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Introduction

Introduction

Psoriasis is a multisystem disease with predominately skin and
joint manifestations affecting approximately 2-3% of the population.
Psoriasis may be associated with autoimmune diseases such as
inflammatory bowel disease, diabetes, cardiovascular diseases and

lymphoma®.

Evidence suggesting that psoriasis involves immunologic
mechanisms includes the efficacy of immunosuppressive drugs in
controlling the disease such as: methotrexate, cyclosporine (cya),
Immune-targeting biologic agents, immunotoxins (denileukin, diftitox)
and tumor necrosis factor (TNF) blocking biologics. Also exacerbation of
psoriasis by certain cytokine therapies such as: Interferons (a, 3, y) and

interleukin (1L2) supports this suggestion®®.

Psoriasis treatment options consist of topical therapies,

phototherapy and systemic therapies including biologics®.

Patients with moderate to severe psoriasis are candidates for

systemic therapy including biologic agents and phototherapy®®.

Leflunomide is a type of drug known as a disease — modifying
anti-rheumatic drug (DMARD). Leflunomide is used to treat rheumatoid
arthritis (RA) and other types of arthritis where the immune system
attacks its own tissues. The efficacy of Leflunomide in RA and anti-
lymphocytic mode of action suggested that Leflunomide might be a

promising candidate for the treatment of psoriatic arthritis and psoriasis®.




Introduction

Leflunamide has many advantages to offer in the treatment of
(PsA) and psoriasis : it is well tolerated in the majority of patients,
convenient and effective in moderating joint and skin symptoms and
improving quality of life. In addition, orally administrated Leflunomide
may have benefits in cost and ease of use compared with biologic

agents®.
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Aim of the work

The aim of this study is to evaluate the efficacy and safety

of Leflunomide in treatment of patients with moderate to severe

plague type of psoriasis.
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Psoriasis is a common cutaneous inflammatory hyperproliferative
disorder. It is a life long disease with spontaneous remissions and
exacerbations and characterized clinically by chronic, sharply demarcated
dull red scaly plaques affecting mainly the extensor prominences, scalp,

and the sites of trauma®.

History :

Hippocrates and his school (460-377 BC) provided objective and
meticulous descriptions of many skin disorders. In their classification, dry
scaly eruptions were grouped together under the heading 'lopoi'. This

group probably included psoriasis and leprosy”.

During 129-99 BC, the word 'psora’ was first used to describe a skin
disorder characterized by a scaliness of the eyelids, corners of the eyes,
and scrotum. The condition was pruritic and excoriations were present.
Although called psoriasis, this affliction was probably a type of eczema.

In fact, the meaning of 'psora’ is a desquamative conditiont”.

Perhaps the oldest treatment for psoriasis has been exposure to
sunlight. Even in pre biblical times, it was noted that ‘leprosy' improved
with exposure to the sun. At least some of these patients certainly had
psoriasis. Until quite recently, new treatments for psoriasis were based on

empiric observations”.

Epidemioloqy :

Psoriasis i1s a common disease that affects 2-3 % of world’s
population. There is significant geographical variability with the lowest
incidence of the disease seen at the equator and increasing frequency

towards the poles. Psoriasis is more common among northern European
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Caucasians, less common among Asian or African populations and least

common among natives of north and south America®.

Although some studies find minor deviations, psoriasis is equally
common in males and females®. Several studies have reported an earlier
age of onset in females, but this is not universally observed. There is no
evidence for morphological differences in psoriasis between males and

females™?,

Psoriasis may first appear at any age. It is most likely to appear
between the ages of 15 and 30 years but ranges from birth to the eighth or
ninth decade. There was one case report documenting onset at 108 years
of age™?.

Different age of onset peaks in patients with psoriasis were reported
by Henseler and Christophers,"? who showed that the possession of
certain Human Leukocyte Antigen (HLA) class | antigens, particularly
HLA-CWBS, is associated with an earlier age of onset and with a positive
family history. These findings led Henseler and Christophers to propose
that two different forms of psoriasis exist: type | psoriasis with age of
onset before 40 years and HLA-associated, and type Il, with age of onset

after 40 years and lacking HLA associations®?.

Triggering factors :

1. Trauma:

The Koebner phenomenon i.e. the elicitation of psoriatic lesions by
injury to the skin, is observed in approximately 25% of patients with
psoriasis."*¥ The lag time between the trauma and the appearance of skin
lesions is usually 2-6 weeks. Studies show that HLA-CW6 positive

patients show high incidence of the Koebner phenomenon®?.




