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Authors’ reply Use of a placebo in psoriasis trials is recommended by the European Medicines Agency to capture the seasonal variation of psoriasis.1 For diseases with high near-term morbidity or mortality, ethical justiﬁcation of a placebo group is unthinkable. Where no generally accepted, well tolerated, highly eﬀective therapy is available, comparator studies verge on ethical tolerance. In an evidence-based environment, such as our trial, where eﬃcacy and safety are demanded, placebo controls are ethically essential. All patients in this study received active treatment, with the placebo group switching to 0·3 mg/kg voclosporin (ISA247) twice daily at week 12. Although the absolute number of adverse events in the placebo group was high (79%), all were very mild in nature. We did not feel that this warranted discussion because the types of events were clearly presented in table 4.



There were no diﬀerences in mean baseline concentrations of cholesterol or triglycerides between the groups (table). Since there was no diﬀerence, it was not reported. According to the US National Cholesterol Education Program, these baseline triglycerides were not high enough to require treatment.2 All patients enrolled in the study were free of systemic and topical treatment for 30 days before the start of the study. The number of patients who had received previous systemic therapy was equal among all groups and did not confound the analysis. To compare the eﬃcacy of voclosporin directly with that of ciclosporin, a blinded, phase III multicentre trial (NCT00408187) is in progress. The results of this trial will be available in 2009. We feel that a 24-week study is suﬃcient to determine eﬀect. However, this study was extended to 60 weeks of treatment, and a paper describing eﬃcacy and relapse rate results of this long-term study is in preparation. KAP has served as a consultant and advisory board member, scientiﬁc advisory board member, or scientiﬁc oﬃcer for Abbott, Alza, Amgen, Celgene, Centocor, Isotechnika, Janssen Ortho Biotech, Johnson & Johnson, Medimmune, MerckSerono, and Wyeth.
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Committee for Medicinal Products for Human Use (CHMP). Guideline on clinical investigation of medicinal products indicated for the treatment of psoriasis. London: European Medicines Agency, 2004. http://www.emea. europa.eu/pdfs/human/ewp/245402en.pdf (accessed July 30, 2008).



Placebo



Voclosporin 0·2 mg/kg



Voclosporin 0·3 mg/kg



Voclosporin 0·4 mg/kg



Cholesterol (mmol/L)



5·4 (1·00)



5·3 (1·07)



5·5 (1·19)



5·3 (1·08)



Triglycerides (mmol/L)



2·1 (1·24)



1·9 (1·09)



1·8 (1·07)



1·9 (1·20)



Table: Mean (SD) baseline cholesterol and triglyceride concentrations in the four groups
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National Cholesterol Education Program (NCEP) Expert Panel on Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults (Adult Treatment Panel III). Third report of the National Cholesterol Education Program (NCEP) Expert Panel on Detection, Evaluation, and Treatment of High Blood Cholesterol in Adults (Adult Treatment Panel III) ﬁnal report. Circulation 2002; 106: 3143–421.



35 years of Japanese policy on rare diseases In the June 14, 2008, issue of The Lancet, recent policies on rare diseases in western countries were reviewed.1,2 In Japan, the National Programme on Rare and Intractable Diseases was launched in 1972. Since then, the government has promoted research and expanded support for patients with rare and intractable diseases. Such diseases are deﬁned as those with a prevalence in Japan of less than 50 000, or one in 2500, and with no known cause or cure. 123 diseases that ﬁt the deﬁnition have been speciﬁed by an Expert Advisory Board on the basis of research priorities, and include Behçet disease, multiple sclerosis, and amyotrophic lateral sclerosis. The programme has some unique characteristics. First, patients with one of 45 specified diseases (identified by the Board out of the 123 diseases on the basis of relatively severe consequences and high medical cost) can enrol in a registration system. Registered patients are eligible for a subsidy scheme, which covers inpatient and outpatient care as well as medications. This scheme has greatly improved patients’ access to diagnosis, treatment, and care. Second, government-funded research groups not only do research on the prevalence, diagnosis, and management of rare diseases, and on patients’ quality of life, but also serve as a network to disseminate information on diagnosis and treatment throughout Japan. There are currently more than 60 research 889
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