SAFETY AND EFFICACY OF LEFLUNOMIDE IN POLYARTICULAR JRA

An important factor in the assessment of therapy in a chronic disease is the durability of response. In our study, using LOCF analysis, 65% of patients who entered into the extension phase meet the ACR Pedi 30 response criteria at 1 and 2 years and 53% at the end of the study. At study completion, 33% of all patients who entered the initial 26-week study were still receiving leflunomide. The only previous study examining the durability of response in patients with JRA is the etanercept study (14). In that study, 43 of the original 69 patients (62%) were still receiving etanercept at the last followup visit, but 10 patients required the addition of methotrexate. At the last followup, 35 of the original 69 patients (51%) met the responder criteria (14). In a second, open-label study of etanercept, 61% of patients met the response criteria at 6 months, but only 39% of patients met the ACR Pedi 30 response criteria at 1 year (15). Therefore, it appears that the long-term response rate of 33% for leflunomide therapy was comparable to the response rates seen in 1 of the etanercept studies, whereas 10 patients in the other study were receiving methotrexate in addition to etanercept at the last followup (14). It should also be noted that our patients achieved ACR Pedi 50 and ACR Pedi 70 responses as early as week 4 and that these response rates not only continued to increase up to week 26, but remained stable during the second year of study. 
The time to onset of response to leflunomide compared favorably with that of other DMARDs, with an ACR Pedi 30 response rate of 33% at week 4 and the maximal rate of 52% achieved by week 12. It is difficult to accurately ascertain the onset of effect from the previously reported methotrexate studies, but the effect of leflunomide may be more rapid than what has been described in methotrexate studies. Only the etanerceptstudy showed a quicker response when compared with all DMARDs traditionally used to treat JRA (3).
It has been recognized that physical function as measured by the C-HAQ is an important outcome variable. The mean C-HAQ score at study entry was in the moderate impairment range and was similar to the mean values reported for the 2 etanercept studies (3,15,16). C-HAQ assessments were not available for the other studies and therefore cannot be compared with the present study (1,2,13). The mean change in C-HAQ scores in the present study, as well as in the etanercept studies, was in the range that is thought to be clinically meaningful (e.g., meeting or exceeding definitions for minimum clinically important differences) (17). Therefore, our study demonstrated improvement in both objective measurements and measurements of physical function.
