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Memorandum Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research

Date: 12-Sep-2014

To: CMC Review #1 for NDA 204760

From: Bogdan Kurtyka, Ph.D.
CMC Reviewer, Division II/ONDQA

Through: Moo-Jhong Rhee, Ph.D.
Chief, Branch IV/ Division II/ONDQA

CC: Marie Kowblansky, Ph.D.
CMC Lead, Division II/ONDQA

Subject: Final CMC Recommendation

Previous CMC Review #1, dated 12-Jun-2014, noted the following deficiencies which resulted in 
a recommendation for “Non Approval”.

1. The Office of Compliance did not yet issue an overall “Acceptable” recommendation for 
the manufacturing establishments.

2. Unresolved label/labeling issues.
3. The Environmental Assessment review was not finalized by the CDER OPS EA team.

Regarding Item #1: 
On 23-Jun-2014 the Office of Compliance issued an overall recommendation of “Acceptable” 
for the facilities involved in this application (see the Attachment 1).

Regarding Item #2:
Amendment dated 23-June-2014 resolved all issues on PI except for the controlled substance 
symbol. 
Amendment dated 11-Aug-2014 resolved the remaining controlled substance symbol issue.
Amendment dated 23-June-2014 corrected the storage temperature on container and carton
labels.
Amendment dated 8-Sep-2014 added salt equivalency statement on the labels.
Amendment dated 11-Sep-3014 added parenthesis on the established name on the labels.

The final PI and container and carton labels were reviewed and found satisfactory (see the 
Attachment 2).
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Regarding Item #3:
The review of the Environmental Assessment was documented on 18-Jul-2014, with the 
determination that the application qualifies for the categorical exclusion claimed by the sponsor.

Other:
On 25-Aug-2014, Method Validation was documented for the following methods:

1.  test by LC
2. Assay by UHPLC
3. Assay by HPLC
4. by LC

The report found all methods acceptable for the quality control and regulatory purposes.

Recommendation:

Because all issues noted in Review #1 were resolved satisfactorily, from the ONDQA 
perspective, this NDA is now recommended for Approval with an expiration dating period of 
24-month for all packaging configurations.

Reference ID: 3626540
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Attachment 1: EES Summary Report
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Manufacturer/distributor's name AstraZeneca
Satisfactory

Quantitative ingredient information (injectables) N/A
Statement of being sterile (if applicable) N/A
“See package insert for dosage information” The following statement provided: “Usual adult dosage: 

See package insert
Satisfactory

“Keep out of reach of children” (Required for OTC 
in CFR. Optional for Rx drugs)

Yes
Satisfactory

Remaining carton labeling for:
 100 (25 mg) tablets stored in blisters
 bottle, 30 of 12.5 mg tablets, 
 bottle, 30 of 25 mg tablets, 
 bottle, 90 of 12.5 mg tablets, 
 bottle, 90 of 25 mg tablets

lists the same information except for the different net contents and strength.

Carton labeling is adequate.

Reference ID: 3626540
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 
Public Health Service 

Food and Drug Administration 
Center for Drug Evaluation and Research 

   
METHODS VALIDATION REPORT SUMMARY 

 
TO: Bogdan Kurtyka, CMC Reviewer 
   

Office of New Drug Quality Assessment (ONDQA) 
E-mail Address: bogdan.kurtyka@fda.hhs.gov  
Phone:  (301)-796-796-1390 
Fax: (301)-796-796-9745 
 

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: 204760       
 
 Name of Product: Movantik (Naloxegol) tablets 12.5 mg and 25 mg 

Applicant: Asta Zeneca 

 Applicant’s Contact Person: Barry Sickels 

 Address: 1800 Concord Pike, PO Box 8355, Wilmington, DE 19803-8355 
 
 Telephone: (302) 886-5895 Fax: (302) 886-2822 
              
 
Date Methods Validation Consult Request Form Received by DPA: Nov-8-2013      

Date Methods Validation Package Received by DPA: Nov-8-2013  

Date Samples Received by DPA:  Jun-11-2014 

Date Analytical Completed by DPA:  Aug-25-2014        

 
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 analysts’ comments, summary of results and link to data sheets. 

Reference ID: 3616338
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      Center for Drug Evaluation and Research 

                                                                                     Division of Pharmaceutical Analysis 

St. Louis, MO 63110 

Tel. (314) 539-3874 

 

 

Date:  August 25, 2014  

 

To:  Bogdan Kurtyka, Reviewer, Office of New Drug Quality Assessment 

    

Through: John Kauffman, Deputy Director, Division of Pharmaceutical Analysis 

 

From:  Anna Wokovich, Chemist, Division of Pharmaceutical Analysis 

 

Subject: NDA 204760, Naloxegol 
    

Data: Data package available at 

http://ecmsweb.fda.gov:8080/webtop/drl/objectId/090026f88079bfa1 

 

 

 

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

1. S.4.2A Analytical Procedure for  test by LC;   

 

2. S.4.2A Analytical Procedure for Assay by UHPLC;  

 

3. S.4.2A Analytical Procedure for Assay by HPLC;  

 

4. P.5.2A Analytical procedure for  LC;  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

       DEPARTMENT OF HEALTH & HUMAN SERVICES 

          Food and Drug Administration  
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ONDQA Initial Quality Assessment (IQA) and Filing Review 

IQA and Filing Review Cover Sheet

1. NEW DRUG APPLICATION NUMBER: 204760

2. DATES AND GOALS:

Letter Date: 
                    9/16/2013

Submission Received Date :
9/16/2013

PDUFA Goal Date: 
                  9/16/2014

Filing Date: 
11/15/2013

3. PRODUCT PROPERTIES:

Trade or Proprietary Name: Movantig

Established or Non-Proprietary Name (USAN):
naloxegol   (USAN)
naloxegol  oxalate (USAN)

Dosage Form:             tablets
Route of Administration              oral
Strength/Potency              25mg and 12.5mg

Rx/OTC Dispensed:              Rx   

4. INDICATION: treatment of opioid-induced constipation in adults with chronic non-cancer pain

5. DRUG SUBSTANCE STRUCTURAL FORMULA:

Naloxegol Oxalate: C34H53NO11·C2H2O4. 741.80

Naloxegol: C34H53NO11. 651.78

(Naloxegol is the PEGylated derivative of naloxone)

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

Reference ID: 3407484



ONDQA Initial Quality Assessment (IQA) and Filing Review 

7. SUBMISSION PROPERTIES:

Review Priority: Standard  

Submission Classification (Chemical 
Classification Code):

Type 1 (NME)

Application Type: 505(b)(1)   

Breakthrough Therapy No

Responsible Organization (Clinical 
Division):

Division of Gastrointestinal and Inborn Error 
Products (HFD-180)

8. CONSULTS:

CONSULT YES NO COMMENTS: (list date of request if already sent)
Establishment Evaluation 
Request (EER)

x

Methods Validation x

Environmental Assessment x Request for categorical exclusion 

CDRH x

Other x

Reference ID: 3407484







ONDQA Initial Quality Assessment (IQA) and Filing Review 

Initial Quality Assessment

Movantik (naloxegol oxalate) Tablets is intended for once daily administration in the treatment of opiod-
induced constipation.  This product was developed under IND 78781. Phase 3 clinical trials were 
conducted with naloxegol free base, but the naloxegol oxalate salt will be used in the proposed 
commercial product.  Bioequivalence studies have been conducted to link the two formulations. The 
commercial product will be formulated as an immediate release, film-coated tablet. It will come in two 
strengths, 12.5 mg, 25 mg (or 14.2 mg, 28.5 mg, expressed as naloxegol oxalate).  Both tablet strengths 
will be marketed in 30 and 90 count bottles and in blister packs.  A matrixing design was used in the 
stability studies; the stability protocol that was used for these studies was agreed to by the Agency in 
2012..  

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

Reference ID: 3407484





ONDQA Initial Quality Assessment (IQA) and Filing Review 

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)

√

Reference ID: 3407484















ONDQA Initial Quality Assessment (IQA) and Filing Review 

2) the proposed dissolution acceptance criterion,
3) the BE and dissolution data bridging the Phase 3 formulation and the commercial formulation, 

and
4) the dissolution data supporting a biowaiver for the 12.5 mg strength tablet.

RECOMMENDATION: 

The ONDQA Biopharmaceutics team has reviewed NDA 204-760 for filing purposes. We found this 
NDA fileable from a Biopharmaceutics perspective. The Applicant has submitted a reviewable 
submission.

To aid the review of this NDA submission, the following comment will be conveyed to the Applicant: 
3. Submit a SAS transport file of the plasma concentration data from the BE study (D3820C00018).

This data should also include the first and last time points used to estimate the elimination 
constant (Kel) for each subject/period as shown. Please submit the data in the following format:

SUBJ SEQ PER TRT C1 C2 C3...Cn KE_FIRST KE_LAST T1 T2 T3…Tn

4. In addition, submit a SAS transport file of the pharmacokinetic data from the BE study. The data 
should include AUC0-t, AUC0-inf, Cmax, Tmax, Kel, and T1/2 as shown. Please submit the data 
in the following format:

SUBJ SEQ PER TRT AUC AUCINF CMAX TMAX KE Thalf

Reference ID: 3407484



ONDQA Initial Quality Assessment (IQA) and Filing Review 

This document will be sequentially signed in DARRTS by all of the following who authored or 
reviewed this assessment:

See appended electronic signature page}

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

{See appended electronic signature page}
Kareen Riviere, Ph.D.
Biopharmaceutics Reviewer       
Office of New Drug Quality Assessment

{See appended electronic signature page}
Tapash Ghosh, Ph.D.
Biopharmaceutics Team Leader
Office of New Drug Quality Assessment

{See appended electronic signature page}

Moo-Jhong Rhee, PhD
Branch Chief 
Division II
Office of New Drug Quality Assessment
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OMPQ Initial Manufacturing (CGMP/Facilities) Assessment and Filing Review 
For Pre-Marking Applications

Page	6 of	9

2.

Parameter Yes No Comment

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



Reference ID: 3407447
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
Public Health Service

Food and Drug Administration
Center for Drug Evaluation and Research

METHODS VALIDATION CONSULT REQUEST FORM

TO: FDA
Division of Pharmaceutical Analysis
Attn: Michael Trehy
Suite 1002
1114 Market Street
St. Louis, MO 63101

FROM: Bogdan Kurtyka, CMC Reviewer
Office of New Drug Quality Assessment (ONDQA)
E-mail Address: bogdan.kurtyka@fda.hhs.gov
Phone: (301)-796-1431
Fax.: (301)-796-9745

     Through: Moo-Jhong Rhee, Branch Chief
   Phone: (301)-796-1390 

and Youbang Liu
ONDQA Methods Validation Project Manager
Phone: 301-796-1926: 

SUBJECT: Methods Validation Request

Application Number: NDA 204760  

Name of Product: Movantik (Naloxegol) tablets 12.5 mg and 25 mg

Applicant: Astra Zeneca

Applicant’s Contact Person: Barry Sickels

Address: 1800 Concord Pike, PO Box 8355, Wilmington, DE 19803-8355

Telephone: 302-886-5895 Fax: 302-886-2822

Date NDA Received by CDER: 16-Sep-2013 Submission Classification/Chemical Class: NME

Date of Amendment(s) containing the MVP: N/A Special Handling Required: No

DATE of Request:  07-Nov-2013 DEA Class: N/A

Requested Completion Date: 16-Aug-2013 Format of Methods Validation Package (MVP)

PDUFA User Fee Goal Date: 16-Sep-2013 Paper X Electronic Mixed

We request suitability evaluation of the proposed manufacturing controls/analytical methods as descr bed in the subject application. Please submit a 
letter to the applicant requesting the samples identified in the attached Methods Validation Request.  Upon receipt of the samples, perform the tests 
indicated in Item 3 of the attached Methods Validation Request as described in the NDA.  We request your report to be submitted in DARRTS promptly 
upon completion, but no later than 45 days from date of receipt of the required samples, laboratory safety information, equipment, components, etc.  
We request that you notify the ONDQA Methods Validation Requestor and the ONDQA Methods Validation Project Manager of the date that the 
validation process begins.  If the requested completion date cannot be met, please promptly notify the ONDQA Methods Validation Requestor and the 
ONDQA Methods Validation Project Manager.  

Upon completion of the requested evaluation, please assemble the necessary documentation (i.e., original work sheets, spectra, graphs, curves, 
calculations, conclusions, and accompanying Methods Validation Report Summary).  The Methods Validation Report Summary should include a 
statement of your conclusions as to the suitability of the proposed methodology for control and regulatory purposes and be electronically signed by the 
laboratory director or by someone designated by the director via DARRTS.  The ONDQA CMC Reviewer, ONDQA Methods Validation Project Manager, 
and ONDQA CMC Lead/Branch Chief should be included as cc: recipients for this document.  

All information relative to this application is to be held confidential as required by 21 CFR 314.430.

Reference ID: 3404306
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Methods Validation Request Criteria

MV 
Request 

Category
Description

0
New Molecular Entity (NME) application, New Dosage Form 
or New Delivery System

1

Methods using new analytical technologies for 
pharmaceuticals which are not fully developed and/or 
accepted or in which the FDA laboratories lack adequate 
validation experience (e.g., NIR, Raman, imaging methods)

2

Critical analytical methods for certain drug delivery systems  
(e.g., liposomal and microemulsion parenteral drug products, 
transdermal and implanted drug products, aerosol, nasal, and 
dry powder inhalation systems, modified release oral dosage 
formulations with novel release mechanisms) 

3
Methods for biological and biochemical attributes (e.g., 
peptide mapping, enzyme-based assay, bioassay)

4
Certain methods for physical attributes critical to the 
performance of a drug (e.g., particle size distribution for drug 
substance and/or drug product)

5

Novel or complex chromatographic methods (e.g., specialized 
columns/stationary phases, new detectors/instrument set-up, 
fingerprinting method(s) for a complex drug substance, 
uncommon chromatographic method

6
Methods for which there are concerns with their adequacy 
(e.g., capability of resolving closely eluting peaks, limits of 
detection and/or quantitation) 

7 Methods that are subject to a “for cause” reason

Reference ID: 3404306
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