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MEMO

From: Muthukumar Ramaswamy, Ph.D. 
Office of New Drug Quality Assessment (ONDQA), CDER

To: File

Date: September 29, 2014

Subject: Final Quality Recommendation for BLA125511 - Natpara® (Parathyroid 
Hormone [rDNA]) for Injection

This memo documents the overall quality recommendation for BLA125511. Natpara® 
(Parathyroid Hormone [rDNA]) for Injection (BLA 125511), which is a drug device 
combination product. From quality perspective, BLA 125511 is recommended for 
approval. 

This overall quality approval recommendation is based on approval recommendations 
from quality reviews performed by CMC (ONDQA), product quality microbiology (OPS 
and BMAB), CDRH (device quality), CDER Office compliance and CDRH Office 
compliance (review of manufacturing facilities associated with this application). Please 
refer to the following communications in DARRTS:

 Product Quality CMC review (Office of Quality Assurance, review dated 6/27/14)
 Product Quality Microbiology review (Biotech Manufacturing Branch, and Office 

of Pharmaceutical science, reviews dated  7/31/14 and 8/22/14) 
 CDRH technical review for the pen delivery device and Natpara mixing device 

(Human Factors review dated 9/08/14) and device engineering review dated 
9/08/14). CDRH’s technical review of the pen injector and mixing device found 
no quality-specific deficiency.

 There are three post-marketing commitments for the drug substance portion of 
product quality review (BMAB).  For additional information, please refer to the 
respective memos in DARRTS.

 CDER Office Compliance (OMPQ) and CDRH Office of Compliance (Division 
of Manufacturing Quality) have issued acceptable recommendation for facilities 
associated with the drug substance, drug product and device. Please refer to the 
following communications in DARRTS for additional details: E. Chen (For Vicky 
Verna) dated 9/08/14 and R. Prabhakara dated 9/26/14.
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Determining When Pre-License / Pre-Approval Inspections are Necessary
Inspection Waiver Memorandum

Date: 15 April 2014

From: Colleen Thomas, Ph.D., OC/OMPQ/DGMPA/BMAB
Jessica Cole, Ph.D., OPS/NDMS
Joseph Leginus, Ph.D., OPS/ONDQA/DNDQAIII/BrVII               

To:                    BLA File, STN 125511/0

Endorsed:        Patricia F. Hughes, Ph.D., Team Leader, CDER/OC/OMPQ/DGMPA/BMAB    

Subject:            Recommendation to waive a drug product pre-license inspection.

Applicant: NPS Pharmaceuticals

Facility:    Vetter Pharma-Fertigung GmbH & Co. KG
Schützenstrasse 87, 99-101
88212 Ravensburg, Germany
FEI: 3002270322

Product:           Natpara® (recombinant parathyroid hormone)

Dosage:      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.

Indication:      Treatment of hypoparathyroidism

Waiver Recommendation

We recommend that the pre-approval inspection of the Vetter Pharma-Fertigung GmbH & Co. 
KG, Schützenstrasse, Ravensburg, Germany (FEI 3002270322) which manufactures the Natpara 
multi-dose dual-chamber syringe be waived. The Vetter Pharma-Fertigung GmbH & Co. KG,
Schützenstrasse site was inspected by IOG from  and classified 
VAI. This was a routine GMP surveillance inspection covering sterile drug product
manufacturing operations. The BTP, SVS, and SVL profiles were updated and are acceptable.

Summary

BLA 125511 was submitted on 22 April 2013 to license Natpara for treatment of patients with 
hypoparathyroidism. The recombinant parathyroid hormone present in Natpara is identical in 
structure to endogenous human parathyroid hormone. The drug substance is produced in a 
recombinant E. coli strain . The drug substance is manufactured at the Boehringer 
Ingelheim site located in Vienna, Austria. 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. The drug product is 
manufactured by  at the Vetter Pharma site located in Ravensburg, Germany.
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of New Drug Quality Assessment, Office of Pharmaceutical Science, CDER
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Therapeutic Biological Establishment Evaluation 
Request (TB-EER) Form

Version 1.0

Instructions:
The review team should email this form to the email account “CDER-TB-EER” to 
submit:

1) an initial TB-EER within 10 business days of the application filing date
2) a final TB-EER 15-30 days prior to the action date

Note: All manufacturing1 locations named in the pending submission, whether contract 
facilities or facilities owned by the applicant, should be listed on this form.  For bundled 
supplements, one TB-EER to include all STNs should be submitted.

APPLICATION INFORMATION

PDUFA/BsUFA Action Date: October 24, 2014

Applicant Name: NPS Pharmaceuticals Inc.
U.S. License #: 
STN(s): 125511-orignal
Product(s): Natpara® (recombinant human parathyroid hormone [rDNA]) Injection

Short summary of application: On October 24, 2013, NPS Pharmaceuticals submitted a 
BLA. This BLA is for a Recombinant Human Parathyroid Hormone (rDNA).

FACILITY INFORMATION

Manufacturing Location:
Firm Name:  
Address:  

FEI:
Short summary of manufacturing activities performed:  Manufacturing and Release of 
Natpara Mixing Device.

There is no FDA inspectional history for this site.  BMAB (with the input of OBP) will 
determine whether this site requires a PLI for this BLA.  Please resubmit this TB-

                                                
1
The regulations at 21 C.F.R. § 207.3(a)(8) defines “manufacturing or processing” as “the manufacture, preparation, propagation, 

compounding, or processing of a drug or drugs as used in section 510 of the act [21 U.S.C. § 360] and is the making by chemical,
physical, biological, or other procedures of any articles that meet the definition of drugs in section 201(g) of the act.  The term 
includes manipulation, sampling, testing, or control procedures applied to the final product or to any part of the process. The term also 
includes repackaging or otherwise changing the container, wrapper, or labeling of any drug package to further the distribution of the 
drug from the original place of manufacture to the person who makes final delivery or sale to the ultimate consumer.” 
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Address: 550 Hills Drive, 3rd Floor
Bedminster, NJ 07921  

FEI: 3009694025
Short summary of manufacturing activities performed:  Quality Assurance (QA) and final 
release of WCB and MCB; QA and final release of rhPTH (1-84) Drug substance for use 
in manufacture of Natpara Drug Product; QA and final release of drug product.

This site was inspected by NWJ-DO from November 15 – December 4, 2012 and 
classified VAI.  This was the first FDA inspection of this facility, and did not offer 
CGMP coverage.  BMAB (with the input of OBP) will determine whether this site 
requires a PLI for this BLA.  Please resubmit this TB-EER 15-30 days prior to the 
planned action date for an updated compliance evaluation of this site.

In addition, CDRH has indicated that this site should be subjected to a device inspection 
due to lack of device inspectional history.  A FACTS assignment request has been 
created (FACTS assignment number 8743373).  Please resubmit this TB-EER 15-30 days 
prior to the planned action date for an updated compliance evaluation of this site.

Manufacturing Location: Ravensburg, Germany
Firm Name:  Vetter Pharma-Fertigung GmbH & Co. KG
Address:  Schutzenstrasse 87, 99-101, 88212

Ravensburg, Germany 
FEI: 3002270322
Short summary of manufacturing activities performed:  Manufacture and primary 
packaging of drug product; Quality control testing during production of drug product; 
Visual inspection of drug product; Release testing of drug product.

This site was inspected by IOG from  and classified VAI. 
This was a routine CGMP surveillance inspection covering sterile drug product 
manufacturing and testing operations.  The BTP and SVL profiles were updated and are 
acceptable.  BMAB (with the input of OBP) will determine whether this site requires 
a PLI for this BLA.  Please resubmit this TB-EER 15-30 days prior to the planned 
action date for an updated compliance evaluation of this site.

Manufacturing Location: Ravensburg, Germany 
Firm Name:  Vetter Pharma-Fertigung GmbH & Co. KG
Address:  Holbeinstrasse 40, 88212 

Ravensburg, Germany 
FEI: 3002270322
Short summary of manufacturing activities performed:  Visual inspection of drug 
product; Storage of drug product.

This site was inspected by IOG from  and classified VAI. 
This was a routine CGMP surveillance inspection covering sterile drug product 
manufacturing and testing operations.  The BTP and SVL profiles were updated and are 
acceptable.  
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Manufacturing Location: Langenargen, Germany
Firm Name:  Vetter Pharma-Fertigung GmbH & Co. KG
Address:  Eisenbahnstrasse 2-4, 88085

Langenargen, Germany
FEI: 3002808846
Short summary of manufacturing activities performed:  Quality control testing during 
production of drug product; Visual inspection of drug product; Release testing of drug 
product.

This site was inspected by IOG from and classified NAI.  This was a 
routine CGMP surveillance inspection covering biotech drug product manufacturing and 
testing operations.  The SVL profile was updated and is acceptable.

Manufacturing Location: Ravensburg, Germany 
Firm Name:  Vetter Pharma-Fertigung GmbH & Co. KG
Address:  Helmut-Vetter-Str. 10, 88213

Ravensburg, Germany
FEI: 3009560142
Short summary of manufacturing activities performed:  Visual inspection of drug 
product; Storage of drug product.

This site was inspected by IOG from  and classified NAI.  This was 
a routine CGMP surveillance inspection covering drug product testing and storage 
operations.  The CTL profile was updated and is acceptable.  

Manufacturing Location: Ravensburg, Germany 
Firm Name:  Vetter Pharma-Fertigung GmbH & Co. KG
Address:  Mooswiesen 2, 88214 

Ravensburg, Germany
FEI: 3005987757
Short summary of manufacturing activities performed:  Quality control testing during 
production of drug product; Visual inspection of drug product; Release testing.

This site was inspected by IOG from and classified NAI. This was a 
routine CGMP surveillance inspection covering biotech drug product testing operations.  
The SVL profile was updated and is acceptable.

Manufacturing Location: 
Firm Name:  
Address:  

FEI:
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Short summary of manufacturing activities performed:  Secondary Packaging, labeling, 
storage and shipping of drug product

This site was inspected by -DO from and classified NAI.  This was 
a routine CGMP surveillance inspection covering drug packaging operations.  The SVL 
profile (repacks only) was updated and is acceptable.

Manufacturing Location: 
Firm Name:  
Address:  

FEI:
Short summary of manufacturing activities performed:  Release testing of drug product; 
Stability testing of drug product (only container closure integrity test).

This site was inspected by -DO from  and 
classified NAI.  This was a routine CGMP surveillance inspection covering drug testing 
operations.  The CTL profile was updated and is acceptable.

Manufacturing Location: 
Firm Name:  
Address:  

FEI:
Short summary of manufacturing activities performed:  Manufacturing and release of 
Cartridge holder and Natpara Reusable pen.

There is no FDA inspectional history for this site.  BMAB (with the input of OBP) will 
determine whether this site requires a PLI for this BLA.  Please resubmit this TB-
EER 15-30 days prior to the planned action date for an updated compliance evaluation of 
this site. 

OVERALL RECOMMENDATIONS:

Please resubmit this TB-EER 15-30 days prior to the planned action date for an updated 
compliance evaluation.
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PRODUCT QUALITY (Biotechnology)
FILING REVIEW FOR ORIGINAL BLA

Page 9

The drug substance is parathyroid hormone, produced from the  E. coli strain 
The commercial manufacturing process was used to produce all drug substance 

batches reported in the BLA (used for clinical, toxicology, and stability studies). The commercial 
process validation was completed in 2010. The drug substance specification (copied at the end of 
this review) has standard attributes for this type of drug substance, including peptide mapping, 
bioassay, aggregates, residual host cell proteins, and residual antibiotic. The bioassay  

 will be evaluated by the reviewer. Batch release data are provided for 18 
commercial drug substance batches produced full-scale at the commercial site using the 
commercial process. The reviewer will finalize the specification, especially limits on impurities 
(process and product) and product-related substances, based on the batch release data of clinical 
and toxicology batches. Stability data are submitted for seven full-scale drug substance batches 
produced at the commercial site by the commercial process, and the data cover 18-110 months at 
the long term storage condition of  °C as well as up to 6 months at °C. The applicant 
proposes a retest period of  months, which will be evaluated by the reviewer (note: the reviewer 
will grant an expiration dating period for the drug substance, not a retest period). The expiry will 
be based on available long-term data with no extrapolation.

The drug product is a sterile lyophilized powder co-packaged with the diluent, aqueous m-cresol. 
Both are packaged in a dual-chamber cartridge (one chamber for the lyophilized drug and one 
chamber for the diluent). There are four dosage strength, 25, 50, 75, and 100 mcg, all differing 
only by the amount of drug substance in the formulation (copied at the end of this review). There 
is no novel excipient. The same cartridge and volume are used for all four strengths. Each 
cartridge contains 14 doses. The drug cartridge is for specific use with a mixing device and a pen 
injector, all three are separately packaged. The mixing device and pen injector will be reviewed 
by OSE and CDRH. How the delivery system works: Prior to use, the patient attaches the drug 
cartridge to the mixing device, which pushes the diluent from its chamber into the drug chamber
to reconstitute the drug, and then the patient attaches the pen injector to this assembly. The 
assembled multidose delivery system is stored under refrigeration for up to 14 days during use.
Stability data are included in the BLA in support of this in-use period, with additional data to 
cover excursions such as an in-use period beyond 14 days and inadvertent storage at room 
temperature.
The manufacturing process is standard for this type of drug substance and dosage form. It consists 
of  The 
commercial process was used to produce all drug product batches reported in the BLA (used for 
phase 3 clinical studies and primary stability studies). The commercial process validation was 
completed for the 100 mcg dosage strength. The same process is used for the other three strengths
and per agreement by FDA at the Pre-BLA meeting on 15-MAY-2012, the revalidation will be 
ongoing during the BLA review.
The drug product specifications (copied at the end of this review) have standard attributes for the 
lyophilized drug (e.g., ), reconstituted drug (e.g., drug content, pH, opalescence, 
bioassay, reconstitution time, aggregates), and diluent. It is noted that the drug is  

 and the drug product specification includes acceptance criteria for the biological 
activity. Batch release data are provided for 65 commercial drug product batches produced full-
scale a the commercial site using the commercial process. The reviewer will finalize the drug 
product specification based on the batch release data of clinical and toxicology batches.
Preservative effectiveness, sterility, endotoxins, and container closure integrity will be reviewed 
by part of the assessment by Compliance/BMAB.
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PRODUCT QUALITY (Biotechnology)
FILING REVIEW FOR ORIGINAL BLA

Page 10

A sufficient amount of stability data are submitted for the BLA filing: all primary stability batches 
are full-scaled, produced at the commercial site by the commercial process, and packaged in the 
commercial cartridge  The 100 mcg strength has 
four batches with up to 36-month at the long-term 5 °C and 6-month at 25 °C/60% RH, the 75 mc 
strength has three batches with up to 42-month at the long-term 5 °C and 6-month at 25 °C/60% 
RH, the 50 mcg strength has four batches with up to 42-month at the long-term 5 °C and 6-month 
at 25 °C/60% RH, and the 25 mcg strength has four batches with up to 24-month at the long-term 
5 °C and 6-month at 25 °C/60% RH. The expiry will be determined by the reviewer and be based 
on available long-term data with no extrapolation. Additional stability reports include 
photostability and in-use (in the assembled delivery system with the mixing device and pen 
injector).

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?             Yes    
The BLA is recommended for team review with expertise in recombinant synthesis.

Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter.
None.

This document will be electronically signed in DARRTS
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