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Jaideep Kapur, MBBS, Ph.D.
Department of Neurology, Box 800394
University of Virginia-Health Sciences Center
Charlottesville, VA  22908-0394

Dear Dr. Kapur:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act for levetiracetam, fosphenytoin, and valproic
acid.

We also refer to your amendment dated July 31, 2015, which provides a complete response to 
our November 13, 2015, letter which cited the reasons for placing this IND on clinical hold and 
the information needed to resolve the clinical hold issues.

We have completed our review of your amendment and, as communicated to you in our August 
27, 2015, telephone conversation, have concluded that you may proceed with your proposed 
clinical investigation.

As we discussed, we expect to have additional comments regarding your study protocol and 
statistical analysis plan that we will send to you in a separate communication.

ADDITIONAL IND RESPONSIBILITIES

As sponsor of this IND, you are responsible for compliance with the FDCA 
(21 U.S.C. §§ 301 et. seq.) as well as the implementing regulations [Title 21 of the Code of 
Federal Regulations (CFR)].  A searchable version of these regulations is available at 
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm.  Your responsibilities 
include:

 Reporting any unexpected fatal or life-threatening suspected adverse reactions to this 
Division no later than 7 calendar days after initial receipt of the information 
[21 CFR 312.32(c)(2)].  

If your IND is in eCTD format, submit 7-day reports electronically in eCTD format via the 
FDA Electronic Submissions Gateway (ESG). To obtain an ESG account, see information 
at the end of this letter.  

If your IND is not in eCTD format:
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 you should submit 7-day reports by a rapid means of communication, preferably by 
facsimile or email. You should address each submission to the Regulatory Project Manager 
and/or to the Chief, Project Management Staff;

 if you intend to submit 7-day reports by email, you should obtain a secure email account 
with FDA (see information at the end of this letter); 

 if you also send copies of these reports to your IND, the submission should have the 
same date as your facsimile or email submission and be clearly marked as “Duplicate.”  

 Reporting any (1) serious, unexpected suspected adverse reactions, (2) findings from other 
clinical, animal, or in-vitro studies that suggest significant human risk, and (3) a clinically 
important increase in the rate of a serious suspected adverse reaction to this Division and to 
all investigators no later than 15 calendar days after determining that the information 
qualifies for reporting [21 CFR 312.32(c)(1)].  If your IND is in eCTD format, submit 15-
day reports to FDA electronically in eCTD format.  If your IND is not in eCTD format, you 
may submit 15-day reports in paper format; and

 Submitting annual progress reports within 60 days of the anniversary of the date that the 
IND became active (the date clinical studies were permitted to begin) [21 CFR 312.33]. If 
your IND previously had an harmonized annual report due date, it is no longer valid and 
therefore you will need to submit a new request. 

Secure email between CDER and sponsors is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications (except for 7-day safety reports for 
INDs not in eCTD format).

The FDA Electronic Submissions Gateway (ESG) is the central transmission point for sending 
information electronically to the FDA and enables the secure submission of regulatory 
information for review.  If your IND is in eCTD format, you should obtain an ESG account.  For 
additional information, see  
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/. 

If you have any questions, call Cathy Michaloski, Sr. Regulatory Project Manager, at (301) 796-
1123.

Sincerely,

{See appended electronic signature page}

Billy Dunn, M.D.
Director
Division of Neurology Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Reference ID: 3812299

mailto:SecureEmail@fda.hhs.gov
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/


---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

WILLIAM H Dunn
08/27/2015

Reference ID: 3812299


