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Ponvory (ponesimod)

Disclaimer

Clinical guidelines are developed and adopted to establish evidence-based clinical criteria for
utilization management decisions. Clinical guidelines are applicable according to policy and plan type.
The Plan may delegate utilization management decisions of certain services to third parties who may

develop and adopt their own clinical criteria.

Coverage of services is subject to the terms, conditions, and limitations of a member’s policy, as well
as applicable state and federal law. Clinical guidelines are also subject to in-force criteria such as the
Centers for Medicare & Medlicaid Services (CMS) national coverage determination (NCD) or local
coverage determination (LCD) for Medlicare Advantage plans. Please refer to the member’s policy
documents (e.g., Certificate/Evidence of Coverage, Schedule of Benefits, Plan Formulary) or contact

the Plan to confirm coverage.

Summary

Multiple sclerosis (MS) is a chronic, inflammatory, demyelinating disease of the central nervous system. It
typically presents in young adults (generally diagnosed before 50 years of age) with symptoms such as
vision problems, muscle weakness, numbness, and difficulty with balance and coordination. The most
common form is relapsing-remitting MS (occurring in about 85% of patients), characterized by acute
attacks followed by periods of remission. Treatment goals include reducing relapses, slowing disability
progression, and managing symptoms. Disease-modifying therapies are the primary treatment approach
and include injectable medications (e.g., interferons, glatiramer acetate), oral medications (e.g., dimethyl

fumarate, fingolimod, teriflunomide, etc.), and infusion therapies (e.g., natalizumab, ocrelizumab).

Ponvory (ponesimod) is a disease-modifying therapy approved for treating relapsing forms of multiple
sclerosis (MS) in adults, including clinically isolated syndrome, relapsing-remitting disease, and active
secondary progressive disease. It selectively binds to the sphingosine 1-phosphate (S1P) receptor
preventing lymphocytes from leaving lymph nodes and reducing circulating lymphocytes. Ponesimod has
demonstrated superiority to teriflunomide in reducing annualized relapse rates and MRI lesions in clinical
trials. It requires dose titration to mitigate initial heart rate effects and is generally used after inadequate
response to or intolerance of other MS therapies due to its safety profile. It is recommended that those

with sinus bradycardia (heart rate less than 55 beats per minute), first- or second-degree [Mobitz type ]



AV block, or a history of myocardial infarction or heart failure occurring more than 6 months prior to
treatment initiation and in stable condition, be monitored for at least the first 4 hours after the initial
dose of Ponvory (ponesimod) because it can lower heart rate. In those prescribed Ponvory (ponesimod),
anti-neoplastic, non-corticosteroid immunosuppressive, or immune-modulating therapies should

co-administered with caution due to the additive immunosuppressive effects.

Definitions
"Clinically isolated syndrome" refers to a first episode of neurologic symptoms lasting at least 24 hours

caused by inflammation or demyelination in the central nervous system.

"Disease-modifying therapy" is a medication that modifies the course of MS by reducing relapses and

slowing disability progression.

"Multiple sclerosis" is a chronic autoimmune disease of the central nervous system characterized by

inflammation, demyelination, and neurodegeneration.

"Primary progressive MS" refers to worsening neurologic function from the onset of symptoms, without

early relapses or remissions.

"Relapse" is defined as the appearance of new symptoms or the worsening of existing symptoms lasting
at least 24 hours in the absence of fever or infection.

"Relapsing-remitting MS" refers to a disease course characterized by clearly defined attacks of new or

increasing neurologic symptoms followed by periods of partial or complete recovery.

"Secondary progressive MS" is a disease course following relapsing-remitting MS that is characterized

by a progressive worsening of neurologic function over time with or without relapses.

Medical Necessity Criteria for Initial Authorization
The Plan considers Ponvory (ponesimod) medically necessary when recent (within the last 3 months)
clinical chart documentation provided indicates the member meets ALL of the following:
1. Prescribed by or in consultation with a neurologist or physician who specializes in the treatment
of multiple sclerosis; AND
Is 18 years of age or older; AND
Has ONE of the following forms of multiple sclerosis:
a. relapsing-remitting (RRMS), or
b. active secondary progressive disease (SPMS); or
c. clinically isolated syndrome (CIS); AND
4. ls unable to use, or has tried and failed at least TWO of the following:



An interferon beta product (Avonex, Betaseron, Plegridy, or Rebif); and/or
Dimethyl Fumarate (generic Tecfidera); and/or

Fingolimod (generic Gilenya); and/or
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Glatiramer acetate (Copaxone); and/or
e. Teriflunomide (generic Aubagio); AND
5. Does not have any of the following contraindications:
a. Recent (within last 6 months) myocardial infarction, unstable angina, stroke, transient
ischemic attack (TIA), or decompensated heart failure requiring hospitalization, and/or
b. Class Il or IV heart failure; and/or
c. Mobitz type Il second-degree, third-degree AV block, sick sinus syndrome, or sino-atrial
block, unless member has a functioning pacemaker; AND
6. Ponvory (ponesimod) will be used as monotherapy for multiple sclerosis (i.e., member is not
using and will not use other disease-modifying MS therapies while on Ponvory); AND
7. Ponvory (ponesimod) is being prescribed within the manufacturer's published dosing guidelines
or falls within dosing guidelines found in a compendia of current literature.
o Initial titration: Use the 14-day starter pack, titrating from 2 mg to 20 mg over 14 days
i.  Initial fill: One 14-day starter pack
if. Those with sinus bradlycardia (heart rate less than 55 beats per minute), first- or
second-degree [Mobitz type I] AV block, or a history of myocardial infarction or
heart failure occurring more than 6 months prior to treatment initiation and in
stable condlition, should be monitored for at least the first 4 hours after the initial
dose of Ponvory (ponesimod)) in a health care setting.

1. Monitoring should include at least hourly pulse and blood pressure
measurements and an ECG should be obtained prior to initiation and at
the end of the 4-hour observation period. Additional monitoring may be
required, and consultation with a cardiologist may be required at the
discretion of the treating provider.

o Maintenance: 20 mg orally once daily

i.  Maintenance: 30 tablets per 30 days

If the above prior authorization criteria are met, the requested medication will be authorized for up to
12-months.

Medical Necessity Criteria for Reauthorization
Reauthorization for up to 12-months will be granted if the member has recent (within the last 6-months)
clinical documentation showing BOTH of the following:
1. The requested medication is prescribed by or in consultation with a neurologist or a physician
who specializes in the treatment of multiple sclerosis; AND

2. The member has experienced at least ONE of the following:



a. Improvement in at least ONE objective measure, such as:
i Reduced disease activity on MRI; and/or
i.  Improved or stable disability scores; and/or
iii.  Reduced relapse rate; and/or
iv.  Improved fatigue or walking assessments; AND/OR
b. The member has shown stabilization or improvement in at least ONE MS symptom, such
as:
i.  Motor function; and/or
ii. Fatigue,; and/or
iii. Vision; and/or
iv. ~ Bowel/bladder function; and/or
v.  Spasticity; and/or
vi.  Walking/gait; and/or
vii. Pain/numbness/tingling.

Experimental or Investigational / Not Medically Necessary

Ponvory (ponesimod) for any other indication or use is considered not medically necessary by the Plan,

as it is deemed to be experimental, investigational, or unproven. Non-covered indications include, but

are not limited to, the following:

e Use for the treatment of non-relapsing forms of multiple sclerosis, such as primary progressive
MS (PPMS). Current evidence and FDA approval are limited to relapsing forms of MS.

e Treatment of other autoimmune or inflammatory conditions not specifically approved by the
FDA.

e Use in combination with other disease-modifying therapies for multiple sclerosis.

e Use in individuals under 18 years of age.

e Chronic graft versus host disease

References

1. Bainbridge JL, Miravalle A, Wong PS. Multiple Sclerosis. In DiPiro JT, Yee GC, Posey LM, et al,
eds. Pharmacotherapy: A Pathophysiologic Approach. 11th ed. New York, NY: McGraw-Hill;
2019.

2. Chaudhry BZ, Cohen JA, Conway DS. Sphingosine 1-phosphate receptor modulators for the
treatment of multiple sclerosis. Neurotherapeutics. 2017;14(4):859-873.
doi:10.1007/s13311-017-0565-4.

3. Hauser SL, Cree BAC. Treatment of Multiple Sclerosis: A Review. Am J Med. 2020
Dec;133(12):1380-1390.e2. doi: 10.1016/j.amjmed.2020.05.049. Epub 2020 Jul 17

4. Jones RR, Turkoz |, Ait-Tihyaty M, et al,. Efficacy and Safety of Ponesimod Compared with

Teriflunomide in Female Patients with Relapsing Multiple Sclerosis: Findings from the Pivotal
OPTIMUM Study. J Womens Health (Larchmt). 2024 Apr;33(4):480-490. doi:
10.1089/jwh.2023.0037. Epub 2024 Feb 1.



10.

11.

12.

13.

14.

15.

16.

17.

18.

Kappos L, Fox RJ, Burcklen M, et al,. Ponesimod Compared With Teriflunomide in Patients With
Relapsing Multiple Sclerosis in the Active-Comparator Phase 3 OPTIMUM Study: A Randomized

Clinical Trial. JAMA Neurol. 2021 May 1;78(5):558-567. doi: 10.1001/jamaneurol.2021.0405.
Montalban X, Gold R, Thompson AJ, et al. ECTRIMS/EAN guideline on the pharmacological
treatment of people with multiple sclerosis. Eur J Neurol. 2018;25(2):215-237.
doi:10.1111/ene.13536

McGinley MP, Goldschmidt CH, Rae-Grant AD. Diagnosis and Treatment of Multiple Sclerosis: A
Review. JAMA. 2021;325(8):765-779. doi:10.1001/jama.2020.26858

Multiple Sclerosis Society of Canada. Disease-modifying therapies.
https://mssociety.ca/managing-ms/treatments/medications/disease-modifying-therapies-dmts.
National MS Society. Disease-modifying therapies for MS (updated March 2022). Available from
National MS Society website:
https://nms2cdn.azureedge.net/cmssite/nationalmssociety/media/msnationalfiles/brochures/bro
chure-the-ms-disease-modifying-medications.pdf.

Olsson T, Boster A, Fernandez O, et al. Oral ponesimod in relapsing-remitting multiple sclerosis:
a randomised phase Il trial. J Neurol Neurosurg Psychiatry. 2014;85(11):1198-1208.
doi:10.1136/jnnp-2013-307282.

Ponvory (ponesimod) [prescribing information]. Titusville, NJ: Janssen Pharmaceuticals Inc; June
2024.

Pouzol L, Piali L, Bernard CC, Martinic MM, Steiner B, Clozel M. Therapeutic potential of
ponesimod alone and in combination with dimethyl fumarate in experimental models of multiple
sclerosis. Innov Clin Neurosci. 2019;16(3-4):22-30.

Rae-Grant A, Day GS, Marrie RA, et al. Practice guideline recommendations summary:
Disease-modifying therapies for adults with multiple sclerosis: Report of the Guideline
Development, Dissemination, and Implementation Subcommittee of the American Academy of
Neurology. Neurology. 2018;90(17):777-788.

Reich DS, Lucchinetti CF, Calabresi PA. 2018. Multiple sclerosis. New England Journal of
Medicine 378(2):169-180

The use of disease-modifying therapies in multiple sclerosis: principles and current evidence
summary. Multiple Sclerosis Coalition. Available from the National MS Society Website:
https://www.nationalmssociety.org/.

Tramacere |, Del Giovane C, Salanti G, et al. Inmunomodulators and immunosuppressants for
relapsing-remitting multiple sclerosis: a network meta-analysis. Cochrane Database Syst Rev
2015;9:CD011381.

Valenzuela B, Olsson Gisleskog P, Poggesi |, et al,. An exposure-response analysis of ponesimod
clinical efficacy in a randomized phase Il study in patients with relapsing multiple sclerosis. CPT
Pharmacometrics Syst Pharmacol. 2022 Oct;11(10):1294-1304. doi: 10.1002/psp4.12778. Epub
2022 Sep 1.

Yang, J., Rempe, T., Whitmire, N., Dunn-Pirio, A., & Graves, J. (2022). Therapeutic Advances in
Multiple Sclerosis. Frontiers in Neurology, 13. https://doi.org/10.3389/fneur.2022.824926.

Clinical Guideline Revision / History Information

Original Date:
Reviewed/Revised: 10/01/2025




	Summary 
	Definitions 
	Medical Necessity Criteria for Initial Authorization  
	Medical Necessity Criteria for Reauthorization 
	Experimental or Investigational / Not Medically Necessary 
	References 
	Clinical Guideline Revision / History Information 

