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(£)-7-(3-amino-1-pyrrolidinyl)-6-fluoro-1-(2, 4-di-
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MW  594. 56

Fig.1. Chemical structure of T-3262.
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Table 1. Clinical results of T-3262
] .| Daily dose | Duration | Total dose _ Clinical | Bacteriological | Side
No. | Age-Sex| Diagnosis (mgxtime) | (days) (g) Organisms effect effect effects
—T 18+ F | Meibomitis 75X2 8 1.2 Staphylococcus epidermidis | Excellent | Eradicated | —
2| 32-F |Meibomitis| 75%2 4 0.6 g;;’:y"l‘z i’;lc’fus’”ef;i‘;::; o | Excellent | Eradicated -
. Acinetobacter calcoaceticus .
3 | 51+M | Meibomitis 75X2 1.5 0.225 Preudomonas cepacia Excellent Unknown Diarrhea
4 | 12-M | Meibomitis 75X2 3 0.45 Enterobacter agglomerans Good Unknown -
5 | 22+ F | Meibomitis ;::i 7 1.275 (=) Fair Unknown -
Staphylococcus epidermidis
6 | 36+M | Meibomitis 75%X3 6 1.35 Pseudomonas cepacia Good Eradicated -
Propionibacterium acnes
7 | 14+ F | Meibomitis 75X3 3 0.675 Pseudomonas cepacia Excellent Unchanged -
8 | 38-M | Meibomitis 75X3 4 0.9 Pscudomonas cepacia Good Unknown -
9 | 21+ F | Meibomitis 75X3 3 0.675 Pseudomonas cepacia Excellent Unknown -
10 | 21+ F | Meibomitis 75%3 3 0.675 Pseudomonas cepacia . Fair Unknown -
11 | 34+ F | Meibomitis 75X3 3 0.675 Propionibacterium acnes Good Unknown —
12| 23+ F | Meibomitis | 150X2 3 0.9 Pseudomonas putida Excellent Eradicated -
13| 27-F | Meibomitis| 150x2 3 0.9 ;i”ezg;‘:;‘zzs a’:f;:;ﬁ }:;[Z Excellent | Eradicated -
14| 21+ F [ Meibomitis| 150X3 3 1.35 Staphylococcus epidermidis | Excellent Eradicated -
15| 21-F | Meibomitis| 150X3 3 1.35 Staphylococcus epidermidis Good Eradicated -
16 | 21+ F | Meibomitis| 150X3 2 0.9 Propionibacterium acnes Excellent Unchanged -
17| 21+ F | Meibomitis| 150%3 3 1.35 (=) Excellent Unknown -
18 | 54+ M | Meibomitis 150%X3 6 2.7 Staphylococcus epidermidis Good Unchanged -
19 | 24+ F | Meibomitis| 150%3 4 1.8 Pseudomonas putida Excellent Eradicated -
20 | 25+ F | Hordeolum 75X3 5 1.125 Pseudomonas cepacia Good Unchanged —
21 | 37-F |Hordeolum| 150X3 3 1.35 (-) Excellent Unknown -

23 HEDHI, TiHHEBIL Staphylococcus epider-
midis 6§, Pseudomonas cepacia 7 kic & Th » o
HWE 11 Bk, AT 48 BRI TH7HRT BEY
KR, 75.0% (12/16) TH » oo

BIfER 1O BEOTRNRD bhiehl, #BEF
EREbBRIZMEE L,

2. e FREEABT

BER A T-3262 150mg %A% 1 EEOHE L
B0 T-3262 DRIGHWEE & i 5 IR EE 2 WIE Uik
Fllo #5% 0.5 1, 2, 3, 4, 6 3 XV 8EEMID(E
Z¥ L b oA Table 2 ¢, £Eficsi) 5 RIE K
NI1~4Thoto, 2V br— & LTESHDOERER
SERIL BISE LicAt, BHIEFO BRI B bhich -

Fe
I<o

T-3262 13, 30 A%z Mgz 0.13 ug/ml, BikH
1Z4% 0.029 pg/ml DBTATED L, 2EEH% TIZMmME
b 0.84 pg/ml X LEHEF L 0.165 pg/ml &P dh
C— 7 %R LI, €O% BERFPREL MEFERE
DIET & &b I Lico MiF & ERFIEE Iz 1AH596
FEHBDHN (Fig. 2), BRFBER MFDH 20%
OBETHS T 5L HEZIRK, One compartment
open model TR L7z I oV —>a vh— 7I2EH
fEx 7= b Lich O Fig.3 TH B, Fiuz g,
MELSCCERFEED £27 4 —Z =12 Chnax 1
ThEh 0.840, 0.174, Trmay 1% 2.1, Ty2 (2 3.61 &
ot



1428 CHEMOTHERAPY DEC. 1988

Table 2. Tear levels and serum levels of T-3262 after a single oral administration
at a dose of 150mg in healthy subjects

Time after administration (hr) 0.5 1 2 3 4 6 8
n 2 2 3 4 4 2 1
Tear level
(ug/ml) MeanSD. 0.029 0.049 0.165 0.159 0.115 0.092 0.07
+0.040 +0.069 +0.062 +0.048 +0.024 +0.005
n 2 2 3 4 4 2 1
Serum level 013 037
(ug/ml) LD, . . 0.84 0.77 0.63 0.42 0.31
Mean£SD. |, 19 +0.42 £0.27 £0.13 £0.11
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Fig.2. Correlation between serum and tear
levels of T-3262 in healthy subjects given
an oral dose of 150 mg.
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Cmax | Tmax | T1s2 AUC
(ug/ml) | (hr) | (hr) |(ug-hr/ml)
Serum 0.840 2.1 | 3.61 5.57

Tear 0.174 2.1 3.61 1.15
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Fig.3. Serum and tear levels of T-3262 in
healthy subjects given an oral dose of
150 mg.
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T-3262 IN EXTERNAL EYE DISEASES AND ITS
PENETRATION INTO HUMAN TEAR

Kon Yata, Cuiniro SuiMizu, Takersucu Ismiwata and Hisava Tokupa

Department of Ophthalmology, School of Medicine,
Kyorin University
6-20-2 Shinkawa, Mitaka-shi, Tokyo 181, Japan

T-3262, a new pyridone-carboxylic acid derivative, was administered to a total of 21 patients,
namely, 19 with meibomitis and 2 with hordeolum, to evaluate its clinical eficacy. The drug was
given at 75 or 150 mg 2-3 times a day after meals, and the duration of administration ranged 1.5-8
days. Clinical efficacy was excellent in 12 patients, good in 7 and fair in 2, the efficacy rate being
90.5%. As for adverse events, diarrhea was observed in one patient. It was however, mild and
rapidly disappeared on the day after withdrawal of T-3262.

After a single dose of 150 mg given after a meal to healthy volunteers, T-3262 levels in tear and
serum were determined. The peak T-3262 level in tear was achieved at about 2h after dosing, and
the mean peak level was 0.165 #g/ml, which corresponded to about 20% of the mean serum level of
0.84 #g/ml obtained at the time.



