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From: Whitehead, Richard
To: "Sudhir Kaushal"
Subject: NDA209875 NIKITA (pitavastatin): labeling
Date: Sunday, July 30, 2017 9:05:00 PM
Attachments: NDA209875 package-insertJul30.doc

Mr. Kaushal:
 
I am forwarding labeling containing FDA comments for NDA209875 NIKITA (pitavastatin).  Please
review the comments and accept all of the tracked-change comments that you agree with.  For
comments that you do not agree, place a new text box stating “Applicant Comment” in tracked-
change format and include your justification for concerns and return this document to FDA by Close
of Business Friday, August 4, 2017. Note that additional FDA comments may be coming and I will
forward them if I receive any additional comments. 
 
Let me know if you have any questions and please confirm receipt of this email.
 

Regards,
Rich
 

___________________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology Products;

(t) 301.796.4945; (f) 301.796.9712; richard.whitehead@fda.hhs.gov
 

Reference ID: 4132095

23 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately 
following this page
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209875
INFORMATION REQUEST

PATENT CERTIFICATION OR VERIFICATION

Lupin Limited
Attention: Sudhir Kaushal
Director, Regulatory Affairs
111 South Calvert Street
Harborplace Tower, 24th Floor
Baltimore, MD 21202

Dear Mr. Kaushal:

Please refer to your New Drug Application (NDA) dated and  received October 21, 2016, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for Pitavastatin, 1 mg, 2 mg, and4 mg tablets.

We also refer to your amendment dated January 20, 2017.  This amendment does not comply 
with 21 CFR 314.60(f), which was added by the final rule on Abbreviated New Drug 
Applications and 505(b)(2) Applications; Final Rule, 81 FR 69580 (October 6, 2016).  The final 
rule became effective on December 5, 2016.  

Section 314.60(f) requires that an amendment to an unapproved 505(b)(2) application contain an 
appropriate patent certification or statement described in 21 CFR 314.50(i), or a “recertification” 
for a previously submitted paragraph IV certification, if approval is sought for changes described 
in any of the following types of amendments:

• To add a new indication or other condition of use;
• To add a new strength;
• To make other than minor changes in product formulation; or
• To change the physical form or crystalline structure of the active ingredient.

If an amendment to the 505(b)(2) application does not contain a patent certification (or 
recertification) or statement, the applicant must verify that the proposed change described in the 
amendment is not one of the types of amendments described above.

We recommend that the cover letter for your response to this information request and for future 
amendments to your unapproved 505(b)(2) application either: 
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1) states that the amendment contains a patent certification (or recertification) or statement 
required by 21 CFR 314.60(f)(1); or 

2) verifies that the proposed change described in the amendment is not one of the types of 
amendments described in 21 CFR 314.60(f)(1), as appropriate.  

Your response to this information request must clearly reference your amendment dated January 
20, 2017.

If you have any questions, contact me at (301) 796-4945.

Sincerely,

{See appended electronic signature page}

Richard Whitehead, M.S.
Senior Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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From: Sudhir Kaushal
To: Whitehead, Richard
Subject: RE: NDA 209875 Pitavastatin: information Request
Date: Thursday, February 23, 2017 11:17:54 AM

Mr. Whitehead,
 
I confirm the receipt of the trailing email. I am gathering the information as per your request and
once I get the information, I will reach out to you.
 
Thanks & best regards,
 
Sudhir Kaushal, RAC
Director, Regulatory Affairs
Lupin Pharmaceuticals Inc.
Direct line: 443-740-9337
Office: 410-576-2000 Ext. 2338
Cell no: 

From: Whitehead, Richard [mailto:Richard.Whitehead@fda.hhs.gov] 
Sent: Thursday, February 23, 2017 11:11 AM
To: Sudhir Kaushal
Subject: NDA 209875 Pitavastatin: information Request
 
Mr.  Kaushal,
 
In reference to NDA 209875 Pitavastatin, please provide the following information by March 2,
2017. 
 
“ Provide the Toxicokinetic Report for study number DSAG0289, titled “28-Day toxicity study of
Pitavastatin Sodium (LGP004) in rats followed by 14-Day Recovery”, or report the location of that
information in the application.”
 
Let me know if you have any questions and kindly confirm receipt of this email.
 

Regards,
Rich
 

___________________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology

Products;
(t) 301.796.4945; (f) 301.796.9712; richard.whitehead@fda.hhs.gov

 

The contents of this message, together with any attachments, are intended only for
the use of the individual or entity to which they are addressed and may contain
information that is legally privileged, confidential and exempt from disclosure. If you
are not the intended recipient, you are hereby notified that any dissemination,
distribution, or copying of this message, or any attachment, is strictly prohibited. If

Reference ID: 4060178
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you have received this message in error, please notify the original sender by return
E-mail and delete this message, along with any attachments, from your computer. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209875

PROPRIETARY NAME REQUEST 
CONDITIONALLY ACCEPTABLE 

Lupin Limited
c/o Lupin Pharmaceuticals, Inc.
111 South Calvert Street
Harborplace Tower, 24th Floor
Baltimore, MD  21202

ATTENTION: Sudhir Kaushal
Director, Regulatory Affairs

Dear Mr. Kaushal:

Please refer to your New Drug Application (NDA) dated and received October 21, 2016, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for Pitavastatin 
Tablets, l mg, 2 mg, and 4 mg.

We also refer to your correspondence, dated and received December 9, 2016, requesting review 
of your proposed proprietary name, Nikita.  

We have completed our review of the proposed proprietary name, Nikita and have concluded 
that it is conditionally acceptable. 

If any of the proposed product characteristics as stated in your above submission are altered prior 
to approval of the marketing application, the proprietary name should be resubmitted for review. 
Additionally, if your application receives a complete response, a new request for name review 
for your proposed name should be submitted when you respond to the application deficiencies.

If you require information on submitting requests for proprietary name review or PDUFA 
performance goals associated with proprietary name reviews, we refer you to the following:

• Guidance for Industry Contents of a Complete Submission for the Evaluation of 
Proprietary Names 
(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guid
ances/UCM075068.pdf) 

• PDUFA Reauthorization Performance Goals and Procedures Fiscal Years 2013 through 
2017, 
(http://www.fda.gov/downloads/ForIndustry/UserFees/PrescriptionDrugUserFee/UCM27
0412.pdf)

Reference ID: 4055332



NDA 209875
Page 2

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Deveonne Hamilton-Stokes, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-2253.  For any other 
information regarding this application, contact Richard Whitehead, Regulatory Project Manager, 
in the Office of New Drugs at (301) 796-4945.  

Sincerely,

{See appended electronic signature page}

Todd Bridges, RPh
Director
Division of Medication Error Prevention and Analysis
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research
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From: Sudhir Kaushal
To: Whitehead, Richard
Subject: RE: NDA No. 209875 - Request for Permission to Use FedEx in Lieu of Certified Mail for Sending Para. IV Notice
Date: Tuesday, January 03, 2017 2:58:51 PM

Thank you so much Mr. Whitehead!
 
Best regards,
 
Sudhir Kaushal, RAC
Director, Regulatory Affairs
Lupin Pharmaceuticals Inc.
Direct line: 443-740-9337
Office: 410-576-2000 Ext. 2338
Cell no: 

From: Whitehead, Richard [mailto:Richard.Whitehead@fda.hhs.gov] 
Sent: Tuesday, January 03, 2017 2:53 PM
To: Sudhir Kaushal
Subject: FW: NDA No. 209875 - Request for Permission to Use FedEx in Lieu of Certified Mail for
Sending Para. IV Notice
 
Dear Mr. Kaushal:
 
FDA received an email (copied below) on December 28, 2016, from Constantine Koutsoubas in
reference to your pitavastatin tablets (NDA 209875).  Because Mr. Koutsoubas is not listed as your
regulatory contact, I am providing the response to you and you may convey the information to Mr.
Koutsoubas at your discretion.  For future reference, all communications should go through your
Regulatory Project Manager in your review division.
 
Mr. Koutsoubas requested that FDA “confirm that the December 16, 2016, letter is the ‘paragraph
IV acknowledgment letter’ envisioned by new 21 CFR 314.95.” 
 
As a preliminary matter, we note that 21 CFR 314.52 (rather than 21 CFR 314.95) describes the
requirements for notice of a paragraph IV certification submitted in a 505(b)(2) application.  The
December 16, 2016, filing communication is the “paragraph IV acknowledgment letter” described in
21 CFR 314.52(b) and the “postmark” is 4 calendar days after the date on which the letter was
signed.  Notice of the paragraph IV certification must be sent to the persons described in 21 CFR
314.52(a) no later than 20 days after the date of the postmark on the paragraph IV acknowledgment
letter and must contain the information described in 21 CFR 314.52(c).
 
Mr. Koutsoubas also requested permission to use FedEx in lieu of certified U.S. Mail for purposes of
sending the Notice Letter to the NDA holder and each patent holder and to document receipt of the
notice. 
 
Federal Express meets the criteria in 21 CFR 314.52(g) for a designated delivery service and thus is
an acceptable method of sending notice of a paragraph IV certification and documenting timely
sending and receipt of notice of paragraph IV certification

Reference ID: 4036219
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Let me know if you have any questions and please confirm receipt of this email.
 

Regards,
Rich
 

___________________________________________________________________________________________________________
Richard Whitehead, MS; Regulatory Project Manager;  FDA/CDER/OND/ODEII/ Division of Metabolism and Endocrinology

Products;
(t) 301.796.4945; (f) 301.796.9712; richard.whitehead@fda.hhs.gov

 

From: CDER OND IO (Mailbox) 
Sent: Saturday, December 31, 2016 7:23 AM
To: 'Koutsoubas, Constantine'
Subject: RE: NDA No. 209875 - Request for Permission to Use FedEx in Lieu of Certified Mail for
Sending Para. IV Notice
 
Dear Mr. Koutsoubas,
 
I’ve forwarded your email to Richard Whitehead, the project manager identified in the letters you
attached.  He will be in touch next week.
 
Best,
 
Rachel
 

From: Koutsoubas, Constantine [mailto:CKoutsoubas@KelleyDrye.com] 
Sent: Wednesday, December 28, 2016 11:02 AM
To: CDER OND IO (Mailbox)
Cc: Jacob, Beth; Hochstetler, Douglass; Rao, Malavika
Subject: NDA No. 209875 - Request for Permission to Use FedEx in Lieu of Certified Mail for Sending
Para. IV Notice
 

Dear Office of New Drugs, 
 
I am an attorney representing Lupin Ltd.
 
Lupin recently received the attached letter dated December 16, 2016 indicating that Lupin’s
pending 505(b)(2) NDA for Pitavastatin Tablets (NDA No. 209875) was sufficiently complete
to permit substantive review.  I have also attached the October 27, 2016 acknowledgement
that NDA 209875 was received on October 21, 2016. Can you please confirm that the
December 16, 2016 letter is the "paragraph IV acknowledgment letter" envisioned by new 21
CFR 314.95? 
 
If that is the case, and since this 505(b)(2) NDA contains a Paragraph IV patent
certification, we request permission to use FedEx in lieu of certified U.S. Mail for purposes
of sending the Notice Letter to the NDA and the patent holder and to document receipt of
the notice. 
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Thank you for your assistance.
 

 ____________________
Dino Koutsoubas | Kelley Drye & Warren LLP
333 West Wacker Drive, 26th Floor
Chicago, IL 60606-1227
Phone:  312.857.2321
Fax:  312.857.7095  
www.kelleydrye.com
 

The contents of this message, together with any attachments, are intended only for
the use of the individual or entity to which they are addressed and may contain
information that is legally privileged, confidential and exempt from disclosure. If you
are not the intended recipient, you are hereby notified that any dissemination,
distribution, or copying of this message, or any attachment, is strictly prohibited. If
you have received this message in error, please notify the original sender by return
E-mail and delete this message, along with any attachments, from your computer. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209875

PROPRIETARY NAME
ACKNOWLEDGEMENT

Lupin Limited
Lupin Pharmaceuticals, Inc.
111 South Calvert Street,
Harborplace Tower, 24th Floor,
Baltimore, MD 21202 

ATTENTION: Sudhir Kaushal
Director, Regulatory Affairs

Dear Mr. Kaushal:

Please refer to your New Drug Application (NDA) dated and received October 21, 2016, 
submitted under section 505(b) (2) of the Federal Food, Drug, and Cosmetic Act for Pitavastatin 
Tablets, l mg, 2 mg and 4 mg.

We acknowledge receipt of your correspondence, dated and received December 9, 2016, 
requesting a review of your proposed proprietary name, Nikita.  

The user fee goal date is March 9, 2017.

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Deveonne Hamilton-Stokes, Safety Regulatory Project 
Manager in the Office of Surveillance and Epidemiology, at (301) 796-2253.  For any other 
information regarding this application, contact Richard Whitehead, Regulatory Project Manager, 
in the Office of New Drugs at (301) 796-4945.  

Sincerely,

{See appended electronic signature page}

Deveonne Hamilton-Stokes, RN, BSN, MA
Safety Regulatory Project Manager
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research

Reference ID: 4031687
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209875
FILING COMMUNICATION -

FILING REVIEW ISSUES IDENTIFIED
Lupin Limited
Attention: Sudhir Kaushal
Director, Regulatory Affairs
111 South Calvert Street
Baltimore, MD 21202

Dear Mr. Kaushal:

Please refer to your New Drug Application (NDA) dated and received October 21, 2016, 
submitted pursuant to section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act (FDCA), 
for pitavastatin tablets.

We also refer to your amendments dated November 22, and December 2, 2016.

We have completed our filing review and have determined that your application is sufficiently 
complete to permit a substantive review.  Therefore, in accordance with 21 CFR 314.101(a), this 
application is considered filed 60 days after the date we received your application.  The review 
classification for this application is Standard. Therefore, the user fee goal date is August 21, 
2017.  

We are reviewing your application according to the processes described in the Guidance for 
Review Staff and Industry: Good Review Management Principles and Practices for PDUFA 
Products.  Therefore, we have established internal review timelines as described in the guidance, 
which includes the timeframes for FDA internal milestone meetings (e.g., filing, planning, mid-
cycle, team and wrap-up meetings).  Please be aware that the timelines described in the guidance 
are flexible and subject to change based on workload and other potential review issues (e.g., 
submission of amendments).  We will inform you of any necessary information requests or status 
updates following the milestone meetings or at other times, as needed, during the process.  If 
major deficiencies are not identified during the review, we plan to communicate proposed 
labeling and, if necessary, any postmarketing commitment requests by July 24, 2017. 

During our filing review of your application, we identified the following potential review issue:

NONCLINICAL
Your NDA contains a 28-day bridging rat study comparing the toxicity of two different salt 
forms of pitavastatin, pitavastatin sodium (the proposed drug) and pitavastatin calcium (produced 
in-house). The safety concern regarding substitution of the calcium counter-ion of the listed drug 
Livalo with sodium is minimal. In order to bridge the impurity profile of the proposed drug to 
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that of the listed drug Livalo, the bridging toxicity study should have included Livalo as the 
comparator instead of pitavastatin calcium produced in-house. Whether or not the clinical, CMC 
and other nonclinical data are sufficient to establish an acceptable scientific bridge between your 
proposed pitavastatin sodium product and that of the listed drug Livalo is a review issue.

We are providing the above comment to give you preliminary notice of a potential review issue.  
Our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.  Issues may be added, deleted, expanded 
upon, or modified as we review the application.  If you respond to these issues during this review 
cycle, we may not consider your response before we take an action on your application.

PRESCRIBING INFORMATION  
Your proposed prescribing information (PI) must conform to the content and format regulations 
found at 21 CFR 201.56(a) and (d) and 201.57.  As you develop your proposed PI, we encourage 
you to review the labeling review resources on the PLR Requirements for Prescribing 
Information and Pregnancy and Lactation Labeling Final Rule websites, which include: 

• The Final Rule (Physician Labeling Rule) on the content and format of the PI for human 
drug and biological products;

• The Final Rule (Pregnancy and Lactation Labeling Rule) on the content and format of 
information in the PI on pregnancy, lactation, and females and males of reproductive 
potential; 

• Regulations and related guidance documents; 
• A sample tool illustrating the format for Highlights and Contents; 
• The Selected Requirements for Prescribing Information (SRPI) − a checklist of important 

format items from labeling regulations and guidances, and
• FDA’s established pharmacologic class (EPC) text phrases for inclusion in the Highlights 

Indications and Usage heading.   
 

During our preliminary review of your submitted labeling, we have identified the following 
labeling issue and have the following labeling comments:

When clinical trials adverse reactions data (Package Insert section 6.1) are included, the 
following verbatim statement should precede the presentation of adverse reactions from clinical 
trials: “Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical 
trials of another drug and may not reflect the rates observed in practice.”

We request that you resubmit labeling (in Microsoft Word format) that addresses these issues by 
January 24, 2017.  The resubmitted labeling will be used for further labeling discussions.  Use 
the SRPI checklist to correct any formatting errors to ensure conformance with the format items 
in regulations and guidances. 
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At the end of labeling discussions, use the SRPI checklist to ensure that the PI conforms with 
format items in regulations and guidances. 

REQUIRED PEDIATRIC ASSESSMENTS
Under the Pediatric Research Equity Act (PREA) (21 U.S.C. 355c), all applications for new 
active ingredients, new indications, new dosage forms, new dosing regimens, or new routes of 
administration are required to contain an assessment of the safety and effectiveness of the 
product for the claimed indication(s) in pediatric patients unless this requirement is waived, 
deferred, or inapplicable.

We acknowledge receipt of your request for a full waiver of pediatric studies for this application.  
Once we have reviewed your request, we will notify you if the full waiver request is denied and a 
pediatric drug development plan is required.

If you have any questions, call Richard Whitehead, M.S., Regulatory Project Manager, at 
(301) 796-4945.

Sincerely,

{See appended electronic signature page}

Jean-Marc Guettier, M.D.
Director
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration 
Silver Spring  MD  20993

NDA 209875
NDA ACKNOWLEDGMENT

Lupin Limited 
Lupin Pharmaceuticals, Inc.
Attention:  Mr. Sudhir Kaushal 
Director - Regulatory Affairs
111 South Calvert Street
Harborplace Tower, 24th Floor
Baltimore, MD 21202

Dear Mr. Kaushal:

We have received your New Drug Application (NDA) submitted pursuant to section 505(b)(2) of 
the Federal Food, Drug, and Cosmetic Act (FDCA) for the following:

Name of Drug Product: pitavastatin tablets

Date of Application: October 21, 2016

Date of Receipt: October 21, 2016

Our Reference Number: NDA 209875

Unless we notify you within 60 days of the receipt date that the application is not sufficiently 
complete to permit a substantive review, we will file the application on December 20, 2016, in 
accordance with 21 CFR 314.101(a).

PREGNANCY AND LACTATION LABELING RULE

Your prescribing information (PI) must comply with the Pregnancy and Lactation Labeling Rule 
(PLLR) content and format requirements [see Content and Format of Labeling for Human 
Prescription Drug and Biological Products, Requirements for Pregnancy and Lactation 
Labeling (79 FR 72063, December 4, 2014), codified at 21 CFR 201.56 and 201.57(c)(9)]. 
Therefore, resubmit labeling in PLLR format by December 20, 2016.  The submission should 
include a review and summary of the available published literature regarding drug use in 
pregnant and lactating women, a review and summary of reports from your pharmacovigilance 
database, and an interim or final report of an ongoing or closed pregnancy registry (if 
applicable), which should be located in Module 1.  Refer to the draft guidance for industry – 
Pregnancy, Lactation, and Reproductive Potential: Labeling for Human Prescription Drug and 
Biological Products – Content and Format 
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(http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/
UCM425398.pdf).

You are also responsible for complying with the applicable provisions of sections 402(i) and 
402(j) of the Public Health Service Act (PHS Act) [42 USC §§ 282 (i) and (j)], which was 
amended by Title VIII of the Food and Drug Administration Amendments Act of 2007 
(FDAAA) (Public Law No, 110-85, 121 Stat. 904).
The NDA number provided above should be cited at the top of the first page of all submissions 
to this application.  Send all submissions, electronic or paper, including those sent by overnight 
mail or courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Metabolism and Endocrinology Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

Secure email between CDER and applicants is useful for informal communications when 
confidential information may be included in the message (for example, trade secrets or patient 
information).  If you have not already established secure email with the FDA and would like to 
set it up, send an email request to SecureEmail@fda.hhs.gov.  Please note that secure email may 
not be used for formal regulatory submissions to applications.

If you have any questions, call me at (301) 796-4945.

Sincerely,

{See appended electronic signature page}

Richard Whitehead, M.S.
Senior Regulatory Project Manager
Division of Metabolism and Endocrinology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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