
 
 
 

 
 

 
 

 

CENTER FOR DRUG EVALUATION AND 

RESEARCH
	

APPLICATION NUMBER: 

210875Orig1s000 


OTHER REVIEW(S)
	

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


 

 

 

 
  

 

 

 

 

MEMORANDUM 

REVIEW OF REVISED LABEL AND LABELING
 

Division of Medication Error Prevention and Analysis (DMEPA)
 
Office of Medication Error Prevention and Risk Management (OMEPRM)
 

Office of Surveillance and Epidemiology (OSE)
 
Center for Drug Evaluation and Research (CDER)
 

Date of This Memorandum: May 19, 2020 

Requesting Office or Division: Division of Neurology 1 (DN 1) 

Application Type and Number: NDA 210875 

Product Name and Strength: Kynmobi (apomorphine hydrochloride) film, 10 mg, 15 mg, 
20 mg, 25 mg and 30 mg 

Applicant/Sponsor Name: Sunovion Pharmaceuticals Inc 

OSE RCM #: 2019-2408-1 

DMEPA Safety Evaluator: Ebony Whaley, PharmD, BCPPS 

DMEPA Team Leader: Lolita White, PharmD 

1 PURPOSE OF MEMORANDUM 
The Applicant submitted revised carton labeling, Instructions for Use (IFU), and Integrated IFU 
received on May 18, 2020 for Kynmobi. The Division of Neurology 1 (DN 1) requested that we 
review the revised carton labeling, IFU, and Integrated IFU for Kynmobi (Appendix A) to 
determine if they are acceptable from a medication error perspective.  The revisions are in 
response to recommendations that we made during a previous label and labeling review.a 

2  CONCLUSION 
The Applicant implemented our recommendations and we have no additional 
recommendations at this time. 

10 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page

a Whaley E. Human Factors Study Results and Label and Labeling Review for Kynmobi (NDA 210875). Silver Spring 
(MD): FDA, CDER, OSE, DMEPA (US); 2020 APR 20. RCM No.: 2019-2407 and 2019-2408. 
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Signature Page 1 of 1 

This is a representation of an electronic record that was signed 
electronically. Following this are manifestations of any and all 
electronic signatures for this electronic record. 

/s/ 

EBONY A WHALEY 
05/19/2020 12:01:41 PM 

LOLITA G WHITE 
05/19/2020 12:28:48 PM 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

 PUBLIC HEALTH SERVICE 

FOOD AND DRUG ADMINISTRATION

   CENTER FOR DRUG EVALUATION AND RESEARCH 

DIVISION OF CARDIOVASCULAR AND RENAL PRODUCTS 

Date:	 May 13, 2020 

From:	 Interdisciplinary Review Team for Cardiac Safety Studies 

Through:	 Christine Garnett, PharmD 

Clinical Analyst 

DCN 

To:	 Jack Dan, RPM 

DN1 

Subject:	 QT Consult to NDA 210875 (SDN 044) 

Note: Any text in the review with a light background should be inferred as copied from the 

sponsor’s document. 

This memo responds to your consult to us dated 5/11/2020 regarding the sponsor’s QT related 

language in the proposed product label. We reviewed the following materials: 

 Previous IRT reviews for NDA 210875 dated 09/25/2018 in DARRTS; 

 Previous IRT reviews for NDA 21264 dated 07/09/2019 in DARRTS; and 

 Proposed label (Submission 0044). 

1 Responses for the Division 
During our review of the TQT study (CTH-201), we found the results to be inconclusive and 

cannot be used to exclude a 10-ms mean increase in the QTc interval at the maximum 

recommended dose of 35 mg (QT-IRT review dated 09/25/2018 in DARRTS).  The maximum 

therapeutic exposure in the current submission is comparable to that in the previous submission.  

Therefore, we disagree with the sponsor’s proposed QT-related language in Section 12.2: 

12 CLINICAL PHARMACOLOGY 
12.2 Pharmacodynamics 
Cardiac Electrophysiology 

(b) (4)
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One of the major issues with the TQT study was that the selected doses did not cover the 

exposures associated with clinical dosing regimen.  The final dose levels were achieved through 

individual titrations based on tolerability rather than by randomized treatment assignment.  The 

higher dose groups did not result in higher exposures compared to lower dose groups as would 

have been expected with linear PK.  The mean Cmax across dose levels is ~4 ng/mL, which is 

inadequate to cover Cmax of the maximum recommended therapeutic dose of 30 mg (~9 ng/ml) 

[based on Clinical Pharmacology review in DARRTS dated 05/02/2020] that is being considered 

in the current resubmission.  Furthermore, higher exposures are expected in patients with renal 

impairment (50% higher Cmax with renal impairment).  Note that there were too few patients 

receiving 15 mg and doses above 20 mg (2 for 25 mg, 3 for 35 mg and 1 for 50 mg) to be able to 

adequately characterize the change in QTc interval at those dose levels. 

We note that the RLD, APOKYN, was shown to prolong the QTc interval in a TQT study (see 

QT-IRT review under NDA 21264 dated 07/09/2019 in DARRTS) and has Warning and 

Precautions for QT Prolongation in the label.  Even though a positive exposure-response was 

observed in the TQT study submitted under NDA 21264, QTc at a given concentration may 

not be well predicted.  Therefore, we cannot use TQT study submitted under APOKYN to 

exclude a small effect for KYNMOBI.  

Thank you for requesting our input into the development of this product. We welcome more 

discussion with you now and in the future. Please feel free to contact us via email at 

cderdcrpqt@fda.hhs.gov 

2
 

Reference ID: 4607705Reference ID: 4613103 

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

mailto:cderdcrpqt@fda.hhs.gov
https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


