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HUBF « LEBIBE
ERBRBRIEE V5 —

A x4 T UROBSRIHEK DL-8280 0B IER L 6 ICRIR - PEtICOWTER LD T, F0if

HERET 5,

L GEEEREROMEL 75 LB 0 X BR M D 4T - HREPER 453 Bk MIC % 10° cfu/ml AT
T, agar-dilution EIC X WV JE L. &KX, K. pneumoniae, E. coli, P. mirabilis O KB 2%
<0.2 ug/ml Tl L, indole [BtE Proteus sp., S. marcescens, P. aeruginosa iZ bW BZEEZRL
o CHBBBHESIE, NA, PPA ICH~Z 5 MICH<, NFLX IZHEEILAA, S. aureus IKHLT
X NFLX X D @i, P. aeruginosa 13 R008lih> -7z,

2. mEFizxtLAR 200~300mg BE#HRE LT, disc tkTEORIN - Prtt & BB L o ZERERF 2Ry
M%IZH 627 peak level ZMicEs, HEBMRE CMLPRELMER LI, Ryl (4 R i3,

*“‘J 80% T})O fCo

* x40 ROSHKEA| DL-8280 ¥, 1980 455 —MIKHF
FEFA PR LIRS B LERER TH DY FH| £ FEHKIFMS
Bz, TOREER, RIT - Sk, BRKARE BRMPTHB D
T, EO—WERET D,

I. R A&

a) IEEA

1. SEEBEERSMELR Y 5 ARSI DT -
SR 453 8k CRAMEBRRIMER X CRBEREL Y &
BEShtos L AIRET A B ERTH TS B T9BE ST
DEFIBZEEZBRL I,

2. W@, 105 cfu/m]l #fET ©HARLERERES
EAEEICHEL B agar-dilution #:% Fiv MIC &Rk iz,

3. EREKICOWTIE, FAlL NA, PPA, NFLX
BEEE B L,

b) RN - Btk

1. Volunteer i ABH 4§ (CE : 28~45 1§, {KE:
47~62kg) IZxtL, &K 200~300 mg % 1 EIZEREREAN
R&E,

2. B. subtilis ATCC 6051 # #kRRE L +5 disc &
RV, ZoMHFRE, RPBEERE L, BERK

i, MPBETEa +—7, RPRETIIZOLIM

PBS (pH7.0) v e,
IL B % AL ik
a) EEA
1. DL-8280 /@&ZM4 (Table 1)

S. aureus 50 #kix, MIC 0. 39 ug/ml iZ 70.0% O pe:
2L, 0 1~0.78 ug/ml iz F LIz, S. epidermidi
S. pyogenes, S. faecalis 42T MIC =3.13 ugh
Thd,

K. pneumoniae 50 #kix, MIC 0.1~0.2 pg/ml
80.0% DFivy peak % B, WIFhy =1.56 pgh
D MIC THb, E. coli 100 #{, MIC <0.1 pgh
CKEBHANERL, RROBERTHS,

Proteus sp. tX, indole [BiEEk, BtEHkoVTh b
<0.39 ug/ml » MIC %2+ 3EEHNEL, P. retige
IZRRE W MIC AN L nE BT,

S. marcescens 52 #kix, MIC 0.39 ug/ml iZ 40.4%
peak T, 0,1~25 ug/ml & /L { 24 L,

Enterobacter sp. ¥, KI{4rA MIC <0.78 ugh
LTV %,

P. aeruginosa 35 B D 5 B, 74.3% 5 MIC 0.78~1.:
ug/ml IZ peak &% L, 0.39~12.5 ug/ml FEEAICF LA
Acinetobacter sp. 1 MIC <0.78 ug/ml Th 5.

Bacteroides sp. 1%, MIC 1,56~6.25 ug/ml {247
72,

2. fth#Fl & 0¥ (Fig. 1~Fig. 8)

FERBBIC 2 %, NA, PPA, NFLX LA%K| L OB
ZERFRIEL T, RESMELELI,

S. aureus WXL, NA, PPA it MIC 212.5 ugh
Tb ) BERSIE T HI6E LSl WEEE T B 23, NFLX
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Table 1 Susceptibility to DL-8280 of recently isolated strains
q No. of | . MIC (ug/ml)
late
Taola tested | <0.05( 0.1 | 0.2 [0.39(0.781.56 [3.13[6.25|12.5| 25 | 50 | 100 | >100
S. aureus 50 1 12 35 2
S, epidermidis 7 1 5 1
S. pyogenes 8 2 5 1 o
8. faecalis 10 2 5 3 N \\‘
K. pneumoniae 50 5 19 | 21 2 1 2 ( e
E. coli 100 49 32 13 3 2 1
P. vulgaris 17 2 10 4 1 1
P. morganii 21 2 10 6 3 {
P. retigeri 15 1 5 4 1 3 1
P. inconstans 9 1 1 2 4 1
P. mirabilis 39 17 13 1
S. marcescens 52 2 7 21 6 3 3 5 4 1
E. cloacae 21 6 9 3 1 1 1
E. aerogenes 4 4
P. aeruginosa 35 2 16 10 4 2 1
Acinetobacter sp. 10 1 4 4 1.
Bacteroides sp. 5 _Z\ 1 3 1
Fig. 1 -Susceptibility distribution of recently Fig. 2 Susceptibility distribution of recently
isolated strains isolated strains
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£0.050.1 0.2 0.39 0.78 1,5 313 6.25 12.5 25 50 100 >100 0,05 0.1 0.2 0.39 0.78 1.56 3,13 6.2512.5 25 50 100 >100
No. of MIC ug/ml No. of MIC #g/ml
tested tested
DL-8280] 50 11235 2 pL-8280[ 50| 5 19 21 2 1 2
NA 50 17 23 9 1 NA 50 2219 5 1 11
PPA |50 2 18 20 9 1 PPA 50 11529 3 1 1
NFLX | 50 19 21 10 NFLX {50| 6 16 20 4 1 2 1

MIC 0.78~3.13 ug/ml ORficsfiL, AFizzh LY
L& bRGIHE B,

K. pneumoniae iz L, &L NFLX i2izigRikz
B E 85 25, PPA, NA IZ3KERE MIC 434
THE. O, E. coli Iz T HFEHREV R B,

Indole W% Proteus sp. 7z BURIC P. mirabilis i3,

MIC <0.05~0.1pg/ml T NFLX 2FHX Y 2R
EL 8T BH, FhULOBETCRRKTSHY, NA,
PPA LY b 4~5 BEERMEE > T3,

S. marcescens i, 54~58% DHEBRAHK], NFLX & ¢,
iz MIC <0.39 ug/ml ©¥ 333, E. coli, K. pneumoniae,
Proteus sp. IZH~_3 LEW MICHED LD b RS bh
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Fig. 3 Susceptibility distribution of recently
isolated strains
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Fig. 5 Susceptibility distribution of recently
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isolated strains :
P. mirabilis

R / DL-8280

/

1 1 1 o0 1 1 L1 N U W W S S N
$0.05 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100 20.050.1 0.2 0.3 0.78 1.56 3.13 6.5 12.5 25 50 100 D100
No. of MIC ug/ml No. of MIC ug/n
tested tested
DL-8280|100| 49 32 13 3 2 1 DL-8280| 39 | 8 17 13 1
NA 100 2 1361131 1 4 5 NA 39 27 9 1 11
PPA 100 14 6216 1 4 2 1 PPA 39 3 3231
NFLX |100| 41 32 18 7 2 NFLX |39 |17 13 7 2
Fig. 4 Susceptibility distribution of recently Fig. 6 Susceptibility distribution of recently
isolated strains isolated strains
Indole positive Proteus sp. S. marcescens
%
100 "
= sl DL-8280 o,
] € .
s H
& ]
@ a 60} /
= v
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] s
E 3 W /]
3 g s
© /
204 /
Y/
0 1 1 1 | 1 1 1 1 1 1 [ 0 1 L. | S
£0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 S0.050.1 0.2 0.39 0.78 1.56 3.136.512.5 5 50 100 >100
No. of MIC ug/ml No. of MIC ug/
tested tested
DL-8280| 62 | 5 22 17 12 2 3 1 DL-8280| 52 2 7216 3 35 41
NA 62 11732 3 11 2 1 NA 52 2 1016 3 3 2 115
PPA |62 1 3214 7 4 2 11 PPA |52 41711 21 5 9
NFLX (62|20 15 5 4 § 1 2 NFLX |52 1 51111 6 3 1 5 5 2
%, Lil, FEITHLTH, NA, PPA ITH~, ¥k AT ERL, DWT PPA o5%, NA itFHV M
FDZE THVWBRMENHERT. ETh5,
Enterobacter sp. 1%, 2%, NFLX ® MIC <0. 2 ug/ml b) Wk - HE

IZ 84~88% DERENR DAL, PPA, NA LEALMARE
215,

P. aeruginosa 121X, NFLX HFH| L Y R0 R

1. Mm+#E (Fig. 9~Fig. 12)

Caselix

TR, Case2ii7 v7F=v7)

5 ADBEETMT, 1H 200mg #FELk, 0
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Fig. 7 Susceptibility distribution of recently
isolated strains

Enterobacter sp.
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$0.050.1 0.2 0.39 0.7 1.5 3.136.2512.5 25 50 100 D100
No. of MIC uy/ml
tested
DL-820|25( 6 9 7 1 1 1
NA 25 213511 3
PPA |25 31nmeée 211 1
NFLX |26| 6 10 5 2 1 1

Fig. 8 Susceptibility distribution of recently
isolated strains

P. aeruginosa
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<0.050.1 0.2 0.39 0.78 1.56 3.13 6.2512.5 25 50 100 >100
No. of MIC wg/ml
tested ’
DL-8280| 35 216 10 4 2 1
NA 35 2 2 31513
PPA 35 3159 5 3
NFLX | 35 1 1511 5 2 1

PRE, 1 RMIMEAS 1.8, 1.5 ug/ml, 2 REMIEA 2.3,
1.9 sg/ml C peak level #55 L, 4 35 X OF 6 BEMIE 1.5,
1.0 pg/ml XX 1.2, 0.9 pg/ml ¢, 12 BRIE 0.8, 0.6
mefml THB, Thwz, =02 FMoMPRER, 7
VIF2U2 975 20k RIS, Rk bl
BB LBHh 2,

Fig. 9 Serum concentrations and urinary excretion
after a single oral administration of DL-8280

under fasting (200 mg)

Casel 32y,F,57kg
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Fig. 10 Serum concentrations and urinary excretion
after a single oral administration of DL-8280

under fasting (200 mg)
Case 2 28y, F, 62kg

Pregnancy 41w, toxaemia of pregnancy
1 3
“s/ml BN 19mg/
2 ] Cer : 54ml/min
g AI-P : 16.1u/dl
§ 4
3 .
§ B
g 2r
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']
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g e
8 b
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: c
5 0 (o1 0
02 46 8 12. 24hr

Case 3, Case 4 ¥, BHELXZTERGHLEZLL

#, 1[B] 300mg NRL. ZoMblE,

1 FEMHME

% 3.1, 3.3 pg/ml, 2 REEMERS 3.7, 3.5 ug/ml TRILY
peak level iz ), 4 BEHIME 2.3, 2.2 ug/ml 24T,

12 BefEIX 1.0, 0.9 u#g/ml TH 3,
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Fig. 11 Serum concentrations and urinary excretion
after a single oral administration of DL-8280
under fasting (300 mg)

Case 3 45y, F, 47kg
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=R Cer : 76ml/min
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2. Rkt (Fig. 9~Fig. 12)

R IREEX, 2~4 FESMEIRR T peak D Z EHE L,
200 mg #¥5-4]Tid 325~380 ug/ml THYH, 300mg #
545 Cix 498~641 ug/ml TH B, 8~12 BERIR T, 200
mg 54 94~120 xg/ml, 300 mg Hr5-#] 139~318 ug/
ml THH, 12~24 %R TH, 57~65 pg/ml & 69~
174 pg/ml TH -7,

Rep et iz, 246 & b 2~4 BRHISBERICELE L,
200 mg ¥ 54 32.5~34.2mg, 300mg H54) 44.8~
48.2mg ThY, 2WVWTO~2BEHRTH A3, 12~24
MR COHEYRETR L

REPEINERE, 200, 300 mg HEMICEN2RL, E0
0~24 W RENR &iX, 200 mg %54 T 150.6~156.4 mg
(75.3~78.2%) T#h Y, 300 mg ¥EHF T 2113~
246.8 mg (70.4~82.3%) ThH 3,

III. RHERSUICER

1960 LS HI®> =5 LESHER 534/ L7 NA i1,
07 7 LEHREIC T2 RIFRRE LEREKIHRIC
roEBEEh, Fo—EOBHEEILBLERINS LD
2tz o7zs NA TiPEEA R-plasmid iCEE LAWEE
i3, ARFHEERROREA 2 LA 2RI 5—HTH
D, xFNI45ECHESBEERERSh TS,

LAaL, TOMERR2 b, FES, BRI - P4

Fig. 12 Serum concentrations and urinary excretion
after a single oral administration of DL-8280
under fasting (300 mg)
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Yz, o0 0REAMH Y, pyridone-carboxylic acid
OEMPAN Z OROKRE BB L CHAAKEh, £
® weak point Z+543# 5 & HSBEREh 2055,

& RUIKBFFERTASR L. DL-8280 b EDFARE
RAERATHY, HER~<7 P BIEL, »o, HHEO
KB LENTHENETT LD THS, T4DY,
E. coli, K. pneumoniae 3% & XY, Proteus sp. P.
aeruginosa i LMD THWHEHE 2L, NA, PPA &
AN LDE, NFLX IGEEILTW3, S. aureus I
i NFLX XY b & HIZBIFTHB, LAL, S marses-
cens IR LTiX, BEHESIHOBBIED 27,

BEERA IR T 5 EHER ML RES, ARFRY VA
SYLVC LB L 200mg HMEHEET peak level A
2,04+1,08 ug/ml T1RSAMEI DY, 4RERIE L 29|i
0.25 ug/ml, 12 B5R{K 0.43+0.09 ug/ml THB &V Jo
BB LB T BRRMHT, peak 00BN, £O%
OEBR L ICH~RBETH -,

BEERAICE 1T 5 RFREL, 200mg 5T 0~2F
RIS b < 360+359 ug/ml T, 12~24 B Tit
3011 pg/ml Ths L5, HRLEBH TR, BT
BES 2~ 4BSMR L, MPREICHER L TBWELE
RAE, TOBEGREACEILbOTHoRk, BE
FAICH T B 0~24 BRI IR REMR 3 i3, 200mg BF
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©77.2+18.8%, 300 mg #5-T 101.0+14.6% TH3 EMIOBRE, ¥ 30 EHFLAMELR WA R EHMRE
pns, BREETIEINE0% Tholt, (BMs74£12 B, AHEM) TRELRX,

ARFRY vETYAY LT, AR LR O X m
Gag, ARBEICL ) MTRED peak time A8 1) DL-8280 M, W—RIHKALM, 1981 -

. 5 2) kIR, WA SRR AIOMAKE R, EL

£FERIBEO b X 5 TH 2, i,t’ NFLX & o & 7:341~346, 1982
cross over test THUAKI ORI - Prih 2313 3 Hic BiF 2 8) W30 E AAfLemEEa HAKLHRE, FiRS > A
I 5Th%DT, in vitro activity L L LITED in vivo Y 4, DL-8280, 1982
#EFEHT R BFRALEDbN S,

ANTIBACTERIAL ACTIVITY, ABSORPTION AND
EXCRETION OF DL-8280

Kanjg1 Seica
Department of Obsterics and Gynecology, Social Insurance Kobe Central Hospital

Yoko Sucivama and KuniHiko Yamaji
Kinki Mothers’ and Children’s Infections Center

Antibacterial activity, absorption and excretion studies on DL-8280, a synthetic anti-
bacterial agent of oxazine derivative, were performed and the following results were obtained.

1. MICs against 453 clinically isolated strains of aerobes or anaerobes of gram-positive or
gram-negative bacteria were determined by agar-dilution method under the inoculum size of 10°
cfu/ml. DL-8280 inhibited the most strains of K. pneumoniae, E. coli and P. mirabilis at <0.2
#g/ml. Indole positive Proteus sp., S. marcescens and P. aeruginosa were also highly sensitive to
DL-8280. Judging from sensitivity distribution, the activity of DL-8280 was far more superior
to those of NA and PPA, and almost equal to that of NFLX. Though the activity of DL-8280
against S. aureus was a little stronger than that of NFLX, activity of DL-8280 against P. aeru-
ginosa was a little weaker than that of NFLX,

2, DL-8280 was administered to the patients at single doses of 200~300 mg and the
absorption and excretion were investigated by the disc method. The peak serum level was
observed at 2 hours after administration under fasting and the serum level of DL~8280 lasted
relatively longer duration. Cumulative urinary excretion during 24 hours following administra-
tion was about 80%.



