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MEMORANDUM: DEPARTMENT OF HEALTH AND HUMAN SERVICES PUBLIC 
HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

DATE: 10-JAN-2017

TO: N209482 File for Trelegy Ellipta Inhalation Powder

FROM: Craig M. Bertha, CMC Lead
OPQ/ONDP/DNDPII/Branch IV

SUBJECT: Background regarding product strip configurations and 
in vitro performance comparability for GlaxoSmithKline
drugs that use the Ellipta device

The applicant has four approved inhalation powder drug products that use the Ellipta device with 
various drug combinations (fluticasone furoate or FF; vilanterol or VI, umeclidinium or UMEC):

Proprietary Name IND NDA (approval date)
Breo Ellipta (FF/VI) IND 77855 NDA 204275 (10-MAY-2013)
Anoro Ellipta (UMEC/VI) IND 106616 NDA 203975 (18-DEC-2013)
Incruse Ellipta (UMEC) IND 104479 NDA 205382 (30-APR-2014)
Arnuity Ellipta (FF) IND 70297 NDA 205625 (20-AUG-2014)
Trelegy Ellipta (FF/UMEC/VI) IND 114873 NDA 209482 (pending)

Ellipta (see figure below) is an inhalation powder device that can have one or two foil-foil blister 
strips containing  formulations that are delivered simultaneously when the 
patient inhales from the mouthpiece.

________________________________________________________
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NDA 209482 Product Configurations & In Vitro Comparability p. 2

The four approved products and the proposed Trelegy Ellipta (triple drug combination) have 
various configurations in terms of the formulations and strips used (i.e., one or two).  In order to 
satisfy the combination drug product rule (21CFR300.50) for Breo, Anoro, and Trelegy, the 
clinical studies included monotherapy and dual comparator drug products (listed in italics in the 
table below).  For Breo, the monotherapy comparators used in phase III included placebo second 
strips to more closely match the combination drug product. This was not the case for phase III 
studies for Anoro, however, where single strip comparators were used.

Drug Product/phase III 
comparators

First strip (API in mcg) Second strip (API in mcg)

Breo Ellipta, FF/VI (N204275)1 100 or 200 FF/L2 25 VI/L/MgSt2

FF mono comparator for 
Breo1,3

100 or 200 FF/L L/MgSt

VI mono comparator for Breo1 L 25 VI/L/MgSt
Anoro Ellipta (203975)4 62.5 UMEC/L/MgSt 25 VI/L/MgSt

UMEC mono comparator for 
Anoro4

62.5 UMEC/L/MgSt None

VI mono comparator for Anoro4 None 25 VI/L/MgSt
Incruse Ellipta (N205382) 62.5 UMEC/L/MgSt None
Arnuity Ellipta (N205625) 100 or 200 FF/L None
Trelegy Ellipta (N209482)5,6 100 FF/L 62.5 UMEC/25 VI/L/MgSt

FF/VI dual comparator for 
Trelegy5,6

100 FF/L 25 VI/L/MgSt

UMEC/VI dual comparator for 
Trelegy5

62.5 UMEC/L/MgSt 25 VI/L/MgSt

UMEC mono comparator for 
Trelegy6

62.5 UMEC/L/MgSt None

_______________________________
Craig M. Bertha, CMC Lead

cc:
OPQ/ONDP/DNDPII/Branch IV/CBertha/10-JAN-2017
OPQ/ONDP/DNDPII/Branch IV/JPinto
OPQ/OPRO/FAisida
OND/DPARP/LBroadhead
OND/DPARP/SChaudhry
OND/DPARP/BChowdhury
OND/DPARP/LGilbert-McClain
OCP/DCPII/BSaluja

1 In vitro dose performance of monotherapy drug products considered comparable to combination drug product (see 
29-APR-2008, and 14-SEP-2011, meeting minutes I77855)
2 Key: L for lactose; MgSt for magnesium stearate
3 In vitro comparability demonstrated for FF monotherapy drug product with two strips versus one strip (see 01-
DEC-2011, written responses I70297)
4 In vitro dose performance differences noted when UMEC monotherapy drug product with one versus two strips
(i.e., latter including “placebo” strip) were compared (see 24-OCT-2010, meeting minutes I106616); GSK then 
planned to bridge two versus one strip UMEC monotherapy with a pharmacodynamic study (see 18-JAN-2012, 
meeting minutes I106616)
5 In vitro comparability demonstrated for FF/UMEC/VI Trelegy versus the FF/VI and UMEC/VI dual comparators 
(see 27-FEB-2014, written response I114873)
6 In vitro comparability demonstrated for FF/UMEC/VI “closed” versus “open” (FF/VI + UMEC) triple 
combinations (see 08-JUN-2016, meeting minutes I114873)
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