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What is Psoriasis?

· Chronic, recurring, inflammatory skin disease

· Affects 2.6% of population – about 7 million people

· 1.7 million are being treated

· 150,000 – 260,000 new cases annually

· One of the oldest skin diseases recorded

· “Lepers” in olden times, such as in Biblical history, may have had psoriasis rather than leprosy

What causes Psoriasis?

· Cause is still unknown

· Genetics known to play a major role

· Immune system is over functioning and sending faulty signals to the skin

· T-cells in Particular

· Prior to 1980’s was seen strictly as a skin disease
Immune System

· T-Cells are an important part of the immune system

· When an antigen is presented to a T-cell, it is activated and produces proteins called cytokines that are toxic

· Activated T-cells are found in psoriatic lesions

· APC’s (Antigen presenting cells) also found in large number in skin

Key Steps in Psoriasis
· Step 1 – APC’s are activated in the epidermis (specific psoriasis antigen unknown).  Activated APC’s then travel to the lymph nodes where they activate T-cells.  These activated T-cells produce memory T-cells.
· Step 2 – Memory T-cells bind to blood cells and traffic into dermis and epidermis tissue where there is inflammation.
· Step 3 – Reactivation of T-cell by second exposure to antigen leads to keratinocyte changes.
Skin – Normal vs. Psoriatic

· Normal Skin
· Skin cells mature and slough in 28-30 days

· Psoriatic Skin

· Immune system sends faulty signal that accelerates skin cell growth.

· Skin cells mature in 3-4 days and do not slough.

· Thick plaques form with “silvery scale”

Trigger Factors
· Emotional stress

· Dry skin

· Climate

· Infections

· Medications

Types of Psoriasis

· Plaque

· Guttate

· Inverse

· Pustular

· Erythrodermic

Plaque

· Most common form

· Usually on scalp, elbows and knees

· Symmetrical distribution

Guttate

· Raindrop like spray of psoriasis over the body

· Develops suddenly, especially in childhood

· Usually preceded by infection

· May clear on its own but can recur with future infections

Inverse

· Usually in skin folds

· Red and inflamed, does not scale

· Often secondary yeast infection

Palmar-plantar pustulosis

· Localized to palms and soles

· Plaques and pustules

· Periods of remission

Erythrodermic
· Inflammatory form of psoriasis

· Generalized redness, peeling and pain

· Fever and chills

· Triggered by drugs, severe sunburn

Severity of Psoriasis

· Measured by how much skin on the body is affected

· Mild – less than 2% of body

· Moderate – 2-10% of body

· Severe – more than 10% of body

· As a general rule of thumb, the palm of the hand represents 1% of the body’s surface area.

Treatment

Choice depends on:
· How severe the disease is

· Overall medical status

· Patient desired outcome

· Side effects

· Patient life-style implications

· Convenience of care, cost

Topical Therapy

Mild localized disease

· Steroids
· Can clear skin in 2 weeks

· Side effects

· Can cause the skin to thin too much with long term use

· Stop working with repeated use

· Vitamin D

· Improvement in 2-8 weeks

· Side effects

· Stinging

· Rash – face or groin

· Vitamin A (Tazorac)

· Improvement in 2 weeks

· Side effects

· Skin irritation

· Tender rash

Phototherapy

· Light Treatments

· UVA

· UVB

· 3 times per week

· Increased risk of skin cancer

Systemic Therapy

· Methotrexate

· Induces clearing in 6 weeks

· Side effects – decrease in bone marrow, nausea, tiredness, liver damage

· Cannot be used in pregnancy, blood disorders, liver or kidney problems, alcohol

· Must have liver biopsy when maximum dosage attained

· Multiple drug interactions

· Retinoids (Soriatane)

· 60% improvement in 6 weeks

· 80% improvement in 12 weeks

· Cannot be used in pregnancy, women of child bearing potential, liver disease, alcoholism
· Side effects – dry lips, headache, hair loss, sticky skin, liver toxicity

· Cyclosporine

· Immunosuppressive agent

· 60-80% clearing in 2 to 3 months

· Side effects – Increased blood pressure, kidney toxicity

Psoriatic Arthritis

· Progressive, chronic inflammatory disease mediated by the immune system

· Risk factors

· Extensive psoriasis

· Family history of psoriatic arthritis

· Age of onset:  20 – 40 years

· Affects – 7% - 42% of patients with psoriasis

· Significant impact on patient’s lives

· 84% report impact on day-to-day activities
Symptoms of Psoriatic Arthritis

· In 85% of patients skin lesions appear before arthritic symptoms

· Skin symptoms can be present for years before joint symptoms

· Skin and nail lesions

· 80% of patients have pitting and ridges in fingernails and toenails

Joint Symptoms

· Hands, feet, knees, ankles

· Painful, hot, swollen, and red

· Joint stiffness, usually worse in the morning

· Pain and stiffness in the lower back, buttocks, neck and upper back

Types of Psoriatic Arthritis

· Symmetric Arthritis

· 25% of patients

· Affects joints on both sides of the body

· Usually at least 5 joints, small joints

· Asymmetric Arthritis

· 20%-50% of patients

· Usually involves 1 to 3 joints, large joints

· Not on the same side of the body

· Distal Interphalangeal Predominant (DIP)

· 5% of patients

· Joints closest to nail of fingers and toes

· Nail changes prominent

· Spondylitis

· Inflammation with stiffness in the neck, lower back, pelvic area or spine

· Motion is painful and difficult

Key to Psoriatic Arthritis


Tumor Necrosis Factor
· Tumor necrosis factor was first discovered indirectly around the turn of the century by a surgeon named William Coley.

· TNF – is a protein secreted by cells that targets tumor and inflammatory cells.  As for its activity, it has cytotoxic effects against tumors and infections.

· People with psoriatic arthritis have excess TNF in their skin and joints.

Tumor Necrosis Factor (TNF)
· Elevated in:

· Rheumatoid and Psoriatic Arthritis

· Psoriatic Plaques

· Associated with

· Inflammation

· Pain

· Plaque formation

· Joint destruction

Traditional Therapies for Psoriatic Arthritis

· NSAIDs (Non-Steroidal Anti-Inflammatory Drugs)

· Gold

· Sulfasalazine

· Methotrexate

· Cyclosporine

· PUVA

· Oral Steroids

New Therapies

The Biologics

What are biologic therapies?

· Biologic agents are the molecules that can be purified from animal cells or tissue and that possess pharmacologic activity.

· Produced in living organisms

· Large molecules that are susceptible to digestion in gut if administered orally, so must be given by injection.

· Examples:  Insulin, Growth hormone

Biologic Therapies Approved for Psoriasis or Psoriatic Arthritis

Psoriasis

· Amevive

· Raptiva

Psoriatic Arthritis

· Enbrel

Amevive (Alafecept)

· Fusion Protein

· Approved for psoriasis

· Depletion of memory T-cells

· Blocks T-cell activation

· Weekly IM injections for 12 weeks

· Second course after 12 week waiting period

· Clinical trials – 12 weeks

· 21% of patients – 75% improvement

· 42% of patients – 50% improvement

· 14% of patients – clear

Side Effects

· Depletion of too many T-cells

· Must have T-cell count checked weekly

· Sore throat, dizziness, nausea, chills

Raptiva (Efalizumab)
· Antibody, works on T-cell surface

· Approved for psoriasis

· Blocks steps in immunologic cascade

· Blocks T-cell trafficking to skin

· Inhibits activation of T-cells

· Injected subcutaneously once a week

· Clinical trials – 12 weeks

· 28% of patients – 75% improvement

· 57% of patients – 50% improvement

· Improvement continued up to 18 months

Side Effects

· Flu like symptoms with first two injections

· No need for lab monitoring

Enbrel (Etanercept)

· Enbrel is indicated for reducing signs and symptoms of active arthritis in patients with psoriatic arthritis.
· Enbrel is indicated for reducing signs and symptoms and inhibiting the progression of structural damage in patients with moderate to severe active rheumatoid arthritis.

· Dosage:  2 IM injections weekly (25mg each) – Note:  Amgen recently received approval to implement a once weekly dose schedule)

How Enbrel Works

· When patients have a genetic predisposition to an inflammatory disease like psoriasis, arthritis, etc., they have an increased natural production of TNF in their system.  There are natural receptors that bind to the TNF but if too much is being produced there is an overload.  Enbrel is receptors that are injected into the body to act like sponges and mop up all excess TNF bringing the system back to a normal state.  If brought back to a normal state, then inflammation decreases.

Enbrel Clinical Trials

· Psoriatic Arthritis – 12 weeks

· 59% of patients – 20% improvement

· Psoriatic Arthritis – 24 weeks

· 50% of patients – 20% improvement

· 37% of patients – 50% improvement

· 9% of patients – 70% improvement

· Psoriasis

· Within 2 weeks significant improvement noted

· Continued improvement seen through 24 weeks

· Provided significant clearing of skin

· Some patients were 55% clear at 24 weeks

Most common side effect – Injection site reactions

· Minimize reaction:
· Prepare site properly

· Inject into fatty areas of legs, arms, stomach

· Rotate site

· Treat reaction:

· Apply cold compress

· Oral antihistamine

· Topical steroid cream

Enbrel Support

· 1-800-4Enbrel

· English and Spanish

· Registered nurses to assist patients with preparation and administration
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