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Hetlioz (tasimelteon) Capsules

NDA 205677

Summary Basis for Recommended Action

from Chemistry, Manufacturing, and Controls

Applicant: Vanda Pharmaceuticals
2200 Pennsylvania Avenue NW
Suite 300E
Washington, D.C. 20037

Indication: For the treatment of non 24-hour disorder in totally blind subjects.

Presentation: The product will be available as a single 20 mg strength capsules. The 
capsules are size 1, dark blue, hard gelatin capsules printed with “VANDA 
20 mg” in white. The capsules are packaged in 60cc HDPE bottles with 
each bottle containing 30 capsules,  

 

EER Status:  Overall recommendation is “Acceptable” as of 11-Dec-2013.

Consults: ONDQA Biopharmaceutics – Acceptable (Dr. Kareen Riviere’s review 
dated 10/30/2013). 

Microbiology-  Acceptable (Bryan S. Riley, 6-Jun-2013)

Methods Validation – Requested on 16-Dec-13.  The NDA may be
approved prior to completion of methods validation by DPA.

EA – Categorical exclusion granted. 

Post-Approval Agreements: None

Reference ID: 3425101
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Overall Conclusion: The application is recommended for “Approval” from CMC 
perspective.

Ramesh K. Sood, Ph.D.
Acting Director, DPA I/ONDQA

Reference ID: 3425101
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Recommendation is pending OC evaluation of manufacturing facilities.
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3. Facility-Related Risks or Complexities (e.g., number of foreign sites, large 

number of sites involved, etc.) 
 
None 
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Initial Quality Assessment 
Branch I 

Division of New Drug Quality Assessment I 
 
 

OND Division: Division of Neurology Products 
NDA: 205677 

Applicant:  Vanda Pharmaceuticals, Inc 
Stamp Date:  31-May-2013 

PDUFA Date: 31-Jan-2014 
Trademark: Hetlioz is proposed 

Established Name: Tasimelteon 
Dosage Form: Capsules 

Route of Administration:  Oral 
Indication: Treatment of non-24 hour disorder (circadian rhythm 

sleep disorder) in the totally blind 
CMC Lead: Martha R. Heimann, Ph.D. 

 Yes No 
ONDQA Fileability:   

Comments for 74-Day Letter:    
Note: NME, in Program, orphan indication 

  

Summary and Critical Issues: 
Summary 

Tasimelteon (VEC-162) is an orally acting dual melatonin receptor agonist with selective agonist 
with selective agonist activity at the MT1 and MT2 receptors.  It was originally developed by 
Bristol-Myers-Squibb, under IND 54776, as BMS-214778.  The original indication at the time 
the IND was submitted was for treatment of primary insomnia.  Vanda Pharmaceuticals (Vanda) 
subsequently acquired the rights to the compound and has investigated its use for a number of 
circadian rhythm related sleep disorders. 

This NDA provides for an immediate release capsule formulation containing 20 mg of 
tasimelteon.  The product is intended to be used for the treatment of non-24-hour disorder in the 
totally blind.  The recommended dose is 20 mg per day taken one hour prior to bedtime, 
preferably at the same time every night. 

During development, Vanda sought CMC input via an end of Phase 2 CMC-meeting scheduled 
for October 11, 2007.  The firm cancelled the meeting after receiving preliminary comments.  
Note that FDA did not agree with the firm’s proposals.  However, the issues raised are no longer 
relevant due to subsequent manufacturing changes. 

A CMC-only pre-NDA meeting was held on October 23, 2012.  Key CMC issues were 
designation of drug substance starting materials (agreed), issues related to agglomeration of the 
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 CHEMICAL MANUFACTURING CONTROLS 
  FILING CHECKLIST FOR A NEW NDA/BLA 

 

NDA Number: 
205677 

Supplement Number and Type: 
N/A 

Established/Proper Name:  
Tasimelteon Capsules 

Applicant: 
Vanda Pharmaceuticals 

Letter Date: 
30-May-2013 

Stamp Date: 
31-May-2013 

 
The following parameters are necessary in order to initiate a full review, i.e., complete enough to review 
but may have deficiencies.  On initial overview of the NDA application for filing: 
 

A. GENERAL 
 Parameter Yes No Comment 

1.  Is the CMC section organized 
adequately? X   

2.  
Is the CMC section indexed and 
paginated (including all PDF files) 
adequately? 

X   

3.  Are all the pages in the CMC section 
legible? X   

4.  
Has all information requested during the 
IND phase, and at the pre-NDA meetings 
been included? 

X   

 
B. FACILITIES* 

 Parameter Yes No Comment 

5.  
Is a single, comprehensive list of all 
involved facilities available in one 
location in the application? 

X  356h 

6.  

For a naturally-derived API only, are the 
facilities responsible for critical 
intermediate or crude API manufacturing, 
or performing upstream steps, specified 
in the application?  If not, has a 
justification been provided for this 
omission?  This question is not 
applicable for synthesized API. 

  N/A 

7.  

Are drug substance manufacturing sites 
identified on FDA Form 356h or 
associated continuation sheet?  For each 
site, does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if previously 

registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site contact 
person.  

• Is the manufacturing responsibility 
and function identified for each 
facility?, and 

• DMF number (if applicable) 

X   
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8.  

Are drug product manufacturing sites 
identified on FDA Form 356h or 
associated continuation sheet?  For each 
site, does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if previously 

registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site contact 
person. 

• Is the manufacturing responsibility 
and function identified for each 
facility?, and 

• DMF number (if applicable) 

X   

9.  

Are additional manufacturing, packaging 
and control/testing laboratory sites 
identified on FDA Form 356h or 
associated continuation sheet. For each 
site, does the application list: 
• Name of facility, 
• Full address of facility including 

street, city, state, country  
• FEI number for facility (if previously 

registered with FDA) 
• Full name and title, telephone, fax 

number and email for on-site contact 
person. 

• Is the manufacturing responsibility 
and function identified for each 
facility?, and 

• DMF number (if applicable) 

X   

10.  
Is a statement provided that all facilities 
are ready for GMP inspection at the time 
of submission? 

X   

* If any information regarding the facilities is omitted, this should be addressed ASAP with the applicant and can be a 
potential filing issue or a potential review issue. 

 
C. ENVIRONMENTAL ASSESSMENT 

 Parameter Yes No Comment 

11.  Has an environmental assessment report 
or categorical exclusion been provided? X  Categorical exclusion claimed. 
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D. DRUG SUBSTANCE/ACTIVE PHARMACEUTICAL INGREDIENT (DS/API) 
 Parameter Yes No Comment 

12.  Does the section contain a description of 
the DS manufacturing process? X   

13.  
Does the section contain identification 
and controls of critical steps and 
intermediates of the DS? 

X   

14.  Does the section contain information 
regarding the characterization of the DS? X   

15.  Does the section contain controls for the 
DS? X   

16.  Has stability data and analysis been 
provided for the drug substance? X   

17.  
Does the application contain Quality by 
Design (QbD) information regarding the 
DS? 

 X  

18.  
Does the application contain Process 
Analytical Technology (PAT) 
information regarding the DS? 

 X  

 

E. DRUG PRODUCT (DP) 
 Parameter Yes No Comment 

19.  

Is there a description of manufacturing 
process and methods for DP production 
through finishing, including formulation, 
filling, labeling and packaging? 

X   

20.  

Does the section contain identification 
and controls of critical steps and 
intermediates of the DP, including 
analytical procedures and method 
validation reports for assay and related 
substances if applicable? 

X   

21.  Is there a batch production record and a 
proposed master batch record?   Executed batch records are provided.  The proposed master 

batch record is not provided. 

22.  

Has an investigational formulations 
section been provided?  Is there adequate 
linkage between the investigational 
product and the proposed marketed 
product? 

X   

23.  Have any biowaivers been requested?  X  

24.  
Does the section contain description of 
to-be-marketed container/closure system 
and presentations)? 

X   

25.  Does the section contain controls of the 
final drug product? X   

26.  
Has stability data and analysis been 
provided to support the requested 
expiration date? 

X   

27.  
Does the application contain Quality by 
Design (QbD) information regarding the 
DP? 

 X  

28.  
Does the application contain Process 
Analytical Technology (PAT) 
information regarding the DP? 

 X  
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F. METHODS VALIDATION (MV) 
 Parameter Yes No Comment 
29.  Is there a methods validation package? X   
 

G. MICROBIOLOGY 
 Parameter Yes No Comment 

30.  
If appropriate, is a separate 
microbiological section included 
assuring sterility of the drug product? 

  N/A 

 

H. MASTER FILES (DMF/MAF) 
 Parameter Yes No Comment 

31.  

Is information for critical DMF 
references (i.e., for drug substance and 
important packaging components for 
non-solid-oral drug products) complete?  

X   

 
DMF # TYPE HOLDER ITEM REFERENCED LOA DATE COMMENTS 

III 11-Mar-2013  
III 19-Mar-2013  
III 04-Mar-2013  
III 11-Mar-2013  

 

I. LABELING 
 Parameter Yes No Comment 

32.  Has the draft package insert been 
provided? X   

33.  Have the immediate container and 
carton labels been provided? X   

 

J. FILING CONCLUSION 
 Parameter Yes No Comment 

34.  Is the product quality section of the 
application fileable? X   

35.  

If the NDA is not fileable from the 
product quality perspective, state the 
reasons and provide filing comments to 
be sent to the Applicant. 

  N/A 

36.  
Are there any potential review issues to 
be forwarded to the Applicant for the 
74-day letter? 

X  Refer to comments in Initial Quality Assessment above. 

{See appended electronic signature page} 

Martha R. Heimann, Ph.D. 
CMC Lead, DNDQA-1, ONDQA 

{See appended electronic signature page} 

Ramesh Sood, Ph.D. 
Branch Chief, DNDQA-1, ONDQA 
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