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£ MBI T-3262 100 mg/kg 2 FE N5 LEROREMFRBEI I ASAI>UVHF>T .,y
FOIEEE L, WTRLERMCHER L, Ty P OFEEBRFALREFCBIL, OHRELR
BESCHED L, BMoBBIhiahote, 7Y FHRFBTIMBEACHE~NEL, TomE
Hix enoxacin (ENX), ofloxacin (OFLX) ® 1/3~1/4 Th» tzo RFHEHRILI~Y 2T 21.1
%, 5y bT11.5%, U4+ T 15.2%, 1 XT27% Thoto TleT v P THIT ZEH kR
RIIERAE LT 0.13% Thoto AFORMICIIAEORENL LN, BHEFOH BRI
HARETEMBEYRE L, 7 v P AKIZEHE (100 mg/kg x2/day) LickRoMmgE, Kdk
WRE L OEBPERE IS, WERERL 12 EREROMICZIRD bhith o, D-H7 7 b
+ 3 vCEH LHEES » P AMPRES JORPHERIEEFCHNEEY R LIS
—7, AL AB TR LEBEES , re BT AP EEREERCERELERYTH- 12
25, RPEEERILEMLYR Lice I8, RO 44—+ 75 4Tk T-3262 LIS OMEEEDE
EED bR h - T,

Key wordS:T—3262, ﬁmr ﬁﬁy ﬁ%y EF:{&
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) Fvay Ak vEBREER T-3262 & Fig.l @R+ X
51 1,877 ) CVED 1,7T ikt h £ h 2,4-¥
IAFr 7 =2 VERV 3-73i/2¥r ) O=AEEYE
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T-3262 137 7 ABHEREXLD, 75 s2K&HEH K
SHECH LAEBELHE AR b LAV EEEY
BHL, BrpkoFF/ v VELERS S ABHE, 7
FUBMERE S ARKEEE BIEECHTAHED
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(+)-7-(3-Amino-1-pyrrolidinyl)-6-fluoro-1-(2, 4-difluo-
rophenyl)-1, 4-dihydro-4-oxo-1, 8-naphthyridine-3-car-
boxylic acid g-toluenesulfonate hydrate

Fig.1. Chemical structure of T-3262.

i, fR#% X OHEtic oW T bioassay TR LD
TEXDREEBRET %0
1. RBRMHESIUEZE

1. EREA

T-3262 (Lot. APO001~AP 005, EbL¥TE B
fEE&F3ERT), enoxacin (ENX, -k HA&S{Z), ofloxacin
(OFLX, #—#{3), norfloxacin (NFLX, ZH#HEIFK),
nalidixic acid (NA, #—8¥) 2\, 7ok ENX,
OFLX, NFLX % X0 NA 2\ hd Mo Sl
L7

2. {EFRBY

KBREME LTUTOL DRV,

=% A :ICR R, W, 18~24g, 5, b : Wistar R,
HE, 250~390g, ¥ : HAQGBENRE i 2.4~
3.7kg, 1 X : ¥— 7 V1E, HE, 10.5~12.5 kg,

3. FEROFEHL LOREHE

EFI% 0.5% A Frerr—ABRCHREL, KB
WRERD YV vFE A\, 20~200 mg/kg THRERZT-
o

* T930 EIUFTRH;F 2-4-1
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4. HBEOIREX

Mg« BFRLEH, <7 ATRHECIY, 79+ T
GIEEIR, v CREBIR, A % TRETBRERRY DR
M FT - 120 MIETERIC 1 BEREKERS, &O (1,200g
x15 min) 12 X b &5 8 LRIE ¥ T —20°C THREE
B L

RE IOMEA: =7 ATRELCEEL, 24REET
DOERBERE TUBWREZFR LI, 7y P TR A
LABEMCEET 2T ES B WIREr — v RAVS
FHET 24 B ¥ ToOBRBR B X OBRRLER Lo
v, 42 TIRRHEYr —vicAh, BABR KRGS
Biflds JOY 24 BEREBICIRE A 7 — 7 v THRR 2R
Lo 2727 v + OIRHHRIULIPAEER = — 7V IREE
T, WIEE S =~ V— v 3 Vv TToTee BB JOMEHZ
HEUE, BY4E o 1/15M phosphate buffer (P.B,, pH
8.0) TARLIUTEE T —20°C THRERF Lo

B v FRIRIE S Y b e g - GRRLEL
30 mg/kg, B FEFT, BiRsH (21 Gx3/4") &Rk
WERT 52 LI X VERE LTS,
ASGPEENERRE : 5 - P CER RS URRN
WCWIER, HFEXEicts, B R OB I R
B B, e, R, NME B IO ERL
foo A 1/15M P.B. (pH 8.0) Tk, 4f&&
OF P.B. &z ThELH+M4 XL, ZTOEL (1,200
gX15min) E#FEFEEYRIE Lo

5. g5

5, bic T-3262 @ 100 mg/kg # 4@ H 479 R & F
®eRED 2 @MEOHRE L, FEs X0 12 EREE M
chigrs, FRrhEEREs X OEBNBE A RIE L1

6. FFREERORIN, Bkt

S, M D-F 5 2 b3 vIEERE GERILED 400
mg/kg %1 H 1, 2 BREEHRE TR %7 VTFES
BPEBL U114, T-3262 © 100mg/kg 2 FERESL,
Mg E s X ORAPHHEREZRE L1

7. BEERORI, Bk

SEERTH 5 » M icH LB TKEE (FIEMZE) 3 mg/ke
PHE UCBEERES Lict, T-3262 © 100 mg/kg
PEOFE L, MPERERIVCRPHEEREZRE L.
8. RAEHGOHRE

T-3262 %= AIc 50 mglkg, F v F, VHF, A
%1z 100 mg/kg AL LIcBIER LICRE ¥V 7
¥ 71—+ (Kieselgel 60 Fy5,, Merck) IZAEy
b L, n-C,H;OH : CH;COOH : H;0 (5:1:2) D&EH
SCEBE LT, BHERSCEE L 7V — 11 1/15
M P.B.(pH 7.0) #HE L, Escherichia coli Kp %
BEEHELTAMAA -1+ 757 4 —%fToTo

F iz 2T % phase I study B» o 150 mg 5K ¥ A
W ERRICBRET Lico

9. MEEHAMBEER

£EEYE XV F IEEA & OFBAERVEORINFA
BE LD BIE L, B, £EHO 20 ug/ml BE
YEBL, BRlFLmE (oHT7.4) 95%2EAL, 37
°C, 1HEA vFa_—t Lk, tAr—RARF2—7
(Visking company : size 8/32) iz A4t 1,000 g X 30 min
DELETV, BLhIFRFORFREZRIE L,
COHIEEY X, MBEE LTmEofRbic 1/1I5M P
B. (pH7.4) CRAKEOMEL LTHELRIEZ Y L LT
KR L W EEREER L

BAROH =T
10. FEHREEREEY
T-3262, ENX, OFLX L%z E.coli Kp #BEEH
Lt BR—s—F 4 AVETHE LT, ok, T-3262
Rz T-3262 base & LTRDI, MFEFBEREC
BAESHYLET K BN RS JOEERRE
HE it 1/15M P.B. (pH 8.0) TfERL L I #E#R %
Fvfo, T-3262, ENX, OFLX DR I FIRERIRIL L
nEHN 10~0.039 ug/ml (P.B., MiF), 20~0. 156 (P.
B.), 0.313 (M%) wg/ml, 20~0.078 (P.B.), 0.156
(fnfE) wglml Thoto i, BAKAGRIIEERSE
rr= /T 7 4 — I HPE LI,

11, HERAERERE
FEFOKEE 0.1M V) vEERER (PH7.0
I 10 pg/ml in® & 5 B CEEDO /7 r R kL L
iz, 25°C TH L fEpk Lok, EO (3,000 rpmX
10 min) L, KEOEKIEE LS HLES TREL, o
BLERBUA L LT,

II. % 8 # R

1. Mg

=w A, Ty b, vHF, 4 T-3262 % 100 mg/
kg EOHE Lo g0l Fig 2 iwrid,
BEOPEEI<-Y ANRLEL, RNTA R, v
¥, 5, FDOETHDH, ThEh 4.40 ug/ml (30 73,
3.36 ug/ml (4B5MHE), 2.61 pg/ml (2 BRI, 1.70 ng/
ml (2B5R) Thotoo LA X TRIEL 6.56F
B, =% AT 4.0 B[], v+ T 3.3 K, 79+ T
2.5 TH by, MPEEHHTERE (AUC) 1212 T
50.3 ug+hr/ml, =% AT 26.8 ug-hr/ml, v 4 F T
16.3 ug+hr/ml, 5y b T 8.9 ug-hr/ml TH-7:,
Wiz, 5 v bz T-3262 % 20, 50 ¥ XU 100 mg/kg
ERyERomPBE HB Y Fig.83 KRd, WTh
LirE OB ESEECEL, ThXh 0.48 vg/

X 100
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5r Dose:100mg/kg
0.5% MC suspension

Mean=+S.E.

Dog**(n=8)

Serum level(g/ml)

Rabbit**
. (n=3
Rat*(n=8)
1 1 £ 1
2 4 6 8 24
Time(hr)

*Mouse, Rat:non-fasting
**Rabbit, Dog: fasting

Serum levels of T-3262 after oral admini-
stration to various animals.

Fig. 2.

Mean+SE.
Non-fasting

1.5

100mg/kg (n=8)

1.0}

Serum level(gg/ml)

20mg/kg(n=15)
1 L 1

%1 2 4 6 8
Time(hr)

The vglue in parentheses indicates the tentative
mean, in which the detectable limit was tentatively
used for the calculation if the value was under the
detectable limit.

Serum levels of T-3262 after oral admini-
stration of 20, 50 or 100 mg/kg to rats.

Fig. 3.

Dose:100mg/kg
0.5% MC suspension

Small intestine

Level of T-3262 (ug/ml or g)

0.1

Time(hr)

Each value indicates the mean of five rats(non-fasting).
The value in parentheses indicates the tentative

mean, in which the detectable limit was tentatively
used for the calculation if the value was under the
detectable limit.

Fig. 4. Tissue distribution after oral administra-

tion of T-3262 to rats.

ml, 0.77 ug/ml, 1.70 ug/ml THH, HEBEOHEINC
HuiiFRELECHRE L,
2. HBHNEE
5, bic T-3262 % 100 mg/kg F o5 LickEo%
EBPNEERYRE Lic, £0fERE% Fig 4 wRid, T-
3262 EMBICERr IS L, B, BHEERL 1
OB TIIMBE L 0 bESHER L, TBRITRE K
Motehl, BANOBTHEL WThoBEACHS VT
<0.2 ug/g (RHBR) THoT, 2MHEEOME LY
W5 L, G, B FE S Thths. 2, 7.2,
4.0 THh, ROTEIF 2.2, B 2.1, W 2.0, O
[ 1.7, Bl 1.4 DI TH -7 L L, BREK, B8RS,
B X b bEMRRL, MBHEFRF R 0.39,
0.16, <0.10 THhots, % 7o, ZHHAMKTIMA &R
IR HERS LTons, 24 BRI C1i & T oMk < 1 ug/
g UTFTHot
3. BB
¥4+ iz T-3262, ENX, OFLX % 200 mg/kg #& 0
B 5% 2 Ffdl 3 XU 4 B B ot RIE B 3 X OB i
ERHE L1z, Fig.5 WFRT X5 &K EH O 2Bk &
U4 R B iekiF s M & e+ 5 & T-3262 12 &%
120.04 TH-7eh, ENX130.15 % L 08 0.13, OFLX
110.13 5 X0 0.16 THh, T-3262 » ENX, OFLX
CHAEWBITEER L,
4. Repk X ORRH AR EEE
T-3262 % 100 mg/kg #ER#HEG L 7 B0 RbpRlR
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Each point represents the mean for three rabbits (fasting)

Fig. 5.

Cerebrospinal fluid levels of T-3262, enoxacin and ofloxacin
after oral administration of 200 mg/kg to rabbits.

Table 1. Urinary and biliary excretion after oral administration of T-3262
at a dose of 100 mg/kg

No. of
Animal Sample f) © Sampling time Excretion (%)
animals
Mouse* Urine 10 0~24hr 21.1 £1.6
Urine 10 0~24hr 11.5 +£0.6
Rat*
Bile 4 0~24hr 0.13£0.03
Rabbit** Urine 3 0~ 8hr 15.2 £4.5
Dog™** Urine 8 0~24hr 2.7 £0.6

* Mouse, Rat : non-fasting
** Rabbit, Dog : fasting

Serum level( ug/ml)

Serum level
2_
AN
\
74BN
\ .
non-fasting
1+ \
] \\
\
i fasting
\\
0 1 1 1 1
2 4 6 8
Time(hr)

(Mean+S.E.)

Dose:100mg/kg
Mean=SE. (n=4 ~10)

Urinary excretion
(0 ~24hr)

10F

_}

Urinary excretion(%)

i

fasting non-

fasting

Fig.6. Serum levels and urinary excretion after oral administration
of T-3262 to fasting and non-fasting rats.



VOL. 36 S—9

T-3262 DT,

o, R Pt 153

Serum level
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1 2 4 6 8
Time(hr)

Fig. 7.

Dose:100mg/kg X 2 /day
Mean+S.E. (n=5-~10), non-fasting

Urinary excretion

(0 ~24hr)
20r

o
10- (I—

Urinary excretion(%)

1st 12th

Serum levels and urinary excretion after multiple oral

administration of T-3262 to rats.

Table 2. Tissue distribution of T-3262 after multiple oral administration to rats

Tissue concentration (zg/ml or g)
Tissue lhr 4hr
1st 12th 1st 12th
Serum 1.2 £0.1 1.5 £0.2 1.1 £0.1 1.0 £0.1
Heart 2.8 £0.2 4.0 £0.6 3.0 £0.1 2.8 £0.4
Lung 3.9 £1.1 3.6 £0.8 2.7 £0.2 2.9 0.2
Liver 8.8 1.6 8.2 £0.4 5.5 1.1 4.7 £0.6
Kidney 14.6 £1.4 15.3 £2.4 15.7 £2.2 14.9 £2.1
Spleen 3.4 £0.2 5.3 £0.4 4.2 4.4 4.4 £0.3
Small intestine 20.3 +3.7 33.8 *£10.5 7.1 £1.1 9.4 £2.5
Brain =0.2 0.32+0.03 =0.2 =0.28
Adrenal © 3.3 £0.1 3.6 £0.8 1.4 £0.4 2.7 £0.6
Muscle 2.8 £0.3 3.4 £0.3 2.9 £0.2 2.7 0.1
Eyeball 0.53%£0.09 0.67£0.05 0.47+0.04 0.77%£0.32
Fat 0.24+0.03 0.25+0.06 =0.19 =0.16

Dose : 100 mg/kg X 2/day, non-fasting
Mean=S.E. (1st, n=5; 12th, n=3)

(YR, Sy b, v9F, 43) x5 X OETFHRER
(5 v b) ®:Table 1 iwiRT, T-3262 o RpgEfRIL
v A TR B 21.1% (0~24 B 2R L, ®RW
TYHFT 15.2% (0~8 B, 5 » + T 11.5% (0O~
24TESRD), 1 =T 2.7% (0~24 B DIETH -7,
7, Ty BT BEHPEEE 24 R ¥ TiiEk
e LT 0.13% THH, FOMIRFEEROK 1%
TH-To

5. REOCKE

AR IVIEERTDT » iz T-3262 % 100 mg/kg
EORE Lo mAilEx b RFRtR Y Fig. 6

TR, MAEEIIEERE (BER oFMERHI
HARPPBUINENIZRD b D b D DOETRIBE TH
B Lo ¥io, 24 B ¥ ©o R PpHERTEER.
11.5%, #HAR8.3% THb, BEFOH AT
HREELZR L,

6. HEiis

5y bz T-3262 © 100 mg/kg % 1 B 2 EEFFRS
LicBso#Elss X O° 12 B B SR OMmMPRE, Rbbk
R LOEBRBELY TR Fig. 7 3 X0 Table 2
iRt FIEHRERE 12 E B EROMPRE % LB
T5E, MECEERZZIRDLIAT, LA 12 @HE



154

CHEMOTHERAPY

DEC

. 1988

5 Serum level

20

FUrinary excretion
(0 ~24hr)

~ 4r
E § 15
€ 4
g D—galactosaminf— cb» 10k
2 treated rat(n=3) &
E or N
g >
g g
(})) £ 51

1r =)

Normal rat
(n=8)
0 11 1 1 1 1
%1 4 6 8 Normal D-galactosamine-

; rat treated rat
Time(hr.) (=10)  (a=3)
Laboratory findings
GOT | GPT. | ALP | BUN _ | Bilirubin
(u/L) (U/L) | (U/L) | (mg/dL) | (mg/dL)
D-galactosamine-treated | 30864787 1573+138[135.5£6.5) 19.242.5 | 2.4:£0.2
Normal _rat(n=3) 123414 | 2142 [43.9+10.3 19.1%2.4]| 0.3%0.1
MeantS.E.

Fig. 8.

Serum levels and urinary excretion of T-3262 after oral administration

of 100 mg/kg to D-galactosamine-treated rats.

5 Serum level 920t Urinary excretion
(0 ~24hr)
4r —
z & 15F
i~ .§
= 3 HeClo-treated 3
% rat(n=5) E 10
2+ >
£ £
3 £
[42] = -
1+ Normal rat 5 5
(n=8)
<0.68
o] NI I ! 1 0 | |
%1 2 4 6 8 Normal HgClz-treated
: ) rat rat
Time(hr) (n=10) (n=5)
Laboratory findings
GOT GPT ALP BUN Creatinine
(U/L) (U/L) (U/L) (mg/dL) (mg/dL)
HgClo-treated rat(n=3)| 28022 | 18+ 3 [43.7+0.6 | 74.3+8.5 | 2.7£0.2
Normal rat(n=3) 123+14 | 21+£2 [43.9£10.3] 19.1+2.4 0.5£0.0
Mean=£S.E.

Fig. 9.

BERDOTT P, HEZESRCHEREFECEBEYRL
120 12 EEHBERO 24 B F TORBEEERIZ 13. 2
% THYH, FERERED 11.5% L HNEELZITED
Dhish ot i, #EHE1RER IO 4RO
BNBELYRIE LIEE, WIFThoficis T d R
EHEIC K ERBEZIRDSRD - T,

7. FFEERORIY, St

Serum levels and urinary excretion of T-3262 after oral administration
of 100 mg/kg to HgCl,-treated rats.

D-#Z 7 b4 3 OB Lic iFEE S » b ic T-3262
% 100 mg/kg ZEOEE Lo BEOMpEES L ORFHE
H#R% Fig.8 @R+, D-757 b1 viEic X b,
GOT, GPT, ALP % X" bilirubin 0&E /i FREMNL
ORFEENER IR TV B Z LRI, FFEE
BOBRBMABEX 2.72 pg/ml, FERETIL 1.70 ug/
ml %R Lo ¥R FRESER T 3.9 SR, TF
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Table 3. Extent of binding to serum protein from various animals

Serum
Mouse Rat Rabbit Dog Human
Drug
T-3262 54.6% 51.8% 34.9% 27.1% 37.4%
Norfloxacin 6.1 15.0 2.0 1.6 10.2
Nalidixic acid 72.0 91.2 91.9 96.0 96.5
Serum : pH 7.4

Drug concentration : 2 xg/ml
Method : Centrifugal ultrafiltration

Assay - High performance liquid chromatography

front —p

origin=4

Human Dog Rabbit  Rat Mouse T-3262 T-3262A T-32628

TLC plate :silica gel ;
Solvent -n-CsHsOH: CHiCOOH: H20(5:1:2)
Test strain: Esclierichia coli Kp

Fig. 10. Bioautogram of urine after oral

administration of T-3262.

BHT25HETAHY, FEEFCRERHCENEL
CEWIEREEE YR LT, —7F, 24 R TOR
R TREER OGN ER NS TRERZTR L
yod

8. 'HREERORIN, HRt

BICE— KB TR L BEE S » hic T-8262 %
100 mg/kg & P #L Ui B FlEE s X O Rkt
®% Fig 9 wRiTo HILFIkEo L5ty BUN
4 IO creatinine DEBL LANL bR, BEELE
BEINTWDE ERRER IR, BESEHCEST 2RE
MiFREEEIL 3.26 ug/ml, ESA 4.2 R THD, E
R HARE SHCE L, ORI B 2R Lo
—F, BEERC R 5 24 BEE ToRPHHER
0.68% FMTH, EHFCHED TEMEER Lo
9. RAEMEEDOHRR

T-3262 EOFEHLDO= YR, Ty b, VHF, 43R

Table 4. Partition coefficient of pyridone
carboxylic acid derivative

Dille Partition coefficient
(CHCl3s/Hz20*)
T-3262 base 7.60
Nalidixic acid 18.57
Norfloxacin 0.36
Enoxacin 1.16
Ofloxacin 544

* 0.1M phosphate buffer (pH7.4) 10 ug/ml, 25°C

KIVE P DREDAA I =TT 74 =%FT 5 T
Fig 10 i&RT X o WihoRe b & T-3262 LIsto
HHEEEYE IR IR -0

10. MEEBHKAR

T-3262 D&4MEHE X0 e MEEA & OFEAER
HE L, NFLX % k08 NA L Lic, Table 3 i2/R
T X5 T-3262 (ke b T 37.4%, BT =R
54.6%, v b 51.8%, vH¥ 34.9%, A * 21.1%
DEEREFRL, LWTFhitks W Th NA X HES
NFLX X b bE{EZR L1

11.  HEfRE

T-8262 DHEESFL OFLX L@ L Tk bh, NA
X hd{EL, NFLX, ENX X hdhs»7c (Table 4),

. # %

T-3262 &N EHE O REMFEREI Y A>M4 2>
vHESTy FOIETHY, LT EHACHER Lk
STk Ui, & OEGRRHERIZMOFF 2 = vH
CEBIL T et58),

5y bic T-3262 §% 0 SO A EMPAIBREZRN L
FekEER, IRER, BN, BM&BR < oMK TIRMmE st 1
BlkTd b, HBcBE FRANOBTEREFCH-
2o 24 BEERICIE AT OMMT 1 ng/g T &), H
RECERT MR bR ot ¥, HMAR
el LT EAOREE L ORELATR IR TE D,
HEEHOKE WERIZ EABTRAE L it B EAH
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BBHEEZLNRTVAEY, L2 AT, HRLIETy b i
T-3262 X b HECEE D/ ENX % 50 mg/kg &0
BELBROABBRTHECS VW TRE L, BESMRERE
13.0.164 ug/g (ML : 0.07) TH 5 L LTV 55,
¥, T-3262 100 mg/kg OB EREOREMABEX
<0.2 ug/g (ML : <0.10) THYH, WABTEL
TR & S IEL, SEARHRE DBIFRIZA SR ih -
1o FHIOMABTILE V2, fio*/ = vF LR,
FIREERICH T AERACR RS EEYET 52 LI E
5FTHly

Flow ¥ T-3262 & Oy SR O RBT 2t
L7cfsR, T-3262 oIS 2,4 B & b2 0.04 T
B D HEEEAIPR b EERT Lz, T-3262 X b HEMHR
o/l Ev ENX S8 L OFLX iwvFh i g
T T-3262 0 3~4 fEDEXRL, HERFBFELT
DO ERE & BT & ORICHBIIEED bhish - T,

T-3262 o Rkt s NFLX o 50 mg/kg & 08
GREOREY L BT B &, 1 2Tk NFLX X b
BofehDdo, =V A, T4 b, vHFTik NFLX ©
HAN 2~4 5 LB ERR Lico

7 v Mz T-3262 #ENHE LIBORINCRIETE
FOHEI O TR LIKER, BARICHAEFERD
FHRETRCIOFRES XORFHERYR Lic, A%
T ORMBENOBRE LT EREE, 5HbdEes,
MEHER, ARMOREEUHERELEL DR TV, &
Flizs W Tk T-2588%9 L [EHE, AR TCIXRINEA
EEZ DN BNG LR ELHITEET D DRt L,
BERTRARYOLDITERS L, +OERMEEH
EINT 5LV PMEERCRBEEL, BE L oM
REIA RS B e BIRAEE - b EL BN B,

7 v MCEERE Lo HgE S X O R hHEER
RIFIEIR G & ORCEE 2R b, ik
Siw X5 T-3262 OEFEMZ LW D EEL bhls,

7, FFEREE TR O T-3262 ORIY, Hht445 7%
DT D-HF27bH3IvT5y b W:%ﬁﬂ@%&ﬁlﬁ%&
fEBLL, T-3262 2O ERSOMAEBE S X O RFHEE
RBEOWTHF Lick o 5, FEEROFNEERCHE
NEWIFRBEDOHEB L XORPHERY R L, 20
FFEEZ » MiekiT 2%, St OB itz fFoRy R
HEROBENELLRIED T, FEERS » ikl
IO EMNHBERENE (T3 /7€) vD N-BirFn
LMD REIE Lick S AEERICENEWGESETH-
7o CREET— %) &2 AT, EFOBEHFIIX T-
3262 Llsbic T-3262 #a&fk, T-3262A % X O +0i
BHRENBEIND Z EBREI R TV AL, HI,
FEEFCET 28V NPREXFEEET X VFo

YR RBEAMET Lz E23—FHE LTEL b
%o

—7, BEEETRO T-3262 OWIR, 4457
DT, RETCEEYREI T LambhTuv 5k
KBTIy P CERBREE LR L, T-3262 &n
BERDOTIT, Bz OWTHRHE Lick o 5, BEER
TRIEFFC AR  FEN Il g OB 3 L OVE
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ABSORPTION, DISTRIBUTON, METABOLISM AND EXCRETION
OF T-3262 IN EXPERIMENTAL ANIMALS

Takasar Yasupa, Yasuo WATANABE, SHiNzaBurRou Minami, Katsuniko Kumano

SuinicHr Takaci, Reko Tsunepa and, Junko Kanavama

Research Laboratory, Toyama Chemical Co., Ltd.
2-4-1 Shimookui, Toyama-shi 930, Japan

We studied the absorption, distribution,

metabolism and excretion of T-3262,

a new pyridone-car-

boxylic acid derivative, in experimental animals after oral administration. The following results were

obtained.
1. The peak serum levels of T-3262 after a single oral administration to various animals at a dose

of 100 mg/kg were high in the order of mice, rabbits, rats, and showed slow elimination from serum

in

all these animals.

2. T-3262 was well distributed to the various tissues except to brain in rats.
3. The transfer of T-3262 into cerebrospinal fluid in rabbits was lower than that of enoxacin or

ofloxacin.

4. Urinary excretion of T-3262 was highest in mice (21.1%), followed by rabbits (15.2%),

(11.5%), and dogs (2.7%).
5. Biliary excretion of T-3262 in rats was 0.13% as the active from.
6. When T-3262 was administered to rats in a non-fasting state, serum levels and urinary excre-

tion were somewhat greater than in a fasting state.

10

rats

7. In rats, given 100 mg/kg of T-3262 twice a day for twelve doses, there was no significant
difference in serum levels andj urinary excertion between the flrst and twelfth doses, showing no
accumulation of T-3262.
8. The serum levels and urinary excretion of T-3262 in rats with liver dysfunction induced by D-
galactosamine were higher than in normal rats.
9. In rats with kidney dysfunction induced by HgCl,, the serum levels of T-3262 were higher and
persisted longer, while urinary excretion of T-3262 was significantly lower than in normal rats.

in vivo was unchanged T-3262.

The bioautographic study of animals and humans given T-3262 revealed that the main active form



