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I. BACKGROUND 
 

FDA provided labeling comments for NDA 205434 Flonase Allergy Relief (fluticasone 
propionate) on June 3, 2014.  The sponsor submitted revised labels on June 19, 2014.  
Additional comments were provided to the sponsor on July 8 and 11, 2014 (both posted in 
DARRTS on July 15, 2014) following the two internal labeling meetings.  The sponsor 
responded to the comments in a July 15, 2014 email (posted in DARRTS on July 15, 2014), 
which was used as the basis for the discussion with the sponsor in a teleconference on that 
date.  The sponsor also submitted a proposed change to the Question and Answer Book on 
July 16, 2014.  Comments on this submission were provided to the sponsor on July 16, 2014. 
The sponsor submitted changes to the Question and Answer Book on July 17, 2014. Revised 
labels were submitted by e-mail and posted in DARRTS on July 18, 2014.  
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(3) FDA Request - The pharmacological category, “nasal allergy symptom 

reliever”, should be used in place of   
 

Sponsor’s response - “Allergy symptom reliever” replaces the former 
; however, we have not included the term “nasal” as a 

descriptor due to the proposed ocular indication and the potential for 
consumer confusion.  By including the term “nasal”, a consumer may 
inappropriately interpret that the product is not suitable for the relief of 
their eye symptoms. 
 

Reviewer’s comment – This is acceptable per team review and discussion. 
 

c. “NEW!” Flag on 60-count SKU (flag representative for all SKUs) 
FDA Request - A “New!” flag may be acceptable if truthful and not misleading. 

However, in order for the “New!” flag to be truthful and not misleading, it 
must specify the aspect of the product that is new. The “New!” flag must be 
revised to specify the aspect of the product that is new or be deleted from the 
PDP. 

FDA Request - The “NEW!” flag on the 60-count SKU is listed as being 
representative for all SKUs. As our policy is not to accept representative 
labeling for new applications, the PDP with flag should be submitted for all 
SKUs and not as representative labeling. It is not necessary to submit PDPs 
without the flag as we understand that the flag will be removed after 6 months 
of marketing. 
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Sponsor’s response - We acknowledge the Agency’s comments and agree that in 

certain situations the description “new” in isolation may not be adequate for a 
consumer to understand the specific aspects of the product which are new. 
However, we believe that since all aspects of the product are new to the 
consumer in the OTC setting, the use of the term “New” is not untruthful or 
misleading and an additional descriptor is not necessary. PDPs with two 
different flags were submitted – “New”  

 
Reviewer’s comment – The “New” flag is acceptable per team review and 

discussion (see below under B. July 15, 2014 submission). 
 

3. Tamper evident statement 
FDA Request - The statement reads “TAMPER-EVIDENT features for your 

protection. The product is packaged in a sealed plastic container. Under the cap 
and nozzle, each bottle has an aluminum seal around bottle neck. Do not use if 
any of these features are torn or damaged.” We remind you if an identifying 
feature is contained on the seal around the bottle neck, it should be included in the 
labeling (see 21 CFR 211.132). 

 
Sponsor’s response - We appreciate the Agency’s comment. No changes are proposed 

to the Draft labeling. 
 
Reviewer’s comment – This comment was a reminder to the sponsor and the 

sponsor’s response is acceptable. 
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2. “New” OTC Flag 
FDA Request – We prefer the “New Now OTC” flag. 
 
Sponsor’s response – Upon reflection, we do not believe that the addition of 

“Now OTC” adequately describes what is NEW to the consumer in relation to 
Flonase Allergy Relief. The “Now OTC” describes the change in legal status 
from Rx to OTC; however, it does not capture the new ocular indication that 
is different from the original Rx product and significant to the OTC offering. 
Therefore, to avoid misrepresenting or diminishing the aspects of the product 
that are new to the consumer we request to retain the original “NEW” flag, 
consistent with the appearance of the flag for recently approved switch 
products like Nexium and Oxytrol. 

 
Reviewer’s comment – The review team agreed that the “New” flag is acceptable. 

 
3. 
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Request that the sponsor submit final printed labeling (FPL) identical to the following 
labeling submitted on July 22, 2014 when available: 
 

• 60- and 120-spray count immediate containers 
• 60- and 120-spray count PDPs 
• 3 x 120-spray count club pack carton  
• Drug Facts (peel-back label attached to back of all clamshell packs) 
• Question & Answer Book 
• Quick Start Guide   

 
 
IV. SUBMITTED LABELING 
 

The labels on the remaining pages of this labeling review were submitted and evaluated in 
this labeling review: 
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OVERVIEW OF CONSUMER BEHAVIOR STUDIES

Background
The sponsor first sought input for its behavioral study program in a meeting package submitted 
January 21, 2011 under IND 109805.  The conduct of the label comprehension studies and self-
selection studies were addressed in the meeting held February 22, 2011 (A. Leonard Segal, 
03/14/2011).  With respect to the proposed label comprehension studies, FDA advised:

We recommend you submit the full protocol for the label comprehension study and ancillary 
materials for our review and comments prior to conducting the study. We have the following 
preliminary comments about the design of the study:

 According to the current national data, 30% of the adult population has basic literacy 
skills. Therefore, at least 30% of the study population should consist of low literate 
subjects.

 All the scenario questions should be followed up with a probing question asking why the 
subject answered as he/she did.

With reference to the proposed self-selection study, FDA advised:

We recommend you submit the full protocol for the self-selection study and ancillary materials
for our review and comments prior to conducting the study. We have the following preliminary
comments about the design of the study:

 In the selection and purchase question 1b the probe if yes should be “why did you say
that?” not “is there anything you would do before starting to use the medication”
because this is a leading question that might bias the answer of the subject.

 The exclusion criteria should exclude participants who have participated in research
studies in the past 12 months (not 6 months).

 For the self-selection study we recommend testing be done with a significance level of
2.5% for one sided tests.

The sponsor submitted the protocol for label comprehension studies October 10, 2011 with the 
review filed in DARRTS in March, 2012 as noted above.  The protocol submission was based on 
use of the methods in a pilot label comprehension study, the results of which were also reported 
in the submission.  

The 2012 review noted that many of the concerns to be tested were either not unique to the 
product, appearing elsewhere in OTC labeling, or had been tested adequately in the pilot study.  
Hence the objectives of the label comprehension study could be narrowed.  However, the review 
stressed that unique labeling elements, important risks, and particularly items that did not test 
well in the pilot should be retested in the pivotal label comprehension study.  The FDA 
comments to the sponsor stressed that:

 targeting the comprehension and human factors studies solely to persons with a history of 
nasal allergies was viewed as suboptimal—the proposed population should include the 
general population.

 there was very poor comprehension of the warning about get[ting] better within 7 days
under the Stop use and ask a doctor if subheading.  Additional information explaining 
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confidentiality agreement. After reconfirmation of eligibility and a brief overview of the study, 
the participant reviewed the full label and was administered the label comprehension interview.
The comprehension questionnaire used open-ended queries with 2 or 3 pre-codings for 
situational questions that apply concepts found in the label.  These were followed by an open-
ended follow-up question that was coded separately (see exemplar Appendix A).  The two 
question “Net Codes” were then combined in the dichotomous, composite “Final Code” to 
calculate the proportion of the sample with comprehension for the label item.  The algorithm to 
determine the “Final Code” for questions identified as dichotomous and for those having a 
partial-credit structure can be seen below.  The justification for the partial-credit approach rested 
on the idea that an incomplete answer might reflect a safe course of action even it were not fully 
congruent with the content of the label.

Dichotomous Item Final Scoring Definition

Partial-Credit Item Final Scoring Definition

The target threshold for comprehension was set as the lower confidence limit attaining 90% for 
the 4 primary objectives.
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Targeted Self-Selection Study with People Using Antiretroviral Drugs for HIV – RH01442
Perhaps the key safety concern in switching fluticasone propionate to the over-the-counter 
market is the risk for glucocorticoid side-effects when used in combination with ritonavir.  The 
HIV medication is a potent CYP 3A4 inhibitor, which can substantially increase fluticasone 
propionate in plasma, resulting in reduced serum cortisol concentrations. The initial, proposed
label warning provided the advice:  use if you are taking ritonavir (medicine for HIV).”   

Objectives
The objectives of the self-selection study were focused on this key risk element, ensuring that 
people with HIV taking ritonavir would make an appropriate decision about Flonase use.  The 
sponsor proposed the following objectives:

  Primary Objective
The primary objective of this study is to demonstrate that subjects who are taking ritonavir make 
a correct self-selection decision.

  Secondary Objective
The secondary objective of this study is to assess the reasons why subjects make incorrect self-
selection decisions.

Methodology
The study was a multi-site, single-visit interview study with HIV patients prescribed ritonavir 
conducted in U.S. clinical sites and HIV clinics.  Potential recruitments were pre-screened on the 
basis of medical records.  Participants were provided with an appropriate confidentiality / non-
disclosure agreement, orientation, and informed consent.  Questions included a self-selection 
question, the REALM to assess literacy level, and a targeted medical history that included
medication history.

The key inclusion criterion was that the participant be taking ritonavir for HIV.  Other 
appropriate, typical exclusions were applied.  The actual study demographic and clinical 
characteristics can be found in Appendix C.

Key Findings
Overall, the ability to self-select among HIV patients using ritonavir was poor.  Over ½ the 
subjects (56.4%) failed to correctly recognize that Flonase use was contraindicated for them 
because they were taking ritonavir.  The proportion of low-literate patients failing to self-select 
correctly was even worse (60.9%).  The pattern of poor self-selection results was consistent 
across subsets of interest in the final sample (below).  
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These data indicate that the current proposed language,  use if you are 
taking ritonavir (medicine for HIV infection)” did not adequately address the 
contraindication for use in a ritonavir prescribed population. Alternate wording, 
using a more generalized HIV medication statement, i.e. not naming a particular 
anti-viral medication, should effectively communicate the warning of concomitant 
use of FP and ritonavir. Examples of such wording are: “  … if you are 
taking medicine for HIV infection”. This wording responds directly to the 
observations in this study by removing the reference to the drug name that was an 
apparent source of confusion for consumers, and does not introduce new 
terminology that may also be potentially confusing (e.g. “prescription 
antiretroviral”).

Reviewer note:  FDA’s replication of the main self-selection analyses provided the same results 
found in the sponsor’s reporting.  However, the coding of risk categories and assessment of 
responses was not verified and the sponsor’s analysis is presented above. The definition of the 
potential risk/minimal or no risk distinction (below) clarifies that the comprehension issues are a 
source of significant risk and continued concern.  We have proposed making this warning more 
prominent in the final labeling.

Human Factors Studies Investigating Correct Use of Product Delivery System—RH01801 & 
RH01929
Both of the human factors studies conducted for this product were carried out during 2013, 
although exact dates for data collection are not detailed in the reporting. The final report for 
RH01801 is dated July 26, 2013, with the final report for RH01929 dated August 1, 2013.  
Protocols were approved by the Principal Investigator in April and July respectively.  

Emphasis in both studies was given to subjects’ abilities to correctly use the nasal spray 
apparatus including the correct route of administration, proper cleaning and priming, and the 
ability to use the apparatus again after a 2 week lag. RH01801 was focused on a general 
population while RH01929 was focused on the low-literacy population.  The latter study was 
carried out based on advice from the agency that a low-literate sample be included in usability 
testing.

Objectives
The stated objective for RH01801 was presented as follows:
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The primary objectives of this usability test were to evaluate the use of the nasal 
spray by a consumer in an OTC environment, specifically to understand the 
consumer’s ability to clean and prime the nasal spray apparatus correctly, and to 
demonstrate that the consumer understands how to use the nasal spray, including the 
correct route of administration of the product (intranasal versus intraocular).

Assessing the potential for inappropriate intraocular use of the spray was a key concern in 
the human factors testing.

The objectives statement for RH01929 was nearly identical, although the second study 
focused on respondents with a lower level of reading skills as determined by REALM 
performance.

Methodology
The usability tests involved a single facility, with a single testing visit by participants.  The 
studies were conducted in line with FDA guidance and proper ethical practice, utilizing an open-
label, placebo nasal spray. Participants were consented and then engaged in a one-on-one 
moderated task session lasting approximately one-hour in duration.  

The key elements of the session involved giving the participant the placebo spray with packaging 
and labeling instructions. Following observation of how the participant used the nasal spray 
mechanism in a simulated environment, study personnel conducted a post-test interview as 
needed.  The goal was to gain additional understanding when errors in use were detected.

Participants were observed for key elements of use such as route of administration [intranasal 
versus intraocular], shaking the bottle, priming the pump, and cleaning the actuator.  Examples 
of use performance failures included not priming the pump or not washing/wiping (cleaning) the 
pump, and using the pump to dispense to the eyes.

Assessment of participant performance was based on a dichotomous pass/fail basis.  A pass for most 
of the items involved completion of several sub-steps.  For example, priming included four sub-steps: 
cap removal, shaking the bottle, pressing down and releasing the pump and priming for visible mist.  
Following the initial use attempt, the participant was presented the task with the hypothetical 
proposition that it was two weeks later.  Those who failed a particular task during these trials were 
then questioned about their reasons for incorrectly performing the task.

Those who failed a particular task were also directed to the Quick Start Guide and asked to repeat the 
failed task.  Passing the task in this phase of the study was taken as an indicator about the adequacy 
of the Quick Start instructions.

All recruits were 18 years of age or older.  Above 40% of the participants in each study were 
naïve to the use of the nasal spray mechanism.  Over ½ of the regular population had eye 
symptoms, while about 1/3 of the low-literate group reported eye symptoms.  The demographic
and baseline characteristics of the sample are reproduced from sponsor reporting in Appendix D.
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Based on FDA review of the study protocol, the sponsor also agreed to include interviews 
assessing the root cause for errors in use.  Although no in depth qualitative analysis seems to 
have been made, bulleted items supported by some illustrative participant explanations were 
provided.

With regard to the instructions regarding priming and delivery, the interviews revealed some 
common issues.

The reasons that participants skipped Priming include:
 perceived waste of product
 not considered a necessary step
 something to do if clogged, not normal use.

The reasons that participants did not blow their noses include:
 did not think it is useful when using a nasal spray
 did not have sufficient congestion

The reason that participants did not hold the other nostril closed during aim and spray 
include:

 directions seemed confusing because there were many simultaneous steps (e.g., 
spray, hold, breathe, etc.)

 stated they forgot

While detailed in the Quick Start Guide, the instructions for cleaning were also frequently 
overlooked with common errors, or some rationale provided for not cleaning the delivery 
mechanism.

Participants offered these reasons for not performing cleaning and wiping activities:
 single user for product (self)
 would not occur to them
 not necessary for such a product

Illustrative errors included instances where the participant:
 incorrectly put the bottle under the faucet and not the spray nozzle 
 used alcohol wipe to clean rather than tissue

 did not see the instructions on the back of the Quick Start Guide

The sponsor stressed that the errors were characteristic of nasal sprays in general.  To mitigate 
the errors, the sponsor proposed additional emphasis on problem areas in product FAQs or the 
instructional materials, referencing the emphasis on cleaning in the Quick Start Guide.  Two 
areas for improvement were also identified outside of the three key elements; namely improving
instructions to reduce inadvertent spraying in the face and to increase the prominence of the Quick 
Start Guide.

Reviewer note:  The sponsor approach to making the Quick Start Guide cleaning instructions more 
prominent and advising the consumer to access the prominently on the carton seem to be reasonable 
solutions to the noted errors.

Continued concern about difficulties encountered in replacing the spray nozzle and the 
potential for adverse events was expressed during internal discussion.  The internal consensus
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 Labeling Review for 
Flonase Allergy Relief 

 
  

SUBMISSION DATES: September 21, 2013 
November 15, 2013 
May 13, 2014 
May 27, 2014  

  
NDA/SUBMISSION TYPE: 205434 
  
ACTIVE INGREDIENTS: Fluticasone propionate 50 mcg/spray 
  
DOSAGE FORMS: Spray, metered  
  
SPONSOR: GlaxoSmithKline Consumer Healthcare 

 
Gregory D. Smith 
Director, Regulatory Affairs 
(973) 889-2540 

  
REVIEWER: Elaine Abraham RPh 
  
TEAM LEADER: 
 
PROJECT MANAGER: 
 

Steven Adah PhD 
 
Jung Lee RPh 

 
 
 
I. BACKGROUND 
 

NDA  is submitted by GlaxoSmithKline Consumer Healthcare for Flonase Allergy 
Relief (fluticasone propionate) Nasal Spray as an OTC treatment for the relief of nasal and 
ocular symptoms associated with allergic  rhinitis  years and 
older.  The indications are expressed within the proposed OTC labeling as “….temporarily 
relieves the symptoms of nasal congestion, runny nose, sneezing, itchy nose, itchy and 
watery eyes due to hay fever, other upper respiratory allergies,  

.”   
 
The following labeling issues were provided to the sponsor in an information request 
communication dated November 12, 2013: 
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LABEL AND LABELING REVIEW 

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

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

 
*** This document contains proprietary information that cannot be released to the public*** 
 

Date of This Review: May 12, 2014 

Requesting Office or Division: Division of Nonprescription Clinical Evaluation (DNCE) 

Application Type and Number: NDA 205434 

Product Name and Strength: Flonase Allergy Relief (Fluticasone Proprionate) Spray, 
50 mcg per spray 

Product Type: Single Ingredient 

Rx or OTC: OTC 

Applicant/Sponsor Name: GlaxoSmithKline Consumer Healthcare  

Submission Dates: September 21, 2013 and November 15, 2013 (amendment) 

OSE RCM #: 2013-2182 

DMEPA Primary Reviewer: Otto L. Townsend, PharmD 

DMEPA Team Leader: Chi-Ming (Alice) Tu, PharmD 
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3 OVERALL ASSESSMENT OF THE MATERIALS REVIEWED 

We note the all capital letter presentation of the proprietary name and the graphic letter “O” in 
the “Flonase” part of the proprietary name, Flonase Allergy Relief.  However, we don’t 
anticipate that the proposed presentation of the proprietary name will contribute to 
medication errors. Therefore, we will not recommend any changes at this point. 

4 CONCLUSION & RECOMMENDATIONS 

We conclude that the proposed container labels and carton labeling are acceptable from a 
medication error perspective.   
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TL: Lesley Furlong (DNCE)
Anthony Durmowicz 
(DPARP)

Y
Y

Social Scientist Review (for OTC 

products)
Reviewer: Barbara Cohen Y

TL: Lesley Furlong Y

OTC Labeling Review (for OTC 
products)

Reviewer: Elaine Abraham Y

TL: Steven Adah Y
Clinical Microbiology (for antimicrobial 

products)
Reviewer: N/A

TL:

Clinical Pharmacology Reviewer: Yunzhao Ren Y

TL: Satjit Brar Y

Biostatistics Reviewer: David Hoberman (DPARP)
Scott Komo (Behavioral 
Studies)

N
Y

TL: Joan Buenconsejo(DPARP)
Karen Higgins (Behavioral 
Studies)

Y
Y

Nonclinical 
(Pharmacology/Toxicology)

Reviewer: Wafa Harrouk Y

TL: Paul Brown N

Statistics (carcinogenicity) Reviewer: N/A

TL:

Immunogenicity (assay/assay 
validation) (for BLAs/BLA efficacy 
supplements)

Reviewer: N/A

TL:

Product Quality (CMC) Reviewer: Nina Ni Y

Y
TL: Swapan De 

Danae Christodoulou 
(Branch Chief)

Y
Y

Quality Microbiology (for sterile 
products)

Reviewer: John Metcalfe N

TL:

CMC Labeling Review Reviewer: N/A

TL:
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translation?

If no, explain: 

  NO

 Electronic Submission comments

List comments: 

  Not Applicable

CLINICAL

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical study site(s) inspections(s) needed?
  

If no, explain: The sites used to conduct both pivotal 
ocular studies were completed over 10 years ago.

  YES
  NO

 Advisory Committee Meeting needed? 

Comments: 

If no, for an NME NDA or original BLA, include the 
reason.  For example:

o this drug/biologic is not the first in its class
o the clinical study design was acceptable
o the application did not raise significant safety 

or efficacy issues
o the application did not raise significant public 

health questions on the role of the 
drug/biologic in the diagnosis, cure, 
mitigation, treatment or prevention of a 
disease

  YES
Date if known: 

  NO
  To be determined

Reason: 

 Abuse Liability/Potential

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 If the application is affected by the AIP, has the 
division made a recommendation regarding whether 
or not an exception to the AIP should be granted to 
permit review based on medical necessity or public 
health significance? 

Comments: 

  Not Applicable
  YES
  NO

CLINICAL MICROBIOLOGY   Not Applicable
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Comments: 

  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CLINICAL PHARMACOLOGY

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

 Clinical pharmacology study site(s) inspections(s) 
needed?

  YES
  NO

BIOSTATISTICS

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

NONCLINICAL 
(PHARMACOLOGY/TOXICOLOGY)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

IMMUNOGENICITY (BLAs/BLA efficacy 
supplements only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

PRODUCT QUALITY (CMC)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

Environmental Assessment

 Categorical exclusion for environmental assessment 
(EA) requested? 

If no, was a complete EA submitted?

If EA submitted, consulted to EA officer (OPS)?

YES
  NO

YES
  NO

YES
  NO
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Comments: 

Quality Microbiology (for sterile products)

 Was the Microbiology Team consulted for validation 
of sterilization? (NDAs/NDA supplements only)

Comments: IR requests for 74 Day Letter

  Not Applicable

YES
  NO

Facility Inspection

 Establishment(s) ready for inspection?

 Establishment Evaluation Request (EER/TBP-EER) 
submitted to OMPQ?

Comments: 

  Not Applicable

  YES
  NO

  YES
  NO

Facility/Microbiology Review (BLAs only)

Comments: 

  Not Applicable
  FILE
  REFUSE TO FILE

  Review issues for 74-day letter

CMC Labeling Review

Comments: 

  Review issues for 74-day letter

APPLICATIONS IN THE PROGRAM (PDUFA V)
(NME NDAs/Original BLAs)

 Were there agreements made at the application’s 
pre-submission meeting (and documented in the 
minutes) regarding certain late submission 
components that could be submitted within 30 days 
after receipt of the original application?

 If so, were the late submission components all 
submitted within 30 days?

  N/A

  YES
  NO

  YES
  NO
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Appendix A (NDA and NDA Supplements only)

NOTE: The term "original application" or "original NDA" as used in this appendix 
denotes the NDA submitted. It does not refer to the reference drug product or "reference 
listed drug."

An original application is likely to be a 505(b)(2) application if:

(1) it relies on published literature to meet any of the approval requirements, and the 
applicant does not have a written right of reference to the underlying data.  If 
published literature is cited in the NDA but is not necessary for approval, the 
inclusion of such literature will not, in itself, make the application a 505(b)(2) 
application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for 
a listed drug product and the applicant does not own or have right to reference the 
data supporting that approval, or

(3) it relies on what is "generally known" or "scientifically accepted" about a class of 
products to support the safety or effectiveness of the particular drug for which the 
applicant is seeking approval.  (Note, however, that this does not mean any
reference to general information or knowledge (e.g., about disease etiology, 
support for particular endpoints, methods of analysis) causes the application to be 
a 505(b)(2) application.)

Types of products for which 505(b)(2) applications are likely to be submitted include: 
fixed-dose combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) 
combinations); OTC monograph deviations (see 21 CFR 330.11); new dosage forms; new 
indications; and, new salts. 

An efficacy supplement can be either a (b)(1) or a (b)(2) regardless of whether the 
original NDA was a (b)(1) or a (b)(2).  

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the 
information needed to support the approval of the change proposed in the supplement.  
For example, if the supplemental application is for a new indication, the supplement is a 
505(b)(1) if:

(1) The applicant has conducted its own studies to support the new indication (or 
otherwise owns or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was 
embodied in the finding of safety and effectiveness for the original application or 
previously approved supplements is needed to support the change.  For example, 
this would likely be the case with respect to safety considerations if the dose(s) 
was/were the same as (or lower than) the original application, and.

(3) All other “criteria” are met (e.g., the applicant owns or has right of reference to 
the data relied upon for approval of the supplement, the application does not rely 
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for approval on published literature based on data to which the applicant does not 
have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval of the change proposed in the supplemental application would require 
data beyond that needed to support our previous finding of safety and efficacy in 
the approval of the original application (or earlier supplement), and the applicant 
has not conducted all of its own studies for approval of the change, or obtained a 
right to reference studies it does not own. For example, if the change were for a 
new indication AND a higher dose, we would likely require clinical efficacy data 
and preclinical safety data to approve the higher dose. If the applicant provided 
the effectiveness data, but had to rely on a different listed drug, or a new aspect of 
a previously cited listed drug, to support the safety of the new dose, the 
supplement would be a 505(b)(2),

(2) The applicant relies for approval of the supplement on published literature that is 
based on data that the applicant does not own or have a right to reference.  If 
published literature is cited in the supplement but is not necessary for approval, 
the inclusion of such literature will not, in itself, make the supplement a 505(b)(2) 
supplement, or

(3) The applicant is relying upon any data they do not own or to which they do not 
have right of reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) 
application, consult with your OND ADRA or OND IO.
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Date: November 20, 2013

NDA Number: 205434

Applicant: Glaxo Smithkline

Drug Name: Fluticasone proprionate aqueous
nasal spray (Flonase Allergy Relief)

NDA: for relief of the nasal and ocular symptoms associated with allergic  
rhinitis in  years and older.

Consumer studies submitted:
 Pilot label comprehension study
 Targeted label comprehension study – stop use if not better in seven days, or 

severe facial pain
 Targeted self-selection study – with HIV sufferers 
 Human Factors – normal literacy – 40
 Human Factors – low literacy - 15

There are no filing issues from a social science perspective.

Barbara Cohen
Social Science Analyst, DNCE
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