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HEALTH TECHNOLOGY ASSESSMENT 

Ponvory    

(2 x 2 mg + 2 x 3 mg + 2 x 4 mg + 1 x 5 mg + 1 x 6 mg + 1 x 7 mg + 1 x 8 mg + 1 x 9 mg + 3 

x 10 mg) film-coated tablet Initiation pack x 14  

20 mg film-coated tablet x 28 

INN Ponesimod 

 

Therapeutic indication Ponvory is indicated for the treatment of adult patients with 

relapsing forms of multiple sclerosis (RMS) with active 

disease defined by clinical or imaging features. 

Start - end of the procedure 22.03.2022 – 19.10.2022 

Final decision Inclusion in Annex 1 of the Positive Drug List (PDL) for 

home treatment of diseases reimbursed by the National 

Health Insurance Fund (NHIF). 

Inclusion in Annex 2 of the Positive Drug List (PDL) for 

purchase by the healthcare facilities with state and/or 

municipality ownership and under Article 5 of the Medical 

Establishments Act, and reimbursement by the NHIF. 
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Summary of the report on the clinical and pharmacoeconomic assessment of the health 

technology of the medicinal product Ponvory 

 

Health problem 

 

Multiple sclerosis (MS) is an autoimmune disease with a genetic predisposition that, in 

combination with environmental factors, leads to a cascade of immune responses and disruption 

of the blood-brain barrier, resulting in inflammatory demyelination of the brain's white matter in 

the central nervous system (CNS ) with the participation of T and B lymphocytes and macrophages. 

The conduction of impulses in the CNS is disturbed and this leads to a clinically evident 

neurological deficit. The disease mainly affects young people - with an onset most often between 

the ages of 20 and 40. It has a chronic course lasting between 10-15 years, depending on the clinical 

form. The clinical course is characterized by a variety of transient or progressive neurological 

symptoms. It most often debuts with visual or gross motor symptoms, followed by limb paresis, 

paresthesias, coordination or pelvic-reservoir disorders. MS is classified into 3 clinical forms 

according to the temporal profile of the disease – relapsing-remitting form, secondary-progressive 

form and primary-progressive form. The most common form is relapsing-remitting. During an 

attack, T cells, B cells, and macrophages interact with adhesion molecules on blood vessel surfaces 

to cross the blood-brain barrier weakened by matrix proteinases. Once crossed, T cells and B cells 

release inflammatory mediators and immunoglobulins that target the myelin sheath, while 

macrophages destroy the axon, releasing nitric oxide and oxygen free radicals. This cascade leads 

to demyelination and axonal damage. After demyelination, astrocytes invade the site of the lesion, 

causing gliosis and sclerosis. 

 

The most important goal of disease-modifying treatment is to slow and reduce the patient's 

disability in the long term. This type of therapy is administered outside of an attack to reduce 

clinical and subclinical disease activity that contributes to long-term disability. 

 

Ponvory (Ponesimod) is an S1P receptor modulator that blocks the ability of lymphocytes to leave 

the lymph nodes, thus reducing the number of lymphocytes in the peripheral blood. The 

mechanism of action of ponesimod may involve a reduction in lymphocyte migration into the CNS. 

The selective action on S1P1 receptors and the reversibility of the pharmacological effects of 

ponesimod represent important differences from the first-generation S1P modulator fingolimod 

and have the potential for an improved tolerability and safety profile. 

 

Efficacy data 

 

Trial AC-058B201 is a double-blind, multicenter, placebo-controlled, dose-finding phase 2b trial 

to evaluate the efficacy and safety of ponesimod in the treatment of relapsing-remitting MS. 464 

patients were randomized. Patients were randomized to 3 dose regimens of ponesimod 10 mg, 20 

mg and 40 mg versus placebo for 24 weeks. The trial endpoints were: mean (SD) cumulative 

number of T1 gadolinium-enhanced MRI lesions at weeks 12–24, treatment effect, annualized 

relapse rate at week 24, treatment effect versus placebo, and p value. 
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Trial AC-058B202. All patients who successfully completed trial AC-058B201 had the option to 

cross over to the extension AC-058B202. The trial is a phase 2, multicenter, randomized, double-

blind, parallel, extension to evaluate the efficacy and safety of ponesimod in the treatment of 

relapsing-remitting MS. Patients on active treatment during the first 24 weeks continued on the 

same dose of ponesimod, while those on placebo were randomized in a 1:1:1 ratio to receive 10 

mg, 20 mg, or 40 mg of ponesimod. After completion and analysis of the results of the placebo-

controlled pivotal phase 2b trial, patients receiving 40 mg ponesimod in the extension trial were 

switched to 10 mg ponesimod in a 1:1 ratio, while patients receiving 10 mg ponesimod continued 

at the same dose. 

 

Based on the available data from the two phase 2 trials, ponesimod demonstrated long-term 

efficacy and tolerability with a favorable benefit-risk profile in the treatment of patients with 

relapsing-remitting MS, with 52% of patients continuing treatment for a period of approximately 

9 years. Oral treatment with ponesimod significantly and dose-dependently reduced the number of 

inflammatory lesions in the brain and the frequency of disease attacks. Unlike fingolimod, 

ponesimod showed a clear dose-dependent effect, reaching a plateau at a dose of 20 mg daily. 

Ponesimod was well tolerated at doses of 10 mg and 20 mg, whereas the 40 mg dose was associated 

with an increased risk of serious side effects leading to treatment discontinuation, mainly due to 

pulmonary adverse reactions and dyspnea. A dose of 20 mg appears to provide the most favorable 

benefit-risk ratio, but additional confirmation is needed from the currently ongoing phase 2 trial 

AC-058B202 and other clinical trials. 

 

Trial OPTIMUM AC-058B301 was a phase 3 multicenter, randomized, double-blind, placebo-

controlled trial to establish the efficacy and safety of ponesimod 20 mg versus teriflunomide 14 

mg in patients with relapsing-remitting MS. This trial randomized 1,113 patients in a 1:1 ratio to 

receive ponesimod 20 mg or teriflunomide 14 mg orally daily for a period of 2 years. The primary 

aim of the trial was to assess whether ponesimod was superior to teriflunomide in reducing the 

annualized seizure frequency over 108 weeks. The primary endpoints were mean annual attack 

frequency and the secondary endpoints were mean weekly change in FSIQ-RMS, cumulative 

combined unique MRI lesions, mean and patients with first confirmation cumulative disability at 

week 12. In the conducted trial (OPTIMUM), ponesimod showed superiority over teriflunomide 

in terms of reducing the annual attack frequency, fatigue, MRI activity, brain volume loss and lack 

of disease activity, but not in terms of confirmed disability accumulation. The safety profile is 

consistent with previous safety observations with ponesimod and the known profile of other S1P 

receptor modulators. 

 

Trial OPTIMUM-LT AC-058B303 is a phase 3, multicenter, open-label extension of trial AC-

058B301 (OPTIMUM) to evaluate the long-term safety, tolerability, and disease control of 

ronesimod 20 mg in patients with relapsing-remitting MS. The primary objectives of this extension 

trial are to evaluate the long-term safety, tolerability and effect on disease control of ponesimod, 

as well as the effects of re-initiating ponesimod treatment after interruption and of switching from 

teriflunomide therapy to ponesimod. 
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Safety data 

 

The most commonly reported adverse drug reactions were nasopharyngitis (19.7%), elevated 

alanine aminotransferase (ALAT) (17.9%) and upper respiratory tract infection (11%). 

 

Data on comparators 

 

The selection of the comparative alternatives includes the medicinal products approved for first-

line therapy modifying the course of relapsing-remitting MS in our country at the moment, namely 

interferon beta-1a (Avonex, Rebif and Plegridy) and interferon beta-1b (Betaferon and Extavia), 

glatiramer acetate, dimethyl fumarate and teriflunomide. 

 

Pharmacoeconomic indicators 

 

Published health technology assessments performed by governmental institutions intended 

for the health care systems of other countries 

 

Five health technology assessments from the governmental institutions of other countries were 

found, of which only HAS (France) issued a positive opinion. NICE (UK) recommends Ponesimod 

for the treatment of relapsing-remitting MS in adult patients with active disease defined by clinical 

or imaging features. SMC (Scotland) reports that there are significant health benefits for patients 

with EDSS ≤ 3.5. TLV (Sweden) determines that the new health technology provides a new 

treatment option for RMS patients who have low to moderate disease activity.  

 

Applied analysis 

A cost-utility pharmacoeconomic analysis (CUA) was applied, where the final result in terms of 

health benefits was presented in the form of life years (LYs) gained and quality-adjusted life years 

(QALYs). A class of interferons (Avonex, Rebif, Betaferon, Extavia, Plegridy), Dimethyl 

fumarate, Glatiramer acetate and Teriflunomide were selected as comparative alternatives. The 

perspective of the analysis is that of the paying institution - the National Health Insurance Fund 

(NHIF). The time horizon is fixed for life (50 years). Health benefits and costs are discounted with 

an annual discount factor of 3.5%. The analysis used a Cohort model with a structure based on the 

structure of a Markov model.  

 

The conclusions from the analysis show that ponesimod therapy results in higher treatment costs 

compared to teriflunomide with higher health benefits in terms of more life years and more quality-

adjusted life years gained. The analysis demonstrated an ICER of the compared technologies 

placing ponesimod therapy below the favorable cost-effectiveness threshold. 

 

Costs for the assessed health technology 

Only direct medical costs were included in the model - costs of treatment with ponesimod, costs 

of alternative treatments, costs of follow-up of patients with relapsing-remitting multiple sclerosis, 

costs of control of attacks and costs of control of adverse events. 
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Subgroup analysis 

Not attached. 

 

Budget impact analysis 

The analysis of the budget impact was conducted from the point of view of the paying public 

institution - NHIF. The time horizon of the budget impact analysis is 5 years. The expected number 

of patients suitable for treatment with Ponvory and alternatives in patients with MS, first-line 

therapy in the first year is 22, and in the fifth - 220. The analysis presents two scenarios - "World 

without Ponvory" and "World with Ponvory". 

 

If the Ponvory health technology is reimbursed, the budget impact forecasts an increase in NHIF 

expenditure over a five-year period, excluding risk-sharing agreements and patient access 

schemes. 

 

Conclusion 

 

In the conducted clinical trials, Ponvory (ponesimod) showed a good therapeutic effect by reducing 

the annual frequency of disease attacks and disability, reduced brain inflammatory changes and 

brain volume loss, positively affected the quality of life of patients and at the same time 

demonstrated a good safety profile, as the obtained results are better and/or no worse than available 

drug alternatives. The oral form is convenient for patients and promotes adherence to therapy. 

Budgetary impact forecasts an increase in NHIF expenditures over a period of five years. 


