Elidel®

Nensteroid amnti-inflammatory dermatological cream for.cutaneous Lise.

COMPOSITION AND PHARMACEUTICAL FORM
One gram df cream contains 10 mg of pimecrolimus.
For-atull list of exciplents, see section EXCIPIENTS,
Cream for cutaneous use. The cream Is whitish, odourless, non-staining, and easily
spreadable,

it 1y
INDTé}\TIONS
Atopic dermatitis (eczema) (AD).
Efidel 1% cream is indicated for the short-term and intermitterit leng-term therapy
in the treatment of mild to moderate atopic dermatitis in-non-immunocompremised
patients 2 years of dge and older, In whom the:use of afternate, corwentional
therapies is deemed i e because of the-p ial risks; or in the treatment
of patients who are not ‘adequately responsive to or intolerant of alternative,
cofiventionet theraples,

DOSAGE AND ADMINISTRATION

Apply a thin layer of Elldel 1% cream to the affected skin twice daily and rub in
dently and completely.

Elidel 1% cream may be used on all skin areas, including the head -and face, neck
and intertriginous argas.

In the long-term management of atopic dermatitis ieczema), Elidel 1% cream
freatment should begin at first appearance. of signs .and ‘symptoms of atopic
dermatitis to prevent flares of the disease. Elidel 1% cream should be used twice
daily until signs and symptoms resolve. If signs and symploms persist beyond &
weeks, patients should be re inad ta confirm the di is of atopic.dermatitis.
If discantinued, treatment should be resumed upon first recurrence of signs:and
symptams to prevent flares:of the disease.

Emoilients canbe applied immediately affer using Elide! 1% cream. However, aftera
bath/shower, émollients shouid be applied before using Efide! 1% cream.

Due.to the low level of systemic absorption, there is no restriction either in‘the total
daily dose applied or in the extent of the body surface area treated or in the duration
of treatment.

Elide! 1% cream should be used for as short pericd as possible during flares of
disease and application should be limiled to areas of involvement with atopic
dermatitis. The. safety-of Elidel cream has not been. established beyond one year
of non-continuous use,

The safety of Elidel cream under-ocelusion; which may premate systemic exposure,
has not been evaluated. Elidet cream should nat be used with occlusive dressings.
Gare should betaken to avoid contact with eyes and mucous membranes.

Use In pasdiatric patients

Forehildren (2-11 years), and adolescents (12-17 years) the dosing recommendation
isthe same as for'aduits.

The use of Elidel 1% creant in patients under 2 years of age is.not recommended
until further data become available,

Use In the elderly

Atopic dermatitis (eczema) is rarely observed in patients.aged 85 and over. Clinical
studies with Elidel 1% cream did nat include a sufficient number of patients in this
age range to determine whether they respond differently from younger patients.

CONTRAINDICATIONS )
Known hypersensitivity to pimecrolimus or to-any of the excipients (see section
EXCIPIENTS). -

SPECIAL WARNINGS-AND PRECAUTIONS FOR USE

Long-term safety of Elidel 1% cream has notbeen established.

Although a causal relationship has not been:established, rare cases of malignancy
(2., skin and lymphoma) have been reported in patients treated with tapical
_calc[neurin inhibitors, including Elide) 1% cream (see section UNDESIRABLE
EFFECTS).

As the long-term effect on the local skin immune response and-on the incidence of
skin malignancies is unknovm, Elidel 1% cream should not be applied to potentially
malignant or pre-malignant skin lesians.

Elidel 1%-cream should not be applied to areas atfected by acite cutaneous viral
Infections. -

In the presence of a-dermatolbgical bacterfal or fungal Infegtion; the use of :an
appropriate’ antimicrobial agent sheuld be-instituted. if resolution of the infection
does'not.aceur, Elidel 1% cream shouid:be discontinued until the infection has been
adequately controlied.

The.safety of Elidel 1% cream has npt beef estatilished in'patients with Netherton's
Syndrome and: generalised erythroderma, Elidel 1% cream is not recommended
in patients with Netherton's syndi or severely-inflamed or skin {e.g.
erythroderma) where there. is @ potential for increesed absorption.

The safety and efficacy of Elidel 1% cream ‘in’ immunocompromised patients
have not been -studied. The use in imimunocomproniised patients is therefere nat
recommended.

In clinical studies, 14/1,544 (0.9%) cases of lymphadenopathy were reported while
using Elidel 1% cream. These cases. of lymphadenopathy were’ usually refated 1o
infections-and noted te resolve upon appropriate. antibictic therapy. Of these 14
‘cases, the majority- had either. a clear etislogy or were knowri t6 restive: Patients
who recéive Elidel 1% cream and who davelop lymphadencpathy should have the
etiology of their lymphadenopathy-investigated. Inthe absence of a clear-etiology for
the lymphadenopathy, or ifi the pr se-of acute infecti is, Elidel
1% cream shauld be- discontinued. Patients who develop lymphadenopathy: should
be monitored.to ensure that the lymphadenopathy resolves:

Throughout the course of treatment; it is prudent for patienis to ‘minimize or avoid
natural or artificial sunlight -exposure. The potential. effacts of Elidel 1%: Cream

en skin resporise ta Ulfraviolet damage are not known! (see:sattion PRECLINICAL.

SAFETY DATA).

Use. of Elidel 1% cream imiay cause mild and fransient réactioris at thie site of
application, such asa feeling of warmth and/or burning. sensation. Patients should
see a-physician if an application site reaction is severe;

Care: should be taken to aveid contact with eyes and mucous: membranes. . If
accldentally applied:to these- areas, the cream:should be thoroughly wiped off and
rinsed off with water.

INTERACTIONS:

Pimecrolimus is exclusively metabolised by GYP'450 3A4,

Potential interactions between Elidel 1% cream and other dmigs have not been
systematically evaluated. Based on fts minimal extent of absorption, interactions of
Elidel 1% cream with systemically. administered. driigs;:are unlikely ta occur (see
section PHARMACOKINETICS).

A'study that included 79 infants treated foi Up to 2 vearsishowed that treatment with
Elide] 1% Cream did not interfere. with the protective immune response to childhood
vaccinations. Application of Elidel 1% cream to veccination sites, as long as locel
reactions persist, was not tudied and is therefore not re¢onimended.

PREGNANCY AND LAGTATION

Pregnancy

There are no adequate data from the use of Elidel 1%.-cream: in pregnant women.
Animat studies using dermal application do not indicate diréct or inditect harmful
effects with respect to: pregnancy, .embryonalffetal development, parturition or
postnatal development (See section PRECLINICAL SAFETY DATA).

Caution should be exercised when prescribing Elidel 1% cream to pregnant women:
However, based on the minimal .extent. of pimecrolimus absorption after topical

application of Elidel 1%:cream (see section PHARMACOKINETICS), the: potential rigk.

forhumans s considered limited.

Lactation

. -Animal studies on milk excre!mn after topical application were not conducted. it is

not known whether pi is ted in the milk after topical application.
Becalise many drugs are excreted in human millk, caution should be exercised when
Elide! 1% cream is administered toa nursing woman; However, biased on the minimal
extent of pimecrolimus absorption after topical application of Elidel 1% cream, (see
section PHARMACOKINETICS), the potential risk for hiimans i§-considered limited.

Nursing mothers:shotild not apply Elidel 1% cream to the breast:

Fertility
There are:no clinical data on the effects of pimecrolimus.on male or female-fertility
{see section PRECLINICAL SAFETY DATA).

EFFECTS ON ABILITY TO DRIVE AND USE MACGHINES
Elidel 1% cream has no known effect on the ability to drive:and use machines.

UNDESIRABLE EFFECTS

The' safety profile: of Elidel 1%, cream has. beeri established in more theri 2000

patients: including infants (=-3 months), children, adolescents, and aduits enrolled
in phase 2-and.3 studies: Over 1500 of the‘,se_‘paﬁenl‘s were:freated with Elidel 1%
cream and over 500 were treated with contrel treatment i.e. either Eiidel vehicie
and/or topical corticosteroids.

The -most common ddverse everits were application” site reactions which' were
reported- by -approximately 19% of the patients:treated with Eiidel 1% cream and
16% of patients in thie control group: These redttiohs generally-cociired sarly-in
treatment, were mild/moderate in'severity and were of short duration,

.Adverse reactions (Table, 1) are ranked Under heading-of frequericy; the most freguent

first, using the following convention: very.common (= 1/10); common (= 1/100, <
1/10);: uncommen-{= 171,000, <1/100); rare {= 1/10;000, <-1/1,000); very rare {<
1/10,000), including isalated réports;

Table 1

Skin and subcutaneous tissue disorders
Very common  application site burriing

Common -application site reactions (irritation, pruritus .and erythema),
‘skin infections (folficulitis)
Uncoemmen impetigo, -condition aggravated, herpes simplex, herpes

simpleX dermatitis- ‘(eczemd. hefpetictin), melluscum
contagiosum, application site disorders such ‘as: rash;
pain; paraesthesia, desquamation, dryness, oedema; skin
papitfoms, furuncle.

The following: adverse: -reactlons have been reported during post-marketing
experience. The trequency has been esfimated from the reporting rates. Because
these redctions are reported valuntarily from & population of uncertain size, the
frequency reflects:only an estimate.

Iminune system disorders
Very rare ‘anaphylactic resctions
Metabollsm and niutrition discrdsrs
Rare ‘alcohol intolerance®
Skin and subcutanebus tissue disorders:
Rare allerulc reactions (e.g. rash, .urticaria, angioedema), skin
ion {e.0. hypopi ion, hyperpigmentatior)

© In-most: cases, fushing, rash, buming, itching or ‘swelling occurred shorly after the intake of
agond..

Rare cases of malignancy, including cutaneous and-othir types of lymphoma, and
skin -cancers, have been reported in-patients-using pimecrofimus. cream, although
no:caugal relatioriship® has beén established (see section SPECIAL WARNINGS AND
PRECAUTIONS FORUSE):

OVERDOSE
Thére has been no experience-of overdose with Elidel 1% cream.

PHARMACDDYNAMICS

Non-clinical pharmacology

Pimecrolimus  is an anti-inflammatory .ascomycin macrolactam derivative and a
salective Inhibiter of the production and release of pro-inflamimatory cytokines: arid
mediators:in T cells-and mast.cells.

Pimecralimus binds' with high affinity to mactaphilin-12 and inhibits the calcium-
dependent phosphatasecalcineurin, As a censequence; it InhibltsT cell proliteration
and prevents the transcription and release of both T.helper type 1 cell (TH) and T
helper type 2 cell (TH2) inflammatory ‘cytokines'such as intefleiikin-2, interferon-
gamma, interleukin-4, interleukin-5, interleukin=10, tumor necrosis factor aipha-and
granulocyte macrophage :colony-stimulating factor. Pimecrolimus and -tacroiimus
have similar-potencies; to_ inhibit recall antigen responses. in’ human' T-helper- cgll
clones, isolated from the skin of .an ‘atopic: dermafitis ' patient. Pimecrolimus also'
prevents: the release .of :cytokines: and pro-inflammatory medialors from mast
cells .in. vitro- alter glimulation

similarly into, but permeates lass through skin in vilro: than corticosteroids. or
tacrolimus, suggesting a lower systemic exposure to pimecrolimus after topical
application as compared-to tacrolimus-and corticosteroids.

Pimecrolimus extiibits- high anti-inflammatery activity in animal models of skin
inflamimation-after topical and ‘systemic application. Pimecrolimus .is :as efféctive
as the high' potency. corticosteroids: clobietasol-17-propionate and fluticasone after
topical application in the pig model of allergic contact dermatitis (ACD). Topical
pim limus also inhibits the ir yrespense ta irritants, as shown in murine
models: of imitant contact dermatitis. Furthermore, topical and oral pimecrolimus
effectively reduces skirt inflammation and pruritus-and normalises histopatholcgical
chianges in hypdmagriesemic hairless rats, a miodel that mifiics acute aspects of
atopic dermatitis. Oral pimecrolimus Is superior to ciclosporin A by 4 factor of 4 and
superior-to tecrolimus by a factor of more than 2 in inhibiting skin inflam mation in
ACD of rats.

Topical pimecrolimus does not cause skin atrophy In pigs, unlike clobetasol-17-
propionate. Furthermore, pimecralimus does not-cause bfanching and changes in
SkKiri texture in pigs, untike-clabetasol-17-proplonate and fluticasene.

Topical pimecrolimus does not affect epidermal Langerhans’ celis.in mice. in contrast,
treatment with ‘standard topical corticosteroids, including hydrocortisone, résulted
in a reduction in" Langerhans cells'by 96-100%. A recent analysis of skin biepsies
of atopic dermatitls patients:has-contirmed that treatment with the corticosterold
beta-methasone 0.1%, but nigt Elidel 1% cream, for 3 weeks results in depletion
of Langerhans cells, while both drugs:significantly reduce T cells. Thus, results
from these as-well as in-vitro shidies indicate that topically applied pimecrolimus
is uniikely-to’interfere with the functian of Langerhansidendritic cells to. differentiate
naive T cells inte effector T cells; which Is key for the developing immune system and
maintenance of specific immunocompetence.

In contrast to.its efficacy in skin inflammation models, the potential of pimecrolimus
for affecting systemic immune responses is lower than that of tacrolimus and
clelosporin A; as;shown in models of systemic immunosuppréssion and based on
dose comparison. In the rat, after subcutaneous.administration, the potency. of
pimecrolimus in inhibiting the formation of antbodies. iy 48-fold lower than with
tacrolimus, Subcutaneous injections of ciclosporin A and tacrolimus suppress the
localized graft-versus-host reaction in rats 8-fold and 66-told more potently than
pimecrolimus. I contrast to ciclosparin A and tacrolimus, oral treatment of mice with
pimecrolimus neither impairs the primary immune response: nor decreases fymph
node weight and cellularity in ACD.

The- data show that topical pimecrolimus/Elide! has: & high and selective- anti-
inflammatery activity-in the'skin and minimal percutanous resorption. It differs from
corticosterolds by:its selective actlion an T cells and mast cells, by lack of impairment
of Langerhans"celis/dendritic cells, by lack of induction of skin‘atrophy and by less
permeation through skin, It differs from tacrolimus by less permeation through skin
and:by 4 lower potential for atfecting: systemic immune responses.

In animal safety pharmacology studies, single. cral doses of pimecrolimus had no
effect on basal lurig: and cardidvascutar funclions. CNS and endocrine parameters
(e.g. GH; profactin, LH; testosterone, corticosterone) were also unaffected: Based on
its mechanism cf action as a selective infilbitor of the production and release of pro-
inflammatory cytokines and mediators in T cells and mast calls, pimecrolimus is not
expected to have any.effect on the HPA axis.

Clinical data

Stiort-term {acute) treatment in paediatric patients:

Children-and adolescents: Twe 6-week, vehicle-controjled trials were conductad
including 4 total of 403 paediatric patients aged 210 17 years. Patients were treated
twice. daily with Elidel 1%.cream. The data of both studies were pooled.

Infants: A similar 8-week study was conducted in 186 patients aged 3-23 monts.
Iri these three 6-week stiidies, the efficacy results-at eridpoint were as follows:

by- -antigen/IgE: Pimecrolimus

doés: Tiot afféct the ‘rowth Children and adolescents Infants

of keratinacyte, fibroblast or Elldel 1% Vehlcle p-value Elide! 1% [ Vehicle p-value
endothelial cell iines :and, in~ | Endpoint | Criterla (N=267) (N=136) (N=123) | N=63)

contrastto cb;!icuSterDidS, does.  |IGA* Clear or almost clear ! 34.8% 18.4% < 0.001 54.5% 23.8% <0.001
not impair the differentiation, [T<rm £a 1

maturation,  functions  and IGA*: Improvement 59.8% 33% ot dane 68% ‘ 40% Not dope
yiability: of muring Langerfians: | Prurftus: Absent-or mitd 56.6% 33.8% < 0.001 72.4% 33.3% <0.001
ge",s :"dd "':jm;" m?,mq,'rt,es" EASP: Overall {ean % changej® - 436 -07 <0001 | -618 +7.35 20,001
ierned -dendrinc - cells, US, . » 3 - y i ‘
underlniig its, cellseléctive | EASP: Head/Neck (mean % change}® | - 61.1 +0.8 <0001 | -740 +3148 | <0001
mode of action;

* lvestigators Global Assessmert
In studigs using various:

topical formulations; including | involved

the  pimecrolimus  cream | p-value based on'CMH teststratified by centre
and taciolimils  ointrient, |2 Improvement=-lower IGA than at baseline
pimecrolimus penetrates:

% Eczema Area Severity:Index {EASI).- mean % change in-clinical signs (erythema, infiltration, excoriation, lichenification) and body surfase area

#p-value based on ANCOVA model of EASI at Day.43 erdpoint; ith centre and tréatment as factars and baséline (Day 1) EASI a covariati
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Asignificant imprayvement in pruritus was observed within the first week of treatment
in 44% of children and adolescents and in 70% of infants

Long-term treatment in paediatric patients

In two double-blind studies of long-term management of atopic dermatitis in 713
children and adolescents (2-17 years) and 251 infants (3-23 months), Elidel 1%
cream was evaluated as first line foundation therapy.

In addition to emaollients, the Elidel group received Elidel 1% cream used at first signs
of itching and redness to prevent progression to flares of atopic dematitis. Only in
case of flare not controlled by Elidel 1% cream, treatment with medium potency
topical corticosteroids was initiated

The control group received a standard treatment consisting of emollient plus medium
potency topical corticosteroids to freat flares Elide| wehicle was used instead of Elidel
1% cream inorder to maintain the studies blind

Both studies showed a reduction in the incidence of flares (p < 0.001) in favour of
Elidel 1% cream first-line treatment Elidel 1% cream first-line tfreatment showed
better efficacy in all secondary assessments (Eczema Area Severity Index, I1GA,
subject assessment), pruritus was controlled within a week with Elidel 1% cream
Significantly more patients on Elidel 1% cream completed 6 months (children (61%
Elidel 1% cream ws 34% control); infants (70% Elidel vs 33% contral) and 12 months
(children 51% Elidel ws 28% control) with no flare. Significantly more patients treated
with Elidel 1% cream did not use corticosteroids in the first & months (children: 65%
Elidel vs 37% control; infants: 70% Elidel vs 39% control) or 12 months (children: 57%
Elidel 1% cream vs 32% control). The efficacy of Elidel 1% cream was maintained
aver time with the ability to prevent disease progression 1o severe flares

Special studies

Tolerability studies demonstrated that Elidel 1% cream is devaid of any irritation,
contact SEHSHISIHQ, phOTOlBX\C or DthDSeﬂSIUS\ﬂg pDTE!mI?ﬂ

The atrophogenic potential of Elidel 1% cream in humans was tested in comparisan
to medium and highly potent topical steroids (betamethasone-17-valerate 0 1%
cream, tiamcinolone acetonide 0.1% cream) and vehide in sixteen healthy
voluntesrs treated for 4 weeks Both topical corticostercids, induced a significant
reduction in skin thickness measured by echography, as compared to Elidel 1%
cream andvehicls, which did not induce a reduction of skin thickness

PHARMAGOKINETICS

Data in animals

Pimecrolimus is lipophilic. When applied topically its permeation thraugh skin is very
low.

In minipigs, the total drug-related material systemically absorbed following
a single 22 h application of Elidel 1% cream under ssmi-occlusion was at most
1% of the dose; the bicavailability of unchanged pimecrolimus was estimated to
be about 0.03%. The amount of radiolabeled drug-related material in the skin at
the application site remained essentially constant in the time interval 0-10 days
after a 22-hour application; at 5 days post-dose, it represented almost exclusively
unchanged pimecrolimus. The major fraction of the absorbed topical dose was
completsly metabolised and excreted slowly via the bils into the fasces

Data in humans

Absorption in adults

Systemic exposure to pimecrolimus was irvestigated in 12 adult patients treated
with Elidel 1% cream twice daily for 3 weeks These pafients had atopic dermatitis
(eczema) lesions affecting 15-59% of their body surface area (BSA). 77.5% of
pimecrolimus blood concentrations were below 0.5 ng/ml, the assay limit of
quantitation (LoQ), and 93.8% of the total samples were below 1 ng/mL. The highest
blood concentration of pimecrelimus measured in one patientwas 1.4 ngfmlL

In 40 adult patients treated for up to 1 year with Elidel, having 14-62% of their BSA
affected at baseline, 98% of pimecrolimus blood concentrations of pimecrolimus
were consistently low, mostly below the LoQ. A maximum blood concentration of
0.8 ng/mL was measured in only 2 patients in wesk & of treatment. There was no
increase in blood concentrafion over time in any patient during the 12 months of
treatment. In 13 adult patients with hand dermatitis treated with Elidel twice daily
for 3 weeks (palmar and dorsal surfaces of hands treated, overnight occlusion), the
maximum blood concentration of pimecralimus measured was 0.91 ng/fmL

Given the high proportion of pimecrolimus blood [evels below the Lol after topical
application, the AUC could only be caleulated from a few individuals In 8 adult AD
patients presenting with at least three quantifiable blood levels per visit day, the
AUG iy values ranged from 2 510 11.4 ng x himL

Absorption in children

Systemic exposure to pimecrolimus was investigated in 58 paediatric patients agsd
3 months to 14 years, who had atopic dermalitis (eczema) lesions involving 10-92%
of the total body surface area. These children were freated with Elidel 1% cream
twice daily for 3 wesks and five out of them were treated for up to 1 year on a "as
needed" basis

The blood concentrations measured in these paediatric patients were consistently
low regardless of the extent of lesions treated or duration of therapy. They were in
a range similar to that measured in adult patients treated under the same dosing
regimen. 60% of pimecrolimus blood concentrations were below 0.5 ng/mL ({LoQ)
and 97% of all samples were below 2 ng/mL The highest blood concentrations
measured in 2 paediatric pafients aged 8 months to 14 vears of age were 2.0 ng/
mL

In the youngest patients (aged 3 to 23 months), the highest blood concentration
measured in ong patient was 2 6 ng/nl. In the 5 children treated for 1 year, blood
concentrations were consistently low, and the maxdmum blood concentration
measured was 1.94 ngfmL (1 patient). In these five patients, there was no increase
in blood concentration over time in any patient during the 12 months of treatment
In 8 paediatric patients aged 2-14 years presenting at least three measurable blood
concentrations per visit day, AUCp iz ranged from 5.4 to 18.8 ngx himL. AUG ranges
observed in patients with < 40% BSA affected at baseline were comparable to those
in patients with = 40% B3A

Gomparison to oral PK Data

In psoriatic patients treated with oral pimecrolimus doses ranging from 5 mg onee
daily to 30 mg twice daily for 4 weeks, the drug was well tolerated at all doses
including the highest dose. Mo significant adverse events were reported and no
significant change was observed in physical examination, vital signs, and laboratory
(including renal) safety parameters. The highest doss was associated with an
AT 0 294 9 ng xhim L. This exposure is appraximately 26 and 16 times higher,
respectively, than the highest systemic exposurs observed in adult and paediatric
atapic dermatitis (eczema) patients treated topically with Elidel twice daily for 3
weeks (AUC.yz of 114 ngxh/mlL and 18.8 ng x h/mL, respectively)

Distribution

Consistent with its skin selectivity, after topical application, pimecrolimus blood
levels are wery low. Therefore, pimecrolimus metabolism could not be detenmined
after topical administration

fn-itro plasma protein binding studies have shown that 99.6% of pimecrolimus in
plasma is bound to proteins. The major fraction of pim ecrolimus in plasma is bound
to different lipoproteins

Metabolism

After single oral administration of radiolabsled pimecrolimus in healthy subjects,
unchanged pimecrolimus was the major drug-related component in blood and there
were numerous minor metabolites of moderate polarity that appeared to be products
of O-demethylations and cxygenation.

Mo drug metabolism was observed in human skin in vitro,

Elimination

Drug-related radioactivity was excreted principally via the faeces (78.4%) and only
a small fraction (2.5%) was recovered in uring. Total mean recovery of radioactivity
was B0.9%. Parent compound was not detected in urine and less than 1% of
radioactivity in fagces was accounted for by unchanged pimecrolimus.

PRECLINIGAL SAFETY DATA

Toxicology studies after dermal application

A variety of preclinical safety studies were conducted with the pimecrolimus cream
formulations in several animal species. Thers was no evidence of imitation, (phato)
sensitisation, or local or systemic toxicity,

In & 2-year dermal carcinogenicity study in rats using Elidel 1% cream, no cutaneous
or systemic carcinogenic effects were chsenved up to the highest practicable dose of
10 mofkgfday or 110 ma/m?fday, represented by a mean AU, g, 0of 125 ng % hinl
(equivalent to 3.3 times the maximum exposure observed in paediatric patients in
clinical trials). In a mouse dermal carcinogenicity study using pimecrolimus in an
ethanolic solution, noincrease inincidence of neoplasms was observed in the skin or
other organs up to the Righest dose of 4 mafka/day or 12 mafm?/day, corresponding
to a mean AUCy o4y value of 1040 ng x himl (sguivalent to 27 times the maximum
axposure observed in paediatric patients in clinical trials)

In-a dermal photocarcinogenicity study in hairless mice using Elidel 1% crsam, no
photocarcinogenic effect versus vehicle treated animals was noted up to the highest
dose of 10 mgrkalday or 30 mg/méfday, corresponding 1o a mean AUGy .y value of
2100 ng xh/mL (equivalent to 55 fimes the maximum exposurs observed in pediatric
patients in clinical trials)

In demal reproduction studies, no maternal or fetal toxicity was observed up to the
highest practicable doses tested, 10 mghkgfday or 110 mg/m2iday in rats and 10
mgfkgfday or 36 mg/m?/day in rabbits. In rabbits, the corresponding mean AUC ey
was 24.8 ngx h/mL. AUC could not be caleulated in rats

Toxicology studies after oral administration
Adverse reactions not ohsenied in clinical studies but seen in animals at exposures
considered sufficiently in excess of the maximum human exposure, indicating little

relevance to dinical use, were as follows: reproduction studies in rats receiving oral
doses up to 45 mokg/day or 480 mo/m2fday, corresponding fo an extrapolated
mean AUCy ,qy of 1448 ng x himl (equivalent to at lsast 63 times the maximum
axposure observed in adull patients), revealed slight matemal toxicity, osstrus cycle
disturbances, post-implantation loss and reduction in litter size

An oral fertility and embryofetal developmental study in rats revealed estrus cycle
disturbances, post-implantation loss and reduction in litter size at the 45 mg/g/day
dose (38 times the Maximum Recommended Human Dose (MRHD) based on AUC
comparisons). Mo effect on fertility in female rats was noted at 10 mofka/day (12
% MRHD based on ALC comparisons). Mo effect on fertility in male rats was noted
at 45 madkg/day (23 x MRHD based on AUC comparisons), which was the highest
dose tested in this study.

Asecond oral fertility and embryofetal developm ental study in rats revealed reduced
testicular and epididymal weights, reduced testicular sperm counts and motile
sperm for males and estrus cycle disturbances, decreased corpora lutea, decreased
implantations and viable fetuses for females at 45 mafka/day dose (123 x MRHD for
males and 192 x MRHD for females based on AUC comparisons). Mo effect on fertility
in female rats was noted at 10 mg/cg/day (5 x MRHD based on AUC comparisons)
Mo effect on fertility in male rats was noted at 2 mghkg/day (07 x MRHD based on
AUC comparisons).

Inan oral reproduction study in rabbits, maternal toxicity, but no embryotoxicity or
teratogenicity was observed at the highest dose of 20 mgskg/day or 72 mg/m?/day
corresponding to an extrapolated mean AUGp.cay value of 147 ng x il (squivalent
toat least 6 imes the maximum exposure observed in adult patients)

Ina mouse oral carcinogenicity study, a 13% higher incidence of lymphomas versus
controls associated with signs of immunosuppression was observed at 45 mofha/
day or 135 mg/ma/day, corresponding to a mean AUGy e value of 8821 ng x h/imL
(equivalent to at [gast 258 times the maximum exposure obsenied in pasdiatric
patients in clinical trials) A dose of 15 ma/ka/day or 45 mg/m2day, corresponding
to & mean AUy 24, valus of 5058 ng xh/mL, produced no lymphomas or discemible
effects on the immune system (equivalent to 133 times the maximum exposure
observed in paediatric patients in dinical trials). In an oral rat carcinogenicity study,
no carcinogenic potential was observed up to a dose of 10 ma/kg/day or 110 magf
mafday, exceedng the maximum tolerated dose, represented by a mean AUGqaq
value of 1550 ng x himl (equivalent to 41 imes the maximum exposure observedin
pediatric patients in clinical trials)

Ina 39-week monkey oral toxicity study, a dose-related immunosuppressive-related
lymphopraliferative disorder (IRLD) associatedwith lymphocryptovirus (LCY) and other
opportunistic infections were observed, beginning at 15 mg/kg/day, comesponding to
armean AUGy.q value of 1183 ng x i/mL (31 times the maximum exposure observed
in pediatric patients in clinical trials). A1 45 mofg/day, corresponding to @ mean
AUCpaq value of 3945 ng x h/mL (104 times the maximum exposure observed in
pediatric patients in clinical trials) IRLD was accompanisd by mortality/m oribundity,
food consumption and body weight reductions, and pathological changes secondary
to compound-related immunosuppression. Recovery andfor at least partial
revarsibility of the effects were noted upon cessation of dosage.

A battery of iz vitro and in wye genotaxicity texts, including the Ames assay, mouse
lymphoma L5178Y assay, chromosome aberration testin V79 Chinese hamster cells,
and mouse micronucleus test revealed no evidence for a mutagenic or dastogenic
potential of the drug

EXGIPIENTS

Triglycerides, oleyl alcohal, propylene glycol, stearyl alcohol, cetyl aleohol, mono-
and diglycerides, sodium cetostearyl sulphate, benzyl alcohol, citric acid, sodium
hydroxide, purified water.

Pharmaceutical formulations may vary between countries.

INCOMPATIBILITIES
In the absence of compatibility studies, this medicinal product must not be mixed
with other topical medicinal products

Emollients can be applied together with Elidel 1% cream (see section DOSAGE AND
ADMINISTRATION)

STORAGE
See folding bow.
Elicel should not be used after the date marked "EXP" on the pack

INSTRUGTIONS FOR USE AND HANDLING
Note: Elidel should be kept out of the reach and sight of children

Ahways use Elidel 1% cream exactly as your doctor or pharmacist has instructed you,
Please check with your doctor or pharmacistif you have any questions

Eliclel 1% cream should be used for shart periods.

You should see your doctor if you get a skin infection.

You should not cover the skin being treated with bandages, dressings or wraps
Limit sun exposure during treatment with Elidel cream even when the medicine is

not on the skin

You can use Elidel 1% cream on all skin areas, including on the head, face and neck
andin the folds of the skin except the eyes and mucous membranes. Use Elidel 1%
cream only on areas of your skin that have sczema.

Follow your doctor's advice it symptoms of sczema return after a treatment with

Elicel 1% cream

Apply the cream as follows

* Wash and dry your hands

*  Open the tube (the first time you use the tube you will need to break the seal
using the spike in the top of the cap)

*  Squeers cream onto your finger

+  Apply a thin layer of Elidel 1% cream and completely cover the affected skin.

* Rubingently and complately,

+  Replace the cap on the tube

The cream should be applied twice daily, for instance once in the morning and once

in the evening. Moisturisers (emollients) can be applied immediately after using

Elidel 1% cream. However, after a bath/shower, moisiurisers (smollients) should be

applied before using Elidel 1% cream.

|f you have not noticed any signs of improvement after 6 weeks of treatment, consult

your doctor. Sometimes other skin diseases can |ook like eczema,

Any unused product or waste material should be disposed of in accordance with

local requirements

Once opened, the contents of the tube should be used within 12 months.
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Mowartis Pharma Produktions GmBH, Germany
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