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4. Nonclinical Pharmacology/Toxicology

N/A

5.   Clinical Pharmacology/Biopharmaceutics

The sponsor submitted two clinical pharmacology studies intended to establish the 
bioequivalence of Spritam with the reference listed drug, Keppra.

The first study was intended to establish the comparative bioavailability of Spritam 1000 mg 
and Keppra 1000 mg under fasting conditions, along with an evaluation of food effect.  As 
discussed in detail by Drs. Yu, Men, Krudys, and Hershkowitz, at 1000 mg, Spritam was 
bioequivalent to Keppra under fasted conditions.  There was no effect of food on AUC, but 
Cmax was delayed by 36%.  In order to explore the clinical impact of this Cmax delay, 
simulations were performed that established a reduced Cmax delay in the presence of food at 
steady state vs. a single dose, similar concentration-time curve shapes in the fed and fasted 
states, including similar Cmin values (of importance in epilepsy to help prevent breakthrough 
seizures), and concentrations of Spritam in the fed state of known efficacious values.  The 
team also points out that if a formal bioequivalence study had been performed in the fed state, 
it is likely that bioequivalence would have been demonstrated, given that Keppra itself has a 
20-30% reduction in Cmax when given with food, only slightly less than Spritam.  For these, 
reasons, the team views Spritam as comparable and therapeutically similar to Keppra under 
both fasted and fed conditions.

The second study evaluated the influence of the amount of water consumed with Spritam on its 
pharmacokinetic characteristics.  As Dr. Men notes, there was no clear trend or correlation 
observed between the amount of water ingested and pharmacokinetic parameters.

Dr. Krudys’s review addendum describes the regulatory history of weight-based dosing in 
pediatric patients 6 years of age and older with primary generalized tonic-clonic seizures with 
regard to the dosing described in approved labeling for Keppra and the proposed dosing for 
Spritam.  I refer to his review for a detailed discussion of this issue and agree with his 
conclusions and recommendations for whole tablet weight-based dosing in pediatric patients 6 
years of age and older with primary generalized tonic-clonic seizures.  This recommendation is 
based, in part, on the dosing described for partial onset seizures.  Dr. Hershkowitz points out 
that partial onset seizures are different than generalized tonic-clonic seizures, which may 
imply that differing doses may be needed.  I agree that this may be true, but the approach 
described by Dr. Krudys is consistent with that already described in Keppra labeling, and 
should be acceptable for Spritam, given its therapeutic equivalence to Keppra.

The Office of Scientific Investigations determined that on-site inspection of the clinical 
pharmacology sites was not needed as the sites had recently been inspected and found to be 
acceptable.

Reference ID: 3800191



Division Director Review

Page 4 of 5

I concur with the conclusions reached by Drs. Yu, Men, and Krudys that there are no 
outstanding clinical pharmacology issues that preclude approval.

6. Clinical Microbiology

N/A

7. Clinical/Statistical-Efficacy

Efficacy is addressed by assessment of bioequivalence to Keppra.  There are no new efficacy 
data.

8. Safety

Safety is addressed primarily by assessment of bioequivalence to Keppra.  In addition, Dr. 
Raman reviewed the safety observations from the clinical pharmacology studies and concluded 
that they were consistent with the known safety profile of Keppra as described in approved 
labeling.  Dr. Hershkowitz also examined these data and reached the same conclusion.

I concur with the conclusions reached by Drs. Raman and Hershkowitz that there are no 
outstanding safety issues that preclude approval.

9. Advisory Committee Meeting

N/A

10. Pediatrics

Spritam was discussed at a pediatric review committee (PeRC) meeting on June 10, 2015, and 
agreed with the Division that there will be no postmarketing requirements for additional 
pediatric studies as Spritam is not a new dosage form.

11. Other Relevant Regulatory Issues

There are no other unresolved relevant regulatory issues.
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12. Labeling

Labeling negotiations with the sponsor have been completed and the sponsor has accepted all 
recommended changes.

13. Decision/Action/Risk Benefit Assessment

I agree with the review team that this application should be approved.

The sponsor has provided substantial evidence of effectiveness for the use of Spritam as 
adjunctive therapy in the treatment of partial onset seizures in patients with epilepsy 4 years of 
age and older weighing more than 20 kg, myoclonic seizures in patients 12 years of age and 
older with juvenile myoclonic epilepsy, and primary generalized tonic-clonic seizures in 
patients 6 years of age and older with idiopathic generalized epilepsy, based on an acceptable 
demonstration of therapeutic equivalence to Keppra, which we have previously approved for 
these indications.  There are no new safety concerns associated with the use of Spritam in 
these populations.  There are no outstanding unresolved issues.

There are no necessary postmarketing requirements or commitments.

Specific postmarketing risk management activities are not needed.

We have agreed with the sponsor on product labeling that describes the effectiveness and 
safety of Spritam as adjunctive therapy in the treatment of partial onset seizures in patients 
with epilepsy 4 years of age and older weighing more than 20 kg, myoclonic seizures in 
patients 12 years of age and older with juvenile myoclonic epilepsy, and primary generalized 
tonic-clonic seizures in patients 6 years of age and older with idiopathic generalized epilepsy.

For these reasons, I will issue an approval letter for this application, to include the agreed-upon 
product labeling.
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