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Eazh actua\mﬂ delivers

ln propedant HFA 134a.....
Abgokute aleohof content ..
Crrdghae - 7 14 Innoler
Each actuation delivers
Cidesonid
In propellant HFA t3da 95
Absokite alcohol content............ 8.8 % wiv
Tnnrapieetic Glass: inhated Corticosteroid.
BESCREPTION ’
Cicichate - € 80/ 140 Infitter is a solition flled
in ahaminium contsiner in CFC free propellant gas.
The aluminiam container is fitted with 4 metering
valug, On visual examination there should be no
sign of physical damage or Leakage,
Prannacoiagy
Plnrm%aﬂ"raa nis properdies.
Cldewnlde exhibits Jow binding attnity
to the glucocorictid-recepiar, Orico
ovally inhaled, cicleaonide ia
emzythatically sonverted i the ungs to
F— o U1¢ principal metahokle (dasitobutyr
A e Gictgsoritie) which has 2 pronouncad
mesnmmn 2t-irifaatory act\nly and is hug
== congidersd as the active metabolte,
— drrrldnnklur‘hr fropertios
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Thae oral bmv&lhbﬁy of bath
cicdesanide and the active meiabolita is
nieghigihle {<0.5% for cicdesonide, <1%
for fha matabolite}, Tha systemic
bicavaitability for the active metaholite
is »50 % by using cictesonide misterad
dose inhaler, Adthe ofal huawhlity
for the activa matabdlls i <1%, the

- raAimum

swallowed portion of the inhaled diclesonide does
not cantribuite 1o systeric absorption,

Distriowtion;

Following intravenous administration to haalthy
subjects, the Inifial distribution phass for
clclesonide was  rapid and consistent with its high
lipophilicie. The valume o distifution averagad
2,3 kg, The total serurn clearance of ciclesonide i3
high {average 2.0 4hikq} Indicating a high hepatic
extraction, The percentage of cickesonide boond to
human plasma preteins averaged 99%, and that of
the active metabiole 96-33%, indicating an almost
complete “binding o draulating cidesonide/active
melabotite to. plagma- proteins, Oy the ran
Iraction of a dreg in the sysiemic circuladion is
avaifable for a further phanmagodynamic etfact,
which explaina the low potental for suppression of
tha hypothalamit-piukary-adrenal axis.
Cuantitative. tissua: distibution studias in rats
showed a pronounced affinty of the radiolabefled
dtlosonida to the-himg. . Most of this radisactivity

Onte control is achiaved the doss of GelchauC
should be indhviduslised and tirated to the
mirimum fose needed 1o maintain good asthma
cantrol.  CidohdeC  shoudd  prefersbly  bs
administerad in the evering although meming
dosing af Ciclasonide has also hesn shown io ba
eifackva, There is no naed to adjust the dose in
elderty patients or thase with hepatic or renal
impairment

GUB I RAINDICATIONS

Cldchdle-C Is conrdindicalad in patients mth Histary
of hypersensitivity to citiesonide or any of; s
components.

WARHINGS AN PRECAUTHING

CiclohdeC should he administered with caufion jn
patients with active or quisscent: pulmionary
tubsrculosis, fungal, viral or bactarial infections,
and only if these petierts ara adequately freated
for the above mertiched conditions,

Ciclchole-Ci5 not indicated i the treatment of status
asthmaticus o other. acule episod asttma
whara infensive measuras are raquired.” .
ek is 1ot désignad ko refeve: acidsasihing
symptoms ‘for which. an inhalad - shor-aging
brenchodilator 15 requirdd,; Patieris” should he
advised 1 have #irch rescus madication. avakable:’

can be atrbited:io the bictogically actve
metsholite and to its’ Bpophifc fatly acid ester
conjugales.
Mailabofism:
Cidlesonide i5 primarily hydro!ysed m its
hiplogically active metabollta by ash e

in the lung. Investigation of the mZyn'loiouy of
turifiat: wistabolisn Hy:humar :Fwsr-microsames
showed that thia- cotrpcund Is mainly mptabiokised
to hydroxlated inactive- metabites by, CYP3A4
catalysis. Furthermore, reversible: ipophilic sty
acid ester conjiegates of tha'tctive mataboliie wers
datocted In the' hung; this process is revarsible
igading to an increase in she ratention tma of the
active metaholita inthe targat organ,

Exgretion:

Ciclssanide i predominantly excreted via the
faecas (67%), afler aral and intravenous
adminigtration, indicating that excretion via the bile
ia the major route of elimination.

FHOIGATIONS Lo

Cilohde-Cis indicated for treatment of mild to
muoderate persistent asthma in ndulu {18 yoars

Adubs (18 years and oider}
The racommended staring doge of Cickdrde-C pMDI
is 160 pg (200 pg ex-velve) onge daily, The

recomenended dose for CddidoCiz 640
g (800 pg ex vabva)

“alfects of-inhalsd  corticostarcics’ may
ocer, particudarly st high® doses ‘prescrbad for
prolonged perinds, These sffects are much fees
fikoly to ocetr than with orel cortiensteroids.

Possible ~ systemic - sffecls  ifcluda: “adreral -

suppression, growth tetandstion. in dhildren and
adolestents, decrease in bone minsrsh. density,
cataract and glaucoma. ft s therefors: iportant
that the dosa of inhaled corlisds raied to
the lowssl dosa at which - effective- control -of
asthng is meintained.

For the transter of patients being treated witt oral
The transter of oral steroid-dapendant patients to
inhaled ciclesonide, and their - subsequent
managemant, needs special Gare as recovery fram
impeired adrenocortical function, cdwsed by
prolonged systemic steraid therapy, may take 2
consideratis e,

Patiorits who have been ireated with systemic
steroids for long periads of time, o at a high dose,
may have adrenocortizal suppression. With these
palierts adrenocortical function should he
monitored regularty and teie dose of systemic
steroéd reducad cautiousty.

After approximately & week, gradual withdrawal of
the systemic sterold js started by seducing the
dose by 1 mg prednissions per wesk, or its
equivalent. For mairienance doses of prednisolone
in excass of 104 mq(dall?’rl_ igy o eppropriale to
reductions ir: dose al weeldy

Some patients: fe unwu in’a non-specific way
during the wittidrawal phase despits maintenance
of even improveiment of raspiratory function, They
shoutd he aﬂsmua.gud to. parsavera with. inhaled
citlesonide and to contig mmd:awai of gystamic
storoid, uniess there are objective signs of adrenal
insuffisiency,

Patiénts transferred from oral sterpide whose
adranocorfical- funclicn s stil impaired should
camy a storoid waming card indicating that they
need supplementary dysiemic steroid during
periads of sess, 6.0, worsening asthma altacks,
chest ndeciions, majer imercument #iness, surgery,
trauma, i

Replacement of syslsmlc sferotd treatment with
inhaled thampy sometimes unmasks alerglés such
at aﬂa@c Thinis or ecrema prav:ousty cortrofied
by systemic drug.

Paradomat bronchospaem with an immediate
other symptoms of

exqpectsd bedallt is malur tHan the possiole risk,
Conaiaucn between’ sevémy of ‘asthna and
peneral-suscaptiblity for acuke bronehiel réactions
shindd be kept in ming,
Patients’ inhalar tﬁr.hnﬂque shotid be checked
refqubady o maks surd that'inhaler actugtion is
eynchronised with- mhaiﬂg tu ensure optitum
delivery to the lungs. '
ORYG INTERACTIONG
cidesanide and its metaholite

) with & potent inhibitor
0° A4 systers (g0,
58 inhibitars, *such a8

CYP3A4 prabe substiate f{erythromycing has
shown no mutual imeraction,
Fiaguangy sod facialion

may oceur, partioularly at high doses
pressribed for prolonged pariods
4 r

i
[k

Thate are no adeguate and well-controkied studies  Acude:
in pregnant women. Hewever,  satum inkralation by heakthy valunteers of &
cancentrations of ciciesonide are generally very single dose of 600 micrograms of
low following inhaled administration; thus, fetal  ciclesonide was wek tolerated.
expostre is mpected 1o be negiigible and the The polentiaf for acute toxic effects
patential for reprodctive tovcity low. As with othes toftowing overdase of inhaled cidesonide X
inhaled corticostesoid preparations, cidlesonide is low, After acute wenioaagu no L4
shoidd not ba used doring pregnancy or factation spegific trealment is necessary :
urlass he potontial benefit to the mother justifies  Ghrenic: -
the potential risk o the mother, fetus or infant. Alter prolonged: atninisiration of 1600 .
Infants bom of mothers whe raceived micrograms of cidesonide, no dinical 2
corticosternids during pragnancy are 1o be  sipns of adrenal supprassion were
observad caretully for Kypoadranalism, vhservad, However, il higher than
Azhenats wilh Bena! and Hapatis mpaicnant recommended dosage is cantinued over
In view of the pharmacokingtics characteristics  prolonged periods, some degree of
obiained i elderly and in petients Gith hepatic  adrenal supprassion cannot be
insufficiency, dose adj i 35 not Eary in tuded. Monitoring of adrenal reserve
these populations. ' may ba necessary.
Dus to the lack of renal excration of the active PALKIRGPACK Sire
melabolite, studies on renal impaired patienls hawe  * Ciclohale - 046 bhale
not been parformed Padking: Eanh Carion confaining
{UHDESIRABLE CFFECTS aerosd] of 120 metered dose.
A -Approdimately 4% of peianis experisnced Pad( size: 120 metered dose

adverse reaitions in ghnicel trials with -

Ciddesonide given in e dosa range 190 to Pasking: Ead'l Carlon pordaining |

1600 micrograms per day, kn tha majosity of - aerosol of 120 matered dose.

cases, these wers mild and did not require Pack sire: 120 motered dose

discontiniation of treatment with Gicdlesanida. Sterage  Condilions,  usar  islsliog

*B. Gommon (1-10%):

Paradmca!bmnd\ospasm 1.0%) .
Uncommon (§.1-1%}: "
Hoarseness 0.9%) -
nbication site reactions such as
burninyg, irflammation, and imitation (0.6%)
Bad 19sla (0.4%)
Agpication site Orymiass (0,9%)
Rash and sczama (0.3%)
Gouph.after inhalation'(0. 3%}

C. Paradiical bronchospasm mdy ooqm
immadiatoly after dosing and is an unspedfic
arute reaction to all inhaled medications, which
may be related 10 the drug, the excipient, or
svaporation coolirrg-in the case of metered-
doae innalare. In the majority of cases, this
reaction is mid and does not require tha
withdrawal of Cielesonide. & may even subsida
with Giclesonids.

o Syslamc aifacts of inhaled corticosternids

pitarmaceutinal precailions

- Starage Conditian:

Store Below 30°C, Do not fresza.
Preseniziian

Celahels - 43 rbalse: 120 metored doses
Cidonole - © 140 dnhler: 120 meterad doses
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