


Pharmacokinetics
The pooled results from two pharmacokinetic studies in 49 adult atopic dermatitis patients indicate that
tacrolimus is absorbed after the topical application of 0.1% PROTOPIC Ointment.  Peak tacrolimus blood
concentrations ranged from undetectable to 20 ng/mL after single or multiple doses of 0.1% PROTOPIC
Ointment, with 45 of the 49 patients having peak blood concentrations less than 5 ng/mL.
The results from a pharmacokinetic study of 0.1% PROTOPIC Ointment in 20 pediatric atopic dermatitis
patients (ages 6-13 years), show peak tacrolimus blood concentrations below 1.6 ng/mL in all patients.
There was no evidence based on blood concentrations that tacrolimus accumulates systemically upon
intermittent topical application for periods of up to 1 year.  The absolute bioavailability of topical
tacrolimus is unknown.  Using IV historical data for comparison, the bioavailability of tacrolimus from
PROTOPIC in atopic dermatitis patients is less than 0.5%.  In adults with an average of 53% BSA treated,
exposure (i.e., AUC) of tacrolimus from PROTOPIC is approximately 30-fold less than that seen with oral
immunosuppressive doses in kidney and liver transplant patients. The lowest tacrolimus blood level at
which systemic effects can be observed is not known.

CLINICAL STUDIES:
Three randomized, double-blind, vehicle-controlled, multi-center, phase 3 studies were
conducted to evaluate PROTOPIC Ointment for the treatment of patients with moderate
to severe atopic dermatitis.  One (Pediatric) study included 351 patients 2-15 years of
age, and the other two (Adult) studies included a total of 632 patients 15-79 years of age.
Fifty-five percent (55%) of the patients were women and 27% were black.  At baseline,
58% of the patients had severe disease and the mean body surface area (BSA) affected
was 46%.  Over 80% of patients had atopic dermatitis affecting the face and/or neck
region.  In these studies, patients applied either PROTOPIC Ointment 0.03%,
PROTOPIC Ointment 0.1%, or vehicle ointment twice daily to 10% - 100% of their BSA
for up to 12 weeks.
In the pediatric study, a significantly greater (p < 0.001) percentage of patients achieved
at least 90% improvement based on the physician’s global evaluation of clinical response
(the pre-defined primary efficacy end point) in the PROTOPIC Ointment 0.03%
treatment group compared to the vehicle treatment group, but there was insufficient
evidence that PROTOPIC Ointment 0.1% provided more efficacy than PROTOPIC
Ointment 0.03%.
In both adult studies, a significantly greater (p < 0.001) percentage of patients achieved at
least 90% improvement based on the physician’s global evaluation of clinical response in
the PROTOPIC Ointment 0.03% and PROTOPIC Ointment 0.1% treatment groups
compared to the vehicle treatment group. There was evidence that PROTOPIC Ointment
0.1% may provide more efficacy than PROTOPIC Ointment 0.03%. The difference in
efficacy between PROTOPIC Ointment 0.1% and 0.03% was particularly evident in adult
patients with severe disease at baseline, adults with extensive BSA involvement, and
black adults. Response rates for each treatment group are shown below by age groups.
Because the two adult studies were identically designed, the results from these studies
were pooled in this table.

Global improvement over baseline at the end-of-treatment in three phase 3 studies





Figure 2 – Pediatric Patients Body Surface Area Over Time
The following two graphs depict the time course of improvement in erythema in adult and in pediatric

patients as a result of treatment.
Figure 3 - Adult Patients Mean Erythema Over Time
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Figure 4 - Pediatric Patients Mean Erythema Over Time

The time course of improvement in the remaining secondary efficacy variables was similar to that of
erythema, with improvement in lichenification slightly slower.
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Dysmenorrhea 2 4 4 0 0 0 2
Periodontal Abscess 1 0 1 0 0 3 0
Myalgia† 0 3 2 0 0 1 0
Cyst† 0 1 3 0 0 0 0
† May be reasonably associated with the use of this drug product
‡ Four cases of chicken pox in the pediatric 12-week study; 1 case of “zoster of the lip” in the adult 12-week study; 7 cases of chicken
pox and 1 case of shingles in the open-label pediatric study; 2 cases of herpes zoster in the open-label adult study.
‡‡ Generally “warts”.

Other adverse events which occurred at an incidence greater than or equal to 1% in any
clinical study include: alopecia, ALT or AST increased, anaphylactoid reaction, angina
pectoris, angioedema, anorexia, anxiety, arrhythmia, arthralgia, arthritis, bilirubinemia,
breast pain, cellulitis, cerebrovascular accident, cheilitis, chills, constipation, creatinine
increased, dehydration, depression, dizziness, dyspnea, ear pain, ecchymosis, edema,
epistaxis, exacerbation of untreated area, eye disorder, eye pain, furunculosis, gastritis,
hernia, hyperglycemia, hypertension, hypoglycemia, hypoxia, laryngitis, leukocytosis,
leukopenia, liver function tests abnormal, lung disorder, malaise, migraine, neck pain,
neuritis, palpitations, paresthesia, peripheral vascular disorder, photosensitivity reaction,
procedural complication, routine procedure, skin discoloration, sweating, taste
perversion, tooth disorder, unintended pregnancy, vaginal moniliasis, vasodilatation, and
vertigo.

OVERDOSAGE:
PROTOPIC Ointment is not for oral use.  Oral ingestion of PROTOPIC Ointment may
lead to adverse effects associated with systemic administration of tacrolimus.  If oral
ingestion occurs, medical advice should be sought.

DOSAGE AND ADMINISTRATION:
ADULT
PROTOPIC Ointment 0.03% and 0.1%

Apply a thin layer of PROTOPIC Ointment 0.03% or 0.1% to the affected skin areas twice daily and rub in
gently and completely.  Treatment should be continued for one week after clearing of signs and symptoms
of atopic dermatitis.
The safety of PROTOPIC Ointment under occlusion which may promote systemic
exposure, has not been evaluated.  PROTOPIC Ointment 0.03% and 0.1% should not
be used with occlusive dressings.

PEDIATRIC
PROTOPIC Ointment 0.03%

Apply a thin layer of PROTOPIC Ointment 0.03% to the affected skin areas twice daily
and rub in gently and completely.  Treatment should be continued for one week after
clearing of signs and symptoms of atopic dermatitis.  The safety of PROTOPIC Ointment
under occlusion, which may promote systemic exposure, has not been evaluated.
PROTOPIC Ointment 0.03% should not be used with occlusive dressings.

HOW SUPPLIED:
PROTOPIC® (tacrolimus) Ointment 0.03%












