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3. Disease Experience
Multiple sclerosis is an unpredictable, often disabling disease of the central nervous system. MS occurs
because of damage to myelin, the protective covering wrapped around nerve fibres (axons). Damaged
myelin causes an interruption or loss of the usual flow of nerve impulses along the axons resulting in a
wide variety of symptoms. Approximately 85-90% of people are diagnosed with a relapsing-remitting
(RRMS) course, wherein they experience ‘attacks’ caused by bouts of inflammation in the CNS, followed
by full or near complete recovery. Over time, about half of these individuals are likely to transition to
secondary progressive MS, a form of the disease that steadily worsens over time and is marked by fewer
or no attacks and advanced disability. Amongst those with RRMS, some will present with highly active
disease, characterized by frequent relapses with incomplete recovery, and/or high radiological burden of
disease, rapid accrual of disability after disease onset, with otherwise typical features of MS. Patients with
highly active disease respond to higher efficacy DMTs (second-line) compared with low-moderate efficacy
treatments. Higher-efficacy treatments have been shown in phase three trials to effectively reduce annual
relapse rate (AAR), accumulation of disability and brain atrophy significantly more than low-moderate
efficacy treatments. Early treatment with the most effective DMT that best meets the clinical presentation
of the patient is imperative to manage the disease and protect brain health.
The remaining 10% of people are diagnosed with primary-progressive MS, characterized by a steady
worsening of disease that is not preceded by a relapsing course. The most common symptoms of MS
include fatigue, difficulty in walking, visual impairment, cognitive difficulties, depression, bladder
problems, and pain. Other symptoms may include issues with balance, sexual dysfunction, spasticity,
tremor, weakness and difficulty speaking and swallowing. MS can occur at any age, but is usually
diagnosed between the ages of 15 to 40, peak years for education, career- and family-building.
Depending on the type and severity of the symptom, an individual’s quality of life can be greatly impacted.
The episodic nature of multiple sclerosis creates unique employment issues – many people are unable to
maintain stable jobs or remain in the workplace due to relapses, symptoms, medication side-effects and
disability progression. In addition to employment, MS can interfere with, or introduce a barrier to
education, physical activity, family commitments, interpersonal relationships and social and recreational
life.
Caregivers play an instrumental role in the overall care management plan of people living with MS, these
roles range from providing emotional support and assistance with medication administration, to helping
with activities of daily living such as personal care, feeding and transportation to and from appointments.

4. Experiences With Currently Available Treatments
Treating MS as early as possible following diagnosis with a disease modifying therapy (DMT) is
associated with better long-term outcomes than delaying treatment. There are 15 DMTs in Canada
approved for relapsing forms of MS however five of these medications are reserved as second-line
therapies for patients who have not responded to, or are unable to tolerate first-line therapies for MS.
Two-thirds of all respondents reported being treated with a DMT (67%). Depending on the DMT
recommended by the prescribing neurologist, patients may currently choose from injected, oral or infused
medications and dosing schedules ranging from daily to a two-week period per treatment year. There is
an increasing trend towards the use of oral and infused medications as opposed to the injected DMTs, as
reported through patient feedback surveys. With that said, the following DMTs were identified as the
current treatment by survey respondents: Ocrevus (11), Tecfidera (7), Aubagio (7), Tysabri (5), Gilenya
(4), Copaxone (4), Mavenclad (3), Avonex (2), and Rebif (2).
Treatment reimbursement criteria in Canadian provinces and territories requires that patients demonstrate
clinical failure on at least one or more low-moderate efficacy treatment prior to initiating treatment with a
high-efficacy agent at the time of diagnosis. Exceptions may be made for patients who present with and
where a prescribing neurologist is able to justify induction therapy versus escalation (initiate a lowmoderate efficacy treatment and monitor for response).

Based on previous CADTH patient feedback reports, the most commonly reported side-effects from
DMTs are generally known and expected, and include injection site reactions, flushing, hair thinning, skin
rash or hives, joint and/or musculoskeletal pain, gastrointestinal symptoms, increased risk of infections
and flu-like symptoms. Due to the mechanism of action of most high efficacy agents, there is an
increased risk of a more serious infections, including a rare brain infection, progressive multifocal
leukoencephalopathy PML, a rare and potentially fatal side effect reported with treatment with a small
number of DMTs (including Tysabri, Gilenya and Tecfidera).
There is a growing number of high-efficacy DMTs, with varied administrations, dosing schedules and
decreased monitoring requirements, factors that are consistently identified as priorities for patients when
selecting a DMT. Patients place high value in having a choice to select the administration, dosing
schedule, side-effect profile and level of medication monitoring that best fits their lifestyle and personal
preference. Without choice, adherence becomes an issue, resulting in decreased clinical benefits and
health outcomes.

5. Improved Outcomes
Ozanimod is the only S1P receptor modulator that does not require first-dose monitoring. Patients treated
with current S1P receptors, must take the first dose under medical supervision for up to six-hours, to
monitor for potential adverse cardiac events (e.g. bradycardia). Instead, ozanimod offers patients a dose
titration regimen, negating the requirement to take time away from work, school or other commitments.
This fills a significant gap in MS treatment for patients who are recommended to be treated with a S1P
receptor modulator as there is no requirement for first-dose monitoring, suggesting ozanimod has a
favourable safety-profile. In addition, high efficacy medications have the potential to reduce the financial
burden to health and social systems through fewer relapses requiring hospitalization, decreasing work
absenteeism, and allowing people to remain active within their social networks.

6. Experience With Drug Under Review
The MS Society did not receive feedback from patients with current or previous experience with the drug
ozanimod which is typical for our population when responding to our CADTH surveys. Over half, 60% (41)
of all respondents had not heard about ozanimod as a new treatment for relapsing-remitting MS by their
neurologist. Information related to mechanism of action, administration and dosing of ozanimod was
provided in the introduction of the survey and we asked the following question about risks versus
perceived benefits:
Given the following side-effects (most common to more serious), would you be willing to take ozanimod?
Common: upper respiratory tract infections; low blood pressure when you stand up; back pain; elevated
liver enzymes; painful and frequent urination (urinary tract infection); high blood pressure. More serious:
Liver problems; Increased blood pressure; Breathing problems; Macular edema (swelling in the eye);
Swelling and narrowing of blood vessels in your brain; Severe worsening of multiple sclerosis (MS) after
stopping ozanimod; Allergic reactions.
Of those who answered this question, the majority (28) said they would not take the risk, 27 did not know
if they were willing to trade the risks for perceived benefits, and 7 said they would be willing to take the
risk.

7. Companion Diagnostic Test
More than two-thirds of the respondents (65%) reported the requirement of pre-treatment laboratory tests
or post-treatment monitoring. Depending on the treatment, testing and monitoring may include (but is not
limited to) CBC with lymphocyte counts, liver enzyme, thyroid function, screening for infections including
Hepatitis B and C, HIV, TB, VZV as well as risk of PML (obtain JC virus antibody index) prior to treatment,

