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Adherence was assessed within this NIS in a quantitative and qualitative manner and
guantitative adherence was the primary endpoint.

Quantitative adherence was defined as the proportion of injections that were
administered as defined per treatment schedule; the data for this assessment was
collected by means of the RebiSMARTe device. In the first 12 months, mean
guantitative adherence was 89.6%, and the majority of patients had quantitative
adherence between 95 and < 105% during this time. The proportion of patients with
guantitative adherence between 75 and < 95% was 17.1% and 15.9% of patients had
adherence levels < 75% over the first 12 months. The minimal documented
guantitative adherence was 2.6% indicating that there were some few outliers with
very low adherence.

In the further course of the study (i.e. months 12 to 24), the mean quantitative
adherence was slightly lower (83.3%). Nonetheless, for those patients for whom data
was available for both study years (i.e. first and second year), the median ratio of
guantitative adherence from the first year vs. the second year was 1.0, indicating that
guantitative adherence was highly similar in at least half of the patients.

Subgroup analysis of quantitative adherence according to baseline EDSS score
failed to show a major impact of disability on the primary endpoint Subgroup analyses
according to gender and age (< 37 vs. > 37 years) failed to show any major effects of
these factors on quantitative adherence, although at any time point of the study,
women showed a slightly higher mean quantitative adherence. Similarly,

the negative impact of previous history of MS medication intake on quantitative
adherence was somewhat lower than expected: patients who had taken MS
medication previously showed slightly lower quantitative adherence, than therapy-
naive patients.

Adherence is likely to be negatively influenced by the experience of previous therapy
failure, and especially therapy related side effects. It should be kept in mind that

the number of patients with a history of previous treatment was very low in this NIS
and that most patients had been only recently diagnosed with MS and showed low
disease activity at baseline.

Cross-analysis of quantitative adherence versus self-rated adherence after 1 or 2
years failed to show a strong association between self-assessed and actual
guantitative adherence. This finding might be affected by the unequal distribution of
self-rated adherence and a high number of missing values.

Qualitative adherence was defined as the proportion of weeks in which the patient
applied the Rebife treatment according to a correct schedule (i.e. weeks with 3
injections performed on non-consecutive days). The mean qualitative adherence was
67.0%, indicating that on average a correct treatment schedule is followed by the



patients in more than 2/3 of the time. When asked about the reasons for not
performing injections as scheduled, forgetting injections was reported more often
than conscious decisions to avoid injections, e.g. due to side-effects.



