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Ponesimod (Ponvory™) New Drug Update 
April 2021 

Nonproprietary Name ponesimod 
Brand Name Ponvory 
Manufacturer Janssen 
Form Tablet 
Strength 2 mg, 3 mg, 4 mg, 5 mg, 6 mg, 7 mg, 8 mg, 9 mg, 10 mg, and 20 mg 
FDA Approval March 18, 2021 
Market Availability Available 
FDA Approval Classification Standard 
FDB Classification- Specific 
Therapeutic Class (HIC3) 

Agents to treat multiple sclerosis (H0E) 

INDICATION1 
Ponesimod (Ponvory), a sphingosine 1-phosphate (S1P) receptor modulator, is indicated for the 
treatment of relapsing forms of multiple sclerosis (MS), to include clinically isolated syndrome (CIS), 
relapsing-remitting disease (RRMS), and active secondary progressive disease (SPMS), in adults. 

PHARMACOKINETICS 
Following oral dosing, ponesimod maximum concentration (Cmax) and overall exposure (AUC) increase in 
a dose proportional manner, and steady-state is achieved after 3 days of maintenance dosing. Cmax is 
achieved approximately 2 to 4 hours post-dose, and ponesimod has an oral bioavailability of 84% (10 
mg). Food does not have a clinically important effect on ponesimod pharmacokinetics. Ponesimod is 
highly protein bound (> 99%) and is extensively metabolized to 2 primary metabolites (M12 and M13; 
inactive at recommended doses). It is metabolized through a combination of non-cytochrome P450 
(CYP450) and CYP450 enzymatic processes. Following a single dose, its total clearance is 3.8 L/hr and 
57% to 80% is excreted in the feces (16% unchanged; 10% to 18% urine). Ponesimod has a half-life of 
approximately 33 hours. 

CONTRAINDICATIONS/WARNINGS 
Ponesimod is contraindicated in patients who, in the last 6 months, have had a myocardial infarction 
(MI), unstable angina, transient ischemic attack (TIA), stroke, Class III or IV heart failure (HF), or 
decompensated HF requiring hospitalization. It is also contraindicated in patients with Mobitz type II 
second-degree or third-degree atrioventricular (AV) block, sick sinus syndrome, or sino-atrial (SA) block, 
unless the patient has a functioning pacemaker. 
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Ponesimod labeling contains a warning regarding the risk of infections; it causes a dose-dependent 
decrease in the peripheral lymphocyte count of approximately 30% to 40% due to lymphoid tissue 
sequestration of lymphocytes, which may increase a patient’s susceptibility to infection. Lymphocyte 
levels are expected to return to normal range in 90% of patients within 1 week following treatment 
discontinuation. A recent (within 6 months) complete blood count (CBC), including lymphocyte count, 
should be reviewed prior to initiating treatment with ponesimod. Life-threatening and potentially fatal 
infections have been reported with other S1P receptor modulators. Initiation of ponesimod should be 
delayed in patients with an active infection until resolution, and vigilance for infection should continue 
for 1 to 2 weeks following treatment discontinuation. Should a patient develop a serious infection, 
interruption of therapy should be considered. In a key clinical trial of ponesimod, while overall infections 
were similar to its comparator (teriflunomide), a greater risk of upper respiratory tract infections (URTIs) 
occurred with ponesimod. Cases of herpes simplex encephalitis, varicella zoster virus (VZV) meningitis, 
fatal cryptococcal meningitis (CM) and disseminated cryptococcal infections, and progressive multifocal 
leukoencephalopathy (PML) have occurred with other S1P receptor modulators. Patients without 
confirmed vaccination history of varicella or without full documentation of VZV should be tested for VZV 
antibodies prior to initiating ponesimod. If needed, the full vaccination series should be administered, 
and ponesimod treatment initiation should be delayed until 4 weeks following full course completion. If 
a cryptococcal infection or PML is suspected, a full workup, and treatment as appropriate, should be 
completed promptly, and ponesimod should be withheld until these infections are excluded. If PML 
occurs, ponesimod should be discontinued. Necessary live attenuated vaccines should be administered 
at least 1 month prior to initiation of ponesimod; live attenuated vaccines should then be avoided during 
treatment and for 1 to 2 weeks following discontinuation. There are no data on the efficacy and safety 
of vaccinations in patients taking ponesimod. Agents that may affect the immune system (e.g., anti-
neoplastic, immune-modulating, immunosuppressive therapies [including corticosteroids]) should be 
coadministered cautiously. When switching from medications that have prolonged effects on the 
immune system, the mechanism of action and half-life should be considered to avoid unintended 
additive immunosuppression. Use of ponesimod following alemtuzumab treatment is not 
recommended. Following discontinuation, ponesimod may remain in the blood for up to 1 week; 
however, residual pharmacodynamic effects may persist for 1 to 2 weeks following the last dose. Caution 
should be exercised for 2 weeks following the last dose of ponesimod to prevent additive 
immunosuppression. 

Transient bradyarrhythmias and AV conduction delays can occur with ponesimod. As a result, the dose 
must be titrated up to the maintenance dose. Several treatment populations were excluded from the 
key, phase 3 trial leading to its approval, including those with a baseline resting heart rate (HR) < 50 
beats per minute (bpm), patient populations for which ponesimod carries a contraindication, elevated 
corrected QT interval [> 470 msec females, > 450 msec males], uncontrolled arterial hypertension, 
history of syncope with cardiac disorders). Following the first titration dose, the decrease in HR typically 
occurs within 1 hour, reaches its nadir after 2 to 4 hours, and returns to baseline after 4 to 5 hours. The 
mean HR decrease on the first day was 6 bpm, but the HR impact is less pronounced on subsequent 
titrations; however, cases of asymptomatic HR < 40 bpm occurred in a clinical study. First-degree AV 
block occurred in more patients in clinical trials of ponesimod compared to its comparator; however, 
these abnormalities were transient, asymptomatic, and resolved within 24 hours without intervention 
or discontinuation. Advice from a cardiologist is recommended prior to initiating treatment in patients 
with a significant QT prolongation (corrected QT > 500 msec), atrial fibrillation or flutter or an arrhythmia 
treated with Class Ia or III antiarrhythmic drugs, unstable ischemic heart disease, decompensated HF 
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occurring 6 months prior to initiation, history of cardiac arrest, uncontrolled hypertension, 
cerebrovascular disease (e.g., TIA, stroke > 6 months prior), or a history of  Mobitz Type II second degree 
AV block or higher-grade AV block, sick-sinus syndrome, or SA heart block. Ponesimod is not 
recommended in patients with a history of cardiac arrest, cerebrovascular disease (e.g., TIA, stroke 
occurring > 6 months prior), uncontrolled hypertension, or severe untreated sleep apnea. Use in patients 
with recurrent syncope or symptomatic bradycardia should be based on risk versus benefit assessment. 
If considered, a cardiologist should be consulted for proper monitoring. Advice from a cardiologist should 
also be sought in patients receiving concurrent therapy with drugs that decrease HR (e.g., beta-blockers, 
non-dihydropyridine calcium channel blockers, digoxin), as these may be associated with severe 
bradycardia and heart block. The resting HR should be > 55 bpm prior to initiating ponesimod in patients 
on a beta-blocker. If ≤ 55 bpm, the beta-blocker can be interrupted until it is > 55 bpm, and then 
ponesimod can be initiated. Prior to initiation of ponesimod, an electrocardiogram (ECG) should be 
obtained in all patients. In addition first dose monitoring is recommended in patients with sinus 
bradycardia, first-or second-degree (Mobitz type I) AV block, or a history of MI or HF with onset > 6 
months prior to initiation. Following titration, the beta-blocker may be resumed. If ≥ 4 consecutive daily 
doses of ponesimod are missed during titration or maintenance dosing, the titration should be 
reinitiated. 

Increased blood pressure has occurred in patients treated with ponesimod. In clinical trials this was seen 
after 1 month of continuous therapy with ponesimod, with an average increase of 2.9 mm Hg in systolic 
blood pressure and 2.8 mm Hg in diastolic blood pressure. Therefore, blood pressure should be 
monitored and managed appropriately.  

Ponesimod can cause dose-dependent reductions in forced expiratory volume over 1 second (FEV1) and 
diffusion lung capacity for carbon monoxide (DLCO), which occurred mostly during the first month 
following treatment initiation. Data are too insufficient to determine if these changes are reversible 
following treatment discontinuation, but ponesimod should be used with caution in patients with severe 
respiratory disease (e.g., pulmonary fibrosis, asthma, chronic obstructive pulmonary disease). 
Respiratory function should be assessed during therapy with ponesimod as clinically indicated.  

Elevated hepatic transaminases may occur with ponesimod. Recent  (within 6 months) transaminase and 
bilirubin levels should be obtained prior to initiating ponesimod. The median time to 3-fold elevation of 
the upper limit of normal (ULN) of alanine aminotransferase (ALT) was 3 months, after which the 
majority of patients continued treatment and with values returning to < 3 times the ULN within 2 to 4 
weeks. Patients should have hepatic enzymes checked if they have symptoms suggestive of hepatic 
dysfunction. Discontinuations due to hepatic enzyme elevations occurred more frequently with 
ponesimod than the comparator in a key clinical study.  

Skin malignancies, such as basal cell carcinoma, melanoma, and squamous cell carcinoma, have occurred 
in patients treated with S1P receptor modulators, including ponesimod. Periodic skin examination is 
recommended for all patients, and patients and providers should monitor for suspicious skin lesions. 
Prompt evaluation of suspicious lesions is recommended. Patients should also limit ultraviolet (UV) 
exposure and use UV protection when avoidance is unavoidable. Concomitant phototherapy is not 
recommended.  

Macular edema has occurred with ponesimod and other S1P receptor modulators. An ophthalmic 
evaluation of the fundus, including the macula, is recommended prior to treatment and when a patient 
reports any visual changes. Continuation of ponesimod in patients with macular edema has not been 
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evaluated. Patients at a greater risk (e.g., uveitis, diabetes mellitus) for macular edema should have more 
regular ophthalmic evaluations. 

Cases of posterior reversible encephalopathy syndrome (PRES) have occurred with another S1P receptor 
modulator. If symptoms of PRES (e.g., unexpected neurologic or psychiatric symptoms, symptoms of 
increased intracranial pressure, neurologic deterioration) occur, the prescriber should complete a 
physical and neurologic examination and consider appropriate imaging. If PRES is suspected, ponesimod 
should be discontinued. 

Severe exacerbation of disease has been reported following discontinuation of a S1P receptor 
modulator. Patients should be observed for increased disability upon discontinuation. 

Based on animal studies, ponesimod may cause fetal harm. Effective contraception should be used in 
patients of childbearing potential during ponesimod use and for at least 1 week following treatment 
discontinuation. 

DRUG INTERACTIONS 
As described above, ponesimod has not been studied with anti-neoplastic and other immune modulating 
or immune suppressive therapies; use caution due to the risk of additive immunosuppression during 
concomitant use and when switching therapies. It should not be used following alemtuzumab treatment.  

Ponesimod has not been studied with QT-prolongating agents. Ponesimod should generally not be 
initiated in patients taking QT-prolongating agents with arrhythmogenic properties; if treatment with 
ponesimod is considered, a cardiologist should be consulted. Caution should be exercised when used 
concomitantly with beta-blockers, but ponesimod can be used in patients taking beta-blockers, as 
described above. 

Vaccinations may be less effective during treatment with ponesimod and for 1 to 2 weeks following 
discontinuation. Live attenuated vaccines increase the risk of infection with ponesimod and should be 
avoided during ponesimod treatment and for 1 to 2 weeks following discontinuation.  

Concomitant use of strong CYP3A4 and UGT1A1 inducers (e.g., carbamazepine, phenytoin, rifampin) may 
decrease exposure of ponesimod. The clinical impact of this is unknown, but coadministration is not 
recommended.  

COMMON ADVERSE EFFECTS 
The most common adverse reactions (incidence ≥ 5%) reported in clinical trials of ponesimod compared 
to teriflunomide, respectively, were upper respiratory tract infection (37% versus 34%), hepatic 
transaminase elevation (23% versus 12%; increased ALT > 3 times ULN [17.3% versus 8.3%]), 
hypertension (10% versus 9%), FEV1 reduction (8.3% versus 4.4%), urinary tract infection (6% versus 5%), 
sinus bradycardia (5.8% versus 1.6%), dyspnea (5% versus 1%), and dizziness (5% versus 3%).  

Other notable adverse effects occurring in clinical trials with ponesimod compared to teriflunomide, 
respectively, were increased ALT > 5 times ULN (4.6% versus 2.5%), AV block (3.4% versus 1.2%), serious 
or severe infections (1.6% versus 0.9%), seizures (1.4% versus 0.2%), and basal cell carcinoma (0.4% 
versus 0.2%). 
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SPECIAL POPULATIONS  

Pregnancy 
There are no adequate and well-controlled clinical studies regarding the effects of ponesimod in 
pregnancy; however, based on animal studies, ponesimod may cause fetal harm. Contraception should 
be used in patients with child-bearing potential during use and for 1 week following discontinuation.  

Pediatrics 
Safety and effectiveness of ponesimod have not been established in patients < 18 years of age.  

Geriatrics 
Clinical studies of ponesimod are insufficient to determine if older adults respond differently to 
ponesimod compared to younger adults; use cautiously in older adults. 

Hepatic Impairment 
No dosage adjustment is needed in patients with mild hepatic impairment, but ponesimod is not 
recommended in patients with moderate or severe hepatic impairment (Child-Pugh class B and C, 
respectively). 

Renal Impairment 
No dose adjustment is necessary in patients with renal impairment. Dialysis is not expected to alter 
ponesimod concentrations. 

DOSAGES 

Pretreatment Assessment 
A CBC, including lymphocyte count, and liver function tests (e.g., transaminase, bilirubin) should be 
obtained within 6 months prior to initiation of ponesimod. An ECG should be obtained to determine if 
there are preexisting cardiac conduction abnormalities. Should patients have preexisting conditions, a 
cardiologist should be consulted as described above. A medication history should also be obtained to 
determine if the patient is taking medications that could slow the HR, affect AV conduction, or could 
impact the immune system. Prior to initiating ponesimod, a vaccine history, with antibody testing as 
needed, should also be obtained and addressed accordingly. An ophthalmic evaluation, as described 
above, should also occur prior to initiation.  

Dosing Recommendations 
The recommended maintenance dose of ponesimod is 20 mg once daily following the initial titration. 
Patients should initiate treatment using the starter pack for the 14-day titration. On days 1 and 2, the 
dose is 2 mg once daily, followed by 3 mg once daily on days 3 and 4, 4 mg once daily on days 5 and 6, 5 
mg on day 7, 6 mg on day 8, 7 mg on day 9, 8 mg on day 10, 9 mg on day 11, and 10 mg on days 12, 13, 
and 14. The patient then begins the maintenance dose of 20 mg once daily on day 15 and thereafter. 
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Monitoring 
First dose, 4-hour monitoring is recommended in patients with sinus bradycardia (HR < 55 bpm), first- or 
second-degree (Mobitz type I) AV block, or a history of MI or HF occurring > 6 months prior to treatment 
initiation who are in a stable condition. Ponesimod should be administered in a setting with resources 
appropriate for managing symptomatic bradycardia, and patients should be monitored for 4 hours after 
the first dose with a minimum of hourly pulse and blood pressure measurements. An ECG should be 
obtained prior to dosing and the end of the 4-hour monitoring period. Should any of the following 
abnormalities occur, even if asymptomatic, the monitoring should continue until the abnormality 
resolves: HR < 45 bpm 4 hours post-dose, HR is at its lowest 4 hours post-dose, or the 4-hour, post-dose 
ECG shows new onset second-degree or higher AV block. If the patient has symptomatic bradycardia, 
arrhythmias, conduction-related symptoms, corrected QT ≥ 500 msec, or new onset second degree or 
higher AV blocker at 4 hours post-dose, the provider should initiate appropriate management, begin 
continuous ECG monitoring, and continue monitoring until resolved. If pharmacologic management is 
needed, monitoring should continue overnight and 4-hour monitoring should also occur with the second 
dose. The most appropriate monitoring recommendations should be obtained via consultation with a 
cardiologist in select patient populations, as described above.  

CLINICAL TRIALS2,3 
A literature search was performed using “ponesimod” and “multiple sclerosis.” 

A phase 3, multinational, double-blind, active comparator, randomized clinical trial, OPTIMUM, 
compared the efficacy and safety of ponesimod and teriflunomide for the treatment of MS (n=1,133). 
Eligible patients consisted of adults aged 18 to 55 years with a diagnosis of MS (per the 2010 McDonald 
criteria) with a relapsing course from onset, an Expanded Disability Status Scale (EDSS) score of 0 to 5.5, 
and recent clinical or magnetic resonance imaging (MRI) disease activity. Patients were randomized 1:1 
to 20 mg ponesimod, following a 14-day titration, or 14 mg teriflunomide once daily for 108 weeks.  

The primary outcome was the annualized relapse rate (ARR) based on the number of confirmed relapses 
per patient-year to the end of the study based on intent-to-treat (ITT). Confirmed relapses were defined 
as new, recurrent, or worsened neurological symptoms occurring ≥ 30 days following the onset of a 
previous relapse that lasts ≥ 24 hours, occurs in the absence of a fever or infection, and is accompanied 
by a documented increase in the EDSS or other functional assessment from a clinical assessment. 
Secondary endpoints included symptom changes, as measured by the Fatigue Symptom and Impact 
Questionnaire-Relapsing Multiple Sclerosis (FSIQ-RMS; range, 0 to 100; higher scores represent more 
fatigue) at week 108, time to 12-week and 24-week confirmed disability accumulation (CDA; new Gd+ 
T1 lesions or new or enlarging T2 lesions), and the number of combined unique active lesions (CUAL) per 
year on MRI. The investigators also assessed tolerability and safety.  

Of the included patients, the median age was 37 years (range, 18 to 55 years), 64.9% were women, and 
the mean EDSS score was approximately 2.6. Baseline characteristics were generally comparable 
between groups, with the exception of the presence of enhancing lesions, which was higher in the 
ponesimod group at baseline. At study completion, the ARR was 0.202 with ponesimod and 0.29 with 
teriflunomide (rate ratio, 0.695; 99% confidence interval [CI], 0.536 to 0.902; p<0.001), resulting in a 
30.5% relative reduction in ARR for ponesimod compared to teriflunomide. The change from baseline in 
the FSIQ-RMS weekly symptom score at week 108 was lower with ponesimod than teriflunomide 
(difference, -3.57; 95% CI, -5.83 to -1.32; p=0.002). The mean number of CUAL per year using annual 
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MRIs at week 108 was 1.405 with ponesimod versus 3.164 with teriflunomide (rate ratio, 0.444; 95% CI, 
0.364 to 0.542; p<0.001). The investigators found no difference in 12-week and 24-week CDA (p=0.29 
and p=0.37, respectively).  

Regarding safety and tolerability, treatment-emergent adverse effects (TEAEs) were similar in both 
groups; however, TEAEs leading to discontinuation occurred more frequently in the ponesimod group 
compared to teriflunomide (8.7% versus 6%, respectively).  

OTHER DRUGS USED FOR CONDITION4,5 
Other drugs FDA-approved for the treatment of relapsing forms of MS include alemtuzumab 
(Lemtrada®), cladribine (Mavenclad®), dimethyl fumarate (Tecfidera®), diroximel fumarate (Vumerity®), 
fingolimod (Gilenya®), glatiramer acetate (Copaxone®, Glatopa®), interferon ß-1a (Avonex®), interferon 
ß-1a (Rebif®), pegylated interferon ß-1a (Plegridy®), interferon ß-1b (Betaseron®), interferon ß-1b 
(Extavia®), mitoxantrone, monomethyl fumarate (Bafiertam®), natalizumab (Tysabri®), ocrelizumab 
(Ocrevus®), ofatumumab (Kesimpta®), ozanimod (Zeposia®), siponimod (Mayzent®), and teriflunomide 
(Aubagio®).  Fingolimod, ozanimod, and siponimod are also S1P receptor modulators. 

Alemtuzumab, natalizumab, and ocrelizumab are administered by intravenous (IV) infusion; glatiramer 
acetate, interferon ß-1b, and ofatumumab are administered subcutaneously (SC); and cladribine, 
dimethyl fumarate, diroximel fumarate, fingolimod, monomethyl fumarate, ozanimod, siponimod, and 
teriflunomide are administered orally. Interferon ß-1a and pegylated interferon ß-1a are available in 
both IM and SC formulations.  

Dalfampridine (Ampyra®), an oral agent, is approved only to improve walking in patients with MS; it is 
not approved as a disease-modifying therapy (DMT). 

Other agents used in the treatment of MS include rituximab (off-label use), azathioprine (off-label use), 
IV immune globulin (off-label use), and glucocorticoids. Several of these agents are limited by adverse 
effects and/or rigorous supporting data. 

PLACE IN THERAPY6,7,8,9,10,11 
MS is a complex human autoimmune-type inflammatory disease of the central nervous system (CNS). 
Although the etiology is predominantly unknown, MS is characterized pathologically by demyelination 
and subsequent axonal degeneration. It is estimated that nearly 1 million people are living with MS in 
the US, and it occurs more commonly in Caucasians and females.  

At onset of the disease, MS can be categorized as relapsing-remitting MS (RRMS; observed in 
approximately 85% of patients) or primary progressive (PPMS; observed in 10% of patients), which is 
progressive from disease onset. Secondary progressive MS (SPMS) is defined as RRMS course at onset, 
followed by progression with or without occasional relapses, minor remissions, and plateaus; most 
patients eventually convert to progressive MS. CIS is the first episode of neurologic symptoms due to 
inflammation or demyelination lasting ≥ 24 hours. Patients with CIS who also have MRI-detected brain 
lesions consistent with MS are at high risk of developing MS. 

Treatments for relapsing disease is primarily focused on DMT, which aims to decrease relapse rate and 
slow the accumulation of MRI-detected brain lesions. Several agents, each with varying proposed 
mechanisms, routes of administration, and adverse effect profiles, are available; however, no agent is 
considered curative. In 2018, the Guideline Development, Dissemination, and Implementation 
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Subcommittee of the American Academy of Neurology (AAN) developed and published practice 
guidelines for DMT for adults with MS based on findings from a systematic review, a modified Delphi 
process, consensus, and patient engagement. Regarding treatment initiation, AAN states that clinicians 
should offer DMT to people with relapsing forms of MS with recent clinical relapses or MRI activity 
(Recommendation Level B). In addition, after discussing the risks and benefits, clinicians should prescribe 
DMT to people with a single clinical demyelinating event and ≥ 2 brain lesions characteristic of MS in 
those amenable to DMT (Level B). The AAN further states that clinicians should prescribe alemtuzumab, 
fingolimod, or natalizumab for people with highly active MS (Level B). Clinicians may recommend 
azathioprine or cladribine (not FDA-approved for this use at time of guideline development) for people 
with relapsing forms of MS who do not have access to approved DMT (Level C), but they should not 
prescribe mitoxantrone to people with MS unless the potential therapeutic benefits greatly outweigh 
the risks (Level B). Similarly, natalizumab treatment should only be initiated in people with MS with 
positive anti-JCV antibody indexes above 0.9 when there is a reasonable chance of benefit compared 
with the risk of progressive multifocal leukoencephalopathy (PML) (Level C). Regarding treatment 
switching, clinicians should evaluate disease activity, adherence, adverse effects, and pharmacology 
when switching DMT in people with breakthrough disease activity during DMT use (Level B). A change 
to non-injectable or less frequently injected treatments or a change due to adverse effects impacting 
adherence may be considered based on patient feedback (both Level B). Furthermore, a switch (or 
dosage adjustment) may be warranted due to laboratory abnormalities, pregnancy, PML risk, 
malignancy, serious infections, and in those with select antibodies (all Level B). Clinicians should then 
advocate that patients with stable MS (e.g., no relapses, no disability progression, stable imaging) 
continue their current treatment unless the patient and prescriber decide that a trial off therapy is 
warranted (Level B); however, discontinuation may be advised in patients with SPMS who do not have 
ongoing relapses (or gadolinium-enhanced lesions on MRI activity) and have not been ambulatory (EDSS 
≥ 7) for ≥ 2 years (Level C). 

Several agents may be used for initial therapy. In general, agents with the most historical data supporting 
their use include the interferons and glatiramer; however, neutralizing antibodies (NAbs) may occur with 
interferon beta products, may disappear even with continued treatment, and are probably associated 
with a reduction in clinical and radiographic effectiveness of these agents. The most recent AAN 
guidelines do not address the role of interferon-related Nabs. In addition, tolerability limits the 
usefulness of some of these agents; due to their adverse effect profiles, alemtuzumab and cladribine are 
only indicated in patients with relapsing MS who have had inadequate responses to other MS agent(s). 
In addition, PML has been reported with several agents in this class. Disease severity, patient-specific 
factors (e.g., thyroid, child-bearing potential, dermatologic effects), and convenience are also among the 
many factors that can affect treatment choice. 

Ponesimod (Ponvory) joins 3 other S1P receptor modulators as an oral treatment option for patients 
with relapsing forms of MS. All of the approved S1P modulators are dosed once daily and have 
demonstrated efficacy, as measured by ARR in clinical trials. Like other agents in this class, ponesimod’s 
safety profile and recommended monitoring for select patients and throughout treatment may limit its 
utility. Like ozanimod, first-dose monitoring is not required, but it is recommended for select patients, 
and providers may choose to do this with other patients as well. In addition, fingolimod, ozanimod, and 
ponesimod do not require pre-treatment genetic testing, as required prior to initiation of the S1P 
receptor modulator siponimod. Thus, ponesimod provides an additional treatment choice for MS. 
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SUGGESTED UTILIZATION MANAGEMENT 
Anticipated Therapeutic Class Review 
(TCR) Placement 

Multiple Sclerosis Agents 

Clinical Edit Initial Approval Criteria  
 Patient ≥ 18 years old; AND 
 Patient has a diagnosis of a relapsing form of multiple sclerosis 

(MS) (e.g., relapsing-remitting disease [RRMS]*, active secondary 
progressive MS [SPMS]†, or clinically isolated syndrome [CIS]‡; AND 

 Diagnosis is documented by a laboratory report (e.g., magnetic 
resonance imaging [MRI]); AND 

 Patient has obtained a baseline electrocardiogram (ECG); AND 
 Patient will NOT be initiating therapy after previous treatment 

with alemtuzumab; AND 
 Patient has been tested for antibodies to the varicella zoster virus 

(VZV) or has received immunization for VZV 4 weeks prior to 
beginning therapy; AND 

 Patient does NOT have any of the following contraindications to 
ponesimod: 
− Myocardial infarction (MI), unstable angina (UA), stroke, 

transient ischemic attack (TIA), decompensated heart failure 
with hospitalization, or Class III/IV heart failure within the 
previous 6 months; OR 

− Presence of Mobitz Type II second- or third-degree 
atrioventricular (AV) block, sick sinus syndrome, or sinoatrial 
block (unless treated with a functioning pacemaker); AND 

 Ponesimod will be prescribed by, or in consultation with, a 
specialist in cardiology in patients with a pre-existing cardiac 
condition and/or cardiovascular disease (e.g., conduction 
abnormalities, arrhythmias requiring treatment, heart disease, 
heart failure, QT prolongation, history of cardiac arrest or 
myocardial infarction, cerebrovascular disease, uncontrolled 
hypertension, sinoatrial heart block, or severe, untreated sleep 
apnea, as well as in patients treated with a medication that can 
decrease heart rate (e.g., beta-blocker, non-dihydropyridine 
calcium channel blocker, digoxin); AND  

 Patient has a baseline heart rate (HR) ≥ 55 beats per minute (bpm); 
AND 

 Ponesimod will NOT be used in combination with the following, or, 
if therapy is unavoidable, the patient will be monitored closely for 
adverse reactions and/or dose modifications: 
− Drugs known to prolong the QT-interval; OR 
− Strong CYP3A4 and UGT1A1 inducers (e.g., carbamazepine, 

phenytoin, rifampin); OR 
− Other antineoplastic, immunosuppressive, or 

immunomodulating drugs (Note: if there is a history of prior 
use of these drugs, consider possible unintended additive 
immunosuppressive effects); AND 
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Suggested Utilization Management (continued) 
Clinical Edit (continued) Initial Approval Criteria (continued) 

 Prescriber attestation that first-dose monitoring, as clinically 
indicated, will occur; AND 

 If patient is of child-bearing potential, patient is taking effective 
contraception; AND 

 Patient will NOT receive live vaccines during and at least 4 weeks 
prior to and 1 to 2 weeks after treatment; AND 

 Patient does NOT have an active infection, including clinically 
important localized infections; AND 

 Patient has recent (within 6 months) transaminase and bilirubin 
levels; AND 

 Patient does not have moderate to severe hepatic impairment 
(Child-Pugh B or C); AND 

 Prescriber attestation that patient has been counseled regarding 
the need for periodic skin examination and cautious ultraviolet 
(UV) light exposure; AND 

 Prescriber attestation that respiratory function will be monitored 
in patients with baseline respiratory conditions (e.g., pulmonary 
fibrosis, asthma, chronic obstructive pulmonary disease); AND 

 Patient has had a baseline ophthalmic evaluation of the fundus, 
including the macula, before starting treatment and prescriber 
attestation that patient will be subsequently re-evaluated during 
treatment if changes in vision are experienced; AND 

 Ponesimod will be used as a single agent therapy. 

Renewal Criteria 
 Patient continues to meet above criteria; AND  
 Absence of unacceptable toxicity from the drug (e.g., active 

serious infection, bradyarrhythmia, atrioventricular [AV] blocks, 
decreased respiratory function, severe hepatic injury, uncontrolled 
hypertension, cutaneous malignancies, macular edema, 
progressive multifocal leukoencephalopathy [PML], posterior 
reversible encephalopathy syndrome [PRES]); AND  

 There is documented continuous monitoring of response§ to 
therapy (e.g., manifestations of MS disease activity include, but are 
not limited to, an increase in annualized relapse rate [ARR], 
development of new/worsening T2 hyperintensities or enhancing 
lesions on brain/spinal MRI, and progression of sustained 
impairment as evidenced by expanded disability status scale 
[EDSS], timed 25-foot walk [T25-FW)], 9-hole peg test [9-HPT]). 
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Suggested Utilization Management (continued) 
Clinical Edit (continued) * Definitive diagnosis of RRMS is based on BOTH dissemination in time and space: 

Dissemination in time (development/appearance of new central nervous system [CNS] 
lesions over time) is defined as ≥ 2 clinical attacks or 1 clinical attack plus either select 
MRI indicators (e.g., simultaneous presence of gadolinium-enhancing and non-
enhancing lesions at any time or by a new T2-hyperintense or gadolinium-enhancing 
lesion on follow-up MRI compared to baseline scan) or CSF-specific oligoclonal bands. 
Dissemination in space (development lesions in distinct anatomical locations within 
the CNS/multifocal) is defined by 2 lesions or 1 lesion plus either clear-cut historical 
evidence of a previous attack involving a lesion in a distinct anatomical location or MRI 
indicating ≥ 1 T2-hyperintense lesions characteristic of MS in ≥ 2 of 4 areas of the CNS 
(periventricular, cortical or juxtacortical, infratentorial, or spinal cord). 
† Definitive diagnosis of SPMS is based on all of the following: EDSS score ≥ 3; disease 
is progressive ≥ 3 months following an initial relapsing-remitting course (e.g., EDSS 
score increase by 1 in patients with EDSS ≤ 5.5 or increase by 0.5 in patients with EDSS 
≥ 6); and either ≥ 1 relapse within the previous 2 years or gadolinium-enhancing 
activity or new and unequivocally enlarging T2 contrast-enhancing lesions as 
evidenced by MRI. 
‡ Definitive diagnosis of CIS is based on all of the following: a monophasic clinical 
episode with patient-reported symptoms and objective findings reflecting a focal or 
multifocal inflammatory demyelinating event in the CNS; neurologic symptom 
duration of at least 24 hours, with or without recovery; absence of fever or infection; 
and resembles a typical MS relapse (attack and exacerbation) but occurs in a patient 
not known to have MS. 
§ Inadequate response, in those who have been adherent and receiving therapy for 
sufficient time to realize the full treatment effect, is defined as ≥ 1 relapse, ≥ 2 
unequivocally new MRI-detected lesions, or increased disability on examination over a 
1-year period. 

Quantity Limit Initial:  
 14-day Starter Pack: 1 pack/14 days 
 1 tablet (20 mg)/day 
Renewal: 1 tablet (20 mg)/day 

Duration of Approval Initial: 12 months 
Renewal: 12 months 

Drug to Disease Hard Edit  Any of the following within 6 months: MI, UA, stroke, TIA, 
decompensated heart failure requiring hospitalization, or Class III 
or IV heart failure 

 Mobitz type II second-degree, third-degree  AV block, sinoatrial 
block, or sick sinus syndrome (unless patient has a functioning 
pacemaker) 
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