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Rléluticasone Furoate and Azelastine Hydrochloride Nasal Spray

Allegra®nasal Duo

Each actuation delivers:
Fluticasone Furoae -....275mcg

Azelastine Hydrochioride 1P 140 m

COMPOSITION:

Fluticasone Furoate 0.0275%whv

Agelastine Hydrochloride LP. ......... 0.140% wiw

Benzalkonium Chloride |P. 0,01 % whv

(as preservaive)

Excipients gs.

DOSAGE FORM

Intranasal spray

INDICATIONS:

Auegra nasal Duo is indicated for the treatment of symptoms of
allergic rhinits

Auegra 1D for I
hinitis, once the need for an anthistamine and corticosteroid has been
established. It is recommended for the treatment of persistent, moderate o
severe symptoms in adults and adolescents above 12 years of age.
DOSAGE AND ADMINISTRATION:

Allegra® nasal Duo should be administered by the iniranasal route only.
Adults and Adolescents (12 years of age and older):

One spray per nostri twice daily.

The recommended dosage should not be exceeded.

Shake the bottle well before each use.

For Intranasal use only. Do not spray in the mouth and eyes.
CONTRAINDICATIONS:

Allegra® nasal Duo is conraindicated in patients with known
hypersensitivity to fluticasone furoate or azelastine: hydrochloride or any.
of the components of this preparation.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Children:
This formulation is not recommended for children under 12 years.
Fluticasone Furoate:

ol

ocour, p igh doses
S e e
than with oral corticosteroids and may vary in indvidual patients and

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,

aggression (particularly in chidren).

recommended doses of

irifcantmisna supprosson i e & ovience o (1 se of e
than recommended doses, then additional systemic corticosteroid cover
ekt copdad dunng periods of stress or elective surgery.
Fluticasone  furoale once daily was not associaled with
hypothalamic-pititary-adrenal (HPA) axis suppression in adult, adolescent
o paediatric subjects. However, the dose of this drug combination should be.
reduced to the lowest dose at which effective conirol of the symptoms of
thinitis is maintained. As with all intranasal corticosteroids, the total systenic:
burden of corticosteroids should be considered whenever other forms of
corticosteroid treatment are prescribed concurrentl

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

Visual Disturban

0l Fokwaaes ey o ook win systemic and topical corlicosteroid
use. If a patient presents with symptoms such as blurred vision or other
visual disturbances, the patient should be considered for referral to an
ophthaimologist for evaluation of possible causes, which may include
cataract, glaticoma or rare diseases such as central serous chorioretinopa-
thy (CSCR) that have been reported after use of systemic and topical
corticosteroids.

Growth Retardation

Growth retardation has been reported in children receiving nasal corticoste:
roids atlicensed doses. A reduction in growth velocity has been observed in
children treated with fluticasone furoate. Therefore, children should be
maintained on the lowest possible efiicacious dose that delivers adequate
symplom control. It is recommended that the growth of children receiving
prolonged treatment with nasal corticosteroids is regularly monitored. f
growth is slowed, therapy should be reviewed with the aim of reducing the
dose of nasal corticosteroid, f possible, 1o the lowest dose at which effectve
control of symptoms is maintained. In addition, consideration should be
given o referring the patient to a paediatrc specialist

atients on Rilonayir

Concomitant administration with ritonavir is not recommended because of

the risk of increased systemic exposure of fiuticasone furoate.

Azelastine Hydrochloride:

Concurrent use of this drug combination with alcohol or other central

nervous system (CNS) depressants o other anthistamines should be

steidad s addional redicions i slrness s acifonsl impaiment o

CN due to azelastine

In dlmcal trials, the occurrence of somnolence has been reported in some

patens fakhg rmesal azclsine, hydroolorde. Paten shukd be
‘against engaging in jous occupations requiring complete.

L el R s operating machinery or

driving a motor vehicie after administration of this drug combination.

Drug Interactions

Fluticasone Furoate

Fluticasone furoate s rapidly cleared by extensive first-pass metabolism

mediated by the cytochrome (CY) P450 3Ad. Based on data with another

gl (fiuticasone prof pmrmi) that is metabolized by CYP3A4,
i ‘with ritonavir because of the risk of

increased systemic exposure xﬂﬁulluawne furoal

Caution is recommended when co- idmlns|enr\g fluticasone. fuma(e wlh

et GiER i Il coicsatconisining prodcs,
825 4560 1k st sion fecs s expocted o adminisiton
S0k o ejokde Liese e beneft cutweighe the inceased fiok of
systemic corlicosteroid side.effects, in which case patients should be
monilored for systemic corticosteroid side effects.

fluticasone furoate and
t linically relevant

79170 Metered Doses

intranasal doses.

Azolastine Hydrochloride

CNS Depressants

Concurrent use of azelastine hydrochloride with alcohol or other CNS
depressants should be avoided because reductions in alertness and
impairment of CNS performance may occr

et
inferaction studies investigating the cardiac effects, as measured by the
corected QT interval (QTc), of concomitantly administered oral azelastine
hydrochloride and erythromycin or ketoconazole were conducted. Oral
erythromycin (500 mg three times daily for 7 days) had no effect on
azelastine phamacokinetics or the QTc, based on analyses of serial
electrocardiograms. Ketoconazole (200 mg twice daily for 7 days) interfered
with the measurement of azelastine plasma concentrations on the
analytic(high performance liquid chromatography (HPLC); however, no
effects on the QTc were observed.

Cimetidine
Cimetidine (400 mg twice daily)increased the mean .. and AUC of orally
admiitared azelesinehydructorid (4 g twice dal) by pprosimaely

Tneng yiline
No significant phamacokinetic interaction was observed with the co-admin-
istration of an oral 4 mg dose of azelastine hydrochloride twice daily and
theophyine 30 mg of 400 mg tice day.

reanancy and Lactatior
e
Fluticasone furoate: There are no adequate data from the use of
fluticasone furoate in pregnant women. Fluticasone furoate should be used
in pregnancy only ifthe benefits o the mother outweigh the potentialrisks to
the foetus or child.
Azolastine Hydrochloride: Limited data from post marketing experience
over decades of use vith azelastine hydrochloride in pregnant women have
notidentified any drug associated risks of miscarriage, birth defects, or other
adverse matemal of fostal outcomes.
Lactation;
Fluticasone furoate: It is unknown whether intranasally administered
fiuticasone furoate is excreted in human breast mik. Administration of
futicasone furoate to women who are breasifeeding should only be
considered ifthe expected benefitto the mother s greater than any possible
rsk ot
Azelastine Hydrochioride: There are no data on the presence of
e hydrochloride in human mik, the effects on the breastfed nfant,
or the effects on milk production following use of azelastine hydrochloride
Because many drugs are excreted in human mik, caution should be
exercised when azelastine is administered to a nursing mother. The
developmental and health benefis of breastfeeding should be considered
along with the mother's cinical need for azelastine and any potential
adverse effects on the breastied infant from azelastine or from the
underlying maternal condition.
if you are pregnant or breast-feeding, ask your physician for advice before
using Allegra® nasal duo spra
EFFECT ON ABILITY TO DRIVE AND USE MACHINES
While using Allegra® nasal Duo nasal spray diing, aperaing machiner, o
any other hazardous acfivities should be avoided.
ADVERSE REACTIONS
The ol been used for i frequencies
very common 21/10; common 21/100 to <1/10; uncommon 21/1,000 to
<1/100; rare 21/10,000 to <1/1,000; very rare <1/10,000; and, not known
(cannot be estimated from the available data)
Fluticasone furoate:
Respiratory, thoracic and mediastinal disorders:
Very Common: Epistaxs
Common: Nasal ulceration, dyspn
Uncommon: Rhinalgia, nasal econiot {mmldmg nasal buming, nasal
imtaton and el soreness),nasal e

Very rare: Nasal >eolum penora ion

Not known: Bronchos,
Musculosheleal and connectivetssue isorder (children)
Growth retardation (known)
Immune system disorders:
Rare: Hypersensitivity reactions including anaphylaxis, angioedema, rash,
and urtcaria
Nervous system disorders:
Common:
Eye disorders:
Not known: Transient ocular changes, vision blured
Azolastine Hydrochloride
Use of Azelastine Hydrochloride has been associated with somnolence.
OVERDOSAGE
Fluticasone furoate
There are no data on the effects of acute or chronic overdosage with
fluticasone furoate nasal spray. Because of low systemic bioavailabilty and
an absence of acute drug-related systemic findings in ciinical studies,
overdose is unlikely to require any therapy other than observation. Chronic
overdosage with any corticosteroid may result in signs or symptoms of
hypercortcism.
Azelastine Hydrochloride
There have been with Azelastine
Clinical trials in adults with single doses of the oral formulation of azelastine
hydrochloride (up to 16 mg) have not resulted in increased incidence of
serious adverse reactions. General supportive measures should b
employed if overdosage occurs. There is no known antidote to Azelastine
Hydrochioride. Oral ingestion of anthistamines has the potential to cause
serious adverse effects in young chidren. Accordingly, Azelastine
Hydrochioride should be kept out of the reach of children
PHARMA OLDGICAL PROPERT'IE
As Alleg 818 cembision of fuicascns s and
e hydroch]nnde the pharmacological properties of both 1
molecules are given separately.
> Pharmacodynamics

Fluticasone furoate

Fluticasone furoate is a synthetic rifluorinated corticosteroid with potent
anti-inflammatory activy.

Fluticasone furoate nasal spray 110 micrograms once daily significantly
improved nasal symploms_(comprising rhinorthoea, nasal congestion
sneezing and nasal itching) and ocular symptoms (comprising

Hhingbuming, tsrnghyterg and rdness of e eyes) n ho s,
cy was maintained over the full 24-hour dosing period with once-daily
scmiiavatin
Onse of therapeutic benefit was observed as early as 8 hours after inital
administration, with further improvement observed for several days
afterwards.
Azelastine Hydrochloride
Azelastine hydrochloride, a phthalazinone derivative, exhibits histamine H,
plor-2 ¢ ated t and humans.
Azelastine hydmbhlnnde is administered as a racemic mixture with no
difference in pharmacologic activity noted between the enantiomers in in
b S il bl el ke e et
H, receptor-antagonist activity.
Thera was no evidence of an effect of azelastine hydrochioride nasal spray
(two sprays per nostril twice daiy for 56 days) on cardiac repolarisation as
represented by the comected QT interval (QTc) of the electrocardiogram.
Following multiple-dose oral administration of azelastine 4 mg or 8 mg twice
daily, the mean change in the QTc was 7.2 msec and 3.6 msec, respectively.
Interaction studies  investigating the cardiac repolarisation effects of
administered and erythromycin
or ketoconazole were conducted. Oral erythromycin had no effect o
azelastine pharmacokinetics or QTc based on analysis of serial
interfered with the of
azelastine plasma levels; however, no effects on the QTc were observed.
» Pharmacokinetics
Fluticasone furoate
Absorption
Following intranasal administration of fluicasone furoate, most of the dose

systemic exposure. At the highest recommended inlranasal dosage of 110
mog 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
quantfication (LOQ) of 10 pg/mL. However, i few isolated cases (<0.3%)
fluticasone furoate was detected in high concentrations above 500 pg/mL_
and in a single case, the concentration was s 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 concenra
tions are unknown.
Due to the low bioavalability by the intranasal route, the majority of the
pharmacokinetic data was obtained via other routes of administration.
Studies using oral solution and intravenous dosing of radiolabelled drug
have demonstrated that at least 30% of fluicasone furoate is absorbed and
then rapidly cleared from plasma. Oral bioavailabilty is on average 1.26%
and the majority of the circulating radioactivity is due o inactive metabolites.
istribution
Following intravenous administration, the mean volume of distibution at
steady state s 608 L. Binding of fluicasone furoate to human plasma
prmeE e than 99%
Metabolism
VI siries e et nadee cleavage of the furoate. oy

Hepatic impairment
Since fluticasone furoate undergoes extensive first.pass metabolism by the
hepatic. cytochrome P450 isozyme, CYP3Ad, the phamacokinetics of
flulicasone furoate may be altered in patients with hepatic impaiment. The
systemic exposure would be expected to be higher than that observed had
the study been conducted after multiple doses andlor in patients vith severe
hepatic impaimment. Therefore, use fluticasone furoate nasal spray with
o e soves el Mo et

RenalIm;

Fhcasone .umale is not detectable in rine from healthy subjects following
intranasal dosing. Less than 1% of dose related material is excreted in the
urine. No dosage adjustment s required in patients with renal impaiment
Azelastine Hydrochloride

Absorption

After intranasal administration of 2 sprays per nostil (548 mog total dose) of
137 meg azelastine hydrochloride, the mean azelastine peak plasma
concentration (C ,..) is 200 pg/mL, the mean extent of systemic exposure
(AUC) is 5122 pg*hi/mL and the median time to reach C,., (t,,) s 3 hours.
Th 40

after intranasal administration.
Distribution

Based on intravenous and oral administration, the steady-state volume of
distribution of azelastine is 14.5 Lkg. In vitro studies with human plasma
indicate that the plasma protein binding of azelastine and its metabolite,
desmethylazelastine, are approximately 3% and 97%, respectively.
Metabolism
Agelastine is oxidatively metabolized to the principal active metabolite,
desmethylazelastine, by the cytochrome P450 enzyme system. The specific
P450 isoforms responsible for the biotransformation of azelastine have not
been dentiied.
After a_single-dose, intranasal administration of 137 mog azelastine
hydrochloride (548 mog total dose), the mean desmethylazelastine C,, is 23
pgimL, the AUC is 2131 pgehrimL and the median _, is 24 hours. After
intranasal dosing of azelastine to steady-state, plasma concentrations of
desmethylazelastine range from 20-50% of azelastine concentrations.
Elimination
Following intranasal administration of 137 meg azelastine hydrochloride, the
elimination half.fe of azelastine s 22 hours while that of desmethylazelas.
tine is 52 hours. Approximately 75% of an oral dose of radiolabeled
azelastine hydrochioride was excreted in the feces with less than 10% as
unchanged azelasine.
Special Pooulation:
Following oral administration, pharmacokinetic parameters were not
usncety g, gendstor bl npaiment

ssed on oral, single-dose studies, renal impairment (creatinine clearance
<50 mLmin)rosuted na 70.75% tigher C,,,, and AUC compared to normal
subjects. Time to maximum concentration was unchanged.
PRESENTATION:
79170 Metered doses
STORAGE INSTRUCTIONS:
Store below 30°C. Protect from light. Do not freeze. Keep the medicine out
of reach of children.

to form fluticasone. Fluticasone furoate i ol
8.7 Lh) i

in India by:

mc
cytochrome P450 isozyme, CYP3A4. The principal route of metabolism is.
hydrolysis of the S-fluoromethyl carbothioate function to form the inactive:
|7be(a carbuxyhc acid metabolite.

FE e e e T e
fances, accounting for apprximately 101% and 90% of the orally and
intravenously administered dose, respecvely. Urinary excretion accounted
for approximately 1% and 2% of the orally and intravenously administered
dose, respectively. The elimination phase halfife averaged 15.1 hours
following intravenous administration.

Special Populations

Steps to use your nasal spray correct

Mis Biodeal Village: Saini Majra, Nalagarh ~Ropar
Road, Na\zgam District: Solan- 174101 (H.P), INDIA.
Marketed b
Sanofi India Limited, Sanofi House, CT Survey No. 117-B, L&T Business
Park, Saki Vihar Road, Powai, Mumbai — 400072
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STEP 2
Parts of the Nasal ¢ L % 1 tie gently and

then remove the protective

[J—outcer Hold the bottle as shown with
your forefinger and middle

PALLALELEY finger on either side of the

Ppu‘{ [P nozzle and your thumb
underneath the bottle.

STEP 1

Blow your nose gently. P‘ G

STEP 3

If using for the first time or if
you have not used it for a
week or more, test the spray.
Testing the spray: With the
nozzle pointing away from
you, press down a few times
as shown until a fine mist
comes out of the nozzle.

IMPORTANT POINTS TO NOTE WHILE USING THE NASAL SPRAY

«For effective use of the nasal spray,
PRESS DOWN THE FINGER
FLANGE DISC COMPLETELY
Incomplete or partial press vil
ot release the medicine.

+ Remove Cap. * DO NOT break
+DO NOT pierce the finger flange
the nozzle to use disc to use the

the nasal spray. spray.

STEP 5
Start to breathe in through
your nose and while breathing
in, press down with your
fingers once to release a spray.

STEP 6
Breathe out through your
mouth. Repeat steps 5and 6
to inhale a second spray.

TEP 4
Close one nostril and hold the
bottle as shown in step 2.

Tilt your head forward slight Iy
and keeping the bottle
upright, carefully insert the tip
of the nozzle in the other
nostril.

STEP7
Repeat steps 4, 5 and 6 for
the other nostril.

STEP 8
Wipe the nozzle with a clean
handkerchief /tissue and
replace the protective

dust cap.

For detailed steps, kindly
scan the QR code to refer
to the pack insert and
video demonstration.
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