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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 200671
REVIEW EXTENSION –
MAJOR AMENDMENT

New Haven Pharmaceuticals, Inc.
Attention: Larry M. Dillaha, M.D.
Chief Operations Officer
116 Washington Avenue, 4th Floor
North Haven, CT 06473

Dear Dr. Dillaha:

Please refer to your New Drug Application (NDA) dated September 5, 2014, received September 5, 2014, 
submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA) for DURLAZA 
(aspirin) Extended Release 162.5 mg Capsules..

On June 26, 2015, we received your major amendment to this application. Therefore, we are extending 
the goal date by three months to provide time for a full review of the submission.  The extended user fee 
goal date is October 5, 2015.

In addition, we are establishing a new timeline for communicating labeling changes and/or postmarketing 
requirements/commitments in accordance with “PDUFA REAUTHORIZATION PERFORMANCE 
GOALS AND PROCEDURES – FISCAL YEARS 2013 THROUGH 2017.” If major deficiencies are not 
identified during our review, we plan to communicate proposed labeling and, if necessary, any 
postmarketing requirement/commitment requests by 7 July 2015.

If you have any questions, please call:

Alison Blaus, RAC
Senior Regulatory Project Manager
(301) 796-1138

Sincerely,

{See appended electronic signature page}

Stephen M. Grant, M.D.
Deputy Director
Division of Cardiovascular & Renal Products
Office of Drug Evaluation I
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 200671
INFORMATION REQUEST

New Haven Pharmaceuticals, Inc.
Attention: Larry M. Dillaha, M.D.
Executive Vice President, Operations
116 Washington Avenue, 4th Floor
North Haven, CT 06473

Dear Dr. Dillaha:

Please refer to your New Drug Application (NDA) dated September 5, 2014, received September 5, 2014,
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for DURLAZA (aspirin) 
Extended Release 162.5 mg Capsules.

We also refer to the form FDA-483, issued by the Office of Scientific Investigations (OSI) to  
on , containing a list of observations made during the inspection 

of this laboratory regarding study NHP-ASP-01.  

The above referenced FDA-483 identified bioanalytical issues pertaining to pharmacodynamic data 
(serum TxB2 and urinary 11-dehydro-TxB2) with respect to cross-reactivity and matrix effect.  These 
issues affect interpretation of dose-response findings and may affect the ability to bridge DURLAZA® 
162.5 mg to Aspirin immediate release 81mg from study NHP-ASP-01 and so affect the approvability of 
your NDA.  Please submit to your NDA a discussion of the findings and your interpretation of them. 

As this information is critical for regulatory action, please provide a response to the above request for 
information no later than June 26, 2015.

If you have any questions, please call:

Alison Blaus, RAC
Senior Regulatory Project Manager
(301) 796-1138

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular & Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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PeRC Meeting Minutes
May 13, 2015

PeRC Members Attending:
Lynne Yao
Robert "Skip" Nelson
Wiley Chambers
Rosemary Addy
George Greeley
Peter Starke
Daiva Shetty 
Freda Cooner
Tom Smith
Karen Davis-Bruno
Daiva Shetty
Andrew Mulberg
Greg Reaman
Adrienne Hornatko-Munoz
Andrew Mosholder
Hari Cheryl Sachs
Julia Pinto
Shrikant Pagay
Lily Mulugeta
Kevin Krudys
Rachel Witten
Dianne Murphy
Maura O’Leary
Kristiana Brugger
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Durlaza Full Waiver
Proposed Indication:   myocardial infarction 
PeRC Recommendations:

o The PeRC agreed with the Division to grant a full waiver because studies 
would be impossible or highly impracticable.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 200671
GENERAL ADVICE

New Haven Pharmaceuticals, Inc.
Attention: Larry M. Dillaha, M.D.
Executive Vice President, Operations
965 West Main Street
Branford, CT 06405

Dear Dr. Dillaha:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for DURLAZA (Extended Release Acetylsalicylic Acid) Capsules.

We also refer to your 24 February 2015 submission containing revised carton and container labeling. 

We have reviewed the referenced material and have the following comments:

Container Label and Carton Labeling (including professional sample)
1. Remove the  from the principal display panel (PDP). Critical information such 

as the proprietary name, established name, and strength should be the most prominent 
information on the PDP. Other information such as the  should not compete in 
size and prominence with critical product information.

2. The established name lacks prominence commensurate with the proprietary name. Thus we 
request you revise the presentation of the entire established name “(Aspirin) Extended Release 
Capsules” to be at least half as large as the letters comprising the proprietary name such that the 
established name shall have a prominence commensurate with the prominence of the proprietary 
name, taking into account all pertinent factors including typography, layout, contrast and other 
printing features in accordance with 21 CFR 201.10(g)(2).

3. Relocate the product strength statement away from the net quantity statement to appear 
immediately beneath the established name. From post marketing experience, the risk of numerical 
confusion between the strength and net quantity increases when the net quantity statement is 
located in close proximity to the strength statement.

4. Add the statement “Swallow capsules whole. Do not crush or chew.” to the Dosage section on the 
side panel of the container label and the carton labeling.
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NDA 200671 – Carton/Container Advice Letter
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If you have any questions, please contact: 

Alison Blaus, RAC
Senior Regulatory Project Manager
(301) 796-1138

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular & Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

IND 116348
ADVICE LETTER

New Haven Pharmaceuticals, Inc. 
Attention: Larry M. Dillaha, M.D. 
Executive Vice President, Operations 
965 West Main Street 
Branford, CT 06405 

Dear Dr. Dillaha: 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of the 
Federal Food, Drug, and Cosmetic Act for DURLAZA (Controlled Release Acetylsalicylic Acid) 
Capsules.

We also refer to your submission dated December 19, 2014, received December 23, 2014, containing 
your Agreed-Upon Initial Pediatric Study Plan (iPSP). 

We have completed our review of the submission, and we confirm our agreement to your Agreed iPSP.  
We have no further comments on your PSP.  A clean copy of the Agreed iPSP is attached for your 
reference.

As sponsor of this IND, you are responsible for compliance with the FDCA (21 U.S.C. §§ 301 et. seq.) as 
well as the implementing regulations [Title 21 of the Code of Federal Regulations (CFR)].  A searchable 
version of these regulations is available at 
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm.  Your responsibilities include: 

Reporting any unexpected fatal or life-threatening suspected adverse reactions to this Division no 
later than 7 calendar days after initial receipt of the information [21 CFR 312.32(c)(2)].   

If your IND is in eCTD format, submit 7-day reports electronically in eCTD format via the FDA 
Electronic Submissions Gateway (ESG). To obtain an ESG account, see information at the end of 
this letter.

If your IND is not in eCTD format: 

you should submit 7-day reports by a rapid means of communication, preferably by facsimile 
or email. You should address each submission to the Regulatory Project Manager and/or to 
the Chief, Project Management Staff; 

if you intend to submit 7-day reports by email, you should obtain a secure email account with 
FDA (see information at the end of this letter);

if you also send copies of these reports to your IND, the submission should have the same 
date as your facsimile or email submission and be clearly marked as “Duplicate.”   
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Reporting any (1) serious, unexpected suspected adverse reactions, (2) findings from other 
clinical, animal, or in-vitro studies that suggest significant human risk, and (3) a clinically 
important increase in the rate of a serious suspected adverse reaction to this Division and to all 
investigators no later than 15 calendar days after determining that the information qualifies for 
reporting [21 CFR 312.32(c)(1)].  If your IND is in eCTD format, submit 15-day reports to FDA 
electronically in eCTD format.  If your IND is not in eCTD format, you may submit 15-day 
reports in paper format; and 

Submitting annual progress reports within 60 days of the anniversary of the date that the IND 
went into effect (the date clinical studies were permitted to begin) [21 CFR 312.33]. 

Secure email between CDER and sponsors 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 (except for 7-day safety reports for INDs not in eCTD format). 

The FDA Electronic Submissions Gateway (ESG) is the central transmission point for sending 
information electronically to the FDA and enables the secure submission of regulatory information for 
review.  If your IND is in eCTD format, you should obtain an ESG account.  For additional information, 
see   
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/.

If you have any questions, please contact:  

Alison Blaus, RAC 
Senior Regulatory Project Manager 
(301) 796-1138 

Sincerely, 

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D. 
Director 
Division of Cardiovascular & Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

ENCLOSURE:
 Agreed-Upon PSP 
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New Haven Pharmaceuticals, Inc. • 965 West Main Street• Branford, Connecticut 06405

ATTACHMENT: A 

AGREED-UPON PEDIATRIC STUDY PLAN (PSP) 
IND#: 116348 

NHP-554 CAPSULES, 162. MG 

1. OVERVIEW OF THE DISEASE IN THE PEDIATRIC POPULATION: 

Acute myocardial infarction (AMI) is rare in childhood and adolescence. Although adults 
acquire coronary artery disease (CAD) from lifelong buildup of plaque, which can 
rupture leading to thrombosis formation and occlusion of blood flow to the cardiac 
muscle, the cause of AMI in children are usually due to an anomalous origin of the left 
coronary artery such as ALCAPA (Anomalous Left Coronary Artery from the Pulmonary 
Artery), or an acute inflammatory condition of the coronary arteries, such as Kawasaki’s 
disease. Regardless of the etiology, the final common pathway of AMI includes 
myocardial ischemia leading to cell death. 

Per statistics from the CDC, the mortality from Acute Myocardial Infarction is 0.2 deaths 
per 100,000 population in persons aged 15-24 years and fewer than 0.2 deaths per 
100,000 in infants younger than 1 year.  By comparison, mortality from AMI in persons 
aged 65-74 years is 262 deaths per 100,000. One study published in 2007 in the Journal 
of Pediatrics reported an estimated incidence of AMI in adolescents as 157 per year or 
6.6 events per 1 million patient-years.   

As mentioned above, when MIs do occur in children, the most common cause is a 
congenital abnormality of the coronary artery called ALCAPA (Anomalous Left 
Coronary Artery from the Pulmonary Artery). Normally, the coronary arteries originate 
from the base of the aorta. With ALCAPA, the left coronary artery originates from the 
base of the pulmonary artery. A combination of low oxygen blood and decreased 
perfusion pressure results in inadequate blood and oxygen delivery to the heart muscle. 
This then causes a myocardial infarction, or heart attack. Babies with this problem 
typically require surgery to reimplant the left coronary artery to its normal location.  

A second cause of heart attacks in children involves an anomalous origin of the coronary 
artery. Some children are born with a coronary artery originating from the incorrect sinus. 
The left coronary artery may originate from the right sinus of Valsalva, or the right 
coronary artery may originate from the left sinus of Valsalva. As the coronary artery 
travels between the aorta and pulmonary artery, it may become compressed or take off at 
an acute angle. During exercise, this may result in inadequate delivery of blood and 
oxygen to the heart muscle and a subsequent myocardial infarction, or heart attack. 

In teenagers, a heart attack can occasionally occur because of coronary artery vasospasm. 
This is most often triggered by drug use or smoking. With coronary artery vasospasm, the 
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New Haven Pharmaceuticals, Inc. • 965 West Main Street• Branford, Connecticut 06405

coronary artery squeezes down and insufficient blood gets through. In addition, a blood 
clot may be formed at the location where the coronary artery squeezes down. 

Cardiomyopathy and Hypertrophic Cardiomyopathy are yet other causes of AMI and 
sudden death in a pediatrics population as reported in a 2003 issue of New England 
Journal of Medicine and a 2010 issue of Heart Failure Clinic respectively, but again the 
incidence is extremely low when compared to the adult population.

Other, even more rare, causes for AMI in a pediatric population include; other 
abnormalities of the coronary vasculature, traumatic MI, and use of drugs of abuse to 
mention just a few. 

The signs and symptoms of AMI in a pediatric population are similar to that of an adult 
population.  Mainly, chest pain, dyspnea, palpitation, etc… 

The incidence of strokes in children has been stable over the last 10 years according to 
the Statistical Fact Sheet published in 2014 by the American Heart Association.  (approx. 
1.3 per 100,000 children) The leading cause of stroke in a previously healthy child is a 
cerebral arteriopathy.  This accounts for more than half of all cases.  Children with sickle 
cell disease and congenital heart defects are at increased risk of stroke.

In the adult population, approximately 795,000 new and recurrent strokes were reported 
in 2010 according to the same source cited above.   

2. OVERVIEW OF THE DRUG OR BIOLOGICAL PRODUCT: 

The mechanism of action of aspirin is well understood. 

Aspirin, which is the active ingredient in DURLAZA (Pending FDA approval), NHP-
554C Capsules, 162.5 mg, is the most widely studied antiplatelet drug. Aspirin exerts its 
effect mainly by interfering with the biosynthesis of cyclic prostanoids, ie, thromboxane 
A2 (TxA2), prostacyclin, and other prostaglandins. Specifically, aspirin causes 
irreversible acetylation of the enzyme cyclooxygenase, consequently inhibiting the 
production of TxA2, a vasoconstrictor and promoter of platelet aggregation, as well as 
prostacyclin (PGI2), an inhibitor of platelet aggregation and vasodilator, in platelets and 
vascular endothelial cells, respectively. 
DURLAZA, NHP-554C Capsules, 162.5 mg, was developed with a unique delivery 
mechanism a prolonged, gradual release of aspirin so as to achieve TxA2 inhibition 
equivalent to low-dose, immediate release aspirin while not suppressing PGI2 to an 
appreciable extent. 

The use of DURLAZA, NHP-554C Capsules, 162.5 mg, like immediate release aspirin, 
is intended as secondary prevention of cardiovascular events, not for primary prevention.  
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age, the rate of events in a pediatric population is still very low.  It is so low, in fact to 
make doing a meaningful clinical trial in this group impractical. 

Additionally, because of the risk of Reye’s Syndrome, many providers and guideline 
committees urge against the use of aspirin in the pediatric population except in certain 
conditions like Kawasaki’s Disease or after cardiac surgery. 

5. SUMMARY TABLE OF PLANNED NONCLINICAL AND CLINICAL STUDIES:  

As New Haven Pharmaceuticals, Inc. is requesting a Full Waiver, NHP has no plans to 
conduct Nonclinical and Clinical Studies to generate a Table of Nonclinical and Clinical 
Studies.

6. PEDIATRIC FORMULATION DEVELOPMENT:  

As New Haven Pharmaceuticals, Inc. is requesting a Full Waiver, NHP has no plans to 
develop a Pediatric Formulation. 

7. NONCLINICAL STUDIES:  

As New Haven Pharmaceuticals, Inc. is requesting a Full Waiver, NHP has no plans to 
conduct Nonclinical Studies. 

8. ADDITIONAL DATA TO SUPPORT STUDIES IN CHILDREN:  

As New Haven Pharmaceuticals, Inc. is requesting a Full Waiver, NHP has no plans to 
conduct Clinical Studies in Children; no additional data is available.

9. CLINICAL STUDIES:   

a. Pediatric Pharmacokinetic Studies: As New Haven Pharmaceuticals, Inc. is 
requesting a Full Waiver, NHP has no plans to conduct Pediatric Pharmacokinetic 
Studies.

b. Clinical Effectiveness and Safety Studies Planned: As New Haven 
Pharmaceuticals, Inc. is requesting a Full Waiver, NHP has no plans to conduct 
Clinical Effectiveness and Safety Studies in Children. 

10. TIMELINE OF THE PEDIATRIC DEVELOPMENT PLAN: 
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As New Haven Pharmaceuticals, Inc. is requesting a Full Waiver, NHP has no plans to 
conduct Pediatric Clinical Studies; thus there are no timelines. 

11. PLAN TO REQUEST DEFERRAL OF PEDIATRIC STUDIES: 

As New Haven Pharmaceuticals, Inc. is requesting a Full Waiver, NHP has no plans to 
extrapolate efficacy from an adult population to a pediatric population. 

12. AGREEMENT FOR PEDIATRIC STUDIES WITH OTHER REGULATORY 
AUTHORITIES: 

New Haven Pharmaceuticals, Inc. has no Agreements with any Regulatory Authority to 
conduct Pediatric Studies. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

IND 116348
ADVICE/INFORMATION REQUEST

New Haven Pharmaceuticals, Inc.
Attention: Larry M. Dillaha, M.D.
Executive Vice President, Operations
965 West Main Street
Branford, CT 06405

Dear Dr. Dillaha:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of the 
Federal Food, Drug, and Cosmetic Act for DURLAZA (Controlled Release Acetylsalicylic Acid) 
Capsules.

We also refer to your amendment dated 20 October 2014, containing your initial Pediatric Study Plan 
(iPSP). In this submission, you request a full waiver from the Pediatric Research Equity Act (PREA) 
because studies would be impossible or highly impractical. We agree that a waiver is appropriate for this 
indication. 

Please submit a letter within 90 days of receipt of this communication, stating your agreement or 
disagreement with our understanding of the initial Pediatric Study Plan.  

As sponsor of this IND, you are responsible for compliance with the FDCA (21 U.S.C. §§ 301 et. seq.) as 
well as the implementing regulations [Title 21 of the Code of Federal Regulations (CFR)].  A searchable 
version of these regulations is available at 
http://www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm.  Your responsibilities include:

! Reporting any unexpected fatal or life-threatening suspected adverse reactions to this Division no 
later than 7 calendar days after initial receipt of the information [21 CFR 312.32(c)(2)].  

If your IND is in eCTD format, submit 7-day reports electronically in eCTD format via the FDA 
Electronic Submissions Gateway (ESG). To obtain an ESG account, see information at the end of 
this letter.  

If your IND is not in eCTD format:

! you should submit 7-day reports by a rapid means of communication, preferably by facsimile 
or email. You should address each submission to the Regulatory Project Manager and/or to 
the Chief, Project Management Staff;

! if you intend to submit 7-day reports by email, you should obtain a secure email account with 
FDA (see information at the end of this letter); 
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! if you also send copies of these reports to your IND, the submission should have the same 
date as your facsimile or email submission and be clearly marked as “Duplicate.”  

! Reporting any (1) serious, unexpected suspected adverse reactions, (2) findings from other 
clinical, animal, or in-vitro studies that suggest significant human risk, and (3) a clinically 
important increase in the rate of a serious suspected adverse reaction to this Division and to all 
investigators no later than 15 calendar days after determining that the information qualifies for 
reporting [21 CFR 312.32(c)(1)].  If your IND is in eCTD format, submit 15-day reports to FDA 
electronically in eCTD format.  If your IND is not in eCTD format, you may submit 15-day 
reports in paper format; and

! Submitting annual progress reports within 60 days of the anniversary of the date that the IND 
went into effect (the date clinical studies were permitted to begin) [21 CFR 312.33].

Secure email between CDER and sponsors 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 (except for 7-day safety reports for INDs not in eCTD format).

The FDA Electronic Submissions Gateway (ESG) is the central transmission point for sending 
information electronically to the FDA and enables the secure submission of regulatory information for 
review.  If your IND is in eCTD format, you should obtain an ESG account.  For additional information, 
see  
http://www.fda.gov/ForIndustry/ElectronicSubmissionsGateway/. 

If you have any questions, please contact: 

Alison Blaus, RAC
Regulatory Project Manager
(301) 796-1138

Sincerely,

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D.
Director
Division of Cardiovascular & Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research

Reference ID: 3670866



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

NORMAN L STOCKBRIDGE
12/10/2014

Reference ID: 3670866



DEPARTMENT OF HEALTH & HUMAN SERVICES

Food and Drug Administration
Silver Spring, MD  20993

NDA 200671
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

New Haven Pharmaceuticals, Inc.
965 West Main Street
Branford, Ct.  06405

ATTENTION: Arthur D. Edwards
Vice President, Administration

Dear Mr. Edwards:

Please refer to your New Drug Application (NDA) dated and received September 5, 2014, 
submitted under section 505(b)(2) of the Federal Food, Drug, and Cosmetic Act for 
Acetylsalicylic Acid Capsules162.5 mg.

We also refer to your, correspondence, dated and received September 25, 2014, requesting 
review of your proposed proprietary name, Durlaza.

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

If any of the proposed product characteristics as stated in your September 25, 2014, submission 
are altered prior to approval of the marketing application, the proprietary name should be 
resubmitted for review. 

If you have any questions regarding the contents of this letter or any other aspects of the 
proprietary name review process, contact Cherye Milburn, Safety Regulatory Project Manager in 
the Office of Surveillance and Epidemiology, at (301) 796-2084. For any other information 
regarding this application, contact Alison Blaus, Regulatory Project Manager in the Office of 
New Drugs, at (301) 796-1138.

Sincerely,

{See appended electronic signature page}

Kellie A. Taylor, Pharm.D., MPH
Deputy Director
Office of Medication Error Prevention and Risk Management
Office of Surveillance and Epidemiology
Center for Drug Evaluation and Research

Reference ID: 3662281



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

KELLIE A TAYLOR
11/21/2014

Reference ID: 3662281



DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 200671

FILING COMMUNICATION -
FILING REVIEW ISSUES IDENTIFIED

New Haven Pharmaceuticals, Inc.
Attention: Mr. Arthur D. Edwards
Vice President, Administration
965 West Main Street
Branford, CT 06405

Dear Mr. Edwards:

Please refer to your New Drug Application (NDA) dated 5 September 2014, received 5 September 2014, 
submitted under section 505(b)(2 of the Federal Food, Drug, and Cosmetic Act (FDCA) for DURLAZA 
(Controlled Release Acetylsalicylic Acid) Capsules.

We also refer to your amendments dated 25 September, 16 and 21 October, and 10 November 2014.

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.  

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 
7 June 2015.

At this time, we are notifying you that, we have not identified any potential review issues.  Please note 
that our filing review is only a preliminary evaluation of the application and is not indicative of 
deficiencies that may be identified during our review.

We request that you submit the following information:

Chemistry, Manufacturing, and Controls (CMC)
1. Master Batch Records
2. DMF references for packaging components 
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Biopharmaceutics
1. The dissolution method development report including:

a. Dissolution validation methodology report
b. Justification of the medium, pH, speed, use of enzymes etc.

2. Data demonstrating the discriminating ability of the proposed QC method.
3. Particle size distribution for batches GAFT04, 382-92, 599-95 and 589-95 before and after 

coating.
4. Data on the effect of granule particle size distribution on dissolution.
5. Data on the effect of granule coating size on dissolution.
6. Individual and mean values for all batches used in setting the dissolution acceptance criteria
7. Revise the acceptance criteria based on the following:

a. The first point should be based on the mean value of the clinical trial batches ± 10 % 
variation rather than NLT %.

b. The last time point should be the time point where at least % of drug has been released.
8. Information on the dissolution methods used throughout the phases of product’s development.
9. The individual and mean plasma concentration, period, sequence from BE study PKFT 9542 as 

SAS transport files. 
10. Information on the batch number and manufacturing site for the batch tested in PK/PD study 

ASA-001.
11. Bridging information/data between the batches manufactured at the final commercial site, 

 and the site used to manufactured formulation  .
12. Information/data supporting the controlled release designation claim such as the following:

a. The drug product’s steady-state performance is comparable (e.g. degree of fluctuation is 
similar or lower) to a currently marketed noncontrolled release or controlled-release drug 
product that contains the same active drug ingredient or therapeutic moiety and that is 
subject to an approved full NDA. 

b. The drug product’s formulation provides consistent pharmacokinetic performance 
between individual dosage units

Regulatory
1. You indicate that this application relies on the aspirin final OTC monograph, that is, the Internal Analgesic, 

Antipyretic, and Antirheumatic Drug Products for Over-the Counter Human Use monograph at 21 CFR 
Part 343, but cite only a part of the aspirin final OTC monograph in your submission (i.e., on your Form 
FDA 356h).  Please submit a revised Form FDA 356h that reflects your reliance on the aspirin final OTC 
monograph.

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.  We encourage you to review the labeling review resources on the 
PLR Requirements for Prescribing Information website including:

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

! Regulations and related guidance documents 
! A sample tool illustrating the format for Highlights and Contents, and 
! The Selected Requirements for Prescribing Information (SRPI) − a checklist of 42 important 

format items from labeling regulations and guidances.  

During our preliminary review of your submitted labeling, we have identified the following labeling 
issues:
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Please respond only to the above requests for information.  While we anticipate that any response 
submitted in a timely manner will be reviewed during this review cycle, such review decisions will be 
made on a case-by-case basis at the time of receipt of the submission.

We acknowledge your request for a waiver of the requirement that the Highlights of Prescribing 
Information be limited to no more than one-half page.  We will consider your request during labeling 
discussions.  In the meantime, we encourage you to submit revised labeling that meets the half page 
requirement.

PROMOTIONAL MATERIAL
You may request advisory comments on proposed introductory advertising and promotional labeling.   
Please submit, in triplicate, a detailed cover letter requesting advisory comments (list each proposed 
promotional piece in the cover letter along with the material type and material identification code, if 
applicable), the proposed promotional materials in draft or mock-up form with annotated references, and
the proposed package insert (PI) and Medication Guide.  Submit consumer-directed, professional-
directed, and television advertisement materials separately and send each submission to:

Food and Drug Administration 
Center for Drug Evaluation and Research
Office of Prescription Drug Promotion (OPDP)
5901-B Ammendale Road
Beltsville, MD 20705-1266

Do not submit launch materials until you have received our proposed revisions to the package insert (PI)
and Medication Guide, and you believe the labeling is close to the final version.  

For more information regarding OPDP submissions, please see 
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm090142.htm.  If you have any questions, call 
OPDP at 301-796-1200.

REQUIRED PEDIATRIC ASSESSMENTS
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, please call:

Alison Blaus, RAC
Regulatory Project Manager
(301) 796-1138.

Sincerely,

{See appended electronic signature page}

Stephen Grant, M.D.
Deputy Director
Division of Cardiovascular & Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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12/05/2013

DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADM NISTRATION

REQUEST FOR OPDP (previously DDMAC) LABELING REVIEW 
CONSULTATION

**Please send immediately following the Filing/Planning meeting**

TO: 

CDER-OPDP-RPM 

FROM: (Name/Title, Office/Division/Phone number of requestor) 
Alison Blaus, ODE 1/DCaRP, (301)796-1138

REQUEST DATE:
22 Sep 2014

IND NO:
116348

NDA/BLA NO:
200671

TYPE OF DOCUMENTS
(PLEASE CHECK OFF BELOW)

NAME OF DRUG:

Controlled release ASA

PRIORITY
CONSIDERATION:
Standard Review

CLASSIFICATION OF 
DRUG:
505 (b)(2)

DESIRED COMPLETION DATE:
2 weeks after providing 
substantially complete labeling

NAME OF FIRM:
New Haven Pharmaceuticals PDUFA Date: 5 July 2015

TYPE OF LABEL TO REVIEW

TYPE OF LABELING:
(Check all that apply)

PACKAGE INSERT (PI) 
PATIENT PACKAGE INSERT (PPI)
CARTON/CONTAINER LABELING
MEDICATION GUIDE
INSTRUCTIONS FOR USE(IFU)

TYPE OF 
APPLICATION/SUBMISSION

  ORIGINAL NDA/BLA
IND
EFFICACY SUPPLEMENT

SAFETY SUPPLEMENT
LABELING SUPPLEMENT
PLR CONVERSION

REASON FOR LABELING CONSULT
  INITIAL PROPOSED LABELING
LABELING REVISION

For OSE USE ONLY
REMS 

EDR link to submission:
EDR Location: \\CDSESUB1\evsprod\NDA200671\0000

Please Note: There is no need to send labeling at this time.  OPDP reviews substantially complete labeling, which has already been 
marked up by the CDER Review Team.  After the disciplines have completed their sections of the labeling, a full review team 
labeling meeting can be held to go over all of the revisions.  Within a week after this meeting, “substantially complete” labeling 
should be sent to OPDP.  Once the substantially complete labeling is received, OPDP will complete its review within 14 calendar 
days.

OSE/DRISK ONLY: For REMS consults to OPDP, send a word copy of all REMS materials and the most recent labeling to CDER 
DDMAC RPM. List out all materials included in the consult, broken down by audience (consumer vs provider), in the comments 
section below.

COMMENTS/SPECIAL INSTRUCTIONS:
Filing Meeting: 27 Oct 2014
Mid-Cycle Meeting: TBD
Labeling Meetings: TBD
Wrap-Up Meeting: TBD

SIGNATURE OF REQUESTER: Alison Blaus

SIGNATURE OF RECEIVER METHOD OF DELIVERY (Check one)
X  eMAIL                             HAND
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION
REQUEST FOR CONSULTATION

TO (Division/Office): 

Mail: OSE
FROM:  

Alison Blaus, ODE 1/DCaRP, (301)796-1138

DATE

22 Sep 2014
IND NO.

116348            
NDA NO.

200671
TYPE OF DOCUMENT

NDA Submission
DATE OF DOCUMENT

5 September 2014

NAME OF DRUG

Controlled release ASA
PRIORITY CONSIDERATION

Standard NDA Review
CLASSIFICATION OF DRUG

505(b)(2)
DESIRED COMPLETION DATE

5 May 2015
NAME OF FIRM:  New Haven Pharmaceuticals

REASON FOR REQUEST

I. GENERAL

  NEW PROTOCOL
  PROGRESS REPORT
  NEW CORRESPONDENCE
  DRUG ADVERTISING
  ADVERSE REACTION REPORT

MANUFACTURING CHANGE/ADDITION
  MEETING PLANNED BY

  PRE--NDA MEETING
  END OF PHASE II MEETING
RESUBMISSION

  SAFETY/EFFICACY
  PAPER NDA
  CONTROL SUPPLEMENT

  RESPONSE TO DEFICIENCY LETTER
  FINAL PRINTED LABELING
  LABELING REVISION
  ORIGINAL NEW CORRESPONDENCE
  FORMULATIVE REVIEW

  OTHER (SPECIFY BELOW): Carton/Container 
Labels

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

  TYPE A OR B NDA REVIEW
  END OF PHASE II MEETING
  CONTROLLED STUDIES
  PROTOCOL REVIEW
  OTHER (SPECIFY BELOW):

  CHEMISTRY REVIEW
  PHARMACOLOGY
  BIOPHARMACEUTICS
  OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

  DISSOLUTION
  BIOAVAILABILTY STUDIES
  PHASE IV STUDIES

  DEFICIENCY LETTER RESPONSE
  PROTOCOL-BIOPHARMACEUTICS
  IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

  PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL
  DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES
  CASE REPORTS OF SPECIFIC REACTIONS (List below)
  COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

  REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
  SUMMARY OF ADVERSE EXPERIENCE
  POISON RISK ANALYSIS

V. SCIENTIFIC INVESTIGATIONS

  CLINICAL   PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS:  Please review these carton/container labels for this NDA, controlled release aspirin.
Link to the Application
EDR Location: \\CDSESUB1\evsprod\NDA200671\0000
PDUFA DATE:  5 July 2015
ATTACHMENTS: Draft Package Insert, Container and Carton Labels (please see these documents at the above EDR location.
CC:  Archival IND/NDA 200671
HFD-110/Division File

HFD-110/RPM

HFD-110/Reviewers and Team Leaders

NAME AND PHONE NUMBER OF REQUESTER

Alison Blaus
METHOD OF DELIVERY (Check one)

  DFS ONLY                               MAIL   HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH AND 
HUMAN SERVICES

PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

REQUEST FOR PATIENT LABELING REVIEW CONSULTATION

TO: 

CDER-DMPP-PatientLabelingTeam

FROM: (Name/Title, Office/Division/Phone number of requestor) 

Alison Blaus, ODE 1/DCaRP, (301)796-1138 

REQUEST DATE:

22 September 2014

NDA/BLA NO.:
200671

TYPE OF DOCUMENTS:
(PLEASE CHECK OFF BELOW)

NAME OF DRUG:

Controlled release ASA

PRIORITY 
CONSIDERATION:
Standard

CLASSIFICATION OF 
DRUG:
505(b)(2)

DESIRED COMPLETION DATE:
2 Weeks after receiving 
substantially complete labeling

SPONSOR:
New Haven Pharmaceuticals PDUFA Date: 5 July 2015

TYPE OF LABEL TO REVIEW

TYPE OF LABELING:
(Check all that apply)

PATIENT PACKAGE INSERT (PPI)
MEDICATION GUIDE
INSTRUCTIONS FOR USE(IFU)

TYPE OF 
APPLICATION/SUBMISSION

  ORIGINAL NDA/BLA
EFFICACY SUPPLEMENT

SAFETY SUPPLEMENT
LABELING SUPPLEMENT
MANUFACTURING (CMC) 

SUPPLEMENT
PLR CONVERSION

REASON FOR LABELING CONSULT
  INITIAL PROPOSED LABELING
LABELING REVISION

EDR link to submission:  

EDR Location: \\CDSESUB1\evsprod\NDA200671\0000

Please Note: DMPP uses substantially complete labeling, which has already been marked up by the CDER Review Team, when 
reviewing MedGuides, IFUs, and PPIs.  Once the substantially complete labeling is received, DMPP will complete its review within 
14 calendar days.  Please provide a copy of the sponsor’s proposed patient labeling in Word format.  

COMMENTS/SPECIAL INSTRUCTIONS:
Filing/Planning Meeting: 27 October 2014

Mid-Cycle Meeting: TBD

Labeling Meetings: TBD

Wrap-Up Meeting: TBD

SIGNATURE OF REQUESTER: Alison Blaus, RAC

SIGNATURE OF RECEIVER METHOD OF DELIVERY (Check one)
  eMAIL (BLAs Only) DARRTS
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DEPARTMENT OF HEALTH AND HUMAN SERVICES 

Food and Drug Administration
Silver Spring MD  20993

NDA 200671
NDA ACKNOWLEDGMENT

New Haven Pharmaceuticals, Inc.
Attention: Mr. Arthur D. Edwards
Vice President, Administration
965 West Main Street
Branford, CT 06405

Dear Mr. Edwards:

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

Name of Drug Product: DURLAZA, NHP-554C [Controlled Release Acetylsalicylic Acid
                                       (ASA)] Capsules, 162.5 mg

Date of Application: September 5, 2014

Date of Receipt: September 5, 2014

Our Reference Number: NDA 200671

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 November 4, 2014, in 
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling [21 CFR 
314.50(l)(1)(i)] in structured product labeling (SPL) format as described at
http://www.fda.gov/ForIndustry/DataStandards/StructuredProductLabeling/default.htm. Failure 
to submit the content of labeling in SPL format may result in a refusal-to-file action under 
21 CFR 314.101(d)(3). The content of labeling must conform to the content and format 
requirements of revised 21 CFR 201.56-57.

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).
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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 Cardiovascular and Renal Products
5901-B Ammendale Road
Beltsville, MD 20705-1266

All regulatory documents submitted in paper should be three-hole punched on the left side of the 
page and bound. The left margin should be at least three-fourths of an inch to assure text is not 
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however, 
it may occasionally be necessary to use individual pages larger than standard paper size.  
Non-standard, large pages should be folded and mounted to allow the page to be opened for 
review without disassembling the jacket and refolded without damage when the volume is 
shelved. Shipping unbound documents may result in the loss of portions of the submission or an 
unnecessary delay in processing which could have an adverse impact on the review of the 
submission.  For additional information, please see 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Drug
MasterFilesDMFs/ucm073080.htm.

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, please contact: 

Alison Blaus, RAC
Regulatory Health Project Manager
(301) 796-1138

Sincerely,

{See appended electronic signature page}

Edward Fromm, R.Ph., RAC
Chief, Project Management Staff
Division of Cardiovascular and Renal Products
Office of Drug Evaluation I
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

IND 116348 
MEETING PRELIMINARY COMMENTS 

New Haven Pharmaceuticals 
Attention: Nancy Motola, Ph.D., RAC 
Vice President, Regulatory Affairs 
965 West Main Street 
Branford, CT 06405 

Dear Dr. Motola: 

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i) of the 
Federal Food, Drug, and Cosmetic Act for  Aspirin Capsules (NHP-554C). 

We also refer to your 7 June 2013, correspondence requesting a meeting to discuss your planned dossier.   

Our preliminary responses to your meeting questions are enclosed. Upon review of the briefing book and 
through internal discussion, we are cancelling the September 10th meeting, as the topics outlined in the 
briefing book do not merit further discussion and the preliminary responses resolve the proposed 
questions. 

If you have any questions, please call me at (301) 796-1138. 

Sincerely, 

{See appended electronic signature page}

Alison Blaus, RAC 
Regulatory Health Project Manager 
Division of Cardiovascular & Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

ENCLOSURE:
Preliminary Meeting Comments

Reference ID: 3365963
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FOOD AND DRUG ADMINISTRATION 
CENTER FOR DRUG EVALUATION AND RESEARCH 

PRELIMINARY MEETING COMMENTS 

Meeting Type: B
Meeting Category: Pre-NDA 
Meeting Date and Time: 10 September 2013 from 1300 – 1400 EST 
Meeting Location:  10903 New Hampshire Avenue 

   White Oak Building 22, Conference Room: 1313 
   Silver Spring, Maryland 20903 

Application Number: IND 116348 
Product Name:  Aspirin Capsules (NHP-554C) 
Indication: Secondary prevention of acute cardiovascular events 
Sponsor Name: New Haven Pharmaceuticals 

Introduction:
This material consists of our preliminary responses to your questions and any additional comments in 
preparation for the discussion at the meeting previously scheduled for 10 September 2013 from 1300 – 
1400 EST at FDA Headquarters in Silver Spring, MD between New Haven Pharmaceuticals and the 
Division of Cardiovascular & Renal Products.  We are sharing this material to promote a collaborative 
and successful discussion at the meeting.  The meeting minutes will reflect agreements, important issues, 
and any action items discussed during the meeting and may not be identical to these preliminary 
comments following substantive discussion at the meeting.  However, if these answers and comments are 
clear to you and you determine that further discussion is not required, you have the option of cancelling 
the meeting (contact the regulatory project manager (RPM)).  If you choose to cancel the meeting, this 
document will represent the official record of the meeting.  If you determine that discussion is needed for 
only some of the original questions, you have the option of reducing the agenda and/or changing the 
format of the meeting (e.g., from face to face to teleconference).  It is important to remember that some 
meetings, particularly milestone meetings, can be valuable even if the premeeting communications are 
considered sufficient to answer the questions.  Note that if there are any major changes to your 
development plan, the purpose of the meeting, or the questions based on our preliminary responses, we 
may not be prepared to discuss or reach agreement on such changes at the meeting although we will try to 
do so if possible.  If any modifications to the development plan or additional questions for which you 
would like CDER feedback arise before the meeting, contact the RPM to discuss the possibility of 
including these items for discussion at the meeting. 

1.0 BACKGROUND 

 Aspirin is a controlled release aspirin product  
being developed in the USA by NHP. The sponsor acknowledges that prior to approval of a NDA 
they must conduct a dose-PD response (thromboxane B2 and platelet aggregation inhibition) study, 
per the discussion that took place at the 10 December 2009 pre-NDA meeting and the Agency’s 
subsequent 17 December 2010 advice letter. In response to the Agency’s request, the sponsor 
submitted the below study synopsis as part of a pre-IND meeting request: 

“A Phase 1 Open-label, Three-way Randomized Crossover Study Comparing the 
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Pharmacodynamic and Pharmacokinetic Response for 24 Hours Following a Single-dose of 
Aspirin Capsules to Enteric-coated Aspirin Tablets in Healthy Volunteers” 

We reviewed the sponsor’s protocol synopsis and their development plans and provided preliminary 
comments on 6 November 2013. The subsequent face-to-face meeting was cancelled. After taking 
into account our comments, the sponsor resubmitted their draft protocol for review:  

“A Phase 1 Open-label, Four-way, Randomized, Crossover, Single-Dose, Dose-Response 
Study Comparing the Pharmacodynamic of  Aspirin Capsules to Immediate-
Release Aspirin Capsules in Healthy Volunteers” 

We provided clinical pharmacology comments on the draft protocol, letter dated 17 January 2013, 
and these comments (along with those provided under the pre-IND meeting) have been incorporated 
in the final protocol submitted as part of the IND.  

This pre-NDA meeting was scheduled to discuss the format and content of a potential NDA 
submission.  

2.0 DISCUSSION 

2.1 Questions for the Agency 

Clinical/Clinical Pharmacology 
1. The primary basis of approval of the NDA will be the ongoing dose-PD response study 

(NHP-ASP-01) and the Food Effect study (ASA-001).  All other studies will be considered 
supportive studies.  These supportive studies and ASA-001 will be presented individually and 
will not be pooled because no electronic data sets are available except for NHP-ASP-01.  
However, we plan to address product safety by summarizing the safety for each study, in addition 
to existing aspirin literature and the US OTC aspirin monograph, Professional Labeling (21 CFR 
Part 343.80).  
Due to the fact that the vast majority of studies in the submission are Phase 1 in nature, and there 
is a relatively small population for safety, it is expected that the text portion of the safety 
summary (Module 2.7.4) will be sufficiently detailed to serve as the ISS, yet concise enough to 
meet the size limitation of Module 2.  Therefore, NHP will present and place all available safety 
information, including text, tables, and figures (when appropriate), in Module 2.7.4 as the ISS.  
There is nothing further to present in Module 5.3.5.3 (Reports of Analyses of Data from More 
than One Study) of the eCTD.  Reference is made to Guidance for Industry -   Integrated 
Summaries of Effectiveness and Safety:  Location within the Common Technical Document, 
(April 2009); Section III.C.  ISE- and ISS- Related Differences between Module 2 and Module 5 
of the CTD and eCTD - Exceptions.  For Module 2.7.4, tables and figures will be sourced and 
hyperlinked to the respective CSR section in Module 5.3.  
Does the Division agree with this plan?  

FDA Preliminary Response 
Yes.  Electronic data for the food effect study (ASA-001) should also be submitted.
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2. The studies conducted with NHP-554C were primarily designed to evaluate and compare PK, PD, 
safety, and tolerability between NHP-554C and a reference product (delayed-release or 
immediate-release aspirin).  For this reason, an ISE will not be generated. 

Does the Division agree? 

FDA Preliminary Response 
 Yes.  

3. Due to the nature of the studies included in this eCTD focusing on the PD, PK, safety and 
tolerability of NHP-554C, Module 2.7.3 will be limited to Section 2.7.3.1 (Background and 
Overview of Clinical Efficacy).  Cross references to other sections of this eCTD will be made 
where necessary. 

Does the Division agree? 

FDA Preliminary Response 
Yes.  

4. Study NHP-ASP-01 is a dose-response study examining the relationship between PD markers 
(serum thromboxane B2, urine 11-dehydro-thromboxane B2, and platelet aggregation using 
arachidonic acid and collagen as agonists) and acetylsalicylic acid (ASA) dose following single 
dose, oral administration of NHP-554C to healthy volunteers.  Additionally, the PD response of 
NHP-554C will be compared to a single dose of immediate-release aspirin. Characterization of 
the PK of ASA and its metabolite, salicylic acid (SA), and the safety of NHP-554C are secondary 
objectives of the study. 
Data from this study will be summarized using descriptive statistics and appropriate analyses as 
described in the statistical analysis plan, and these summaries will be presented in the body of the 
CSR, with PK and PD data included in Module 2.7.2 and safety data included in Module 2.7.4 of 
the eCTD.  Tables, listings and figures will also be presented in the appendix of the clinical study 
report (CSR). 
Appendix 8 includes PK and PD mock tables, listings and figures proposed for inclusion in the 
CSR and appendices for study NHP-ASP-01, with the CSR included in Module 5.3 of the eCTD.  

Does the Division agree with the presentation of the PK and PD data in this format for the CSR 
and eCTD? 

FDA Preliminary Response 
Yes.  We expect complete study reports for the studies conducted by New Haven 
Pharmaceuticals. 

Chemistry, Manufacturing, & Controls (CMC) 
1. Six months stability data for one registration/clinical batch manufactured recently in the US and 

equivalent to the intended launch/commercial product will be available at the time of NDA 
submission and will be included in the eCTD.  NHP intends to submit 12 month stability data for 
the one registration/clinical batch manufactured as well as additional/ongoing longer term 
stability data on two other registration batches during the NDA review period via eCTD 
sequences.  Stability data will continue to be collected to  for the three registration 
batches.  Longer-term stability data from the earlier European-approved product will be 
submitted to support the  proposed expiration dating period.
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Does the Division agree with this plan?  

FDA Preliminary Response 
We do not agree with this plan.  We expect that long-term testing should cover a minimum of 12 
months’ duration on at least three primary batches at time of submission (refer to ICH Q1A(R2) 
guidance).  Submission of a smaller stability data package, as proposed, may result in a “refuse to 
file” regulatory action. 

Labeling
1. Aspirin has a long history of use in cardiac prevention indications as well as several other 

indications.  There is an OTC monograph for which Professional Labeling clearly directs health 
care providers in the use of aspirin for the same cardiac prevention indications being sought for 
NHP-554C.  Because of this, NHP does not intend to include a REMS. 

Does the Division agree? 

FDA Preliminary Response 
Yes, we agree. 

2.2 Additional Comments from the Agency 
1. Since you have an extended release formulation, you must conduct an in vitro alcohol dose 

dumping study to characterize the potential for altered release profiles of aspirin. This advice 
was conveyed to you in an earlier meeting dated 11/23/2010. Please refer to the 
teleconference meeting minutes [page 6 of 7] for details about the conduct of this in vitro
study. We expect to have the complete study report along with the NDA submission. 

3.0 OTHER IMPORTANT INFORMATION 

PREA REQUIREMENTS  
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. Because none of the criteria will apply at this time to your application, you are 
exempt from these requirements. If there are any changes to your development plans that would 
cause your application to trigger PREA, your exempt status would change. 

PRESCRIBING INFORMATION 
In your application, you must submit proposed prescribing information (PI) that conforms 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 following labeling review resources:  the Final 
Rule (Physician Labeling Rule) on the content and format of the PI for human drug and biological 
products, labeling guidances, and a sample tool illustrating the format for Highlights and 
Contents (Table of Contents) available at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm0
84159.htm.
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drug product that represent modifications to the listed drug(s).  You should establish a “bridge” 
(e.g., via comparative bioavailability data) between your proposed drug product and each listed 
drug upon which you propose to rely to demonstrate that such reliance is scientifically justified.   

If you intend to rely on literature or other studies for which you have no right of reference but that 
are necessary for approval, you also must establish that reliance on the studies described in the 
literature or on the other studies is scientifically appropriate.  You should include a copy of such 
published literature in the 505(b)(2) application and identify any listed drug(s) described in the 
published literature (e.g. trade name(s)).     

If you intend to rely on the Agency’s finding of safety and/or effectiveness for a listed drug(s) or 
published literature describing a listed drug(s) (which is considered to be reliance on FDA’s 
finding of safety and/or effectiveness for the listed drug(s)), you should identify the listed drug(s) 
in accordance with the Agency’s regulations at 21 CFR 314.54.  It should be noted that 21 CFR 
314.54 requires identification of the “listed drug for which FDA has made a finding of safety and 
effectiveness,” and thus an applicant may only rely upon a listed drug that was approved in an 
NDA under section 505(c) of the FD&C Act.  The regulatory requirements for a 505(b)(2) 
application (including, but not limited to, an appropriate patent certification or statement) apply to 
each listed drug upon which a sponsor relies. 

If you propose to rely on FDA’s finding of safety and/or effectiveness for a listed drug that has 
been discontinued from marketing, the acceptability of this approach will be contingent on FDA’s 
consideration of whether the drug was discontinued for reasons of safety or effectiveness.   

We encourage you to identify each section of your proposed 505(b)(2) application that relies on 
FDA’s finding of safety and/or effectiveness for a listed drug(s) or on published literature.  In 
your 505(b)(2) application, we encourage you to clearly identify (for each section of the 
application, including the labeling):  (1) the information for the proposed drug product that is 
provided by reliance on FDA’s finding of safety and/or effectiveness for the listed drug or by 
reliance on published literature; (2) the “bridge” that supports the scientific appropriateness of 
such reliance; and (3) the specific name (e.g., proprietary name) of each listed drug named in any 
published literature on which your marketing application relies for approval.  If you are proposing 
to rely on published literature, include copies of the article(s) in your submission.  

In addition to identifying in your annotated labeling the source(s) of information essential to the 
approval of your proposed drug that is provided by reliance on FDA’s previous finding of safety 
and efficacy for a listed drug or by reliance on published literature, we encourage you to also 
include that information in the cover letter for your marketing application in a table similar to the 
one below.     

List the information essential to the approval of the proposed drug that is provided by 
reliance on the FDA’s previous finding of safety and efficacy for a listed drug or by 

reliance on published literature 

Source of information 
(e.g., published literature, name of 

listed drug) 

Information Provided 
(e.g., specific sections of the 505(b)(2) 

application or labeling) 
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1.  Example: Published literature  Nonclinical toxicology 

2.  Example: NDA XXXXXX 
“TRADENAME” 

Previous finding of effectiveness for 
indication X 

3.  Example: NDA YYYYYY 
“TRADENAME” 

Previous finding of safety for 
Carcinogenicity, labeling section XXX 

4.      

Please be advised that circumstances could change that would render a 505(b)(2) application for 
this product no longer appropriate.  For example, if a pharmaceutically equivalent product were 
approved before your application is submitted, such that your proposed product would be a 
“duplicate” of a listed drug and eligible for approval under section 505(j) of the FD&C Act, then 
it is FDA’s policy to refuse to file your application as a 505(b)(2) application (21 CFR 
314.101(d)(9)).  In such a case, the appropriate submission would be an Abbreviated New Drug 
Application (ANDA) that cites the duplicate product as the reference listed drug.  
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

PIND 116348
ADVICE LETTER

New Haven Pharmaceuticals 
Attention: Nancy Motola, Ph.D., RAC 
Vice President, Regulatory Affairs 
142 Temple Street, Suite 205 
New Haven, CT 06510 

Dear Dr. Motola: 

Please refer to your Pre-Investigational New Drug Application (PIND) file for  Aspirin 
Capsules.

We also refer to your submission dated November 29, 2012, containing an amended protocol entitled, “A 
Phase 1 Open-label, Four-way, Randomized, Crossover, Single-Dose, Dose-Response Study Comparing 
the Pharmacodynamics of Aspirin Capsules to Immediate-Release Aspirin Capsules in 
Healthy Volunteers”. This amended protocol was in response to our Pre-IND meeting preliminary 
comments, dated November 6, 2012, on the original version of this protocol. 

Upon review of the above mentioned protocol, we find the design acceptable. However, you have not 
provided the details of the bioanalytical techniques that will be used for the evaluation of PK and PD.  We 
strongly recommend that you use validated bioanalytical assays for the PK and PD evaluation.  
If you have any questions, please call: 

Alison Blaus, RAC 
Regulatory Project Manager 
(301) 796-1138 

Sincerely, 

{See appended electronic signature page}

Norman Stockbridge, M.D., Ph.D. 
Director
Division of Cardiovascular & Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

PIND 116348 
MEETING PRELIMINARY COMMENTS

New Haven Pharmaceuticals 
Attention: Nancy Motola, Ph.D., RAC 
Vice President, Regulatory Affairs 
142 Temple Street, Suite 205 
New Haven, CT 06510 

Dear Dr. Motola: 

Please refer to your Pre-Investigational New Drug Application (PIND) file for  Aspirin 
Capsules.

We also refer to your 7 September 2012 correspondence requesting a meeting to discuss your planned 
dose-PD response study.   

Based on our internal discussion, we have decided that the contents of the briefing book do not warrant 
further discussion and are therefore cancelling the 13 November 2012 meeting. We are, however, 
providing our preliminary responses to your meeting questions. This response is enclosed.   

If you have any questions, please call me at (301) 796-1138. 

Sincerely, 

{See appended electronic signature page}

Alison Blaus 
Regulatory Health Project Manager 
Division of Cardiovascular & Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 

ENCLOSURE:
Preliminary Meeting Comments
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 aspirin capsule to the range of pharmacodynamic response observed after a single dose 
with the immediate-release aspirin. Does the Division agree? 

3.0 OTHER IMPORTANT INFORMATION

PREA PEDIATRIC STUDY PLAN

The Food and Drug Administration Safety and Innovation Act of 2012 changes the timeline 
for submission of a PREA Pediatric Study Plan and includes a timeline for the 
implementation of these changes. You should review this law and assess if your application 
will be affected by these changes.  If you have any questions, please email the Pediatric 
Team at Pedsdrugs@fda.hhs.gov.     

PRESCRIBING INFORMATION

Proposed prescribing information (PI) submitted with your application must conform to the 
content and format regulations found at 21 CFR 201.56 and 201.57.  

Summary of the Final Rule on the Requirements for Prescribing Information for Drug and 
Biological Products, labeling guidances, sample tool illustrating Highlights and Table of 
Contents, an educational module concerning prescription drug labeling, and fictitious prototypes 
of prescribing information are available at: 
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/LawsActsandRules/ucm0
84159.htm.  We encourage you to review the information at this website and use it as you draft 
prescribing information for your application. 

DATA STANDARDS FOR STUDIES

CDER strongly encourages IND sponsors to consider the implementation and use of data 
standards for the submission of applications for investigational new drugs and product 
registration.  Such implementation should occur as early as possible in the product development 
lifecycle, so that data standards are accounted for in the design, conduct, and analysis of clinical 
and nonclinical studies. CDER has produced a web page that provides specifications for sponsors 
regarding implementation and submission of clinical and nonclinical study data in a standardized 
format.  This web page will be updated regularly to reflect CDER's growing experience in order 
to meet the needs of its reviewers.  The web page may be found at: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm248635.htm

MANUFACTURING FACILITIES

To facilitate our inspectional process, the Office of Manufacturing and Product Quality in 
CDER's Office of Compliance requests that you clearly identify in a single location, either on the 
Form FDA 356h, or an attachment to the form, all manufacturing facilities associated with your 
application.  Include the full corporate name of the facility and address where the manufacturing 
function is performed, with the FEI number, and specific manufacturing responsibilities for each 
facility. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES  

Food and Drug Administration
Silver Spring  MD  20993

NDA 200671 GENERAL ADVICE 

New Haven Pharmaceuticals 
Attention: Nancy Motola, Ph.D., RAC 
Vice President, Regulatory Affairs 
300 George Street, Suite 561 
New Haven, CT 06511 

Dear Dr. Motola: 

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, 
Drug, and Cosmetic Act for  Aspirin Capsules, 162.5 mg. 

We also refer you to our December 10, 2009 and November 23, 2010 teleconference minutes to discuss 
your Pre-NDA application. 

We have reviewed and discussed your submission with various disciplines in the Agency and we believe 
the spirit of our preliminary response (communicated on 11/18/2010) still is valid.  We have the following 
comments and/or recommendations:   

Conduct a Dose-PD response (thromboxane B2 and platelet aggregation inhibition) study with immediate 
release aspirin (reference) and your product (test).  The aim of this study is to define the dose of 

 Aspirin that corresponds to the approved doses of immediate release aspirin. You should 
power the study so as to allow for the estimation of the ID50 (Dose that results in 50% of the maximal 
inhibition) with a relative standard error (RSE) of 20%.  The PD measures should be collected following 
single dose administration of the aspirin products since aspirin is an irreversible platelet inhibitor and 
upon repeated administration the effect accumulates decreasing the ability to demonstrate dose-response. 

We feel our comments and/or recommendations have adequately answered your questions and/or 
concerns and we would like to proceed to cancel the meeting.  If you feel the meeting would be 
necessary, we will proceed with the teleconference scheduled for December 21, 2010, from 10:00 AM – 
11:00 AM, EST.   

If you have any questions, please call Anna Park, Regulatory Project Manager, at (301) 796-1129. 

Sincerely, 

{See appended electronic signature page} 

Norman Stockbridge, M.D., Ph.D. 
Director
Division of Cardiovascular and Renal Products 
Office of Drug Evaluation I 
Center for Drug Evaluation and Research 
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Teleconference Minutes 
 

Date:     November 23, 2010 

Application:    Pre-NDA 200671 

Drug:      aspirin 

Sponsor:    New Haven Pharmaceuticals 

Meeting Purpose: Pre-NDA Follow Up 

Meeting Type: B 

FDA /CDER Attendees:
Office of New Drugs, Division of Cardiovascular and Renal Products (DCRP)                      
Norman Stockbridge, M.D., Ph.D. Director 
Stephen Grant, M.D. Deputy Director 
Abraham Karkowsky, M.D., Ph.D. Medical Team Leader 
Nhi Beasley, PharmD. Clinical Reviewer 
Edward Fromm, R.Ph., RAC  Chief, Project Management Staff 
Anna Park, R.Ph.   Regulatory Project Manager 
 
Office of Clinical Pharmacology 
Rajnikanth Madabushi, Ph.D.  Team Leader 
Ju-Ping Lai, Ph.D.   Clinical Pharmacologist 
 
Office of New Drug Quality Assessment, Division of Pre-Marketing Assessment I 
Angelica Dorantes, Ph.D.  Biopharmaceutics Team Leader 
Martha Heimann, Ph.D.   Team Leader 
David Claffey, Ph.D.   Chemist 
 
 
New Haven Pharmaceutical Attendees:
 
Nancy Motola, Ph.D., RAC Vice President, Regulatory Affairs 
Scott Kozak Vice President and Chief Business officer 
William Sessa, Ph.D. Professor of Pharmacology, Yale University School of Medicine 
Harry H. Penner, Jr. Chairrman and Chief Executive Officer 
Deborah Church, M.D. Acting Chief Medical Officer 

Background:
Asacard (also known as Flamasacard and Caspac), Flamel’s brand of aspirin capsules (162.5 
mg), is a controlled release aspirin product developed by Flamel Technologies of Pessac, France.  This 
formulation of aspirin is made up of microparticles,  

.  The  acts as a semi-permeable membrane that allows aspirin to 
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New Haven Pharmaceuticals 

 
 
 
Minutes preparation: {See appended electronic signature page} 
 Anna Park, R.Ph. 
 
 
Concurrence, Chair:  {See appended electronic signature page} 

Norman Stockbridge, M.D., Ph.D. 
 
 
Drafted- 11/24/10; Final- 12/2/10 
 
Reviewed:   A. Dorantes- 11/24/10 
 R. Madabushi-11/28/2010 
 S. Grant- 30 Nov 2010 
 A. Karkowsky-30 Nov 2010 
 E. Fromm-12/1/2010 
 N. Stockbridge-12/2/10 
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Preliminary Responses

Application:     Pre-NDA 200671 

Sponsor:    New Haven Pharmaceuticals 

Drug:       aspirin 

Type of Meeting:   Pre-NDA  

Date of Internal Meeting:  November 15, 2010 

Date of Meeting with Sponsor:  November 23, 2010 

 
List of Internal Meeting Participants:

Norman Stockbridge, M.D., Ph.D. Director, Division of Cardiovascular and Renal Products, DCRP 
Abraham Karkowsky, M.D., Ph.D. Medical Team Leader, DCRP 
Stephen Grant, M.D. Medical Team Leader, DCRP 
B. Nhi Beasley, Pharm.D. Clinical Reviewer, DCRP 
Al DeFelice, Ph.D.   Pharmacology Team Leader, DCRP 
Rajnikanth Madabushi, Ph.D.  Clinical Pharmacology Team Leader 
Martha Heimann, Ph.D.   Product Quality Team Leader 
David Claffey, Ph.D.   Product Quality Reviewer     
Edward Fromm, R.Ph., RAC  Chief, Project Management Staff, DCRP 
Anna Park, R.Ph.   Regulatory Project Manager, DCRP 

This material consists of our preliminary responses to your questions and any additional comments in 
preparation for the discussion at the meeting scheduled for November 23, 2010, between New Haven 
Pharmaceuticals and the Division of Cardiovascular and Renal Products.  This material is shared to 
promote a collaborative and successful discussion at the meeting.  If there is anything in it that you do not 
understand or with which you do not agree, we very much want you to communicate such questions and 
disagreements.  The minutes of the meeting will reflect the discussion that takes place during the meeting and 
are not expected to be identical to these preliminary comments. If these answers and comments are clear to 
you and you determine that further discussion is not required, you have the option of cancelling the meeting 
(contact the RPM), but this is advisable only if the issues involved are quite narrow. It is not our intent to 
have our preliminary responses serve as a substitute for the meeting.  It is important to remember that some 
meetings, particularly milestone meetings, are valuable even if pre-meeting communications seem to have 
answered the principal questions.  It is our experience that the discussion at meetings often raises important 
new issues.  Please note that if there are any major changes to the purpose of the meeting (based on our 
responses herein), we may not be prepared to discuss or reach agreement on such changes at the meeting, 
but we will be glad to discuss them to the extent possible.  If any modifications to the development plan or 
additional questions for which you would like FDA feedback arise prior to the meeting, contact the 
Regulatory Project Manager to discuss the possibility of including these for discussion at the meeting. 

Preliminary Responses 
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Meeting Confirmation 

Date:         November 23, 2010 

Time:         10:00 AM – 11:00 PM, EST 

Application:      Pre-NDA 200671 

Drug:          aspirin 

Sponsor:        NewHaven Pharmaceuticals 

Meeting Purpose: Pre-NDA Meeting #2 

Date of Request: September 28, 2010 

Date of Confirmation: October 6, 2010 

Meeting Type: B 

FDA Attendees:   
                        
Norman Stockbridge, M.D., Ph.D. Director, Division of Cardiovascular and Renal Products 
Stephen Grant, M.D. Deputy Director, DCaRP 
Abraham Karkowsky, M.D., Ph.D. Medical Team Leader 
Nhi Bach Beasley, PharmD. Clinical Reviewer 
Al DeFelice, Ph.D. Pharmacology Team Leader 
Rajnikanth Madabushi, Ph.D. Clinical Pharmacology and Biopharmaceutics Team Leader 
Michael Pacanowski Pharm.D., M.P.H.     Acting Team Leader, Genomics Group 
Kasturi Srinivasachar, Ph.D. Pharmaceutical Assessment Lead, Division of Pre-Marketing 
 Assessment I, ONDQA 
Edward Fromm, R.Ph., RAC Chief, Project Management Staff 
Anna Park, R.Ph. Regulatory Project Manager 

Location: Food and Drug Administration 
10903 New Hampshire Avenue 
Building 22, Conference Room 1415 
Silver Spring, MD  20993-0002 

Our internal meeting is scheduled for November 15, 2010.  We will send a written response to your questions 
approximately seven days after our internal meeting.  You have the option of canceling your meeting if you feel 
our written response adequately addresses your questions. 

In addition to the official copy of the briefing package that must be sent to the Ammendale Road address, please 
send 20 desk copies to: 

Food and Drug Administration 
10903 New Hampshire Ave. 
ATTENTION: Anna Park 

Silver Spring, MD 20993-0002 
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New Haven Pharmaceuticals, Inc. 

Preliminary responses to the submitted questions were provided to the sponsor, and are copied below, 
followed by any additional discussions that took place during the meeting. 

Meeting:

Questions

1. New Haven Pharmaceuticals intends to submit an NDA for Aspirin for the proposed 
indications (mentioned above). Substantial evidence of safety and efficacy would include studies 
confirming the pharmacodynamic equivalence to standard immediate release aspirin in both healthy 
subjects and patients with atherosclerosis. New Haven Pharmaceuticals believes that an NDA as 
allowed under 505(b)(2) of the FDC Act consisting of this information would be sufficient to allow the 
Division to review  Aspirin for approval in the above mentioned indications.   Does the 
Division agree?
Preliminary FDA Response: Yes.  21CFR 320.24 discusses the types of evidence that can establish 
bioequivalence.  Section (b)(3) makes clear that if equivalent bioavailability of the active moiety can 
not be established (as can not be for your product), then demonstration of equivalence of an 
appropriate pharmacological effect of the active moiety is acceptable  to establish bioequivalence if 
such effect can be measured with sufficient accuracy, sensitivity, and reproducibility.  Whether the 
studies you plan to submit are adequate to establish bioequivalence on the basis of the effect of your 
product on thromboxane B2 levels and measurement of platelet aggregation is unclear.  In particular, it 
is unclear what criteria were used to determine equivalence and whether these criteria were 
prespecified.   

Additional discussions during the meeting:  DCaRP stated that although it is generally 
preferable to establish bioequivalence based on pharmacokinetic data, it understood that New 
Haven would be unable to do so for their product.  DCaRP indicated that it would therefore be 
acceptable to establish bioequivalence of their product to immediate-release aspirin via 
pharmacodynamic (PD) measurements.  DCaRP stated that it was unaware that the USFDA had 
ever approved an aspirin product for marketing based on PD measurement(s) and New Haven 
indicated it also had not been able to find a precedent.   Because there was no regulatory 
precedent, DCaRP suggested further discussions will be necessary to determine the appropriate 
PD measurement(s) and if the studies already conducted will be adequate.  When asked what the 
appropriate PD measurement was, the sponsor acknowledged it was unclear, but did note a 
statistically significant increase in thromboxane level suppression when a comparison was made 
between day 28 and baseline (14 days of run-in period) at the 75 mg dose.   In addition, it was 
unclear why the thromboxane level increased at the end of the run-in period but they did note 
this elevation was seen only with the 75 mg dose and not with their product or the 150 mg dose.   

DCaRP noted that the studies summarized in the package submitted for this meeting were 
conducted in the 1990s and wondered if the accuracy of the thromboxane B2 assay used was 
comparable to present day methods.  New Haven stated they believed that the methodology has 
not changed since the studies were conducted.  They plan to provide data indicating that total 
exposure to salicylate was comparable to the immediate-release formulation based on AUC.  Dr. 
Madabushi noted this to be relevant when the comparison is made across products that are all 
immediate-release, while  aspirin has an entirely different time course, making it 
difficult for a determination to be made based on salicylate levels.  The sponsor said that the 
AUC results and the amount of aspirin absorbed in the gastrointestinal tract were similar 
between their product and the immediate-release aspirin.   
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 E. Fromm-12-23-09 
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New Haven Pharmaceuticals 

Preliminary Responses

Application:     NDA 200671 

Sponsor:    New Haven Pharmaceutials 

Drug:       Aspirin Capsules 

Type of Meeting:   Pre-NDA 

Classification:    B 

Date of Internal Meeting:  December 3, 2009 

Date of Meeting with Sponsor:  December 10, 2009 

List of Internal Meeting Participants:
Norman Stockbridge, M.D., Ph.D. Director, Division of Cardiovascular and Renal Products 
Abraham Karkowsky, M.D., Ph.D. Medical Team Leader, DCRP 
Stephen Grant, M.D. Deputy Director, DCRP 
Nhi Beasley, PharmD.   Medical Reviewer, DCRP 
Robert Fiorentino, M.D.   Medical Officer, DCRP 
Rajnikanth Madabushi, Ph.D.  Clinical Pharmacology Team Leader 
Islam Younis, Ph.D.   Clinical Pharmacology  
Valeria Freidlin, Ph.D.   Statistician 
Kasturi Srinivasachar, Ph.D.  Pharmaceutical Assessment Lead, Division of Pre-Marketing 
     Assessment I, ONDQA 
Matthew Holman, Ph.D. Deputy Director, Division of Nonprescription Regulation 

Development (DNRD) 
Elaine Abraham , R.Ph.   Interdisciplinary Scientist, DNRD 
Walt Ellenberg, Ph.D.   Regulatory Project Manager, DNRD 
Edward Fromm, R.Ph., RAC  Chief Project Management, DCRP 
Anna Park, R.Ph.   Regulatory Project Manager, DCRP 

This material consists of our preliminary responses to your questions and any additional comments in 
preparation for the discussion at the meeting scheduled for December 10, 2009, between New Haven 
Pharmaceuticals and the Division of Cardiovascular and Renal Products. This material is shared to 
promote a collaborative and successful discussion at the meeting.  If there is anything in it that you do not 
understand or with which you do not agree, we very much want you to communicate such questions and 
disagreements.  The minutes of the meeting will reflect the discussion that takes place during the meeting and 
are not expected to be identical to these preliminary comments. If these answers and comments are clear to 
you and you determine that further discussion is not required, you have the option of cancelling the meeting 
(contact the RPM), but this is advisable only if the issues involved are quite narrow. It is not our intent to 
have our preliminary responses serve as a substitute for the meeting.  It is important to remember that some 
meetings, particularly milestone meetings, are valuable even if pre-meeting communications seem to have 
answered the principal questions.  It is our experience that the discussion at meetings often raises important 
new issues.  Please note that if there are any major changes to the purpose of the meeting (based on our 
responses herein), we may not be prepared to discuss or reach agreement on such changes at the meeting, 
but we will be glad to discuss them to the extent possible.  If any modifications to the development plan or 

(b) (4)

(b) (4)





Application
Type/Number

Submission
Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-200671 GI-1 NEW HAVEN

PHARMACEUTICA
LS

 Aspirin Capsules,
162.5mg

---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

STEPHEN M GRANT
12/08/2009

(b) (4)



DIVISION OF CARDIOVASCULAR AND RENAL PRODUCTS   
FOOD AND DRUG ADMINISTRATION

  White Oak 
US Mail address: 10903 New Hampshire Ave.
FDA/CDER    Silver Spring, MD  20993-0002 
5901-B Ammendale Rd. 
Beltsville, MD 20705-1266  

This document is intended only for the use of the party to whom it is addressed and 
may contain information that is privileged, confidential, and protected from disclosure under applicable 
law.  If you are not the addressee, or a person authorized to deliver the document to the addressee, you are 
hereby notified that any review, disclosure, dissemination, copying, or other action based on the content of this 
communication is not authorized.  If you have received this document in error, please immediately notify us by 
telephone and return it to:      CDER, DCRDP; 10903 New Hampshire Ave.; Silver Spring, MD  20993-0002 

 Transmitted to FAX Number: 203-488-6552 

 Attention: Nancy C. Motola, Ph.D., RAC 

 Company Name: NewHaven Pharmaceutical 

 Phone: 860-461-5487 

  Subject: Pre-NDA meeting request 

 Date: October 22, 2009 
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Meeting Confirmation 

Date:              December 10, 2009 

Time:               9:00 AM – 10:00 AM, EST 

Application:           NDA 200671 

Drug:             Aspirin Capsules 162.5 mg 

Sponsor:             NewHaven Pharmaceutical 

Meeting Purpose:      Pre-NDA meeting 

Date of Request:      October 9, 2009 

Date of Confirmation:      October 22, 2009 

Meeting Type:      B 

FDA Attendees:   
                        
Norman Stockbridge, M.D., Ph.D. Director, Division of Cardiovascular and Renal Products 
Stephen Grant, M.D. Deputy Director, DCRP 
Abraham Karkowsky, M.D., Ph.D. Medical Team Leader, DCRP 
Nhi Beasley, Pharm.D. Medical Officer, DCRP 
Chuck Resnick, Ph.D. Pharmacology Team Leader 
Rajnikanth Madabushi, Ph.D. Clinical Pharmacology Team Leader 
James Hung, Ph.D. Director, Division of Biometrics I, Office of Biostatistics (OB) 
Valeria Freidlin, Ph.D. Statistician 
Kasturi Srinivasachar, Ph.D. Pharmaceutical Assessment Lead, Division of Pre-marketing  
 Assessment I, ONDQA 
Edward Fromm, R.Ph., RAC Chief Project Management, DCRP 
Anna Park, R.Ph. Regulatory Project Manager, DCRP 

Location: Food and Drug Administration 
10903 New Hampshire Avenue 
Building 22, Conference Room 1315 
Silver Spring, MD  20993-0002 

Our internal meeting is scheduled for November 18, 2009. We will send a written response to your questions 
approximately three days after our internal meeting. You have the option of canceling your meeting if you feel 
our written response adequately addresses your questions. 

Please email me in Word version the list of meeting attendees and the list of specific questions from 
the briefing document, when available.

Please notify me via email of any meeting attendees who are also Special Government Employees 
(SGEs) and specify the date on which they have received clearance from CDER to participate in this 
meeting.
Archival copies of the briefing document should be officially submitted in triplicate to the 
Document Control Room no later than 4 weeks prior to the meeting. In addition to the triplicate 
copies, please send 25 Desk Copies of the briefing document to the following address: 

Food and Drug Administration 
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10903 New Hampshire Ave. 
Attention: Anna Park 

Silver Spring, MD 20993-0002 
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Application
Type/Number
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Type/Number Submitter Name Product Name

-------------------- -------------------- -------------------- ------------------------------------------
NDA-200671 GI-1 NEW HAVEN

PHARMACEUTICA
LS

 Aspirin Capsules,
162.5mg

---------------------------------------------------------------------------------------------------------
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