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DESCRIPTION
Tacrolimus 0.1% is an Immunosuppressant. It is chemncally 2-
acetamide with formula of

C44HBINO12.H20 and molecular weight s 822. 03g/mol.
The structural formula of Tacrolimus 0.1% is:

EXCIPIENT LIST

Light Liquid Paraffin BP, White beeswax BP, White soft Paraffin
BP, Butylated Hydroxyanisole BP.

CLINICAL PARTICULARS

THERAPEUTIC INDICATIONS
Tacrolimus 0.1 % ointment s indicated in adults and adolescents
(16 years of age and above).

Flare treatment

dults and i d b
Treatment ol muderale to severe atopic dermatitis in aduls who
are not adequately responsive to or are intolerant of conventional
therapies suthos topical corticosteroids.
Maintenance treatment
Tre

modersle to severe atopic dermais for the
d the

treatment. If no signs of improvement are seen after two weeks of
treatment, further reatment options should be considered.
Maintenance treatment

Patients who are responding to up to 6 weeks treatment using

f d Tacrolimus

(16
0.1% ointment.
twice weekly (e.g. Monday and Thursday) to areas commonly
affected by atopic dermatits to prevent progression o fiares.
Between applications there should be 2-3 days without
Tacrolimus treatmen
After 12 months treatment, a review of the patient's condition
should be conducted by the physician and a decision taken
whether to continue maintenance treatment in the absence of
safety data for maintenance treatment beyond 12months.
1f signs of a flare reoccur, twice daily treatment should be re-
initiated.

iministration
Tacrolimus ointment should be applied as a thin layer to affected
or commornly affected areas of the skin. Tacrolimus ointment may
e usad an any part o the body,ncudingface, neck and lexure
areas, except on mucous membranes. Tacrolimus ointment
should not be applied under occlusion because this method of
administration has not been studied in patients.

CONTRAINDICATIONS

toany of the excipients.

SPECIALWARNINGS&PRECAU"DNS FORUSE

Exposure of the skin to sunlight should be minimized and the use
of iraviclet (UV) light from a solarium, therapy with UVE or UVA
in combination with psoralens (PUVA) should be avoided during
use of Tacroli tment.

appropriate sun protection methods, such as minimization of the
time in the sun, use of a sunscreen product and covering of the
skin with appropriate clothing. Tacrolimus ointment should not be
applied to lesions that are considered to be potentially malignant
orpre-malignant.
The development of any new change different from previous
eczema within a treated area should be reviewed by the
physician.
The use of tacrolimus ointment is not recommended in patients
with a skin barrier defect, such as Netherton's syndrome, lamellar
icnhyosis, generaiized erthrodema or ctancous Grat Versus
skin conditions may increase systemic
ﬂbsorpnon o tacaimes, Ol vt of tacrolimus s aso not
recommended to treat these skin conditior Post-marketing
cases of increased tacrolimus blood level have bosn reporied n

eatment of
prevention of flares an:
patents experencing a igh roquoncy o aisenes oxscorbatons

. occurring 4 or more times per year) who have had an initial
Tosponse 1o & meimam of & weaks reaiment of tice & ly
tacrolimus ointment (lesions cleared, almost cleared or mildly
affected).

POSOLOGY & METHOD OF ADMINISTRATION
Tacrolimus treatment should be initiated by physicians with

Care should be exercised if applying Tacrolimus (o patients with
extensive skin involvement over an extended period of time,
especially in children.

Patients, particularly paediatric patients should be continuously
evaluated during treatment with Tacrolimus with respect to the

increased risk for developing lymphorma; therefore patients who
receive:
monitored to ensure that the lymphadenopathy resolves.
Lymphadenopathy present st inliston of therapy should be
investigated and kept under . In case of persistent
he aciclogy of the | should
be investigated. In the absence of a clear aetiology for the
lymphadenopathy or in the presence of acute infectious
mononucleosis, discontinuation of Tacrolimus should be
considered.
Tacrolimus ointment has not been evaluated fo s efficacy and
safety in the treatment of cinically infected atopic dermais.
Before commencing treatment with Tacrolimus ointment, clinical

paraesthesia and rash at the site of application were also
commonly observed. Alcohol intolerance (facial flushing or skin
irrtation after consumption of an alcoholic beverage) was

common.
Patients may be at an increased risk of folliculiis, acne and
herpes viral infections.

Adverse reactions with suspected relationship to treatment are
listed below by system organ class. Frequencies are defined as.
very common (21/10), comm (21/100 to <1/10) and uncommon
(21/1,000 to <1/100). Within each frequency grouping,
undesirable effects are presented in order of decreasing

PHARMACOLOGICAL PROPERTIES
PHARMACODYNAMIC

Mechanismof action

The mechanism of action of tacrolimus in atopic dermatits is not
fully understood. While the following have been observed, the
clical sigifcance of tnese obsarvations i alopic dermalis s

V\a ms blndvng to a specific cytoplasmic immunophilin (FKBP12),
tacrolimus inhibits calcium-dependent signal transduction

pathways in T cells, thereby preventing the transcription and
synlhess of IL-2, IL-3, IL-4, IL-5 and other cytokines such as GM-
CSF, TNF-aand iFN-y.

for treatment. After
12 months this evaluation should include suspension of

Flare treatment

Tacrolimus can be used for short-term and intermittent long-term
treatment. Treatment should not be continuous on a long-term
basis.

The potential for local immunosuppression (possibly resulting in
infections or cutaneous mahgnanmes;m the long term (i.e. overa
penodolyears)ls un now

e active substance tacrolimus, a
caliour ibiar ransplant patent. prolonged sysleric
exposure Lo intense immunosuppression Sollowng. Sysiemic
of calcineurin inhibitors has been associated with

signs
and symptoms. Each affected region of the skin should be treated
with Tacrolimus until lesions are cleared, almost cleared or mildly
affected. Thereafter, patients are considered suitable for
maintenance treatment (see below). At the first signs of

i be

re-initiated.

¥

an increased risk of developing lymphomas and skin

malignancies. In patients using tacrolimus ointment, cases of

malignancies, including cutaneous (i.e. cutaneous T cell
e i h

been reported. Tacrolimus should not be used in patients with
congenital or acquired immunodeficiencies or in patients on
therapy that cause immunosuppression.

Patients with atopic dermatitis treated with Tacrolimus have not

1
treatment should be continued until clearance of the lesion. If
symptoms recur, twice daily treatment with Tacrolmus 0.1%
should be restarled. An attempt should be made o reduce the
frequency of application.
Generally, improvement is seen within one week of starting

beenfound
Lymphadenopathy was uncommonly (0.8%) reported in clinical
trials. The majority of these cases were related to infections (skin,
respiratory tract, and tooth) and resolved with appropriate
antibiotic therapy. Transplant patients receiving
immunosuppressive regimens (€.g. systemic tacrolimus) are at

infections at treatment sites should be cleared. Patients with g‘f‘;"“ g‘o’rl"l gf,’::)"'l“’" :’r'::n 'l‘;";';‘:’ju{' In vitro, in Langerhans cells isolated from normal human skin,
atopic dermatitis are predisposed to superficial skin infections. o BN o | ot i tacrolimus reduced the stimulatory activity towards T cells.
Treatment with Tacrolimus may be associated with an increased ass g;‘;;'o H ;5 '"‘m' Tacrolimus has also been shown to inhibit the release of
risk of folliculitis anﬂ herpes wal infections (herpes simplex = <1/100 o'“ bf’ nﬂammalory mediators from skin mast cells, basophils and
Germaliis [sczama nerpaicur), herpes simblex Jook! Sores) Gata) eosinophil

Kaposi's varicelliform eruption). In the presence of these In ammals‘ tacrolimus ointment suppressed inflammatory
infections, the balance of risks and benefits associated with Infections Local skin infection Ophthalmic reactions In experimental and spontaneous dermatitis models
Tacrolimus use should be evaluated. regardless of Herpes that resemble human atopic dermatitis. Tacrolimus ointment did
Emollients should not be applied to the same area within 2 hours specific aetiology Infection” not reduce skin thickness and did not cause skin atrophy in
ofapplying Tacrolimus ointment. Concomitant use of other topical including but not animals.

t b . limited to: In patients with atopic dermatils, improvement of skin lesions
concomitant use of systemic steroids or immunosuppressive Eczema during treatment with tacrolimus ointment was associated with
agents. herpelioum, reduced Fc receptor expression on Langethans cells and a
Care should be taken to avoid contact with eyes and mucous H" loulits, \ reduction of their hyperstimulatory activity towards T cells.
membranes. If accidentally applied to these areas, the ointment lerpes simplex, Tacrolimus ointment does not affect collagen synthesis in

ighly i . Herpes virus humans.
The use of Tacrolimus ointment under occlusion has not been infection.
in patients. Ot va""ce“"mm PHARMACOKINETIC
As with any topical medicinal product, patients should wash their eruption” e e T LS Coneniratione i
hands after i treatment. - !
Tacrolimus is extensively metabolised in the liver and although Alcohol intolerance measurable, transient.
blood concentrations are low following topical therapy, the and (Facial fiushing or Absorption )
ovnlmen( should be used with caution in patients with hepatic nutrition skin irritation after Data from heall indicate that littl
failur disorders. consumption of an systemic exposure to tacrolimus lollowlng single or repealed
alcoholic beverage) topical application oftacrolimus intm
INTERACTIONS WITH OTHER MEDICINAL PRODUCTS AND Nervous Paraesthesias and Most aopi dermattis patets (auulls and children) peated it
OTHER FORMS OF INTERACTION system Gysaesthesias single 1%),
Formal topical drug interaction studies with tacrolimus ointment disorders (hyperaesthesia,
have notbeen conducted. burning sensation) (0.03%) ad blood wnoenlralvuns <10 ng/ml When observed,
Tacrolimus is not metabolized in human skin, indicating that there Skin and Prorius Aone |Rosacea™ blood concentrations exceeding 1.0 ng/ml were transient.
is no potential for percutaneous interactions that could afect the Lentigo Systemic exposure increases vin increasing treatment areas.
metabolism of tacrolimus. st However, both the extent and the rate of topical absorption of
Systemically available tacrolimus is metabolized via the hepatic gisorders o
Cytochrome P450 3A4 (CYP3Ad). Systemic exposure from — wilh an Sverage ol S o, i e treated, systemic
i anphcamno,m,ohmusmmmen“slw (<10 ngimiy and General | Applic |Ap site P exposure (i.e. AUC) of tacrolimus from Tacrolimus is
et gisorders |ation | warmth, site approximately Sostatd 1633 than har seen with_arar
interaction: and site  [Application site oedema* i i i i
b e Dur:,mﬁ:"weve' bt istrati erythema, The lowes! tacroimus blood conceiraton ai which systeric
of known CYP3Ad inhibitors (e.g. erymrumycln itraconazole, e s | | Aeplication site effects canbe observedis notknol
ketoconazole and diltiazem) in patients with widespread and/or conditions [ Applic [pain, SYS'E'“'C
icdi ation | Application site tients (adult for (upt
site [iritation, one yean)with tacrolimus ointment.
PREGNANCY AND LACTATION pruritu | Application site Distribution
p,,,g,,a,,cy M iraiiaged As systemic exposure is low with tacrolimus ointment, the high
tin Appication site binding of tacrolimus (> 98.6%) Lo plasma protins is considored
pl‘egnanl women. Studies in animals have showr
Drug level Followlng topical application of tacrolimus intment, tacrolimus Is
:“’:,',""a‘ry‘s""s"m:g;:s‘em'c adminisiration. The °°‘°"“a' risk for ns increased” selectively delivered to the skin with minimal diffusion into the
“The adverse reaction has been reported during post-marketing. systemiccirculation.

Tacrolimus ointment should not be used during pregnancy unless
clearly necessary.
ast-

experience

C: ie. cutaneous T cell

Breast-feeding
Human data demonsirate that, ater systemio

and ofher types of lymphoma, and skin cancers,

hav

ahown that Systomic oxposure flom appication of tacroimus
ointment is low, breast-feeding during treatment with Tacrolimus
ointmentis not recommended.

BILITY
lindivbe i’ ©
drive and use machines.

UNDESIRABLE EFFECTS

Maintenance treatment
In sty of malnienttce resiment (twice weekly teatment) i
adults and children with moderate and severe atopic dermat
{ho following Adverea events wero noted t oecur mre crequenuy

an in the control group: application site impetigo (7.7% in
children) and application site infections (6.4% in children and
6.3%inadults).

In clinical studies 50% of patients

some type of skin iritation adverse reaction at the site of
application. Buming sensation and pruritus were very common,
usually mild to moderate in severity and tended to resolve within
one week of starting treatment. Erythema was a common skin

irritation adverse reaction. Sensation of warmth, pain,

o

If ingested, general supportive measures may be appropriate.

These may include monitoring of vital signs and observation of

clinical stalus. Due {o the nature of the oiniment vehicle, induction
9

Metabolism

Metabolism of tacrolimus by human skin was not detectable.
Systemically available tacrolimus is extensively metabolized in
the liverviaCYP3A4.

When administered intravenously, tacrolimus has been shown to
have a low clearance rate. The average total body clearance is
approximately 2.25 Uh. The hepatic clearance of systemically
available tacrolimus could be reduced in subjects with severe
hepatic impairment, or in subjects who are co-reated with drugs
thatare potentinhibitors of CYP3A4.

half-ife of tacrolimus was estimated to be 75 hours for adults and
65 hours for children.

PRECLINICAL SAFETY DATA
Repeated dose toxicity and local tolerance

Repeated topical administration of tacrolimus ointment or the
cintment vehicle to rats, rabbits and micropigs was associated
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