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60 Second Summary

disease with a pathogenesis that 
derives from the complexities 

nervous system lends its self 

guidelines and consensus 
statements to guide therapeutic 

the case in view of the rapidly 

compounds and therapeutic 

for the different stages of 

Guidelines and consensus 
statements aim to provide 
orientation to the less 
specialized health care 
professional, inform patients 

standards of care and 
harmonizing treatment policies, 
often with implications for 

wide range of implications, 

interests, the value and 
acceptance of guidelines 
depends on the transparency 
of the development process 

professional authority and 
recognition of those involved, 
particularly when it comes to 
“softer” recommendations 
that are not derived from 

An explicit goal of multiple 

quality of life” of the patient, 
with the option to use highly 
effective therapeutics early or as 

Presently, two treatment 
approaches dominate the 
selection of optimal therapy 

evaluating the individual 

progression and considering 

Question 1: when should 
disease-modifying 
immunotherapy be initiated? 
Before or after the onset of 
disability? Already with CIS 
(e.g., isolated optic neuritis)?

An explicit goal of multiple 

quality of life” of the patient, 
with the option to use highly 
effective therapeutics early or as 

appropriate disease-modifying 
 based 

on the individual patient, and 
incorporates a situation and 
prognostic analysis that includes 
disease activity, disease severity, 

patient’s age, gender, and living 

should prevent the accumulation 
of disability

localization), and iii) regression 
of relapse(s), disease activity, 
and disease severity (measured 

relapses (severity of clinical 
symptoms/duration/tendency 

an annual or more frequent 
examination, including a careful 

to the EDSS, standardized 
instruments for assessing clinical 

the Brief International Cognitive 

categorical and rigid: they 
require continuous review and 

data indicate that later initiation 

1,2,3

In addition to preventing acute 
episodes of the disease, 
prophylactic therapy may reduce 

deterioration or secondary 
4

Due to the great heterogeneity 

further individual patient’s course 

in the longer term, there are no 

In individual cases, a wait-
and-see approach with regular 

patients with very low lesion 
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In the context of a clinically 
isolated syndrome (CIS) 
suggestive of central nervous 

as a monofocal or multifocal 

or hemispheric syndrome, 

position on the management of 

licensed medical treatments 

siponimod is a recently approved 

it is of utmost importance that in 
this early phase of the disease, 

aware of and compliant to the 
need to monitor the situation 

treatment and management in 
the long term to prevent disease 

follow-up and patient education 

optic neuritis without further 
evidence of CNS pathology on 

Hence, here disease monitoring 

option to consider in discussion 
5 In patients with 

further evidence of CNS lesions 

activity persists/recurs, treatment 
is escalated to a more potent 

approach, treatment is initiated 

modifying therapy already at the 

Limiting current treatment 
recommendations to the 

regarding the current data 
situation and diminishes the 

to grade disease-modifying 
therapies according to potency 
and thus divides medications 

unsound as any minimal 
differences in the percentage 

the drugs due to different study 

diagnosis, medical therapy needs 

In case of no immediate medical 
treatment, disease monitoring 

opportunity for an effective early 

Generally, under exclusion of 
other differential diagnostic 
causes, CIS patients (regardless 

choice of immunotherapy 

relapse regression, iii) multifocal 

infratentorial lesions on diagnostic 

actively recommended given the 

Here, depending on the individual 

Importantly, the treatment of 

delayed and should not follow 
an escalation approach in the 

many cases previously considered 
6, 7

Question 2: which disease-
modifying therapy should be 
selected when? Should a less 
potent and low-risk therapy 
initially be selected for all 
patients, or should some 
patients immediately receive 

more complex monitoring?  
To be considered in this 
context: escalation in three 
stages versus individually 
adjusted escalation

Presently, two treatment 
approaches dominate the 
selection of optimal therapy for 

escalation approach, lower-

Figure 1
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approach ultimately results in 
a “three-part division” of the 

the preferential approach, does 

consensus recommendations, 

according to which not only the 

more proactive therapy concepts 
and the freedom of therapy are 
ultimately restricted with a three-

must occur on an individual 

several factors: clinical symptoms, 

therapeutic agent, side effects of 
the therapeutic agent, handling, 
route of administration, and the 

patient’s life circumstances and 
 A general rule 

applies: the more potent the 

escalation regimen, in which 
therapy is always started with a 
less effective drug and switched 

activity persists, was initially 
advocated when only a few 

therapies, the hit-hard-and-
early concept was postulated, 
recommending the use of 

onset, in analogy to, for example, 

that might demonstrate the 
superiority of one of these 
therapeutic approaches have 

studies already suggest that in 
patients with disease activity, 

progression or transition to 

2, 4

delaying therapy initiation early in 
the disease: persistent clinical or 

 
under less effective therapy  

activation of signaling pathways 
associated with progressive 

 
 

and require an individual  

or immune reconstitution 

autologous hematopoietic stem 
cell transplantation, have a 

On the other hand, a proportion 

the end of therapy, inducing 
long-lasting therapy-free disease 

10,11,12

conventional immunotherapies 
require continuous therapy 

counting towards the individual 

Considering the disease course 
in the long term, there is an 

data, although prospective 

side effects and in consideration 
of individual life circumstances, 

following the neurologist’s 
recommendations and the 

Different therapy concepts 
exist within the group of high-
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immediate with application and 

and S1P receptor modulators 

to the mechanism of action), 

due to immune depletion and 

also permanent therapy-free 

Although the DGN guideline 
mentions chronic/continuous 
versus pulsed therapy 
approaches, it clearly prefers 

data for pulsed therapies, which, 

especially since the patient must 

10

Question 3: when should the 
immunotherapy be terminated? 
Should the therapy generally be 
terminated after a few5 years, 
or is long-term and sometimes 
permanent therapy feasible? 
To be considered in this 
context: the problem of disease 
reactivation/rebound

clinically highly relevant question 

data result from retrospective 

and comprising relatively small 

therapies, disease progression is 
13

results are consistent with smaller 

if treatment is well tolerated and 

Special consideration must 

and the S1P receptor modulators 

without a concept for follow-up 

(challenging situations arise, 
for example, in the context of 

cases, in the sense that disease 

follow-up treatment is part of the 

a need for follow-up treatment, 
 

treating recurrent disease activity 
again with CD52 depletion  
(with the prospect of achieving 

Only a few controlled 
studies currently exist for 
the discontinuation of B-cell 

and therefore ultimately a 
return of disease activity, can 

dominance of the depletion 

repopulating immune cell types) 

 

guidelines for monitoring and 
appropriate action plans for 

to disease activity in relation to 
age, effects of therapy relating 
to age, and phenomena of 
immune senescence versus 

and the effect of immunotherapy, 

When weighing the therapeutic 

considering disease activity 

We generally recommend that 

and/or radiological monitoring, 
and are without any safety or 

treatment is associated with the 

activity and/or progression, 
depending on the mechanism 

pausing treatment at a patient’s 
explicit request (without planned 

if adhering to clear guidelines for 

itself very clearly towards the 
discontinuation of disease-
modifying therapy in the long term 

and strongly recommends this 

or pausing of therapy at the 
explicit request of the patient 
(without a planned follow-up 

clear conditions for clinical and 

discontinuation studies have only 

On the other hand, there are clear 

“re-activation” in the sense of 
disease progression at any time, 
as well as data on a re-activation 

In addition, increased disease 

this line of critique, from the point 

safety for the patient higher than 
modern options for long-term 

Several studies and reports 

paraclinical disease activity after 

after discontinuation depends on 
various factors such as disease 
severity in the individual patient, 

pulsed immunotherapies tend to 

term, maintenance therapies 
suggest a more rapid return of 

14, 15 In addition, there 
are immunopathogenic factors 

Another factor to consider 
is differences in wash-out 

and initiation of follow-up 
treatment (typically from one to six 

this context is given to drugs that 
16, 17 For 

them, in addition to the expected 
recurrence of disease activity due 
to discontinuation, various reports 

return of disease activity to a level 

individual after discontinuing 

appropriate follow-up treatment 

to prevent the potential recurrence 

Hence, discontinuation or 
suspension of a medication for 
the therapy of (highly) active 

when selecting a follow-up 

disease activity, the larger the 
need for immediate initiation of a 

activity of the previous medication 

called maintenance therapies 

and pulsed therapies, 

of recurrence of disease activity 

arise further down the line when 
patients with initially active disease 

including the authors of the North 
American guideline, recommend 
discontinuing therapy when there is 

However, it is unclear whether the 

despite not affecting progression, 
meaning that patients would 

patients, close monitoring of 
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