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Background. In January 2002 the New York City Chapter of the National Multiple Sclerosis Society convened a panel of experts to
review the issue of depressive affective disorders associated with multiple sclerosis (MS). This Consensus Conference was supported by a
grant from the Goldman family of New York City. Results. The panel reviewed summaries of current epidemiologic, neurobiologic, and
therapeutic studies having to do with depressive disorders among MS patient populations. Depressive disorders occur at high rates among
patients with MS, and there is reason to believe that the immunopathology of the disease is involved in the clinical expression of affective
disorders. The depressive syndromes of MS have a major, negative impact on quality of life for MS sufferers, but are treatable. At the
present time, most MS patients with depression do not receive adequate recognition and treatment. Conclusions. The Goldman
Consensus Conference Study Group provides recommendations for improved screening, diagnosis, and clinical management for
depressive affective disorders among patients suffering from MS.
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The Lillian Goldman Consensus Conference on the Iden-

tification and Treatment of Mood Disorders in Multiple

Sclerosis (MS) was convened in New York City on 17 and

18 January 2002, under the administrative leadership of

the New York City Chapter of the National Multiple

Sclerosis Society. The scientific participants are listed as

an appendix to this document. Background presentations

were given concerning our current state of knowledge

about the affective disorders associated with MS. Depres-

sive spectrum mood disorders were selected as the focus

of the conference. There is reason to believe that these

mood disorders occur at high rates among persons with

MS, and that they are eminently treatable. The consensus

statement which follows provides a summary of current

knowledge about these disorders, as well as recommenda-

tions from the conference for alterations in clinical

practice.

Epidemiology of depressive disorders associated with
MS

The major disease burdens for the 21st century are likely
to be different from those which received the greater share

of medical resources during the previous one hundred

years. The neuropsychiatric disorders, especially depres-
sion, already dominate the lists of leading causes of

disability worldwide.1 The depressive spectrum disorders
which occur in conjunction with various neuromedical

disorders such as MS present special challenges for
recognition and successful treatment.2 These disorders

include the affective disorders which are classified in

the Diagnostic and Statistical Manual of the American
Psychiatric Association, fourth edition,3 as Major Depres-

sive Disorder (MDD), Dysthymia, and others which fall
short of criteria for MDD or Dysthymia yet still cause pain

and suffering.
Reported measures of lifetime risk for depressive spec-

trum disorders are quite high in persons diagnosed with
MS.4 Point prevalence rates for major depressive syn-

dromes in MS clinic populations are in the range of 14%,
but may be even higher in community samples.5 Lifetime

risk for MDD in the MS population may be as high as 50%,

while risk for all depressive disorders is even higher.6�9

These rates of major depressive disorders are significantly

elevated when compared with rates of depression reported
in the general US population.10 Almost all comparison

studies have reported higher rates of depression among
MS patient cohorts than among those with other chronic

illnesses, including other neurologic disorders.11,12 We

conclude from these reports that clinicians who care for
patients with MS should expect to encounter depressive

affective disorders at rates higher than those in most other
chronic medical disorders.
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Clinical course and natural history of depression in MS

The depressive syndromes associated with MS occur with
significant frequency across the natural history of the
neurological disease, including in patients with very mild
forms of MS.13,14 The presence of depressive symptoma-
tology does not correlate well with the severity of
neurologic disability as measured by such instruments
as the Kurtzke scales, the most commonly used, standar-
dized measures of neurologic impairment in MS.15 There
is reason to believe that these depressive disorders do not
remit spontaneously at high rates, but may even worsen
over time if not treated.16

Neuromedical treatments for MS

The present neuromedical treatments for MS emphasize
agents that are immunologically active, including corti-
costeroids, beta interferons, glatiramer acetate, and
immunosuppressants. Corticosteroids and some interfer-
ons are suspected to affect mood, at least in some
individuals.

Corticosteroids, which are often used in high doses to
treat MS exacerbations, are associated with a variety of
neuropsychiatric side effects. Typically, their short-term
use produces increased energy, decreased sleep, and
variable euphoria.17 Depressive symptoms may also occur,
however, following initial administration, with long-term
use, or with discontinuation of steroid dosing.18

Initial studies of interferon-beta 1b, an immunomodu-
latory cytokine used to reduce MS disease activity over
prolonged periods, found increases in depression follow-
ing initiation of treatment,19 and increased risk of suicide
attempts.20 A more recent report indicates that increases
in depressive symptoms associated with interferon-beta-
1b are more related to pretreatment levels of depressive
symptomatology than to the administration of the inter-
feron itself.21 A prospective study of patients assigned to
interferon-beta 1b treatment has reported that the crude
rate of major depression among patients receiving the
interferon fell during a one year follow-up period, from
about 21% to about 6% after initiation of antidepressant
pharmacotherapy.22 The majority of subjects with major
depression in this study had a history of psychiatric
illness prior to treatment with interferon-1b. The 1a
interferons also have FDA labeling precautions for depres-
sion and suicide, although in the SPECTRIMS trial of
Rebif in secondary progressive MS depression ratings
were followed prospectively in treatment and placebo
groups and no differences were found.23 Zephir and
colleagues evaluated a cohort of MS patients before and
twelve months after initiation of treatment with inter-
feron-beta 1a and found no change on the Beck Depression
Inventory.24 Glatiramer acetate does not seem to be
associated with depressive side effects. Corroborating
reports from the internal medicine literature concerning
a relationship between affective disorders and the inter-
ferons have appeared, reporting rates of new onset

major depression in association with the use of inter-
feron-alpha to treat infectious and malignant syndromes
approaching 50%.25 These conflicting data, along with the
methodologic flaws in many of the studies, forbid a
determination yet that the administration of interferons
to patients with MS definitely increases risk for depressive
disorders.26

Clinical impact of depression in MS patients

There is evidence that the comorbidity of depression and
MS adversely impacts functional status in several neu-
ropsychiatric domains. Depressed MS patients perform
more poorly than non-depressed MS controls on tests of
cognitive function.27,28 Standardized measures of quality
of life are lower in depressed MS patients than in non-
depressed MS controls.29 �31 Intercurrent depression in
MS populations is associated with increased time lost
from work.32 Depressed MS patients experience disrup-
tion of their social support and family systems, beyond
what can be attributed to neurologic disease factors
alone.33,34 There is also evidence that comorbidity of
depression and MS may adversely affect long-term health
outcomes by decreasing adherence to neuromedical treat-
ment regimens for MS.35

It is not known whether emotional states, including
depression, can actually affect the neurobiologic course of
MS. Emotionally stressful experiences are commonly
reported prior to clinical exacerbations in MS.36 A series
of prospective studies has reported a relationship between
stressful life events and increased exacerbation rates in
MS populations.37�39 A carefully designed prospective
study which assessed rates of appearance of new gadoli-
nium enhancing lesions found a correlation between
measures of conflict and of disruption of routine, and
the appearance of enhancing brain lesions.40 One pro-
spective study has reported a contradictory finding,
however, of reduced exacerbation rates in people with
MS under threat of military attack.41 In the animal model
most often associated with MS, experimental allergic
encephalomyelitis, there are conflicting reports of the
effects of various stress models on disease severity and
course.42 Stress is a different behavioral construct from
depression, however, and none of these studies bears
directly upon a potential relationship between depression
and disease activity in MS. At this time, we know very
little about the latter question.

The Consensus Group concludes that the depressive
mood disorders which occur commonly in MS are
functionally impairing, even though we do not yet under-
stand the connections between these behavioral disorders
and the underlying neurobiology of the disease.

Risk for suicide

Reported rates of completed suicide in MS populations are
high.43,44 Death-certificate based reviews indicate that
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suicide may be the cause of death for MS clinic attenders
in as many as 15% of all cases.45 The most important risk
factor for suicide to emerge from retrospective analyses of
completed suicides in MS populations is depression.46

The presence of clinical depression is the most powerful
determinant of suicidal intent in living MS patients,
although social isolation is a co-determinant.47 There is
often a previous history of suicide attempts in completed
suicides, and the suicide often follows a recent functional
deterioration in the MS course.48 Level of neurological
disability, per se, is not known to be an important risk
factor for suicide. Most completed suicides in MS patients
are among persons with a moderate level of disability,
perhaps because severely disabled persons do not have the
means.

These data concerning frequency and risk factors for
suicide in MS patients add an additional dimension of
clinical concern to the problem of depression in this
population. The single most useful step we can take with
regard to primary prevention of suicide in MS is the better
identification and treatment of the depressive disorders.

Neurobiological factors

Several lines of evidence suggest that neurobiological risk
factors specifically associated with MS contribute to the
increased risk of depressive disorders among these pa-
tients.

Hypothalamic feedback regulation is abnormal in many
MS patients, with or without depressive symptoms. The
dexamethasone suppression test measures the inhibitory
feedback sensitivity of the hypothalamic pituitary axis to
an exogenous dose of the glucocorticoid, dexamethasone.
In a normal axis a small dose of dexamethasone, 1.5 or
2.0 mg in the evening, suppresses glucocorticoid secretion
for twenty four hours. Fifty percent of MS patients
demonstrate ‘escape,’ or failure of suppression. This
abnormality on the dexamethasone suppression test in
nondepressed MS patients is similar to the pattern of
abnormalities seen in many patients with major depres-
sive episodes.49 Failure to respond to dexamethasone
challenge has also been associated with the presence of
gadolinium enhancing lesions on magnetic resonance
imaging in MS patients, suggesting that disease activity
could be related to some of the depressive symptomatol-
ogy in MS.50,51

Some of the many in vitro immune system parameters
that are altered in MS patients may, directly or indir-
ectly, act in concert with measures of depression. For
example, Mohr and colleagues have reported that
stimulated interferon gamma production by lymphocytes
decreases in depressed MS patients as the depression
improves.52 Foley and colleagues have reported that
depressed and anxious MS patients demonstrate a
relative depletion of peripheral CD8 positive lympho-
cytes compared with MS patients with no affective or
anxiety disorder.53

Imaging studies of brain lesion distribution and meta-
bolism have contributed some suggestion that depressed

MS patients may differ from non-depressed MS patients,

but there is no clear consensus about what these differ-

ences may be. When depressed and non-depressed MS

populations are compared after controlling for Kurtzke

ratings, one study indicated that the depressed patients

demonstrated a more pronounced pattern of superior

frontal and superior parietal hypointense lesions on T1

sequences.54 Pujol and colleagues performed an MRI

imaging protocol on a cohort of MS patients who were

sorted across a spectrum of depression severity according

to scores on the Beck Depression Inventory, and found a

pattern of left hemisphere supra-sylvian lesions in the

more depressed subjects.55 Berg and colleagues found

more right hemisphere temporal lobe lesions in depressed

MS patients.56 Some MRI-based comparative studies have

found no differences between depressed and non-de-

pressed MS groups with regard to lesion distribution.57,58

It is difficult to draw any definite conclusions from

these studies about the role of neurobiologic processes in

MS as risk factors or generators of depression. We are left

with the suggestion that a variety of interactions exist

between the neuroimmunology of MS and the depressive

disorders, but relatively little is presently known about the

specific nature of these interactions.

Cognitive interactions of affective disorders

Cognitive impairments also occur commonly among

patients suffering from MS.59 The pattern of these

cognitive impairments tends to be more circumscribed

and less obvious to observers than the cognitive loss

syndromes associated with the major dementing ill-

nesses, such as Alzheimer’s disease. The cognitive

functions most often affected in MS are recent memory,

both visual and verbal, various dimensions of informa-

tion processing, executive functions, and visual-spatial

processing.60 A recent consensus conference has recom-

mended a specific, ninety minute neuropsychologic

battery to be used in the assessment of MS patients,

called the Minimal Assessment of Cognitive Function in

MS (MACFIMS).61

Some of the vulnerability to affective disorders in MS

patients may be conferred by these alterations in cogni-

tion, which also occur. There are reports that MS-asso-

ciated mood disorders occur more commonly in MS

patients with cognitive impairments, than in those who

are cognitively intact.62 Depressed MS patients also per-

form more poorly than matched, non-depressed MS

patients on cognitive measures which involve attention

and concentration functions.63 Less sophisticated coping

strategies may amplify the severity of mood disorders.64

Not all studies, however, have found a relationship

between affective disorders and cognitive dysfunction in

MS patients.65,66 We are left with the conclusion that the

cognitive loss syndromes of MS occur with and without

coexisting depression.
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Psychosocial factors in depression associated with MS

Coping strategies are psychological defense mechanisms
that assist in adaptation to a variety of stressful life
problems, including chronic disease. A large number of
coping strategies exist, including such mechanisms as
escape-avoidance, planful problem solving, seeking social
support, positive reappraisal, and others.67

Mohr and his group assessed a cohort of MS patients
and found lower levels of depression to be associated with
active problem solving strategies, and cognitive refram-
ing.68 This group found strategies such as escape-avoid-
ance, and emotional avoidance to be associated with
higher levels of depression. The latter two coping strate-
gies are similar in that they entail avoidance of the source
of stress, either by attempting to escape stressful situations
or attempts to disengage emotionally from stressful emo-
tions by fantasy. Similar results, favoring self-actuating
coping strategies, have been reported by other investiga-
tors.69,70. Interestingly, duration of illness seems inversely
correlated with level of adjustment in this, and other,
studies of coping in MS.71

The results described in these studies provide strategic
direction for clinicians who advise, or counsel MS
patients with depression. Depression is more than a
failure of coping with psychosocial challenges, but often
the psychotherapeutic treatment of depression involves a
review of coping strategies.

Measurement issues in depression associated with MS

The current gold standard for diagnosis of depressive
spectrum disorders is the Diagnostic and Statistical
Manual, edition IV, from the American Psychiatric Asso-
ciation.72,73. In the real world of clinical practice, how-
ever, depression exists on a spectrum of severity, and need
not meet full DSM-IV criteria to be of clinical signifi-
cance.74 The Goldman Group expressed general agreement
that some sort of scale-based assessment of depression in
MS populations would be helpful in screening for these
depressive disorders.

Mohr and his colleagues have reviewed the problem for
any screening instrument that there is considerable over-
lap between symptoms and signs of depression, and some
symptoms and signs of MS.75 Four of the nine core
symptoms of depression in the Diagnostic and Statistical
Manual IV (DSM-IV) of the American Psychiatric Associa-
tion also occur in MS; fatigue, psychomotor retardation,
decreased concentration, and sleep disturbance.76 Experi-
enced clinicians agree that the depression associated
neuropsychiatric symptoms can be distinguished from
MS associated symptoms during the clinical interview.
But commonly used rating scales for depression often
confound these symptoms. The most commonly used
depression scale in MS associated depression has been
the Beck Depression Inventory, a self-report scale with 21
items.77 A cut-off score of 13 on the Beck seems to screen
for about 70% of MS patients with significant depression

in ambulatory settings, while still missing about 30% of
such patients.78,79 An abbreviated version of the Beck
Depression Inventory, the Beck Depression Inventory-Fast
Screen, has been developed to select out items most
sensitive to the more neurologic symptoms in MS.80

Other screening instruments that have been proposed
for use in case finding for significant depression in MS
populations include the Center for Epidemiologic Studies
�/ Depression Scale (CES-D), which has gained visibility in
several large World Health Organization epidemiologic
studies,81 and the Chicago Multi-Scale Depression Inven-
tory.82 The latter has subscales which help to separate
depressive symptomatology that is vegetative/physical
from that which is affective and cognitive. The Inventory
of Depressive Symptomatology (IDS) has been used in
several recent, large scale studies of depression in psy-
chiatric populations, and has the advantage of having both
clinician-rated and self-report versions.83

The Consensus Group felt that the best approach to
screening for depression in general MS populations at the
present time was to use the Beck Inventory, with a cutoff
score of 13.

Treatment efficacy in depression associated with MS

The Goldman Consensus Group reported that individuals
with MS and depression-spectrum illness generally re-
spond well both to medical and psychotherapeutic treat-
ments for depression. The consensus judgment of these
clinicians is that integrated medical and psychotherapeu-
tic approaches are the best. Those controlled observations
which are available mostly corroborate this clinical judg-
ment.84 There is additional evidence from general psy-
chiatry that a combination of cognitive�/behavioral
psychotherapy and antidepressant medication is more
effective than either alone in the treatment of chronic
depressive disorders.85

Despite the favorable impression with regard to treat-
ment response of the affective disorders in MS popula-
tions, these disorders are not recognized by treating
clinicians, and do not routinely receive treatment.86

Suicide prevention is partly separable from the treatment
of depression, but also begins with clinical recognition of
suicidal ideation and depression. The interactions be-
tween the clinician and the MS patient that result in this
failure to recognize depressive syndromes are not fully
understood, but probably include resistance to disclosure
on the part of the patient, as well as failure to actively
screen and diagnose on the part of the clinician. The
current realities of medical economics in private practice
settings are presently perceived as constraining appro-
priate attention to psychosocial issues in patient care.

With regard to the psychotherapies, most clinical
reports have described results from group, or from
cognitive�/behavioral techniques.

Mixed psychotherapies using a group format, and
a cognitive�/behavioral orientation for the interventions
have been shown to reduce depression severity in treated
MS groups compared with wait-listed controls.87 Indivi-
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dual psychotherapy using a cognitive�/behavioral ap-
proach and a six-session format has been shown to lower
self-report measures of depression compared with ‘usual’
neuromedical treatment.88 There is also a report that a 25-
week course of insight-oriented group therapy lowered
depressive symptoms on the Minnesota Multiphasic
Personality Inventory.89

There is one controlled study of desipramine versus
placebo in a cohort of MS patients with major depressive
disorder, showing significant improvement in depression
in the pharmacologically treated group over a six-week
period.90 There is an open trial report of the efficacy of the
serotonin reuptake inhibitor, sertraline, in 11 depressed
MS patients.91 All 11 patients were able to tolerate a dose
of 100 mg per day, and all but one improved with regard to
depressive features over a three-month period.

A recent comparative outcome trial randomly assigned
63 patients with comorbid diagnoses of MS and major
depressive episode to one of three 16-week treatments; an
individual cognitive behavioral psychotherapy focused on
teaching coping skills, a supportive�/expressive group
psychotherapy focused on facilitating expression of emo-
tions and provision of social support, or sertraline with a
modal dose of 150 mg per day.92 The cognitive behavioral
psychotherapy and sertraline were equivalent in efficacy,
and both were superior to the supportive�/expressive
group psychotherapy. This study also provided evidence
of in vitro alteration of interferon-gamma production by
T lymphocytes during the course of the treatment, sug-
gesting a way in which the treatment of depression could
theoretically affect the neurobiology of the disease.

The treatment of depression is a complex matter, which
has to be individualized for each person. Still, the
Consensus Group felt that some integrated approach
involving psychotherapy and medication was the gold
standard to be used, at least for the more severe depres-
sions.

Summary and recommendations

The summary conclusions from this conference were that
persons with MS are at increased risk for depressive
spectrum disorders, which are a cause of significant
suffering and disability. The etiology of depressive spec-
trum disorders in MS is not completely understood, but is
thought to be multifactorial, with psychological, social
and neurobiological factors all playing a role �/ and
potentially immunologic and genetic factors as well. The
natural history of depressive spectrum disorders in the MS
population is not definitely known. However, the admin-
istration of various psychotherapeutic and psychophar-
macologic treatments is generally accepted as effective for
these depressive syndromes in MS patients. Despite the
availability of such effective therapies to treat these
disorders, our present care delivery systems in the US
fail to identify over half of patients with these depressive
disorders. When depressed MS individuals are identified,
many are not properly treated. There was a strong
consensus among conference participants that resources

should be directed toward improving the application of
currently available knowledge regarding the identification
and treatment of depressive spectrum disorders (broadly
defined) in MS. In addition, it would be desirable to have
a better understanding of the pathophysiology of depres-
sion in MS, and better information concerning efficient
approaches to treatment.

Specific recommendations from the Goldman Consen-
sus Conference of 2002 include the following:

1) Clinical groups which routinely care for MS patients
should institute regular screening measures for the
identification of depression, such as the Beck Depres-
sion Inventory, using a threshold of 13 for positive
screens.

2) Patients who meet screening thresholds for depres-
sion, or who endorse any positive responses to
suicide inquiries, should be actively assessed for
severity and quality of depression, and considered
for follow-on treatment recommendations.

3) Treatment plans for depression among MS patients
should be individualized, using psychotherapeutic,
psychopharmacologic, or integrated approaches,
depending upon individual circumstances, and pre-
ferences. Available evidence suggests that pharma-
cotherapy and certain psychotherapies are equally
effective for depressive disorders in MS populations,
yet the Consensus Group strongly recommends that
these treatment modalities be combined in an inte-
grated biopsychosocial treatment plan whenever
possible. Treatment plans should be followed
through to eradication of depressive symptomatology.

4) Greater standardization of the therapeutic approach
to depression in MS should be sought, through the
development and testing of an algorithm which is
uniquely crafted to this clinical domain.

5) Continuing clinical research should be encouraged
into the neurobiologic and psychologic bases of
depressive disorders in MS patients, and into ther-
apeutic responses to currently available and newly
developing treatment modalities.
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