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Psoriasis is a common skin disease that has
severe psychosocial implications. It consists

of chronic eruptions of well demarcated erythe-
matous and silvery scaled plaques commonly
found on the extensor surfaces of the elbows
and knees, as well as the:
• trunk,
• buttocks,
• scalp and
• nails.
It affects 1% to 3% of the population. It truly
has an unknown cause and cure. However, it can
be controlled for the most part by various
modalities. Recently, there has been a break-
through in the treatment of psoriasis with a class
of agents known as the “biologics”. These are
part of synthesized proteins targeting specific
points of the inflammatory cascade.
The condition is understood to be mediated

by T-cells. Disease activity correlates with the
number of activated T-cells in a plaque which is
evidenced by the reduction in T-cells with the
use of cyclosporine, phototherapy and
methotrexate. The psoriatic cascade is extreme-
ly complicated. The potential targets are to:
• Eliminate the pathogenic T-cell
• Inhibit T-cells from access into the skin
• Interfere with T-cell activation either by the
primary or secondary signal

• Inhibit the T Helper 1 (TH1) cytokines
• Induce immune deviation by administering
T-Helper 2 (TH2) cytokines and tipping the
scale away from the TH1 pathway, by
correcting the TH1/TH2 imbalance
There are several new biologic agents avail-

able for psoriasis. Usually a primary end-point
for efficacy is a Psoriasis Area and Severity

Index (PASI) score of 75. This means that there
has been at least a 75% or more improvement in
the PASI score. The PASI score is a measure
from zero to 72 of the psoriasis area and sever-
ity index. It is calculated by separating the body
into four parts:
1. Head
2. Arms
3. Trunk
4. Legs
It also calculates redness, thickness and scale
based on specific numbers. These medications,
although costly, are actually cost-effective.

Alefacept

Alefacept, a fully human fusion protein, has
been designed to target memory T-cells in pso-
riatic lesions in two ways. One action of ale-
facept is to block T-cell activation. By binding
to cluster of differentiation (CD) 2 markers on
the surface of memory T- cells, alefacept blocks
the interaction between CD2 and lymphocyte
function-associated antigen-3 (LFA-3) on antigen-
presenting cells. Another action of alefacept is to
reduce the number of memory T-cells.
The usual dosage is 15 mg intramuscularly

for 12 weeks. Studies have shown that 21% of
patients will achieve a PASI 75 response two
weeks after the discontinuation of one course of
alefacept. Multiple courses increase the chance
of improvement. Remissions can average up to
seven months without therapy. Monitoring
includes frequent CD4 counts as well as routine
monitoring for infections. Alefacept is usually
very well tolerated.
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Efalizumab

Anti-CD11a, or efalizumab, is a humanized
IgG monoclonal antibody that has strong
affinity for the CD11a chain of LFA-1. Being
humanized, it is thought to be less allergenic
than murine antibodies.
Efalizumab blocks T-cell activation by bind-

ing the LFA-1 on the T-cell and interferes with
its association in its ligand intercellular adhe-
sion molecule 1 (ICAM-1) on the antigen-pre-
senting cells; thus, interfering with the neces-
sary second signal for T-cell activation and so
full T-cell activation does not take place.
It also interferes with the ability of theT-cell to

bind to the endothelium and its passage into the
dermis and epidermis is also prevented.
The dosage is usually 0.7 mg/kg subcuta-

neously (SC) for the first week followed by 1
mg/kg sc weekly (continuously).

A PASI 75 response at week 12 was 27%,
but increased to 44% at week 24. Rapid
improvement is seen as soon as four weeks
after commencement of therapy.
Side-effects that rarely occur include flu-

like symptoms, easily managed by usual doses
of acetaminophen. Thrombocytopenia and
hemolytic anemia are very rare; however,
platelets should be monitored as well as infec-
tions. Even more uncommon are exacerbations
of psoriasis and arthralgias.

Psoriasis

Dr. Vender is an Associate Clinical
Professor of Medicine, McMaster
University and Director of Dermatrials
Research, Hamilton Ontario.

Figure 1. Examples of psoriasis on the knees, elbows and fingernails.

Side-effects that
rarely occur include

flu-like symptoms,
easily managed by
usual doses of
acetaminophen.
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Etanercept

This is a fully human fusion receptor protein
composed of two tumour necrosis factor (TNF)
receptor binding sites fused to the constant
region of a human IgG1 molecule at its hinge
site. This drug has a specific affinity for TNF
and is actually is 100 times more potent in bind-
ing TNF than natural receptors.
Etanercept accentuates the body’s natural

defenses, keeping TNF in check by acting like a
sponge and soaking up soluble TNF, keeping it
away from its target cell, preventing the signal
to downregulate the inflammatory response.
The dosage is 50 mg SC, twice weekly for 12

weeks, followed by a step-down dosing regimen
of 50 mg SC weekly and then continuously.
New side-effects include injection site reac-

tions and upper respiratory tract infections.
It is contraindicated in those with active or

latent TB or other opportunistic infections,
active Hepatitis B, those patients with severe
congestive heart failure or any personal or close
family history of demyelinating diseases.
PASI 75 response is reported in 60% of patients

at week 24 with the above dosing routine.

Infliximab
This is a chimeric monoclonal antibody that
binds to membrane-bound and soluble TNF.
The dosage is 5 mg/kg via IV infusion at ini-

tiation, week two, week six and then every eight
weeks. At week 10, PASI 75 response is a dra-
matic 80%, with this level of response main-
tained through to week 24.
Side-effects and contraindications are simi-

lar to other TNF-blocking agents, with infusion
reactions and not injection site reactions
observed. Some patients must be premedicated
with systemic steroids and antihistamines.

Adalimumab

This is a fully human monoclonal antibody that
also binds to TNF.
Dosage is a loading dose of 80 mg SC fol-

lowed by 40 mg every other week. This is not
yet approved for psoriasis; however, prelimi-
nary results are very promising with a PASI 75
response of 72% at week 16.
Side-effects and contraindications are simi-

lar to other TNF- blocking agents with injection
site reactions observed.

Summary

These are all new and exciting treatment choic-
es for psoriasis sufferers now or soon available.
Although there is a lack of head-to-head clinical
trials to accurately compare the efficacy of these
agents, it is likely that present-day psoriasis patients
can escape the older systemic agents with poor
clinical evidence, frequent monitoring, potential
irreversible side-effects, the inconvenience of
administration and low-cost effectiveness.

Disease activity
correlates with the

number of activated
T-cells in a plaque
which is evidenced by
the reduction in
T-cells by the use of
cyclosporine, phototherapy
and methotrexate.


