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DL-8280 i34 ¥4+ YL ROFLWASBEATEME T, KRECBR 20 5 ABMEoE» I Y
5 LRBMEH, MAMBEICLRVIEIERTEERTWS, SRERP~OWMNEICHEEh D Z L0
REBYSE R 38R0 &, RRBRRBHE 49 BICEAREZEL LT 50mg 1 H 2 B#

5L, ToHREARR,

ZDH Y 36 FliT SHEBMMERIDER T, 18 fn% UTI EBhIFMEEMIC X > TRV HETE, %3 16,
A1 BD1T M4% OFYPRTH -7, MEREMNICIT 2L HLTH RS, 36 flic 5+
REHETIEER 2], A% 12, LAR2, &1 THEPDR X 91.7% Thoft, BHKERRD3
FliciznwTh bERER LI, RERDO 2PICIIER B TH o 72ns, SHEBMMEHRO 1 Flicit
| Th o, BIERMEEREBIGE 7oV T, FREWETED2 H25 & 100% OEDR
Thole, THHIZ1A 200mg % 25 A, 92 AMESE LIcERHH Y, 256 ARG OMER T GOT,
GPT, AI-P, r-GTP o—ifitk LR A LN, FAlICLZ2boEX b, BWER L LTiX 1 ) IT &
EOTHEMmRELA LRI BEEEL P+ 3BTk o7k,

LLEDRER Y b R REBBESECE AR L X bhi,

DL-8280 RBEFREIN TS+ L7 2B, £ 3I Kl
CERREDERBEARERT, x4 FLvbh T3,
KRNLEH/ER R, Fig. 1 SR+ < T, 5F& 361.37,
SFX CuHuoFN,Oy THD. %7-, pH 6~9 TidHBthinmR
BEAMEL, KIZHEHIKWEWIHRE LTV, XHIOH
BARY MRS, 77 LBtEEE IR L, S. marcescens,
P.aeruginosa & Stc 7' 7 LIEMEE, RTAEEIC LENI-HES
EETHLENTVWAY, £F KoL MoBiT 2Rkl
LTRRTPERKRARAREMAI L L TEH O ESATEY, 20
\» b4 THWRBREROBIEICH T 2RI MF SN,

46, XFZWRBHFEKICHVT EHATS BEVH 720
T, EOERBRIZIHOVTREL, BEF0EBEMA

Fig. 1 Chemical structure of DL-8280
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Z 0 HLEMEMBMERER O 36 5] L BHEBEBERO
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Do, EIBHERMENERIRBLGED 7ML oMo 3
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B 5#HIE 1 Bl 50~100mg % 1 A 2~3 @#5-T, 3~
92 AR EE1To T3,
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AR PE - T, 105 2/m] #H T MIC [EDRIEX T -
720

#w R

SRR A 36 h UTI RPEFMERICEET
ZERNIT 18 HIT, ZhbDEFICONTE LD D2
Table 4 T, 18 fith, ¥%h 16 1 (88.9%), H%h 1 # (5.6
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Table 3 Clinical summary of genital infection patients treated with DL-8280
Treatment Isolate*® )
Case|Age . . S e Pyuria® | Sesretion® Evaluation| Side
No. |50 Diagnosis Dose |Duration| SYmptom* | Pyuria® | Secretion Soecies MIC (Dr) |effects
(mgX/day) | (day) P (10%/ml)
+ t # N. gonorrhocae
“ 31 Gonococcv.:l. 100X 3 3 Excellent
M urethritis _ _ _ — /
_ H K. pneumoniae
9 27 |Non gonoc.o.ccal 100X3 19 Good
M urethritis _ _ /
. Before treatment
After treatment (Case No. 49 : 5th day)
Table 4 Overall clinical efficacy of DL-8280 in acute uncomplicated cystitis
Symptom Resolved Improved Persisted Effect on
Pyuria Cleared |Decreased | Unchanged | Cleared |Decreased |Unchanged |Cleared |Decreased |Unchanged | bacteriuria
Eliminated 1 17(94.4%)
Bacteriuria (DReec;ﬁf:; 1 1( 5.6%)
Unchanged
Effect on pain
on micturition 17 (94.4%) 1 (5.6%) Patient total
Effect on pyuria 16 (88.9%) 1 (5.6%) 1 (5.6%) 18
@ Excellent 16 (88.9%)
Overall effectiveness rate
l:l Moderate 1 (5.6%)
Poor 17/18 (94.4%)
:I (including Failure) 1 (5.6%)

oo RPEBRIMERERESR 36 MIOEREHEE A THS &,
%214 (58.3%), FHH 124 (33.3%), *HZ 2
#l (5.6%), 14 (2.8%) T, AHULE LB L,
BRRIZ 91.7% L2 5,

AHEMEBEZBRIIIATHY, WTFhLEREY
ETEHER LK,

WA FRERIRYWE 7 iz oW Tid UTI FEZhFHE
ERICES T3 EMANEN20T, WTh b EREY
BEfToTc, £OREE, E$h24, H%h5HT100% D
ERRETR LI, RIIER 4, FEF 46 iZAK 0RE 1
W25 H, 2HTHBH, BHEOHEBI7HBLIT-
W3,

FOMMD 345 GEF) 4T~EEFI49) oW Tz F 31
B, HS14, EH1HITHoT,

ZBEBRIZH+ 5 MICiE Table 1~Table3 FIZR L7,

bk 49 FlicoWTRIWER 2RI L7223, 1 4 I &
EEDOTHSMENRBD bR UMETLTRE LD RN -
oo ErARBEAIRIC MAREZ T > IEFIZD 2w
#% (Table7), fEf 44 I2 T GOT, GPT, Al-P, 7-
GTP o—itk LR N B/H bhic, REMIT 100mg &
1 B 2@E25 BMEE L ERTH Y, AP 2 B
BICIEREEICELTWS, L LARM5 E 46 TiX
92H 100mg # 1 A 2B E L72iC b2 b b3 #FiC
RErBoRhol,

£ %

FHIZFETLERRLLHCTAF YU ROFLVE
RRERI T, BWIE AR b 68K T5, £k
DRIFBHIEACHE URPEIRERH 80% AL LFEWZ &
b1 oD ER > TS, AFNTE 30 B H AL % %%
EHATARTHREOFEY VAT Y LITLEY & F
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Table 5 Bacteriological response to DL-8280 in acute uncomplicated cystitis

M;;a—te ] _-N:;l::trainu _E;';;ic;A;;; 1 Pen;t.e:‘-W*
S. epiderm;;"; 2 2 ( i;(;%-)‘ B
E. c;li 17 ;/7&-('160%) o
K. pneum;;lf;(' 1 1 (100%)
Corynebacterium 1 1 (100%)
Total 21 21 (100%)

+ Regardless of bacterial count

Table 6 Strains® appearing after DL-8280
treatment in acute uncomplicated

cystitis
Isolate No. of strains
S. epidermidis 1 ( 50%)
a-Streptococcus 1 ( 50%)
Total 2 (100%)

¢ Regardless of bacterial count

bhfl & HEzfTbh i,

MBI OWTREZR/AE L DTV B2, S. aureus, S.
Saecalis 72 ¥ DY 5 ABEEIHRNHELEZRL, V5
ARMETIE E. coli, K. pneumoniae %ift¥>, C.
Jreundii, Proteus spp., S. marcescens, P. aeruginosa 72
YR Acinetobacter spp. R ¥ OFEBEICHL ¥ ¥ <A
vy LoHEhR BT A LaR&anT., kKl
B B. fragilis, C. difficile, C. perfringens 72 ¥z %
BWHEAEE TS e FEhl, ChbnzZ LXK
FRRICMECRBREATWS LBbh 3, & CITER
40, EF 41 DX O R h T —F VEARIER T, P. aerugi
nosa H 107 =2/ml 25 10° =/ml iIZ@P L, S. marcesce-
ns 107a/ml BREEHTW3 & 52 ERNHEH DR
EERLTWR LELXLRS,

IR IC B L CIX R £ LT 5 2%, 200
mg ZEMEREERE-T 1 BRI O P REEI 2.0 ug/ml &R
L, 400mg $5T 5.7 pg/ml #RLTWS, Elemh
AR 4 BERIATES L P BERGREP RV S Th
%, RPEINRIT 12 BE % TT 70% A% CRBKER
L TRPERRIIRF TH D, Lich o TREBRBRY

RICHLTIRMHLASERLEXOhE,

WRBHRDE L OIBENIT> TS, UTI 4
fili 32 X 5 RIS RAGIERERER 264 PYICHL T 99.6%
DEPRERLTWS, ZhiRBL OO LizL
AMEBRRWEEZ OB, EBMAERIEBYELE 5
LTt UTI ML X 2 HE T80.6% D HY
BERL, LD F—F L RAROBMBY:, RABY:
T4 % 58 P i1Z *F LT 69.0%, 30 iz LT 56.7% 0
BHRERLIEZLRBOEM L LTREhRRLE
Abhd, Re DBRTIREFMKG 7R EPEL, UTI
NIRRT L > THIEL DT Tir2VA, £
BENETIED 2H, A5 AL 100% OFGREF
L7,

BWERZAEN E EHTWBA, 3.5% ORHLTH
D, HLBRIERD: 2,856 FP 80 5 2.8% LR LELB
WHHENTRY, TaORRTHLEEOTHERE 15
BHTWVD, FOMT LAXF RN 0.7% I, HEE
RKA20.6% KB bhie Z L izARERETIEDL-
THETREALELOLS, BEREAORE VIK
ThHEAMABEHLITEY, bok bBODIRFER
DL T 1,051 ) B 23 ] 2.2% IT B bR TWEE,
R& DR Cri B SRR RE LERSDRavzDR
FOXHREMIX 2 » ot LHAL1HE 200mg S
o 1#jic GOT, GPT, Al-P, 7-GTP @ LR &Bbi
25 RFEEFH oS, Rk & 92 B LERT
REFEBRD TR,

Ubnz bhb, HEx< b 7ADES LHENO
MW, RAEUEOEW T & E I BIFER B
PRVZ EbH Y, AR REBRIESRICH AR EA
LEXLN,
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: In vitro and

in vivo activity of DL-8280, a new oxazine deriva-

1) Sato, K.; Y. MATsuurA, M. INoug, T. Une, Y.
OsApA, H. Ocawa & S. MITSUHASHI

tive. Antimicr. Agents & Chemoth. 22 :548~553,

1982

2) UTI®e4: : UTI GRISMY) ERREAI I M, Chemo-

therapy 28 : 321~ 341, 1980

3) W30M BAR(LEREEERN A AL RS, Wil A

V17 L, DL-8280, 1982
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CLINICAL STUDIES ON DL-8280 IN THE FIELD OF UROLOGY

KgrisHi OKapA, YOSHIHIRO NAGATA, YASUHIDE MURAKAMI, YOJ1 KATSUOKA,
Hipechika KiNosHITA, KAzuo MATSUSHITA, NoBUO KAWAMURA
and MasAaAK1 OHKOSHI
Department of Urology, Tokai University, School of Medicine

DL-8280 is a newly synthesized antimicrobial agent of oxazine derivative for oral use and
is confirmed to show strong antimicrobial activity against not only gram-negative aerobes in-
cluding P. aeruginosa and S. marcescens but also gram-positive aerobes and anaerobes. DL-8280
is excreted into urine in high concentrations. Therefore, clinical effect on urinary tract infec-
tions is expected. Accordingly, DL-8280 was administered to 49 outpatients of urinary tract in-
fections at a dose of mainly 50 mg b.i.d..

Clinical efficacy according to the criteria by the UTI committee on 18 out of 36 patients
of acute uncomplicated cystitis was “ excellent ” in 16, “ moderate ” in 1, “ poor” in 1 and the
overall effectiveness rate was 94.4%. Bacteriological examination revealed that all 21 clinical
isolates were eradicated. Judgement of efficacy by doctor in charge on these 36 patients showed
“excellent ” in 21, “ good ” in 12, “ fairly good ” in 2, “ poor” in 1 and the efficacy rate was 91.7
%. “Excellent” effect was noted in all 3 patients of acute pyelonephritis. “ Excellent” and
“good ” therapeutic responses were observed in 2 patients with urethritis but against acute
complicated cystitis administration of DL-8280 was not effective. Judgement by doctor in
charge showed that clinical effect was “excellent” in 2 and “ good” in 5 in 7 patients of
chronic complicated urinary tract infections and the efficacy rate was 100%. There were 2
patients of long term medication of 200 mg daily in these 7 patients; 25 and 92 days.

As a side effect, slight abdominal pain was noted in 1 patient but medication could be
continued, and transient elevations of GOT, GPT, Al-P and y-GTP were observed in 1 patient
given 200 mg daily for 25 days.

From these results, it is considered that DL-8280 is useful for treating urinary tract in-
fections.



