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METHODS

e The MERLYN study was a multicenter, non-interventional, retrospective
chart review study to assess the non-inferiority in relapse rate of cladribine
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INTRODUCTION

 In the EU, cladribine tablets and fingolimod are both approved for the treatment of patients with
highly active relapsing MS.[1.2]

 However, limited published data are available concerning real-world comparative effectiveness of
these DMTs.[3-5]

o OBJECTIVES

 Primary: to compare relapse rates between patients who received either cladribine tablets or
fingolimod for treatment of highly active relapsing MS.

 Secondary: to compare additional relapse outcomes, treatment switching, and discontinuation.

DMT, disease-modifying therapy; MS, multiple sclerosis
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METHODS

« The MERLYN study was a multicenter, non- Figure 1. Study Design
interventional, retrospective chart review study
to assess the non-inferiority in relapse rate of Baseline
Cladribine tabletS versus flngOIImOd in hlghly Initiation of cladribine tabll)e;‘s,gr fingomod monotherapy?
active relapsing MS patients over - _ _ ~
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*ARR
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*Time to first relapse

- The primary analytic time perlc_)d for relap_se Inclusion Criteria
outcomes was the study effectiveness period, Physician diagnosis of relapsing

multiple sclerosis

after patients had completed 12 weeks of Age >18 years - Proportion of patients relapse free
* Proportion patients switching treatment
treatment. - Presence of new Gd+ lesions
\- Presence of new T2 lesions /)
propensity score analysis was applied based on Study effectiveness period

9 months of follow-up after an initial
12 weeks of treatment

the inverse probability of treatment weighting
approach. Non-inferiority was established if the
upper limit of the two-sided 95% CI of the ARR

12 week
treatment

rat|0 Was IeSS tha N the non'|nfe r|0r|ty Ma rg N aTreatment initiation on or after August 22, 2017.
bPatients were censored at discontinuation of treatment, commencement of another DMT, death, loss to follow-up, or
Of 1 . 2 . after 12 months post-baseline.

Note: Patients in the cladribine cohort only received year one of treatment (1.75 mg/kg cumulative dose). Results therefore reflect those achieved with
half of the recommended 2-year course.

ARR, annualized relapse rate; CI, confidence interval; DMT, disease-modifying therapy; Gd+, gadolinium enhancing
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RESULTS

Table 1. Patient Characteristics

ch teristi Cladribine tablets | Fingolimod - A total of 1,098 patients met
aracterisHe (n=610) (n=485) eligibility criteria and were enrolled.

Age (years) at baseline, mean (SD) 40.2 (11.52) 39.4 (10.94)
Female, n (%) 443 (72.6) 324 (66.8)

Disease duration (years) from
diagnosis to baseline, median (IQR)

— Of these, 1,095 patients completed
12 weeks of treatment and entered
5.1 (1.7, 10.9) 5.3 (2.4, 10.1) the study effectiveness period.

Two or more physician-confirmed

relapses in 12 months prior to 127 (20.8) 60 (12.4) * During the 12-month period following

baseline, n (%) treatment initiation, one patient

No. of DMTs received at any time prior to baseline, n (%)?2 (0'20/0) V\_’hO ini_tiated cIadrib_ine
- 128 (21.0) 37 (7.6) tablets discontinued and switched to
n 196 (32.1) 261 (53.8) another DMT, V\_/hereas 17 patlent§
> 148 (24.3) 126 (26.0) (_3.50/9) dlscc_)ntlnu_ed treatm_ent with
o3 135 (22.1) 60 (12.4) ﬂngollmod (including 10 patients who
Unknown S e switched to another DMT).

EDSS score at baseline, median (IQR)P 2.5 (1.5, 4.0) 2.0 (1.5, 3.5)

Presence of new Gd+ lesions, n (%)¢ 138 (22.6) 86 (17.7)

Presence of new T2 lesions, n (%)¢ 236 (38.7) 196 (40.4) .

“DdSEU Ol IdLESL dvdlldDIE SCOIre tdKkerl Or or wiLnirn L £ 1morius prior Lo wredLurieriu mitdauori. ~Lesiorns 1 uie rmosu receric mmdygriedic
resonance imaging data prior to baseline.

DMT, disease-modifying therapy; EDSS, Expanded Disability Status Scale; Gd+, gadolinium enhancing; IQR, interquartile range; SD, standard deviation
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% RESULTS

Table 2. Relapse Rates

Relapses during
study effectiveness
period, n (%)

Relapses during Adjusted ARR
12-month including 12-month
follow-up, n (%) | follow-up (95% CI)

Adjusted ARR

(95% CI)

Cladribine tablets (n=610) 42 (6.9) 0.10 (0.07, 0.14) 65 (10.7) 0.11 (0.09, 0.15)

Fingolimod (n=485) 41 (8.5) 0.14 (0.10, 0.20) 51 (10.5) 0.13 (0.10, 0.18)

« The ARR was 0.10 (95% CI: 0.07, 0.14) for cladribine tablets and 0.14 (95% CI: 0.10, 0.20) for
fingolimod.

— The adjusted ARR ratio of 0.68 (95% CI: 0.42, 1.11) was numerically favorable to cladribine
tablets, and the 95% CI upper bound was within the non-inferiority margin.

« Time to first relapse and proportion of patients relapse-free were similar between groups.

ARR, annualized relapse rate; CI, confidence interval; DMT, disease-modifying therapy; Gd+, gadolinium enhancing
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% RESULTS

Table 3. New MRI Lesions in the 12 Months After Treatment Initiation

Patients, n (%) Presence of hew Gd+ lesions Presence of =21 new T2 lesion
! (of patients with Gd+ MRI data) (of patients with MRI data)

Cladribine tablets (n=610) 13/162 (8.0) 78/370 (21.1)

Fingolimod (n=485) 9/122 (7.4) 54/315 (17.1)

- A total of 370 (60.7%) patients treated with cladribine tablets and 315 (64.9%) patients treated
with fingolimod had interpretable magnetic resonance imaging (MRI) data during the 12-month
period after treatment initiation.

 There were no statistically significant differences in MRI outcomes between treatment groups.

Gd+, gadolinium enhancing; MRI, magnetic resonance imaging
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Q CONCLUSIONS

e In the first 12 months of treatment, with only half of the recommended
2-year course, cladribine tablets demonstrated comparable effectiveness

to fingolimod.

- Treatment switching/discontinuation was more common in the
fingolimod group.

 The full dose of cladribine tablets is reached in the second year.
Future studies should therefore investigate effectiveness and treatment
persistence beyond the first 12 months of treatment.
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