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Progressive Multiple Sclerosis

3.  How to treat PMS?

1.  What is PMS?  

2.  What is “Progression”?

Goals of teaching course:

To provide the  attendee with an improved understanding of the recognition, mechanisms, measurement and  
treatment of Progressive MS



Primary progressive multiple sclerosis can be diagnosed in patients with:


• 1 year of disability progression (retrospectively or prospectively determined) independent of clinical relapse 

Plus two of the following criteria:

• One or more T2-hyperintense lesions* characteristic of multiple sclerosis in one or more of the following 


brain regions: periventricular, cortical or juxtacortical, or infratentorial

• Two or more T2-hyperintense lesions* in the spinal cord

• Presence of CSF-specific oligoclonal bands


*Unlike the 2010 McDonald criteria, no distinction between symptomatic and asymptomatic MRI lesions is required.

2017 McDonald criteria for diagnosis of multiple sclerosis in patients with a disease 
course characterised by progression from onset (primary progressive multiple sclerosis)

  What is PMS?  



Progression    =    a progressive phase of the disease during which disability accrues independent of relapses 

Worsening     =     increasing disability due to residual effects of a relapse or during a progressive phase

Progression and worsening - a cause of confusion 

Thompson AJ and Cicarelli O 

“driven by a continuum of diverse concurrent pathophysiological processes with contributions that vary across individuals and over time” 
Kuhlman T et al 

Multiple sclerosis progression: time for a  

new mechanism-driven framework 

Lancet Neurol 2022 

https://doi.org/10.1016/ 
 S1474-4422(22)00289-7 

https://doi.org/10.1016/


Causes of CNS injury in (P)MS
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3.  How to treat PMS?

• All DMTs approved for RMS  are also approved for Progressive MS with activity  (FDA)

• Ocrelizumab is approved for PPMS and SPMS as above

• Siponimod specifically approved for SPMS and as above as are other S1P Receptor  modulators

• Not  specifically approved  but in active use or with trial evidence of usefulness 

Rituximab

• Natalizumab

• Cladribine

• AHSCT

Simvastatin

Ibudilast

Alpha Lipoic acid

TK and BTK inhibitors

Ofatumumab

• Alemtuzumab



Treatment principles

3. When available add complementary agents that have plausible rationale 

Given the pathological features underlying MS disease processes and the risk from those  
recognised to predict later progression the following seem sensible:  

1. Use the most effective agents available at commencement of treatment 

2. Where possible review efficacy of treatment against MRI parameters, clinical exam (and biomarkers)

4. Disease activity is more important than (outdated) phenotypes


