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NA, PPA, KM, ABPC IZH~EMWHE %R L, NFLX LiziFB Ly MIC #4757 L7, DL-8280
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0.20 pg/ml, FHRE T Y AT LTk 0.20~0.39 ug/ml OMT, KiBFOMEKOREFEMEIELE,

DL-8280 ik NA FHEFRMBIC OV TIREZERMER R & b o725, NA, PPA Rt v w0 ¥
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2. BMEBEAERBR 177 5 GREMERF 8H), YL EXSBAS0H, douir 5 —BR1BH,
Z off 36 B 2, DL-8280 & 1 H 400mg %7213 600mg, 5 AR ($LEX FTBARFALLT 7H
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ofe BMRET Y ABR, RIRKBEBRR LT LTI, HEDE, SHEAEL beMEHTH-
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Fig. 1 Pyridone-carboxylic acid derivatives
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Table 1 Number of clinical isolates tested

Organism No. of strains
Escherichia coli 9
Salmonella 64

B 24

Cc 25

D 5

E 7

G 1

paratyphi B 2
Shigella 69

dysenteriae 1

Slexneri 30

boydii 2

sonnei 36
Campylobacter jejuni/coli 14
Vibrio parahaemolyticus 11
Vibrio cholerae 1
Hafnia alvei 1
Plesiomonas shigelloides 1

Total 170
2) BEMENE
(1) BERAZRA

{FFAXMNT DL, NFLX, NA, PPA, #+~=A3 v
(KM), 7> vy v (ABPC) @6 ¥R Th3, KM &
ABPC iifRiEs FANAEZ Ay, DL, NA 285 —RK,
NFLX 754k QU3E, PPA i KHAMNK L vt she
Bk # vz, DL, NFLX, NA, PPA icoWTix, FFK
PLERBTHE (PPA FKII=KH 0l bk
BATHER L, BRHRAHKOKM 105D 1KD 0.05N
NaOH IC7fZLict, MEAEZMLT 1,000 ug/ml ©
Rgx AM L7,

KM & ABPC izoWTit 1g (Hffi) AV Diq 7
No2Ek% 100 ml OBEEKICHER, 10 mg (SIfi)/ml o
WREL, ZHhZERIC10HFRLT 1,000 ug (A
fii)/ml DJFRHEE AL 7,

(2) BEREGEK omR

RFEBRIZ, MIC REEATIC BTB SLEEINSER K
CGERD 2AVCESEELES, 2V IH, BRET Y +
IZix TCBS ## (KRB , v £'w iy # —iZix Skir-
row ¥5H (RBP) AW,

Zh b DEHICEE LcEkE BY, BMMmEicLy
BRKEROBRESM L —BT5 2 LEMB LI, M
BRHBfTODATWRWBRET VA, hotrty z—
BIZoWTiR, 77 a%eH, AHENEREREL,
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FNFPhOREMOMERE—BT B Z LEMDT,

(3) MIC Mizik

AR ROBUATIE I L TH - I, 1
FL, BERETYARDNTIHBEET « 2 7 Hisi
(RBF) 123% KHliE, nr A7 F—ilon TR,
7% ML oRAE LI 2 RO L N L st A (A L1,

Hed i PRl ¥ T 37°C 18~20 BEMITF o 1o, 4y
va Ay H—iconTit BBL ®oOH 2,0 2 #HoM
BEAIEF CHAIL, 37°C 48 7R L1,

WO IV A MMESTN MIT-P B2 so75y
y— e ME L, BEER-BORREN L 10° HERL
b (# 105ml) RV, 2L, hrEniyy
— iz Tid 2 A REBEL TN EE (B 100/m]) v
o

3) MBRERM

(1) ARFEICH+ 2 MIC

FeIE 69 Bkicx+ 5 MIC (Table 2, Fig. 2) i1, DL
2o W T id A 0.78 ug/ml THoeh, KiRo
95% #% 0.10 ug/mt LAT CRE LM LS H, NA, PPA,
KM, ABPC iclt~, #0oflitt¥F L {EhTHY,
WHEBR B 2 d o7, Lo L, ABPC T43%, NA
KM iZB8WT L AKoOREBRLEB bhi, SbE, J
VARRE L, 7v¥ L RAKRMEY K LT AFRAE
BELITAMTT MIC 2B LA, mBEOMICEREED
HiKiZ 22 {, @EhiofiditE %~ L7 (Table 3, Table 4,
Fig. 3, Fig. 4), ¥/~ NFLX i2 DL &i3i¥sLw MIC
DAmERLI,

@ #rEeXRFIEXHTS MIC

R5F 72 BEESUIALERT 648K+ 5 DL
» MIC 2, B# 0.39 ug/ml, K 0.10 pg/ml Ok
FHENICH L, NFLX & 0.20 ug/ml % f.0IAH
L7235, DL ko o4 shidittdnt & oicBak.
NA, PPA, KM, ABPC i3—#iZ 3.13~6.25 ug/ml ¥
PLIEAAL, EOHERIZALLI DL X )45-oT
7= (Table 5, Fig. 5),

(3) RIRHEXMEEICH+ 5 MIC

FRMEABE (LWE) 3 X CHREABE D 9K
IZOWTHRM L, DL @ MIC i 0.20 ug/ml LLTT,
FE L LT 0.10 ug/ml T -7 (Table 6, Fig. 6o

4 drewyr—ixts MIC

UEDH v uiy y—icx+s DL o MIC i,
—RXIZ 0.39 pg/ml LLFC, 0.10~0. 20 pg/ml iZ5EF L,
NFLX, NA, PPA, KM, ABPC & b @h/-HidltE& =L
oo LU 187312 DL ic 12,5 pg/ml o MIC &7
L7c#s, = ofkiz NFLX iZ b0 12.5 ug/ml &7
L.NA, PPA 23 L Cit#h#h 50 pg/ml, 100 xg/ml
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Table 2 MICs of DL-8280 and other five antibacterial agents against total Shigella spp. (n=69)

D No. of strains inhibited at concentration (ug/ml)

ru

8 =0.05| 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100
DL-8280 31 33 1 1 3

NFLX 33 31 1 4

NA 1 38 26 2 2
PPA 53 11 2 3

KM 1 10 23 32 2 1
ABPC 3 17 1 12 2 30

Table 3 MICs of DL-8280 and other five antibacterial agents against S. sonnei (n=36)

N No. of strains inhibited at concentration (ug/ml)
rug

=0.05| 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100=
DL-8280 14 19 1 2
NFLX 14 18 4
NA 17 2 1
PPA 25 1 3
KM 1 13 12 1
ABPC 1 17 1 10 7

Fig. 2 MICs of DL-8280 and other five
antibacterial agents against total
Shigella spp. (n=69)
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» MIC %75 +TitERk Tdb - 7= (Table 7, Fig. 7).

(65 €7y Fiext+5 MIC

ILSELIEE BRAYT VA 1IBICX + 5 DL ©
MIC i, H&&»S 0.39 ug/ml (B#E) THY, 1% 0.20
ug/ml (5HE) 721X 0.05 ug/ml AT (48 Thol,

a v S58it, DL REMHE ¢ MIC 0.05 pg/ml AT
D%/ LIz, NFLX 2% LW EX R L, NA, PPA
X MIC ikBWTH BB ohnic (Table 8, Fig.
8,

6) FothoEicx+s MIC

H. alvei, P. shigelloides {35 MIC X £ h £ h

Fig. 3 MICs of DL-8280 and other five
antibacterial agents against S. son-

nei (n=236)
g 100 DL-8280 A
3 /
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0.10 pg/ml, 0.05 ug/ml Tdh -7z, = DfHix NFLX &
L) o7es, NA, PPA i~ DL » MIC iZ#hTw
7z (Table 9),

(7) NA Wit & nZE X mtE

NA » MIC 23 50 ug/ml LA L& 7R UI2BiX, # v £ m S8
75— 18, FRAE4HTHol, ZhoDEICHT
Y KyanK o BEo 4 3E)IICH+2% MIC # Table
10iZ7 /R L7z,

Zh b oEKICH T3 NA LA OFR o MIC i385
HEICHRT SERERM» -7, ®IZ C. jejuni D64
BRIZH LTSI E <, DL BV Th 12,5 ug/ml
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Table 4 MICs of DL-8280 and other five antibacterinl agents against Shigslla spp. except
S. sonnei (n=33)

No. of strains inhibited at concentration (ug/ml)
D B
T8 T 0.05] 010 | 0.20 ] 0.39 | 0.78 | 1.56 | 3.13 [ 6.25 | 125 | 25 | 50 [ 1008
DL-8280 17 14 1 1
NFLX 19 13 1
NA 1 22 9 1
PPA 28 4 1
KM 1 10 20 2
ABPC 3 3 2 2 23

Table 5 MICs of DL-8280 and other five antibacterial agents against Sa/monella spp. (n=64)

D No. of strains inhibited at concentration (ug/ml)
ru,
§ =0.05| 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 10
DL-8280 39 24 1
NFLX 1 7 54 1 1
NA 1 1 15 47
PPA 1 51 12
KM 3 28 30 3
ABPC 1 15 12 31 1 4
Fig. 4 MICs of DL-8280 and other five Fig. 5 MICs of DL-8280 and other five
antibacterial agents against Shigella antibacterial agents against Salmo-
spp. except S. sonnei (n=33) nella spp. (n=64)
g 100 - g 100 [ - _1947/
€ 80 £ w}
: / : /1
o— o= [/
5 KM ABPC 5wl ] |
] l ] d .
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O 9 y o d —J PR S TR S B o 0 R S B R |
=0.05 0.20 0.78 3.13 12.5 50 100= $0.05 0.20 0.78 3.13 12.5 50100
MIC (ug/ml) MIC (ug/ml)
ERLIC, LBLZIDO1BERWT, DL KR # 8 o I B K
NA THEBRIZH L TRREN CRERMEE RS ¥, % 1 Ry
hicHdEERZ R Lic, 1) »NRdH

PAE, DL %, BRER/MMERE 170 BRIZH L, C. jejuni D 94 EEERGER (8% KMMSTHES ALY LA%
BREBR< 169 Bk (99.4%) DEF% 0.78 ug/ml LT © TR L SRt R EbhE bo & EK L
BLEL, D55 166 Bk (97.6%) it 0.39 ug/ml LUF L, —i%, SR EERShiy ATk S HREE bRE
® MIC #5RL7z, C. jujuni D 94 ¥kix NA, PPA % ¥ L,

Y Fyna R RRRAICHEERL, DL kkxLT BEEFITRR LT 16 B LD 258 1T, K5 OF
b 12.5 ugfml & MIC &R LR, I ABERRE L7, M3t oBm CRARAIIE R
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Table 6 MICs of DL-8280 and other five antibacterial agents against enteropathogenic E. coli (n=9)

D No. of strains inhibited at concentration (ug/ml)
rug
=0.05| 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100=
DL-8280 8 1
NFLX 6 3
NA 1 4 4
PPA 2 6 1
KM 1 4 1
ABPC 1 4 1 1

Table 7 MICs of DL-8280 and other five antibacterial agents against Campylobacter spp. (n=14)

Drug No. of strains inhibited at concentration (ug/ml)
=<0.05{ 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100=

DL-8280 1 5 6 1 1
NFLX 11 2 1
NA 5 7 1 1
PPA 1 7 5 1
KM 12 2
ABPC 3 3 4 3 1

Fig. 6 MICs of DL-8280 and other five
antibacterial agents against entero-
pathogenic E. coli (n=9)

n
(=]

-
o

el
(=]

Cumulative % of strains inhibited

0 | 1 1 1 1 1
<0.05 0.20 0.78 3.13 12.5
MIC (ug/ml)

1

11
50 100=

B, BERMICAMHRIEERR LAETE P22 b
DNFERLDEL, BEREEOEH»OREL
iz 81 % ¥, x 7= (Table 11),

AT ORR L -T2 DX 1TTHIT, FDH bbITR
MEERA T8 5], FAEXRFBRSOF], HrEwsy
F—IBR 134, REKBHEBRS B, BRETVAH
ROW, zofaL T, H. alvei ¥ 12 X 5 BR2H
G, EaREE RN TH B3 BNRIMEBR L S hi
b D205 Cdh B (Table 12),

Fig. 7 MICs of DL-8280 and other five
antibacterial agents against Cam-
pylobacter spp. (n=14)
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<
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(2 &5k BE5RE

BHEHEITRTEAMIZTY, 18 100mg DER%
1H 400mg (1@ 200mg, 1 B 2[E]), /<X 1 H 600
mg (18] 300mg 1 B 2], $5WX1[E 200mg 1 H
3ED) #5 Lk, #EAKRISABELEN, yYLrEXRT
BRIES~THBELL, YLERSREZFKOVW TR
FRT7RB&LT

(3) ##£HEA

BEREOREE, BFERMBEN - PRIVCRERTERE
EBL, REKTRLAIRMEMCERELITO>LS
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Table 8 MICs of DL-8280 and other five antibacterial agents against Vibrio spp. (n=12)
No. of strains inhibited at concentration ( ug 'ml)
D -
™8 20.05] 0.10 | 0.20 ] 0.39 | 0.78 | 1.5 | 3.13 | 6.25 | 12.5 | 25 | 50 | 100s
DL-8280 4» 5 3
NFLX 4 2 6
NA 3 3 6v
PPA 5 3 2 2
KM* 3w 7
ABPC‘) 2 5 2 lbi
. Two strains were not tested.
v Including one strain of V. cholerae
Table 9 MICs of DL-8280 and other five antibacterial
agents against miscellaneous organisms
MIC (ug/ml)
Organism
DL-8280 | NFLX NA PPA KM ABPC
H. alvei 0.10 0.10 6.25 1.56 3.13 6.25
P. shigelloides =0.05 =0.05 0.39 1.56 3.13 3.13

Fig. 8 MICs of DL-8280 and other five
antibacterial agents against Vibrio
spp. (n=12)

el
(=]

Cumulative % of strains inhibited

50 100=

SR S N |
0.78 3.13
MIC (ug/ml)

0 1 It
=0.05 0.20 12.5

28 »ic,

BRORAEIR (2R3, (i, BHEEBOH, EH, K
REDHEERREICOEHMBL, RSICEHER Bb
WaERIEOVWT L EE L,

BMARRERAMIRE, FOKE, OEEE ~< ks
Yy ME, ISR, Y YA, FFSEE (GOT, GPT,
Al-Pase 72Y), &tk (BUN, iFs v 75=1), R
(BH, ¥, vet) /-5y, bl 2EEmEL B
VRE L,

@) FHEHE

MERZIRIZ, T#, EiEo%kE, SHEEXOMD 2

Table 10 MICs of four derivatives of pyridone-
carboxylic acid against nalidixic acid-
resistant strains

Strain . MIC ' ug ‘ml)
Organism
No. NA | PPA | DL-8280 | NFLX
D 94 | C. jejuni 50 | 100 12.5 12.5
D 99 | S. sonnei 50| 12.5 0.78 0.39
D102 | S. sonnei 50| 12.5 0.39 0.39
D147 | S. flexneri | 100 6.25 0.78 0.2
D157 | S. sonnei | 100 | 12.5 0.78 0.39

EEBELL, THREOKMICL V¥, %, %5,
AEICHE L,

723, A &b ORYVE RR IR L OBEKEBLA
IOWTRMENRALLT, dreasyy—LtHiR
Kl & OMBEBRPIIH iy s—BREL
T, ¥R T Y 3 L P. shigelloides & DBIHBS:
PIIBRE TV A & LTHERDREZHELE.

HPBEHRICOWTIE, KEAICREEE PR LR
FLERIZOWT, BIROHERE$E L LT Table 13
DX > 8 HBEMTHEL, DL 5B OHERRICRE
> TES, B, FH, EPicHELLSY, EHRECH
ELHELTERICALRE,

BEil%k A3, DL #5Hm%, —REoNKEEE

SINIlcRETELE,
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Table 12 List of cases evaluated
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for clinical

efficacy
Total cases 258 -
Diagnosis No. of cases
Cases evaluated for clinical efficacy 177
Bacillary dysentery 78

Excluded cases 79 Salmonella enteritis and carriers 50
Organism negative and no symptom 71 Campylobacter enteritis and carriers 13
Defects in evaluation 1 Acute enteritis caused 5
Other chemotherapy before treatment 1 by enteropathogenic E. coli
Inappropriate administration 2 Acute enteritis caused 9
Change the doctor 1 by V. parahaemolyticus
Other diseases 3 Acute enteritis caused 2

by other organisms

Drop-out cases 2 Acute enterocolitis 20

(organism negative)

Cases evaluated for side effects 248 Total 7
Male 107 ota 1
Female 141

Table 13 Criteria for evaluation of effectiveness in bacterial elimination
Description Effectiveness

Culture negative on the day after administration;no bacterial discharge
observed thereafter Markedly
— effective
+ _____ ———— —_——— —
Culture negative on the 4th day of administration;no bacterial discharge
observed thereafter
G———

Effective
Fhrt—————
C—
b ———— Effective
Culture negative on the 6th day of administration;no bacterial discharge
observed thereafter
—>
tt—ttt———— ——
Culture negative but bacterial relapse observed transiently thereafter;
no bacterial discharge observed without administration of any other drugs
—>
+++—-= ————= +t—-== —= Unknown
Culture positive until the 6th day of administration but negative thereafter
G—r————(
-t —Ft—— ——— —= =

Ineffective Bacterial discharge observed sporadically during and after administration ;
another drug administred consequently
—— —
e —F—F———t—tt—————

— Ineffective
Bacterial discharge observed 7 days or more days after administration
almost continuously
e —

=ttt Ao ——




(1) HEMERA

SHERBRIZOWTik, FERF4IFlICEE L, &
BREER DR E IR % 125 L 7o i &, Table 18 nfEFIFRIC
RLIEX DI, FTHI—&ICREMA%1 A, M{E A5
D) DKL OB TEREMEA3 AL (104D TR
b, 55 B ETIRTRTOH CEES MBI YL
L7, 1 BOPEEBK OB VWIS (174 <, DL #45
%, TOEBN I~2EE TP LIAKERD 5 &,
BLBm%1IA284], 2A44, 3H3H, 4H24
T, TS5 BURRED L, EEARFEOKR (38
P i, HEMM%KL B 154, 2@ 134, 3 AN
3, 48254, SEHBIU6 BNEAEFNLLHTH
272,

ZORREMIELTHB L, DL #E5BME 2 BN
2% K DIEFITEERVPBRL, 12 AEFTRTOHRTH
55 AETIRIBEETIEMBRON, BSOS i ERe
B Lo,
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Table 14 Clinical effects of DL-8280 (1)
No ,;‘,_‘,,,,N“ G alp Unk Efficacy rate (%)
i ) Excellent | Go oor | Unknown
Dosage Organism cases xeellen 0 Excellent | Excellent+ Good
Shigella spp. 8 2 5 1 28.6 100.0
Salmonella spp. 4 1 50.0 100.0
Campylobacter spp. 3 1 2 33.3 100.0
400mg | Enteropathogenic K. coli 3 3 100.0
(b.id.) | V.parahaemolyticus 1 1 100.0
Others 1 1 100.0
Negative 5 5 100.0
Total 25 4 18 3 18.2 100.0
Shigella spp. 4 2 2 50.0 100.0
Salmonella spp. 0
Campylobacter spp. 4 3 1 75.0
600mg | Enteropathogenic E. coli 1 1 100.0 100.0
(b.i.d.) | V- parahaemolyticus 0
Others 0
Negative 3 2 1 100.0
Total 12 3 7 1 1 27.3 90.9
Shigella spp. 29 5 21 3 19.2 100.0
Salmonella spp. 6 1 5 16.7 100.0
Campylobacter spp. 5 2 3 40.0 100.0
600mg | Enteropathogenic E. coli 1 1 100.0
(t.id.) | V. parahaemolyticus 8 3 4 1 42.9 100.0
Others 1 1
Negative 12 4 7 1 36.4 100.0
Total 62 15 41 6 26.8 100.0
2) BRI ZOBKRERICH TR E THREOHERL L Y2

4% & (Table 14, Table 15), 41 fAh, EXHIH, Y
28 4, A4 T, HLHEIT100% ThHot, HHRH
IZ45 L 400mg 58 (84 T, 324, %
5, F814MT, HHBIL100% T, £05LEHR
i328.6% Th o7, 600 mg H 58 (33H) T, ¥
76, AP 2345, SH3IMAT, FHEIL100%, £D0)
LEZHRIL 23.3% Tholc,
SHPEEZRIT B Hic W TEB LA, 8 ko
42 T DL $5BRth% 1 B T, RED X 9 FRESHE
L, 6 HECHEOH - b0 2 f, B5PILEREE
FR b DRk, T OMNPEYHRE Table BE
> THESS &, Table 16, Table 17 i /TL K
400mg #ERE (13 40) Tix, HH4 4 (33.3%), FS
841, THI14iC, LATHEHTHY, FHRHBKAK
5B 2.2 H Th ol

600 mg 4y 2 #2558 (7 ) Tit, ELH3H 42.9%)
HHA4PIT, LPEHTHY, VEENLARIL2.00
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Table 15 Clinical effects of DL-8280 (2)

| Efficacy rate (%)

Dosage Organism No. of Excellent | Good | Poor | Unknown [——— —

cases Excellent | Excellent + Good
Shigella spp. 8 2 5 1 28.6 100.0
Salmonella spp. 4 1 2 50.0 100.0
Campylobacter spp. 3 1 2 33.3 100.0
Entheropathogenic E. coli 3 3 100.0
400mg | parahaemolyticus 1 1 100.0
Others 1 1 100.0
Negative 5 5 100.0
Total 25 4 18 3 18.2 100.0
Shigella spp. 33 7 23 3 23.3 100.0
Salmonella spp. 6 1 5 16.7 100.0
Campylobacter spp. 9 2 6 1 22.2 88.9
Entheropathogenic E. coli| 2 1 1 50.0 100.0
600mg | parahaemolyticus 8 3 4 1 42.9 100.0

Others 1 1

Negative 15 4 9 2 30.8 100.0
Total 74 18 48 1 7 26.9 98.5
Shigella spp. 41 9 28 4 24.3 100.0
Salmonella spp. 10 2 6 2 25.0 100.0
Campylobacter spp. 12 3 8 1 25.0 91.7
Entheropathogenic E. coli 1 4 20.0 100.0
Total V. parahaemolyticus 3 5 1 37.5 100.0
Others 2 1 1 100.0
Negative 20 4 14 2 22.2 100.0
Total 99 22 66 1 10 24.7 98.9

Tholc, 600mg 5 3 K58 (58 i) Tix, %E%h 30 4
(61.2%), A% 194 (38.8%), NHAIMT, £%, A
ST 49 ) (100%) DX PFEZIFE Th o7z, BEH
THRICHEEZ B 1 5 GEBI 75) % Br&, DL £h55
B EHEE Ao bDid R olc, THENL AR
L8 A CH -1z,

600mg HEHETRTHDLESZ L SHITHY, E%
X 3341 (58.9%), H%hix 23 ) (41.1%), AEA % 9 4
&, FHARBRL 2MEZIL EoMPFERRE R L.

DL % 5. L7z 78 i, %% 37 4 (54.4%), %31
Bl (45.6%), RE10HITH Y, FoMNPESERIIENL
ItboThol,

A E ot RAIC 5 SHERSIR 5 X U PEESD
RED B L, EAIZFRROERREICH 2R L4
Mrahiz,

@ HreEXFBR

FAEXRSBR (BREE) X504 T, 205 b H
EERIZ 10 4, FEZITZ 406 TH o,

HES QOHAD IK>WT DL 0B EHRE LS &,
Table 19 D X H I, THIREIHTKEHL 2 ATH LN,
M fE % Pt LT W e Bl Tid R B-BRBAE 3 B LARICER L
Tzo PEEEIICS>WTIX, DL B 5BAAR%E, 643 A
PANIZEA Lie s, B s BULELE LT3 08
41flx6N, Z03H7AUEEBELEL O, 2468
Bahlc, HHREOHMRIL, REOEF TS5 AULEEZL
BeL, BRI MAERBALT X950 AHELR
DIePIRDB, ZhoOBMERBT S L, HMBEMERE
CHARBSOFERIGEIET B HASEbIT,

ZDRAE EREIC X 2HRAETHS &, Table 14,
Table 15 N X 5iz, 400mg 58 @ H) T, X
140, A% 141, R 2 Flopir»=ashic, 600 mg #
B (53, 65D TiX, ER14I, BRSAoEREH
ENREShic, 400mg FeH5iL 600 mg HEREE i
5L, 104PEH 25, AB6H, TH2HITHY, =
DEZHEIL 100% T, MEEFHOEHNRLFAL Cho
e, Bx DEROEEDRIET ZEABREETE A,
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B ] Efficacy rate (%)
Dosage Organism No. of | Markedly Effective | Ineffective | Unknown | Markedly Markedly
cases | effective . effective
effective | | Effective
J E— R e
Shigella spp. 13 4 8 ] 33.3 100.0
Salmonella spp. 18 2 11 3 2 12.5 81.3
Campylobacter spp. 1 1 100.0
40(‘)"'5 Enteropathogenic E. coli 2 2 100.0 100.0
(b.id.) V. parahacmolyticus 1 1 100.0 100.0
Others 1 1 100.0 100.0
. - e e U 4-
Total 36 10 20 3 3 30.3 90.9
Shigella spp. 7 3 4 42.9 | 100.0
Salmonella spp. 8 8 i 100.0
Campylobacter spp. 4 1 1 2 25.0 | 50.0
600mg Enteropathogenic E. coli 1 1 . 100.0
(bid) | y, parahaemolylicus 0 !
Others 0 I I R o L
Total 20 ' 14 2 . 200 90.0
Shigella spp. 58 30 19 9 61.2 100.0
Salmonella spp. 24 8 9 7 33.3 69.6
Campylobacter spp. 8 2 5 1 25.0 85.7
60(_)"‘5 Enteropathogenic E. coli 1 1 100.0
(tid.) V. parahacmolyticus 7 6 1 85.7 100.0
Others 2 1 1 100.0
Total 100 47 35 8 10 52.2 91.1
27 BRI LA L2V C EFRERE, FRICYLE

MR PREY, BREPLEEOBRENR+F TR WVWIH
(FERI 83) &M &, BEERBYD 14 (FEF23) Mz
72 50 4| CBk®» T4 5 &, Table 16, Table 17 D= & <,
400 mg B BB (18 4)) Tix, ERh2H (12.5%), HH
11 47 (68.8%) T, BFLALOMPEEBRERBDO b D
11134 (81.3%) IZ3E L, LA LER (FHlf) »
3FicRo bhic, BHER & IR { FHREMEERAKI
DL #5#%3.9 B Th o, 600mg 4 2&KE5H (B H)D
Bep L bERORME Blch, EHHENAAIX3.48
Tholc, 600mg 4> 3XEH (45D Tk, EZ8H
(33.3%), H# 9 # (37.5%) T, HHLA L OMPEERIF
ZRDHNT 176 (70.8%) Thorehd, EHXTH
(29.2%) E¥ xic, APHICKT 3 FHEMHAR &
2.1HCHoT,

DL ##5 L7150 T, 2OMENRELD L, ¥
%h 10 4 (20.8%), % 28 41| (58.3%), #E%h 10 4 (20. 8
%), A2 BT, AREFOTEHEHELEESIX3.08T
bolc,

ZOMBERREAD L, HERTEMLTYL, B

> SEERPSMNAK BRI L URPRE Y 2T, {LF4K
EORBLZERICHYT 5, EhTLRE 79.2% 0
DR E YRR LAEARERCH TS, 5% &
St oRRANYERLT, HFESHREFRNT
BLENHS I,

@) Hreasry—BR

Boeny s -z, FE L OBKEBY (B
%156, SEH 64) D 2PEZH, RUT 15 PHENKEL
. Z05 LRERBDERORNMNER L RoLbOR, £
ROBR 2 ER 141, BMEBROREE T » 5 &N
56, fEHI64 B 12 THD, HHHPDRERHLE
b i3 DL 55 1k 0RO A5 72 2 1 (R
130, f241 131) # BV 13 TH 5,

Table 20 i3 X 5 i TR DL HERHICHR
Tholk 3L, HE5Mik%1 B TTRLE,

Etricn+s9E e 5 b, DEHEK (450) BESF
Bkh 2 B £ Ti, - SREEKORY (124 i3 DL
BEWM% 1 B4, 2AMR3H, SANSHILAEE
nic, HHEOHR (12 F) 5k 1 A T3, 2
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Table 17 Bacteriological effects of DL-8280 (2)
o 1 Iifi;cncywrl;te (%)
. d T

Dosage Organism No. of Marke‘ ly Effective | Ineffective | Unknown | Markedly Mnrke.dly
cases | effective . effective

effective | | Bfective
Shigella spp. 13 4 8 1 33.3 100.0
Salmonella spp. 18 2 11 3 2 12.5 81.3
Campylobacter spp. 1 1 100.0
400mg Enteropathogenic E. coli 2 2 100.0 100.0
V. parahaemolyticus 1 100.0 100.0
Others 1 1 100.0 100.0
Total 36 10 20 3 3 30.2 90.9
Shigella spp. 65 33 23 9 58.9 100.0
Salmonella spp. 32 8 17 7 25.0 78.1
Campylobacter spp. 12 3 6 3 25.0 75.0
600mg Enteropathogenic E. coli 1 1 50.0 100.0
V. parahaemolyticus 7 6 1 85.7 100.0
Others 2 1 1 100.0
Total 120 51 49 10 10 46.4 90.9
Shigella spp. 78 37 31 10 54.4 100.0
Salmonella spp. 50 10 28 10 2 20.8 79.2
Campylobacter spp. 13 3 7 3 23.1 76.9
Total | Enteropathogenic E. coli 3 1 75.0 100.0
V. parahaemolyticus 8 7 1 87.5 100.0
Others 1 1 1 50.0 100.0
Total 156 61 69 13 13 42.7 90.9

B54,3 B4 Tholco BT 5 ICEKEROKERZ,
DL #5Bth% 3 B ETILALN B, MEMRAICHE
=, HROBFNFFBOVAIRVEE LN, PEPITHS
N, 1H 400mg 5 L 600 mg 5 ORICARERE
DRI o,

T OEEEKREERIELTH B & Table 14, Table 15
R X 5 ic124P, 334 (25.0%), AZ8H
(66.7%) T, ESHFNX 1 THo T,

MYEESRIT 13 FITEE L., DL 5 BA% OEH
KRE, BHEOIFEBR 10FITHDT 2, £
DR, Table 20 TA 5 X 51z DL 5% 1A T3
#l, 2 BCTHHBEOWNEE 2, BHED3IH EH
64, £ 134, 5E4] 135) 1%, DL 0#k5 & HEBALRIC Rt bk
BoBREER L, = OxPEERIRZ, Table 16, Table
17157+ X 5 icE%h 3 4] (23.1%), A% 74 (53.8%)
¥, HHRILT6.9% L7250, REkerieiE &6
R UL 3H (23.1%) BB bhic, T DEHFID S
14 GEHI 64) DEEEIX, MIC 23 NA 50 #g/ml, PPA
100 ug/m}, DL 12.5 ug/ml, NFLX 12.5 pg/ml &, &%
HOEY, WhiT Y Friaf vBRERICHEE =

+ 4D TH ot (Table 10),

DL ok uy g—iZxt+ 5%, EHMICH
5L, MBEMERRAL Y LVERFBROBMICAIL, &E
i 1 A& 600 mg AT ERY LBbhiz,

@) RIRKBERRR

MERDEEZRHELZbORSFITHY, it
SHER BB (ZEF 44, FEH 77, ZEH 130) b0z
T8HDHL 4FTRIAL, o4 Hik DL H#E5PIEE
DRSNS+ TR > T D THE» LR LI,

BRpRZhFE 12 Table 21 IRL X Hi, TH#, MmEH
%13 DL #5Mm%I2FE 1 B, SHERKOBPLEL D
PICHREMNA% 1 B TALNS, BHERRI 2 A%k
THALBATNS, ZORAEEREHEIC K 3R TH
% L, Table 14, Table 15 0 X H 124 14, B4 4
Th B,

MPFEZREBE LI 4 PITR, FHEIRTRT
AL ETH -7 (Table 16, Table 17),

6) BRETVABR

BRETY ABRIZIOFETRLL, DL 2#E5L7x,

SHERZE L 9 HTH B &, Table 22 D k 5 I T
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Table 24 Clinical results of DL-8280 on acute enterocolitis (organism negative)

D . . . L]
Case | Pa- | Sex eily | Du . Days required for Recur- | Clinical | Side
No. | tient | Age dose | ration | Normal number | Deferve- | Disappearance | Formed rence | effect effect
(mg) | (days) | of defecation scence | of bloody stool | stool
158 | K.M. 1; 2002 5 4 3 - Good -
4
159 | A.N. F [200%2 5 2 - Good GOT
40 GPT ;
160 | S.T. Né 200 %2 5 2 - Good -
4
161 | M.O. | M [200%x2 5 2 - Good -
60
162 | T.S. Fg 2002 5 1 2 2 5 - Good
4
163 | KW. gds 300%2 5 2 3 2 4 - Good -
164 |K.T. 247 300x2 5 - Unknown -
165 | S.S. % 300 %2 5 2 1 3 - Good -
166 | H. L GI; 2003 5 3 2 3 - Good -
167 | M.M. :I;Vé 200%3 5 1 1 2 - Good -
168 | A.O. IFB 200Xx3 5 1 3 1 2 - Excellent -
169 | M. L 2]-; 200%3 5 1 - Excellent -
170 | T.E. M | 2003 5 1 1 - Good -
21
171 | KN. FZ 200%3 5 1 1 1 1 - Excellent -
3
172 | M.M. I\I(ii 200%3 5 2 1 2 - Good -
1
173 | HK M | 200%3 5 1 2 2 - Good
34
174 | T.Y. F | 200%3 5 1 1 - Unknown -
20
175 | M.T. | M | 200X3 4 1 1 2 - Good -
37
176 |[F.K. [ M [200X3 2 1 2 2 - Excellent -
31
177 | E.K. F |200%x3 5 4 3 4 - Good -
31
200mg X 2/ day 2.5 2.0 2.0 2.8
The mean of [0 x2/day 2.0 2.0 2.0 3.5
days required
for 200 mg X 3/day 1.5 1.5 1.8 2.0
Total 1.7 1.6 1.8 2.4

* The day when administration of DL-8280 was initiated is regarded as the day 0.

25T DL #5651 B#%iIcA 5N, MEOHKIT1I~2H ZEH 3, AX5H, FHLIpITHoT,

Tholt, BHEER OB, MEDIHE LR IC 1~ SHPFRSR L DL #5411k 1% ORISR +40 72 1
2ADSLILHH LI, AHEHRIIL  Z2~3H T F GE#I 155) ZBr< 8 HITH B L, Table 16, Table 17
Zbh, BELTALATHLELD b b2z, Z DK NEHITEHTH, A 1HT, 2HFTHEE ILE % 2
DEEZRAWICHEST S &, Table 14, Table 15 D Xk 5 2o
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Table 256 Side effects

— ——

Case . Daily dose | Duration
i Side eff
No. Sex | Age Organism (mg) (days) e effect
T Abdominal discomfort
94 F 76 | Salmonella B 200X 2 7 Nausea
Anorexia
108 F 56 | Salmonella C, 3002 7 Abdominal discomfort
120 F 42 | Salmonella C, 200X 3 7 Abdominal discomfort
122 | M 32 | Salmonella Ci 200%3 7 Soft stool
205 F 42 | Salmonella B 300X 2 7 Abdominal discomfort
206 F 21 | Salmonella B 200X 2 7 Soft stool
207 M 55 | Salmonella C, 200%3 7 Soft stool
208 M 36 | Salmonella C, 200X 3 7 Soft stool
Side effects Male Female Total
Abdominal discomfort-
Nausea 1 (0.7%) 1 (0.4%)
Anorexia
Abdominal discomfort 3 (2.1%) 3 (1.2%)
Soft stool 3 (2.8%) 1 (0.7%) 4 (1.6%)
Total 3 (2.8%) 5 (3.5%) 8 (3.2%)

BRETY ABRIZ, BRBEOHAROMNEETH
5%, DL ®#%&535 LIGEORBIEREL, Pelli bl
KoY I+ B RBLIZ OB LERER L FECTH -
e

6) FothoBYLrEE %

Table 23 IR+ H. alvei 12X 35R1%, DL #5 (1
H 400mg) B, 1 A 5 EOKRMFEEHEL TV, #
SMsh% 1 A CHERMIERICEL, ELMELLE,
Z OPOFHERS R ER, NPEDHRIE L WE
hie,

%7z, Table 23 IiRLIavInERMZ 74V LT
1H20EOTHEREBL, 2/KARR1IELR> THR
EHLBET, REFORET L SHOEENRHLH
L2b, 9RAIIRABELT,

ABERED 2 L 5 EILEE T R L 2 BEE oMK T
bofeh’, DL # 1H 600mg 433, 5 Aflichie->T
BE L, ARFRFERE U KA ETOBEBRET aL
THIIIBE Th o e, Z DBFITE T 3R BESE
i, AR 9RATHIRLMEATHMEThoe e E
BL, XBHEL LD -0 CHIESRE O HERR
AL Lz,

(7) BERRIEMRILAEAR 52

BRI RHTERZI -~ b DD, BRORE,
itE, MSEEL DL, BIERR LT ShE LD
220 THo®,

Zh b6 DER OMEIX Table 24 ISRLTHBN, £
N5 LML, DL S 5Mea® £<iX1 8 T, 3A%
TIRIRTHLE, $mMES 1~3 B0 5 bicHkLE,
FHEEMOER LS  RFGMGEE 1 BTN 4AE
TP LI, AREOER b HEREKOMD & IHT
L, 12fT2 A ¥ CRABENERESh, 1HERNT
4 AECRARBEE AL, - OREERENICHERE
RYEMEICT L 3 &, Table 14, Table 15 N X 5 ¥
490, AZ 144, FH2HAT, ZoRERAEZHER 0
% THhole,

1 B85%, +4bb 400mg 5L 600mg &5
B & OMICHERBRIC BWTEERER S SARER
FRhot,

(8 BifER

ElfEAiz Table 25 iTR+X Sic 48 AH8H (B2
%), 10 £ (4.0%) kb, £ORFERTEAHIR
B, KE REFRER Y Tholk, BLURTHKIA
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Table 28 Aggravation in laboratory findings

Item Cases Case No.
Elevation of WBC 5 12, 22, 35, 180, 226
Elevation of GPT 3 5, 20, 45
Elevation of GOT and GPT 3 64, 81, 159
Elevation of BUN 1 15
Elevation of amylase 1 79

Total 13

107 izt L 3 ) (2.8%), % 141 pilict L 5 ) (3.5%)
TEERBVAIREZ T, SRBIERLRYLEX T
RiZEPLEZ LOBRIIRHETH B2, WTFhbiESs
Thol,

BRREMBOHB L Table 26, Table 27 IZ5R L7,
Z 05 LEBKREMRBHR ¥ &7 b D, Table 28 iZiR3
X 5w A mEREm 5 4, GPT LH 34|, GOT - GPT
LA 34, BUN ER 14, 7I5—F LR 1H0E 13
AT, WTFhLEBTH -7,

E =K

AANTEY Koa R o BROLERERT, ToH
BaR7 M AL, TRORERRILD LTSS S
ABME, KBE, Fr7 v, BRER L CERTR
EhERTIED,, RKEOEEIIHLTOAES L SN T
W32, NA, PPA L OB Gt 2 7 ABBHE, HEKED
ZHCAVHENDE R LEANKERETHY, KFFEL X
Lhe+375hBERICHLTS, HBEHOELWE
EEBHTV3B,

EELNSETRBROM R L LIBUEIBRBHE Y 55
MshioRAIE, yrEx 7, RRABE, #oeas
75—, BRETY A2 Y 170 BRicH+ 3 B2 x RlE
L7e#%E, DL o MIC i NA, PPA, KM kYW Fh Tk

D, NFLX LHEILEERLTWS, FERFARICL
5L, DL iz LKES ORFIEI ERBMOER 2L,
<0.05~0. 10 ug/ml TRHIEXh, NFLX Li2EELEIL
7o MIC #55LTW3, LAL NA » 1.56~3.13 pg/
ml, PPA @ 0.78~1.56 ug/ml, KM o 1.56~6.25 ug/
ml kY@ TH B, PET, FMETIZ DL i<
1 BT S E DEER S BERRICIZRD Db o7
ZELREILHTONB,

ZOBEZHRRORM L, BWESYY D MLX, PPA D
MR A & N S RERBYLERS R I+ 5 BRER A,
FRE 5P D NFLX OMEERFICHK T 5 R, TA
YDV NVE R FERK TS NFLX OEERRER L
LR+ 5 L, DL IEAHBREMEBRICARICIERT5
Lilrshi,

DL D#IBIM:ARFICH 5 w5 & HERHER 0K
BITRDTAHS &, DL 5B THiz 1 AL, M{FH
Rz K#a> RT3 BUN, FEEOEKIL 4 BUANT
Zohile, ZhhbRAMICHRAUELITH &, ¥,
AR EHAELRIT100% &R LT W 5, # 10D
NA (1[8] 50 mg/kg) # MIBEMEARHT 58 Hlic B G L 7<ERER
BRE BB L, BHEWMR &L MEEIEHR 3 BLARIZRD
hieb iz 16.7% Th Y, DL X ) EhiciERL
Tw3, PPAY 3, T#uz KEESoMTRER 1AL
N, M3 BLN, HHEFRIZIS5 BETIERALGN,
£ OHROETRIAMEHR DL TETFEVEIRER
i3, NFLX® (1 A 800mg) DMKRNTIX, PEH
OB Tizdbzdn, 2OHRIEDSH, EH1HATDH
50T, DL D41 HTORMERZRZRWELEBDbh, ¥
72 DL » 1 A5 &S 400mg ¥721X 600mg Th 3 XK
¥ EZ®+5 L, DL oEMERAICH 5 HAETH
LBbhs,

SHEEEE 25 &, NAY BUM# S (1 8 2,000 mg)
RV TEIEAIEDTEL, £oEHEMEBD &
®57H, —RITIX KM LofAXIThbh T W 35,
MLX® (1H 2,000mg 5HM) #45T624#Hd 59 4#)
(95.2%) CxIBFEBRER/H TR Y, %7 PPAY (1 H
2,000mg 5 A #E5 Tix 73 Hth 69 4] (94.5%) i3t
PEHREZBHTWS, ZOp#iE DL 1 B 600 mg (4>
3, 5 M) #&5-7¥ 58 Bl BEEBHRAK (&% 30 7,
B 196, FHIFD LiziE%ELL, FRL?D NFLX
54D HLBITCEYTChHol b+ 2BEITETS L
Bbhs,

F TR TRRITHT D CEREORIEITHONTIRR
FixH B0, 46 DL 25 Lic L Z 5, IEROHEDR
RORBTHEMFRA L VB 325, 1055 8 HITHESR
LHES NIz, L LAPEERRE (50 #)) vx4E%h 10 4
(20.8%) iz L, iz T DL #E5H 1%, EREZELE
bOICEHER CIHEESRITES) 1L o, FH
5MiX NFLX 2 7oL EX THRICERE L, 24T
SPEERR B TV B3R5 P IE% OB A oS BRE
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TRVOT, EOMMEXEMTHS. WKLY 12 MLX
(1B 2,000mg, 5 AM) &#5 L, MYMRRERML
R, FOMYMIL27% Thotte DX HITH 1M
PR, +TRbLY AT FRROKRMIT, HAEMRED
TALERERBLT L LA ER LRV bk <
bh&KCdY, DL 04 %o ST HAEX T BRI
RENERMRELEV-2 X 9,
brerAyF—gonTit, =) anef Uik
b X (A Sh T3, DL 54 (124)) T45 L
BREERNBE LI b i 114 (91.7%) Th 5. 2D
TR HIARERR L L EX S RROHMIZARSS
A& AN, MHEHRIZALLL L 10 4] (76.9%) T,
&2 DHIIZ—AXIT DL Frbrhic b bbb & 1Rl o
REEREZ LAHBHTHo Nk, ZOEDFDOSH1
W5y RERRIE NA 50 ug/ml, PPA 100 4g/ml, DL 12.5
ag/ml, NFLX 12,5 ug/ml @ MIC ¥R L, WhidgE
BEHabh3b0Thol,

¥, RIRKRERR, MRY 7Y ABR, HBME
BB R Y IL>NWTit, DL ofbicky, WE+
REEERBORR, Zh b OARREMT, WELY
KiZfFoe MLX 0O EIC L ZTaMHM L K2R d -
2o

DL %, o'y Fry s o BRERick~T, »
RCHRREL R+ 5 2 LABEFTREATHY, 1
Hi#5-& 400mg & 600 mg OWEOBWLITEDEED -
e, EFROSWHEERFITRZ L, 1H 400mg &
ERLY 600mg HERICHEWT, R Mk
BROERE LEDHROLAR Y NALMICEE T, &
ELICERFRIEBoI3 - LREIESh,

BIVERX 248 fh 8 4 (3.2%) TBEEDE IR,
RERR, KEREPEBINS, +_THLEX T
BRATERSH, hoBRATRROARDP -1,

BARREEORER, BHTRLA, TONAIR, A
MmEREH 5 4, GPT L&F 3 4, GOT - GPT » L8 3,
BUNER1§l, 7I5—-F LR 16T, Wih bBE
Thol,

#* i

DL-8280 DBERMIFHIE DK MR I 3 5 #;
EAERESS L L bic, BREBRITH T 5 BRDE
R LI,

1. DL o MIC RFRHIE (69 #) I LTit 0,05
~0.78 pg/ml, FALEXT (644 i3t L T2 0.10~
0.39 pg/ml, » v EmAy 45— (UK KHLTHE
=0.05~12.5 pg/ml, JHEKBE O oot L Tit
0.10~0.20 pg/ml, R €7 YA+ (11#) kK L < iz
=0.05~0.39 pg/ml 5 Uiz,
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2, NA iz#tL MIC 50~100 ug/ml OBHEOHMY
 0.39~0.78 ug/ml T DL £ X Y HANBEEShr,
LA L NA iZ 50 ug/ml & MIC &R+ Ay s
—ix DL iIZ% LT % 12,5 ug/ml d MIC T, fnyy
E'aRy s —PRIZH LBRENEDP - 2,

3. PRAEATROMMRER L 177 4 (RE M 1 % W
8P, YLEXTRRSOW, Hr'w Ay s
W, MICKHBIRLS B, MRYT Y +BAEIW, %0
fh224)) ¢, DL & 1 A 400mg » 5\ It 600 mg, n
b5 BMEE L, ¥ TR TRRICOVTREEE
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’I‘he'in vitro acti\fity of DL-8280, a new pyridone-carboxylic acid derivative, was com-
pared w1th‘ t_ha_t of pipemidic acid (PPA), norfloxacin (NFLX), nalidixic acid (NA), amino-
benzyl penicillin (ABPC) and kanamycin (KM) against 170 strains isolated during the clinical
study of DL-8280.

Clinical study of DL-8280 was performed on 258 patients with acute infectious diarrhea.

DL-8280 was orally administered at the doses of 400~600 mg for 5~7 days. The efficacy was
evaluated in 177 patients.

The results are summarized as follows :

L. The in vitro activity of DL-8280 against Shigella spp., Campylobacter spp., V. parahae-
molyticus and enteropathogenic E. coli as same as that of NFLX. And the activity was superior
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to that of PPA, NA, ABPC and KM.
2. The efficacy rate of DL-8280 on symptoms of acute infectious diarrhea was 100%,

exclusive of Campylobacter enteritis.

3. The bacteriological effect of DL-8280 in a dosage of 600 mg/day on bacillary
dysentery seemed to be superior to that in a dosage of 400 mg/day.

4. Bacteriologically, the efficacy rate was 100% in Shigella spp., 100% in enteropathoge-
nic E. coli, 100% in V. parahaemolyticus, 79.2% in Salmonella spp. and 76.9% in Campylobacter
Spp.-
5. Side effects were observed in 8 out of 248 patients (3.2%). Abnormal laboratory
finding was seen in 13 patients.

6. From these results, DL-8280 is considered to be very useful medicine inthe treatment

of acute infectious diarrhea.



