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NDA Number  NDA 205-917 

Submission Date June 10, 2013 
Product name, generic name of the active  Paricalcitol injection  
Dosage form and strength 2 µg/mL and 5 µg/mL 
Applicant  Exela Pharma Sciences as a regulatory agent for Hikma 

Pharmaceutical Co. Ltd. 
Clinical Division Division of Metabolism and Endocrinology Products 
Type of Submission 505 (b) (2)  
Biopharmaceutics Reviewer Banu S. Zolnik, Ph.D. 
Secondary Signature Sandra Suarez Sharp, Ph.D. 
Acting Supervisor Richard Lostritto, Ph.D. 

 
The following parameters for the ONDQA’s Product Quality-Biopharmaceutics filing checklist are 
necessary in order to initiate a full biopharmaceutics review (i.e., complete enough to review but may have 
deficiencies).  
 

 ONDQA-BIOPHARMACEUTICS 
A.  INITIAL OVERVIEW OF THE NDA APPLICATION FOR FILING 

 
 Parameter Yes No N/A Comment 

1.  
Does the application contain 
dissolution data? 

  X 

The application contains Paricalcitol for 
injection and the proposed drug product is 
in solution, therefore there is no dissolution 
data. 

2.  
Is the dissolution test part of the 
DP specifications? 

 
 

X  

3.  
Does the application contain the 
dissolution method development 
report? 

 
 

X  

4.  
Is there a validation package for 
the analytical method? 

X 
 

 
Bioanalytical Validation of LC/MS/MS is 
submitted for quantification of paricalcitol 
in rat plasma.  

5.  
Does the application contain in 
vitro alcohol induced dose 
dumping studies? 

 
 

X NA 

6.  
Does the application include a 
biowaiver request? 

X 
 

 
The Applicant submitted a request for 
waiver of in vivo 
bioavailability/bioequivalence.  

7.  
Is there information provided to 
support the biowaiver request? 

 

X 

 

The Applicant did not provide any data 
(published literature/study data) to 
demonstrate that the differences in the 
alcohol concentration and presence of 
sorbitol between their product and the RLD 
have no impact on the pharmacokinetics, 
efficacy and safety of their product.  
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8.  
Does the application include an 
IVIVC model? 

 
X 

  

9.  
Is information such as BCS 
classification mentioned, and 
supportive data provided? 

 
X 

  

10.  
Is information on mixing the 
product with foods or liquids 
included? 

 
X 

  

11.  
Is there any in vivo BA or BE 
information in the submission? 

 
X 

  

12.  

Are there any manufacturing 
changes implemented to the 
clinical trial and bio batch 
formulations?  

 

 

X 
There is no clinical trial or bio batch 
formulation 

13.  
Is there any data to submitted to 
support the manufacturing 
changes 

 
 

X  

14.  
Is there any data submitted to 
support the proposed dissolution 
specification? 

 
 

X  

 
 

B.   FILING CONCLUSION 
 

 Parameter Yes No Comment 

15.  
IS THE BIOPHARMACEUTICS 

SECTIONS OF THE 
APPLICATION FILEABLE? 

X   

16.  

If the NDA is not fileable from the 
product quality-biopharmaceutics 
perspective, state the reasons and 
provide filing comments to be sent 
to the Applicant. 

  NA 

17.  

If the NDA is not fileable from the 
biopharmaceutics perspective, state 
the reasons and provide filing 
comments to be sent to the 
Applicant. 

  NA 

18.  
Are there any potential review 
issues to be forwarded to the 
Applicant for the 74-day letter? 

X  
Yes, however, IR comments will be sent to the 
Applicant in the 74-day letter. The comments 
are outlined in the Attachment. 

 
 

Reference ID: 3349746



PRODUCT QUALITY - BIOPHARMACEUTICS  
FILING REVIEW  

File name: NDA 205-917 Product Quality - Biopharmaceutics Filing Review.doc Page 3 
 

 
 

BIOPHARMACEUTICS INITIAL ASSESSMENT 
 

 
SUMMARY 
This 505(b)(2) NDA application for paricalcitol, a synthetically manufactured analog of calcitriol, 
the metabolically active form of vitamin D, is for the prevention and treatment of secondary 
hyperparathyroidism associated with chronic kidney disease Stage 5.  The approved NDA# 20819  
for paricalcitol is Abbvie’s Zemplar (paricalcitol) 2 µg/mL and 5 µg/mL.  
 
The Applicant is requesting a waiver of in vivo bioavailability/bioequivalence requirements for their 
Paricalcitol Injection.  
 
 
Below is the Comparison Table of the ingredients in Exela’s product, with the RLD.  

 
The Exala’s formulation contains 35% (v/v) alcohol, whereas the approved reference listed drug 
contains 20% (v/v) alcohol. In addition, Exela’s formulation contains sorbitol solution (70%) at a 
concentration of 7% ((v/v), whereas the RLD contains propylene glycol at a concentration of 
30% (v/v).  
 
As per 21 CFR § 320.22 (b)(1), FDA shall waive the requirement for the submission of data 
demonstrating bioequivalence if the drug product is a parenteral solution for injection and contains 
the same active and inactive ingredients in the same concentration as a drug product that is the 
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subject of an approved full new drug application. The alcohol concentration of the proposed product 
is not in the same concentration as those of the Reference Listed Product (RLD) product. In addition, 
there are might be some differences in pH, tonicity, and osmolarity between the two products.  
Therefore, a sufficient justification with supporting data (e.g., published literature, study data, etc.)  
is requested to demonstrate that the differences in alcohol concentration, pH, tonicity, and osmolarity 
between Exala’s product and the RLD  do not have any impact on the pharmacokinetics, efficacy, 
and safety of the Exala’s product, as compared to those of the RLD. 
 
 
The Biopharmaceutics review will be focused on the waiver request of in vivo 
bioavailability/bioequivalence requirements for Exela’s Paricalcitol Injection.  
 
RECOMMENDATION:  
 
From the ONDQA-Biopharmaceutics perspective, NDA 205-917 for Exala’s Paricalcitol, 2mcg/mL 
and 5 mcg/mL is fileable. The following comments should be conveyed to the Applicant in the 74-
Day Letter. 
 
Biopharmaceutics Comments: 
 
Provide a justification with supporting data (e.g., published literature, study data, etc.) 
demonstrating that the presence of sorbitol, differences in alcohol concentration, pH, tonicity, and 
osmolarity between your product and the RLD do not have any impact on the stability, 
pharmacokinetics (e.g, renal clearance), efficacy, and safety of the Exala’s product, as compared to 
those of the RLD. 
 
 
 
 
{See appended electronic signature page}   
Banu S. Zolnik, PhD  07/30/13 
Biopharmaceutics Reviewer        Date 
Office of New Drug Quality Assessment 
 
{See appended electronic signature page}   
Sandra Suarez Sharp, Ph.D.  07/30/13 
Secondary Signature    Date 
Office of New Drug Quality Assessment 
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1. NEW DRUG APPLICATION NUMBER: 205917 

2. DATES AND GOALS: 

Letter Date: 6/07/2013 

 

Submission Received Date : 6/10/2013 

 

PDUFA Goal Date: 4/10/2014 

(NDA is not part of “The Program”) 

 

 

 
3. PRODUCT PROPERTIES:  

Trade or Proprietary Name:  None proposed 

Established or Non-Proprietary 
Name (USAN): Paricalcitol Injection 

Dosage Form: Solution 

Route of Administration Intravenous injection 

Strength/Potency 2 mcg/mL (1 mL vials) or  
5 mcg/mL (1 mL and 2 mL vials) 

Rx/OTC Dispensed:     Rx                          
 

 
4. INDICATION: Prevention and treatment of secondary hyperparathyroidism associated with 

chronic kidney disease stage 5. 
 
5. DRUG SUBSTANCE STRUCTURAL FORMULA: 
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6. NAME OF APPLICANT (as indicated on Form 356h): Hikma Pharmaceuticals 
 
7. SUBMISSION PROPERTIES: 

Review Priority (select one) Standard          
 

Submission Classification 
(Chemical Classification 
Code): 

5 

 (Application Type): 505(b)(2)        

Breakthrough Therapy   No 

Responsible Organization 
(Clinical Division): 

Division of Metabolism and Endocrinology Products 
CMC Lead: Suong (Su) Tran 

 
8. CONSULTS: 

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

x  To be sent by the ONDQA PM 

Pharmacology/Toxicology  x  
Methods Validation   To be determined by Primary Reviewer 
Environmental Assessment    To be determined by Primary Reviewer 

CDRH  x  
Other    
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 Parameter Yes No Comment 

8. 

Is a single, comprehensive list 
of all involved facilities 
available in one location in the 
application? 

x   

9. 

For a naturally-derived API 
only, are the facilities 
responsible for critical 
intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question 
is not applicable for 
synthesized API. 

  

N/A 
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 Parameter Yes No Comment 

10. 

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) 

x   

11. 

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

See appended electronic signature page} 
CMC-Lead or CMC Senior Reviewer 
Division  
Office of New Drug Quality Assessment 
 
 
{See appended electronic signature page} 
Branch Chief or Designee 
Division 
Office of New Drug Quality Assessment 
 
 

Reference ID: 3348158











---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

SUONG T TRAN
07/26/2013

DANAE D CHRISTODOULOU
07/26/2013

Reference ID: 3348158



ONDQA Initial Quality Assessment (IQA) and 
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1. NEW DRUG APPLICATION NUMBER: 205917 

2. DATES AND GOALS: 

Letter Date: 6/07/2013 

 

Submission Received Date : 6/10/2013 

 

PDUFA Goal Date: 4/10/2014 

(NDA is not part of “The Program”) 

 

 

 
3. PRODUCT PROPERTIES:  

Trade or Proprietary Name:  None proposed 

Established or Non-Proprietary 
Name (USAN): Paricalcitol Injection 

Dosage Form: Solution 

Route of Administration Intravenous injection 

Strength/Potency 2 mcg/mL (1 mL vials) or  
5 mcg/mL (1 mL and 2 mL vials) 

Rx/OTC Dispensed:     Rx                          
 

 
4. INDICATION: Prevention and treatment of secondary hyperparathyroidism associated with 

chronic kidney disease stage 5. 
 
5. DRUG SUBSTANCE STRUCTURAL FORMULA: 
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6. NAME OF APPLICANT (as indicated on Form 356h): Hikma Pharmaceuticals 
 
7. SUBMISSION PROPERTIES: 

Review Priority (select one) Standard          
 

Submission Classification 
(Chemical Classification 
Code): 

5 

 (Application Type): 505(b)(2)        

Breakthrough Therapy   No 

Responsible Organization 
(Clinical Division): 

Division of Metabolism and Endocrinology Products 
CMC Lead: Suong (Su) Tran 

 
8. CONSULTS: 

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

x  To be sent by the ONDQA PM 

Pharmacology/Toxicology  x  
Methods Validation   To be determined by Primary Reviewer 
Environmental Assessment    To be determined by Primary Reviewer 

CDRH  x  
Other    
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 Parameter Yes No Comment 

8. 

Is a single, comprehensive list 
of all involved facilities 
available in one location in the 
application? 

x   

9. 

For a naturally-derived API 
only, are the facilities 
responsible for critical 
intermediate or crude API 
manufacturing, or performing 
upstream steps, specified in the 
application?  If not, has a 
justification been provided for 
this omission?  This question 
is not applicable for 
synthesized API. 

  

N/A 

Reference ID: 3339451



ONDQA Initial Quality Assessment (IQA) and Filing Review  
For Pre-Marking Applications 

Page 7 of 16 

 
 Parameter Yes No Comment 

10. 

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) 

x   

11. 

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

See appended electronic signature page} 
CMC-Lead or CMC Senior Reviewer 
Division  
Office of New Drug Quality Assessment 
 
 
{See appended electronic signature page} 
Branch Chief or Designee 
Division 
Office of New Drug Quality Assessment 
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