.N.! 6 | Male 23 | Palatine tonsil 4.70 2.59
8 [K.S.| 18 | Male 60 | Aural discharge 0.69 1.92

+ 100mg of DL-8280 was administered orally in this case.

1. BIABRICRIT 5 BB

BIMREZ 18 4 (SMELE 13 1, 1BMELE 5 H) TiR¥ER
2B, AR 154, ES 1 FORKRT, HIEER 24
bhizdr -7z (Table 4),

D EREREFIRT 5,

BT S.T., 158 B, AMREIARER

BRE: 3 AP AL LRIERD YV HRFRF TH o7,
A RERHZB/BEHE X OCARY, 4A19HR
PLk,

BE : kiR 37°C T, —MFTRRLF, BEFHR, EA
BRBEABIRL, FHHE»OBERRBSPERETD Oh
ke VRTRELERS LUHBRICRENA DI,
A%k 5,500/mm?, % 7§ »» & 1X H. influenzae L S.
aureus B &h, AHo MIC it & h F£h <0.025,
0.20 pug/ml TH -z,

WREE : A% 1 B & 400mg, 7 HERE 2.8 gD
FREoT, BREMEL, EHLADLHELE, &
KBERI 2 <, FagEig o S-GOT, BUN nffix22—
2%y, 11,2512, 0mg/dl Cdh 7.

£H17 LH, 23, %, BHEISBA

BRE : BMEEIREY D72, 481 AEARDOLD
WEL, B, A, MHBMEOBRESELRY, 48
12R=BLE,

BE: —MFRREFCHo7ot, ERBRERER
U MBMERR gy bhi, il SRz
TEEORELABD b, AR S H. influenzae 15
Bl &k, AF D MIC 120,025 pg/ml CTh > 7c, 28

Bk 11, 000/mm5, gk 23mm (18[) Thote,

TRHVEIE 0 1 HE 400mg, 7 HREIOKREK 2.8 DS
ZXoT, AEFRAIKEL, ARLIHEL, VRFR
Tb EEROBRPIZHELBERAL 2V EDHE DR,
EIER 2, BEREOHMRIRI 8, 500/mm?, ML
it 15mm (1RR0) L7429, #BEET%D S-GOT, BUN
iz EhZh 15-17u, 8.0—10.0mg/dl CREKREE
HLREFTRIEAORRM 2T,

2. {LIRERERIZE T B IARRRK

{CARHERE A 16 ) (IBMEE 12 4, SHELE4 H)) T4
OREEZIT, EZ 104, EH3H, R HF 14,
5 2 Bl ORI E DT, EXh2 5 (BEEE 26D o
HEzWFh b S. aureus T, Kl MIC EhEh
6.25, 0.39 pg/ml T o7, PERERICHICEIERI
Ed b otz (Table 5),

DEIERNEPIRT B,

fEFI 19 K.S., 54 &, &, ERERETEREMEE

B

BRE: TAS B bEEFRBHAHL D2 L
720

Tk | —MFRCELR <, EFRBICELELS
Y, BEERTEERIE T3 0% R, BIMmEkS, 500/
mm?, Mk 12mm (18D T, BERbLbiX S. aureus
MR Eh, A MIC iZ 0.39 pg/ml Th -7z,

SARER - A4 1 B 400mg % 4 AMIRELT, B
Btk L, BEERLTHE Uk, BREamRT
8,000/mm?®, Mizkix 8mm (1R5RD) 4D, WEATED
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Table 6 Clinical results of DL-8280 administration in acute tonsillitis

Side
effect
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S-GOT, BUN % % h # i 15—17 u, 13.0—12,0 mg/dl
©, HALEEREAORRI ST,

EH 20 K.S., 57 R, %k, ERIEMMEFELBIEN

B

AR : A0 LERFMRELTL48 1788
L,

BUE . —MFTRIZKG2 b0, EEICMMEERN
REEFRHL, POERILABH S M, G036, 800
fmm?, Mgk 12mm( 1M TH o7/, CEX1.5g, 6H
MBE LI BHR2 L, BERH» S P. aeruginosa H B
&h, K DOMIC i1 0.78 ug/ml TH 5 Z LAYHALK,

ReB: sA1E»5FK 1 8% 400mg, 6 AM,
WE2.4g ¥ BELTERNA LYY, BBXERLILE
L7,

B OBWER2 <, HRMEOAMIK X 6,500/mm?,
A% o S-GOT, BUN i #h¥h 15—174, 12.0-
15.0mg/dl THote,

JEGI26 T.N., 633, %k, ARIEICMIETES

BURE : 5 ATA»LEERNEL2Y 6 A THILE
2L,

BUE . —FRICHNOL DR, AE»HIIMEE
WOPEHD Z b v, HIMEK 8,000/mm?, Mt 12 mm
C1EM) Thofco B HIX P. aeruginosa BB
Hah, AFD MIC 2 0.78 ug/ml THole,

JAEIR ¢ A% 1 Ak 600mg, 6 AMKELT, ER
THE LEDERD . HHIORERBIZIR L, BRED
Bk 7,500/mm?, Mgtz 9mm (1 8/ &42Y, #
AT D S-GOT i% 8—8u, BUN i} 12.0—15.0mg/dl
THo T

3. SMRkRITI T3 RHRHRK

SMERPER 4 BIiCfERA LT 400~600 mg, 4~6 AfD
#EICX - T, 2flicEHT D, HHORIERRA
5h7zh o7z (Table 6),

DO EREREFRT B,

fEfl 35 F.K., 22, 5B, SERHKR

BUREE : 5 A 9 B LWEZN, 38.9°C ORABIR
BrgE2Y, 5810 %2 L,

BUE © i 38.9°C TEKN A LAV, HHEE B
THE2%Hz, DERKRBFAERL, BRELESHDL
fco 13 I %k 8,900/mm?, figf24mm (1B T B
Eh 65X S. preumoniae B H & h, £o MIC i
=<0.025 ug/ml TdhHolc,

WREG: AK 1 HR 400mg 2 |ELTHET S
i, EREML, 4 AR, RE 1.6g ORERI->TE
Pk Lic. BicBIfERRA {, REg oMK
7,500/mm®, fizkix 15mm (1RERD) L2V, HEAK
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Table 8 Clinical efficacy of DL-8280

Di . No. of Clinical effect Efficacy
nosis
18 cases | Excellent Good Fair Poor rate
1

A.cute. ?aunuu 13 1 12 100%

sinusitis

C.hror'n.c paranasal 5 1 3 1 80%

sinusitis

Chr?mc otitis 12 7 3 2 83%

media

Acute otitis media 4 3 1 75%

Acute tonsillitis 4 4 100%
Total 38 16 18 1 3 89%

Table 9 Clinical efficacy of DL-8280 classified by species of isolated organisms

Clinical effect

Isolated organisms NO'.Of
strains| Excellent Good Fair Poor

S.aureus 24 9 12 1 2
Staphylococcus 2 1 1
S.pneumoniae 3 1 2
Streptococcus 2 2
K.pneumoniae 1 1
Serratia 1 1
P.aeruginosc 2 2
H.influenzae 2 1 1

Total 37 15 17 1 4

o S-GOT, BUN oR#EMEIR #h#h 1719y, 12,6—
13.0mg/dl TH ok,
VI. B) f B

FFIEEEIC X 0 a5 Lz 38 Blic i ic B v BERY B VE B
R LB SN2 oTe, EBEREBOREEIIED
bhleds o7z (Table 7),

V. £ &

DL-8280 it benzoxazine % &3 2 HAMEOME
HT, HEMEEEL S 5 LBEE 77 ARMEEICH
LTEWRERARY b 74 LMWHENEE L, REN
AT 5, 2, REMLIBEREShTWS, RPIZiZ
Rtshsz ki, BAlteeicdhtshs,

AHIOHEAHICE LTI Table 1 257+ X 5T, 108
cells/ml HERMERTHS &, S. aureus 24 HETIX MIC
DE—212 0.39 pg/ml T, Fx/7 YV RARREH
NFLX L 2Bl BEELRENEF L

P. aeruginosa \Zx L CTix MIC oE— 7 X 0.78 pg/ml
iZH Y, NFLX XD 2R RIFOFHEN &AL, ¥
7c, H. influenzae 123t L Tit NFLX tiziZR%EORY
HENERLTWS,

kDX 5 ieAFIIRE AERBLEOTEERETH
3575 LhBME 2 DUIC P. aeruginosa, H. influenzae
RECLBOHEAERL, BRI BEFRRESAR
B#FEh S,

HKASIIEIC S\ TiY 200mg 1 EHE#OMKRES
S UHARMEEE B L, RAMIRE OTSEE 2F
Bz — 2 35 ) 1.59 ug/ml, 8 BRIHT 0.63 pg/ml
T 12 BERIRIC b 2 SRIEFTAR (035 pg/mD) ThoM,
AFERB SN Dz LR, EEMch) IPREE
T2 /EELTLTVS,

7, MEQBEICBALT, FHBIRLEAE, TH
A, FEARE, OERbkL YicienT, #E% 2RO
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ERRERDRREL ) BORE & R & (1.2~ 3 ) RUERIC>VTix, A 2 BHERERG 1 672
5z EBbh o, TRDLEROEMNBITEN R o EREERREMIC CHIIRKATRITA 6 h 2 o
grz kRl MMREEXE <, RFREMARVZ L o

RE iR THREMICFERE S I ET o LAE R PLE DM b AR L2 IC S LBs RAIT, S
b Bo 7 L BEE 2 HUNC S T LRV OB A BUVE OHRRIC
EAGRSIE 38 9] RUMISS 185, (LIMERER  LEBLAERRDRESHMS SN KA L B2 5N,
160, AMERHR 4 5D KRR L TES 1691, A 218 HRRMOEE 295 30 B H K (LFREL R0 R ALHREI 1
HORMT, HPHHR89% Th o7t (Table 8), iz P. THE LI,
aeruginosa B R LIS QLB ERR H. influen- x m
e BRI LIRS RIESIC RN R IBRARE 51T 3 D 530 B BREERERS T AKKIRE, FK > A
TLBRTER, ¢ 4, DL-8280, 1982
e, HMEBOBEERTIX, S. aureus 24 it & 2 ;ﬂ‘:’;gg:' Ejf&gbﬁié@kggngﬁgé
U7 7 B 31 BRiT BV T, 27 BRICH %) 722 AR K2 B - BERAYRM. Chemotherapy 29 (S-4) : 738~744,
Bbh, P. aeruginosa 2 ¥, H. influenzae 2 B, Serratia 1981

3) H28EA Bols FELLAESY L,
LERBVTH, WHR bERORERMRE D5 = L ) TM_HS' :;;g'imm% R FES RS L

KT&% (Table 9.

EXPERIMENTAL AND CLINICAL STUDIES ON DL-8280
IN THE FIELD OF OTORHINOLARYNGOLOGY

Buemon SanBe, HiroTa YosHinaMA, Ryono Uepa, Keiko KoBayasur and Yoriko Ito
Clinical of Otorhinolaryngology, Kanto Teishin Hospital

Jun Okapa and Morie INAFUKU
Microbiological Laboratory, Kanto Teishin Hospital

Experimental and clinical studies on DL-8280, a new benzoxazine derivative, was carried
out and following results were obtained.

1) The peak of MICs of DL-8280 against 24 strains of S. aureus and 8 strains of P. aerugi-
nosa isolated from patients was 0.39 xg/ml and 0.78 xg/ml respectively.

2) The peak of average serum levels of 1.59 ug/ml was obtained at 2 hours after oral
administration of 200 mg of DL-8280. The concentration of DL-8280 was detectable at 12 hours
after oral administration, therefore DL-8280 was seemed to be a durable type of agents. The
concentration of in tissues (Inferior turbinate, mucous membrane of maxillary sinus and palatine
tonsil) at 2 hours after administration of 200 mg of DL-8280 were higher than serum concentration.

3) The clinical results in 38 cases of otorhinolaryngological infections were excellent in
16 cases and good in 18 cases. The efficacy rate was 89%. DL-8280 was especially expectable
for otitis media caused by P. aeruginosa and H. influenzae. Side effects were not observed in
these cases.



