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NDA 022433 

NDA APPROVAL
 

AstraZeneca LP 
Attention: Emery Gigger 
Regulatory Affairs Director 
1800 Concord Pike 
P.O. Box 8355 
Wilmington, DE 19803 
 
 
Dear Mr. Gigger: 
 
Please refer to your New Drug Application (NDA) dated November 13, 2009, received 
November 16, 2009, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic 
Act (FDCA) for Brilinta (ticagrelor) 90 mg tablets. 
 
We acknowledge receipt of your submissions received November 20, 24, 25 and December 8, 
16, 18 (2), 22 and 24, 2009, and February 12, 16 (2), 26, March 5, 10, 15, 16, 18, April 8, 9, 26, 
27, 30, May 3, 7, 12, 24, 28, June 3, 4 (2), 10 (2), 11 (2), 17, 18, 21, 22, 25, 30, July 16 (2), 20 
(2), 23, 27 (2), 29, 30, August 4, 10, 11, 13, 18, 19 (2), 20 (2), 24, September 1, 8, October 1 and 
December 21, 2010, and January 20, 24, February 18 (3), 23 (2), March 7, 8, 11, 16, 21, 23, 28, 
31, April 1, 8, 15 (2), 19, May 2, 4, 5, 23, June 2, 3 and July 6, 13 (2) and 14 (2), 2011. 
 
The January 20, 2011 submission constituted a complete response to our December 16, 2010, 
action letter. 
 
This new drug application provides for the use of Brilinta (ticagrelor) 90 mg tablets to reduce the 
rate of thrombotic cardiovascular events in patients with acute coronary syndrome (ACS) 
(unstable angina, non-ST elevation myocardial infarction, or ST elevation myocardial 
infarction). Brilinta has been shown to reduce the rate of a combined endpoint of cardiovascular 
death, myocardial infarction, or stroke compared to clopidogrel. The difference between 
treatments was driven by CV death and MI with no difference in stroke. In patients treated with 
PCI, it also reduces the rate of stent thrombosis. 
 
Brilinta has been studied in ACS in combination with aspirin. Maintenance doses of aspirin 
above 100 mg decreased the effectiveness of Brilinta. Avoid maintenance doses of aspirin above 
100 mg daily. 
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We have completed our review of this application, as amended.  It is approved, effective on the 
date of this letter, for use as recommended in the enclosed agreed-upon labeling text. 
 
CONTENT OF LABELING 
 
As soon as possible, but no later than 14 days from the date of this letter, submit the content of 
labeling [21 CFR 314.50(l)] in structured product labeling (SPL) format using the FDA 
automated drug registration and listing system (eLIST), as described at 
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm.  Content 
of labeling must be identical to the enclosed labeling (text for the package insert, Medication 
Guide).  Information on submitting SPL files using eLIST may be found in the guidance for 
industry titled “SPL Standard for Content of Labeling Technical Qs and As” at 
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM072392.pdf. 
 
The SPL will be accessible via publicly available labeling repositories.  
 
We request that the labeling approved today be available on your website within 10 days of 
receipt of this letter. 
 
CARTON AND IMMEDIATE CONTAINER LABELS 
 
Submit final printed carton and container labels that are identical to the enclosed carton and 
immediate container labels, as soon as they are available, but no more than 30 days after they are 
printed.  Please submit these labels electronically according to the guidance for industry titled 
“Providing Regulatory Submissions in Electronic Format – Human Pharmaceutical Product 
Applications and Related Submissions Using the eCTD Specifications (June 2008).”  
Alternatively, you may submit 12 paper copies, with 6 of the copies individually mounted on 
heavy-weight paper or similar material.  For administrative purposes, designate this submission 
“Final Printed Carton and Container Labels for approved NDA 022433.”  Approval of this 
submission by FDA is not required before the labeling is used. 
 
Marketing the product with FPL that is not identical to the approved labeling text may render the 
product misbranded and an unapproved new drug. 
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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 are waiving the pediatric study requirement for this application because necessary studies are 
impossible or highly impracticable. There are too few children with this disease/condition to 
study. 
 
RISK EVALUATION AND MITIGATION STRATEGY REQUIREMENTS 
 
Section 505-1 of the FDCA authorizes FDA to require the submission of a risk evaluation and 
mitigation strategy (REMS), if FDA determines that such a strategy is necessary to ensure that 
the benefits of the drug outweigh the risks [section 505-1(a)].   
 
In accordance with section 505-1 of the FDCA, we have determined that a REMS is necessary 
for Brilinta (ticagrelor) to ensure the benefits of the drug outweigh the risks of bleeding and loss 
of efficacy when co-administered with maintenance doses of aspirin ≥ 100 mg daily.   

 
In accordance with section 505-1 of  the FDCA, as one element of a REMS, FDA may require 
the development of a Medication Guide as provided for under 21 CFR 208.  Pursuant to 
21 CFR 208, FDA has determined that Brilinta (ticagrelor) poses a serious and significant public 
health concern requiring the distribution of a Medication Guide.  The Medication Guide is 
necessary for patients’ safe and effective use of Brilinta (ticagrelor).  FDA has determined that 
Brilinta (ticagrelor) is a product for which patient labeling could help prevent serious adverse 
effects and that has serious risks (relative to benefits) of which patients should be made aware 
because information concerning the risks could affect patients’ decisions to use, or continue to 
use Brilinta (ticagrelor) and that the Medication Guide is important to health and patient 
adherence to directions for use is crucial to the drug’s effectiveness.  Under 21 CFR 208, you are 
responsible for ensuring that the Medication Guide is available for distribution to patients who 
are dispensed Brilinta (ticagrelor). 

 
We have also determined that a communication plan is necessary to support implementation of 
the REMS.  
 
Your proposed REMS, submitted on July 13, 2011, and appended to this letter, is approved.  The 
REMS consists of a Medication Guide, a communication plan, and a timetable for submission of 
assessments of the REMS.  
 
Your REMS must be fully operational before you introduce Brilinta (ticagrelor) into interstate 
commerce. 
 
The REMS assessment plan should include, but is not limited to, the following:  
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1. An evaluation of patients’ understanding of the serious risks of Brilinta (ticagrelor). 
 
2. An evaluation of healthcare providers’ understanding of the serious risks of Brilinta 

(ticagrelor). 
 
3. Number of Dear Healthcare Professional letters electronically sent, received, 

undeliverable, and opened. 
 

4. Number of Dear Healthcare Professional letters sent via mail and number distributed 
by sales representatives.  

 
5. Information on the status of any post-approval study or clinical trial required under 

section 505(o) or otherwise undertaken to investigate a safety issue.  With respect to 
any such post-approval study, you must include the status of such study, including 
whether any difficulties completing the study have been encountered.  With respect to 
any such post-approval clinical trial, you must include the status of such clinical trial, 
including whether enrollment has begun, the number of participants enrolled, the 
expected completion date, whether any difficulties completing the clinical trial have 
been encountered, and registration information with respect to requirements under 
subsections (i) and (j) of section 402 of the Public Health Service Act.  You can 
satisfy these requirements in your REMS assessments by referring to relevant 
information included in the most recent annual report required under section 506B 
and 21 CFR 314.81(b)(2)(vii) and including any material or significant updates to the 
status information since the annual report was prepared.  Failure to comply with the 
REMS assessments provisions in section 505-1(g) could result in enforcement action. 

 
We remind you that in addition to the assessments submitted according to the timetable included 
in the approved REMS, you must submit a REMS assessment and may propose a modification to 
the approved REMS when you submit a supplemental application for a new indication for use as 
described in section 505-1(g)(2)(A) of the FDCA. 
 
If you plan to distribute an authorized generic product under this NDA, you must submit a 
complete proposed REMS that relates only to the authorized generic product.  Submit a proposed 
REMS, REMS supporting document, and any required appended documents as a prior approval 
supplement. Approval of the proposed REMS is required before you may market your authorized 
generic product. 
 
Prominently identify the submission containing the REMS assessments or proposed 
modifications with the following wording in bold capital letters at the top of the first page of the 
submission: 
 

NDA 022433 REMS ASSESSMENT 
 
NEW SUPPLEMENT FOR NDA 022433 

PROPOSED REMS MODIFICATION 
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POST-ACTION FEEDBACK MEETING 
 
New molecular entities and new biologics qualify for a post-action feedback meeting.  Such 
meetings are used to discuss the quality of the application and to evaluate the communication 
process during drug development and marketing application review.  The purpose is to learn 
from successful aspects of the review process and to identify areas that could benefit from 
improvement.  If you would like to have such a meeting with us, call the Regulatory Project 
Manager for this application. 
 
If you have any questions, please call Michael Monteleone, Regulatory Project Manager, at (301) 
796-1952. 
 
 

Sincerely, 
 
{See appended electronic signature page} 
 
Robert Temple, MD 
Director 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research  

 
 
ENCLOSURE(S): 

Content of Labeling 
Carton and Container Labeling 
REMS 
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