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Expad
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FLOA XY U RAMEOHER] DL-8280 2>\ T, FEM ARMER CEMA - BEMRME TV,

UTofRE B,

BRARSMEE I T 2 EHIIER TR Y, 0 MICy it E. coli <0.05 ug/ml, Proteus spp. 0.10
pglml, S. aureus, K. pneumoniae 0.20 ug/ml, P. aeruginosa, Citrobacter 0.39 ug/ml, S. epidermidis

S. faecalis 0.78 ug/ml, S. marcescens 3.13 ug/ml TH o7z,

DL-8280 A& H% oMK PRES X UFE, ABBEBLOERAESBHEBNRELIIEL:. &
BBTIXRIFT, 200mg 5 CHBMBAIC 1.30~5.37 ug/g, 300 mg #5T 3.99~7.80 pglg »
BENBITL, EIRBEERED MICy ¥ LEbsBENELNT,

EEIS AFHHORRILEE 62 Flicwt L, 1 H 150~600mg EO#RE T, HRHE 8% DO BEKF R, HEE

80% DMBEFHIZIRE B, BUHER R, -7,

DL-8280 i35 —MIEHA SH TR S /- benzoxazine #%
ERETAH LOERBOMEEITH B,

FRIL Y 7 LG - R, MR LI o LKV B X
_7MLERL, HEHLEL, SEERALRETS, B,
77 LBEEICH L TR, BEFORRKER L 0 il A3
¥, IEADETOHMEET 5,

BT - PEHZ DT, RERICHG L@ hiRE» B
bh, MEBITLRV, %72, 5 LR KEFVEKELD
FERPICHH SN BV,

bhbitii, FEUZHSNT, ERAREET, BB IV
FEERIIRE 2170, R EBI-DTUTICHET 3,

L RREANREN

1. Fik

DL-8280 nRREANME 113, ERAR BEREX 0
Fark YR 10 F 97 BRIC S WT, AL pRkr oEn
HriZXy, BAREHIERE (MIC) % 10° £,
NFLX, PPA, AMPC % HEgERI L LTRIEL 7=,

2. pRBR

S. aureus 16 BkiZxt+25 DL-8280 & MIC it 94% »%
0.20 ug/ml T, NFLX, AMPC Iz LBLTHER T3
(Fig. 1),

E. coli 27 #kicxt+ 3% DL-8280 o MIC i NFLX &
12LALRILT, 89% it 0.10 ug/ml SLF CREAMELE
EhTEY, PPA LY IEKEELTWS (Fig. 2),

K. pneumoniae \Z%f+% DL-8280 » MIC o' —»
2 0.10 pg/ml i2% H, NFLX :HEE+3 L izEREE
2> E72i DL-8280 23R BIFTH 5 (Fig. 3),

P. aeruginosa iZx+ L Tix DL-8280 ¢ MIC mt*—7
X 0.39 pg/ml IZHBDIHL, NFLX i2zh kb 1%
1£<,0.20 pg/ml i — 7 MH 3, PPA XV id 3B
EhI-RETH B (Fig. 4),

S. epidermidis {2t L Tix 0.39 pg/ml IZ, S. faecalis
2 LTid 0.78 pg/ml iz DL-8280 @ MIC D& —7
NRHY, Th#h NFLX 3Lt AMPC kb L@Eh
HEHEFR LI (Table 1),

Citrobacter 2%} L Tix DL-8280 v MIC it <0.05~
0.39 ug/ml ITJK{ 5L, NFLX X b4Y, PPA kP
XENR TV 2 (Table 2),

P. mirabilis =% L T i% DL-8280 » MIC it 0.10
ug/ml iZ#EPLTERY, NFLX X Y —%%<, PPA &
D X BEER TV - (Table 2),

P. vulgaris izt LTt DL-8280 ¢ MIC i% =0.05~
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Fig. 1 MIC distribution of DL-8280 and other
antibacterial drugs against S. aureus
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Fig. 2 MIC distribution of DL-8280 and other
antibacterial drugs against E. coli
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0.10 ug/ml ¢ NFLX LFHEEFCH 525, PPA KL
¥EEhiz MIC #5717 (Table 2),

S. marcescens IZxf L Cix DL-8280 ® MIC i 0,78~
6.25 ug/ml 2534 LT —2 2R %, NFLX LFERE
T PPA X Y32 BEp{E Vv MIC %757 L7z (Table 2),

II. BARAMEEAMAMRE
1. K
FEEEL, FRBSOBRALERBANBITREL
WEFTS D, FEHECFESMNKTE H I 7
DL-8280 200 mg ¥ /it 300mg ¥ EAHELT, —E

Fig. 3 MIC distribution of DL-8280 and other
antibacterial drugs against K. pneumoniae
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Fig. 4 MIC distribution of DL-8280 and other
antibacterial drugs against P. aeruginosa
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RIS ICIRER 2 L e, R & TRz, BER,
TR ESINRRE R £ TORM & Lico RRFHICTFEEER,
FHRRARD HERIL U C AL & 20k LBIEICHE L, IRERIX
Wi, KEAEOMERRL, —20°C ICHRERTFELX,
REry, FE%0.1M (pH7.0) U L ERBHHE M &
U FAF—THBIAIL 2L, B EEEHEH
L7z,

WERIEIX B. subtilis ATCC 6051 #BEELT3
FARAIHEICE VTo T
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Table 1 MIC distribution of DL-8280 and other antibacterial drugs (1)
MIC (ug/ml) Total
Strain Drug ota
<0.05/0.10/0.20|0.,39(0.78 | 1.56 | 3.13|6.25|12.5| 25 50 | 100 |100<
DL-8280 2 1 3
S. epidermidis | NFLX 3 3
AMPC 2 1 3
DL-8280 1 2 3
S. faccalis NFLX 1 2 3
AMPC 1 2 3
Table 2 MIC distribution of DL-8280 and other antibacterial drugs (2)
MIC (ug/ml)
Strain Drug Total
<0.05/0.10{0.20{0.39|0.78|1.56 | 3.13(6.25|12.5| 25 50 | 100 [100<
DL-8280 | 1 2 2 5
Citrobacter NFLX 3 2 5
PPA 4 5
DL-8280 3 3
P. mirabilis NFLX 3 3
PPA 1 2 3
DL-8280 1 1 2
P. vulgaris NFLX 2 2
PPA 1 1 2
DL-8280 1 1 1 4
S.marcescens | NFLX 1 1 2 4
PPA 1 2 1 4
Table 3 Tissue concentration of DL-8280 after administration
Time after Venous | Uterine | Endo- Myo- Peri- Cervix | Portio | Tube | Ovary
No Dose | administration | sera arterial | metrium | metrium | metrium
: sera .
(mg) | (hr:min) | (ug/ml)|(ug/ml)| (ug/g) | (ug/e) | (ue/e) | (ue/g) | (ue/e) | (ue/g) | (us/e)
1 | 200 1:45 0.94 1.20 1.55 1.30 1.40 1.30 1.55 0.90 1.25
2 | 200 2:00 3.08 2.95 4.55 4.13 3.95 3.70 3.45 3.45 3.85
3 | 200 2:45 2.55 2.96 4.15 4.85 3.95 3.95 3.00 3.35 3.55
4 | 200 2:55 3.85 4.27 5.37 4.86 5.02 3.00 4.24 4.31
5 | 300 2:06 4.96 5.51 7.80 6.56 6.17 5.64 5.68 6.03
6 | 300 2:10 3.99 4.99 6.48 5.77 5.52 4.68 4.42 4.71
7 | 300 2:55 5.03 4.65 7.50 7.24 7.40 5.96 6.41 5.38
8 | 300 3:33 3.57 3.21 4.75 4.38 4.15 4.20 3.99 5.18
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2. RSt

H#RL & FESIRILE X T EEAL, (RO
LAMES Table 3 3 XUt Fig. 5, Fig. 6 ILR L, it
BIRD L FESIRMOBMBEIZIE—BLTRY, £0E
— 7 ffiX 200 mg %5 CHRARM 3. 85 ug/ml, SHARML 4. 27
pg/ml, 300mg #¥E-TEH Fh 5.03, 5.51 ug/ml T,
dose response A3 B® b, 300mg | E BT VThD
EET LD o, FEEMAOARMAIMR B 2 200 mg
#5T 1.30~5.37 ug/g, 300mg #HET 3.99~7.80
uglg OBITRBD bh, FBRBEHL T, 200mg &
5T 0.90~4.31 pg/g, 300 mg HE T 4.71~6.03 pg/g

OBENED L, HEICIVT Y dose response 3R
»bhi,

RN ARV IREE & A RERE O S B D MICso &
OBfEY Fig. 7, Fig. 8 iIKiR Lk, ZOE1 AL
22X 9z 300 mg b5 Ti, RAMRPIIREE i3 EE K 5 Rtk
MICy % 3~4 B IZ b7 ) +RTOKIZSWT L -
TkY, 200mg #ETHLEOKES % 3FMLUEICH
Ty A—FaZ LB ohni,

III. B8 K R %R

1. H&BIUHE

Bf574E2 B X VBMST4E 12 A E CoOMICBRIK
2R ARBIEERERR 1T B U 72 BERE AR 5% Be E 62 431
KEA L. £05bbifix Table4 2R+ X Hic, A2
VAU URIBE 4B, TEABER21H, FLRRS A,
HEER 4 5l SEETIRE 5 Fl, SRR 2, BHER1
B, SHEEMMEERR 205 THS,

#EHkiE, 1 HE& 150~600mg, 4> 2~3 & L7,
tOHERIZBEA Lie b o 7o

2. HRHEELE

BAZRL, BREOHE, BMEEROHEE, RE
BB & b RAMICHEL, 3 ALRIZEDH
RBICER, REFRVEHKESNBALED
tL, EROBEBCEFRULEOAKZELL b D EEH
%, BHMEEROKE, BOMEEIALILTRNVLOE
AHELRES L L,

MEERZRIL, EOMK L b oML, Hi -
BEOBMDIBD L L, HEOEL LI b DIREZEN,
oWy 0 RE L L,

3. KMBBIEKZHE (Table 5)

ANNY VBRIBE O 4 Blicet L Tik 1 B 300~400 mg
A~T HHRE T, 4Pl YA TH o7, FENERD
215, 4 GIHSBUMBERYL, 16 FIH BB T, B
iz 14 CH 225, K1 B 300~600 mg 4~11 HEI#H
5T, B2, FHI9FOERE G, LRRDS
Pl bERET, BMWEN A, EEE 1, R

BH1HChs, &K1 A 300~600mg 4~9 [1[Hk5
T, WO A4 PIORRTH - 7e. (HIBERD 4B
L TiIR1 B 300mg 4~12 AM YT, 20H2
Thol. SHRIRESH, SRR 2 flEb 1 H 300mg
4~9 Ao 5T, SRR ETEZ 1B, HR3 B, &
1H), ARRIENEDTHo, BERD 1HIX 1
A 400mg 6 AMRETHRTH > 7c, APEBAMERIL
£i220T, 1 H&150mg 5 AM5H), 200mg 3 A
M5%, 200mg 5HM 14, F6HM5H, 7HM2
B, oRM1M, 11 AM 1 FDEG TH-n, HPs
B, A3 124 (UTI I DfERTH -7,

PAE, S8TREAMKRA 62K L TH B 124, HRH49
B, &2 14, FRHHRBY ORERLE,

4. BREDIEEKRIE (Table 6)

BOmMBEGE: o L 30 M T, HZoH, AR21H
ThHY, BEEBLEMZ27HTA EHEESBABRM &
nrens, E%36, H3 234, 81 AOKRT, 98%
DEHERTH -7,

5. RBJIMEFEHZER (Table 7)

AU bY CBRIRE 04 FIPHEK 3B, RHLE, F
ERBER21FIPHE 9B, WP 7H, TE1H, BEZ
R3fl, REA1H, LLRR 5 BIPiHR 3 F, EZER 1B,
TEH1E, HBEBR4FIFHE2H, EZK2H, s
M s BIhiEk 2 B, AL, REA2 4, SABER 2
FIRARE 14, REA1H, BEERL AR, SMEBH
HEREBEZS 20 B iH% 18 B, WA 14, EZEfR 1 Floks
BT, RHTZLHKITH, BPofl, RE20, &
ZHR8HIT, HKRIZB80% Thol,

6. BBRERMEFENIZIE (Table 8)

HMEBYI OEMI0HIT, 2D LHEE2BFH, B
D16l, RE1H, ERRIFTH Y, BEEBRL 27
BT, HEMNI124, B 8Hl, FAE 14, #EERsH,
TH1PIOMRET, HER65% Thole, LALE R E
+3L, HkLETREHETEARILE0% Thol,

7. HRHE » DL-8280 B M54 (Table 9)

O DEERD S S h kS, DL-8280 2%t
5 MIC 2B TEIDiZ 60H 31, TONFEH5
& Table9 DT L3, bbb, RHEEORLE
W E. coli i =0.05~0.20 u4g/ml, S. aureus ¥ 0.39~
0.78 ug/ml ThH » T, RFHKLFARETH o7, RIE
+2 LEGER S BERR D MICy 1T 3.13 ug/ml Tdh o7z,

8. EUEA

FHFEAICLY, Wb ETLAX-RIEREBEE
ZEORHERRZLZMICED Y, BRERIBHF Th -1,
¥, BHHBCBITIERREBRELLLLLHICE
Wik o7z (Table 10),



912 CHEMOTHERAPY FEB. 1984
Fig. 5 Tissue concentration of DL-8280 after administration of 200 mg
ug/ml, g . ) . . . .
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Fig. 6 Tissue concentration of DL-8280 after administration of 300 mg
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Fig. 7 Tissue concentration of DL-8280 after administration of 200 mg and MICy of
clinical isolates
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Fig. 8 Tissue concentration of DL-8280 after administration of 300 mg and MIC,, of
clinical isolates
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Table 5 Clinical efficacy of DL-8280 classified by diagnosis
Diagnosis cNuos;e(s)f Excellent | Good | Fair | Poor ]riaffiecacy

Bartholin's abscess 4 4 1007
Endometritis 21 2 19 100%
Mastitis 5 1 4 100%
Adnexitis 4 4 100%
Vulvar abscess 5 1 3 1 80%
Vulvitis 2 2 1007,
Cervicitis 1 1 100%
Acute simple cystitis 20 8 12 100%
Total 62 12 49 1 98%
Table 6 Clinical efficacy of DL-8280 classified by isolated organisms
Organism cN:s.e(s)f Excellent | Good | Fair | Poor if:ic“y
S. aureus 2 2 100%
S. epidermidis 3 1 2 100%
S. agalactiae 2 2 100%
E. coli 18 8 10 100%
P. mirabilis 1 1 100%
Klebsiella 1 1 100%
P. aeruginosa 1 1 100%
S. intermedius 1 1 | 100%
P. anaerobius 1 1 100%
Mixed infection 27 3 23 1 96%
Unknown 5 5 100%
Total 62 12 49 1 98%
9. RIF BEEICI, BEFORRHIA X ) HEHSEA TS

P EDBER#EE I35 L, DL-8280 (3R AR
BYSEIC L, FREKZIE, MEENHEL LicER, B
ERLRB b o7z,

IVv. & %

AHiE 1980 £ F— WK SHIFFFT T FHIC A
REhicA x4V U ROAGRNER TH 5, FRIONE
DS HREE S0 7 LB, 77 ARMEEICH L
TIEWIRE A7 b LEWREAEZEL, 54

BHiH 3y,

¥, b MECRARE LSS, BNEREGT, #’E
BICARRE Lo P BBEAS1E b, BREMBEBT LRV,
REPIzi 90% 23 RE(ckk o £ % 48 BRIk S h,
BRI RV,

FHRNTZh b DR E BIE L CEREIR OB I
L, FRARTHERN L R2 - L s h 3,
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Table 7 Bacteriological response of DL-8280 classified by diagnosis
Diagnosis Sl:s'e:f Eradicated [Suppressed [Persisted | Replaced |Obscure Earttaedlcation

Bartholin’s abscess 4 3 1 100%
Endometritis 21 9 7 1 3 1 60%
Mastitis 5 3 1 1 100%
Adnexitis 4 2 2 100%
Vulvar abscess 5 2 1 2 100%
Vulvitis 2 1 1 0%
Cervicitis 1 1 0%
Acute simple cystitis 20 18 1 1 95%

Total 62 37 9 2 8 6 80%

Eradication rate= Eradicated+ Replaced X100

Table 8 Bacteriological response of DL-8280 classified by isolated organisms

Total—Obscure

Organism i\l:s'esof Eradicated |Suppressed |Persisted | Replaced |Obscure rl‘ilartz;dication
S. aureus 2 1 1 100%
S. epidermidis 3 2 1 100%
S. agalactiae 2 1 1 507
E. coli 18 17 1 94%
P. mirabilis 1 1 100%
Klebsiella 1 1 100%
P. aeruginosa 1 1 100%
S. intermedius 1 1 100%
P. anaerobius 1 1 100%
Mixed infection 27 12 8 1 5 1 65%
Unknown 5 5

Total 62 37 9 2 8 6 80%

Eradication rate=Emdicated+ Replaced X100

Total—Obscure

REFREF LT A AKTIREFE Y RSy AT
THEB - BERMBIEORESHE Sh, OB
L2 (i

bhbhizz oy v RSy r0—RE LTEALER
ABFEIRICBWTRNL, ZZikEREBk.
EEDERARHOBLIE ORREIZ S 7 LRI L i

SHEICE 3 L0NEL, LEVEEERLESS W L
BEFROBHBELIAHT, bhbhbREKDZ L2BR
LTWa5Y, LhL, 77 ABMREIMERL LTEE
G, PRLLLI0EA—E M EEDT, BEE o—
HThHDZ ENEN,

DL-8280 i3, & DHE OF#H b AT, ERARME



920 CHEMOTHERAPY FEB. 1984
Table 9 Sensitivity distribution of clinical isolates
Strain MIC (ug/ml) Total
<0.05/ 0.10 | 0.20 [ 0.39 [ 0.78 | 1.56 { 3.13 {6.25 | 12.5| 25 50 | 100 [100<

S. aurcus 2 1 3
S. epidermidis 1 1 1 3
S. saprophyticus 1 1 2
S. faecalis 5 2 7
S. agalactiae 1 1 3 5
S. faecium 1 1
S. sanguis 1 1
E. coli 1 8 2 11
C. diversus 1 1
C. freundii 1 1
K. pneumoniae 1 1 2
E. aerogenes 1 1
P. acruginosa 1 1
B. fragilis 4 1 5
B. catarrhalis 1 1
P. magnus 2 1 3
P. prevotii 1
P. asaccharolyticus 1 1 1 3
P. anaerobius 2 2
Peptococcus 1 1
P. intermedius 1 1
S. intermedius 1 1 2
S. milleri 1 1 2

Total 1 9 6 8 5 3| 18 5 5 60

RCB T 2PFREIHUPHFLTIVLDLEX DN S,
ZDRIEONWTI, YrRY Y LATORETIE, ERA
FHEIRT 93.5% DEREZIE, 93.3% DOMEEAS £ 2
B|ULOATRY, HEHOBRBEL—BRLIEbDEVWE X
9o

HBEAHIZOWThbhbh DB, R Ty L
DR L RF—HKLTRY, BIFARER CRITERE
DEV E. coli, K. pneumoniae, S. aureus %% MICqg
A =0.05~0.78 pg/ml THY, ZhboAdbARER
KR 3MEAZNPRIPHELTIVbDEV R X 5,
AR ORI - PRI OVWTIE, YR Y LADORET
i3, BEBOPRELC—7IETSRMIIT, EHERS
0.91~1.45 B§f], A%t 1.45~2.7 B ©, mMPAE
PTG 4. TR, RBB’56.7TRUETH
3. FRPHEt 12 BERINICH 70% HSTEMED & EHEE &
h3, £k, e DEB~DOBITHRIVWZ EXE L LN
TW32, FESBACMHBRER L ERNGAERER

~DOBIFIZOWTIE, bhbhoRE LT, &
BBTIRF CRERE, BESMEO MIC fixX
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HRERAARIZ OV T, PER ARAORRILEE 62 flicxtL,
1 H 150~600 mg 5 C, EREKZHRIL 98% DHPE,
HEZRIENE D 80% DIHERTH o7,

TRV URT Y MBI B EEHRK L FER, FR
WMLV D Z LR TE, HEHZIZUH LT 5 LR
E—ELTWB Wk,

BWERICDWTiR, Yo R LRBIZ M TR
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HEERE PRV, bhbhOBRRTIXE- LB
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x m
RiE T hicH LT b MIC 2RL, hoRR 1) DL-8280 MR, W—MMGHAZH, 1981
PERA & ) RVHABA &R L7, 2) 30 B R AfLepisy s WA KLRBE, WK
P ¢ L, DL-8280, 1982
IBARPBITIZRAT, 1/ 200mg fRRS ol R : Mk LW ALBERIROR 3 £ B2
BHAKAIC 1.30~5.37 ug/g, 300mg #H{ET 3.99~ #£, Jap. J. Antibiotics 31 : 183~190, 1978
7.80 pglg DWBENBITL, ERBYZRE D MICy & 4 W MK SORME, BOHR, BLER, WH%—,

LEEbsmENBLNI,
PN APHGMBYE 62 Hlicxt L, 1 A 150~600 mg %
5 THRH® 98% DEEHRIR, HAR 80% ORIMFEHIZ)

Wk7em, EHWE : EMAREUL(Z 3+ 5 T-1982
(2145 BF 78, Chemotherapy 30 (S-3) : 869~ 878,
1982

FUNDAMENTAL AND CLINICAL EVALUATIONS OF
DL-8280 IN OBSTETRICAL AND GYNECOLOGICAL FIELD

NaNKUN CHo, YosHiMITsU KoH, YuTaka HArRA, TAKEO FUKUDA,
Yuser NocucHi, HipEya Konpo and HirosHi KaTo
Department of Obstetrics and Gynecology, School of Medicine, Showa University,

KANGO FUKUNAGA
Department of Obstetrics and Gynecology, Ohira General Hospital

KaTtsuakr Kunir
Department of Obstetrics and Gynecology, Kunii Hospital

DL-8280, a new oxazine derivative synthetic antibacterial agent, was evaluated on anti-
bacterial susceptibility, pharmocokinetics and clinical efficacy against obstetrical and gyneoolo-
gical infections, and the following results were obtained.

The antibacterial activity of DL-8280 was very high against clinical isolates, with the
MICq value of =<0.05 ug/ml against E. coli, 0.10 xg/ml against Proteus spp., 0.20 ug/ml against
S. aureus and K. pneumoniae, 0.39 ug/ml against P. aeruginosa and Citrobacter, 0.78 pg/ml
against S. epidermidis and S. faecalis and 3.12 ug/ml against S. marcescens.

Concentrations in serum and intrapelvic genital organs such as uterine and adnexal
tissues were determined following oral administration. Tissue penetration of DL-8280 was
found to be good, with the tissue levels of 1.30~5.37 ug/g after oral administration of 200 mg
and 3.99~7.80 ng/g after administration of 300 mg.

Those tissue levels of DL-8280 exceeded the MICy values against most causative orga-
nisms.

DL-8280 was given to 62 cases of obstetrical and gynecological infections with a daily
dose of 150~600 mg and 98% of clinical efficacy and 80% of bacterial response were obtained.

No side effect was observed.



