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TECHNOLOGY AND TARGET GROUP Psoriasis is an
inflammatory skin disease. An estimated 250 000 people
in Sweden have the disease, of which there are 5 dif-
ferent forms. Plaque psoriasis is the most common form,
accounting for more than 80% of all cases. Severe plaque
psoriasis has substantially negative effects on patients'
quality of life. Standard therapy usually consists of a com-
bination of ultraviolet A light waves and psoralen tablets
(PUVA)' and/or immunosuppressive systemic treatment.
Methotrexate and ciclosporine are established systemic
drugs that offer effective therapy and, after 12 to 16
weeks of treatment, reduce psoriatic lesions by 75% or
more (PASI 75)2 in 60% to 70% of the patients. However,
these drugs are associated with a risk for serious side
effects. This risk increases as the duration of treatment
is increased, and may limit their use. Since some patients
do not tolerate, or do not respond to, the established
methods, new treatment options are needed. Three
new immunomodulating drugs — infliximab (Remicade®),
etanercept (Enbrel®), and efalizumab (Raptiva®) — were
approved in 2004/2005 for treating moderate to severe
plaque psoriasis in adults when other systemic therapies
have had inadequate effects or cannot be given for other
reasons. The target group includes approximately 1000
patients per year.

PRIMARY QUESTION What are the patient benefits and
costs associated with using the new immunomodulating
drugs — infliximab, etanercept, and efalizumab — in treat-
ing moderate to severe plaque psoriasis?

PATIENT BENEFIT Results from 3- and 6-month followup
of randomized trials, where control groups received pla-
cebo, showed that infliximab, etanercept, and efalizumab
all had favorable effects on skin lesions and quality of
life. No studies have compared the new drugs against
each other. The percentages of patients that achieved
PASI 75 after approximately 3 months of treatment were:
82% for infliximab, 33% for etanercept, and 29% for efa-
lizumab. After 10 to 12 weeks of treatment the mean
improvements in total DLQI® scores (a validated quality
of life scale) were: 79% for infliximab, 59% for etanercept
(25 mg x 2), and 46% for efalizumab.

Only one large trial (efalizumab) specifically designed
to investigate the patient group having the approved

1 PUVA = Psoralen + Ultraviolet A
2 PASI = Psoriasis Area and Severity Index
3 DLQI = Dermatology Life Quality Index

indications for the drug (patients demonstrating an in-
adequate response, side effects, or contraindications in
established therapy) has been published. The limited
data available suggest that the new immunomodulating
drugs have similar effects in this group of patients as in
other patients.

The mechanisms of action of these drugs carry a poten-
tially increased risk for serious immune-related side
effects, including severe infections.

ECONOMIC ASPECTS The drug costs per patient treat-
ed for a period of 24 weeks vary between 65000 and
105 000 Swedish kronor (SEK), depending on the drug
and dose. Information related to cost effectiveness is
based on a British model study. The analysis showed that
the healthcare costs per quality-adjusted life-year (QALY)
were high with the new immunomodulating drugs. Com-
pared to the alternative of no treatment, the costs of
treating patients who have responded inadequately to
treatment, or who cannot receive established therapy for
other reasons, were estimated at 400 000 to 1100 000
SEK per QALY, depending on the drug and dose. The
study also presented another estimate, where the indica-
tions for treatment were expanded to include all patients
with moderate to severe plaque psoriasis. In this scenario,
the cost per QALY for the new immunomodulating drugs
was extremely high compared to the established treat-
ment options.

SBU's appraisal of the evidence

Favorable effects on skin lesions and quality of life
in patients with moderate to severe plaque psoriasis
have been shown after treatment with infliximab, eta-
nercept and efalizumab for 3 to 6 months (Evidence
Grade 1)*. The scientific evidence is insufficient* to
assess the long-term effects of the 3 drugs, as well as
the potential, uncommon and long-term, side effects.

Treatment costs per quality-adjusted life-year are high,
or very high, even when the drugs are used within the
approved indications (patients who respond inad-
equately to treatment, or who cannot receive estab-
lished therapy for other reasons). Utilization beyond
the scope of the approved indications would generate
extremely high costs.

*Criteria for Evidence Grading SBU's Conclusions, see page 2

SBU Alert is a service provided by SBU in collaboration with the Medical Products Agency,

the National Board of Health and Welfare, and the Swedish Association of Local Authorities and Regions.




SBU ALERT — EARLY ASSESSMENT OF NEW HEALTH TECHNOLOGIES ® WWW.SBU.SE/ALERT

JSE

14. Gottlieb AB, Matheson RT, Lowe N, Krueger GG, Kang S, Goffe BS
o . . ' . et al. A randomized trial of etanercept as monotherapy for psoriasis.
Criteria for Evidence Grading SBU's Conclusions Arch Dermatol 2003;139:1627-32; discussion 1632.
Evidence Grade 1 - Strong Scientific Evidence. The conclusion ’ .
: h . o 15. Leonardi CL, Powers JL, Matheson RT, Goffe BS, Zitnik R, Wang A
15 corroborafed by at Igagt two independent stydles W’,th h/gh et al; Etanercept Psoriasis Study Group. Etanercept as monotherapy
quality and internal validity, or a good systematic overview. in patients with psoriasis. N Engl J Med 2003;349:2014-22.
5‘;}’?6622‘2/ Gsfzgelszc O;r%‘;‘ist’:;eg’ ffnrg’;f Zc’i‘/rg’:;ii‘:’de;’;f' 16. Papp KA, Tyring S, Lahfa M, Prinz J, Griffiths CE, Nakanishi AM et al;
dint ul lidit datl tty ; d'u Y ith 5 qu ?/ Etanercept Psoriasis Study Group. A global phase Il randomized
i; alnnd(i;rlz:rr‘llsllvallﬁii; atjeasttwo studies with meaium quar- c?ntrolled trial of etanercept in psoriasis: safety, efficacy, and effect
: of dose reduction. Br J Dermatol 2005;152:1304-12.
I;'wdence Grade 3 - Limited SCIent’f.’C Ev{dence' .The COH(:'/USIOH 17. Tyring S, Gottlieb A, Papp K, Gordon K, Leonardi C, Wang A et al.
is corroborated by at least two studies with medium quality and £ o clinical fati dd e S
internal validity dtanbelrcipl)t Zn Ic mkl)ca outcolrlnzs. at(;gue, ag hepre”slsmnIlansor|a5|s.
) ouble-blind placebo-controlled randomise ase lll trial. Lancet
Insufficient Scientific Evideqce. No conclusion; can fbe dravyn 2006;367:29—25. P
wherj there are not any studies that meet the criteria for quality 18. Gordon KB, Papp KA, Hamilton TK, Walicke PA, Dummer W, Li N
and internal validity. Cen . . ;
a dictory Scientific Evich N Ui bed et al; Efalizumab Study Group. Efalizumab for patients with moderate
ontradictory Scientific Eviaence. No conclusions can be drawn to severe plaque psoriasis: a randomized controlled trial. JAMA
vd\(hen ;heref;rz;tud/es w:tg‘the safgne ﬁuahty and internal vali- 2003:290:3073-80.
ity whose findings contradict each other. 19. Lebwohl M, Tyring SK, Hamilton TK, Toth D, Glazer S, Tawfik NH
et al; Efalizumab Study Group. A novel targeted T-cell modulator,
efalizumab, for plaque psoriasis. N Engl J Med 2003;349:2004-13.
References 20. Leonardi CL, Papp KA, Gordon KB, Menter A, Feldman SR, Caro |
. ) et al; Efalizumab Study Group. Extended efalizumab therapy improves
1. Rapp SR, Feldman SR, E;(um Mll' FIe|sd;]erAB I Rebo}us?n‘ DM. chronic plaque psoriasis: results from a randomized phase Il trial.
f;orle}:ls Za;ses ai T;J;ggdfleol;y;s other major medical diseases. J Am Acad Dermatol 2005:52:425-33.
m Acad Dermato 141:401-7.
) o . . 21. Menter A, Gordon K, Carey W, Hamilton T, Glazer S, Caro | et al.
2. Zlfn;ZéAz:[ifa:(r:'lgs BErCJ SZreme:ISICFI 8;;?1V362r?2’;56?2:5'5 on the quality of life Efficacy and safety observed during 24 weeks of efalizumab therapy
P : e ' in patients with moderate to severe plaque psoriasis. Arch Dermatol
3. Schon MP, Boehncke WH. Psoriasis. N Engl J Med 2005;352:1899- 2005;141:31-8.
912. Review. . .
22.Papp KA, Bressinck R, Fretzin S, Goffe B, Kempers S, Gordon KB

4. NICE. Appraisal consultation document: Psoriasis - efalizumab and et al; Efalizumab Study Group. Safety of efalizumab in adults with
etanercept. Ngtional institute for clinical excellence 2005 August;Sect. chronic moderate to severe plaque psoriasis: a phase lllb, randomized,
http://www.nice.org.uk/page.aspx?0=273564. controlled trial. Int J Dermatol 2006;45:605-14.

5. Woolacott N, Hawkins N‘. Mason A et al. Efalizumab and etanercept 23. Dubertret L, Sterry W, Bos JD, Chimenti S, Shumack S, Larsen CG
for the treatment of psoriasis. CRD Technology Assessment Group et al; CLEAR Multinational Study Group. Clinical experience acquired
University of York on behalf of NICE 2005;1-356. with the efalizumab (Raptiva) (CLEAR) trial in patients with moderate-

6. Ellis CN, Fradin MS, Messana JM, Brown MD, Siegel MT, Hartley AH to-severe plaque psoriasis: results from a phase Ill international
et al. Cyclosporine for plaque-type psoriasis. Results of a multidose, randomized, placebo-controlled trial. Br J Dermatol 2006;155:170-81.
double-blind trial. N Engl ) Med 1991;324:277-84. 24. Feldman SR, Gordon KB, Bala M, Evans R, Li S, Dooley LT et al.

7. Guenther L, Wexler D. Inducing remission of severe psoriasis Infliximab treatment results in significant improvement in the quality of
with low-dose cyclosporin A. Canad J Dermatol 1991;3:163-7. life of patients with severe psoriasis: a double-blind placebo-controlled

8. Meffert H, Brautigam M, Farber L, Weidinger G. Low-dose trial. BrJ Dermatol 2005:152:954-60.

(1.25 mg/kg) cyclosporin A: treatment of psoriasis and investigation 25. EMEA. Etanercept - Guideline on clinical investigation of medicinal
of the influence on lipid profile. Acta Derm Venereol 1997;77:137-41. products indicated for the treatment of psoriasis. European Medicines

9. Van Joost T, Bos JD, Heule F, Meinardi MM. Low-dose cyclosporin A in Agency 2005; http://www.emea.eu.int/humandocs/PDFs/EPAR/
severe psoriasis. A double-blind study. Br ) Dermatol 1988;118:183-90. Enbrel/H-262-Pl-en.pdf.

10. Sandhu K, Kaur I, Kumar B, Saraswat A. Efficacy and safety of 26. Feldman SR- Kimball AB, Krueger GG, Wool‘ley JM- Lalla D.lJahreisl A.
cyclosporine versus methotrexate in severe psoriasis: a study from Etanercept improves the health-related quality of life of patients with
north India. J Dermatol 2003;30:458-63. psoriasis: results of a phase Ill randomized clinical trial. } Am Acad

11. Heydendael VM, Spuls PI, Opmeer BC, de Borgie CA, Reitsma JB, Dermatol 2005;53:887-9. ) -,

Goldschmidt WF et al. Methotrexate versus cyclosporine in moderate- 27. Krueger GG, Langley RG, Finlay AY, Griffiths CE, Woolley JM, Lalla D
to-severe chronic plaque psoriasis. N Engl J Med 2003;349:658-65. etal. Patient-reported outcomes of psoriasis improvement with

12. Gottlieb AB, Evans R, Li S, Dooley LT, Guzzo CA, Baker D etal. ;‘i”;rcepttthlezrgggf 1’;;“;';5933 randomized phase Il trial.

Infliximab induction therapy for patients with severe plaque-type r-ermato e ’
psoriasis: a randomized, double-blind, placebo-controlled trial. 28. Gottlieb AB, Gordon KB, Lebwohl MG, Caro |, Walicke PA, Li N et al;
J Am Acad Dermatol 2004;51:534-42. EFALIZUMAB STUDY GROUP. Extended efalizumab therapy sustains

13. Reich K, Nestle FO, Papp K, Ortonne JP, Evans R, Guzzo C et al: efﬁcat_:y without inc_rea_sing toxicity in patients wi'th' moderate to severe
EXPRESS study investigators. Infliximab induction and maintenance chronic plaque psoriasis. ) Drugs Dermatol 2004;3:614-24.
therapy for moderate-to-severe psoriasis: a phase Ill, multicentre, 29. Gottlieb AB, Hamilton T, Caro |, Kwon P, Compton PG, Leonardi CL;

double-blind trial. Lancet 2005;366:1367-74.

Efalizumab Study Group. Long-term continuous efalizumab therapy

SBU - The Swedish Council on Technology
Assessment in Health Care

SBU is an independent public authority which has the man-
date of the Swedish Government to comprehensively assess
healthcare technology from medical, economic, ethical, and
social standpoints. SBU Alert is a system for identification and
early assessment of new methods in health care.

This summary is based on a report prepared at SBU in collabo-
ration with Assoc. Prof. Ing-Marie Bergbrant, Sahlgrenska
University Hospital, Géteborg. It has been reviewed by Prof.
Ove Biack, Lund University Hospital, Lund, and Toomas

Talme, MD, PhD, Karolinska University Hospital, Huddinge.

P.O. Box 5650, SE-114 86 Stockholm, Sweden e alert@sbu.se

The complete report is available only in Swedish.

2 New Immunomodulating Drugs in Treating Moderate to Severe Psoriasis ® SBU Alert report no 2006-07




30.

31.

32

33.

34.

35.

36.

37.

38.

SBU ALERT — EARLY ASSESSMENT OF NEW HEALTH TECHNOLOGIES * WWW.SBU.SE/ALERT

in patients with moderate to severe chronic plaque psoriasis: updated
results from an ongoing trial. J Am Acad Dermatol 2006;54:5154-63.

Menter A, Kosinski M, Bresnahan BW, Papp KA, Ware JE Jr. Impact
of efalizumab on psoriasis-specific patient-reported outcomes. Results
from three randomized, placebo-controlled clinical trials of moderate
to severe plaque psoriasis. ) Drugs Dermatol 2004;3:27-38.

Shikiar R, Bresnahan BW, Stone SP, Thompson C, Koo J, Revicki DA.
Validity and reliability of patient reported outcomes used in Psoriasis:
results from two randomized clinical trials. Health Qual Life Outcomes
2003;1:53.

. Ortonne JP, Shear N, Shumack S, Henninger E; CLEAR Multinational
Study Group. Impact of efalizumab on patient-reported outcomes in
high-need psoriasis patients: results of the international, randomized,
placebo-controlled Phase Ill Clinical Experience Acquired with Raptiva
(CLEAR) trial INCT00256139]. BMC Dermatol 2005;5:13.

Cassano N, Loconsole F, Amoruso A, Coviello C, Filieri M, Filotico R
et al. Infliximab monotherapy for refractory psoriasis: preliminary
results. Int J Immunopathol Pharmacol 2004;17:373-80.

Gordon KB, Gottlieb AB, Leonardi CL, Elewski BE, Wang A, Jahreis A
et al. Clinical response in psoriasis patients discontinued from and then
reinitiated on etanercept therapy. J Dermatolog Treat 2006;17:9-17.

Botsios C. Safety of tumour necrosis factor and interleukin-1 blocking
agents in rheumatic diseases. Autoimmun Rev 2005;4:162-70. Review.

EMEA. Efalizumab - Guideline on clinical investigation of medicinal
products indicated for the treatment of psoriasis. European Medicines
Agency 2005; http://www.emea.eu.int/humandocs/PDFs/EPAR/
raptiva/H-542-Pl-en.pdf.

EMEA. Infliximab - Guideline on clinical investigation of medicinal
products indicated for the treatment of psoriasis. European Medicines
Agency 2005; http://www.emea.eu.int/humandocs/PDFs/EPAR/
Remicade/H-240-Pl-en.pdf.

Furst DE, Breedveld FC, Kalden JR, Smolen JS, Burmester GR,
Bijlsma JW et al. Updated consensus statement on biological agents,
specifically tumour necrosis factor alpha (TNFalpha) blocking agents
and interleukin-1 receptor antagonist (IL-1ra), for the treatment of
rheumatic diseases, 2004. Ann Rheum Dis 2004;63 Suppl 2:ii2-ii12.
Review.

39. Kipnis CD, Myers WA, Opeola M, Gottlieb AB. Biologic treatments

for psoriasis. ] Am Acad Dermatol 2005;52:671-82.

40.

41,

42.

43.

44,

45.

46.

47.

48.

49.

50.

£

Bongartz T, Sutton AJ, Sweeting MJ, Buchan |, Matteson EL,
Montori V. Anti-TNF antibody therapy in rheumatoid arthritis and
the risk of serious infections and malignancies: systematic review
and meta-analysis of rare harmful effects in randomized controlled
trials. JAMA 2006;295:2275-85.

Feldman SR, Garton R, Averett W, Balkrishnan R, Vallee J. Strategy
to manage the treatment of severe psoriasis: considerations of efficacy,
safety and cost. Expert Opin Pharmacother 2003;4:1525-33. Review.

Antoni C, Krueger GG, de Vlam K, Birbara C, Beutler A, Guzzo Cetal;
IMPACT 2 Trial Investigators. Infliximab improves signs and symptoms
of psoriatic arthritis: results of the IMPACT 2 trial. Ann Rheum Dis
2005;64:1150-7.

Gottlieb AB, Chaudhari U, Mulcahy LD, Li S, Dooley LT, Baker DG.
Infliximab monotherapy provides rapid and sustained benefit for
plague-type psoriasis.  Am Acad Dermatol 2003;48:829-35.

Gottlieb AB, Miller B, Lowe N, Shapiro W, Hudson C, Bright R et al.
Subcutaneously administered efalizumab (anti-CD11a) improves signs
and symptoms of moderate to severe plaque psoriasis. J Cutan Med
Surg 2003;7:198-207.

Mease PJ. Etanercept, a TNF antagonist for treatment for psoriatic
arthritis and psoriasis. Skin Therapy Lett 2003;8:1-4.

Mease PJ, Goffe BS, Metz J, VanderStoep A, Finck B, Burge DJ.
Etanercept in the treatment of psoriatic arthritis and psoriasis:
arandomised trial. Lancet 2000;356:385-90.

Mease PJ, Kivitz AJ, Burch FX, Siegel EL, Cohen SB, Ory P et al.
Etanercept treatment of psoriatic arthritis: safety, efficacy, and effect
on disease progression. Arthritis Rheum 2004;50:2264-72.

Papp K, Bissonnette R, Krueger JG, Carey W, Gratton D, Gulliver WP
et al. The treatment of moderate to severe psoriasis with a new anti-
CD11a monoclonal antibody. ) Am Acad Dermatol 2001;45:665-74.
Jadad AR, Moore RA, Carroll D, Jenkinson C, Reynolds DJ,
Gavaghan DJ et al. Assessing the quality of reports of randomized
clinical trials: is blinding necessary? Control Clin Trials 1996;17:1-12.
Reich K, Nestle FO, Papp K, Ortonne JP, Wu Y, Bala M et al.
Improvement in quality of life with infliximab induction and

maintenance therapy in patients with moderate-to-severe psoriasis:
arandomized controlled trial. Br J Dermatol 2006;154:1161-8.

New Immunomodulating Drugs in Treating Moderate to Severe Psoriasis ® SBU Alert report no 2006-07






