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Evoluzione della terapia 









 

>800 pts in Pharmacology studies using 0,5 to 40  

   mg dose 

High oral bioavailability with no food effect 

Metabolized by cytochrome CyP450-4F2; no DDI;  

    no toxic metabolites 

T1/2 of 6-9 days 

No dose adjustment ( renal, hepatic dysfunction,  

    age, gender, race) 

Clinical Pharmacology 



 

Reduced lymphocyte count: 70%  

   reduction at 0.5 mg steady state 

Heart rate decrease on day 1, attenuates  

   over time 

Mild-moderate decrease in FEV1 at high  

   dose ( 5.0 mg) 

 

Pharmacodynamics 



Forrest M et al, J Pharm Exp Ther 2004 



Forrest M et al, J Pharm Exp Ther 2004 



 

Highly effective compared to placebo 

Strong efficacy compared to IFN beta-1a 

Doses of 0.5 mg and 1.25 mg per day  

    studied in Phase 3 with similar results in  

    both groups  

Efficacy on multiple, validated measures in  

   large, well-controlled studies 

Unique Efficacy Profile in Relapsing MS 









SIDE EFFECTS 



 

Largest safety database in MS for an NDA  

    submission 

Over 2600 multiple Sclerosis patients 

More than 4500 patient-years of exposure 

1224 treated for more than 2 years and 135  

    treated for more than 5 years 

Comprehensive Safety Program with 
Identified and Manageable Risks 

W Collins, Safety Lead, Fingolimod Drug Safety & Epidemiology 



 

Heart rate and blood pressure 

Liver enzymes 

Macular edema 

Infections  

Malignancy 

Polmonary 

Dose-dependent effects associated with fingolimod   

    use at higher dose 

 

Special areas of safety interest have been 
identified and studied 

W Collins, Safety Lead, Fingolimod Drug Safety & Epidemiology 















Safety Areas of Special Interest 

• Pharmacodynamic effects: 
• Blood Pressure increase 





Patients with Increase in Blood Pressure 

Systolic BP                      0,5 mg     1,25 mg  

                                          N=1176    N=1302 

    

≥160 mmHg                      3,4           6,1                                       

≥20 mmHg from BS         27            32 

 

Diastolic BP 

≥100 mmHg                       6,9         10 

≥15 mmHg  from BS        24,7        29 

All studies Fingolimod 

W Collins, Safety Lead, Fingolimod Drug Safety & Epidemiology 



 

Efficacy on all relevant measures compared to  

    placebo over 2 years 

Efficacy compared to 1-line therapy (over 1 year) 

Oral formulation leads to enhanced convenience,  

    tolerability and potentially adherence to therapy 

 

Heart rate, blood pressure, macular edema, liver  

    enzymes, infections, pregnancy 

 

     

    

Overall Assessment of Benefit-Risk 

Benefit 

Risk 

W Collins, Safety Lead, Fingolimod Drug Safety & Epidemiology 









Rischio CV e  
sclerosi multipla 





























Anticonvulsionanti 

Ansiolitici 

Antispastici 

Gaba-like 

Baclofen 

Benzodiazepine 

Antiaggreganti, statine e antipertensivi 

Rischi e benefici della terapia 











































The peroneal microneurographic  

      sympathetic activity 







Rischio 

   CV 





















Take home message 

• I pazienti con SM presentano 
un basso rischio CV legato in 
parte alla disfunzione del SN 
simpatico 

• I farmaci antipertensivi non 
modificano la storia e la 
prognosi della SM 

• Dati promettenti con amiloride 
in termini di neuroprotezione 

• Tra i DMT, natalizumab 
presenta il profilo CV migliore 
 



È molto, molto difficile mettere d’accordo 

cuore e cervello.  

Pensa che, nel mio caso, non si  

rivolgono nemmeno la parola.  


