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Executive Summary: 
 
NDA 208562 was originally submitted on July 24, 2015 and issued a Tentative Approval letter on 
May 24, 2016 due the pending patent issues. The original NDA was recommended for approval 
from the Product Quality perspective via the OPQ Review # 2 dated May 24, 2016, in Panorama. 
The current NDA resubmission (Class 1) contains only minor CMC and labeling updates; 
specifically, the drug product section includes updates to the excipient (hydroxypropylbetadex) 
and the container closure system (a vial and a stopper) specifications. In addition, a description of 
the manufacturing process was updated to include process validation recommendations resulting 
from the manufacture of three commercial scale batches. These updated sections were reviewed 
by Drs. Yushi Feng and Steve Rhieu, respectively, who found the proposed revisions acceptable 
(Attachments I and II, respectively). In addition, the status of the manufacturing facilities was 
assessed by Dr. Christina Capacci-Daniel who found them acceptable in support of this NDA 
(Attachment III). The overall recommendation of “Approve” was entered by the Office of Process 
and Facilities (OPF) into Panorama on March 6, 2017. 
 
 
Recommendation: 
 
This NDA is recommended for Approval from the Product Quality perspective. 
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Drug Product Review

NDA 208562 (Request for Final Approval Amendment)

OPQ Division of New Drug Products I

Branch III

Review date: 03/06/2017

Submission: NDA 208562 Resubmission Class 1, Supp. Document Number: 14, 
eCTD Sequence Number 0013

Submission date: 01/09/2017

OND Division: Division of Anti-Infective Products (DAIP)

Product Name: Voriconazole for Injection, 200 mg

Applicant: Xellia Pharmaceuticals, ApS 

Background:

NDA 208562 was granted tentative approval on May 24, 2016. The sponsor submits this patent 
amendment requesting for final approval.

Recommendation:

This NDA is recommended for Approval from the Product Quality perspective.

Executive Summary
In addition to the information pertinent to patent issues, this amendment contains updates to 
the following CMC sections:

 Description of Manufacturing Process and Process Controls: refer to the Process review.
 Control of Excipients: the specification for Hydroxypropyl betadex, NF is updated to include 

a different way of expressing results  

 Container/Closure System:  the vial specification is revised to meet the requirements of 
current USP39 General Chapter <660> on the specific tests for Type I glass container; the 
standard test procedure for vials is revised accordingly; a new version of standard test 
procedure for stoppers is provided with updated test procedure on identification by IR.

The CMC changes are minor and have no impact from the product quality microbiology 
perspective – per email correspondence with the Quality Micro reviewer Dr. Lisa Shelton on 
2/23/2017.

Facilities status update for NDA 208562 (resubmission 14): refer to the Facilities review.

This amendment also contains labeling updates reflect changes due to revision of the labeler to 
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Quality Review Data Sheet 
      

 
1. RELATED/SUPPORTING DOCUMENTS:  

 
A. DMFs: 

DMF # TYPE HOLDER 
ITEM 
REFERENCED 

STATUS 
DATE 
REVIEW 
COMPLETED 

COMMENTS 

II Active  01/08/2015 Adequate by Chem 
review No. 7 for an 
ANDA; 
LoA for Xellia is 
located in the DMF 

 
III Active  04/24/2002 Adequate for 

NDA20280, 
lyophilized powder 
for subcutaneous 
injection. 
LoA for Xellia is 
located in the DMF 

III Active  04/07/2015 Adequate by Chem 
review No. 1 for an 
NDA 

IV Active  03/22/1999 Adequate for 
NDA20966, 
solution for IV 
injection, no 
deficiencies. LoA 
for Xellia is located 
in the DMF

V Adequate 03/25/15 Microbiology 
reviews No. 12, 
12a1and 9  dated 
10/15/14 and 
03/25/15, by  Y. 
Chabrier-Roselló, 
and 12/08/11 by Y. 
Smith, respectively 
(reviewed for 
ANDAs) 

 
B. Other Documents: IND, RLD, or sister applications  

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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DOCUMENT APPLICATION NUMBER DESCRIPTION 

NDA 21267 Listed Drug 

 
2. CONSULTS: 

 
DISCIPLINE STATUS RECOMMENDATION DATE REVIEWER 

Biostatistics N/A    
Pharmacology/Toxicology Complete Acceptable 09/02/2015 

02/23/2016 
Owen McMaster 

CDRH N/A    
Clinical  N/A    
Other     
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The proposed container closure system for the drug product is a glass vial with a rubber 
stopper, which was found acceptable based on the overall information provided 
(including compliance with the USP General Chapters 381> and <87>). Also, 
compatibility data of the proposed drug product with several drugs listed in the proposed 
package insert was found adequate. The long term and accelerated stability data provided 
in the NDA included data for three representative batches of the proposed drug product 
stored for 24 months at 25°C ± 2°C/60% RH ± 5% RH, for 12 months at 30°C ± 
2°C/75% RH ± 5% RH, and for 6 months at 40°C ± 2°C/75% RH ± 5% RH (samples 
placed in inverted and upright orientations). Based on the overall stability information 
submitted in the NDA, the expiration dating of 24 months is granted for the proposed 
drug product, Voriconazole for Injection, 200 mg, stored at 20°- 25°C (68°-77°F) with 
excursions permitted to 15° to 30°C (59° to 86°F) [See USP Controlled Room 
Temperature]. 
 
Several revisions were included in the package insert and the container labels, e.g., a 
change from the  to the “single dose vial” statement in all parts of the 
product labeling and revisions to the proposed in the package insert storage time and 
conditions for the powder, and reconstituted and further diluted solutions of the proposed 
drug product. 
 
All manufacturing and testing facilities for this NDA have been found acceptable by the 
Office of Process and Facilities (OPF) and an overall “Approve” recommendation was 
entered into Panorama on January 19, 2016. 

 
A. Drug Substance [voriconazole] Quality Summary 

 
Chemical Name:  (2R,3S)-2-(2,4-difluorophenyl)-3-(5-fluoropyrimidin-4-yl)-1-(1H-1,2,4-
triazol-1-yl) butan-2-ol 
 
Structure: 
 

 
 
Voriconazole drug substance is a white or almost white powder, very slightly soluble in 
water, freely soluble in acetone and in methylene chloride. Voriconazole is a weak base, 

(b) (4)
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Executive Summary 
I. Recommendations 

 
A. Recommendation and Conclusion on Approvability 

 
This NDA, as amended, has provided sufficient CMC information to assure the identity, 
strength, purity, and quality of the drug product, voriconazole for injection. Based on the 
overall stability information submitted in the NDA, the expiration dating of 24 months 
may be granted for the proposed drug product, Voriconazole for Injection, 200 mg, stored 
at 20°- 25°C (68° - 77°F) excursions permitted to 15° to 30°C (59° to 86°F) [See USP 
Controlled Room Temperature]. The manufacturing and testing facilities for this NDA 
are deemed acceptable and an overall “approve” recommendation was entered into 
Panorama by the Office of Process and Facilities on January 19, 2016. However, the 
labeling review is currently pending. Therefore, this NDA is recommended for approval 
pending satisfactory resolution of the labeling issues and recommendations (to be 
addressed in Review # 2). 

 
B. Recommendation on Phase 4 (Post-Marketing) Commitments, Agreements, and/or 

Risk Management Steps, if Approvable   N/A 
 

II. Summary of Quality Assessments 
  

A. Drug Substance [voriconazole] Quality Summary 
 
Chemical Name:  (2R,3S)-2-(2,4-difluorophenyl)-3-(5-fluoropyrimidin-4-yl)-1-(1H-1,2,4-
triazol-1-yl) butan-2-ol 
 
Structure: 
 

 
 
Voriconazole drug substance is a white or almost white powder, very slightly soluble in 
water, freely soluble in acetone and in methylene chloride. Voriconazole is a weak base, 
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