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BERR B R okt T % T-3262 base DHE I % MICyy TA B &, Staphylococcus aureus 0.05,
Enterococcus faecalis 0.78, Streptococcus pneumoniae 3.13, Escherichia coli 0.05, Kleb-
siella pneumoniae 0.10, Enterobacter cloacae 0.20, Enterobacter aerogenes 0.05, Serratia
marcescens 0.39, Proteus mirabilis 0.78, Proteus vulgaris, Morganella morganii, Citro-
bacter spp. 0.20, Salmonella spp. 0.05, Shigella spp. 0.39, Pseudomonas aeruginosa
0.78, #nftioo Pseudomonas spp. 6.25, Xanthomonas wmaltophilia 1.56 ug/ml LIEFIZE
N#-d DTHHTo =ik ofloxacin (OFLX), norfloxacin (NFLX), enoxacin (ENX) & Hi#F
LT1~4EEERILDOTH 7,

R ASF 342 T-3262 @ 300 mg RZEMERFICAMR Lic & & ofiiE+ T-3262 base EEEH
BaHBE, Cmax 0.83 ug/ml, Ty, 3.1 B, AUC 5.11 ug-h/ml TH b, 12 BRERS$
BEEERIL 27.6% Th -7

fifize 4 0, [EZS8H, WHIRK 1G], BEMLAG, BRBL26, KBLL1H, KELEEL
PinE 21 B, T-3262 %# 1 H 0.3~0.9g, 2~92 ARER Lz A, 5546, B4 13 4,
LRER 26, EH1G, HETEIGT, FHERIL 8Y Thoto EIFAE LTENE BN
& EIEERE, TRZ& 1Alc@BDoh, BRREBZHLE LT GOT AN 1HACRD LRI,
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LRABCF7F Y O VBRDEMICT vy RBALKLDT
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D 7T LIBEEND 7T 2 BHE E TREVHE A
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0.55 ug/ml O FBEMFBEIELN, MR
4.6 BT, 12 BH% E CORBRIEMERN? 42.8%
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Fig. 1. Chemical structure of T-3262
and T-3262 base.
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Table 1. Background of healthy volunteers

Height Weight Body surface
Name | Age | Sex (cm) (kg) (m?)
M.O. 40 M 171.0 58.0 1.67
M.S. 37 M 170.0 75.0 1.86
J K. 33 M 166.0 62.0 1.68
Mean 37 169.0 65.0 1.74
+SD. | *4 +2.6 +8.9 +0.11
I. #ERUEZE NOOMmBERVRG T-3262b BERIER £ T —20°C =

1. BRIR R T A BB BIE
NMKEFE—ABABRBEOZERERMEY S, £&
LTRERM604E 1 A7 OBM 624 4 B CoMicHREX
NI-E M B, Staphylococcus aureus 51 #, Ente-
rococcus faecalis 48 £k, Streptococcus pneumoniae
8 £k, Escherichia coli 49 f, Klebsiella pneumoniae
49 ¥k, Enterobacter cloacae 25 f%, Enterobacter
aerogenes 13 ¥k, Serratia marcescens 28 1, Proteus
mivabilis 18 4, Proteus vulgaris 16 ¥k, Morganella
morganii 2k, Citrodacter spp. 27 #, Salmonella
typhi 3 ¥k, Salmonella paratyphi B 1 #%, B Bt
Salmonella 1 £k, Aeromonas sp. 14k, Pseudomonas
aeruginosa 48 ¥k, Pseudomonas putida 1%k, Pse-
udomonas cepacia 4 ¥, Xanthomonas maltophilia
5k, Shigella spp. 3k, 7 Vv EEIEREEE 1 B0
400 HRicoWT, BAMEREFL@iERzE LT T-
3262b RUKMEL LTh norfloxacin  (NFLX),
ofloxacin (OFLX), ENX, pipemidic acid (PPA) o
BB ®E (MIC) RHIE Ui, 7, [ELE
HIZI S 2= F— - e v b vFEREEM (BBL) %/ L,
BERERGIRZHENER 71 2 (BK) 2k 5 1 %Y
ERER Y REEBERERT 100 BFR Lcbo
(Inoculum size : 108 cfu/ml LFER) 2Futz, B L,
S. pneumoniae DFE I MELMIC BB MM % 5
BTHEML, BEECT VI Y e = L v T o —
2V 713 v(EPIC L B EEFEE R (Inoculum size :
10° cfu/ml £ #5R) & A\ 7o,

2. MiEPRURG T-3262 gEflE

Table 1 \2/R3% & 572 3385 5 40 D REIR AR
A3&, BEHzEprz T-3262 © 300 mg(150 mg £
X2) (T-3262b kLT 204 mg) %#PIMR S+, PIIRAT,
ARR# 0.5, 1, 1.5, 2, 3, 4, 6, 8, 12 BEEic% 5 ml
RO L, BE Lol & ol L, REC, PIRAT
KRSIHRS €, To—@xHRT5 L4, MR
BeRfE Tk 2 BB, X5z 12 BEKICHRR
€, TORBRHELCODL, To—8EER L, &

®RE LI,
MmFFRORS T-3262b EEERIE 2 E. coli Kp &
ZREE LT 5 Bloassay iEic k70, BESERIL
mEDFET e +MiE ROBEIE 1/I5M v vEE
PEER (PHB8.0) % fv tc, 85 hf- Ml ifdh T-3262
BEORIEHB IO T,
model Ik & ZEBINFR) 5 4 — & — LI/ R/ =2
B W EH L,

3. BRBRLAFRORE
FUMREE—ME R O 6 B I0RREAR 2 © B
619 A HBM 6248 A% COMITMES hizibe
RUABREE O PREBRIIE 1301, REELEE 64
T OMOBHSE 2 FI0Et 21 filic T-3262 %{HEE Uiz,
T-3262 OREERVOEE R, FAE LT1E 150
mg § L<ix300mg %1 AESAK2E, L%&LT
BRKIEINRS B, BHEMHIIFER L LTI~14 8
&Lkt Btz ~3 , Al BIfEBoREES
DI DRIEE 21T - 720

ERRZDR DHIT 3 B B 03tz L SERFFT 0%
# BEAEOHE, BRBREMOERSEIZL -1
Tichb, HEERNHEEL WEXGEEECRFE,
TORMOKERMMROUE, BEAGOBESE, Bk
BWMOEF{L, CRP ofatefr, HRitEDEE(L &
%bahta%FF%J&L,a<mlﬁﬁumuﬁ%
THTee & [EF5] & Lic, BEERCAERFHFE
DHLBREDHENLLRTY, BREABELED,
BAREEDOEHEIMNED bH ot & & [k
Bl &Lt CnLE, ERERCL IBKEEBEOL
RO WTER Lic, BEEROHUE, KERHFES
BAREMREDOERAED bhicrote & & [fE
B &Lt Fio, T-3262 oA 2 BLURNEE
WET, R R OFIEN TE e b & [H
EREE] & L1,

MIESFH DR OFIFE R A OB A AR /R 08k
L, ToWRICL Y TElL) TERLS, TEREL
TR (B LHIFE Ui, 7ods, WEIEOMEH e

one-compartment open
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{7eh, BREOTE S hotcbd ) MEME] &L
1o
BElfFAOREIZOWTIL, BEZFORI X ISHEE
Lz, MRFEMRECMEECENRE > EHNCET
L, ZOZLoFEYHE L,

II. & R
1. T-3262b OEKDBEEICH T 5HEN
IMKEE PR ABREE OBERAEID DY hi:
Bikic ot T-3262b  MIC 2BE L, REHCHE
L# NFLX, OFLX, ENX, PPA o MIC }h#5L

(%5) (%)
100p —e0a00 100re—e T-3262D a
o—o NFLX
&—a OFLX
Sor 80'o—0 ENX
e—o PPA
60r -
&——o T-3262b 60
o—oI(\;gLX
40r o—0ENX 40)
o——-©0 PPA
20 / 20,
. ‘ e . #&/m]
MIC|=0. 0.20 0. 12 > ~MIC[S0. . .78 .1 .
Drug 08,10 0.3\5 781 56 136.25 525 50 00 100 Drug 0 OBAIO 8A39 1.56  6.25 25 100
T3262b] 41 9 1 T-3262b) 1 5 2
NFLX 1 18 28 2 1 1 NFLX 11 4 2
OFLX 6 39 5 1 OFLX 1 3 4
ENX 15 32 3 1 ENX 1 2 31 1
PPA 9 34 7 1 PPA 1 1 6
Inoculum size: 10° cells, ml Inoculum size : 10% cells/m]
Fig. 2. Susceptibility of Staphylococcus aureus(51 Fig. 4. Susceptibility of Streptococcus pneumoniae
strains) to T-3262b, NFLX, OFLX, ENX (8 strains) to T-3262b, NFLX, OFLX, ENX
and PPA. and PPA.
%%ﬁﬁ_-———- T-3262b 1%%{
o—o NFLX
o—a OFLX
g0-o—0 ENX sok
o=—-0 PPA /
60; 60 o—— T-3262
o——o NFLX
&——a OFLX
40 40 o—aENX
©o—oPPA
20~ 20H
: - i xg/ml L L P S 1‘@’/””1
AMIC|I£0.05 .0.20 0.78 _3.13° 12.5__ 50 _ >100 IC|£0.05 _0.20 0.78 _3.13. 12.5 0 >100
prazec =0 9% 1850 .38 "% 56 1605 "0 0 v 098 10 #0583 56 62820 05 100
T-3262b 1 3 2714 3 T-32624 44 3 2
NFLX 11 9 33 2 2 NFLX 2 32 9 1 2 2 1
OFLX 1 7 36 4 OFLX 2 34 8 3 2
ENX 4 2221 1 ENX 3 36 5 21 11
PPA 15 23 PPA 15 22 7 5
Inoculum size : 10° cells/ml Inoculum size : 10% cells/ml
Fig. 3. Susceptibility of Enterococcus faecalis (48 Fig. 5. Susceptibility of Escherichia coli(49 strains)

strains) to T-3262b, NFLX, OFLX, ENX and
117,

to T-3262b, NFLX, OFLX, ENX and PPA.
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1 TART 1.56 ug/ml SFTHbH, Ko 0.39~0.78

S.aureus 51 ¥ T2, Fig.2 X5, T-3262b |3
100 #g/ml Ll ED 1 BRUADFTXT 0.10 ug/ml LIF
ThY, Lnd 80% Dkix 0.05 ug/ml THoteo =
hix OFLX X b 3 Mg, NFLX, ENX I b 4 B,
PPA 1 b 7TEELERIHE TH -1

E. faecalis 48 tk T3, Fig.3 o X 5z, T-3262b 3

upglml THotz, Zhix OFLX X b 3Eps, NFLX
X b 4Bk, ENX X b5 BEASBERIHENTHY,
PPA /e b D TH» 1o

S. pneumoniae 8 #ETit, Fig.4 © X 51z, T-3262b
1268k, 75% 7% 0.20~0.39 ug/ml THH, BHD2
Bb 3.18 ug/ml THoto & hid OFLX X h 3 B

(%) (%)
1001 1001
80 80r
60| o——o T-3262b 60
o—o NFLX
—> OFLX o—o T-3262b
40 o—aENX 40r o—o NFLX
o—-0 PPA o—o OFLX
O0—a ENX
20 20 ©—o0 PPA
ﬂg/’l”ﬂl ! 1 L 1 1 ! 1 n ;/‘g/ml
> 1ICI<0. .20 0.78 3.13 _12.5 50 >100
Doz 10°°0.3 %0 1057100 =0 P 1072 398 58 1087 25 > 100
T-32624 38 4 1 2 3 1 T-3262y 12 1
NFLX 1 6 27 9 2 3 1 NFLX 12 1
OFLX 1 8312 1 2 3 1 OFLX 1 9
ENX 1 13 27 2 11 3 1 ENX 5 7 1
PPA 1 2414 3 1 6 PPA 10 1 2
Inoculum size : 10° cells/ml Inoculum size : 10° cells/m]
Fig.6. Susceptibility of Klebsiella pneumoniae (49 Fig.8. Susceptibility of Enterobacter aerogenes
~ strains) to T-3262b, NFLX, OFLX, ENX and (13 strains) to T-3262b NFLX, OFLX, ENX
PPA. and PPA.
(%) (%)
100( 1001
80r 80F
60} 60}
——T-3262b
40 o—-oNFLX 40
>—a>(0FLX
o——0ENX
201 ©—0 PPA 20r
L o, pe/ml L
IC[<0.05 0.20 0.78 3.1 .5 5 >100 MIC|=0.05 0.20 0.78 .
Drug 0.10_0.39 1.56 %.2512 25 0100 Drug 0.10 0.39 1.56
T3262b) 12 7 1 2 2 1 T-3262b 2 4 11 6 4
NFLX 393 4 21 3 NFLX 134 81 1 1
'OFLX 410 5 2 1111 OFLX 1 3117 41 1
ENX 4 10 6 11 2 1 ENX 1 12 12 1 1 1
[PPA 78 415 PPA 514 4 1 1 3
Inoculum size : 108 cells/ml Inoculum size : 10° cells, ml
Fig. 7. Susceptibily of Enterobacter cloacae (25 Fig. 9. Susceptibility of Serratia marcescens (28

strains) to T-3262b, NFLX, OFLX, ENX and
PPA.

strains) to T-3262b, NFLX, OFLX, ENX and
PPA.
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(%)

(%)

100 100 : S
80 80
60, 60
o——e T-3262b
o——o NFLX
40 40r ~—a OFLX
o—a ENX
20 20k ©o—o0 PPA
A O Rt a3
1IC 1IC|1=0. . . . 12. 5!
Dru Drug 0.10 0.39 1.56 6.25 25 100
T-3262b) T3262b 2 10 1 3
NFLX NFLX| 2 11 1 1 1
OFLX OFLX| 1 10 3 1 1
ENX ENX 10 5 1
PPA 3 10 5 PPA 7 7 11
Incculum size : 10° cells/ml Inoculum size : 10° cells/ml
Fig. 10. Susceptibility of Proreus mirabilis (18 Fig.11. Susceptibility of Proteus wvulgaris (16

strains) to T-3262b, NFLX,OFLX, ENX and
PPA.

B, ENX &b 5 gps, NFLX Lbh 6 &L Eh,
PPA 1zi3fia b WHENTH » 1o,

E.coli 49%kTiz, Fig5 o X 51z, T-3262b i3 44
BE, 90% 2% 0.05 ug/mlLIFTH b, b D 5kED 0.39
~0.78 ug/ml THotz, Thix OFLX,NFLX X b 1
ExFE, ENX X b 2 Bk, PPA X b 7EXHELELBER
THEANTHTco Lnd, 1.56 ug/ml LIEDd ot
FHonnE v aBERICLDTH » 1o

K. pneumoniae 49 £, Fig.6 » k 51z, T-3262b
(2 38 £E, 78% % 0.05 ug/ml LIFTHH, 0.78 ug/
ml LI 98% T, YD 14kd 3.13 ug/ml TH -
fzo iz OFLX, NFLX kb 2k, ENX X b3
Bl PPA L » 8EELBNICHENTH 71

E.cloacae 25713, Fig7 ok 51z, T-3262b 1
12 ¥, 48% 7% 0.05 ug/ml LIFT, 22 #, 88% #%
0.39 ug/ml ST THn1o Lvd, RO D 28i% 3.13
ug/ml, 1HkA% 12.5 pug/ml TH -7, Zhid OFLX,
NFLX & b 230, ENX X b 3E5M, PPA X bh8E
BEAHAENTH >0

E. aerogenes 13 kT, Fig.8 ok 5z, T-3262b
127 X7T 0.10 pg/ml LITT, Lad 92% 7 0.05 ug/
ml UFTH-7 Zhix OFLX, NFLX, ENX X b
250, PPA L0 8EIMEERIHMEITH -1

S. marcescens 28 tkTi¥, Fig.9 o X 51z, T-3262b
LT R, 96% #30.78 ug/ml LIFTH D, £0HH

strains) to T-3262b NFLX, OFLX, ENX and
PPA.

0.10~0.39 ug/ml T, 14t 25 ug/ml DFHEKTH
27, Zhik NFLX X b 1R, OFLX, ENX X
2 g, PPA X b 6 BRHEEN BN TH -1,

P.mirabilis 18 T3, Fig. 10 ok 5, T-3262b
(% 0.05 pg/ml LIF D $ didre, 17 B, 94% »% 1.56
wag/ml LUITFC, 18 12.5 ug/ml TH 7y LA L,
FH ok 0.20 ug/ml TH 7, T ik NFLX,
OFLX ti3iZRA%ni T, ENX kb 1gEpg PPA
XH 8HMELENIHENTH 70

P.yulgaris 16 #kTix, Fig. 11 ok 51z, T-3262b
(X 3XT 0.39 pg/ml LUIFT, K#FHat 0.10 pg/ml
THhoteo Thix NFLX, OFLX L i2iFRE0HEH
THotehd, 3.13~6.25 ug/ml L o o RiT S,
ENX X v 1 BBk, PPA L oi 7B EERI-LOTH
')f':_o

M. morganii 2 fTix, Table2 o X 51z, T-3262b
(% 0.10 & 0.20 ug/ml T5»bH, NFLX kb 18HESH
b, OFLX & ENX L i2i¥A% ThHo7, LA L, PPA
L b7 EEER T I,

Citrobacter spp. 27 gkTix, Fig.12 X5, T-
3262 b (3 24 £, 89% 73 0.20 ug/ml LLFTH b, 3.13,
12.5, 25 ug/ml RE 1B TH -1, Zhit NFLX X
b 1gkkE, OFLX, ENX X b 2 B, PPA X v 7TEHE
LENAHENTH -1

Salmonella spp. 5#kTix, Table3 X5, T-
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Table 2. Susceptibility of Morganella morganii (2 strains)- to T-3262b, NFLX, OFLX, ENX and PPA

Inoculum size : 10°cells/ml

Mic <0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
Drug
T-3262b 1 1
NFLX 2
OFLX 2
ENX 2
PPA 2
3262b (2 4 %5, 80% % 0.05 ug/ml LIFTH D, 18  HEHTH- 7o

8 0.39 pwg/ml TH o7, Zhiz OFLX, NFLX kb
150, ENX X b 2Bf, PPA b 9 BBfsSLENT

(%)
1001 20 '/
80r g
60
o——e T-3262b
e o—o NFLX
&—a QFLX
o——a ENX
20k o—>o PPA
S L, ug/ml
MIC[<0.05_0.20 0.78 _3.13 _12.5 50 1
Drug 0.10 0.39 1.56 6.25 25 160
T32626| 8 3 13 1 11
NFLX| 2 5 10 5 2 11
OFLX| 1 6 4 7 2 1
ENX 1 9 8 1 1 1 2
PPA 10 7 5 5
Inoculum size : 10¢ cells/ml
Fig.12. Susceptibility of Citrobacter spp. (27

strains) to T-3262b, NFLX, OFLX, ENX
and PPA.

Shigella spp. 3#kTi2, Tabled o x 5z, T-3262
b (X 2 A% 0.05 ug/ml AT T, 1#A0.39 ug/ml ©
Hotlee Zhit OFLX kb 2 B3R ENX, NFLX X
h 3R, PPA X h 8EELBEN T\,

Aeromonus sp. © 1#kT1z, T-3262b (% 0.05 ug/
ml LIFT%bh, NFLX, OFLX, ENX t@EZ—, PPA
D 0.78 pug/ml X b 4 BHEBER T I,

P.aeruginosa 48 #£Tix, Fig. 13 ok 52, T-3262
b 33 XT 6.25 ug/ml LT THbH, 1.56 ug/ml LIF
7% 98%, 0.78 ug/ml LITF 2 85% T, %< 2% 0.20~
0.38 ug/ml LENIHEN TS »1o Zhiz NFLX,
OFLX,ENX X b 2B bDTHH, PPA ;7%
TRWHE I TH » 1o

Z D> Pseudomonas J& 5 # T3, Fig 14 o
51, T-3262b 133 ~XT 12.5ug/ml LTTHh,
0.39 ug/ml LITAY 60% TH-otso =iut OFLX,
NFLX, ENX X b2~ 4, PPA L 8 (3fEh
THEITH » 1,

X. maltophilia 54kTi3, Fig 15 ok 52, T-3262
b 33X T 1.54 ug/ml LIFTH -7y Zhiz OFLX
LD 2R, ENX kb 3%, NFLX kb 4 B

Table 3. Susceptibility of Salmonella spp. (5 strains) to T-3262b NFLX, OFLX, ENX and PPA

Inoculum size : 108cells/ml

Drug Mic £0.05 0.10 0.20 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100
T-3262b 4 1
NFLX 3 1 1
OFLX 4 1
ENX 4 1
PPA 2 2 1
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Table 4. Susceptibility of Shigella spp. (3 strains) to T-3262b, NFLX, OFLX, ENX and PPA
Inoculum size : 108cells/ml
MIC )
=0.05 0.100 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
Drug
T-3262b 2 1
NFLX 1 2
OFLX 2 1
ENX 2 1
PPA 1 1 1
0, 0,
A %’0)_ o——e T-3262b
o——o NFLX
a—=a OFLX
80 80 o—aENX
o— PPA
60 60+
40 40+
20 201
_ug/ml ) L L g/l
MIC 100 MIC[Z0. .20 78 3.13 12.5 50, >100
Do 10770, 2 100 D =298 .18-28 .38 "5 56® 1% .98 25 100
T-3262Y 1 13 17 10 6 1 T-3262b 2 1 11
NFLX 1 221119 3 NFLX 11 1 2
OFLX 1 1517 6 8 OFLX 1 2 2
ENX 1 16 15 9 4 ENX 1 2 11
PPA 9 39 PPA 1 4
Inoculum size : 10° cells/ml Inoculum size : 106 cells/ml
Fig. 13. Susceptibility of Pseudomonas aeruginosa Fig. 14. Susceptibility of other Pseudomonas spp.

(48 strains) to T-3262b, NFLX, OFLX, ENX
and PPA.

PPA X b 7 BB T oo

7§ EIEBIEEE O 1 kT, T-3262b 13 0.39 ug/
ml ©% b, OFLX ¢ 3.13, ENX o 6.25, NFLX o
25, PPA @ 50 ug/ml X b 3~7BEEL T T

2. T-3262 0 300 mg PIARMEE D M5 IR EE & R okt

BB ABF 341z T-3262 » 300 mg »ZefRERIZ

REEf & EoMmifF T-3262b JRE% bioassay o

X viE L@t Table5 THB, AR TH 3
L, 2@ TR 30 4rkn 6 0.88, 0.49 ug/ml &b
BEREN B LR, 1 BER%I: 1,10, 0.88 ug/
ml 0BEELDH, TORIBACHI LT, 4 KH
#%iz 0.63, 0.43 ug/ml LITFFRML, 8 Wi ix
0.37, 0.19 ug/ml L FERER Lico LaL, 12EEHE
z ek 0.22, 0.10 ug/ml DSz, 1, 14

(5 strains) to T-3262b, NFLX, OFLX, ENX
and PPA.

2 30 5D 0.14 pg/ml OREHED LI B DL O
D, FOWDERM LKL, 3 BEE% 0.60 ug/ml
ELoEVCREMEED, 6 BE#in 0.34 pg/ml
T, 12 BRI 0.18 ug/ml THot, “hbH 3 HD
EHEXRR Licnds Fig 16 T©H 5%, MmE+ T-
3262b ALY 30 HEM S 0.50 ug/ml T, 1EEEE
2 0.71 ug/ml O —7{H L7 b, ZOBIIHEALR
ALEZLDB DD, RIROEN T 1 FlOHRET3RH
BhieeE b, 6 BHE 0.37 ug/ml, 12 RERE
0.15 ug/ml THoto, ZOMBHEEL2BEMEE T
S vENKEWLOD, 3R I B R - 1 E
'C‘Zﬁﬂ'ﬁ:o
ZhoomEFBEESZOWT,
one-compartment open model (T X 2 IByHFH -7

lag time & D
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i—z—FRkDIcL oM Table6 TH 2, Cmax (T
0.48~1.12 ug/ml, Ty (X 2.0~4.4 BERI& X 5 v+
NHotohs, FHEIL 0.83 ug/ml, 3.1 B TH > 70
¥¢t-, AUC (% 3.72~7.65, F#y 5.11 ug-h/ml T
ote b1z, VIF »FHy 268/ L K&, T-3262b D
BHBAEDOR W EMEETE 1,

TokEoRGS T-3262b BER U RPHHERZ i
o Table 7 TH 5%, RPEBEZPIRE 2 R 48~

103 ug/ml TH Y, FTOBIIREDOLS W LETEEEL
feototodd, 8B ¥ TH 28~175 ug/ml, 8~12 B
B 14~89 pg/ml TH -1, RSB ZREA O 2
BERIN 2~15% THH, LoD 2BEEN 3~13%
T, 8~12 Bl 2.1~2.7% Thoto ZDLEDR
BERPHROEHEL KR Licoy Fig 17 TH 5,
12 B O RERFHREER IR 27.6% L °REMET
Hotes TR TLHEM O BIF/AFITIZ 46.2% TH»
o

%) 3|
b 3. EKHE LI
o— NFLX " T-3262 %EERIGA L7 fEM L Table 8 /Ry X 5
&—=a OFLX — ,
80 o—oENX z, B 40, SUHESEZR40, BIEIEZLOSHK
e—o0 PPA WE 24, BEKESZA206, SHEMEHL1FOFRSE
i RRE13HE, SHENLL0, SHEEHL10,
40 BUBEEL IO RBREEEHEL, BERBEL]
201
1.5 IMeaniSAD.
L ) ) L E);(;g/ml o
) . . . 12.5 0. >1 SE
T R T o T A T T * 160 ‘éél.o—
T-3262h 2 1 2 35\:}
Q
NFLX 1 2 2 £
0w 0.5r
OFLX 2 2 1 g5 |
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Fig. 15. Susceptibility of Xanthomonas maltephilia Fig. 16. Mean serum level of T-3262b in 3 healthy
(5 strains) to T-3262b, NFLX, OFLX, ENX volunteers after oral administration of 300
and PPA. mg of T-3262.

Table 5. Serum levels of ‘T-3262 after oral administration of 300 mg
Serum concentrations of T-3262 (xg/ml)
Name | Age
Oh 0.5h 1h 1.5h 2h 3h 4h 6h 8h 12h
M.O. 40 0 0.14 0.16 0.20 0.26 0.60 0.48 0.34 0.24 0.13
M.S. 37 0 0.88 1.10 1.05 0.92 0.80 0.63 0.50 0.37 0.22
J.K. 33 0 0.49 0.88 0.74 0.60 0.47 0.43 0.26 0.19 0.10
Mean 0 0.50 0.71 0.66 0.59 0.62 0.51 0.37 0.27 0.15
+SD. +0.37 +0.49 +0.43 +0.33 +0.17 +0.10 +0.12 +0.09 +0.06
Table 6. Pharmacokinetic parameters of T-3262 in healthy volunteers
Case V/F Ka Kel Tiag Crmax Tmax AUC T2
(L) (h™1) (h™1) (h) (ug/ml) (h) (#g-h/ml) (h)
M.O. 230.8 0.350 0.350 0.77 0.48 3.63 3.72 2.0
M.S. 250.1 9.751 0.157 0.36 1.12 0.79 7.65 4.4
J K. 323.0 24.599 0.234 0.47 0.89 0.66 3.97 3.0
Mean 268.0 11.567 0.247 0.53 0.83 1.69 5.11 3.1
+S.D. +48.6 +12.226 +0.097 +0.21 +0.32 +1.68 +2.20 +1.2
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Table 7. Urinary excretions of T-3262 after oral administration of 300 mg
0h 0-2h 2-4h 4-6h 6-8h 8-12h 0-12h
Name
c| V C R v C R \ C R \% C R \Y C R R
M.O.| 0 80 47.5 1.9 62 | 148 4.5 46 | 148 3.3 52 117 3.0 390 13.6 26| 153
MS.| 0 283 | 103 14.3 201 | 130 12.8 124 | 175 106 | 118 111 6.4 48 8.8 2.1 4.2
JK. |0 20| 72.5] 7.5 380 | 22.8] 4.2 245 | 3071 3.7 170 3B 2.9 25| 2.5 2.7 2.0
Mean | 0 191 74.3 7.9 214 | 100.3 7.2 138 | 118 5.9 113 8 4.1 234 41.0 25| 216
+SD. +103 | £27.8| £6:2 | +159 | £67.7| +£4.9 | £100 | £77 +4.1 | £59 +46 | +£2.0 | £173 | £41.6| £0.3 | £16.4

V : Urine volume (ml),

1201
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3 40f 2
z q10 5
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£ 20p 5
> =
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, lo
L — ¢ 8§ 12 3

Time after administration(hr.)

Fig.17. Mean urinary concentrations and cumula-
tive urinary excretion rates of T-3262b in 3
heolthy volunteers after oral administration
of 300 mg of T-3262.

B, BEILIBAE 1 Bl0#ET 21 61 TH - foo FEBIIL 21 7K
o 80EETORFILA, TFIOFATHH T Zh
LOEGADEL AL OERERLHF L TH Y, K
FEDFH, BHREERLL->TWABELDTH -,

BEABEBOHELNCTEL O, PRIEREETIE S
75 L BT, H. influenzae, B.
catarrhalis & Klebsiella L EETH-1chd, &1
Pzt ¥, I0AREFEEF REDTER21b D
THoteo FREBPETIEED 3FIH E.coli T, 1&
¥ 1GIHs E. cloacae, P.aeruginosa, E. faecalis o
BEECI B DTHTco LnL, 2HIIREEREMT
B otco FOMDREPIED 2 FI TIHRIEI STl
hotse

T-3262 OFEHAEIZ1 B 0.3~0.9g, 4 2~3, 2~92
A oBRETH -1, <A 1 H 0.456~0.6g O
EThHotc, TOREERIT 1.2~55.2g ThoT

EEIRN BRI, RO 4FITED 2 M, & 16, ¥
FETEE1HIT, AHRIL 67% THH, BHRUEBHESK
EH R OEMEMEG DO 6 PITIEEZ 5 G, LLHER 16

pneumoniae,

C : Urinary concentration (zg/ml),

R : Urinary excretion rate (%)

T, BHERIX 83% LA, BHEKEIXRD 26 TIE
10l LLEH1BIT, BHERSIY ThHot, ¥
SHRFELD 1BIEZ TH 1o £ T, FRERR
fE 13BIDEZRIXT5Y Tholeo —F, BHEBEKED
4PN TRTCEDT, BRBELD 2HARXVCTHRIAYT
bHote, Tibd, RERFED 6HOELHRIL 100%
Thoto EHIE, BHERBRLEEELRED 281F
BTHotoo T-3262 HRAG 21 FILETOHEYHRER
e, Exh4pl, BZ13H, B 2H, £H14,
HIETREELFALLY, BHERIL 8% ThHolw

EAHENERDER XS &, S aureus LBbhs 7
5 AEMEREIC X B AR 6ITik T-3262 OEAEA1H
0.3g bl ELBARLTED TH 1o BT
S.pneumoniae L v 4 L ARBRPD FHEE X DHILR
BEHRONTPRPBICE EE ofc, H. influenzae, B.
catarrhalis, Klebsiella 1= L 2K ELZRFITIEHT
Botes Tz, E.coli =X »REBEBRPE CIERT,
E.cloacae, P.aeruginosa, E.faecalis TcX X bR
BREHEE TIXEZ TH » 720

WEFHDHEYPRBRPECONTHD E, H in
fluenzae, S.pneumoniae, B.catarrhalis, Klebsiella
K LS, S.aureus BERAEEED, /T4
P ERE IR Lico RERBPE T, E. coli 37X
T4k Licdt, BHEERE RBRERERD E. cloacas
P. aeruginosa, E.faecalis i3B% L, K. pneumoniae
DEHERBRPIED LN,

BIfEA & LT, BB BAORE LHEHE TRNLA
For@nbh, WERER 14.3% Thoto ik, T-
3262 {HARTADEKREMEOLTL Table 9 KAhbh
2151, GOT LA 1Mlc@Hbh, ZOHRARIR
4.8% THolo

I1I. # ®

FHULBHRENI3BED7 y REFRboHF7F)
SVEBHOLYY F v aa X vBRAEETHS T-
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Btz T-3262b THBHZ &b, HIEN, mEDR
N ) N I I N IR R A i EwhbBAa it T-3262b & LTX B Lz, ¥ 1,
3 T-3262 g2 150 mg gerhiciz T-3262b % 102mg &
Slear| 1t 1= 1= 1 |FEF |+ + BXNBC Lk,
sl |zzlz=slss|gglss T-3262b 1375 A BHEL S 7 T LRKEE CEL
D ARl Il RARal MRSl e WHE AR b5 A LBAAEEREYE LTULS 20
|2 |2zlezlzelezize HbhdYe bhbh OB LIBERIEECHT 5 HE
g FIxBTHB E, MICq it S. aureus 0.05, E. faecalis
:E 2|3 SS58 8222|232 0.78, S.pneumoniae 3.13, E.coli 0.05, K.pneumo-
é 1= JEY VR D R P niae 0.10, E.cloacae 0.20, E.aerogenes 0.05, P,
© = S S|ladA|lA S|~ mle S mirabilis 0.78, P.vulgaris, M.morganii, Citroba-
z | ool <o calo al e o cter spp. 0.02, Salmonella spp. 0.05, Shigella spp.
B~ A A R AR IS 0.39, P.aeruginosa0.78, = Dffid> Pseudomonas spp.
E 2 |oolze el i 6.25, X. maltophilia 1.56 ug/ml THYH, B LT
RTOBEBTIEBENICDL D ThHoto, e TH,
8| |2|8 |sg|e=|33)88/88 S.aureus ® 98% 13 0.1, ag/ml THbH, MELK
= = - — Tv% MRSA KhBEhAHENRSB L2 5, Ln
Elcl2|7 |FREERERE L, S.aureus O 180H23SEORH TR S hicH
3|i(zlz |zeleslselzs|zs — 100 pg/ml L EORiteRk TH > 722 1%, MRSA D
S 1) Nl R D il IR R R D 2 e — - %/ o CRHEEAHB LYV LU 58
% “ale |zeles|edzslse ELHDY, WRBBLIDTHDo ¥, =am ¥/
8 -~ v v RIEM S. preumoniae =it U THEIEIEI A, T-
E Els |2=2|asg|eg|es|xse 3262b I HBHIB R o b D Th ot 75 ARMET
2 = 13 P.aeruginosa k& 1-FaA F OBEA 0.20~0.78
E 3= BIIYAB=RII 2 ug/ml TERBFEIEXhich, K. pneumoniae, E.cloa-
g‘ o g S EEIERIER 88 cae, S.marcescens, Citrobacter spp., P.cepacia 1T
HIEEIL I CR G == 12.5~25 pg/ml oA 1S OBBLATHY, =a
Sl g s P O (PR — % m Y RED BRI - THIINT B ATREEAS
o — . b, SROEARZIUSTOBMEETT 5 LENLS
o ElEg|sa|sa SIBE 5o
= R I P N P it T-3262b DHE I xR IE L NFLX,
OFLX, ENX rit#3T5L 1~3 BEENI-LDTH
. sagleclsgls zls s ~7chs, Proteus spp. DRTIZRENRLRLED L\
4 KRB THoteo EFhe, PPA LoBITIRT~ 9B
] P o Biues P ey B VDL ST B, SHI, bRHhORHTE -
Tlgglegdlgx|dd|lgz s RERBICOWTORBE A B &, H.influenzae, B.ca
é s3sclselnsss|ss tarrhalis @jcéﬁzh\‘zﬁ 0'.025,ag/ml uffz? h, .S-
A pyogenes & 90% LAl 0.39 ug/ml LIFTH-1o
als3lz|zzzize ; ; =] ¥1-, HBEMBED B. fragilis, C.difficile {, KFnod
Il laihal Aanial il laal haie g 0.39~1.56 ug/ml LEESATHD, BhIABNN
3 = £ = = = 29 g SR TL B,
gle|e2|s||8]|8|Z T-3262 ORIY, HECoWT, b hbhik 300mg
Blzlzle1 25138 ornmmmeosehLin saoPHECns
S 9 o o ) S = | 0.83 ug/ml, T, 3.1 B, AUC 5.11 ug-h/ml T

BHolco ThERA—GITRE LB & T3 &
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Cmax »% OFLX 0y 1/3, ENX D#y 2/3 L{EfETH
7eht NFLX LixkZEAm -7, ¥, Tip 3 OFLX
D 5.9 BRI wd o0, ENX o 3.6 B,
NFLX @ 2.7 ¥ LA LI D TH oo £ T
AUC 3 OFLX wizRifiswvd o @, ENX izo4
2BET, NFLX L hKEWETH 7Y%

ZoLED 12 BERERRFHEERZ 27.6% LEX
T b, OFLX,ENX X h4» Tifoy, LvL, T-3262
bDEELSTWAHENRELD L, ThboEic+o
MM TEDLDEELONRD, T, BHFBTL XL,
ABFOLOHEEFESGOT EHH IS L b
hah,

ot T-3262 RN, BEIZXTHAEOEEN
B LA, BB > ThERRENERL, R
BHERAHEIND LWOIRFENBLNRTE D, BEIG
AOBECRBERENTTHER T2,

T-3262 OERIKIC I REEEIAE 13 61, RIEKGE
601, BBERIIE, KEILIBES 16D 21 ficfT»
720 T-3262 D(FEMAEI21 HO0.3~0.9g, 2~92 ARI<TSH
ot BERZBHRIZEZ 46, AR 1301, oER2
Bl, EZh161, HIETELIGIT, ERHRIL 85% TH-
7o ERFTIFRBRELIEN 75% THo12, RE
RRPFEL T DM DRYAE L 100% Th »1eo 2EHEFD
HEHERORMTL, MRBREELET 80%, &<
ZESERA100% &SRB TR D, bhbh
AEEU LI E 2t ¥, REELE 92%,
ERE 96% &\ 5 AL ZU L 0 LEL LR

72V

BEABEBEEKDETL, phUbhOBGTILS 5 A5
HHRECIDLDRE)h -y, £EEHIC LB E P
aeruginosa ([T X B DY 45% LIERDITHE, <
2% 80% LLEDERRTH » 7o MBFENBEL, bh
bRD LI ATIE S aureus TOHEERIE H - fohs,
LEMCITBARY L L1 S preumoniae =X 53
DNMERETL 5T BV,

BIFBE LT, bhbhOEFTREE BOkeE
IE&HE, THRN1GT2EH5h, HEXRIL 14.3% &
RLEETH -, FETHEEDOL D1 flhicT & i
Mot Tie, BIRBEMBRE L LT GOT L& 14
ZRRHHNIN, T BEDLDTH T, £EELHIZ
LBEIFFAOMBRIZ2.9% LIERT, Zox/ndoix
HBILFER T, HF VX4, 0.1% L0 DTH
~1eh, BEERLBETALEDHDLLDTHA D,
KIEEMBREE L LT GOT 8, GPT tHMFox
RLDTHBH, FEIBLKWEWLE), WwTFhio
LT, T-3262 [ ZERBREPER L UD & LAEHE
BOREEZERLERE V2 5,

X [
D % 34 BEXRCEREFLFARTRRSE, FE
YU HETY a, T-3262, B, 1987
2) HHEMR:H 34 BHFCEREZLHEEERLTR
R R, HIR, 1987
3) BILHEIZA 0 85 35 MAREREF¥LFEALR
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LABORATORY AND CLINICAL STUDIES ON T-3262

Yosuiro Sawae, Yukio Kumacar, Tosuryuk: IsHimaru,
Koy Takact, Akira Suca and Yosuiyukr Nixo

First Department of Internal Medicine, Faculty of Medicine and School of
Health Sciences, Kyushu University
3-1-1 Maidashi, Higashi-ku, Fukuoka 812, Japan

We performed laboratory and clinical studies on T-3262, a new pyridone-carbo xylic acid deriva-
tive, with the following results.

1. Antimicrobiotic activity

The MICs of T-3262 base against various clinical isolates were : 0.05 z#g/ml against Staphylococcus
aureus, 0.78 against Enterococcus faecalis, 3.13 against Streptococcus pneumoniae, 0.05 against Escheri-
chia coli, 0.10 against Klebsiella pneumoniae, 0.20 against Enterobacter cloacae, 0.05 against Entero-
bacter aerogenes, 0.39 against Serratia marcescens, 0.78 against Proteus vulgaris, Morganella mor-
ganii and Citrobacter spp., 0.05 against Salmonella spp., 0.39 against Shigella spp., 0.78 against Pseu-
domonas aeruginosa, 6.25 against other Pseudomonas spp. and 1.56 against Xanthomonas maltophilia.
The drug was 1-4 times more active than ofloxacin, norfloxacin and enoxacin.

2. Serum level and urinary excretion

The serum concentration of T-3262 base was measured in 3 healthy volunteers, given 300 mg of T-
3262 orally in a fasting state. Mean Cpax; 0.83 gg/ml, mean T1/2;3.1h, and mean AUC ; 5.11 pg-h/
ml were calculated using a one-compartment open model. The mean 12-h cumulative urinary
excretion rate was 27.62%.

3. Clinical efficacy

Five patients with pneumonia, 8 with bronchitis, 1 with pharyngitis, 4 with cystitis, 2 with
pyelonephritis, 1 with colitis and 1 with pyoderma, were treated with T-3262 at a daily dose of 0.3~
0.9g for 2~92 days. Clinical response was excellent in 4, good in 13, fair in 2, poor in 1 and unk-
nown in 1 patient. The clinical efficacy rate was 85%. Adverse reactions were palpitation, upper
abdominal pain, feeling of weakness and diarrhea in one patient each. GOT elevation was seen
in one patient.



