urrents

in multiple
sclerosis

MS relapse: to treat

or not to treat

anaging multiple sclerosis (MS) takes a

three-pronged approach: treatment strate-

gies to modify the long-term course of the
disease, symptom control and relapse management.

MS is a leading cause of nontraumatic disability for young

adults worldwide' and it is especially common in Canada —
240 Canadians out of 100,000 live with this chronic neurologi-
cal disease”. Yet, a survey in Southwestern Ontario found that
although 92.2% of general practitioners (GPs) treated MS pa-
tients, only 43.1% of respondents correctly identified the appro-
priate treatment, and a mere 16% identified the appropriate
dose®. The situation is bleaker still when it comes to managing
MS relapses. Specialized care for relapses may be rendered inac-
cessible to some patients since MS Clinics in Canada are often
located at tertiary care centres. Consequently, the task of treating
relapses often falls to GPs at community clinics or in emergency
departments. However, GPs are often unfamiliar with the approach
to a potential relapse in MS patients. To close the gap in MS
patient care, the following guidelines and treatment algorithm
were developed to help GPs navigate through the diagnosis and
treatment of relapses.

Sarah A. Morrow, MD, FRCP(C), received her doctor
of medicine from the University of Calgary and com-
pleted her neurology residency and an MS fellowship
at the University of Western Ontario in London, ON.
She is currently a Research Assistant Professor of
Neurology at the State University of New York at Buffalo, focusing
on research in epidemiology and cognitive function in MS.

Disclaimer

by Dr. Sarah A. Morrow

The Rundown on Relapses

Of the different forms of MS, 85% of cases present with the
relapsing-remitting (RRMS) type*, characterized by periods of
relapse with possible residual deficit separated in time by quiescent
periods. Fifteen percent of cases are slowly progressive from the
onset (primary progressive, PPMS), and 50% of RRMS will evolve
into a progressive form (secondary progressive, SPMS). Relapses
are most prevalent in RRMS although many with a progressive
course can also have super-imposed relapses*”.

A relapse is defined as a new neurological symptom lasting for
more than 24 hours or worsening of neurological symptoms that
have been stable for at least 30 days®”. Onset of these symptoms
may either be acute or subacute. The most common presentations
are optic neuritis, brainstem syndromes such as ocular motor
syndromes, and acute partial transverse myelitis.

Pseudo-relapse: Eliminate the Possibility

Although the clinical definition is helpful, distinguishing between
what is a relapse and what is not can be tricky. In order to diag-
nose a relapse, it is first necessary to rule out a “pseudo-relapse.”
A pseudo-relapse is a neurological worsening caused by an in-
crease in body temperature that is sparked by an underlying in-
fection — which may not yet be symptomatic, an increase in
ambient temperature due to a hot shower or a hot/humid envi-
ronment, or physical or psychological stress. Typically, once the
underlying cause of the pseudo-relapse is eliminated, symptoms

will resolve.
Continued
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Currents: When to treat MS relapse

in multiple sclerosis

Is the presentation consistent with a relapse?

* New signs/symptoms OR worsening of old symptoms
previously stable for > 30 days?

e Acute or sub-acute onset (hours to days)?

e Symptoms present for at least 24 hours?

4 4

No Yes
Not a relapse ¢

Is this a pseudo-relapse?
e s there an underlying infection, such as a URTI or UTI?
¢ Do the symptoms fluctuate depending on the setting?
= hot vs cold environment
= change of venue (work vs home)
= change in stress level
|

\ 4 v

Yes No
Pseudo-relapse This is a relapse
Treat underlying cause ¢

Does this relapse need to be treated?

e Are the symptoms failing to improve
= AND are they severe enough to warrant corticosteroids?
= OR do they impair functional ability at work or at home?

3 3
No Yes

No treatment needed Initiate treatment

Oral or IV treatment?
e [s there a contraindication for oral medication i.e. dysphagia?
e s the patient going to be treated as an inpatient?

|

v v

Yes — treat IV No — treat orally
1,000 mg methylprednisolone 1,250 mg prednisone
OD x 3-5 days OD x 3-5 days

L L

Co-medications
* Mood elevation, irritability or insomnia?

= treat with benzodiazepine or other sleep aid
¢ History of peptic ulcers or GERD?

= treat with H,Blocker or PPI
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Know When to Treat

The current standard of care for MS relapses is high-dose multi-
day corticosteroid administration: 3 to 5 days of 1,000 mg of IV
prednisolone or 1,250 mg of oral prednisone. Both routes of admin-
istration are comparable in terms of efficacy®® and are used equally
in Canada. Debate is ongoing regarding the need for a corticos-
teroid taper — most studies support its use in patients who have
had a rebound of relapse symptoms following the termination of
treatment'-'2. That said, not all relapses need to be treated — neu-
rologists report treating approximately one quarter of relapses .
Ultimately, the side effects of corticosteroid use must be weighed
against the benefits. A short course of treatment commonly causes
insomnia and elevated mood, gastrointestinal effects in those
with a history of GI disease, and transient hyperglycemia and
hypertension in MS patients with a history of glucose intolerance
or hypertension, respectively>'*">. Long-term side effects, such

as bone demineralization, are only seen in MS patients given mul-
tiple corticosteroid pulses (3 or more) per year>*.

Essentially, corticosteroids decrease the duration of the relapse
with no affect on long-term outcomes and only treatment of
more severe relapses demonstrated any benefit'®"”. There are no
specific guidelines but, generally, relapses that are multi-focal,
severe and/or causing disability are treated. Adverse event treat-
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Recommendations on MS Relapse

The decision to treat an MS relapse rests with both the pa-
tient and the treating physician and should take the
following key factors into consideration:

¢ The risks and benefits of high-dose corticosteroids as
well as relapse severity

Pseudo-relapses should be ruled out prior to treatment,
particularly urinary tract infection — a common occur-
rence in MS that is often asymptomatic in its early stages

Treatment with 1,000 mg of IV prednisolone or
1,250 mg of oral prednisone for 3 to 5 days is recom-
mended, with the management of adverse events
decided on an individual basis

Patients should be referred to an MS specialist if there is
any doubt as to the nature of the new symptoms, or if
there is a higher than expected frequency of relapses.

ment using benzodiazepines, sleep-aids or gastric protectors can
be used in those with a significant medical history or a previous
reaction to corticosteroids. In the case of an unusual relapse or 2 or
more relapses a year, re-referral to a neurologist is recommended.
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