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3.0  DETAILED LABELING RECOMMENDATION 

 

28 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately 
following this page

(b) (4)



Rufinamide (INOVELON) film coated tablets                     Page 88 of 280 
N21-911 

 
 
 
 
 
 
 
 
 
 
 
 
 

 
4.0  APPENDIX 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 



Rufinamide (INOVELON) film coated tablets                     Page 89 of 280 
N21-911 

 
 
 
 
 
 

 
 
 
 
 
 
 
 
 
 
 

 
4.1 APPENDIX I 

 
INDIVIDUAL STUDY REVIEW 
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SINGLE DOSE PHARMACOKINETIC STUDIES 

 
 
Study 91076 or EP 001:  Safety and Pharmacokinetics Study on Single 
     Administration of CGP  33101 in Healthy Subjects.  
 
 
A brief overview of some essential components of the study design is given below: 
 
Study Design Open-label, single-dose 
Study Population N=12 (6 in each dose group) 

Age: 20-35  years (mean 23 years) 
Gender: 12 males  
Weight:  51-71 kg  (mean 63 kg)           
 Race: Japanese 

Treatment Group Two groups  
Dosage and Administration The initial dose was: 100 mg (Step 1), followed by dose escalation to 

                                   200 mg (Step 2),  
                                   400 mg (Step 3), and  
                                   800 mg (Step 4) 
Escalation to the next higher dose was allowed based on safety 
confirmation by fully considering the subject’s general condition. Same 
subjects (N=6) used for step 1 and 3 and 2 and 4 (N=6) 
 
Lot no: 50 mg tablet 150/72/2 
             200 mg tablet 150/15/2 
Diet: 
During the study, lunch and dinner were provided at 13:30 and 18:30, 
respectively. Breakfast was provided at 9:30 on and after Day 2. 
Subjects were fasted from 10 hours pre-dose to 4 hours post-dose. 
Caffeine-containing and alcoholic beverages were prohibited from 23 
hours pre-dose to 96 hours post-dose. 
 
Smoking was prohibited from 10 hours pre-dose to 4 hours post-dose. 
No drugs allowed 23 hrs pre-dose till end of study 
 

Sampling: Blood At pre-dose and 1, 2, 3, 4, 6, 8, 10, 12, 24, 36, 48, 72 and 96 hours 
post-dose. 
 

                 Urine pre-dose (at any time) and post-dose (during 0-2, 2-4, 4-6, 6-12, 12-24, 
24-36, 36-48, 48-72 and 72-96 hours). 

                Feces none 
Analysis Method  

 
HPLC-UV  
Lower Limits of Quantitation  
                                           Plasma              Urine 
Rufinamide                   25 ng/mL              50 ng/ml 
CGP 47291                     50 µg/mL              2 ng/ml 
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CGP 47292                  50 ng/ml                  2 ng/ml 
 
Rufinamide: 
Linear range : 25-1000 ng/mL in plasma, 50-2500 ng/ml in urine 
CGP 47,291: 
Linear range : 50-500 ng/mL in plasma, 2-100 µg/ml in urine 
CGP 47,292: 
Linear range : 50-1000 ng/mL in plasma, 2-200 µg/ml in urine 
 
No additional assay information provided. 

PK Assessment AUC0-96, Cmax, Tmax, T1/2, urinary excretion parameters 
Safety Assessment blood pressure, pulse rate, body temperature and weight, ECGs, 

Laboratory tests etc 
PD Assessment None 
 
Pharmacokinetic Results: 
 
Rufinamide in plasma: 
 
CGP 33101 (Rufinamide) plasma concentrations are shown in the following table: 
 
Dose 
(mg)  Cmax (ng/mL)  Cmax/dose 

(ng/mL/mg)  
Tmax 

(hr)  
AUC (0-96) 

(ng hr/mL)  
AUC (0-96)/dose 
(ng hr/mL/mg)  

Ke (24-48) 

(L/hr)  
T1/2 (24-48) 

(hr) 
100 750.6  

± 144  
7.5  
± 1.4 4  

13901.4 
± 1906  

139.0 
± 19  

0.07428 
± 0.0098  

9.5 
±1.2 

200 1026 
±164 

5.1 
±0.8 6 23532 

±3993 
118 
±20 

0.07681 
± 0.00732 

9.1 
±20 

400 1515 
±314 

3.8 
±0.8 6 41713 

±6113 
104 
±15.3 

0.06959 
±0.00478 

10 
±0.7 

800 2117 
±397 

2.6 
±0.5 8 65517 

±18367 
81.9 
±23 

0.06557 
±0.01858 

11.8 
±5.4 

 
Mean concentration-time plot for the 4 different doses is shown in the following figure: 




















































































