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1) BAEHEABLGEBRE OREREBKIC ¥ 3 5 DL-8280 @ MIC #MELL LIS, S. aureus
128 P. mirabilis 128k &*— 2 12 0.39 ug/ml iZ, P. aeruginosa 5D — 7 1% 1,56 ug/ml &b

21Ce

2) DL-8280 # 200mg 1 Ei® A E % oMiRhiMEE S X OB (DERS, ERRMRE) NilE
PHIEL, MNP ERIT 304 0.79 ug/ml, 604> 2.07 ug/ml, 904y 1.89 ug/ml, 120 43 2.47ug/ml,
26404 2.02 ug/ml TH Y, HBABER, DBRHT 754 4.73 ug/g, 854 3.78 uglg, LERIRKEIK

T 1054 3.15 pg/g, 1254) 14.0 uglg Chol,

3) YRS XUBEERICEWTERE L ERERORK, FH3H, AR 124, SHB 1A,
EHIFTHHET8.9% Tholk, 219V TRIERRBORL 1,

L. RLs®Ic

DL-8280 i%, H—MWEHEFICE W TABENA XS P
ROARIERTHY, Fig. 1 IR BEREET 50

HEARY b7 LARIEGET, 77 LBEOAL &3 BN
HRERICH LT RCREHEZELTEY, /- HREREIC
LTbLEN/ MIC 2R+ LENRTHBY,

4E, FEFOREF T IHEICETN, FAEGERER
ISkt 2R, RKMBRN AT BT ORBEBLNT BE
+5.

Fig. 1 Chemical structure of DL-8280
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UK T 5k L B ARG RARIER R E % 0 5
b, Staphylococcus aureus 12 ¥k, Staphylococcus epider-
midis 4 Bk, Proteus mirabilis 12 ¥, Proteus inconstans
38k, Klebsiella pneumoniae 2k, Escherichia coli 3 ¥k,
Pseudomonas aeruginosa 5 iz o>VWT D MIC #REL
YR KB (PPA) LMk, BIEHEEHA{CER
BEQMBEICHL, 32— F—k v b VIR BT,
RE 7 REHEREBRIC L Y 108 cells/m! DML EREL
ko

EAEBE D MIC it Table 1 RLAEZT L ThH B,
+i2 b S. aureus FDA 209P X 0.39 ug/ml, E. coli
NIHJ JC-2 % 0.20 pug/ml LLF, P. aeruginosa NCTC
10490 iX 0.78 ug/ml TH-oT, WFhokiTBWTH
PPA izl Y REFZA MIC fHERLT,

D EI, RESMERICOWT A3 L, S. aureus 12 kk
@ MIC % Table 2 {ZR3TZ & T 0.39 pug/ml iZ&'—
r 2B, 7, S. epidermidis 4 ¥k (Table 3) Tix
1.56 ug/ml i, P. mirabilis 12 § (Table 4) Ttk 0.39
ug/mliZ P. inconstans 3 #k (Table 5) Tix 0.39 ug/ml
2, Eh®h MIC D € — 7 2 b » k. 20O, K.
pneumoniae 2 Bk Tik Table 6 M X HiT MIC i 0.39 &
0.78 ug/ml T&H Y, E. coli 38k (Table 7) Tix 0.20
ug/ml LATIZ, P. aeruginosa 5 #k (Table 8) Tix 1.56

Table 1 MIC of standard strain to DL-8280

and PPA
Organism MIC (ug/ml) 10°cells/ml
DL —8280 PPA
S. aureus FDA 209P 0.39 6.25
S. aureus TERAJIMA 0.39 6.25
B. subtilis ATCC 6633 =0.20 3.13
B. subtilis PCI 219 =0.20 3.13
E. coli NIHJ JC—2 =<0.20 1.56
P. vulgaris MB—838 =0.20 1.56
P. aeruginosa NCTC 10490 0.78 25
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Table 2 MIC of S. aureus to DL-8280 and PPA (12 strains)

MIC (ug/ml)  10°cells./ml

Drug
<0.20/ 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50

100

DL-8280 1 7 4
PPA 1 1 1 8

Table 3 MIC of S. epidermidis to DL-8280 and PPA (4 strains)

MIC (ug/ml) 10°cells,/ml
Drug
=0.20| 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 | 25 50 | 100s
DL -8280 1 3
PPA 2 1 1
S RS

Table 4 MIC of P. mirabilis to DL-8280 and PPA (12 strains)

MIC (ug/ml) 10°cells,/ml

Drug
=0.20) 0.39 [ 0.78 | 1.56 | 3.13 | 6.25 [ 12.5 | 25 50

100s

DL-8280 5 7
PPA 1 10 1

Table 5 MIC of P. inconstans to DL-8280 and PPA (3_ strains)
J

MIC (ug/ml)  10°cells/ml
Drug
<0.20| 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100=
DL-8280 | 1 1 1 ’
PPA 2 1

Table 6 MIC of K. pneumoniae to DL-8280 and PPA (2 strains)

MIC (ug/ml) 10°cells,/ml
Drug -
<0.20} 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 |{100=<
DL -8280 1 1
PPA 1 1
Table 7 MIC of E. coli to DL-8280 and PPA (3 strains)
MIC (ug/ml) 10%cells,/ml
Drug
=0.20| 0.39 [ 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 |100=

DL-8280 2 1
PPA 2 1

Table 8 MIC of P. aeruginosa to DL-8280 and PPA (5 strains)

MIC (ug/ml) 10°cells,/ml

Drug
=<0.20| 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 | 100=
DL-8280 1 3 1
PPA 2 1 2
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Table 9 Concentration of DL-8280 in serum and tissue

. Serum Tissue
Body weight | Dosag
Case | Age | Sex (kg) (mg) Time Concentration Time Concentration
8 ¥ | (min) (ug/ml) (min) (u8/8)
Tonsil
60 .80
1 43 F 49 200 50 2 3 75 4.70
E.H. 2.30 85 4.50
Tonsil
2 17 F 53 200 :g 3'12 70 6.65
K.H 2.5 80 7.10
Tonsil
50 .6
3U 14 M 45 200 63 i 5; 55 3.20
§.U. : 63 2.65
Tonsil
4 60 .
Y. 1 23 F 42 200 9 ? ::3 75 4.75
: 15 85 3.05
Maxillary sinus
5 .
25 F 51 200 70 3.03 105 membrane
T.F 105 3.22
3.15
Maxillary sinus
6 .
25 F 51 200 %0 1.49 125 membrane
T.F 128 0.87
1.40
30 0.79
7 ) ,
18 M 66 200 60 2.00 95 Septal cartilage
T.F. 120 2.47 <0.50
240 2.02

wgmliZEh#ho MIC oE— 27 MBxabhiz, UED
EEPL3T, WFholgkicsWwT bAKo MIC &
it, PPA IZHRIZ2NICEAILTHD Z L3bhr o,
III. AB#EAMEE

OERBEHNT, LRREERRATN, ATEEH
ERERMEITEEIC DL-8280 200 mg ¥ O#K5L, *
NERDERN, LEREE, STREENRES S
HRF O P BEE Y bioassay HICTRIE LI, +TH2bD
BREITIT E. coli Kp #, kAR O ICBEROFRICIE
0.1M Y o EgfR (pH7.0) ZAW, Ia2a—5—k v
MEMEER T ARBEIRT 4 27 EICX DT,
KRt Table 9 0= TH Y, MFTBREDOFHIL
304} 0.79 ug/ml, 50 43 1.61 pg/ml, 60 4% 2.07 ug/ml,
635 1.53 ug/ml, 70 4% 3.03 ug/ml, 9043 1.89 ug/ml,
1054 3.22 pug/ml, 120 4% 2.47 pg/ml, 128 53 0.87 ug/
ml, 2404} 2,02 pg/ml Th Y, MENBEIOERkT
4 FOFH ¢ 55 4> 3.20 ug/g, 63 4% 2.65 uglg, 70
5 6.65 uglg, 754> 4.73 pglg, 804 7.10 uglg, 854
3.78 uglg, FEHIREIE Ti 105 43 3. 15 ug/g, 125 43 1.40

rglg, BHRGEKE X 9543 0.50 ug/g LT TH o1z,
IV. B& B A ¥R

SHBETER 1A, [EFEFRL1H), BHEAFTR
14, Bff 14, BECEEFERESMHEEBE7H, &
HEREERkR 4 5, SRR 14, SHRISKR1
i, FERPEMECARIE 1 5], SREFELRE 1 5o
H 19 PS> EERKIBRE 1T o 72h%, £ OEIX Table
00T L Thol, THbb, K 1[E 100 ~200
mg, 18 3 @& 300~600 mg & OHE T, #fiZ 3~15
BTh ol BEHEILSOVTIE, BRORUT XS
I -7z,

%) KRGS IABETICELERERRE L
L, MEFRCELWKESZORLLD

B4 EXBEE%6 HEECRELAREE RN HE L
L, thEFRROWELRALNIZL D

DRER) KRB T AR B BAT, HEER
DR LVRMEFTROBELAONIZL D, HBW
%, 6 HE £ CIHBERIERL T LHEFRROKE
B+ TRNL O
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Table 10 Clinical atudies of DL-8280
Dosage
Case Age Diagnosis Organisms Daily Term Total Symptoms and progress Response Side
Sex dose (day) dose effect
(mg) ®
1 73 | L) Acute suppurative Sdays
. torrh - -
cw ! F otitis media S. aureus 600 4 2.4 | otorrhea (#)————(—) | Good (-)
2 % ) otalgia (*)—3‘.‘"—-* (-)
R) Acute 3da:
N { d 600 3 1.8 ys —y | Excell -
SY.| F otitis media ot periorme redness (+) " (-) | Excellent | (~)
swelling (+) Y (=)
3 55 | L) Acute otitis 0 5 otorrhea (#)———@3!'—-0(-) Good
HO.| M externa S. aureus 60 3.0 6days (=)
.0. redness (#) — (=)
. 2 s otalgia (#) ddays (=)
. aureus 4da
300 5 1.5 d ys —y | Good -
s1 | F |R) Otofuruncle S. epidermidis redness (+) ) ° =)
swelling (#) —22Y2__, ()
L) Chronig
5 50 suppurative 9days
ST.| M otitis media GPR 600 13 7.8 | otorrhea (#)———— (#) | Poor (=)
acute exacerbation
L) Chronic
suppurative da
K?O. ?g otitis media Staphylococcus 600 10 6.0 | otorrhea (+)L—y3—-0(+) Poor (=)
acute exacerbation
L) Chronic
"
’I‘?S. ;_3 ::::r::e‘:. S. aureus 600 7 4.2 | otorrhea(#) —s—d.i' (=) | Good (=)
acute exacerbation
R) Chronic
. 3days
8 34 suppurative S. aureus otorrhea (#)— ()
. . R 600 5 3.0 Good (=)
SS.| S otitis media P. inconstans d y__6days
i T (+) (+)
acute exacerbation
R) Chronic ' sdays
9 38 suppurative . otorrhea (#)———(-) )
vr.| F otitis media P. aeruginosa 600 5 3.0 red ) 2days ) Good (-
acute exacerbation
R) Chronic
10 39 suppurative 5d
m| M otitis media S. aureus 600 5 3.0 o!orrhen(%)—.ys—'(—) Good (=)
acute exacerbation
R) Chronic
. 7days
11 46 suppurative ) . otorrhea (#)—————(—) . (=)
yMm| F otitis media S. epidermidis 600 8 4.8 red +) 4days =) Fair
acute exacerbation
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Table 10 (Continued)

- Dosage i B o
Age . . . Daily Total Side
Case | gox Diagnosis Organisms dose Term dose Symptoms and progress Response effect
: (day)
(mg) ®
c sore thront(*)m (=)
12 ] 3 Acute lacunar . aerogenes 3days Excellent | (—
SN.| M tonsillitis a-Streptococcus 600 8 1.8 | pus plugs (+) s (=) | Excellent | (=)
o ays
redness (#)————s (~)
A | sore throat (+)E‘-u~(-—)
13 38 cute lacunar A 2d _
Wl F tonsillitis a-Streptococcus | 600 5 3.0 | pus plugs (+)ST'L (—) | Good (=)
redness (+)———— (+)
sore throat H})—Zd—"‘yi‘ (=)
Neisseria o 3days _
u 3‘3 Acuz'e“‘l:cunlr a-Streptococcus 300 4 1.2 | (#) 2days =) Excellent | (=)
5. tonsithitis 7-Streptococcus swelling (+) ——— (-)
pus pluss(+)—lda—y-*(—)
sore thront(+)—2d—‘zs—'(-)
4days
. . d p—
15 | 52 Acut.e .la.cunar Neisseria 600 6 36 | s (+) sdars (=) Good (=)
YA.| F tonsillitis a-Streptococcus swelling (+)— days | (-)
pus pluzs(+)—M*(—)
5days
16| 43 Acute tonsillitis | E coli 600 4 2.4 |5°T¢ throat (+) =) Good (—)
uy.| F S5days
red (+) (=)
17 | 21 |L) Acute paranasal rhinorrhen(#)m’(—)
L GNR 600 9 5.4 ddays Good (=)
KK.| M sinusitis pain (+) (=)
18 810 Inﬂamn.ntlon Not performed 600 15 9.0 | pain(+) 10days (=) | Good (=)
HM.| M of maxillary cyst
10days
8|z R) Inflammation pus (+) 2 (+)
HL F of congenital B. fragilis 600 9 5.4 | red (+) 10days (+) Poor (=)
1 fistul
aural fistula swelling(ﬂ')—’gdays (=)

B THBEE %L R ARERSERETHERR

DEELHLNARNLD, HB Wi, EFZEICH1H

bOFRRERR b NI MBEFTR OB L b D

FORREE LB L Table 11 0k 5 ITE% 34,

A2, R0HH 14, B3 HICHYHE 13 78.9%

Thot, BUERIZ 19 FlF_TIZED bRARM - T2,
V. & %

DL-8280 i3, B—MEHEFICE W TARShicA X
YOURDBBAEHIT, HE AR b T AREEET
77 ABRMBE D20 bR OIF SAERICH L TRV
BARHLTRY, srmansict LT bEh i
TENERTESh TV B, AEORL OB T b S.

aureus, S. epidermidis, P. mirabilis, P. inconstans, K.
pneumoniae, E. coli, P. aeruginosa £HIZB T PPA
Lz ic@h i@ ANTER SN, Thi BT
BrihnTER,

MEFRER L UHEBNRER, R0k iz, M
8 BE 13 304y 0.79 pg/ml, 604> 2,07 ug/ml, 90 4%
1.89 pug/ml, 120 4> 2.47 pug/ml, 240 4 2,02 pg/ml T
HY, HEBNBREINERTIZ 754 4.73 pg/g, 85
4y 3.78 pglg, LHIRKBETIX 1054 3.15 pg/g, 125
43 1.40 uglg THY BiFefEE R LI,

B SRR LE 2% LT DL-8280 # 1 [7] 100~200
mg, 1 A 3 [BI3+ 300~600 mg, 3~15 HHEAKEL, K&
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Table 11 Clinical results

Diagnosis Excellent Good Fair Poor Total

Acute suppurative

otitis media 1 1
Acute otitis media 1 1
Acute otitis externa 1 1
Otofuruncle 1 1

Chronic suppurative
otitis media 4 1 2 7
acute exacerbation

Acute lacunar tonsillitis 2 2 4
Acute tonsillitis 1 1
Acute paranasal sinusitis 1 1
Inflammation of maxillary 1 1
cyst
Inflammation of congenital

. 1 1
aural fistula

Total 3 12 1 3 19

KORERM LI L %236, AZ 126, #°F bihic,

15, EHIFITHEHRT % THY, BIEA i3, x
ELBOOILRR T, D 35308 AAlLEREES BRAKLRRS, FEs &
UEDX 5 RERNPLAHT, FAIZYREIRBRYYEC 7 L, DL-8280, 1982

HLBWEREE L OFARMER TH D 2 £23) 2t
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LABORATRY AND CLINICAL STUDIES ON DL-8280
IN OTORHINOLARYNGOLOGICAL FIELD

KANETAKA MURAI, SHUNKICHI BABA and HaRruji KINOSHITA
Department of Otorhinolaryngology, Nagoya City University, School of Medicine

¢ TakasH1 Kawal
Department of Otorhinolaryngology, Ichinomiya City Hospital

From the laboratory and clinical studies on DL-8280, the following results were obtained.

1) Activity of DL-8280 was measured by the plate dilution method on 41 strains isolated
from pathological materials in our clinic. The peaks of MIC were 0.39 ug/ml with S. aureus
(12 strains) and P. mirabilis (12 strains), 1.56 ug/ml with P. aeruginosa (5 strains).

2) Tissue (tonsil and sinus menbrane) and serum concentration were determined. The
mean concentration of DL-8280 200 mg dosing were 0.79 xg/ml (30 minutes after), 2.07 ug/ml
(60 minutes after), 1.89 ug/ml (90 minutes after), 2.47 x#g/ml (120 minutes after), 2.02 ug/ml
(240 minutes after) in serum, 4.73 ug/g (75 minutes after), 3.78 ug/g (85 minutes after) in
tonsil and 3.15 xg/g (105 minutes after), 1.40 xg/g (125 minutes after) in sinus menbrane.

3) DL-8280 was used clinically in 19 cases of ear, nose and throat infections, and its
effective rate was 78.9%. Adverse reaction was not observed.



