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T-3262 (3F LY Fvh £ vEBRVIERTH 5. Bk 8o Staphylococcus aureus,
Klebsiella pneumoniae, Proteus mirabilis, Morganella morganii, Ser-
ratia marcescens, Pseudomonas aervuginosa, it 175 ¥rico\uT, 10® #fE cAF|O MIC %
BIE Ltz MIC O FXRI S BHRET, TOXEHH 0.2 pg/ml LITFTH - 7o, S. marcescens |1
3.13 ug/ml LIF, P.aeruginosa (3. 1.56 ug/ml Ly FTHh - 1o KB & L7 norfloxacin (NFLX),
ofloxacin (OFLX), enoxacin (ENX) X bR 7-ETH - 720

BERABTF 6 412, ZIEMk LA 150mg F 05 L, MmAEE & Rbdilt a2 7o, M
chifEIY, R T 2BRIc - 275D 0.28 ug/ml, A TIX 1.5 R T 0.66 ug/ml TH
ot T12 xZFhFh 3.2, 3.9 B TH - foo RPBRERL 12 FEE TT 28.2, 52.4% T
Boteo RBEOHHRINAREF TH - 1o (bloassay PREMED)

25 PIOREYAEICAFIZ 1| 75 F1oix 150mg, 10 2~3 EE L, ZORREx I, HHEK
96% Th - 120 BIEDRIEM 20 (B FEOIRE *RO7n, BRKERAEMBRE L)

Escherichia coli,

i) 'f:.o
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Fig. 1. Chemical structure of T-3262.

T v 000 ALBLEKIE 12 4755 TH

RVBELE STV BDONERINTSL 5, HE, AR
HRGE 2002 IN, HIBHLT=0—%
B vHlEVHRD DI, TOHEARZ b AL, S5
LIEMEO R L T, 77 2BIEECH LT HIBE VG
HhxdoX itk Tuwd, AFIX, MRMEXED
77 L, 77 AIEHEEICH LTV EEIA
WHIB AN AR FETBREVCDbNRD, $iT 7 5 A
B, WS EC L TRFZ#H D norfloxacin (NFLX),
ofloxacin (OFLX), ciprofloxacin (CPFX) 1 b #u»
PHENATT BB EIR TV B0, oo T-3262
wowT, PED, FRBE BKRESEL ECo0TK)
HE T 1D TRET 5,
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I. &+ *

1. HEh

JeHg B R FEE BRI T, BRIk
X b4 BE L7z Staphylococcus aureus 27 £k, Escheri-
chia coli 27 ¥k, Klebsiella pneumoniae 27 ¥k, Pro-
teus mirabilis 20 #k, Morganella morganii 20 ¥k,
Serratia marcescens 27 ¥k, Pseudomonas aerugi-
nosa 27 B> 7 WA 175 it oW T, B AL
FOBREGIT GE W, MRS 10°cells/ml T MIC #
E Lico H#eIE# & L, NFLX, OFLX, ENX /g
ERXDWT L ABRDOWME R 1T - 1o

2. {hNE)E

6 B DR ABF Volunteer (W 21~36 5%, F
¥ 24.8 8% & 167~177 cm, ¥ 172cm, {A7E 58
~90 kg, F# 72kg) iz, T-3262 150 mg %, Zejgh%
BLIUOARBICEDES L, MFPRER L ORFHEH % 2
720 COMBEELI v AFd — =L TIT» 120 FRIMIZIE
g7, 0.5 1, 1.5, 2, 3, 4, 6, 8 12BFflicfTL, F
Rit 0~2, 2~4, 4~6, 6~8, 8~12Wf]TIT - 7zo 3
FIBEERIEL, 289 OFEICTME Lice 121xdtidE
BRFEEZIE 2 AR Cbloassay g1 T, HEHE L
T E.coli Kp ¥k % B\ 5 WBFHT + 2 78 THi»
7oo MEESHL, Heart infusion JEXEEH (HF) % H
Wico BdEfhERIX, T — g &, pH 8.0 Y v EEE M
# (PBS) TIEBLL., ThFhimiFs L ORPYEE 4Rl
TE Lco JRIZ T OREMEHE T 10 5L i FR L TRV 7,
¥ re@ERth s rn <+ 757 (HPLC) #icTd MIE L
Too M, WIEIXELEETE (BD (FETFEFTICKE L
Too PWESMF 2B EM & LT Nucleosil 10 Crs, % E)#
& LTz CH;CN-0.2 MK,HPO,-10% CH,SO;H.
Et;N-H,0 (250 :175:50:525), jRix CH,CN-0.2 M
7 = v 2 Na-10% CH;SOH-Et;N-H,0 (200 : 310 :
100 : 390), KiHiEEE 345nm TiT - 7o MERBE L D,
Time lag ™% % one compartment open model %
WT, EBNEN T 2 —x—wFH L, XL, M
R EEMAR T (AUC) o TR ERfEIC S
BB T B L,

T KAIERGRT LB GH% 12 RO MBIz oT,
GOT, GPT, Al-P, r-GTP, LAP, BUN, Creatinine
IR ERPE L, EHOUEE LRI,

1986 5F-8 A L » 1987 £ 2 ¥ TILF L LICRYHERE
% 25 flicouT, T-3262 DEERANEOMKE 21T > oo
REGIE, FMERBREYGE 10 6 (BAHSEL% 260, &4
KEZR 30, AHRHL 46, SMWFLLIM) X
ORBEEYAE 15 0 CRHEREM % 8 01, 18 BBt % 6

fl, ZEBEXLIAD) THh-1,

B 60l ot 19 FITH B0 REEYFED 15 i
BT XTLHEETH - foo FlilIL 21~80 HKTFHH 53.1
BEEkENEL, BRFENEOBEEELL 2L 0N
L2/

A OB Ex 1M 75mg ¥/x1@ 150mg, 1H
2~3EIDOBHEENTE TH - foo 5L 1B 75 mg
216 BT 3~7 AR, 1[E 150mg #5729 flT 5~
THRITH - tco LT 75mg HFEIIBIESNZ, 150
mg ¥E IR EREGNCIT - 720

ZHRHE L MEFRDR LBRDE TAhi, MEF
M, RRYYRERROMGY bR LEEOHES
AT, BEHAT S BEAE A &
AL BRI THE L 72 Tod, WRRBEYYE
3, WS OB A I, BIROVEHAELS 2,
BB ELRTL L o723 DL EME EHITE L,
FRIRZD S, BRIREROHER & & bic, ME¥EMIDEL
sk LT, Ewh, BE) B % EXNO 4 PR CHIE
L7

ARERBORIERICOWTIL, BEFCHT ML
G, FRIKFEBHFMBLEL, EFACI b LBbRs
BEEHER A RE S e L 512 L, kB ERT#KICkIT
oM BA (RBC, Hb, WBC, fFEEk, I/ M), FFige
fe#iEr (GOT, GPT, Al-P), Bifs#i# (BUN, Cr)
T EDRPIERIT - oo

II. # ]

1. HEhH

LW T 55RO MIC opifisx Fig.2a)~g)
1R LTz T-3262 o> S.aureus izxf3 % MIC (1 3.13
ug/ml O 1 xR EMIT 4T 0.2 ug/ml LLTFTH -
7zo OFLX, NFLX, ENX X b 1 FEER LI ER - HIE
iR Lico E.ocoli 2%t LTk 0.78 ug/ml = 2 ¥k i
(x 0.2 pg/ml LITFT Kz £0.1 pg/ml ThH Y,
OFLX ([E%L L 2z LT fho2F X H R
T\ tee K. pneumoniae Ti% 0.2 ug/ml LLITFic 454
L, i 34L bR T oo P.omivabilis T3, 3
T 0.2 ug/ml LI FTHbH, OFLX, NFLX L[E%T,
ENX X v 1 BN T\ Foo M. morganii Ti%, 0.78
wg/ml LIFT, <0.1ug/ml o orikifs < ENX
LR o 2K EMETH 51, S marcescens T
(% 3. 13 ug/ml UTFIC/AAiL, b 3#| & H~<THA
T\ foo Poaeruginosa <Tl¥, 1.56 ug/ml LITFiZ/n7
L, AR N T BEEU ERGEAITS - 1o

2. HhNBHE

T-3262 150 mg #ZefiMs s & Y RIS HED
MAEE DO A A Table 1a),b) =ik L 7o ZENERY
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b) Escherichia coli (27 strains) 10°cells/ml
a)Staphylococcus aurcus(27 strains)  10°cells, 'ml
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<00 0.2 039 0.8 1.6 3.3 6.5 125 25 30 100 >100 Dru <0.1 0.2 039 0.78 1.56 3.13 6. I2.

Durg MIC: g ml) . MIC (sg/ml)
T-3262] 20 6 1 T-3262) 24 1 2
NFLX 1 7 10 5 3 1 NFLX| 8 16 2 1
OFLX 77 9 1 3 OFLX| 20 4 3
ENX 1 3 6 3 1 ENX| 3 17 3 2 2
NFLX:norfloxacin  ENX:enoxaci NFLX :norfloxacin ENX:enoxacin
OFLX: ofloxacin oxacmn OFLX:ofloxacin

¢) Klebsiella preumoniae (27 strains) 10°cells/ml d) Proteus mirabilis (20 strains) 10°cells/ml

1001 T-3262

80

40

Cumulative percent(%)
(=2
(=]
T

NFLX
OFLX

ENX

T-3262 NFL
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£
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20)

— 1 L 1 1 1 1 1 1 1 1 1 1

D =0.1 0.2 039 0.78 1.5 3.13 6.25 12.5 25 50 100 >100
rug MIC(xg/ml)
T-3262 25 2
NFLX 4 15 8
OFLX| 17 10
ENX 4 11 7 3 2

NFLX :norfloxacin

ENX:enoxacin

OFLX:ofloxacin

Fig. 2.

201
1 1 1 1 1 L 1 1 i 1 1
<0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100
Durg MIC(ug/ml)
T-3262 15 5
NFLX| 14 6
OFLX| 15 5
ENX 7 13
NFLX : norfloxacin ENX ! enoxacin
OFLX : ofloxacin

Sensitivity distribution of

clinical isolates.
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e) Morganella morganii (20 strains) 10%cells/ml f) Serratia marcescens (27 strains) 10°cells/ml
NFLX OFLX OFLX
100F \f/ 100F .
T-3262
;\3 80 EE 80
5 15]
7
5 60F g 60
a ENX )
2 Z
z =
S =
© -
5 40r E 40
£ 5
= &)
S !
+ 20 /o
20 /
s
L 1 1 ! L ! I ! L | | | =1 1 1 L L L L 1 ! i
<01 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100 D <01 0.2 0.39 0.78 1.5 3.13 6.25 125 25 50 100 >100
ru;
Drug MIC( ug/ml) € MIC(ug/ml)
T-3262[ 16 2 2 'T-3262 9 2 5 1 2 8
NFLX| 13 7 NFLX 2 1 1 2 7 4
OFLX| 13 7 OFLX 1 10 4 3 4 5
ENX 8 5 4 3 ENX 1 6 8 2 1 2 3 4
NFLX : norfloxacin ENX : enoxacin NFLX : norfloxacin ENX : enoxacin
OFLX : ofloxacin OFLX : ofloxacin

g) Pseudomonas aevuginosa (27 strains) 10%cells/ml

100

80
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40

Cumulative percent(%)

20

1 R L 1 1 ! ! 1
0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100

Durg MIC(ug/ml)

(T-3262 7 10 6 4

INFLX 3 7 14 3

OFLX] 9 5 11 1 1

ENX 2 5 9 1

NFLX:norfloxacin ~ ENNX :enoxacin

OFLX:ofloxacin

Fig. 2.

Sensitivity distribution of clinical isolates.
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“Table 1. Serum concentration of T-3262 in 6 healthy volunteers after oral administration of 150 mg

a) Fasting state

Height | Weight Serum concentration (ug/ml)
Case Age )
(em) | (ke) | 0 |05 | 1 |1.5] 2 3 4 6 8 | 122
- 0.33] 0.41 ] 0.48 | 0.47 | 0.36 | 0.27 | 0.19 | 0.16 | 0.08 upper-bioassay
A 21 170 T T R B mty B S S e B R s
— 10.35]0.33]|0.46|0.45| 0.35| 0.24 | 0.19 | 0.14 | 0.05 lower-HPLC
B 36 177 80
C 25 173 68
D 23 167 66
E 22 170 58
F 22 176 90
Mean | 24.8 172 7 0.12]0.12| 0.14 | 0.10 | 0.10 | 0.12 | 0.08 | 0.06 | 0.03
SD. | 5.6 4 11 | o0.21{0.25]0.26|0.28|0.25]|0.21|0.15| 0.11 | 0.06
0.11]0.09 | 0.12 | 0.09 | 0.09 | 0.12 | 0.08 | 0.04 | 0.02

b) After meal

Height | Weight Serum concentration (ug/ml)
Case Age
fem) | (k&) | 0 | 05| 1 | 15| 2 3 4 6 8 | 12
— |1 0.54]|0.58|0.54|0.55|0.52|0.46 | 0.29 | 0.22 | 0.12 upper-bioassay
A 21 170 (T R I B S e B B e B B AR
— [0.52]0.530.51|0.56|0.54|0.450.29| 0.24 | 0.14 lower-HPLC
— | 0.72]0.78| 0.74 | 0.60 | 0.44 | 0.40 | 0.25| 0.23 | 0.13
B 36 177 T B el S Catatt ICEnial EECESIST! ERSEERE FOSTRISST DASRISE SUSSRES DRSS
- 0.69]0.79| 0.73|0.64 | 0.44 | 0.40 | 0.27 | 0.21 | 0.14
— | 0.12]0.47 | 0.62 | 0.53 | 0.49 | 0.40 | 0.27 | 0.20 | 0.09
C 25 173 [ e i e B B S e B (LNl e R
- 0.14 | 0.46 | 0.69 | 0.54 | 0.51 | 0.41 | 0.28 | 0.20 | 0.10
— | 0.46|0.76 | 0.74| 0.62 | 0.49 | 0.46 | 0.31 | 0.23 | 0.16
D 23 167 [0 T e e B B e S e e Bt e e
- 0.4110.7710.74 | 0.61 ] 0.48]| 0.46 | 0.30 | 0.21 | 0.12
— | 0.78(0.81|0.66|0.60|0.51 | 0.45|0.31]0.22 | 0.15
E 22 170 3 e e B B R S e E e Bt IECELLEEN
0.0310.80|0.77|0.64 | 057 | 0.50| 0.41 | 0.32] 0.22] 0.19
— | 0.1110.46| 0.64 | 0.56 | 0.45 | 0.37 | 0.24 | 0.18 | 0.11
F 22 176 LS e B B B S B el It ML
0.0210.13|10.44|0.61|0.53|0.46| 0.38|0.22 |0 18] 0.11
_ | 0.46)|0.64 | 0.66 | 0.58 | 0.48 | 0.42 | 0.28 | 0.21 | 0.13
Mean | 24.8 172 72 0.29]0.16 [ 0.08 | 0.04 | 0.03 | 0.04 | 0.03 | 0.02 | 0.03
S.D. 5.6 4 1 _ | 045]0.63|0.65(0.58|0.49|0.42|0.28 |0.21]0.13
0.2810.17 | 0.09 | 0.04 | 0.04 | 0.03 | 0.03 | 0.02 | 0.03
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Table 2. Pharmacokinetic parameters of T-3262

Case Vd/F KA Kel Tlag Tz Cmax Tamax AUC AUC*"
(1) (hr ) (hr ") (hr) (hr) (zg/ml) (hr) | (ug-hr/mb)| (ug-hr/ml)
248.8 1.83 0.20 0.1 3.4 0.46 1.4 2.99 3.30 upper-hbioassay
A s e o | oo [ Tas o [ e | e | e owernpic
511.8 25.53 0.23 0.5 3.0 0.28 0.7 1.26 1.52
B om0 [aasr [ oz [ Tos | e o [ or | v | 2oe
410.9 17.09 0.26 0.4 2.7 0.34 0.7 1.43 1.62
C e [otos | oz | o | w0 o [ oe | e | A
v 530.2 6.08 0.22 0.4 3.1 0.25 1.0 1.27 1.40
7 P s |2tz | o [T | e o [ o e | e
f g |.5%06 | 238 ) 03 | 00 | 2T | 030 | Ll | LS | 18
= 410.8 2.95 0.18 0.0 3.8 0.30 1.0 2.02 2.10
273.3 1.30 0.17 1.4 4.0 0.40 3.2 3.18 3.34
s | o | om s s e | s | s | s
392.6 9.04 0.22 0.5 3.2 0.34 1.4 1.95 2.10%"*
Mean| 117.1 | 10.02 | 0.03 0.5 0.5 0.08 0.9 0.89
T:E
E
<
0. 3.
. 0. .0 4.:
Mean| 17.3 | 8.41 | 0.03 0.2 0.6 0.12 0.5 0.58
SD.| 1963 | 872 | 019 | 03 | 3.9 | 067 | 1.2 | 428 | 489
22.0 8.71 0.03 0.2 0.9 0.13 0.5 0.65

* This column was removed for calculation of the mean value, since the Tmax (experimental value)
is 0.5hr.
** Calculated from experimental values of serum concentration.
*** Calculated from mean values of serum concentration.
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0'010 é 12 (hr)
Time after administration
Fig.3. Mean serum concentration of T-3262
after single 150 mg administration to 6
healthy volunteers
Bz kT, 6 ZDFHE T, bioassay, HPLC &

Ly, 2Hlice—2ER RS, b 0.28 ug/ml
T, LMEWIBI L, 4 W[ 0.21 wg/ml, ZhZzh 8 Refd)
T 0.10, 0.11 pg/ml, 12 BT, 0.05, 0.06 ug/ml
T, MAPEE OB RD b, B4 OB T, B
DHEBIZET DT V7 FDH o 1oh, ©— ZfHix 1 BH
~1.5B§fElic & Hh, bioassay, HPLC kzh Zhixs
0.48, 0.46 pug/ml THh -7, 4B — 2{liN 5 -
el O 1 (F) Bdbhic, AREYS T SFHE
T 1.5 Wefilic e — 7{Einidh b, HPLC #:%
hFh 0.66, 0.65 ug/ml TH - o DIBBEIFREDOHE
B %% L, bioassay, HPLC i L §, &t 5 ¢ 2 5] 0.58
ug/ml, 4 BERE] 0.42 ug/ml, 8§ 0.21 ug/ml, 12K
B 0.13 ug/ml T#H - 1=, bioassay iz T4 DMT
i 1R —2hH 5L D40 1.5 BfEich 5%
D2HT, 1~1.5 BN E— 2725 5 L #x
bhtce & DWEEIC X 5 Mrh o EEE o i %
Fig. 3 1o Lico ¥ — 7 WELEBOTT G0, IR
HBIZ LA LR UM% R LT e, ¥ 7o bioassay,
HPLC WMELEOAMEMIC, ZXT & A EBdLR
Tshro 1o
ZDFERIZX
open model A\,

bioassay,

p, Time lag O % one compartment
STAMBA K0 2 7R 2 Fefn % AT 5

WL HB) %5 + — 2 —% Table 2 jZ/r L1, fB
ADEFHTIEAT Y FDREWLDLDH - 720 FFiIC Ka
BEOBEEMS D, ZIEFRE TREREND > T B
R DAT A — 5 — wIEN L REO LN ENFHIE T
B LTH % &, bioassy T, TR EFN Tmax 1%
1.4 & 1.0 RS, T1/2 4% 3.2 & 3.9 B§fH], Crax (X
0.34 £ 0.69 ug/ml, AUC i 1.95 & 4.34 ug-hr/ml
THhYH, HPLC kT, ThFh Thax (2 1.3 & 1.2
Befal, Ti2 1239 & 3.9 B5f], Crmax 2 0.33 & 0.67
pg/ml, AUC (3 2.14 & 4.28 ug-hr/ml TH - *o
O DALY Tmax 28<, Crmax 23EL 78
LEmnd b, T12 xR%ETH HH AUCIT 2 <
Teotoo ERRICEREIC S BHEIZ L D EH L
AUC 12, ZEjgRs, BB Th ZFhFES(E T, bioassay &
Ti% 2.10 & 4.89, HPLC #: Tt 2.31 & 4.89 ug-
hr/ml THbH, AE? 2 FECHER LT,

FRep il OB % Table 3a),b) 1Z7Rk L 7o ZEIEFF
5Tt RPBEX 8RR E Tk, 40~70 ug/ml o
TR CTHER L, Eo 12 RHE THEMNBELB O/
WHEBEA G 7o 12 BERTE TOPEMEER Tlx bioassay,
HPLC #:#Fi#h, 20.8~43.9, 16.9~43.7% TFH
28.2, 25.7% Tdh» 1co REHESLG TIX 0~2 BERHT,
FhEh 123.7, 122.9 pg/ml OEEREAR L, LI
LTS BEIC B - 7o 12 BRI E T o PEitk 3 T
HPLC #:2h Fh 44.4~60.4, 46.0~55.8
% T, F¥1§52.4, 51.0% THh» 1o Z DMEFLEREDF
WBIRAP RIS L PR DA Fig 4 (7R Lz, 12 W§RS
D PEER L, bioassay 7 TZENF 28.2%, AHK% 52.4
% THH, REOHIBEOEMCEI -1 F 1 Rep
BEL FRICBBR DTN EL - 12,

Bioassay, HPLC il E#Iz X BE D % 1107 &
AERD BRI - Too

AAN BRI OBIKR A OB A% Fig 5 12/R Lico
KA X B BN AR LI EERIFZ ST, R
BERIT L BDeh - 1o

3. ERIKBUAL

il & DIEFNZDOVTOMIEA Table 4 (/R L 7oy 2
Wr % SN ER IR R A ¥ bt d, DA Table 5 (iR Lo
25 flrh 1 OB R ET X TEL) HROR
WA TH - too AMERE LR 2 ITRELD 2 0 Sk
KELERIOITIENIATH » 7o BlERML 401 &
ZPEIRERZ 1 AT, F3 G, Brh10l, SoHER1
BITH - 1o 2RBFHD 1 GUTREIEA LR bR, #
LchilicEh, 4 follow 23TE e - 1IER TH
57, WRIRBEREIE 10 I TEL) 3 Bl ALh6 fll, e
BHELHITH -1

bioassay,

&
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Fig. 4.

Mean urinary recovery rate and concentration of T-3262 after single

150 mg administration to 6 healthy volunteers.
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Fig. 5. Laboratory findings of 6 healthy volunteers before and after administration of T-3262 150 mg.
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Table 5. Overall clinical effect of T-3262

Diagnosis No. of Excellent Good Fair Poor
cases
Acute bronchitis 2 2
Chronic bronchitis 3 3
Acute tonsillitis 4 3 1
Acute pharyngitis 1 1
Sub total 10 3 6 1
Acute cystitis 8 7 1
Chronic cystitis 6 3 3
Acute pyelitis 1 1
Sub total 15 10 5
Total 25 13 11 1
Table 6. Bacteriological effect of T-3262 treatment
Group Organism No. of cases| Eradicated Decreased Replaced Unchanged
S. aureus 3 3
H. influenzae 2 2
Rl B L‘a/lazrr,’uzlz's 1 1
E. cloacae 1 1
Sub total 7 7
S. aureus 1 1
E. coli 11 11
UTI K. pneumoniae 1 1
E. coli
K. pneumoniae 9 5
E. faecalis
Sub total 15 15
Total 22 22
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Table 7-1. Laboratory findings before and after T-3262 treatment
Case RBC Hb WBC Eosino Platelet | GOT GPT Al-P BUN Cr
(X10¢/mm®)|  (g/dl) (/mm?) (%) |(X10Ymm®)| (V) (U) (K.A) | (mg/dl) | (mg/dl)
1 B 434 14.3 9,300 0 18.7 23 21 6.3 13.6 0.70
A 404 13.5 4,800 2 20.3 23 16 6.5 9.1 0.75
9 B 465 13.8 9,400 39 31 7.6 16.4 0.89
A 47 13.3 5,700 1 23.3 40 29 7.6 18.7 0.90
3 B 520 15.6 9,000 0 21.6 23 28 7.3 13.8 1.01
A 505 15.5 5,400 0 22.3 19 20 7.5 10.4 1.07
4 B 463 13.9 6,900 1 21.7 20 22 6.9 18.9 0.76
A 448 13.3 6,600 2 20.7 19 17 6.8 19.2 0.83
5 B 463 13.8 8,400 1 22.6 14 10 6.3 19.2 1.07
A 474 14.7 4,700 2 21.6 20 14 7.4 16.3 0.92
6 B 431 14.1 13,400 1 18.6 21 20 136* 10.5 0.8
A 440 14.2 7,600 3 17.8 18 18 142 10.0 0.8
7 B 466 14.7 11,200 1 18.8 17 16 142* 10.0 0.8
A 473 14.8 7,400 4 19.5 19 12 137 10.5 0.8
8 B 452 14.2 10,700 1 17.8 12 11 136* 10.5 0.8
A 446 14.1 7,300 3 19.0 15 10 132 10.0 0.8
9 B 517 11.7 8,800 0 19.8 25 24 7.6 14.1 0.98
A 502 11.5 6,000 3 20.8 28 29 6.3 12.0 0.76
10 B 470 14.0 10,300 0 29.1 19 11 7.4 31.5 1.71
A 473 14.3 5,100 2 28.8 24 15 6.5 31.5 1.65
1 B 420 13.6 7,900 1 18.0 -23 18 162* 10.5 0.8
A 431 13.8 6,800 3 19.5 21 16 170 10.0 0.8
12 B 436 13.2 8,000 1 30.6 11 8 92* 11.0 0.9
A 441 13.3 7,100 2 27.5 13 10 95 10.3 0.9
13 B 461 14.2 7,800 1 21.5 14 11 134* 11.5 0.8
A 466 14.2 7,200 2 20.7 16 13 140 11.0 0.8
14 B 456 14.0 7,700 1 19.8 17 16 154* 10.6 0.8
A 461 14.0 6,900 3 20.5 18 16 156 10.0 0.8
15 B 482 14.8 8,000 1 17.8 15 12 158* 11.0 0.9
A 478 14.7 6,700 3 18.8 16 11 160 10.5 0.8
16 B 472 14.1 7,900 1 21.5 20 14 128* 10.8 0.8
A 481 14.2 7,500 2 19.8 18 15 132 10.5 0.8
17 B 445 13.8 7,700 1 22.5 12 10 106* 10.8 0.9
A 450 14.0 6,800 2 21.6 14 11 112 10.0 0.8
B 430 13.0 5,200 1 24.6 13 6 5.8 15.3 0.86
18
A
B 363 10.8 3,900 1 9.9 21 26 5.6 14.6 0.86
19 A 361 10.8 4,000 3 9.4 19 18 5.2 15.7 1.01
B :before A:after * (IU)
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Table 7-2. Laboratory findings before and after T-3262 treatment
c RBC Hb WBC Eosino Platelet GOT GPT Al-P BUN Cr
ase
(X10%mm®)| (g/dI) (/mm?) (%) | (x10*/mm®) (U) Q8)] (K.A) (mg/dl) | (mg/dl)
2 B 426 13.8 5,100 2 13.0 20 14 3.2 14.7 0.83
A 400 13.0 5,000 5 16.2 20 13 5.0 17.5 0.73
27 B 417 12.4 6,100 0 22.5 20 16 5.4 13.4 0.74
A 441 12.8 6,600 5 20.7 17 12 4.7 14.1 0.77
99 B 470 13.6 5,900 1 21.0 16 12 9.5 15.6 0.76
A 450 12.9 5,200 3 19.8 18 12 9.0 20.5 0.84
23 B 386 11.8 5,100 2 21.3 18 15 12.8 30.6 1.34
A 399 11.8 5,500 4 22.1 15 16 11.6 30.4 1.35
o1 B 404 13.0 5,400 1 19.2 21 12 6.8 13.6 0.76
A 406 14.3 6,300 2 18.1 24 13 7.4 13.7 0.77
95 B 464 12.6 9,300 0 22.6 18 9 6.6 13.1 0.84
A 476 13.5 3,700 4 21.4 16 7 6.1 9.1 0.79
B :before A:after * (IU)
X [y
1D % 34 BEXRLEREFELEAEAZRKRE, FE

vvHEoy A, T-3262, B, 1987
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BASIC AND CLINICAL STUDIES ON T-3262
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T-3262 is a new synthetic pyridone-carboxylic acid antimicrobial agent.

We determined the MICs of T-3262 against 175 clinically isolated strains of Staphylococcus arureus,
Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis, Morganella morganii, Serratia marces-
cens and Pseudomonas aeruginosa using the plate dilution method with an inoculum size of 108cells/
ml. The MIC range of T-3262 was under 0.2 ug/ml for S. aureus, E.coli, K.pneumoniae, P.mirabilis
and M. morganii, under 3.13 ug/ml for S.marcescens, and under 1.56 ug/ml for P.aeruginosa. The
abovementioned activity was superior to that of reference drugs (norfloxacin, ofloxacin and enoxacin).

Serum concentration and urinary excretion of T-3262 after a single dose of 150 mg fasting and ater
a meal were measured in 6 healthy volunteers. The mean peak serum concentration was 0.28 ug/ml
at 2h after ingestion of the drug and 0.66 ug/ml at 1. 5h, fasting and after a meal, respectively. T 1/2
was 3.2h and 3.9h, respectively. The mean urinary excretion rate within 12 hours was 28.2% and
52.4%, respectively. From the above results, the absorption rate after a meal was higher than when
fasting.

Twenty-five patients with bacterial infection were treated with T-3262 at a daily dose of 75 mg or
150 mg b.i.d. or t.i.d., The clinical efficacy rate was 96%. Two slight side effects (gastric discomfort,
tremor of fingers) and no abnormal laboratory findings were observed.



