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Abstract
Numerous therapies are currently available to modify the disease course of multiple sclerosis (MS). Magnetic resonance 
imaging (MRI) plays a pivotal role in assessing treatment response by providing insights into disease activity and clinical 
progression. Integrating MRI findings with clinical and laboratory data enables a comprehensive assessment of the disease 
course. Among available MS treatments, cladribine is emerging as a promising option due to its role as a selective immune 
reconstitution therapy, with a notable impact on B cells and a lesser effect on T cells. This work emphasizes the assessment 
of MRI's contribution to MS treatment, particularly focusing on the influence of cladribine tablets on imaging outcomes, 
encompassing data from pivotal and real-world studies. The evidence highlights that cladribine, compared with placebo, 
not only exhibits a reduction in inflammatory imaging markers, such as T1-Gd+, T2 and combined unique active (CUA) 
lesions, but also mitigates the effect on brain volume loss, particularly within grey matter. Importantly, cladribine reveals 
early action by reducing CUA lesions within the first months of treatment, regardless of a patient’s initial conditions. The 
selective mechanism of action, and sustained efficacy beyond year 2, combined with its early onset of action, collectively 
position cladribine tablets as a pivotal component in the therapeutic paradigm for MS. Overall, MRI, along with clinical 
measures, has played a substantial role in showcasing the effectiveness of cladribine in addressing both the inflammatory 
and neurodegenerative aspects of MS.
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Key Points 

Treatment with cladribine tablets effectively lowers 
the levels of inflammatory imaging markers, including 
T1-Gd+ lesions, new or enlarging T2 lesions, and com-
bined unique active lesions.

Cladribine tablets rapidly reduce magnetic resonance 
imaging activity, regardless of the patient's disease status 
or treatment history.

Treatment with cladribine tablets significantly reduces 
brain volume loss, particularly grey matter loss, com-
pared with placebo.

1 Introduction

Multiple sclerosis (MS) is an immune-mediated chronic 
inflammatory and neurodegenerative disease of the central 
nervous system (CNS) characterized by demyelination and 
axonal damage [1]. MS affects a total of 2.8 million people 

worldwide, making it the most common cause of disabil-
ity in young adults [2]. The precise etiology of MS still 
requires clarification, but it appears to be multifactorial. 
Indeed, the interplay between genetic factors, including 
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genes associated with immune system function, and envi-
ronmental factors, such as obesity, vitamin D deficiency and 
infectious agents such as Epstein–Barr virus [3], is thought 
to play a key role in MS occurrence [4]. In addition to the 
complex etiology, diagnosis and treatment of MS are also 
complicated by the heterogeneity of symptoms, which may 
include sensory and motor disturbances, vision impairment 
and gait disorders, as well as cognitive deficits [1].

Pharmacological approaches for treating MS include 
platform therapies such as injectables and oral therapies, 
and pulsed therapies including biologicals and oral agents 
that work through immune reconstitution and provide long 
periods of drug-free disease control [5–9]. Among immune 
reconstitution therapies (IRT), cladribine tablets constituted 
the first oral therapy with an infrequent dosing schedule. 
Cladribine tablets are administered at a cumulative dose of 
3.5 mg/kg body weight over the first 2 years (1.75 mg/kg/
year), followed by a drug-free interval in years 3 and 4 [10].

Cladribine is a synthetic chlorinated deoxyadenosine 
analog that is incorporated into the DNA of dividing cells, 
causing DNA damage and subsequent cell death through 
apoptosis. It is biologically active in selected cell types 
characterized by a high intracellular ratio of deoxycytidine 
kinase to 5′-nucleotidases [11]. Due to this enzymatic con-
figuration, cladribine tablets cause selective depletion of 
lymphocytes, with a less pronounced effect on T cells and 
a large reduction of B cells [12, 13]. Subsequently, naïve B 
cells recover rapidly toward baseline levels, while memory 
B cells remain reduced until month 24 [13]. These dynam-
ics of cellular depletion and repopulation explain the early 
onset of action and sustained efficacy over time of cladrib-
ine tablets [14, 15], as well as the maintenance of immune 
competence. Instead, only minimal effects are observed on 
the innate immune system [16, 17].

In terms of efficacy, direct comparison studies between 
cladribine tablets and other disease-modifying therapies 
(DMTs) have not been carried out. However, using data 
from randomized controlled trials (RCTs), propensity 
score-matching analyses showed the superiority of cladrib-
ine tablets in reducing relapse rates compared with several 
platform and second-line therapies [18, 19]. Regarding the 
control of disability assessed by the Expanded Disability 
Status Scale (EDSS), a recent prospective study showed 
comparable efficacy between cladribine tablets and ocreli-
zumab [20]. However, in all comparative analyses to date, 
magnetic resonance imaging (MRI) measurements were 
not reported.

Monitoring response to cladribine tablets and other DMTs 
is important and should include sensitive imaging readouts, 
in addition to clinical signs of inflammatory activity and 
measures of disability worsening [21–23]. In this regard, 
recent progresses in MRI have improved the diagnosis and 
monitoring of CNS damage, enabling better assessment of 

clinical and subclinical disease activity, progression, and 
response to therapy [24]. A range of MRI techniques are 
available, and the choice must be tailored to the individual 
patient and available resources. The most commonly used 
MRI sequences are T1-weighted, with or without gado-
linium enhancement (T1-Gd), and T2-weighted with fluid-
attenuated inversion recovery (FLAIR) [25]. In particular, 
T1-Gd imaging detects new or recently active lesions and is 
indicative of blood–brain barrier breakdown. T2-weighted 
imaging can reveal new or enlarging lesions, and its sen-
sitivity is improved by using the FLAIR sequence, which 
suppresses the T2-hyperintense signal from cerebrospinal 
fluid [25, 26]. Evaluation of these lesion-related MRI mark-
ers provides objective measures of inflammatory status and 
correlates with clinical outcomes, such as relapses [27]. By 
contrast, to assess the diffuse brain damage occurring in 
MS, potentially due to neurodegeneration, it is essential to 
include measures of atrophy alongside evaluating focal brain 
lesions, as these measures are closely associated with the 
accumulation of disability [28].

To our knowledge, the impact of cladribine tablets 
treatment on MRI measures has not been systematically 
reviewed. While previous published manuscripts provided 
a general overview of the clinical efficacy data of cladribine 
tablets, including MRI findings [29, 30], our review focuses 
specifically on analyzing data from clinical trials and real-
world studies to highlight the effect of cladribine tablets on 
MRI outcomes in relapsing-remitting (RR)-MS patients.

2  Literature Search Methodology

A comprehensive literature search was conducted in the 
PubMed database for studies published between 2010 and 
September 2023 on RRMS patients, specifically focusing on 
the effect of cladribine tablets treatment on MRI outcomes. 
General search terms such as ‘cladribine tablets’, ‘cladribine 
tablets and MRI’, and ‘multiple sclerosis’ were used. Addi-
tionally, posters presented at the most recent international 
congresses were included. Case reports were excluded from 
the review. In terms of real-world analyses, only studies 
reporting MRI data were considered for inclusion.

3  Magnetic Resonance Imaging (MRI) 
Evidence of the Efficacy of Cladribine 
Tablets from the Randomized, 
Double‑Blind, Controlled, Phase III 
CLARITY Study

The efficacy and safety of cladribine tablets have been inves-
tigated in two large, phase III, randomized, double-blind, 
placebo-controlled studies, specifically (1) the CLARITY 
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and CLARITY Extension studies, performed on patients 
with RRMS, and (2) the ORACLE-MS study, conducted in 
patients with early MS who were at high risk of converting 
to clinically definite MS (CDMS) [31–33].

In the CLARITY study, 1326 adults with stable RRMS 
were randomized to receive cladribine tablets with a cumu-
lative dose of either 3.5 or 5.25 mg/kg over 2 years, or pla-
cebo. Patients who received cladribine tablets had signifi-
cantly fewer relapses, less disability worsening and better 
MRI outcomes, compared with patients who received pla-
cebo [31]. As assessed by MRI, the short-course treatment 
with cladribine resulted in the suppression of active inflam-
matory lesions. Specifically, a significant relative reduction 
in T1-Gd+ lesions, new or enlarging T2 lesions, and com-
bined unique active (CUA) lesions of 85.7%, 73.4%, and 
74.4%, respectively, was found [31]. Similar findings were 
observed for both the cladribine tablets dose groups versus 
placebo [31] (Table 1).

In the landscape of highly effective DMTs, achieving 
the disease activity-free state or no evidence of disease 
activity (NEDA), defined by (1) no relapse, (2) no change 
in EDSS score, and (3) no new MRI lesions, represents 
one of the key therapeutic goals in MS therapy. Consider-
ing this, a post-hoc analysis of data from the CLARITY 
study assessed the effects of cladribine on this composite 
outcome. A significant difference in freedom from disease 
activity between cladribine and placebo emerged as early 
as 24 weeks from treatment start, and more than 80% of 
cladribine-treated patients remained free from disease 
activity at 48 weeks and up to 96 weeks [34]. The efficacy 
of cladribine tablets observed from 24 weeks and persisting 
up to 96 weeks was also found specifically across all MRI 
activity outcomes (T1-Gd+, active T2, and CUA lesions), 
as demonstrated in a post-hoc analysis conducted by Comi 
et al. [35]. The analysis revealed a significant increase in 
patients free from T1-Gd+ lesions at 96 weeks in the active 
arms, with percentages reaching 87.2% and 91.4% in the 
3.5 and 5.25 mg/kg groups, respectively, compared with a 
slight increase in the placebo arm [35] (Table 1). Addition-
ally, focusing on a more stringent definition of MRI activ-
ity, indicated by the measurement of CUA lesions, approxi-
mately 60% of patients taking cladribine tablets remained 
free from new lesions during the 2 years of treatment, a 
rate more than double that achieved in the placebo arm, 
indicating a favorable response in a significant proportion 
of treated patients [35] (Table 1).

The timeline of treatment effects on MRI measures par-
alleled a similar pattern in clinical outcomes. Notably, the 
annualized relapse rate was reduced as early as 4 weeks and 
becomes significant at 24 weeks, indicating an early onset of 
cladribine effect that persists throughout the 96-week study 
[31, 35]. This substantial reduction in inflammatory lesions 

over 96 weeks aligns with the established mechanism of 
action of cladribine tablets, which causes a prompt and sus-
tained reduction in lymphocytes [11].

The favorable effects of cladribine tablets on clinical and 
MRI responses were also sustained in a CLARITY subgroup 
of patients with high disease activity (HDA), defined as (1) 
patients with two or more relapses during the year prior to 
study entry, regardless of treatment status, or (2) patients 
who, during the year prior to study entry, experienced one 
or more relapses and one or more T1-Gd+ lesions or nine 
or more T2 lesions while receiving other DMTs [36]. This 
subgroup of patients was examined in a subsequent post-
hoc analysis showing that cladribine was equally effective 
in both treatment-naïve and previously treated patients 
(Table 1) [37].

4  CLARITY EXTENSION Study: The Efficacy 
of Cladribine Tablets Persists Beyond 
the Period of Active Treatment

Patients who completed the CLARITY study were eligible 
to enter the CLARITY Extension study, which investigated 
the long-term safety, tolerability, and efficacy of a second 
cladribine tablets treatment regimen, or placebo [33]. After 
a median treatment gap of 40.3 weeks, patients who had 
received either dose of cladribine tablets in CLARITY were 
randomly assigned to receive either cladribine tablets 3.5 
mg/kg (CC group) or placebo (CP group) in the CLARITY 
Extension. All patients who had received placebo in CLAR-
ITY were assigned to receive cladribine tablets 3.5 mg/kg 
(PC group) in CLARITY Extension to compare the effect of 
early versus late treatment.

The findings from the extension of CLARITY demon-
strated that the clinical benefits of cladribine tablets resulted 
in a durable clinical response, providing a ‘treatment-free’ 
period for at least 2 additional years without the need for fur-
ther treatments [33]. Indeed, no incremental benefit emerged 
from additional courses [33]. This long-lasting effect of clad-
ribine tablets is also maintained on MRI outcomes, with the 
majority of patients in each treatment group remaining free 
from T1-Gd+ lesions, even without retreatment after 2 years 
[38]. Yet, evidence of MRI activity has been identified in a 
small subset of patients treated with cladribine in CLARITY, 
who later received a placebo in the Extension phase. This 
MRI activity was also associated with a prolonged treatment 
gap between CLARITY and its Extension [38].

In addition to the long-lasting effectiveness, the Extension 
study showed that no cases of clinical or MRI rebound were 
recorded in patients who received placebo in the Extension 
study [38]. This is an important aspect because the patient 
is not vulnerable to disease reactivation if treatment must 
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be interrupted, mainly due to the mechanism of action of 
the molecule.

5  ORACLE‑MS Study: Evidence 
on the Efficacy of Cladribine Tablets 
in Patients with Early Multiple Sclerosis

The 2-year ORACLE-MS study was a double-blind, rand-
omized, placebo-controlled, multicenter, phase III trial that 
investigated the impact of cladribine tablets on the conver-
sion to CDMS in patients showing early signs of the disease 
after a first demyelinating event.

Patients were randomly assigned to receive cladribine 
tablets at 3.5 mg/kg, 5.25 mg/kg, or placebo [32]. Cladribine 

tablets significantly delayed conversion to clinically defined 
MS according to Poser et al. [39] and the 2005 McDonald 
criteria [40] at both doses compared with placebo. Notably, 
the diagnostic criteria have changed since the study began. 
Using the updated 2017 McDonald criteria on the ORA-
CLE-MS group is expected to reveal a greater number of 
patients with RRMS.

MRI data indicated that cladribine tablets 3.5 mg/kg 
resulted in lowering median numbers of new or persisting 
T1-Gd+ lesions, new or enlarging T2 lesions, and CUA 
lesions compared with placebo [32]. This aligns with find-
ings in the CLARITY study [31], supporting the notion that 
oral cladribine tablets were able to mitigate neuroinflam-
mation during the early phase of the disease. A post-hoc 
analysis of ORACLE-MS data demonstrated a trend towards 

Table 1  Summary of MRI results from the phase III CLARITY study

CladT 3.5 cladribine tablets 3.5 mg/kg, CladT 5.25 cladribine tablets 5.25 mg/kg, DMT disease-modifying treatment, Gd+ gadolinium-enhanc-
ing, HRA+DAT patients with high relapse activity (two or more relapses during the year prior to study entry) regardless of DMT status PLUS 
patients with one or more relapses during the year prior to study entry while receiving other DMTs, AND (one or more T1-Gd+ lesions OR nine 
or more T2 lesions), MRI magnetic resonance imaging
a  Number of patients for each group: DMT-naïve, placebo = 93; DMT-naïve, CladT  3.5 = 94; prior DMT, placebo = 56; prior DMT,  
CladT 3.5 = 46

Study Outcomes Lesion type/parameter Placebo CladT 3.5 CladT 5.25

CLARITY [31] Absolute number of lesions and (relative reduction 
vs. placebo %)

Placebo = 437
CladT 3.5 = 433
CladT 5.25 = 456

T1 Gd+ 0.91 0.12 (85.7) 0.11 (87.9)
Active T2 1.43 0.38 (73.4) 0.33 (76.9)
Combined unique 1.72 0.43 (74.4) 0.38 (77.9)

CLARITY [34]
Post-hoc  

analysis

Percentage and (number of patients free of indicated 
lesions), % (n)

Placebo = 424
CladT 3.5 = 422
CladT 5.25 = 443

T1 Gd+ 47.4 (201) 87.2 (368) 91.4 (405)
Active T2 27.6 (117) 61.8 (261) 62.8 (278)
T1 Gd+ and active T2 lesion 25.5 (108) 60.0 (253) 61.2 (271)

CLARITY [35]
MRI outcomes

Relative reduction vs. placebo (lesion/patient/ 
scan, %)

CladT 3.5 = 433
CladT 5.25 = 456

T1 Gd+ 85.7 87.9
Active T2 73.4 76.9
Combined unique 74.4 77.9
T1 hypointense 2.9 8.2
Change from baseline in T2 

lesion volume, mL
24.0 41.2

CLARITY [37]
Post-hoc  

analysis

Mean lesion/scan in HRA+DTA patients (n)a New T1 Gd+
DMT-naïve

1.19 0.13

New T1 Gd+
Prior-DMT

1.28 0.09

Active T2
DMT-naïve

1.84 0.40

Active T2
Prior-DMT

1.56 0.38

Combined unique
DMT-naïve

2.24 0.44

Combined unique
Prior-DMT

2.07 0.46

New T1 hypointense
DMT-naïve

0.70 0.15

New T1 hypointense Prior-DMT 0.58 0.07
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reduced T1-Gd+ lesions as early as week 13 with cladrib-
ine tablets 3.5 mg/kg compared with placebo [41]. These 
early clinical improvements induced by cladribine tablets in 
the CLARITY and ORACLE-MS studies correspond sub-
stantially with the rapid reduction of B cells  (CD19+) and 
other lymphocyte subsets implicated in MS pathology and 
observed soon after treatment initiation [17].

Subgroup analysis where patients were stratified based 
on age, baseline clinical characteristics, and presence of 
lesions showed that cladribine tablets reduced the risk of 
MS conversion across all subgroups compared with pla-
cebo [42]. Notably, no discernible subgroups were identi-
fied exhibiting a heightened treatment benefit compared 
with others. Overall, this declined rate of MS conversion 
in patients treated with cladribine tablets aligned with the 
observed reduction in cumulative numbers of T1-Gd+, new/
enlarging T2, and CUA lesions, independently of clinical 
characteristics, including baseline lesion burden [42]. Col-
lectively, these results provide support for the early use of 
cladribine tablets to mitigate later disease worsening. This is 
further demonstrated by several studies of real-word cohorts 
showing that early use of cladribine tablets can change the 
disease course of MS [43–46], also considering its mecha-
nism of action [29].

6  Effect of Cladribine Tablets on Brain 
Volume Loss

Brain volume loss (BVL) occurs at a faster rate in patients 
with MS compared with age-matched healthy individu-
als, and this phenomenon begins early in the course of the 
disease [47]. BVL reflects irreversible tissue damage and 
neurodegeneration, and thus it is closely associated with 
and serves as a predictor of disability worsening [47, 48]. 
The rate of brain atrophy in MS can be influenced by treat-
ment, and BVL has been included in the composite outcome 
NEDA-4, with the aim of improving treatment strategies 
and patient outcomes [49]; however, its application to rou-
tine clinical monitoring can be hindered by the presence 

of lesions and technical issues in some settings [50, 51]. 
Despite these limitations, the importance of including atro-
phy measures in clinical trials to monitor MS worsening has 
been increasingly recognized.

In an exploratory analysis of data from the CLARITY 
study, cladribine tablets decreased whole-brain atrophy com-
pared with placebo, and this was associated with a lower 
risk of disability worsening after 2 years of follow-up [52]. 
Brain volume was measured using the Structural Image 
Evaluation Normalization of Atrophy (SIENA) software 
[53] on T1-weighted MRI scans acquired between months 
6 and 24, to avoid the confounding effect of pseudoatrophy 
in the first 6 months of treatment. Patients with complete 
datasets (n = 1025) had received cladribine tablets 3.5 mg/
kg (n = 336), cladribine tablets 5.25 mg/kg (n = 351), or 
placebo (n = 338). From months 6–24, mean percentage 
brain volume change and annualized mean percentage 
brain volume change were significantly reduced in patients 
treated with cladribine tablets 3.5 mg/kg by − 0.56 ± 0.68% 
(p = 0.010) and 5.25 mg/kg by − 0.57 ± 0.72% (p = 0.019), 
compared with those treated with placebo (− 0.70 ± 0.79%) 
(Table 2) [52]. There was also a significant correlation 
between annualized BVL and cumulative probability of dis-
ability worsening (hazard ratio [HR] 0.67, 95% confidence 
interval [CI] 0.571–0.787; p < 0.001) [52]. These results 
showed that treatment with cladribine tablets was able to 
reduce diffuse brain tissue damage and, consequently, the 
neurodegeneration associated with clinical worsening of 
MS.

There is compelling evidence that both global and 
regional (mainly grey matter regions such as the cortex and 
thalamus) BVL is relevant in MS pathology and correlates 
closely with disability progression [47, 50]. For this reason, 
measures of brain atrophy are increasingly used as second-
ary or even primary endpoints in MS clinical trials targeting 
disease progression [48, 54–57].

In a recent study, we compared the percentage changes 
in grey and white matter volumes among patients treated 
with cladribine tablets at a dose of 3.5 mg/kg and those who 
received a placebo in the CLARITY study [58]. Using scans 

Table 2  Change in brain volume from months 6–24 in the pivotal phase III CLARITY trial of cladribine tablets in patients with RMS (adapted 
from De Stefano et al. [52])

Significant p-values are highlighted in bold
CladT cladribine tablets, RMS relapsing multiple sclerosis, SD standard deviation

Endpoint CladT 3.5 mg/kg 
[n = 336]

p vs. placebo CladT 5.25 mg/kg 
[n = 351]

p vs. placebo Placebo [n = 338]

Brain volume change, 
mean ± SD %

− 0.77 ± 0.94 0.02 − 0.77 ± 0.95 0.02 − 0.95 ± 1.06

Annualized brain volume 
change, mean ± SD %

− 0.56 ± 0.68 0.01 − 0.57 ± 0.72 0.02 − 0.70 ± 0.79
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acquired at 0, 6, 12 and 24 months [59], volume changes over 
the initial 6 months were assessed to examine pseudoatrophy 
in both white and grey matter compartments, while changes 
between the 6- and 24-month time points were assessed to 
gauge the effects of cladribine tablets treatment on these 
same brain compartments. Notably, during the first 6 months 
of treatment, pseudoatrophy was observed in both grey and 
white matter, with a more pronounced impact on grey mat-
ter than white matter (Table 3) [58]. Between months 6 and 
24, patients who received cladribine tablets had less grey 
matter volume loss compared with those who received pla-
cebo (− 0.90 vs. − 1.27; p = 0.026); however, white matter 
loss was not significantly different from placebo during this 
period (Table 3) [58]. Thus, in addition to previous data on 
whole-brain atrophy, these results highlight the beneficial 
effect of cladribine tablets in reducing the loss of grey mat-
ter, which is known to be impacted most in the MS course 
[60]. This effect on grey matter may help to explain recent 
data showing that treatment with cladribine tablets can sta-
bilize cognitive function in both treatment-naïve and previ-
ously DMT-exposed patients [61]. In this regard, as part 
of the CLARIFY-MS study, no correlation between brain 
volume changes and various parameters of the Brief Inter-
national Cognitive Assessment (BICAMS) test was found 
after 2 years of cladribine treatment [61]. This lack of cor-
relation is most likely because the change in the entire brain 
volume, and not specific brain areas, is examined in this 
analysis. However, preliminary data showed that treatment 
with cladribine may allow for the prevention of additional 
atrophy in brain regions such as the corpus callosum, thala-
mus and brainstem [62, 63]. Along with these brain areas, it 
will be useful to extend the analysis of cladribine's protective 
effect on cortical atrophy, given its involvement in cognitive 
impairment in MS [64].

Further correlation analysis between MRI measures and 
cognitive tests or biomarkers (i.e., neurofilament and immu-
nological cellular subsets) will be needed to identify markers 

predicting the individual treatment response to cladribine 
and monitoring disease progression.

7  MAGNIFY‑MS Study: A Look at the Onset 
of Action of Cladribine Tablets by MRI 
Measurements

A rapid onset of efficacy is crucial to minimizing neurologi-
cal damage and the accumulation of irreversible disability 
[65], regardless of treatment history. Clinical trials generally 
examine efficacy over a period of years, and little emerges 
from these studies about the rapidity of action of the various 
DMTs, particularly regarding MRI outcomes. This is also 
the case with cladribine tablets. The first follow-up scans 
in the CLARITY study were scheduled after 6 months of 
treatment, when they already showed a significant effect 
of cladribine tablets in the reduction of brain lesions, com-
pared with placebo [31]. As reported above, an early effect 
of cladribine tablets was also observed in a post-hoc analysis 
of the ORACLE-MS study, where the first follow-up MRI 
was scheduled at week 13 [41]. Thus, the question of when 
the treatment effect of cladribine tablets starts remained 
unanswered.

The phase IV MAGNIFY-MS study assessed cladribine 
tablets' effects on MRI starting 1 month after the first admin-
istration. This 2-year, single-arm study characterizing the 
onset of cladribine tablets’ activity in patients with highly 
active RRMS used early and frequent MRI monitoring [14]. 
The study population included 270 predominantly female 
(67%) adults (mean age 37.7 ± 9.75 years) treated with 
cladribine tablets 3.5 mg/kg. The outcome for the primary 
analysis was the change in CUA MRI lesions (i.e., T1-Gd+ 
lesions and new or enlarging active T2 lesions), comparing 
the pretreatment period (Period B: screening visit to base-
line) with the first 6 months assessed in three overlapping 
study periods (Period 1: month 1 to month 6 visit; Period 2: 

Table 3  Changes in grey matter and white matter volumes during the CLARITY study in patients with RMS receiving cladribine tablets 3.5 mg/
kg or placebo (adapted from Cortese et al. [58])

Significant p values are highlighted in bold
CladT cladribine tablets, RMS, relapsing multiple sclerosis

Endpoint 0–6 months 6–24 months

CladT [n = 267] Placebo [n = 265] Change CladT [n = 336] Placebo [n = 338] Change

Grey matter vol-
ume change, 
mean ± SD %

− 0.53 ± 0.10 − 0.25 ± 0.09 ∆52%, p = 0.045 − 0.90 ± 0.13 − 1.27 ± 0.14 ∆29%, p = 0.026

White mat-
ter volume 
change, mean 
± SD %

− 0.49 ± 0.07 − 0.34 ± 0.07 ∆31%, p = 0.137 − 0.32 ± 0.16 − 0.40 ± 0.13 ∆21%, p = 0.52
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month 2 to month 6 visit; and Period 3: month 3 to month 
6 visit), analyzed in patients who had received one or more 
doses of cladribine tablets (Fig. 1a) [14].

MRI findings in this study identified the onset of the dis-
ease-modifying activity 30 days after initiating cladribine 
tablets, based on a reduction in highly sensitive T1-Gd+ 
lesions and CUA lesions. A reduction in active T2 lesions 
was detectable from the data acquired at 60 days. The 
response was more pronounced in subsequent months and 
sustained at month 6, the latest time point considered in 
the initial assessment [14]. Importantly, the early onset of 
action of cladribine tablets on CUA lesions was observed in 
patients irrespective of disease activity (patients with high 
relapse activity vs. non-high relapse activity), prior DMT 
treatment (naïve or previously DMT-exposed patients) or 
baseline CUA lesion count (Fig. 1b) [14].

The onset of cladribine tablets’ effect on MRI corre-
sponds to reported changes in peripheral blood lymphocyte 
subsets, including a rapid decrease in  CD19+ B cells within 
the first 2 months of treatment [66, 67]. This was confirmed 
and refined in a MAGNIFY-MS substudy that, by analyzing 
immunological cell subpopulations, showed the large and 
long-term effect of cladribine tablets on the suppression of 
memory B-cell populations [12, 13].

The sustained action of cladribine tablets also extends to 
MRI outcomes. Indeed, the ability of cladribine tablets to 

reduce the lesion load was maintained during the 2-year fol-
low-up, with the proportion of patients free of CUA lesions 
increasing from 47% at baseline to 86.2% by study end (24 
months). Similar results were found for the proportion of 
patients free of T1-Gd+ or active T2 lesions over the same 
time frame [15].

These MRI findings were also supported by an annual-
ized relapse rate of 0.11 (95% CI 0.09–0.15), with 71% of 
patients not experiencing a qualifying relapse during the 
study period [68].

Cladribine tablets were also able to regulate the serum 
neurofilament (sNfL) levels, a marker with a key role 
in both monitoring treatment response and capturing 
long-term disease outcomes [69, 70]. Data from the 
MAGNIFY-MS study and real-world cohorts showed a 
significant reduction of sNfL as early as 6 months after 
the initiation of treatment with cladribine tablets that 
was maintained for up to 2 years [13, 71, 72]. Beyond 
that, further analyses of MAGNIFY-MS data have inves-
tigated the association between changes in sNfL levels 
and MRI outcomes in patients stratified as (1) no, (2) 
residual, or (3) resolved CUA lesions. It was found that 
cladribine tablets significantly reduce neuroaxonal dam-
age in patients with no or resolved CUA lesions after a 
2-year treatment course, but not in those showing resid-
ual lesions [73]. These data also highlighted that sNfL 

Fig. 1  Rapid action of cladrib-
ine tablets in reducing CUA 
lesions. a Periods used for 
analysis and MRI assessments. 
b Change in CUA lesion counts 
(mean ± standard deviation) 
in the indicated periods for 
subgroups of interest. Values 
are expressed as least squares 
means. CUA  combined unique 
active lesions, DMT disease-
modifying therapy, HRA high 
relapse activity, defined as two 
or more relapses in the previous 
year, MRI magnetic resonance 
imaging. Figure adapted from 
De Stefano et al. [14]



274 R. Cortese et al.

levels at baseline have limited potential as a biomarker for 
on-treatment MRI outcomes. Indeed, having high sNfL 
z-scores at baseline is not predictive of persistent activity 
at MRI after 2 years of treatment, measured by the evalu-
ation of CUA lesions [73].

Overall, the results that emerged from the MAGNIFY-
MS study corroborate and supersede those of pivotal 
studies [31–33]. In addition to showing an early onset of 
action, these findings underpin the long-term effect of 
cladribine tablets on MRI activity, without continuous 
immunosuppression in MS patients, distinguishing clad-
ribine tablets from other high-efficacy DMTs.

8  Efficacy of Cladribine Tablets 
in the Real‑World Setting

Randomized clinical trials are conducted in selected popula-
tions under controlled conditions that may not reflect routine 
clinical practice. Clinical trial enrolment is often restricted 
by age, EDSS score, disease activity and pretreatment, 
with a tendency to overrepresent treatment-naïve patients. 
Moreover, RCTs have short observation periods that fail to 
capture the durability of effects and long-term safety. On 
the contrary, real-world observational data of MS cohorts 
are more representative of routine clinical practice and 
provide valuable insight into long-term effectiveness and 
safety [74]. Several observational real-world cohort studies 
have assessed the efficacy of cladribine tablets in patients 

with relapsing forms of MS (RMS) using clinical and MRI 
assessments [44–46, 75–77].

An Italian real-world study examined a monocentric 
cohort consisting of 114 RRMS patients, of whom 50% 
were treatment-naïve. After completing 2 years of treat-
ment with cladribine tablets, 90.9% of patients were free 
from clinical relapse, 96.2% showed no disability worsening, 
and 76.7% had no MRI activity, corresponding to achieve-
ment of NEDA-3 in 74.9% of patients [45] (Table 4). The 
authors defined a worsening of disability as an increase 
in EDSS equal to 1.5 points (if baseline EDSS = 0), 1.0 
point (if baseline EDSS = 1.0–5.5) and 0.5 points (if base-
line EDSS ≥ 6.0) at two independent clinical assessment 6 
months apart. The highest percentage of NEDA-3 assessed 
in this study, compared for example with a Danish real-world 
cohort in which only 24% of patients achieved NEDA-3 at 
24 months [76], may be due to the inclusion of patients 
with shorter disease duration and fewer previous DMTs in 
the Italian study [45], and may support the greater efficacy 
of cladribine tablets when placed early in the treatment 
algorithm.

However, some patients may not fully respond to treat-
ment with cladribine tablets; therefore, identifying clinical 
or MRI markers that could predict treatment response would 
aid in selecting the most suitable patients for cladribine 
tablets treatment. In this context, Zanetta et al. also evalu-
ated predictors of treatment response in an Italian cohort, 
reporting that a higher number of Gd+ lesions at baseline 
increased the risk of first clinical relapse and MRI activity 

Table 4  Percentage of NEDA-3 in MS patients treated with cladribine tablets in real-world cohorts

DMT disease-modifying treatment, Gd+, Gadolinium-enhancing; MRI magnetic resonance imaging, MS multiple sclerosis, NEDA no evidence 
of disease activity, PIRA progression independent of relapse activity, RRMS relapsing-remitting multiple sclerosis
a In the study by Pfeuffer et al. [44], Fig. 2d reports the proportion of patients with persistent NEDA-3, stratified according to previous treatment, 
whereas the value of NEDA-3 achieved by the entire cohort of patients, regardless of previous DMT, is not reported
b Only the proportion of patients without new or enlarging T2-hyperintense MRI lesions is reported; no data are reported on T1 Gd+ lesions. 
PIRA was evaluated in 21 patients (7.7%)

Study Patient population % NEDA-3

Zanetta et al., 2023 [45] 114 RRMS patients: 57 naïve, 57 switch 74.9 % at 24 months:
90.9% of patients were free from clinical relapses
76.7% of patients had no MRI activity
96.2 % of patients had no disability worsening

Arena et al., 2023 [46] 217 RRMS patients: 50 naïve, 167 switch 35.5 % at 24 months:
88% of patients were free from clinical relapses
48% of patients had no MRI activity
80% of patients had no disability worsening

Petracca et al., 2022 [75] 243 RRMS patients: 71 naïve, 172 switch 64 % at 22 months:
88.5% of patients were free from clinical relapses
77.4% of patients had no MRI activity
87.3% of patients had no disability worsening

Pfeuffer et al., 2022 [44]a 270 RMS patients: 97 naïve, 173 switch 74.4% of patients were free from clinical relapses
61.5% of patients had no new or enlarging T2  lesionsb

75.9% of patients had no disability worsening
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during follow-up, and was the only significant risk factor 
for the loss of NEDA-3 [45], highlighting the importance 
of MRI measures for predicting not only radiological trends 
but also the disease course.

A prospective Italian real-world cohort included 217 
patients with RMS; 23% were treatment-naïve and 77% had 
switched from a previous DMT, of which 74.9% were mod-
erately active treatments and 23.4% were highly active treat-
ments [46]. After the second year of treatment, 90% were 
EDSS- worsening free (defined as ≥ 1 point for an EDSS 
score ≤ 5.0, and as ≥ 0.5 point for an EDSS score > 5.0 
from baseline), 80% had not relapsed, and 48% were MRI 
activity-free (Table 4). This rate of MRI activity after 24 
months conflicts with data from the pivotal trials, in which 
an 85–92% reduction in T1-Gd+ lesions was observed [34, 
35, 41]. The authors suggested that, while the pivotal trials 
used standardized acquisition methods and central evalua-
tion, in real-world studies, MRI data are acquired and evalu-
ated in different MS centers. This study also showed that 
a higher percentage of patients switching from moderate 
efficacy therapies achieve NEDA-3 compared with those 
switching from high efficacy therapies, confirming that clad-
ribine tablets are an effective treatment for MS, particularly 
in treatment-naïve patients and in those switched from mod-
erate efficacy therapies [46].

Petracca et al. conducted another Italian, observational, 
retrospective study that included 243 patients with RRMS 
[75]. They collected data on NEDA-3 status and its individ-
ual components, which included clinical relapses, disability 
worsening evaluated as in the study by Zanetta et al., and 
MRI activity defined as Gd+ lesions and/or new T2 hyperin-
tense lesions. Disease activity occurring in the first 6 months 
was not considered, to exclude possible rebound effects from 
previous DMTs, which had been received by 172 patients 
(71%). Evidence of MRI activity was recorded more fre-
quently in patients switching from other therapies com-
pared with treatment-naïve patients (30 total events between 
months 6 and 22). The presence of Gd+ lesions at baseline 
predicted the development of MRI activity at follow-up [75]. 
Regarding the effectiveness of cladribine tablets, the authors 
found a high percentage (64%) of patients with NEDA-3 
after 22 months of treatment (Table 4), in agreement with 
previous data from post-hoc analysis of CLARITY [34]. The 
only factor affecting the likelihood of maintaining NEDA-3 
was the number of prior treatments [75].

A study conducted by Pfeuffer et al. assessed the effect 
of previous DMT type on the risk of suboptimal response 
to cladribine tablets [44]. Analyzing a cohort of 270 clad-
ribine-treated patients during a 36-month follow-up, the 
authors found a significant reduction of new or enlarging 
T2-hyperintense MRI lesions, compared with the 6-month 
period prior to starting cladribine tablets, accompanied 
by a significant reduction in relapse rate. The majority of 

patients did not experience worsening of disability, defined 
as an increase of EDSS equal to + 1.5 points (if baseline 
= 0), + 1.0 point (if baseline = 1.0–4.0) and 0.5 points (if 
baseline ≥ 4.5) at two independent clinical assessments 6 
months apart. In line with the data discussed below, the 
authors found that cladribine tablets were more efficacious 
in treatment-naïve patients and patients treated with modest-
efficacy drugs (i.e., β-interferon, glatiramer acetate, dimethyl 
fumarate and teriflunomide). In contrast, patients switching 
from natalizumab experienced persistent disease activity that 
occurred mainly within 6 months of initiation of cladribine 
tablets, likely due to a rebound phenomenon after natali-
zumab discontinuation. It is also important to consider that 
patients switching from natalizumab had a higher number of 
T2 lesions at baseline than patients who had switched from 
other DMTs [44]. Whether cladribine tablets may represent 
a potential exit strategy from natalizumab treatment is still 
an open question. Contrary to what was observed by Pfeuffer 
et al., a case series of 17 patients suggested that cladribine 
tablets represent a good exit strategy in patients who need 
to discontinue natalizumab due to progressive multifocal 
leukoencephalopathy risk [78].

Overall, real-world data from patient cohorts with diverse 
baseline characteristics corroborate the efficacy of cladrib-
ine tablets demonstrated in the pivotal studies. Further real-
world analyses should investigate cladribine’s effectiveness 
after the active treatment period and evaluate its durability 
over time. In a recent real-world cohort, it was observed 
that the efficacy of cladribine tablets persists beyond 2 years 
in terms of relapse rate, relapse-free status, and disability 
[79]. However, a limitation of this study is the absence 
of MRI data, preventing the evaluation of NEDA-3 status 
[79]. Nonetheless, these findings corroborate the observa-
tions from the CLARITY Extension study [33], providing 
real-world evidence for the sustained efficacy of cladrib-
ine tablets. Additionally, the long-lasting efficacy of clad-
ribine tablets beyond year 4 was supported by results from 
the CLASSIC-MS study [80], which showed that patients 
treated with cladribine tablets had a lower risk of reaching 
EDSS-6 or -7 during a median follow-up of 10.9 years, com-
pared with patients never exposed to active treatment [80].

The long-term effects of treatment with cladribine tablets 
and the management of patients after year 4 are currently 
topics of significant discussion among clinicians, as evi-
denced by numerous expert opinion reports [81–85]. These 
reports emphasize the importance of utilizing all available 
tools and techniques, including clinical, radiological, and 
biological markers, to identify and manage patients who may 
benefit from additional courses of cladribine tablets. Specifi-
cally, alongside evaluation of clinical and serum markers, 
MRI is highlighted as a key tool in guiding therapeutic deci-
sions and identifying patients suitable for further treatment 
with cladribine tablets [81, 82, 84, 85].
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9  Limitations

The studies included in the present review are not free of 
limitations. First, there is a discrepancy between the pop-
ulations analyzed in clinical trials and real-world settings 
due to the stricter inclusion criteria applied in clinical trials 
compared with routine clinical practice. Second, caution is 
advised when directly comparing MRI efficacy outcomes 
across studies due to variations in assessment schedules and 
baseline patient characteristics. Furthermore, the interpreta-
tion of such comparisons is complicated by the heterogene-
ity in MRI protocols, including differences in resolution.

Finally, advanced MRI analysis, such as analysis of 
slowly expanding lesions or compartmentalized meningeal 
inflammation, as well as spinal cord volume analysis, were 
not conducted in either clinical trials or real-world studies 
discussed here.

10  Conclusions

Data from observational and real-world studies presented 
in this review underscore the efficacy of cladribine tablets 
in managing the disease course in RMS patients, align-
ing closely with observations from pivotal trials. Specifi-
cally focusing on the impact of cladribine tablets on MRI 
outcomes, the evidence indicates significant reduction in 
T1-Gd+, active T2, and CUA lesions, with noticeable effects 
emerging as early as the second month of treatment. This 
suggests an early and sustained onset of action lasting up to 
24 months [14, 15].

A post-hoc analysis of the CLARITY study showed that 
subjects treated with cladribine tablets exhibited a markedly 
reduced annualized brain atrophy rate over a 2-year period 

when compared with the placebo group [52]. Furthermore, 
comprehensive investigations revealed that grey matter vol-
ume loss occurs at a reduced rate in RRMS patients treated 
with cladribine tablets compared with those receiving pla-
cebo [58]. These MRI findings significantly contributed to 
elucidating the efficacy of cladribine tablets in addressing 
both focal inflammation and diffuse tissue damage (Fig. 2) 
in MS patients. Ongoing analyses from MAGNIFY-MS will 
further evaluate long-term MRI activity to provide addi-
tional evidence on the effectiveness of cladribine in years 
3 and 4.
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