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BLA:       125511      
Applicant:     NPS Pharmaceuticals 

US License Number:  1908 

Product:      Recombinant parathyroid hormone (1-84) - Natpara® 

Indication:     Treatment of hypoparathyroidism 

Dosage Form:  The drug product is supplied in a multi-dose dual-chamber cartridge 
containing sterile lyophilized powder for injection (25, 50, 75, or 100 
mcg/dose) in one chamber and sterile diluent in the other chamber.  

Manufacturing Site:  The drug substance is manufactured at Boehringer Ingelheim, Vienna, 
Austria (FEI: 3003433722) 

Action Date:    24 October 2014 
 
 

Conclusion and Approvability Recommendation 
 
The drug substance portion of the BLA was reviewed from a product quality microbiology 
perspective and is recommended for approval. There are three post-marketing commitments: 
 

1. Establish a bioburden limit for the  after the 
bioburden monitoring results for 10 more batches are available.  
 

2. Provide bioburden method qualification data from two additional lots of the  
and the drug substance. In addition, provide method 

qualification data from three lots of the   
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Product Quality Microbiology Review
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BLA: 125511

Drug Product Name
Proprietary: Natpara
Non-proprietary: Recombinant human parathyroid hormone (rhPTH 

[1-84])

Review Number: 1

Dates of Submission(s) Covered by this Review
Submit Received Review Request Assigned to Reviewer

23 OCT 2013 23 OCT 2013 19 DEC 2013 19 DEC 2013
06 FEB 2014 06 FEB 2014 N/A N/A
20 FEB 2014 20 FEB 2014 N/A N/A
02 APR 2014 02 APR 2014 N/A N/A
21 APR 2014 21 APR 2014 N/A N/A
19 MAY 2014 19 MAY 2014 N/A N/A
24 JUL 2014 24 JUL 2014 N/A N/A

Applicant/Sponsor
Name: NPS Pharmaceuticals Inc.
Address: 550 Hills Drive

Bedminster, NJ 07921
Representative: Jehan Rowlands
Telephone: 908-450-5537

Name of Reviewer: Jessica G. Cole, PhD

Conclusion: Recommended for Approval
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The following information request was sent to the applicant on 22 April 2014 and a 
response was received on 19 May 2014 and 24 July 2014.  
Microbiology Comment:
Please provide the following information or a reference to its location in the subject submission.  

1. Please provide rabbit pyrogen test data for three different lots of the drug product to demonstrate 
that the drug product does not contain pyrogenic substances other than bacterial endotoxin.  
Alternately, you may request a waiver if you demonstrate equivalent pyrogen detection consistent 
with the recommendations in Question 9 from the Guidance for Industry Pyrogens and Endotoxins 
Testing: Questions and Answers 
(http://www fda.gov/downloads/drugs/guidancecomplianceregulatoryinformation/guidances/ucm3
10098.pdf)

2. Provide a description of, the acceptance criteria for, and the planned completion date for the 
transport validation studies for the drug product described in Module 3.2.P.3.5.  Specifically, 
describe the transport studies to support shipping of to the secondary 
packaging facilities.

3. Confirm that the set points used for the sterilization validation studies for the  
 are equivalent (or worst case) to the 

production set points.  
4. Describe the duration of the  used for  validation 

(media fill) studies.

filename: B125511R1.doc
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Executive Summary

I. Recommendations

A. Recommendation on Approvability - Recommended for 
Approval

B. Recommendations on Phase 4 Commitments and/or 
Agreements, if Approvable – Not applicable.

II. Summary of Microbiology Assessments

A. Brief Description of the Manufacturing Processes that relate to 
Product Quality Microbiology – This is an  drug 
product.  One compartment of the cartridge is filled, lyophilized, 
and stoppered before the preserved diluent is filled into the second 
chamber.  The drug cartridge is later loaded into a cartridge holder 
that interfaces with the pen injector and packaged with the mixing 
device.  

B. Brief Description of Microbiology Deficiencies – Not applicable.

C. Assessment of Risk Due to Microbiology Deficiencies – Not 
applicable.

D. Contains Potential Precedent Decision(s)- Yes     No

III. Administrative

A. Reviewer's Signature _____________________________
Jessica G. Cole, PhD

B. Endorsement Block   _____________________________
Bryan Riley, PhD

    Microbiology Team Leader
C. CC Block

In DARRTS
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