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FDA ATTENDEES
Badrul A. Chowdhury, MD, PhD, Director, Division of Pulmonary, Allergy, and Rheumatology 

Products (DPARP)
Lydia Gilbert McClain, MD, Deputy Director, DPARP
Banu Karimi-Shah, MD, Clinical Team Leader, DPARP
Miya Paterniti, MD, Clinical Reviewer, DPARP
Satjit Brar, Ph.D., PharmD, BS, Team Lead, Division of Clinical Pharmacology II (DCPII), 

Office of Clinical Pharmacology (OCP)
Sheetal Agarwal, PhD, Clinical Pharmacology Reviewer, DCPII, OCP
David Petullo, MS, Biostatistics Team Leader, Division of Biometrics II, Office of Biostatistics 

(OB)
Lan Zeng, MS, Biostatistics Reviewer, Division of Biometrics II, OB
Craig Bertha, PhD, Acting Team Leader, Division of New Drug Quality Assessment III,

Office of New Drug Quality Assessment (ONDQA)
Elsbeth Chikhale, PhD, Acting Biopharmaceutics Team Leader, Office of Pharmaceutical 

Science, ONDQA
Eric Mann, MD, PhD, Clinical Deputy Director, Ear, Nose, and Throat Devices Branch (ENTB),

Division of Ophthalmic, Neurologic, and Ear, Nose and Throat Devices (DONED), CDRH
Anjum Khan, MD, Medical Officer, ENTB, DONED, CDRH
LCDR Andrew Yang, Biomedical Engineer, ENTB, DONED, CDRH
Robert Pratt, PharmD, Risk Management Analysts, Division of Risk Management, Office of 

Surveillance and Epidemiology (OSE)
Nina Ton, PharmD, Regulatory Project Manager, DPARP
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SPONSOR ATTENDEES

Intersect ENT
Lisa Earnhardt, President & CEO 
Amy Wolbeck, Vice President, Regulatory Affairs and Quality 
James Stambaugh, Vice President, Clinical Affairs and Reimbursement
Sandra Sundell, Director, Regulatory Affairs 
Anna Gawlicka, Director, Clinical Affairs
Joel Lintao, Manager, Regulatory Affairs 
Hans Schulz, Sr. Director, Quality (via Telephone) 
Gail Zaler, Manager, Research and Development (via Telephone)

Invited Guests 

1. BACKGROUND

Intersect ENT submitted an End of Phase 2 meeting request dated July 15, 2014, to the Division 
of Pulmonary, Allergy, and Rheumatology Products, to discuss the proposed phase 3 
development program.  Upon review of the meeting package, the Division provided preliminary 
comments via electronic correspondence on September 30, 2014.  Amy Wolbeck, Intersect’s 
Vice President, Regulatory Affairs and Quality, communicated to the Division via email dated 
October 1, 2014, that Intersect requested to focus the meeting discussion to Question 2 and to 
seek additional clarification on Questions 1, 3, 4, and 8/Additional Comment.  In addition, 
Intersect provided a PowerPoint slide deck (attached to section 6) which was presented during 
the meeting.  The Sponsor’s questions and comments are in italics, FDA’s responses are in
normal font, and the meeting discussion is in bold.

2. DISCUSSION

Question 1
Does the FDA agree that change from baseline to Day 30 in Nasal Obstruction/Congestion, 
using a daily diary scoring method, is acceptable as the first co-primary efficacy measure for the 
RESOLVE II Study to support an NDA for the S8 Sinus Implant? 
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FDA Response
We agree.  There is no objection to the elimination of ocular assessments from the RESOLVE II 
study.  While corticosteroids are well known to accelerate the development of cataract formation, 
the effect is rarely seen in the first nine months following use, even with higher, direct ocular 
corticosteroid use.  Even if the S8 Sinus Implant were to accelerate cataract development in this 
patient population, this acceleration would not be observed during the clinical trial.  Considering 
the high likelihood of corticosteroid use in this population sometime during their life, it is 
unlikely that the effect of this product will be able to be separated from the natural history of 
cataract development in this population. However, it would still be prudent for the product, if 
approved, to carry a warning of the potential to accelerate cataract development similar to other 
corticosteroid products.

In the absence of topical application of corticosteroids, elevations of intraocular pressure occur 
in genetically susceptible subjects after 4-8 weeks of systemically administered corticosteroids.  
If IOP elevations were going to occur following the use of the S8 Sinus Implant, they should 
have been observed in the RESOLVE study.  Few clinically significant elevations in intraocular 
pressure occurred in the RESOLVE study and they were balanced between groups.  There is no 
reason to require continued monitoring for intraocular pressure.

Meeting Discussion
This question was not discussed.

Question 7
Does the FDA concur that results from the PK study warrant no additional PK studies?

FDA Response
Based on a preliminary review of PK data from ‘The S8 PK Study’, we agree that no additional 
PK characterization for your product is warranted assuming that a) the final to-be-marketed 
product was employed in the PK study and b) no foreseeable conditions arise in which higher 
than expected systemic drug concentrations of mometasone, other than as expected, may occur 
(e.g, drug-interactions).

Meeting Discussion
This question was not discussed.

Question 8
With successful clinical results from RESOLVE II, does the FDA agree that the RESOLVE II, 
RESOLVE, PK and Pilot studies are adequate to support an NDA submission for the use of the 
S8 Sinus Implant for the treatment of sino-nasal symptoms associated with ethmoid sinus 
obstruction?

FDA Response
We note your proposal to submit one phase 3 study in your NDA, with support from the 
RESOLVE, PK, and Pilot studies.  Your proposed clinical development plan may be acceptable 
if you adequately address the comments above (see responses to Questions 2, 3, and 4).  We also 
recommend adding the need for repeat endoscopic surgery as a secondary endpoint. 
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Additional Comment
With the understanding that standard of care may be given in conjunction with the S8 Sinus 
Implant, address the potential for other nasally delivered drugs to alter the drug release of 
mometasone furoate from the stent.

Intersect’s Comment
Could the FDA elaborate further on this request?

Meeting Discussion
FDA advised Intersect to conduct in vitro studies to determine whether release of drug 
from the S8 sinus stent is altered with use of concurrent nasally delivered drugs. Intersect 
ENT understood the request.

3. ADDITIONAL 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. 

Please be advised that under the Food and Drug Administration Safety and Innovation Act 
(FDASIA), you must submit an Initial Pediatric Study Plan (PSP) within 60 days of an End of 
Phase (EOP2) meeting. In the absence of an End-of-Phase 2 meeting, refer to the draft guidance 
below.  The PSP must contain an outline of the pediatric study or studies that you plan to 
conduct (including, to the extent practicable study objectives and design, age groups, relevant 
endpoints, and statistical approach); any request for a deferral, partial waiver, or waiver, if 
applicable, along with any supporting documentation, and any previously negotiated pediatric 
plans with other regulatory authorities. The PSP should be submitted in PDF and Word format. 

For additional guidance on the timing, content, and submission of the PSP, including a PSP 
Template, please refer to the draft guidance for industry, Pediatric Study Plans: Content of and 
Process for Submitting Initial Pediatric Study Plans and Amended Pediatric Study Plans at:  
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/U
CM360507.pdf.  In addition, you may contact the Pediatric and Maternal Health Staff at 301-
796-2200 or email pdit@fda.hhs.gov. For further guidance on pediatric product development, 
please refer to: 
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/DevelopmentResources/ucm049867.ht
m.

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 
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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

LABORATORY TEST UNITS FOR CLINICAL TRIALS

CDER strongly encourages IND sponsors to identify the laboratory test units that will be 
reported in clinical trials that support applications for investigational new drugs and product 
registration.  Although Système International (SI) units may be the standard reporting 
mechanism globally, dual reporting of a reasonable subset of laboratory tests in U.S. 
conventional units and SI units might be necessary to minimize conversion needs during review. 
Identification of units to be used for laboratory tests in clinical trials and solicitation of input 
from the review divisions should occur as early as possible in the development process. For more 
information, please see CDER/CBER Position on Use of SI Units for Lab Tests
(http://www.fda.gov/ForIndustry/DataStandards/StudyDataStandards/default.htm ).

505(b)(2) REGULATORY PATHWAY

The Division recommends that sponsors considering the submission of an application through 
the 505(b)(2) pathway consult the Agency’s regulations at 21 CFR 314.54, and the draft 
guidance for industry Applications Covered by Section 505(b)(2) (October 1999), available at
http://www.fda.gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/default.htm.
In addition, FDA has explained the background and applicability of section 505(b)(2) in its 
October 14, 2003, response to a number of citizen petitions that had challenged the Agency’s 
interpretation of this statutory provision (see Docket FDA-2003-P-0274-0015, available at 
http://www.regulations.gov).

If you intend to submit a 505(b)(2) application that relies for approval, in part, on FDA’s finding 
of safety and/or effectiveness for one or more listed drugs, you must establish that such reliance
is scientifically appropriate, and must submit data necessary to support any aspects of the 
proposed 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, in part, 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)).
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If you intend to rely, in part, 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)

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.
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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.  

4. ISSUES REQUIRING FURTHER DISCUSSION
There were no issues requiring further discussion. 

5. ACTION ITEMS
The Sponsor was advised to submit a revised RESOLVE II protocol addressing those areas that 
were discussed during the meeting and to include specific questions when the protocol is 
submitted.

6. ATTACHMENTS
A copy of the presented slides is attached.  
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