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Table 1. Clinical data of subjects
Weight Serum Creatinine Retention Serum
Initial Age Sex (ki) Diagnosis creatinine clearance rate of ICG albumin
(mg/dl) (ml/min) 15 % (g/d1)
K.W. 82 F 45.0 | Hypertension 1.0 39.7 18.0 3.7
M.Y. 80 M 64.0 | DM 1.1 37.7 11.5 3.7
N.A. 88 F 31.5 | PMR 0.8 46.3 7.0 4.1
Fasting| T.S. 83 F 36.0 | FUO 0.7 45.2 11.0 3.6
M.Z. 71 F 33.8 | RA, DM 0.6 35.4 5.0 3.1
Mean 80.8 42.1 0.8 40.9 10.5 3.6
+SD. | £6.2 +13.3 +0.2 +4.7 +5.5 +0.4
S.T. 77 M 49.0 | Constipation 1.1 59.9 8.0 3.9
T.M. 82 M 55.0 | Angitis 0.9 90.0 10.3 3.5
S.S. 75 M 60.5 | COPD 1.0 69.1 18.5 4.2
After | oM. | 83 F | 55.0 | 0A 0.7 33.3 17.5 4.4
meal | gy | 68 F 53.0 | Hypertension 0.8 79.8 2.5 4.7
Mean 77.0 54.5 0.9 66.4 11.4 4.1
+SD. | £6.0 +4.2 +0.2 +21.7 +6.7 +0.5
DM : Diabetes mellitus, PMR : Polymyalgia rheumatica,
FUO : Fever of undetermined origin, RA ! Rheumatoid arthritis,
COPD : Chronic obstructive pulmonary disease, OA ! Osteoarthrosis
A) Serum B) Urine
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Fig. 1.
HPLC and bioassay method.
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Fig. 2. Serum levels of T-3262 in elderly patients
after an oral administration of 150 mg, in a
fasting state.
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Fig.3. Serum levels of T-3262 in elderly patie-
nts after an oral administration of 150 mg,
after meals.

Table 2. Serum levels of T-3262 in elderly patients after an oral administration of 150 mg

Serum levels (xzg/ml)
Initial Age Sex
1 1.5 2 2.5 3 4 8 12 (hr.)
K.W. 82 F 0.77 0.98 1.15 1.45 1.35 1.60 0.84 0.66
M.Y. 80 M 0.66 0.45 0.42 0.50 0.45 0.42 0.25 0.16
N.A. 88 F 0.57 0.74 0.65 0.60 0.57 0.52 0.29 0.19
Fasting | T-S. 83 F 0.27 0.22 0.20 0.18 0.18 0.16 0.08 0.05
M.Z. 71 F 0.20 0.19 0.20 0.22 0.23 0.24 0.13 0.05
Mean | 80.8 0.49 0.52 0.52 0.59 0.56 0.59 0.32 0.22
SD.+ | £6.2 +0.25 | +0.3¢ | +£0.40 | £0.51 | £0.47 | +0.58 | +0.30 | £0.25
S.T. 77 M 0.41 0.39 0.38 0.37 0.42 0.36 0.22 0.14
T.M. 82 M [<0.039 0.04 0.06 0.09 0.14 0.18 0.11 0.09
S.S. 75 M |<0.039 0.07 0.25 0.40 0.85 0.91 0.44 0.33
After | o\, 83 F 0.15 0.21 0.33 0.32 0.32 0.28 0.15 0.11
meal | gy 68 F |<0.039 0.19 0.44 0.45 0.39 0.33 0.20 0.14
Mean | 77.0 0.11 0.18 0.29 0.33 0.42 0.41 0.22 0.16
+SD. | £6.0 +0.18 | +0.14 | £0.15 | £0.14 | +0.26 | +£0.29 | +0.13 | £0.10
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Fig. 4. Serum levels of T-3262.
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Fig.5. Urinary excretion of T-3262 in elderly
patients after an oral administration of
150 mg.

Table 3. Urinary excretion of T-3262 in elderly patients after an oral administration of 150 mg

0—2 2—4 4—6 6—8 8—12 12—24 (hr) | 0—24hr.
Y e N Lo T i el I v e i i
/ml /ml /ml /ml /ml /ml
(ng/mi) %) (ug/ml) %) (ng/ml) %) (ug/ml) %) (ng/ml) %) (ug/ml) %) %)
KW.| 318 1.5 6.7 | 3.3 24.0 3.3 3.5 3.8 4.4 3.9 2%.5 | 148 | 30.6
MY.| 377 3.0 8.8 | 2.6 3.3 3.0 2.4 2.5 30.4 3.1 18.6 8.8 | 2.9
N.A.| 19.5 2.0 3.1 | 1.4 67.4 1.1 39.3 15 20.7 2.0 12.1 45 | 125
Fasting| T-S-| 425 2.6 5.0 |Unknown| 7.4 0.9 14.0 1.1 10.8 1.2 7.6 3.1 | Unknown
M.Z.| 6.6 1.2 9.2 | 0.7 23.3 0.4 7.2 1.3 4.8 0.4 3.4 1.3 5.3
Mean| 27.6 2.0 35.0 | 2.0 36.7 173 | 28.3 2.1 21.6 2.1 13.6 6.5 | 17.8
+SD.| +14.6 | +0.8 | £26.9 | 1.2 | +22.7 | £1.3 | #16.4 | £1.1 | £14.7 | £14 | £9.1 | 5.4 | 112
S.T.| 19.8 2.1 343 | 16 2.1 2.9 5.3 0.7 9.0 1.2 158 | 122 | 206
X TM.| 39 0.1 158 | 07 20.2 1.5 1.2 0.0 3.7 0.4 13.0 6.0 8.7
;f s.s.| 29 0.2 9.2 | 2.8 39.9 1.2 8.2 1.8 16.5 3.2 29.3 | 3.5 | 436
O After | om| 300 | 21 | 1| 25 | 26 | 25 40 | 02 72 | 12 | 28 | 161 | 246
meal | gy | 489 2.8 | 131.3 | 45 75.7 3.0 7.0 0.5 18.1 1.3 — — -
Mean| 21.1 1.5 581 | 2.4 3.3 2.2 5.1 0.6 13.0 15 202 | 172 | 244
SD+| 4192 | +1.2 | +45.3 | 1.4 | £23.4 | £0.8 | 2.7 | £0.7 | £9.6 | £1.0 | 7.3 | 123 | £14.5
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Table 4. Pharmacokinetic parameters of T-3262 treatment
. Vd/F Ka Kel T/Z Tlme Iag Tmn Cinax AUC
Initial Se:
itial | Age | Sex | ) ) | W0 | @0 | 0o | 60 | (e |(eehym)
K.W. 82 F 63.1 0.538 0.149 4.65 0.288 3.59 1.46 15.96
MY. 80 M 242.5 30.540 0.119 5.84 0.164 0.35 0.61 5.22
N.A. 88 F 197.4 21.810 0.133 5.20 0.936 1.17 0.74 5.70
Fasting | T-S-| 8 F 529.3 22.400 0.164 4.23 0.000 0.22 0.27 1.73
M.Z. 71 F 385.0 0.605 0.186 3.72 0.000 2.81 0.23 2.09
Mean | 80.8 283.5 15.179 0.150 4.73 0.278 1.63 0.66 6.14
+SD.| £6.2 +179.2 +13.773 +0.026 +0.83 +0.388 +1.51 +0.49 +5.77
S.T. 77 M 309.4 1.966 0.103 6.75 0.000 1.59 0.41 4.72
TM 82 M 158.4 0.135 0.493 1.41 1.242 4.86 0.16 1.92
S.S. 75 M 137.6 2.677 0.147 4.70 2.327 3.47 0.92 7.40
After | oM.| 8 | F 345.3 1.112 0.155 4.46 0.645 2.70 0.32 2.79
meal | gy | 68 | F 311.5 6.211 0.133 5.20 1.421 2.05 0.4 3.62
Mean | 77.0 252.4 2.420 0.206 4.50 1.127 2.93 0.45 4.09
+SD.| £6.0 +96.7 +2.322 +0.162 +1.95 +0.872 +1.29 +0.29 +2.12
Table 5. Comparison of pharmacokinetic parameters of T-3262
between elderly patients and younger adult volunteers
Elderly patients Younger adult volunteers®
Parameters -
Fasting After meal Fasting After meal
Age 80.8 + 6.2 77.0 £ 6.0 36.7
Weight (kg) 42.1 £13.3 54.5 + 4.2 66.7
Cer (ml/min) 40.9 + 4.73 | 66.4 £21.7 — -
Tmax (hr) 1.63+ 1.51 2.93+ 1.29 1.9 1.5
Cmax (ug/ml) 0.66+ 0.49 0.45+ 0.29 0.37 0.60
Tz (hr) 4.73+ 0.83 4.50+ 1.95 3.77 3.59
AUC (ug+hr/ml) 6.14%+ 5.77 4.09% 2.12 2.73 3.84
Urinary
recovery rate 17.8 £11.2 24.41+14.5 28.0+12.4 45.8%+15.9
(0—24hr, %)
— © Not tested * refered from NakajMa®
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PHARMACOKINETICS OF T-3262 (A NEW ORAL
PYRIDONE-CARBOXYLIC ACID) IN
AMBULATORY ELDERLY PATIENTS

Takasur InamaTsu, Makiko Fukavama, Akmaiko Karto
and Masanaru Ooura

Infectious Diseases Section, Tokyo Metropolitan Geriatric Hospital
35-2 Sakae-cho Itabashi-ku Tokyo 173, Japan

We determined the pharmacokinetics of T-3262 (a new oral pyridone-carboxylic acid) in 10 ambu-
latory elderly patients without apparent renal or hepatic injury.

T-3262 at 150 mg was administered to 5 elderly patients (mean age 80.8 years, mean body weight
42.1kg) in a fasting state, and to 5 patients (mean age 77.0 years, mean body weight 54.5 kg)
after a meal. Serum and urinary concentrations were determined by bioassay and HPLC.

In a fasting state, the simulated time of the maximum concentration (Tpax) was 1.63h. The ma-
ximum concentration (Cpay) was 0.66 ug/ml, and the serum half life (T,/;) was 4.73h. The area
under the curve (AUC) was 6.14 ug-h/ml. The urinary recovery in 24 h was 17.8%. After a meal,
Tmax Was 2.93h, Cpngyx was 0.45 ug/ml, T,/, was 4.50h, AUC was 4.09 gg-h/ml, and the urinary
recovery in 24 h was 24.4%.

In comparison with reported data for healthy young adult volunteers, higher levels and longer
duration of drug concentration were obtained in the ambulatory elderly patients. This suggest that
impaired absorption and delayed urinary excretion yielded a similar peak value and sustained duration
of the drug concentration in the elderly group.



