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A man walks into a doctor’s office
with a duck on his head. The doctor
comes out, greets them in the waiting
room and asks, “How can I help you?”
The duck says, “Can you get this man
off my rear end?” This is my daugh-
ter’s favorite joke. What often hap-
pens for people with depression, as
well as cognitive impairment, is that
these symptoms can be very subtle.
Often, like the doctor in my daughter’s
joke, what they believe to be the prob-
lem is not what it first appears. Pa-
tients often experience a set of symp-
toms from their condition and my job
often involves helping them to see
these symptoms in a new light. Some-
times there is an underlying depression
involved in the manner these symp-
toms are experienced.

This article will focus on the clinical
side of depression. To understand de-
pression, first you have to unlearn
some myths, the first being that most
people with neurologic illnesses are
depressed. “Wouldn’t you be de-
pressed too, if you had MS or TM?” 1
often hear this from fellow physicians.
Not only is this not borne out by clini-
cal and research experience, but this
question all too often is used to justify
an individual’s suffering and thereby
miss an underlying treatable disease.
Take the following study as a case and
point.

Psychosacial Impact of Multiple Sclerosis: Patient’s Perspective

(Mohr et. al. 1999)

e Phone interviews used to explore psychosocial functioning, defined as
intrapersonal or interpersonal processes excluding physical symptoms.

e Demographics: 100% Relapsing Remitting MS, 75% women, average 43
years old, 63% married, 55% employed.

e Psychosocial impact of MS clustered into 3 factors:

e Deterioration in Relationships: endorsed overall by 20%.

e Demoralization: endorsed overall by 30%.

¢ Benefit-Finding: endorsed overall by 60%.

This is an interesting study that came
out of San Francisco. In the Mohr
study, they made phone calls to peo-
ple in the community who had multi-
ple sclerosis, and they asked, “How’s
it going? What’s going on with your
life?” The researchers were able to
cluster the responses to these ques-
tions into three general areas. One
cluster referred to how contracting
MS had led to a deterioration in their
relationships with their friends and
family; that was one in five people.
There were 30% of people who re-
sponded that they were demoralized
in some way. Depression is very
common in MS and likely a signifi-
cant portion of this 30% was people
who were depressed. Perhaps most
striking, there were 60% of people
with MS who said that in some way
they had benefited from being af-
flicted with MS. This meant that
somehow the experience of having
MS had enriched their lives. There
were three times as many people who
were enriched by their MS experi-
ence as those that complained about
troubles with relationships, and twice
as many people as those who were
demoralized.

Is this a surprising result? The fol-
lowing are some of the responses the
researchers referred to as benefit-
finding (and the percentage of the re-
sponses in parentheses).

Relationships:

My friends and family have become
more helpful (77), I am closer to my
family (70), I am closer to my signifi-
cant other (51), I keep in better touch
with my family (44).

Interpersonal Skills:

I have learned to be more compassion-
ate (67), to be more respectful of oth-
ers (58), express more feelings (55),
communicate better (48), be a better
friend (48).

Perspective:

I appreciate the importance of being
independent (83), I appreciate life
more (74), I am more introspective
(72), more conscientious and self-
disciplined (60), more motivated to
succeed (59), more spiritual (45), more
independent in many ways (38), less
inhibited (33).

I am told all the time by my patients
that walking is something wasted on
the ambulatory. People do not appreci-
ate the ability to be able to get up and
move around. You don’t think about it
unless it is something that has been
impaired or lost.

Most of the studies that have been
done are on MS. As you will see from
the work we have begun at the Johns
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Hopkins TM and MS centers, most of
the findings reflected in these MS
studies also pertain to the whole spec-
trum of auto-immune conditions, in-
cluding transverse myelitis, Devic’s
and ADEM.

There is no despair so absolute as that
which comes with the first moments of
our first great sorrow, when we have
not yet known what it is to have suf-
fered and be healed, to have despaired
and have recovered hope.

George Eliot (1819-1880)

Often when initially confronted with
these auto-immune illnesses, the vast
majority of people are faced with a tre-
mendous transition in their lives. Peo-
ple who get these disorders often do
not know anything about them and
they do not know what is going to hap-
pen to them. The incomprehensible
sense of what the future is going to
bring is difficult and makes it a strug-
gle for people to cope.

Jerome Frank described and operation-
alized the concept of demoralization in
his work at Johns Hopkins (Frank &
Frank, 1993). Demoralization is the
state of helplessness, hopelessness,
confusion, subjective incompetence,
isolation and diminished self-esteem.
Demoralization results from a failure
to adapt when environmental stress
overwhelms an individual’s coping ca-
pacity. An individual’s coping capac-
ity is influenced by constitutional vari-
ables and resources. The subjective
thoughts, feelings, and beliefs of de-
moralized individuals are that they
have failed to meet expectations; their
own and/or other’s expectations. They
feel overmastered. There is a feeling
of being unable to cope with some
pressing problem. There are simulta-
neous feelings of being powerless to
change a situation or to extricate them-
selves from a predicament. There is a
sense of isolation; a feeling of being
unique and, therefore, not understood.
A common subjective experience may
be characterized as follows: “I feel aw-

ful. No one else understands it. I'm
not going to burden anybody else
with how I feel. Therefore, I’'m the
only one who feels like this.” We all
have coping strategies that we use to
deal with what life throws our way.
And, we all have a point beyond
which we no longer can cope on our
own and become demoralized.

We treat demoralization with remor-
alization. I try to teach this to the
residents at Johns Hopkins and to my
patients and their family members.

A sense of demoralization often re-
sults from the accumulation of a
number of hurdles that feel insur-
mountable when taken together.
Problem-focused coping skills can
instill a sense of mastery. This can
be accomplished by breaking down a
large problem into smaller and more
manageable tasks that can be ap-
proached and mastered.

When I work with patients with
transverse myelitis, I often ask them
what kinds of things they are con-
cerned about. I’ve had patients say
to me that the worst part of what is
going on with them is that they feel
as though they’ve lost their inde-
pendence. For instance, they tell me
that they can’t go grocery shopping
anymore; that they are just over-
whelmed trying to use their walker in
the store with all of the people and
activity going on around them. I ask
them if they can use the cart in the
store and if they can go to the store at
off hours when it is less busy. If the
person can go shopping, this be-
comes an achievement, which then in
turn becomes the start of many future
achievements. The journey of a
thousand miles begins with a single
step. Cumulative small victories can
re-instill confidence.

Cognitive reframing will help to
combat a subjective sense of incom-
petence and confusion. This in-
volves helping a person think about a
problem in a different way: doing a

“reality check.” For example, I have
had patients come in and say, “I think
I’m demented, I can’t remember any-
thing,” by which they mean they used
to have all of their friend’s and rela-
tive’s phone numbers memorized. |
explain to them, “Well, now you will
just have to be like the rest of us and
will have to write all of these phone
numbers down.” The untreatable
memory disorder becomes merely an
organizational problem. Small
achievements will help to combat
helplessness, diminished self-esteem
and frustrations.

Individual and group support and edu-
cation are also critical components to
preventing or overcoming demoraliza-
tion. Educating yourself is very im-
portant as it is often what you do not
know that can scare you the most.
Once you have information and begin
to understand your condition or situa-
tion, you can begin to get some control
over it. Being a part of a support net-
work helps to combat a sense of hope-
lessness and isolation. People often
need an occasional reminder that it is
okay to be merely human. It is impor-
tant for a person to have a chance to
express their feelings in a nonjudg-
mental setting.

If you can’t be normal, be spectacular.
Cody Unser

Cody has overcome some tremendous
hurdles; she has made peace with her
illness. Cody’s quote reflects the end
result of someone who has found their
way through and out of demoraliza-
tion. Cody embodies the spirit of what
it can be like to truly overcome the ob-
stacles of demoralization and disability
and emerge invigorated.

The issue of the caregiver’s wellbeing
in chronic illnesses is poorly studied in
the medical literature, it is not suffi-
ciently focused on and it is critically
important. It is difficult to have one of
the neuroimmunologic disorders; it is
much harder than difficult to have one
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of these disorders without a healthy
caregiver. When I first see a patient
with transverse myelitis, I spend at
least a third of the time talking to their
caregiver. I talk to them separately to
touch base with them to see how they
are doing. This generally doesn’t get
done in the medical setting despite its
importance. I have found that the
health of my patients is critically de-
pendent on the wellbeing of their care-
givers.

In a number of studies, caregivers re-
port that there are both positive and
negative aspects to being a caregiver.
Patients generally underestimate the
level of distress that their caregivers
are having. In other words, and for
obvious reasons, the patients tend to
focus on their disease, as the doctors
do, and not focus on the caregivers.
The wellness of the caregiver is often
neglected. Caregivers report an in-
creased frequency of loss, loneliness
and isolation. Caregivers often offer
me a justification for not attending to
their personal wellbeing with explana-
tions such as this: “Of course I don’t
have friends any longer and I don’t go
out anymore, because [ am so busy
taking care of my loved one.”

While a person has the disease in their
body, transverse myelitis and related
neuroinflammatory disorders affect the
whole family. The family and the pa-
tient are all in this together. If the per-
son who has the disorder is going to do
well, the caregiver and the rest of the
family also have to do well. Caregiver
and care recipient coping strategies
should be complementary; there is
more than one way to adapt together to
life under altered circumstances. It
helps to have problem-focused coping
skills. Both the caregiver and the care
recipient have to come to terms with
and accept what things they cannot
change, to have the courage to change
the things they can, and the wisdom to
know the difference. If the care recipi-
ent or the caregiver becomes increas-
ingly distressed, then something new

has to be tried. It is important to
know when and where to intervene
and not to get stuck in a failed strat-
egy. I had a patient with transverse
myelitis who was a doctor and his
wife a nurse. Doctors are, in general,
the worst patients in the world. He
told me that he felt like he was bur-
dening his wife. She wanted to help;
he didn’t want to let her help. That
was a failed strategy. She felt really
hurt. He needed to let her help so
that they could be working on the
problems together. As soon as he let
her do this, they became one an-
other’s ally. It is important not to get
stuck in failed strategies.

It is critically important that the care-
giver realize that they have to take
care of themselves in order to be
available to take care of their loved
ones. Studies indicate that caregiv-
ers’ health often suffers, because
they don’t go to their own doctors
regularly and don’t take as good care
of themselves. Taking care of the
caregiver’s needs does not conflict
with the care recipient’s needs. It is
not taking time away from their
loved ones and it is absolutely essen-
tial that they take care of themselves.

When you get on an airplane, the
flight attendant explains that should
the cabin lose pressure and the oxy-
gen masks drop down, parents travel-
ing with small children should put
their own mask on first and then take
care of their child. I know a care-
giver is in trouble when I ask them
who they would put the mask on
first; themselves or their child and
they tell me, of course, their child. 1
explain to them that when the oxygen
gets sucked out of an airplane, you
have about 20 seconds before every-
body loses consciousness. If you are
there fighting to get the mask on the
child and you don’t succeed in 20
seconds, the kid is not going to make
it because you are not going to make
it. If you put it on yourself first, you
have the opportunity to eventually

put it on the child. After explaining
this to the loved ones of my patients, I
ask them when they come back for ap-
pointments, “Are you getting enough
oxygen?” Are they making the time
and the effort to take care of them-
selves? They need to ensure that they
have a chance to recharge their energy
and do not become burned out.

Major depressive disorder is different
from demoralization. I was listening to
sessions at the 2004 Neuroimmu-
nologic Symposium and someone
called me over to ask me a question.
She did not know that I was the neuro-
psychiatrist at the conference. She had
been listening to a day of lectures and
she asked me, “When is someone go-
ing to get up and explain and talk
about how having transverse myelitis
is like being dead while you are alive?
When are we going to get to that?” |
said, “I’ll get to that, just hang on.”

We have known about depression
since Hypocrites. Hypocrites called it
melancholia, which literally translated
means black bile. As far back as the
ancient Greeks, it was considered one
of a number of medical conditions.
They did not differentiate between
melancholia and any of the other pos-
sible ailments. It was a medical illness
that needed to be diagnosed and
treated. There was little stigma associ-
ated with it at this time; nothing like
what has arisen today.

There are so many myths and misun-
derstandings about depression. Much
of what people think they understand
about depression is not correct. People
who have had depression and had it
treated do understand it. One of my
patients told me, “Dr. Kaplin, I'm
starting to get depressed again. I’ve
had open heart surgery and I’ve been
depressed and I’d rather have another
open heart surgery than go through de-
pression again.” If that does not regis-
ter with you than you probably have
not had depression and not had it
treated successfully.
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The brain has numerous functions. It
is not hard for people to understand
that the brain controls nerves that wire
our muscles and that when people
have MS or TM, the muscles may not
work as they should. It is not hard for
people to understand that you could
have troubles with these illnesses that
could affect your brain and lead to
trouble with memory and concentra-
tion. People do have a difficult time
understanding that there is a part of the
brain that regulates our moods. There
is a mood thermostat in the brain and
when it gets stuck, people get de-
pressed. If the thermostat in a room
got stuck on low, it would get colder,
and colder, and colder and nothing
would raise the temperature and make
it hotter. It is that unresponsiveness
that is one of the hallmarks of depres-
sion: a fixed, unresponsive low mood.
We know that there is a biology to de-
pression. We can actually measure
changes in the brain. There are certain
regions in the brain of untreated peo-
ple who are depressed that shrink ap-
proximately 20% in size. It turns out
that depression is toxic to your brain.
The measure of changes in people’s
rapid eye movement during sleep and
the cortisol suppression test demon-
strate that there is a real biology in-
volved in depression. One of the best
examples of the existence of this mood
thermostat was discovered in doing
deep brain stimulation to treat patients
with Parkinson’s disease. There is a
very interesting case where they acci-
dentally place the probe in a region
that turned out to be wired to this
mood thermostat. Every time they
turned on the stimulus, this woman
would start crying and have this sense
of overwhelming doom that would
possess her. She would ask them to
turn off the electrical stimulation.
When they would turn it off, she
would suddenly feel fine again. They
had placed the electrode right into the
central pathway of a mood thermostat,
turned it on and she got all of the
symptoms of depression.

Lou Gehrig’s disease or ALS is ar-
guably one of the worst diseases. In
most cases, death occurs from about
six months to a year of diagnosis.
Death often results from becoming
completely paralyzed and on a venti-
lator and very susceptible to pneu-
monia. It is a terrible disease. ALS
affects the nerves that wire the mus-
cles; they stop working and muscles
cannot be controlled. ALS does not
directly affect the brain. It is a motor
neuron disease. The rate of clinical
depression in ALS patients is rare.
They do not have depression at any
greater rate than anybody else in the
medical setting, such as people with
colds or the flu. They can become
demoralized and have a difficult time
with the disease, but they do not get
the constellation of symptoms that
we call clinical depression. They
may feel that, “this is a terrible situa-
tion I am in, this is awful,” but they
do not tend to get the kind of situa-
tion where they say, “I am awful, [
deserve this and I don’t even want to
hang in there for six more months.”

One of the things that is always inter-
esting and ironic to me is that some-

times people with MS and TM tell us
that it took them a long time to con-
vince their doctor that there was really
something wrong with them; that the
symptoms of weakness, numbness,
dizziness are real and should not be
dismissed as just something “in your
mind.” Then I have to convince peo-
ple who have symptoms of clinical de-
pression after they get MS or TM that
these are not just all in your mind, they
are in your body, they are in your
brain. Depression is not a “state of
mind” or a weakness or a character
flaw. Depression is part of the disease,
part of your multiple sclerosis, part of
your TM. You can get spasticity, you
can get urinary problems, you can get
depression.

There are many conditions that will
cause depression, but transverse mye-
litis and multiple sclerosis are the re-
cord holders. There are higher rates of
clinical depression in TM and MS than
in any other conditions. MS has the
highest rates of depression ever de-
scribed, and that is because this condi-
tion attacks the brain in a specific way,
and that attack leads to depression.

Medical Causes of Depression:

Neurological disorders: CVA (25-50%), subdural hematoma, epilepsy (45-
55%), brain tumors (30%), Parkinson’s disease (30-50%), Huntington’s dis-
case (40%), syphilis, Alzheimer’s disease (15-50%)

Autoimmune disorders: DM (30%), SLE (25-44%), RA (30-50%), Multiple
Sclerosis (37-62%0), Transverse Myelitis

Drug Induced: reserpine (15%), interferon-alpha (10-57%), B-blockers, corti-
costeroids, estrogens, benzodiazepines, barbiturates, ranitidine, Ca’*- channel

blockers

Substance induced (25%): EtOH, sedative-hypnotic, cocaine & psychostimu-

lant withdrawal

Metabolic: hyper/hypothyroidism, Cushing syndrome, hypercalcemia, hypo-

natremia, diabetes mellitus

Nutritional: vitamin B12 deficiency

Infections: HIV, HCV, mononucleosis, influenza

Cancer (20-45%): especially pancreatic CA (40-50%)




The Transverse Myelitis Association

Page 7

Figure 22, Percent of deaths due to leading causes
of death among persons 1-24 years of age:
United States, 1999

(DHHS, 2002)

Figure 24, Percent of deaths due to leading causes
of death among persons 25-44 years of age:
United States, 1999

(DHHS, 2002)

According to former Surgeon General
Satcher (1999), “Far more Americans
die from suicide than from homicide.”
Suicide is the 3" leading cause of
death in the general population for
ages 1-24. It is the 4™ leading cause of
death in the general population for
ages 25-44. And suicide is the 1*
leading cause of death in physicians
ages 25-44. Suicide is a major public
health issue.

Depression is the single best predictor
of cardiac mortality within 12 months
following a heart attack. Depression is
probably bad for the heart, because it
is bad for the neurons that control the
autonomic nervous system that con-
trols the heart. Depression is also the
second leading cause of chronic dis-
ability.

This chart compares hypertension, dia-

betes, heart disease, arthritis, and
lung disease to depression. The
black cells mean that the medical dis-
ease caused less disability when
measured in these five different
ways, gray means the depression
caused more disability and white
means that they broke even. Heart
disease is the leading cause of
chronic disability and depression
comes in second. If depression does
not kill you, and hopefully it won’t,
it certainly is the cause of major dis-
ability.

There are two simple myths that are
used inappropriately to dismiss the
diagnosis of depression. What often
happens is that a physician will think
that a patient is not depressed; they
are stressed. They tell me, “You
would be stressed, too, if you had
their condition. You do not know

Depression vs. Chronic Medical Conditions as Cause
of Disability in Daily Functioning

(Wells KB, et al, JAMA, 1989)

Physical Social

Hypertension
Diabetes |
Heart

Current

Depression causes more disability
B Depression causes less disability
U No difference

when the next attack is going to come.
You do not know if you are going to
get better from the symptoms.” When
I persuade the physician that the pa-
tient is depressed they say, “Okay,
sure they are depressed. They will get
over it.” The problem is that stress
does not prevent you from getting de-
pressed. In fact, stress is a risk factor
to getting depressed. Stress does not
mean you will not get depressed; it
means that you are more likely to get
depressed.

In TM and MS there is no correlation
between clinical depression and dis-
ability. People with more severe
physical functional deficits are not
more likely to be depressed than peo-
ple with less severe deficits. Depres-
sion correlates, rather, with number of
attacks or the severity of the attacks on
the nervous system of the immune sys-
tem.

Depression is not normal sadness. If
you are not sad at some point during
the course of your life, you are not
paying attention to what is going on
around you. Sadness is an intermittent
and universal experience. That is de-
pression with a small “d”; it is nor-
mally responsive to the environment.
The degree and duration of the sadness
is appropriate to the stressor and it
doesn’t unduly disrupt work or social
function. It is the lack of responsive-
ness that is critical. Major depression
is a syndrome; it is not just severe sad-
ness. Sadness is to major depression
what cough is to pneumonia. By way
of analogy, I tell my clinical col-
leagues that a cough can be an indica-
tor of pneumonia and sadness can be
an indicator of depression; it is just
one symptom. Not every cough is the
result of pneumonia. Sometimes
pneumonia presents without a cough.
You could get depression without sad-
ness, particularly in kids. Instead of
sadness, you might see irritability.
You have to consider the company the
cough keeps. Ifit is a cough with a set
of symptoms (productive sputum,
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tachypnea, fever, consolidation), then
we call it pneumonia.

There is a set of symptoms that we call
depression. The acronym SIGEM-
CAPS is used in medicine to remem-
ber them. For a diagnosis of depres-
sion, you need to have at least de-
creased interest (or pleasure) or de-
creased mood and then a total of five
of these nine symptoms (for more than
two weeks): trouble with sleep (either
increased or decreased), loss of pleas-
ure (your get-up and go has gotten up
and gone), feelings of guilt or worth-
lessness, low energy or fatigue, low
mood, decreased concentration, in-
creased weight (chocolate for women
is what they tend to tell me does it
when they are depressed), or loss of
weight, psychomotor retardation (or
agitation) and then suicidal ideation or
thoughts of death. The more symp-
toms you have, the more likely you are
to respond to treatment.

If you are not sure whether you are de-
pressed, you can ask your spouse; they
will tell you. More often than not, it is
the spouse that sends people in to see
me. When a person is depressed, they
don’t want to burden anyone or want
other people to know. When they are
out in public, they put on their best
face and try to mobilize what re-
sources they have. That takes a tre-
mendous amount of energy to do while
depressed. To make yourself look
happy when you are really depressed
takes an immense amount of concen-
tration and effort. Then when they go
home, they have to stop trying. It is
like having run four-minute miles all
day long. They get home and have to
just relax. They let their guard down
and the family sees what they are,
which is depressed. So the family of-
ten takes the brunt of it.

Jean-Martin Charcot (1825-1893) is
the first person to describe multiple
sclerosis. The very first patient that he
ever described in lectures that he gave
to medical students on the diseases of

the nervous system in 1868 was a 31
year old woman. Mademoiselle V.
experienced periods of serious de-
pression accompanied by paranoia
that made her think that Charcot was
trying to poison her. In fact, her de-
pression was so severe that she
stopped eating and had to be fed by a
stomach pump to keep her alive.
That is the very first patient who was
ever clinically described to have
multiple sclerosis. We have known
about depression associated with
these conditions back to the very first
patient described, but ironically, it
was not until the last 10 or 15 years
that depression has been studied in
MS.

Burden of Depression in MS Patients
(Patten & Metz, Psychother Psycho-
som, 1997, 66:268-92)

Lifetime Prevalence:
37-62% MS
17% General Population (NCS)

Current Prevalence:
14-27% MS
5% General Population (NCS)

The highest rates of depression fol-
low an MS or transverse myelitis di-
agnosis. For example, 50% of MS
patients will get clinically depressed
at some point during the course of
their life. It can occur at any time.
That is three times the rate of the
general population. In cross-section
of MS patients at any given time,
about 1 in 4 are in a clinical depres-
sion. Depression is common in pa-
tients with MS and is associated with
considerable morbidity and mortal-

ity.

The available evidence suggests that
depression in MS is caused by the ef-
fects of inflammatory insults to the
brain. It is just like the other symp-
toms that you get with MS, like the
tingling when you put your chin on

your chest, for those people who get
L’Hermitte’s sign. It is one of the set
of symptoms that happens when your
brain is under attack. Depression does
not correlate with physical disability.
It tends to occur during periods of time
of inflammation. Periods of immune
activation correlate with increased
rates of depression and suicide.

Multiple studies have shown that de-
pression is the primary determining
factor in patient’s self reported quality
of life, with greater impact than other
variables investigated, including
physical disability, fatigue, and cogni-
tive impairment. Depression also has
a significant affect on function. De-
pression is the primary determining
factor in the quality of relationship
when rated both by patients and their
significant others. Depression is asso-
ciated with disruption of social sup-
port, increased time lost from work,
and decreased adherence to neu-
romedical treatment regimens for MS.

Depression also worsens cognition.
Some degree of cognitive impairment
occurs in 50% of MS patients. We
also find high rates of cognitive im-
pairment in transverse myelitis. This
impairment includes memory recall,
information processing speed, execu-
tive function and working memory.
Cognitive deficits are found in moder-
ate to severe depression. Performance
in depressed MS patients may be nor-
mal for routine tasks but impaired on
tasks involving effortful attention. De-
pression in MS is associated with im-
pairment of complex speeded atten-
tion, planning and working memory.
Impairment can wax and wane with
the type of task and mood. Both MS
and depression have overlapping cog-
nitive deficits. The combination of the
two is additive in resulting impair-
ment. The important thing to know is
that if you have one cause, it does not
help to also have another cause. Often
patients come in and I tell them, “T un-
derstand you’re having trouble with
your concentration. I don’t know if
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it’s the depression or the MS.” You
don’t know unless you get the depres-
sion out of the way by treating it.

Depression is strongly associated with
the impact of fatigue on the lives of
MS patients. Disabling fatigue almost
always interferes with activities
(Chwastiak, et al, 2005 JPR). Auto-
immune fatigue tends to hit at about
2:00 or 3:00 in the afternoon. In the
morning, you wake up feeling better,
and as the day goes on, you get more
and more fatigued. Then by 2:00 or
3:00 you hit the wall and you feel you
cannot take another step. That is clas-
sic MS fatigue. Not everyone has
classic auto-immune fatigue. MS pa-
tients with depression are six times
more likely to report disabling fatigue.
Fatigue with depression is the reverse
of MS fatigue. The fatigue is often
worse in the morning and better at
night.

There is a 30% lifetime incidence of
suicidal intent (thoughts of wanting to
kill oneself) in MS. 6% to 12% of pa-
tients with MS attempt suicide. Sui-
cide was the 3" leading cause (15%)
of death in 3000 outpatients in Cana-
dian MS clinics from 1972-1988. MS
patients dying from suicide were
younger and less disabled than patients
dying from pneumonia (23%) and can-
cer (16%). (Sadovnick, et al, 1991,

Depression Scores in TM, MS and the General

Population
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Neurology). Of 750 transverse mye-
litis patients at the Johns Hopkins
TM Center, 60% of the deaths have
been from suicide. It is the number
one cause of death in TM. It is like
smoking; depression is the most pre-
ventable cause of death in transverse
myelitis. It is severe.

Suicide is the third leading cause of
death; pneumonia and cancer are
numbers one and two. Pneumonia
and cancer tend to occur in the eld-
erly. If someone is going to die rela-
tively young, it is more likely going
to be from suicide.

Causes of Death in Patients with MS

Heart Attacld
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It was commonly accepted that trans-
verse myelitis was a spinal cord injury
and had nothing to do with the brain.
Dr. Kerr suspected depression in many
of his TM patients at the clinic. Ihad
been thinking that what he was seeing
was demoralization. He convinced me
to come to the clinic to work with his
patients and to study the issue.

These are results from the TM Center
at Johns Hopkins. The bars with dots
are severe depression and the bars with
cross hatch are mild depression. De-
pression in MS is higher as compared
to the general population and trans-
verse myelitis had at least equal if not
greater rates of depression than MS.
We began to suspect that there might
be brain involvement in transverse
myelitis.

Quartile distribution of test scores in
ATM and MS patients (graphic next

page)

The white portion of the bar (bottom)
signifies a problem; the higher the
white portion, the worse the patients
scored on these tests of memory and
concentration. We saw the exact same
pattern in patients with transverse
myelitis. They had the same memory
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Quartile distribution of test scores in ATM and MS patients
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problems that you see in MS. We now
understand that the immune system is
attacking the brain in transverse mye-
litis even though we don’t see the le-
sions on the MRI. Evidence suggests
that the activated immune system that
has gotten into the brain and spinal

B2 Motor Disab
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" Sensory Disab
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' Motor Disab
r=0.020, p=0.901
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cord is pumping out all of these
chemical messengers, and those
chemical messengers cause the de-
pression.

We found that depression does not
correlate with motor disability, blad-
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der disability or sexual function in pa-
tients with TM. There was a mild cor-
relation that accounted for 10% of the
variability in pain; the worse your
pain, the worse your depression scores.
That may be because people who are
depressed have worse pain or maybe
the people who have worse pain, have
worse depression. The two go hand-in
-hand.

Giving steroids during an acute attack
of TM involves a risk benefit analysis.
The benefit of giving the steroids is
that they may arrest the inflammatory
attack and spare the nervous system
damage. There could also be side ef-
fects from taking the steroids. In pa-
tients with transverse myelitis, those
people who had received IV steroids at
the time of their initial presentation
were 70% more likely to have depres-
sion at some point in the future. It
may be that those were the people who
were depressed when they came in to
their doctors and they looked really
bad so they got steroids. We cannot
prove this; it wasn’t a prospective trial,
but it is just worth mentioning that we
know from other studies that steroids
can increase your chances of getting
depressed. If you already know ster-
oids make you depressed, then tell
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Suicide Rate: Depression vs MS vs TM
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your doctor. They may have great
benefits and you should do it, but it
may have risks.

This graphic shows the rate of suicide
in depression, the rate of suicide in MS
and the rate of suicide in transverse
myelitis.

Chronic stress has been linked to in-
creased risk for MS exacerbations, as
well as accrual of disability (Mohr, et
al). A prospective, longitudinal inves-
tigation involving serial imaging using
MRI with gadolinium enhancement
demonstrated that stressful life events
(especially family conflict and work-
related stress) predicted the develop-
ment of new and active brain lesions.
A meta-analysis of studies examining
the effects of stress on MS exacerba-
tions found a significantly elevated
risk of exacerbation associated with
stressful life events in 13 of the 14 in-
vestigations. The degree that stress in-
creased the risk of MS exacerbations
in this meta-analysis was on average
60% greater than the degree that IFN-
beta treatment has been shown to de-
crease the risk of MS exacerbations.

Chronic stress, such as that caused by
depression, tends to increase your
chances of having worsening of your
MS or transverse myelitis. Often

when a patient is sent to me, they
have been through the process of try-
ing to find a doctor who can figure
out a diagnosis of MS and TM. Be-
cause they were not sleeping, they
were given benzodiazepines, such as
valium, to help with the sleep. But
because they were also fatigued, they
were given Provigil and the Provigil
worsens their sleep. So they have to
get a higher dose of benzodiazepines.
They had concentration problems in
part from the MS, and perhaps in part
from the depression, and now the
benzodiazepines make them feel
drunk. If you take enough valium,
you will have trouble with your con-
centration, as well. One of the things
I often do is try to detoxify people

from what their doctors have placed
them on through the process of treat-
ing individual symptoms and missing
the diagnosis of the underlying depres-
sion. Ifyou try to treat depression
symptomatically, you will make peo-
ple worse.

On the other hand, if you treat the de-
pression, you may actually make the
MS better. This was demonstrated in
the Mohr study (Mobhr et al, 2001,
Arch Neurol, UCSF). Patients with
depression had biological evidence of
worse MS disease severity. In patients
who had depression, their immune sys-
tem, as measured in the laboratory,
was twice as active and aggravated as
the patients who were not depressed.
Treatment of depression in MS pa-
tients (with either medication or psy-
chotherapy) correlated with improve-
ment in their autoimmune disease
status. This suggests that the treatment
of depression may be an important
component in the management of MS.
As the authors state, “Treatment of de-
pression may provide a novel disease-
modifying therapeutic strategy as well
as a symptomatic treatment for pa-
tients with MS.” Stress has been
linked to increased risk for MS exacer-
bations, as well as accrual of disabil-
ity. You should get treated not just for
yourself, not just because your family
deserves you to get treated if you are
depressed, but you should get treated,
because it may very well impact sig-

SIGEMCAPS --> MS & TM
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nificantly on the course of your dis-
ease.

The good news is that depression is the
most treatable syndrome associated
with MS. My neurology colleagues
sometimes tell me how jealous they
are when a patient comes to me who is
not working, been in bed for a month,
having a horrible time of it, family
does not know where they went, this is
not the person I married, this is not the
mom and dad I remember, they have
changed dramatically. I treat the de-
pression and in a month they are back
at work, they are doing great. The
neurologists are ordinarily not able to
be as effective in treating the other
symptoms that come with MS and TM,
such as fatigue, nerve pain and spastic-
ity. Depression is by contrast very re-
sponsive to treatment.

No pill can help me deal with the
problem of not wanting to take pills;
likewise, no amount of psychotherapy
alone can prevent my manias and de-
pression. | need both. Itis an odd
thing, owing life to pills, one’s own
quirks and tenacities, and this unique,
strange, and ultimately profound rela-
tionship called psychotherapy.

This is a quote from one of my men-
tors, Dr. Kay Redfield Jamison. She
dealt with having a terrible illness.
She went to her chairman and said, “I
know you are going to fire me. I have
bipolar disorder. I have a crazy psy-
chotic mania.” He told her that he
wasn’t going to fire her. His advice to
her was, “learn from it, write from it,
teach from it.” She is a better clinician
and researcher today, because she has
bipolar disorder. Again, you can util-
ize these things and often turn them
into benefits.

Depression and MS is a two-way
street. MS causes depression, depres-
sion and stress worsens MS. Treating
the depression improves the MS. We
looked at the data to demonstrate that
improvement. Treating the MS im-

proves depression. We do not yet
have the studies showing that im-
provement. [ would like to pursue
those studies. Depression is a lethal
consequence of MS if untreated. De-
pression is common in these autoim-
mune diseases, it is caused by the im-
mune system and it is treatable.

Paula Lazzeri is also one of my men-
tors. Paula got TM as a child and
was paralyzed from the chest down.
Paula graduated from college with a
degree in accounting and works full
time. She married a wonderful man
who became a physical therapist as a
result of being so inspired by his
wife. Paula and Myk have a beauti-
ful son. Paula carried and delivered
this child with her paralysis. Paula is
also an officer in The Transverse
Myelitis Association and devotes a
significant part of her life helping
others.

Paula made the following statements
in a speech she gave at the 2004
symposium.

I have to face many challenges in my
life. 1 have had to endure numerous
physical and emotional hardships,
but my life is good because | will
have it no other way. My life is
beautiful because I chose to see life
this way. We cannot control all of
what happens to our bodies and we
cannot control what goes on in the
world around us, but we do control
how we think and feel about our-
selves and our families in the world
we live in.

Paula is the best example of how you
can overcome the demoralizing ef-
fects of these illnesses. However, if
you are depressed, you cannot follow
Paula’s example. Hearing about
Paula for people who are depressed
only makes them feel worse. They
think, “I’m a wretch and how did she
do all of that? And I can’t do that?”
The problem is Paula is fabulous and
for those of you who are demoral-

ized, talk to Paula. Those of you who
are depressed, talk to me, because poor
Paula cannot help you. I will tell you
that you can become Paula, if you get
the depression out of the way.

The deeper sorrow carves into you, the
more joy you can hold.
Kabhlil Gibran

The one law that does not change is
that everything changes, and the hard-
ship | was bearing today was only a
breath away from the pleasures |
would have tomorrow, and those
pleasures would be all the richer be-
cause of the memories of this | was en-
during.

Louis L’ Amour (1908-1988)

Depression is treatable. Your life
could be so much better if you get
your depression out of the way. Do
not settle for this is the best my life
could be unless you have really ex-
cluded all of the possibilities.

The Transverse Myelitis Association is
proud to be a source of information
about Transverse Myelitis and the
other neuroimmunologic disorders.
Our comments are based on profes-
sional advice, published experience
and expert opinion, but do not repre-
sent therapeutic recommendations or
prescriptions. For specific information
and advice, consult a qualified physi-
cian. The Transverse Myelitis Asso-
ciation does not endorse products, ser-
vices or manufacturers. Such names
appear in this publication solely be-
cause they are considered valuable in-
formation. The Transverse Myelitis
Association assumes no liability what-
soever for the contents or use of any
product or service mentioned.




