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An intravenous biological therapy for psoriasis: Infliximab
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Abstract

Psoriasis is a common, chronic inflammatory skin disease which typically follows a relapsing and remitting
course and is associated with joint dise@ke.significant reduction in quality of life and the psychosocial
disability sufered by patients underline the need for promp&ctive treatment and long-term disease
control. Patients with moderate to severe disease often require systemic treatmeifeatinie & new
modalities such as biologicaifliximab.

Review will highlight fundamental aspects of infliximab and its use in Psoriasis as well as provide specific
comments regarding this monoclonal antibody and its position in of psoriasis in the future treatment.
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Introduction to patients. Classicallg patient would present with

. . L _ asymptomatic erythematous plaques concentrated
Historically, Psoriasis is not a newly discovered

on the extensors of bodgalms, soles, scalp and
skin diseaseéAlthough advances have been made dy P

_ ) may involve nail. At times, manifests as
in the management of the disease but much of the y

. o . . . erythroderma.
stigma of Psoriasis still persists. It is estimated that

nearly 2% of the global population gerfs from

Psoriasig.Psoriasis does not discriminate betweenl he significant reduction in quality of life is being

gender and all ages can béeafed. reported and is in parallel with the other medical
diseases such as Diabetes, Rheumatoid arthritis.

L . .. _Regardless of the severifsoriasis has a dramatic
Psoriasis is a common, chronic immune-mediated

effect on a patient’ health-related quality of life
disease typically characterized by skin lesions that P d Y

HRQoL) and overall quality of life (QoL
are erythematous scaly plagues and may bg Qob) g y (Qol)

. L . . influencing their careeractivities, family and
associated with joint disease in approximately 25% g ¢ y

. . virtually all other aspects of their lifé Psoriasis
of patients. Psoriasis can have a polymorphous

. . . .__Is an unpredictable disea3ée patient may have
presentation, and may vary in severity from patients

a single episode followed by clearance and no
Correspondenced. Mathur recurrence where as another patient may have
E-mail: maheshmathur2@hotmail.com disabling, life-long disease with arthropatMost
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patient experiences periods of flare and remissioiithe most recent additions in the therapeutic
leading to frustration for both patients as well asarmamentaria are biological agents in the form of
treating physiciansThe psychosocial disability Monoclonal antibodies. Biologic therapies are
suffered by patients necessitategemt need for designed to mimic certain ‘naturally’ occurring
effective treatment and long-term disease controlproteins that when used therapeuticaltgerrupt
However localized limited disease can be managedignaling of the immune system and at times,
satisfactorily with topical agents but patients withinduce death of the tget cell. They represent
moderate to severe disease often require systenpeoteins that are produced using recombinant DNA
treatment. techniques.

Current biological therapies approved for the
Management treatment of Psoriasis include alefacept,
The management of moderate-to-severe Psoriasifalizumab, etanercept and infliximab.
has changed dramatically and burdensome inAdalimumab- tumor necrosis factealpha (TNF-
patient treatment of Psoriasis is no longer &) antagonisteported to have impressivediefcy
common practice. Psoriasis now can be managdtl Psoriasis.The comparative study of the
in outpatients, though decision making for thebiological agents showed that each has its
treatment by physician remains complex becausadvantages and disadvantages and no single
of comorbidities, toxicityaccessibility and &acy  biologic is right for every patiefitHowever they
of therapy along with patient prefererféé classic  have shown goodféfacy in clinical trials and rapid
approach to Psoriasis treatment is stepwisgherapeutic response providing significant
beginning with the least invasive and safesimprovement in QoL in moderate to severe
treatment followed by more potent and potentiallyPsoriasis patients.
more risky therapeutic options until disease control

is achieved.” Efficacy of therapeutic modalities |nfiiximab is a unique biologic therapy in the
in the treatment of Psoriasis is frequently measuregastment of Boriasis as it is the only intravenous
as the percentage of patients who achieve 75%yNE_4 antgonist with every other month
improvement in the Psoriastgea and Severity  aqgministration. It has some of the most impressive
Index (ASI7S). efficacy data and is well tolerated. Infliximab
therapy provides patients with a two month holiday
In the last several years, our understanding aboifitom systemic therapy because of the typical dosing
immunopathologic mechanisms of Psoriasis hasegimen. Regardless of the utility of more
advanced tremendously and therapeutic agents hati@ditional conventional therapies, such as
been designed to interrupt key pathways in thénethotrexate, acitretin and cyclosporin, infliximab
chronic immune inflammation at molecular level. and other biologics are useful in Psoriasis treatment
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because they provide safe ani@etive alternative. anti-infliximab antibodies. Patients receiving
Infliximab fits into the Psoriasis treatment paradigm.infliximab for Psoriasis have developed antinuclear
antibodies (ANA), as well as anti-dsDNA antibodies.

Pharmacodynamics and Pharmacokinetics of he clinical significance of these antibodies is
infliximab-TNF-4 levels areeported to be elevated unknown but the development of lupus-like
in Psoriatic plaques which support the rationale osyndromes has been reported in patients treated with
using infliximab and otheTNF-a antagonist in infliximab. However resolution of such lupus-like
Psoriasis. Infliximab is a chimeric (derived from syndromes is the rule with cessation of thefapy
human and nonhuman gene sequences) monoclonal

IgG antibody that bindsINF-a4, a potent
inflammatory mediatoiThe variable portion of the

There are three pivotal randomized, double-blinded,

placebo-controlled trials that demonstrate the
antibody is coded by sequences common to both_. e , .
efficacy of infliximab in treating plaque-type
human and murine DNA. Infliximab bindsluble o o _
) o _ Psoriasis. Clinical trial of 378 moderate-to-severe
TNF-a which isalready bound to its recepfor o ) S
Psoriasis patients receiving infliximab, 5 mg/kg at

. . . weeks 0, 2 and 6 showed an 80XSP75 rate at
blocking TNF-a that leads to decrease in the

. . : . week 10'? The other two studies shovA8I 75
proinflammatory cytokines propagating chronic

Infliximab inhibits the inflammatory responssy

inflammation. It has been observed that in Psoriasirsesponse rates of approximately 70%e onset of

plaques, the levels BNF-a, aswell as the numbers response with infliximab is very rapid. Patients

of T cells are reduced following infliximab frequently report significant improvement after only

infusion one dose. Mab is of value in patients who like

relatively long holidays between infusions and in

Infliximab is supplied as 100 mg of preservative-those patients who has poor adherence to therapy

free powder that is reconstituted prior to intravenoug|inical trials are typically assessindiedcy and

infusion. Dosing is weight based, typically 5mg/kg common adverse evenfe events reported since

given intravenously initiallyfollowed by dosing at e griginal clinical trials are - neutropenia, interstitial

2 and 6 weeks, and every 8 weeks thereaMer o, monitis, idiopathic thrombocytopenic purpura,

steady- state kinetics, the half-life of infliximab is systemic and cutaneous vasculitis, erythema

7-10 daysAnti-infliximab antibodies developed in multiforme, Sevens-Johnson syndroniBoxic

27-47% of infliximab-treated patient3hese . . I
_ o _ epidermal necrolysis, Guillain-Barre syndrome, and
antidrug antibodies correlated with decreased serum _ o _
o _ _ _ neuropathies. Reactivation @dberculosis and
infliximab levels and increase in dose in standard - _ _ o
. _ hepatitis B virus has been reported in psoriasis
regimens. Howeverthe concomitant use of

trials.Fatal infections have occurred in patients who
methotrexate may prevent the development of these
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have been on other immunosuppressive medications i.
addition to infliximab. Increased incidence of hepatosplenic

T-cell ymphoma have been reportéd.

Conclusion

Infliximab is a proven powerful agent that is an asset to8.
psoriasis patients as a monotherdidyas the highestfafacy

after 12 weeks of therapinfliximab provide significant QoL
improvementlike any medication. Howevethere is a risk

of rare severe adverse eventdnfliximab requires
intravenous infusion approximately every 8 weeks andg_

patients enjoy the freedom from therapy

Once again, it should be restated that Psoriasis is typically a

chronic disease and there is a need for safe long-term

therapies. 10.
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