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Multiple sclerosis (MS) is a major cause of disability in young adults. Although an escalation 

approach is one strategy for treatment, an approach that uses high-efficacy disease-

modifying therapies (DMTs) early in the disease course may lead to favorable long-term 

outcomes, according to recent studies. In a recent Stakeholder Summit hosted by The American Journal 

of Managed Care®, a panel of experts in MS discussed opportunities to improve long-term disease 

outcomes as well as clinical and payer considerations with early use of high-efficacy therapies. The 

panelists included Thomas Leist, MD, PhD, director of the Comprehensive Multiple Sclerosis Center 

at Thomas Jefferson University in Philadelphia, Pennsylvania; Maria Lopes, MD, MS, chief medical 

officer, AMC Health, in New York, New York; Darin Okuda, MD, professor in the Department of 

Neurology, University of Texas Southwestern Medical Center in Dallas; and Nancy Ross, PharmD, 

clinical pharmacist, Multiple Sclerosis Center of Atlanta in Georgia. Neil Minkoff, MD, chief medical 

officer, Coeus Consulting Group in Sudbury, Massachusetts, was the moderator of the panel. 

CLINICAL BURDEN

MS is a progressive, neurodegenerative disease in which the immune system inappropriately attacks 

tissue in the central nervous system (CNS; brain, optic nerve, or spinal cord), resulting in acute 

injury that can be identified as lesions on imaging as well as diffuse damage that is more difficult to 

visualize.1 Data from 2020 estimate that 2.8 million people are living with MS worldwide, an increase 

from 2.3 million in 2013, which is likely due to multiple factors such as better counting methods, 

improved diagnosis, longer life span of individuals with MS, growth in the global population, and 

possibly an increase in overall risk for developing MS.2 
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MS is often initially diagnosed in young 

adults between 20 and 30 years of age, with 

approximately two-thirds of cases occurring 

in women.1 It is the leading cause of nontrau-

matic disability for young and middle-aged 

adults in several countries.1 Most patients 

(80%-90%) initially present with the relapsing-

remitting form of MS, which is characterized 

by acute attacks of symptoms over a few days 

that plateau and subsequently remit over the 

next few weeks or months, during which time 

CNS repair mechanisms remodel and attempt to 

compensate for the damage.1 Although patients 

often have a complete physical recovery from 

relapses early on, the attacks may eventually 

be associated with sustained disability; incom-

plete recovery following attacks contributes 

to stepwise progression of disability.1 When 

neurologic reserve and repair mechanisms are 

unable to compensate for damage, the disease 

transitions into secondary progressive MS, in 

which disability continues to worsen with or 

without relapses.1 

MS also has a high degree of heterogeneity 

in presentation and clinical course, with some 

individuals experiencing minimal disability 

throughout their lifetime and others becoming 

severely disabled within a relatively short 

period (if untreated, relapsing-refractory MS 

progresses to secondary progressive MS within 

15 to 20 years in 50% to 60% of individuals; 

within 14 years, individuals will be unable to 

walk unaided).1 The results of an analysis of 

the London, Ontario, database from south-

west Ontario, Canada, showed that the prob-

ability of transition from relapsing-remitting 

to secondary progressive MS was 43.9% at 

10 years and 61.0% at 20 years, although latency 

to progression among patients varied from 

1 to 36 years.3 

SELECTION OF DISEASE-
MODIFYING THERAPY

The overall goals of MS treatment focus on 

preserving brain tissue and reducing disease 

activity to optimize neurologic reserve and 

long-term brain health.1 Initiation of life-

style interventions and DMT is recommended 

as soon as possible to maximize neurologic 

reserve, and early intervention with DMT has 

been shown to improve long-term outcomes.1,4,5 

The results of an observational extension study 

of the BENEFIT trial showed that patients with 

clinically isolated syndrome (CIS; a neurolog-

ical event suggestive of MS with at least 2 clini-

cally silent lesions on T2-weighted MRI)4 who 

received interferon beta-1b had a lower risk 

of developing clinically definite MS (hazard 

ratio [HR], 0.678; 95% CI, 0.525-0.875; P = .0030) 

and annualized relapse rate (ARR) (0.196 [95% 

CI, 0.176-0.218] vs 0.255 [95% CI, 0.226-0.287]) 

over the 8-year observational period than those 

who received delayed treatment (placebo 

injections followed by open-label therapy 

with interferon beta-1b or another therapy 

after clinically definite MS was diagnosed or 

2 years in the study, whichever came first).4 

Results from the FREEDOMS extension trial 

showed that patients with relapsing-remitting 

MS who had received fingolimod during both 

the original FREEDOMS trial and extension 

trial had a lower ARR, mean numbers of new 

or newly enlarged T2 lesions, and cumulative 

mean number of gadolinium-enhancing T1 

lesions than those who had received placebo 

in the original trial and switched to fingolimod 

in the extension trial.5 

Treatment frameworks for MS generally 

fall into escalation or “high efficacy early” 

approaches. The escalation approach involves 

starting with moderately effective and low-cost 

medications (often interferon beta, glatiramer 

acetate, teriflunomide, or dimethyl fumarate) 

and switching to another DMT if intolerable 

adverse effects (AEs) occur or to a more effec-

tive DMT if new relapses or MRI lesions occur.6 

Although the escalation approach has been 

the primary approach for MS treatment, the 

moderate clinical effectiveness and injection-

related AEs with traditional first-line agents, 

along with the advent of highly effective drugs 

with different mechanisms of action, have 

introduced the concept of a “high-efficacy 

early” approach, in which patients receive 

high-efficacy agents (such as alemtuzumab 

or ocrelizumab) as first-line treatment, with 

the goals of preventing CNS damage and clin-

ical disability.6 The results of a retrospec-

tive cohort study of patients with MS in the 

United Kingdom showed that, compared with 

those who started DMT with a moderate-effi-

cacy agent (interferons, glatiramer acetate, 

dimethyl fumarate, fingolimod, and teriflun-

omide; n = 488), patients with MS who started 

with a high-efficacy agent (alemtuzumab or 
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natalizumab; n = 104) had a lower ARR (0; interquartile range [IQR], 

0-0.3 vs 0.16; IQR, 0-0.5; P = .02), lower change (+0.3 vs +1.2; β = –0.85; 95% 

CI, –1.38 to –0.32; P = .002) in Expanded Disability Status Score (EDSS) 

at 5 years after adjustment for relevant covariates, and longer median 

time to sustained accumulation of disability (6.0 years [95% CI, 3.4-8.2] 

vs 3.1 years [95% CI, 2.8-4.0]; log-rank test P = .05).7 The study authors 

concluded that the traditional escalation approach may be insufficient 

for protecting against poor long-term outcomes, and further studies 

should aim to improve criteria for selection and escalation of therapy 

to reduce the risk for long-term disability.7

 STAKEHOLDER INSIGHTS

The MS disease course and response to treatment is highly hetero-

geneous, and treatment needs often change over the course of the 

disease. Ideally, selection of treatment should be individualized based 

on patient characteristics and preferences and should involve shared 

decision-making between the patient and provider; moreover, recom-

mendations are likely to be different for patients with minimal disease 

than for patients with markers associated with a high risk for disease 

progression. Selecting a mechanism of action to target is often more 

useful than selecting a specific agent because payer formularies change 

frequently. Degree of recovery from an attack, number and location of 

MRI lesions, family history of autoimmunity or MS, fertility, race and 

ethnicity, and age at diagnosis should be considered when selecting 

an initial DMT.

However, selection of therapies may be limited by the patient’s 

insurance provider—one panelist estimated that only 20% of patients 

on Medicaid are on an MS treatment continuously for 5 years. The phar-

macist also plays an important role in ensuring prompt treatment and 

patient adherence while consulting with the payer to provide the rationale 

for why a given treatment is the best option for the individual patient.

The introduction of higher-efficacy agents with different mecha-

nisms of action and advances in knowledge of the pathophysiology 

of MS over the past 10 to 15 years have highlighted the importance of 

reducing MRI relapses, which typically outnumber clinical relapses 

and are key markers of disease activity, according to Okuda. 

“The rationale for using a high-efficacy treatment first is to allow 

for preservation of neuronal tissue,” he explained.

However, starting treatment with high-efficacy agents is often diffi-

cult from a practical standpoint because many payers list the tradi-

tional older agents as the preferred choices on their formularies, and 

justifying the decision to start with a more aggressive therapy is often 

difficult when there are no national guidelines to support a “high effi-

cacy first” approach over an escalation approach. Therefore, physicians 

may need to be persistent in obtaining approvals from insurance payers 

and should encourage patients to communicate with their providers 

if their medication is not working for them. 

The approach to management is often different between MS special-

ists and community neurologists, possibly because local neurologists 

may have less experience with MS treatment and high-efficacy medi-

cations than MS specialists. Patients treated initially by community 

neurologists receive 1 or 2 medications that the practitioner is familiar 

with and are then referred to an MS specialist if they do not respond; 

however, the window of opportunity for aggressive early treatment 

may be lost with this approach. 

“What does excellence in MS care look like, whether you’re seeing 

a neurologist, an MS specialist or, [another provider]? How can we 

elevate that standard so regardless of where patients are being seen 

or whom they’re seen by, there’s a standard approach, and within that 

standard, there’s choice that is helpful to a payer, helpful to a patient, 

and even a provider?” asked Lopes.

Guidelines on which agents are most appropriate in a given clinical 

scenario can help payers develop formularies that cover the needs of 

patients, but the frequent changes in formularies among payers should 

not require that the patient changes medications. 

“We’re still struggling with a consistent approach to management,” said 

Lopes. “[We need] a guideline that helps [with] the way we think about 

that initial approach [to treatment], depending on where the lesions 

are and the level of severity.”

“My goal is to choose the right medication that this patient actually 

can stay on for an extended period of time,” said Leist.

Although concerns about overtreatment are frequently identified 

as reasons to avoid high-efficacy therapy up front, undertreatment 

can lead to inadequate disease control that, in turn, leads to additional 

hospitalizations and subsequent rehabilitation, as well as additional 

medical visits, testing for new medications, and prior authorization. 

“You miss an opportunity, and the person has a bad exacerbation. As 

a consequence, they will be in need of maybe hospitalization, an 

inpatient stay with plasma exchange, high-dose steroids, followed by 

inpatient rehab, and all the negative things they carry forward with 

that inflammatory attack if that person remains covered under your 

program,” Okuda said.

STUDIES ON HIGH-EFFICACY THERAPIES

Ofatumumab

Ofatumumab is a fully human anti-CD20 antibody that has a high 

binding affinity and slow dissociation of binding between the drug 

and the CD20 receptor in B cells observed in experimental models, 

which may contribute to highly efficient lysis of B cells involved in 

pathogenesis of MS through complement- and antibody-dependent 

“We’re still struggling with a consistent 

approach to management. [We need] a 

guideline that helps [with] the way we think 

about that initial approach [to treatment], 

depending on where the lesions are and the 

level of severity.”

Maria Lopes, MD, MS
AMC Health

New York, NY
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cytotoxicity.8 Ofatumumab is administered through subcutaneous injec-

tion, which can be performed by the patient at home after receiving 

the initial doses under medical supervision, and may provide more 

direct access to the lymph nodes via the lymphatic system than intra-

venous anti-CD20 therapy (although this has not been confirmed 

in clinical studies).8 Results from the ASCLEPIOS I and II trials, two 

phase 3 randomized, double-blind, double-dummy, active-controlled 

trials that compared the efficacy and safety of subcutaneous ofatu-

mumab with oral teriflunomide in patients with relapsing-remitting 

MS, showed that the group that received ofatumumab had a lower 

adjusted ARR (ASCLEPIOS I: 0.11 vs. 0.22; difference, –0.11; 95% CI, 

–0.16 to –0.06; P < .001; ASCLEPIOS II: 0.10 vs 0.25; difference, –0.15; 

95% CI, –0.20 to –0.09; P < .001), percentage of patients with disability 

confirmed at 3 and 6 months (meta-analysis of both trials; 3 months: 

10.9% with ofatumumab vs 15.0% with teriflunomide [HR, 0.66; 95% 

CI, 0.50-0.86; P = .002]; 6 months: 8.1% with ofatumumab vs 12.0% 

with teriflunomide [HR, 0.68; 95% CI, 0.50-0.92; P = .01]), number of 

gadolinium-enhancing lesions per T1-weighted MRI scan (ASCLEPIOS 

I: 0.01 with ofatumumab vs 0.45 with teriflunomide [97% fewer lesions 

with ofatumumab; P < .001]); ASCLEPIOS II: 0.03 with ofatumumab and 

0.51 with teriflunomide [94% fewer lesions with ofatumumab; P < .001], 

and number of new or enlarging lesions per year on T2-weighted MRI 

(ASCLEPIOS I: 0.72 with ofatumumab and 4.00 with teriflunomide 

[82% fewer lesions with ofatumumab; P < .001]; ASCLEPIOS II: 0.64 

with ofatumumab and 4.15 with teriflunomide [85% fewer with ofatu-

mumab; P < .001]).8 AEs that occurred in at least 10% of the patients 

who received ofatumumab included injection-related reactions, naso-

pharyngitis, headache, injection-site reactions, upper respiratory tract 

infections, and urinary tract infections; those that occurred in at least 

10% of the teriflunomide-treated patients included nasopharyngitis, 

injection-related reactions, alopecia, upper respiratory tract infection, 

headache, and diarrhea.8 Most injection-related systemic reactions 

that occurred at the first injection were grade 1 or 2 and managed 

without treatment; additionally, the rates of treatment discontinua-

tion related to an AE were low in both groups across both trials and 

ranged from 5.2% to 5.8%.8 

A pooled analysis of the ASCLEPIOS I and II trials showed that, 

compared with those who received teriflunomide, patients who received 

ofatumumab had greater odds of achieving no evidence of disease 

activity (NEDA-3) at months 0 to 12 (47.0% vs. 24.5% of patients; odds 

ratio [OR], 3.36; 95% CI, 2.67-4.21; P < .001) and at months 12 to 24 (87.8% 

vs 48.2% of patients; OR, 8.09; 95% CI, 6.26-10.45; P < .001).9 Over 2 years, 

a higher proportion of patients who received ofatumumab were free 

from 6-month confirmed disease worsening (91.9% vs 88.9%), relapses 

(82.3% vs 69.2%), and lesion activity (54.1% vs 27.5%).9

The study investigators then aimed to compare treatment discontin-

uation and compliance in the ASCLEPIOS I and II trials among patients 

who completed the double-blind phase and agreed to transition into 

the open-label extension study (ALITHIOS; NCT03650114).10 An interim 

analysis showed that adherence was high in both trials across both 

treatments (>95% of patients had 90% or greater adherence), and rates 

of discontinuation were numerically lower with ofatumumab (14.0% 

vs 21.2% in ASCLEPIOS I; 20% vs 21.5% in ASCLEPIOS II), suggesting 

that the subcutaneous administration of ofatumumab at home did not 

negatively affect compliance.10 

  STAKEHOLDER INSIGHTS 

The ability to administer ofatumumab at home may be particularly 

useful during the COVID-19 era, when closure of some infusion centers 

made scheduling difficult. 

Ocrelizumab

Ocrelizumab is a humanized monoclonal antibody that targets CD20 by 

binding with high affinity to the large extracellular loop of CD20, which 

selectively depletes B cells that express CD20 while preserving reconsti-

tution of B cells and preexisting humoral immunity.11 The OPERA I and II 

trials (NCT01247324 and NCT01412333, respectively) were phase 3, multi-

center, randomized, double-blind, double-dummy, active-controlled, 

parallel-group trials that compared efficacy and safety of intravenous 

ocrelizumab (600 mg administered intravenously every 24 weeks; the 

first dose was administered as two 300-mg infusions on days 1 and 15) or 

subcutaneous interferon beta-1a (44 μg administered 3 times per week), 

with a primary end point of ARR by 96 weeks.11 The results indicated that 

the ARR was 46% lower (0.16 vs 0.29) and 47% lower (0.16 vs 0.29) with 

ocrelizumab than with interferon beta-1a in the OPERA I and OPERA II 

trials, respectively (P < .001 for both).11 A prespecified pooled analysis 

showed that a lower percentage of patients who received ocrelizumab 

had disability progression confirmed at 12 weeks (9.1% vs 13.6%; [HR, 

0.60; 95% CI, 0.45-0.81; P < .001]) and 24 weeks (6.9% vs 10.5%; [HR, 0.60; 

95% CI, 0.43-0.84; P = .003]).11 Additionally, the total mean number of 

gadolinium-enhancing lesions on T1-weighted MRI with ocrelizumab 

was 94% (0.02 vs 0.29) and 95% (0.02 vs 0.42) lower in the OPERA I and II 

trials, respectively (P < .001 for both), and the total mean numbers of new 

or newly enlarged hyperintense lesions on T2-weighted MRI were 77% 

(0.32 vs 1.41) and 83% (0.33 vs 1.90) lower with ocrelizumab in the OPERA 

I and II trials, respectively (P < .001 for both).11 The rate of infusion-related 

reactions was higher (34.3% vs 9.7%) in the ocrelizumab group than in 

the interferon beta-1a group (which received placebo infusions), but most 

cases were mild to moderate, occurred at the first infusion of dose 1, and 

were managed with adjustments to infusions and management of symp-

toms.11 The immunogenicity of ocrelizumab was low, with 3 of 825 patients 

(0.4%) across both trials developing anti–drug-binding antibodies and 

1 patient developing neutralizing antibodies, whereas neutralizing anti-

interferon beta-1a antibodies were observed in 21.3% of patients.11 

An analysis of NEDA outcomes showed that 47.9% and 47.5% of 

patients treated with ocrelizumab in the OPERA I and II trials, respec-

tively, achieved NEDA at 96 weeks compared with 29.2% and 25.1% of 

patients treated with interferon beta-1a in the respective trials (OPERA I, 

64% increase; P < .0001; OPERA II, 89% increase; P < .001).12 Additionally, 

at least 96% of patients across both trials who received ocrelizumab 

were free from new or enlarging T2 lesions after week 24 compared 

with 60.8% to 70.9% of patients treated with interferon beta-1a.12 

  STAKEHOLDER INSIGHTS 

Ocrelizumab was associated with superior clinical outcomes compared 

with interferon beta-1a, and, according to stakeholders, the intravenous 
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method of delivery in the physician’s office may be advantageous for 

patients who have difficulties with a self-administered medication and 

ensure that physicians know that the patient is adhering to the medication.

Cladribine

Cladribine is a synthetic deoxyadenosine analogue that preferen-

tially and durably reduces the number of circulating peripheral T 

and B lymphocytes.13 To ensure adequate hematopoietic recovery 

between treatment cycles, cladribine is dosed orally in 2 yearly treat-

ment courses (1.75 mg/kg body weight per treatment course), with 

each treatment course divided into 2 cycles, each of which lasts 4 to 5 

days (depending on the number of tablets needed to achieve the target 

dose).14 The second cycle of the first treatment course is initiated 23 

to 27 days after the last dose of the first cycle, and the second treat-

ment course commences at least 43 weeks after the final dose of the 

first treatment course. Similar to the first course, the second cycle of 

the second course is administered 23 to 27 days after the last dose of 

the first cycle of the second course.14 

The CLARITY trial, a phase 3, double-blind, placebo-controlled, 

multicenter trial that compared 2 doses of cladribine (cumulative dose 

of 3.5 mg/kg or 5.25 mg/kg over 96 weeks) with placebo, showed that 

the ARR was significantly lower in patients treated with either dose of 

cladribine than in those who received placebo (relative reductions of 

57.6% [ARR, 0.14] and 54.5% [ARR, 0.15] with cladribine 3.5 mg and 5.25 

mg, respectively; P < .001 for both vs 0.33 with placebo).15 Both of the 

cladribine groups had fewer gadolinium-enhancing T1 lesions (mean 

number, 0.12 and 0.11, respectively, vs 0.91), active T2 lesions (mean 

number, 0.38 and 0.33, respectively, vs 1.43), and combined unique 

lesions per patient per scan than the placebo group (mean number, 

0.43 and 0.38, respectively, vs 1.72) (P < .001 for all comparisons).15 

Lymphocytopenia occurred more frequently in the cladribine groups 

than in the placebo group, although most cases were graded mild or 

moderate.15 Infections or infestations were reported in 47.7%, 48.9%, 

and 42.5% of the cladribine 3.5 mg, cladribine 5.25 mg, and placebo 

groups, respectively, with more than 98% of AEs in each group graded 

mild or moderate.15 However, neoplasms (including benign, malig-

nant, or unspecified) were reported in 1.4% and 0.9% of the cladribine 

3.5-mg and 5.25-mg groups, respectively, and in none of the patients in 

the placebo arm.15 These findings, in addition to controlled and exten-

sion studies showing a higher frequency of malignancies in patients 

treated with cladribine compared with placebo (0.27 events per 100 

patient-years vs 0.13 events per 100 patient-years), led to the recom-

mendation on the prescribing label to avoid cladribine for at least 2 

years after completion of 2 treatment courses.14 

A post hoc analysis of the data from the CLARITY study showed that 

44% and 46% of patients in the 3.5-mg and 5.25-mg cladribine groups, 

respectively, were free from disease activity (defined as a composite of 

relapses, 3-month sustained EDSS progression, and MRI lesion activity) 

over the 96-week study period compared with 16% of the placebo group 

(OR, 4.28; 95% CI, 3.05-6.02; P < .0001 for the 3.5-mg group; OR, 4.62; 95% 

CI, 3.29-6.48; P < .0001 for the 5.25-mg group).13 Furthermore, a post hoc 

subgroup analysis of the CLARITY trial showed that the improvement 

in ARR was maintained across all patient cohorts stratified by baseline 

demographics and disease characteristics that were thought to be impor-

tant predictors of clinical outcome or clinically meaningful (examples 

include sex, age, disease duration prior to study entry, prior treatment 

status, history of relapses over the prior 12 months, and baseline EDSS 

scores and MRI measures).16 Additionally, the ARR was significantly 

lower with both doses of cladribine in patients with high baseline 

disease activity (2 or more relapses and 1 or more gadolinium-enhancing 

T1 lesions or 9 or more T2-enhancing lesions) and tended to be lower 

in patients who did not respond to prior DMT (although this did not 

reach statistical significance, possibly because of the small number of 

patients in this subgroup).16 The authors concluded that the short courses 

of annual treatment with cladribine can significantly reduce the ARR 

across a wide range of patient groups, including those with disease char-

acteristics associated with clinical activity and disease progression.16 

  STAKEHOLDER INSIGHTS 

Cladribine offers an alternative approach for high-efficacy therapy in 

which patients have short courses of treatment followed by long medi-

cation-free periods of time. Some evidence has suggested that cladribine 

can provide a durable effect by resetting the immune system to a more 

favorable state, although this postulation requires further research.

POTENTIAL EFFECTS OF GENERICS 
ON TREATMENT CHOICE 
  STAKEHOLDER INSIGHTS 

Although the high-efficacy therapies have yielded promising results 

in clinical trials, the introduction of generic MS drugs and subsequent 

changes to insurance formularies may affect access to the high-efficacy 

agents and introduce concerns for patients about medication costs. 

Even low co-pays can be a substantial financial burden for patients 

with MS, who are often on multiple medications and have multiple 

practitioner visits.

“I think it’s great that payers want to put that on their formulary first 

and save money, but the problem comes down to co-pay. Patients have 

gotten very used to not paying anything for their MS treatment,” said Ross.

Additionally, a generics-first approach may be counterintuitive to 

a “high-efficacy first” approach for MS because the injury that occurs 

with relapses often leads to lasting damage, and the effects of multiple 

switches in medication (eg, resistance or development of antidrug anti-

bodies with anti-CD20 therapies) are largely unknown because they 

have not been investigated in clinical trials, according to the panelists. 

Patients with risk factors associated with aggressive disease are likely 

to be poor candidates for a generics-based approach to therapy; there-

fore, having the option for a high-efficacy treatment first in patients 

with risk factors for poor prognosis without waiting for a preferred 

generic therapy to fail, which ultimately utilizes excessive resources 

and time, is important in a generics-first formulary. 

“To give an analogy: MS is not a carousel. You cannot step up, go once 

around, and then end up at the same place. If the patient has injury, the 

patient will have enduring injury. If you think about the disease, you 

want to prevent injury, then obviously switching at the time of the next 

injury is almost a counter proposition of best management,” said Leist.
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SWITCHING THERAPIES, PATIENT ADHERENCE, 
AND PAYER CONSIDERATIONS 
  STAKEHOLDER INSIGHTS 

Selection of therapies has shifted from a primarily physician-driven 

decision to a joint patient-physician choice, and narrowing down the 

options to those that are in the best long-term interest of the patient 

and promote adherence should be the primary focus for providers. In 

general, getting the patient to buy into DMT as a strategy that improves 

long-term disease control can be challenging because the agents 

(whether moderate or high efficacy) often do not yield improvement in 

symptoms. However, starting early with the therapy that is most likely 

to reduce disease progression and building trust with the patient are 

key to maximizing buy-in. Additionally, explaining the rationale to 

the patient about starting with a moderate-efficacy DMT in the first-

line setting that is covered by insurance but is not the optimal choice 

for the patient may reduce the patient’s willingness to adhere to DMT. 

“It’s essentially that the absence of something happening is the reward 

in itself, but we are not mentally geared towards living off something 

not happening, and therefore we’ve been successful…If I have to have 

this ambiguous speech with the patient, I’m already losing the patient 

in a certain way,” said Leist.

Although guidelines are available to identify patients with clinical 

features associated with high risk for progression who would benefit 

from high-efficacy therapies, selection is based on the probability 

of disease progression, and the clinical course is often not linear. 

Creating formularies that stratify preferred agents based on efficacy 

may improve access to high-efficacy medications, but it may also lead 

to overselection of high-efficacy agents in low-risk patients. 

FUTURE DIRECTIONS IN MS CARE 
  STAKEHOLDER INSIGHTS 

Provision of high-efficacy medication as first-line therapy provides an 

opportunity to change the disease course for patients with MS, partic-

ularly those with high-risk features, and improving the quantitative 

assessment of MRIs and other tests will be important in improving 

identification of patients who are likely to respond to a therapy. 

“We are having…this window of opportunity early in the disease 

where we can categorically change the trajectory of a patient. We need 

to understand that we have to transition to a more quantitative assess-

ment of how we assess patients,” said Leist.

With the increased genericization of proprietary drugs for MS, greater 

efforts will be needed to prevent patients from developing avoidable 

disability because they were required to use a moderate-efficacy agent 

first, and increased flexibility among payers is critical to achieve that 

goal. Overall, the introduction of high-efficacy therapy in early MS 

provides an opportunity to redefine excellence in MS care, and devel-

oping consensus around the approach to care to improve consistency 

of management among all types of providers and provide care at the 

level of an MS center of excellence will be important moving forward. n
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“To give an analogy: MS is not a carousel. You 

cannot step up, go once around, and then end 

up at the same place. If the patient has injury, 

the patient will have enduring injury. If you 

think about the disease, you want to prevent 

injury, then obviously switching at the time of 

the next injury is almost a counter proposition 

of best management.”

Thomas Leist, MD, PhD
Thomas Jefferson University
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