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DL-8280 o /KB

Fikn—
e DO FSMBELL R AR

FL MR EShi benzoxazine & H 15 HiAMRNIAMA DL-8280 % W IR BFHEKD 24 MWB %

IR L CUAT o & 87k,

1) AERAEREBRUE 38 7 (HIESE 36 4], WEWR 2 F) IS LAREMA L, MiEun
PEBIE AT T UTIE SERUMAIG A6 I A BE () 29 B, %% 18 ), W2 11 I CHPHBIZ 100% TH >
feo BMEHMUMERR 2HL, LUAYHTHEHR 100% ThH-oTk,

2) PUMAERIEBYE 23 P UTI RNIWEEMOBERI 11 ATHY, ¥HOH, AH2HTH

2% 100% Th ok,

3) WREMERRER 2 0, JEMKEEMERER 124, HUSZARA 14, HIMEALA 1 B+ S KR,
WEMERER, AR, BIBARBVTHL 100% THY, FMHEERAR 92% CThok,
4 BERRWThLBEOEE, BL, ARETES 1T SBHELS IR, BRREEOR

oD R oM,

DL-8280 X 1980 4Ei= SE—I (%) IXFTICH VTR EHh
o4 L ROBRBEOAEATHY, ETOWMERT Fig. 1
IZRLIEL B D ChD, TAIL HAMEE L 7T LBHEN,
77 ARMEICH LT RECEASY FT AL RCHENE
BL, EERARKENTHY, BIZ 77 LBMEEICIE BEED
FAEER L ) HEHOEN TS EN HRCH D, £, —
BT, —MBiE Lo HIBERR S L B— KRR O
Bh b, FFNKLENEZ LEXTRENKY, SEWRER
FRDOBRAEI R+ DR FIOBERAIE 217 > W e BnT,
TORKERET S,

Fig. 1 Chemical structure of DL-8280
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FEFT BB RERE R 36 4], SUEBMMTEE & £
245, PMENEPRIRIBYLIE 23 &, MREEPEIR B R 2 ), Ik
WREEME R R 124, BISCARR 14136 X ORISR HL 48 1 4
DA TTHITCH o, HROER 1L 21~91 5 IT &
L, AT BE3F, k42 Tho7e,

FH| Db LU 5 # FH ik, 1 100~200 mg
#18 2~3EEEL, BEHWIX3~14 BRI TH o7,

EREIC L SEEMRD HEik ¥, FY 0FFH
%, MO 4 BFETIT, B S MR, BN
HRBBEIED 5> & UTI ERHMER ic ST 3 i
Flicov TRFERIC X ZHELERKE L 1,

e, ROOLSREShEIC+ 54580 MIC 0N
B HARCEREFSFREIITE L TIT o1,

IL BE ER AL #K

L kB Rl R 28

MMM RS 36 RlOREKK#E Table 1 iC;R L
o 5 b UTI WML S BAEF 20 FIOREEEKS
Rix Table 2 IKRTHEY T H 5. HHEIT 10% T
bHY, FERIIHER27 0 (94%), B K IXIEH{LI1BH
(62%), & 10 B (35%), AE 1 (3%), MER i
29 L FIEEMEE L, BAEIX Table 3 IKRT XK
E. coli R 25 L K& EWTVBM, % O iy Staphy-
lococcus 1 ¥, S. faecalis 1 ¥, Citrobacter 1#, P.
mirabilis 2 Jk033B b, RAEIILHEL LEER
HRE IR 22 272, MIC i JIE L 57 285 1.56
ug/ml LLTF Cdh o7 (Table 4),

2, DMHMAMEERR

RBMERMEEERR 2 PIOMBK Y Table 5 17
L7, 14 300mg (100 mgx3), 7 ARHEERT, &
R, MR, BRESTHHEELABTHY, o1 Hli
300 mg (100 mgx3), 7 BRI KE Ic T, ERMHK, BR
WE, BREMELEY, AHTHoT.
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€06 CHEMOTHERAPY FEB. 1984
Table 2 Overall clinical efficacy of DL-8280 in acute simple cystitis
Symptom Resolved Improved Persisted
Effect on
bacteriuria
Pyuria Cleared |Decreased| Unchanged| Cleared |Decreased|Unchanged| Clesred | Decressed| Unchanged
Eliminated 18 9 1 1 29 (100%
. Decreased
Bacteriuria (Replaced)
Unchanged
Effect on pain on micturition 27 (94%) 1 (3%) 1 € 3%).
Patient total
2
Effect on pyuria 18 (62%) 10 (35%) 1 (3%)
Excellent 18 (62%)
Overall effectivesess rate
0,
Moderate 11 (38%) 29/29 (100%)
Poor
(including Failure)

Table 3 Bacteriological response to DL-8280 in acute simple cystitis

Isolates No. of strains Eradicated Persisted®
Staphylococcus 1 1 (100%)
S.faecalis 1 1 (100%)
E.coli 25 25 (100%)
Citrobacter 1 1 (100%)
P.mirabilis 2 2 (100%)
Total 30 30 (100%)

* Regardless of bacterial count

3. PIHMRBEBIIE

M REBYLAE 23 FIDBRERSE R L e b o &8
Table 6 TH5, 4 FIVFEEBTETR, RY 19 AN
BER Th o, HERERA L L TIRAINIRIERE, R
B, &, BhEBRERESLER LD THo 1,

55 UTI ERIEERABIES 11 4] 0 RAHKKS
BEElbieboit Table 7 TH3, BRIZELTH
ERL9 #] (82%), i 2 5 (18%), MERIZ LT
ML 114 (100%) ©H B, ELIH (82%),
%2 Fl (18%) CHZIH 100% & 72 -7, UTI LS
EBOBHIZHE->THEL, RABRSREE T LD
DA Table8 Thd, +RTHMWBLETHY, FONR

i ERREBRE (B33 34, THRREBRE B
470 8PTH o, HIMIIIMTRTEHNTHY,
BapTREDOH, FH2HTHo,

R RIS R & 5 &, Table 9 IR
X 51T S. faecalis 1 ¥, E. coli 9 #, E. cloacae 1 BRHAE
RETHY, HMIhE 11T RTHRHELRLE, MIC
BB L 8 7= 2Bk 220.78 ug/ml LAT Tdh o (Table
10,

4, IREBBYGE

PRI RSB Y, ThIBICREN R EEKER
DT &, T ORGEFR THERONSIZS 7 ABER
REER TR L ORMEERER LBHLE,
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Table 4 Relation between MIC and bacteriological response in DL-8280 treatment (A.S.C.)

MIC (ug/ml) (10%/ml]
Isolates Total
=0.05 0.10 0.20 0.39 0.78 1.56 3.13s

Staphylococcus 1/1 1/1
S.faecalis 1/1 1/1
E.coli 10/10 14/14 1/1 25/25
Citrobacter 1/1 1/1
P.mirabilis 2/2 2/2
Total 10/10 17/17 1/1 1/1 1/1 30/30
(100%) | (100%) | (100% ) (100%) | (100%) (100%)

No. of strains eradicated/No. of strains isolated

Table 5 Clinical summary of acute simple pyelonephritis patients treated with DL-8280

c Treatment Bacteriuria® ) )
NI:e Age | Sex | Diagnosis Dose Duration | Symptoms® | Pyuria® ] MIC Eva[ls:ﬁlon j::t
(mgX/day) | (day) Species | Count (10%/ml)
+# # E. coli 10° 0.10
37 59 M A.S.P. 100%x3 7 Good -
- - - / /
# E. coli 10° 0.10
38 29 F AS.P. 100%x3 7 Good -
- + - / /
, Before treatment
After treatment
ke, ERIERMEMERER S ORIER & FEMBEIER 272,
WHE L, EHIT Table 11 io—i& L, MEMRT . = &

RiX2H L LIBKEET N. gonorrheae HSIEFA & 7cs,
WERLEHTH - 7o IEMEMERER T 12HFHZ
114, E$H1HTERR 2% Thole, EFHPIEFL
A& 400mg ¥ 2 L L, 14 BERE LA, BRIZA
EThY, —BEELTWcHRBEL M AR ICEREL
T3, BIZRE, BIBARE 1FTV-THLAEDTH
af:o

5. EIfEA

BUWERIX 77 Blico W TR L7, BEMEIER & L
TiX, U@ (No. 9, A.S.C.), Bl (No. 12, AS.C), &
HKIET (No. 29, A.S.C.) & 14I2Bdicr. wFhi
BETholcw, ELE CHREMELI, L2L, T
DFRAOFANIHES: S 5 PR REERZ 1 41 38D
bhiahofc, EHBKRREMBDOREZRBDIHIL% D

Atk REBUSEIC T 3 R K 0% 5 H5kix 1 B
200 mg 4% 2 DEEMA 28 ), 1 H 300 mg 4> 3 DEEFAS
10#TH5, WIFNbEREHET 100% OHFHERT
botel EnbELZT, KERIFZ1 A 200mg DKL T
+2ThBLBbhD, BHEHMEIZEHEROBEICI 3
ARG 324lH Y, M5 A, 7RO FHLH B,
SEATHRTHS LBbh3, BEEFROBAIT 2HIL
PREVDTRERDWZ L bhiswn,

T R RILEIC b UTI SN B A BUER ¢
11 100%, FEABIEFIZ A b T b EREWET 23 fif
2HCHEB LN IRBR L B, v7F—FAEBEM
%7, 2HRBORGFREFIZMFL Lickn L bBb
haH, PSRRI ThH o7z, & 5 F 5 iX 300
mg 433 A3 20 f], 600 mg 4> 3 A3 1 4], 200 mg 4> 2 A% 2
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| Table 7 Overall clinical efficacy of DL-8280 in complicated UTI
Wurin Cleared Decreased Unchanged f:?ti::::n
Eliminated 9 N 2 11 (100%)
Decreased
Replaced
Unchanged
Effect on pyuria 9 ( 82%) 2 (18%) Patient total
D Excellent 9 ( 82%)
[ ] Moderae 2 C1asy) | Oversl elfeciveneas rae
: Poor (including Failure)

Table 8 Overall clinical efficacy of DL-8280 classified by the type of infection

No. of (Shared Overall
Group o.. ° ( are ) Excellent | Moderate | Poor | effectiveness
patients rate
rate
1st group (Catheter indwelt)
2nd group (Post prostatectomy)
M icrobial
(onomIErod®T | 3rd group (Upper UTI) 3 (21%) 3 100%
infection
4th group (Lower UTI) 8 (73%) 6 2 100%
Sub total 11 (100%) 9 2 100%
5th group (Catheter indwelt)
Polymicrobial ]
. ) 6th group (Catheter not indwelt)
infection
Sub total
Total 11 (100%) 9 2 100%

Table 9 Bacteriological response to DL-8280 in complicated UTI

Isolates No. of strains| Eradicated Persisted®
S.faecalis 1 1 (100%)
E.coli 9 9 (100%)
E.cloacae 1 1 (100%)
Total 11 11 (100%)

+ Regardless of bacterial count
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Table 10 Relation between MIC and bacteriological response in DI.-8280
treatment (complicated UTI)
MIC (ug/ml) [10%/ml)
Isolates Total
=0.05 0.10 0.20 0.39 0.78 1.56s
S.faecalis 1/1
E.coli 7/17 2/2 9/9
E.cloacae 1/1
Total 7/17 3/3 1/1 11/11
(100%) | (100%) (100%) (100%)
No. of strains eradicated/No. of strains isolated.
Table 11 Clinical summary of uro-genital infection patients treated with DL-8280
Case . R Treatment e .+ | Evaluation | Side
No. Age | Sex Diagnosis Dose Duration | Pyuria® [ Isolated organism (Dr) effect
(mgX/day) | (day)
Gonococcal | 2002 | 1 | # N.gonorrhoeae _
62 % M urethritis 200X 1 5 + — Good
63 | 26 | m | Gonococeal 2002 7 # | N-gonorrhoeae Good | -
urethritis + —
64 | 34 | M | Nongonococcal | 145553 7 “‘L - Good -
urethritis + -
65 34 M Non-go'n?coccal 100X3 7 + Micrococcus Good _
urethritis + —
66 40 M Non-go.nf)coccal 100 X3 7 H - Good -
urethritis - -
Non-gonococcal + - _
67 50 | M urethritis 100 X3 7 7 — Good
68 | 46 | M | Non-gonococcal | 50, 5 7 + - Good -
urethritis - -
69 30 M Non-go_n9coccal 100 X3 7 H+ — Good _
urethritis + -
Non-gonococcal + _
70 37 M .. 100 X3 7 Good -
urethritis - —
7 | 34 | m | Nomgonococcal | 15053 7 # | a-Streptococcus Good -
urethritis - -
72 | 31 | M | Non-gonococcal | 55,y 7 + = Good -
urethritis — -
78 | 25 | M | Nom-gonococcal | 504, ) 7 hs - Good -
urethritis - -
Non-gonococcal + - _
74 27 M s 200 %2 14 Good
urethritis * —
Non-gonococcal #* — -
75 24 M urethritis 200 X2 14 " — Poor
+ —
76 34 | M | Prostatitis 100 %3 14 — — Good -
77 | 61 | M | Epididymitis 100 X3 14 ~ — Good -

+ Befare treatment
After treatment
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Flen3XoicEbL b, RHNML5 AN 514 H
FTOWENH - fA%, Bl AT 1 B 300mg 5 AW
THHTHB LEbND,

WRBEM: RN A8 Izt L Tid, 85 1 1 200 mg DGR
S T BRI DM L PRt IRIEAS R B, 1 H 400
mg LG5 EOWEIC PN LAY BIELTVS, I
BRI RE R LT, Btk <, ko
WP, EROUMICREAEETSEHTHD, RYR
2N B A ORI L TIEAERL T, %HAKRY
HTRMLENWERB->TWE,

BAMN LEAKD MIC L OMFRRTTIEEROBREE
hWRER L RBRT, MELEX 41 MEkiz > v T, 1.56
ugiml LD 18 0.78 ug/ml D & D M 28, £D

FEB. 1984
fib iz 428k 0.20 ug/ml AT C, MWHMHERL T2,
g & 2 2 b D MERIL 2 h o e,

t ¥ U

IREEMBUE I LT, WML, ML i 100% 0
AHEERL, RERICHLTS 92% 0 WAL 7L
bk, BHER b etr o2 L XY, DL-8280 i34
ChIcHMm L) LnTEs,

x m

1) W30 [E AREERESE MAKEMKRS, Wk R
<% L, DL-8280, 1982

2) UTI HR 4 : UTI (REEMUYe@E) KAWELLE, Che.
motherapy 28: 321~341, 1980

3) MIC MM BRE : R/ BWHE L RE (MIC) M
kM XATIZ >\ T, Chemotherapy 29 : 76 ~79, 1981

CLINICAL EXPERIENCE OF DL-8280

Toyokazu Saito
Department of Urology, Toranomon Hospital

DL-8280 was administered at a daily dose of 200 to 600 mg for 3 to 14 days to a total

number of 77 patients.

They consist of 38 with acute simple urinary tract infections, 23 with complicated urinary
tract infections, 2 with gonococcal urethritis, 12 with non-gonococcal urethritis, one with pro-

statitis and one with epididymitis.

(1) The efficacy rate of the drug was 100% for acute simple urinary tract infections,
complicated urinary tract infections and gonococcal urethritis, and 92% for non-gonococcal

urethritis.

~ (2) None of the 41 strains of bacteria isolated were resistant to the drug. The MIC of
the drug against them was 1.56 ug/ml or lower, providing evidence for the excellent antibacte-

rial effect of DL-8280.

(8) The incidence of side effects was 3.9%.

Vomiting, nausea and anorexia were seen

in each case, but these symptoms were not significant.



