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FEIRILFH69.1% Tl » 720 %72, Probenecid K X 2@z LA L BD LA, -1
3) FERAUR

AEHEIRIC BT 5 EREIAERA LED 1§, HZIF, OFD 2 AOKRIEORI,
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AT-2266 (3K BAREGR KATFRANC K\ TH L {BARS
- Pyridonecarboxylic acid RO ERMEATH %0

FHirr 7 AIEHE, 77 sBREECH LTREFRETL,
X OHENERRHLED Nalidixic acid (NA) 7x &5 T Pipemi-
dic acid (PPA) i LRTHAVWHEN Y REMTH 2 3h T\ 5,
¥, EMERAVCICERRSIRRRC KW THEN A RIFRY
~Tivbh, TOFEMERIL Fig. 1 RRTLRHTHD,

4@, bhbhil AT-2266DHE N, RIN, Hic ¥ ol
TEBIBRE T L 2 b, AHEIRICIT S BREIECT
THEFDEIKFMZ R LIcDT, LT Fhsoi#vi
&+5,

I. BRI ER ST

1. HEN

1) JEHE

FIsEEEIR )M D  Escherichia coli (E. coli), Kle-
bsiella pneumoniae (K. pneumoniae), Pseudomonas
aeruginosa (P. aeruginosa) £ 4 508kiZ33 2 AT-2266
ORNEEIIEEE (T MIC 288) %, BHRL¥HE
EFSERRCH > TPRFARECRIE L1, AT-2266
DOFRFFNL, 100 xg/ml 55 0.025 pg/ml G 2 £
AR E L, $EH#ui pH 7.2 O Heart infusion EXE#h%
A\ice MIC (2, BEWEEME 37°C, 24BRIEHCR

Fig. 1 Chemical structure of AT-2266

HN/\L C,Hs
|
K/ N N
-z
| - Y4 HO
¥ COOH
0
1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-7-(1-piperazin-
yl) -8-naphthyridine-3-carboxylic acid sesquihydrate

BHZRTIE IR RERE L Lo ok, ARK
Nalidixic acid (NA), Pipemidic acid (PPA), Norfloxs
cin (NFLX), Miloxacin (MLX) ® MIC *#JIEL, 3
FDEThEH# L, 1, Zhb 3EE VTR
BEAERED MIC #JUEL, 100 {SHReF 2 1EL, 8
HMEBC L 2B IR LI

2) B

AREMCRTH AT-2266 OHEN R L UHORRE
#1& © correlogram i1 Fig. 2~4 iZxT &% 9 Tho

E. coli 50BIC %35 AT-2266 o MIC £tk 100
FRBERMT 24, 0.39 pg/ml LIFCRENBIESN
oo AFIL RH O HEHOLE ¥ BEERKOUF
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Fig. 2 Correlogram between AT-2266 and NFLX or PPA
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Fig. 3 Correlogram between AT-2266 and NFLX or PPA
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AT-2266 1g/m}

correlogram TH% &, &HFik NFLX, MLX, PPA,
NA L h@hi-fiEh %R L% (Fig. 2, 5)

K. pneumoniae 50kkiz 4% MIC 12 1002 R <,
SOkeR43EE (86.0%) £30.39 pg/ml LI FC B A3 RHIE
h, 2%ed 1.56 pg/ml LT CRE LI S i
fe# e OEBETIz, NFLX & b 1 8B4 L b, MLX
LIZIFFEE, PPA, NA I h/X7c MIC % RL7-
(Fig. 3, 6),

P. aeruginosa 50k 5 LB 12 100£5 %R ¢
R0.39pg/ml it F D — 7 23, 0, F~TI20.2~6.25
#e/ml DRI LT oo MH & DHEETIE, NFLX

AT-2266 #g/ml

LIER%ECH B, MLX, PPA, NA & hiihic
HEN% AL (Fig. 4, 7)o

Rt BRA AT R RB R EiR 5 50 % (MI
Cso) 36 X 080% (MICgo) @ MIC fH#%R%, ZDOH#%
Table 1 IZ/RL7zo E. coli iz5f LT AT-2266 » MICso
fili3s X OF MICqgo fEiL 0.05 #g/ml, 0.09 pg/ml G, NF
LX, MLX, PPA, NA I h{EETH -7 E1=, K
pneumoniae, P.aeruginosa =¥ Tit NFLX :i3
(EF%T, MLX, PPA, NA X 0i3MEETH -1

BEERECISHR . E co
P. aeruginosa R L C RIKEE L 1005 HRKERED

K. pneumoniae,
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Fig. 4 Correlogram between AT-2266 and NFLX or PPA
———P. aeruginosa 50 straing——
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Fig. 5 Susceptibility of E. coli to AT-2266

No. of strains 50 strains inoculum size 106cells/ml

50+

251

<0.025 0.1 0.39 1.56 625 25 =100
0.05 0.2 0.78 3.13 12.5 504g/ml
AT-2266(7 15 20 3 5
NFLX 4 17 17 8 2 1 1
MLX 5 27 11 1 3 3
PPA 1 1522 5 1 5 1
NA 1 2 29 10 1 1 1 5
Fig. 6 Susceptibility of K. pneumoniae to AT-2266
No. of strains 50 strains inoculum size 106cells/ml
50

PR Y Wi MY

<0.025 0.1 0.38 1.56 6.25 25

. =100
0.6 0.2 078 3.13 12.5  50ug/ml
AT-2266 4 22 17 4 3
NFLX |1 8 12 17 4 8
MLX 5 16 9 11 3 2 3 1

PPA 2 2017 6 4 1

NA 3 24 14 2 4 3

1g/ml
» 100

25 L I
p fHmee
6.257 L B
PPA -

1.561

¢ 1 strain

0.39 @ 10 strains

0.17
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Fig. 7 Susceptibility of P. aeruginosa to AT-2266

No. of strains 50 strains inoculum size 10cells/m
504 e
/i
pea//
/ ;
251 FNA
<0.025 0.1 039 1.5 6.25 2 =100
0.05 0.2 078 3.13 12.5 S0mul
AT-2266 3 2215 6 3 1
NFLX 15 9 19 5 2
MLX 5 18 12 10 4 1
PPA 6 15 18 10 1
NA 2 BN

Fhio MIC Y HERH LI, MEMCzLALER
ZbhhY, AT-2266 (ZEEER I X 5 BBy RIS
v Bbhi: (Fig 8, 9, 10),

2. fiPIREETs O R Pk

1) RRLOCRIES®

a) AT-2266 L Norfloxacin @ cross over AR

RHRAPDFEBE 5 flic AT-2266 3 XU NFLX,
& 4200mg % 1 EMARHCARML, MRS, 304
1, 2, 4, 6, 12, 24B5RNic iR L s HilE v AEL
tro AERE(IAE59~66 kg (F561.8+3.0ke) & #
BMT214% 2 B, 238% 3B Tho o Too HMEARIL creatinine
clearance (Cer) fAC\V 3 86.0ml/min LI ETh
7o (Table 2),
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Fig. 8 Susceptibility of E. coli to AT-2266
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Fig. 9 Susceptibility of K. pneumoniae to AT-2266
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Fig. 10 Susceptibility of P. aeruginosa to AT-2266
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251
inoculum size 108cells/ml
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..z  Table 1 MICso and MICs of AT-2266

Organisms
(No. of strains) Drug MICs | MICso
AT-2266 0.0S#g/mli 0.09 pg/ml
NFLX | 0.12 | 0.24
E.coli  (50)| MLX | 0.17 0.32
PPA 1.13 2.60
NA 1.32 | 2.75
AT-2266| 0.19 | 0.35
. _ | NFLX | 0.13 | 0.34
K. pneumoniae i
MLX | 0.27 0.73
(50)
PPA 1.76 3.23
NA 3.00 6.02
AT-2266 | 0.39 0.78
) NFLX | 0.40 0.70
P. aeruginosa
MLX | 7.60 25.00
(50)
PPA | 7.30 13.40
| NA | 40.00 -

Table 2 Summary of Healthy Volunteers

—AT-2266—

Age BL BW Cer

Case | Sex (yrs) | (em) | (kg) |(ml/min)
M.K. | male 23 169 | 60 121.8
M.K. | male | 23 | 168 | 59 | 102.4
M.I.| male | .21 170 | 64 86.0
Y. A, | male | 23 176 66 101.5
Y.H. | male | 21 168 66 134.4
Mean 22.2 l 170.2 | 61.81 109.2
+SD | *1.1 | %33 *3.0| £19.0

5E & kI AT-2266 (% E. coli Kp #%, NFLX 1 E.
coli NIH] JC2 #RREE L THWBE» » 7PHEE A1,

b) AT-2266 & Probenecid DftH

Probenecid @ AT-2266 DImriRE R L O Rebgki
R TR RN T5 B CR—BBRES 6l i AT-
2266 200 mg Hi¥h{FE B & Probenecid 1,000 mg % AR
304yt AT-2266 200 mg {8 L/ B> MiEPIRE 3
I UORAPERBLRE Lo /ods, MFEPRERIUR
PEIRBORIEHR LAHEC X -1,

2) B

a) AT-2266 & Norfloxacin @ cross over FER

RERAS T 5 iz AT-2266 7cH U NFLX % 4%
4200mg 1 [IFARMERE L 7= oM ORRNE
{t% Fig. 11, Table 3 WiRL 7o 2B:B% WL AT-
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Table 3 Serum levels of AT-2266
Healthy volunteers, cross over(N=5) 200mg, p.o. fasting
Serum levels (¢#g/ml)
Case |-——— - -y s
1/4 l 1/2 1 2 { 4 ] 6 ] 12 ] 2ehr
M. K. 0.03 1.12 0.96 079 | 0.43 032 | 013 | o0
M. K. 0.04 0.76 1.27 1.53 0.69 0.41 0.20 0.04
M. I 0.10 0.26 0.96 0.93 0.52 0.38 0.13 0.03
AT-2266 | y A, 0.24 1.26 1.53 0.84 0.44 0.29 0.11 0.04
alone Y.H. 0.05 0.82 1.95 0.16 0.60 0.22 0.09 0.04
Mean 0.09 0.84 1.34 1.05 0.54 0.32 0.13 0.04
+SD | +£0.09 | +0.39 | +0.42 | +0.30 | +0.11 | +0.08 | +0.04 | +0.01
. J
M. K. 0.68 1.68 2.16 1.26 0.56 0.34 0.11 0.03
M. K. 0.05 0.32 0.45 0.96 0.98 0.58 0.2 0.10
!
AT-2266 | M. L. 0.05 0.84 1.23 1.05 0.52 0.31 0.12 0.04
with Y.A. 0.20 0.80 0.89 1.00 0.84 0.46 | 0.2 0.05
Probenecid | Y. H. 0.71 1.44 1.35 0.99 0.64 0.3 , 0.14 0.04
Mean 0.34 1.02 1.22 1.05 0.71 | 0.41 0.17 0.05
+SD | +0.33 | +0.54 | *0.63 | +0.12 | *0.20 | *0.11 | *0.06 | *0.03
M. K. ND 013 | 0.9 0.88 0.31 [ 0.20 | 0.04 | ND
M. K. 0.16 0.31 | 1.10 0.82 043 ; 019 | 0.06 | ND
M. 1. 0.03 032 | 0.5 0.27 © 0.14 ’ 0.07 0.03 |- ND
NFLX Y.A. ND 0.19 0.52 0.66 0.31 ) 0.16 ‘ 0.04 | ND
Y.H. 0.29 0.68 0.88 |  0.78 03¢ | 021! 008 | ND
I "
| ;
Mean 00 | 033 | 079 | o068 | 081 | 017! 005 | _
+SD +0.21 | #0.29 | +0.24 | *0.11 | %0.06 | +0.02

Fig. 12 Urinary excretion of AT-2266

Fig. 11 Serum levels of AT-2266 .
pg/ml mg o %
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Table 4 Urinary excretion of AT-2266
Healthy volunteers, cross over (N=5) 200mg, p.o. fasting

‘ 0~2h 2~4h 4~6h 6~12h 12~24h 0~24 h

Cese | yL |UR| UL |UR|{ UL |UR| UL |UR| UL |UR|UR|RR

i (#g/ml) | (mg) |(ug/m) | (mg) |(#g/ml) | (mg) |(#g/ml) | (mg) |(#g/ml) | (mg) | (mg) | (%)
M. K. 370 | 62.2 14| 4.0 183 23.8 43| 19.8 15| 9.3 119.1 59.5
M.K. 515| 28.8 184 | 18.00 219 32.0 90 | 26.1 38| 9.7/ 114.7) 57.3
M. I.| 1,000 48.00 832| 38.3 387 | 20.1 48| 14.2 36 | 14.1) 134.7] 67.4
AT-2266 | Y. A. | 1,025|107.6] 440 9.7 258 | 15.7 62| 9.9 32| 6.9 156.7| 78.4
alone Y.H. 700 | 72.8] 576 | 34.0 348 | 34.1 40| 15.8 13 9.3 165.9 83.0
Mean 739 | 63.9 409 | 20.8 279| 25.1 57| 17.2 271 11.2 138.2] 69.1
-~ +SD | +232|+29.5 322 |+14.9 %86 | £7.8 21| 6.1 12| £2.5+22.6+11.3
M.K. 700 | 54.6 240 | 31.71 162 | 23.0 88| 37.3 23| 17.3 163.9 82.0
M. K. 101 8.1 124| 32.2 102| 25.5 104 | 25.0 79| 45.0 135.8| 67.9
AT-a266 | M- T 180 | 29.5| 252 | 30.7 180 | 19.4 74| 26.8 33| 11.6 118.0) 59.0
with Y.A. 265 | 26.5| 232 | 30.6 66| 9.9 68 | 23.8 76 | 30.4] 121.2| 60.6
Probenecid | Y. H. 275 | 38.0 56 | 13.7| 132 | 20.6| 110| 37.6 32| 18.7( 128.5 64.3
Mean 304 | 31.3 181 | 27.8 128 | 19.7 89| 30.1 49 | 24.6) 133.5 66.8
+SD | +232 |+17.00 +87 | 7.9 +46| £5.9 18| +6.8) +27 [+13.3+18.3 +9.2
M. K. 448 | 29.1 352 | 21.1] 100 | 11.5 45| 28.6 8| 6.0 96.4 48.2
M.K. 502 | 27.6f 410 19.7] 239 | 13.9 87 | 36.8 36 | 23.8 121.7] 60.8
M.I. 242 | 19.4 130 | 19.5 59 | 12.4 27| 19.3 6| 6.1 76.6/ 38.3
NFLX | Y-A. 540 | 18.9) 406 | 28.4 81| 10.2 40| 33.3 20| 14.7| 105.4] 52.7
Y.H. 220 | 17.6] 162 | 17.0| 150 | 16.8 22| 5.8 8| 6.0 80.9 40.4
Mean 390 | 22.5 292| 21.1] 126| 13.0 44| 24.8 16| 11.3 96.2 48.1
+SD | +149 | +5.4] +136 | +4.3] +72| £2.5 +26|+12.5| +13| +7.9+18.4 +9.2

UL ;Urine Levels
UR; Urinary Recovery
RR; Recovery Rate

Fig. 13 Serum levels of AT-2266

yg/ml
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Serum levels

0—o0AT-2266 alone
o-==0 AT-2266 with Probenecid

12 24

Healthy volunteers, cross over (N=5) 100mg,
po. fasting

2266 OMmEEHBEIX NFLX K~ <, AT-2266,
NFLX iR L it e — 7ic& L, AT-2266
“G1.34%0.42 pg/ml, NFLX ©0.79+0.29 pg/ml T3
[ ﬁ:o

AT-2266 35 X U° NFLX DR shbkitt T3 pIAR #1205
¥ CIL, FNEN63.5%, 40.7%H%, 2485 Tiz69.1
%, 48.1%»EIRE i (Fig. 12, Table 4),

b) AT-2266 & Probenecid Of#fF

RERAFB TS flic AT-2266 B¥ 7cH U, Pro-
benecid 1,000 mg §tFA{E F B D M1E HIRE O ERAVHERS
% Fig. 13, Table 3 i, ¥7-EBHN¥MW <52 —%—
X Table 5 KT ERh THB, Tichd, AT-2266
B {#ER TD Cmax, Tmax, Ti/2, AUCg~c EhE
#1.34+0.29 pg/ml, 1.07+0.55hr, 6.40+1.20 hr,
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Table 5 Pharmacokinetic parameters of AT-2266
Healthy volunteers, cross over (N=5) 200 mg, p.o. fasting
Case Cmax | Tmax : T/2 AUCp~o
| (eg/mD) (ug/ml) | (hr) (hr+g/ml)
M. K 1.18 0.30 7.50 5.99
M. K 1.47 1.36 5.33 8.39
M. 1 0.92 1.74 5.02 5.91
AT-2266 Y. A. 1.52 0.79 6.52 6.36
alone Y.H, 1.63 1.18 7.63 6.67
Mean 1.34 1.07 6.40 6.66
+SD +0.29 +0.55 +1.20 ‘ +1.01
M. K ‘ 2.08 0.86 5.29 T 7.79
M. K. 0.94 2.95 8.64 9.68
AT-2266 M. I 1.27 1.09 6.27 6.43
with Y. A, 1.06 1.62 6.00 8.15
Probenecid Y.H. 1.46 0.57 5.93 7.21
Mean 1.37 1.40 6.39 7.85
+SD +0.45 +0.90 +1.21 +1.21
6.66+1.01 hr-p#g/ml G, Probenecid #ff{ERED L WHER XN, LAadAFEATIER CORER) L

Hix, 1.37+£0.45 pg/ml, 1.40£0.90 hr, 6.39%1.21 hr,
7.85*1.21 hrrpg/ml Tdr ), AUCo~c THIBERICHEFH
FHFBEENBHORI(t BE) o RPEURRILPHHE
12851 ¥ ¢, B 763.5%, Probenecid ftH T 54.5
%, 24851 TT, THhThe9.1%, 66.8% Th D, &
HFEMAREIRLN D e (Fig. 14),

3. FRIKRLHE

PBHRIRIC R T % — Al B R AE 16 B2 Wi AT-
2266 DEFRF A B Ulco BBONFULIT- R BFRE YA
1361, REBEYIE 3 HlOE166ITHSD (Table 6),

FEAMILI9~88iX, FH54.3% THMEL126, 1otk 4
Bl Thotco ZWABIITIE, Acute bronchitis 7 f,
Diffuse panbronchiolitis 2 {], Infected bronchiectasis
14, Infected emphysema 1, Chronic bronchitis 1
5|, Pneumonia 1 flj3s X TF Acute cystitis 3 | T - 7o
AT-2266 OfFEAEIZ1 B& 300mg 24, 600mg 14|
CHERIMIE 1 ~21 3K TH - 1o

FRIRZN R %A Table 7 \CRL7chd, FHEia fTHh o
Acute bronchitis 5, Chronic bronchitis, Infected
bronchiectasis, Diffuse panbronchiolitis £ 1 i %A%,
Infected emphysema % X U Pneumonia % 1 fjiI%
%), Acute cystitis 2 G, ZZ)1H, HZ1HTS
D, 2FEOFHRII83.3% Tl 1o

ME¥R%IFIL Table 8 ICR-TERHTHY, KR

8 Bl 8 Bk DMIAFERIBNE A 25 &, MK 48k, Flx?

HIBRE 2k TH D, HABIL66.7%Th-10
R CBIfERIL 4 At A b, TOREL, B
B1G), 16, BO2HTH-To BEOHE
% T X AEF 3 12 AF200megHRBICEREFAD
T, EROERS 25 N7H3 HREOEHA THELL
BEOELYHRLI2005 b, EFI3ME 200mg 0

Fig. 14 Urinary excretion of AT-2266

AT-2266  AT-2266

alone

A 00 Pro“l-)i"r:‘ec id l(”)i
10007 1007 e——e o-----@(rine evels
[ 7727773 Urinary recovery
o0——o  o-----0 Recovery rate
8001 804 180
- W —
<6007 £ 60- g Lo
z g T -
4007 540 o 0
2001 204| [fX l 0
/ Ngo... ]
P LY Y ] LO
0- +
0 0246 12 24

Healthy volunteers, cross over
(N=5) 100mg, p.o. fasting
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Table 7 Clinical effect of AT-2266

Clinical effect -
Clinical diagnosis .- - - - e Total
Excellent | Good x Fair Poor ‘ Inevaluable
Acute bronchitis 5 r ‘ 2 7
Chronic bronchitis 1 \ ‘ 1
Infected bronchiectasis 1 1 1
| |
Diffuse panbronchiolitis l 1 \ 3 1 2
Infected emphysema | 1 | 1
Pneumonia I 1 i 1
Acute cystitis 1 | 1 | 1 3
Total 1ol 2 4 16
Table 8 Bacteriological effect of AT-2266
Bacteriological effect
Isolated organisms Total
Eradicated Persisted Inevaluable
H. influenzae 1 1
H. parainfluenzae 2 1 3
P, aeruginosa 1 1
E. coli 2 1 3
Total 4 2 2 8
REBEERD A D Tens, BEETh - Iofcfe bR w# BH%RLI 50%, 80%ORHMIL MIC BE % E.

fEL 7o fEGI4DELNT 1 BRREICHB LIER % PIE
Lico FEFIOIXEEDHE A1 AEMAR 600mg T5
BERICHEAL, EA%XHIELLE: AR BRCIEROE
ﬁﬂiﬁﬁéhﬁ:o

AFUE AR R OBERRERBUL Table 9 R T ik
hThbo WAL 2 -RHETIZX, ZHOFEAICIHEK
REEORELEBIADIIL A - 1

on. * s

£ L {BiR & - Pyridonecarboxylic acid RDERK
HEHTHD AT-2266 IO T, TOHES, BRIL -
Bt 7 & O EEBR U2 B 5T L 7o

AT-2266 (32 >C, SRABER OHES O I Lieh
~ 7z P.aeruginosa 7 ¥ v ¥EIEREE 7 5 ABHREIC
FCHEARZ b T oA, 077 ABHREC
TRIHEN Y RBBT 2008 E ENT 5,

SEObhHhORE T, AT-2266 DHENIL E.
coli 3 X O K. pneumoniae (=%t 1L TiL 1.56 pg/ml Ll
TexrhZhetknEEXHiEXh, P.aeruginosa ik
0.2~6.25 pg/ml LIEEV: MIC %% RL, FRCH
7 L7z Norfloxacin &i%iERIZEA, Fh X v+

coli 0.05, 0.09 pg/ml, K. pneumoniae 0.19, 0.3
pg/ml, P.aeruginosa 0.39, 0.78 pg/ml Tt

EAE X b &#liX % { © opportunistic pathogens X
DEERERREC S e lERAR L RELAS 0L
rxhs,

BHRAK AT-2266 % 1 EPARGER 5 L304H%E
F150.84pg/ml, 1B Y — 7 iIREL, FHLU
pg/ml %KL, LA 6. 40858 o mAERE% 3 - Th
YL, 24BSMIHICIZTER 0.04 pg/ml EigoTe COM
FREL Miloxacin DFh&EHL v + T LEbME
Thhotro 24F5EE TCORPEINE 2 FH69.1%T
Miloxacin D %hi148.1% T3 - 1o Probenecid iLL%
ERLAYBHLRT, e bTkitd AT-2266 0
WHHIAT & LTI, ARGIBL T T b0Ld
i erUfC_o

b EE IR NEHEIRIC 31} 2 SERRIE160
1o AT-2266 #{#f LicicT &icv i, ER~HAHM
LA 2 01, WIHEONII L, HIEHRE 4 FIOBRR
BABT Do Ef, HBHEMOLHCE, ERERE
AT HEBELHLR, AROBRERE IR
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Table 9 Laboratory findings before and after AT-2266 administration
c RBC Hb Plat. S-GOT | S-GPT Al-p BUN S-Cr.
No. ase (x10% | (g/dl) | (x10% |(mU/ml) | (mU/ml) | (BLu/L) | (mg/dl) | (mg/dD)
s B 512 14.6 20.7 18 9 1.9 17.5 1.0
1R A 475 13.4 20.4 16 1 2.0 1.7 0.8
MM B 511 15.6 17.1 |
2 Mo
| Fu B 448 12.8 20 16 1.9
T A 427 12.7 45.4 18 15 1.9 11.7 0.7
o v B 494 14.3 28.2 14 2.2 9.8 0.9
U A 498 14.5 16.2 18 2.1 11.6 0.8
s | HA B 482 14.4 18 20 2.4 7.4 1.0
o A 473 14.2 18 15 2.6 11.2 1.0
s | HU B 586 16.9 24.5
T A 602 17.7 29.4 13 15 2.0 13.5 0.9
| Tk B 383 12.8 11.7 18 9 0. 14.5 1.3
o A 364 12.4 12.1 17 10 1. 14.0 1.3
s | My B 526 15.8 20.3 48 75 2.3 18.0 0.7
' A 501 15.4 15.4 40 59 1.9 17.0 1.0
|
o | uy B 501 15.4 24.9 39 | 34 2. 15.0 1.0
) A 459 14.3 18.7 38 | 35 1. 14.0 1.0
B 487 14. . 0 | ) )
0| MA 4.3 24.5 2 13 | 3.0 21.0 0.6
A |
M B 498 15.4 32.3 ’
A
2l Ts B 504 14.8 30.8 17 9 21.9 1.1
A 480 13.5 34.4 14 13 2.0 18.7 1.0
5| Ty B 417 11.6 30.9 17 9 15.0 0.8
A 452 11.9 25.8 15 8 9.1 0.6
!l sy B 436 12.4 23.9 13 8 1.1 9.0 0.6
' A
5| sw B 482 14.6 29.6 17 14 1.5 18.0 1.0
A 483 14.6 28.2 18 10 1.4 23.0 1.0
65| MN B 419 13.4 39.8 16 10 .9 11.0 0.7
i A 404 12.8 61.6 12 5 .6 10.0 0.8

B; before administration
A; after administration
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HTd - 1o YAMAGISHI, Y. TAK.ASB & M. SHIMIZU . In vitro

AR & LTI, [I3EIEER & LT 4A4EBIIC /e htzo antibacterial properties of AT-2266, a new pyridone.
. ) o carboxylic acid. Antimicrob. Agents and Chemother,
ZTONBIIEER 1A, HEC14), BL24IThate 23(5) : 641~648, 198
Ay KRB Lot fEpl b b, HcEMsd O 2) KouNo, K ; M. INOUE & S. MITSUHASHI: In vitro
NI - T2e AFIEITNTHETOMEKREMD RN and in vivo antibacterial activity of AT-2266, Ant;.
. R . microb. Agents and Chemother. 24(1) : 78~84, 1983
AR MDONILN > 120 bivhiuMbIC BATLHIfFA 3) NAKAMURA, S; N. KUROBE, S. KASHIMOTO, T. Onug,
MRERL TV, ERIAARMIRFITHS C Eh 0, Y. TAKASE & M. SHIMIZU : Pharmacokinetics of
Fil RABFNC 20 B> 1B BISEICDV Tz st & L IR AT-2266 administered orally to mices, rats, dogs

LB and monkeys. Antimicrob. Agents and Chemoth.er
BRHLHTHS Do 24(1) : 54~60, 1983
X ik 4) WIIBFLFRRETLRE, FiF v HOvall,
1) NAKAMURA, S; A. MINAMI, H. KATAE, S, INOUE, J. AT-2266, KRk, 1983

A CLINICAL STUDY OF AT-2266

KoHyA SHIBA, ATsusHI SAITO, JINGORO SHIMADA, TAKEHISA YAMA]JI,
HiroNoBU IHARA, MAsaNOBU KAj1, MIKIFUMI SAIGUSA and TADASHI MIYAHARA
The second Department of Internal Medicine, The Jikei University School of Medicine
YasusHi UEpa
The Jikei University School of Medicine

We investigated the antibacterial activity, absorption and excretion, and clinical efficacy of AT-2266, a new
pyridone carboxylic acid antimicrobial agent.

The results obtained were as follows.

1) Antibacterial activity

The antibacterial activity of the drug against clinical isolates, i.e. E. coli, K. pneumoniae, and P. aeruginosa,
was investigated. AT-2266 was more active against E. coli than NFLX, MLX, PPA and NA ; it was comparable to
NFLX but more active than MLX, PPA and NA against K. pneumoniae and P. aeruginosa.

2) Absorption and excretion ‘

After oral administration of a single dose of 200 mg of AT-2266, the blood level reached a peak concentration
having an average of 1.34 p#g/ml at 1 hour and decreased gradually with half-life of 6.40 hours to 0.04 #g/ml on
the average at 24 hours. The urinary recovery rate within 24 hours was 69.1% on the average. No appreciable effect
of probenecid was found.

3) Clinical response

The drug was administered to 16 patients with infections in the field of internal medicine. The clinical response
was rated excellent in 1 patient, good in 9 and fair in 2.

Subjective side effects were found in 4 patients.



