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BACKGROUND

e Cladribine tablets 10 mg (3.5 mg/kg cumulative dose over 2 years) received
US FDA approval in 2019 for the treatment of relapsing forms of MS (RMS;
including relapsing-remitting disease and active secondary progressive
disease).!

e Asa chlorinated analogue of deoxyadenosine that is relatively resistant to
ADA-mediated deamination, Cladribine preferentially, transiently and
selectively depletes CD19+ and CD20+ B cells and, to a lesser extent, CD4+
and CD8+ T cells that have been implicated in multiple sclerosis (MS)
pathogenesis.>*

® Cladribine tablets are a short-course oral disease-modifying drug (DMD)
administered in four four-to-five-day courses over two years.®

e Real-world data can inform therapeutic development, contribute to safety
surveillance, and identify patients who will benefit most from a certain
treatment.2? Because of this, the effects of cladribine tablets in a cohort of
patients from a single clinical center were examined.

OBJECTIVES

Our study aims to present early real-world experience from a single center and to
examine a subset of aging MS patients (at least 50 years of age) previously
treated with other DMDs switched to cladribine tablets. Understanding the
benefit/risk profile of using a non-continuous immunosuppressive DMD in this
population is of the utmost importance given immunosenescence and the
increased risk of comorbidities with age. Outcomes presented include patient
characteristics at treatment initiation, previous DMD use, safety, lymphocyte
counts, and preliminary efficacy data.

METHODS

Patients

o Patients 218 to 74 years old (n=84) with RMS who received care from the MS Center of Sarasota
(Sarasota, FL) and were treated with 21 course of cladribine tablets from May 2019 to March 2022
were included in this analysis

Asub-group analysis was also performed for patients who were 250 years of age (n=48) who were
treated with cladribine tablets

o Patients with primary progressive MS or clinically isolated syndrome were excluded

Treatment

e Thecriteria for initiating and continuing therapy with cladribine tablets (3.5 mg/kg) were as
followed:
- 1 or 2 tablets once daily for 4 or 5 consecutive days in months 1and 2 in year 1
- 1or 2 tablets once daily for 4 or 5 consecutive days in months 1and 2 in year 2

e Dosing is weight based to not exceed 1.75 mg/kg per year

*  Patient itoring was in with the US

‘Outcome and Analysis

o Preliminary efficacy was examined by number of relapses, EDSS changes, Annualized Relapse Rate
(ARR), and MRI activity before and after cladribine tablets initiation

o Lymphocyte dynamics were measured from baseline through 60 weeks after treatment initiation

Adverse events (AEs) were recorded using Common Terminology Criteria for Adverse Events version
5.0 (CTCAE)

o Data from patients who did not complete 21 treatment course were excluded from the analysis

RESULTS

Patient Characteristics and Prior MS Treatment
Of 84 patients included in this study, 48 are the Aged 250 years subgroup (Figure 1)
Most patients had received 1 or 2 DMTs prior to switching to cladribine tablets (Figure 2)
Factors driving patients to switch to cladribine tablets from their previous DMT included
disease progression (new or worsening MRI activity and/or relapse activity), inability to
tolerate prior therapy, desire for short-course oral dosing, cost or insurance coverage of
previous DMT, JCV positivity, and opportunity for family planning 26 months after the final
dose of the second treatment course.

Figure 1. Most Recent Treatment Prior to Switching to Cladribine Tablets (All Patients, N=84)
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Mean patient age in the overall group was 52.5 years, and 77.4% of patients were female; among
the aged 250 years subgroup mean age was 60.8 years and 77.0% were female (Table 1)

Mean disease duration was 11.6 years in all patients and 14.7 years in those in the aged subgroup

Most patients had not experienced a relapse in the 12 months prior to initiating treatment with
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Relapse Rates

In the 12 months prior to treatment with cladribine tablets, the Annualized Relapse Rate (ARR) for
the Al patients group was 0.7 and those in the Patients Aged 250 subgroup was 0.5; One year
following the initiation of cladribine tablets, the ARR was 0.16 and 0.09, respectively(Figure 3)

Figure 3. Annual Relapse Rate Before and After Cladribine Treatment
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Post treatment with cladribine tablets, 80.7% in the All patients group and 87.5% for the Patients Aged
250 subgroup were relapse-free (Figure 4)

Figure 4. Number of Relapses After Cladribine Treatment
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fatigue, upper respiratory tract infection, urinary tract infection, and headache
Lymphopenia occurred in 89.2% of all patients and 89.6% of patients in the aged subgroup (Table 2)

CONCLUSIONS

In this cohort of patients initiating therapy with cladribine tablets in
a real-world setting, the treatment was well-tolerated.

There were no new safety signals.

The side effect profile was consistent with that seen in the clinical
trial program, even in an aging patient population where co-morbid
conditions and immunosenescence may increase.

Owing to short follow-up time, it was not possible to assess long-
term outcomes.

Ongoing follow-up will further expand on these results as more
patients complete their full treatment course
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In year 1, grade 1-3 lymphopenia generally improved over time following nadir at 2 months 1.
after treatment initiation (Table 3) R
Table 2. Adverse Events ’
Lymphopenia 74 (89.2) a3 (89.6)

Fatigue 19(22.6) 7(14.6)
Upper Respiratory Tract Infection 13 (15.5) 5 (12.8) 4.
Urinary Tract Infection 11 (13.1) 7(14.6)
Headache 10(11.9) 4(8.3)
Nausea 2(2.4) 1(2.1)
Arthralgia and Arthritis 2(2.4) 1(2.1) 5
Back Pain 101.2) 1(2.1)
Fever 101.2) 1(2.1) &
2 serious adverse events were reported: a pneumonia and an asymptomatic fungal lung infection
In the All Patients Group, 2 patients discontinued treatment due to adverse events, 3 patients discontinued 7.

treatment due to disease activity.
Monitoring for adverse events is ongoing

Table 3. Lymphopenia Following Treatment Initiation With Cladribine Tablets
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