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DL-8280 (Zff+ 2 ERAIHIZE L 3= & L TRl SRR E 12 %4 B A AU RR B

BBk « =AFEA - IEER - R BECF - )R 1EE)
thife /1 - BOIESR - BEFZRS
N BRI BBt

H—RIH LA CH L (MBSt pyridone-carboxylic acid o ARAEA © & 5 DL-8280
IZoWT, ElM, BRORNETOLUT omMtE B,

1) BBREROFMAOMERICHK T 5M & NFLX, PPA LI LARR, +XTiCBWT PPA
Iy iRaNiCEIhIEHERLX, E. coli, Klebsiella spp., S. marcescens, Proteus spp., P. aeru-
ginosa, P. cepacia \Zxt L Ttk NFLX L i2iFRIEHR0RL 5 Th o722, S. aureus, Acinetobacter
spp. KL TiX NFLX XD ¥Bpe@hi@himLi,

2) KB LTt 0.39 ug/ml, M. fortuitum iZxf L Tix 1.56 ug/ml CTHREFMHELE L=, £0
oI ERHBE I T3 ERARBV LD TH ok,

3) ZFH| 200mg ¥ LU 100 mg BRK MRS 0T f ik +i%EE L, 200 mg 5Tt 4 BEkIg e —
7iCi#L, EOMIE 2.06 ug/ml THY, 100mg #5Tik 2 K%L — 7 1B, 1.40 yg/ml D%
Rllc, 6 E TORHRIIMRIIEZN Zh 38.5%, 44.9% Thott,

BAREROEEPRE R, BEOHFEBEITVING 2.0 ug/ml U EDBEETR LK,

4) 64 ERIICAREHERA L, DERBEDFHETH o = MR BBRUE 62 4, %266, H% 44 4,
DRFR 6 Fl, EEh6HT, HEHRIZ80.6% Thofc, BUWERIZ 44 (6.3%) iBD LN EBHT
BETHo I,

U E oS bARNL, FITBERERNMECED TESHT, BT LHVWENTHE LEX

b,

DL-8280 i, H—RMIHHKX &4 T MR I/ benzoxazine
%% &+ 5% L\ pyridone-carboxylic acid N EREAHH
#eHs, KKz Staphylococcus, S. faecalis, E. coli,
Klebsiella, Proteus, Serratia, P. aeruginosa, H. influen-
z2ae, B. fragilis 72, WIMHEE BT 7 LBYE, BHESIC
2 LTHEE WIREAR7 7 ALBGHEEEELF L, k0
nalidixic acid (NA) % pipemidic acid (PPA) {Z kL5
DICHEALVEA TS, EAEABEICBALTL, & mf
WRBE L REFILABRBITEN D bR TV B,

4, bhbht, DL-8280 (oW THMY, HEKMARMNE
vy, BEFomReBi-nT@ET S,

5 B A

1. HEEH: e LTHEKHKD S. aureus, E. coli,
Klebsiella spp., S. marcescens, Proteus spp., P. aerugi-
nosa, P. cepacia, Acinetobacter spp. {2+ 3 A%
R LT, MIC ORIEIX, HARLEREFSFREERICT
v\, pH7.2 0 Heart Infusion Agar & fj\\EARAIRELIC
XYVRIEL, FIFIC norfloxacin (NFLX) XU PPA
» MIC L gL,

& LICREE HyRV, B8, 7XRXNVEKBLUHEER

HiEREE & LT M. kansasii, M. scrofulaceum, M. intrac-
ellulare, M. fortuitum (=t 5 AR O REMR LBHE %,
DUBOS k&t 72 & OIS/ | B &2 BV TR L7z,

2. MEPmEE, RPHER O ONCHER RIRE
EBHMEICRE 0 VIPRBRABE4FENRELT,
2456 16 200mg & 100 mg # A& 2 BEA%ICHR X
#®, EO% 304y, 1, 2, 4, 6 BeEICHRMm L T Mg
ExRlE Lk, AliEHBEIX, Mueller-Hinton Agar ¥
W™ B. subtilis ATCC 6051 #* RER L +5FKRDy v 7'tk
TITV, EREHRIT Consera HFRIC X Y R 7z,

[RIRFIZ 2 BRI BIC Y FIRIR L, 6 REf £ ToORPIME
FRELRPEIRERE R 7,

EHiz2HliconT, HEHEERS XU 7~11 B# 5%
DOERHBE 2 RIE L,

3. BERIRAOBIZE : ARERERIT 64 BT, FDONR
A ERGER 6 5 (BYEFMEERRSH, &M RbkRl
D, BEREXR8H, MR 104, UEAMRMRE
XR 84, BMERTIRSF, BAMELIEIHL 75,
FHSE 2 B, B HLGREE 76, MiBRBARBYL 64,
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Table 1 Susceptxblhty of chmcal isolates to NI.-8280 and related nntibncurlal agents

MICs (ug/ml)

Organisms Drugs
(Number of strains) <0.1/0.20 |03 |0.78|1.56]|313]|6.25]|125 | 25 | s0s
DL-8280 7 30 12
S. aureus NFLX8 ] 32 6 2
(49) PPA 1 1 30 17
. DI.-8280 8 17 6 3 9 4 1 1 1
E. coli NFL.X 40 3 4 3
(50) PPA 1 39 3 6 1
) DI.-8280| 19 25 4 1 1
Klebsiclla spp. NFLX 26 18 3 2 1
(50) PPA 10 35 2 3
DL.-8280 4 20 16 3 3 2 1
S.marcescens NFLX 23 10 5 5 2 1 1 2
(49) PPA 3 24 5 3 1 2 1
DI.-8280| 37 21 8 4 1 1
Proteus spp. NFLX 56 8 5 1 1 1
(72) PPA 22 42 3 3 1 1
. DIL.-8280 1 2 4 3 24 11 4
P. aeruginosa NFLX 1 8 11 24 5
(49) PPA 1 1 6 15 19 7
P . DL-8280 1 1 4 14 11
. cepacia NFLX 1 4 22 4
(31) PPA 31
Aci DL-8280 13 22 10
cinetobacter spp.| NFLX 9 18 15 3
(45) PPA 2 19 | «u

R EBY 2 6, FCIRE MERES B R XU
HERERERE L BT H B, 15 13 B3B8 K, &t 274
T, FIZ 23R 584 TCYIY56.1 B ThHote, {#
HA&iX 18 100mg 2\WL 200mg # 1 H 3@ L L
L, 4~21 ARMER L7e,

SIFHEEL, R, WHEE RW BEZLOBRE
RBIUWH7H, MWEMXRATR, RLHE AmsR¥R
CHREREFRRORENRE, 2ORIERBEOMWED
HEICLY, ¥, A%, O0HY, EPHo4BEmLL
oo & HRAKERANE OKRMMLIESR F BilEOE
fBiz>nWT h L7,

B

1. HEA: Table 1 IR+, BELEL + X
TOEHMTONWT PPA &Y 3¥EBR+TChi-HEhE
LT

S. aureus \[ZXt3 5 MIC iX 0.39 pg/ml it — 7 3 3
¥, NFLX X b 2 BXpi2 BN 7o 2R L,

E. coli, Klebsiella spp., S. marcescens {Zxt+2 MIC
DE—71, WFhb 0.20 pug/ml LEL EhIHEH
BRL, NFLX L i2iZR% 53V izb 1 icd 5K T

¥» o, Proteus spp. iIZ>\W T MICO V-7 it =
0.1 ug/ml THYEhHEEEEZBHE.

P. aeruginosa Iz% LT MIC Oot"—2 it 1,56 g/
ml L7225 2N e URTEME &R LA, P. cepacia
LTk 12.5 pg/ml L 2RF Vv MIC 77L&, NFLX
L OB TIRIZIZRIS OB H o1,

Acinetobacter spp. 2% L Tiz3 =T 0.78 ug/ml LL
FTCREMIELTI Y, NFLX X ) HERHE SRR T
o,

BRREE L CCIIEERAREICN TS HEAR
Table 2, Table 3 TR L7,

DUBOS #k k1% th Ci3, HyRV ¥, B¥#, 7<%V
Hyhb 0.39 ug/ml LT CREMIEEHNTED,
NFLX L ) @hiciiCholt, FEENHBE D TH
X M. kansasii O 1 Bk& BR&+RTHBEIMKTHS.
M. kansasii OEEMBED: 0.78 pg/ml, M. fortuitum (b
RED) M 1.56 pg/ml TREMUEINLS, o 4KE
WFR b 12.5~25 ug/ml T 5 BEEUAHRER
Hohizic+ X o,

/NIEEHTX DUBOS Hefkiic L, 1 BURRER
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Table 2 Growth inhibitory effect of DL-8280 and NFLX against various mycobacteria

(DUBOS’ liquid media)

Drug concentrations (ug/ml)
Strains Drugs
0 0.39 0.78 1.56 3.13 6.25 12.5 25
M. tuberculosis DL-8280 T - T o o T -
(HaRV) NFLX | + 4 | ¢+ + | + + | - I
M. tuberculosis DL-8280 - -1 - - |- — |-~ I I
(Kurono) NFLX | % # | # % | % | - —| - = - |- = |- -
M. bovis DL-8280 - - = - - == == == =1]- -
(RAVENEL) NFLX ¥ 4 " _ _ _ o o I —
DL-8280 + £+ |- =-|-=|=-=|=--|-=-1]- =
M. kansasii
NFLX o | w N e e
M. kansasii DL-8280 + + + + 4 + + + - - - -
(HiGASHI) NFLX |+ + | # + | + + o N
M. scrofulaceum DL-8280
(IsHi) NFLX - -
M. scrofulaceum DL-8280 T e
(IMAD) NFLX | # # | # # | # + | # | 4 # | # + | + + | + +
M. intracellulare DL-8280 + o+ + L + + + - - - -
(WAKE) NFLX | # # | # 4 | # 4 |  + |  + | + # |  + | + +
M_ intracellulare DL'8280 ‘H‘ “H ‘H‘ ‘H’ '“‘ ‘H’ It i’ i i i i - -
(SHIMAMURA) | NFLX S I S T A O T A A N
M. fortuium DL-8280 P4l x|l -] =-=]=-=|-=-1]- -
(Korzumi) NFLX | # # | + # | # |+ | - - |- |- =]~ -

FHIEZENRE B2, RFRR2ERTH o7

2. MEDAE, Rt o CICERPRE: oL
HhBWER Fig. 1 IR+ 224, 200mg 5D 24T
DORFEBEY, 16T 2 BRI% T 1.95 ug/ml, o1
BT 4 BRI C 2.69 ug/ml TH Y, 304, 1,2,4,6 8%
gz 3 2 FoEEEITEN N 0.68, 1.22,1.72,
2.06, 1.59 pug/ml Th o7, 100mg BED2H b,
B IREEIT 1 2% 2 B4R C 1. 91 pg/ml, fioD 1 BI2S 4 B
M#%C 1.06 ug/ml THY, 2 PloFHET T H T h
0.77, 1.09, 1.40, 1.26, 0.88 ug/ml Th o7,

FIRIZRIE L7z 6 BRI % CoRPHERIT Fig. 2 I
T EL, 200mg BEHITIE 29.3~47.7% (CEH
38.5%), 100 mg 5 Tix 40.1~49.6% (F15 44.9%)
Thote,

EHIZ 2T HOWTRIE LT EE HIBE T Table4 IC
L% MF. 3O AMEAMRE ZR, M.S. Hlidhi

{LIREE DEEM TH Y, M.F. ] Tix 11 B, M.S. fITiE
7 A EERERICRELIRFER, 6 ETOER T
EYFht 2.0 ug/ml LEOBEZRLTEY, &k
BEiX 2~4 B5RA% D b D TEREFN 2,69, 2.92 ug/ml
Tholco

3. BRERAYEIER ¢ KAIERES 64 It Fiw, 2
Wik, SYHEE, ERRERLROVKEEDRE O —K %
Table 5 IZ; R L7z,

FEH No. 43, Y.O. PlidBPERE X 8. 0 fEH T &
B, MEFERICHLT 2T r A FRIOHAZ&E2 <
ENTleDBEHEN LRI L,

BRI EATHE T b - T MR BB ALAE 62 liext + 3
BHRDEE £ LT Table 6 ITR LI, 624t %
64, Bxh44pl, LFH6H, ESH6HITH IR IT
80.6% ThHolc, BRABICHDREARATHS &, A
MEMESEA Z £ &5 6 Ti2 83.3%, AMREXRLKDS
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Table 3 Growth inhibitory effect of DL.-8280 and NFLX against various mycobacteria

(OGAWA's egg media)

T Drug concentrations (g/ml)
Strains Drugs - T  —
o | om | Lse | 313 | 6 | izs | o
M. tuberculosis DL-8280 - - - - - - | ‘
(Ha7RV) NFLX S T I F {
1 1
M. tuberculosis DL-8280 5 1 é |
(Kurono) NFLX | # W | # 4 | # w | # # | o | !
T T -
M. bovis DL-8280 5 6| -~ |- - |
(RAVENEL) | NFLX | W 0 | W # | # # |  # | 19 20 | 1
DL-8280 P : f
M. kansasii
NFLX M W # # [ )
] + —
M. konsasii DL-8280 M Y T .
(HIGASHI) NFLX T N T A #
M. scrofulaceum DL-8280 + + t# [ t+ 10 - - -
(IsHm) NFLX R R EEEE BT -
M. scrofulaceum DL-8280 LA A LR B
(IMa1) NFLX | 4 # | # # | # % | + | + « |+ + | &
M. intracellulare DL-8280 LA A o+ LR A I S A
(WAKE) NFLX | # # [ # # | # « | = » | + # | + % | + +
M. intracellulare DL-8280 L 4 LA + # + # + # - -
(SHIMAMURA) INFLX | # # [ # # | 4 # | # | # + | & + | &+ +
M. fortuitum DL-8280 H# | 2 2 - =1- -1- -
(Korzum1) NFLX | # # |+ + |+ + |+ + |6 2] - -]~ -

BT 87.5%, FiRD 105 T70% CEHTH ol 55
CBESEBIYE TH 3 U AMAMAEXSR, BHES
BEER, BAESTIOHE, WEE QESiERE. Y
DE28HI W, ER3F, B Bh224H CHZE 89.3%
LD TENTHRYE NI, l0 BEBYLEEN 6
PlextLTh, BR4766.7% OEZBER LI,

REE & RE LG 5L HlI>nT, ERENO @
2HZF % Table 7 IZ/R Lic, S. pneumoniae 75 2 #jch
14, S. aureus 3 3 b 29, P. aeruginosa »: 13 wp
TH (53.8%) LRCHEEABIMERTH - cizhid, H.
influenzae, E. coli, E. cloacae T & 412 100%, Klebsiella
T92.3% LIBEDTHVWEMHEBENB ST,

BIYERT 12 64 1 4 4] (6.3%) I2Bw b, BRTIR,
BX, WEH, THRAZREMCBEREEL T3 4 0 a2
Bl TR, DENRESALPOMRERY Fxicbo
B2HThHole, B, WEH, THEFHXZ 14548

ThLiEsE, WIh bR ERTTRTHY, B
LEBRESOIERBRLTWS,

ARER A& ICIS V- TIME LB 57 o BRRER
Bz Fig. 3~Fig. 5 KR L1, 5 ARRMONMSEHD
T35, Wirh L EMKBOMERWL, BAER
DHBIESCbDT, R LEbOLRELTVE
V' T offt GPT AN 2, GOT, Al-P, BUN L&
PIHi%E 1 B bhTWS A, Wihb ERORER
BETCHo,

£ =

DL-8280 3L < AR EhAEABBE OB TH
D, BEWHE ALY P FAEHL, REEELRAS
TOERRHRENTH Y, BFD pyridone-carboxylic
acid REAICH_TEH TS LBESh TN,

bhvbh b, e LTHEBROZEIMEHKICT 2V
T, AAOHES%HEL, NFLX?, PPA ohilht
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Serum levels («g/ml)

Fig. 1 Serum levels of DL-8280

Administration
Mean

——* 200mg
O===-0 100mg

B. subtilis ATCC 6051

Standard curve : Concera (Nissui)

Lt Il 1 -1

01/21 2 4 6
Hours after administration

Case

W.|Dose

Serum levels (ug/ml)

BW.
Sex Age (kg) | (mg) [1/2n] 1h | 2h | 4h

6h

MF.
M.M.

200
200

1.11]1.58{1.95/1.43
0.24/0.85|1.49(2.69

M 50 48
M 56 59

1.06
2.12

Mean

53 53.5| 200 |0.68(1.22]1.72|2.06

1.59

M.S.
M.Y.

100
100

1.43|1.89{1.91(1.46
0.10{0.28)0.88|1.06

F 57 35
M 42 49

1.14
0.62

Mean

49.5 42 | 100 10.77[1.09]1.40/1.26

0.88

Fig.

w

S 3
T
4
~

3
(=]

Cumulative recovery (%)

10

2 Urinary excretion of DL-8280

Mean
—o 200mg

0----0 100mg P

1 1 1

2 4 6

Hours after administration
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Table 4 Sputum levels of DL-8280

Dose Sputum levels (ug/ml)

Case
(mg) | g~2h | 2~dh | 4~6h
MLF 200 2.40 | 1.76 | 1.26
o 200° 2.27 | 2.69 | 2.15
M.S. | 100 2.05 | 2.92 | 2.79

+ Serial administration

kLR, WthofRgkic>wWT b PPA XV,
AN EEEE R L, NFLX & 0 ¥ T
1%, E. coli, Klebsiella spp., S. marcescens, Proteus spp,
P. aeruginosa, P. cepacia Ti%, 1ZIZRIBRVLLRE
B TH o7, S. aureus, Acinetobacter spp. Tix
NFLX X ) BB oM Tho7c. Elcbhhbh
BRIELTWRWAS, H. influenzae iZxt+% MIC ot
— 712 0.06 ug/ml LAF L@ESHTRY, EAGEA
L LTV 5 ARMEREREICH T 5 EEL S THRO
bDThHdLEXLNT,

& OITHEIKEE, M. fortuitum IZXLTH, »2Y0IES
EToOREHIEZRER B bh, WFLEMEn, F
HOBBYICL 5= v RERERIMTIZ, £LBERD
BRrBLATVARNY,

SELHBRRD L Xhid, A 100mg 5 it 200
mg BRI E% O MIFHIRER, 60 2 TE— 7 ITHEL,
FOMHIZE 4 T 1.90, 2.04 ug/ml, 68 THORS
Pht Rz Fh 50.4, 41.7% LBEShT W 3, ¥
eRHEREOREITIT, 3 Rlifkice—sITEL, 0
AL RREMEERLTWS, bhbhdJlE L 4 EH
1, PR 2EHBREFRTHHH, FHET 200mg #
EH)Tid 4 Bef#IC, 100mg #HEHITiX 2 BE%ICE
-7 BB HHh, TOMHEIRENEFNR 2.06, 1.40ug/ml
Tholc,

& BT 2 EHIT DWW TEIFR G- % OER T IRE L RIE
LR, 6L ToONERE T, Wht 2.0 ug
/ml ULEOBMERBLATEY, RIAKERFAROL
BEYVX Y RRRWMETH T,

Wi X ARKORBRENTE S L ENIE, i
BRPICHBRORRECBITTSZ L2 b, MRRBRLR
EIZX L THa BN shic,

ZhRYIERTTRE T dH - o MER AR YL 62 Blicxt + 2
BE5h#Ri 80.6% THH, BOKLE L TIEIIRE T
boLEXDNI, BICARORKYLEZ LN B A,
CEAMAMTIEXR BHERETXR, KEXILRER
CE=fRD cephem FIEHIE AV T b HBhoitrat:
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Table 5 Clinical efficacy of DI-8280
Underlying Daily dose Evaluation ,
Case g%e Diagnosis disease or Isolated and duration Side
ex complication OFRANIEMA (0 X times X days )| Bacteriological | Clinical effect
oMK | 3| Ak s —~ Unknown 100%3% 8 |Unevaluable|Good -
34 Acute i
2 K.S. F pharyngo- - Unknown 100<3- 4 |Unevaluable|Good -
) laryngitis o
3 T.K.|8 A;:;L;yngo- Broncial Klebsiella spp 1003~ 6 |Eradicated |Fair
M laryngitis asthma . ]
Acute :
33 Chronic , , . . .
4 Y.N pharyngo- R Klebsiella spp. 200<3~- 6 |Persisted |[Good -
M laryngitis sinusitis P o
A Chroni , , L
5 T.Y ?Vsl f:r::illitis b:z:lc‘;mis Klebsiella spp. 10073~ 5 |kradicated |Good -
Acute .
1
6 Y.M. | 31| pharyngo- |Bronciel Unknown 1003 8 |Unevaluable|Good -~
laryngitis -
A Pleuriti
7 MM, ?V% g::)ichitis tzz:lrclzlosa A. calcoaceticus| 1003 - 7 |kradicated |lkxcellent -
Acut
8 Y.H.| 80 Aute s - Klebsiella spp. | 100x3~ 8 |Eradicated |Good -
Acut
9 YN || A e - Klebsiella spp. | 200%3x 5 |Eradicated |Good -
34 | Acute Chroni . :
10 H.O. M bronchitis s;‘:t:lsl;:tis Klebsiella spp. | 200X3~ 8 |Unknown Fair -
58 | Acute .
11 Y.K. F b:onchitis Hypertension Unknown 200x3x 8 |Unevaluable|Good -
42 | Acute
12 K.M. F bronchitis — S. aureus 100x3x 8 |Eradicated |Good -
32 | Acute
13 S.T. F bronchitis — Unknown 100<3~ 8 {Unevaluable|Good -
76 | Acute
14 K.F F bronchitis - Klebsiclla spp. 100x3x 8 |Eradicated |Good -
15 T.K.| 23| Pneumonia |L radi :
. M onia ung cancer E. cloacae 100X 4x15 |Eradicated |Excellent -
71 . Middle lobe Sleep
16 E.O. M | Pneumonia syndrome S. pneumoniae 200x3x16 |Eradicated |Good dis-
turbance
17 KK.| 8 |p ia P iosi :
. M neumonia neumoconiosis | H. purainfluenzae| 200<3x 15 |Eradicated |Good -
18 K.M 58 p . o . . .
Moy neumonia Bronchiectasis | Klebsiellu spp. 200<3x17 |Eradicated |Good -
80 . Pulmonary . Nausea
19 T.T. M Pneumonia emphysema Klebsiella spp. 200x 3% 4 |Unknown Excellent| Vomiting
Diarrhea
28 . .
20 M.M. F Pneumonia Bronchiectasis | Unknown 100X3X 7 |Unevaluable|Good -
51 . Bronchial
21 C.O. M Pneumonia asthma P. aeruginosa 100X 3% 8 |Eradicated |Poor Anorexia
52 . Bronchial
22 C.0.| ) | Pneumonia asthma S. pneumoniae 200X3x12 |Unevaluable|Good -
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Table 5 (Continued)
Underlying Daily dose lsvaluation v
Case gge Diagnosis disease or Isolated and duration —— 3;"[’?
ex complication organisms (mgX times X days )| Bacteriological [ Clinical ellect
Pul ¥
23 T.Y. %:} Pneumonia ::p(;:;,a;e{n“ Unknown 100X3 = 7 [Uncvaluable [ Poor -
Pul . - o
24 J.Y. ?V:l; Pneumonia :szzzzil})ll\)sis Unknown 100 < 4% 15 [Unevaluable | Poor -
58 Diffuse o
25 T.B M panbronchio- — P. acruginosa 10039 [Decreased |Good -
litis
m Diffuse
26 M.M M ranbronchio- — H. influenzar 100 - 3+ 7 |EFradicated |{Good -
itis
50 Diffuse
27 M.F M panbronchio- — P. acruginosa 200 - 314 |Persisted [Good —
litis o
65 Diffuse
%8 S.5.| % i)_anbronchio- Cancer H. influenzae 100<3- 19 |Eradicated |Good —
itis
65 Diffuse
2% S.5.| ¢ ranbronchio- Cancer P. aeruginosa 200 3> 7 |Eradicated |Good —
itis
54 Diffuse
30 S.Y. F fanbronchio- — S. pneumoniae 200< 315 |DPersisted Poor -
itis
Diffuse
31 K.N. 71-§ mri!:ronchio- — gNa;fEulsB 100<3 - 8 |—S. aureus |Good —
79 Diffuse
32 K.N F }Janbronchio- — S. aureus 100 X3 X 15 |Unknown Good —
itis
3 MM | ot e O orastis P.acruginosa | 100%3~ 8 |Persisted |Good -
hroni i .
4 T.Y SN? Cb:g:lcchms B:Z?:l:l:l S. pneumoniae 200<3% 6 |Unknown Good -
79 | Chronic Bronchial P. aeruginosa N N ..
35 K.1I F | bronchitis asthma A calcoaceticus | 20073%X 8 |Eradicated |Fair -
36 H.H. 51‘? Cl’;:g:lc;itis - P. aeruginosa 200% 3% 11 |Eradicated |[Excellent -
3 Aw.| T2 |Chronie - Unknown 100X3X15 |Unevaluable | Good -
8 | Pul B hial . . . .
38 H.A. ?VI z:p:r;/as?;na :Z?:ml: Klebsiella spp. 100%X4x 8 |Eradicated |Good —
Pul Aorti . N .
39 MK.| ey 2 | onesrysm Klebsiella spp. | 100x3x12 |[Eradicated |Good -
42 Infectious
40 K.N. F bronchial - H. parainfluenzae| 100<3< 6 |Eradicated |Good -
asthma
46 Infectious
41 J.M. M bronchial Bronchiectasis | Unknown 200x3X 6 |Unevaluable | Good -
asthma
55 Infectious
42 U.H. M bronchial — E. coli 100x3x 6 |Eradicated |Good -
asthma
32 Infectious Unevalu-
43 Y.O. M bronchial — Unknown 200x3%x 5 |Unevaluable ahle‘ —

asthma
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Table 5 (Continued)
Underlyai T . ) Daily dose Evaluation
Age . . . Isolated . - Side
C D disease or ) and duration
ase Sex 1agnos1s complication organisms (mgX times Xdays ) | Bacteriological| Clinical effact
Infecti .
oMy | "bronchial Chronic P.aeruginosa | 200%3%10 |Fradicated |Good -
asthma ronchitis - o
48 Infections .
45 8.0.| 7 | bronchial — Unknown 200~ 3> 8 |Unevaluable |Good -
asthma
46 Infections ) L
46 M.M. F bronchial — H. influenzae 100<3~ 6 |Fradicated |Good -
asthma —
7 MK 65 | Bronchi- — Kiebsiella spp. 100%3- 8 |Fradicated |Excellent -
M F | ectasis H. influenzae .
48 H.Y 513 ?Crt(;r:i‘:i* - H. influenzae 10073 - 8 |Fradicated |Good -
49 M.H.| 39| Bronchi- Pulmonary | ynknown 100<3~ 8 |Unevaluable |Poor -
M | ectasis tuberculosis
s0 T.M.| 3 Bronchi- - H. influenzae 100<4> 8 |Eradicated |Good -
51 TM.| 33 ?cr‘:';:' - H. influenzae 1003~ 9 |Eradicated |Good -
54 | Bronchi- H. influenzae -
52 H.Y F | ectasis - P. acruginosa 200<3x 8 |Eradicated |Excellent -
53 K.M.| 38 | Bronchi- - Klebsiella spp. | 100%3~ 8 |Eradicated |Good -
62 | Mixed P.acrugino . .
54 M.H F infectign Lung cancer H ‘::jrlue’nzas: 100X 3% 7 |—P. aeruginosa| Fair -
79 | Mixed P. .

55 H.T. M ;::ection Lung cancer Kl:g:;‘ﬂ;;o;l;p_ 100 3% 14 |Eradicated |Good -

. Appetite
56 T.J. ?;:? M;::edction Lung cancer S. epidermidis 100x3x 8 |Eradicated |Good loss
Vertigo
Mixed )

57 B.S.| 4 |MXed o |Lungcancer | H.influenzae | 200x3x 8 |Eradicated |Fair -
80 | Mixed

58 0.0.| T | infection |Lung cancer | E.cloacae 200<3% 6 |Eradicated |{Good -
80 | Mixed .

% H.T. M ;nfection Lung cancer S. aureus 1003~ 8 |Unknown Good -
71 | Mixed P .

60 T.H.| M [ “irfection ‘t“'l'g:r"c":,{) ois | Klebsiella spp. | 200x3- 4 |Eradicated |Good -
46 | Mixed Pul )

61 E.F.| y infection ltlul::::l:l);sis P. aeruginosa 200%3X10 |Persisted |Good -
57 | Pulmonary [Qld 100xX3X 5

62 M.S. P. cepaci . -
F abscess : pacia 200X3Xx 7 |Persisted |Poor

tuberculosis 100%3% 9

51 | Mixed Cysti )

63 O.F. M infection {usn;c disease P.acruginosa 200x<3X 7 |Persisted |Fair -
70 | Chronic E. cloaca

64 H.N. M cystitis Lung cancer A.cu[cuaf‘vticus 100<3% 8 |Eradicated |Good -
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Table 6 Overall clinical efficacy of DL-8280
Clinical evaluation Efficacy rate
Diagnosis (Numb f cases) )
er of cases Excellent | Good | Fair | Poor %)
Acute pharyngolaryngitis e6) 5 1 83.3
Acute bronchitis (8) 1 6 1 87.5
Pneumonia (10) 2 5 3 70.0
Diffuse panbronchiolitis (8) 7 1 87.5
Chronic bronchitis (5) 1 3 1 80.0
Bronchial asthma with infection (6) 6 100
Pulmonary emphysema with infection (2 2 100
Bronchiectasis with infection n 2 4 1 85.7
Mixed infection of lung cancer (6) 4 2 66.7
Other chronic RTI (4 2 1 1 50.0
Total (62) 6 44 6 6 80.6
Table 7 Bacteriological efficacy of DL-8280 on RTI
Number Bacteriological evaluation Eradication rate
Organisms of o
strains Eradicated | Persisted | Decreased (%)
S. pneumoniae 2 1 1 50
S. aureus 3 2 1 66.7
S. epidermidis 1 1 100
H. influenzae 10 10 100
Klebsiella spp. 13 12 1 92.3
E. coli 1 1 100
E. cloacae 2 2 100
P. aeruginosa 13 7 5 1 53.8
Other GNB 6 5 1 83.3
Total 51 41 9 1 80.4
ORESHEBLIECH LT, 89.3% LiEHTEN ik 7 LRMEREBYE FICBMESERBYYE OTRIRIZAW

RYRNBOIIz L THD, &HICHEFHIDRLE
hicbDThY, 80.4% DRERTH -7

BIfERI I 64 ) 4 ] (6.3%) ICB» b e 25, F Uk
Pz 1FIDHTH Y PILHERL TS, 2 E K FH K
MO CLEIERRBERIZI.5% LIERTHY, EEL b
DIXALNA TR LT HUBHR2RERTHE LEL LR
o

LA E DR &, DL-8280 % P. aeruginosa &k ZL 7

CHRVBHFHECELRATHD LEX DRI,
x W

1) %30 B BRLEREEE BAXXHRS, HFES LK
<7 ., DL-8280, 1982

2) BIBME —AFA, NEER, LeEE HFSE,
R IR, XA B, R £, EAKE: AM 7154
B+ 25 74 - BERAYBTZE. Chemotherapy 29 (S-4) :
335~342, 1981
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Fig. 3 Laboratory findings of DI.-8280 before Fig. 5 Laboratory findings of DL-8280 hefore
and after treatment (1) and after treatment (3)
X104/l w/dl mg/dl mg/dl
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Fig. 4 Laboratory findings of DL-8280 before
and after treatment (2)
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BACTERIOLOGICAL AND CLINICAL STUDIES ON DIL-8280

Rinzo SoejiMa, YosHIHITO Niki, Masayasu KawaNisHi, TOSHIHARU MATSUSHIMA,
HirosHi KAwWANE, CHIKARA NAKAHAMA, MasatosHl WATANABE and Jiro Hino

Division of Respiratory Diseases of Internal Medicine, Kawasaki Medical School

Bacteriological and clinical studies on DL-8280, a synthetic antibacterial agent of pyri-
done-carboxylic acid derivative developed originally by Daiichi Seiyaku Co., Ltd., were per-
formed and the following results were obtained.

1) DL-8280 showed far more superior antibacterial activity to that of PPA against all the
bacterial strains clinically isolated from the sputum. The activity of DL-8280 against E. coli,
Klebsiella spp., S. marcescens, Proteus spp., P. aeruginosa and P. cepacia were almost equal
to that of NFLX, but DL-8280 was much more active than NFLX against S. aureus and Acinet-
obacter spp..

2) DL-8280 inhibited M. tuberculosis and M. fortuitum at 0.39 ug/ml and 1.56 ug/ml,
respectively, but the activity against other atypical mycobacteria was weak.

3) Serum peak level of 2.06 ug/ml was observed at 4 hours and 1.40 zg/ml at 2 hours
after the administration of 100 mg and 200 mg of DL-8280 after the breakfast, respectively.
Mean urinary excretion rate of DL-8280 during 6 hours after the administration of 100 mg and
200 mg was 38.5% and 44.9%, respectively.

After repeated dosings, the sputum concentration of DL-8280 was more than 2.0 ug/ml.

4) DL-8280 was administered to 64 patients with respiratory tract infections and the
efficacy evaluated in 62 patients. Clinical effect was “ excellent ” in 6, “ good ” in 44, “ fair ” in
6, “ poor ” in 6 and the efficacy rate was 80.6%. Side effects were observed in 4 patients (6.3
%) but they were very slight.

From these results, it was concluded that DL-8280 was extremely useful agent against
chronic respiratory tract infections and relatively safe agent.



