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PATENT INFORMATION SUBMITTED WITH THE FILING Fornomer
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205625

NAME OF APPLICANT/NDA HOLDER
Glaxo Group Limited d/b/a GlaxoSmithKling

For Each Patent That Claims a Drug Substance
(Active ingredient), Drug Product (Formulation and Composition)
and/or Method of Use

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)

() (@)™ ELLIPTATY
ACTWE TNGREDIENT(S) STRENGTH(S)
fluticasone turoate 100 mcg and 200 meg
I DOSACE FORM

Dry Powder for Oral Inhatation

This patent declaration form is required o be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at ihe address provided in 21 CFR 314.53(dX4).

Within thirty (30) days aftec appraval of an NDA cr supplement, or within thirty (30) days of issuance of a new patent. a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c)(2)(ii) with all of the required information based on the approved NDA cr
suppiement. The information submitted in the declaration form submitted upon or after approval will be the onfy information reied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additianal space is required for any narrative ansveer (i.e., one that
does rot require a “Yes" or "No” response). piease attach an additional page refererncing the question number.

FDA will not list patent information if you submit an incomplete patent deciaration or the patent declaration indicates the
patent is not eligible for iisting.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. United States Patont Numbor D. !s3ue Date of Palen! c. Expiralion Dale of Patent -
7.629.335 12/08:2009 08/03:202)
d. Nare of Patent Oaner Address (cf Patent Owner)
GlaxoSmithKline Intellectual Property Management . 980 Great West Road
Limited -

i City/State

\ Brentford, Middlesex, TWS 9GS England

ZiP Coce . FAX Number (if availabie)
Tetephone Numser E-Mail Address §if avaiabic)

e Name of agent orrepreseniative who resides or maintains | Acdress (of agent of roprosentalive named in 1.e.)
a place of business within the United States actherizad to 1w K linel W399 T . 3 c 1339
ezeive notice of patent certification undar secsion S05(533) GlaxoSmithKline-UW 2220, 709 Swedeland Road, P.O. Box 133
and {218) of the Faderal Fzod, Drug, and Cosmatic Act - _
anc 21 CFR 314.52 and 314.35 {if patent ewner or NOA | CilyState

applicant/holder coes not reside or have a lace of King of Prussia, PA
business witkin the United States) ZiP Céda T FAX Numbar (f avanable)
N e s Q. -093 7050
Charles M., Kinzig. Esq. :' “::S 09;[9 5 - E(?:OI) ,‘\‘;0 vt :? )
Vice President. Global Patents i e epnons Namuer (VA Acaress fif avaiadis
(610) 270-3021 { charles.m.kinzigi@gsk.com

T 13 the patent referanced above a patent that has been susmiitad praviousiy or the

appravad NDA or supplement referenced above? 1 Yes X! No
. if the patent referenced above has Been submitted previausly for listing, i3 tha exgiraton

date a new expiration date? [1Yes Xt Mo

FORM FDA 3542a (10/10) Page 1
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.
2. Drug Substance {Active ingredient)
2.1 Doesthe pateni claim the drug sutstance that is the active ingredient n the dnig product
described in the pending NDA, amendment, or sugplement? T ¥es g No
2.2 Coes the patent claim a ¢rug substanca that is a different polymomneh of the attive
ingredient described in the pending NDA, amendment. of suppiemant? T} ¥Yes ] No
2.3 1fthe angvier to question 2.2 is “Yes,” do you centify that, as cf tha date of ths JeCisration, you have st
data demanstrating that a drug produdt containing the pelymorgh will perform the same as the drg proesuct
described in the NOA? The type of test data reguired is desaribad a0 27 CFR 313.63(h; T Yes 7 Ne
2.4 Specify the polymarphic form(s) daimed by the paient for whidh you bave the 1231 resylts Jesworibed i 2.3,
2.5 Does the palent claim anly a metabotite of the active ingradient pondng i ta NDA o suppisment? B
{Complete tha infarmation in section 4 below if the patent clams a pending mathod ol usng the pending
2rug product o acminister the metabolite.) [ Yes X Ne
2.6 Dcas the patent clam only an intermediate?
Cive X, No
2.7 ifthe patentreferenced in 2.1 is 3 product-by-process patent, is the produst clarmed in the
patent novel? {An answer is required only if the patent is 3 product-Ly-provess patents [T es ™ No
3. Drug Product {Composition/Formuiation)
. —
3.1 Dees the patent ciaim the drug product, as defined m 21 OFR 314 3, in the pending NOW., armandroent,
or supplement? X Yes Tl Neo
3.2 Does the paten! claim enly an intermediate?
i¥es Xi Mo
3.3 if the patent referencad in 3.1 is a product-by-process patent, is the produet Sizimed in i
patant novel? (An answer is requirad only if the patent i a prodisct-by-feotass patert ) T Yes "1 Ne
4. Method of Use )
Sponsors must submit the information in section 4 for each enethed of using the pending drug product for which approval is being
sought that is claimod by the patent. For sach pending method of use claimed by the patent, provide the fofowing information:
21 Does the patent claim ona or more metheds of use for which approval 1S berw) sowys in
the pending MDA, amendment, or supplement? T ¥es X Mo
4.2 Patent Claim Number{s) (as istad in the patent} | Does {1} tha patent damisireferenced n 42 ¢aim 3 T
pencing method of usa lor wivth apguecyal S being szught
in the pending NDA, ameraimert, 7 suddernert? i Yes ™ No
4.2a ifthe answer to 4.2 s Use: (Submit indication or maliod of usy mfzanabon o8 igeniliad spenficaly i the oroposed facz?ﬁ'fE!g.,J
"Yes,” identify with speci- |
ficity the use with refer-
ance 1o the proposad
fabeling for the drug
product.
5. No Relevant Patents
Fer this pending NDA, amendment, or supplement, there ara na ralevant patents that daim 12 drug substanoe factive ogradient).
drug product {formulation or composition) or method(s) of use, far which the applicant is saeking spproval and with respect ' which ] ves
a claim of paten! infringement could reasenably e asserizd if a parson ot §2enzed by the twnar of the pater? engaget nthe
manufacture, use, or sale of ihe drug praduct.
FORM FDA 3542a {10/10) . Page 2

Reference ID: 3619642



6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. I verify under penalty of perjury that the foregoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA ApplicantHolder or Patent Qwner (Atforney, Agent, Representative or Date Signed
ottier Authorized Official) (Pravide Information beiow) i

1% \'Y\es 20v3

NOTE: Only an ND. tholder may submit this declaration dircctiy to the FDA. A patent owner who is not the NDA applicant/
holder is athorize lo slgn the declaration but may not submit it direct’y to FDA. 21 CFR 314.53(c)(4) and (d)(4).

Check applicable box and provide information below.

] NDA Applicant'Holder ! i MDA Appiicant'siHolder's Atleiney, Agent (Representative) or other
i Authorized Official
"] Patant Cwner K Patent Owner's Attermey, Agent {Rapresantative) ar Other Authorized
Official
“Name ) )
James P, Riek
{Address T ' | City/State e
! Five Moore Drive, PO Box [3398 Rescarch Triangle Park. NC
" ZIP Code . Telephena Number
L 27709-3398 (919) 483.8022
“EAX Number (f avaitabio) E-Mail Address (if avarlable) -
(919) 483-7988 . jim.p.rick@gskcom

Tee pabhie reponting burden tor this collection of information has been estmated to average 2 hours per response, ncluding the tme for reviewing
instructions, searching existing dula soucces, pathering wrd maintwining the doti meeded. and completing and reviewang the collection of intormation. Send
comments regarding this burden estimate or any other aspect of this collection of information. xluding suzcestians for reducing this burden toy

Depasrtnzent of Healt and Tumas Servives
Fond and Drug Administeation

Orfice of Chtief Tnlormsittion Orlicer

1350 Piecatd Drive. Room 306

Rockyitle, MD 208510

A ageney axsy not conduct or sponsar, and a person s not required to respond o, a collection of
informaiion wunfess it display s a curvently vaind QM3 contraf euntar

FORM FDA 3542a (10/10) Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

General Inform:tion

* To submit patent information to the agency the appropriate
patent declaration form must be used. Two fonns are available
for putent submissions. The spproval status of your New Drug
Application will determine which form vou shouid use.

Form 33424 should be used when submitting patent information
with origiral NDA submissions, NDA antendments and NDA
supplentents prior to spproval.

Form 3542 should be used after NDA or supplement approval.
This form is to be submitted within 30 days after approval ofan
application. This form should also be used to submit patent
information relating to an approved supplement upder 21 CFR
314.330d) to chanpe the {ormulation, add a new indication or
other condition of use, change the strength, or to make any other
patented change reparding the drug. druy product. or any
method ot use,

Form 3542 is also to be used for patents issusd after drug
approval. Patents issned after drug approval are reguired to be
submitted within 30 days ol patent issuance for the patent to be
considered "rimely filed”

Only information from form 3342 will be used for Orange Book
publication purposes.

* Forms shoutd be submitted as described tn 21 CFR 314.53.
Sending an additional copy of form 3542 tw the Orange Book
Stafl will expedite patent publication in the Oranie Book. The
Orange Book Stalladdress {as of April 20073 is: Orange Book
Statl, Office of Generic Drugs OGD/AIFD-610. 7501 Standish
Place, Reckville, MDD 20855,

* The receipt date is the date that the patent information is date
stamped in the central dacument room. Patents are considered
listed o2 the date received.

" Additional copies ol these torms may be downloaded from: the
Internet at: hgpriwww fda goviapacom: pusrechoices:flajorms.
[fdaforms.fumi.

First Section

Cuorplete all items in this section.

1. General Section

Complete ail items in this section with reference to the patent

itself

e} Include patent expiration date, including any Hatch-Waxizan
patent extension already  granted. Do not include any
applicable pediatric exclusivity. The ageney will include
pediatric exclusivities where applicable npon publication.

1d

-

Include fufl address of patent owner. If patent owner resides
ouiside the U.S. indicate the country in the zip code bleck.

' PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

Ie) Answer this question it applicable. If patent owner and NDA
applicant’holder reside in the United States, ieave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent claiins the drug
substanee that is the subject of the pending NDA, amendment, or
supplement.

2.4) Name the polymorphic form of the druy identified by the
patent,

3
h
2

A patent for a metabolite of the approved active ingredient
may not be subriitted. 11 the patent claims an approved
miethod of using the approved drag product to administer the
metabolite, the patent may be submitked as a method of vse
patent depeading on the responses to seetion 4 of this lom.

2.7y Angwer this question enly it the patent is a product-by-
process patent.

3. Drug Product {Composition/Formulation)

Complete all items in this section it'the patens claims the drag

product that i3 the subject of the pending NDA, amendment, or

supplement.

3.3 Ananswer to this question is required only i the reference
patent is a product-by-process patent.

4. Method of Use

Complete all items in this section if the patent elaims a methed of
ase of the drug product that is the subject of the pending NDA,
amendment, or supplement {pending method of use).

4.2)  For cach pendine method of use claimad by the patent,
identify by number the claimis) in the patent that claim the
pending use of the drug. An applicant way list together
multiple peteat claim numbers and information tor cach
pending methad of use, if applicable. Howgver, each
pending method of use must be separately listed within shis
section of the form.

4.2a} Specity the part of the proposed drug labeling that is
claimed by the patent.
5. No Relevant Patents

Complete this section only ifapplicable.

6. Declaration Certification
Complete 2l items in this section,

6.2) Authorized signature. Check one of the four boxes that pest
dexcribes tle authorized signature.

FORM FDA 3542a {10/10)
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Food and Dzug Asminssiration Sep OMB Statement on Page 3.
| PATENT INFORMATION SUBMITTED WITH THE FILING s —
OF AN NDA, AMENDMENT, OR SUPPLEMENT 305625
For Each Patent That Claims a Dmg Substance NAME GF APPLICANT/NDA HOLDER

| {Active ingredient), Drug Product (Formulation and Compaosition) Glaxo Group Limited d/b/a GlaxoSmithKline

Depantment of Health and Humzn Services Form Approvad: CMB No. 0910-0513
Expiration Date: 10/31/2013

and/or Method of Use

The following is provided in accordance with Section 505{b) and {c) of the Federal Food, Drug, and Cosmetic Act.

| TRADE NAME {OR PROPOSED TRADE XAMEH

®) @ ELLIPTA™

ACTIVE INGREDIENT(S1 : STRENGTHIS:
Fluticasone furoate © 1D meg and 200 mog per actuation

[ COSAGE FORM
Dry Powder for Oral Inhalation

This patent dectaraticn foam s roguired to be submtted to the Foos and Ceug Admicistration (FDA) with an NDA application,
amendment, or supplemant as nequired by 21 CFR 37453 at the addvess srovided in 21 CFR 314.53(d)(4).

Within thirty (30} days zfter approval of 2% ND& or supploment, or wighin Fatty {30) days of issuance of a new patent, a new patent
declaration must be submitted purswanrt to 27 COFR 2148 SYic)i2)ii; with 2l of the mequived information based on the approved NDA cr
supplement. The informaticn submted im the detiaration form submitted wpen a7 after approval will be the only information relied
upon by FDA for listing a patent in the Crange Sook.

For hand-written or typewriter versions {enly) of this nepont: ¥ adcitianal spzce ‘s ~equired for any narrative answer {i.e., cne that
does not require a "Yes" or "Na” response), pleass sitach an additiaal page eferaecing the question number.

FDA will not list patent information if you sulumit an incompfete patent declaration or the patent declaration indicates the
patont is not efigible for listing.

For cach patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you arc not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections 5 and 6.

1. GENERAL
a. Uniled States Palent Newmbar B, izzve Dae o Patart ¢, Expiration Date of Patent
7,101,866 3 Sopteaiber 26 3 August 2021
d. Name of Patent Cwner Addness of Patest Qwnart
GlaxoSmithKline Intellectual Poopeny Managemenr S8 Grza Wes: Read
Limited
Bronford, Middlesex, TWS 9GS ENGLAND

TP Code TRFAX NumEsr [if avaifable)

]
!

]‘dephme pihone Naiber | E-Mail Address (if available)

1 N

2. Nama ol agent o reprosealalive whd VESiJes of Miariams | AAEss 100 S0t OF "0omScriote Sarned 10 1.0.)
a place of business within the Unitad States authonzed ie B i Ui NI TR Swedelan ¢ 13536
receive notice of patent et ficatan Lngar secion SHS L] GlaxoSmitakline-UW 2220, 709 Swedeland Road, P.O. Box 1339
and (j}{2)(B) of the Faderal Faod, Drug and Cosmetiz Aot L _
and 21 CFR 314.57 and 314,35 5if satent oamer cr NOA | —wiState

applicant’holder does nat resude of have & lade o Kina »f Prussia PA
business within the Unded States} Eid=0 T FAX NGMDEr [if svalasie)
Charles M. Kinzie. Esq 194Gk 093y . 4610) 270-3090
. - o : Telephone Murioss 7T T EMail Accrass [if avaiabic)
Vice President, Global Patents ‘B‘g < : R
® {630y 2R-3920 . charkes.m.kinzigi@dusk.com
f. 15 the patent references atowe 2 pelent el Fes Desn sudmtizd anexiousy or tha
appraved NDA or suppiemsent refererced abone? ] Yes X] No
g. ITthe palent refcrenced 2DTE NAS LLER SWBMTLET previchaly Tor 1830, & Ihe SxEIraies:
date a new expiration daz? 1 Yes X No
FORM FDA 3542a {10/10) Page 1
I gl 9127 Wiwe FF

Reference ID: 3619642



use that is the subject of the pending NDA, amendment, or supplement.

For the patent referenced above, provide the following information on the drug substance, drug product and/or method of

2. Drug Substance {Active Ingredient)

2.1 Does the patent daim the drug substance that is the active ingradient in the drug product
described in the pending NDA, amandment, or supplamaent? X} Yas [ No

2.2 Does the patent claim 3 drug sutstance that is a different polymorph of the active
moredient described in the penging NDA, smencment, ar sugplament? ] Yes ] No

2.3 ITthe ansaer o guestion 2.2 is "Yes,” do you certify that, as of the date of this declaration, yau have lest
data dermonsiraling that a drnug product containing the polymorph wilk perform the same as the drug product
described it the NDA? The type of test data required is described at 21 CFR 314.53(b). [] Yes [ XNo

2.4 Specily the palymerphic formis) clatmed by the gatent for which you have the test results dascribed in 2.3.

25 Coes the palent claim only 3 metabelite of the active ingrediant pending in the NDA cr supplement?
iCornglete The informalion in section 4 below if the patent claims a pending method of using the pending

dag procust o adminisiar the metabolite. } [ Yes {1 Neo
2.6 Does the patent claim only an intenmediate?
[ Yes [ Ne
2.7 if the pateal referenced i 2,115 a preduct-hy-process patent, i the product claimed in the
patent novel? {An answsr s required only if the patent is a product-by-procass palent.) T Yes "} No
3. Drug Product {Composition/Formulation)
31 Dees the palent ciaim the dreg product, as defined in 21 CFR 314 3, in the pending NDA, amendment.
or supglemant? X} Yes T No
3.2 Does the patent claim ondy an intermediate?
] Yes X| No
3.3 §itha paten! referencad in 3.1 is a preduct-by-process patent, is the product claimed in the
patent nevel? {An answer is requirad only if tha patent is a praductk-by-procass patent.) 7] Yes K] Na

4. Method of Use

Sponsors must submit the infarmation in section 4 for each method of using the pending drug product for which approval is being
sought that is claimed by the patent. For each pending mathod of use claimed by the patent, provide the following information:

4.1 Does the patant claim one or more mathods of use for which approval is being sought in
the pending NDW smendment, or supplement? Z Mas D No

42 Paent Cleim Numbens) {=s Ssfed in the patant} | Does (Do} he palent slaim{s) raferenced in 4.2 claim a
pending mathaod of use for which approval is being sougnt

21, 38-51, 33-534, 35-062., 90-94, 96-97,101-105 | in the pending NJA. amendmant, or supplamant? ] Yes TIMo
42a W the ansver o 4218 1 Use: (Submit indication or method of use informalion as identified specificaily in the proposed labeling. )

Ticity thz us2 wilh refer-
2nr2 to the peeposed
‘ghadng Tor tha drug
DIOCUTE,

asthma as prophylactic therapy in patients |2 vears or older.

i
|
{
i
i
i

_Yes,” idently sath Spec- | Elyticasone furoate is an inhaled corticosteroid indicated for the long-term once-daily treatment of

5. No Relevant Patents

For this pending MDA, amendment. or supplement, there are no refevant patents that claim the drug substance {active ingredient).

@ claim of petent infrngemant could reasonably be asserted if a person: not licensed by the owner of the patent engaged in the
manufacture, use, of sale of the crug product.

crug produd (famutation or compoesition) or method{s) of use, for which the applicant Is seeking approval and with respect to which 1 Yes

FORM FDA 3542a {10/10)

Reference ID: 3619642
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that I am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. ! verify under penalty of perjury that the foregoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA ApplicantHelder or Patent Owner {Atlomey, Agenf, Reprasentative cr Date Signed
otier Authorized Officialy (Provige loformation beiow)

M{_% | 28 Muny 2013

NOTE: Qf(y an NDA applicant/holder may submit this declaration directly to the FDA. A patent awner who is not tho NDA applicant/

holder i authon to sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c){4) and (d){4).

Check applicabi box and provide information below.

] NDA AgpplicantHolder [ ] NDA Applicant's/Holder's Altomey, Agent (Representative} or other
Autherized Official
[] Patent Owner 1 Patent Owrer's Attorney, Agent {Representative) or Other Autharizad
Cfficial
Name
James P. Rick
“Address - T CiyiState
Five Moore Drive, PO Box 13398 Rescarch Triangle Park, NC
ZIP Caode - ‘ Telephone Number
27709-3398 o (919) 483-8022
FAX Nurmber (f avaiiabie; N " E-Mail Address (f gvailable) o
{919) 483-7988 I jim.p.riek@gsk.com

The public reporting burden for this collection of information has been estimuted 0 average 20 hours per response, incliuding the ime for reviewing
instructions, searching existing data sources, zathering and maintaining the da‘a nezited. ond completing and rev u,\\mb the collection of informatien. Send
corpments regarding this burden estimate or any uther aspect of this coilection of information. including suggestions for reducing this busden to:

Department of Health and Human Services
Food and Drug Admunistratien

Office of Chief Informatien Ofticer

1350 Piccazd Drive, Room 400

Rocxville. MD 20839

An agency nray nat conduct oy sponsor, and a person is not required la respomd o, i colfeetion of
information wnless it displays a cvrrently valid OMB convrol monis.

FORM FDA 3542a {10/10) Page 3

Reference ID: 3619642



INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

® To submit patent information to the agency the appropriate
patent declaration form must be used. Twao foms are available
for patet submissions. The approval status of your New Drug
Application will determine which torm vou should use.

° Form 2342a should be used when submitting patent information
with original NDA submissions, NDA amendatents and NDA
supplements prior to approval.

* Form 3332 should be nsed after NDA or supplement approval
This form is to be submitted within 30 days alter approval of'an
application. This form should also be used o submit pateat
information relating to an approved supplement wnder 21 CFR
314.53(d) to change the Tommulation, add a wew indicaton or
ather comdition ot use, change the strength, or to make any otiier
patented change regarding the drug, drug product. or any
method of use,

® Form 3542 is also ta be used for patents ixsned atter drug
appraval, Patents issued after drug approval are required 1 be
submitted within 30 days of putent issuance for the paent wa be
considered "timely filed.”

.

Only information from forny 3542 will be usad far Orange Reak
publication purpascs.

7 Ferms should be submitted as deseribed in 21 CFR 31453,
Sending an additional copy of form 3542 ta the Orange Book
StafVwill expedite patent publication in the Qrange Baok, The
Orange Book Staff address {as of April 2007) is: Oranze Boek
Staff, Office of Generie Dyugs QGD/HFI-H10. 7300 Standish
Place, Rockville, MD 20855,

.

The receipt date is the date that the patent information is daze
stamped in the central document roam. Patents are considered
Tisted on the date reccived.

* Additional copies of these forms may be downloaded from te
Internet at:  Jitgpwvew foka goviopacans moresiinices fdatfarss
Ldagorms.atml,

First Section

Complete all items in this sectien.

L. General Section

Complete all items in this secton with reference to the patem

itselt,

¢} Include patent expiration dute, including any Hatch-Wisnman
pawent extension already  granted. Do not inchuke any
applicable pediatric excivsivity. The agencs will include
pediatric exclusivities where applicable upon publicaiion.

id) Include full address of patent wner, it patent owner resides
outside the U.S. indicate the country in the zip code block.

1e) Azswer this question if applicadle. 17 patent owner and NDA
appicatTelder 12side in the Unitad States, leave space
blank

2. Drug Substance { Active Ingredicnt)

Complese all jtems in Ghis section i the patent claims the drug
substasice that is the subyect of the pending NDA, amendment. or
FIDCITETL,

20 Naowe € polamoerphic 2onm of the drug identitied by the
Pl

2350 A paent for ametabalite of the approved active ingrediont
may med be submined. IFthe patent claims an approved
meliod of wsing T sparascd érug product to administer the
metabolie, de pateat may be submitied as 2 method of ese
patent depending an the responses o section 4 of this for

b
3
a

Answer Uas guestion andy i1 patent is & product-by-
TIOCESS Py

3. Drug Product {CompositionsFormulation)

Complete il ftems ia this soction 17 the patent claims the drig

produc: that s the saxjectof e peading NDAL amendment, or

suppleaaent

3.35 An answer so 1his question is raguined only i the relerenced
polent 5 a producs-by -process patent

4. Method of Use

Complete 2l Demms i this section 1 e patent claims a method of

s of the druye proediact that is the sabject of the pending NDAL

ameadment. of suaplemant (ponding mathad of use).

$2v borcach pending methaed of use elzimed by the patent,
idoatify by aunsdor the clamsiin the patent that claie the
pemdinuy wie o the drag. An applicant may st ogether
muliple parent clzim numbers ind information for each
peading methad of se, SUappiicadle. However, cuch
peading method o use mast be sepasately histed within this
section of the ferm.

3243 Specii e pontofthe proposcd drug labeding thatis
claimed by de patent
5. No Relevant Patents

Complete L section only i apaiicable.

6. Declaration Certification
Cuemnplete 21 ems I this saclion.

623 Augthoreed signatere Cheek ane of the four boxes that kest
describes the awthonized signature.

FORM FDA 3542a {10/10) Page 4
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Department of Health and Human Services Form Approved: OMB No. 0910-0513

Food and Drug Administration gy 2 Hienton Dut: | 13013;5;1;
PATENT INFORMATION SUBMITTED WITH THE FILING Faairomeen =
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205625

"NAME OF APPLICANTANDAFOIDER |
For Each Patent That Claims a Drug Substance “ANTINDAH o
(Active Ingredient), Drug Product (Formulation and Composition) | Glaxo Group Limited d/b/a GlaxoSmithKline

and/or Method of Use
The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
[ TRADE NAME (OR PROPOSED TRADE NAME)
®@ TM ELLIPTA TM
ACTIVE INGREDIENT(S) STRENGTH(S)
fluticasone furoate 100 mcg and 200 mcg
'DOSAGE FORM

Dry Powder for Oral inhalation

This patent declaration form is required to be submitted to the Food and Drug Administration (FDA) with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d)(4).

Within thirty (30) days after approval of an NDA or supplement, or within thirty (30) days of issuance of a new patent, a new patent
declaration must be submitted pursuant to 21 CFR 314.53(c){2)(ii) with all of the required information based on the approved NDA or
supplement. The information submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for listing a patent in the Orange Book.

For hand-written or typewriter versions (only) of this report: If additional space is required for any namative answer (i.e., one that
does not require a “Yes" or “No"” response), please attach an additional page referencing the quesfion number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

Formh;mntsubmlmdformopmding NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections § and 6.

1. GENERAL
a. United States Patent Number b. Issue Dale of Patent c. Expiration Dale of Patent
5,873,360 02/23/1999 02/23/2016
d. Name of Patent Owner Address (of Palent Owner)
Glaxo Group Limited 980 Great West Road
| City/Stale
Brentford, Middlesex, TW8 9GS England
ZIP Code FAX Number (¥ avaiablo)
Telephone Number E-Mail Address (7 available)

ins | Address (of agen! or represeniative named m 1.0,)
GlaxoSmithKline-UW2220, 709 Swedeland Road, P.O. Box 1539

receive notica dpatent mdersenﬁon 505(b)(3)
and (j)(2)B) of the FedetalFood, Drug, and Cosmetic Act
and 21 CFR 314.52 and 314.95 (if patent owneror NDA | Cly/Staie

applicant/holder does not reside or have a place of King of Prussia, PA
business within the Unlied States) ZIP Code FAX Number (if avairablo)
. . 19406-0939 (610) 270-50%0
Charles M. Kinzig, Esq.
. Telephone Number E-M&i Address (7 avaiable)
Vico Fresida, Clubal Patcots (610) 270-5021 charles.m kinzig@gsk.com
1. Is the patent referenced above a patent that has been submitted previously for the
approved NDA or supplement referenced above? [1Yes ] No
-g. ITthe patent referenced above has been submitied previously for listng, is the expraton
date a new expiration date? JYes ] No
FORM FDA 3542a (10/110) Page 1

PSC Gophics (301) 4831000  EF
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For the patent referenced above, provide the following information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendment, or supplement.

2, Drug Substance (Active Ingfedient)

2.1 Does the patent claim the drug substance that is the active ingredient in the drug product
described in the pending NDA, amendment, or supplement? [ Yes X] No

2.2 Does the patent claim a drug substance that is a different polymosph of the active .
ingredient described in the pending NDA, amendment, or supplement? [ Yes B] No

2.3 If the answer to question 2.2 is “Yes," do you certify that, as of the date of this declaration, you have test
data demonstrating that a drug product containing the polymorph will perform the same as the drug product
described in the NDA? The type of test data required is described at 21 CFR 314.53(b). ] Yes O No

2.4 Specify the polymorphic form(s) claimed by the patent for which you have the test results described in 2.3.

2.5 Does the patent claim only a metabolite of the active ingredient pending in the NDA or supplement?
(Complete the information in section 4 below if the patent claims a pending method of using the pending

drug product to administer the metabolite.) 0 Yes X No
2.6 Does the patent claim only an intermediate?
[ Yes No
2.7 If the patent referenced in 2.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [ Yes [J No
3. Drug Product (Composition/Formulation)
3.1 Does the patent claim the drug product, as defined in 21 CFR 314.3, in the pending NDA, amendment,
or supplement? K] Yes I No
3.2 Does the patent claim only an intermediate?
[ Yes X] No
3.3 If the patent referenced in 3.1 is a product-by-process patent, is the product claimed in the
patent novel? (An answer is required only if the patent is a product-by-process patent.) [ Yes ] No

4. Method of Use

Sponsors must submit the information in section 4 for each method of using the pending drug product for which approval is being
sought that is claimed by the patent. For each pending method of use claimed by the patent, provide the following information:

4.1 Does the patent claim one or more methods of use for which approval is being sought in
the pending NDA, amendment, or supplement? ] Yes No

4.2 Patent Claim Number(s) (as listed in the patent) | Does (Do) the patent claim(s) referenced in 4.2 claim a
pending method of use for which approval is being sought
in the pending NDA, amendment, or supplement? 3 Yes [ No

4.2a ifthe answerto 4.2 is Use: (Submit indication or method of use information as identified specifically in the proposed labeling.)
"Yes,” identify with speci-
ficity the use with refer-
ence to the proposed
labeling for the drug
product.

5. No Relevant Patents

For this pending NDA, amendment, or supplement, there are no relevant patents that claim the drug substance {aclive ingredient),
drug product (formulation or composition) or method(s) of use, for which the applicant is seeking approval and with respect to which [ Yes
a claim of patent infringement could reasonably be asserted if a person not licensed by the owner of the patent engaged in the
manufacture, use, or sale of the drug product.

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

6.1 The undersigned declares that ¢his is an accuraie and compiete sabmission of patent information for the NDA,
amendment, or supplement peeding ander section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensilive patent information is subnitted pursuant 10 21 CFR 314.53. | attest that I am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the regulation. | verily under penalfy of perjury that the foregoing is
true and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

8.2 Awusthorized Signaliure of NDA Appificamiitiolkdier or Patient Owmear (Afiooney;, Agent, Representative or Date Signed
S 4 . 4 g e -~ .
/.///{/17’/ ,51, s s AT

NOTE: Onily an NDA applicani/holder sraty suinmik this deciaraion directly %o the FDA. A patent ownter who is not the NDA applicant/
holider is authorized to sign tive declaralfiom b xay not sulkemilt i directly to FDA. 21 CFR 314.53{c)4) and (d)(4).

Chheck appiicable box and provide infammation below.

[3 NDA Appificantiffoidier ] NDA Appiicami sifolider's Atiomey, Agent (Representative) or other
Auttnasized Qificiz]
] Paiient Cumer Paiiant Qaner’s Attormezy, Agent {(Representative) or Other Authorized
Qffficiiai]
Nams
Robert J. Smith
Adidress Citty/ Stttz
Five Moore Drive, PO Box 13398 Reseqrch Trizngle Park, NC
28 Code TeEphone Numbar
2770%-3398 (919) 483-9616
FAX Numiter (7 avalebie) E-iaill Adidress (IF avaiiabie)
919-483-7938 robert j smith@gsk com

‘The mibllic mepanting burdiem for thits collioctiion eff irfmtion s bem cstiimated to awenegme 20 hewrs por respeess, including the time for reviewing
imgtnuctions, searching exnting dte sounoss, grthering and onsmtining the dos meedd, 2and complieting zmd reviewing the collection of information. Send
oommans rezarding thrs burdem estimate or any ettter aspect of dhis colizdtion of ifommition, indhding sapnestions for reducing this burden to:

Dttt of Fiseith zrd Hinmm Serwices
Food aw Dy Adiiisiatit
Ofiffice off Chief Trtfommation Offficar
1330 Pizzand Diriwe, Roonn 400
Rodkwililz, 3D 20830
A apemy mmay mtt comdiesn o pasar;, and a parson s mott ragined to respond 2, @ odllection of
infmmmattiom amliess: it displiays a cumentily wdbid OB contral musber.

FORM FDA 3542a (10/10) Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

General Information

* To submit patent information to the agency the appropriate
patent declaration form must be used. Two forms are available
for patent submissions. The approval status of your New Drug
Application will determine which form you should use.

* Form 3542a should be used when submitting patent information
with original NDA submissions, NDA amendments and NDA
supplements prior to approval.

* Form 3542 should be used after NDA or supplement approval.
This form is to be submitted within 30 days after approval of an
application. This form should also be used to submit patent
information relating to an approved supplement under 21 CFR
314.53(d) to change the formulation, add a new indication or
other condition of use, change the strength, or to make any other
patented change regarding the drug, drug product, or any
method of use.

* Form 3542 is also to be used for patents issued after drug
approval. Patents issued after drug approval are required to be
submitted within 30 days of patent issuance for the patent to be
considered "timely filed.”

* Only information from form 3542 will be used for Orange Book
publication purposes.

* Forms should be submitted as described in 21 CFR 314.53.
Sending an additional copy of form 3542 to the Orange Book

Staff will expedite patent publication in the Orange Book. The
Orange Book Staff address (as of April 2007) is: Orange Book

Staff, Office of Generic Drugs OGD/HFD-610, 7500 Standish
Place, Rockville, MD 20855.

* The receipt date is the date that the patent information is date
stamped in the central document room. Patents are considered
listed on the date received.

* Additional copies of these forms may be downloaded from the
Internet at:  http://www.fda.gov/opacom/morechoices/fdaforms/
Jdaforms.html,

First Section

Complete all items in this section.

1. General Section

Complete all items in this section with reference to the patent
itself.

1¢) Include patent expiration date, including any Hatch-Waxman
patent extension already  granted. Do not include any
applicable pediatric exclusivity. The agency will include
pediatric exclusivities where applicable upon publication.

1d) Include full address of patent owner. If patent owner resides
outside the U.S. indicate the country in the zip code block.

le) Answer this question if applicable. If patent owner and NDA
applicant/holder reside in the United States, leave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA, amendment, or
supplement.

2.4) Name the polymorphic form of the drug identified by the
patent.

2.5) A patent for a metabolite of the approved active ingredient
may not be submitted. If the patent claims an approved
method of using the approved drug product to administer the
metabolite, the patent may be submitted as a method of use
patent depending on the responses to section 4 of this form.

2.7) Answer this question only if the patent is a product-by-
process patent.

3. Drug Product (Composition/Formulation)

Complete all items in this section if the patent claims the drug
product that is the subject of the pending NDA, amendment, or
supplement.

3.3) An answer to this question is required only if the referenced
patent is a product-by-process patent.

4. Method of Use

Complete all items in this section if the patent claims a method of
use of the drug product that is the subject of the pending NDA,
amendment, or supplement (pending method of use).

4.2) For each pending method of use claimed by the patent,
identify by number the claim(s) in the patent that claim the
pending use of the drug. An applicant may list together
multiple patent claim numbers and information for each
pending method of use, if applicable. However, each
pending method of use must be separately listed within this
section of the form.

4.2a) Specify the part of the proposed drug labeling that is
claimed by the patent.

5. No Relevant Patents

Complete this section only if applicable.

6. Declaration Certification
Complete all items in this section.

6.2) Authorized signature. Check one of the four boxes that best
describes the authorized signature.

FORM FDA 3542a (10/10)
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Form Approved: CMB No. 0910-0513
Expiralion Data: 10/31/2013
See OMB Statement on Pags 3.

PATENT INFORMATION SUBMITTED WITH THE FILING s
OF AN NDA, AMENDMENT, OR SUPPLEMENT 205625
For Each Patent That Claims a Drug Substance NAME OF APPLICANT/NDA HOLDER

(Active ingredient), Drug Product (Formulation and Composition) | Glixo Group Limited d'b/a GlaxoSmithKline
and/or Method of Use

Department of Heaith and Human Services
Focd and Drug Administration

The following is provided in accordance with Section 505(b) and (c) of the Federal Food, Drug, and Cosmetic Act.
TRADE NAME (OR PROPOSED TRADE NAME)
() @) ELLIPTA™

ACTIVE INGREDIENT(S) STRENGTH(S)
fluticasone furoate 100 meg and 200 meg
"DOSAGE FORM

Dry Powder for Oral Inhalation

This patent declaration form is required to be submitted to the Focd and Drug Administration {FDA} with an NDA application,
amendment, or supplement as required by 21 CFR 314.53 at the address provided in 21 CFR 314.53(d){4).

Vithin thirty {30) days after approvat of an NDA or supglement, or within thirty (30) days of issuance of a new patent, a new patent
deciaration must be suomitted pursuant to 21 CFR 314.53(c)2)(ii) with all of the reguired informaticn based on the approved NDA or
supplement. The infermation submitted in the declaration form submitted upon or after approval will be the only information relied
upon by FDA for lisling a patent :n the Orange Bock.

For hand-written or typewriter versions (only) of this report: If additional space is required for any narrative answer (i.e,, one that
does not require a "Yes™ cr "No” response). please attach an addilional page referencing the question number.

FDA will not list patent information if you submit an incomplete patent declaration or the patent declaration indicates the
patent is not eligible for listing.

For each patent submitted for the pending NDA, amendment, or supplement referenced above, you must submit all the
information described below. If you are not submitting any patents for this pending NDA, amendment, or supplement,
complete above section and sections § and 6.

1. GENERAL
a United States Palent Number t. lssue Date of Patent { ¢. Expiration Date of Patent
8.113,199 02/14/2012 ; 102572027
¢. Name of Patent Owner ) Address {of Patent Owner)
Glaxo Group Limited 980 Great West Road
| City/State o
Brentlord, Middlesex, TWS8 9GS England
ZIP Cedo FAX Number (if avaiabls)
| Telephona Number E-Mail Address (if available)

3. Name of agent or representalive who rasides of Mamiams - AJQress (Cf agent or reprasentalive named i 1.9.)

a place of business within the Urited States actharized te | cp e WA . Cea
receive notice of patent cerlfication urder section S05(b3) | GlaxeSmithKline-UW2220, 709 Swedeland Road. P.0O. Bex 1539
and ([ 21iB) of the Federal Faod, Drug, and Cosmelic Act _— - —

and 21 CFR 31252 and 314 95 {if patent owner or NDA  “hyiStae

aprlicanttholder ds2s not reside or have a plase of King of Prussia, PA

business within tha United Statzs} ZIP Code FAX Number (if avaiiabie;

19406-0939 (610) 270-5090

Charles M. Kinzig, Esq.

Yice President, Global Patents Te!epl}cnf Nt_zmber - Addres§ ﬁ.’ a._,'fnla.').’e)
(610) 270-5021 charles.m.kinzigi@gsk.com
T 1s the patent reterenced above a patent thal has been susmitied praviousiy for the T T I
approved NDA ot supplesent ceferenced above? ] Yes X] No
g. i the paen: referenced above has teen submitiad arevicusly for listing, is the expiration
date a naw expiration date? 7] Yes iX| No
FORM FDA 3542a (10/10) Page 1
AL Vg 0t 81T EF
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For the patent referenced above, provide the folfowing information on the drug substance, drug product and/or method of
use that is the subject of the pending NDA, amendmen?, or suppleovent.

2. Drug Substance [Active ingredient)
2.1 Does the patent claim the drug substanca that is the actwe ingr2dent i the dwg product

described in the pending NDA, amendment, or supgpiemond? [ ¥as X No
2.2 Doss the patant claim a drug substance that is @ dfferant palymanph oF the acie ]

ingredient described in tha panding NDA, amandment, or supplerrsent? T Yes Xl No
2.3 if the answer 1o questicn 2.2 s "Yes," do you certily thal. as of the dane of this dedlaration, you e 128t .

data demonstrating that a drug product conaimimg the pohrmensh aill dpfom: the same 35 ihe aruy Product

described in the NDA? The type of test data reguires iz desoribed a1 2° JF U 312530 [ Nes [ No
2.4 Specify the polymorphic ferm(s) claimed by tha patent ferahiidh pou have the tast resuls dasarbed B 2.3
2.5 Does the patent cfaim only a melabelite of the adiive mymdiznt panding in the NEX or suppiaman?

{Ccmplate the information in section 4 balow ¥ s sistsml dizims 3 sanding method of asing the pending

drug procuct to administes the metabalite. | ¥es | No
2.6 Docs the patent claim only en intermediate?

] Yes X} No

2.7 If the patent referencad in 2,1 is a produdt-y-srocess patert, & the product cidimadin e

patent novel? (An answer is required cnly if tha pai= 15 a productds-process pelterd 4 _Ves 1Mo
3. Drug Product (Composition/Formulation)
3.1 Doss the patent claim the drug praodudt, as defmad i~ 20 SFR 3713 3 the pending MDA, amandmzmt,

er supplement? ¥ Yes [N
3.2 Does the palent claim only an intermediate?

[ ves X] Na

3.3 If the palent referanced m 3.1 is a predust Dy .cracess panert is fne profad damad o e

patent novel? (An answer is required only 1f W patent is 3 prsd il gracess patert ) T ves | No

4. Method of Use
Sponsors must submit the information in scction 4 for each methor of wsing the pandmg dnwy produrt for wveh approval is being
sought thatis claimed by the patent. For each pending methed of wst clzimod by the patent, provice the folowing isformation:
4.1 Doss ithe patent claim one or more methods of wse *or ahidh approval 5 ibEing swughs in
the pencing NDA, amendment, or supplemen? T Yes X No

4.2 Patent Claim Number(s) (as fistod in the patent) | DzzsaDe) e patart dRimsirsfamsnosdin 82 dam =
Fending matnad a7 wese Iorwhidh aperesalis baing soaght
in R parZinn WRA  gmensman, o sappisman ¥ [ Vas 7] Na

4.2a tfthe answertlo 4.2 is Use: {Subms dxaizalion or menad of wse siarmmEnes 58 igermifnd spoolisaily i e proaeses atekng.)
"Yes,” icentify with speci-
ficity the use with refer-
ence to the proposed
labeling for the drug
product.

| 5. No Relevant Patents

£or this pending NDA, amendment, or supplemsnt, there ars no sdizvant patards Shal Tam Hre g Sudsenos St igradier,

drug product {formutation or composition} or method s} of use, forwitich e applcart s seesing gparoval and adth resood 1o wwsh [ Yes
a ciaim of patent infringement could reasenably de assesd 7 a pesvanc izerses by $e covmgt of the patent orgages i1 he -
manufacture, use, or sale of the drug product. i

FORM FDA 3542a (10/10) Page 2
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6. Declaration Certification

6.1 The undersigned declares that this is an accurate and complete submission of patent information for the NDA,
amendment, or supplement pending under section 505 of the Federal Food, Drug, and Cosmetic Act. This time-
sensitive patent information is submitted pursuant to 21 CFR 314.53. | attest that | am familiar with 21 CFR 314.53 and
this submission complies with the requirements of the rogulation. I verify under penalty of perjury that the foregoing is
{rue and correct.

Warning: A willfully and knowingly false statement is a criminal offense under 18 U.S.C. 1001.

6.2 Authorized Signature of NDA Applicant/Holder or Patent Owner (Aftorncy, Agent, Representative or Date Signed
other Authicnzed Officlal) (Provide inforemation Eelow)

[ % Wt:) 203

NOTE: Only an NDA applicant/holder may submit this declaration directly to the FDA. A patent owner who is not the NDA applicant/
holder is authorixed to’sign the declaration but may not submit it directly to FDA. 21 CFR 314.53(c)(4) and (d){4).

Check applicable box and provide information below.

"] NDA ApplicantHolder [ NDA Applicant siHolder's Allorney, Agent (Representative) cr other
Authorized Official
| Patent Owner ] Patant Owner's Attorney, Agent (Represenlalive) or Clher Authorized
Officiat
| Nama B -
James P. Rick
Address ' B " T cityiState o i T ]
Five Moore Drive, PO Box 13398 Rescarch ‘Triangle Park, NC
ZiPCode - '| Telephone Number .
27709-3398 (919) 483-8022
[ FAX Number {if avainabis) o " | E-Mail Address (if availabic) T
(919) 483-7988 jim.p.rickgdgsk.com
The public reportizg bucden for this collection of intformation hiss been estimased to averzge 20 hours per respotise, incleding the tme for reviewing
mstructions. searciing existing data sources, patheang and mamtaining the data needed. and completing and reviewinz the colleetion of infarmation. Send
comneats regarding this burden estmate or uity other aspeet of this collection of inforination, including suagestions tor reduging this busden 1o
Depactment of Health and Human Seraces
Fousd and Drug Admiatstaation
Ofties of Cheel Gtfummation Oficer
1330 Precard Dirve, Reom 400
Reckville, MD 20850
An ageney sray ot conduct Gr sponsar, and @ person is st resgaired 3o respond 1o, @ collection of
informition yeless 1t displayz 2 curremhy vadid OAME controf monber.
FORM FDA 3542a (10/10) Page 3
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INFORMATION AND INSTRUCTIONS FOR FORM 3542a

General Information

* To submit patent information o the agency the approprite
patent declaration form must ke used. Two forms are available
tor paten: submissions. The approval stztus of your New Drug
Application will determine svhich torm you should use.

Form 3542a should b2 used when submiiting patent inlormation
with orzginal NDA submissions, NDA amendments and NDA
supplemients prior to appros al.

Form 3542 shouald be used atter NDA or supplement approval,
This forn is to be submitted within 30 day's after approval of an
application. This form should also ke used to submit patent
information refating to an approved supplement under 21 CFR
214.331és to change the formulation. add a new indication or
other condition of use, change the streneth, or 1o make any other
patented chinge regarding the drug, drug product. o1 any
method of use.

Form 2342 &5 also 10 be used tor patents issued afier drog
approval Parents issued atier dzug approval are requined to be
submitted sithin 30 days of patent isstunce for the patent to be
considered "timely $iled.”

* Only tufonmation from form 3542 will be used tor Orange Book
publication purposes.

* Turms sould be submisted as described in 21 CFR 314,53,
Seading an additional copy of Torm 3542 to the Orange Book
Statt will expedite patent publication in the Orange Book. The
Qrange Boox Stafl adidress fas of April 2007) is: Orunge Book
Sraff. Office of Generie Dmgs OGD/HFD-610, 7560 Standish
Place. Rockvilie, MD 20858

The receipt date 15 the date that the patent information is date
stampee in the central document reom. Patents are considercd
listed oz the date received

* Additienal copics of these forms may be downloaded from the
fdatarms Bl

First Section

Complete ali itzms inthis section.

1. General Section

Coenryplete all items in ks section witl: reference w the patent

itselfl

Ie} include patent expiration dite, inciuding any Hatch-Waxman
patent extension already  granted. Do not include any
applicadle pediatsic exclusivity. The agency will include
pediatric exchusivities where applicable upon publieation,

td) Include fuli address of patent owrner, [£ patent owner resides
outsiée the TS, indicate 1be country in the zip code bluck.

Internies at: ftpe www, jda goviapecom moreclivices fdaforms?

PATENT INFORMATION SUBMITTED WITH THE FILING
OF AN NDA, AMENDMENT OR SUPPLEMENT

fe) Answer this question if applicable. If patent owner and NDA
applicantholder reside in the United States. leave space
blank.

2. Drug Substance (Active Ingredient)

Complete all items in this section if the patent claims the drug
substance that is the subject of the pending NDA. amendment, or
sapplement.

2.4) Name the polymorphic furm of the drug identificd by the
patent.

15
W
hoid

A patent for a metaboiite of the approved active ingredient
may a0t be submitted. ¥ the patent cluites an approved
methad of using the approved drug product to adminster the
metabolite, the patent may be submitted as a method of use
patent éepending on the responses to section 4 of this form:.

2.7 Answeor this question anly if the patent i5 a product-hy-
process patent.

3. Drug Product (Composition/Formulation)

Complete all items in this section 1 the patent civims the drug

praduct that is the subject of the pending NDA. amendment, or

supplement.

3.3) Ananswer to this question is reguired only if'the referenced
pawent is a product-by-precess patent.

4. Mcthod of Use

Complete all ttems in this seetion if the patent claims a method of

use of the drug preduct that is the subject of the pending NDA,

amendment, or supplement (pending method of used

4.2)  For zach pending method of use claimed by the patent,
identity by number the claim{s) in the patent that claim the
pending use o' the drug. An applicant may list together
multiple patent claim numkbers and information for each
pending metbiod of vse, sUapplicable. However, cach
pending method of use nust be separatzly listed within this
seetion of the form.

4.2a) Specily the part of the proposad drug labeling that is
claimed by the patent.

S. No Relevant Patents

Complete this sectivn only iFapplicable.

6. Declaration Certification
Complete all items in this section.

6.21 Authorized signature. Check one of e four boxes that bes:
deseribes the anthorized signature.

FORM FDA 3542a (10/10)
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EXCLUSIVITY SUMMARY

NDA # 205625 SUPPL # HFD #

Trade Name Arnuity Ellipta

Generic Name Fluticasone Furoate

Applicant Name GlaxoSmithKline

Approval Date, If Known 8/20/2014

PART I IS AN EXCLUSIVITY DETERMINATION NEEDED?

1. An exclusivity determination will be made for all original applications, and all efficacy
supplements. Complete PARTS Il and 11 of this Exclusivity Summary only if you answer "yes" to

one or more of the following questions about the submission.

a) Isita505(b)(1), 505(b)(2) or efficacy supplement?
YES [X] NO [ ]

If yes, what type? Specify 505(b)(1), 505(b)(2), SE1, SE2, SE3,SE4, SE5, SE6, SE7, SE8
505(b)(1)

c) Did it require the review of clinical data other than to support a safety claim or change in
labeling related to safety? (If it required review only of bioavailability or bioequivalence

data, answer "no.")
YES [X] NO [ ]

If your answer is ""'no" because you believe the study is a bioavailability study and, therefore,
not eligible for exclusivity, EXPLAIN why it is a bioavailability study, including your
reasons for disagreeing with any arguments made by the applicant that the study was not
simply a bioavailability study.

If it is a supplement requiring the review of clinical data but it is not an effectiveness
supplement, describe the change or claim that is supported by the clinical data:

Page 1
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d) Did the applicant request exclusivity?

YES [X] NO[]
If the answer to (d) is "yes," how many years of exclusivity did the applicant request?
3 years

e) Has pediatric exclusivity been granted for this Active Moiety?

YES[] NO [X]

If the answer to the above question in YES, is this approval a result of the studies submitted in
response to the Pediatric Written Request?

IF YOU HAVE ANSWERED "NO" TO ALL OF THE ABOVE QUESTIONS, GO DIRECTLY TO
THE SIGNATURE BLOCKS AT THE END OF THIS DOCUMENT.

2. Is this drug product or indication a DESI upgrade?
YES [ ] NO [X]
IF THE ANSWER TO QUESTION 2 IS"YES," GO DIRECTLY TO THE SIGNATURE BLOCKS
ON PAGE 8 (even if a study was required for the upgrade).
PART II FIVE-YEAR EXCLUSIVITY FOR NEW CHEMICAL ENTITIES

(Answer either #1 or #2 as appropriate)

1. Single active ingredient product.

Has FDA previously approved under section 505 of the Act any drug product containing the same
active moiety as the drug under consideration? Answer "yes" if the active moiety (including other
esterified forms, salts, complexes, chelates or clathrates) has been previously approved, but this
particular form of the active moiety, e.g., this particular ester or salt (including salts with hydrogen or
coordination bonding) or other non-covalent derivative (such as a complex, chelate, or clathrate) has
not been approved. Answer "no" if the compound requires metabolic conversion (other than
deesterification of an esterified form of the drug) to produce an already approved active moiety.

YES [X NO[ ]

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(S).
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NDA# 022051 Veramyst (fluticasone furoate) Nasal Spray
NDA# 204275 Breo Ellipta (fluticasone furoate and vilanterol tridenatate

inhalation powder)
NDA#

2. Combination product.

If the product contains more than one active moiety(as defined in Part Il, #1), has FDA previously
approved an application under section 505 containing any one of the active moieties in the drug
product? If, for example, the combination contains one never-before-approved active moiety and
one previously approved active moiety, answer "yes." (An active moiety that is marketed under an
OTC monograph, but that was never approved under an NDA, is considered not previously

approved.) - 3
YES NO

If "yes," identify the approved drug product(s) containing the active moiety, and, if known, the NDA
#(s).

NDA#

NDA#
NDA#

IF THE ANSWER TO QUESTION 1 OR 2 UNDER PART II'IS "NO," GO DIRECTLY TO THE
SIGNATURE BLOCKS ON PAGE 8. (Caution: The questions in part Il of the summary should
only be answered “NO” for original approvals of new molecular entities.)

IF “YES,” GO TO PART Il

PART Il1 THREE-YEAR EXCLUSIVITY FOR NDAs AND SUPPLEMENTS

To qualify for three years of exclusivity, an application or supplement must contain “reports of new
clinical investigations (other than bioavailability studies) essential to the approval of the application
and conducted or sponsored by the applicant.” This section should be completed only if the answer
to PART I, Question 1 or 2 was "yes."

1. Does the application contain reports of clinical investigations? (The Agency interprets "clinical
investigations” to mean investigations conducted on humans other than bioavailability studies.) If
the application contains clinical investigations only by virtue of a right of reference to clinical
investigations in another application, answer "yes," then skip to question 3(a). If the answer to 3(a)
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is "yes" for any investigation referred to in another application, do not complete remainder of
summary for that investigation.
YES X NO[]

IF "NO," GO DIRECTLY TO THE SIGNATURE BLOCKS ON PAGE 8.

2. A clinical investigation is "essential to the approval™ if the Agency could not have approved the
application or supplement without relying on that investigation. Thus, the investigation is not
essential to the approval if 1) no clinical investigation is necessary to support the supplement or
application in light of previously approved applications (i.e., information other than clinical trials,
such as bioavailability data, would be sufficient to provide a basis for approval as an ANDA or
505(b)(2) application because of what is already known about a previously approved product), or 2)
there are published reports of studies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been sufficient to support approval of
the application, without reference to the clinical investigation submitted in the application.

(@) In light of previously approved applications, is a clinical investigation (either conducted
by the applicant or available from some other source, including the published literature)
necessary to support approval of the application or supplement?

YES [X NO[ ]

If "no," state the basis for your conclusion that a clinical trial is not necessary for approval
AND GO DIRECTLY TO SIGNATURE BLOCK ON PAGE 8:

(b) Did the applicant submit a list of published studies relevant to the safety and effectiveness
of this drug product and a statement that the publicly available data would not independently

support approval of the application?
YES [] NO[X

(1) If the answer to 2(b) is "yes," do you personally know of any reason to disagree
with the applicant's conclusion? If not applicable, answer NO.

YES[] NO [X]

If yes, explain:

(2) If the answer to 2(b) is "no," are you aware of published studies not conducted or
sponsored by the applicant or other publicly available data that could independently
demonstrate the safety and effectiveness of this drug product?

YES[] NO [X]
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If yes, explain:

(c) If the answers to (b)(1) and (b)(2) were both "no," identify the clinical investigations
submitted in the application that are essential to the approval:
FFA 112059
HZA 106827
FFA 114496
HZA 106829

Studies comparing two products with the same ingredient(s) are considered to be bioavailability
studies for the purpose of this section.

3. In addition to being essential, investigations must be "new" to support exclusivity. The agency
interprets "new clinical investigation™ to mean an investigation that 1) has not been relied on by the
agency to demonstrate the effectiveness of a previously approved drug for any indication and 2) does
not duplicate the results of another investigation that was relied on by the agency to demonstrate the
effectiveness of a previously approved drug product, i.e., does not redemonstrate something the
agency considers to have been demonstrated in an already approved application.

a) For each investigation identified as "essential to the approval,” has the investigation been
relied on by the agency to demonstrate the effectiveness of a previously approved drug
product? (If the investigation was relied on only to support the safety of a previously
approved drug, answer "no.")

YES[ | NO[X

If you have answered "yes" for one or more investigations, identify each such investigation
and the NDA in which each was relied upon:

b) For each investigation identified as "essential to the approval”, does the investigation
duplicate the results of another investigation that was relied on by the agency to support the
effectiveness of a previously approved drug product?

YES[ ] NO [X]

If you have answered "yes" for one or more investigation, identify the NDA in which a
similar investigation was relied on:
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c) If the answers to 3(a) and 3(b) are no, identify each "new" investigation in the application
or supplement that is essential to the approval (i.e., the investigations listed in #2(c), less any
that are not "new"):

FFA 112059
HZA 106827
FFA 114496
HZA 106829

4. To be eligible for exclusivity, a new investigation that is essential to approval must also have
been conducted or sponsored by the applicant. An investigation was "conducted or sponsored by"
the applicant if, before or during the conduct of the investigation, 1) the applicant was the sponsor of
the IND named in the form FDA 1571 filed with the Agency, or 2) the applicant (or its predecessor
in interest) provided substantial support for the study. Ordinarily, substantial support will mean
providing 50 percent or more of the cost of the study.

a) For each investigation identified in response to question 3(c): if the investigation was
carried out under an IND, was the applicant identified on the FDA 1571 as the sponsor?

All investigations were carried out under IND 070297

(b) For each investigation not carried out under an IND or for which the applicant was not
identified as the sponsor, did the applicant certify that it or the applicant's predecessor in
interest provided substantial support for the study?

(c) Notwithstanding an answer of "yes" to (a) or (b), are there other reasons to believe that
the applicant should not be credited with having "conducted or sponsored” the study?
(Purchased studies may not be used as the basis for exclusivity. However, if all rights to the
drug are purchased (not just studies on the drug), the applicant may be considered to have
sponsored or conducted the studies sponsored or conducted by its predecessor in interest.)

YES[ ] NO [X]

If yes, explain:
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Name of person completing form: Nina Ton, Pharm.D.
Title: Regulatory Project Manager
Date: August 20, 2014

Name of Office/Division Director signing form: Badrul A. Chowdhury, M.D., Ph.D.
Title: Division Director

Form OGD-011347; Revised 05/10/2004; formatted 2/15/05; removed hidden data 8/22/12
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This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.

PHUONG N TON
08/20/2014

BADRUL A CHOWDHURY
08/20/2014
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CONFIDENTIAL
m1.3.3 Debarment Certification

DEBARMENT CERTIFICATION

GlaxoSmithKline certifies that it did not and will not use in any capacity the services

of any person debarred under Section 306 of the Federal Food, Drug and Cosmetic Act in
connection with this application (NDA 205625 Original NDA for ®® ELLIPTA
(fluticasone furoate) 100/200 Inhalation Powder). ‘

(/,’: w'..g*i’f A
g
Craig Wozniak May 2013

Head, Americas Clinical Operations
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ACTION PACKAGE CHECKLIST

APPLICATION INFORMATION'

NDA # 205625 NDA Supplement #
BLA # BLA Supplement #

If NDA, Efficacy Supplement Type:

Proprietary Name: Arnuity Ellipta

Established/Proper Name: fluticasone furoate Applicant: GlaxoSmithKline

Agent for Applicant (if applicable):

Dosage Form: Inhalation Powder
RPM: Nina Ton Division: DPARP
NDAs and NDA Efficacy Supplements: S05(b)(2) Original NDAs and 505(b)(2) NDA supplements:

NDA Application Type: [X] 505(b)(1) [] 505(b)(2) | Listed drug(s) relied upon for approval (include NDA #(s) and drug
Efficacy Supplement:  [_] 505(b)(1) []505(b)(2) | name(s)):

(A supplement can be either a (b)(1) or a (b)(2)
regardless of whether the original NDA was a (b)(1) Provide a brief explanation of how this product is different from the listed
or a (b)(2). Consult page 1 of the 505(b)(2) drug.

Assessment or the Appendix to this Action Package
Checklist.)

[] This application does not reply upon a listed drug.
[] This application relies on literature.

[] This application relies on a final OTC monograph.
[] This application relies on (explain)

For ALL (b)(2) applications. two months prior to EVERY action,

review the information in the S05(b)(2) Assessment and submit the
draft’ to CDER OND IO for clearance. Finalize the 505(b)(2)
Assessment at the time of the approval action.

On the dav of approval, check the Orange Book again for any new
patents or pediatric exclusivity.

[ I Nochanges [ ]Updated Date of check:

If pediatric exclusivity has been granted or the pediatric information in
the labeling of the listed drug changed, determine whether pediatric
information needs to be added to or deleted from the labeling of this

drug.
%+ Actions
e  Proposed action
. AP TA CR
e  User Fee Goal Date is August 22, 2014 X [ O
e Previous actions (specify type and date for each action taken) X None

! The Application Information Section is (only) a checklist. The Contents of Action Package Section (beginning on page 5) lists
the documents to be included in the Action Package.
? For resubmissions, (b)(2) applications must be cleared before the action, but it is not necessary to resubmit the draft 505(b)(2)
Assessment to CDER OND IO unless the Assessment has been substantively revised (e.g., nrew listed drug, patent certification
revised).

Version: 6/14/13
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NDA 205625

Page 2
+»+ If accelerated approval or approval based on efficacy studies in animals, were promotional
materials received?
Note: Promotional materials to be used within 120 days after approval must have been .

. . [] Received
submitted (for exceptions, see
http://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guida
nces/ucm069965.pdf). If not submitted, explain

++ Application Characteristics }
Review priority: Standard [ | Priority
Chemical classification (new NDAs only): 6
[] Fast Track [] Rx-to-OTC full switch
[] Rolling Review [] Rx-to-OTC partial switch
[] Orphan drug designation [ ] Direct-to-OTC
NDAs: Subpart H BLAs: Subpart E
[] Accelerated approval (21 CFR 314.510) [ ] Accelerated approval (21 CFR 601.41)
[] Restricted distribution (21 CFR 314.520) [ ] Restricted distribution (21 CFR 601.42)
Subpart I Subpart H
[ ] Approval based on animal studies [ ] Approval based on animal studies
[ ] Submitted in response to a PMR REMS: [ ] MedGuide
[] Submitted in response to a PMC [] Communication Plan
[] Submitted in response to a Pediatric Written Request [ ] ETASU
[] MedGuide w/o REMS
[] REMS not required

Comments:

++» BLAs only: Ensure RMS-BLA Product Information Sheet for TBP and RMS-BLA Facility
Information Sheet for TBP have been completed and forwarded to OP/OBI/DRM (Vicky | [] Yes, dates

Carter)
++ BLAs only: Is the product subject to official FDA lot release per 21 CFR 610.2 [] Yes [] No
(approvals only)
¢+ Public communications (approvals only)
e  Office of Executive Programs (OEP) liaison has been notified of action [] Yes No
e Press Office notified of action (by OEP) [] Yes No
|E None
[] HHS Press Release
e Indicate what types (if any) of information dissemination are anticipated [] FDA Talk Paper
[ ] CDER Q&As
[] Other

* Answer all questions in all sections in relation to the pending application, i.e., if the pending application is an NDA or BLA
supplement, then the questions should be answered in relation to that supplement, not in relation to the original NDA or BLA. For
example, if the application is a pending BLA supplement, then a new RMS-BLA Product Information Sheet for TBP must be
completed.

Version: 07/17/2013
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NDA 205625
Page 3

++  Exclusivity

e Isapproval of this application blocked by any type of exclusivity?

|X No [] Yes

e NDAs and BLAs: Is there existing orphan drug exclusivity for the “same”
drug or biologic for the proposed indication(s)? Refer to 21 CFR
316.3(b)(13) for the definition of “same drug” for an orphan drug (i.e.,
active moiety). This definition is NOT the same as that used for NDA
chemical classification.

X No ] Yes
If. yes, NDA/BLA # and
date exclusivity expires:

e (b)(2) NDAs only: Is there remaining 5-year exclusivity that would bar
effective approval of a 505(b)(2) application)? (Nofte that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
for approval.)

[ ] No [] Yes
If yes, NDA # and date
exclusivity expires:

e (b)(2) NDAs only: Is there remaining 3-year exclusivity that would bar
effective approval of a 505(b)(2) application? (Note that, even if exclusivity
remains, the application may be tentatively approved if it is otherwise ready
for approval.)

[ ] No [] Yes
If yes, NDA # and date
exclusivity expires:

e (b)(2) NDAs only: Is there remaining 6-month pediatric exclusivity that
would bar effective approval of a 505(b)(2) application? (Note that, even if

[ ] No [] Yes

period has not expired, the application may be tentatively approved if it is
otherwise ready for approval.)

exclusivity remains, the application may be tentatively approved if it is It yes, N A# . and date
3 | exclusivity expires:
otherwise ready for approval.)
e NDAs only: Is this a single enantiomer that falls under the 10-year approval X No [ Yes
N 5 o o BT A
limitation of 505(u)? (Note that, even if the 10-vear approval limitation If yes, NDA # and date 10-

year limitation expires:

++ Patent Information (NDAs only)

e  Patent Information:
Verify that form FDA-3542a was submitted for patents that claim the drug for
which approval is sought. If the drug is an old antibiotic, skip the Patent
Certification questions.

X Verified
[] Not applicable because drug is
an old antibiotic.

e  Patent Certification [505(b)(2) applications]:
Verify that a certification was submitted for each patent for the listed drug(s) in
the Orange Book and identify the type of certification submitted for each patent.

21 CFR 314.50(1)(1)(?)(A)
] Verified

21 CFR 314.50(i)(1)
L] Gy [ i)

e [505(b)(2) applications] If the application includes a paragraph III certification,
it cannot be approved until the date that the patent to which the certification
pertains expires (but may be tentatively approved if it is otherwise ready for
approval).

[] No paragraph III certification
Date patent will expire

e [505(b)(2) applications] For each paragraph IV certification, verify that the
applicant notified the NDA holder and patent owner(s) of its certification that the
patent(s) is invalid. unenforceable, or will not be infringed (review
documentation of notification by applicant and documentation of receipt of
notice by patent owner and NDA holder). (If the application does not include
any paragraph IV certifications, mark “N/A” and skip to the next section below
(Summary Reviews)).

I:‘ N/A (no paragraph IV certification)
[] Verified

Reference ID: 3613515
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NDA 205625
Page 4

o [505(b)(2) applications] For each paragraph 1V certification, based on the
questions below, determine whether a 30-month stay of approval is in effect due
to patent infringement litigation.

Answer the following questions for each paragraph 1V certification:

(1) Have 45 days passed since the patent owner’s receipt of the applicant’s L] Yes ] No
notice of certification?

(Note: The date that the patent owner received the applicant’s notice of
certification can be determined by checking the application. The applicant
is required to amend its 505(b)(2) application to include documentation of
this date (e.g., copy of return receipt or letter from recipient
acknowledging its receipt of the notice) (see 21 CFR 314.52(e))).

If “Yes,” skip to question (4) below. If ““No,” continue with question (2).

(2) Has the patent owner (or NDA holder, if it is an exclusive patent licensee) | [] Yes ] No
submitted a written waiver of its right to file a legal action for patent
infringement after receiving the applicant’s notice of certification, as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip the rest of the patent questions.

If “No,” continue with question (3).

(3) Has the patent owner, its representative, or the exclusive patent licensee [ Yes ] No
filed a lawsuit for patent infringement against the applicant?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2))).

If “No,” the patent owner (or NDA holder, if it is an exclusive patent licensee)
has until the expiration of the 45-day period described in question (1) to waive
its right to bring a patent infringement action or to bring such an action. After
the 45-day period expires, continue with question (4) below.

(4) Did the patent owner (or NDA holder, if it is an exclusive patent licensee) [ Yes ] No
submit a written waiver of its right to file a legal action for patent
infringement within the 45-day period described in question (1), as
provided for by 21 CFR 314.107(f)(3)?

If “Yes,” there is no stay of approval based on this certification. Analyze the next
paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary Reviews).

If “No,” continue with question (5).

Version: 07/17/2013
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NDA 205625
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(5) Did the patent owner, its representative, or the exclusive patent licensee [ ] Yes [] No
bring suit against the (b)(2) applicant for patent infringement within 45
days of the patent owner’s receipt of the applicant’s notice of
certification?

(Note: This can be determined by confirming whether the Division has
received a written notice from the (b)(2) applicant (or the patent owner or
its representative) stating that a legal action was filed within 45 days of
receipt of its notice of certification. The applicant is required to notify the
Division in writing whenever an action has been filed within this 45-day
period (see 21 CFR 314.107(f)(2)). If no written notice appears in the
NDA file, confirm with the applicant whether a lawsuit was commenced
within the 45-day period).

If “No,” there is no stay of approval based on this certification. Analyze the
next paragraph IV certification in the application, if any. If there are no other
paragraph IV certifications, skip to the next section below (Summary
Reviews).

If “Yes,” a stay of approval may be in effect. To determine if a 30-month stay
is in effect, consult with the OND ADRA and attach a summary of the
response.

CONTENTS OF ACTION PACKAGE

% Copy of this Action Package Checklist* 8/20/2014

Officer/Employee List

+»+ List of officers/employees who participated in the decision to approve this application and X Included
consented to be identified on this list (approvals only)

Documentation of consent/non-consent by officers/employees X Included

Action Letters

++ Copies of all action letters (including approval letter with final labeling) Action(s) and date(s)

Approval on 8/20/2014
Labeling
«+ Package Insert (write submission/communication date at upper right of first page of PI)

e  Most recent draft labeling. If it is division-proposed labeling, it should be in

8/13/2014
track-changes format.
e  Original applicant-proposed labeling 10/22/2013
e Example of class labeling, if applicable N/A

4 Fill in blanks with dates of reviews, letters, etc.
Version: 07/17/2013
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NDA 205625

Page 6
[ | Medication Guide
¢+ Medication Guide/Patient Package Insert/Instructions for Use/Device Labeling (write % i?:::;g;ﬁff?f:gf:ﬂ
submission/communication date at upper right of first page of each piece) [] Device Labeling
[] None
e  Most-recent draft labeling. If it is division-proposed labeling, it should be in
8/13/2014
track-changes format.
e Original applicant-proposed labeling 10/22/2013

e  Example of class labeling, if applicable

++ Labels (full color carton and immediate-container labels) (write
submission/communication date on upper right of first page of each submission)

e  Most-recent draft labeling 8/1/2014
¢+ Proprietary Name
e Acceptability/non-acceptability letter(s) (indicate date(s))
e Review(s) (indicate date(s)
e Ensure that both the proprietary name(s), if any, and the generic name(s) are
listed in the Application Product Names section of DARRTS, and that the
proprietary/trade name is checked as the ‘preferred’ name.

Acceptable letter: 3/4/2014
Review: 2/27/2014

X RPM 11/26/2013
X] DMEPA 7/7/2014
|Z DMPP/PLT 7/23/2014
++ Labeling reviews (indicate dates of reviews and meetings) X ODPD (DDMAC) 7/18/2014
[ ] SEALD
] css
[ ] Other reviews
Administrative / Regulatory Documents
% Administrative Reviews (e.g., RPM Filing Review’/Memo of Filing Meeting) (indicate RPM Filing Review: 12/16/2013
date of each review)
«+ AlINDA (b)(2) Actions: Date each action cleared by (b)(2) Clearance Cmte [ ] Nota (b)(2)
++ NDA (b)(2) Approvals Only: 505(b)(2) Assessment (indicate date) [] Nota (b)(2)
%+ NDAs only: Exclusivity Summary (signed by Division Director) X Included

++ Application Integrity Policy (AIP) Status and Related Documents
http://www.fda.ecov/ICECI/EnforcementActions/ApplicationIntegrityPolicy/default.htm

e  Applicant is on the AIP [] Yes X No

e  This application is on the ATP [ Yes X No
o Ifyes, Center Director’s Exception for Review memo (indicate date)

o Ifyes, OC clearance for approval (indicate date of clearance

. [ ] Not an AP action
communication)

+»+ Pediatrics (approvals only)
e Date reviewed by PeRC 6/11/2014
If PeRC review not necessary, explain:
e  Pediatric Page/Record (approvals only, must be reviewed by PERC before X Included
finalized)

++ Debarment certification (original applications only): verified that qualifying language was
not used in certification and that certifications from foreign applicants are cosigned by
U.S. agent (include certification)

X Verified, statement is
acceptable

3 Filing reviews for scientific disciplines should be filed behind the respective discipline tab.
Version: 07/17/2013
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++ Outgoing communications (lefters, including response to FDRR (do not include previous
action letters in this tab), emails, faxes, telecons)

10/25/2013, 12/27/2013, 1/8/2014,
3/4/2014, 4/3/2014, 4/10/2014,
5/6/2014, 7/29/2014, 8/6/2014,
8/8/2014, 8/12/2014, 8/18/2014

++ Internal memoranda, telecons, etc.

8/4/2014

++ Minutes of Meetings

e  Regulatory Briefing (indicate date of mtg)

X No mtg

e If not the first review cycle, any end-of-review meeting (indicate date of mtg)

[] N/A or no mtg

e Pre-NDA/BLA meeting (indicate date of mtg)

[] Nomtg 2/11/2013

e  EOP2 meeting (indicate date of mtg)

[ ] Nomtg 3/16/2011

e  Other milestone meetings (e.g., EOP2a, CMC pilots) (indicate dates of mtgs)

++ Advisory Committee Meeting(s)

X No AC meeting

e Date(s) of Meeting(s)

e  48-hour alert or minutes, if available (do not include transcript)

Decisional and Summary Memos

++ Office Director Decisional Memo (indicate date for each review)

X] None

Division Director Summary Review (indicate date for each review)

[ ] None 8/20/2014

Cross-Discipline Team Leader Review (indicate date for each review)

[] None 7/23/2014

PMR/PMC Development Templates (indicate total number)

[] None 4

Clinical Information®

+* Clinical Reviews

e  Clinical Team Leader Review(s) (indicate date for each review)

e  Clinical review(s) (indicate date for each review)

7/18/2014, 12/20/2013

date of each review)

e  Social scientist review(s) (if OTC drug) (indicate date for each review) [] None
++ Financial Disclosure reviews(s) or location/date if addressed in another review See Page 12 of Medical Officer
OR Review dated 7/18/2014
If no financial disclosure information was required, check here [_| and include a
review/memo explaining why not (indicate date of review/memo)
¢+ Clinical reviews from immunology and other clinical areas/divisions/Centers (indicate X None

++ Controlled Substance Staff review(s) and Scheduling Recommendation (indicate date of
each review)

X Not applicable

++» Risk Management

e  REMS Documents and REMS Supporting Document (indicate date(s) of
submission(s))

e REMS Memo(s) and letter(s) (indicate date(s))

¢ Risk management review(s) and recommendations (including those by OSE and
CSS) (indicate date of each review and indicate location/date if incorporated
into another review)

X None

++ OSI Clinical Inspection Review Summary(ies) (include copies of OSI letters to
investigators)

X None requested

8 Filing reviews should be filed with the discipline reviews.

Reference ID: 3613515
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Clinical Microbiology X None
¢+ Clinical Microbiology Team Leader Review(s) (indicate date for each review) X None
Clinical Microbiology Review(s) (indicate date for each review) [] None
Biostatistics [ ] None
%+ Statistical Division Director Review(s) (indicate date for each review) X None
Statistical Team Leader Review(s) (indicate date for each review) ] None
Statistical Review(s) (indicate date for each review) [ ] None 7/18/2014, 12/18/2013
Clinical Pharmacology [ ] None
¢+ Clinical Pharmacology Division Director Review(s) (indicate date for each review) X None
Clinical Pharmacology Team Leader Review(s) (indicate date for each review) (] None
Clinical Pharmacology review(s) (indicate date for each review) [ ] None 7/18/2014, 12/26/2013

++ DSI Clinical Pharmacology Inspection Review Summary (include copies of OSI letters) ] None
Nonclinical [ ] None

++ Pharmacology/Toxicology Discipline Reviews

e ADP/T Review(s) (indicate date for each review) X None
e  Supervisory Review(s) (indicate date for each review) [] None 7/25/2014
. Iljl\:l;l:ﬁtox review(s). including referenced IND reviews (indicate date for each [] None 7/17/2014. 12/13/2013
+  Review(s) by other disciplines/divisions/Centers requested by P/T reviewer (indicate date X None
for each review)
+»+ Statistical review(s) of carcinogenicity studies (indicate date for each review) [] No carc
[] None

++ ECAC/CAC report/memo of meeting Included in P/T review, page

++ OSI Nonclinical Inspection Review Summary (include copies of OSI letters) [] None requested
Product Quality D None
¢+ Product Quality Discipline Reviews
e ONDQA/OBP Division Director Review(s) (indicate date for each review) X None
e  Branch Chief/Team Leader Review(s) (indicate date for each review) X] None

e  Product quality review(s) including ONDQA biopharmaceutics reviews (indicate

date for each review) [ ] None 7/18/2014, 11/26/2013

*+ Microbiology Reviews [ ] Not needed

XI NDAs: Microbiology reviews (sterility & pyrogenicity) (OPS/NDMS) (indicate | 6/20/2014, 10/30/2013
date of each review)

[] BLAs: Sterility assurance, microbiology, facilities reviews
(OMPQ/MAPCB/BMT) (indicate date of each review)

++ Reviews by other disciplines/divisions/Centers requested by CMC/quality reviewer

None
(indicate date of each review) 2

Version: 07/17/2013
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++ Environmental Assessment (check one) (original and supplemental applications)

X| Categorical Exclusion (indicate review date)(all original applications and
all efficacy supplements that could increase the patient population)

7/18/2014

[] Review & FONSI (indicate date of review)

[] Review & Environmental Impact Statement (indicate date of each review)

++ Facilities Review/Inspection

X| NDAs: Facilities inspections (include EER printout or EER Summary Report
only: do NOT include EER Detailed Report) (date completed must be within 2
years of action date) (only original NDAs and supplements that include a new
facility or a change that affects the manufacturing sites ’)

Date completed: 12/23/2013
X Acceptable

[] Withhold recommendation
[ ] Not applicable

[] BLAs: TB-EER (date of most recent TB-EER must be within 30 days of action
date) (original and supplemental BLAs)

Date completed:
] Acceptable
[ ] Withhold recommendation

*,

++ NDAs: Methods Validation (check box only, do not include documents)

[] Completed

[] Requested

[] Not yet requested

X| Not needed (per review)

" Le.. a new facility or a change in the facility, or a change in the manufacturing process in a way that impacts the Quality

Management Systems of the facility.

Reference ID: 3613515

Version: 07/17/2013




NDA 205625
Page 10

Appendix to Action Package Checklist

An NDA or NDA supplemental application is likely to be a 505(b)(2) application if:

(1) Itrelies 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) Or itrelies 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.

(3) Or itrelies 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) And 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.

(3) And 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 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) Or 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.

(3) Or 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 ODE’s
ADRA.

Version: 07/17/2013
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GlaxoSmithKline

Food and Drug Administration
Center for Drug Evaluation and
Research

Office of Drug Evaluation |1

F

Date: August 18, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Arnuity Ellipta PMR Timelines

Total no. of pages including 3
cover and signature page

Comments: Please acknowledge receipt

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.
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Dear Dr. Stotka:

We acknowledge your August 14, 2014, submission with revised timelines and justification for
the proposed milestones for your pediatric studies. Since PREA studies must be submitted as a
supplement and your supplement should include the knemometry and HPA axis studies, we have
maintained the June 2017 final report submission date. We included a sentence (underlined) in
the description of PMR#1 to provide clarification for the delay in final report submission. The
following are the PMR studies for NDA 205625.

2765-1: Conduct a 12-week, randomized, double-blind, double-dummy, parallel group,
placebo-controlled, dose-ranging, efficacy, and safety study in children 5-11 years
of age with asthma. The final study report will be submitted as a supplement with
the results of the knemometry and HPA axis studies.

Final Protocol Submission:  February 2012
Study Completion: September 2014
Final Report Submission: June 2017

2765-2: Conduct a 2-week randomized, double-blind, placebo-controlled, 2-way
crossover, knemometry growth rate study in children 5-11 years of age with
asthma.

Final Protocol Submission:  September 2015
Study Completion: March 2016
Final Report Submission: June 2017

2765-3: Conduct a 52-week, randomized, double-blind, parallel group, active controlled,
growth study in females 5-<8 years of age and males 5-<9 years of age with
asthma.

Final Protocol Submission:  October 2016
Study Completion: October 2021
Final Report Submission: June 2022

2765-4: Conduct a 6-week, randomized, double-blind, parallel group, placebo-controlled,
HPA-axis study in children 5-11 years of age with asthma.

Final Protocol Submission:  September 2015

Study Completion: November 2016
Final Report Submission:  June 2017
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Date: August 12, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Information Request

Total no. of pages including 3
cover and signature page

Comments: Please acknowledge receipt and respond as soon as possible but
no later than Thursday, August 14, 2014

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.

Reference ID: 3609047



NDA 205625

Dear Dr. Stotka:

We are reviewing your submission dated October 22, 2013, and the timelines provided for your
pediatric studies on August 8, 2014. We have the following comments and requests for
information:

1. We have concerns regarding the milestones for your pediatric studies. We note that the
final report submission date for your dose ranging/efficacy/safety trial is in June 2017.
As this study is to be completed in September 2014, the long delay between study
completion and report submission is excessive. Additionally, final protocol submissions
for the knemometry, HPA axis, and growth studies also appear to be excessively lon
iven the standard design/conduct of these studies.

provide justification to support the proposed
milestones. Address the following in your response.

e Submit an earlier timeline for the submission of the final report of the dose
ranging/efficacy/ safety study.

e Submit earlier timelines for the final protocol submissions of the HPA axis,
knemometry, and growth studies.

2. It 1is possible that the growth, knemometry, and HPA axis studies will be FDAAA PMR
studies, as these studies are primarily safety studies. This is being discussed internally;
we will provide further feedback as we have additional information.

3. We will be adding “efficacy and safety” to the description of PMR #1:
Conduct a 12-week, randomized, double-blind, double-dummy, parallel group, placebo-
controlled, dose-ranging, efficacy, and safety study in children 5-11 years of age with
asthma.

In order to facilitate the review of your submission, provide the requested information as soon as
possible but no later than the close of business Thursday, August 14, 2014. You may submit
your response by fax to 301-796-9728, or by email to phuong.ton@fda.hhs.gov, followed by an
official submission to your NDA.

If you have any questions, please contact Nina Ton, Regulatory Project Manager, at 301-796-
1648.
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Date: August 8, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Arnuity Ellipta Labeling Comments #2

Total no. of pages including

. 37
cover and signature page

Comments: Please acknowledge receipt and respond by COB, Wednesday
August 13, 2014

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.

Reference ID: 3607538



NDA 205625
GlaxoSmithKline

Dear Dr. Stotka:

Your submission dated October 22, 2013, is currently under review. Attached are our revisions
to your proposed package insert (Pl). The FDA-proposed insertions are underlined, deletions are
in strike-out, and comments are included adjacent to the labeling text. Be advised that these
labeling changes are not necessarily the Agency’s final recommendations and that additional
labeling changes may be forthcoming as the label is continued to be reviewed.

Submit a clean copy and a tracked-change version of the label incorporating our recommended
changes to the NDA by August 13, 2014. In addition, please send me a copy of the revised label
via email.

If you have any questions, please contact Nina Ton, Regulatory Project Manager, at 301-796-
1648.
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Date: August 6, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Information Request

Total no. of pages including 3
cover and signature page

Comments: Please acknowledge receipt and respond by Friday, August 8,
2014

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.
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Dear Dr. Stotka:

We are reviewing your submission dated October 22, 2013, and have the following request for
information.

Provide your commitment to conduct the following pediatric trials and provide the final protocol
submission date, trial completion date and the final report submission date for each of the studies
listed below.

PMR-1: Conduct a 12 week randomized, double-blind, double-dummy, parallel group, placebo-
controlled dose ranging study in children 5-11 years of age.

Final Protocol Submission:  Insert Date
Study Completion: Insert Date
Final Report Submission: Insert Date

PMR-2: Conduct a 2 week randomized, double-blind, placebo-controlled, 2-way crossover
knemometry growth rate study in children 5-11 years of age.

Final Protocol Submission: Insert Date
Study Completion: Insert Date
Final Report Submission: Insert Date

PMR-3: Conduct a 52 week randomized, double-blind, parallel group, active controlled growth
study in females 5-<8 years of age and males 5-<9 years of age.

Final Protocol Submission:  Insert Date
Study Completion: Insert Date
Final Report Submission: Insert Date

PMR-4: Conduct a 6 week randomized, double-blind, parallel group, placebo-controlled HPA-
axis study in children 5-11 years of age.

Final Protocol Submission: Insert Date
Study Completion: Insert Date
Final Report Submission: Insert Date

In order to facilitate the review of your submission, provide the requested information no later
than close of business Friday, August 8, 2014. You may submit your response by fax to 301-
796-9728, or by email to phuong.ton@fda.hhs.gov, followed by an official submission to your
NDA.

If you have any questions, please contact Nina Ton, Regulatory Project Manager, at 301-796-
1648.
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Date: July 29, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Arnuity Ellipta Labeling Comments #1

Total no. of pages including

. 46
cover and signature page

Comments: Please acknowledge receipt and respond by COB, Friday
August 1, 2014

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.
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NDA 205625
GlaxoSmithKline

Dear Dr. Stotka:

Your submission dated October 22, 2013, is currently under review. Attached are our revisions
to your proposed package insert (PI), patient information, and instructions for use (IFU). The
following comments provide additional clarification as to some of the changes made in the
attached label. The FDA-proposed insertions are underlined, deletions are in strike-out, and
comments are included adjacent to the labeling text. Be advised that these labeling changes are
not necessarily the Agency’s final recommendations and that additional labeling changes may be
forthcoming as the label is continued to be reviewed.

General Comments

1. For all container labels and labeling, replace the name _’ with the approved
‘Armuity Ellipta’.

2. Revise the labels so that , 1.e. Amuity Ellipta
(Fluticasone Furoate Inhalation Powder) .

3. Throughout the package insert, we have denoted missing values (patient number, percentage
of patients) with an X. Provide the appropriate values.

4. We have added language throughout the entire label to make it more consistent with the
labeling for the most recently approved inhaled corticosteroid (ICS).

5. Insert white space before each major heading in Highlights.

Comments Pertaining to Specific Sections of the Package Insert

Reference ID: 3600872
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Submit a clean copy and a tracked-change version of the label incorporating our recommended
changes to the NDA by August 1, 2014. In addition, please send me a copy of the revised label
via email.
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If you have any questions, please contact Nina Ton, Regulatory Project Manager, at 301-796-
1648.
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PeRC PREA Subcommittee Meeting Minutes
June 11, 2014

PeRC Members Attending:
Lynne Yao

Rosemary Addy

Jane Inglese

George Greeley

Hari Cheryl Sachs

Wiley Chambers

Tom Smith

Peter Starke

Gregory Reaman

Kristiana Brugger

Freda Cooner

Kevin Krudys

Maura O’Leary (only reviewed Arnuity Ellipta)
Rachel Witten

Robert Nelson

Dianne Murphy (did not review

(b)(4) and/or non-responsive )
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Agenda
NDA | 205625 | Arnuity Ellipta (fluticasone furoate) Once daily maintenance treatment of

Partial Waiver_Deferral_Plan asthma as prophylactic therapy in
patients 12 years of age and older

Arnuity Ellipta (fluticasone furoate) Partial Waiver Deferral Plan
e NDA 205625 seeks marketing approval for Arnuity Ellipta (fluticasone furoate) for once
daily maintenance treatment of asthma as prophylactic therapy in patients 12 years of
age and older.
e The application triggers PREA as directed to a new active ingredient.
e The application has a PDUFA a goal date of August 22, 2014.

e PeRC Recommendations:
o The PeRC agreed with a partial waiver for pediatric patients aged birth to less

than 5 years (or PREA is not applicable to this age group) because

o The PeRC agreed with a deferral for pediatric patients aged 5 to less than.
years because adult studies have been completed and the product is ready for
approval.

o Pediatric patients aged 12 to 17 years of age were included in the adult clinical
studies. No new pediatric safety issues were identified in these studies.

o The PeRC had further discussions about
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Date: May 6, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Information Request

Total no. of pages including 3
cover and signature page

Comments: Please acknowledge receipt and respond by May 16, 2014

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.
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Dear Dr. Stotka:

We are reviewing your submission dated October 22, 2013, and have the following request for
information:

The reported results for the co-primary endpoint weighted mean FEV| in Study HZA 106827
(Table 18 in the study report) indicate that Week 12 change from baseline measurements were
available on 95 and 106 patients in the placebo and FF 100 treatment groups,

respectively. Clarify how many total patients from each treatment arm were enrolled in the
subset of sites that performed serial FEV1 measurements, and provide a disposition table (similar
to Table 7 in the study report) for that subset of sites.

In order to facilitate the review of your submission, provide the requested information no later
than close of business Friday, May 16, 2014. You may submit your response by fax to 301-796-
9728, or by email to phuong.ton@fda.hhs.gov, followed by an official submission to your NDA.

If you have any questions, please contact Nina Ton, Regulatory Project Manager, at 301-796-
1648.

Reference ID: 3502150



NDA 205625

Drafted by:
Cleared by:

Finalized by:

Reference ID: 3502150

NTon/May 6, 2014
GLevin/May 6, 2014
LJafari/May 6, 2014
NTon/May 6, 2014



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

PHUONG N TON
05/06/2014

Reference ID: 3502150



Liu, Youbang

From: Liu, Youbang

Sent: Thursday, April 10, 2014 6:18 PM

To: ‘Susan.M.Holmes@gsk.com’

Subject: Information Request for NDA 205625
NDA 205625

Glaxo Group Limited d/b/a GlaxoSmithKline.
Attention: Susan Holmes

Director, CMC Regulatory Affairs

Five Moore Drive, P.O. Box 13398

Research Triangle Park, NC 27709

Dear Ms. Holmes:

Please refer to your New Drug Application (NDA) submitted under section 505(b) of the Federal Food, Drug,
and Cosmetic Act for fluticasone furoate inhalation powder.

We are reviewing the CMC section of your submission and have the following comments and information
requests. We request a prompt written response (preferably by April 25, 2014) in order to continue our
evaluation of your NDA.

(b) (4)

Please acknowledge the receipt of this email.

Sincerely,

Youbang Liu, Ph.D.

Regulatory Project Manager
Division Ill, ONDQA/OPS/CDER/FDA
10903 New Hampshire Avenue
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NDA 205625

Food and Drug Administration
Center for Drug Evaluation and
Research

Office of Drug Evaluation |1

=

Date: April 3, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Information Request

Total no. of pages including 3
cover and signature page

Comments: Please acknowledge receipt and respond by April 17, 2014

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.
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NDA 205625

Dear Dr. Stotka:

We are reviewing your submission dated October 22, 2013, and have the following requests for
information:

Submit an updated summary population PK report including PK dataset from study FFA115440.
The PK data acquired from the FFA115440 study should be incorporated into the population PK
analysis. The report should include prediction of FF PK exposures (Cmax and AUCO0-24) by
dose and configuration (as presented in Table 9 in report 2013N162904) based on your updated
population PK analysis.

Data, model codes or control streams, and scripts used to generate the corresponding analyses
should be provided for the final population PK models. Data files should be submitted as SAS
transport files with *.xpt extension (eg. Datal.xpt) and other files be submitted as ASCII text
files with *.txt extension (e.g.:myfile_ctl.txt, myfile_out.txt).

In order to facilitate the review of your submission, provide the requested information no later
than close of business Thursday, April 17, 2014. You may submit your response by fax to 301-
796-9728, or by email to phuong.ton@fda.hhs.gov, followed by an official submission to your
NDA.

If you have any questions, please contact Nina Ton, Regulatory Project Manager, at 301-796-
1648.
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Food and Drug Administration
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Date: January 8, 2014

To: Christopher J. Stotka, Pharm.D. From: Nina Ton, Pharm.D.
Director, Global Regulatory Regulatory Project Manager
Affairs

Company: GlaxoSmithKline Division of Pulmonary,

Five Moore Drive Allergy, and Rheumatology
P.O. Box 13398 Products
Research Triangle Park,
NC 27709
Fax number: (919) 315-0033 Fax number: 301-796-9728
Phone number: (919) 483-5711 Phone number: 301-796-1648

Subject: NDA 205625 Information Request

Total no. of pages including 3
cover and signature page

Comments: Please acknowledge receipt and respond by January 15, 2014

Document to be emailed to: christopher.j.stotka@gsk.com

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 this 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 notify us
immediately by telephone at (301) 796-2300. Thank you.
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NDA 205625

Dear Dr. Stotka:

We are reviewing your submission dated October 22, 2013, and have the following requests for
information:

e Submit all the NONMEM control files, the associated .Ist files, and the datasets
referenced in technical reports 2013N162904, 2011N30718, 2011N30480 and
2011N30478.

e Provide data, model codes or control streams, and scripts used to generate the
corresponding analyses for the final population PK or PK-PD models.

e Submit data files as SAS transport files with *.xpt extension (eg. Datal.xpt) and submit
other files as ASCII text files with *.txt extension (e.g.:myfile_ctl.txt, myfile_out.txt).

In order to facilitate the review of your submission, provide the requested information no later
than close of business Wednesday, January 15, 2014. You may submit your response by fax to
301-796-9728, or by email to phuong.ton@fda.hhs.gov, followed by an official submission to
your NDA.

If you have any questions, please contact Nina Ton, Regulatory Project Manager, at 301-796-
1648.
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Food and Drug Administration
Silver Spring, MD 20993

NDA 205625
PROPRIETARY NAME REQUEST
CONDITIONALLY ACCEPTABLE

Glaxo Group Limited d/b/a GlaxoSmithKline
c/o Christopher J. Stotka

Five Moore Drive

P.O. Box 13398

Research Triangle Park, NC 27709

ATTENTION: Christopher J. Stotka, PharmD
Director, Global Regulatory Affairs

Dear Dr. Stotka:

Please refer to your New Drug Application (NDA) dated October 22, 2013, received October 22,
2013, submitted under section 505(b)(1) of the Federal Food, Drug, and Cosmetic Act for
Fluticasone Furoate Inhalation Powder, 100 mcg and 200 mcg.

We also refer to your December 19, 2013, correspondence, received December 19, 2013,
requesting review of your proposed proprietary name, Arnuity Ellipta. We have completed our
review of the proposed proprietary name, Arnuity Ellipta, and have concluded that it is
acceptable.

If any of the proposed product characteristics as stated in your December 19, 2013, 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 Nichelle Rashid, Safety Regulatory Project Manager in
the Office of Surveillance and Epidemiology, at (301) 796-3904. For any other information
regarding this application, contact Nina Ton, Regulatory Project Manager, in the Office of New
Drugs at (301) 796-1648.

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: 3464364
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NDA 205625
FILING COMMUNICATION -
FILING REVIEW ISSUES IDENTIFIED

GlaxoSmithKline

Five Moore Drive

P.O. Box 13398

Research Triangle Park, NC 27709

Attention: Christopher J. Stotka, Pharm.D.
Director, Global Regulatory Affairs

Dear Dr. Stotka:

Please refer to your New Drug Application (NDA) dated October 22, 2013, received October 22,
2013, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act (FDCA), for
Fluticasone Furoate Inhalation Powder, 100 mcg and 200 mcg.

We also refer to your amendments dated November 25 and December 19, 2013.

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. Therefore, the user fee goal date is August 22,
2014.

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 July 25, 2014. We are not
currently planning to hold an advisory committee meeting to discuss this application.

During our filing review of your application, we identified the following potential review issues:

Reference ID: 3428598



NDA 205625
Page 2

CLINICAL

1. The relative exposure to fluticasone furoate (FF) delivered via the single strip device
compared with the double strip device will require further review. Due to potential
differences in systemic exposure to FF between the two devices (i.e. less exposure via the
double strip device), the ability of study HZA 106839 to support the long-term safety of
FF 200 mcg will be a review issue.

We are providing the above comment to give you preliminary notice of potential review issues.
Our filing review is only a preliminary evaluation of the application and is not indicative of
deficiencies that may be identified during our review. Issues may be added, deleted, expanded
upon, or modified as we review the application. If you respond to these issues during this review
cycle, we may not consider your response before we take an action on your application.

We request that you submit the following information:

1. With respect to the potential impact of missing data, we do not find the supportive
analyses you provided to be sufficient. Both the primary analysis based on last-
observation-carried-forward (LOCF) imputation, and the supportive analysis based on a
mixed effects model for repeated measures (MMRM), more or less assume that any
treatment effect observed prior to dropout would have persisted in patients after treatment
discontinuation. This may not be appropriate, since any positive effects of fluticasone
furoate (FF) on FEV1 prior to dropout likely declined or went completely away once the
patient stopped taking the therapy. We request that you provide results based on
additional supportive model(s) that do not preserve any pre-dropout treatment effect after
patients stop taking the therapy. For example, the “copy reference” and “jump to
reference” multiple imputation approaches that the applicant implemented under NDAs
203-975 and 205-382 are additional models of interest. These supportive results are of
particular interest for the comparisons of FF 100 against placebo with respect to the
primary and secondary endpoints in Studies HZA106827 and FFA112059.

Please respond only to the above request 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.

PROMOTIONAL MATERIAL

Y ou 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 patient PI. Submit
consumer-directed, professional-directed, and television advertisement materials separately and
send each submission to:

Reference ID: 3428598



NDA 205625
Page 3

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 patient PI, 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

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.

Pediatric studies conducted under the terms of section 505B of the Federal Food, Drug, and
Cosmetic Act (the Act) may also qualify for pediatric exclusivity under the terms of section
505A of the Act. If you wish to qualify for pediatric exclusivity please consult Division of
Pulmonary, Allergy, and Rheumatology Products. Please note that satisfaction of the
requirements in section 505B of the Act alone may not qualify you for pediatric exclusivity
under 505A of the Act.

We acknowledge receipt of your requests for a partial waiver and partial deferral of pediatric
studies for this application. Once we have reviewed your requests, we will notify you if the
partial waiver and partial deferral requests are denied.

We note that you have submitted pediatric studies with this application for pediatric patients 12

to 17. Once the review of this application is complete we will notify you whether you have
fulfilled the pediatric study requirement for this age group.

Reference ID: 3428598
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If you have any questions, call Nina Ton, Regulatory Project Manager, at (301) 796-1648.

Sincerely,
{See appended electronic signature page}

Badrul A. Chowdhury, M.D., Ph.D.

Director
Division of Pulmonary, Allergy, and Rheumatology Products

Office of Drug Evaluation II
Center for Drug Evaluation and Research

Reference ID: 3428598
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NDA 205625
NDA ACKNOWLEDGMENT

GlaxoSmithKline

Five Moore Drive

P.O. Box 13398

Research Triangle Park, NC 27709

Attention: Christopher J. Stotka, Pharm.D.
Director, Global Regulatory Affairs

Dear Dr. Stotka:

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

Name of Drug Product: Fluticasone furoate inhalation powder
Date of Application: October 22, 2013

Date of Receipt: October 22, 2013

Our Reference Number: NDA 205625

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 December 21, 2013, 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(1)(1)(1)] 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).

Reference ID: 3396739
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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 Pulmonary, Allergy, and Rheumatology 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, call me at (301) 796-1648.

Sincerely,

{See appended electronic signature page}

Nina Ton, Pharm.D.

Regulatory Project Manager

Division of Pulmonary, Allergy, and Rheumatology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

Reference ID: 3396739
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IND 70297
MEETING MINUTES

GlaxoSmithKline

Five Moore Drive

P.O. Box 13398

Research Triangle Park, NC 27709-

Attention: Christopher Stotka, Pharm.D.
Director, Respiratory Group, Global Regulatory Affairs

Dear Dr. Stotka:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act for fluticasone furoate.

We also refer to the teleconference between representatives of your firm and the FDA on
February 11, 2013. The purpose of the meeting was to plans for submission of the NDA for the
use of fluticasone furoate in the treatment of asthma.

A copy of the official minutes of the teleconference is enclosed for your information. Please
notify us of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call me at (301) 796-2284.
Sincerely,
{See appended electronic signature page}

Angela Ramsey R.N., M.S.N

Senior Program Management Officer

Division of Pulmonary, Allergy, and Rheumatology
Products

Office of Drug Evaluation II

Center for Drug Evaluation and Research

Enclosure:
Meeting Minutes

Reference 1D: 3260105
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FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH

MEMORANDUM OF MEETING MINUTES

Meeting Type: Type B

Meeting Category: Pre-NDA
Meeting Date and Time:  February 11, 2013
Meeting Location: Teleconference
Application Number: IND 70297
Product Name: fluticasone furoate
Indication: Asthma

Sponsor/Applicant Name: GlaxoSmithKline (GSK)

Meeting Chair: Badrul A. Chowdhury, M.D., Ph.D.
Meeting Recorder: Angela Ramsey R.N., M.S.N

FDA ATTENDEES
Badrul A. Chowdhury, M.D., Ph.D., Director

Angela Ramsey, RN, MSN, Senior Regulatory Project Manager
Susan Limb, M.D., Clinical Team Leader

Tracy Kruzick, M.D. Ph.D., M.P.H., Clinical Reviewer

Timothy Robison, Ph.D., Pharmacology/Toxicology Team Leader
Craig M. Bertha, Ph.D., Chemistry Reviewer

Suresh Doddapaneni, Clinical Pharmacology Team Leader

Arun Agrawal, Clinical Pharmacology Reviewer

Joan Buenconsejo, Ph. D., Statistician Team Leader

Yongman Kim, Ph.D., Statistician

SPONSOR ATTENDEES

Pietro Ventresca, MD, Vice President, Respiratory Clinical Development
Loretta Jacques, PhD, Director, Asthma Clinical Development

Leslie Andersen, Director, Asthma Clinical Development

Mauri Fitzgerald, Vice President, Global Regulatory Affairs

Christopher Stotka, Pharm.D., Director, Global Regulatory Affairs
Caroline Goldfrad, Associate Director, Statistics

Ann Allen, Principle Clinical Pharmacokineticist, Pharmacokinetics

Reference ID: 3260105
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BACKGROUND

GlaxoSmithKline (GSK) submitted a Type B meeting request dated, November 27, 2012, to
discuss plans for submission of the NDA for the use of fluticasone furoate in the treatment of
asthma. GSK submitted the briefing package on December 19, 2012. Upon review of the
material, the Division responded via secure email on February 8, 2013. GSK requested to
convert the face-to-face meeting to a teleconference to discuss responses to questions 3, 18, and
19 and to clarify the anticipated review clock for the application.

The content of the email is below. Any discussions that occurred during the meeting are captured
directly under the relevant response. The sponsor”s questions are in bold italic; the Division’s
response is in italics; and the discussion is in normal font.

DISCUSSION

Question 1:

In light of the results of the FF 50 studies, which evaluated a short-acting beta,-agonist
population where the results did not replicate, does the Division agree that FF 50 should not
be filed in this NDA as the strength of FF appropriate for a short-acting betas-agonist patient
population?

FDA Response:
Based on the results you have provided, your plan appears acceptable.

Discussion:
No discussion occurred.

Question 2:
Does the Division agree that the FF data provide substantial evidence to include both FF 100

and 200 doses in the original NDA for FF monotherapy?

EDA Response;
Your plan to include both FF 100 and 200 in the original NDA for FF monotherapy is

acceptable. However, based on the preliminary efficacy data you have provided, whether there
exists support for the added benefit of FF 200 over FF' 100, is unclear, and will be a review
issue.

Discussion:
No discussion occurred.

Question 3:

What is the Division’s advice for providing FF monotherapy treatment in a short-acting beta2-
agonist patient population which has only been evaluated in Phase III studies with FF 50,
aside from the 8-week dose ranging study (FFA109687) that evaluated FF doses of 25 to 200
mcg?

Page 2
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FDA Response:
Based on the results you have provided in your briefing package, FF 50 mcg failed to show

replicate evidence of efficacy. As such, proceeding with submission of the 100 mcg and 200 mcg
dose strengths, although not studied in a SABA-only population, is reasonable.

Discussion:

GSK asked the Division whether data from a Phase IIb dose-ranging trial, FFA109687, in
SABA-only patients could be used potentially to support labeling of FF 100 mcg for this patient
population. The Division responded that labeling usually includes a description of the patient
population studied and noted that other labels have featured Phase II dose-ranging data, so there
is precedent for this approach. The Division stated that the acceptability of this data for
inclusion in the label would be a review issue.

Question 4:

Does the Division agree that the size of the safety database for FF Inhalation Powder, as
described in Section 4, will provide an adequate safety database to support the NDA for the
100 and 200 mcg doses of FF Inhalation Powder?

FDA Response:
The adequacy of your safety database will depend on the ability of the double-strip data to

support the single-strip data, and will be a review issue. If the double-strip configuration is
found to support the proposed to-be-marketed single-strip configuration, the size of the safety
database appears adequate pending review of your NDA. However, if a safety signal is noted,
further safety data may be required.

Discussion:
No discussion occurred.

Question 5:

(b) (4)

©@ “but incorporate the data by
cross-reference to IND @ Does the Division agree with this approach?

FDA Response:
We agree.

Discussion:
No discussion occurred.

Page 3
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uestion 6:
() @)
, but rather incorporate the
data by cross-reference to IND  ©@., Does the Division agree with this approach?

E on

We agree.

Discussion:

No discussion occurred.

Question 7:
As the model estimated AUC .24 values for FFA114496 with FF single strip DPI were similar

to or lower than those estimated for studies HZA106839 and HZA106851 following
administration as FF/VI, does the Division agree this supports the use of data from long-term
safety and HPA-axis following FF/VI 200/25 to support the registration of FF 200?

FDA Response:
If the systemic exposure is lower or similar, the HPA axis data obtained with FF/VI 200/25 may

be relied upon for FF 200. This will be a review issue.

Discussion:
No discussion occurred.

Question 8:

To support the registration of FF Nasal Spray (NDA 022051), the results of the thorough QT
study for FF (FFR101888) were submitted as part of the 120-Day Safety Update on 18
October 2006. This study shows that inhaled FF 4000 does not have any effect on QT interval.
GSK plans to include this study report in the FF asthma NDA submission. Will the submission
of this study report fulfill the OT requirements for this NDA submission, as it did for the FF
Nasal Spray NDA?

FDA Response.

Please note that there is no separate QT requirement for this product. Report of study
FFR101888 was previously reviewed and the results are described in the Veramyst package
insert. You can provide an assessment of relative systemic exposures from FF 200 to those seen
in study FFRI101888 to show the applicability of those results to this product.

Discussion:
No discussion occurred.

Question 9:

Does the Division have any further comments regarding the Clinical Pharmacology package?

EDA Response:

We do not have any further comments at this time.
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Discussion:
No discussion occurred.

Question 10:
Section 7 outlines GSK’s plans for the integrating/pooling of the efficacy data, including study

groupings, subgroups, country groupings and analysis plans. Does the Division agree with the
proposals?

EDA Response:
The efficacy portion of the NDA review will focus primarily on the un-pooled data from the

individual trials. The decision to integrate and pool efficacy data is at your discretion.

Discussion:
No discussion occurred.

Question 11
Section 8 outlines how GSK plans for the integrating/pooling of the safety data, including

study groupings, subgroups, country groupings and analysis plans. Does the Division agree
with the proposals?

DA Response:
We agree. In addition, as stated in our written responses dated October 11, 2012, we also

request that for trials longer than 24 weeks in duration, the data be presented for both the first
24 weeks of exposure as well as for the total duration of exposure in order to facilitate
comparison of the data from the 24-week single strip trials.

Discussion:
No discussion occurred.

Question 12:

Does the Division agree with the proposed list of AEs of Special Interest as described in
Section 8? '

FDA Response:
We agree.

Discussion:
No discussion occurred.

Question 13

Some studies containing an FF treatment arm will be ongoing at the time of submission of the
NDA for FF Inhalation Powder. GSK proposes to include synopses of these studies as well as
listings of blinded death, SAE and pregnancy data, but will not include any other data from
these ongoing studies in the NDA. Does the Division agree with this approach?
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. EDA Response:

" As the results will be blinded, these results will be of limited utility in our review. Therefore, the
inclusion of this data is at your discretion.

Discussion:
No discussion occurred.

Question 14
GSK intends to include AE reports from the literature as part of the ISS and SCS. Does the

Division agree that this reporting should be limited to nonclinical data and to ovally inhaled
FF clinical data?

DA Response:
The safety evaluation of FF will rely on the submitted data from your development program.

Inclusion of literature reports is at your discretion, but will not be a focus of our review.

Discussion:
No discussion occurred.

Question 15

For all fatal and non-fatal SAEs and for subjects withdrawn from treatment due to an AE for
all completed studies, a table in the ISS will provide the locations of the case narratives in the
individual clinical study reports. Case report forms will be provided for all fatal SAEs and for
subjects withdrawn from treatment due to an AE for all completed studies. No narratives or

““case report forms will be provided for studies ongoing at the time of submission; however,
listings will be provided for deaths, SAEs and pregnancy reports. Does the Division agree with
this proposal?

FDA Response;
Your proposal is acceptable.

Discussion:
No discussion occurred.

Question 16:

Does the Division have any comments on the statistical analysis methods proposed in the
SDAPs for the ISE and ISS?

FDA Response:
We do not have further comments. The proposed statistical methods appear reasonable.

Discussion:
No discussion occurred.
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Question 17:

Does the Division agree with the proposal to provide datasets in IDSL format with SAS
transport, data definition and eCRF files?

DA Response:
We agree with your proposal to provide datasets in IDSL format, as long as the variables are

clearly defined and derivations are well-documented with appropriate links to the eCRF files
and to the raw datasets.

Discussion:
No discussion occurred.

Would the Division find any value in reviewing a test data package of the datasets in the IDSL
format?

FDA Response.
Your proposal to submit a test data package for review is acceptable.

Discussion:

GSK questioned whether submitting a mock data set would be useful to the Division. The
Division is willing to accept mock data set for review, but questioned the rationale for using the
IDSL format instead of following the CDISC guideline. GSK stated that the initial studies were
not done in CDISC SDTM and ADaM formats, but intends on using these formats for future
developments. GSK will provide the Division with a break down of what information will be in
CDISC SDTM/ADaM and IDSL format.

Question 19:

Does the Division foresee a need for including analysis programs (executable or non-
executable), as part of GSK’s submission?

FDA Response:
We recommend that you include the programs used for creating the main efficacy analysis

datasets from submitted raw datasets and the programs used for the efficacy and main safety
analyses. In addition, provide a document that explains what each program is used for.

Discussion:

The Division stated that the submission of analysis programs in non-executable codes is
reasonable. The submission should include all programs used to generate the key efficacy results
contained in the proposed label and study reports.

Question 20:
Since GSK submitted our pediatric development plans in the 9 April 2012 Briefing Document,

does this fulfill the FDASIA requirement, listed under Milestone #1 in Section 10.2, to submit
an initial Pediatric Study Plan to the Division?
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EFDA Response:
As your EOP2 meeting occurred prior to November 16, 2012, and your application is expected

to be submitted prior to January 5, 2014, you should include your pediatric plan with your NDA
submission using the enclosed template.

Discussion:
No discussion occurred.

Question 21

Since GSK met with the Division on 11 May 2012 to discuss and reach agreements on the
proposed pediatric development plan, does this fulfill the FDASIA requirement, listed under
Milestone #2 in Section 10.2, for the FDA and the sponsor to meet to discuss the pediatric
study plan?

EFDA Response:
See response to question #20.

Discussion:
No discussion occurred.

Question 22:

Based on FDA’s meeting minutes for the pediatric advice meeting, if GSK submits a written
agreement to these minutes marked “Agreed Initial Pediatric Study Plan,” would that fulfill
the FDASIA requirement, listed under Milestone #3 in Section 10.2, for the sponsor to submit
their written agreement with FDA’s comments on the pediatric study plan?

DA Response:
See response to question #20.

Discussion:
No discussion occurred.

Question 23:
If FDA confirms this agreement in writing with GSK, will this fulfill the FDASIA

requirement, listed under Milestone #4 in Section 10.2, for FDA to provide written
confirmation of the agreed initial pediatric study plan?

DA Response:
See response to question #20.

Discussion:
No discussion occurred.
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Question 24:
If GSK has not fulfilled the FDASIA PSP requirements via the above process, will the

Division provide guidance on the steps that should be taken to comply with these new
requirements?

DA Response:
See response to question #20.

Discussion:
No discussion occurred.

Question 25

GSK understands that PREA requirements will inform requirements for a Proposed Pediatric
Study Request to initiate the Written Request / pediatric exclusivity process. Is there a
mechanism whereby GSK can determine whether FF is eligible for pediatric exclusivity so we
can factor this into our pediatric timelines?

FDA Response:
Discussion of pediatric exclusivity is premature at this time.

Discussion:
No discussion occurred.

Question 26:

If the Division agrees with the proposal for the adolescent and adult NDA to provide datasets
in IDSL format with SAS transport, data definition and eCRF files, does the Division also
agree with using this same format for the pediatric SNDA submission?

DA Response:
We would like to have consistent format between the two programs. However, you are

encouraged to follow the CDISC standards (SDTM and ADaM formats) in your future drug
development.
http://www.fda.gov/Drugs/DevelopmentApprovalProcess/FormsSubmissionRequirements/Electr
onicSubmissions/ucm248635.htm

Discussion:
No discussion occurred.

Question 27:

A comprehensive package of nonclinical studies on FF in accordance with the ICH M3 (R)
Guidelines will be available at the time of file. Does the Division agree that no further
nonclinical studies are required to support the registration of FF Inhalation Powder?
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FDA Response:
We agree that no further nonclinical studies are required to support the filing of an NDA for FF

Inhalation Powder. The registration is a review issue. See additional nonclinical comments.

Additional Nonclinical Comments:
For the NDA, qualify any impurities or degradants exceeding ICH Q3A(R) and Q3B(R)
guidelines, respectively.

Discussion:
No discussion occurred.

Question 28:
Based on the design of the Phase III efficacy studies, does the Division agree with the

proposed indication statement?

FDA Response:
In general, this proposed indication statement appears acceptable. However, this will ultimately

be a review issue.

Discussion:
No discussion occurred.

Question 29:

Does the Division have any comments on the draft language for the Dosage and
Administration section of labeling?

FDA Response:
The general language as proposed in the Dosage and Administration section of labeling is

consistent with that of other inhaled corticosteroid products for asthma. However, discussion of
the specific dose strengths is premature prior to our review of the efficacy and safety data in
your application, and therefore we have no further comments on the draft language at this time.

Discussion:
No discussion occurred.

Question 30:
In the written advice received from the Division on 11 October 2012, the Division asked GSK

to consider how the clinical program will be described in the product label and how best to
represent data obtained with the two-strip product versus the to-be-marketed single-strip
product. GSK proposes to address this as noted above. GSK would appreciate the Division’s
feedback on this proposal. Specifically:

e Does the Division agree in principle with the proposal to describe the ® @

in the PK section of labeling?
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FDA Response:

In principle, we agree. However, ©®) @)
this information may not need to be included in the label.

Discussion:
No discussion occurred.

e Does this address the Division’s advice on how to O @2 Or
does the Division have other considerations ®)(4)
2
EDA Response:

See response to question 30, bullet 1.

No discussion occurred.

Question 31:

Does the Division agree with the proposal for the Risk Management Plan?

EDA Response:
We agree.

Discussion:
No discussion occurred.

Question 32;

The specifications and file formats that GSK proposes to use are as noted in Section 14. These
items are fully consistent with the Division’s guidance documents as referenced within Section
14. Does the Division agree that these specifications and file formats are acceptable for the
NDA?

EDA Response:
We agree.

Discussion:
No discussion occurred.

Question 33:
Since the submission will include datasets, as outlined in Section 14.2, GSK does not intend to
submit CRF tabulations/Patient Profiles. Does the Division agree with this approach?
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FDA Response:
We agree.

Discussion:
No discussion occurred.

Question 34:
Does the Division agree with the level of hyperlinking proposed for the NDA?

EFDA4 Response:
We agree.

Discussion:
No discussion occurred.

Additional Discussion

GSK asked whether the FF application would be considered an NME or non-NME. The
Division stated that FF 100 mcg for asthma would be considered a non-NME and would be
reviewed on a 10-month clock.

DISCUSSION OF THE CONTENT OF A COMPLETE APPLICATION

As stated in our November 27, 2012, communication granting this meeting, if, at the time of
submission, the application that is the subject of this meeting is for a new molecular entity or an
original biologic, the application will be subject to “the Program™ under PDUFA V. Therefore,
at this meeting be prepared to discuss and reach agreement with FDA on the content of a
complete application, including preliminary discussions on the need for risk evaluation and
mitigation strategies (REMS) or other risk management actions. You and FDA may also reach
agreement on submission of a limited number of minor application components to be submitted
not later than 30 days after the submission of the original application. These submissions must
be of a type that would not be expected to materially impact the ability of the review team to
begin its review. All major components of the application are expected to be included in the
original application and are not subject to agreement for late submission.

Discussions and agreements will be summarized at the conclusion of the meeting and reflected in
FDA’s meeting minutes. If you decide to cancel this meeting and do not have agreement with
FDA on the content of a complete application or late submission of any minor application
components, your application is expected to be complete at the time of original submission.

In addition, we remind you that the application is expected to include a comprehensive and
readily located list of all clinical sites and manufacturing facilities.

Finally, in accordance with the PDUFA V agreement, FDA has contracted with an independent
contractor, Eastern Research Group, Inc. (ERG), to conduct an assessment of the Program. ERG
will be in attendance at this meeting as silent observers to evaluate the meeting and will not
participate in the discussion. Please note that ERG has signed a non-disclosure agreement.
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Information on PDUFA V and the Program is available at
http://www.fda.gov/ForIndustry/UserFees/PrescriptionDrugUserFee/ucm272170.htm.

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/ucm
084159.htm. We encourage you to review the information at this website and use it as you draft
prescribing information for your application.

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.

Also provide the name and title of an onsite contact person, including their phone number, fax
number, and email address. Provide a brief description of the manufacturing operation
conducted at each facility, including the type of testing and DMF number (if applicable). Each
facility should be ready for GMP inspection at the time of submission.

Consider using a table similar to the one below as an attachment to Form FDA 356h. Indicate
under Establishment Information on page 1 of Form FDA 356h that the information is provided
in the attachment titled, “Product name, NDA/BLA 012345, Establishment Information for Form
356h.”
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‘%h Food and Drug Administration
Silver Spring MD 20993
IND 70,297
MEETING MINUTES
GlaxoSmithKline

Five Moore Drive
P.O. Box 13398
Research Triangle Park, NC 27709-

Attention: Patrick D. Wire, Pharm D 5.5604
Product Director, Respiratory Group

Dear Dr. Wire:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act for fluticasone furoate Inhalation Powder.

We also refer to the meeting between representatives of your firm and the FDA on March 16,
2011. The purpose of the meeting was to discuss the Phase 3 development plans for fluticasone
furoate in the treatment of asthma.

A copy of the official minutes of the meeting is attached for your information. Please notify us
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call me at (301) 796-2284.
Sincerely,
{See appended electronic signature page}

Angela Ramsey, RN, MSN

Senior Regulatory Project Manager

Division of Pulmonary, Allergy, and Rheumatology
Products

Office of Drug Evaluation II

Center for Drug Evaluation and Research

ENCLOSURE:
Meeting Minutes
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Meeting Type: Type B

Meeting Category: EOP 2

Meeting Date and Time: = March 16, 2011 10:30am- 12:00pm EST

Meeting Location: FDA White Oak, Bldg 22, Conference Room 1415

Application Number: IND 70,297

Product Name: Fluticasone Furoate Inhalation Powder

Indication: Treatment of Asthma

Sponsor/Applicant Name: GlaxoSmithKline

Meeting Chair: Badrul A. Chowdhury, M.D., Ph.D., Director,
Meeting Recorder: Angela Ramsey RN, MSN, Senior Regulatory Project Manager
FDA ATTENDEES

Badrul A. Chowdhury, M.D., Ph.D., Director

Angela Ramsey, RN, MSN, Senior Regulatory Project Manager
Susan Limb, M.D., Clinical Team Leader

Brian Porter, M.D. Ph.D., M.P.H., Clinical Reviewer

Craig M. Bertha, Ph.D., Chemistry Reviewer

Suresh Doddapaneni, Clinical Pharmacology Team Leader
Ying Fan, Clinical Pharmacology Reviewer

Joan Buenconsejo, Ph. D., Statistician Team Leader

David Hoberman, Ph.D., Statistician

SPONSOR ATTENDEES

Brett Haumann, M.D., Medicine Development Leader

Dennis Brindley, Biomedical Data Sciences

Loretta Jacques, M.D., Director Asthma Clinical Development
Susan Holmes, Director, CMC Global Regulatory Affairs
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BACKGROUND

GlaxoSmithKline (GSK) submitted a Type B meeting request dated, January 7, 2011, to discuss
the Phase 3 development plans for fluticasone furoate in the treatment of asthma. GSK submitted
the briefing package on February 16, 2011. Upon review of the material, the Division responded
via secure email on March 14, 2011. GSK requested to continue with the face-to-face meeting as
scheduled to discuss responses to questions 1, 4, 6 and 8.

The content of the email is below. Any discussions that occurred during the meeting are captured

directly under the relevant response. The sponsor’s questions are in bold italic; the Division’s
response is in italics; and the discussion is in normal font.

Clinical Questions

uestion
Does the Agency agree that the completed Phase IIb Studies with FF (which utilised the novel
inhaler with two strips, one containing FF and the second containing ®@)

have identified 3 strengths of FF: 50 mcg, 100 mcg and 200 mcg to progress to Phase
HT? In particular, please comment on the following:
o  The data from the dose ranging studies for FF (which contains twin strips) can be
utilised to select doses to progress to Phase 111 studies for the single strip
monotherapy product, which GSK plans to commercialise.

o There are minimal differences within the respirable fraction of the overall particle
size distribution, i.e. <®um (represented by sum of stages 3 and below of the Next
Generation Inhaler) between single strip and twin strip (estimated as ®“%%). Slight
differences within the Throat and Pre-separator (particles of aerodynamic size > ®®
um) are observed between the single and twin strip products; however the sum of
these stages is similar for each product type. Slight differences within the
Aerodynamic Particle Size Distribution (APSD) are typical of normal product
variability and the associated analytical capability of the method. The small
differences noted within the in vitro particle size distribution between the single strip
and twin strip are not believed to be clinically significant.

FDA Response:

We generally recommend that dose ranging trials and Phase 3 efficacy and safety trials be
conducted with the same, to-be-marketed product. We note the greater respirable fraction of
fine particles in the single-strip fluticasone furoate (FF) monotherapy DPI compared to the
dual-strip product. The clinical impact of these differences, if any, is not known. Therefore,
while the proposed doses of 50, 100, and 200 mcg FF appear reasonable based on the available
information, the acceptability of the dose-ranging data will ultimately be a review issue and
should be addressed in the NDA application.
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Discussion:

The Division stated that using dual-strip FF data from the FF/vilanterol combination program to
support the proposed single-strip FF product was acceptable in principle. The extent to which
information could be borrowed will depend on the extent of the differences identified between
the dual-strip and single-strip products, e.g. differences in fine particle mass. A lower fine
particle mass from the dual-strip FF product compared to the single-strip FF product has
different implications for safety versus efficacy. The relevance of data from the combination
program will also depend on the sequence of application submission and approval status.

GSK reiterated that the differences in the fine particle mass (FPM) delivery by the aerodynamic
particle size distribution testing, for the single versus the dual strip version of the Fluticasone
Furoate (FF) monotherapy product was small, and ranged from ®®9%_. The Division questioned
this range based on the data supplied on pp. 143, 145, and 147 of the package. GSK attempted to
clarify in general how they arrived at that range but indicated that there was not enough
information included in the package to reproduce or explain that approach. GSK will provide
more clarification either to the IND prior to the pre-NDA meeting or this issue may be part of the
pre-NDA package and subsequent meeting discussion. GSK asked what magnitude of difference
in the FPM would the Division consider to acceptable such that the dual strip FF monotherapy
product data could substitute for the single strip FF monotherapy product for support of the NDA
for the planned to-be-marketed FF single strip version. The Division referred to the 1998 draft
Guidance for Industry, MDI and DPI Drug Products, CMC Documentation, where it refers to a
change of greater than 10% in the relevant fine particles (e.g., < 5 mcm) as being considered
significant. GSK claimed that their two FF monotherapy versions (single and dual strip)
delivered FPM with difference ®@- - Another point which was brought up with
respect to the data on the above referenced pages of the package was that the Phase IIb FF dual
strip product differed more greatly in FPM delivery when compared to the FF single strip
product than when the latter was compared to the Phase III FF dual strip product. These
differences were said to be mainly due to differences in total dose delivery, which had been
matched more closely with the Phase III FF dual strip product.

Question #2
Does the Division agree with the design of the proposed FF Phase 11 efficacy studies

(FFA115283 — FF50 vs placebo; 12 weeks and FFA115285 — FF50 vs placebo; 24 weeks) to

support the proposed dosing recommendations for maintenance treatment for asthma in
() (4)

" In particular please comment on the following aspects:

e  The study population (symptomatic on non-ICS therapy (short-acting beta-agonists
[SABA] and leukotriene modifiers)

o  Study duration for FFA115283 of 12 weeks and FFA115285 of 24 weeks.

e Primary efficacy trough (pre-bronchodilator and pre-dose) forced expiratory volume
in one second (FEV )

o  Secondary endpoints (rescue-free 24-hour periods, trough PM peak expiratory flow
(PEF), AM PEF, symptom-free 24 hour periods, total AQLQ score).
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e  Safety measures (adverse events, severe asthma exacerbations, physical
examinations, blood chemistry and hematology at baseline only, pre-dose vital signs,
and oropharyngeal examinations. Note we do not propose to do 24-hour urinary
cortisol as the results of the HPA axis study, HZA106851, did not show any effect on
24-hour serum cortisol levels for either FF/VI 200/25 mcg or FF/VI 100/25 mcg.

EDA Response:
The design, duration, and designated endpoints of FFA115283 and FFA115285 are appropriate
to evaluate the efficacy of low-dose FF in mild persistent asthmatics )

However, we recommend omitting the fluticasone propionate (FP) 100 mcg arm in FFA15285.
Inclusion of the active comparator arm necessitates use of a double-dummy design with
administration of an extra placebo dose in the evening to reconcile the once daily and twice
daily dosing regimens. Comparison to FP is not required in the clinical program and appears to

©@, 4 similar
comment applies to the proposed trial FFA112059 and the FF/VI combination trial HZA106829
in persistent asthmatics.

The decision to omit 24-hour urinary cortisol from these trials is at your discretion. See our
response to Question #5 regarding the evaluation of HPA axis effects.

Discussion:
The Sponsor clarified that the inclusion of a fluticasone propionate (FP) active comparator arm
in the proposed 24-week trials was intended to ®@

The Sponsor understands that this comparison will be insufficient

for a comparative labeling claim in the U.S. The Division acknowledged the requirement for
®) @)

Question #3

Does the Division agree that ongoing study FFA112059 (FF100 vs placebo; 24 weeks)
supported by data from HZA106827 (FF100 vs placebo, 12 weeks, also ongoing) provides
adequate data to support the use of FF 100 mcg in the treatment of asthma? In particular,
please comment on the following:

e  The study population (uncontrolled on low-mid dose ICS in FFA112059 [FF100 vs
placebo; 24 weeks] and uncontrolled on low-mid dose ICS or low dose ICS/LABA in
HZA106827 [FF100 vs placebo, 12 weeks]).

e Single strip inhaler is used in FFA112059 (FF100 vs placebo; 24 weeks) and twin
strip in HZA106827 (FF100 vs placebo, 12 weeks).
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e  Primary efficacy trough (pre-bronchodilator and pre-dose) FEV;

e  Secondary endpoints (rescue-free 24-hour periods, trough PM PEF, AM PEF,
symptom-free 24 hour periods, total AQLQ score).

o  Safety measures (adverse events, severe asthma exacerbations, physical
examinations, blood chemistry and hematology at baseline only, blood liver
assessment at baseline and after 12 and 24 weeks treatment, pre-dose vital signs,
oropharyngeal examinations, and 24-hour urinary cortisol at baseline and end of
treatment).

FDA Response:

The design, duration, and designated endpoints of FFA112059 are appropriate to evaluate the
efficacy of mid-dose FF in mild to moderate persistent asthmatic subjects, but we recommend
omission of the FP 250 mcg arm as stated in the response to Clinical Question #2. In general,
the acceptability of data from HZA106827 to support the efficacy of the single-strip FF product
will be a review issue. See the response to Clinical Question #1.

Discussion:

No Discussion occurred.

Question #4

Does the Division agree that a single study FFA114496 (FF100, FF200; 12 weeks), supported
by the non inferiority comparison of FF 200 mcg and FP 500 mcg BID in HZA106829
(FF200, 24 weeks), will support the proposed dosing recommendation of FF 200 mcg as the

highest recommended dose for the maintenance treatment of asthma? In particular, please
comment on the following aspects of FFA114496:

o The study population (uncontrolled on mid/high dose ICS).
e Single strip inhaler used in FFA114496 and twin strip inhaler in HZA106829.

o  Efficacy endpoints to include trough (pre-bronchodilator and pre-dose) FEV,
rescue-free 24-hour periods, trough PM PEF, AM PEF, symptom-free 24-hour
periods.

e  Placebo or other control arm is not included and thus no formal statistical analysis to
be conducted; only summary statistics will be provided with the aim of showing a
numerical benefit on one or more efficacy endpoints (See Section Error! Reference
source not found. for rationale on proposed study design). If no difference is seen in
the total population, exploratory analyses may be conducted on subgroups in order to
identify a group of patients who may require the higher 200 mcg dose.
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e Safety measures (adverse events, severe asthma exacerbations, physical
examinations, blood chemistry including liver assessments at baseline and end of
treatment, 24-hour urinary cortisol at baseline and end of treatment, pre-dose vital
signs, and oropharyngeal examinations).

e Pop PK included in FFA114496 to characterise FF pharmacokinetics for single strip
inhaler in target patient population.

EDA Response:

The design and designated endpoints of FFA114496 are acceptable to support the FF 200 mcg

dose, provided that the trial demonstrates a clinically relevant difference between the mid- and

high-dose levels. To justify the need for both dose levels, we expect a numerical dose response
for the primary endpoint, as well as support from other efficacy or pharmacodynamic variables.
In addition, the clinical program must include robust, replicate, placebo-controlled evidence of
efficacy for the FF 100 mcg dose.

Compa}isbn to fluticasone propionate 500 mcg in HZA106829 may provide supportive results
but will be considered as secondary support. Also, ® @

. See the response to
Clinical Question #2.

Proposed pop PK approach seems reasonable.

Discussion:

GSK stated that FFA114496 is not powered to demonstrate a statistical difference in efficacy
between the 100 mcg and 200 mcg FF doses. The Division replied that a clinically relevant
numerical separation in the primary outcome measure of FFA 114496 was expected, with
supportive data from other endpoints. Pharmacodynamic data from this trial or other trials in the
clinical program could also be used. The Division cited examples of potential PD markers that
could support the higher FF dose, including cyclic AMP, which had been used by the Sponsor in
past development programs, and exhaled nitric oxide (eNO). Of note, the Division indicated
that changes in oral corticosteroid use would be of limited value in terms of supporting the
highest dose.

GSK questioned whether replicate placebo-controlled data from the lowest proposed dose, FF 50
mcg, would be sufficient. The Division replied that if the FF 50 mcg dose is not shown to be
efficacious in replicate trials, replicate data for the FF 100 mcg dose will be required to support
both the FF 100 mcg and FF 200 mcg dose levels. GSK asked if data for FF 100 mcg delivered
via the dual-strip device would be acceptable as replicate evidence. The Division responded that
this approach would be acceptable, presuming that the differences in fine particle mass were
supported.
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Question #5

Does the Division agree that an additional HPA axis study with FF monotherapy is not
required, as the completed study with the FF/VI combination (the HPA-axis study
HZA106851, FF100 and FF200 in combination with VI [114 subjects]) will provide adequate
data since systemic exposure is similar regardless of whether FF is delivered as monotherapy
or as part of FF/VI?

£DA Response:

Pending thorough review of the HPA axis study data, your proposal not to conduct additional
HPA axis study with FF monotherapy appears reasonable, provided that the systemic exposure
from FF monotherapy single strip product is similar to the FF monotherapy twin strip.

Discussion:
No Discussion occurred.

Question #6

Does the Division agree that the long-term safety data for FF may be obtained from the
ongoing FF/VI programme? In particular, please comment on

o Useof HZA106839 (Long Term safety; FF100 & FF200 in combination with VI and
no FF monotherapy arms) and HZA106837 (FF100; exacerbation study) which
includes FF/VI 100/25 mcg and FF 100 mcg monotherapy arm to provide
information on long term effects of FF on adverse events and on ocular effects.

e The acceptability of using FF/VI to provide long term safety data as exposure to FF (in
terms of both Cmax and AUC ) is similar for FF delivered as part of FF/VI or as
monotherapy using twin strip inhaler. The proposed relative bioavailability clinical
pharmacology study will aim to show similarity of FF exposure regardless of whether
FF is delivered via single or twin strip device (see Section Error! Reference source
not found.)

I'DA Response:

No, we do not agree. Long-term safety data with FF/VI will not be sufficient to support FF
monotherapy. We note differences in the fine particle distribution of the single-strip versus dual-
strip DPI products, and there may also be differences in device performance and durability over
time. While safety data from FF/VI or FF delivered by the dual-strip DPI may be used as
secondary support, you will need to provide long-term safety and device robustness data for the
to-be-marketed product.
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Discussion:

GSK stated that they have long-term safety data with FF monotherapy and will show
comparability of the dual and single-strip DPI devices. GSK questioned whether 12 month safety
data would be required with the to-be-marketed device. The Division indicated that the duration
of long- term safety data using the to-be-marketed product was up for discussion, but in
principle, 6-month safety data may be adequate depending upon the extent of data available from
the dual-strip program and the bridge established between the dual-strip and the single-strip
products. Long- term data from the highest proposed dose was expected.

GSK clarified that an application for the FF/vilanterol combination product in COPD would be
submitted first. Additional information from the asthma combination program would be
included at the time of the submission of the FF for asthma application. Therefore, GSK
anticipated that a large safety database for the dual-strip FF product will be available to
supplement the single-strip FF safety database. The Division stated that this approach appeared
reasonable but with some caveats. Safety data from a COPD population would be of limited
utility for the asthma application. Also, the utility of information from the combination program
would depend to some extent on the approval status of the combination product.

The Division stated that the long-term trials should evaluate device durability and user-related
issues over the life cycle of the device and over multiple cycles of use, i.e. patients may handle
the device differently after several months of use compared to after initial introduction to the
device. The Division referenced the albuterol CFC to HFA switch programs as an example of
the type of long-term evaluations expected.

GSK asked specifically whether LOCS data from the combination program would be acceptable.
The Division responded that this approach appeared reasonable.

Question #7

Does the Division agree that the proposed safety monitoring from both the monotherapy and
combination programs provide an adequate safety database to support the indication and
labelling of O @ FF 100 mcg, and FF 200 mcg monotherapy dosages for the
maintenance treatment of asthma?

e  Exposure of over 3800 subjects with over 2800 total patient years of exposure to FF
(FF monotherapy — estimated 1935 subjects with approximately 1300 patient years of
exposure; FF/VI — estimated 1865 subjects with approximately 1500 patient years of
exposure).

FDA Response:

While the proposed assessments and size of the safety database appear reasonable, the adequacy
of the overall program will depend on the safety profile of the FF monotherapy product and will
be a review issue. Also, as stated in our response to Clinical Question #6, long-term safety data
with the to-be-marketed FF product is required.
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Discussion:
No Discussion occurred

Clinical Pharmacology Questions R

uestion
Does the Division agree with the proposed clinical pharmacology plan? In particular please
comment on the following aspects:

e  The acceptability of the clinical pharmacology FF monotherapy study designs
(FFA115440 and FFA115441).

e The acceptability of using clinical pharmacology study data generated with the FF/VI
combination to support the FF monotherapy submission.

o The acceptability of the planned population PK analyses.

FDA Response:
Your planned population PK analyses seem reasonable.

In the dose proportionality study/absolute bioavailability FFA115440 study, you are proposing

administration of e

The rationale for assessing the relative bioavailability
single strip and twin strip FF monotherapy products in the HZA 115440 study is unclear. Since
the purpose of the study is to test the formulation differences and a single dose study is more
sensitive in assessing formulation differences, we recommend that you administer single doses of
the single strip and twin strip products in this study.

Discussion:
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For the relative bioavailability study, the Division stated that it is more sensitive to assess
bioequivalence with a single dose study than multiple dose study to assess the formulation
differences. If it not able to detect the drug concentration levels in their proposed dose, the
sponsor can increase the dose level providing data that the dose is safe to use.

CMC Questions

uestion #9
GSK plans to use the development data generated for the combination Fluticasone
Furoate/Vilanterol Inhalation Powder and Fluticasone Furoate Inhalation Powder (twin
strips) to supplement the data for Fluticasone Furoate Inhalation Powder (single strip) in the
NDA. Does the Agency agree that this proposal is appropriate?

FDA Response:

We acknowledge that you will be using a risk-based approach to decide where data for the twin
strip products are appropriate to support the Fluticasone Furoate Inhalation Powder (single
strip) product. We agree that such an approach can be used as part of your program in support
of your NDA. Any tests associated with the delivery of formulation from the combination drug
product would likely not be supportive of the monotherapy product as there are noted in vitro
differences (see clinical comment 1).

Discussion:
No discussion occurred.

Question #10

Whilst GSK recognises that the acceptability of the control strategy for the commercial drug

product is a review issue, GSK would like to ascertain whether the approach to define the

stage of the manufacturing process where the ©
tests are conducted is

acceptable to the Agency?

FDA Response:
The approach to determine whether the L]

| testing can be performed before the addition of the protective packaging is
acceptable. Data should be supplied in conjunction with whatever type(s) of protective
packaging (overwrap or tray) will be used in association with the process(es) with © @
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Discussion:
No discussion occurred.

Question #11

GSK proposes to provide primary stability data for the overwrapped Fluticasone Furoate
Inhalation Powder (single strip) product but does not propose to repeat these studies for the
product in a tray as:

e The product performance of the foil laminate overwrapped Fluticasone Furoate
Inhalation Powder (single strip) product and the combination Fluticasone
Furoate/Vilanterol Inhalation Powder is comparable. Preliminary data are provided
for ongoing stability studies to demonstrate the comparability at initial and on
storage.

o The foii O@ tray is being developed to provide similar protection to the
overwrap. Preliminary data to demonstrate comparability of Fluticasone
Furoate/Vilanterol Inhalation Powder in an overwrap and tray are provided and will
be supplemented with additional data in the NDA for Fluticasone Furoate Inhalation
Powder (single strip).

Therefore it is considered that the stability of the overwrapped Fluticasone Furoate
Inhalation Powder (single strip) product is representative of the product in a tray. Does
the Agency agree with this approach?

FDA Response:
We generally recommend that the primary stability batches of drug product have the
configuration of the final to-be-marketed drug product. Your assumption that comparable

stability (6 months stability long term and accelerated data) demonstrated for the Fluticasone
Furoate/Vilanterol combination product with the two types of protective packaging would
suggest comparability of the analogous stability data for the Fluticasone Furoate Inhalation
Powder (single strip), is reasonable. If such comparability for the combination product is
demonstrated, the stability data for the monotherapy product (with the not-to-be-marketed
overwrap) could still be considered to be primary and the main support for your expiration
dating period.

Provide a commitment to update the application with release and stability data for the first three
commercial scale batches of the monotherapy product having the to-be-marketed configuration.

Discussion:

No discussion occurred.
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Additional Comment

We recommend that about 100 apparently normally functioning, partially-used devices be
returned for in vitro testing from the phase 3trials (e.g., dose delivery, functionality), and at least
a quarter of these be tested for aerodynamic particle size distribution. In addition to the return
and in vitro testing of non-complaint devices that have been partially used in the clinical trials, it
is expected that all complaint devices be returned for an examination and in vitro testing to
determine the cause for the complaint.

Discussion:

No discussion occurred.
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