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APPLICATION NUMBER:
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PRODUCT QUALITY REVIEW(S)



BIOPHARMACEUTICS REVIEW 
Office of New Drug Products

Application No.: NDA 208109

Submission Date: 6/30/2017
Primary Reviewer: Vincent (Peng) Duan, Ph.D.

Acting Quality Assessment Lead: Tien Mien 
Chen, Ph.D.

Applicant: Fresenius Kabi USA

Trade Name: Palonosetron Hydrochloride 
Injection, 0.25 mg/5 mL

Date
Assigned:

08/17/2017

Generic Name: Palonosetron Hydrochloride Injection Date of
Review:  09/11/2017

Indication:

Indicated for prevention of acute and 
delayed nausea and vomiting 
associated with the initial and 
repeated courses of moderately and 
highly emetogenic cancer 
chemotherapy. It is also indicated for 
prevention of postoperative nausea 
and vomiting for up to 24 hours 
following surgery.

Formulation/strengths: Injection/0.25 mg/5 mL

Route of
Administration: i.v.

Type of Submission: Request for final 
approval



Background:
NDA 208109 Palonosetron Hydrochloride Injection, 0.25 mg/5 mL was tentatively approved On 7/29/16, 
because of an ongoing patent infringement lawsuit. In the tentative approval letter, the Agency instructed the 
Applicant to submit an amendment two to six months prior to the date that this NDA will be eligible for 
approval. On 6/30/17, Fresenius Kabi submitted a request for final approval stating their subject lawsuit has 
been dismissed. Additionally, in the submission the applicant submitted a CMC amendment and safety 
update.

Submission: The followings summarize the changes and updates the Applicant submitted in this CMC 
amendment:

Review: Biopharmaceutics review in last cycle of NDA 208109 submission evaluated the biowaiver request 
submitted by the Applicant, and the biowaiver request was acceptable based on review from Dr. Duan dated 
02/01/2016. In the current CMC amendment, since there is no new data or changes related with 
Biopharmaceutics, additional Biopharmaceutics review is not necessary.



Recommendation: There is no change related to Biopharmaceutics perspective in this CMC 
amendment. From Biopharmaceutics perspective, NDA 208109 is recommended for final approval.

Signature                                                        Signature  

Vincent (Peng) Duan, Ph.D.                                      Tien Mien Chen, Ph.D.
Biopharmaceutics Reviewer                                     Biopharmaceutics Quality Assessment Lead
Office of new Drug Products                                    Office of New Drug Products

                                                                                     I concur.   10/09//17

                                                                                     Acting Biopharm Lead.
                                                                                     DBBII/ONDP/OPQ

cc. TGhosh; PSeo



Peng
Duan

Digitally signed by Peng Duan
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Tapash
Ghosh

Digitally signed by Tapash Ghosh
Date: 10/30/2017 11:26:03AM
GUID: 508da7230002a2433ddcef616ca190df
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X[YKK�fJY[K�\̂R]YJRSV�YRU�ZVS_J[[SU�K̀VJRXSKc��IS�UVWX�ZV̂UW\]�KZS\J_J\Y]ĴR�KWOdJ]]SU�JR�
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77MEMORANDUM

Date: 18-Sep-2017
From: Joseph Leginus, Ph.D., Review Chemist, Office of New Drug API 
To: NDA 208109, Palonosetron Hydrochloride Injection
Subject: Drug Substance Approval Recommendation

NDA Background:
• On 29-Jun-2015, the Applicant, Fresenius Kabi USA LLC, submitted NDA 208109 

for palonosetron hydrochloride injection. The Application received a Tentative 
Approval on 29-Jul-2016 due to an ongoing patent infringement lawsuit.

• On 30-Jun-2017, the Applicant submitted a request for final approval stating their 
subject lawsuit had been dismissed. 

Original Submission Background:
• CMC information for the Palonosetron Hydrochloride drug substance was referenced 

to  (reviewed as Adequate on 16-Mar-2016).
• A recommendation for Approval from the Drug Substance perspective was provided 

by B. Stevens (29-Feb-2016) contained within the 25-Jul-2016 Integrated Quality 
Assessment (IQA).

• In a 25-Apr-2016 Memo, Application Technical Lead (ATL) H. Shafiei 
recommended Approval from the OPQ perspective for NDA 208109 for Palonosetron 
Hydrochloride Injection. 

Resubmission
• CMC information for the Palonosetron Hydrochloride drug substance continues to be 

referenced to . Updates to DMF  have been 
recently reviewed (5-Sep-2017 by J. Leginus) as Adequate.

• The 30-Jun-2017 NDA 208109 resubmission includes a CMC Amendment describing 
minor updates to comply with the recent introduction of a USP monograph for 
Palonosetron Hydrochloride.

Note: Since the time of the Tentative Approval of NDA 208109 (29-Jul-2016), a USP 
monograph for Palonosetron Hydrochloride was published and became official (1-Aug-
2016). As a result, the Applicant has made revisions to the drug substance specifications, 
test method validations and reference standards to be in compliance with the USP 
monograph. The resubmission provides for changes/updates in the following sections in 
the NDA for Palonosetron Hydrochloride USP: 

8 Page(s) have been Withheld in Full as b4 (CCI/TS) immediately 
following this page

(b) (4) (b) (4)

(b) (4)



Conclusion:
The Applicant has made acceptable revisions to the drug substance specifications, test 
method validations and reference standards to be in compliance with the USP monograph 
for Palonosetron Hydrochloride USP. There are no approvability issues for the drug 
substance portion of this application. There are no deficiencies that need to be reported to 
the Applicant with respect to the drug substance portion of this application. The data is 
adequate to support the use of Palonosetron Hydrochloride  drug substance in the 
manufacture of Palonosetron Hydrochloride Injection drug product.

Joseph Leginus, PhD
Review Chemist 

Donna Christner, PhD
Office of New Drug API, Chief (Acting), Branch II



Joseph
Leginus

Digitally signed by Joseph Leginus
Date: 9/18/2017 09:27:33AM
GUID: 508da7230002a1c9abb2c3ae2ae521b9

Donna
Christner

Digitally signed by Donna Christner
Date: 9/18/2017 02:09:53PM
GUID: 502d0913000029cd728469a6a8a14427



not

Hamid 
Shafiei -S

Digitally signed by Hamid 
Shafiei -S 
DN: c=US, o=U.S. 
Government, ou=HHS, 
ou=FDA, ou=People, 
cn=Hamid Shafiei -S, 
0.9.2342.19200300.100.1.1=2
000350820 
Date: 2016.04.26 13:37:14 
-04'00'
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