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No Difference in % of Patients with NEDA Despite the High Treatment Dose, No Additional Safety Issues

* Overall, 37% of patients in the sc IFN B-1a + cholecalciferol were |dentified with Cholecalciferol Add-On
group had NEDA at Week 48. °

There was no statistically significant difference in NEDA status
at Week 48 between treatment groups (cholecalciferol: 37.2%
vs. placebo: 35.3%; odds ratio [OR]: 0.97; P =0.91). °

INTRODUCTION

* Vitamin D is the precursor of a potent immunoregulatory
molecule. .

* The role of vitamin D in the pathogenesis and progression
of multiple sclerosis (MS) has received increasing interest in
recent years.’

The incidence of severe treatment-emergent adverse events
(TEAESs) was overall low and similar between treatment groups
(Table 2).

There were no new or unexpected TEAEs with cholecalciferol
treatment and the observed TEAEs were broadly similar across
the two treatment groups.

— The most common TEAEsSs in the cholecalciferol group
were headache (n=20 [17.7%]) and nasopharyngitis (n=18
[15.9%]).

— The most common TEAEs in the placebo group were
headache (n=22 [19.0%]) and influenza (n=19 [16.4%]).

Cholecalciferol was Associated with Significantly Better MR

* Low serum levels of vitamin D (25(OH)D,) have been Outcomes

associated with greater risk of developing MS, and with poorer

outcomes in MS patients.2* * Although only one MRI scan was performed after baseline, at

Week 48 cholecalciferol was associated with a 32% reduction
In the number of CUA lesions versus placebo (1.09 vs. 1.49;
incidence rate ratio [IRR]: 0.68; P = 0.0045; Figure 2).

* However, whether supplementation of vitamin D improves
outcomes is uncertain, since existing clinical evidence is
contradictory and involves small patient numbers.>®°

Figure 2. Mean Number of CUA Lesions Per Patient Per Scan at Week 48
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placebo in patients aged 18-30 years (85.7% vs. 46.8%; OR:
11.03; P = 0.006), but not in the ITT population.
Follow-up: patients who passed P

e LA Compared with placebo, cholecalciferol significantly reduced

sc IFN B-1a 44 pg tiw + placebo the mean percentage change from baseline in total volume of
N=118 T2 lesions at Week 48 (3.57% vs. 6.07%; P = 0.035).

Follow-up

Serum 25(0OH)D,
<150 nmol/L

CONCLUSIONS

Screening

* SOLAR is the largest (to date), placebo-controlled,
randomised, double-blind study of vitamin D, as an
add-on therapy for MS patients.

Compared with placebo, high-dose vitamin D did
not demonstrate an effect on the NEDA primary
endpoint at Week 48.

High-dose vitamin D significantly improved MRI
outcomes compared with placebo.

°* Relapse rates were reduced with high-dose vitamin
D, although statistical significance was not reached.

No Difference in EDSS Progression

* The proportion of patients free from any EDSS progression at
Week 48 was similar for both treatment groups (cholecalciferol: °
71.7% vs. placebo: 75.0%; OR: 0.84; P = 0.57).

* There was no significant difference between treatment groups
for time to confirmed EDSS progression up to Week 48 (hazard e
ratio: 2.02; P = 0.25; Figure 3).

Serum 25(0OH)D,
2150 nmol/L N=0

Open-label sc IFN B-1a 44 ug tiw

Baseline End of Original end
assessment treatment of treatment
assessment assessment

sc IFN, subcutaneous interferon; tiw, three times weekly.

* Primary endpoint: proportion of patients at Week 48 with no
evidence of disease activity (NEDA), defined as: no relapses;
no Expanded Disability Status Scale (EDSS) score progression;
and no new Gd-enhancing T1 lesions, or new or enlarging T2

Figure 3. Kaplan-Meier Plot of Time to Confirmed EDSS Progression up to
Week 48

L e — ° There were no additional safety issues with high-

MRI lesions. _ dose vitamin D treatment.
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RESULTS

ARR was Lower in the Cholecalciferol Group, but did not Reach

* 229 patients were randomised to cholecalciferol or placebo as Significance
add-on to sc IFN [3-1a: .

— The ITT population (81.2%) had a follow-up of 48 weeks.

— Demographics and disease activity at baseline between
groups were similar, except for the time since diagnosis °
(Table 1).

Compared with placebo, patients receiving cholecalciferol had a
30% lower ARR (0.28 vs. 0.41; IRR: 0.69; P = 0.17; Figure 4),
although statistical significance was not reached.

The proportion of patients who were relapse-free at Week 48
was similar between the two groups (cholecalciferol: 78.8% vs.
placebo: 75.0%; OR: 1.26; P = 0.47).
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