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A7 74 VRASHIITITRT A2 D TH Y . LB HRZ EEMH LS
DEFBRICHHT LI LIITEERA,
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F1MOBESEF—F

LZE B S TILFEEER
2200 k54
INFHS o TTy | TTU2-FIVR R 60,9-2 7L A -
HNVHR BT ATV | 1IB-[(F VA B AT VAT 7 =) T
/ Fluticasone Furoate | /L7 =/L]-11B-& K& ¥ -16a- A T /L-
(JAN) 34XV T R AZ- 14T -170-

5 : FF. GW685698
F 721X GW685698X

A )L RAT )L

BES &5 & UBEFR

msaE (REFR)

RES

1 H rTNSS 1 H reflective Total Nasal Symptom Score

(AM rTNSS & PM rTNSS & F-¥JfH)
3TNSS 3 Total Nasal Symptom Score (3 SJEIR A =2 7)
4TNSS 4 Total Nasal Symptom Score (4 EJEIR A =2 7)

AM pre-dose iTNSS

AM pre-dose instantaneous Total Nasal Symptom Score

(PR (RBRIER 517) @ instantaneous 72 FHAINIC £ 5 4 BIER A =2 7)

AM pre-dose iTOSS

AM pre-dose instantaneous Total Ocular Symptom Score

(PRl (JBE5RIERE 5.5() @ instantaneous 72 2EAMIC & B IRGEIR 2 =2 7)

AM rTNSS AM reflective Total Nasal Symptom Score
(PRI (RBRERGAT) 1Tk 12 FEE 230 L7z, reflective 72 3HMIIC K
% 4 BIERA =2 T)
BDP Beclometasone Dipropionate (X7 17 X %> 70 €4 T A7 )L)
CI Confidence interval ({5 X )
CL/F Clearance/fraction of absorption (#¢ G-k EH 7 T F 2 R)
Cnax Observed maximum plasma (serum) concentration
(e A (M%) HHEE)
CTD Common Technical Document
FAS Full Analysis Set (K DTG H])
FP Fluticasone Propionate (7 /VFH > 7 a4 R AT L)
GR Gluococorticoid receptor (7 /L2 )L F a4 REZRIK)
iTNSS instantaneous Total Nasal Symptom Score
(instantaneous 72 FEAMIZ & 5 4 SJER A =77)
iTOSS instantaneous Total Ocular Symptom Score
(instantaneous 72 7l 12 & 2 ARJEIR 2 =2 77)
ITT Intent-to-Treat Population
PM rTNSS PM reflective Total Nasal Symptom Score

(P12 25 12 BRI ET-AME U7~ reflective 70 3FAIIIC & % 4 BER X =
7)

&

<)




BEE LUK (|E)

msaE (BEFR)

RES

PPS

Per Protocol Set (V55 92 fifi 7 i 5 | 2 3 5 L 7= F AT < R 4L )

QOL Quality of Life (435 D'E)

rTNSS reflective Total Nasal Symptom Score
(reflective Z2FFAMIZ K 5 4 BJEIR A 277)

SD Standard Deviation (12 %E{f 75)

SE Standard Error (FEXEFR7E)
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1.5.

1.5. BEXEIEROBERUVHROEE

1.51. TLFHYVISUHALRUVBIXTILORES K UVHARORERE

TNFAS 7T ANR AT ATV (LLF, FF) (%, GlaxoSmithKline £ TAIH S
nNrFHo s vaanrFas ReEE (LR, GR) 7T2=XA N Thbd, ZhvazairFad
RiZ, 7 IHNVRAT ¢ =— 2 —OERHNEIER . SR D O WIHIER . SokiEfE co
A8 B TCHEEMHIE . SRS O IEISIEN . 6 JORIEMY A b U A OREA
HER 72 & O— RO PIRIEEAZAE L TRBY ., TLAX—MEROIGRICEHTHDL L5
ZHILTW5D,

BUE, BRBIECIESFIHEN TWARIEFZEN AT oA R, TJALFHY o Fa ' F
T 270 (LR, FP) A&IEIT, ZOmWAINER LR ZRZAEMIT LY 1994 FFI2ARHR
THRREIN, 1 H2EHEE 200pg/H) OF LAF—PEERIBEETH D, FF HEIE
(LF, AAD) 1%, FP RS & RI%EL EOR MR LR 4A L, 50 FP Rk L bt
L CRE LIZEN L RIS T 2 8MEA AT oA REE LTI,

JAN
HAR%G : TVF NS T T VKRBT AT )V
¥ 4 : Fluticasone Furoate

77T 1 CoHaoF306S

78 : 538.58

B1.511 ILFAVUISUAILRUBIRTILOEEEER

LUFIZ, MR EBOMER LU ORGE 2 NAIC R ~2,

1.52. XNREBOHE
1521. TFLLFHUREOBRBELETOER

T LA —MRRITEHBICRIT S TR T LAY —HRETHY | BIEERKEED S Lo,
KRR (BF) | SA% 3 FEE T2, TORIEHEO SV LY | BEITIERO
b HIBEME, 1. HDHFHICORRIET 2 FEEICHHIND, BEET LLF— &
ROEZNINTAFZA MBI =R E2Hfl e 757 LAF—THY, FHMET LLF—
PSRRI, A TIEIAX R EOWERZHUR & T DHEMENZ L A E T, BOK Tl rye grass,
short ragweed 3 X U8 mountain cedar 72 ENPUR & SV TWDH [T LILX—ZIETA KT A
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1.5.

TERZE B 23, 2005, R F, 2006], = D X 5 TN & FEiPE THUR OFEIL R 5725, Ak o
EOHIEA D= A LBLOFERFIETH D, T LA —HERKIT, EiL3 E#Mo
iz, S|NZ 9 FER, BRAER, S8R K OWHBED i Ade EOFEREE D Z L3N D H[HH,
2005a], BRHZEHIMET LA X—PEERICBWNTIL, 1EEAEDERENIROI DL, FHiREE X
O Sz EOIRERZ AT 28T LAX =BT A K7 A4 MERZERSR, 2005; FHeth,
1997; [@A%, 2006; 4, 2001],

IR, 7 LAX—MEaR, FICATIERIEOARENZIE L, 2B E RoTnD, T
2B AXIEHIE DA TFERIT 1980 49> 5 2000 45 E TO 20 4E[ T 2.6 AT L., Ffn<e
LD ESVITIE CCTHRRN R D Z L0, EFRRENOHLMZERTWD
[Kaneko, 2005], A LIZxIT 27 LV F—1EBROFRRIT, WEMET LLF—PEERM
10~20%., ZFHiET LLX—tEasR (EWIE) 28 10~15% & HEE S, BEHE 1,800~
2300 T ANE STV D, MHEDEIEE BHEIMEMICH Y . BRIBER DN bR
FITERBIN, BEEEMIORNB>TVDHEEZLNTND[ET LLX—BHFEH A KT
A MNEKZE B S, 2005], DX D RGNS JBAETTEE T X o TAETEEER & LTl
REO—D L INTWVD,

T UK BRI EMEENTHERETIIR VL OO, FHIIEHREIIC I T 2RI
<VIERZOB D, IHITITEFEETH LI A I VENR SO TEHEERICLV EES
FEHECEIEEE D ME T2 Z EnfE SN TE Y, HEAE~ORENFEE STV D
[HJ1,2001; Burton, 2001], AFR TIIAEM OFEHEL « FERFEBLMEEEZS D ) OB R REH) & B
LTEY, BEAEORETEIEROARZ GTIRO DA, JiiEi LOFEM 72 & DOIRAER &
BETH 0, B - BITICKTAEE, OV TIEQOL (AEIF0'E) #F LJIKTFTH
Do THUT XK o T, ARFEBIC X D 7@ IITHERK 600 (EMIZHET L LGS TN D
1A, 2001],

1.5.2.2. 7 ULLE—HR#IcxT HAROEK

T LV —ME R & FEHET LA —HRR TIE, WIS HROEGE - frE a2 i
WL U CRWIRIEM TS, EFNIIG U CRERAGERE, WEERIER X OTHRE %
BT %, Ff ([ Lod - SR £7-03 TRMAMEIIRELTELT5H88M) ) B
FOERERE, & HICFHET L —HaR CIIEMRBEIIS U ORREZ BT 5[5
TUAX—BHRETA R T4 AERER R, 2005],

1.5.2.2.1. 7 UILX—EE#0AREDREIR

HEMET LV — P2 Tld, WA & EAERE (BYE, HE 2 I3EHE) OMAGHhEIC
Ko THRBEENRINESND (R 1.52-128)  FEHMET L —MEakix, EmmEEsh
BT, FRITERSD L CHLEN RS CEYEILEZRIGT 5, TOE, THISHIE
MASH R & B DIER TR OCIREEIC 1T 20W 8 & EAERE (FIHER L, BE, PEEE 7
ILHEIE « IcEIE) ZEUHICB W TEAZERT I TS (R 152288 £7 1L
X—WHA K74 AMERZER R, 2005],
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#£1521 BEHEFLLX—HEXDA
[T LR —BRTA RT7 A AMNEER SR, 2005]D% 32 2 5%
Y BRE W SEE HE
. PN Y Y e | REEE TR
Jpi il < Lod - mim Bk b B e < Lod -« mimi YL B g e
155 2 fitfR 155 2 A% 1P LTs' 38 - -
e 2z 33 e A& 33 | 2,61 PGD,? - X%‘ffﬁiﬁ X%Ef?%
2 AR IS 2 AR TXA,® 3¢ + +
e o g
B I R %2 A B LTS 3% 7= 13

1, 200V hr—

T = ARV

H1 PGD,? - TXA,® 38
VBTG U C AR

e 1. 2, 30OV FAr—>D I HESE 2 TR B
VBIZIE U T EZIX 2123 20T 5 BB 5~7 A
fR>THWD
gk PR C G BE R RE L 0 2 £ 5 JE ) CIL A
R RSk
PURBRE - [E8E
1. LTs :mA=a2 =y
2. PGD, : FuAZ 750D,
3. TXA; @ hEYRFF A,
#1522 FEHFHTLILF—MHEL0OABER
(BT LR —BIRTA BT A ANERZER S, 2005105 33 %2
HIEJE LIPS B HH A HE « e EAE
=} FH) . B
. Clepw. |BHEREESRG S cien. | ammzrizam
Jps e 5 s S ) P . A
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SN
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N AFEA R | H2 R 5 2 A
330 LTs' 3 e 24 3 K Pie A& I 0¥
1 & AURIETIR BN U A
WEBMRL, & %m%&%%%ﬁ
1. 2, 30OV HIZJSUT2 % W BE A ) T~
T R WRBHAERFD 7~10
‘ ~ B AR > T
N fﬁi E)
S BAASRFIZ SRV MVE
FICIIEREA AT =
A4 RE4~7 HIH
LT TR BR MG
Tl dD
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1.5.

1.5.2.3. FULEX—E8RII0T2R8EERXTO4M4 FEOME S+ EHK

WAEET LV — PSR CITHRERELL B, BT LV — M aRITEELL EORER] T D
RN SN TS REFEH AT 04 REIL, HRERC Y >/ ERO /R FTEE o 72 £
— R 72 RIEN RN T OEREF & L TEZLNTEY . T LAX—MaROIEHFKLE L
THARRFMAER LTS, T7hbb, IRNRNT & RBEADBCLENT & BITEA
DO e BT LAX—D3FERICE LSRN H D Z L, 72 b NI GEALO BN F
DHEBLTHZETHV[ET VILX—BETA K74 AMERZE A S, 2005], Rk OEH DR
BIEDR N THERERIERO—2 Lo TWVD, SIHIZIE, RETOEREE2FORIWER & O
SEERTIREIC L, BEICRIEREZ a2 hu— L TX53HTH D & STV AL, 2006].

BIRFTNAER T 2 A7 a4 FEDOEELIL, RFTREED D2~ ra X 52 o 7Fa et
e 27 L (LLF, BDP) 73 1967 FCHAMI TR SN Z & 2 hpd & L, Bk, 7=
YUK, N7y /a7 bh=R, 77Y=F, FPBIORT7 T U HIVKRBEEAS
VIR EMBE ST, A TIT 1978 4EIZ BDP =7 Y —/LH, 1983 4EI2 7=V U &
. 1994 £\ FP G AR SN, LLZD%k, =7V — LAIOEHRAIE L THWS
nTWiz7a B ZOMANEK SN2 L, BETIE BDP OHIR L O#I 72 5 O
2 FP S EIENTTIR SN TWD DA TH 5[, 2005b],

—IZ, T LA —MERROIGEI L Ui, \EEEICS U THMEHH 2 WISERET
DRI HHKN L OOFAPHER SN TV D, BEEHAT oA FELHHESNLE 2 itRHE
2H I VT, 1V A2EOARRLT 1A 1 EEGOER GBS, REHILTND,
LU S, SBEERAT oA REITFP 28 OARTICB W TEZOIFEAEN 1 H 2 E
UEOEGEERTHL, ZOXIRWT, o7/ 1 B 1 ERGOEEFH AT o4 K
DR, HIMEH TR Z1T O OAR LT, JFHEE OMAGOEEZBET HRIC, 15K
DBRIEZ IS Db D EEZX BND, £z, ZILRBAMEEICHE TS 1B 1 EEGREFOF
TElX, BEORIEMB I OIRKa 7 I 4 T o A0 EicHESTErEE26Nn, FOAH
HITEWb DL PRIND, DLEOLIIT, ALZBIT LT LAX—HEROER=—X|
U, 1H1EERGRAITHLZARAO TG END EE2 NI b, S RIOBRME
ICE -7,

1.53. BFEDORE

1.5.3.1. AP rRE

SWEREIEA O SR T 58U & LT TR R & W 7oK MR S L OVRUIR 2 I S B 7
RYAIE % L LT 0, RN~ D IRER BN D 7 ORI SEYI T 5 L B 2 T, & HITFY
w72 fum B L O um OB R g L7- & 2 A TR TR ORICRINGS X OYERICE
THEFBBEIND T 2 LD KD afb* BT L o TRE N2 P4 74 um o
B TR ZED D Z & & L (23.P221250) o WINANXEN i RIHH
BV FRPEREREA~ O 5T L7z b D AR L, BAFAIE L CiicB 0y < ARSI
& LIt biEiEE 2B T 5P a = MEIES L O=F Mg Y v sk
DFAGOEEEA L (23 P2.128 L1023 P22.12%H) |

* RGBT E S
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1.5.

AFNDOT R4 Z20E, A TS EEEIT 0D S TN Wk E L ORI LAY
DWEZE VAT LB L, FUHBLOEIHERBRZE L CHEA L C&z, £/, BAFOH
YERD Ad, BENOLe 0 1 EFEHT-D SOl OEBRMEHER L 72 Lz
(23.P22.1.1 8L 23 P24225H) |

HIEERUAI O FF & RE, R OBKARE ST ET 1 b oZE»S5EH L ]
ug I, BERBEGEE A* 2A*, 4A* BA* BLON16A * pg EF R L TX 7, RN
v FHATREOT — 2 B X OREMZEMERBROT — 2 MO RE OB Z3%E L, FF &&I131
WEEH TV 2750 E LTHETA oL & Lin, Liato CTHEET 2 MRS L OVRM X
EROTHEIL 1 EEHT-D 275ug & Lz, CTD & 1 ¥R LN 2.7.4.7 8k &2 R < 5 2 #Iick
WTIE, BRI B B L 72 55, 110, 220, 440 B3 L1880 pg %G8 & L Tatdi L
72. CTD % 3 HR>—¥ 72 & QNI EHE DS AR E X4 2 LRI VERR S 4172 CTD 5 2 56
2.7.4.7 15k KOS 5 SOMIEREEICHOW T, HERTOEATHR L TV 5,

72 FF 1L, MEOIRRIEE LT By MR & &Kl (RAREHAD & LTHEBRED S
ncwy, BiEEHc I E < Ao <55,

1.5.3.2. JEERPRERER

FF O7 LA —MEERIERIEE LTOR N E R AT 538k E LT, GR TR DHFME,
GR HEREIC KT T8, KA T 1A NSRRI T T2, (ER ORI BT 5%
B RIEVEY A N A VEAOIHIER. MIRRGEER . IRIEEE AR BOMREEH, 7
VLR — MR RE T /VZEIT 2 SAEROMBIER . aFBEEI=EISIEN J L O e @ HoE
BT MBI DPRIEER MGt Lic, 72, B ORBENE, BIKaFEHHER E LT
BROBHEVER 2 et U7, 2R, PR, (O R L ORI RIC KIET 5%
BA e LT,

ZOFER, FF X GR 2% L CTERI DO @ W B2~ L, GR BEREIC % L CIX FP & [F]
REOREERZ TR LT (2622181 0026222%8) . FFIXFP X0 b fiflfks L O
BRI EWEEAEE R LT (2.6.2251 8K182.62252 %) , FFIX GR OB
ITIREMEH ., JIEMEY A N A CEEAAOIHIER . PLEMER AR BOMREFER I LU EK
M EOREERZ R L, TOEHIZBETAFP L0 LEHENITH -7 (2.6.2.2.53,
262254, 2622558 L V026227M) . 7y N T LAX—MELERET VBT FF
SRR ZIEI L, ZOEMIZFP LY bR Th o7z (2.6.2.28.1 B K 12.62282%
M) o F7o. FEREREREIHEMR B L OB IERLBHUE € 7 /W BT D PREMER 2R Lz
(26229 3L 1262210 2/) | RIRAFEBLERERIZ I CTHRR & 1845 S, e rkdet
AR WTIE B5F & ZHUTfE S DB oD R E2 B L7 (2.6.23.1F8K082.624.2
ZH) bOOEHETOERTHY ., ZHOOERIIMO 7L aaLFas FTHLHRESH
TN ZEND, BRRICBWTREHRT XX EBRFEEMN 28B4 2 /iEEIHEVWEZ 2 60
77

HENRERER & LT, WU, ofh. SR L OB Z 8 CRiEr L7, RBRICIX CD-1
7 A, WistarHan 7> b, SD T v b, NZW UV EXB IO -V REHEH LT, BEHHED

* BT HRGR G AR AL (B X M
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1.5.

FREN B ClL, A7 » & LT Random Hooded 3 X O Lister Hooded & ~ bk & {iti F
L7,

FF % A XIZEPENEEE L2 & & OWIUTESCHTH 0 . pEhss ot s <. EH
Bl X 28R IALNRhoT- (2643411 28) , BOEITFIRNES Lz &0k
REITRHEIT AR ~AT L722Y, A T =0 & BRSSO b o 1=
(2.644.1.1 3L 126441228 , WTFHOEPREICEB VTS FF O ERFHRKIL S-7 0
FuaAFNANRTFE— FNEORBETH Y, b TR CAER R S 7RI X8
DI THARSHER SN (2645118 KL002.64.512 M)  HEFHED TR
FFETH Y, KEITAET e, — 3 IEE WIS X RN BIER LT (2.6.4.6.1 B X
2649 Z/) , FFIZE HIZ CYP3A4 TREFSND Z L6, FF &9 /)72 CYP3A4 [HE
(U hFeN) EOFRTAHEEICIEENSLETHDL EEX LN (2647 M)

mERER L LT, HElR X OERGENE, Binmtt, SR, A AEEE. Rl
Btk 7e & NCHURMEREBR A e L7z, F£72. 7 v NOKEW ARG RER TH L - lEE X
ER OBV EE AR OB ZRET L, S OIZFIEFICE TN A4 CEgwmE) O
2 =X g o 1 T O

FF OB IV BEINTZFRIL, INETICRART rA FORLETHREINLTWD
AR b DO THY | BBOIAKREIZIVHERT IO ThHoTo, £7o, WMADH D IT AP
PIZ & % —ixatEadBRic B\ ¢, R A CRIBEE 722 X 5 R~ FEER TR b
RinoTz (26.62.1, 26622, 26.63.1 BLU266325M) , £7-. FFIlEizEERS IO
E ML TIRESNDDBAFETA L TWent Bz biie (2.6.6.4.1~2.6.6.43,
2.6.6.5.1 3L 126652 5M8)  AFHRAFEERRTIX, ®HERGICL Y BEYORIERE
{RICERR T D BRAEEORME, Re2EbOFRBBEE WM (7> b)) BLOE (v
X) DO, BERIETRD o7 (2.6.6.6.1 3X102.6.6.62 %) . FF £7-
I IAN AR 72 © NS HURPEIZ 20 b 0 ST L7 (2.6.6.7.1~2.6.6.7.4 B L Y
2.6.6.8.1 ) |

PLED X 51T, FFIZMAN ORI GR 7T A=A FTH V. RIEMY A b B A L FEA
O, PIENEE AR OMRE, ERMEOR#ES L OFBEIZE O 2 Slck o, 7
VLR — B RETIOCET D 8BAERZIH L, 512, M~0fEA MR X OWER O£t
HERENZ EnD, T VAT —HERAFEEE L TCoOEmWA TR RB I N, S 5IZFF
IXGR 7 T=A M LTFP LRBEOCIEHZTRL, MOT7 LAX—WEBRET VICEBITS
SIEROMBEIERIL, FP LV & FFICBW TR TH 572, T D O R FEIEER TR
SN EE T HIEEEOT LA —EaRIGEE L L CORAORBEEZEMTLHH D
ThHoT-,

JERGIR 22 MR O R LV . BERICB W T FF 512 X 0 a4 & EEZRBIER %
BT D aREMEIRN LD EEZ LN, MLDLOFEERNERE LZELTH, TR b
BRECHTNBEIEMNRZLOEEZEZ O, L LEHERGKFETIEH LD, RIEELIX

15-p. 6



1.5.

HAEVRIZ R U Tl % RIS T A RetEnN b 5 2 LD, i, 2. RO ARE O & 5
PEIZKFLC, HEEMRELEZEZLND (2.6.69 )

1.5.3.3. ERER S ER

1.5.3.3.1. ERERBASFEE

sk, 20 R kv # 1R (FFR10001 30R) 2SEME St ARloZzait, 2
KT — 2 PRS-tk HEMIGHER (FFR20001 585%) | MFEAYRRER (FFR20002 7-05k,
EEEGRER) B X OEMH G5B (FFR102123 #BR) 2SIEXREE Sz, £7-. Zhbo
B EWAT LT, FF OFBUER 7 0 7 7 A VEB G NCT 572D ORI EEEER (1.5.3.3.6
S MEE ST,

AIZBNTIE, 1B 1 EEGOREERNAT oA FIEE LTI BRRBRZ NEX
Eii L7z, Tabb 20ff =7 L0 % TR (FFR10005 3#57) 12 THAANCIT 5 2%
PEEER L, TO%., AFIOHERERE - HEZRET 57200 HERIGEE (FFR100650 5
BR) . IRNWTEEFEHAT A REE LTAHTH 5 & BILH I TV D FP AR A kR
& L7 RGER)aRER  (FFR100652 iklR) | = L CREMIEG3ER (FFR100688 7klk) o 4 7k T
HD,

T LR —MaR & FEET LV — SRR CIIERK (BUROFHE) KRR D
HLOD, FIEA B = AL BN HERD S Lo ARIE, RITFBIORMATH L8 TRHR—T
H5 251121 , Lo T, £FHBROMGHERE 13, F RO Ehuki i L O G 1k
EEBELTRELL, ULy, ENBERRBRICTT LA —EaRIZxH 534 L
LCORMMEIIER CE D LB T,

7eB. AANIAFLO/NRIZKT 268 MMEB SN DD, RGNy r—JIidEdH T,
BIEBRFE ZRET L T\ 5

1.5.3.3.2~1.5.3.3.7 |ZikBRfE B MRS 2 797,

1.5.3.3.2. BEGEBREICE TR XHMOBEES L URESBAREHR
(FFR10005 5E&)

WAL T AHEER  (FFR10001 385R) (23T, AHI 880 ug @ 1 A 1 [E] 7 H D A& SN
BHETORRMEB LOZEMENHER SN, ZOMEESE L L, A& 110, 220 B8 LW
Mmg%ﬁﬁﬁHW&ﬁ R NIAK 440 ug 2 1 B 1817 HKE SPENES L. BA
NOEEEERRA BT 224k, SKyBiies L O EmE R 2 it 2 Rz 20
|ﬂ;@%mbto

AT FE AL IX, AA| 440 pg 2 HEH G- L72BEo 8 Fild 1 4, 35 X OUARHI% 440 pg K
BERE LREOE 7 Ho 8 filHh 3 I CERE TR (10 pg/mL) fHEDETH T3, Do
WHRFIIT R CERE FRAM CTh o7z, 24 ReIfEH 2V — VEOIME I EIL, B
B 5T 7R E LIk U CREMPIRAERZITRD b oo, RIERGIZEW
TT 7R &EE L L CliEd 2T — UHMEOA B RS TR b=y, FH5E o
MigH 2 VF ) — VEHER I A &EENRE TEMIEZED T, 77 &G L EE L
FERThoT-, BEGAIROBIBREMERTHERIIEE ThHoT2Z D, A 440 ug F
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1.5.

TORPENE GIZB W TRIB BRSO T Wb D B2 bz (2722211
YN

TR E OREBENEE TE R VWAEFERIT, WINbBECLUERERLE, £-
HELRHEERESR LALLM (276211 B8) Z b, KA 440 pg £ TOEREICE
JOREVIHEGR SN b D EE X, IRFA~OBITE ATRE & HIWr L7,

1.5.3.3.3. FRERGERER
1.5.3.3.3.1. AROBFEHET LILX—HELBEFEERRE LE-AERGHR
(FFR100650 5X&%)

AHE T FIEER (FFR10005 3ABR) (2 TAGHI 440 pg o0 1 H 1[8] 7 HREIRE B e 5- £ ©
DIFMEDPHER SNz, S BITsS o FEOSHER (FFR20001 #5k) (23T 110 pug (1

A 1[ED) SFENEG THEMEN R SRR T =T, AW TT@EET 1L — i%
RBH 2GR, WSO &L S LAA 110 8 KT 220 ng 2 1 B 1 1] 2 JH[H & JPE
LI xOMBERGRRE 7R ERE LT 20.$|H i) ;aﬁm uzo

3ER (K LoARE, Myt X OER) 2 TRikEHIFIZI T 5 3TNSS )
@%M%Jm\KﬂHO%i@ﬂM@ﬁ“fﬂ%Kﬂ77?$ﬁk%&bfﬁ%§#m
S, SBIEIROEERLENLONZ, S5HIT, 4TNSS BL &R (B8EHhdE) 2Ll o
R HREAT DRSS 22 3 D TR L7 R, AA 110 pg BEOZHRITAA 220 pg HETREINTE
MR LGOI, FERETHDL EEZ LN (25443 2R) . HEERIEE A7,
AHI 110 BLO 220 pg BENT N AHN 7T B ARBEL it L CHERGEE R LT
(2733271 BR)

ZAVEOHE TIEAA] 110 3 X 00220 pg BTV L, AEFESOFEE X OSBMEEIC
B2 017 BRMICIIE L 2 b DR b -T2 (2.7.6.4.1.1 BHR) . AHKl
FIRETIE, BE 2% - PR BW Ch TR IMET a v F Y — UED L/ R ST

2, EHEITWT G REOHFAN TH 72 (2.7.2.222.1.1 )

PLEDFERNG . KN T D AFOHELEAE - HEIX, AL ONLe2E2 635
1H1E110pug &35 ENZYTHD EHE LT,

1.5.3.3.3.2. BNOFHRT7LILX—MHEXBEERNRE LE-AERGHR
(FFR20001 5XE%)

Wl ER 7 L. FEIET LR —PERABEZE Z RS L L AHIS5, 110, 220 8L
40 pg 7 1 A 1[0 2 W SPENEE LIz a0 K OZeMs, 778 R Z2xiie LT
e U, #ERAEZ RGN Lz, E80ERICz, 2R HE Corf, IRIER (Ro
Fr, PFEREB X CIROMRA) 1ZxtT B8 H e EORNRKIGHEEE, 2o N2t ra 7 74
V78 8B RA BTG L7,

F R B 3 X ORIRAFEHEE B IV C AL 110 pg BELL EO B 5 & CTHME %
wUTe, =07, ARHEDOAHA 55 pg FHISIEIR A 2 7 O & D72 < FEFHMEHEE Tl
AFN 7T B RRE L e L CHEZENRD SN, BIREFHEEE CTHh 22V BB £ TORY
A 110 36 Z TV 440 pg BE & bR LT <. AM pre-dose iTOSS (2B W TIEIARK 7 7 R

15-p. 8



1.5.

BECK L CHBEEE RS R Doz, LD T, AHI 55 ug BEOB R fh o F 57E X 0 K
EBEZ BV, AMMERHMEOE TIX 110pg (1 A 1[E) AHEHAETH D L Hlr Lz, 7z,
AM pre-dose iTNSS Dt o35 L TN AM rTNSS & PM rTNSS % bl L7 &L 0 . ARAIOZhE
X 24 REfIFFE 95 Z L ERR S AL, 1 H 1 EIO BT @O CTh D LB X b,

B ERFRGRROFBBE IR T 7 R L2 Z LR TORGHET 25% (440 pg) 7°5 29%

(110 pg) OHFPH LR, FRILI-EATH o772 (27421121 28) . o & LIRBUHE
DEWAEERTRHMTH Y . AF T T 2REE 4%, 55 ug B 3%, 110 pg B 8%, 220 pg
BE 9% LN 440 pg BE 7% CRELL ., HIEEIXT R TRETH 72, ZOMEWHE THREL
L-HRE, HFEBLOEER ChH-o 72, 24 BEERFP a/LF Y —VEOR—2 T 4 b
OEEIT, WTHOREFIZBEWNTEbT N ThoT, HE2HBRICT T ERHEZET6
151l 8 FLHEAH T IR ~ZE8) L7y, BB el L 7= 9B 1368 O S e o 7z

(2.7.6.412 )

BN L OZBMEARERICIHME L. AFIOHELEE - A& & LT1 H 1[E 110 ug 23
WEIToh 5 &l L7,

1.5.3.3.4. BRI (HEBE L OLBHER)
1.5.3.3.4.1. AROZHHET7 LILXF—HEREFENRE LI FP L OHERAR
(FFR100652 &%)

20l = o 2 teiE s — 2 o I Y. VL
W TCTABIONRAZFTIMT 2 2 ENEETH D EE X, REBREEHEZZE L, ZEMET LU
F—MEBEREF LRI 2T T D2 L & Lz, BAAOFHET LA —HERXTOH
EROGHER (FFR20001 305R) (2 CAAFIOHELEHE - HEN 1T H 1B 110pg & Sz Z &%
2EIZ, AFl 1opg A (1 B 1[E) @ FP si&ig 200 ug/H (1 B 2 [8]) (Zxb9 5 MIEA1L,
SWATRER s & B IR e a 20 2 ) 0 L v =i L,

ZOfER,  TeRGHIMICIKIT 5 3TNSS D& ] Tid, A4 (110pg/A. 1 H 1
[B]) @ FP ik (200 pg/H., 1 H 2[0]) (X9 D IELMENKGES 7=, 3TNSS B L Y
ATNSS 72 EZ W22 OO BIRIIFHMEE HIZB W T, M FimEHE s cunizng
DD, KA 110 pg BB L OVFP FHIFEAROZN R 2R LTc, E72. KA 110 pg BRIEAHF 7 Z
T ARBHCKR L CHEREIRGEE R U, BRAEIRKEE 2 27 Tk, A4 110 pg # & FP
FECHREETH Y . AH 110 pg BHIAK 7 7 B RREL K L CTHEREEZ R LT

(2733272%28) . IRFBEETOREY 2 LRk, A& 110pug #ET 1 HE,
5. FPEET2HEMNS, TNENOT T REEL G L CTHERIREZ R L, AFID R
ShRFEBLNMERR SN2 (2733222 )

AF 110 pg BECHEEGNC R LA EFRIT, T X3THOWT N0 G EE TR
ETRBELTRBY, FAEFROBEE T T A TREZZIIFEETH-7-, (276413
ZH) . WTNOESEHIB W T, BEBBEICH LR IMEF 2V F Y — I EO KB
HoImolz (274321 5H)

UbkoXoic, AAl1opgH (1B 1[E) X, BEEAAT oA RELLTH-o &L
SN TWD FP &K 200 ug/B (1 B 2[B) EREBROBEZET L2 L, POZOHFHEI

1.5-p. 9



1.5.

MDFP mamiE LD b RN & ERRHRBZENEZETDH I LRI, AKI1H 1A
110 pg DL - HENEYITH D Z & ARSI,

1.5.3.3.4.2. BAOBAFHET UL —MHEXBEEZWNRE L= Prednisone & D LLEER
E& (FFR20002 :AER)

—f%IZ, AT aA NEORG R G IR RERELIHE T2 RmbhTng, £2T
WEMET UL X — PR B ICAA 110 pg 2 1 B 1[0 6 W SLENEES L, &I R G HE
CRIFT A HBET 5. 7T 2RI L Prednisone % Lkt IA & Uiz a 20 4 | 7
25 FEhE L7z,

R—=2 T A INHLARFIEG 6 kD 24 FER MG H 2 LT — L OEEBNIZBW T, FERZE
D 95%EFIX M D TR 0.89 TH Y, FIFFARIMELRE LT 080 LV K&EhoToZ &
DD ARHN 110 pg FEOARAFN T 7 & RBECKT 5 IELHPEDMRAE S 4172, —77, Prednisone #£(Z
NR=2F A4 NHAMET L, KA 7T BREEL L THLRE T AR Sz
(2.7.432.1 ) | 24 BERF 2T —UfEIE, ARA] 110 pg BEZRBWTRE ESE 5K
SR TF Lz 2Bl & &, HEGRBTEEIL T\, £72H%E5 6 ME%IC, AFI7 T v REER
FOAERAN 110 pg BES 1 61T, FEEM FIRAR~OEBE N SN0, Z OO
HHEICaLTFazrTaA ROEELEZ GNAEIHIFO bNRroTe (2.74322F8LT
2.7.6.4.1.4 BR)

1.5.3.3.5. EHREHER

1.5.3.3.5.1. ABOEEETLILXF—HERBEEINRE LE-EHREHER
(FFR100688 &%)

WY LA — BRI TEFER 2 PR RER I X DR OB - BiEERY KT Z 05
Z ORI L2 RAOERANTHREIND, AT L D2FEHET LR
RKTIE, B ORI 2~3 » ARETH DL Z b, ZOMMEYREEITH Z L0
TRIND, EEE. FP RSO G A TiX, 3725 FilH 86% D 323 12 1 £ TlTix
HagT L TWe, Leho T, KA 12 BEGICBT 2R E T 2720, @k
T LAF —PERREE AR, AAIOH RSB (FFR100650 3UR) 1B\ THY & X
NIAAI 110 ug 2 1 B 108 12 BESPENES L, FEIHMEEE & L CEetksmitd o6
U S RSUES BN

AFl110pg (1 B 1[E) 12 BHEESICE > T, HERGHE (FFR100650 7U5k) 35 L O%f
PR L O i akE  (FFR100652 5B%) fER CAHAONT-HEEFH LRI AR L0 o
7= (27421.1228) . WTNORERRIZEWNTHIMET 2T —LDR—RTF A >
N OFEEAC R DR EENTRD Dotz (274321 B)

EBIEREB X OMER O A a2 7 13 &5 2m LT Lz (25445 2W) £, EAf

ICEDEFTRICEN TS FEFHIEORER A 27 3 LOUKMESWEA 27 OUERRED L
(2733233 2H) | AAIO 12 BRI GIZ X DR 72 B MR S L7z,

15 -p. 10



1.5.3.3.6. R PRSI SRR
55 1 FH~SETAE O 25 BRIRRABR & [RIRF 1 & 2 W ERTR U, oM CRER BB 2 F2hi L 7=,

1.5.3.3.6.1. RN FTRASFEY) T4 DRE (FFR10010 XER)

SME RN B2 1 ARK) 880 ug 2 1 H 3[4 B (FF 10 (8] : 2640 pg/H) SN 5-
L. SlENE GRS KO FF ESHK 250 png BLEIFFIRN S 4 G- U 7 DRkt ) /3o 477~ A
V7 oate 20 E 7 L0 FE L, ZORE. AR & BEENE Y LR O]
BINA FTRAZEY T 413 FH050% ThH-7- (2.7.1.2.158)

1.5.3.3.6.2. BEMHEBREICH TS5 (FFR10001 3K8%)

HMENRERERR A B IS AK] 880 pg FCTOHER LN A 1[0 7 AFXESENEET 2
wepz 0] =0 X v FHE Lz, AUC. OFKIE I 880 pg % BRI 5. L7=K50 63.27 pg-
hr/mL, Cpax D KAEIE 220 pg Z HEF G L7210 37.8 pg/mL TH 0 | KEHK G Tl g
FFIREIX TR TCEREFREH CHo7-, TXTOHRICBWT, 78R &EE LT 24
RERE I3 2V F ) — A O BB B R AR b oz (272221225
), Flo, BETRERARMENHER émio B2 18 LT 50%DHERE 7> HIREREE & D
KRR AEETE RN 28 FOFFFRBHE SN OO, ZOLITRETH-T-

(27.62.1228) , LLE, KK 880 pg SN G- OL ettt OB MR S,

1.5.3.3.6.3. BSHEEBAZRE L E0EMHHETO T 7 1)L (FFR10008 3HER)
A4 E R RN B I S MR AR 2 % 0 6 K OV RN A 3¢ 5 L. FF O p@hfe 7 o
77 A NERHT 5B 2ol$l X0 U7, #0835 X OHIR A # 5-0
AUCq, DHEFERND . ARG TEEED DL L b 30%RNRINEND LHEZENT-,
FF OFE O G-RE ORI S A FT A Z U T 013 1.26% &K< O G ITRIL
ENTZEY DL L NYIERBBEDRE TRF SN D EE 2 DN, BOB L OFIRP S 5%,
T REIX RER Sy N FE R S HEI S 7z, FRIZB LT TH D L B2 b
(2722213 28) .

1.5.3.3.6.4. EWHEAER (FFR10013 FER)
SMENERER N BYEICAH] (110 pg, MPENEE) & CYP3A4 FHERIO 7 F=a) Y —u
(200 mg, #&OHE) &1 0 107 pRpEHEGT 2852 20| = oL, =
OfEFR, PERE I L Y A FF IRE O E R TR HEBRE I L7 (2.7.2224.1 5
fR) . CYP3A4 BEMEHZA T2 HAI L OOFHIX CYP3A4 12 L5 FF OREINHES L, £
O AFREN EFATDAREMENRH D 2 Lonh, UM E () ICTHEERETH L L L
(27234 2H)

1.5.3.3.6.5. hAFERHR (FFR10007 HER)
SEANZEHMET L X — B RBE TR 220 ng 2 1 A 1[5 8 A MISESPENE G L,
HEEGHTHDHE S HBE XL OFHDE 9 HIZ Vienna Challenge Chamber |2 4 FEfi] A= S+,

1.5 -p. 11



1.5.

VARSI Pt by Sl o [ERUES At N R

BLOWE 9 AOBIER A =7 | IR A 27| BIER 2 =7 72 5 NSRS E RO VR
DOMEFHIE S 7 7 & R ASFHRFIICA TR L, SNBSS A I Lz

(2722252 %M1) ,

1.5.3.3.7. BB T FDMDSERER (FFA10003, FFA103096, FFA10013,
FFA10004, FFR30002, FFR30003, FFR103184, FFR104861 & U
FFR102123 HE&)

FF W A AN X DWW AP GEEOHMEXTHINA 4T <A Z €U 7 ¢ (FFA10003 #X5) . FP
& DERIZ K DS FNI2 (FFA103006 7ABR) | Ho & B TR RERE 5 AR (o e 3 2 S
(FFA10013 3BR) Z st L7z, HEEFRERERFICFF 2WMAREG L 2 A, fE
N & BT FF @ AUC., 38 LT Cpay DN, 725 NZ CLF DX FARD b, Fiz,
24 REfE MG 2 v F ) — VA O INEEEE AR T 35880 b itle, SMENE G ROy~
AFTRATZEV T LITRAEGO /10 L FTH Y | FEEFHEERE BT ICHT o HE
RV E RN B 2 bl (2.7.6.1.1.2, 27222148 K1002.72223.1 &)

SRE MR R AN BRI, FRENT X ) — VIZEE LT- FF, FP 35 X O BDP % [ &% A0
L. MR RS A A 2t L7z (FFA10004 iA5R) . HRAIRHNE L OMIBERE O W
% FF X BDP & [AIFREE F 72 358VMEH DN A L ALZS, FP LD & ZDIERIZFE0 - 72
(2.7.2225.1 &) ,

WM E T IXFEHMNET L XR—ER R AR, AA 110 ug EIETAR T 7R E2 1 H 1
Bl EN G LT RFOF 23 L OV M2 714l L7 (FFR30002, FFR30003, FFR103184
BB L OVFFR104861 #kER) . G HIRICKIT S 1 B rINSS ¥ (BJERA 27 2.54.2.2.1
ZH) OBLEIL, TRTORBRTAAI T 7 v RREL L CTHEENRD b
(25446 ) ., AEFROIBIBELIT, AH 110 pg BT 17~47%., AF 77 0 HRFET
12~42%TH Y, IFFHEEL Tz (27421124 28)

WAEET LV — R BREE E BRI, A4 110 ug 2 EH (52 8R) SPENES LR
DMy TR EMEE L THRE L7 (FFR102123 388) , AEHSLORIEE I,
S I 22 BRUON TRRAN 1 ANHE & ARA 110 pg BTN L T e, S i oo 8 B 13 AHA
T ERHET% TH Y, AH 110 pg #T 20% Tholz (2.742.1.124 )

1.5.3.3.8. ERERRABRDOELH

AFNTIBNTIE, 55 THHFRER (FFR10005 35) . AHEMIGEER (FFR100650 #3E) | R
AEAYEER  (FFR100652 #ER) 36 L ORI G558 (FFR100688 #kEk) D 4R BRZFE/EL, 7
VLR — B RITKTT HARFNOEIER LOLEERN RSN, Lin> T, AFIOEN
BRI SBR B 2 A B & LT BRIR T — # Ry r— U PRI, 7 LAF — R RICRHT
DIRFIRE U TR CORGBHFENFIRE TH D &Il L7z,

F-HFEICEEL T, A EWINIBIT 57 LAX—PRREDEE S N2 L OTEE
FER EOBURZ I L, ZAGITFEELL TV D b 0 & L 72[XM2006/00007/00], 7 L
X —MEROERIT. ABLOUEN & HIC TESERZ B IgE 24 5 Bk o 2 EME

15 -p. 12



1.5.

DB LI TWD, o, BELINZ, BFMERB LT LAY —Ka (BbICKE
T A FB L OMIEFFRDY IgE PUAE R L) ICLVIThNTEB Y RETH D, 1RETIEE,
RIS L OMSL & ©ITHRFEOHEE ., HURDERE, KWL, FrRARERER b I FIRE
ENEIEFE OIS U CEMBMICHWO TR Y | EWREITIe 24 I VKL BEZEHAT 1
A4 RERFLICHO BTN D,

HEhREICBI L CTIiE, HAR NI X OSME IS AA Z SeN & 5 U- e D 2 IR &3k <,
M4 FFREE TS < OYEERFE CE & FIRAN (<10 pg/mL) ThH bV, AFEDEWIZ L 5 HE
IERD LI o7, £, FF ORFHITIZE HIT CYP3A4 G L TWAH DD, HAAN
EHANEAND CYP3AL IEED N/ NS K EREE D b O TR WEB 2 bNL 2 L
MH, ANFEOEFEWIEH O TH FF OFEMENEICEEL 5 2 20 E Sz (2.7.2.3.6.
ZH)

IO G, WA OBRKEEE L ORRRBRAREIL, A CRBHBEZITI OO
BET =XKL EHWT LT, LTaad o T MESMERRBRIZ OV T, 5B 1 AR
(FFR10001 #&5R) 5 X OVERSREEEABR (FFR10010, FFR10008, FFR10013 35 X T FFR10007
AR ZFHMIERE Lo, 72, AOERKRRRE i 588125 %5 & Los HERIGH
B (FFR20001 3B%) 1%, AIOT L — M Ed BE 3 U CE FRRER O 7o\ @ &R
(RHK 440 pg ) 2 &L EnD, AAOLZEEEZRFNT 2 ETHLEETHDL EEZILN
7o B BESREIC T 2 B A MR L7 iR (FFR20002 #RER) &, AFIOZ M4z
THECTHATHDI EEZ DN, LTER-> T, b ORBREFHMEERE L, ARF D242
MR IOEIMEMET 27200 FT =2 L LTHWS Z L& Lin, ZDOMOUEIMiGHF B
MITBBERE LTz,

Uk, ERNAOBERRERN D, £ 1.53-1 DX I ICABIOREET — 2 v r—V %Wk L
776

2. KETIZ 2007 454 A 27 B, BINIZ 2008 4£ 1 H 11 BIZ, 7 LLF—PE&Ek Dbk
L L TAROEKREZRGL TV 5,

BRI DOREX 2 X 1.5.3-1 [Z-T,

wIo 36 fi A oz BT 20 E 7 T LT e s, FERIC oW TR 36 A S
60 & 3 ITHE R L CLEMalBia £l L T 2,
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1.5.

®1531 BRT—41\vo5—o
. o . Pl | &%
| ABRES x5 (B H Y wE |
I| FFRI10005 | fdEEm A\ B etk Ky, E)PomE O -
. . Huks X & ettt
J — s -
E Il| FFR100650 | dAMET L L —PEige S B O
M - T Huks X 0% ettt
II| FFR100652 | Z=fifET L /L —pEibse FP 1235 SE b O T O
1| FFR100688 | @HEMET L L —PEmk FR 5RO RO KRG O -
i SN B S ORI S A AT A T
1| FFRI0010 | fdRERk A B4 B re O -
I| FFR10001 | fREEREA Bt etk Eyme, o O -
1| FFR10008 | fatEmi A\ S5 EMBRET 1 7 7 A NV ORRFY O -
1| FFRIO0I3 | fERRAMCAT & T haty—n L OMAEEROKE o -
I| FFRI0007 | FHEitET ¥ —PEaR FURRE R & D A SPEDO RS @) -
. W N BB OB SA AT _A T &
1| FFA10003 | feEERz A S U7 ¢ ok - O
Py SR E AL
|1l FrAL03096 | feReR A B 4 ﬁ%@\%%ﬁa\%ﬁ%ww&@ ) O
i Rt
4 1| FFA10013 | ek A 54, FFdkneRss | IFRRERE ERE BT 2 MGt - O
I| FFA10004 | f@EEme A\ B FJE#A FE D FP, BDP & O i - O
. Bk s X & etomst
oy — s -
| FFR20001 | ZREET LAF—MEa%k M B, SENIED M O
II| FFR20002 | T L —MEaR LEVEORRE, BIE SR EE~ DR O -
| FFR30002 | @MY L L — LR AhEd KO e OE - O
M| FFR30003 | ZFHitET LL¥—Mak A L O R e OB - O
M| FFR103184 | ZEitET L L —PEgdk BWES X OO RET - O
1| FFR104861 | ZEHiPET L ¥ —PEE%K AhEd L O a0 - O
M| FFR102123 | d@4EMET LV X —PE RS FEHE G RO Z 2O - O
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1.5.

1.54. HERSY

AENT, ALFERIC TR L2 FF 2 1 MERIZ 275 ng A T2 REFEH AT A R¥ET
HY . FANESEAREEGICZE T D, SR LOMEIMI I TN S 47 BRI R
FERLD ., T LA —MERIIHT D2RF OIS LSNP ER SN LB 6T
ZEmn, LUTOREE - bR TOHE - AEIC CRUEIRGEERRBFELZTTY 2 & & LT,
RBAFNT 1541 BLO1542 (ZFEHO LB, v ML LTHET S,

e - 3 -

T LI X — PR
ik - H&E

NI, @ 1 FIE BRI 28T (1 EESHTD IVTF NS T T U IINR T AT
NELT215ug 2 5H) 1 H 1RG5,

1.5.4.1. Xy rERELTOZEM

KENL, EEMETER L T 25 LT BN T AKX FF ORBEBIEN T TA Sz S8
WA T D, AHORZ K OfifeROMRHEAL, 72 5 NIEEBRIEAX 1.54-1 B LUK
1.5.4-2 1ZR LTz, AANTFRL 16 42 A 13 HEEFKATE 0213005 5 [ > MG O R
IZOWNWT ) IZBIT2EH 5 OQ IS T 5%y ML THD, RV BT AR
) TR, 60 MEE IR EORIKR (Fm & G /KMERREK) HARETAINTND
(K 154-128) , LA—%2MFTLHT7— FAILBILORS TR L A—ORNHIO L—/L
iR > T ESICBENIT 5, ZOE) &I X0 IREED ) AV DR A 7 L —E& 78> T
ERMICEZ NS (K1.542581)
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1.5.

S ¥l w3

# patt
(GEREN F AHR)

*1 MEEa

* A ERR
*3 AFF e v ) T}EM-H!"' Lo

E1.541 7S53IRMRLK27.51056 BEEADERR UM TRDE LA
2.3.P.2-2 XV iisg

N

ekl
I}
]

i ;\I
!

1542 75 3IRMHRRTRE27.5u056 EERADEEIRE
2.3P.2-3 LV #EEEL
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1.5.

1.5.4.2. AHDOEE AT LOR A

AFNOWETES AT ML, HAIO—EBEE IEMICEY . AAloHR % K ic#Ed 2 1
THIN Y % BENIZHEHE TX 2% EI 2o, AFIOX v MG E L COERE EOR]S %L
TR,

o FRMFLAIMEFE L AT A

FEAR LS X 0 BB T o D3 mo 59, 2 Ao ET#EiaEi/RICmz 5 2 &
DTE L0, BHERITHE - THEDL FIZ 7 XL BRI AT 5 iTREMEAMEV, F7-.
J ANINBEENTATEICIE A E < 72D, BESNER OEN ) ANV8 L il 2 2 & 72 <
EZENARETH D,
o fEfE72EAE

AN T IE S W= T AN, ZADIIRTH Y . ho, HYIRRE T Z LN HES L3—
ThHID, FRCHMA ST DL L THENRT VY, ik, BRI EOEE ED
AUy NHIFFTE S,
o IEFEEOILHX

1 FIOEZFEEIIFAEOEEETETHY ., TOEM ST L OB AIETHES T
Wb,
o VIR LUMEEN FHE

AROEFEEB LOEZEERZIE LIRS, HEOR M E CHEEARETHD Z &
DHEREINTEY, BELIZEENARETH D,
o  EMETEANEL

KENDX v T DOEMNZA By /X=BfFNTEY, v v 7 &2 LIzl X2 AVIERITHE
BT D, ZHUC L ERABMAEIC 30 A 2B W ARERSIFEA S - T HIEE ARERIREE
HEFF X | PO EEENARETH D,
o i 72 OO )8 FTHE

g% O . =i E 2w oS Z R el ro T2,
IHEDEEE T—ETH D,
o FREMEDTHRE

Xv v 7O TFHOMTLAA=RNa vy 7 S, BMEAMEEZH<Z ENTE 5,
o FREfEIEFTHE

WIHDIRBED LA DEPRONTEY | REOHERNARETH D, ZHICL > TREFIZLD
Wak 525 LHIT, HROXA IV ERL R EBENE EITBRSMTE, 7 FeT
T v AR ERHIFTE B,
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1.5.

1.5.5. FEDEHHEELUVEAM%

1.5.5.1. JEER PR FO 4T X

e  FF X GR IZxt L TR DOEWBIFIPEZ R L, GRAEREIC L CIL FP & [RIFEE O
HEERZR LT,

e  FF X GR OEBATIREEHA I L ORIEMEY A M A VEAOIMEWER 2 2R L, £
DOYERITBBTLRFP LV LRk TH -7,

o TUAF—MERETIL (v ) IZBWT, FFIZEERZIHEIL. ZOERIZEP &
D LR Th o7,

o FF %A X|ZEFENE G L= & & OWIIIHECTH Y . WYEEIcEAE T < . KB
BEICLDERIIA N2,

o FFOEHIZLVWBEINTTRIZ. ZraanrFas NICHBMALALOTHY . BE
DRREIZEVERT 2D TH -T2,

1.5.5.2. A7k e R

1.5.5.2.1. A
EEEB LOFEHET LV —ERRICR L, AFI1H 1E 110 pg BEEHICL Y 7T Ly
— SRR OB 2 WERRD LT, Fo, BEEHAAT oA REE L TALTIAL
WH S TWD FP AR & FRRONREZHT 5 2 L DR S 4L, 2 O RFEBLL FP
RERE D RN Te,

o AIIZHITDHEERBOME, KA 110 8L 220ug (1 H 1E) Tt r7
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
VERAMYST Nasal Spray safely and effectively. See full prescribing
information for VERAMYST Nasal Spray.

VERAMYST® (fluticasone furoate) Nasal Spray
Initial U.S. Approval: 2007
INDICATIONS AND USAGE -------======sssnnenn

VERAMYST Nasal Spray is a corticosteroid indicated for treatment of

symptoms of seasonal and perennial allergic rhinitis in adults and children

>2 years. (1.1)

----------------------- DOSAGE AND ADMINISTRATION ---====sz=usnnan

For intranasal use only. Usual starting dosages:

e Adults and adolescents >12 years: 110 mcg (2 sprays per nostril) once
daily. (2.1)

e Children 2-11 years: 55 mcg (1 spray per nostril) once daily. (2.2)

e Priming Information: Prime VERAMY ST Nasal Spray before using for the
first time, when not used for more than 30 days, or if the cap has been left
off the bottle for 5 days or longer. (2)

--------------------- DOSAGE FORMS AND STRENGTHS -------==-----

Nasal spray: 27.5 mcg of fluticasone furoate in each 50-microliter spray. (3)

Supplied in 10-g bottle containing 120 sprays. (16)

CONTRAINDICATIONS ---eennmeemmmmenmeanaan

None. (4)

WARNINGS AND PRECAUTIONS -----=========---

o Epistaxis, nasal ulceration, Candida albicans infection, nasal septal
perforation, impaired wound healing. Monitor patients periodically for
signs of adverse effects on the nasal mucosa. Avoid use in patients with
recent nasal ulcers, nasal surgery, or nasal trauma. (5.1)

e Development of glaucoma or posterior subcapsular cataracts. Monitor
patients closely with a change in vision or with a history of increased
intraocular pressure, glaucoma, and/or cataracts. (5.2)

e Potential worsening of existing tuberculosis; fungal, bacterial, viral, or

parasitic infections; or ocular herpes simplex. More serious or even fatal
course of chickenpox or measles in susceptible patients. Use caution in
patients with the above because of the potential for worsening of these
infections. (5.3)

e Hypercorticism and adrenal suppression with very high dosages or at the
regular dosage in susceptible individuals. If such changes occur,
discontinue VERAMY ST Nasal Spray slowly. (5.4)

e Potential reduction in growth velocity in children. Monitor growth
routinely in pediatric patients receiving VERAMY ST Nasal Spray. (5.6,
8.4)

------------------------------ ADVERSE REACTIONS ------=s-n=meemmeeneeee

The most common adverse reactions (>1% incidence) included headache,

epistaxis, pharyngolaryngeal pain, nasal ulceration, back pain, pyrexia, and

cough. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact

GlaxoSmithKline at 1-888-825-5249 or FDA at 1-800-FDA-1088 or

www.fda.gov/medwatch.

DRUG INTERACTIONS --=sssemsmnnmmmnmmananen

Potent inhibitors of cytochrome P450 3A4 (CYP3A4) may increase exposure

to fluticasone furoate.

e Co-administration of ritonavir is not recommended. (5.5, 7)

o Use caution with co-administration of other potent CYP3A4 inhibitors,
such as ketoconazole. (5.5, 7)

----------------------- USE IN SPECIFIC POPULATIONS -------=---==---

Hepatic impairment may increase exposure to fluticasone furoate. Use with

caution in patients with severe hepatic impairment. (8.6)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.
July 2008
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1 Treatment of Allergic Rhinitis

VERAMYST Nasal Spray is indicated for the treatment of the symptoms of seasonal and
perennial allergic rhinitis in patients 2 years of age and older.



2 DOSAGE AND ADMINISTRATION

Administer VERAMY ST Nasal Spray by the intranasal route only. Prime VERAMYST
Nasal Spray before using for the first time by shaking the contents well and releasing 6 test
sprays into the air away from the face. When VERAMY ST Nasal Spray has not been used for
more than 30 days or if the cap has been left off the bottle for 5 days or longer, prime the pump
again until a fine mist appears. Shake VERAMY ST Nasal Spray well before each use.
21 Adults and Adolescents 12 Years of Age and Older

The recommended starting dosage is 110 mcg once daily administered as 2 sprays
(27.5 meg/spray) in each nostril. Titrate an individual patient to the minimum effective dosage to
reduce the possibility of side effects. When the maximum benefit has been achieved and
symptoms have been controlled, reducing the dosage to 55 mcg (1 spray in each nostril) once
daily may be effective in maintaining control of allergic rhinitis symptoms.
2.2 Children 2 to 11 Years of Age

The recommended starting dosage in children is 55 mcg once daily administered as
1 spray (27.5 mcg/spray) in each nostril. Children not adequately responding to 55 mcg may use
110 mcg (2 sprays in each nostril) once daily. Once symptoms have been controlled, the dosage
may be decreased to 55 mcg once daily.

3 DOSAGE FORMS AND STRENGTHS
VERAMYST Nasal Spray is a nasal spray suspension. Each spray (50 microliters)
delivers 27.5 mcg of fluticasone furoate.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
5.1 Local Nasal Effects

Epistaxis and Nasal Ulceration: In clinical studies of 2 to 52 weeks’ duration, epistaxis
and nasal ulcerations were observed more frequently and some epistaxis events were more
severe in patients treated with VERAMY ST Nasal Spray than those who received placebo /[see
Adverse Reactions (6)].

Candida Infection: Evidence of localized infections of the nose with Candida albicans
was seen on nasal exams in 7 of 2,745 patients treated with VERAMY ST Nasal Spray during

clinical trials and was reported as an adverse event in 3 patients. When such an infection
develops, it may require treatment with appropriate local therapy and discontinuation of
VERAMYST Nasal Spray. Therefore, patients using VERAMY ST Nasal Spray over several
months or longer should be examined periodically for evidence of Candida infection or other
signs of adverse effects on the nasal mucosa.

Nasal Septal Perforation: Instances of nasal septal perforation have been reported in
patients following the intranasal application of corticosteroids. There were no instances of nasal
septal perforation observed in clinical studies with VERAMY ST Nasal Spray.




Impaired Wound Healing: Because of the inhibitory effect of corticosteroids on wound
healing, patients who have experienced recent nasal ulcers, nasal surgery, or nasal trauma should
not use VERAMYST Nasal Spray until healing has occurred.

5.2 Glaucoma and Cataracts
Nasal and inhaled corticosteroids may result in the development of glaucoma and/or

cataracts. Therefore, close monitoring is warranted in patients with a change in vision or with a
history of increased intraocular pressure, glaucoma, and/or cataracts.

Glaucoma and cataract formation was evaluated with intraocular pressure measurements
and slit lamp examinations in 1 controlled 12-month study in 806 adolescent and adult patients
aged 12 years and older and in 1 controlled 12-week study in 558 children aged 2 to 11 years.
The patients had perennial allergic rhinitis and were treated with either VERAMY ST Nasal
Spray (110 mcg once daily in adult and adolescent patients and 55 or 110 mcg once daily in
pediatric patients) or placebo. Intraocular pressure remained within the normal range
(<21 mmHg) in >98% of the patients in any treatment group in both studies. However, in the
12-month study in adolescents and adults, 12 patients, all treated with VERAMYST Nasal Spray
110 mcg once daily, had intraocular pressure measurements that increased above normal levels
(221 mmHg). In the same study, 7 patients (6 treated with VERAMY ST Nasal Spray 110 mcg
once daily and 1 patient treated with placebo) had cataracts identified during the study that were
not present at baseline.

5.3 Immunosuppression

Persons who are using drugs that suppress the immune system are more susceptible to
infections than healthy individuals. Chickenpox and measles, for example, can have a more
serious or even fatal course in susceptible children or adults using corticosteroids. In children or
adults who have not had these diseases or have not been properly immunized, particular care
should be taken to avoid exposure. How the dose, route, and duration of corticosteroid
administration affect the risk of developing a disseminated infection is not known. The
contribution of the underlying disease and/or prior corticosteroid treatment to the risk is also not
known. If a patient is exposed to chickenpox, prophylaxis with varicella zoster immune globulin
(VZIG) may be indicated. If a patient is exposed to measles, prophylaxis with pooled
intramuscular immunoglobulin (IG) may be indicated. (See the respective package inserts for
complete VZIG and IG prescribing information.) If chickenpox or measles develops, treatment
with antiviral agents may be considered.

Corticosteroids should be used with caution, if at all, in patients with active or quiescent
tuberculous infections of the respiratory tract; untreated local or systemic fungal or bacterial
infections; systemic viral or parasitic infections; or ocular herpes simplex because of the
potential for worsening of these infections.

5.4 Hypothalamic-Pituitary-Adrenal Axis Effects

Hypercorticism and Adrenal Suppression: When intranasal steroids are used at higher

than recommended dosages or in susceptible individuals at recommended dosages, systemic

corticosteroid effects such as hypercorticism and adrenal suppression may appear. If such



changes occur, the dosage of VERAMYST Nasal Spray should be discontinued slowly,
consistent with accepted procedures for discontinuing oral corticosteroid therapy.

The replacement of a systemic corticosteroid with a topical corticosteroid can be
accompanied by signs of adrenal insufficiency. In addition, some patients may experience
symptoms of corticosteroid withdrawal, e.g., joint and/or muscular pain, lassitude, and
depression. Patients previously treated for prolonged periods with systemic corticosteroids and
transferred to topical corticosteroids should be carefully monitored for acute adrenal
insufficiency in response to stress. In those patients who have asthma or other clinical conditions
requiring long-term systemic corticosteroid treatment, rapid decreases in systemic corticosteroid
dosages may cause a severe exacerbation of their symptoms.

5.5 Use of Cytochrome P450 3A4 Inhibitors

Co-administration with ritonavir is not recommended because of the risk of systemic
effects secondary to increased exposure to fluticasone furoate. Use caution with the
co-administration of VERAMY ST Nasal Spray and other potent cytochrome P450 3A4
(CYP3A4) inhibitors, such as ketoconazole [see Drug Interactions (7)].

5.6 Effect on Growth

Corticosteroids may cause a reduction in growth velocity when administered to pediatric
patients. Monitor the growth routinely of pediatric patients receiving VERAMYST Nasal Spray.
To minimize the systemic effects of intranasal corticosteroids, including VERAMYST Nasal
Spray, titrate each patient’s dose to the lowest dosage that effectively controls his/her symptoms
[see Use in Specific Populations (8.4)].

6 ADVERSE REACTIONS
Systemic and local corticosteroid use may result in the following:
o Epistaxis, ulcerations, Candida albicans infection, impaired wound healing [see Warnings
and Precautions (5.1)]
e Cataracts and glaucoma [see Warnings and Precautions (5.2)]
e Immunosuppression [see Warnings and Precautions (5.3)]
e Hypothalamic-pituitary-adrenal (HPA) axis effects, including growth reduction [see
Warnings and Precautions (5.4, 5.6), Use in Specific Populations (8.4)]
6.1  Clinical Trials Experience
The safety data described below reflect exposure to VERAMYST Nasal Spray in
1,563 patients with seasonal or perennial allergic rhinitis in 9 controlled clinical trials of 2 to
12 weeks’ duration. The data from adults and adolescents are based upon 6 clinical trials in
which 768 patients with seasonal or perennial allergic rhinitis (473 females and 295 males
12 years of age and older) were treated with VERAMY ST Nasal Spray 110 mcg once daily for 2
to 6 weeks. The racial distribution of adult and adolescent patients receiving VERAMY ST Nasal
Spray was 82% white, 5% black, and 13% other. The data from pediatric patients are based upon
3 clinical trials in which 795 children with seasonal or perennial rhinitis (352 females and
443 males 2 to 11 years of age) were treated with VERAMY ST Nasal Spray 55 or 110 mcg once



daily for 2 to 12 weeks. The racial distribution of pediatric patients receiving VERAMYST
Nasal Spray was 75% white, 11% black, and 14% other.

Because clinical trials are conducted under widely varying conditions, adverse reaction
rates observed in the clinical trials of a drug cannot be directly compared to rates in the clinical
trials of another drug and may not reflect the rates observed in practice.

Adults and Adolescents 12 Years of Age and Older: Overall adverse reactions were
reported with approximately the same frequency by patients treated with VERAMYST Nasal
Spray and those receiving placebo. Less than 3% of patients in clinical trials discontinued
treatment because of adverse reactions. The rate of withdrawal among patients receiving
VERAMYST Nasal Spray was similar or lower than the rate among patients receiving placebo.

Table 1 displays the common adverse reactions (>1% in any patient group receiving
VERAMYST Nasal Spray) that occurred more frequently in patients 12 years of age and older
treated with VERAMY ST Nasal Spray compared with placebo-treated patients.

Table 1. Adverse Reactions With >1% Incidence in Controlled Clinical Trials of
2 to 6 Weeks’ Duration With VERAMYST Nasal Spray in Adult and Adolescent
Patients With Seasonal or Perennial Allergic Rhinitis

Adult and Adolescent Patients
12 Years of Age and Older
VERAMYST Nasal Spray
Vehicle Placebo 110 mcg Once Daily

Adverse Event (n=774) (n=768)
Headache 54 (7%) 72 (9%)
Epistaxis 32 (4%) 45 (6%)
Pharyngolaryngeal pain 8 (1%) 15 (2%)
Nasal ulceration 3 (<1%) 11 (1%)

Back pain 7 (<1%) 9 (1%)

There were no differences in the incidence of adverse reactions based on gender or race.
Clinical trials did not include sufficient numbers of patients 65 years of age and older to
determine whether they respond differently from younger subjects.

Pediatric Patients 2 to 11 Years of Age: In the 3 clinical trials in pediatric patients 2
to <12 years of age, overall adverse reactions were reported with approximately the same
frequency by patients treated with VERAMY ST Nasal Spray and those receiving placebo. Table
2 displays the common adverse reactions (>3% in any patient group receiving VERAMYST
Nasal Spray), that occurred more frequently in patients 2 to 11 years of age treated with
VERAMYST Nasal Spray compared with placebo-treated patients.




Table 2. Adverse Reactions With >3% Incidence in Controlled Clinical Trials of 2 to
12 Weeks’ Duration With VERAMYST Nasal Spray in Pediatric Patients With Seasonal or
Perennial Allergic Rhinitis

Pediatric Patients 2 to <12 Years of Age
Vehicle  [VERAMYST Nasal Spray VERAMYST Nasal Spray
Placebo 55 mcg Once Daily 110 mcg Once Daily
Adverse Event (n=429) (n=369) (n=426)

Headache 31 (7%) 28 (8%) 33 (8%)
Nasopharyngitis 21 (5%) 20 (5%) 21 (5%)
Epistaxis 19 (4%) 17 (5%) 17 (4%)
Pyrexia 7 (2%) 17 (5%) 19 (4%)
Pharyngolaryngeal 14 (3%) 16 (4%) 12 (3%)
pain
Cough 12 (3%) 12 (3%) 16 (4%)

There were no differences in the incidence of adverse reactions based on gender or race.
Pyrexia occurred more frequently in children 2 to <6 years of age compared with children 6 to
<12 years.

Long-Term (52-Week) Safety Trial: In a 52-week, placebo-controlled, long-term safety
trial, 605 patients (307 females and 298 males aged 12 years of age and older) with perennial
allergic rhinitis were treated with VERAMY ST Nasal Spray 110 mcg once daily for 12 months
and 201 were treated with placebo nasal spray. While most adverse reactions were similar in type
and rate between the treatment groups, epistaxis occurred more frequently in patients who
received VERAMY ST Nasal Spray (123/605, 20%) than in patients who received placebo
(17/201, 8%). Epistaxis tended to be more severe in patients treated with VERAMY ST Nasal
Spray. All 17 reports of epistaxis that occurred in patients who received placebo were of mild
intensity, while 83, 39, and 1 of the total 123 epistaxis events in patients treated with
VERAMYST Nasal Spray were of mild, moderate, and severe intensity, respectively. No patient
experienced a nasal septal perforation during this trial.

7 DRUG INTERACTIONS

Fluticasone furoate is cleared by extensive first-pass metabolism mediated by CYP3A4.
In a drug interaction study of intranasal fluticasone furoate and the CYP3A4 inhibitor
ketoconazole given as a 200-mg once-daily dose for 7 days, 6 of 20 subjects receiving
fluticasone furoate and ketoconazole had measurable but low levels of fluticasone furoate
compared with 1 of 20 receiving fluticasone furoate and placebo. Based on this study and the
low systemic exposure, there was a 5% reduction in 24-hour serum cortisol levels with
ketoconazole compared to placebo. The data from this study should be carefully interpreted
because the study was conducted with ketoconazole 200 mg once daily rather than 400 mg,
which is the maximum recommended dosage. Therefore, caution is required with the



co-administration of VERAMYST Nasal Spray and ketoconazole or other potent CYP3A4
inhibitors.

Based on data with another glucocorticoid, fluticasone propionate, metabolized by
CYP3A4, co-administration of VERAMYST Nasal Spray with the potent CYP3A4 inhibitor
ritonavir is not recommended because of the risk of systemic effects secondary to increased
exposure to fluticasone furoate. High exposure to corticosteroids increases the potential for
systemic side effects, such as cortisol suppression.

Enzyme induction and inhibition data suggest that fluticasone furoate is unlikely to
significantly alter the cytochrome P450-mediated metabolism of other compounds at clinically
relevant intranasal dosages.

8 USE IN SPECIFIC POPULATIONS
8.1  Pregnancy
Teratogenic Effects: Pregnancy Category C. Corticosteroids have been shown to be
teratogenic in laboratory animals when administered systemically at relatively low dosage levels.
There were no teratogenic effects in rats and rabbits at inhaled fluticasone furoate

dosages of up to 91 and 8 mcg/kg/day, respectively (approximately 7 and 1 times, respectively,
the maximum recommended daily intranasal dose in adults on a mcg/m” basis). There was also
no effect on pre- or post-natal development in rats treated with up to 27 mcg/kg/day by
inhalation during gestation and lactation (approximately 2 times the maximum recommended
daily intranasal dose in adults on a mcg/m” basis).

There are no adequate and well-controlled studies in pregnant women. VERAMYST
Nasal Spray should be used during pregnancy only if the potential benefit justifies the potential
risk to the fetus.

Nonteratogenic Effects: Hypoadrenalism may occur in infants born of mothers
receiving corticosteroids during pregnancy. Such infants should be carefully monitored.
8.3  Nursing Mothers

It is not known whether fluticasone furoate is excreted in human breast milk. However,
other corticosteroids have been detected in human milk. Since there are no data from controlled

trials on the use of intranasal fluticasone furoate by nursing mothers, caution should be exercised
when VERAMY ST Nasal Spray is administered to a nursing woman.
8.4 Pediatric Use

Controlled clinical trials with VERAMY ST Nasal Spray included 1,224 patients aged 2
to 11 years and 344 adolescent patients aged 12 to 17 years [see Clinical Studies (14)]. The
safety and effectiveness of VERAMY ST Nasal Spray in children below 2 years of age have not
been established.

Controlled clinical studies have shown that intranasal corticosteroids may cause a
reduction in growth velocity in pediatric patients. This effect has been observed in the absence of
laboratory evidence of HPA axis suppression, suggesting that growth velocity is a more sensitive
indicator of systemic corticosteroid exposure in pediatric patients than some commonly used



tests of HPA axis function. The long-term effects of reduction in growth velocity associated with
intranasal corticosteroids, including the impact on final adult height, are unknown. The potential
for “catch-up” growth following discontinuation of treatment with intranasal corticosteroids has
not been adequately studied. The growth of pediatric patients receiving intranasal corticosteroids,
including VERAMY ST Nasal Spray, should be monitored routinely (e.g., via stadiometry). The
potential growth effects of prolonged treatment should be weighed against the clinical benefits
obtained and the risks/benefits of treatment alternatives. To minimize the systemic effects of
intranasal corticosteroids, including VERAMY ST Nasal Spray, each patient’s dose should be
titrated to the lowest dosage that effectively controls his/her symptoms.

The potential for VERAMYST Nasal Spray to cause growth suppression in susceptible
patients or when given at higher than recommended dosages cannot be ruled out.
8.5 Geriatric Use

Clinical studies of VERAMYST Nasal Spray did not include sufficient numbers of
subjects aged 65 years and older to determine whether they respond differently from younger
subjects. Other reported clinical experience has not identified differences in responses between
the elderly and younger patients. In general, dose selection for an elderly patient should be
cautious, usually starting at the low end of the dosing range, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.
8.6 Hepatic Impairment

Use VERAMYST Nasal Spray with caution in patients with severe hepatic impairment
[see Pharmacokinetics (12.3)].
8.7 Renal Impairment

No dosage adjustment is required in patients with renal impairment [see
Pharmacokinetics (12.3)].

10 OVERDOSAGE

Chronic overdosage may result in signs/symptoms of hypercorticism /[see Warnings and
Precautions (5.4)]. There are no data on the effects of acute or chronic overdosage with
VERAMYST Nasal Spray. Because of low systemic bioavailability and an absence of acute
drug-related systemic findings in clinical studies (with dosages of up to 440 mcg/day for 2 weeks
[4 times the maximum recommended daily dose]), overdose is unlikely to require any therapy
other than observation.

Intranasal administration of up to 2,640 mcg/day (24 times the recommended adult dose)
of fluticasone furoate was administered to healthy human volunteers for 3 days. Single- and
repeat-dose studies with orally inhaled fluticasone furoate doses of 50 to 4,000 mcg have shown
decreased mean serum cortisol at doses of 500 mcg or higher. The oral median lethal dose in
mice and rats was >2,000 mg/kg (approximately 74,000 and 147,000 times, respectively, the
maximum recommended daily intranasal dose in adults and 52,000 and 105,000 times,
respectively, the maximum recommended daily intranasal dose in children, on a mcg/m? basis).

Acute overdosage with the intranasal dosage form is unlikely since 1 bottle of



VERAMYST Nasal Spray contains approximately 3 mg of fluticasone furoate, and the
bioavailability of fluticasone furoate is <1% for 2.64 mg/day given intranasally and 1% for
2 mg/day given as an oral solution.

11 DESCRIPTION

Fluticasone furoate, the active component of VERAMY ST Nasal Spray, is a synthetic
fluorinated corticosteroid having the chemical name (6a,113,16a,170a.)-6,9-difluoro-17-
{[(fluoro-methyl)thio]carbonyl}-11-hydroxy-16-methyl-3-oxoandrosta-1,4-dien-17-yl 2-
furancarboxylate and the following chemical structure:

Fluticasone furoate is a white powder with a molecular weight of 538.6, and the empirical
formula is C,7H29F306S. It is practically insoluble in water.

VERAMYST Nasal Spray is an aqueous suspension of micronized fluticasone furoate for
topical administration to the nasal mucosa by means of a metering (50 microliters), atomizing
spray pump. After initial priming /see Dosage and Administration (2)], each actuation delivers
27.5 mcg of fluticasone furoate in a volume of 50 microliters of nasal spray suspension.
VERAMYST Nasal Spray also contains 0.015% w/w benzalkonium chloride, dextrose
anhydrous, edetate disodium, microcrystalline cellulose and carboxymethylcellulose sodium,
polysorbate 80, and purified water. It has a pH of approximately 6.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Fluticasone furoate is a synthetic trifluorinated corticosteroid with potent
anti-inflammatory activity. The precise mechanism through which fluticasone furoate affects
rhinitis symptoms is not known. Corticosteroids have been shown to have a wide range of
actions on multiple cell types (e.g., mast cells, eosinophils, neutrophils, macrophages,
lymphocytes) and mediators (e.g., histamine, eicosanoids, leukotrienes, cytokines) involved in
inflammation. Specific effects of fluticasone furoate demonstrated in in vitro and in vivo models
included activation of the glucocorticoid response element, inhibition of pro-inflammatory
transcription factors such as NFkB, and inhibition of antigen-induced lung eosinophilia in
sensitized rats.

Fluticasone furoate has been shown in vitro to exhibit a binding affinity for the human



glucocorticoid receptor that is approximately 29.9 times that of dexamethasone and 1.7 times
that of fluticasone propionate. The clinical relevance of these findings is unknown.
12.2 Pharmacodynamics

Adrenal Function: The effects of VERAMYST Nasal Spray on adrenal function have
been evaluated in 4 controlled clinical trials in patients with perennial allergic rhinitis. Two
6-week clinical trials were designed specifically to assess the effect of VERAMYST Nasal Spray

on the HPA axis with assessments of both 24-hour urinary cortisol excretion and serum cortisol
levels in domiciled patients. In addition, one 52-week safety study and one 12-week safety and
efficacy study included assessments of 24-hour urinary cortisol excretion. Details of the studies
and results are described below. In all 4 studies, since serum fluticasone determinations were
generally below the limit of quantification, compliance was assured by efficacy assessments.
Clinical Trials Specifically Designed to Assess Hypothalamic-Pituitary-Adrenal
Axis Effect: In a 6-week randomized, double-blind, parallel-group study in adult and adolescent
patients 12 years of age and older with perennial allergic rhinitis, VERAMYST Nasal Spray
110 mcg was compared to both placebo nasal spray and prednisone as a positive-control group
that received prednisone 10 mg orally once daily for the final 7 days of the treatment period.
Adrenal function was assessed by 24-hour urinary cortisol excretion before and after 6 weeks of
treatment and by serial serum cortisol levels. Patients were domiciled for collection of 24-hour
urinary cortisol. After 6 weeks of treatment, there was a change from baseline in the mean
24-hour urinary cortisol excretion in the group treated with VERAMYST Nasal Spray (n = 43)
of -1.16 mcg/day compared to -3.48 mcg/day in the placebo group (n = 42). The difference from
placebo in the group treated with VERAMY ST Nasal Spray was 2.32 mcg/day (95% CI: -6.76,
11.39). Urinary cortisol data were not available for the positive-control (prednisone) treatment
group. For serum cortisol levels, after 6 weeks of treatment there was a change from baseline in
the mean (0-24 hours) of -0.38 and 0.08 mcg/dL for the group treated with VERAMYST Nasal
Spray (n = 43) and the placebo group (n = 44), respectively, with a difference between the group
treated with VERAMY ST Nasal Spray and the placebo group of -0.47 mcg/dL (95% CI: -1.31,
0.37). For comparison, in the positive-control (prednisone, n = 12) treatment group, there was a
change in mean serum cortisol (0-24 hours) from baseline of -4.49 mcg/dL with a difference
between the prednisone and placebo group of -4.57 mcg/dL (95% CI: -5.83, -3.31).

The second 6-week study conducted in children 2 to 11 years of age was of similar design
to the adult study, including adrenal function assessments, but did not include a prednisone
positive-control arm. Patients were treated once daily with VERAMYST Nasal Spray 110 mcg
or placebo nasal spray. After 6 weeks of treatment, there was a change in the mean 24-hour
urinary cortisol excretion in the group treated with VERAMY ST Nasal Spray (n = 43) of
0.49 mcg/day compared to 1.92 mcg/day in the placebo group (n = 41), with a difference
between the group treated with VERAMY ST Nasal Spray and the placebo group of
-1.43 mcg/day (95% CI: -5.21, 2.35). For serum cortisol levels, after 6 weeks, there was a change
from baseline in mean (0-24 hours) of -0.34 and -0.23 mcg/dL for the group treated with
VERAMYST Nasal Spray (n = 48) and for the placebo group (n = 47), respectively, with a
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difference between the group treated with VERAMY ST Nasal Spray and the placebo group of
-0.11 meg/dL (95% CI: -0.88, 0.66).

Additional Hypothalamic-Pituitary-Adrenal Axis Assessments: In the 52-week
safety trial in adolescents and adults 12 years of age and older with perennial allergic rhinitis,
VERAMYST Nasal Spray 110 mcg (n = 605) was compared to placebo nasal spray (n =201).
Adrenal function was assessed by 24-hour urinary cortisol excretion in a subset of patients who
received VERAMY ST Nasal Spray (n = 370) or placebo (n = 120) before and after 52 weeks of
treatment. After 52 weeks of treatment, the mean change from baseline 24-hour urinary cortisol
excretion was 5.84 mcg/day in the group treated with VERAMY ST Nasal Spray and
3.34 mcg/day in the placebo group. The difference from placebo in mean change from baseline
24-hour urinary cortisol excretion was 2.50 mcg/day (95% CI: -5.49, 10.49).

In the 12-week safety and efficacy trial in children 2 to 11 years of age with perennial
allergic rhinitis, VERAMYST Nasal Spray 55 mcg (n = 185) and VERAMYST Nasal Spray
110 mecg (n = 185) were compared to placebo nasal spray (n = 188). Adrenal function was
assessed by measurement of 24-hour urinary free cortisol in a subset of patients who were 6 to
11 years of age (103 to 109 patients per group) before and after 12 weeks of treatment. After
12 weeks of treatment, there was a decrease in mean 24-hour urinary cortisol excretion from
baseline in the group treated with VERAMY ST Nasal Spray 55 mcg (n = 109) of -2.93 mcg/day
and in the group treated with VERAMYST Nasal Spray 110 mcg (n = 103) of -2.07 mcg/day
compared to an increase in the placebo group (n = 107) of 0.08 mcg/day. The difference from
placebo in mean change from baseline in 24-hour urinary cortisol excretion for the group treated
with VERAMYST Nasal Spray 55 mcg was -3.01 mcg/day (95% CI: -6.16, 0.13) and
-2.14 mecg/day (95% CI: -5.33, 1.04) for the group treated with VERAMYST Nasal Spray
110 mcg.

When the results of the HPA axis assessments described above are taken as a whole, an
effect of intranasal fluticasone furoate on adrenal function cannot be ruled out, especially in
pediatric patients.

Cardiac Effects: A QT/QTec study did not demonstrate an effect of fluticasone furoate
administration on the QTc interval. The effect of a single dose of 4,000 mcg of orally inhaled
fluticasone furoate on the QTc interval was evaluated over 24 hours in 40 healthy male and
female subjects in a placebo and positive (a single dose of 400 mg oral moxifloxacin) controlled
cross-over study. The QTcF maximal mean change from baseline following fluticasone furoate
was similar to that observed with placebo with a treatment difference of 0.788 msec, 90% CI:
-1.802, 3.378. In contrast, moxifloxacin given as a 400-mg tablet resulted in prolongation of the
QTcF maximal mean change from baseline compared with placebo with a treatment difference
0f9.929 msec, 90% CI: 7.339, 12.520. While a single dose of fluticasone furoate had no effect
on the QTc interval, the effects of fluticasone furoate may not be at steady state following single
dose. The effect of fluticasone furoate on the QTc interval following multiple dose
administration is unknown.

12.3 Pharmacokinetics
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Absorption: Following intranasal administration of fluticasone furoate, most of the dose
is eventually swallowed and undergoes incomplete absorption and extensive first-pass
metabolism in the liver and gut, resulting in negligible systemic exposure. At the highest
recommended intranasal dosage of 110 mcg once daily for up to 12 months in adults and up to
12 weeks in children, plasma concentrations of fluticasone furoate are typically not quantifiable
despite the use of a sensitive HPLC-MS/MS assay with a lower limit of quantification (LOQ) of
10 pg/mL. However, in a few isolated cases (<0.3%) fluticasone furoate was detected in high
concentrations above 500 pg/mL, and in a single case the concentration was as high as
1,430 pg/mL in the 52-week study. There was no relationship between these concentrations and
cortisol levels in these subjects. The reasons for these high concentrations are unknown.

Absolute bioavailability was evaluated in 16 male and female subjects following
supratherapeutic dosages of fluticasone furoate (880 mcg given intranasally at 8-hour intervals
for 10 doses, or 2,640 mcg/day). The average absolute bioavailability was 0.50% (90% CI:
0.34%, 0.74%).

Due to the low bioavailability by the intranasal route, the majority of the pharmacokinetic
data was obtained via other routes of administration. Studies using oral solution and intravenous
dosing of radiolabeled drug have demonstrated that at least 30% of fluticasone furoate is
absorbed and then rapidly cleared from plasma. Oral bioavailability is on average 1.26%, and the
majority of the circulating radioactivity is due to inactive metabolites.

Distribution: Following intravenous administration, the mean volume of distribution at
steady state is 608 L.

Binding of fluticasone furoate to human plasma proteins is greater than 99%.

Metabolism: In vivo studies have revealed no evidence of cleavage of the furoate moiety
to form fluticasone. Fluticasone furoate is cleared (total plasma clearance of 58.7 L/h) from
systemic circulation principally by hepatic metabolism via CYP3A4. The principal route of
metabolism is hydrolysis of the S-fluoromethyl carbothioate function to form the inactive
17B-carboxylic acid metabolite.

Elimination: Fluticasone furoate and its metabolites are eliminated primarily in the feces,
accounting for approximately 101% and 90% of the orally and intravenously administered dose,
respectively. Urinary excretion accounted for approximately 1% and 2% of the orally and
intravenously administered dose, respectively. The elimination phase half-life averaged
15.1 hours following intravenous administration.

Population Pharmacokinetics: Fluticasone furoate is typically not quantifiable in
plasma following intranasal dosing of 110 mcg once daily with the exception of isolated cases of
very high plasma levels (see Absorption). Overall, quantifiable levels (>10 pg/mL) were
observed in <31% of patients aged 12 years and older and in <16% of children (aged 2 to
11 years) following intranasal dosing of 110 mcg once daily and in <7% of children following
intranasal dosing of 55 mcg once daily. There was no evidence to suggest that the presence or
absence of detectable levels of fluticasone furoate was related to gender, age, or race.

Hepatic Impairment: Reduced liver function may affect the elimination of

12



corticosteroids. Since fluticasone furoate undergoes extensive first-pass metabolism by the
hepatic CYP3A4, the pharmacokinetics of fluticasone furoate may be altered in patients with
hepatic impairment. A study of a single 400-mcg dose of orally inhaled fluticasone furoate in
patients with moderate hepatic impairment (Child-Pugh Class B) resulted in increased Cax
(42%) and AUC gy (172%), resulting in an approximately 20% reduction in serum cortisol level
in patients with hepatic impairment compared to healthy subjects. The systemic exposure would
be expected to be higher than that observed had the study been conducted after multiple doses
and/or in patients with severe hepatic impairment. Therefore, use VERAMY ST Nasal Spray with
caution in patients with severe hepatic impairment.

Renal Impairment: Fluticasone furoate is not detectable in urine from healthy subjects
following intranasal dosing. Less than 1% of dose-related material is excreted in urine. No

dosage adjustment is required in patients with renal impairment.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Fluticasone furoate produced no treatment-related increases in the incidence of tumors in
2-year inhalation studies in rats and mice at doses of up to 9 and 19 mcg/kg/day, respectively
(less than the maximum recommended daily intranasal dose in adults and children on a meg/m’
basis).

Fluticasone furoate did not induce gene mutation in bacteria or chromosomal damage in a
mammalian cell mutation test in mouse lymphoma L5178Y cells in vitro. There was also no
evidence of genotoxicity in the in vivo micronucleus test in rats.

No evidence of impairment of fertility was observed in reproductive studies conducted in
male and female rats at inhaled fluticasone furoate doses of up to 24 and 91 mcg/kg/day,
respectively (approximately 2 and 7 times, respectively, the maximum recommended daily
intranasal dose in adults on a mcg/m? basis).

14 CLINICAL STUDIES
14.1 Seasonal and Perennial Allergic Rhinitis

Adult and Adolescent Patients 12 Years of Age and Older: The efficacy and safety
of VERAMYST Nasal Spray was evaluated in 5 randomized, double-blind, parallel-group,
multicenter, placebo-controlled clinical trials of 2 to 4 weeks’ duration in adult and adolescent

patients 12 years of age and older with symptoms of seasonal or perennial allergic rhinitis. The
5 clinical trials included one 2-week dose-ranging trial in patients with seasonal allergic rhinitis,
three 2-week confirmatory efficacy trials in patients with seasonal allergic rhinitis, and one
4-week efficacy trial in patients with perennial allergic rhinitis. These trials included
1,829 patients (697 males and 1,132 females). About 75% of patients were Caucasian, and the
mean age was 36 years. Of these patients, 722 received VERAMY ST Nasal Spray 110 mcg once
daily administered as 2 sprays in each nostril.

Assessment of efficacy was based on total nasal symptom score (TNSS). TNSS is
calculated as the sum of the patients’ scoring of the 4 individual nasal symptoms (rhinorrhea,
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nasal congestion, sneezing, and nasal itching) on a 0 to 3 categorical severity scale (0 = absent,
1 = mild, 2 = moderate, 3 = severe) as reflective or instantaneous. Reflective TNSS (rTNSS)
required the patients to record symptom severity over the previous 12 hours; the instantaneous
TNSS (iTNSS) required patients to record symptom severity at the time immediately prior to the
next dose. Morning and evening rTNSS scores were averaged over the treatment period and the
difference from placebo in the change from baseline rTNSS was the primary efficacy endpoint.
The morning iTNSS (AM iTNSS) reflects the TNSS at the end of the 24-hour dosing interval
and is an indication of whether the effect was maintained over the 24-hour dosing interval.
Additional secondary efficacy variables were assessed, including the total ocular
symptom score (TOSS) and the Rhinoconjunctivitis Quality of Life Questionnaire (RQLQ).
TOSS is calculated as the sum of the patients’ scoring of the 3 individual ocular symptoms
(itching/burning, tearing/watering, and redness) on a 0 to 3 categorical severity scale (0 = absent,
1 = mild, 2 = moderate, 3 = severe) as reflective or instantaneous scores. To assess efficacy,
rTOSS and AM iTOSS were evaluated as described above for the TNSS. Patients’ perceptions of
disease-specific quality of life were evaluated through use of the RQLQ, which assesses the
impact of allergic rhinitis treatment through 28 items in 7 domains (activities, sleep,
non-nose/eye symptoms, practical problems, nasal symptoms, eye symptoms, and emotional) on
a 7-point scale where 0 = no impairment and 6 = maximum impairment. An overall RQLQ score
is calculated from the mean of all items in the instrument. An absolute difference of >0.5 in
mean change from baseline over placebo is considered the minimally important difference (MID)
for the RQLQ.

Dose-Ranging Trial: The dose-ranging trial was a 2-week trial that evaluated the
efficacy of 4 dosages of fluticasone furoate nasal spray (440, 220, 110, and 55 mcg) in patients
with seasonal allergic rhinitis. In this trial, each of the 4 dosages of fluticasone furoate nasal
spray demonstrated greater decreases in the rTNSS than placebo, and the difference was
statistically significant (Table 3).

Table 3. Mean Change From Baseline in Reflective Total Nasal Symptom Score Over
2 Weeks in Patients With Seasonal Allergic Rhinitis

Baseline | Change
(AM + From Difference From Placebo

Treatment n PM) Baseline | LS Mean 95% CI P value
Fluticasone furoate 440 mcg | 130 9.6 -4.02 -2.19 -2.75,-1.62 | <0.001
Fluticasone furoate 220 mcg | 129 9.5 -3.19 -1.36 -1.93,-0.79 | <0.001
Fluticasone furoate 110 mcg | 127 9.5 -3.84 -2.01 -2.58,-1.44 | <0.001
Fluticasone furoate 55 mcg 125 9.6 -3.50 -1.68 -2.25,-1.10 | <0.001
Placebo 128 9.6 -1.83

Each of the 4 dosages of fluticasone furoate nasal spray also demonstrated greater
decreases in the AM iTNSS than placebo, and the difference between each of the 4 fluticasone
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furoate treatment groups and placebo was statistically significant, indicating that the effect was
maintained over the 24-hour dosing interval.

Seasonal Allergic Rhinitis Trials: Three clinical trials were designed to evaluate the
efficacy of VERAMYST Nasal Spray 110 mcg once daily compared with placebo in patients
with seasonal allergic rhinitis over a 2-week treatment period. In all 3 trials, VERAMYST Nasal
Spray 110 mcg demonstrated a greater decrease from baseline in the rTNSS and AM iTNSS than
placebo, and the difference from placebo was statistically significant. In terms of ocular
symptoms, in all 3 seasonal allergic rhinitis trials, VERAMYST Nasal Spray 110 mcg
demonstrated a greater decrease from baseline in the rTOSS than placebo and the difference
from placebo was statistically significant. For the RQLQ in all 3 seasonal allergic rhinitis trials,
VERAMYST Nasal Spray 110 mcg demonstrated greater decrease from baseline in the overall
RQLQ than placebo, and the difference from placebo was statistically significant. The difference
in the overall RQLQ score mean change from baseline between the groups treated with
VERAMYST Nasal Spray and placebo ranged from -0.60 to -0.70 in the 3 trials, meeting the
minimally important difference criterion. Table 4 displays the efficacy results from a
representative trial in patients with seasonal allergic rhinitis.

Perennial Allergic Rhinitis Trials: One clinical trial was designed to evaluate the
efficacy of VERAMYST Nasal Spray 110 mcg once daily compared to placebo in patients with
perennial allergic rhinitis over a 4-week treatment period. VERAMY ST Nasal Spray 110 mcg
demonstrated a greater decrease from baseline in the rTNSS and AM iTNSS than placebo, and
the difference from placebo was statistically significant. Similar to patients with seasonal allergic
rhinitis, the improvement of nasal symptoms with VERAMYST Nasal Spray in patients with
perennial allergic rhinitis persisted for a full 24 hours, as evaluated by AM iTNSS immediately
prior to the next dose. However, unlike the trials in patients with seasonal allergic rhinitis,
patients with perennial allergic rhinitis who were treated with VERAMY ST Nasal Spray
110 mcg did not demonstrate statistically significant improvement from baseline in total ocular
symptom scores (rTOSS) or in disease-specific quality of life as measured by the RQLQ
compared with placebo. In addition, the overall RQLQ score mean change from baseline
difference between the group treated with VERAMYST Nasal Spray and the placebo group was
-0.23, which did not meet the minimally important difference of >0.5. Table 4 displays the
efficacy results from the clinical trial in patients with perennial allergic rhinitis.
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Table 4. Mean Changes in Efficacy Variables in Adult and Adolescent Patients With
Seasonal or Perennial Allergic Rhinitis

Change From
Baseline — Difference From Placebo
Treatment n Baseline LS Mean LS Mean | 95% CI P value
Reflective Total Nasal Symptom Scores
Seasonal Allergic
Rhinitis Trial
Fluticasone 151 9.6 -3.55 -1.47 | -2.01,-0.94 | <0.001
furoate 110 mcg
Placebo 147 9.9 -2.07
Perennnial Allergic
Rhinitis Trial
Fluticasone 149 8.6 -2.78 -0.71 | -1.20,-0.21 | 0.005
furoate 110 mcg
Placebo 153 8.7 -2.08
Instantaneous Total Nasal Symptom Scores
Seasonal Allergic
Rhinitis Trial
Fluticasone 151 9.4 -2.90 -1.38 | -1.90,-0.85 | <0.001
furoate 110 mcg
Placebo 147 9.3 -1.53
Perennnial Allergic
Rhinitis Trial
Fluticasone 149 8.2 -2.45 -0.71 | -1.20,-0.21 | 0.006
furoate 110 mcg
Placebo 153 8.3 -1.75
Reflective Total Ocular Symptom Scores
Seasonal Allergic
Rhinitis Trial
Fluticasone 151 6.6 -2.23 -0.60 | -1.01,-0.19 | 0.004
furoate 110 mcg
Placebo 147 6.5 -1.63
Perennnial Allergic
Rhinitis Trial
Fluticasone 149 4.8 -1.39 -0.15 | -0.52,0.22 0.428
furoate 110 mcg
Placebo 153 5.0 -1.24

Rhinoconjunctivitis Quality of Life Questionnaire

Seasonal Allergic

|

|
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Rhinitis Trial
Fluticasone 144 3.9 -1.77 -0.60 | -0.93,-0.28 | <0.001
furoate 110 mcg
Placebo 144 3.9 -1.16

Perennnial Allergic

Rhinitis Trial
Fluticasone 143 3.5 -1.41 -0.23 | -0.59,0.13 0.214
furoate 110 mcg
Placebo 151 3.4 -1.18

Onset of action was evaluated by frequent instantaneous TNSS assessments after the first
dose in the clinical trials in patients with seasonal allergic rhinitis and perennial allergic rhinitis.
Onset of action was generally observed within 24 hours in patients with seasonal allergic rhinitis.
In patients with perennial rhinitis, onset of action was observed after 4 days of treatment.
Continued improvement in symptoms was observed over approximately 1 and 3 weeks in
patients with seasonal or perennial allergic rhinitis, respectively.

Pediatric Patients 2 to 11 Years of Age: The efficacy and safety of VERAMYST
Nasal Spray were evaluated in 1,112 children (633 boys and 479 girls), mean age of 8 years with
seasonal or perennial allergic rhinitis in 2 controlled clinical trials. The pediatric patients were
treated with VERAMY ST Nasal Spray 55 or 110 mcg once daily for 2 to 12 weeks (n = 369 for
each dose). The trials were similar in design to the trials conducted in adolescents and adults,
however, the efficacy determination was made from patient- or parent/guardian-reported TNSS
for children aged 6 to <12 years. Children treated with VERAMYST Nasal Spray generally
exhibited greater decreases in nasal symptoms than placebo-treated patients. In seasonal allergic
rhinitis, the difference in rTNSS was statistically significant only for the 110-mcg dose. In
perennial allergic rhinitis, the difference in rTNSS was statistically significant only for the 55-
mcg dose. Changes in ocular symptoms scores (rTOSS) in the seasonal allergic rhinitis trial were
not statistically significant compared with placebo for either dose. rTOSS was not assessed in the
perennial allergic rhinitis trial. Table 5 displays the efficacy results from the clinical trials in
patients with perennial allergic rhinitis and seasonal allergic rhinitis in children 6 to <12 years of
age. Efficacy in children 2 to <6 years of age was supported by a numerical decrease in the
rTNSS.
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Table S. Mean Changes in Efficacy Variables in Pediatric Patients 6 to <12 Years of Age
With Seasonal or Perennial Allergic Rhinitis

Change From
Baseline — Difference From Placebo
Treatment n Baseline LS Mean LS Mean 95% CI P value
Reflective Total Nasal Symptom Scores
Seasonal Allergic
Rhinitis Trial
Fluticasone 151 8.6 -2.71 -0.16 | -0.69,0.37 0.553
furoate 55 mcg
Fluticasone 146 8.5 -3.16 -0.62 | -1.15,-0.08 | 0.025
furoate 110 mcg
Placebo 149 8.4 -2.54
Perennnial Allergic
Rhinitis Trial
Fluticasone 144 8.5 -4.16 -0.75 | -1.24,-0.27 | 0.003
furoate 55 mcg
Fluticasone 140 8.6 -3.86 -0.45 | -0.95,0.04 0.073
furoate 110 mcg
Placebo 147 8.5 -3.41
Instantaneous Total Nasal Symptom Scores
Seasonal Allergic
Rhinitis Trial
Fluticasone 151 8.4 -2.37 -0.23 | -0.77,0.30 0.389
furoate 55 mcg
Fluticasone 146 8.3 -2.80 -0.67 | -1.21,-0.13 | 0.015
furoate 110 mcg
Placebo 149 8.4 -2.13
Perennnial Allergic
Rhinitis Trial
Fluticasone 144 8.3 -3.62 -0.75 | -1.24,-0.27 | 0.002
furoate 55 mcg
Fluticasone 140 8.3 -3.52 -0.65 | -1.14,-0.16 | 0.009
furoate 110 mcg
Placebo 147 8.3 -2.87
Reflective Total Ocular Symptom Scores
Seasonal Allergic
Rhinitis Trial
Fluticasone 151 4.4 -1.26 0.04 -0.33,0.41 0.826

furoate 55 mcg
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Fluticasone 146 4.1 -1.45 -0.15 | -0.52,0.22 | 0.426
furoate 110 mcg
Placebo 149 3.8 -1.30

16 HOW SUPPLIED/STORAGE AND HANDLING

VERAMYST Nasal Spray, 27.5 mcg per spray, is supplied in a brown glass bottle
enclosed in a nasal device with a nozzle and a mist-release button to actuate the spray in a box of
1 (NDC 0173-0753-00) with FDA-Approved Patient Labeling (see Patient Instructions for Use
for proper actuation of the device). Each bottle contains a net fill weight of 10 g of white, liquid
suspension and will provide 120 metered sprays. After priming [see Dosage and Administration
(2)], each spray delivers a fine mist containing 27.5 mcg of fluticasone furoate in 50 microliters
of formulation through the nozzle. The contents of the bottle can be viewed through an indicator
window. Shake the contents well before each use. The correct amount of medication in each
spray cannot be assured before the initial priming and after 120 sprays have been used, even
though the bottle is not completely empty. The nasal device should be discarded after 120 sprays
have been used.

Store the device in the upright position with the cap in place between 15° and 30°C
(59° and 86°F). Do not freeze or refrigerate.

17 PATIENT COUNSELING INFORMATION

See FDA-Approved Patient Labeling accompanying the product.
17.1 Local Nasal Effects

Patients should be informed that treatment with VERAMY ST Nasal Spray may lead to
adverse reactions, which include epistaxis and nasal ulceration. Candida infection may also
occur with treatment with VERAMY ST Nasal Spray. In addition, nasal corticosteroids are
associated with nasal septal perforation and impaired wound healing. Patients who have
experienced recent nasal ulcers, nasal surgery, or nasal trauma should not use VERAMYST
Nasal Spray until healing has occurred [see Warnings and Precautions (5.1)].
17.2 Cataracts and Glaucoma

Patients should be informed that glaucoma and cataracts are associated with nasal and
inhaled corticosteroid use. Patients should inform his/her health care provider if a change in
vision is noted while using VERAMY ST Nasal Spray [see Warnings and Precautions (5.2)].
17.3 Immunosuppression

Patients who are on immunosuppressant doses of corticosteroids should be warned to
avoid exposure to chickenpox or measles and, if exposed, to consult their physician without
delay. Patients should be informed of potential worsening of existing tuberculosis, fungal,
bacterial, viral or parasitic infections, or ocular herpes simplex [see Warnings and Precautions
(5.3)].
17.4 Use Daily for Best Effect

Patients should use VERAMYST Nasal Spray on a regular once-daily basis for optimal
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effect. VERAMYST Nasal Spray, like other corticosteroids, does not have an immediate effect
on rhinitis symptoms. Although significant improvement is usually achieved within 24 hours in
patients with seasonal allergic rhinitis and 4 days in patients with perennial allergic rhinitis,
maximum benefit may not be reached for several days. The patient should not increase the
prescribed dosage but should contact the physician if symptoms do not improve or if the
condition worsens.
17.5 Keep Spray Out of Eyes

Patients should be informed to avoid spraying VERAMY ST Nasal Spray in their eyes.
17.6 Potential Drug Interactions

Patients should be advised that co-administration of VERAMYST Nasal Spray and
ritonavir is not recommended and to be cautious if co-administrating with ketoconazole.

@Glaxusmthﬁliﬂe

GlaxoSmithKline
Research Triangle Park, NC 27709

©2008, GlaxoSmithKline. All rights reserved.
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8.3 IRILIEF

TIWNFHS T T UHIVIRBTE AT VN E MREFLUCBITT 20 E ) MNERHTH 5,
L, thoRIEREAT v A FAllZe PREFLFICHRE SN TS, BHR~O 7 VT
VT T AINVIR R AT OV R EAI O 5B T 5 ik BERER T — Z XL LR
W, LI VERAMYST s A 7' L — % & 53 255 13EEICITH Z &,

8.4 INREADESE

VERAMYST sl A7 L — DX HREFRFBRIZIL, 2~11 O/ B 1,224 B KON 12~17
D EFBRE 344 BINEENTCN T [THAEE) 14) 2/, 2 BAREO/NRICBIT 5
VERAMYST s A 7 L — DM K O PRI S AU TU e,

BIBREAT oA RRSEANTNEEFICBWTREREDK TE5 SR ZTBZNNH
% Z e BRHRESRRBRICB O THEEE SN TWD, 2 OERDERRRAA D H HPA N6
HOENZR S TV RWGERICRO LN TS Z b, AEHEX, NEREFIZET 24
FMERIBREAT v A FIREOHIE L L T—RITHN G TV DU D720 HPA RiRE
BELDBEENREWZ ERRBREND, RIBREAT 2 A FR&AICEET 5 EKTO
BRI (RSN RO ERE) IIAATH L, RIBREAT B A &l
DOFEGHIEZD [BUW-DE (catch-up) | AR O ATREMEIZ DWW TIH0ITRET S TR0,
VERAMYST A AT L —% XL LT DRIBREAT v A NERFO®REEZZITTnD
NREFEORRZ, EHNICBRT L BIAIFAZ VA A—F =l e W TlIET
%) BHNDERER MMOIERRIED Y 27 /R 7 4w e LT, EMEEICX
DR~ DWIE 72 5B A et 45 2 &, VERAMYST S A7 L—0D X 5 RRIBRE AT
oA FESFOEFERZR/NRBICIMZ 5720, BE—A—ADER=Z > ha— /L IZHR
B/ NIEE CTRES LTSS 2 L,



R VR IR G L a- ot B2 B 2 2 HETREG L7254 121X. VERAMYST A
BAT L —T L0 RERBIENE U D AlREtE 2 RETE 20,

8.5 EEE~DIRS

VERAMYST A A 7 L — DGR RER Tld 65 sk LA EOWERE OB R+ Th o 12720,
O XD B L IEEIm R E TGN R R D DENIAWTH D, ToMicHE S
TV D EFRRER D O 1X, mlnEE . Il B HICRIT DL D ETHH S TWh2Ru,
i R CILTHERE . BHERE UL O REIR FORBUENE <. AOHECIFAE L Z VWD &
EEBLT, ~NICEBREEOOOHERIUIEEIZTINEITH Y, @HITRIEH
=D T 5,

8.6 FFHEREIEE
T OIS REREE BB~ VERAMYST NS A 7 L — DR GIXEEIITY 2 & [EYH
B (12.3) M,

BEEREFE S BB TR D M ERENIILE R [EYEE) 123) 2],

10 BEXS

PR BB 5 R R RS RE TLEEE D1k - SEREZ RIS E Z TR ENDR b D [[HHERD
EH LEOVEE) 6.4) M, VERAMYST b A7 L —O @tk X Xe s & 512 L 55
BT HT — X130, BN AT RA TV T 4 MEL, BRFEBR (K 440 meg/
HoOMET2BEMES AR 1 BHED 445]) 1B\ THEAIBH o 2tk £ 5 i X
BOLNTNRN ED, BEERENIEA LGA IR LS O LB 1T LT )
EEZLND,

RN T NTF T 7 T 2 TVR BT ATV A K 2,640 meg/ H O & (HESERRC A
MED 24 £%) T3 AMBENEL LTZ, ZVFHY T T HNR BT AT VA 50~
4,000 meg® & THE AW AF G- L 7 Bilm] & O % 5-5808 Tl 500 meghh b JH & T2
My 2T /VF Y = VBB O biic, v VA KT v MIBIT 2 A BFEEO FIREIL,
2,000 mg/kg (B AIZEIT 2R AHESE 1 B SENEEBOZNENH 74,000 %K Y 147,000
5. /NS T B R RHESE | B BN 58 0 241 52,000 £i5 % 1) 105,000 % [ meg/m”
) BT,

VERAMYST MEA T L —1 Baa 4172V DINF N T T VR BT AT IVER &
I3 3mg THY, VT A TITUANKRUFBZATIVDONALFT XA Z YT 41
2.64mg/H % SBFENE G L7 L & T 1%A,. 2mg B2 0EAIE LTEREGLIEEET 1%
ThdI b, Rafloarkl & 508543 5 ATREtE TV,



11 RHIDHER
VERAMYST G AT L—DFRRZ T NTF 7 T TANR A FET AT VL, AR
7 v FALRIBREAT v A FHITH Y | {LF4H3(60,11B,160,170)-6,9-difluoro-17- {[(fluoro
-methyl)thio]carbonyl}-11-hydroxy-16-methyl-3-oxoandrosta-1,4-dien-17-yl 2-furancarboxylate
T, UTOfbiEz & %,

TNFRS T T ANRART ATV, AEOHKRT, mFED 5386, o FAN
CoHaoF306S TH 5, KITIZE A EEIT 720,

VERAMYST S 2 7 L—%, M RIL T NTF A v 75 U VR T AT )L DK MEG
BT, B& (50mel) EMEHR L 7% AW CEKENICEITE ST 5, #EIGEHREOZE
FIote [THZEROHE) @) 247, 1 BT Z &I mm A7 L —1RE#K 50 meL F10> 7 /v
FHS T T HNVRFET ATV 275 meg BNEFE IS, £ OM, VERAMYST g A~
=i, 0.015% wiw ik ra=g s KT FUE =7 MR U U A B
L — 2 AARFVAFLELT—RAF R T A B Y L_— K 80 K OYERLK
HLEHAT S, pHITH 6 TH D,

12 BRPR &R
12.1 fER%F

TNTFAS T T ANR AT AT VL, RO RIEER A BT 268 =7 v #(k
BIEREAT oA NI THD, IANFHS 7T HIVR BT 2T L0 BIRRERIT K
5 IEMIMEREFIIANCH D, RIRKEAT aA AL, RIECEEGT 2 28O ED
A () AEEAEAE, AFRRER. AFHPER, 27 m Ty —U0 UL NER) MOIAT fm— 2 —
Bl exEI, =g a4 R, v a b=y YA NIA V) IZIRERERZ R
T2 DRI TV D, invitro LDV in vivo ET IVICEB W THER SN TWA 7 ILFH Y v
TIUNNR BT AT UREOER E L TR, BEa VT aA RRBET L A FOJESE
{t.. NFkB 7¢ & D RIEVERRGIK - DOBRE K OEAE T » NI 2 G ik FE M il -l Bk 38 e
OEFIRFET B D,



TINFHS o TTUHNVREBET AT UL, b MEE oL F oA RERRIZT L TT X%
P RAES DR 299 (5. TNFHY T a A UEET AT VO 1.7 5809 ES B
ZoRT 2 EMinvitro ICBWTHER SN TWD, 2L R DOBEERIERIINHTS 5,

12.2 Q%

BIBHEE : WEMET LA —MRREEZIRE Lz 4 o s EE R ERIZIB VT
VERAMYST & A 7 L —ORIBHEREE~DEZ G L, 2 5. 2 1F0 6 18 ARSI
A%sz4ﬁ%%ﬁ:w%f—w%%i&@&4ﬁ%mm:w?y—wﬁ%wmﬁé_k
IZ X U VERAMYST/R A 7 L —DHPAR ~D AL RFTT 5 72 DI T A v L
DTHoTe, TOM, 110 52 HFZZaMERER E 110 12 BZ 2K OE RERICE
W 24 IR AR a2 LT — Vi B 2 E L7, LUTRIC 26 ORBRONE K OFE R % 3
W5, 4T _TORRICBW T, MiEH 7 VF Y U HEM A AR E & T IRE R
Thololed, AOMRHMIIZ LY a T T4 7 RN -T2 2 L R LT,
R TES - TEM - FIEFADEEFIFIZ#51T DI TH1 > L BG5S - ik
AR ON2 L EOFFEOBENET LAF - REZ LR E L 6 BRI OEERL, —
B, WATEERERBR BV T, VERAMYST fis A 7 L —110 meg & T NENT 7 R
BAT L— R OERREO T U K=y (EGEHB& TH 7 BT L K=
Y 10mg & 1 A 1[EREAERE) LB L, RIBEEIL, &SRO G 6 M#% D 24 I
IR =2 LT — L ki & &g i | E L7z g 2 LT — B EE SV TR L 7=,
24 REJRH 2V F Y — VI ABE T CEREL L 72, 85 6 R, %) 24 Rl R 2 L5 —
NHEMBEDR—R2 T A b OB EIL T 7 v AR (42 4)) T-3.48 meg/H TH - 7=DITH)
L. VERAMYST s A7 L—Rf (43 i) TiE-1.16 meg/H Toh->7-, VERAMYST ;i A
TU—REE T T RAREE DL 232 meg/H (95% CI : -6.76~11.39) Th o7, Btk HRIE
(L R=vY) BORFavF Iy — LT —2 3 Gonknotz, —F, MiFarsd >y —
JVEIZOWTIE, &5 6 % ICBIT 2 FEE (0~24 BiH) ON—RT A inb D& b
X VERAMYST fifa 2 7 L—ff (43 ) CT-0.38 meg/dL, 77 & AREE (44 ) T 0.08 meg/dL
TdHY . VERAMYST S8 A7 L—fE L 7T AR L D7£13-0.47 meg/dL (95% CI : -1.31~
037) Thoiz, izl LT, BEMRE (L K=Y 12 #) BT, EHimEan
T —VE (0~24 FEf]) OR—R T4 b OELEIT-449 meg/dL THY, 7L K=
VREE T T B AREEE DFEIX-4.57T meg/dL (95% CI : -5.83~-3.31) ThH -7,

2~ D/NRZx G e LCER LU 2 B 0 6 BB S, AZ G E L-ilER & F
BEOTFHFA o CRIBHEREZ TN L7723, 7L R=Y VBRI RBEIIRE L2 o T, BFH
|\Z VERAMYST & A7 L—110meg XX 7 7R ERAT L —% 1 H 1 AL Lz, &5
6 EM#%, F¥ 24 KeflJRF 2 v — LR EO (LI 77 B AREE (41 f41]) T 1.92 meg/
HTHo7-DIZ% L, VERAMYST A& 27 L —#E (43 f]) TiX 049meg/ H TH Y |
VERAMYST S8R T L—#t L 7T v REELE DEIT-1.43 meg/H (95% CI : -521~2.35) T



bodz, MiFaNT = EIZOWTIE, 85 6 B®%IZHIT 5 FHMHE (0~24 FEfHE) DX
— AT A B OELEIT VERAMYST S8 A7 L — (48 f5]) T-0.34 meg/dL., 77 &R
#E (47 #]) T-023meg/dl TH Y, VERAMYST & AT L —fEE 7T REEE DX
-0.11 meg/dL (95% CI : -0.88~0.66) T ~>7=,
ZTOMICER L -IRETE - TER - BIBRICET 5485 : 12 WLl EOFFE K ORADHE
EET LLX— R REE Z R E Lz 52 HEZEERBRIZE )T, VERAMYST AU A
7L —110meg (605 ) %77 RA8ATL— (201 f) L@ L7, BEIEHET
VERAMYST S8 2 7 L —RE R N T B ARBEDOE A EM (FA240 370 B KO0 120 ) 128
T o FGRTR OG- 52 %O 24 FKEERT 2 v F Y — PR EICE SV TR L 72, &
5. 52 BRI ICI T D 24 BEFRF 2V F ) — VPRI B DR — R F A i b DR L EIX
VERAMYST/R&EAT L —RET 5.84meg/H, 77 BARHET 334meg/ HTHY . 77 EHREE
ED7ET 250 meg/H (95% CI : -5.49~10.49) Th o7,
2~11 W DO/NRENET LV — R REE A xtg & LT 12 220 & O MR
IZHB\U T, VERAMYST /i s A 7' L—55 meg (185 fil) & U8 VERAMYST sfis A 7 L —110 meg
(185 ) #7 T ERmmAT L — (188 #il) &Ib#k L7z, RIBHEREIZ, 6~11 mOEHE
M (B8 103~109 f) 12317 %GR OG- 12 B8 [[% D 24 FEER Pl o L5 —u
EIZIES O CRHME L=, &5 12 %, 77 2R REE (107 61) TIXFEY 24 Refij R oL
V= VR E O R —Z T A D 0.08 meg/ H OHMNRD b7 D% L, VERAMYST
JLER AT L —55meg B (109 ) % OX VERAMYST /58 A7 L —110 meg #£ (103 #) Tix
NR—=2 T4 U NHENEI-2.93 meg/H K -2.07 meg/ H DWW NRBO T, 7T BREEE
D 71X, VERAMYST mi& A 7' L —55mcg BET-3.01meg/ H (95% CI : -6.16~0.13) |
VERAMYST sif A7 L —110 meg #E C-2.14 meg/ H (95% CI : -5.33~1.04) TH o7z,
PLED HPA RICET DMeHEREZRETDE, TNVT DI T T INR BT AT )V
Sl Vﬂ;&@@nlm&% DB IRINLBE TIERETE R,
IDEEANDELE  QT/QTCRBRICB\WT, ZIVTF B T T VR T AT LV #EHDQTe
ME~ORBIIRD b hoTe, 77 BRKOFERE (£F 7 e X922 400 mgHi A%
O#5) xtRZ7 1 24— =3 BRICB W T, @R A B2 40 il &332 24 Rz b7z -
CTINT I 7T VR FRTE AT )L 4,000 meg B[RS 0 W AFE5- D QT fg ~D 2
A, TVF RS T T ANR BT AT AFEERICEB T HQTCEDN— R T A L)
SORKFEENRILT 7R ELHZICRD LN LD LIFER U TH Y | IBREEM O
1% 0.788 msec (90% CI : -1.802~3.378) T -7z, —J7, X7 aFH+ > 400 mght D
5 TlX, 77 BRFEG% L L CTQTCFDR— A T A )6 D KA BITHER N
RS, IEEREM O3 9.929 msec (90% CI : 7.339~12.520) CTH o7z, FIVF A 7T
Y HIVIR VBET AT L O HLAIEE 5IXQTCMBIC A % KT S Zeo 7oy, HialE 5% Clid >
T T T IINVR BT AT VOER D EFIRIBICE L TWRWATEEMEDN S D, X
BBREBRICBITIDINVF NS 7T HIVR /&IXT/I/ODQTCF'H%W“\@%@G SN TIE




FHATH D,

12.3 EYEhEE

WU : TNF A T T NNR R AT VO BIENZE 5%, BEEDIZE A ENREK
FOLCHE T XA, IFI & O Coe i3RI S U I A fi e glE@Eid s 2 2 1 5720, &
HREEI T DT NE R D, RRBERHEER 58 (110meg 1 B 1 B2 TikE 12
7 AWM. NETIIERE 128/) I2BWT, JAFHY 7T R BT AT VOl
R T E R TIRIE (LOQ) 10 pg/mLd EEHEHPLC-MS/MST vt A ZHW\WTH KIKDE
BNEBERAETH D, 721 L. ZIVFNS T T VR T AT LA 500 pg/mL % A
25 ERE TR S IVTIEFIA DR (0.3%A0) H 0 52 BREEERTIE 1 #1728 1,430 pg/mL
EVIORWRETH T, TNOLOWERFIZENT, ZNOLOREL LTV —)LEL D
FICBEMII A D e holz, ZO XD REWIRE L 72 > R AR TH 5,

Bl 16 BUIREREL BB 7 VT h Y 7 7 0 AR BT AT L (880 meg
DN 2 8 BE] Z & 12 10 811X 2,640 meg/H) Z 4% 5 L THixONNA AT XA T &
UT 4 BTz, TOFEE, Mt 4T x4 Z 80T 13 0.50% (90% CI : 0.34~
0.74%) ThH -7z,

BENE G TIEINA T T XA T8 T o BMRWTZD, 13 A EDOEYEIRET — X 1TZD
¥ 5% AW TINEE L7, BUREERSAR O R DR A R OFRIRN 52 W 723 BRCix, 7
NF BT T ANVR BT AT VD 30%LL LRI S FL, E OZ LI IMEED & B
EENDZ ERFER I NI, BRONA AT XA FZ YT 0 13FEE) 1.26%ThH 0 | fhER U 6E
DRI NEERHIZC L D2 D TH 5.

S FIRNEGZ ISR T 2 EFREBOEE S M AL 608 LTh 5,

TINFNS T T IR BT AT LD bR ARG R 9% E B2 5,

KB invivorkBRIZCEB W T, 77 U VR VR AT N DRSNS D7 VF T v DA
FRITFRD SR T, TINF I T T 2 VR BT AT VIZEICCYP3AL 24 B AT
RN Z W IRIBEERNORESND (REs V7 7 & 587 L/h), EERBEEEEIL, S-7
AT AF IV ART AT — N IEOIMIKII IR K 2D ARIEEZR 17B-71 VAR R 0 Ak
Thb,

Bt - TLF B T T U DINVIR B AT VRO OMREIE, R OERSEOR 101%,
FRNEE 5 BOK) 90% 8 EICEP P SN 5, JRPICHEIE SN 7=01E, OG5 &0/
1%, FRIRNIEG-EOK) 2% Th o7, KRR 5-% OTHIAR RN 151 R Th -
77

BEAEYBE : 7ALTF VYL 7T AR UBET AT VT, FERIT & O ML R
DB TIEF] (TR Z2HR) ZERFIE, 110meg 1 H 1 [0 &N % TIZRIEORA.
MR SNy, 2K LTRSD & EEATRERIRE (10 pg/mLA 8 2 DIRE) 2538
D ONTZBEOEGIL, 110meg 1 A 1 [AIEFENE G54 D 12 mLl O BE T 31%A5, /)




REHE Q~117%) TI16% AR THY ., 55meg 1 H 1 [AIEFEPRNEE G514 D/NEBE T 7%AR0
Thote, EEBAERBEOTINF N VT T VKRR AT VOAENER], Fin
IFAFEEBHE L TWA Z L 2R T 57 V ATRBO b hoTo,

FFHEEEREE  TFHREOIR TORIBEE AT a4 RAIOPEINC R EZ KT TEEhnH 5,
TINTF R T T TNV B AT VIIIFCYP3A4 1 L0 JRFE AR AT 5
7o, HHEREREERE CIITINT I Y VT T VR B AT VORYEEN LT 5
BENRH DL, HEE (Child-Pugh/y3EB) OFFHEREREBRFE ZIRE LTIV TFH ) V7
T ANV T ATV 400 megHLEIRE 1R AR G- OFBR T, @RI e~ TR RERE
FREICBOD TCrax L AUC 00 S EF- L (Z1LEI 42%., 172%) . ZOfER, Mg = /1T
Vo VEDRD 20% 80 LT, A REE R, AR GBSO O TR RE R E R E & x5
ELEERBRIZENT, KV EWMEICRD & TRISND, L7eh-> T, BEEDIFHREREE
FHIZVERAMYSTH A AT L — & 53 555 1XEEICITY 2 &,

BHEEIEE BN G R ORBERADRTIIZTIANFHY T T VR VBT AT L
IR SR RPICHER S 2 OIZIEMH R O 1%KHTh 5, BHRERE R
B JHEFEHITLER U,

13 JEERIREM
13.1 AAIRYE, ZERME. ZREDCET

2 MR ARBRICBNTT v NEOSY T RIZTINVT IS T T U HNVR BT AT )V
TR NIK 9 meg/kg/ H &N 19 meg/kg/ H DR (RAKLOVNEICH T DRRHELE 1 A&
RN EE TS [meg/m™ii]) THRE Lz 25, H5CRET % S5 AROBINE
Roiemnoiz,

TNFNS T T AN BT AT VISR OB F2RREREZFR Lo, F
7o, ~ AU oN[ELS178Y MifE A V7= in vitro PR FLENHIIE O 28 BLERER IC B T
HKEEGEEZFRE Lotz 7 v FEHAWE in vivo /MMERBRIZEB W T L BEEITRD b
TR0 T,

X OWMET » MCTNVF IS T T INR BT AT IV NE K 24 megkg/ H
K ON91 meglkg/ H D& (AT D5 RH#HESE | H BIENEEEOZNENK 2 55N T
% [meg/m i ]) TWARE L-AHBRICIH VT, ZRREDIE FILRD bt o7,

14 ERPREER

141 ZHHRUVBEET LILX—1ESE%

BARU 12 U OFEFEE  FEIH UTEFET LV —HaROERE 29 5 A K
D12 B EOFVEREEZNRE L 5E0 2~4 @B OEIELL, —EEH, WITRERM.
ek dLE, 77 B AR RERRRER IV T, VERAMYST/A A 7" L — DA MR V24
PEZRF LTz, 2O SHOBEKERBRO 9 b, 1 ERFEHET LS —MERRBEEXG L L




7= 2 AR O &R ERER. 3 ENEHINET LA EREERE RIS L Lz 2 B OG M
FRAERRER, | HENBEEY LA — R REZT AR L Lz 4 BEOFEIMRBRTH 72,
ZHH ORERIZIL 1,829 Bl B (B 697 #il, 2otk 1,132 #) MEAAN LI, BFED
KIT5%DBENTH Y CEEHERIZ 36 I CTh o7, ZNHDEED H 5,722 BIIAVERAMYST
BT L —110meg (FEFLIC2WERE) 1 B 1 RO 2% )7,

AIMEITRRESER A 27 (TNSS) (ZHSWCEFHI L7z, TNSS &, B2 4 FEO SE
W (@R, &, < LoAROEHZE DK % 0~3 OFEEERE (0=72L., 1=K,
2=t 3=HK) THMLZAa70&a5FHMEE L CTHRE S, BEIEEH A 27 XAk
HIA 27 38 %, [EIER TNSS (rTNSS) (Fu# % 12 Rl o7 2MER O FEREL, —J7, RIEE
) TNSS (TNSS) [XK[AIH G- ERTIZFLEk SAVAEROEIEE & L CRFICREAE RO,
Fe G FIC R D & D rTNSS 2 27 OB % R, N—AF A L rTINSS N H DA
fbEIZBIT L7 78R EDEL FEAMEEEE & L7z, §0 iTNSS (AM iTNSS) &3,
B E-fHIbR (24 i) Of& TIREAR D TNSS ZH5 L. 2328 24 Kl O BRI 72 - THefe
LI EI a3 5720 DFRETH D,

Z O, BIKIAZNMERHEE H & U CTRIBER A =27 (TOSS) K& O ZHEMRZ% QOL &
M (RQLQ) % iffi L7z, TOSS &%, HEM 3 MMEOIRIER (IRDOZ 5 R MIBUE, 7
HEOROMRA) % 0~3 OEFEERNE (0=72L, 1=, 2=mP%E 3=HK) CiHf
L7 BRI L ORI A 27 OGFHETH 2, AMEERFT HICdh > Tix, Liko
TNSS & [E£RD J575 T rTOSS 2 Y AM iTOSS A #Ffli L 7=, F7=. RQLQ % H\ 7= 7kl T,
T UNAF—MRRIGROIICE T S 7 f (), MER, & - IRESAOMEIR, 337
MR, SER, ARAER R OMESh) (281 5 28 THE % 7 silifi s (0=FEL L, 6= KR
DREE) TRl 5 &9 HIET, BEOEBIRREERRMN QOL ki, ZOHEME
DOAHHE OFHEN B RQLQ A a7 R L, X—=RA T4 UinbOYEHEEIZE TS
78R E O EN 0.5 L ETHIE, RQLQ IZH I 2 i/NEEZ (Minimally Important
Difference : MID) & H.7e3dH D &35,

FEREHE AERTRBRIL, ZHMET VL —MEREBE KI5 L LT 4 H& (440,
220, 110 XX 55meg) DI NTFH VT T HIVKR VBT AT IVEBAT L—DHINEE
et 5 2 BEORBRTH-o7, ZORBRIZBNT, FVFH T T HIVR T A
TVRESAT L —IF 4 HHELE S rTINSS 2 7 T B RICHARTREIK T I, ZOETHE
MICEER LD TH-o72 (£ 3),

F3.  FEET VX -HAERKBEICKIT S 2 BRROEBREERZ 27 GFDON—
AL b DBV E

NR—2F | R—2F TIEREDE

A (AM | A oD | LS
TR n +PM) DI & 53| 95% CI P il




TINFH ST T H) 130 9.6 -4.02 -2.19 -2.75., -1.62 <0.001
AT AT )L 440 meg

TIVFH ST T T 129 9.5 -3.19 -1.36 -1.93, -0.79 <0.001
R U A7 /L 220 meg

TNTFHS T T T 127 9.5 -3.84 -2.01 | -2.58, -1.44 | <0.001

AU A7 /L 110 meg

TIVFH ST T T 125 9.6 -3.50 -1.68 -2.25, -1.10 <0.001
AT AT /L 55 meg

AN 128 9.6 -1.83

Elo, INTFAI T TUINR BT ATV EEAT L—L 4 HEL D AM iTNSS %
TITERIHRTREIE TS A HEOKETINTF ) T T U INVR BT AT VL
TV RBEL DEITHFHINCHER LD ThHo722 LD, RN 24 B O 5-RE I
Tmo TRt LT= 2 EAVRB I Tz,

FHMT LI F—E K58 BEHMET UL — RS EE 255 L LT VERAMYST
REAT L —110meg 1 H 1 RIOFRhEE 2 BRIOEGHRIZHOT- > TT 7R & igmiEt
T2 30K EZ TV A v Lz, 2D 33X ToORBRIZEHB VT, VERAMYST A&
A7 L —110 meg 1% rTNSS 2 TY AM iTNSS & 77 B RIZHARTR—=2 T 1 U b RE K
TEE, TOETHHMICER RO ThoTe, IRERICE L TiX, FHMET Lr¥—
BREMBRE L2633 TR TORBRIZIB VT, VERAMYST A& A7 L —110 meg 1%
1TOSS %7 7B RICHRTR=XF 4 UL RERXTIE, ZOETHFIICAERD
DThH-o7c, IHITRQLQ IZBL TIE, FHIMT LAX—MRREZMFZ L LIzZnb 3
T RTORERIZIEB T, VERAMYST fi& A7 L —110 meg 1358 RQLQ A 27 % 77 B RIZ
HARTR=2T A4 Vb RER T I, ZOEITHFHMICHER LD TH 72, # RQLQ
A2 AT DR—AT A DG DI EIZ OV T O VERAMYST H&EAFL—fEL 75 &
BEEE OZEL, 2D 3RBRITBVT-0.60~-0.70 TH V| F/NEEEOLUEL - L,
K4, FHEHMET LA -G REZ LR E LIERENR | BROAIMERREEZ =T

BEMT LI F—EHK58  @FEET UL — R KEE 255 L LT VERAMYST
REAT L —110meg 1 H 1 RIOFRhEE 4 BRIOE G- TT 7R & igEt
T 5 1 FORFKRRERZ T A > L7z, VERAMYST ;88 A7 L —110 mcg I% rTNSS & TN AM
iTNSS %7 7B RIHARTR—=RA T4 UL RE AR T EE, ZOETHEICHEER LD
Thole, FHIMET LAX—MaREE LA, BFEET LA —HEREFITBIT D
VERAMYST si& A7 L —OBIERUENFIT 24 FefIC 7z o TRifE L2 Z & A3, kEl
HERTO AM iTNSS I X W iHlis iz, UL, FEMET L X —MaBRBEEE R L L
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COMMISSION DECISION
of 6.10.2008

granting marketing authorisation under Regulation (EC) No 726/2004 of the
European Parliament and of the Council for "Fluticasone furoate GSK -
Fluticasone furoate", a medicinal product for human use

(Text with EEA relevance)

THE COMMISSION OF THE EUROPEAN COMMUNITIES,
Having regard to the Treaty establishing the European Community,

Having regard to Regulation (EC) No 726/2004 of the European Parliament and of the
Council of 31 March 2004 laying down Community procedures for the authorisation and
supervision of medicinal products for human and veterinary use and establishing a
European Medicines Agencyl, and in particular Article 10(2) thereof,

Having regard to the application submitted by Glaxo Group Ltd, on 28 May 2008, under
Article 4(1) of Regulation (EC) No 726/2004,

Having regard to the opinion(s) of the European Medicines Agency, formulated by the
Committee for Medicinal Products for Human Use on 24 July 2008,

Whereas:

(1) The medicinal product "Fluticasone furoate GSK - Fluticasone furoate" complies
with the requirements set out in Directive 2001/83/EC of the European Parliament
and of the Council of 6 November 2001 on the Community code relating to

medicinal products for human use®.

(2)  Itis therefore appropriate to authorise its placing on the market.

(3)  The measures provided for in this Decision are in accordance with the opinion of
the Standing Committee on Medicinal Products for Human Use,

! OJ L 136, 30.4.2004, p. 1, Regulation as last amended by Regulation (EC) No 1394/2007 (OJ L
324, 10.12.2007, p. 121).

2 OJ L 311, 28.11.2001, p. 67, Directive as last amended by Directive 2008/29/EC (OJ L 81,

20.3.2008, p.51).
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HAS ADOPTED THIS DECISION:

Article 1

The marketing authorisation provided for in Article 3 of Regulation (EC) No 726/2004 is
granted for the medicinal product "Fluticasone furoate GSK - Fluticasone furoate", the
characteristics of which are summarised in Annex I to this Decision. "Fluticasone furoate
GSK - Fluticasone furoate" shall be registered in the Community register of medicinal
products under number(s)

EU/1/08/474/001  Fluticasone furoate GSK-27.5 micrograms/spray-Nasal spray
suspension-Intranasal use-Bottle (glass) in plastic device-30 sprays-
1 bottle

EU/1/08/474/002  Fluticasone furoate GSK-27.5 micrograms/spray-Nasal spray
suspension-Intranasal use-Bottle (glass) in plastic device-60 sprays-
1 bottle '

EU/1/08/474/003  Fluticasone furoate GSK-27.5 micrograms/spray-Nasal spray
suspension-Intranasal use-Bottle (glass) in plastic device-120
sprays-1 bottle

Article 2
The marketing authorisation concerning the medicinal product referred to in Article 1
shall be subject to compliance with the conditions set out in Annex II and, in particular,
with those relating to manufacture and importation, control and issue.

Article 3
The labelling and package leaflet concerning the medicinal product referred to in Article
1 shall comply with the conditions set out in Annex III.

Article 4

The period of validity of the authorisation shall be five years from the date of notification
of this Decision.
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This Decision is addressed to Glaxo Group Ltd, Greenford, Middlesex, UB6 ONN,

United Kingdom.
Done at Brussels, 6.10.2008

For the Commission
Heinz ZOUREK
Director-General

CERTIFIED GOPY

For the Secretary )

.27

Jordf AYET PUIGARNALY
Director of the Registey

EN




ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS




1. NAME OF THE MEDICINAL PRODUCT

FLUTICASONE FUROATE GSK 27.5 micrograms/spray
nasal spray suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each spray actuation delivers 27.5 micrograms of fluticasone furoate.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Nasal spray, suspension.

White suspension.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications

Adults, adolescents (12 years and over) and children (6 — 11 years)

Fluticasone furoate GSK is indicated for the treatment of:
» the symptoms of allergic rhinitis

4.2 Posology and method of administration
Fluticasone furoate nasal spray is for administration by the intranasal route only.

For full therapeutic benefit regular, scheduled usage is recommended. Onset of action has been observed as
early as 8 hours after initial administration. However, it may take several days of treatment to achieve
maximum benefit, and the patient should be informed that their symptoms will improve with continuous
regular use (see section 5.1). The duration of treatment should be restricted to the period that corresponds to
allergenic exposure.

Adults and Adolescents (12 years and over)
The recommended starting dose is two spray actuations (27.5 micrograms of fluticasone furoate per spray

actuation) in each nostril once daily (total daily dose, 110 micrograms).

Once adequate control of symptoms is achieved, dose reduction to one spray actuation in each nostril (total
daily dose 55 micrograms) may be effective for maintenance.

Children (6 to 11 years of age)
The recommended starting dose is one spray actuation (27.5 micrograms of fluticasone furoate per spray

actuation) in each nostril once daily (total daily dose, 55 micrograms).

Patients not adequately responding to one spray actuation in each nostril once daily (total daily dose,

55 micrograms) may use two spray actuations in each nostril once daily (total daily dose, 110 micrograms).
Once adequate control of symptoms is achieved, dose reduction to one spray actuation in each nostril once
“daily (total daily dose, 55 micrograms) is recommended.




Children under 6 years of age: The experience in children under the age of 6 years is limited (see section 5.1
and 5.2). Safety and efficacy in this group has not been well established.

Elderly Patients: No dose adjustment is required in this population (see section 5.2).

Renal Impaired Patients: No dose adjustment is required in this population (see section 5.2).

Hepatic Impaired Patients: No dose adjustment is required in mild to moderate hepatic impairment. There are
no data in patients with severe hepatic impairment (see section 4.4 and 5.2).

The intranasal device should be shaken before use. The device is primed by pressing the mist release button
for at least six spray actuations (until a fine mist is seen), whilst holding the device upright. Re-priming
(approximately 6 sprays until a fine mist is seen) is only necessary if the cap is left off for 5 days or the
intranasal device has not been used for 30 days or more.

The device should be cleaned after each use and the cap replaced.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients of Fluticasone furoate GSK.

4.4 Special warnings and precautions for use

Fluticasone fiiroate undergoes extensive first-pass metabolism, therefore the systemic exposure of intranasal
fluticasone furoate in patients with severe liver disease is likely to be increased. This may result in a higher
frequency of systemic adverse events (see section 4.2 and 5.2). Caution is advised when treating these
patients.

Ritonavir
Concomitant administration with ritonavir is not recommended because of the risk of increased systemic

exposure of fluticasone furoate (see section 4.5).

Systemic effects of nasal corticosteroid may occur, particularly at high doses prescribed for prolonged
periods. These effects vary between patients and different corticosteroids (see section 5.2).

Treatment with higher than recommended doses of nasal corticosteroids may result in clinically significant
adrenal suppression. If there is evidence for higher than recommended doses being used, then additional
systemic corticosteroid cover should be considered during periods of stress or elective surgery. Fluticasone
furoate 110 micrograms once daily was not associated with hypothalamic-pituitary-adrenal (HPA) axis
suppression in adult, adolescent or paediatric subjects. However the dose of intranasal fluticasone furoate
should be reduced to the lowest dose at which effective control of the symptoms of rhinitis is maintained. As
with all intranasal corticosteroids, the total systemic burden of corticosteroids should be considered
whenever other forms of corticosteroid treatment are prescribed concurrently.

Growth retardation has been reported in children receiving some nasal corticosteroids at licensed doses. It is
recommended that the height of children receiving prolonged treatment with nasal corticosteroids is
regularly monitored. If growth is slowed, therapy should be reviewed with the aim of reducing the dose of
nasal corticosteroid if possible, to the lowest dose at which effective control of symptoms is maintained. In
addition, consideration should be given to referring the patient to a paediatric specialist (see section 5.1).

If there is any reason to believe that adrenal function is impaired, care must be taken when transferring
patients from systemic steroid treatment to fluticasone furoate.

Fluticasone furcate GSK contains benzalkonium chloride. It may cause irritation of the nasal mucosa.




4.5 Interaction with other medicinal products and other forms of interaction

Fluticasone furoate is rapidly cleared by extensive first pass metabolism mediated by the cytochrome P450
3A4.

Based on data with another glucocorticoid (fluticasone propionate), that is metabolised by CYP3A4, co-
administration with ritonavir is not recommended because of the risk of increased systemic exposure of

fluticasone furoate.

Caution is recommended when co-administering fluticasone furoate with potent CYP3A4 inhibitors as an
increase in systemic exposure cannot be ruled out. In a drug interaction study of intranasal fluticasone
furoate with the potent CYP3 A4 inhibitor ketoconazole there were more subjects with measurable
fluticasone furoate concentrations in the ketoconazole group (6 of the 20 subjects) compared to placebo (1
out of 20 subjects). This small increase in exposure did not result in a statistically significant difference in 24
hour serum cortisol levels between the two groups (see section 4.4).

The enzyme induction and inhibition data suggest that there is no theoretical basis for anticipating metabolic
interactions between fluticasone furoate and the cytochrome P450 mediated metabolism of other compounds
at clinically relevant intranasal doses. Therefore, no clinical studies have been conducted to investigate
interactions of fluticasone furoate on other drugs.

4.6 Pregnancy and lactation

There are no adequate data from the use of fluticasone furoate in pregnant women. In animal studies
glucocorticoids have been shown to induce malformations including cleft palate and intra-uterine growth
retardation. This is not likely to be relevant for humans given recommended nasal doses which results in
minimal systemic exposure (see section 5.2). Fluticasone furoate should be used in pregnancy only if the
benefits to the mother outweigh the potential risks to the foetus or child.

It is unknown whether nasal administered fluticasone furoate is excreted in human breast milk.
Administration of fluticasone furoate to women who are breastfeeding should only be considered if the
expected benefit to the mother is greater than any possible risk to the child.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed as fluticasone furoate
is not expected to affect this ability.

4.8 Undesirable effects
Data from large clinical trials were used to determine the frequency of adverse reactions.

The following convention has been used for the classification of frequencies: Very common >1/10; Common
>1/100 to <1/10; Uncommon >1/1000 to <1/100; Rare >1/10,000 to <1/1000; Very rare <1/10,000.

Respiratory, thoracic and mediastinal disorders

Very common Epistaxis
Common Nasal ulceration

Epistaxis was generally mild to moderate in intensity. In adults and adolescents, the incidence of epistaxis
was higher in longer-term use (more than 6 weeks) than in short-term use (up to 6 weeks). In paediatric
clinical studies of up to 12 weeks duration the incidence of epistaxis was similar between patients receiving
fluticasone furoate and patients receiving placebo.

4.9 Overdose

In a bioavailability study, intranasal doses of up to 2640 micrograms per day were administered over three




days with no adverse systemic effects observed (see section 5.2).
Acute overdose is unlikely to require any therapy other than observation.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Corticosteroids. ATC code: RO1ADI12

Fluticasone furoate is a synthetic trifluorinated corticosteroid that possesses a very high affinity for the
glucocorticoid receptor and has a potent anti-inflammatory action.

Clinical experience:

Seasonal Allergic Rhinitis in adults and adolescents

Compared with placebo, fluticasone furoate nasal spray 110 micrograms once daily significantly improved
nasal symptoms (comprising rhinorrhoea, nasal congestion, sneezing and nasal itching) and ocular symptoms
(comprising itching/burning, tearing/watering and redness of the eyes) in all 4 studies. Efficacy was
maintained over the full 24-hours dosing period with once daily administration.

Onset of therapeutic benefit was observed as early as 8 hours after initial administration, with further
improvement observed for several days afterwards.

Fluticasone furoate nasal spray significantly improved the patients’ perception of overall response to therapy,
and the patients’ disease-related quality of life (Rhinoconjunctivitis Quality of Life Questionnaire — RQLQ),
in all 4 studies.

Perennial Allergic Rhinitis in adults and adolescents:

Fluticasone furoate nasal spray 110 micrograms once daily significantly improved nasal symptoms as well as
patients’ perception of overall response to therapy compared to placebo in both studies.

Fluticasone furoate nasal spray 110 micrograms once daily significantly improved ocular symptoms as well
as improving patients’ disease-related quality of life (RQLQ) compared to placebo in one study.

Efficacy was maintained over the full 24-hour dosing period with once daily administration.

Seasonal and perennial allergic rhinitis in children:

The paediatric posology is based on assessment of the efficacy data across the allergic rhinitis population in
children.

In seasonal allergic rhinitis, fluticasone furoate nasal spray 110 micrograms once daily was effective but no
significant differences were observed between fluticasone furoate nasal spray 55 micrograms once daily and
placebo on any endpoint.

In perennial allergic rhinitis, fluticasone furoate nasal spray 55 micrograms once daily exhibited a more
consistent efficacy profile than fluticasone furoate nasal spray 110 micrograms once daily over 4 weeks’
treatment. Post-hoc analysis over 6 and 12 weeks in the same study, as well as 6-week HPA axis safety
study, supported the efficacy of fluticasone furoate nasal spray 110 micrograms once daily.

A 6-week study that assessed the effect of fluticasone furoate nasal spray 110 micrograms once daily on
adrenal function in children aged 2 to 11 years showed that there was no significant effect on 24-hour serum
cortisol profiles, compared with placebo.

Results from a placebo-controlled knemometry study of fluticasone furoate nasal spray 110 micrograms once
daily revealed no clinically relevant effects on short-term lower leg growth rate in children (6 to 11 years).

Seasonal and perennial allergic rhinitis in children (under 6 years):

Safety and efficacy studies were performed in a total of 271 patients from 2 to 5 years of age in both
seasonal and perennial allergic rhinitis, of whom 176 were exposed to fluticasone furoate.
Safety and efficacy in this group has not been well established.




5.2 Pharmacokinetic properties

Absorption: Fluticasone furoate undergoes incomplete absorption and extensive first-pass metabolism in the
liver and gut resulting in negligible systemic exposure. The intranasal dosing of 110 micrograms once daily
does not typically result in measurable plasma concentrations (<10 pg/ml). The absolute bioavailability for
intranasal fluticasone furoate is 0.50 %, such that less than 1 microgram of fluticasone furoate would be
systemically available after administration of 110 micrograms (see section 4.9).

Distribution: The plasma protein binding of fluticasone furoate is greater than 99 %. Fluticasone furoate is
widely distributed with volume of distribution at steady-state of, on average, 608 1.

Metabolism: Fluticasone furoate is rapidly cleared (total plasma clearance of 58.7 /h) from systemic
circulation principally by hepatic metabolism to an inactive 17B-carboxylic metabolite (GW694301X), by
the cytochrome P450 enzyme CYP3A4. The principal route of metabolism was hydrolysis of the S-
fluoromethyl carbothioate function to form the 17B-carboxylic acid metabolite. In vivo studies have revealed
no evidence of cleavage of the furoate moiety to form fluticasone.

Elimination: Elimination was primarily via the faecal route following oral and intravenous administration
indicative of excretion of fluticasone furoate and its metabolites via the bile. Following intravenous
administration, the elimination phase half-life averaged 15.1 hours. Urinary excretion accounted for
approximately 1 % and 2 % of the orally and intravenously administered dose, respectively.

Children:

In the majority of patients fluticasone furoate is not quantifiable (< 10 pg/ml) following intranasal dosing of
110 micrograms once daily. Quantifiable levels were observed in 15.1 % of paediatric patients following
intranasal dosing of 110 micrograms once daily and only 6.8 % of paediatric patients following

55 micrograms once daily. There was no evidence for higher quantifiable levels of fluticasone furoate in
younger children (less than 6 years of age). Median fluticasone furoate concentrations in those subjects with
quantifiable levels at 55 micrograms were 18.4 pg/ml and 18.9 pg/ml for 2-5 yrs and 6-11 yrs, respectively.
At 110 micrograms, median concentrations in those subjects with quantifiable levels were 14.3 pg/ml and
14.4 pg/ml for 2-5 yrs and 6-11 yrs, respectively. The values are similar to those seen in adults (12+) where
median concentrations in those subjects with quantifiable levels were 15.4 pg/ml and 21.8 pg/ml at

55 micrograms and 110 micrograms, respectively.

Elderly:
Only a small number of elderly patients (= 65 years, n=23/872; 2.6 %) provided pharmacokinetic data. There

was no evidence for a higher incidence of patients with quantifiable fluticasone furoate concentrations in the
elderly, when compared with the younger patients.

Renal Impairment: _
Fluticasone furoate is not detectable in urine from healthy volunteers after intranasal dosing. Less than 1 %

of dose-related material is excreted in urine and therefore renal impairment would not be expected to affect
the pharmacokinetics of fluticasone furoate.

Hepatic Impairment:
There are no data with intranasal fluticasone furoate in patients with hepatic impairment. A study of a single

400 microgram dose of orally inhaled fluticasone furoate in patients with moderate hepatic impairment
resulted in increased Cmax (42 %) and AUC(0~s) (172 %) and a modest (on average 23 %) decrease in
cortisol levels in patients compared to healthy subjects. From this study the average predicted exposure of
110 micrograms of intranasal fluticasone furoate in patients with moderate hepatic impairment would not be
expected to result in suppression of cortisol. Therefore moderate hepatic impairment is not predicted to result
in a clinically relevant effect for the normal adult dose. There are no data in patients with severe hepatic
impairment. The exposure of fluticasone furoate is likely to be further increased in such patients.




5.3  Preclinical safety data

Findings in general toxicology studies were similar to those observed with other glucocorticoids and are

associated with exaggerated pharmacological activity. These findings are not likely to be relevant ffor

humans given recommended nasal doses which results in minimal systemic exposure. No genotoxic effects ;

of fluticasone furoate have been observed in conventional genotoxicity tests. Further, there were 1o
treatment-related increases in the incidence of tumours in two year inhalation studies in rats and mice.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Glucose anhydrous
Dispersible cellulose
Polysorbate 80
Benzalkonium chloride
Disodium edetate
Purified water

6.2 Incompatibilities
Not applicable.

6.3  Shelf life

3 years
In-use shelf life: 2 months

6.4  Special precautions for storage

Do not refrigerate or freeze.

6.5 Nature and contents of container

Fluticasone furoate GSK nasal spray is a predominantly off-white plastic device with a dose indipator
window, light blue side actuated lever and lid which contains a stopper. The plastic device contains the nasal
spray suspension within a Type I amber bottle (glass) fitted with a metering spray pump.

The medicinal product is available in three pack sizes: 30, 60 and 120 sprays.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

No special requirements.

7.  MARKETING AUTHORISATION HOLDER
Glaxo Group Ltd

Greenford, Middlesex, UB6 ONN
United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)




9.  DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

<{DD/MM/YYYY}><{DD month YYYY}>

10. DATE OF REVISION OF THE TEXT
{MM/YYYY}

Detailed information on this medicine is available on the European Medicines Agency (EMEA) website:
http://www.emea.europa.ew/
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ANNEX I

MANUFACTURING AUTHORISATION HOLDER
RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OF THE MARKETING AUTHORISATION




A. MANUFACTURING AUTHORISATION HOLDER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer responsible for batch release

Glaxo Operations UK, Ltd,(trading as Glaxo Wellcome Operations)
Harmire Road

Barnard Castle

County Durham

DL12 8DT

B. CONDITIONS OF THE MARKETING AUTHORISATION

. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE IMPOSED ON THE
MARKETING AUTHORISATION HOLDER

Medicinal product subject to medical prescription.

o CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

Not applicable.
. OTHER CONDITIONS

Pharmacovigilance system

The MAH must ensure that the system of pharmacovigilance, as described in version YM2007/00033/00
presented in Module 1.8.1. of the Marketing Authorisation Application, is in place and functioning before
and whilst the product is on the market.

Risk Management plan

The MAH commits to performing the studies and additional pharmacovigilance activities detailed in the
Pharmacovigilance Plan, as agreed in version 04 of the Risk Management Plan (RMP) presented in Module
1.8.2. of the Marketing Authorisation Application and any subsequent updates of the RMP agreed by the
CHMP.

As per the CHMP Guideline on Risk Management Systems for medicinal products for human use, the
updated RMP should be submitted at the same time as the next Periodic Safety Update Report (PSUR).

In addition, an updated RMP should be submitted
¢ When new information is received that may impact on the current Safety Specification,

Pharmacovigilance Plan or risk minimisation activities
e Within 60 days of an important (pharmacovigilance or risk minimisation) milestone being reached

¢ At the request of the EMEA
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PSURs

The PSUR submission cycle based on the International Birth Date (IBD =27 April 2007), until otherwise
specified by the CHMP, will be as follows:

PSUR 1: 27 December 2008
PSUR 2: 27 June 2009
PSUR 3: 27 December 2009
PSUR 4: 27 June 2010
PSUR 5: 27 December 2010
* PSUR 6: 27 December 2011
PSUR 7: 27 December 2012
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ANNEX HI

LABELLING AND PACKAGE LEAFLET
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A.LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING THE IMMEDIATE PACKAGING>

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Fluticasone furoate GSK 27.5 micrograms/spray nasal spray suspension
Fluticasone furoate

I 2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each spray delivers 27.5 micrograms of fluticasone furoate

[ 3.  LIST OF EXCIPIENTS

Also contains: Glucose anhydrous, dispersible cellulose, polysorbate 80, benzalkonium chloride, disodium
edetate, purified water

D. PHARMACEUTICAL FORM AND CONTENTS

[ 5. METHOD AND ROtJTE(S) OF ADMINISTRATION

Shake well before use
Read the package leaflet before use.
Nasal use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT OF
THE REACH AND SIGHT OF CHILDREN

Keep out of the reach and sight of children

[ 7.  OTHER SPECIAL WARNING(S), IF NECESSARY

[8. EXPIRY DATE

EXP {MM/YYYY]
In-use shelf life: 2 months
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9.  SPECIAL STORAGE CONDITIONS

Do not refrigerate or freeze

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS OR
WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF APPROPRIATE

l 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Glaxo Group Ltd
Greenford, Middlesex, UB6 ONN
United Kingdom

12.  MARKETING AUTHORISATION NUMBER(S)

EU/0/00/000/000

| 13.  BATCH NUMBER

LOT {Number}

] 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Fluticasone furoate GSK
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

INTRANASAL SPRAY/DEVICE LABEL

rl. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Fluticasone furoate GSK 27.5 micrograms/spray nasal spray suspension
Fluticasone fuorate

| 2. METHOD OF ADMINISTRATION

Read the package leaflet before use

[3. EXPIRY DATE

EXP {MM/YYYY]

[4.  BATCH NUMBER

LOT {Number}

I 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

120 sprays

[6. OTHER

16
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PACKAGE LEAFLET: INFORMATION FOR THE USER

Fluticasone furoate GSK 27.5 micrograms per spray nasal spray suspension
Fluticasone furoate

Read all of this leaflet carefully before you start taking this medicine.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you. Never pass it on to others. It may harm them, even if their

symptoms seem the same as yours.
- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet, tell your

doctor or pharmacist.

In this leaflet:

1. ‘What Fluticasone furoate GSK is and what it is used for
2.  Before you use Fluticasone furoate GSK

3. How to use Fluticasone furoate GSK

4. Possible side effects

5. How to store Fluticasone furoate GSK

6. Further information

1. WHAT FLUTICASONE FUROATE GSK IS AND WHAT IT IS USED FOR

Fluticasone furoate GSK nasal spray is used to treat symptoms of allergic rhinitis including stuffy, runny or
itchy nose, sneezing and watery, itchy or red eyes, in adults and children aged 6 years and over.

Allergy symptoms can occur at specific times of the year and be caused by allergy to pollen from grass or
trees (hayfever), or they can occur all year around and be caused by allergy to animals, house-dust mites or
moulds.

Fluticasone furoate GSK belongs to a group of medicines called glucocorticoids.

Fluticasone furoate GSK works to decrease inflammation caused by allergy (rhinitis).

2. BEFORE YOU USE FLUTICASONE FUROATE GSK

Do not use Fluticasone furoate GSK:
If you are allergic (hypersensitive) to fluticasone furoate or any of the other ingredients of Fluticasone

furoate GSK.

Take special care with Fluticasone furoate GSK:

If you have any liver problems, tell your doctor or pharmacist. Your doctor may adjust your dose of
Fluticasone furoate GSK.

Taking nasal glucocorticoids (such as Fluticasone furoate GSK) for a long time may cause children to grow
more slowly. The doctor will check your child’s height regularly, and make sure he or she is taking the
lowest possible effective dose.

Taking other medicines
Tell your doctor if you are taking, or have recently taken, any other medicines, including those bought

without a prescription.
It is especially important to tell your doctor if you are taking, or have recently taken any of the following

medicines:

¢ steroid tablets or injected steroids

steroid creams

medicines for asthma

ritonavir, used to treat HIV

ketoconazole, used to treat fungal infections
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Your doctor will assess whether you should take Fluticasone furoate GSK with these medicines.

Pregnancy and breast-feeding

Do not use Fluticasone furoate GSK if you are pregnant, or planning to become pregnant, unless your doctor
or pharmacist tells you to.

Do not use Fluticasone furoate GSK if you are breast feeding unless your doctor or pharmacist tells you to.

Driving and using machines
Fluticasone furoate GSK is unlikely to affect your ability to drive and use machines.

Important information about some of the ingredients of Fluticasone furoa}te GSK o
Fluticasone furoate GSK contains benzalkonium chloride. In some patients this can cause irritation in the
inside of the nose. Tell your doctor or pharmacist if you feel discomfort when using the spray.

3. HOW TO USE FLUTICASONE FUROATE GSK

Always use Fluticasone furoate GSK exactly as your doctor has told you. You should check with your doctor
if you are not sure.

When to use it and how much to use
Fluticasone furoate GSK is sprayed into the nose as a fine mist. It has virtually no taste.
Fluticasone furoate GSK is not for use in the eyes.

When to use Fluticasone furoate GSK

e Use once a day

o Use at the same time each day.

This will treat your symptoms throughout the day and night.

How long Fluticasone furoate GSK takes to work
Some people will not feel the full effects until several days after first using Fluticasone furoate GSK.
However, it is usually effective within 8 to 24 hours of use.

Adults and children 12 years and over ,

* The usual starting dose is 2 sprays in each nostril once every day.

¢ Once symptoms are controlled you may be able to decrease your dose to 1 spray in each nostril, once
every day.

Children under 12 years

¢ In children aged 6 to 11 the usual starting dose is 1 spray in each nostril once every day.

¢ If symptoms are very bad your doctor may increase the dose to 2 sprays in each nostril once every day
until the symptoms are under control. It may then be possible for the dose to be reduced to 1 spray in each
nostril once every day.

¢ Do not use in children under 6 years old.

If you use more Fluticasone furoate GSK than you should
Talk to your doctor or pharmacist.

If you forget to use Fluticasone furoate GSK

.o If you miss a dose, take it when you remember.

o Ifit is nearly the time for your next dose, wait until then. Do not take a double dose to make up for a
forgotten dose.

If you have any further questions on the use of this product, ask you doctor or pharmacist.
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How to test the nasal spray before use

The nasal spray

¢ Your medicine comes in a glass bottle inside a plastic casing.

¢ The glass bottle contains either 30, 60 or 120 sprays.

e A window on the side of the casing allows you to see how much medicine is left. A bottle containing 30
sprays will not appear full when you first receive it.
The medicine sprays out of the nozzle when the button on the side is firmly pressed.

e The nozzle is protected by a removable cap.

Cap

Nozzle

- Mist-Release Button

Window

The first time you use the nasal spray, you must test that it is working properly. If you have left the cap off or
have not used your spray for nearly a month, follow steps 1-4 below.

1. With the cap on, shake the nasal spray.

2. Remove the cap by gently squeezing the sides of the cap with your thumb and forefinger and pull it
straight off — see picture a. - '

3. Holding the nasal spray upright, point the nozzle away from you and firmly press the button on the side at
least 6 times to release a fine spray into the air — see picture b.

4. The nasal spray is now ready for use. ’

If you drop the spray, check for damage and test it again (steps 1-4 above). If the spray is damaged, if it

produces anything other than a fine mist (such as a jet of liquid), or if you feel any disomfort using the spray:
Return it to your pharmacist.
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Using your nasal spray

.9.

Blow your nose to clear your nostrils. Shake the spray gently before each use.

1. Tilt your head forward a little bit.

2. Hold the nasal spray upright and carefully place the nozzle in one of your nostrils - see picture c.

3. Point the end of the nozzle toward the outside of your nose, away from the centre ridge of your nose. This
helps to get the medicine to the right part of your nose.

4. As you breathe in through your nose, firmly press the button once to spray the medicine into your nose —
see picture d.

Be careful not to get any spray into your eyes. If you do, rinse your eyes with water.

5. Take the nozzle out and breathe out through your mouth.

6. Repeat steps 1 to 5 for your other nostril.

7. If your doctor has told you to use 2 sprays per nostril, repeat all the 6 steps above.

Cleaning your nasal spray

1. After each use, wipe the nozzle and the inside of the cap — see pictures ¢ and .
Don’t use water to do this, wipe with a clean, dry tissue.

If the spray becomes blocked, do not try and unblock the nozzle with a pin or sharp object as this will
damage the spray mechanism:
Return it to your pharmacist.

2; Always replace the cap once you have finished to keep out dust.

If you use more Fluticasone furoate GSK than you should
Talk to your doctor or pharmacist.

If you forget to use Fluticasone furoate GSK

e If you miss a dose take it when you remember.

e [Ifitis nearly the time for your next dose, wait until then. Do not take a double dose to make up fora
forgotten dose.
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4. POSSIBLE SIDE EFFECTS

Like all medicines, Fluticasone furoate GSK can cause side effects, although not everybody gets them.
Possible side effects are listed below:

Very common side effects (These can affect more than 1 person in 10)
¢ Nosebleeds (generally minor), particularly if you use Fluticasone furoate GSK for more than 6 weeks

continuously.

Common side effects (These can affect less than 1 person in 10 and more than 1 person in 100)
e Irritation or discomfort in the inside of the nose — you may also get streaks of blood when you blow your
nose. This may be due to nasal ulceration.

If you get side effects
If any of the side effects gets serious or troublesome, or if you notice any side effects not listed in this leaflet:

Tell your doctor or pharmacist.

5.  HOW TO STORE FLUTICASONE FUROATE GSK

Keep out of the reach and sight of children.

Do not use Fluticasone furoate GSK after the expiry date which is stated on the label and carton. The expiry
date refers to the last day of the month. Fluticasone furoate GSK nasal spray should be used within 2 months

after first opening.
Do not refrigerate or freeze.

Medicines should not be disposed of via wastewater or household waste. Ask your pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.

6. FURTHER INFORMATION

What Fluticasone furoate GSK contains
The active substance is fluticasone furoate. Each spray delivers 27.5 micrograms of fluticasone furoate.
The other ingredients are glucose anhydrous, dispersible cellulose, polysorbate 80, benzalkonium chloride,

disodium edetate, purified water.

What Fluticasone furoate GSK looks like and contents of the pack

The medicine is a white nasal spray suspension contained in an amber glass bottle, fitted with a pump. The
bottle is in an off-white plastic casing with a light blue cap and side-actuated lever. The casing has a window
for viewing the bottle contents. Fluticasone furoate GSK is available in pack sizes 30, 60 and 120 sprays.

Marketing authorisation holder
Marketing authorisation:

Glaxo Group Ltd

Greenford, Middlesex, UB6 ONN
United Kingdom

Manufacturer:

Glaxo Operations UK, Ltd,(trading as Glaxo Wellcome Operations)
Harmire Road

Barnard Castle

County Durham

DL12 8DT

United Kingdom
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For information about this medicine, please contact the local representative of the Marketing Authorisation

Holder:

Belgi¢/Belgique/Belgien
GlaxoSmithKline s.a./n.v.
Tél/Tel: + 32 (0)2 656 21 11

Brarapus
I'maxcoCmutKiaitu EOOJ]
Ten.: +359 2953 10 34

Ceska republika
GlaxoSmithKline s.r.0.
Tel: +420222 001 111
gsk.czmail@gsk.com

Danmark

GlaxoSmithKline Pharma A/S
TIf: +45 36 3591 00
info@glaxosmithkline.dk

Deutschland

GlaxoSmithKline GmbH & Co. KG
Tel.: +49 (0)89 36044 8701
produkt.info@gsk.com

Eesti

GlaxoSmithKline Eesti OU
Tel: + 372 6676 900
estonia@gsk.com

E)\)dda
‘GlaxoSmithKline A.EB.E.
TnA: +30210 68 82 100
Espaiia .
GlaxoSmithKline, S.A.
Tel: + 34 902 202 700
es-ci@gsk.com

France

Laboratoire GlaxoSmithKline
Tél: +33(0)1391784 44
diam@gsk.com

Ireland
GlaxoSmithKline (Ireland) Limited
Tel: + 353 (0)1 4955000

Island
GlaxoSmithKline ehf,
Simi: + 354 330 3700

Luxembourg/Luxemburg
GlaxoSmithKline s.a./n.v.
Belgique/Belgien

Tél/Tel: + 32 (0)2 656 21 11

Magyarorszag
GlaxoSmithKline Kft.
Tel.: +36 1 225 5300

Malta
GlaxoSmithKline Malta
Tel: + 356 21 238131

Nederland
GlaxoSmithKline BV
Tel: + 31 (0)30 6938100
nlinfo@gsk.com

Norge
GlaxoSmithKline AS
TIf: + 4722 70 20 00
firmapost@gsk.no

Osterreich

GlaxoSmithKline Pharma GmbH
Tel: + 43 (0)1 97075 0
at.info@gsk.com

Polska

GSK Commercial Sp. z o.0.

Tel.: + 48 (0)22 576 9000

Portugal

GlaxoSmithKline — Produtos Farmacéuticos, Lda.
Tel: +351 21 412 95 00

FLPT@gsk.com

Romania
GlaxoSmithKline (GSK) S.R.L.
Tel: +4021 3028 208

Slevenija
GlaxoSmithKline d.o.o.
Tel: + 386 (0)1 280 25 00
medical.x.si@gsk.com

Slovenska republika
GlaxoSmithKline Slovakia s. r. 0.
Tel: + 421 (0)24826 11 11
recepcia.sk@gsk.com
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Italia Suomi/Finland

GlaxoSmithKline S.p.A. GlaxoSmithKline Oy

Tel: + 39 (0)45 9218 111 Puh/Tel: + 358 (0)10 30 30 30
Finland.tuoteinfo@gsk.com

Kdrpog Sverige

GlaxoSmithKline Cyprus Ltd GlaxoSmithKline AB

TnA: + 357 22 89 95 01 Tel: + 46 (0)8 638 93 00
info.produkt@gsk.com

Latvija United Kingdom

GlaxoSmithKline Latvia SIA GlaxoSmithKline UK

Tel: + 371 7312687 Tel: + 44 (0)800 221441

lv-epasts@gsk.com customercontactuk@gsk.com

Lietuva

GlaxoSmithKline Lietuva UAB

Tel: + 3705 264 90 00

mfo.lt@gsk.com

This leaflet was last approved in {MM/YYYY}. ‘
Detailed information on this medicine is available on the European Medicines Agency (EMEA) website:

http://www.emea.europa.ev/
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GR) (ZKf LR AN ORI T T=A h & LTOEREZETHHHROAT oA MLEw T
bo, fixOFHERBROKE LY . RIEMES A N A o OREAIR], PIRIEE AR OMEHE,
R ORER X O RBERRE OMBIER 2 E2 BT 25 2 EPREN TS, £/, T v
ROT LA —HRBRET VBT, BENEGIZL Y BER (K Lok, SREX{TE)
EEEIL, EORMINETINT AV o Ta A ATV (LLF, FP) LRRRETH DL —T7,
TERORHGRFIZFP LV BV EVRENTWD (26212H) |

1.8.2.2.3. ILVFAIUISVALRUVBIXTIVRAREDORKABRHE
AFE X OIS THE S flx OFFRRBERE LY. ZATFHY 7T VR R
T AT VIR (LT, ARA) otk KOFEEiIN T LV —ME &Rk 28 2023 e
mENTz, LTS, £ DRSS Z~T,

BEE7LULX—EERICHT 2R

AFRIZIBNT, BEMET LAX—EREE (RRPUR : ANTRAX AN, ¥=) x5l
LC, AAI110, 220ug F72127 7R %2 1 H 18] 2 B SN B E-7 5 H B0 Bk
Gmm%mﬁ%)%%MLKO%®ﬁ%\$ﬁrmkiUQMQﬁi\E%%ﬁ@ﬁf%

(e EHIFICER T 2 38SER (K LoARIE, Mit. &) X a7 o] 1Tk
W, AFNT T B RBECHT DA EZENRD B, AFIDEEMET LV —M B O BIER
FWET DI LR ENT, Elo, AR (K LoARIE. &t &P, BNE 5K
a7y filx OEFERE ORI R (S8R 72 EORIKIIFHEE B OGHE % 5 o TRt
L7 R, ARHI 110 pg BEO N FIIAFK] 220 pg B TR SN 2h R Lifkta e < IZEFEERTH
HEEZ LN, ZEMEOHETIX, AF 1108 LN 20 ig#EVI s . AEFROFEE
FORHHEEICRB N, FHCRIEE R b DIERBO LN -T2, ZNEDRERERNES, A
TiX, 10 1[E 110 pg BSHERAE - HETHL L Lz (2764112H)

Fo. BEERE LTRMT Lz, WMCB T 2ERRER (FFR30002 36k 128\ TH
AF| 110 pg DIWEET L —tERREE (RRPUR : #ikE, =, 3%7 0, 5
W) O ARGER (< LeAJ e, it &, 8NZ 9D (ST 200k L UL et
DRIz (276415%H1)
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1.8.2.

FHET7ULX—MHEBRICHT 2R

AN THIREINTWDREFEH AT A FEOPTIL, 1H 2FREEO FPRSE1H
SEBNHENTVD, T T, ABICBWTINEEBGIRIEE L, FEiMET LV —
BREE (RKPUR : AXER) Zx%: LT, A4l (18 1E 110 pg) DA & 204
ZREET D720, 2B G OEGAER (FFR100652 #5Rk) %23 L=, = DOfE%., T2
fiEE THh o T2k GHMICBIT 5 3RMERA a7 FEHOEE] ([ZBWT, AFID FP AR
BRI 2PN RRES N, £, ARIERA 27Tl 4 O RIER R & O IRAIFHN
HEORERNS, WAOFEIEILFRKETHDL LB LN, AK110pug D 1 H L[EIEE
I, WHESNTWD 1 H 2E#R GO FP RSk & i L+ a2 655 2 L DR S
72 (276413%H) .

WM TR T LV X —MEaKREH (RESUR : mountain cedar E83) Zxf4:L LT,
AF| 55, 110, 220, 440 g £721E7 7R % 1 H 18] 28R 59 2 HEKGSRER
(FFR20001 #tfR) Z3%hE L7z, ZOfE%R., HERHMEHE A ¥ X OREIRAFHIIE B (23T
AF| 110 pg Lh EOF 58T 4 BIERIC L7 B ohitEE R Uiz, 7eds, H&GRER CL44
T a7 7 A VFEBILTE Y, [KAEOARK 55 ug #E, EERHEE B TIXAMENGED
LN HbO0, —EORIRHIFHEE B OFEENSZOFEIItoOBEGHLIVEVWEEZEZ 6N
7o LTZD3o T, AAIOHESERVE « FAfEIZ1H 1 110ug TH D LMW L7- (27.6412%
M)

Fo, BEEEE LTI L7c, O FIFEER (FFR30003, FFR103184 35 LY
FFR104861 #t#) L 0. AH| 110 ug OFE~ O IK T 2 FHMET LALXF—HRRK D 4 &
JERIZH T D A MER L O eEN R SNz (276416, 2764178 L00276418%
LEYIN

Z< OFFHMNET LA X —HEROBEIL, BRONPAH, iR, FilLZe & OIRER A& 0F
HRT VX —BWAA N7 4 MAEREE R, 2005], HESNOFEHINET LV X —ERBREE %
% L LB RaBR (FFR20001, FFR30003, FFR103184 5 & U8 FFR104861 iklR) (2R T,
AF 110 pg BEIEAA 7 7 & AREE L il U CHBICIRIER O 2 27 238 S8, IRFER Ok

ENENBO LN (2733.2458)

uL@io « ARE L OV OERRBREGE N D AANL 1 H 108 110 pg O AL - A&

\@ﬁ®ﬁl#ﬁ_i57vw% PERRORIEIR (< LoAFME, &y, &0, &

V\i% IR I LTAEDITHY, EROUELZRTZENHALNERSTZ, SBIZ, T
LR — B RITEE S IRFER IR B AR bR S 7=,

1.8.2.2.4. FLH

FRIZFEPLPIZGR T A=A & LTOERHZ R L, 7T LAXF—HERET MIZEBIT DM
IR, EONNNEIFP LRIBRETH D —FH, (FHOFEREIZIFP LV EWZ LRI T
W5, Fio, AR L OVEIMT T HEM SN EERRBRORE R, AANTAMEHURICERS 27
UL R BT T HEMENRENTZZ LS. ARIOBEE « % (7 LAX—Ma
%" ERELT,
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1.8.2.

SEXM

fA L2 7 LAX—MHEERIGFICB T 2 /T EH AT 14 FOERKIEEL. Allergy 21st
Century. 2000;4:10-2.

B fo. 47 L F— HpEE R SGTh ed. B AR Y v —F /L4t 2005,

BT VNVX—2WIA RTA MNEREB S, &7 L F 2501 N 70 —lEMEER S
TERME— SETH 5l ed. BA:Z A 7 « A = X 2005.
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1.8.3.

1.8.3. R - AES L UZORTEIRR

1.8.3.1. % - AE

FRONICIE, B LA R 21E%E AEEHT-V IVTHY T T ANVR BT AT
NELT215g 25 H) % 1H 1ERET 5%,

1.8.3.2. BEIRR

A THRENTWDLREFEHAAT 1A REOFTIX, 10 2[EELO FPREKN %
DML LI OLEMENS b o & bILHENT WS, UL, Bk, 1H 1EERS5 0 &5
AT B A REIZHEHICHEIE L TRV, 20 X5 R0 6. BEOFRIEM:F L OREE =
YT TAT U ADN EIZBWT, 1H 10ER5O8EER AT oA REIIFHN O BERN D
DLW L, 18 1FOMEZBELE LEAROREEZITo72, LTI, KFIORE -
HEOREMRIEZ IR~ D,

1.8.3.2.1. % I 58 (FFR10005 5AER)

AFRIZ N T HARNEERE AR A B PEZE RZIT, AFK] 110, 22035 KU 440 pg O Hi[a] S 7epN £
. Bl&feE AKI 440ug D 1 B 1[0 7 AW OKERIENE G 21T o712, T OMEE, migEH
FF IR IAA] 440 ug HilmPe 510 8 il 141, 35 L OAHK| 440pug % 1 B 1151 7 A M AE
HEED 8 3HNCEBWTEEARETH 72N, WINHER FIR (10 pg/mL) T D
Tholz, £7-. AHK 440 pg £ TOHAR LKA 440 g 2 1 B 118 7 B B E S em &
LR R LORREPHER SN (2762115H1) |

1.8.3.2.2. RAERGHAR

AN I T 2 HEOGRER (FFR100650 #U5R) DOBAGARTIC, MM TH RS HER
(FFR20001 #lik) % 32k L7, ZDOfEH., ARAIOHELEHE - & LT1H 1\ 110 pg 28
BIRENTZ, ZOREEZSEL LT, AFICTLH 1EEREORF 2 BRI~ WmEET
LR B B 2 81 AR 110, 220ug £7213 7 7R & 1 B (A 2 3 [ S
H3 2 HEGRB (FFR100650 E) % Fhi L 7=,

1.8.3.2.2.1. ARICE T 5RAERGHEEE (FFR100650 EX)

HWEMET LA —MESRREZ 235 & LT, AAI110, 220pg £7213 77 8AR% 1 H 1[4
2 JE [ SN 53 2 T BB sk 2 520 L 7=,

AFROEERARBR TIT, BT VAKX —BHEIA R4 U BIOENRBRESE L L, #HRE
W 3ESER (K LoeAZIE, &t &) BLOEBERNZ I FERENETNORELZ A a7kl
T (0~3/) &7 LAX—HRICEE S, 207 —¥ 2 HMEMTICH W (25422%
)
TEFMMER TH 5 [ERGHEICEIT 5 38R A =27 (LLF, 3TNSS) F#HnZE L
] ICBWT, AR T AR L OB G EEMEDE (9B%EHXH) 1 134K

1.8 -p. 11



1.8.3.

110 pg £ C-0.791 (-1.29~-0.30) . 220 ug A C-0.985 (-1.50~-0.47) TH V. Wikt & & AA|
7T RRREL L CHBEREIEIROUENED T (F 18315 M]) |

#1.8.3-1 2BEHMIZHI1T5 3TNSS EHDOEILE
(FFR100650 5XE% : FAS)

5.35.1.1 D% 7 & {&fii
FF FF FF

Placebo 110 ug 220 png

(N=79) (N=80) (N=81)
LI +SD -1.3+1.47 -20+156 -1.9+1.46
AL H I (SE) -1.16(0.165) -1.95(0.163) -2.14(0.160)
77 RR & OFPEEFE B - -0.791 -0.985
[ 95%CI -1.29,-0.30 -1.50, -0.47
p fE(Dunnett ™ % & LLEE) <0.001 <0.001

Flo, ARJERA 3T (K LoARME, B0t &M, 8N HK) | Hx O&IERE X
OARPTi (REERA) 72 & O RIRAIREN O Rkt 2 & o0 THRET L 72/ R, A 110 pg BED %)
RAVIAA] 20 i HE TR SNTZBIFR L7 <, FERKETHDL EE X BN (273325
M) . 72, RO TR, AF 110 B L 20ug BTV b . AEHESLOMER X
OHBEE I BT, BRMICIEE 25 b OIFRO b ehoT- (27.64115H1)

AR CTHRONRER LY . AT T 2ARFOHESERNE - &%, 1H 1[0 110pug & F
D EMEYTHD LW LT,

1.8.3.2.2.2. BB IT5AEREGHEER (FFR20001 5HER)

WM BNT, BT LAAX —MRREF E x4 & LT, AH| 55, 110, 220, 440 g
FTNIARKNT TR % LA 1A 2 8HE 5T 2 HEOGRERZ Fhi L7,

AR TIE, 455ER (K LRoBFAIE, @it S, BRZE O FEK) EhEii o0,
lreflective 725FAf') 35 KO8 Tinstantaneous 72 3% 24TV, SR Z A2 7L LT (KIE
HKO~345. AFt0~12,5) . AMEZFHE L7z (254.222H) .

FEFMEER TH 5 (2R 5HIFICEIT 5D 1 B ITNSS EHOE L&) (X, AFDOT T
DOEHRECTARAN T 7 2 REE L I U CHEZEDRD Hiv, A7 OZE{LEITIAK 440 pg #f
>110 ug #£>55 pg #£>220 pg FEDNAIZ K & v o 7o, K 440 pg #f & AA 110 pg #F 2 Lol 42

‘reflective 227 : FAT (GRBRIEECGAD) & PRI LRI, 5 12/ 0 4 BIER OFLE 21
BEICHHE S 2 b0, FRIB IO FRENENDOGE A a7 (0~125) % AM reflective
Total Nasal Symptom Score (AM ITNSS) B L OYPMITNSS & L, AM ITNSS & PM rTNSS @
FHfEZ 1A TNSS & L7e,

? instantaneous 72 7 A : FEAE A0 4 SEIR OFLEE 2 a1l S 2 b 0, 4 BIEROAFEA
=17 % instantaneous Total Nasal Symptom Score (0~12 %, iTNSS) & L7=, Z® 55, i

(TBBR IS 5-01) (Al L 7= iTNSS %2 AM pre-doseiTNSS & L 7=,

1.8 -p. 12



1.8.3.

L BEBROETDT N THY (1832 . AANX1H 1A 110 pg O HE - HEIZTH
DI ERT LD EEZ B (25443 %)

% 1.8.3-2 £H5HMIZHI1T5 1B rTNSS EHDOEILE

(FFR20001 5XE& : ITT)
5.3.5.1.2 ™ Table 12 Z{&fff

FF FF FF FF FF

Placebo 55 ug 110 pg 220 ug 440 pg

(N=128) (N=127) (N=127) (N=129) (N=130)
SEEE(SE) -1.7(0.18) -3.4(0.22) -3.6(0.24) -3.0(0.22) -3.9(0.22)
A % 2 A fiE (SE) -1.83(0.21) -3.50(0.21) -3.84(0.21) -3.19(0.21) -4.02(0.21)
7T /R E OFHEF I . . . -
FHEDE -1.675 -2.012 -1.359 -2.188
95%CI -2.25,-1.10 -2.58,-1.44 -1.93,-0.79 -2.75, -1.62

* 1 p<0.001 (Hochberg %5 & L)

BIRMIRHIIE B CT& 5 & 5 WM BT 5 AM pre-dose iTNSS X OB L & TlE, AFKID
TRCOFEGRETARAN T 7 2 AREE & i L CTHEZENRD bivz, AM pre-doseiTNSS (i
[ DIRERES 57> & 24 R RGE U729l ORISR 2 SJERORRE 2R3 2 &b, K
DINRD 24 RIFFRe T2 Z LR ENTe, I HIT, 12K I L ICFli L=, 25
BT D AMITNSS FEJ D2 L& L PM ITNSS V) D25 b B DO FE ST B 72 FHE D B B
o TeZ e, 1A LEEEIC X D 24RO R OFH s R Iz (2733211%
)

AR OMIHBLE CORFMERETT 5720, &EH A ORERHIE 4, 8, 1231 L0 2415 H
%D ITNSS 2 3 L7 # 55. AH 110 36 X 08 440 pg B 13 4% 5-BA 44 8 BRI ICAHI 7 7 &R
BEL LI L CHBE/RA T OB RO LTz, L L, A 5535 LU 220 pg #1345 551
bt 8 RFIZIC A BTG b VT, GG 24 REZICAH 7 7 B AREE & OF EZENGR
btz (27.33221%)

IRAER (RO DA, B, IROMRA) (T3 56%0M4 . il (RBRIEEE5-R1) ORES
2B DIER DGR A 27 Th D AM pre-dose instantaneous Total Ocular Symptom Score

(LAF. AM pre-doseiTOSS) (2 & 0 FFAfi L 7o fE 55, AHI 55 pg #f CIEAA T 7 & AR & Hig
L CHEENRO LIV o Tz, AAl 110 yg L EOBR GRECIIAEEZDRO b vz
(27.33241%H) .

ZAAMICBE L L, &R RAI7 7R B2 ETe) O 58MA% (B5HIM %L
IR TR 2 HEFRORIRIL 25~20%TH Y RIRETH-7-, £7-. 24 R =
WNF = AEDR—=A T A 6 OGRS ARFNFIERE & AH 7T 2 AREEE OMIZ TR D
BN T=Z e 8D, BEGHOZEET e 7 7 A MTELHUL TV E 50 EE 2 561
72 (274211218 X100 2764125H) |

Pl o X5z, AR FEFGE H B L OEIWRAIEHEE B 1288V T, AHIE 110 pg LL
Lo ETHS A E R LTz, — i, IKHEOAA] 55 ng #Elx, EEFHHEE TIIA
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1.8.3.

B 77w RRE L Bl L CHEENRD G2, BIRIFHEE B T 2 2R R B £ TORR]
IFAA] 110 33 K OV 440 pg Bf & bl LU CHE< . AM pre-dose iTOSS |23\ TUIIAAK 7 7 & ARt
W L CHBEE RS RN Z L0, ZORRIFMOBRGRELVEWEEZ 5N, L
T2mo T, ARNIORESEHEIZ 110pug (L H 1[1]) Th D &L,
F£7-. AM pre-doseiTNSS Dt F3 L TNAM rTNSS & PM ITNSS # Ehig L2 fE R L v . &
FOZNRIL 24 WfEl e 5 Z L s <41, 1 H 1RO HEITEU Th 5 & B 2 b
(27.33211%8) .

1.8.3.2.3. AFPICH T REMIEHAER (FFR100652 § & U FFR100688 5XER)
KIICIBIT 2 EMAERBR E LT, BHMET LA —MERABREL L LE L, AT &
LILHEN TWIREFERAAT oA RETHD 1H 2REH O FPA&KE (200ug/H) &1
A 1E#5OARK (110ug/H) % 2 EE&E 53 2 a2 i U7c, 2058, EZRHm
HEHThHD [REHEICEIT S SINSS D& 1B W T, KA FP RSHRIZR
HIELMENRFES - (£ 1.833) . £72. TOMOBEIRAIGHEER 5 &, AFI OB T
FPREKEFIRTHD EEZ BN (2733252H) |

# 1.8.3-3 £ES5HMIZH T3 3TNSS FHDEILE
(FFR100652 5258% : PPS)
5.35.1.3 0 7 Z &L

3y 11%19
(N=144) (N=147)
Sl -+ SD -1.3+1.70 -1.4+1.70
A 2 V-1 (SE) -1.06(0.142) -1.23(0.140)
FP & OFFEH 2 L) E D 72 - -0.173
il 95%ClI -0.51, 0.17*

1. &M 95% Cl & ERRSIEL D RIZEFFARME (0.75)

AR DY A HEATED GRS iz &Il

DlEO X ST, AFNX1H 118 110 ug/ H DL « HET, 1 H 2[5 200 pg/ H @ FP A&k
&H%@}ﬁ%%ﬁﬁ L. BEMELRCHBENR -T2 0D (276413%) | 18 119

110 pg D %L - AEITEY CTh 5 &l L7,
Fo. AOEE 5 RER (FFR100688 55k) OfEHR, AKl%Z 1 H 1[5 110 ug ®HE - H

BT 2 ARG Lo SRR SN (2764215 1) |

1.8.3.2.4. FEH
KIFOHE T ~TMFERBRAE L © . A
MTHDEHW L, AFIC

BT HAH @ﬂ%& M&EIZ1H 119 110 ug 23 %

B LML - MEE THRAIZ

HE LA 20EEE (18

BTV TINT IS T T ANR BT AT L E LT 27.5ug a4 18 1EE5

51 ERELRE,
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1.8.4.

1.8.4. HRALDEE () BLUTOFRERML
fH EoEE (R) B EAR AL
[(£E] RoBFIFELGELRNWI L) (HEIBREAT A K
(BN BUE A OFAE L WIRGYE . REMEEREE O B FO—HFEE L
DERZHEEST O BZNNH 5] TE LT,
(Q)E S D — XA E
QARFN DAt Ui BOE OBEAERE D & 5 B3 FIHE LTREL

71:_.0

A% - REICEZEYT 2EALDEE

BRI & FUT- 1% b ik
feL TG EMN

REND+53 72 RN R %15 2 T2 DI TR I R 32 = BEETHLI-D, HE
L, L7,
[EFRAEDFE]

LIREHRE ROBEIFEEICKREG T L)
(1) SEE Y E D B DER 2 BT 2820 H 5]
Q) EMEEHmOEE [(HllZ2HET28Enr’H 5]

LEELGEXRKEE

(HWEERPERESRCaTOBE TIX, AFIOEENTOEMR%
MERIZT D720, IO OIERN S HRERD T2 X 5 thoik
EEEHT 2 & L,

Q)ARAKI OB G IR Iz SER O EAL N A DN T AT, ik A
S UHIBH DL, EFEAT a4 NAIZ GBI L, R
DRI I o THFHEEA 2R 2 ITHET 5 2 &,

Q) EHMERT v A FHIOWEIIAF OB ABHIEE R D2 E % 7
THRLIATH ., WEICHT- > I RO AT 1A REIOWEE
WZHET 5,

DHEIUIRBEOERHERT v A FEEEZZT T 5 BE TIEE
B EBEERENEZ DNDHD T, 2FMAT oA FRIOEE
Hll ONC B A% b R R RS RERR A 24T\, AME. BT, EIE
BYEEORBICITHICEREEZL Y 2 &, ERLERHNIL
—HICEH AT v A REIOWEEITO 2 &,

G)YBHMERT v A FHIOWBEN CIZHEBLZ > T, KUE 30
LEICRZ, FhZ, e, BiE. TARRK. BOIETY, i
BERZEDFER T, « BT 22 28355 (20X 5 72ERe
O ONIGEITIT#EE LB EZITH 2 L)

BB REAT A R4l
— P FEIE E LT
ELT.

BB E AT a4 RAl
DO— B FEHE LT
E LTz,
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1.8.4.

A EoEE (%)

RAL

Ko
i

(6) BFMET LA F—BREBEFIZBWTEMIIEHT 54,

JEIR O EAR BRI ICIE, BERICSED DT L,
3HEEEHA
AAHNE, L LTHIFF b7 o —24 P-4503A4 (CYP3A4) TG
Ihd,

HREE (PFHICEET D Z &)

EREF ERERAEEIK - FBEFE | #F - GREF
CYP3A4THEME |RIBKREAT2A R | CYP3A4IZ L A1
AEETHHEH | Alzegs Ly | $rlHEEND Z

U b et | GERBEOIERDRS | L2k, KFlO
S o aEEn s | M EEN S
B B, FHHETH | HHREMENRD D,
HINTF Y T n ( [Z4p@EEe] @
A Ui AT VR | THSR)
LU M FELEHE
F U 7= B R SRR EAR
WZBWT, v
T Ta A
fer 25 LIEEED |-
F. =T
Y — DA T 2358
Do, BEMHEO R
T A RERRHBL
L7c & OHREND
D

ABIER
BT LA — R R EE 2R & LKA (M
B) 2B\, 8041 6 45 (7.5%) (ZHRAKMRAE RS 2 & Tefl
TERNIE S, ZoER O = /v F > — i 2 4
(2.5%) Thote, Fio, 128MFEE L-EHREIZHB W T,
65 BIHR 141 (1.5%) ICERRMEERS 25 0RIEH & Ll
EREHEMN 161 (1.5%) D|E Sz URGREE)
FEIET VX —MRRBE G L LR (2 Mk
H) 2B\, 149614 9B (6.0%) \ZERIRMA R & G e
BITER RN HE S, Z0 b O A mERES I 2 61 (1.3%)
ThoT- GKEREFR)

AHT, FE LT

CYP3A4 (2 L v &
naoHizH, UV Fen
D CYP3A4 FREIEH
AT DIEHE DT
DY AT EE NS

Tbhb b
776

7o, EEL

BRI BV TR

bz
DT

BIVERH O IZ
Foak L7z,
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1.8.4.

A EoEE (%)

RAL

Ko
i

LO)EXLZEMER
FFI2453F%—RIE: 774 7F 0 —Ehb bbb 2
ENBD BEERHED ) 0T, BREFSICITV., BESR
D ONTEGEIIIAR O 2L, #URLEE21TH
Lo

Q)T DD EI{ER

ITFD XS EHWERNS S b =512, JERICIG U CEy)
IRAVEEFTH Z &,

0.5%% SEFEEY
BBIE MR, 555,
E AR
S S, BB
1) HES DI TERD BTV D EWERIZ W T3S R
L7,
5. EHmE~DRS

— RIS A TIXAERBERENME T L TWAH DT, BEDIRES
BRLUNOEBEICRETDHZ L,

6.0, EiR. BIBE~AOHRE
B0 SUTHENR LTV D AIREME O & D0 NI 1E, TR Lo F 3§
DIEMEE ERZ SRS GAIcoR&E T2, [V
Jva )T aq REEREY) CEFEEZRT EITVND
D, REEZWALE L727 v b 9lpgkg/ B ET) KT HF
(Bug/kg/H £ T) IZBWTHRABIERIZALNT, 7y FOH
ARG OREITEBIIRD LN TR, B, mHEORA
BREIZLY., Ty FORRIBIZE W CTERAE IS L 7= g oR
SEAFALOIBIREMMN A DI, 7YX TIIMENRD 5T
W5, ]

7TINREADTRE
IR kb B AV LTy (BRI BT A R
BRiS7p)

SERALEDIE
EENEERICOMERT S5 L,

CCSLIZHADZRE L

—o

—RHEFEEREELE LT
RIE LT,

EULYEEN D R s a
E LT,

ENIZBW T, /R
k=R 1 YAVAS Y il
O, RELT,

AHNT B EN ISR H %
WEETSHZ LIk
RERET D720, i
E L7z,
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1.8.4.

A EoEE (%) R EARHL

OO TR B
LB RBA a-A TV RABBIEOREANCIL, BIE EIJ%Z%%XTD4 Fﬁlﬂ
ME LTREARLRD L aibs, 0k akmaRmg | O T PRE LR
DT UL R REORE, AAERETH b, SR | T
S B AR OBR AT SN BN 50T, Bk EL
TN RS B T
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1.9.

1.9. —BHAWKICRIXE
1.9.1. JAN

ke A e srovk e B P oEER4FHEME®RCTUTFO LB
S, SRR I8 47 A 12 HATEERFEAFEE 0712001 51T & v @ S 47z,

JAN : (A AA4) TNF NS T 5 HNVR T AT L
(I 4£) Fluticasone Furoate
b4 (HAA) 7T Q- TIVR ER 60,9-F T LA B -IB-[(T VA B A TFIL AL

77 =) NVR=V]-11B-B R v-160- A T /L-3-4F VT v
Ko AH-14-Vx2-170-1 VT AT )L

G 4) 60,9-Difluoro-17p-[(fluoromethylsulfanyl)carbonyl]-11B-hydroxy-
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GW685698X (Corticosteroid Receptor Agonist) : Acute oral toxicity study o1 N K
42311 WD2001/00582/00  |in the Wistar Han rat N EII W GlaxosmithKline | 5k | e ljég
(Study Number R23211)
GW685698X (corticosteriod receptor agonist) 30% w/w : Acute Inhalation Be M =
42312 | WD2001/01018/00 |Toxicity Study in Wistar Han Rats EII r [ | CZO = E
- Study Number [JJJI819955 (GSK Study Reference Number R23195)
GW685698X: 7-Day Maximum Repeatable Dose |nhalation Study in Dogs 2000+ H N N Bz
4.23.1.3ref | WD2001/00685/00 Study Number [JJJ809278 (GSK Study Reference Number D23109) ~20f=)A L W i | e
» ) f o | aem
42321 WD2004/00128/01 |GW685698X: A 14-Day Intranasal Toxicity Study in the Wistar Han Rat ~20f:e)H l Z0 =
e 3 EEE)) ; ;
GW685698X (corticosteriod receptor agonist) : 4-Week Inhalation Toxicity -
% WD2001/01019/00  |Study in the Wistar Han Rat Eﬁlﬂ [ TN gﬁ gﬂ
ool - Study Number [JJJ820653 (GSK Study Reference Number R23246)
GW685698X (corticosteriod receptor agonist) : Maximum repeatable dose e T . o
4.2323/ref | WD2001/00459/00 |study in Wistar Han Rats by Inhalation Administration for 7 Days EII H [ ] 20 e )
- Study Number [JJJ808795 (GSK Study Reference Number R23108)
GW685698X (Corticosteroid receptor agonist): A Further 30 Day 200 A SEAT
42324 WD2002/00525/02  |Inhalation Toxicity Study in the Wistar Han Rat ~ 200+ H GlaxoSmithKline st kL fg *ﬂr
(Study No. R23525) e G2 GEG) : :
GW685698X TOXICITY STUDY BY INHALATION ol wr | wm
42325 WD2003/00099/00 |ADMINISTRATION TO WISTAR HAN RATS FOR 13 WEEKS NO& EII 5 - Lz A R
GSK STUDY REFERENCE NO.:R23603 ) )
42326 GW685698X TOXICITY STUDY BY INHALATION 20 P
4900p | WD2003/01044/0203 [ADMINISTRATION TO WISTAR HAN RATS FOR 26 WEEKS ~ 20l - A A R
el GSK REFERENCE NO.:R23653 Ccolls &qT)
42327 2 o | e
49298 | WD2002/01366/01 |GWEB5698X: 28 Day Nasal Administration Toxicity Study in the Dog ~20fs4n [ 20 oA R

e B8 GEG)
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4.2.3.2.8 GW6E85698X 26 Week Intranasal Administration Toxicity Study in the R N Fan! SEAM
42229 WD2004/01625/00 Dog with a 13-week Interim Kill gs I L 151 EEE | &k
GW6E85698X (corticosteriod receptor agonist) : 4-Week Inhalation Toxicity .
‘%'22'191 WD2001/01015/00  |Study in the Dog 2 Eﬁlﬂ [ sk gﬁ gﬂ
ool study Number [JJJJ818921 (GSK Reference Number D23245)
GW685698X: 7-Day Inhalation Tolerability Study of a Powder Be e P
4.2.3.2.10/ref | WD2002/00980/00 [Formulation in the Beagle Dog. E‘ H ‘ sk ok é *jr
Study No. 78114 (GSK Study Ref. No. D23515)
423211 GW685698X TOXICITY STUDY BY ONCE DAILY INHALATION e T ] s SEA
74 29212 WD2003/00645/00 [ADMINISTRATION TO BEAGLE DOGS FOR 13 WEEKS =k PEIN %k %k
e GSK REFERENCE NO.:D23588
GW685698X: A 39-Week Inhalation Toxicity Study of a Powder .. i N N SR
423212 WD2004/00523/01 Formulation in the Beagle Do ~ 200 A s+ 23! ?gﬂ
eagiebog e 2 EES)) = =
GW685698X: Fluticasone Furoate; Ames Agar Plate Assay with oll=1s A S
423311 | WD2001/01058/00 [Salmonella typhimurium and Escherichia coli oo [ ] WA ,éwi vkl
(GLP, Study Number GGR0068 - GSK Study Reference Number V23233) - -
GW685698X: Fluticasone Furoate; Mammalian Cell Mutation Test at the 2004 A s S0
423312 | WD2001/01059/01 |Thymidine Locusin Mouse LymphomaL5178Y cells ~ 200 [ sk | *jr gL
(GLP, Study Number 34/680 - GSK Study Reference Number V23249) e B8 GEG) - -
GW685698X: Corticosteroid receptor agonist; An investigation of its
potential to induce micronuclei in the bone marrow of Han Wistar rats 200 QA . . N Fanal SEAML
423321 WD2002/00528/00 after intravenous administration - k= P GlaxoSmithKline Ak vk vk
(Study No. R23581)
GW685698X: Repeat Intravenous Rat Bone Marrow Micronucleus Assay 208 . . . HHN ST
423322 WD2004/00558/01 (Study No. R25156) ~20 GlaxoSmithKline AN 2k} ?g*ﬂr
Y NO. s [ EES)) = =
GW685698X CARCINOGENICITY STUDY BY INHALATION QA . | R
423411 | WD2005/00834/01 1, h\1iNISTRATION TO CD-1 MICE FOR 104 WEEKS $I|H - W e | e
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GW685698X TOXICITY STUDY BY INHALATION
..... ; %
% WD2003/00100/00 |ADMINISTRATION TO CD-1 MICE FOR 13 WEEKS Eﬁlﬁ - A8 g:jr éﬁ
e GSK REFERENCE NO.: M23602
GW685698X CARCINOGENICITY STUDY BY INHALATION 20l A ; N A
423413 | WD2005/00895/02 |\ 5\1NISTRATION TO HAN WISTAR RATS FOR 104 WEEKS ~02&$1H - L 7 gkt
GW685698X: A MALE FERTILITY INHALATION TOXICITY STUDY QA ; - A1
423511 | WD2003/01271/00 | "r o'l o pat E‘ E l 248 ;ﬁ %ﬁ
GW685698X COMBINED STUDY OF EFFECTS ON FERTILITY AND
EMBRYO-FETAL DEVELOPMENT IN FEMALE WISTAR HAN RATS 200 ; | AR
423512 | WD2002/01055/00 |5y |\iAL ATION ADMINISTRATION ~O&£!|ﬁ - B wr | v
GSK STUDY REFERENCE: R23393
GW685698X STUDY OF EFFECTS ON EMBRY O-FETAL TOXICITY
IN THE NEW ZEALAND WHITE RABBIT BY INHALATION 20l ; AN FEm
423521 | WD2002/00882100 |5 i niiSTRATION ~%$ A - WA wp | we
GSK STUDY REFERENCE NO.: 23338
GW685698X: Preliminary Embryo-Fetal Toxicity Study in the Rabbit by ol A o
4.2.35.2.2/ref | WD2001/01016/00 |Inhalation Administration N EII i - E4N ik %ﬂ
(Study No. BVR 036/010193, GSK Study Ref. No. L23306)
A NOSE-ONLY INHALATION PRE AND POSTNATAL STUDY OF 20 RH ; N A
423531 | WD2003/01783/00 |\ \eoleoos '\ THE RAT N EII JE l | B | we
GW685698X: Acute Dermal Irritation in the Rabbit FRH N Fan! A
42361 RD2003/00059/00 (Il Project Number: 1127/016) Ellﬁl - W e | we
GW685698X (2mcg/ml in ethanal): Acute dermal irritation in the rabbit R H N N STA
42362 RD2003/00060/00 (Il Project Number: 1127/017) 2 i W we | we
i 9 woy | g
42363 RD2005/00377/01  |GW685698X: Primary Eye Irritation Study in Rabbits ~ 20 A [ 20 A

e G2 GEG)
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GW685698X: A 5-Day Inhalation Tolerability Study of a Powder Aerosol B I N =
423711 CD2005/00215/00 [Formulation in Guinea Pig Followed by an Immunologic Sensitization E‘ i ‘ AN Yok ?gg
Potential Study in Guinea Pig via Inhalation
GW685698X - Evaluation of increased eosinophilic inclusionsin the oll=15 4 P
4.2.3.7.3.1ref | WD2004/00419/00 |bronchiolar epithelium observed post treatment of corticosteroid in rats. “(1 EII A GlaxoSmithKline HEs o ,z *jr
(Study No. V24494) o o
GW685698X: Additional investigations into target organ toxicity using G2 Bl . . N HHN BE
4.2.3.7.3.2/ref | WD2006/01906/00 tissues generated from study  R24142 (v 26765) B I GlaxoSmithKline 1ok 2 -
E580 (ERRABRBRES)
: . Document No. At ; y - SEAM
A B = 1% A > pE H ; i 5 y
BERES 10 qugy No. 54 b RS HI wEEE W B | CL
A randomised, open label, 2-way cross-over study to assess the absolute w1 e Sl
53.1.1.1 FFR10010:%%  |bioavailability of GW685698X administered intranasally in healthy male $II F GlaxoSmithKline st e ?é ¥
and female subjects h h
A part-randomised, single dose, open label, 6-way cross-over study to
assess the relative systemic pharmacokinetics and absol ute bioavailability B 1 e o
5.3.1.1.2/ref FFA 1000375 of 2 and 3 pm GW685698X (2000ug), FTIM GW685698X material ﬁ‘ E GlaxoSmithKline A+ ok % ¥
(2000p9) and FP (1000pg) administered via DISKHALER in healthy
male subjects
The Validation of a Method of the Determination of GW685698 in Human =15 e Sl
53141 FD2005/00013/00 [Plasma (range 10 to 1000 pg/mL) using SPE-HPLC-MS/MS EII I GlaxoSmithKline 4N 2R ?§ ¥
Method Reference Number: GW685698HUPLVALA - -
Validation of an Analytical Method for the Determination of GW685698X
in Human Plasma (Range 10 to 1000pg/mL ) using Solid Phase Extraction 200+ H ) . N N S
53142 WD2002/01057/00 | 14 HiPLC with Tandem Mass Spectrometric Detection ~ 2000447 GlaxoSmithKline 15 ‘wEk | B
(York Bioanalytical Solutions Study No. YAY/010)
The Validation of a Method for the Determination of GW685698X in e R .
53143 JBA/GW685698/01/01 [Human Plasma (range 10 - 100 pg/mL) using LC-MS/IMS Zﬁﬂ Z ; j) j,ﬂ:;;é M 2;“;3 f;ﬁ
==y H =
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The Validation of a Method for the Determination of GW685698X,

GR51608X (Range 10-2000pg/mL) and GSK-e* (Range 20- . . N Fan A
5.3.1.4.4 WD2002/00273/00 |, i Humen Plasma Using HPL G MSIMS e G2 I GlaxosmithKline | ¥iE5h | ot | el

(Study No. GW685698X HUPLVALA)

Investigation of the Binding of [**C]-GW685698 in Human Plasma and A oy | o
53221 WD2005/01123/00 |Selected Plasma Proteins In Vitro E‘ E GlaxoSmithKline AN ¥ ?g ¥

Study Number: 05DMW083 B B

Anin vitro investigation into the human oxidative enzymology of ol e Sl
53.222 WD2005/01308/00 |GW685698. N EII I GlaxoSmithKline st 2300 ?§ B

Study Number: 05DMWO037 h -

In vitro metabolism of GW685698X by Cytochrome P450 enzymesin

human liver microsomal preparations and individually expressed gs B : . N HH A
5.3.223 WD2002/00297/00 cytochrome PA50 enzyme preparations B GlaxoSmithKline irogN ek ek

(Study No. B30739)

Metabolism of GW685698X by Sphaeroplasts Containing Expressed oll=1 N S
53224 WD2002/00978/01 [Human Cytochrome P450 Enzymes N k= | GlaxoSmithKline HE fg ¥ ?g\ *ﬂr

(Study No. B30879) - -

The Inhibition of Human Cytochrome P450 Enzymes by GW685698X In ol N Sl
5.3.225 FD2003/00126/00 |Vitro N%$ IE GlaxoSmithKline HEs fé,\ﬂ ?é‘*ﬂr

(Study Number B30972) - -

The Inhibition of Human Cytochrome P450 Enzymes by GW694301 ol e S
53226 WD2005/00543/00 |in vitro N B I GlaxoSmithKline HEs Gk ?g E

(Study No.: 05DMWO006)

GW685698M & 1 FH Ef AR ZA R ~ = < =

o . ) e s o 200 R A Ve ZAI A i

53311 FFRI0005#B | — B AERER A BIE A 6% & LT R R O EN B el — | ALE Z??é%ﬁ%ﬁ gl gﬁ gﬁ

< BRI SRR >

A randomised, double-blind, placebo-controlled, cross-over, dose

escalation study to assess the safety, tolerability, pharmacokinetics =1 e Sl
53.3.1.2 FFR1000175x and pharmacodynamics of single and 7 days repeat intranasal doses of $‘ E GlaxoSmithKline HES: el ';‘é B

amicronised suspension formulation of GW685698X (50, 100, 200,
400, 800 pg) in healthy male subjects.
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A non-randomised, open label, two period cross-over study to determine
- the excretion balance and pharmacokinetics of [*C]-GW685698, 2(&$1ﬂ . ; Zan I =2 1
53.3.13 FFR10008745 GlaxoSmithKline ke e e
RR administered as single doses of an oral solution and an intravenous ~ 200 FH st wek | Ekk
infusion to healthy adult male subjects.
Characterisation of the Major Metabolites of GW685698X following a
Single Oral Administrati d aSingle Int Administration of =
53314 WD2005/01496/00 l4ng e ministrtion anca Single i ra.{venous ministration o Eﬁ GlaxoSmithKline AN ifj:V\] 'fﬂﬁﬁ
[**C]-GW685698 to Healthy Adult Male Subjects ge Ji gEE | &R
Study Number: 05DMW004
A randomised, double blind, placebo controlled, incomplete block,
. five-way cross-over study to investigate the effect of one week repeat 20+ . . N N HE
533.15/ref FFA10300648% dosing of GW685698X and FP on twenty-four hour serum cortisol ~2000FQ A GlaxoSmithKline b wE | BR
in healthy subjects
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group,
53321 Multicenter, Study to Evaluate the Efficacy and Safety of Once Daily, ol N SEAT
5'3'5' 1' 5 FFR200017 5% Intranasal Administration of GW685698X Aqueous Nasal Spray 50 mcg, N% E‘ E GlaxoSmithKline A+ e ?§ ¥
I 100 mcg, 200 mcg, or 400 mcg for 14 daysin Adult and Adolescent
Subjects with Seasonal Allergic Rhinitis
FFR20002: A randomized, double-blind, parallel group, placebo and
53322 active (prednisone) controlled, 6-week study of the effect of GW685698X BE I N S
5'3'5' 1' 4 FFR200027 5% agueous nasal spray 100mcg QD on the hypothalamic pituitary EII I GlaxoSmithKline A+ e ?g fj
— adrenocortical (HPA) axis in adolescents and adults 12 to 65 years of age
with perennia alergic rhinitis (PAR)
A Randomised, Double-Blind, Placebo-Controlled, Parallel Group,
Multicentre, Long-Term Study to Evaluate the Safety of Once-Daily,
gggig:g FFR1021237: 5% Intranasal Administration of GW685698X Aqueous Nasal Spray 100mcg iﬁ H GlaxoSmithKline s+ gﬁ g)ﬁ
—— for 52 weeksin Adult and Adolescent Subjects with Perennial Allergic
Rhinitis
A study to investigate the pharmacokinetics of asingle inhaled dose =1 e s
5.3.3.3.1/ref FFA 1001375 (400mcg) of GW685698X and its effect on serum cortisol in patients with $II A GlaxoSmithKline S+ v (/; 5

impaired liver function and matched control subjects.
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A double-blind, randomised, two-period crossover study in healthy subjects B I N =y
5.3.34.1 FFR100137 5% to investigate the effect of 7 days co-administration of GW685698X EII I GlaxoSmithKline S+ ek ?g fj
aqueous nasal spray (100 mcg) with ketoconazole on serum cortisol levels
A study to determine the relative skin blanching potencies of the novel =1 e s
5.3.4.1.1/ref FFA 100047 5% corticosteroid, GW685698X, fluticasone propionate and beclomethasone $II A GlaxoSmithKline MiZIN ok ‘Z”r%ﬂr
dipropionate in healthy male volunteers. o o
A single-centre, randomised, single-blind, placebo-controlled, 2-period,
. crossover study to evaluate the efficacy and safety of GW685698X g= Bl . . N Fan% LA
53421 FFRI0007A%: administered intranasally for 8 days (200ug once daily) versus placebo in Ge )= GlaxoSmithKline b wE | BE
male subjects with alergic rhinitis, using the Vienna Challenge Chamber.
Sy GW685698D A 7 L /L — M B A L2 b3 5 B R AT AT 200 A TV e AIR A FHE
X e e o B 27 NN E3
53511 | FFRI00SSORUER | "' oo i sk Bhic & 2 LI SRR — ~ (!E A soq et | B we | e
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group,
53512 Multicenter, Study to Evaluate the Efficacy and Safety of Once Daily, ol N SEAT
m FFR2000173 5% Intranasal Administration of GW685698X Aqueous Nasal Spray 50 mcg, N% E‘ E GlaxoSmithKline S+ e ?§ o
U 100 mcg, 200 mcg, or 400 mcg for 14 daysin Adult and Adolescent
Subjects with Seasonal Allergic Rhinitis
GW685698D Z=fiitth: 7 L /L — M B A L2 kb3 5 B R AT A - < -
= o N ° o 2 oo A X A E\/
53513 | FRRIOOSSONER |75t AL L EEREEAE O A iy | S 720 o me | S| S
VAT D IR M DR — < MREERY R > = - -
FFR20002: A randomized, double-blind, parallel group, placebo anc
active (prednisone) controlled, 6-week study of the effect of GW685698X
53514 - aqueous nasal spray 100mcg QD on the hypothalamic pituitary 200 FQH . . N HHN SEAM
53322 FFR200027- 5% adrenocortical N B= IF GlaxoSmithKline 5+ ) B
(HPA) axisin adolescents and adults 12 to 65 years of age with perennial
dlergic rhinitis (PAR)
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group
Multicenter, Study to Evaluate the Efficacy and Safety of Once-Daily, oll=15 e o
5.3.5.1.5/ref FFR300027 5% Intranasal Administration of GW685698X Aqueous Nasal Spray 100mcg “(1 EII i GlaxoSmithKline s o é 5

for 4 Weeks in Adult and Adolescent Subjects (> 12 years of age) with
Perennial Alleraic Rhinitis (PAR)
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A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group, Multi-
o Center Study to Evaluate the Efficacy and Safety of Once-Daily, Intranasal 20+l . . N HH B
535.16/ref FFRI000375: Administration of GW685698X Aqueous Nasal Spray 100mcg for 14 days ~ 200 QA GlaxoSmithkline i wE | 'R
in Adult and Adolescent Subjects with Seasonal Allergic Rhinitis
A Randomised, Double-Blind, Placebo-Controlled, Parallel Group,
Multicentre Two Week Study to Evaluate the Efficacy and Safety of =1 . -
5.3.5.1.7/ref FFR103184# %%  |Once-Daily, Intranasal Administration of GW685698X Aqueous Nasal $II A GlaxoSmithKline S+ 2kl 12 5
Spray 100mcg in Adult and Adolescent Subjects with Seasonal Allergic b b
Rhinitisin Europe
A Randomized, Double-Blind, Placebo-Controlled, Parallel-Group, Multi-
Center Study to Evaluate the Efficacy and Safety of oll=1 . -
5.3.5.1.8/ref FFR104861:45% |Once-Daily, Intranasal Administration of GW685698X Aqueous N a @k E GlaxoSmithK line IZAN o % ¥
Nasal Spray 100mcg for 2 Weeksin Adult and Adolescent Subjects
>12 Years of Age with Seasonal Allergic Rhinitis
A Randomised, Double-Blind, Placebo-Controlled, Parallel Group,
Multicentre, Long-Term Study to Evaluate the Safety of Once-Daily, 2
% FFR1021237 %%  |Intranasal Administration of GW685698X Aqueous Nasal Spray 100mcg Nzaiﬁ E GlaxoSmithKline MiZIN Zﬂ Z@ﬁ
T for 52 weeksin Adult and Adolescent Subjects with Perennial Allergic - -
Rhinitis
o GW685698D il FNET L L ¥ —ME &% %3 2 BRARFEAR ERA TI3I Ve AI A Ean FEA
535.2.1 FFRI006BBAMR |~ o s —oms o 751 ot | B wm | we
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