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Breo® Ellipta® (Fluticasone furoate 100mcg /Vilanterol 25 mcg)  
Inhalation Powder 

NDA 204275 
Chemistry, Manufacturing, and Controls 

Division Director’s Summary Basis of Action 
 

Applicant:  Glaxo Group Limited d/b/a GlaxoSmithKline 
  Five Moore Drive 
  Research Triangle Park, NC 27709 
 
Indication: BREO ELLIPTA is a combination inhaled corticosteroid/long-acting 
beta2-adrenergic agonist (ICS/LABA) indicated for long-term, once-daily, maintenance treatment 
of airflow obstruction and for reducing exacerbations in patients with chronic obstructive 
pulmonary disease (COPD). 

Presentation: BREO ELLIPTA is supplied as a disposable light grey and pale blue plastic 
inhaler containing 2 double-foil strips, each with 30 blisters (30 doses). The devise includes a 
dose counter.  The inhaler is packaged within a moisture-protective foil tray with a desiccant and 
a peelable lid.  BREO ELLIPTA is also supplied in an institutional pack and in a physician 
sample pack containing 2 double-foil strips, each with 14 blisters (doses). They are also 
packaged within a moisture-protective foil tray with a desiccant and a peelable lid.   
 
EER Status: Recommendations:    Acceptable as of May 9, 2013. 
Consults: EA –     Categorical exclusion provided 
 CDRH-   N/A 
 Statistics –    N/A 
 Methods Validation –   Methods validation was sent but the labs could not 

reproduce all methods since specific equipment is necessary for blister content.  The 
methods are found acceptable from quality control by the review division but the lab 
could not comment as a regulatory method since they could not reproduce the methods.        

 DMETS-   Acceptable 
Biopharm–   Acceptable        
Microbiology –   Acceptable 

 Pharm/toxicology –   Acceptable 
 
Background: This drug product is a replacement for the Advair Diskus series of dry powder 
inhaler line.  The drug product device contains fluticasone furoate and vilanterol for once daily 
treatment.  This new device was called the Gemini Device since there are two strips of blisters 
within the device each containing 30 doses of fluticasone furoate and vilanterol.      
 
The drug substances and drug product are prepared using a Quality by Design (QbD) Strategy 
for better assurance of quality from a manufacturer and patient use perspective.   
 
Drug Substances:  
 
Fluticasone Furoate 

Reference ID: 3306469
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XIAOBIN SHEN
04/28/2013
The NDA is recommended for approval.

BOGDAN KURTYKA
04/29/2013

CRAIG M BERTHA
04/29/2013

PRASAD PERI
04/30/2013
I concur

Reference ID: 3300318



  
 

INSPECTIONAL ASSIGNMENT  
(EMAIL TRANSMITTAL) 

 
 
Date: April 11, 2013 
  
To: Division of Medical Products and Tobacco Inspections 

Office of Regulatory Affairs,  HFC-130 
  
Facility: Glaxo Operations UK Ltd, Priory Street, Ware, Hertfordshire, 

United Kingdom. 
 FEI #: 3003262904 
  
Drug Name 
(dosage form, 
strength/concentration): 

Breo Ellipta Dry Powder Inhaler  (Fluticasone 
Furoate/Vilanterol Inhalation Powder) 100/25 mcg 

  
Profile Class: ADM  
  
A/NDA No.: NDA 204-275  
  
Chemistry Reviewer Xiaobin Shen, Ph.D. (xiaobin.shen@fda.hhs.gov;  

301-796-1411). 
  
Microbiology Reviewer (if 
applicable) 

Stephen E. Langille, Ph.D. (stephen.langille@fda.hhs.gov) 

  
OC Compliance Officer Linda Ng, Ph.D., CDER/OC/OMPQ/DGMPA/NDMAB   

301-796-1426, (linda.ng@fda.hhs.gov) 
 
 
CDER has identified specific areas for inspectional focus for drug product manufacturing in 
connection with NDA 204-275.  In accordance with the Drug Process Inspection Compliance 
Program 7356.002 and Pre-Approval Inspection Program Compliance Program 7346.832, PAIs 
provide for continuity in our pre-market review of the drug product by focusing on areas in 
which data are questionable; drug characteristics or sensitivities1 indicate special scrutiny, the 
overall manufacturing and control strategy appears lacking; and potential manufacturing 
weaknesses may exist.   
 
Summary of Product and Manufacturing Process 
 
The Breo Ellipta Dry Powder Inhaler is for long-term once-daily maintenance treatment of airflow 

                                                 
1 Examples include heat, moisture, oxygen, or light sensitivity, as well as  hygroscopicity, polymorphs, particle size, 
or other physical characteristics 

Reference ID: 3292005
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IV 11/14/2011 LOA with this 
date is listed in 
DARRTS for this 
DMF 

III 4/12/2012 DARRTS does 
show a LOA 
with this date for  

 
Lidding 

III 3/26/12 no LOA listing 
with this date in 
DARRTS, check 
DMF 

III 5/23/2012 no LOA listing 
with this date in 
DARRTS, check 
DMF 

III 12/07/2011 no LOA listing 
with this date in 
DARRTS, check 
DMF 

25906 II GSK vilanterol 
trifenatate d.s. 

NONE LOA to be 
requested – no 
LOA in  the 
NDA.  (NDA 
does cross 
reference this 
DMF); No 
volumes listed in 
DARRTS either.  

      
      
      
 

 

b. Recommended Consults 
 

CONSULT YES NO COMMENTS: (list date of request if already sent) 
Biometrics      X 

 
 A biometrics consult to evaluate the emitted dose 

content uniformity methods and specifications 

Reference ID: 3185071

(b) (4)

(b) (4)

(b) (4)
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may be necessary, since it uses a parametric 
tolerance interval test.   The NDA claims to be 
following FDA’s October 25, 2005 Advisory 
Committee of Pharmaceutical Science Proposal for 
Parametric Tolerance Interval Test (PTI Test) 
Criteria.  It is possible that additional information 
pertaining to this specification and test method 
needs to be provided. 
 
A biometrics consult for stability data and 
expiration dating period may or may not be 
necessary:  this depends on the review of the 
stability data.   

Clin Pharm  X       
EES X  EER request submitted 8/07/2012. 
Pharm/Tox  

maybe 
 individual specified d.p. impurities are < limits of 

ICH Q3B  

 For the drug substances, 
the DMFs may be checked by the reviewer to see 
if there is anything new pertaining to impurities 
that may need to be evaluated by pharm/tox. 

Methods Validation X  one or two methods to be validated/verified since 
vilanterol is an NME 

EA  X to be evaluated by reviewer; categorical exclusion 
has been claimed based on 21 CFR 25.31(b).  GSK 
doesn’t know of any extraordinary circumstances. 

New Drug Micro X  evaluate proposal for two tier microbiological 
quality specification:  Tier 1 is a water activity test; 
Tier 2 is a Microbial Limit Test. 

CDRH X  possibly for aspects of the device (DMF ) 
and container closure development section (in 
P.2), also device assembly (manufacturing 
process):  see 3.2.P.3.3 and see master batch 
record, executed batch records, etc. in 3.2.R.  This 
also would include a human factors user errors 
study (3.2.P.2.4.3.3.9.2). 

Reference ID: 3185071

(b) (4)

(b) (4)
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Other         
 

c. Other Applications or Submissions to note (if any):  
 

DOCUMENT 
NAME 

DATE 
APPLICATION 

 NUMBER 
DESCRIPTION 

IND  10/30/2003 48,647 Aq. nasal spray, fluticasone 
furoate(allergic rhinitis) 

IND      6/23/2005 70,297 fluticasone furoate DPI 
(asthma and COPD) 

IND      11/08/2007 74,696 vilanterol inhalation 
powder (asthma and 
COPD) 

IND 5/23/2008 77,855 fluticasone furoate 
/vilanterol inhalation 
powder(asthma and 
COPD) 

IND 10/09/2008   

 
IND 11/13/2009  LAMA (GSK573719)/LABA 

(vilanterol) – (COPD) 
NDA 6/28/2006 22,051 Veramyst (fluticasone 

furoate) Nasal Spray 
(allergic rhinitis) – a 
suspension formulation 

    
Note:   fluticasone furoate has the code # GW685698;  

vilanterol has the code #GW642444.

Reference ID: 3185071

(b) (4) (b) (4)

(b) (4)
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Drug Product Development: 
 

“The drug product is a plastic inhaler with a light grey body, a pale blue mouthpiece cover and a 
dose counter, packed in a foil tray which contains a desiccant packet. The tray is sealed with a 
peelable lid. The inhaler contains two strips of either 30 or 14 regularly distributed blisters, each 
containing a white powder.”  “Each blister on one strip contains a white powder mix of 
micronized fluticasone furoate (100 mcg) and lactose monohydrate (12.4 mg), and each blister on 
the other strip contains a white powder mix of micronized vilanterol trifenatate (40 mcg equivalent 
to 25 mcg of vilanterol), magnesium stearate (125 mcg), and lactose monohydrate (12.34 mg).”   

 
The drug product Quality Target Product Profile (QTPP) is discussed in 2.3.P.2.1.  
“The formulation and the manufacturing process were selected based on the QTPP, 
the characteristics of the input materials (drug substances, excipients and container 
closure system), prior knowledge and product specific understanding based on the 
development history.” 

Reference ID: 3185071

(b) (4)

6 Page(s) has been Withheld in Full as B4 (CCI/TS) immediately following 
this page
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7

Are drug substance 
manufacturing sites 
identified on FDA Form 
356h or associated 
continuation sheet?  For 
each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person.  

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X         

8

Are drug product 
manufacturing sites are 
identified on FDA Form 
356h or associated 
continuation sheet.  For 
each site, does the 
application list: 
• Name of facility, 
• Full address of facility 

including street, city, state, 
country  

• FEI number for facility (if 
previously registered with 
FDA) 

• Full name and title, 
telephone, fax number and 
email for on-site contact 
person. 

• Is the manufacturing 
responsibility and function 
identified for each facility?, 
and 

• DMF number (if applicable) 

X         

Reference ID: 3185071
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31.

Has stability data and 
analysis been provided to 
support the requested 
expiration date? 

X   

The requested expiry dating period is 24 
months, based on 18 months of real time 
stability data on the primary NDA stability 
batches, and on ICH Q1A (R2).  The 
applicant has not performed a statistical 
analysis of the stability data for the expiry 
dating period since 18 month real time 
stability data are available.  A stability 
update will be submitted 100 days after the 
original NDA was submitted (the Agency 
agreed to this at the pNDA meeting for 
CMC on 9/14/11). 
 
This primary stability data includes testing 
of drug product in the proposed blister 
strip, in two foil laminate secondary packs 
(three batches packaged in trays and three 
batches packaged ) each 
with desiccant.  These stability batches 
were produced at production scale at the 
proposed commercial site with commercial 
equipment, except that secondary 
packaging was applied at pilot scale.  
Whether the stability data are adequate is a 
review issue.   
 
The applicant had proposed not to place 
the 14 dose sample pack on stability and 
the Agency concurred (IND 77855, March 
2009, EOP2 meeting for asthma):  see 
preliminary comments sent to the 
applicant on 3/30/2009).   
 
Certain test attributes are not proposed for 
the annual stability protocol:  whether the 
justifications for this are adequate is a 
review issue. 

32.

Does the application contain 
Quality by Design (QbD) 
information regarding the 
DP? 

X   
Yes, there are some elements of QbD 
present, but regulatory flexibility does not 
appear to have been proposed. 

33.

Does the application contain 
Process Analytical 
Technology (PAT) 
information regarding the 
DP? 

 

 
 

X        

 
 

Reference ID: 3185071

(b) (4)
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