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3.1. Allergic rhinitis
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A9997 1 agUilsvAnininuazanuilaensielu allergic rhinitis

Evaluation of Adults Children
allergic rhinitis Seasonal Perennial
Efficacy Generally No sig. | Very few different All show efficacy, however, difference is
different unknown due to few information
Safety - No siginificant different among the group - Beclometasone was associated
- No evidence of increasing of cataract or growth retardation in 1 trial (vs
glaucoma placebo) but not expected height
- Mometasone was superior to in observational study
beclometasone in symptomatic - Others were not associated with
prevention but more headache growth retardation
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Evaluation US FDA approval Efficacy Recommendation Strength of
evidence
Adult Pediatric Adult | Pediatric | Adult | Pediatric | Adult Pediatric

Beclometasone Yes Yes (6yr+) E E b b B B
dipropionate
Bedusonide Yes Yes (6yr+) E E lla lla B B
Fluticasone furoate Yes Yes (2yr+) E E lla lla B B
Fluticasone propionate Yes Yes (4yr+) E E I I B B
Mometasone furoate Yes Yes (2yr+) E E lla lla B B
Triamcinolone acetonide Yes Yes (2yr+) E E lla lla B B
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Evaluation US FDA approval Efficacy Recommendation | Strength of evidence
Adult | Pediatric | Adult | Pediatric | Adult | Pediatric | Adult Pediatric

Beclometasone dipropionate - - - - - - - -

Bedusonide* No No - - 1 - B

Fluticasone furoate - - - - - - - -

Fluticasone propionate - - - - - - - -

Mometasone furoate No No F - lla - B -

Triamcinolone acetonide - - - - - - - _
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3.2.2.2.  BMJ clinical evidence' wu 1 UmA91H Aa acute sinusitis in adult
Ah-see 20117 $ananumaudieyaathailuszunluifes acute sinusitis uasfifieasilres intranasal
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» Acute sinusitis is defined pathologically by transient inflammation of the mucosal lining of the paranasal sinuses lasting <4
weeks.

Clinically, it is characterised by nasal congestion, rhinorrhoea, facial pain, hyposmia, sneezing, and, if more severe, additional
malaise and fever.

It affects 1% to 5% of the adult population each year in Europe.

* In clinically diagnosed and in radiologically/bacteriologically diagnosed acute sinusitis, corticosteroids (intranasal spray)
may reduce symptoms compared with placebo.

QUESTION: What are the effects of treatments in people with clinically diagnosed acute sinusitis?

Corticosteroids versus placebo:

We found one systematic review (search date 2006), which identified 4 RCTs: one RCT in people with clinically diagnosed
sinusitis and three RCTs in people with radiologically or biologically confirmed sinusitis. [11] The review did not perform
separate analyses in people with clinically or laboratory-confirmed sinusitis; therefore, we report the results of only the RCT in
clinically confirmed sinusitis. [12] Assessment of symptom improvement in the review differed from that in the RCT, and so we
report both here.

Improvement in sinusitis

Compared with placebo Intranasal mometasone seems no more effective at 15 days at increasing the number of people with
an improvement in symptoms of clinically diagnosed acute sinusitis (moderate-quality evidence).

QUESTION: What are the effects of treatments in people with radiologically or bacteriologically confirmed acute sinusitis?
OPTION: CORTICOSTEROIDS (INTRANASAL)
Corticosteroids versus placebo:

We found one systematic review (search date 2008, 3 RCTs).
Improvement in sinusitis

Compared with placebo Intranasal corticosteroids seem modestly more effective at increasing the proportion of people with
improvement or with resolution of symptoms of clinically diagnosed or radiologically or endoscopically confirmed sinusitis
(moderate-quality evidence).
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Main results:

Ten studies (590 patients) met the inclusion criteria. The trials were of low (six trials) and medium (four trials) risk of bias. The
primary outcome was sino-nasal symptoms. When compared to placebo, topical steroid improved symptom scores
(standardised mean difference -0.37; 95% confidence interval (Cl) -0.60 to -0.13, P = 0.002; five trials, n = 286) and had a
greater proportion of responders (risk ratio 1.69; 95% CI 1.21 to 2.37, P = 0.002; four trials, n = 263). With a limited number of
studies, the subgroup analyses of patients who had received sinus surgery versus those who had not was not significant (P =
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0.35). Subgroup analyses by topical delivery method revealed more benefit when steroid was administered directly to the
sinuses than with simple nasal delivery (P = 0.04). There were no differences between groups for quality of life and adverse
events.
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Main results

Four studies involvina 1943 participants with acute sinusitis met our inclusion criteria. The trials were well-desianed and
double-blind and studied INCS versus placebo or no intervention for 15 or 21 davs. The rates of loss to follow up were 7%.
11%. 41% and 10%. When we combined the results from the three trials included in the meta-analvsis. particioants receivina
INCS were more likelv to experience resolution or improvement in svmptoms than those receivina placebo (73% versus
66.4%: risk ratio (RR) 1.11: 95% confidence interval (Cl) 1.04 to 1.18). Hiaher doses of INCS had a stronaer effect on
improvement of symptoms or complete relief: for mometasone furoate (MFNS) 400 mca versus 200 ua (RR 1.10: 95% CI 1.02
to 1.18 versus RR 1.04: 95% CI 0.98 to 1.11). No sianificant adverse events were reported and there was no sianificant
difference in the drop-out and recurrence rates for the two treatment groups and for groups receiving higher doses of INCS.

3.2.2.4. NICE guidance @Wﬂﬂﬂiﬁuﬁuﬁ')ﬂﬁﬂﬁﬂﬁm sinusitis  corticosteroid ¥3a  nasal
. P RO I a9
corticosteroid LHRIUN 22 NWEBAIAN 2555 VLQJW‘].I‘II@EQJJ@VILW;IT]J@\‘}
3.2.2.5. NHS evidence @ﬁﬂﬂﬁﬁ‘auﬁuﬁfmﬁm?ﬁﬁﬂg nasal corticosteroid sinusitis Lladuf 22
WOBNIAN 2555 NUIUNA 274 taang wuiau

o

O Health technology assessment 18 NAGNS LLﬁiiﬂWU%ﬂzﬂ@ﬁLﬁmzﬁm

v &

O Systematic review 28 NAANS Wi.l%ﬁ;lj@ﬁﬁﬂ%%]@q 2 (aansg (Cochrane review)
O Guidelines 59 waans wudayanieqdies 1 wadws Aa European position paper on
rhinosinusitis and nasal polyps 2007" (EPOS 2007) aginglafinm ﬁLLu'JL'm‘]Ja‘LImﬁLamﬁ/u
U5uilgalutl 2012 Aswaagiiannzluenansiliuilgeluy
European position paper on rhinosinusitis and nasal polyps 201 29 Fnunauassaunsssesinaflussuy
ANy a o . . o . . . - PR o &
LL@:NM@?ULﬂMﬂU intranasal corticosteroid iU chronic rhinosinusitis #11a& nasal polyps AN

188970 meta-analysis: fayaain 8 NMmeasNaLiUaIMAaN WUIIH 5 NINARBINANNITNINBATIZELA

o

wazngNTLAFU topical steroid HAzuuuaINIsuardndiuresiiainauauessiosngandinguilievaan
v a a =) 2 I . . 1 a .

ANULITERNENIN: NL@WW;”,MH@LLE\HUL%EU corticosteroid  JULAN (budesonide, beclomethasone,
betamethasone, triamcinolone, dexamethasone) fiugulus (mometasone, fluticasone, ciclesonide) GRIEY
WANANARLULERY symptom score

2 o v a ¥, . . :/I v v s [ 1
ﬁ)’]uﬂ?’?lll/@@ﬂﬂﬁl.’ N@ﬂ’]ﬂlﬁﬂ\?@’]ﬂﬂ’]ﬁ\iﬂ] intranasal corticosteroid HUWUVLmu@ﬂ LL@ZNﬂiNW’N@’]ﬂﬂ@}NﬁQUﬂN
9 ) Y| 9= - o " dl

aﬂQﬂ@qu?ﬂmum@N@ﬂm\iLﬂﬁl\ﬂﬁm LL@gﬂﬁgtﬂmu@qﬂﬂq?sLmﬂq@%LWH@F\’J’]NL@ﬁlﬂ

2/ ° ! . . . o A o o aAa o .
Jauue1in; ludauaes intra nasal corticosteroid uuwmmmﬂﬁﬂmmumwmuumuﬂ?xiﬂmﬁu chronic

. . U
rhinosinusitis AN polyp



6.1.3.1. Meta-analysis

Of the eight studies comparing INCS to placebo, Five studies (Furukido 2005; Jorissen 2009; Lavigne 2002; Lund
2004; Parikh 2001); **192 7 gnq could be combined in the meta-analysis. Pooled data analyses of symptom scores and
proportion of responding patients demonstrated significant benefit in the topical steroid group. The pooled results significantly
favoured the topical steroid group (combined standardised mean difference (SMD -0.37; 95% confidence interval (Cl) -0.60 to
-0.13, p=0.002; five trials, 286 patients) The 12 was 12%, suggesting no heterogeneity (x2 = 4.57, degrees of freedom (df) = 4,
p=0.33).

This was true for both SMD and responder analysis (Figure 6.1.2a & 6.1.2b). The four studies that did not provide
data for meta-analysis were *° "> 6771823 g only Dijkstra 2004 did not favour INCS.
6.1.3.2. Subgroup analysis

» ...Corticosteroid type

- Modern corticosteroids (mometasone, fluticasone, ciclesonide) v first-generation corticosteroids

(budesonide, beclomethasone, betamethasone, triamcinolone, dexamethasone)...
6.1.3.2. Subgroup analysis

Finally, by corticosteroid type, there were 3 studies using modern corticosteroids ( compared to 7 with
older first-generation corticosteroid types. Only symptom scores were available for comparison with no significant difference
between subgroups (p=0.75). Although, it may appear that the early generation INCS perform better than modern on the
forest plot (Figure 6.1.5.a and 6.1.5.b) this difference is not significant and there are no data from modern INCS to use in the
proportion of responders analysis.
6.1.4. Side-effects of local corticosteroid chronic rhinosinusitis without nasal polyps

Epistaxis, dry nose, nasal burning and nasal irritation are considered to be drug-related events. It is acknowledged
that rare adverse events are possibly not detected in randomized controlled trials (RCTs). However, they were extremely low
and there was no difference in adverse events between the study groups and control groups in any trial. Post-market adverse
events for intranasal steroid sprays are very low. Minor adverse events from nasal steroid are well tolerated by patients. The
amount of benefit clearly outweighs the risk. The reported adverse events from the included studies are summarized in Table
6.1.3.
6.1.5.3. Evidence based recommendations

There is good evidence that INCS benefit CRSsNP. However, not all author demonstrate this finding. The surgical
state of the sinuses treated (i.e. whether the sinuses have been opened and the ability of topical INCS to penetrate into the
sinus cavity) appears to have a significant influence on response. The delivery device may be significant but there were not
enough studies to come to a conclusion other than technique that deliver more effectively to sinuses are probably more
beneficial.
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6.5. Treatment with corticosteroids in CRSwNP
6.5.2.6. Meta-analysis

When compared to placebo, pooled data analyses of symptoms, polyp size, polyp recurrence and nasal airflow
demonstrated significant benefit in the topical steroid group. Although these outcomes were reported in various ways across
studies such as the final value, the change of value after intervention and the proportion of responders, all meta-analyses
show the same results favouring topical steroid. Although 32, 29 and 22 studies reported symptoms, polyp size and nasal
airflow, data from only 9, 13 and 9 studies respectively can be pooled for meta-analysis. Most studies do not provide numeric
data of the outcomes or do not show any of standard deviation, standard error, 95%CI, range nor interquartile range. Data
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from only one study was analyzed for change in CT scan (1789), and quality of life (1172). No difference from placebo was
found in these 2 outcomes. Olfactory outcomes are mentioned in 22 studies (1426, 1797, 1800, 1802, 1804, 1808, 1810-1814,
1816, 1818) and with mixed benefit to INCS. More studies may be helpful to make conclusions for these three outcomes.
6.5.2.7. Subgroup analysis

...Modern corticosteroids (mometasone, fluticasone, ciclesonide) versus first-generation corticosteroids
(budesonide, beclomethasone, betamethasone, triamcinolone, dexamethasone)...
6.5.2.7.3. Effect of modern corticosteroid v first generation

There does not appear to be a significant benefit of modern corticosteroid against first-generation for the final
symptom score (Figure 6.5.8.a) or for responder with polyp reduction (Figure 6.5.8.b).
6.5.2.8. Side-effects of local corticosteroid chronic rhinosinusitis with nasal polyps

The most common events were epistaxis and nasal irritation including itching, sneeze, dry nose and rhinitis. Adverse
events reported were possibly ambiguous. Rhinitis symptoms could be disease-related. It is acknowledge that rare adverse
events are possibly not detected in randomised controlled trials (RCTs).
However, they were extremely low and there was no difference in adverse events between the study groups and control
groups in any trial. Post-market adverse events for intranasal steroid sprays are very low. However, we have not specifically
sought adverse event data from non-RCT studies. Minor adverse events from nasal steroids are commonly tolerated by
patients. The amount of benefit clearly outweighs the risk. The reported adverse events from the included studies are
summarized in Table 6.5.5...
6.5.4. Evidence based recommendations

There is good evidence that both INCS and systemic corticosteroids are effective for the management of CRSwNP.

However, considering the evolving understanding of CRSwNP and the chronicity of this condition (not from lack of treatment
but natural history) many treatments will need to ongoing similar to local corticosteroid therapy in asthma. Thus the short-lived
benefits of systemic corticosteroid therapy need to be balanced with the long-term potential side-effects. Local therapy
appears to be effective but the ability to effectively deliver INCS to the paranasal sinuses may greatly influence the treatment
response.
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%@m;ﬂmm guidelines (14 European position paper on rhinosinusitis and nasal polyps 2012(9)) ﬁﬂﬂﬁiﬁ?‘ﬁﬂmﬁ;ﬂ

9ANLANA AL ANENINUDY intra nasal corticosteroid ludiatiald rhinosisusitis
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aannsdududnediy Hdedunmdiune RCT 714 budesonide Huadwslusinwainnguaauaxn dne

AIIYNITY ASALALBEINANZANTU budesonide Tugnudiaya Pubmed Wadui 25 wimatAN 2555 taaldAn

&1ATY A

She

O ("Sinusitis"[Mesh] AND "Budesonide"[Mesh]) AND "Meta-Analysis" [Publication Type] Tadpvw

NAAN
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4 AN

o

dadanman European position paper on rhinosinusitis and nasal polyps 201 294

il meta-analysis 14 chronic rhinosinusitis without nasal polyps 79l budesonide 4 N13ANEN

v
atnglafinnn Tudeagiiulilinaiaianizianzasiu budesonide

O (("Sinusitis"[Mesh] AND "Budesonide"[Mesh]) AND "Systematic'[Sb]) NOT “Randomized

controlled trial”[Publication type] WU 1 Naans wh lianusadinfaenansatiusinls

O ("Sinusitis"[Mesh] AND "Budesonide"[Mesh]) AND “Randomized controlled trial”[Publication

v

type] WUVAUNA 12 HAANE AALABNLANIZNARNEN

#1799 4 randomized controlled trial ﬁm;ﬂﬂizawaﬁmwmm budesonide b4 sinusitis

A 2 Y o =
NEIUBN LUAR UNAITH @?ﬂiﬁ@\iﬁﬂﬁ"]ﬂ ns

No. | References | Study design N Conditions Interventions Comparators Results Comments
1 Qvarnberg Randomized 40 Maxillary Nasal budesonide | placebo Nasal symptoms | Conclusion and
1992117 double-blind sinusitis aerosol, 400 mcg favor budesonide | results conflicting
(3 months) daily
2 Barlan Double-blind | 89 Acute Amoxicillin/clavula | Amoxicillin/cl | Efficacy  favors | Outcomes
1997 (3 weeks) sinusitis in | nate + budesonide | avulanate + | budesonide measured as
children 50 mcg b.i.d. | placebo cough and nasal
(N=43) (N=46) discharge
3 Damm Before and | 20 Severe Budesonide spray | 12 days vs | Improvement
1999 after chronic 100 mcg b.i.d. + | 20 days was shown after
comparison? polypoid oral fluocortolone treatment
rhinosinusitis
4 Yilmaz Randomized 52 Acute Cefaclor 40 mg/kg | Cefaclor 40 | Efficacy favors | Outcome
2000 (10 days) maxillary + intranasal | mg/kg + oral | budesonide measured as
sinusitis in | budesonide 100 | pseudoephe group recovery rate
children mcg b.i.d. drine 30 mg
b.i.d.
5 Lund 2004 Randomized 167 | Chronic Nasal spray | Placebo Efficacy  favors
double-blind rhinosinusitis | budesonide 128 budesonide
(20 weeks) mcg b.i.d.
6 Qiao 2007 Randomized | 210 | Chronic (1) Nasal spray | (2) nasal | Effective rate of | The potency of
(2 weeks) sinusitis in | budesonide spray Pulmicort® (84%) | budesonide in
children (Pulmicort® 64 | budesonide > Rhinocort® | clinical trial is
mcg/dose) (Rhinocort® (61%) or Placebo | unkown
(3) placebo (three- | 32? 64? | (48%)
group comparison) | mcg/dose)




Williamson Randomized 240 | Acute (1) Amoxicillin 300 | 4-arm Primary outcome: | Secondary
2007 double-blind maxillary mg t.i.d. 7 days factorial Topical outcome: topical
factorial (10 sinusitis 2) topical | (1) + (2) vs budesonide was | budesonide was
days) budesonide 200 | (1) + (3) vs ineffective more effective in
mcg o.d. 10 days (2) + (3) vs patients with less
(3) placebo (3) + (3) severe
symptoms as
baseline
Rotenberbe | Randomized 60 Samter’s triad | (2) saline irrigation | (1) saline | Budesonide was | Disease  status
rg 2011 double-blind with  chronic | + separate nasal | irrigation ineffective was  improved,
(1 year) rhinosinusitis | spray budesonide compared  with
with (3) saline irrigation baseline
polypoisis mixed nasal spray
budesonide
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fadunmannnisAnefineades winlddr nsdnefivinlutugs dulinaldsnsainnguacuan ufidn
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nguauANTuiuguaaninu asliatasdndulddaiandn budesonide Hilsz@nsn wlu sinusitis sty aglé
auAndayaniu meta-analysis AaemuLesaIn google Waduil 25 womaAn 2555 aeldANdAty sinusitis
budesonide meta-analysis WATNA1904 30 HAANSUSN WU 1 LNANTINEE8aiL budesonide agL/ldAsi
Hayward, et al., 2012"" ‘lEnunquassainssnesnadussuuuasyin  meta-analysis  allssiiiy

sz@vBn1Wa8s intranasal corticosteroid T acute sinusitis NaN13ANHIAN 6 NN3ANMT sanilae 2,495 918l

o

fAde1#agian intranasal corticosteroid Hilsylamiliantias usselomhiunnaunnlifuenluaungadunan

21 AU Wawsuiun13ldien 14 — 15 3

RESULTS: We included 6 studies having a total of 2,495 patients. In 5 studies, antibiotics were prescribed in addition to
corticosteroids or placebo. Intranasal corticosteroids resulted in a signifi cant, small increase in resolution of or improve ment
in symptoms at days 14 to 21 (risk difference [RD] = 0.08; 95% CI, 0.03-0.13). Analysis of individual symptom scores revealed
most consistently significant benefits for facial pain and congestion. Subgroup analysis by time of reported outcomes showed
a significant beneficial effect at 21 days (RD = 0.11; 95% CI, 0.06-0.17), but not at 14 to 15 days (RD = 0.05; 95% CI, -0.01 to
0.11). Meta-regression analysis of trials using different doses of mometasone furoate showed a significant dose-response
relationship (P = .02).

CONCLUSIONS: Intranasal corticosteroids offer a small therapeutic benefit in acute sinusitis, which may be greater with high
doses and with courses of 21 days’ duration. Further trials are needed in antibiotic-naive patients.

n2AnE T lAIINNNMAaeIsag budesonide 2 N13ANEN tELA Barlan, et al., 1997 way Williamson, et
al., 2007 atelsfinu laifdieagidn budesonide HvsaliifitszAnininlunisinm usnanaludieadidsadn

= o 1 Ao aas a I~ : Y o a
ﬂ']ﬁ‘ﬂm‘:ﬂmﬂﬂ@’mﬂ’ﬂ’]u’]@m’]ﬂ@ﬂmI?]’]LﬂuVL'l_]V]“‘WW‘Uﬂ’J’]NLL[ﬂﬂIﬂ’N LL@%’HH’]@EIWV]ELT@’]’QW]LﬂuVLﬂ

Williamson et al™ acknowledged that their RCT was underpowered to detect clinically useful effects, and the study
may have used an inappropriately low dose of budesonide.?®

wanani 98 clinical guidelines 189UszmALARIAN Desrosiers, et al., 2011 uuziinn1sfne acute
uaz chronic rhinosinusitis agludauaas intranasal corticosteroid tiladnazldiduannaaliy mild-moderate
. . . = v o ada a o o o A o
acute rhinosinusitis m@hmmumﬂgmuz dizaUALUEUNAe strong (for accept completely) Warseal
wangdy moderate wazuddnlu guidelines naNMDNN9ANHINIIARTINTRY budesonide NILNN9ANL A

4
HAANS luAnsinsanemaen wiluumagtdeunsiniulilifiinld budesonide




3.3. Nasal polyps
3.3.1.3@a31a7n Micromedex 2012

a o

2Ngu nasal corticosteroid MHFUNsUsziiuludienald nasal polyps dndilszAnBninszau favors

efficacy InaszAuAuuzinisnsiuaniies udszdumangnudu B aniiu tiamcinolone Tiiidaya

al

#9799 5 AgUn13szidiugn intra nasal corticosteroid Tudiaiis’ld nasal polyps®”

Evaluation US FDA approval Efficacy Recommendation | Strength of evidence
Adult Pediatric | Adult | Pediatric | Adult | Pediatric | Adult Pediatric
Beclometasone dipropionate Yes Yes F F Ib Ib B B
(6yr+)
Bedusonide No No F - IIb - B -
Fluticasone furoate - - - - - - - -
Fluticasone propionate No No F - Ila - B -
Mometasone furoate Yes No F - Ila - B -
(nasal spary only)
Triamcinolone acetonide - - - - - - - -

waneLue: Ffata US FDA approval = niseudmdieililngesdnisemnsuazenanigewisnt, yr = years, mo = months;
MicroMedex efficacy #intia E = effective, F = evidence favors efficacy, | = evidence is inconclusive, X = ineffective;
MicroMedex recommendations class wiiidlu 1, 1a, 1lb, 1Il, A% indeterminant @3 | = nsldedulsslamivazasligiaeld, lla
= frhedounnlsfudselamiannnislien, b = fulseenalafudselamiannislden Rauustilinansanluunenadl, = nsld
eliftdsglond pasudnides, indeterminant = lisuenagUlfanudng il MicroMedex strength of evidence uthuilu

category A, B, C, no evidence 79 A = ﬁﬁﬁﬂg’mﬁlﬂu meta-analysis @10 randomized-controlled trial (RCT) Faduldlunna

'
= o A = A =

\Renriu vize RCT 1A visenidnsannimmaasddaauuin, B = Audnguiilu meta-analysis aan RCT @ednufiariu § RCT 7%

vy v A 19 s L 2
HLINTINNITNARBIUDE ﬂﬂﬂLLUUﬂ’]ﬁ‘Wﬁ@ﬂ\ﬂNﬂ m'a”l,uhmim@ml,mu RCT, C = Wl expert’'s opinion, case reports, #1780 case

series
3.3.2.BMJ clinical evidence annMsduAUAILAIEATY nasal polyps Haduil 22 wimnAN 2555 Tny
o a ¥ (4)
dayaninenie
3.3.3.Cochrane library dayanwuaefludis protocol stage™"”
3.3.4.NICE guidance ann13AUAUSILAEATY nasal polyps iaduil 22 womnAx 2555 linwudaya
J4 s
GRS
3.3.5.NHS evidence annMsAUALAA1ATATY nasal corticosteroid polyps Haduil 22 wWoHN1AN
2555 WUVINVNA 412 Haans wiiailu
O Health technology assessment 161 naas usilinudiayaninaades
. . o & Mo % o A P
O Systematic review 31 uaans wsilinudayaninaadas
O Guidelines 62 HAANE WL 2 HARNWSANEd 959
European position paper on rhinosinusitis and nasal polyps 2007% (EPOS 2007) m@lﬁ@iuﬁﬁ@
sinusitis
World Allergy Oranization 2011 na1afi4 intra nasal corticosteroid 9nfi1lsz@nanalun1sfne nasal
polyps

Intranasal corticosteroids are the most effective treatmentfor moderate intermittent and persistent rhinitis, for all
nasalsymptoms, ocular symptoms, polyposis and sinusitis.
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3.3.6.Pubmed

o

annsiuugiudioya Pubmed ifladufl 23 nounnA 2555 KaaAndAty (‘Nasal Polyps'Mesh] AND
("Beclomethasone'[Mesh] OR "Budesonide'[Mesh] OR "mometasone furoate" [Supplementary Concept] OR
"fluticasone  propionate-17-carboxylic acid" [Supplementary Concept] OR *fluticasone furoate"
[Supplementary Concept] OR "fluticasone" [Supplementary Concept] OR "Triamcinolone Acetonide"[Mesh])
AND *“Systematic’[Sb]) NOT “Randomized controlled trial”[Publication type] WU 1 naans agnelsinu

o vy
‘]_IVlﬁ'JWNm\‘iﬂ@'VJVLN FNEIUBN

o

AInn1saLAugudiaya Pubmed WHadWn 24 wWounAN 2555 AaeAg1ATY (‘Nasal Polyps'[Mesh] AND

@

("Beclomethasone'[Mesh] OR "Budesonide"[Mesh] OR "mometasone furoate" [Supplementary Concept] OR
"fluticasone  propionate-17-carboxylic acid" [Supplementary Concept] OR “fluticasone furoate"
[Supplementary Concept] OR "fluticasone" [Supplementary Concept] OR "Triamcinolone Acetonide"[Mesh]))

AND "Guideline" [Publication Type] lanUHARNS

o

ANN9AUARTILEeYa Pubmed et 24 Woun1AN 2555 AaeR14TATY (‘Nasal Polyps’[Mesh] AND
("Beclomethasone'[Mesh] OR "Budesonide'[Mesh] OR "mometasone furoate" [Supplementary Concept] OR
"fluticasone  propionate-17-carboxylic acid" [Supplementary Concept] OR “fluticasone furoate"

[Supplementary Concept] OR "fluticasone" [Supplementary Concept] OR "Triamcinolone Acetonide"[Mesh]))

%

AND “Randomized controlled trial”’[Publication type] NUVNUNA 54 HAANS

o

AINN9RUARgIEaYa Pubmed et 24 Wun1AN 2555 AaR1&IATY (‘Nasal Polyps’[Mesh] AND

("Beclomethasone'[Mesh] OR "Budesonide"[Mesh] OR"memetasone—furoate" [Supplementary-Concept] OR

"fluticasone  propionate-17-carboxylic acid" [Supplementary Concept] OR “fluticasone furoate"
[Supplementary Concept] OR "fluticasone" [Supplementary Concept] OR "Triamcinolone Acetonide"[Mesh]))
AND “Randomized controlled trial’[Publication type] WUVAUNA 43 Naans uitdunndn 5 naansusn @

2009 — 2011 An®1lu fluticasone propionate 9@

1%

A a A p , . @l = a a a o
LAZLNANANTOUNTALNRY LT budesonide ﬂlmf]ﬁ‘ﬂﬂ']ﬂ’qmﬁ'll?ﬂ\jﬂﬁ\gﬂmﬁﬂf]Wiun’]ﬁ’ﬁ'ﬂ‘]ﬂ’f] nasal polyps

17-23

wiuiu™* ustlinudiagaaes triamcinolone acetonide A fluticasone furoate WAzINAAANIAAN European

position paper on rhinosinusitis and nasal polyps 2012 avisaassanistiliideyanismaaasnaivayunis i
14 chronic rhinosinusitis A nasal polyps

Benitez, et al., 2006"""

A short course of oral prednisone followed by intranasal budesonide is an effective treatment of severe nasal polyps.
CONCLUSION: A short course of oral steroids improved all nasal symptoms, polyp size, and nasal flow, whereas intranasal
steroid maintain this effect.

Johansson, et al., 2002

We have previously compared different scoring systems for endoscopic staging of nasal polyps. Of the five methods
evaluated, we found that two were better than the others with regard to reproducibility and agreement between physicians.
One method was lateral imaging, developed by the authors, and the other was a scoring system developed by Lildholdt et al.
The main objective of the present study was to compare the sensitivity of these two methods. Another aim was to study the
effect on nasal polyposis of topical nasal corticosteroids over a 2-week period. Patients with bilateral nasal polyposis (n = 100)
were randomized to a 2-week treatment with a topical corticosteroid (budesonide aqueous nasal spray: 128 microg b.i.d.) or
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placebo in a double-blind manner. Nasal symptoms were scored before treatment and after 3, 7 and 14 days of treatment,
and the patients underwent nasal endoscopy at clinical visits. Patients treated with active substance had an improvement in
their symptoms, an effect already detectable after 3 days of treatment, compared with those who received placebo. In
addition, a statistically significant decrease in polyp size could be registered after 14 days using lateral imaging but not with
the other scoring system. In conclusion, lateral imaging was more sensitive and could detect effects earlier than the other
scoring system and can be recommended for the endoscopic staging of nasal polyps in clinical studies.

Jankowski, et al., 2001

DESIGN: Randomized, double-blind, placebo-controlled, parallel-group study.

RESULTS:_All doses of budesonide agueous nasal spray significantly (P<.01) reduced polyp size; no significant differences
were noted between the 4 treatment groups. The mean improvement in clinic peak nasal inspiratory flow at 8 weeks was 65.9
L/min with budesonide aqueous nasal spray, 128 microg twice daily; 71.6 L/min with budesonide aqueous nasal spray, 256
microg once daily; and 54.6 L/min with budesonide aqueous nasal spray, 128 microg once daily (all P<.001 vs placebo).
Combined and individual symptom scores and sense of smell improved significantly in all budesonide-treated groups; the
effect on symptoms became apparent within 1 to 2 days of the first dose. Budesonide aqueous nasal spray was well tolerated.

Blomqvits, et al., 2001

METHODS: Thirty-two patients with nasal polyposis and symmetrical nasal airways were randomized to unilateral endoscopic
sinus surgery after pretreatment with oral prednisolone for 10 days and local nasal budesonide bilaterally for 1 _month.
Postoperatively, patients were given local nasal steroids (budesonide). Patients were evaluated with nasal endoscopy,
symptom scores, and olfactory thresholds. They were followed for 12 months.

RESULTS: The sense of smell was improved by the combination of local and oral steroids. Surgery had no additional effect.
Symptom scores improved significantly with medical treatment alone, but surgery had additional beneficial effects on nasal
obstruction and secretion. After surgery, the polyp score decreased significantly on the operated side but remained the same
on the unoperated side. Twenty-five percent of the patients were willing to undergo an operation also on the unoperated side
at the end of the study.

Filiaci, et al., 2000%"

A randomized controlled trial showing efficacy of once daily intranasal budesonide in nasal polyposis.
...Itis concluded that budesonide, 280 micrograms once daily, reduces polyp size and relieves symptoms in patients with
nasal polyposis.

Tos, et al., 1998%

Efficacy of an aqueous and a powder formulation of nasal budesonide compared in patients with nasal polyps
...The aim of our study was to compare the efficacy of treatment of two formulations of budesonide with placebo on nasal
polyps...
...Polyp size was reduced significantly in both budesonide treated groups compared with placebo, but there was no statistical
difference between the two actively treated groups...

Vendelo Johansen, et al., 1993%¥

The objectives of this study were to determine if the size of nasal polyps could be assessed in a reproducible way
and to study the effect of budesonide in patients suffering from eosinophilic nasal polyposis with small and medium sized
polyps. Ninety-one patients entered the study. Budesonide 200 micrograms b.i.d. (aerosol or aqua) and placebo (aerosol or
aqua) were compared in a 3-month double-blind, multi-centre, randomized study. Efficacy was measured by an assessment
of polyp size, nasal peak-flow index and the patient's assessment of nasal symptoms. The conclusions were that the size of
polyps could be assessed in a reproducible way, and that budesonide delivered either as a water-based suspension or as an
aerosol is effective in the treatment of patients with small and medium sized polyps.

Ruhno, et al., 1990%

Intranasal budesonide, 400 micrograms two times a day, was evaluated in 36 patients referred for treatment of nasal
polyposis. The age range was 20 to 68 years. Polypectomy was done 5.6 (mean) times previously. After a 5-week, treatment-
free, baseline period, patients were treated in a double-blind fashion with either budesonide or placebo during 4 weeks. After
this treatment period, placebo-treated patients started receiving budesonide in an open trial for an additional 4 weeks. The
patients rated their nasal symptoms daily. Nasal examinations and nasal inspiratory flow rate (IFR) measurements were done
at clinic visits. After 3 and 4 weeks of treatment, the response to budesonide was significantly greater than response to
placebo. The greater reduction in nasal blockage caused by polyps, observed on physical examination, p = 0.005, was
mirrored by an increase in nasal IFR (p = 0.0001). Patient rating of the severity and frequency of nasal blockage were reduced
more by budesonide than by placebo (p less than or equal to 0.0005). Switching placebo-treated patients to budesonide
treatment resulted in a reduction of nasal blockage (p less than 0.001) and an increase in nasal IFR (p less than 0.001). The
results demonstrate that topical nasal budesonide, 400 micrograms two times a day, is an effective treatment of nasal polyps.
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3.4. Allergic conjunctivitis (ocular symptoms related to allergic rhinitis)
3.4.1.4a31lan Micromedex 2012 lainunisilsziduludieisli allergic conjunctivitis

A19799 6 AgUn13szifiuen intra nasal corticosteroid Tudianls’ld allergic conjunctivitis®

Evaluation US FDA approval Efficacy Recommendation | Strength of evidence
Adult | Pediatric | Adult | Pediatric | Adult | Pediatric | Adult Pediatric

Beclometasone dipropionate - - - - - - - -

Bedusonide - - - - - - - -

Fluticasone furoate - - - - - - - -

Fluticasone propionate - - - - - - - -

Mometasone furoate - - - - - - _ _

Triamcinolone acetonide - - - - - - - -

naELme: Fage US FDA approval = niseuslAtieialilngesdnisemnsuazenanigewisny, yr = years, mo = months;
MicroMedex efficacy intia E = effective, F = evidence favors efficacy, | = evidence is inconclusive, X = ineffective;
MicroMedex recommendations class wiiidlu 1, 1a, 1lb, 1Il, g% indeterminant @3 | = nsldedlulsslamivazasigiaeld, lla
= frhedounnlsifudselamiannnislien, b = fuleenalafudselamiannislden Rauustihlinansanluunenadl, = nsld
enlaiffsslam] aasvwAnides, indeterminant = laiswnsnagUllFannudng uiis: MicroMedex strength of evidence utiiflu
category A, B, C, no evidence 9 A= ﬁuﬁﬂgm‘ﬁ'lﬂu meta-analysis AN randomized-controlled trial (RCT) Syl lumng
e vite RCT i vitefiflfdndauntamasesdiuaunnn, B = fiudngiuiidu meta-analysis ann RCT dsdaudieriu § RCT 73

vy v A 19 s L 2
HLINTINNTNARBIUDE 'ﬂﬂﬂLLUUﬂWﬁ‘Wﬂ@'ﬂ\?iNﬂ m@”l,ﬂmmiwm@muu RCT, C = Wl expert’'s opinion, case reports, %178 case

series
3.4.2.BMJ clinical evidence” annn1sduduAaeA1dn Vty allergic conjunctivits 1138 conjunctivitis e
. C 44
U 22 wounAN 2555 linudeyaiinandes
3.4.3.Cochrane library aAMnns@uAuRatA1AIATY steroid conjunctivitis 1B3UTN 22 WoEN1AN 2555 Wy
:; o o ! ] o o‘d‘d‘ ¥
NINNA 9 WAANS walinunaansnineadiag
AINNsALAUSaEANANATY steroid ocular rhinitis WadU 22 WHAIAN 2555 WLTIIUNA 14 NAANS W
. v e s
ladwunaansinanda
Ay . o v o a o . - . | o .
WazANNITALALNNY Health topic Tuwafiaiifeni nose & sinus ¥sa eye & vision lanudieyad
4
\nendieq
3.4.4.NICE guidance AMnnMsaUALSEAAIATY conjunctivitis Haduil 22 Wo=AIAN 2555 WLTIUNA
234 NARANS
AINN1sALAUaEANANATY conjunctivitis corticosteroid NN 22 WHNIAN 2555 WLTIIMNA 16
oo e e dd
uaang uslinudeyaninaodas

o o

3.4.5.NHS evidence mnmﬁuﬁuﬁwﬁm’mn&l nasal corticosteroid conjunctivitis Wadun 22
WOBNIAN 2555 WLAUNA 203 HAaNS il
O Health technology assessment 15 HaaWs w6l liwudayaininendes
. N o o o o‘dl -dl b4 1 =3 o dg/ 1
O Systematic review 5 HA&WS WU 1 waawsNeadias adslafinu unauaiuiliaiuim

¥ K o 53 ¥ o 1 U4 1 =X ' . . 1 oA
dinteatumnld wazluunAndalulEinanafapanuuansneans corticosteroid NANALALRES
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ridiaynatiuayuilss@nBninaed intra nasal corticosteroid Tunnsanainismieanlugilae

au q

Mdudeyayneniay (allergic rhinitis-associated ocular symptoms)%)

O Guidelines 48 NAAWS WuNadWETINET09 2 Hadns agUlAA
DeGuzman, et al., 2007 nanqaflan1s5ne allergic rhinitis #ag intra nasal corticosteroid 418141704

L B R P TIY (P PV Pl R L L BN N o

Intranasal Corticosteroids. A number of studies have shown these drugs to be the most effective treatment of the
itching, sneezing, rhinorrhea, and stuffiness associated with allergic rhinitis. Their effect is not immediate, however; onset of
relief is seen on day 2 to 3 with effects reaching their peak at 2 to 3 weeks. Regular, consistent use is required to maintain a
maximum effect. Patient education for the correct use of intranasal pump sprays is essential. Intranasal corticosteroids do not
treat ocular symptoms.

World Allergy Organization 2011 nanafansfnmnTsaniudifinaen corticosteroid dnguutiuaniili

M Py | o= Ny Ay Y o o ) : a o o A = 9
NWNAYNUY Qﬂam‘mummimmLL@:WMNLﬁmu'ﬂﬂlﬂ@mmﬂumm@ﬂ ALNFANTUANUUU - EINYNAADNLUN
= [ Ay v . . . o = a2 a 4
mumL@famuﬂﬂLﬂummﬂfmwﬂmmﬂ wazen intra nasal corticosteroid £HszANENWlHaINTUANIAN

fnel
Section 4.2. Pharmacotherapy of Allergic Diseases
Pharmacological Treatment

Glucocorticosteroids: Intranasal glucocorticosteroids are the most efficacious anti-inflammatory medication available
for the treatment of allergic and non-allergic rhinitis. The rationale for using intranasal glucocorticosteroids in the treatment of
allergic rhinitis is that high drug concentrations can be achieved at receptor sites in the nasal mucosa with a minimal risk of
systemic adverse effects. Due to their mechanism of action, efficacy appears after 7-8 hours of dosing, but maximum efficacy
may require up to 2 weeks to develop. Intranasal glucocorticosteroids are well tolerated and adverse effects are few in
number, mild in severity and have the same incidence as placebo. However, there are differences in safety between
molecules, those with low bioavailability being the best tolerated.

Intranasal corticosteroids are the most effective treatment for moderate intermittent and persistent rhinitis, for all
nasal symptoms, ocular symptoms, polyposis and sinusitis.

'
a o

%@H@mmﬂ‘u ocular symptoms WazN"3 1 intra nasal corticosteroid a1n NHS evidence

DeWester, et al., 2003%” NINITINNANNTINELNLANY intra nasal fluticasone propionate Aa1n 7 RCTs
\WWaguastafiaeitioyayndniaufieainiamieen (ocular symptoms associated with seasonal allergic rhinitis)

WU31 symptoms score Andienvaan udianlWlaldaveanmviseanfuntiuiisonson §Rsalidiaagildn intra

q

nasal fluticasone propionate Hilsz@nBnaw tasasdt uazAnAlunsinEgibaitiayayndniaundanimiemn
%40

Intranasal corticosteroids have been shown to decrease ocular symptoms associated with allergic rhinitis as well as
nasal symptoms. The primary objective of this retrospective analysis was to evaluate the efficacy of fluticasone propionate
(FP) agueous nasal spray in the treatment of ocular symptoms in patients with seasonal allergic rhinitis (SAR). We pooled
efficacy data from seven multicenter, randomized, double-blind, placebo-controlled studies of similar design. Each study
evaluated the efficacy of intranasal FP, 200 micrograms, given once daily in the treatment of nasal and ocular symptoms
associated with SAR. At baseline and after 7 and 14 days of treatment, clinicians rated the severity of four individual ocular
symptoms (itching, tearing, redness, and puffiness) via visual analog scales of 0-100, where 0 = no symptoms and 100 =
worst symptoms. The four ratings were added to form the total ocular symptom score (TOSS). Patients rated the overall
severity of their ocular symptoms (all symptoms evaluated with a single score) daily on diary cards in a similar fashion. The
primary outcome was the mean change from baseline in the clinician-rated TOSS. A between-group difference of 25 points in
the mean change from baseline TOSS by day 14 was considered clinically relevant. The FP group had greater mean changes
from baseline in the TOSS and in all four individual symptom scores compared with placebo at days 7 and 14. At day 7, mean
decreases from baseline in the TOSS were 76.0 points for the FP group and 50.9 points for the placebo group (p < 0.001), a
difference between groups of 25.1. At day 14, mean decreases from baseline in the TOSS were 91.8 points for the FP group
and 60.2 points for the placebo group (p < 0.001), a difference between groups of 31.6. Consistent with the clinician-rated
data, patient-rated data showed a significantly greater reduction in the overall ocular symptom score for the FP group
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compared with placebo for both weeks 1 and 2 (p < 0.001). Intranasal FP provides safe and effective relief of ocular
symptoms associated with SAR. Patients with allergic rhinitis who also have ocular symptoms as a component of their disease
may benefit from intranasal FP_monotherapy without the addition of topical ophthalmologic agents or oral antihistamines. Such
an approach may have advantages regarding compliance and cost-effectiveness of treatment.

Keith, et al., 2009“® TFnuniuasaunssnasinaiuszuLivetsiiunsld intra nasal corticosteroid 144

£
o

nsineainien e luiioentieyayndniay naain 35 RCTs NANNWEAILGT 1990 — May 2009 Wudn faiflum
asdrdnnisanain e ludiaitiayayndniauiiuinfiy intra nasal corticosteroid HInguuzaly wenzen
1196 11 mometasone furoate WA fluticasone propionate 1lalysz@nsnalun1sinen Nl fluticasone

furoate WTRNANg MUAADNLszANEN M IUN19aARININ19A LG

RESULTS: Examination of these studies reveals substantial inconsistency of effect of some INS across, and even within, trials,
casting doubt on the suggestion that ocular efficacy is a class effect of INS. Conflicting, inconsistent or even negative effects
were observed for most INS examined including mometasone furoate and fluticasone propionate. Only fluticasone furoate
nasal spray, in addition to established efficacy in treating nasal symptoms, demonstrated a consistent positive effect on ocular
symptoms of SAR compared with placebo in a large number of patients across all of its prospective studies. Moreover, these
results were consistent across different allergy seasons, including grass, ragweed, and mountain cedar seasons, and different
geographical locations throughout Europe and the USA.

CONCLUSION: While additional prospective head-to-head clinical trials comparing the efficacy of INS in treating ocular
symptoms of AR are needed to fully elucidate the benefits of one INS compared with another, data available to date suggest
that not all INS are equally consistent in managing ocular symptoms of SAR. Fluticasone furoate is currently the most
consistent.

3.4.6.Pubmed

mnm@ﬁu%uﬁﬁwﬁ@y‘@ Pubmed iladud 23 WOEAIAN 2555 GinAdIATY (('Rhinitis, Allergic,

Perennial'[Mesh] OR "Rhinitis, Allergic, Seasonal'[Mesh]) AND ('Beclomethasone'[Mesh] OR

"Budesonide"[Mesh] OR "mometasone furoate" [Supplementary Concept] OR "fluticasone propionate-

17-carboxylic acid" [Supplementary Concept] OR "fluticasone furoate" [Supplementary Concept] OR

"fluticasone" [Supplementary Concept] OR "Triamcinolone Acetonide"[Mesh]) AND “Systematic”’[Sb])

NOT “Randomized controlled trial’[Publication type] W‘]_IV'?\?MN@ 11 NARNWS WAN 4 uwmmﬁﬁm%m

aquleeil

Yafiez, et al., 2002% sinnnmumanassninssegnaiusruuien e feussAninanees intra nasal
corticosteroid 111 antihistamine Iuﬁ’g‘ﬂ'mLﬁlfﬂu@gﬂﬁmmumnqﬁuﬁ V'?\iluﬁﬁumm?m\‘mgﬂ AMNITNNBET BN
fialisnianounnddn wazannanlaensfe nannsAnmnsanain 9 RTCs wWudn intra nasal corticosteroid &

Use@nEnmanndn  antihistamine  lUN19aARIN1ININAYNNINNAGY  antihistamine  uANAsDEIN1IN AT

WANBINGNL

RESULTS: Nine studies including 648 subjects (mean age 30.4 years, range 13 to 73) with allergic rhinitis were selected.
Intranasal corticosteroids produced significantly greater reduction of total nasal symptoms (standardized mean difference -
0.36, 95% confidence interval -0.57 to -0.14), sneezing (-0.41, -0.57 to -0.24), rhinorrhea (-0.47, -0.64 to -0.29), itching (-0.38, -
0.56 to -0.19), and nasal blockage (-0.86, -1.07 to -0.64) than did topical antihistamines. There was no significant difference
between treatments for ocular symptoms (-0.07, -0.27 to 0.12). The effects on sneezing, rhinorrhea, itching, and ocular
symptoms were significantly heterogeneous between studies. Other outcomes (total nasal symptom score and nasal
blockage) were homogeneous between studies. Subgroup and sensitivity analysis suggested that most of the heterogeneity of
outcomes could be explained on the basis of the methodologic quality of studies.

DeWester, et al., 2003%” WifaagUidfihaElayayndniauaingiuindeaniamienndansion analszu

Uszlgaiannnsld fluticasone propionate (91al1s NHS evidence)
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Rodrigo, et al., 2011%" innnsmunaunssainssuesradussuuuasy  meta-analysis Lﬁwﬁm;ﬂﬁa
Ustlamfaes fluticasone furoate ieiBauiauiuamaen adszAvsninlunisanenniamiemn 81N1IN9AN
Tufithefidudeyaynsniauannfuil saufannsneuauassianisinm aunmdan uazeinislifeyszass

NANIANEIAIN 16 NTNARE (7 trials of seasonal allergic rhinitis, 9 trials of perennial allergic rhinitis)
994 5,348 AW Wud1 fluticasone furoate °ﬁ"JEI@m’ﬂﬂ’lﬁ‘VI’Nl?l’lLL@&@']ﬂ’]iV]’]\‘l@NmﬂvlﬁLﬁﬂL‘ﬁil‘].lﬁ‘].l?;l’]ﬂ@'ﬂﬂ anng

FOLAWBNABNTITNIN INAUNINEIG LaziANiaansie

RESULTS: Sixteen trials (5.348 patients) were selected. Seven studies included seasonal AR patients and nine studies,
perennial AR patients. Intranasal FF significantly improved rTOSS and iTOSS scores compared with placebo in patients with
seasonal (weighted mean difference [WMD] -0.54, 95% ClI, -0.70 to -0.37, and -0.59, 95% CI, -0.76 to -0.43) and perennial AR
(-0.33, 95% CI, -0.31 to -0.05, and -0.38, 95% ClI, -0.69 to -0.07). Intranasal FF was also significantly more effective in
improving rTNSS and iTNSS scores in seasonal (WMD=-1.14, 95% Cl, -1.57 to -0.72, and -1.32, 95% CI, -1.64 to -1.01) and
perennial AR patients (-0.83, 95% CI, -1.08 to -0.59, and -0.90, 95% CI, -1.33 to -0.48). Finally, there were greater
improvements in response to therapy and QoL with a favourable safety profile.

CONCLUSIONS AND CLINICAL RELEVANCE: Intranasal FF showed a consistent ocular and nasal efficacy along with
improvement in QoL in AR patients. This review provides significant evidence that treatment with FF nasal spray at a dose of
110  mcg once daily is effective in relieving ocular and nasal symptoms in adolescents and adL:I|'[S with AR.

Bielory, et al., 2011°" na19fis mometasone furoate AnHilse@ninwluEayayndnauaNRu L&

wazAnaulaniinduiueliSsngu intra nasal corticosteroid 991714 mometasone furoate AH1sz@nsninlu

I va o

o | Ay = = o . = a o
ﬂ’]?@']ﬂ']ﬁ“ﬂ'mm’ﬂu%ﬂq&lﬂ@amuiﬂﬂQElVT@VLN HAREAINT meta-analysis 1N 10 RCTs sﬁ\?L‘].G‘ﬂULV]ElUﬂUﬂWM@@ﬂ

a

uwazgUss@nsn1nlunisanaIniImienn Kan1sANHIWLIN Y9THn seasonal Uay perennial Wav§Rdudslagdn

Q

%]fa%iuwuﬁm'qaLﬁwﬁngmmﬁumudq intra nasal corticosteroid (K% mometasone furoate) TILAABINITNINHN

Tugjileitayayndniauainniuild (class effect)

RESULTS: In both analyses of SAR and PAR studies, including 3132 patients, all individual ocular symptoms were reduced in
patients treated with MFNS. Overall treatment effect was significant for all three individual ocular symptoms in the SAR studies
(Z = 9.18 for tearing, Z = 10.15 for itching, and Z = 8.88 for redness; P < 0.00001 for all) and in the PAR studies (Z = 5.94, P <
0.00001 for tearing; Z = 2.43, P = 0.02 for itching; and Z = 2.42, P = 0.02 for redness).

CONCLUSIONS: Our findings add to the growing body of literature supporting the positive class effect of INSs, including
MENS, on ocular symptoms associated with SAR and PAR.

=

A1997 7 agdananisenuasiinyan lusnslsvinAaesngs intra nasal corticosteroid

o

Source of information
Indications
WHO model list 2011 | BNF63 | PBS Australia | LJF Scotland
Allergic rhinitis Bud BecD Bud -
Bud
FF
FP
TA
Sinusitis (chronic) - - - BecD
Nasal polyps - Bud - BecD
FP
Allergic conjunctivitis - - - -
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Note: BecD = Beclometasone dipropionate; Bud = Budesonide; FF = Fluticasone furoate; FP = Fluticasone

propionate;

= Mometasone furoate; TA = Triamcinolone acetonide

#119797 8 #g1n131azidu intra nasal corticosteroid 1w 4 fiatis14

Indications

Pediatric

Pediatric

4yr+

Pediatric

Byr+

Adult

Allergic rhinitis

G
BecD = @

Class effect!"?

= @
BecD 7~

&

Bud® ©
@

Sinusitis

Class effect?®®®

Nasal polyps

7S
BecD @ 7@

Class effect?®®

@),
BecD = @

Q (2,17-23)
Bud “ '

MF /(q@%) (2) see external reviewer

results

Allergic

conjunctivitis

Class effect?"'® "

FF@K§Q<%ﬁm
C@) @7
vr @@

Note: BecD = Beclometasone dipropionate; Bud = Budesonide; FF = Fluticasone furoate;

propionate; MF = Mometasone furoate; TA = Triamcinolone acetonide

= Fluticasone
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ANT 9 LLZWN“’I]@S;IJ@ Score mﬂﬂi’lﬂﬂ’]?ﬂ’lﬂ@:N Corticosteroids Nasal Spray ARG Allergic rhinitis ISAFE 50 percentile= 0.77

Generic Name Preparation Trade EV I MM| E RK S IES Pack | U [DDD |(Freq | A F AF R
Name score score | FDA
1. Sodium NASAL SPRAY 2 % X RYNACROM
cromoglicate 13 ML M 16~16GG | 0.85| EE | 1.00 | M5C24 | 1.00 | 0.85 5.2 | mg | 20.8 4 1.0 | 0.85 | 0.85 0.72
2. Azelastine NASAL SPRAY 0.1 % AZEP
hydrochloride x 10 ML 28~27.5FF | 0.88 | EE | 1.00 | M10C21 | 1.00 | 0.88 140 | mcg | 560 2 1.0 | 0.95| 0.95 0.84
3. Beclometasone | NASAL SPRAY 50 MCG | BECONASE
dipropionate X 200 doses 37~37FF | 0.93 | EE | 1.00 | M20C44 | 1.00 | 0.93 50 | mcg | 400 2 1.0 0.95| 0.95 0.88
4. Beclometasone | NASAL SPRAY 100 ATOMASE
dipropionate MCG x 200 doses FORTE 37~37FF | 0.93 | EE | 1.00 | M20C44 | 1.00 | 0.93 100 | mcg | 400 2 1.0 | 0.95 | 0.95 0.88
5. Budesonide NASAL BESONIN
SPRAY,MICRONISED AQUA
50 MCG x 200 doses NASAL
SPRAY 50
MCG/DOSE 33~33GG | 0.95| EE | 1.00 | M21C88 | 0.95 | 0.90 50 | mcg | 200 1 1.0 | 1.00 | 1.00 0.90
6. Budesonide NASAL SPRAY 64 MCG | RHINOCORT
X 120 doses AQUA 33~33GG | 0.95| EE | 1.00 | M21C88 | 0.95 | 0.90 64 | mcg | 200 1 1.0 | 1.00 | 1.00 0.90
7. Budesonide NASAL SPRAY 100 BUNASE
MCG x 150 doses x
75 ML 33~33GG | 0.95| EE | 1.00 | M21C88 | 0.95 | 0.90 100 | mcg | 200 1 1.0 | 1.00 | 1.00 0.90
8. Fluticasone NASAL SPRAY 50 MCG | FLIXONASE
propionate X 120 doses 52~51,5EE | 0.98 | EE | 1.00 | M10C83 | 0.95| 0.93 50 | mcg | 200 1 1.0 | 1.00 | 1.00 0.93
9. Mometasone NASAL SPRAY 50 MCG | NASONEX
furoate x 140 doses AQ 22~21.5GG | 0.90 | EE | 1.00 | M26C64 | 0.95| 0.86 50 | mcg | 200 1 1.0 | 1.00 | 1.00 0.86
10. Mometasone NASAL SPRAY 50 MCG | NASONEX
furoate x 60 doses 22~21.5GG | 0.90 | EE | 1.00 | M26C64 | 0.95| 0.86 50 | mcg | 200 1 1.0 | 1.00 | 1.00 0.86
11. Triamcinolone | NASAL SPRAY 55 MCG | NASACORT
acetonide X 120 doses AQ 18~18GG | 0.90 | EE | 1.00 | M40C144 | 0.90 | 0.81 55 | mcg | 220 1 1.0/ 1.00 | 1.00 0.81
12. Fluticasone NASAL SPRAY 27.5 AVAMYS
furoate MCleZOdpses 7~7GG | 0.85 | EE | 1.00 | M29C83 | 0.90 | 0.77 27.5 | mcg 110 1 1.0 | 1.00 | 1.00 0.77

NNTELAR

218M99 1 fuARsn@annIINas; :18n199 2 Tnsiisedadinunlusgannndns; s1ansh 3 an@nnzidew; s1aniei 4 e medau
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file:///E:/My%20data/working%20gr%2050/Nephro/AgendaNephro%204-50/Calcium%20hyperphosphatemia/Pi%20wora%2010.71%20Phosphate-binding%20agents_Kidney%20disase.xls%23RANGE!BB3%23RANGE!BB3
file:///E:/My%20data/working%20gr%2050/Nephro/AgendaNephro%204-50/Calcium%20hyperphosphatemia/Pi%20wora%2010.71%20Phosphate-binding%20agents_Kidney%20disase.xls%23Risk!A1%23Risk!A1

A199991 9 me?ﬁfmg@ Score 184918N198MNGN Corticosteroids Nasal Spray

neel & Allergic rhinitis  ISAFE 50 percentile= 0.77 (sia)

Generic Name Preparation ISAF co cG Amount Amount Baht Patient Baht | SCOR | X| Criteri Pro | ua | ED
E (0] G Day / E a pose 51
FDA PD
1. Sodium NASAL SPRAY 2 % x 0.72 0.00 | 5.30 0 1,071 5,676 268 21 29 39.0 X X
cromoglicate 13 ML
2. Azelastine NASAL SPRAY 0.1 % x | 0.84 3.21 | 0.00 70 0 225 18 13 15 ¥ 39.0 A? X
hydrochloride 10 ML
3. Beclometasone | NASAL SPRAY 50 MCG 0.88 1.16 | 0.86 | 9,663,000 | 2,300,000 13,187,080 | 1,495,375 9 10 *|1 39.0 a? U
dipropionate x 200 doses
4. Beclometasone | NASAL SPRAY 100 MCG | 0.88 0.00 | 1.61 0 | 3,881,800 6,230,289 970,450 6 7 *|39.0 a? U
dipropionate X 200 doses
5. Budesonide NASAL 0.90 0.00 | 1.00 0 | 2,300,000 2,300,000 575,000 4 4 *|1 39.0 a? U
SPRAY,MICRONISED
50 MCG x 200 doses
6. Budesonide NASAL SPRAY 64 MCG 0.90 2.20 | 0.00 | 49,182,000 0| 108,200,400 | 15,738,24 7 8 ¥ 39.0 a? a
x 120 doses 0
7. Budesonide NASAL SPRAY 100 MCG | 0.90 0.00 | 1.43 0| 4,416,150 6,315,095 | 2,208,075 3 3 ¥ 39.0 a? U
x 150 doses x75 ML
8. Fluticasone NASAL SPRAY 50 MCG 0.93 4.89 | 0.00 | 10,717,680 0 52,409,455 | 2,679,420 20 22 *| 39.0 a? N
propionate X 120 doses
9. Mometasone NASAL SPRAY 50 MCG 0.86 7.26 | 0.00 | 8,040,960 0 58,377,370 | 2,010,240 29 34 ¥ 39.0 a? X
furoate x 140 doses
10. Mometasone NASAL SPRAY 50 MCG 0.86 | 11.08 | 0.00 1,929,840 0 21,382,627 482,460 44 51 ¥ 39.0 ”? X
furoate X 60 doses
11. Triamcinolone | NASAL SPRAY 55 MCG 0.81 3.19 | 0.00 | 32,645,520 0| 104,139,209 | 8,161,380 13 16 *| 39.0 a? N
acetonide X 120 doses
12. Fluticasone NASAL SPRAY 27.5 0.77 7.58 | 0.00 604,800 0 4,584,384 151,200 30 39 *|1 39.0 a? X

furoate

MCG x 120Idoses

NNTELUE)
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A197991 10 UARTAYALITENELALS

generic wavziauen | dan1san suluuy AU AUIR ainvivlal price | shasua
name U557 list winisyad
Budesonide 1C 154/42 Rhinocort | Nasal spray | 64 120 ﬂ;’jﬁ’%mﬂuuwmaomanm‘luaumjﬁmﬁtﬂumoqm vayfrluayndniay 2.48 2.18
mcg/dose spray ﬁoﬁﬁuau"l,uuﬂansm dwiriafiilunaanil snesadaieluayn
ﬂaonumsna”uL*]Juq.iwaasmﬁmawﬂmwmms HAR
Fluticasone 1C 109/44 (N) | Flixonase | Nasal spray 50 120 Wataua eniwuayn Mg msuilasdunasinriainisuaslsaciaayn 5.44 2.23
propionate lulmsnsu metered anLay Luaamnnuuwvjumﬂumwwuqmma (seasonal allergic rhinitis)
sprays sueliazaasne (hay fever) uagisaidaayndniuuiiaflunaaniis
1l (perennial rhinitis) lugihalsadaayndniguaingfiuw n1slana
T2flud eniWuAyNdIIEussaINITALATaAANINAULELIAUTNGY
ayn Warialau TdsRaaun danauseluniserunmsdniguiialy
WIEAndaayn e llinuname systemic activity
Fluticasone 1C 113/51(NC) | AVAMYS | Nasal spray 27.5 120 fwduflnai/fasu (aragunnnin 12 1 f1u'll): W¥nea1nsfiadng 7.58 3.12
furoate suspension 1ulmsndn/ | sprays moayn (ynlua drayn Auayn wazain) uazainsAadndnive
spray (Au/ugusn e luauasaway) annlsatdayaynadntguann)iiuw
ﬂumtﬂumwuﬂmma (seasonal allergic rhinitis) &ufusnains
Andndmeayn (yn'lva daayn duayn uazain) anisatfayayn
dnwauann giiuvriiailunaaniiell (perennial allergic rhinitis)
smFudin (ang 2 d9 11 1) @ WalfamnainsAndadnieayn (thyn'lva
ARIYN AUIAYN ULRTIN) :nnisﬂmm.r:ngnamaumnammmmﬂu
wizagnauarpiunwaiaiilunaaanieil
Mometasone 1C127/50(N) | NASONEX | Aqueous 0.05% 140 1. Inssayndnasuanngiuniinauagmauazaaani 7.57 4.64
furoate Nasal Spray Sprays 2. lafgdnaudaunau
3. 3R &A93YN
Triamcinolone | 1C 70/46(N) | Nasacort | Nasal Spray 55 1 bottle fmsusnrannmisgiwndiduivniiaauagma wazufiaflunaaniiofl 3.43 3.21
acetonide AQ mcg / (120 (seasonal and perennial allergic rhinitis symptoms) Tuglnajuaziin
actuation actuation) | MangunnI 2 1

ey I
g : A iddusaedesie puff
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ALZYINUARTRIINAY  IANINNIFATRIIIANEN  corticosteroid nasal spray Wedun 2

NINYIAN 2555, 25 NINJIAN 2555 WATANGALRNIE fluticasone furoate Waz mometasone furoate

U 14 ARMNAN 2555 NANI96I098991AN AU 1HAENT97 2

A7 11 WANNTABTENTIAN corticosteroid nasal spray

No. Name Dosing/unit | Price list | Proposed | DMSIC %diff Cost/day
54-55 DMSIC

3 | Fluticasone 120 652.70 192.60 | 390.24 | -50.65% 6.42*
propionate

6 | Fluticasone 120 909.50 240.75 | 721.67 | -66.64% 8.03
furoate

5 | Mometasone 140 1,059.30 | 314.58 | 904.03 | -65.20% 8.99
furoate

4 | Triamcinolone 120 412.16 299.60 383.09 -22% 9.99
acetonide
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