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Background: Lymphopenia was the most common adverse event in CLARITY/CLARITY Extension.
Absolute lymphocyte counts (ALC) recovered towards the normal range over time.

Objective: To evaluate the effect of cladribine tablets (CT) on innate immune cell counts.

Methods: Pooled data from patients (N=685) randomised to CT3.5mg/kg (CT3.5) in
CLARITY/CLARITY Extension, and data from patients (N=435) randomised to placebo (PBO) in
CLARITY and followed up in PREMIERE were evaluated.

Results: At baseline (start of CLARITY or CLARITY Extension), median (Q1-Q3) neutrophil counts
were CT3.5=4.19x10%L (3.30-5.31) and PBO=4.20x10%L (3.41-5.35). At the end of Year 1 (48
weeks), median neutrophil counts were CT3.5=3.80x10%/L (2.91-4.94) and PBO=4.24x10°%/L (3.28—
5.50). At the end of Year 2 (96 weeks), neutrophil counts were CT3.5=3.71x10°%L (2.90-4.70) and
PBO=4.30x10%L (3.32-5.46). At the end of Years 3 and 4 (144 and 192 weeks; no further treatment),
CT3.5 neutrophils plateaued at 3.60x10%L. PBO median neutrophils were 4.28x10%/L (3.30-5.25)
and 3.46x10%/L (2.49-5.80) at these timepoints. Following CT3.5 treatment, neutrophil counts
remained within the normal range (>2.03x10%L) over the 2 treatment years and beyond, and <6 (<2%
) patients treated with CT 3.5 reported Common Terminology Criteria for Adverse Events v3.0 Grade
3 or 4 neutropenia at any single time point.

Baseline median (Q1-Q3) monocyte counts were CT3.5=0.40x10%/L (0.30-0.50) and
PB0=0.42x10%L (0.31-0.53). At the end of Year 1, the monocyte counts were CT3.5=0.36x10°/L
(0.27-0.45) and PBO=0.42x10%/L (0.34-0.53). At the end of Years 2, 3 and 4, monocytes were
CT3.5=0.34x10%/L (0.28-0.45), 0.36x10%L (0.28-0.48), and 0.36x10°/L (0.26-0.44), respectively.
For PBO, monocytes were 0.41x10%L (0.30-0.51), 0.40x10%L (0.32-0.50) and 0.42x10°/L (0.32—
0.55) respectively.

Conclusions: These data, plus previously-reported ALC data, support the concept that CT selectivity
reduces adaptive immune cell counts, with relatively minor impact on the innate immune system.
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