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METHODS VALIDATION REPORT SUMMARY 
 

TO: Yichun Sun, CMC Reviewer 
   

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: yichun.sun@fda.hhs.gov  
Phone:  (301)-796-1388 
Fax: (301)-796-9877 
 

FROM: FDA 
 Division of Pharmaceutical Analysis 

Michael Trehy, MVP Coordinator 
645 S Newstead Avenue 

 St. Louis, MO 63110 
 Phone: (314) 539-3815 
 

Through: John Kauffman, Deputy Director  
                 Phone: (314) 539-2168 
 

SUBJECT: Methods Validation Report Summary 
 

 
Application Number: 205494       

 
 Name of Product: Cerdelga (eliglustat) Capsules 84 mg 

Applicant: Genzyme Corporation 

 Applicant’s Contact Person: Sherwin Sattarzadeh 

 Address: 500 Kendall Street, Cambridge, MA 02142 
 
 Telephone: (908) 450-5300 Fax: (908) 450-5351 
              
 
Date Methods Validation Consult Request Form Received by DPA: 13-Nov-2013      

Date Methods Validation Package Received by DPA: 13-Nov-2013  

Date Samples Received by DPA:  10-Dec-2013 

Date Analytical Completed by DPA:  8-Aug-2014        

 
Laboratory Classification: 1. Methods are acceptable for control and regulatory purposes.   

 2. Methods are acceptable with modifications (as stated in accompanying report).   

 3. Methods are unacceptable for regulatory purposes.   

 

Comments:  See attached memo for analyst’s comments and summary of results. 

Reference ID: 3607607
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Date: August 8, 2014 

 

To:  Yichun Sun, Ph. D., CMC Reviewer, ONDQA 

 Marie Kowblansky, Ph. D., CMC Lead, ONDQA 

 

From: Anjanette Smith, Chemist, Division of Pharmaceutical Analysis 

  

Through: John Kauffman, Ph. D., Deputy Director, Division of Pharmaceutical Analysis   

 

 

 

Subject: Method Validation for NDA 205494 

 Cerdelga ® (eliglustat) Capsule, 84mg 

 Genzyme Corporation 

 

The following method was evaluated and is acceptable for quality control and regulatory purposes: 

 HPLC Purity/Assay, drug substance (BR-05-089-04) 

 

The following methods were evaluated and are acceptable for quality control and regulatory purposes with the following 

comments: 

 

HPLC chiral purity (BR-05-089-04) 

1. The equation for calculating chiral purity should be added. 

2. DPA observed that detection and quantification were improved using a wavelength of nm.  Solvent 

absorbance at nm results in a noisy baseline.  DPA recommends use of nm or nm instead of

nm.  When using nm instead of nm, the relative response factor for the peak observed at 

approximately 14 minutes increases.  Please refer to Figure 1 in attachment A. 

 

Gradient HPLC method for ID, Assay, Purity and Content, drug product (QC 360 07) 

Drug substance impurities (e.g, ) were observed in this test method.  DPA suggests that drug 

substance impurity retention times should be noted in the method to remove them from consideration during 

calculation of unspecified degradation products.  

1. Analyst’s work sheets and chromatograms are available at 
http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f880770e10 

    DEPARTMENT OF HEALTH & HUMAN SERVICES 
Food and Drug Administration Center for Drug Evaluation and Research 

Division of Pharmaceutical Analysis 
645 S. Newstead Ave. 

St. Louis, Missouri 63110 
Telephone (314) 539-2135 

FAX (314) 539-2113 
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Memorandum DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

Date: August 5, 2014

From: Yichun Sun, Ph.D.
Review Chemist, ONDQA
Division of New Drug Quality Assessment II
ONDQA

Through: Moo-Jhong Rhee, Ph.D.
Chief, Branch IV
Division of New Drug Quality Assessment II
ONDQA

To: CMC Review #1 of NDA 205494

Subject: Final Approval Recommendation for NDA 205494

At the time when the CMC review #1 was written, resolution of issues on Specifications
of drug substance and drug product, and Labels and Labeling was pending.
Additionally, the Office of Compliance had not issued an overall “Acceptable” 
recommendation for the facilities involved in this application.

Drug Substance Specification
Since  is used in the synthesis of the drug substance, the 
applicant was requested to include  testing in the drug substance specification 
in the IR letter dated May 6, 2014.  Thus, the drug substance specification was not 
adequate due to lack of testing the residual   

The applicant provided the  analysis data in the amendment (0035) 
dated July 15, 2014.  The test method used was based on the USP <233> and <730>.  
The validation parameters meet the ICH Q2 guidelines.  The method LOQ was 
determined to be ppm.  Following the method validation, ten recent batches of 
eliglustat tartrate drug substance were tested; the results show that  has not 
been detected in any of the batch.  See table below:  

Reference ID: 3604713
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Establishment Evaluation
On July 8, 2014, the office of compliance provided an Overall Acceptable
recommendation for the facilities involved in the manufacture and test of the drug 
substance and drug product.  The Establishment Evaluation is attached (Attachment - 2). 

Recommendation:
All pending issues on CMC and Label/Labeling are now satisfactorily resolved for the 
NDA, and the office of compliance provided an Overall Acceptable recommendation for 
the facilities involved in the manufacture and test of the drug substance and drug product.  
Therefore, from the ONDQA’s perspective, this NDA is recommended for APPROVAL.
An expiration dating period of 24 months is granted for the drug product of NDA 
205494.
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OMPQ Initial Manufacturing (CGMP/Facilities) Assessment and Filing Review 
For Pre-Marking Applications

Page	6 of	10

2. Drug Product

Parameter Yes No Comment

Is manufacturing process 
considered complex (e.g., 
unusual unit operations, 
innovative manufacturing 
technology, unusual control 
strategy)?
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(b) (4)

(b) (4)



OMPQ Initial Manufacturing (CGMP/Facilities) Assessment and Filing Review 
For Pre-Marking Applications

Page	7 of	10

3. Facility-Related Risks (e.g., expected in-process testing not being performed, 
questionable development, unexplained stability failures, data integrity issues, 
etc.). Describe any potential 21CFR 211 compliance issues.  

 No outstanding facility-related risks that could impact the manufacturing of this 
product.  The drug substance manufacturing facility was last found to be VAI.  
The two testing facilities were last found to be NAI.

Reference ID: 3407467
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IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER:  NDA 205494

2. DATES AND GOALS:

Letter Date: 
                   9/20/2013

Submission Received Date :
                   9/20/2013

PDUFA Goal Date: 
                   3/20/2014

Filing Date: 
                     11/19/2013

3. PRODUCT PROPERTIES: 

Trade or Proprietary Name: Cerdelga

Established or Non-Proprietary 
Name (USAN):

eliglustat tartrate (USAN)

Dosage Form:              Hard capsules

Route of Administration              oral

Strength/Potency              84 mg

Rx/OTC Dispensed:              Rx   

4. INDICATION:  Gaucher Disease type 1

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

6. NAME OF APPLICANT (as indicated on Form 356h):   Genzyme Corporation

7. SUBMISSION PROPERTIES:

Review Priority: Expedited Review 

Submission Classification 
(Chemical Classification Code):

Type 1

Application Type: 505(b)(1)   

Breakthrough Therapy No

Responsible Organization 
(Clinical Division):

Division of Gastrointestinal and Inborn Error Products

8. CONSULTS:

CONSULT YES NO COMMENTS: (list date of request if already sent)
Biometrics x

Clinical Pharmacology NA (part of review team)
Establishment Evaluation 
Request (EER)

x 10/11/2013

Reference ID: 3405300



CONSULT YES NO COMMENTS: (list date of request if already sent)
Pharmacology/Toxicology NA (part of review team)

Methods Validation x

Environmental Assessment x Categorical exclusion 

CDRH x

Other x

Reference ID: 3405300







Initial Quality Assessment

Cerdelga
TM

(eliglustat) Capsules is intended for long-term treatment of adult patients with Gaucher 
disease type 1.  This product, which has Orphan Drug designation, was developed under IND 67,589.  It 
is formulated as an immediate release hard gelatin capsule for twice daily administration. Each capsule 
contains 84 mg eliglustat free base (equivalent to 100 mg of eliglustat tartrate) and microcrystalline 
cellulose, lactose monohydrate, hypromellose and glyceryl behenate   The product 
strength is expressed in conformance with the USP naming policy, i.e. based on the active moiety. The 
capsules are marketed in blister packages (14 capsules per card and 4 cards per box).

Because eliglustat is a new molecular entity, according to the Chemical Classification Code this is a Type 
1 application.

Twenty four months of long term stability data and six months of accelerated data have been submitted 
with a request for a month expiration dating period.

Reference ID: 3405300
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Parameter Yes No Comment

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)

√

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)

√
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42. Is there any in vivo BA or BE 
information in the submission?

X

See appended electronic signature page}

Marie Kowblansky, PhD
CMC-Lead 
Division II
Office of New Drug Quality Assessment

{See appended electronic signature page}

Tien-Mien Chen Ph.D.       
Biopharmaceutics Reviewer
Office of New Drug Quality Assessment

{See appended electronic signature page}

Tapash Ghosh, Ph.D.
Biopharmaceutics Team Lead
Office of New Drug Quality Assessment

{See appended electronic signature page}

Moo-Jhong Rhee, PhD
Branch Chief , Branch IV
Division II
Office of New Drug Quality Assessment
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