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Apremilast is formulated as film-coated  immediate release tablets available in 
three strengths, 10 mg, 20mg and 30 mg.  The 10 mg tablets are pink, diamond shaped 
tablet with “APR” engraved on one side and “10” on the opposite side.  The 20 mg 
tablets are brown, diamond shaped tablet with “APR” engraved on one side and “20” on 
the opposite side.  The 30 mg tablets are beige, diamond shaped tablet with “APR” 
engraved on one side and “30” on the opposite side.

The tablets are manufactured with  utilizing 
conventional excipients.  Risk assessment and quality by design (QbD) approaches have 
been utilized for formulation and manufacturing process development.  Comprehensive 
pharmaceutical development information is provided in the submission.  Design space for 
the process parameters has been established through risk assessment, design of 
experiments, prior knowledge and modeling.  However, this QbD approach is just for 
academic purposes.  The sponsor will use this information to understand their 
manufacturing process.

The final drug product specifications include the following parameters: Appearance, 
Identity, Assay, Uniformity of Dosage Units, Degradation Products, Dissolution, and 
Microbial testing.   

The drug product is packed in high-density polyethylene (HDPE) bottles or in  
blisters with push through foil.

The Drug Product is manufactured and packaged in Celgene International Sarl -
Switzerland,    

The submitted drug product stability data include 12 months at the long term storage condition 
of 30°C/65%RH and 6 month at the accelerated storage condition of 40°C/75%RH for 3 batches 
of each strength.  The stability data support the proposed  shelf life for the drug product 
when stored at the proposed 30°C or below.

However, a post market commitment was made for the final dissolution method.  The 
final acceptance criteria and validation data will be sent to the FDA within 6 months of 
the action letter date.  Therefore, in the action letter we propose an 18-month expiry 
dating period at 30°C or below for the Apremilast drug product. 

Package Insert/Container and Carton labels

An updated package insert and container/carton labels were received on 02/27/2014 and 
03/04/2014, respectively.  The sponsor provides the container labels for the 30 mg blister 
pack, 30 mg starter pack and the carton container for the 30 mg blister pack and 30 mg 
starter pack.  The label and carton provides the trade name, established name, strength of 
the active ingredient apremilast, expiration date period, Rx only statement, storage 
conditions, NDC number, bar code and the name of the manufacturer.  The package 
insert and the container/carton labels are adequate from a CMC perspective.
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Drug Product: Adequate.  A Question Based Review pilot was conducted for the drug 
product section of this review.  

Overall Conclusion:
From a CMC perspective, the application is recommended for approval.    
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NDA 205437

Apremilast Film-Coated Tablets, 10, 20 &30 mg

Celgene

ONDQA/DNDQA III/Branch VIII, DNDQA II/Branch IV, and DNDQA I/Branch I
for

Division of Pulmonary, Allergy, and Rheumatology Products

REVIEW # 3
DATE: 05-MAR-2014

TO: N205437 File

FROM: Ciby J. Abraham, Ph.D.
Chemistry Reviewer
ONDQA, Division III, Branch VIII

THROUGH: Prasad Peri, Ph.D.
Acting Branch Chief
ONDQA, Division III, Branch VIII

SUBJECT: ACCEPTABLE recommendation from the Office of Compliance for NDA205437 
on 27-Feb-2014.

ACCEPTABLE recommendation for document numbers 13 & 28
Labeling/Container-Carton Draft amendment on 02-OCT-2013 and 03-MAR-
2014.

SUMMARY:   The Office of Compliance has placed an overall recommendation of 
ACCEPTABLE into the EES on 27-FEB-2014. The Labeling/Container-Carton Draft 
amendment received on 2-OCT-2013 was evaluated and can be found in the primary review 
uploaded to DARRTS on 14-JAN-2014.  The Labeling/Container-Carton draft amendment 
received on 03-MAR-2014 was found acceptable.  CMC recommends the application for 
approval.

RECOMMENDATION: The application is recommended for approval.

_______________________________

Ciby J. Abraham, Ph.D.
CMC Reviewer, ONDQA
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APREMILAST TABLETS / NDA 205437/000 

  
 

INSPECTIONAL ASSIGNMENT  
(EMAIL TRANSMITTAL) 

 
 
Date: 10/18/13 
  
To: Investigations Branch 

Division of Medical Products and Tobacco Inspections 
Office of Regulatory Affairs 

  
Facility: CELGENE INTERNATIONAL SARL 
 ROUTE DE PERREUX 1 
 BOUDRY,   CHE 
 FEI No.: 3006323509 
  
Drug Name 
(dosage form, 
strength/concentration): 

Apremilast Tablets, 10, 20, 30mg 

  
Profile Class: TCM 
  
A/NDA No.: NDA 205437/000 
  
Chemistry Reviewer Ciby Abraham 

OMPT/CDER/OPS/ONDQA/DNDQAIII/BRVIII 
301-796-0612 

  
Microbiology Reviewer (if 
applicable) 

N/A 

  

OC Compliance Officer Mahesh Ramanadham 
OMPT/CDER/OC/OMPQ/DGMPA/NDMAB 
301-796-3272 

 
 
CDER has identified specific area(s) for inspectional focus for drug product manufacturing in 
connection with the NDA 205437/000.  In accord with the Drug Process Inspections Compliance 
Program 7356.002 and the Pre-Approval Inspection Program Compliance Program 7346.832, 
PAIs provide for continuity in our pre-market review of drug substance by focusing on areas in 
which data is questionable; drug characteristics or sensitivities1 indicate special scrutiny, the 
overall manufacturing and control strategy appears lacking; and potential manufacturing 
weaknesses may exist.   
 
Summary of Product and Manufacturing Process 

                                                 
1 Examples include heat, moisture, oxygen, or light sensitivity, as well as hygroscopicity, polymorphs, particle size,  
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Page 2 of 28 

submission(s) 
III 10/28/2011  

III 6/27/2012  

 6/27/12  

IV 8/14/2012 Section 1.4.1 of the 
NDA lists DMF 

 but the LOA 
provided in the link 
is for DMF   
DMF  is 
incorrect and the 
listing should be 
corrected in the 
NDA. 

III 11/04/2011 LOA does not 
provide date of 
submission(s). 

 

 

b. Recommended Consults 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics  X The applicant claims that no degradation is found on 

stability 
Clin Pharm  X       
EES X  EES was submitted to compliance on 4/10/2013 
Pharm/Tox X  See 3.2.S.3 for structures of impurities.  Many have 

structure alerts that are related to the drug substance.  
is the only impurity for which the applicant has 

performed an in-silico evaluation for genotoxicity 
(reference is made to section 2.4). 

Methods Validation X  At least one method should be validated (e.g., 
impurity method) since this is an NME.    
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EA  X to be assessed by reviewer. 
New Drug Micro X  re:  microbial limits specification, and lack of method 

in NDA (other than reference to USP). 
CDRH  X       
Other       X       
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME 

DATE 
APPLICATION 

 NUMBER 
DESCRIPTION 

IND       101761 apremilast for treatment of 
. 

IND        

Reference ID: 3301359
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method for  the drug substance. 
Alternatively, demonstrate that your FT-IR identification test 

 
 

 
Provide the profiles of residual solvents in the drug substance across the 
different manufacturing processes used in drug substance development. 
 
The following comments pertain to the drug product: 
 
Provide the excipient specifications, even if they are compendial, along 
with certificates of analysis (CoAs) for the excipients.  Your 
specifications should indicate what specifications are applied on receipt 
of the excipients, and what specifications are used to periodically 
validate the data on the certificates of analysis.  This latter comment 
also applies to the  materials. 
 
Include a detailed manufacturing description for the proposed 
commercial process in Section 3.2.P.3.3, including the packaging and 
labeling processes.  Alternatively, Section 3.2.P.3.3. may cross reference 
detailed information (e.g. specific batch records) provided in Section 
3.2.R. 
 
Provide a master batch record (or an executed batch record) for each 
strength product for each commercial site, or else provide comparably 
detailed descriptions for each site.  Provide a list of any substantive 
differences between the sites, for manufacturing and control processes 
for pilot ) and commercial batches. 
 
Provide in Section 3.2.P.7 of your NDA, illustrations of each container 
closure system proposed, and provide dimensional information. 
 
Justify the lack of a drug product specification for .   
 
Include an appropriate “related impurities” specification for any 
unspecified degradation product (NMT 0.1%).   Specify individual 
impurities which may be present at levels greater than 0.10% in the 
specification (at least by relative retention time, for example). 
 
Provide complete descriptions of all of the analytical procedures for the 
drug product so that they may be reviewed, and reproduced in an FDA 
laboratory.  Provide the details of the compendial microbial limits 
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Are drug product 
manufacturing sites are 
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 are 
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         

1

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

X   per individual check boxes for the 
facilities listed on form 356h. 
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