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Fig. 1. Structural formula of mometasone furoate.
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Table1. Effects of mometasone furoate on the expression of soluble mediators: summary of in vivo and in vitro studies. For in vivo studies,
mometasone turoate or placebo was administered intranasally to patients with ragweed pollen-induced allergic rhinitis (dosage not stated)!!
or via nose-only inhalation to sensitised mice (0.5-33 ug/kg)i"" prior to challenge with allergen. For in vitro studies,®1%12! cells were incubated
with mometasone furoate (range 0.0001 to 1 000 000 nmol/L) or vehicle for 18 to 48 hours prior to or during stimulation of mediator production

Mediator Experimental design Effects of mometasone  ICsp of Reference
in vitro/in vivo human/mouse  detection tissue or furoate vs control mometasone
method fluid tested furoate (nmol/L)
Histamine in vivo Human ELISA Nasal 1 histamine levels during 9,14¢
lavage fluid® early phase response®
1L-1 in vitre® Mouse Thymocyte  Cufture LIL-1 levels 0.05 8
costimulator medium
assay
IL-4 in vitro® Human ELISA Culture LlL-4 levels 0.27 or 0.007" 10,15
medium
in vivo Mouse PCR Lung | steady-state IL-4 RNA 11
levels
IL-5 in vitre® Human ELISA Culture 1 IL-5 levels 0.27 or 0.007' 10,15
medium
in vivo Mouse PCR Lung { steady-state IL-5 RNA 1
levels
iL-6 in vivo Human ELISA Nasal 1 IL-6 levels during late 9,14°
lavage fluid® phase of response
in vitrod Mouse ELISA Culture L IL-6 levels 0.15 8
medium
IL-8 in vivo Human ELISA Nasal 1 IL-8 levels during late 9,14
lavage fluid® phase of response
IFNy in vitro® Human ELISA Culture L IFNylevels 10,15
medium
in vivo Mouse PCR Lung | steady-state IFNyRNA 1
levels
Leukotrienes  in vitrd" Human ELISA Culture 1 leukotriene levels 12
medium
TNFa in vitro? Mouse ELISA Culture { TNFa levels 0.25 8
medium
a Nasal lavage fluid was collected during early (histamine) or late phase response (IL-6 and IL-8) to ragweed pollen.
b Histamine levels were 14.3 pg/L with mometasone furoate vs 20.2 pg/L with placebo; p = 0.02.
¢ Abstract.
d Peritoneal macrophages were stimulated with LPS.
e

—

respectively, in 2 separate studies.

immunoglobulin E antibodies or specific allergen.

Peripheral T helper lymphocytes (CD4+ cells) from heatthy!'% or atopicl*®! donors were stimulated with anti-CD3 or anti-CD28
monocional antibodies and IL-21'Y or phytohaemagglutinin.*®

These figures correspond to the ICso of mometasone furoate in T helper lymphocytes (CD4+ celis) from healthy!*® or atopic!'! donors,

A myelomonocytic leukaemia cell line (WEHI-265.1) was stimulated with LPS.
Peripheral basophil-containing mononuclear ceils from patients with allergic rhinitis (n = 7) or asthma (n = 3) were stimulated with anti-

ELISA = enzyme-linked immunosorbent assay; ICso = mean concentration required to achieve half-maximal inhibition of mediator expression;
IFNy = interferon-v; IL = interleukin; LPS = lipopolysaccharide; PCR = semi-quantitative polymerase chain reaction; TNFo = tumour necrosis

factor-o; | indicates decreased.
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Table 2. Effects of mometasone furoate (MF) on hypothalamic-pituitary-adrenal (HPA) axis function in adults and children. Studies were
generally placebo-controlled, randomised and single-2"! or double-blind 2923} HPA axis function was assessed based on response to ACTH
stimutationl2921:23] or 24-hour urinary free cortisol and morning plasma cortisoll2*-24

Reference Study length in days (type of subject) Treatment regimen (no. of subjects evaluated)  Overall effect
Children
Brannan et 7 (6-12y, SAR) MF 50ug od IN (12) MF (all doses)=PL
al e MF 100pg od IN (12)
MF 200ug od IN (12)
PL(12)
14 (3-5y, SAR) MF 50ug od IN (12) MF (ail doses)=PL
MF 100ug od IN (12)
MF 200ug od IN (12)
PL(12)
Meltzer et 29 (6-11y. SAR) MF 25ug od IN MF (all doses)=BDP=PL
al (2023 MF 100ug od IN
MF 200ug od IN
BDP 168ug bid IN
PL
Adults
Brannan et 36 (adult, AR) MF 200ug od IN (16) PRE>MF (both doses)=PL
al @328 MF 400g od IN (16)
PRE 10mg od PO (16)
PL (16}
Brgnna]: et 1 (healthy aduits) MF 1, 2, 4mg IN (8)¢ DEXzMF IN=MF PO=PL
al. 4,27

MF 2, 4, 8mg PO (8)°

DEX 0.2. 0.4, 0.8mg PO (8)°

a Plasma cortisol levels were measured immediately before and 30 min after intramuscular administration of tetracosactide 250ug at
baseline and at 2-3h after final treatment (day 14); plasma cortiso! increased from an initial >5 pg/dl to 218 ng/dl in alt patients, with an

increase of 27 ug/d! from baseline.
Abstract, data on file.

¢ Total number of patients was 679: number of patients assessed per group and details of metholodology for ACTH stimulation test were

not stated.

d Plasma cortisol levels were measured before and after a 6h infusion of tetracosactide 250ug on day 36.
e Placebo was given randomly within each group; active treatment given as successive rising single doses; intervals between doses were

not clearly stated.

ACTH = adrenocorticotropic hormone; AR = aliergic rhinitis; BDP = beclomethasone dipropionate; bid = twice daily; DEX = dexamethasone;
N = intranasal; od = once daily; PL = placebo; PO = oral; PRE = prednisone; SAR = seasonal allergic rhinitis; = indicates similar effect (no
statistics were reported); = indicates. equivalent effect (statistics were reported); 2 indicates markedly greater effect (no statistics were

reported): > indicates significantly greater effect (p < 0.01 vs placebo).
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Table 3. Comparative efficacy of mometasone furoate (MF) in adults with moderate to severe perennial aliergic rhinitis. All trials were
12-week, multicentre, double-blind, randomised studies and were conducted when patients were not likely to have significant exacerbations
of symptoms. Medications were administered as aqueous intranasal sprays

Reference No. of patients enrolled

(no. evaluated)

Treatment regimen (no. of
patients evaluated)

Mean percentage reduction
in TNSS (range)?

Overall efficacy

Bernstein et al oep 491 (476) MF 200ug od 21 MF=BDP>PL
BOP 168ug bid 23
PL 13

Drouin et al %7 427 (387) MF 200pg od (129) 259 (25-52) MF=BDP>PL
BDP 200ug bid (134) 309 (30-56)
PL (124) 159 (15-38)

Mandl et al.l38k 548 (459) . MF 200ug od 37 (37-63) MF=FP>PL
FP 200ug od 39 (39-60)
PL 22 (22-39)

a Patient-rated scores are reported here. Mean percentage reduction in TNSS is averaged over days 1-15 vs baseline; p < 0.01 for active
treatments vs placebo. Range refers to mean percentage reduction in TNSS over entire study.

b Abstract.
¢ Oral loratadine 10mg od was available as a rescue medication.
d Estimated from graph.

BDP = beclomethasone dipropionate; bid =

twice daily; FP = fluticasone propionate; od = once daily; PL = placebo; TNSS = total nasal

symptom score, = indicates statistically equivalent efficacy; > indicates significantly greater efficacy (p < 0.04).
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Fig. 2. Individual nasal symptom scores during intranasal administration of once-daily mometasone furoate (MF) 200ug, once-daily
fluticasone propionate (FP) 200ug or placebo in patients (n = 459) with perennial allergic rhinitis. Mean percentage reduction in
patient-rated scores for nasal congestion, rhinorrhoea, itching and sneezing averaged over days 1 to 15 and 76 to 90 for the efficacy
population. p < 0.01 for comparison of active treatments versus placebo.[%
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Table 4. Comparative efficacy of mometasone furoate (MF) in patients with moderate to severe seasonal allergic rhinitis. All trials were
multicentre, double-blind, randomised studies conducted during the pollen season. Medications were administered as intranasal aqueous

sprays, with the exception of oral loratadine (LOR)

Reference Duration of No. of patients  Treatment regimen (no. of patients Mean percentage  Overall efficacy
study (wk) enrolled (no. evaluated) reduction in
evaluated) TNSS?
Bronsky etal>y 4 480 (474)° MF 50, od (34) 45 MF (all doses)>PL
MF 100ug od (94) 48
MF 200ug od (96) 50
MF 800ug od (95) 50
PL (95) 27
Hebert et a) 128} 4 501 {476)° MF 100ug od (122)¢ 63° MF (both doses)=BDP>PL
MF 200ug od (122)¢ 71¢
BDP 200ug bid (122)¢ 64°
PL (110)° 46°
Meltzeretall™d 2 128 (121) MF 200pg od (80) 47 MF>PL
PL (41) 30
Schenkel etal.® 2 704°f MF 200ug od 329 MF=MF+LOR=LOR>PL
MF 200ug od + LOR 10mg od PO 359
LOR 10mg od PO 229
PL 159

a Because in most cases, patient-rated scores were not published, physician-rated scores are reported, except where noted. Mean
percentage reduction in TNSS is from baseline to 2 weeks after the start of the study.

LOR 10mg od PO permitted as rescue medication.
Estimated from graph.

- o o o o

g Patient-rated scores; range of study days included not stated.

Individual nasal symptoms were scored on a scale of 0 = none to 6 = severe, and baseline TNSS was > 10 out of a possible 24.
Baseline TNSS was 26 with a score of 22 for nasal congestion plus 22 for at least one other nasal symptom.

Abstract; patient history not stated. No. of patients in each group not stated.

BDP = beclomethasone dipropionate; bid = twice daily; od = once daily; PL = placebo; PO = oral; TNSS = total nasal symptom score; =
indicates statistically equivaient efficacy; > indicates significantly greater efficacy (p < 0.05).




A=A B]Y %] B0l 4] Mometasone Furoate(Nasonex®)

airway resistance, HA A1, mucociliary clearance®;
TNSS 2 2% 1594 o] mometasone furoate 200
pg 3ME I Foke] $lekrEd foHes o )
A= R p<0.05).”

AEA A vgE 7 6~11419 of=o] 679
oS Ao 2 3 o FolA] Mometasone furoate 100/
200 ug &7 3HH Fo, beclomethasone dipropionate
84 ug Tt T3 FES Jehigd TEl3 o)E
< SokrEe foxog o &abgolgint 299 A
o) 8dAo)| Z+ mometasone furoate £-3F] ) beclo-
methasone dipropionate o7~ Z5Fol|lA HF TNSSH
A o 35% ot kM E 2493 BERA S
£ 25ug 317 g mometasone furoate Fol o I
43 Fo4Br) later time-pointl] A W F3pHo|g)c},

oabEe] 7157 of B8Rl 7} n|SAke| Alzbwe)
g ApE TNSSS| A3E upgh P03

AN A4

H]ZARY] AMA-E 327t mometasone furoate X E2E
AZEkgE & 7AzE o)Flel] B3] gl o2
i 7-149 o] Fell A H T Mometasone
furoate®] 2H&+Hl A|A-E- Felslr] $l8) 239 Al

MF
[ sop

80 [ pracebo

Mean reduction in nasal symptom score (%)

47

AR e vgRRE AR 3 AT 1edlA] V)
FAZHEH TSSH TNSS® Ha7tay ftriet
mometasone furoate 200 pgellA 247t single dosedt 5
WA 7217 el FeAAl Fe Aol ZIAgE
FANA T =] i) AR AR W2
mometasone furoate 200 pgellA 35.94]7k0] 31 2okl
A TAZE ol delslet. o] ATFellA frel A ol A
2 mometasone furoate® -5 Foi8t F 12471 o]

Aot

CIE THIOIEO| chst Sat

HA Y 7

F2A A <ol Fdoluh A2%F 2 nonH
24 (non-nasal symptoms)S EZA]F]7] 48] TSSE
aEsieh AP HEAe W ekl At
TSSE= 22 BE TNSSe frAlst diels X
_7[4_9\1\:]_.34,35) Mometasone furoate®} beclomethasone di-
propionate UHPH o2 F53AL $ ool HlsiME
o4 oA o EAHolodet 2ot AF 1o1A] o
AbZb A8 TSS A4y 3 & mometasone
furoate 100 ugt 200 pg Fedollx] Zhel7k glgieh™ &
ALzl TSSE 712= & 92 AvelM s

Day 8

End-point

Fig. 3. Individual nasal symptom scores during intranasal administration of once-daily mometasone furoate 200ug (MF; n = 122),
twice-daily beclomethasone dipropionate 200pg (BDP; n = 122) and placebo {n = 110) in patients with seasonal allergic rhinitis.
Mean percentage reduction in physician-rated scores for nasal congestion, rhinorrhoea, itching and sneezing on day 8 and at
end-point (last patient visit) for the efficacy population. p < 0.01 relative to placebo for active treatments for all symptoms at both

time-points. 1351
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Table 5. Comparative efficacy of mometasone furoate (MF) in the prophylaxis of seasonal allergic rhinitis. Both trials were multicentre,
double-blind and randomised in design, were initiated 4 weeks before the expected start of the pollen season and continued for 8 weeks.

Medications were administered as intranasal sprays

Reference No. of patients Treatment regimen (no. of Minimal symptom Overall efficacy
evaluated patients evaluated) days (%)? (prevention of symptoms)

Graft et al.*0l 330 MF 200ug od (114) 83° MF=BDP>PL

BDP 168ug bid (112) 77°

PL (104) 64°
Marazzi et a4 500 MF 200ug od 81 MF=BUD>PL

BUD 400ug od 82

PL 63

a Proportion of days after the start of the pollen season when TNSS <2 with no individual nasal symptom score >1; p<0.01 for active

treatment vs PL.
b Patient-rated TNSS.

¢ Abstract; not stated whether population enrolled or evaluated, nor whether TNSS patient- or physician-rated.

BDP = beclomethasone dipropionate; bid = twice daily; BUD = budesonide; od = once daily; PL = placebo; TNSS = total nasal symptom
score, = indicates statistical equivalence; > indicates significantly greater efficacy (p < 0.01).
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Table 6. Comparative tolerability of mometasone furoate (MF) in clinical trials in patients with allergic rhinitis. Adverse events reported as
possibly, probably or definitely related to treatment are included. All trials were multicentre, double-blind and randomised

Reference Duration of Treatment regimen Incidence [% of patients (no. of patients)]?
study (wk) (no. of patients) epistaxis® nasal irritation®  headache pharyngitis
Drouin et al.l¥") 12 MF 200ug od (143) 19 (27) 6(8) 10 (14) 4(6)
BDP 200ug bid (146) 23 (34) 6(9) 7 (10} 6(9)
PL (138) 11 (15) 9(13) 7(9) 4(5)
Hebert et al.Bs! 4 MF 200ug od (125) 6(8) 3(4) 10 (12) 2(3)
BDP 200ug bid (125) 5(6) 4 (5) 8 (10) 4 (5)
PL{121) 3(4) 5 (6) 7 (8) 4 (5)
Mandi et al.28l 12 MF 200ug od (182) 17 (30) 5(9) 6 (11) 6 (10)
FP 200ug od (184) 17 (32) 5(10) 9 (17) 5(9)
PL(184) 11 (20) 11 (21) 9(16) 5 (10)

a Treatment-related adverse events reported by 5% of patients receiving MF 200ug od in >1 studies.

b
¢ Includes reponts of nasal irritation and/or burning.

BDP = beclomethasone dipropionate; bid =

Includes appearance of blood flecks in nasal discharge, blood-tinged mucus and nasal bleeding.

twice daily; FP = fiuticasone propionate; od = once daily; PL = placebo.
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