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Background: Use of current oral calcineurin inhibitors for the treatment of psoriasis is limited by toxicity.

Objective: Evaluate the safety and efficacy of ISA247, a new oral calcineurin inhibitor, in plaque psoriasis
patients.

Metbods: This 12-week, randomized, double-blind, placebo-controlled, parallel-group study included
201 plaque psoriasis patients with = 10% body surface area involvement. Patients were randomized
to placebo, ISA247 0.5 mg/kg/d, and ISA247 1.5 mg/kg/d groups. End points included a 2-point reduction
in the Static Global Assessment score and a 75% reduction in the Psoriasis Area and Severity Index.

Results: A 2-point SGA reduction was achieved in 0% (placebo), 15.6% (0.5 mg/kg/d), and 45.1%
(1.5 mg/kg/d) (P < .0001). A 75% reduction in the Psoriasis Area and Severity Index was achieved in
0% (placebo), 18.2% (0.5 mg/kg/d), and 66.7% (1.5 mg/kg/day) (P < .0001). While serum creatinine
increased in patients treated with ISA247 1.5 mg/kg/d, it remained within the normal range.

Limitations: Longer-term studies are needed to evaluate the effect of ISA247 on renal function.

Conclusion: 1SA247 appears safe and effective for treating moderate to severe psoriasis. (J Am Acad
Dermatol 2006;54:472-8.)
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proliferation characterizes psoriasis, new treatments
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Fig 1. Comparison of the structure of ISA247 and cyclosporine A (CsA).

targeting specific components of the immune cas-
cade have been developed as a result of recent
advances in the understanding of the immune sys-
tem’s role in this disease. For example, monoclonal
antibodies and fusion proteins have been approved
recently in various countries for the treatment of
psoriasis.(”7

Cyclosporine, a calcineurin inhibitor (CNb), is
considered to be one of the treatments that has the
greatest efficacy®'#and has been in use for more than
a decade to treat psoriasis patients. However, the side
effect profile of cyclosporine includes nephrotoxic-
ity, hyperlipidemia, hypertension, headaches, hirsut-
ism, tremor, and fatigue.'*'> Nephrotoxicity remains
the major limitation to the long-term use of cyclo-
sporine in patients with psoriasis, and evidence
strongly suggests that the nephrotoxicity is dose-
dependent.'® Therefore, the Food and Drug
Administration labelling recommends that cyclo-
sporine be given only to patients who are refractory
to other treatments and for a duration of no longer
than 1 year of continuous treatment.*

ISA247 is a novel oral CNi that differs from
cyclosporine A by the addition of a modified func-
tional group on the amino acid 1 residue (Fig 1.
ISA247 has a molecular weight of 1214.63 and
binds to calcineurin in a fashion similar to that of
cyclosporine (Isotechnika internal data). ISA247 has
demonstrated an increased potency and a more
favourable side effect profile in animal models,

compared with cyclosporine.** ™ In particular, stud-
ies of ISA247 in rats, dogs, and rabbits have revealed
significantly less evidence of renal toxicity than
with cyclosporine.?” The primary goal of this dose-
ranging, placebo-controlled study was to demon-
strate the efficacy and safety of ISA247, compared
with placebo in stable plaque psoriasis patients.

METHODS
Patients

Men and women 18 to75 years of age with chronic
plaque psoriasis of at least 6 months duration and a
body surface area (BSA) involvement of 10% or more
were enrolled; patients with erythrodermic, guttate,
or pustular psoriasis were excluded. Patients also
were excluded if they had (1) serious local infection
or systemic infection in the prior 3 months; (2)
significantly abnormal hematology, blood chemistry,
or urinalysis; (3) positive human immunodeficiency
virus, hepatitis C virus, or hepatitis B surface antigen;
(4) a history of malignancy other than basal cell
carcinoma; or (5) other skin disorders that might
interfere with the assessment of psoriasis. Pregnant
or nursing women also were excluded.

Within 28 days of the first dose and throughout the
study, the only treatments allowed for psoriasis were
non—lanolin-based emollients for topical treatment
(excepting the target sites) and 1.0% hydrocortisone
cream on the groin, armpit, scalp, palms, and soles.
Each site’s ethics committee or institutional review
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