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In the patients treated with tizanidine, approximately 45 % of the patients were
co-administered with CYP1A2 inhibitors. Adverse effects induced co-administration of
CYP1A2 inhibitors were observed in 23% of these patients. Tizanidine and cimetidine
co-administration study was conducted in 6 healthy subjects. The prediction of adverse
effects induced by tizanidine in the patients treated with tizanidine and cimetidine were
applicable by using these data.
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Patient Characteristics.

With CYP1A2  Without CYP1A2
inhibitor(s) inhibitors

No. of patients (male/female) 713 (330/ 383) 850 (374 / 476)

Age,y 54.9£17.9° 49.1+175
Body weight, kg 59.2+13.4 59.4+12.3
Tizanidine dose, mg/day 2.75+1.08 2.69+0.99
Administration period (=30 / >30 days) 217/496" 509/341
No. of coadministered CYP1A2 inhibitors 1(1-7)
Laboratory data
AST, IU/L 24.6x37.4 23.6+18.7
ALT, IU/L 24.9+£30.7 24.6£25.7
BUN, mg/dL 17.2+10.7 15.2+6.3
Cre, mg/dL 0.87+1.12 0.80+1.04
Desease
No. of patients with multiple deseases 414 (58%)" 338 (40%)
Gastrointestinal 413 381
Cardiovascular 326 263
Endocrine 274 209
Malignancy 167 157
Neurological 173 141

": Significant difference between the 2 groups was observed at P<0.01.
Data are represented as the mean + standard deviation or median (range).
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Details of Tizanidine-Induced Adverse Effects in Patients Treated with Coadministration of
Tizanidine and CYP1A2 Inhibitors.

No. of
L patients with - Frequency
CYP1A2 inhibitors (n) adverse %) Symptoms (n)
effects
Dizziness (5), Dry mouth (1),
Drowsiness (5), Low blood
Fluvoxamine (n=26) 9 34.6 pressure (2), Low body
temperature (3), Low heart rate
. _@ote@m _
Drowsiness (2), Low blood
. L pressure (3), Low body
Ciprofloxacin (n=12) 4 83 temperature (1), Low heart rate
e @oemy
. . Drowsiness (3), Dizziness (1),
_ Medwemd P oymane
Drowsiness (1), Dizziness (1),
Cimetidine (n=13) 3 231 Low blood pressure (2),
o lowheatrate(®
Dizziness (2), Dry mouth (1), Low
A - blood pressure (3), Low body
Ticlopidine (n=31) 6 104 temperature (1), Low heart rate
L _@ore@ _
T Evbomyen@en_ 0 o0 o T
_ Nofloecn=2) _ o0 _ o0 -
Propafenone (n=1) 0 0.0
All (n=100") 23" 230 51
. @
Interview-form of Ternerin 142 34 575

(n=12958)

*: Duplicates being omitted from the calculation.
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Pharmacokinetic Parameters of Tizanidine in Healthy Volunteers after Administration
of Tizanidine (2 mg) Alone and Coadministration of Tizanidine (2 mg) and Cimetidine.

Variable Tizanidine Z:Zn::::g::; 82125 Colf)control P value
Crnax (NG/ML) 17408 29+09 18(1.3,23)  <0.001
tmax (0) 15(1.0,20)  1.0(10,2.0)

AUC, 5 (hgh/mL) 43+17 7.6+24 18(1521)  <0.001
tyy, () 16+03 17+02 11(09,13) NS
CL/F (L/h/kg) 7.4+3.6 41+18 0.56 (0.49, 0.64) <0.01

Data are represented as mean + SD or median (range). Cl, confidence interval; C,.,
peak concentration; ty,,, time for C,,...; AUC,s, area under the plasma concentration
versus time curve from 0 to 5 hours after administration; t,,, half-life; CL/F, apparent
oral clearance.
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