753IRAMREH2]. 51 gb6iEFEF
ICET &EH

AERHIER SN BRIRIEFIRVNEDOREITT T 7 Y « 23
R4 VHRAKHITRERTEHbOTH Y, YRBEREBEEM LS
DEFERICFIHT DI LIXTE EEA,

5589« AR S54 okKet




F1MOBEF—K

LEZH L UHEER
A5 b5 M5
(AAA) (AAA)
TNF A 7T 2N 60,9-2 T A F
TSUANRY | BATBL(T A AFAANLT 7 r
fr 27 )V =N ANVER=V]-11B-B K%
(FE4) -160-A F)V3-F XV T Ra AR
Fluticasone 1,4- - 170-1 VAT )L 0
Furoate (H4) /
60,9-Difluoro-17f-
[(fluoromethylsulfanyl)carbonyl]-11
-hydroxy-160-methyl-3-oxoandrosta-
1,4-dien-17a-yl furan-2-carboxylate
BS & & UBEFR
W5 (WEFR) WA
3TNSS 3 EER A 27
FF TNFNS T T TNV AT )V
HPA axis BUR TH — T A —AI

Jun 05 2013 15:18:30




1.5.

15 EERXEIRROBERUVREORE

TINF R T T TR R AT L (GW6E85698X, FF) 1E. GlaxoSmithKline #iZ &
VARSI Vv aalLFadf RERKROT A= MEHZAETH AT 04 FMEAEMTH 5,
FFR&IR (ORFD) X, FFE2ERS L T2EREZEFXOREZEAAT o4 RETHY | K
[ECIE 2007 4F 4 A2, BN TIE 2008 4= 1 A AR OV O T L8 —h 78 DI &
L TR S, BIfEE TIZ 100 % ELL EICBWTERREN TS, AHTIE 2009 4E 4 A1
FEADT LV —Pm g 2 IE & LTRSS (L1311) . 7T 3 A hOA B 27.5u956
EZEAE LT EHmENTWD2, /INEOBER TS L TWh7au,

BEFEHAT oA R, AR OMEIE BT LV —PEERITx U TN S 1R
HWTHY, A RTA BN THEIR STV A[ARIA, 2008][57 LAX—28H A RF A
NEZE B2, 2013][ H AN T UL —224% 2011], AT 5T LT —HEROJRE
Je Q& BUEDOIEMEE % 2 25,12 K T 25131277,

AREND/NROT LV —PE RIS 2 BRI L O IR BTGl A 22 25.1.4.%
O 251602777, ERRBAFSEIEIL, EIMERERREGHEMEIC X528 (25.15) 15D
ENREL, Eh L7z, BKRBROMGE, N7 LA —MEERICHHT 2 AK40 1 R 1[E]
55ug D EFENEE 521 D B IMER OVEEVERHER Sz, 251 71R TR T — ¥
Ry = NORNEBEIS O AR FEEITH) & & Lz,

LR I3 38 RO R K OB IS ORARIC DWW TIE, PRk 134F 6 H 21 H A EE SR 755 899 =5
PR R AT B R m A [ I 3R 5 o0 5 ST A O KGR H RE I I LRGR A GE IR
EEROIERZEREIC OV T) ORIHE2 O 5 (IC/EREENR RSN TWDER, TOHo Y4
HNENE 25 G TEDHAIT. B LEICBW TR EZAK T N TE 5] &
DFtRE b LT, HHNEEZE 25 (B)ITFiH L7,

# 15112, H 2 ) TOYZNEOLHIGI &7,

F7o. BARORMEMN A 1.5-1 1R,

F 151 FE1E B)ICETIARDE2E B)HTHEEHIEF

B GICET 2NE 28 (5B B

7 UL — PRI DR RE K 05 2512 7 LXK O IE K OYEF:
7 LR — L5 DA 2513 7 LA X MR R OEYIRR
PR DREE, SR 25.14. B ORI

2515 EHMERESROMEICL28E

AHGHICBT DMERBRT — 5y r—y 2517 BKT = Xy r—v

HE, RIS CHRMEICET Dt [256. %7 ¢ v b U 27 ICBIT Sk
FERER B A () 24, JEBRIRIKBR OREEE

24.4.  FHpEEER

Jun 05 2013 15:18:28

1.5-p. 1



zd-g

Jun 05 2013 15:18:28

X BEER

B 15-1

E RS TRES M -HERICE T SREDRIEE

ST



1.5.

151. &EXR
ARIA. ARIA (Allergic Rhinitis and its Impact on Asthma) 2008 Update. Available at
URL(2012.12): http: //mwww.whiar.or g/docs/ ARI A-Report-2008. pdf. 2008:.

AA/NET LLX—222 JNET LV —RBRE A F7 1 2 2011. . 2011..

BT UILVX—ZRITA RT7A4 MEREES. BT LILX—2FEIA K74 2 2013 4R .
2013:.

Jun 05 2013 15:18:28

1.5-p. 3



1.6. AEICET 2RISR 2 &6

1.6. SEICHFSEARREEFICETLIEH
AFNE, 7T LA —HEERROIGEI L U CORER ORI Z 5T 100 » ELL ETT LL¥—
PEEROIRIRE L L UKR SN TWD (2013 4E 12 A BIE) |
KE R OWINIZ 381 D AGRIRILE TN 1.6-1 L O 1.6-2 12, KETRMN SCEOJF L
OFIRZ 1.6.1, BRI SCEOF SR OFIR % 1.6.2 12, ¥EPET—4% 2 —
(COMPANY CORE DATASHEET) # 1.6.3 27”7,

£1.6-1 REICHTHEBRR (2013 £ 12 ARTHE)

4 - W4 TR AR - G BEE - DR L O - &
Hiigk 44 HH

¥[E | VERAMYST 2007 4 Nasal Spray | #h&g - Zh2% -
4 A27H | 27.5pg/spray AR O 2 BRLA B/ NI d U B FREE L U@ T L
N —VEEBIE DIEIR DR
ik - A

VERAMYST /58 A 7 L — X BN G- Z (o ff i 4
%, VERAMYST s 2 7 L —% 91 CTHEHT SR, &
Ha IR, ErOEEL TR 6 [T BT 5,
VERAMYST S8 A7 L—% 30 HMLLEFEA L T 7o
FBRAEXIIEHROF v v 25 AU EIZFLzEFiIcL
TWEHEAIZH ZOZFTH ATV, MrWEIRICH 2 0%
R4 5., VERAMYST S8R L —|3ZDEE L < -
TOBEHAT 5,

RITER S Z 2 ATREME 29k B 97720, B8 Z LIk N
ZhEIC T 5,

<A KON 12 3% A A >

HESERRIA R L LC, K REIC 2mEE (1 EHEYY
27.5ug) DFf 1l0pug & 1 H 1 5T 5, HRDENIES
. JERS Y he— LT, S5ug (FmPEc 1M
%) LA IECHELTHT LA —MEBLRERDO I
02— VEFSICHERFCE D Z b D,
<L2~11 WD /N>

AN LT, HESEBRAA R S LT, KRl 1 %
(1MEFE Y729 27.5ng) OFF S5ug % 1 H 1 RIEST 5,
55ug THORMEN A SN WVEAIE, 1opng (FEFEIC 2
) 1 H IEICHEELTL LV, ERA2 hr—1T
X726, 55pgl H 1 E~OFEAHELEIND,

Jan 312014 11:57:05

1.6-p. 1



1.6. AEICET 2RISR 2 &6

£1.6-2 BEMICHTHERBKRE (2013 4 12 ARA)
=4 - R5E44 TRF A - & 2hae - WELOHE - HE
Hidsk 4 HH
BR M AVAMYS 2008 4 Nasal Spray | #hfE - 2R :
1A 118 | 27.5ung/spray BN TR 6 ML EO/NRIZEBIT 2T LV F— PR

DIEIR DI
Ak - AR

<H=>

<HAKROFE (12580 1) >

HESEBHLA R L L, K alE2 MomEE (1 %Y
WNF NS T T HNVRBRE ATV 27.5ug) & 1 H 1 [EAT
5 (1 B 5 110pg)
Fa7iERay br— AN LN, K alE 1 B0
(1 B8 55ug) ([CE L CHOROMRHCA® L 8D
AREMEN B D,

FEIT, SER = v b v — VORISR 2 /N BRI ER
THZ L,

<P (6~115%) >

HESEBHLA R L LC, KMl 1 BlomE (1 Y00 7
WNF NS T T IR BRE ATV 27.5ug) & 1 H 1 [EAT
5 (1 B S5u)
K@E1mOE%ES 1B 1A (1 BR#EEGE S55ug) 7o T
bR E SR VEFIL, KRE2 FEOEEL 1A
1A (1 B EE 110pg) fToTh LV, +o2dEk= b
o= AELNZS, KA I ROEEZEEZ 1B 1E (1 BR
B 55 S5ug) ICETHAONEE LV,
WRKOIBFNREGDHIE, HAELLS, A Y a—iZ
Peo THEMAT D Z EAEE L, MEARBUL., MIEHEE% 8
BE &0 ) BNEER TR LN TN D, 7272 L, RAREIC
ET 5 E CITEEERGEN OHA ZET 2580 H 5D T,
BE TSI HBNE LS ERT 5 2 & TRERBYGE S
HTEEBDATD &, BEMRIL, 7 LS UREEICH Y
FTHHMICIRET S Z &,

<6 WA D /N>

6 AT O/ T D AVAMYS D22 2 & O 2 131
SEETULVRWY,

< il >

ZOEMICE W THEFEIILER W,

< EHEREREE RS >

Z OEMICBWCHBERHEIILER Y,
<JFHgREmEE RS >

B HE 7> & HH A BE oD PR B IR 75 A8 I 3 T i A 1
e, B OB EREICOWTIET —Z BFEELR
W, S RERSEE R LRI B AT v A RANZHE D 28R
TER DD 27 3E < I D ATREMEDS & D 72, B THEREREE
BTG T A5AITEEIITY 2 &,

<HiE>

AVAMYS HEA T L —L, @ENEGOHIERT 5,
ERRNCBPENEZ R LIRS, &2 EEDRBIZLT
FHans, EERY % 6B E oW ERICH S %
T) WLTC, ZHHT5, ¥r o7 e s HRETLEEE
LCW=0, E&FEee% 30 BUAEERA L2720 L72gAalc
DF, FOZETE (Ml WERICH D £ TR 6 [d) %17
ZIE XV, FR%ITER, BEREEAWVICRE, Sy o7
T 5D,

Jan 312014 11:57:05

16-p.2




HIGHLIGHTS OF PRESCRIBING INFORMATION

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

VERAMYST (fluticasone furoate) Nasal Spray
Initial U.S. Approval: 2007

--------------------------- RECENT MAJOR CHANGES --------------------
Use in Specific Populations, Pediatric Use (8.4)
INDICATIONS AND USAGE -----------==-n=mooo-
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 ----------------

For intranasal use only. Usual starting dosages:

o 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)

o Priming information: Prime VERAMYST 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 --------mnnmmmmmmmmeeae

Hypersensitivity to ingredients. (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)

o 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)

o Hypersensitivity reactions, including anaphylaxis, angioedema, rash, and
urticaria, may occur after administration of VERAMYST Nasal Spray.
(5.3)

o 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. (5.4)

o Hypercorticism and adrenal suppression with very high dosages or at the
regular dosage in susceptible individuals. If such changes occur,
discontinue VERAMYST Nasal Spray slowly. (5.5)

o Potential reduction in growth velocity in children. Monitor growth
routinely in pediatric patients receiving VERAMYST Nasal Spray. (5.7,
8.4)

ADVERSE REACTIONS --------mmmmmmmmmeaae

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 --------nnmmmmmmmmeaan

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

to fluticasone furoate.

e Coadministration of ritonavir is not recommended. (5.6, 7)

o Use caution with coadministration of other potent CYP3A4 inhibitors, such
as ketoconazole. (5.6, 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.
Revised: August 2012
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
1.1  Treatment of Allergic Rhinitis
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VERAMYST® (fluticasone furoate) Nasal Spray is indicated for the treatment of the
symptoms of seasonal and perennial allergic rhinitis in patients aged 2 years and older.

2 DOSAGE AND ADMINISTRATION

Administer VERAMYST 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 sprays
into the air away from the face. When VERAMYST 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.

Titrate an individual patient to the minimum effective dosage to reduce the possibility of
side effects.
2.1  Adults and Adolescents Aged 12 Years and Older

The recommended starting dosage is 110 mcg once daily administered as 2 sprays
(27.5 mcg/spray) in each nostril. 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 Aged 2to 11 Years

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, dosage
reduction to 55 mcg once daily is recommended.

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
VERAMYST Nasal Spray is contraindicated in patients with hypersensitivity to any of its
ingredients [see Warnings and Precautions (5.3)].

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 VERAMYST Nasal Spray than those who received placebo [see
Adverse Reactions (6.1)].

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 VERAMYST Nasal Spray over several
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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: Postmarketing cases of nasal septal perforation have been
reported in patients following the intranasal application of VERAMY ST Nasal Spray [see
Adverse Reactions (6.2)].

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 VERAMY ST 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 (IOP), 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 VERAMYST 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 Hypersensitivity Reactions, Including Anaphylaxis

Hypersensitivity reactions, including anaphylaxis, angioedema, rash, and urticaria, may
occur after administration of VERAMY ST Nasal Spray. Discontinue VERAMYST Nasal Spray
if such reactions occur [see Contraindications (4)].

5.4 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
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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.

5.5 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 VERAMY ST 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, 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.

5.6 Use of Cytochrome P450 3A4 Inhibitors

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

5.7 Effect on Growth

Corticosteroids may cause a reduction in growth velocity when administered to pediatric
patients. Monitor the growth routinely of pediatric patients receiving VERAMY ST Nasal Spray.
To minimize the systemic effects of intranasal corticosteroids, including VERAMY ST 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:

e Epistaxis, ulcerations, Candida albicans infection, impaired wound healing, and nasal septal
perforation [see Warnings and Precautions (5.1)]

e Cataracts and glaucoma [see Warnings and Precautions (5.2)]

e Immunosuppression [see Warnings and Precautions (5.4)]

e Hypothalamic-pituitary-adrenal (HPA) axis effects, including growth reduction [see
Warnings and Precautions (5.5), Use in Specific Populations (8.4)]

6.1 Clinical Trials Experience
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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 aged
12 years and older) were treated with VERAMYST Nasal Spray 110 mcg once daily for 2 to
6 weeks. The racial distribution of adult and adolescent patients receiving VERAMYST 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 aged 2 to 11 years) 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 with rates in the
clinical trials of another drug and may not reflect the rates observed in practice.

Adults and Adolescents Aged 12 Years 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 aged 12 years and older
treated with VERAMYST 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
Aged 12 Years 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 aged 65 years and older to determine
whether they respond differently from younger subjects.
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Pediatric Patients Aged 2 to 11 Years: In the 3 clinical trials in pediatric patients aged
2 to <12 years, overall adverse reactions were reported with approximately the same frequency
by patients treated with VERAMYST 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 aged 2 to 11 years treated with VERAMY ST 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 Aged 2 to <12 Years
VERAMYST VERAMYST
Nasal Spray Nasal Spray
Vehicle 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 pain 14 (3%) 16 (4%) 12 (3%)
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 aged 2 to <6 years compared with children aged 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 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
VERAMYST Nasal Spray (123/605, 20%) than in patients who received placebo (17/201, 8%).
Epistaxis tended to be more severe in patients treated with VERAMYST 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 VERAMY ST Nasal Spray
were of mild, moderate, and severe intensity, respectively. No patient experienced a nasal septal
perforation during this trial.

6.2 Postmarketing Experience

In addition to adverse reactions reported from clinical trials, the following adverse
reactions have been identified during postmarketing use of VERAMY ST Nasal Spray. Because
these reactions are reported voluntarily from a population of uncertain size, it is not always
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possible to reliably estimate their frequency or establish a causal relationship to drug exposure.
These events have been chosen for inclusion due to either their seriousness, frequency of
reporting, or causal connection to fluticasone furoate or a combination of these factors.

Immune System Disorders: Hypersensitivity reactions, including anaphylaxis,
angioedema, rash, and urticaria.

Respiratory, Thoracic, and Mediastinal Disorders: Rhinalgia, nasal discomfort
(including nasal burning, nasal irritation, and nasal soreness), nasal dryness, and nasal septal
perforation.

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 with 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
coadministration of VERAMY ST Nasal Spray and ketoconazole or other potent CYP3A4
inhibitors.

Based on data with another glucocorticoid, fluticasone propionate, metabolized by
CYP3A4, coadministration of VERAMY ST 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
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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 VERAMYST 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 VERAMYST Nasal Spray in children younger than 2 years 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 VERAMYST Nasal Spray, each patient’s dose should be
titrated to the lowest dosage that effectively controls his/her symptoms.

A randomized, double-blind, parallel-group, multicenter, 1-year placebo-controlled
clinical growth study evaluated the effect of 110 mcg of VERAMYST Nasal Spray once daily on
growth velocity in 474 prepubescent children (girls aged 5 to 7.5 years and boys aged 5 to
8.5 years) with stadiometry. Mean growth velocity over the 52-week treatment period was lower
in the patients receiving VERAMYST Nasal Spray (5.19 cm/year compared with placebo
(5.46 cm/year). The mean treatment difference was -0.27 cm/year [95% CI: -0.48 to -0.06] [see
Warnings and Precautions (5.7)].

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
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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 Clinical Pharmacology (12.3)].
8.7 Renal Impairment

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

10 OVERDOSAGE

Chronic overdosage may result in signs/symptoms of hypercorticism [see Warnings and
Precautions (5.5)]. 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 VERAMYST Nasal Spray, is a synthetic
fluorinated corticosteroid having the chemical name (6a,11p,16a,17a)-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:
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Fluticasone furoate is a white powder with a molecular weight of 538.6, and the empirical
formula is Co7H29F306S. 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 VERAMY ST 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 aged 12 years and older with perennial allergic rhinitis, VERAMYST Nasal Spray
110 mcg was compared with 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
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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 VERAMY ST Nasal Spray (n = 43)
of -1.16 mcg/day compared with -3.48 mcg/day in the placebo group (n = 42). The difference
from placebo in the group treated with VERAMYST 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 aged 2 to 11 years 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 VERAMYST Nasal Spray (n = 43) of
0.49 mcg/day compared with 1.92 mcg/day in the placebo group (n = 41), with a difference
between the group treated with VERAMYST 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
difference between the group treated with VERAMYST Nasal Spray and the placebo group of
-0.11 mcg/dL (95% ClI: -0.88, 0.66).

Additional Hypothalamic-Pituitary-Adrenal Axis Assessments: In the 52-week
safety trial in adolescents and adults aged 12 years and older with perennial allergic rhinitis,
VERAMYST Nasal Spray 110 mcg (n = 605) was compared with placebo nasal spray (n = 201).
Adrenal function was assessed by 24-hour urinary cortisol excretion in a subset of patients who
received VERAMYST 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 aged 2 to 11 years with perennial
allergic rhinitis, VERAMYST Nasal Spray 55 mcg (n = 185) and VERAMY ST Nasal Spray
110 mcg (n = 185) were compared with placebo nasal spray (n = 188). Adrenal function was
assessed by measurement of 24-hour urinary free cortisol in a subset of patients who were aged 6
to 11 years (103 to 109 patients per group) before and after 12 weeks of treatment. After
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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 with 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% ClI: -6.16, 0.13) and

-2.14 mcg/day (95% CI: -5.33, 1.04) for the group treated with VERAMY ST 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/QTc 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
of 9.929 msec (90% ClI: 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

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
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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
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 Cpax
(42%) and AUC 0., (172%), resulting in an approximately 20% reduction in serum cortisol level
in patients with hepatic impairment compared with 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 VERAMYST 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
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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 Aged 12 Years 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 aged 12 years 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 VERAMYST 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,
nasal congestion, sneezing, and nasal itching) on a 0 to 3 categorical severity scale (0 = absent,

1 =mild, 2 = moderate, 3 = severe) as reflective (rTNSS) or instantaneous (iTNSS). rTNSS
required the patients to record symptom severity over the previous 12 hours; 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 (rTOSS) or instantaneous scores (iTOSS). 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,
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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
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 VERAMY ST 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, 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. 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
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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 with placebo in patients
with perennial allergic rhinitis over a 4-week treatment period. 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. Similar to patients with
seasonal allergic rhinitis, the improvement of nasal symptoms with VERAMY ST 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 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
Perennial 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
Perennial 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
Perennial 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
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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

Perennial 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 Aged 2 to 11 Years: 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 VERAMYST 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 VERAMY ST 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 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 aged 6 to <12 years. Efficacy
in children aged 2 to <6 years was supported by a numerical decrease in the rTNSS.
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Table 5. Mean Changes in Efficacy Variables in Pediatric Patients Aged 6 to <12 Years
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
Perennial 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
Perennial 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

Jun 05 2013 16:12:11
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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 (Patient Information and Instructions for Use).
17.1 Local Nasal Effects

Patients should be informed that treatment with VERAMYST 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 VERAMYST Nasal Spray [see Warnings and Precautions (5.2)].
17.3 Hypersensitivity Reactions, Including Anaphylaxis

Patients should be aware that hypersensitivity reactions, including anaphylaxis,
angioedema, rash, and urticaria, may occur after administration of VERAMYST Nasal Spray. If
such reactions occur, patients should discontinue use of VERAMY ST Nasal Spray [see
Warnings and Precautions (5.3)].
17.4 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
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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
641
17.5 Effect on Growth

Parents should be advised that VERAMYST Nasal Spray may slow growth in children. A
child taking VERAMYST Nasal Spray should have his/her growth checked regularly [see
Warnings and Precautions (5.7) and Pediatric Use (8.4)].
17.6 Use Daily for Best Effect

Patients should use VERAMY ST Nasal Spray on a regular once-daily basis for optimal
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.
17.7 Keep Spray Out of Eyes

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

Patients should be advised that coadministration of VERAMYST Nasal Spray and
ritonavir is not recommended and to be cautious if coadministrating with ketoconazole.

@GlaxoSmithKline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2012, GlaxoSmithKline. All rights reserved.
VRM:9PI

Patient Information

VERAMYST® [VAIR-uh-mist]
(fluticasone furoate)
Nasal Spray

For Intranasal Use Only

Read the Patient Information that comes with VERAMY ST Nasal Spray carefully before you
start using it and each time you get a refill. There may be new information. Keep the leaflet for
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reference because it gives you a summary of important information about VERAMY ST Nasal
Spray. This leaflet does not take the place of talking to your healthcare provider about your
medical condition or your treatment.

What is VERAMYST Nasal Spray?
VERAMYST Nasal Spray is a medicine that treats seasonal and year-round allergy symptoms in
adults and children 2 years old and older.

VERAMYST Nasal Spray contains fluticasone furoate, which is a man-made (synthetic)
corticosteroid. When you spray VERAMY ST Nasal Spray into your nose, it helps reduce the
nasal symptoms of allergic rhinitis (inflammation of the lining of the nose), such as stuffy nose,
runny nose, nasal itching, and sneezing. VERAMYST Nasal Spray may also help red, itchy, and
watery eyes in adults and teenagers with seasonal allergic rhinitis.

Your healthcare provider has prescribed VERAMYST Nasal Spray to treat your symptoms of
allergic rhinitis.

It is not known if VERAMYST Nasal Spray is safe and effective in children under 2 years of
age.

Who should not use VERAMYST Nasal Spray?

Do not use VERAMYST Nasal Spray if you are allergic to fluticasone furoate or any of the
ingredients in VERAMY ST Nasal Spray. See the end of this Patient Information leaflet for a
complete list of ingredients in VERAMYST Nasal Spray.

What should I tell my healthcare provider before taking VERAMYST Nasal Spray?
Tell your healthcare provider about all of your medical conditions, including if you:
e have had recent nasal sores, nasal surgery, or nasal injury

e have eye or vision problems, such as cataracts or glaucoma (increased pressure in your eye)

e have tuberculosis or any untreated fungal, bacterial, viral infections, or eye infections caused
by herpes

e are exposed to chickenpox or measles
e are feeling unwell or have any symptoms that you do not understand

e are pregnant or plan to become pregnant. It is not known if VERAMYST Nasal Spray will
harm your unborn baby. Talk to your healthcare provider if you are pregnant or plan to
become pregnant.

e are breastfeeding or plan to breastfeed. It is not known if VERAMY ST Nasal Spray can pass
into your breast milk. Talk to your healthcare provider about the best way to feed your baby
if you take VERAMYST Nasal Spray.

Tell your healthcare provider about all the medicines you take, including prescription and
non-prescription medicines, vitamins, and herbal products. VERAMYST Nasal Spray and other
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medicines may affect each other, causing side effects. Be certain to tell your healthcare
provider if you are taking a medicine that contains ritonavir (commonly used to treat HIV
infection or AIDS).

How should I use VERAMYST Nasal Spray?

This medicine is for use in the nose only. Do not spray it in your eyes or mouth.
An adult should help a young child use this medicine.

This medicine has been prescribed for you by your healthcare provider. Do not give this
medicine to anyone else.

Use VERAMYST Nasal Spray exactly as your healthcare provider tells you to. Do not take
more of your medicine or take it more often than your healthcare provider tells you. The
prescription label will usually tell you how many sprays to take and how often. If it does not
or if you are not sure, ask your healthcare provider or pharmacist.

For people aged 12 years and older, the usual starting dosage is 2 sprays in each nostril, 1
time a day. After you begin to feel better, your healthcare provider may tell you that 1 spray
in each nostril 1 time a day may be enough for you.

For children aged 2 to 11 years, the usual starting dosage is 1 spray in each nostril, 1 time
a day. Your healthcare provider may tell you to take 2 sprays in each nostril 1 time a day.
After you begin to feel better, your healthcare provider may change the dosage to 1 spray in
each nostril 1 time a day. An adult should help a young child use this medicine.

Do not use VERAMYST Nasal Spray after 120 sprays (plus the initial priming sprays) have
been used or after the expiration date, whichever comes first. (The sample bottle contains 30
sprays.) The bottle may not be completely empty. The expiration date is printed as “EXP” on
the product label and box. Before you throw away VERAMY ST Nasal Spray, talk to your
healthcare provider to see if you need a refill of your prescription. If your healthcare provider
tells you to continue using VERAMY ST Nasal Spray, throw away the empty or expired
bottle and use a new bottle of VERAMYST Nasal Spray. Follow the Instructions for Use
below.

Do not take extra doses or stop taking VERAMY ST Nasal Spray without telling your
healthcare provider.

VERAMYST Nasal Spray may begin to work within 24 hours after you take your first dose.
It may take several days before it has its greatest effect. If your symptoms do not improve or
get worse, call your healthcare provider.

You will get the best results if you keep using VERAMYST Nasal Spray regularly each day
without missing a dose. If you miss a dose by several hours, just take your next dose at the
usual time. Do not take an extra dose.

What are the possible side effects of VERAMYST Nasal Spray?
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VERAMYST Nasal Spray may cause serious side effects, including:

thrush (candidiasis), a fungal infection in your mouth and throat. Tell your healthcare
provider if you have any redness or white colored patches in your mouth or throat.

hole in the cartilage in the nose (nasal septal perforation). Symptoms of nasal septal
perforation may include:

e crusting in the nose

nosebleeds

runny nose

whistling sound when you breathe

slow wound healing. You should not use VERAMYST Nasal Spray until your nose has
healed if you have a sore in your nose, have had surgery on your nose, or if your nose has
been injured.

eye problems such as glaucoma and cataracts. If you have a history of glaucoma or
cataracts or have a family history of these eye problems, you should have regular eye exams
while you use VERAMYST Nasal Spray.

serious allergic reactions. Serious allergic reactions can happen with VERAMYST Nasal
Spray. Stop using VERAMYST Nasal Spray and call your healthcare provider right
away if you have any of the following signs of a serious allergic reaction:

shortness of breath or trouble breathing

skin rash, redness, or swelling

severe itching

swelling of the lips, tongue, or face

immune system problems that may increase your risk of infections. You are more likely
to get infections if you take medicines that may weaken your body’s ability to fight
infections. Avoid contact with people who have contagious diseases such as chicken pox or
measles while you use VERAMYST Nasal Spray. Symptoms of an infection may include:

o fever

e pain

e aches

e chills

e feeling tired
e nausea

e vomiting

adrenal insufficiency. Adrenal insufficiency is a condition in which the adrenal glands do
not make enough steroid hormones. Symptoms of adrenal insufficiency may include:

e tiredness

weakness

dizziness

nausea
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e vomiting

e slowed or delayed growth in children. A child’s growth should be checked regularly while
using VERAMYST Nasal Spray.

The most common side effects of VERAMYST Nasal Spray include:
e adults and adolescents 12 years of age and older

e headaches

e nose bleeds

e sore throat

® NOSe sores

e Dback pain

e children 2 to 12 years of age
e headaches
e sore throat
e nose bleeds
o fever
e cough

Tell your healthcare provider if you have any side effect that bothers you or does not go away.

These are not all of the possible side effects of VERAMYST Nasal Spray. For more information,
ask your healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-
800-FDA-1088.

What should | know about allergic rhinitis?

“Rhinitis” means inflammation of the lining of the nose. It is sometimes called “hay fever.”
Allergic rhinitis can be caused by allergies to pollen, animal dander, house dust mite, and mold
spores. If you have allergic rhinitis, your nose becomes stuffy, runny, and itchy. You may also
sneeze a lot. You may also have red, itchy, watery eyes; itchy throat; or blocked, itchy ears.

What are the ingredients in VERAMYST Nasal Spray?
Active ingredient: fluticasone furoate

Inactive ingredients: 0.015% w/w benzalkonium chloride, dextrose anhydrous, edetate disodium,
microcrystalline cellulose, carboxymethylcellulose sodium, polysorbate 80, and purified water

Instructions for Use

Read this leaflet carefully before you start to use VERAMYST Nasal Spray. If you have any
questions, ask your healthcare provider or pharmacist.
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The parts of the VERAMYST Nasal Spray

VERAMYST Nasal Spray comes in a brown glass bottle inside a nasal device. It contains 120
sprays (or 30 sprays if it is a sample) plus the first priming sprays. Be careful not to drop it. If
you accidentally drop the device, check it for damage. If the device is damaged, return it to your

pharmacist.

The Cap has a tab that keeps the Mist-Release Button from being
pressed accidentally. It also helps keep the nozzle clean. Do not throw
the cap away. Always keep the cap on the device when you are not
using it.

The Nozzle is small and short, so it will fit inside your nose. The
medicine comes out of the nozzle.

Pressing the Mist-Release Button sprays a measured amount of
medicine from the nozzle as a gentle, fine mist. Because the button is
on the side of the device, you can keep the nozzle in the right place in
your nose while you press the button.

The Window lets you see if there is medicine left in the bottle when
you hold it in front of a bright light. (You may not be able to see the
medicine in a full bottle because the liquid level is above the
window.)

How to prime your VERAMYST Nasal Spray

Priming helps to make sure you always get the same full dose of medicine. You need to prime
VERAMYST Nasal Spray:

e Dbefore you use a new bottle for the first time.

e if you have not used your VERAMYST Nasal Spray for 30 days or longer.

e if the cap has been left off the bottle for 5 days or longer.

e if the device does not seem to be working right.

To prime VERAMYST Nasal Spray:

=

ft

Figure 1

Figure 2 Figure 3

1. With the cap on, shake the device well (Figure 1). This is important to make the medicine a

liquid that will spray.

2. Take the cap off by squeezing the finger grips and pulling it straight off (Figure 2).
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3. Hold the device with the nozzle pointing up and away from you. Place your thumb or fingers
on the button. Press the button all the way in 6 times or until a fine mist sprays from the
nozzle (Figure 3). Your VERAMYST Nasal Spray is now ready to use.

How to use your VERAMYST Nasal Spray
Follow the instructions below. If you have any questions, ask your healthcare provider or
pharmacist.

Before taking a dose of VERAMY ST Nasal Spray, gently blow your nose to clear your nostrils.
Shake the bottle well. Then do these 3 simple steps: Place, Press, Repeat.

—
A - <3
3 AN %
@
\\
Figure 4 Figure 5 Figure 6

1. PLACE
Tilt your head forward a little bit. Hold the device upright. PLACE the nozzle in one of your
nostrils (Figure 4).

Ll

Point the end of the nozzle toward the side of your nose, away from the center of your nose
(septum). This helps get the medicine to the right part of your nose.

2. PRESS
PRESS the button all the way in 1 time to spray the medicine in your nose while you are
breathing in (Figure 5).
Do not get any spray in your eyes. If you do, rinse your eyes well with water.
Take the nozzle out of your nose. Breathe out through your mouth (Figure 6).
S 3. REPEAT

To deliver the medicine to the other nostril, REPEAT Steps 1 and 2 in
the other nostril (Figure 7).

If your healthcare provider has told you to take 2 sprays in each nostril,
do Steps 1-3 again.

Put the cap back on the device after you have finished taking your
Figure 7 dose.

How to clean your VERAMYST Nasal Spray
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Figure 8

Jun 05 2013 16:12:13

Figure 9

After each use: wipe the nozzle with a clean, dry
tissue (Figure 8). Never try to clean the nozzle
with a pin or anything sharp because this will
damage the nozzle. Do not use water to clean the
nozzle.

Once a week: clean the inside of the cap with a
clean, dry tissue (Figure 9). This will help keep
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the nozzle from getting blocked.

How to store your VERAMYST Nasal Spray

e Keep your VERAMYST Nasal Spray and all medicines out of the reach of children.
Store between 59°F and 86°F (15°C and 30°C). Do not refrigerate or freeze.

Store with the cap on.

Store in an upright position.

This Patient Information has been approved by the U.S. Food and Drug Administration.

@Glaxuﬁmrth Kline

GlaxoSmithKline
Research Triangle Park, NC 27709

©2012, GlaxoSmithKline. All rights reserved.
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-4.57 meg/dL (95% CI : -5.83~-3.31) Th -7,

2~ O/ N A kG & U CHENE L7221 B o6l R & . A Z x5 L Lk & Ffko 7 A
»CRIBHREZ 5N L7223, 7L F=> VEGMoe IRBRIERRE L7220 o 7o, E IZVERAMY ST &
A7 L —10meg XX 7 7 BRRBAT U—% 1 H1EEE Lz, #5elM%, 24K R =
NFY =NV RO EIL T 7 AR 416]) T1.92meg/H TH-7-DIZk L, VERAMYST
SRR AT L —RE (43%1) TIZ0.49meg/H TH Y, VERAMYSTREAR T L—REE 7T BREEL D%
51-1.43 mecg/H (95% CI : -5.21~2.35) Th o7, IMIFI/VF Y — /HEIZONTIE, BG6HE%
IR EMME (0~24FFf) OR—RF A D DOZE(LEIZIVERAMYST A A 7 L —FE (4841)
T-0.34 meg/dL, 77 &AREE (4761]) T-023 meg/dLToH Y, VERAMYSTHRHAT L—HEL 7T &
AL DF13-0.11 meg/dL (95% CI : -0.88~0.66) T -7,

£ DA i L IR THR - THR - BIBRICEAT HMET : 12 EOFEKR O A O@FEHET
LV —MERREBEERG L L2 M2 2RI EB VT, VERAMYSTAUSE A7 L —110 mcg
(605%5) %7 FkREBRZTL— Q014]) &g L=, 'Jﬁf‘ffgé X, VERAMYSTH. AT L —
R ONT Z 2RO SER (ZEN37061 % ON2061) 1281 2 Beh-ai & O 5520 [H# 0024
ﬁﬁ@¢3”?/%w%ﬁEL%OWT§MLKO&5&Lm%7\Téﬂﬁmﬁ¢jw%f*
NHEIEDR—2 T A v O EIL, VERAMYSTA S AT L —RET5.84 meg/H, 77+
ARET334meg/ HTHY, 7T EARREEDZEF2.50meg/H (95% CI : -5.49~10.49) Th o7,

2~ 11 O /NPT LV X — PR R BE 2t 5 & LTc 120 M2 2t K OF D MERBRIZ B W T
VERAMYST /5 & A 7 L —55 mcg <185{§) } O'WERAMYST 58 2 7 L —110 meg  (185f1) %75
EARREREAT L — (188f1) &bl L7z, FIREEGRIL. 6~11U&DOBEEM (KHE103~10941) 12
BT 5 B 5-aill J O 51208 [81 1% 00 2458 [ R bR =2 v 57> — VAL RS W CRI L 72, $5-123
Mk, 77 B AREE (1076]) TIX 24K R T a2 v F ) — LRk & D ~N— 2 F A 273 50.08 meg/
HOBIMAZRD b -Di2% L, VERAMYST /8 A 7 L—55 meghf (109%1]) & O'VERAMYST A4
AT L—110 meght (10361]) TIEX—A T A U0 6ZNEI-2.93 meg/H & T-2.07 meg/ H Db
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v

DRO BTz, 77 BAREEE DZIX, VERAMYST Fifm A7 L —55 meght C-3.01 meg/H (95% CI :
-6.16~0.13) , VERAMYST i A 7 L —110 meght C-2.14 meg/H (95% CI:-5.33~1.04) TH -7z,

LI EOHPARIZEAT AKRFHEREZRAETH L. IATFH V75 IR EET AT )L SN
5.0 Bl HERE ~D S | 3 /N TIIRE TE R,

LEBE~DFEE . QT/QTcHBRIZIB N T, TIVTFH Y 7T U VR R AT V5 OQTCHIR
SNOEBITRD bR oTe, 77 RARKOEE (%70 x4 0400 mgH BRI O G) %f
MR b 24— =3 BRIC I T, RS LB 4001 2 Xt U 24 I Te o TINTF 1 v 7
T U HIVIR B AT 14,000 meg HLEIRE O A G- OQTcMME~D R E LT ~z, TNFh
7T NIRRT AT NAR GBI AQTCFDNR—A T A b DERKEH B BIZT T T+
REEZITEOONTZH D EIZER U TH Y | JEHREEH D #2130.788 msec (90% CI : -1.802~3.378)
Thotr, —Ji. TEX V7B HH 400 mgfE D ETlL, 77 R EH% & il L CQTFD-X
— AT A DS OR R EACRIIERE DS L S AL, TRPREER 00 #2139.929 msec (90% CI : 7.339~
12.520) THotz, ZNFHY T T VIR T AT )L OEEER 5 1XQTCHIMEIC 8 A K IE &
o TN, BERGEH TIITINTF B T T AR R AT )V OVER N EEIRREICE L T
WIRWAREMER B 5, KIERERICBIT DIV F NV 7T VR T 2T L DQTeHIfE~
DEBIZOWTIIRHATH S,

123  EKDEhRE

WIR : ZIVTF I 7T IR R ZT )LD BN 4% G5 EOIF L A LD RRERICHE
T, R OWS CoR iR S LTI JAsiZ2 pl @l 2= 1 2720, RHRERIT D
S OPNERD, RREPENHELER 58 (110 meg 1 B 1EZ %A Tldi&125 A, /NNETIIRE
128[E) ITBWT, ZAFH Y 7T R BT 2T LD M E T E & TRE (LOQ)
10 pg/mL D E K EHPLC-MS/MST vt A AN TH KIEDOHANEERAETH D, 5L, 7
WTF T T T TN EET AT VNS00 pg/mL % 2 S iR TR S T IEBT D E (0.3%
Aiti) & 0 523 EFRER TIX1BIH31,430 pg/mL & W) EWIBE TH - 72, TS OHBRE BV T,
INBOREL a VT — UE L ORICEEMEX RO o7, ZOX I REmWRE L -7
JREIEAATo 5,

BLRE 16BN IEEN EE LRID 7 VFH Y 75 VR g 25 L (880 meg? e %

5% 8E Z £ 1210[E] 132,640 meg/ H) &5 L THEXHINA T XA Z 8 7 4 T, £
DFER, HFEIASA FT XA TV T 1 13F440.50% (90% CI : 0.34~0.74%) ToH -7z,

BIENEEETIIANA FTT_XA T EUT MRS, 138 A EOEYEETF —Z13F Do 5
ZZRWTIE U7, BOREERAR O Al B N AR B G- 2 W =3B T, v F 77
YHIVKRUBET AT NV D30%LL ERUL S, FORKRECHITIAEN BERE SN D I L DNiERR
Ny BANRAFT A ZE DT 2 13FH1.26% TH Y | JEERFETHE D KE 5 I RIEMERGEIZ &
H5HLDTHD,

S3An - BRI 542 1230 D TEFEARRE DS A A FEIT608 L CTh 5,

TNTF N T T ANR BT AT AOE MUEE AR S RIT9%E B D,

R invivoRRBRIZEB W T, 7T VU HNVRUBET AT IIVER G OBREN L DO 7 )VF B o DARIT
RO LIV T2y TIVT I 7T o TVR VR AT VL EIZCYP3A4E T D AT L 0
KEBEBNOBREIND (BMiE7 U7 T2 2587 1L/M), FEABRRIKIL, S-TL4a AF/LhL
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RF AL — R EEDIKIIM L D ANIEVEIR1VTB-T1 VR AP DAL T H D

HElE . TV TF T T BV R AT VR OV ORGEIE, RO BEGEDORI101%, RN
B HEORKI0%MN EICEPICHM D, RPICHRE SN 7-01E, BOEGEOK1%, FRIRNE
Ha8DR2% Th -7z, TR O AR RN E15 1M Th - 72,

BEMEYERE : VLT H YV 75 HR BT AT VIR, IEFEITE O IIEREERRD Hh
TEB] (TR M) ZBRFIE. 110 meg 1 H 1B 0D 8 EN & 5% TIIRIROEE . i Iofi
S, 2RE L TRD E, EREATREZRIEE (10 pgmLZB 2 2RE) 233D bz BEOE
A, 110 meg 1 H 1[EEENFE 544 D 125% DL _E D BE T31% AR, NEHEE Q~115) T16%AK
TV, 55meg | H1EIEFENE 5% O/NLBF TT1% AR CTh o7, ERARERIEED 7 /VF )
T T HNVIR TR AT VORI AFRUIAFELBEE L TWDH T E AR A
T U AT SR o T,

FERERERESE « TTHERE DK PRI L E AT v A RAIOPEINC R EZ KT BTN H 5, 7LT
N T T U HNVR R AT IVIIFCYP3A4IC XV IR 2 A @ & 52T B 72 o IR RERE
ERERETIITINT IS VT T ANR BT AT VO BRENET HBZFNNH D, TEE
(Child-Pugh/3JEB) OFREREFERE ZXIR L LTIV T Y T T VAR AT )V
400 megHL A% W A G- DFRER Tl fEREERE |2 e~ TP BB E B F 2B WV Tl Y
AUC (o EF- L (ZNF142%, 172%) . ZOFER. MiE 2 VT — VEAKI20%8A LTz, 2
BT EIT, ERGRBROHEE OFHEREERE 2 G L L2RBRICB VT, X0 &vEic/
LETHISND, LIeni> T, BEOIEREREEE ICVERAMYSTR AR Y L—2 K53 256
IXHEEICITH 2 &,

BHEREREEE . BENER G % OBWERE ORI TINTF B Y 7 T VIR R AT VTR
S, JRPICHE S 302 OIX3EY) B R E D1% A0 CTh 5, EHEREREICBITOHE
FRENT LT 220,

13 JEERIREME
131 BAFM, BREME, ZHREOKT

2EMBARBRIZBNTT v KOS TR TINVNF NS T T VKRBT AT NV EENTH
K9 meg/kg/ H % OM9 meg/kg/ H D& (B AR OVINRIZI T RN B SENH &% TS
[meg/m* b)) THG Lzd 25, #5ICHET 2 EERAEROBIMIR LN -T,

TNTF NS T T IR BRE AT VT OB RREREF R Lot £2, <~ U
A Y L RIELS178Y MR 2 AN T in vitroWii FLENM) MR 0O 28 BB IZ o W C YL AR B IG 23578 L
emolz, Ty MEHWZn vivo/ MERBRIZEB W T H BRI b o7,

HEROMET » MZTNTF A 7T TIVR B AT V% I Ui R24 meg/kg/ H Y

91 meg/kg/ H DR (FRAICEIT B F RHELEL H BPEN G- R& O E 225 L O [meg/m’
B]) TWHMAEG LI-ARRBRICK N T, ZRECK FITRBO bivehroTz,
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14 FERHBR
FEME R OBREMET UL X —E Ak

RARC12BRLL EOFEBE  FEHMSUTEENET LV — PR R OIERE 29 2 A K U125
U EDHFDVEBRE ZNRE L5022~ 4BM O EEL L, —HEM, WATHR., ShdkE, 7
Z AR REFIREER IZ BV T, VERAMYSTA G A 7' L —DF MR LR E Gt Lz, 205
HOBEKRRBRO 5 B, HEREENET LA —MEaRBE Z 55 L L2 o HERERR, 3

ERFFIVET LA X — M RRBEE ZxG & U2 2lB O MERAERER, 142585 ET L LS —
PaRBFEZNRE LT4EMOAIMERBRCTH 72, b ORBRIZIT1,8296 0 BFE  (H1697
B, ZePE1L1326) AFEAAN ST, BEORTIS%NIAANTH Y, FHERITR TH -T2, =
NEDBED S, 7226 VERAMYST/A 82 7 L —110 meg (%K & FLIC2MESE) 10 1EO# 5 %

ZF 7,

AR SR A 27 (TNSS) (ZHESW T L7z, TNSSIZ, BHE N4 EO SEdk (R,
B < LoB R OREE 9 F#R) 20~30EEERE (0=72L, 1=8&E, 2=h%E, 3=H
1) TR L= A = 7 DA FHE S LCHH S, g 2 =7 ((TNSS) UXBIFE) 2 =17 (,TNSS)
Dd> 5, rINSSITIEE 12N 72 DAER O FEIERE | —J7, iITNSSIFIR[EH G- BRI FLdk S V7 fE
ROFIELL & L TEA TSR Z R DT, MR TICB T 58 & LODITNSS A 27 O PfE 2K
B, X—=ZA 7 A UINSSI O DEALRIZEIT 527 TR L OFEE FEAMFMER & Lz, ¥
DITNSS (AMITNSS) &Ik, HLMIE (41FH]) O TRELDTNSS 248 L, ZhRA 24K O
HRERIZOle > TR LT E D D E T 5720 DR Th 5,

Z O, BIRHIAZPEFRIE B & U TRERIER 2 =277 (TOSS) M S 45 % QOLE M ZE (RQLQ)
ZRHI L7z, TOSS & 1%, B MIFFHOIREL (RO 5 FER OEVE, EE K IRORA) %0
~3OESEERE (0=72 L, 1=K, 2=m%[ 3=8HK) CiliL RN A =27 (TOSS)
KOHEIFRY A =27 (iTOSS) OEFHMETH 5, AIMEZHGETT 2I12H 72> TiX, LIRDOTNSS & A
RO J5 15 TITOSS L UNAM iTOSS # 7 L 7=, F£72. RQLQ%Z AWZFHli CiX, 7 LLXF—Ph&as
TR ONFACBT D780k (GEB), MEAR, & - IRCSLOER, BUEM M-, sEk, IRERE Y
TH&h) 21T 228 H 270 (0=FEF7e L, 6= KROEEE) CHHMEiT 5 &5 LT,
BEOFEBOREERFRQOLE RO -, ZOEMEDREH O FHED HHRQLQA 2T 5
HL, XR=RAT7 A4 NSO FEHECRICBIT 5 77 2R L Okt 23050 EThiiE, RQLQIZ
B 5 E/NEZEZ (Minimally Important Difference : MID) & HL72 34D L35,

JHEZERAGE  HEZRERBRIL, FEMET LS — R REBE 235 E L 4R (440, 220, 110
K55 meg) DI NF Y T T U ANVIKRCBET AT IV EEAT L — DR & G 52 0
R ThH o7z, ZORBRIZBWT, ZFVFUY T T UHNVRUBT AT VEEAT L —IT4H &
EBITNSSZ 7' T B ARICHARTRESE T I, ZOEITMEIMICTHAER LD TH-7 (£3),

14.1

3. FHET VAF—HERBEF TR T S2BRABRORBHIRERR 27 EFHOR—RF 1~

N o DEHEbE
N— 2 R—2 5 A TIRREDE
FA v UG D
N AR n | (AM+PM) L& LS 95% CI Pt
TNFHS T T TR 130 9.6 -4.02 -2.19 -2.75. <0.001
VBT AT /1440 meg -1.62
TINF NS T T IV 129 9.5 -3.19 -1.36 -1.93, <0.001
15
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VBT AT /1220 meg -0.79

0% AN AT N 127 9.5 -3.84 -2.01 -2.58. <0.001
VBT AT /1110 meg -1.44

TNTF T T T TR 125 9.6 -3.50 -1.68 -2.25. <0.001
VBT AT /155 meg -1.10

7Tk 128 9.6 -1.83

Flo, TNTFHIS T TUNNKR BT AT IVEBAT L—34HE L HLAMITNSS % 77 ® 7RI
HRTREIETEH AHEOE INVNF IS T HINVR BT AT AR TR L D%
IIHEHANCHEER LD TH 22 D, ZhERP24EM OG- hi= > THRBE L= 2 L 2VR
Xy,

BT LAF—HEBRZFG FEMET L X —RREE 255 L L TVERAMYSTH&A T L
—110 meg 1 B 1EOAREZ 2 M OB G HIIZ b= »> T7 7 1R & llkird 2 3445 0 ik kB
BETVA L Lz, 23T RTORERIZEB VT, VERAMYST /A& A7 L —110 meglIrTNSS &
AMITNSS % 7 7 B RICHRTR—=ZA T 4 U H RER T EE, ZOEIHEAMICAEER D
Thoto, BEWRIZE L TiE, FHIET LIXF—MRERZXRE L 263X ToRRICE
W, VERAMYSTA S AT L —110 meglFrTOSS % 7 7 B ARIZHARTR—2F A b K& <K
TEH, ZOETHMINCHER LD TH o7z, S HIZRQLQIZE L Tix, FHitE7T v ¥ —k
BRERGE LT 2N B3 T R TORBRIZEBV T, VERAMYST & A 7 L —110 meglFHRQLQ
AT T TERIZHERTR=2AT A4 PO REKTIE, TOETHFFMAERLDTH
>72, #RQLQA AT D= T A b DR EALEIT OV TOVERAMY ST A 7 L—RE L
7T RAREELE DOEIL, ZNH3REBRICEB UV T-0.60~-0.70TH V) | /hNEEEOEEL - Lz, £
M, ZFEWET LA —MERREE Z xS L LI RENRIRBRO G IMEREE R T,

BFEMET L F—HEERFE BFET VL — M EBREE 235 & L TVERAMYST R &R 7 L
—110 meg 1 H1[BIOF2hMEZ AR OB G HRIZ D7 - T 7 &R & G 5 1O B AR SR
T WA LIz, VERAMYST i A7 L —110 megiXrTNSS X )AM iTNSS % 7° 7 B AR T T
—ATAUPHLREJ T EE, TOETHFAMICERER OO TH -7z, FHIMET LLF— &
RBFH LR BEMET LV — PR R BEITE T 2 VERAMYST S 52 A 7 L— O SE IR 500
F24RIC o7 » THRgE L 72 2 &8, IREHR G- ERTOAM ITNSSIZ LV il Sz, L. Z6Hi
PET LA X—ERREE 2GS & Uil & 138720 | VERAMYSTH A 7 L—110 meghf D@
EET LV —ERRBFETIE, 77 BREEE B, rTOSS & URQLQIZ H:-5 < R AIQOL
W= T A b OFFHMICABRUGETRO ben-o7-, £72, ¥RQLQA I T DX—2RA
FTA DD DOVEEELEIZDOWVTOVERAMYSTREA T L—RELE 7T B AREEE DZI1X-023TH
0. B/NEEEOKEM CTH D050 FICITE L hotz, R4S, WEMET LAX—MEaREBE
g b LT BRRRBR O G SR &~ T,
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&4, BEHESUIBEET VKX —EERORAROFFEBE TR 5 AMERME B OFHE

L&
R—=RF A v TR LEDE
N—Z | PbOELE
THIENA n | IA4 —LS¥-#y LS | 95%CI PfiE
[EIRHAD S SER A =2 7
ZHET 1L —1k B AR
INTF 7T 0 | 151 9.6 -3.55 -1.47 -2.01, <0.001
AU AT /1110 meg -0.94
7T &R 147 9.9 -2.07
SEAEET LoV X — PR e
TNT 750 | 149 8.6 -2.78 -0.71 -1.20, 0.005
R AT 1110 meg -0.21
AN 153 8.7 -2.08
HPF AR RIER X =2 7
ZEHIMET LV X — 1k SRR
TINF RS 7T H | 151 9.4 -2.90 -1.38 -1.90, <0.001
AN UEET AT 1110 meg -0.85
7R 147 9.3 -1.53
HEMET L X — 2R
TNTH 7T T | 149 8.2 -2.45 -0.71 -1.20, 0.006
RN UEET AT 1110 meg -0.21
A 153 8.3 -1.75
[ IRAER A = 7
ZFHIMET L L X — M E R
TNTH 7T H | 151 6.6 -2.23 -0.60 -1.01, 0.004
AN UEET AT 1110 meg -0.19
7R 147 6.5 -1.63
HEMET L X — 2R
TNTH 7T 2T | 149 4.8 -1.39 -0.15 -0.52, 0.428
AN UEET AT 1110 meg 0.22
A 153 5.0 -1.24
R AENER QOLE [ 2E
ZEHIMET LL ¥ — PR SR
TNF AT T | 144 3.9 -1.77 -0.60 -0.93, <0.001
R AT 1110 meg -0.28
7T 'R 144 3.9 -1.16
WAEMET UL — Pk S35
INTF ST T T 143 35 -1.41 -0.23 -0.59, 0.214
R AT 1110 meg 0.13
77 'R 151 34 -1.18

FEIMET L X —MERREE R OUEEN T LI —MERRBE L SR L LRRRBRIC BV T,
WIE s 512 (R U 72 BRI TNSSIC RS & | {FHRBBOMF 21T o7, T OfEHR. FHMET 1L
F— MR REBHE T, BERIIC24REHEI DINITER BN bivie, —FH., BEET L —t
BRBFE T, HHARRITIERARINRD vz, M 2EIRGE X, FEMET LU — &
REF TITOUAM, BEET LV —HEREE TIER3EMIChz > TR b,

2~11ERDO/NRBFE - 20F D Hrigod BREGREBR IC I T P E IR 8% O R EiME ST T LL
—MEER/NBIF L1126 (BYE633%1, & H47961) % XtGUIVERAMYSTAELA 7 L — DA M
FOVZett e et Lz, 25 0/nNEEEFIZVERAMYST A 82 A 7 L —55 meg X1E110 meg 1 H 1[7]
OG- % 2~12MAT - 72 (B HE36961) . 2O OFBRILEF M O & G212 Fhi L 7= 55k &
FEEDT WA o Th o728, 6~11ED/NRIZHONTIZ, BE T F OB/ (R#EENLW|E SN
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TNSSIZHESWTHMEZ TG L7z, ZDRE5. VERAMYSTA & A 7 L —REO /N TIEE ik
BRI T T ERBEL D b REWD L, FHEIMET LAF—MEEREE TIX, (INSSIZDOWT
A EZPREO DNZDIXI0 megf BED A TH 7=, — 5, WEET LK —1ERkEET
1%, rINSSIZOWTHEEHIA B RO L= DIESS megll EDO A TH 72, FEMET L L X —
PERRBE ZXIGR L LB BRICEIT ArTOSSA L &L, WTIhoM&ETYH, 78R LKL T
HEINCHBE R D TIER D o T, WBEMNT LA X —MERRBE 2515 L LR TlIrTOSSD
SHmIFAT DR o T, 5T, 6~ OBEMET L L X —E &I NEBRE K OFEEiE T L LX —
PEEINRBE 26 & LR RBROA DR 2R T, 2~5m D/ NEREIZBIT 5 A8
I%, rINSSOEAEAEAZ L0 AT BTz,

5. 6~1EOFEMEXITBESET VX —HER/NERBEICBIT 2B EOFMEE Oy

L&
NR—2F A 7T REDE
N—=2 | PbDOELE
BN n TA Y —LS V¥ LS | 95%CI Pl
[ REAKR B ER A 2 7
ZEIPET UL X — BB
INF R T TN | 151 8.6 271 -0.16 -0.69, 0.553
R T AT 155 meg 0.37
TINF NS T TN | 146 8.5 -3.16 -0.62 -1.15, 0.025
R AT 1110 meg -0.08
7Z %R 149 8.4 -2.54
WEEPET LL X — BB
TINF NS T T HN | 144 8.5 -4.16 -0.75 -1.24, 0.003
R U AT V55 meg -0.27
TINF NS T T HN | 140 8.6 -3.86 -0.45 -0.95, 0.073
R A7 1110 meg 0.04
ALY 147 8.5 -3.41
HPEFRgfs IER R = 7
ZEEIPET UL X — BB
INF R T T A | 151 8.4 -2.37 -0.23 -0.77, 0.389
AU AT V55 meg 0.30
TINF NS T TN | 146 8.3 -2.80 -0.67 -1.21, 0.015
R AT 1110 meg -0.13
AN 149 8.4 -2.13
WEEPET LL X — BB
TINF NS T T HN | 144 8.3 -3.62 -0.75 -1.24, 0.002
R U AT V55 meg -0.27
TINF N T T HN | 140 8.3 -3.52 -0.65 -1.14, 0.009
R AT 1110 meg -0.16
ALY 147 8.3 -2.87
IR ARER A =27
ZEEPET Lo — e B R BR
INF R T T A | 151 4.4 -1.26 0.04 -0.33, 0.826
R AT 155 meg 0.41
TINF NS T T H | 146 4.1 -1.45 -0.15 -0.52, 0.426
R AT 1110 meg 0.22
7R 149 3.8 -1.30
18
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16 Ht&, RERUERFVITIE

VERAMYST i A7 L— (IMFEH7=V275meg) 1, / ANVKOI A MERARZ o DOffu iz A
7L —REPENEZI O ICHEMN SN TV D EADO T T AT A->TE Y . ZHASFDAKGEH &
BE AT CEORE SNZHICA-> TS (NDC 0173-0753-00)  (MEFERROE LUWMEFEICD
WTIRBEE M THEHRAZEEZSZROZ L) o URMS7ZD ., 120EMEFESITHY T 2 EREEI0 gD
AR 5H T 5. WRIOZEETB% [ THEROHE) 2) /] | 1 OWEZE CARAl
SO0ULHINC I NF IS T T NIRRT AT A2T 5 megh G AT HBRI A MR ZLEHL
T shbd, MOFHIIERREBEEZBL TR ENTED, TORMEFTHZ LB Too M
M35, PIRIOZEFTHRETLEO20EMEE S EREZIL. T 7 ARPRERICEITR> TR TH, 1
[B] OWETE CIEMER SRR B S D Z SIIRAE T E 72\, AREPENMEZZRRIX. 120817554
RICHETES D &,

AEFEWRII, X v TEHAD, EoT RIRBT, 15~30°C (59~86°F) DHFFTIBEETHZ &,
BESCHBBIX L 2nZ &,

17 BEHERER
FDAZRGR A BE TN (BT ISR M7 20 - &,

171 B~ORETEA

VERAMYST s A 7 L—OEIZ L0 Sl -Csif s 7e EORIWERN AL 28N RndH 52 &

EBREICHHT S Z L, £72. VERAMYSTAE B A P L —O I ThH o P A EENE Z 58
ENnRd D, SHIZ, RIBEEAT oA FEEAl & STRELL OCRMETRERE & O RE T

LTV D, BIRE., ROFMXIFROIMELZRER L THOMERWEBFIL, IBESRO LD
F CVERAMYSTHEA S L —% T 5 X& TlIiew [ TR OEH FoiEE ) (5.1) 2/,

172 HABRERCRARE

B REAT 0 A RESAI K O ABIOEH &N R O AN E OBREREO LN TWnWD Z L
BB IZHBHT D Z L, VERAMYST A& AT L—f B BN B = 5A01E. FIREICHE
KT DXOBIFNMBRD L [TEBEER R LoME) (5.2) M),

173 BEERNS (TF74T7F%F—7R )

VERAMYST & A7 L — #5442, @BUEN IS (T7F7 4 7% v—, MERE, 32 &k OEEEZ
L) BENDIBFNRHDLZ L EAEREIGRHRIEL2 L, 20X RSN ENTZGEITIE.
B IIVERAMYST RS A ' L —DFEHE R ILTR&ECTh D [[BHER N Eo)EE) (5.3) =
H]

o

174 SR
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1. NAME OF THE MEDICINAL PRODUCT

AVAMYS 27.5 micrograms/spray, nasal spray suspension

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

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Nasal spray, suspension.

White suspension.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Avamys is indicated in adults, adolescents and children (6 years and over)
Avamys is indicated for the treatment of the symptoms of allergic rhinitis.
4.2 Posology and method of administration

Posology

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.
The dose should be titrated to the lowest dose at which effective control of symptoms is maintained.

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.

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.
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Children under 6 years of age
The safety and efficacy of Avamys in children under the age of 6 years has not been established. Currently
available data are described in section 5.1 and 5.2 but no recommendation on a posology can be made.

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

Renal Impairment
No dose adjustment is required in this population (see section 5.2).

Hepatic Impairment

No dose adjustment is required in mild to moderate hepatic impairment. There are no data in patients with
severe hepatic impairment. Caution should be exercised when dosing patients with severe hepatic
impairment as patients with hepatic impairment may be more at risk of systemic adverse reactions
associated with corticosteroids (see section 4.4 and 5.2).

Method of administration

Avamys nasal spray is for administration by the intranasal route only.

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 listed in section 6.1.
4.4 Special warnings and precautions for use

Systemic corticosteroid effects

Systemic effects of nasal corticosteroid may occur, particularly at high doses prescribed for prolonged
periods. These effects are much less likely to occur than with oral corticosteroids and may vary in
individual patients and between different corticosteroid preparations. Potential systemic effects may
include Cushing’s syndrome, Cushingoid features, adrenal suppression, growth retardation in children and
adolescents, cataract, glaucoma and more rarely, a range of psychological or behavioural effects including
psychomotor hyperactivity, sleep disorders, anxiety, depression or aggression (particularly in children).
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.

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.

Eye disorders
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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.

Growth retardation

Growth retardation has been reported in children receiving nasal corticosteroids at licensed doses. A
reduction in growth velocity has been observed in children treated with fluticasone furoate 110
micrograms daily for one year (see section 4.8 and section 5.1). Therefore, children should be maintained
on the lowest possible efficacious dose which delivers adequate symptom control (see section 4.2). It is
recommended that the growth 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).

Patients on ritonavir
Concomitant administration with Ritonavir is not recommended because of the risk of increased systemic
exposure of fluticasone furoate (see section 4.5).

Patients with hepatic impairment

Avamys 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 reactions (see section 4.2 and 5.2). Caution is advised when treating
these patients.

4.5 Interaction with other medicinal products and other forms of interaction
Interaction with CYP3A4 inhibitors

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,
coadministration 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 CYP3 A4 inhibitors as an
increase in systemic exposure cannot be ruled out. In a drug interaction study of intranasal fluticasone
furoate with the potent CYP3A4 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 investigae interactions of fluticasone furoate on other drugs.

4.6  Fertility, pregnancy and lactation

Pregnancy
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

4
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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.

Breast-feeding
It is unknown whether nasal administered fluticasone furoate is excreted in human breast milk.

Administration of fluticasone furoate to women who are breast-feeding should only be considered if the
expected benefit to the mother is greater than any possible risk to the child.

Fertility
There are no fertility data in humans.

4.7 Effects on ability to drive and use machines

Avamys has no or negligible influence on the ability to drive and use machines.

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.

Immune system disorders

Rare Hypersensitivity reactions including anaphylaxis, angioedema, rash, and
urticaria.

Nervous system disorders

Common | Headache.

Eye disorders

Not known | Transient ocular changes (see Clinical experience).

Respiratory, thoracic and mediastinal disorders

Very common *Epistaxis

Common Nasal ulceration

Uncommon Rhinalgia, nasal discomfort (including nasal burning, nasal irritation, and
nasal soreness), nasal dryness.

Musculoskeletal and connective tissue disorders (Children)

Not known | **Growth retardation (see Clinical experience).

*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.

**In a one-year clinical study assessing growth in pre-pubescent children receiving 110 micrograms of
fluticasone furoate once daily, an average treatment difference of -0.27 cm per year in growth velocity
was observed compared to placebo (see Clinical experience).

Systemic effects of nasal corticosteroids may occur, particularly when prescribed at high doses for
prolonged periods (see section 4.4). Growth retardation has been reported in children receiving nasal

corticosteroids.

4.9 Overdose
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In a bioavailability study, intranasal doses of up to 2640 micrograms per day were administered over three
days with no adverse systemic reactions 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: Nasal preparations, corticosteroids. ATC code: RO1AD12

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 three 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.

In a two-year study designed to assess the ocular safety of fluticasone furoate (110 micrograms once daily
intranasal spray), adults and adolescents with perennial allergic rhinitis received either fluticasone furoate
(n=367) or placebo (n=181). The primary outcomes [time to increase in posterior subcapsular opacity
(20.3 from baseline in Lens Opacities Classification System, Version III (LOCS III grade)) and time to
increase in intraocular pressure (IOP; >7 mmHg from baseline)] were not statistically significant between
the two groups. Increases in posterior subscapsular opacity (>0.3 from baseline) were more frequent in
subjects treated with fluticasone furoate 110 micrograms [14 (4%)] versus placebo [4 (2%)] and were
transient in nature for ten subjects in the fluticasone furoate group and two subjects in the placebo group.
Increases in IOP (=7 mmHg from baseline) were more frequent in subjects treated with fluticasone furoate
110 micrograms: 7 (2%) for fluticasone furoate 110 micrograms once daily and 1 (<1%) for placebo.
These events were transient in nature for six subjects in the fluticasone furoate group and one placebo
subject. At weeks 52 and 104, 95% of subjects in both treatment groups had posterior subcapsular opacity
values within + 0.1 of baseline values for each eye and, at week 104, <1% of subjects in both treatment
groups had >0.3 increase from baseline in posterior subcapsular opacity. At weeks 52 and 104, the
majority of subjects (>95%) had IOP values of within + SmmHg of the baseline value. Increases in
posterior subcapsular opacity or IOP were not accompanied by any adverse events of cataracts or
glaucoma.

Seasonal and perennial allergic rhinitis in children:
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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.

A randomised, double-blind, parallel-group, multicenter, one-year placebo-controlled clinical growth
study evaluated the effect of fluticasone furoate nasal spray 110 micrograms daily on growth velocity in
474 prepubescent children (5 to 7.5 years of age for girls and 5 to 8.5 years of age for boys) with
stadiometry. Mean growth velocity over the 52-week treatment period was lower in the patients receiving
fluticasone furoate (5.19 cm/year) compared to placebo (5.46 cm/year). The mean treatment difference
was -0.27 cm per year [95% CI -0.48 to -0.06].

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.

Biotransformation

Fluticasone furoate is rapidly cleared (total plasma clearance of 58.7 I/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 178-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.

Paediatric population
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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 (2 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-=) (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 for
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 no
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
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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.

Store upright.

Always keep the cap on.

6.5 Nature and contents of container

14.2 ml suspension in a Type I amber bottle (glass) fitted with a metering spray pump.
The medicinal product is available in three pack sizes: 1 bottle of 30, 60 or 120 sprays.
Not all pack sizes may be marketed.

6.6  Special precautions for disposal and other handling

No special requirements for disposal.

7. MARKETING AUTHORISATION HOLDER

Glaxo Group Ltd

Greenford, Middlesex, UB6 ONN

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/434/001

EU/1/07/434/002

EU/1/07/434/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation: 11 January 2008

Date of latest renewal:

10. DATE OF REVISION OF THE TEXT
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Detailed information on this medicinal product is available on the website of the European Medicines
Agency:http://www.ema.europa.eu
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U723 Cld, BB I R C Cpae L AUC gy B L (ZENZN42%, 172%) . b
T UERORIR T L2 (E¥23%) » ZORBR»SIx, FEEOFSRERERE ICRBIT S~
WNTFNY T T TNV SR AT V110 pg N $ G-I OS2 TRIEEE B LY a LTy —u
PHNCED Z LT RnEB 2 6N, LR > T, BERANCHT &5 &ICB W THEE DT
FEREREENERAICRIE L R 2R 2 T+ 2 L i3 n e PHISN D, BEEOIFHREREBEE
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— WA R TINFJ T T F VIR R AT )L (Fluticasone Furoate)
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L7, [FfERBh S — 5%

— R 48 Bk TIVFH YT T F VIR R AT L (Fluticasone Furoate)
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—REIA R

TINFJ T T F VIR R AT )L (Fluticasone Furoate)
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LA RBAL a-A TV RSRFISEOREEANCIT, BIEH & L@
HoNDZERDHD, ZOLIREERRATOT LV —EaROBE
2, REEZEGT D L BEERICHT 2 ARF O ER Bk S sBEN
boDT, BRMBEREZ STV NLEET 52 L,

Jan 312014 11:59:59

17-p.4




L7, [FfERBh S — 5%

£1.72 FVRYI R HMKE 50pg56 WEA/R 112 WBFADOEE - 2R, Bk - AR,

ERAEDEELZE
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WHEL 12 Eo/NRICIE, FEEEC 2EETHS1H 1ERS TS (FX%
ST T UANRUBT AT E LT 1 H 200pg) .

03 | g
el | of

RDOBETIIRE LN L)
WFDRFEROFE L RVBIYE, £FHORBEDCEE HEREZHEES
ELIBEILEDH D, ]

QAR DS L CREGEDBEER D H % BE

Jan 312014 12:00:00

s

<)

17-p.5




L7, [FfERBh S — 5%

— WA R ERAK T T VIR R AT )V KFIY) (Mometasone Furoate Hydrate)
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