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Does “Benign” Multiple 
Sclerosis Really Exist?

EXPERTOPINION
Edited by Randolph W. Evans, MD

CASE
A 53-year-old man is seen for evaluation
of an abnormal MRI scan of the brain. He
recently visited an endocrinologist for
treatment of erectile dysfunction. Because
he was found to have a low serum testos-
terone level, an MRI scan of the brain and
pituitary was obtained, revealing multiple
ovoid white matter abnormalities perpen-
dicular to the lateral axis of the body with-
out contrast enhancement (Dawson’s fin-
gers). 

About 20 years ago, the patient experi-
enced a one-month episode of numbness of
the lower extremities to the waist without
paresis or bladder dysfunction. At the time,
he saw a family physician; however, no
testing was performed. There is no history
of visual loss, vertigo or other sensorimotor
episodes. There is a past medical history of
hyperlipidemia only. Neurological exami-
nation is normal.

Questions
(1) Is further neurological testing indi-
cated? 
(2) What is the probable diagnosis? 
(3) Is immunotherapy indicated? 
(4) What is his prognosis?

Expert Opinion
This gentleman was referred for an
increasingly common chief complaint of
“abnormal brain MRI.” Our job as the
consulting neurologist is to help deter-

mine if this abnormal MRI is significant
in this patient and whether it represents
a known diagnosable neurologic condi-
tion. Many times, such a consult is
prompted by an overzealous reading of
an MRI demonstrating small, non-spe-
cific white matter changes as being “con-
sistent with demyelinating disease.” 

Such non-specific white matter
changes are common in people with
cerebrovascular disease risk factors such
as hypertension, diabetes, hyperlipi-
demia and tobacco use, and are often
attributed to small vessel ischemic
changes.1 These types of non-specific
white matter lesions may also be seen in
patients with migraine headaches,2 or
simply as an age-related phenomenon in
persons above age 50.3

However, in the present case, the
brain MRI is described as showing
numerous periventricular white matter

lesions with an appearance of “Dawson’s
fingers,” an appearance highly suggestive
of multiple sclerosis.4 Over the years,
numerous groups have attempted to
establish definitive MRI criteria for the
diagnosis of MS, both to help guide cli-
nicians and to help in the conduct of
clinical trials.5,6 The latest diagnostic cri-
teria were published in 2001, and are
widely referred to as the McDonald cri-
teria.7 These criteria officially incorpo-
rated MRI into an MS diagnostic
scheme for the first time. 

According to the McDonald criteria,
an abnormal brain MRI consistent with
“dissemination in space” would demon-
strate at least three of the following four
criteria: 

(1) One gadolinium-enhancing le-
sion or nine T2-hyperintense lesions. 

(2) At least one infratentorial lesion. 
(3) At least one juxtacortical lesion.
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(4) At least three periventricular
lesions. 

From the data presented in this gentle-
man’s brief case, it is not clear whether or
not he fulfills these MRI criteria. He is
described as having multiple periventric-
ular T2 hyperintense lesions, but no
gadolinium-enhancing
lesions. For the sake of
discussion, let us
assume that his MRI
looks like typical MS
and fulfills the above
criteria. 

Does this then con-
firm a diagnosis of
MS? Let us not forget
the clinical situation.
Does the patient fulfill
the clinical criteria of
dissemination in time
and space? He clearly
describes an episode of
partial transverse mye-
litis occurring over 20
years ago. Such an event is indeed a com-
mon presenting symptom of MS. It is not
clear from the provided history whether
he has had any other events suggestive of
an exacerbation. 

I would question him about the oc-
currence of fatigue, depression, Lher-
mitte’s sign, imbalance or ataxia, memory
loss or other cognitive dysfunction. He
does not have any abnormalities on neu-
rologic examination to guide the clinical
decision-making process. Often, a clini-
cally silent afferent pupillary defect or
positive Romberg sign will be found, but
such a sign was not seen in this gentle-
man. It is possible that his erectile dys-
function (ED) may be a symptom of MS,
as ED is reported in up to 70 percent of
MS patients.8

Is Early Treatment Warranted?
With the emergence of effective im-
munotherapy for multiple sclerosis with-
in the past 12 years, there is a push for
early diagnosis and treatment. Indeed,
there have been several trials demonstrat-

ing that introduction of immunotherapy
at the time of an initial demyelinating
event (a clinically isolated syndrome, or
CIS) can help delay the progression to
clinically definite MS.9,10

A recent report of the Therapeutics
and Technology Assessment Subcom-

mittee of the American
Academy of Neurology
investigated the utility
of MRI in suspected
MS.11 After reviewing a
great deal of data on
the topic of MRI, the
committee concluded
that the appearance of
three or more white
matter lesions on a T2-
weighted brain MRI
scan is a very sensitive
predictor of the subse-
quent development of
clinically definite MS
in the next seven to 10
years. The dilemma

here is that this gentleman has an abnor-
mal brain MRI, not in the setting of a
current CIS, but some 20 years later. 

Most authorities would agree that
anyone diagnosed with relapsing forms of
MS should be offered appropriate im-
munomodulatory treatment.12,13 It is not
clear that the present case fulfills current-
ly accepted MS diagnostic criteria of dis-
semination in time and space. 

A repeat brain MRI in at least three
months demonstrating a new gadolini-
um-enhancing lesion would satisfy MRI
criteria for dissemination in time.7 Most
MS specialists would also investigate for
other conditions which may mimic MS
radiographically. This may include testing
for sarcoidosis, Lyme disease, connective
tissue diseases, syphilis and B12 deficien-
cy, depending on the clinical situation.
An MRI of the spinal cord may help by
demonstrating intramedullary lesions of
MS. 

A majority of patients with MS, and
even those with CIS, show intra-
medullary lesions, especially in the cervi-

cal spine.14,15 Cerebrospinal fluid analysis
shows abnormalities of intrathecal im-
mune protein synthesis in at least 85 per-
cent of patients with MS (increased IgG
index and/or presence of oligoclonal
bands), and would be helpful in this
case.16

Additional Tests Needed
In summary, in this case I would perform
lumbar puncture, MRI of the cervical
spine (and possibly sagittal survey of the
entire spine), and laboratory evaluation as
appropriate. I would then consider re-
peating brain MRI if the diagnosis were
still in question.

Assuming that the above work-up fur-
ther supports a diagnosis of MS, the neu-
rologist must still decide whether this
gentleman warrants treatment. He expe-
rienced one attack 20 years ago and now
has only ED, which may or may not be
related to his MS. Depending on the def-
inition used, he may fulfill criteria for
“benign MS.” 

Assuming that the patient has no
memory problems, bowel or bladder dys-
function or fatigue, his expanded disabil-
ity status score (EDSS) would be zero
some 20 years after onset of his disease.
Natural history studies guide us some-
what in this case. MS patients in
Olmstead County, Minnesota, who had
low levels of disability (EDSS≤2) after
disease duration of >10 years were inves-
tigated after an additional 10 years. The
mean EDSS had increased from 1.4 to
1.9 10 years later.17

However, other studies which have
looked at “benign MS” have not been as
favorable.18 Natural history studies in
Canada have shown that about 50 per-
cent of patients with relapsing-remitting
multiple sclerosis (RRMS) transform to
secondary progressive MS (SPMS) within
10 years. About 90 percent of patients
with relapsing-remitting MS eventually
transform to SPMS if followed for over
25 years.19

It is always difficult to estimate the
prognosis in an individual patient with
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MS, given the capricious nature of the
disease. Factors considered to be relative-
ly favorable include female sex, relapse
onset, long inter-attack interval, sensory
onset and age less than 40 at the time of
first symptom.

Ultimately, the neurologist and the
patient with MS must decide together
whether or not to treat. As I tend to fol-
low the recommendations of the NMSS,
I would treat such an individual if further
testing supported a diagnosis of MS. The
decision then becomes which medication
to use. We are now fortunate to have six
FDA-approved medications for the treat-
ment of MS, offering a wide array of
potential options for management. PN

Dr. Hutton is Clinical Associate
Professor of Neurology at Baylor College of
Medicine/Methodist Hospital Multiple
Sclerosis Center in Houston.
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