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Benzoxazine R A AL RHTEAI DL-8280 IC oW THME, BEKRMRMNEITo7k, HEA<Y b
it NFLX L2 Ch Y, NA, PA, PPA X h i@ hERLE.

SR MEBE TR LTI, S. aureus, S. epidermidis Tix NFLX X b @i, E. coli, K. pneumoniae,
E. ¢l , S. marc s Tix NFLX L[R%, P. mirabilis, P. aeruginosa Gtk NFLX X V4 -7,

P X AN FBTIBLT, 7THOEO 5 BIHE T-tube HABE O T, 200mg £Q
BERIZBWT M T RE OHEBI, $5% 2 FH TR 2.49 ug/ml, 3FUET 5.84 ug/ml THole,
—%, BHPRER, BE52MRME%TES 2.02 zg/ml, 3FFMT 2.69 pg/ml, 4FRT 0.93 xg/ml
O T, M%FRE LN RRE L IHEBERL, FHEREYTBITORFLERTHS.

BRIRAARIC oW Tit, SARIBFeHRE 6 HEdk o ARHBSAE 1BLEEFlIC o W T R LICHR, EH29
B, BZ8THl, LLHP LG, EHATHY, HERL88.5% Thok, HARUBOFHEILLD
HERBEE, ARMLEEZT b ol 52 HlORM Ttz 0HFHRIT 86.5% THY, HAEMHLEER
iF7c 79 FIORIE CIX LR 89.9% Tholco —F, HRERRIBEESE TIE, 131 F 5% 103 EHICHE
FRHL, 0FEHIL0.3% Thol, HHEEFMEFMOFHRICONTE, 103EHXY 121 ik
EOMEL, TOWERILN. 7% Tholc. BRNMREROBRZHIZOWTIE, 85 HigkD MIC ZRIEL,
Nocardia % B { &T DEFKIL 6.25 ug/ml LATIZHA L,

BUWERIICBIL T, 131 R 4 4] (3.1%) RHERAER® b, M off bkE &Pkt s

ETRRiEWe b2 ole,

DL-8280 1% 5—MHRTIEMIZ X » THR S i benzoxazine
BEHETSHARBORERITH S (Fig. 1o

DL-8280 i Staphylococcus, S. faecalis, E. coli, K.
pneumoniae, Proteus, S. marcescens, P. aeruginosa, H.
influenzae, N. gonorrhoeae, B. fragilis 72¥, WMKtE#%
B, 77 LBME, 77 LRMEREICN LTHEED HERARY
ML EBBOCHEAEE L, TOERARRENTH DY, L2y

F MRBHEEICH LTI, BEfFO BRERIL 0 HlHORRTY
DRIV TH D,

EH% £ MBORE LIBAY, RROERER < LBl
T, BERICHM L L0 EOmPRENSbh, K #RE
~OBITLRIFTH Do MAPBMIL 4 ~ 6 AT, RPIEH
80% LA 1A% 24 BEMIBAPNIC REILMOD % £ PRS0 B0 S1H
FRET LERIETED bh TR, KFIIE #RAE KWL



yoL. 82 S—1

CHEMOTHERAPY 823

Fig. 1 Chemical structure of DL-8280
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M.W. : C1sH»ENsO, (361.37)
(+)-9-fluoro-2, 3-dihydro-3-methyl-10-(4-methyl-
1-piperazinyl)-7-0xo-7H-pyrido [1, 2, 3-de] [1,
4] benzoxazine-6-carboxylic acid

RREORSR, ERRERMED BERT, (S CRIZE,
RIS pH 12 7,16 THD, RIS B LTS, KEHE
R, e n‘rl‘lv‘l».‘_ k“‘(’i’glﬂ- K<L, Kk, #%7+
N, )=, TEhUIZ wHHz< <, .17 S ’\/‘t
Vi THIHI Ve

W (7 ¢ v h3— MR OREMICHOVT S, REETOR
RERPOERRTT 12 » ARKETH D,

KHUcONWT, BERISAICHEL BHORNLE & LI BRKR
HEfTHT

I. R®RF &

L H@A_Y b

BERAFOBMEERICH 2 DL-8280 oﬁﬁ’ﬂﬁ:&

MU, Fikiz Mueller-Hinton broth (Difco) 2ml i
IH&EOHE B L, 37°C, 24 Reiigk LicEins: A
W, ERERFERLE (agar plate‘dillution method) T
LY, BT 4 22 Rl (= v A1) pH 7.420.1 %
#AL, I7nr50 82X ) EEME & 1T\, 37°C,
18~20 REMKE R DR NRETHIEME (MIC)Y %3k
feo

2 FRSMEOBEMEN

HBz~7 PV ERROFEERY, £ELT, 4R
WD D DM, S. aureus, S. epidermidis, E. coli,
K. pneumoniae, E. cloacae, S. marcescens, P. mirabilis,
P. aeruginosa 12>\ T MIC # 3Rz, Inoculum size
RETHEMIZS VT, 10 cells/ml i THF - 7eo

8. DL-8280 ifui, REM i imAE

D

-DL-8280 ¢ standard curve ix E. coli Kp # &3\
R B. subtilis ATCC 6051 #% & MIEH & +5 < — 1 —F
1 ATEICTHEM LR,

WS, WERERIH CGRBF) &R LT,
BRICE, MWHREEIC L L—5 (AK), BEM &
BIC 0.1M Y RRi@ S (pH 7.0) &4 L,

) MMRIREE, REMchEE :

BRI, REH A ORIE I B R ﬁ% o 3
Ro #8327 FIOREOD 5 Bt T-tube &4BA LA

2, 14lic 100mg FEOHE, fho64lic 200mg FER
BE L, duimrhiRaE, NEM-RMBEEIELE,

4. ERRARN

BMMSTHEIAXYMMSBEI A TIC, MBI
AR 5 A0 & 2R L Ao SRl Mt 131 fEHi2, DL-8280
B LBERRNEIT -, thEos 8 12 M, s
URIRE, (LIMEED D %, M, WK, 5K B Y
MR, U RREE T VB R, AR, ERO
S, BRIl RUMERSEE MU, LR
REEER, LR, KBRS X UM Y 0fEH T
dY, FEL U THREM X OBRIEN O B RS Yy
JET#® -/, DL-8280 EREFIOBRHER, ThEh
OB DY EEBICHE -,

5. ERIRSYMEBEDRIE & MIC ORIE

HERMRHI S TG AR — # — IR L, H—MEKFR
R RERBAM LIRS L, 2HEORE L MIC H
E¥fT-Tc. RIEICEMLTIE BERGEY D~v=2T7 /L
JURIZX D K17 L, MIC DHEIX BA(LEREFSH
MY LR e,

II. m& n

1. #@=z-~2s k1 (Table1)

S. faecalis  P. aeruginosa X 25" 7 ABMEB &
U7 7 hBRMEEICH L, BECAEAR7 b L &R L
co

2. JREBEE OB A

1) Staphylococcus aureus (Table 2, Fig. 2)

ARHERIBERE S, awreus 27TERITXL, nalidixic
acid (NA), piromidic acid (PA), pipemidic acid
(PPA) X U norfloxacin (NFLX) & & %2 DL-8280
DRSS & LR L7z, DL-8280 o MIC i3,
0.2~0.4 pg/ml 125346 L7z, Al & DT, BbLE#
hicHMéE R L,

2) Staphylococcus epidermidis (Table 3, Fig. 3)

S. epidermidis 27T BRiCx L, LR 03K L L b I gk
Bl

DL-8280 o MIC %, 0.2~1.56 ug/ml iZ4#L,
0.2~0.4 pg/ml ict'— 2 R L, 27 Bk 25 % (92.6%)
N LT, fhHl & DB TIZ, NFLX XV 1 F2EH
hiz, BLRVAEREERL,

3) Escherichia coli (Table 4, Fig. 4)

E. coli 2THRIZHL, ALROFEHR L & bICHERNL
7zo DL-8280 » MIC i, 0.05~0.8 xg/ml iIZHFH L,
<0.05 pg/ml i2E°— 27 2R L, 278 224k (81.5%)
DM Lo fiifl & ok Tk, NFLX LRI%ThH Y,
oMLY EhT B E R L,
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Table 1 Antimicrobial spectrum of DL-8280
(10° cells/ml)
MIC (ug/ml)
Bacteria

DL-8280 NA PPA
1. S.aureus JC-1 0.2 6.25 25
2, S.aureus 209-P 0.4 >100 12.5
3. S.aureus TERAJIMA 0.4 50 12.5
4. S.qureus SMITH 0.8 >100 100
5. S.aureus NEUMANN 0.4 >100 25
6. S.aureus ATCC6538 .0.4 >100 25
7. Streptococcus COOK 6.25 >100 >100
8. S.faecalis ATCCB8043 6.25 >100 >100
9. M. lysodeikticus - - -
10. M. luteus ATCCI341 3.13 >100 100
11. K. pneumoniae PCI602 =0.05 3.13 1.56
12. B.pumilus IF03813 0.1 6.25 12.5
13. B. subtilis ATCC6633 0.1 1.56 3.13
14. B. cereus var. mycoides ATCC9654 0.4 12:5 25
15. B. cereus var. mycoides ATCC11778 0.4 12.5 25
16. Corynebacterium NOZI 0.2 >100 25
17. E.coli K-12 0.1 3.13 1.56
18. E.coli B =0.05 0.4 0.4
19. E.coli BMW =0.05 0.8 0.8
20. E.coli C-14 0.1 1.56 0.8
21. E.coli NIHJ =0.05 0.8 0.8
22. E.coli JC-2 0.1 3.13 1.56
23. S. sonnei 1 =0.05 1.56 0.8
24. E.aerogenes IAMI1102 <0.05 0.4 0.8
25. P.morganii No. 1001 <0.05 0.8 0.8
26. P.mirabilis ATCC21100 0.05 1.56 3.13
27. P.aeruginosa NCTC10490 0.8 100 6.25

4) Klebsiella pneumoniae (Table 5, Fig. 5)

K. pneumoniae 27T BRITXFL, BIROFK L L bzl
B3 L7z, DL-8280 o MIC i3 <0.05~1.56 ug/ml
oL, 0.1ug/ml i2e'—27 %R0, 27 8% 14 Bk
(51.9%) R # LI, #ufl & o gk Tk, NFLX L F
HTHY, oMy ELIERETLE,

5) Ewmterobacter cloacae (Table 6, Fig. 6)

E. cloacae 27 ¥Riczxt L, AIROFKHF & & & IZ gk
L7, DL-8280 ¢ MIC it <0.05~1,56 ug/ml iz4>
#L, 0.1~0.2 ug/ml IZE'— 2 &7RL, 278k 168k
(59.3%) B4 Lic, A& oL@ T, NFLX X9 1
EREEh, ToMEY bRVERRERLE,

6) Serratia marcescens (Table 7, Fig. 7)

S. marcescens 27 BRiIZXHL, BRROEF L & btk

ERA L7, DL-8280 o MIC X, <0.05~6.25 ug/ml
IZH#L, 0.2~0.4 pug/ml iK' —2 ¥#RL, 2THP U
B (51.9%) M5 L1, fth#) & ol Tt, NFLX &
%, oMk EhicHmErLE,

7) Proteus mirabilis (Table 8, Fig. 8)

P. mirabilis 27 iz U, BIBOIES & & bk
L%, DL-8280 & MIC i3, 0.2~6.25 ug/ml i
L, 0.8 ug/ml iz’ — 7 &R L, 27 ¥k 158 (55.6%)
BN LI, fhA L OHEETH, NFLX L) 1 §RES
Y, oML EBRSERLE,

8) Pseudomonas aeruginosa (Table9, Fig. 9)

P. aeruginosa 27 iz tL, #RoOFEH L L b I
#3 L 7, DL-8280 @ MIC % 0.2~3.13 pg/ml K5
ALk, fF & OlEETI, NFLX X0 1 EBESY,
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Table 2 Susceptibility of S. awreus to DL-8280
(27 strains, 10° cells/ml)
MIC (ag/mD
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 0| 17
NA 5 1 1 1 19
PA 7 12 8
PPA ' 2 10 12 3.
NFLX 1 6 16 4 ‘ ‘
Table 3 Susceptibility of S. epidermidis to DL-8280
(27 strains, 10° cells/ml)
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 13 | 12 2 ‘
NA 5 13 2
PA 7 12
PPA 1 6 17 1 2 ’
NFLX: 1 3 18 3 2 A
Table 4 Susceptibility of E. eoli to DL-8280
(27 strains, 10° cells/ml)
"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| 22 2 2 1 .
NA 3 15 5 1 ' 3
PA ; i 2 | 13| 2| 7 |
PPA 1 19, | 4 1 2
NFLX . 20: 3, 2 2
Table 5 Susceptibility of K. pneumoniae to DL-8280
(27 strains, 10" cells/ml)
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 14 . 6 1 2 1
NA 3 11 1 3
PA 6 8 3, 2 5
PPA : 3 11 1 3 '
NFLX | 4| 9 9 2 1
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Table 6 Susceptibility of E. cloacae to DL-8280
(27 strains, 10° cells/m])

MIC (ug/m))
<0.05{ 0.1 | 0.2 | 0.4 | 0.8 | 1.56 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100 | >100

Drugs

Dl.-8280| 2 10 6 1 6

NA 7 6 6 8
PA 2 7 4 4 10
PPA 1 12 | 4 1 3| 6
NFLX 2 12 | 2 1 3 6 1

Table 7 Susceptibility of S. marcescens to DL-8280
(27 strains, 106 cells/ml)

MIC (ug/ml)
=0.05| 0.1 0.2 0.4 0.8 1.56 | 3.13 | 6.25 | 12.5 25 | 50 100 | >100

Drugs

DL-8280| 2 2 10 4 2

NA 3 9 1 1|7
PA 4 | 13 8
PPA 2 | 15 1 2 4| 2
NFLX 3 7 8 1 3 5

Table 8 Susceptibility of P. mirabilis to DL-8280
(27 strains, 106 cells/ml)

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 2 9 15 1
NA 5 18 2
PA 3 3 21
PPA 10 12 4 1
NFLX 8 17 1 1
Table 9 Susceptibility of P. aeruginosa to DL-8280
(27 strains, 10° cells/ml)
D MIC (ug/ml)
rugs
=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 7 7 6 6
NA 1 1 25
PA 27
PPA 1 11 5 9 1
NFLX 8 5 4 9 1
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Fig. 2 Susceptibility of S. awreus to DL-8280

(27 strains, 10%cells/ml)
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Fig. 3 Susceptibility of S. epidermidis to DL-8280
(27 strains, 105cells/ml)
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Fig. 4 Susceptibility of E. coli to DL-8280

(27 strains, 105cells/ml)
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Fig. 5 Susceptibility of K. pneumoniae to DL-8280
(27 strains, 105cells/ml)
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Fig. 6 Susceptibility of E. cloacas to DL-8280
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7 Susceptibility of S. marcescens to DL-8280
(27 strains, 106cells/ml)
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8 Susceptibility of P. mirabilis to DL-8280
(27 strains, 10°¢ells/ml)
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<005 0.0 0.2 0.4 0.8 15 313625125 25 50 100 D100
MIC (ug/ml)

9 Susceptibility of P. aeruginosa to DL-8280
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T T————
Table 10 Serum and bile concentration of DL-8280
Concentration (ug/ml)
Qase 8;':)‘ 2hr 3hr 3.5hr 4hr 4.5hr
Bile | Serum | Bile | Serum | Bile | Scerum | Bile | Serum Bile | Serum
1 200 2,24 4.63 3.52 N.D.
2 200 0.56 0.79
3 200 3.27 2.05 1.11 N.D.-
4 | 200 4.95 | 1.85
5 | 200 2.20 | 0.87 0.93{ N.D.
6 | 200 <0.10 | 14.80 '
7 100 1.40 2.60
Mean 2,02 2.49 | 2.69 5.84
N.D. : Not done
FOME Y EhiemRER LI, HB,
3. MipPis X UMM RIREE (Table 10) ERFER T RTELT 1EKEEIR, 100mg 4
b X IR REEIZ DN T, 7 ROBEEFH 73, 200 mg X 58 I CH B,

# T-tube ABFICEREEOREL, TOHBER
MLk,

100mg FEOHREEMZ 1 FIOLTHY, BEEIR
130 X DM D4+ T B 03, MNP IRER 2,60 pg/ml
TholeoizxL, BHPREET 1.40 ug/ml DM & 7R
L7,

200mg EABSEMIZ6HTHY, BEH28MT
1%, MiEPAEEITRE 4.63 ug/ml, & 0.79 pxg/ml T
HY, ¥ 2.49 pg/ml Thote, HEHDWE 2 B
3.27 ug/ml, FIE 0.56 pug/ml THY, FE# 2.02 ug/ml
T o T, IRFHI% G, MiF P REE X RE 14. 80 ug/ml,
WK 0.87 pug/ml THY, ¥ 5.84 ug/ml ThHotk,
R} IR BE 13 I 6 4. 95 pg/ml, (K 0.1 pg/ml LLFTH
D, W9 2.69 ug/ml Cdh-olc, 4 BEMEH TR, HIEER
X1 A0ATHY B PREIRETE o700, B
HhREEIE 0.93 ug/ml Th oft, FHRICBEH 4 5%
i 30 > DIEFNIX 1 POATH Y, MKPMEIRNETE
Rdoteds, MBHPBmEET 111 pg/ml OEER LR,

4, BEPRRRR {

SARBYE 131 ERIC AR B L 7o (Table 11),
FBRINIRIIE 17 4, 5% X OEAE 12 1, - LRt
E0HR1H, M2, B 21H, HER 104, B
MR 290, Vo RRIICY LS B R 6 A, AR
B 204, B SBY2 5], BYAEHEIL LA, Btk
S 1 B, BRILMEEIR 1, (UARMEREE R 2 B, BERER
Afl, SEIMR 1HIB X CRER L FloR 131 5EH T

FHiT13RL Y 2RETTHL40.4RTHS,

HERNI B 88 ), i 43 I THB LML 2.04:1 T
%,

MBI MIE 30 AR b £ < 36 f (27.5%), 2T
40 £ 26 4 (19.8%), 20 %25 4 (19.1%), S0 R 184
(13.7%), 60 1% 11 4 (8.4%), 704¢8 M (6.1%), 2
RELF 74 (5.3%) ONETH S (Table12), ‘

FEARXIZ3AXVRE6 BT, FYEHBKN
7.5BTh 3,

FEREIRIE 0.9g XV EE 18g T, THRRS
it 2.8g TH3,

1) RKBAEERHR .

SARHRRAE 131 4, H2H29 0, HHSTH ©F
U114, %4 BT, HHLLEDE H ik 131417 116
WC, &0 ®RIL 88.5% Th o7 (Tableld),

K E AR DS WER TR, BiERE 290 H% .
B FHLLE TR 89, 7%, MRl 21 HIF 18 AR
PAETHZHR 85, 7%, Al 20 f4 16 @lﬂ"ﬁ‘m‘lﬂ‘
% 80%, M 17 i 16 A A L CHA®
94.1%, 4 X CCHOMEE 12 Pirk 11 oA ZELL TR
#91.7%, itk 10 Flh2EHEHAETH R,

2) AFHYLEOFEEIC L 5 EERAR

AR S 2 21 Tt o RgE ] 11 181 H 820
(39.7%) THY, TR 52 i 45 A HH
PLETHES®R 86.5% TH-7,

—%, G, W, Fu—vREoARURES
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Table 13 Clinical effect classified by diagnosis

Clinical effect Efficacy rate (%)
. . No, of .
Dingnosis €ases  |lixeellent| Good | Fair | Poor Adiuvant therapy Total
None |Incision
Felon ' l17 4 12 1 4/4 | 12/13 | 16/17(94.1)
Furuncle, furunculosis 12 4 7 1 /1 4/5 11/12(91.7)
Folliculitis 1 1 0/1 0/1
Carbuncle 2 2 1/1 1/1 2/2
Abscess 21 6 12 2 1 4/6 | 14/15 | 18/21(85.7)
Phlegman 10 5 5 6/6 4/4 10/10( 100 )
Infected atheroma 29 4 22 3 1/1 | 25/28 | 26/29(89.7)
Lymphadenitis, lymphangitis 6 1 5 3/3 3/3 6/6
Wound infection 20 1 15 3 1 | 13/16 | 3/4 | 16/20(80.0)
Pilonidal sinus infection 2 1 1 2/2 2/2
Infected fistula 1 1 1/1 1/1
Infected anal fistula 1 1 0/1 0/1
Infected corn 1 1 1/1 1/1
FUO 1 1 1/1 1/1
Bronchopneumonia 1 1 0/1 0/1
Cholangitis 2 2 22| 22
Cystitis 4 1 3 4/4 /4
Total | e b AT

* T-tube drainage

Table 15 Clinical effect classified by total dose

Total dose | No. of Clinical effect Efficacy
(&) cases |Lxcellent| Good Fair Poor | Tate (%)
~1.0 4 2 2 100
1.1~1.5 | 17 4 13 100
1.6~2.0 | 27 8 18 1 96.3
2.1~2.5 | 27 5 16 4 2 77.8
2.6~3.0 | 25 4 16 5 80.0
3.1~4.0 | 13 4 9 100
4.1~ 18 2 13 1 2 83.3
Total 131 29 87 1 4 88.5
(FesERIE 131 B 79 B (60.3%) ThHY, *OHK 1 B&5RBIBEKHRIZOVTI, 1oom:z><3\i%“;.'i
BRI TOPAHHULN TLHITH Y B H9.9% T 65FITHMLL L 58 HITH Y, HHH. 2% ?b° ‘
#-7c (Table 13), 200 mgx 3 B 33 FICIRARL 2R 3L HITHY, HH

D 1 RRERIBHKAR 93.9% . Thott, 200mgx2 B2 AICRARRLE
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Table 16 Clinical effect classified by daily times of administration

Daily | No. of Clinical effect Efficacy
times | cases Excellent| Good | Fair | Poor | Tate (%)
2 23 6 15 2 91.3
3 98 22 67 3 90.8
4 4 57.1
Changed 3 1 1 66.7
Total 131 29 87 11 4 88.5
Table 17 Clinical effect classified by duration of administration
Duration | No. of Clinical effect Efficacy
(days) cases |Excellent | Good | Fair | Poor | rate(%)
3 6 2 4 100
4 18 4 14 100

5 39 11 26 2 94.9
6 9 2 7 100
7 23 2 13 1 65.2
8 10 2 5 1 70.0
9 2 1 1 100
10 3 1 2 100
11 6 1 5 100
12 5 2 3 100
13 2 1 1 50
14 4 1 3 100
16 1 1
25 1 1
43 1 1
60 1 1

Total 131 29 87 11 4 88.5

WHTHY, AL 90.9% Th o, 100mgx4 H7
ACAMER 4 PITH Y, BLHEST.1% Th o o
BERETR 3 M TIXES® 66.7% TH Y, 100mg X2
BTR1MI0LTh 5 BEEHR Th o7 (Table 14),

O RESRABFE

RES RABRSRICOWTIE, 1.0g UTFD 45T
REMEHTHY, 1.0~1.5¢ B 17 41T RAKICLH
N ThHor, 1.6~2.0 g B 27 I CIIALILAL 26 BT
bY, AR 96.3% Thotr, 2.1~2.5g B 27T
REBLE215THh Y, H5hR 77.8% Th o7, 2.6~
30g BB HTIRABUL20HTHY, HZHR 80.0%
Thok, 3.1~4.0g B 13 I TIXEFH R L DR
Thok, 4.1g YUt 18H CRAEDULISHTH
D, HHREI.3% Thote, Lo Rk Y FEERE

BOMICAEEZRED bk d ok (Table 15),

5) 1 A#E5EEIEEZR

1 R EEKBIBEREEIC OV T, B5EK 2 B #
2P CREDHUL21BITHY, FEHEKILI% TH -
7o SEBEOSPICIRAMULBIFITHY, HZHH 0.8
% Tholc, AEBTHTCIEDULLFTHY HZER
57.1% ThY, HEEEEEHIFTIEI AR R66.7%
T¥ -7z (Table 16),

6) 5 HMIBIERRZHR

5 HRRIEERRIC ST, 3 BRIRS 64,
4RO 1845, 6 HE D 9fl, 9~12 A M » 164, 14
BRED 4 Blic oW TikfTh AR 100% ThH ol —
%, 5 ARG 39§ TRAZLAL 37T HIThH Y HEHR
94.9%, 7TEED 23 FTIXAEHBLUL I ATHY HR X
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Table 18 Clinical effect classified by clinical isolate

Clinical effect
Clinical isolate Total
lixcellent | Good | Fair Poor

Gram (+) bacteria
S. aureus 11 16 1 28
S. epidermidis 4 18 3 25
S. pyogenes 1 1
S. faccalis 1 1
S. agalactiae 1 1
B-Streplococcus 1 1
Sub total 15 36 5 1 57

Gram (=) bacteria
E. coli 1 2 3
C.diversus 1 1
C. freundii 1 1
g Klebsiella 1 1
b K.pneumoniae 1 1
:‘E K.oxytoca 1 1
;755 E.cloacac 2 2
g P.mirabilis 1 1
E P.morganii 1 1
g Pseudomonas 3 3
= P. maltophilia 1 1 1 3
P.putida 1 1
P.acruginosa 1 2 3
Acinetobacter 1 1
A. anitratum 1 1
A. lowffi 1 1
A. faecalis 1 1
H. parahaemolyticus 1 1
Corynebacterium 3 1 4
Sub total 6 21 2 2 31

Others

B. fragilis 1 1
Nocardia 1 1
Sub total 2 2
Poly-microbial infection 3 © 10 13
Total 24 69 7 -3 103

65.2% Th-o7c, 8 AfIEE D 10H X EH L L7 4] 7 SEEENEERSE ) "
ThY, BHRT0.0% Thol, 13 HEDO 2H TR A EHE I 131 FEHIT 103 ﬁwi:ﬁmﬂnék: &B
%% 50% Tap 7= (Table 17), Hix 121 EipkCh Y, 77 ABHEEBER 774
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Table 19 Bacteriological response

Clinical isolate No. .Of Eradicated Persisted | Unknown
strains
Gram(+) bacteria

S. aureus 32 30 (93.8%) 2
S. epidermidis 29 28 (96.6%) 1
S. pyogenes 1 1
S. faecalis 3 3 (100 %)
S. agalactiae 1 1
S. haemolyticus 1 1
a-Streptococcus 1 1
B-Streptococcus 1 1
Micrococcus 1 1
Bacillus 2 2
B. cereus 1 1

Sub total 73 69 (94.5%) 3 1

Gram(—) bacteria

E. coli 3 (75.0%) 1
C.diversus 1
C. freundii 1
Klebsiella 1
K. pneumoniae 2 (66.7%) 1
K. oxytoca 1
E. cloacae 2 (1100 %)
P.mirabilis 1

P. morganii 2 (100 %)

Gl o= = = DN e U1 W W B e DD e QO e

S.marcescens 1
Pseudomonas 3 (100 %)
P. maltophilia 2 (66.7%) 1
P. putida 1
P. aeruginosa 5 (100 %)
Acinetobacter 1
A. anitratum 1
A. lwoffi 2 (100 %)
A. faecalis 1 '
H.parahaemolyticus 1
Neisseria 1
Corynebacterium 4 (80.0%) 1
~ Sub total 41 35 (85.4%) 2 4
Others
Anaerobe 4 4
Bacteroides 1 1
B. fragilis 1 1
Nocardia 1 1
Sub total 7 7 (100 %)

Total 121 111 (91.7%) 5 5
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Table 20 Relation between MIC and bacteriological response
‘ (10° cells/ml)
MIC (ug/ml)
Clinical isolate Total
=0.025 0.05 0.1 0.2 0.4 0.8 1.56 | 3.13 | 6.25 | >400

S. aureus 2/2 16/17 | 8/8 ‘ 1/1 27{28

S. epidermidis 1/1 19/19 | 1/1 1/1 22/92
S. pyogenes 1/1 1/1
S. faecalis 1/1 1/1
S. agalactiae 1/1 1/1
S. haemolyticus 1/1 1/1
B-Streptococcus 0/1 0/1
Micrococcus 1/1 1/1
B. cereus 1/1 1/1
E. coli 1/1 1/1
C.diversus 1/1 1/1
C. freundii 1/1 1/1
Klebsiella 1/1 1/1
K. pneumoniae 1/1 1/1
K. oxytoca 1/1 1/1
E. cloacae 1/1 1/1 2/2
P.mirabilis 1/1 1/1
P. morganii 1/1 1/1
P.maltophilia 1/1 1/1 2/2
P. putida 1/1
P. aeruginosa ' 2/2 2/2
A. anitratum 1/1 1/1
A. lwoffi 1/1 1/1 2/2
A. faecalis /1 1/1
Corynebacterium ;2 1/1 1/1 4/4
Anaerobe ; 1/1 2/2 1/1 4/4
- Nocardia 1/1 1/1

Total 1/1 5/5 4/4 8/8 | 38/39 | 13/13 | 10/11 | 2/2 1/1 1/1 | 83/85

‘No. of strains eradicated / No. of strains isolated

41 8%, T ofth 7 kOB 121 Bk TH B, £ O
8 HUEBRT/ SRR R LB ESTH T
ix, E215H, FH36ATHEHE89.5% TH - 1,
Vo aRMEERH LI ATIRIES6H, HZ214
THHHEE1.1% Tholc. EOMOEE 0 241, »
FThOBEPEF T o, BRERBRL 135 T 13¥ERH3
B, F% 10 FICHBHR 100% Thole. RET2 L ¥
shoall, HH6IH, LHHTH, EHIHTHY,
A 90.3% T -7z (Table 18),

8) SYMEERIMIBEERORNE

13 FEME Y 121 ERERIM L, 75 A BB T3

WER, WMk 69Bk RE3H FH1KTH VMK
R94.5% Tholk, FYTLRMEAEH P, HERBD
B, TRk, T4 TH D H KRB 4% TH-
Teo FOMOBE 7T 100% DFERER LR, R
B3 L 121 digk 111 @k CiHARILT% TH o
(Table 19),

9 RIfEA

131 fEHIS 4 4] (3.1%) ICRIfERA B b, £D
PIER X W L RS 1 5, RBKIR LA 1 AR ET
FAEREERE 2 THo . WThoEMLRSE
HFit+3 ETiRRWEL RIS,
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5. RESRSYMEBR DM

BEAMED > B MIC &JIE AN 85 Bibk
b Y, Nocardia & Bx<{ 2T OMBIZ 6.25 ug/ml LLF
I fiLic, MDD WA ot S. aureus 28 Bk T i
27T 1.56 ug/ml ATICRM L, B58 27 BkizilkL 1
BOFERLY, ¥t S. epidermidis 22 R TII2T 1.56
pg/ml UTEHHL, BEHLSBRBIHELLE,

85 Bk BkicN 3 3 MBEFAIRIRIL, TRk Iz 2 0
AChY, 1BRIZ LR D S. aureus, fid 1 Bk B-Strepto-
coccus G o (Table 20),

. ® %X

DL-8280 M 22 hiX NFLX 0#h E%LIL
T2, KILAROBUIMTERICETR R 7 b
MBRERERTERIRHBY,

ARRREROIMEBE OBRZIENH IZ > W T 13, S.
aureus, S. epidermidis VW3 hicx LT b &#iX NFLX
LY I~2EEh e EA £ R L 29, E. coli, K.
pneumoniae, E. cloacae, S. marcescens T i3 A #| &
NFLX 2%+ 2 BRESMITIIRITERX 2 V. — F,
P. mirabilis, P. aeruginosa iZi¥, ZAHKlix NFLX X b
W1ESREHERLESY,
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UREABRRICOT L THE AR PALEFLTERY, ¥
iT P. maltophilia 12V, BLELPE Tid 4512 HZh72 RN
RWeY, FRZEDLRER LY BB,

RiRPEME IR L Tit, REORERHE 1 &2 <, 100
ng B OHE CTIRRE LN P REIA 2 ug/ml, Ty it

L5RMTHBY,

EMREIR L o T O RFOBRMER 2V, RPHE
M2 85 1% 24 BEMILLPSIZAY 80% LA EoSdkit &h 5%,

AM-BITITML T, —MEicERIB LUy Ky
AR URRREA BN BT RIF TH 5. AT NA,
cephalexin (CEX) X Y A HPBITHRIFTH B,

AR LTI, MBIV T N-Bis £,
N-#* v ¥k, £ofiRFEORBGOMENDZ2,

BRI LTIE, AEOHM 2 b L BULHE
R XU BITE R XS L, BRNKEEMRYLE, B
WL, REBIEI TR 25, FHKCHLTIZ
BEICI 1 H& 300 mg, h@EICIE 1 HK 600mg T+
HrEXOLhB,

BIERICBL TR, EoxEiiMLBERTHY, £
OFFMEEREERE A bk, L(ERLE
bhBEIERIR o,
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DL-8280, a new synthetic oral antibacterial oxazine derivative, was evaluated bacteriolo-
gically and clinically and the following results were obtained.

1) DL-8280 had a broad spectrum of antibacterial activity against gram-negative and
gram-positive bacteria. Its spectrum of antibacterial activity was nearly equal to that of NFLX.
The antibacterial activity of DL-8280 against S. aureus and S. epidermidis was higher than that
of NFLX. The activity of DL-8280 against E. coli, K. pneumoniae, E. cloacae, and S. marce-
scens was comparable to that of NFLX and against P. mirabilis and P. aeruginosa, it was inferior
to that of NFLX.

2) Bile level of DL-8280 was studied as compared with serum level in 7 patients with T-tu-
be. Serum levels of DL-8280 were 2.49 ug/ml and 5.84 ug/ml at 2 and 3 hours after administra-
tion, respectively. On the other hand, bile levels were 2.02 xg/ml at 2 hours, 2.69xg/ml at 3
hours and 0.93 xg/ml at 4 hours after administration. DL-8280 was highly excreted into bile.

3) Clinical response of DL-8280 in 131 patients with surgical infections was excellent in
29, good in 87, fair in 11 and poor in 4. In 52 cases who did not require surgical procedures,
efficacy rate was 86.5% and that of 79 cases with surgical procedures was 89.9% and an
overall clinical efficacy rate was 88.5%.

4) Causative organism were isolated from 103 out of 131 patients and the efficacy rate
in these patients was 90.3%. Bacteriological response was studied in 121 strains isolated
from 103 patients and eradication rate was 91.7%. MIC value against all strains, except No-
cardia, was lower than 6.25 ug/ml.

5) Side-effects were observed in 4 patients (3.1%) but administration could be continued
to all these 4 patients.



