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onset of an episode of depression. The most impressive piece
of evidencelinking loss to subsequentdepressionis the finding
thatloss of a parent before age 11 places adults at a higher than
usual risk of depression, Some investigators have postulated
that early childhood losses or separations actually sensitize neu-
tonal receptorsites in the brain, thereby producing a vulnera-:
bility to mood disorders in adulthood. Persons who grow up
with that enhanced vulnerability may be highly sensitive to
images or ideas linked to depressive states, so that an episode
of depression may be precipitated without requiring a cata-
strophic extemal loss. Chronic stress or deprivation of environ-
mental ongin may produce alterations in the catecholaminergic
system in responseto stimulation from the corticotropin-releas-
ing hormone-adrenocorticotropic hormone (ACTH)axis. The
end result of the changes may be the clinical picture of
depression,

Theeffects ofpsychosocial influences on newrophysiological
,factors have been amply demonstrated in primate research,
‘Infant squirrel monkeys who are separated fromtheir mothers
experience long-lasting and, in some cases, permanent neuro-
biological changes. The changes include lasting alterations in
the sensitivity of noradrenergic receptors, changes in hypotha-
lamic serotonin secretion, and persistently elevated plasma cor-
tisol levels, The sensitivity and the number of brain opiate
receptors are also significantly affected by repeated separations,
Some of the changes are reversible if the infant monkeys are
reunited with their mothers or siblings; other changes are not.
Moreover, the separations appear to be more orless damaging
during certain developmental periods, possibly because of the
correlation with myelinization in the nervous system.

Tn the ensuing discussion of psychodynamic factors in the
etiology of depression, the reader must keep in mindthat psy-
chologicalinfluences work in concert with genetic vulnerability
and neurophysiological alterations to produce the characteristic
clinical picture of depression. Those characteristics include psy-
chomotorretardation, sleep changes, loss of appetite, dimin-
ished sex drive, anhedonia, loss of energy, inappropriate guilt
feelings, and suicidal ideation. Similarly, comprehensivetreat-
ment planning must take into account both the psychodynamic
factors and thealterations of neurotransmitters.

One ofthe most sophisticated efforts to define the relative
contributions of psychological vulnerability, genetics, and enyi-
ronmental stressors in major depressive disorder was a predic-
tion study involving female twins, Multiple assessments of 680
female-female twin pairs of known zygosity were made over
time, and the findings allowed the investigators to develop an
etiological modeltopredict major depressive episodes. One of
the mostinfluential predictors was the presenceofrecentstress-
ful events. Genetic factors were also importantin prediction of
depression. Two other factors, neuroticism and interpersonal
relations, also played a substantial etiological role. Neuroticism
seemed to contribute in part by reducing the level of social
support for an individual. Interpersonal dimensions of social
Support, recent difficulties, and parental warmth all were
involved in predicting a major depressive episode. :

PSYCHODYNAMIC THEORIES OF DEPRESSION

Anger turned inward A common finding in depressed
patients is profound self-depreciation. Sigmund Freud, in his
classic 1917 paper “‘Mourning and Melancholia,’ attributed
that self-reproach to anger turned inward, which herelated to
object loss. The object loss may or may notbe real. A fantasied
loss may be sufficient to trigger a severe depression. Moreover,
the patient may actually be unaware of any specific feelings of
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loss in light of the fact that the fantasied loss may be entirely
unconscious, : .

Freud drew an analogy betweenserious melancholic states
and normal grief. Both may be time-limited, but Freud cited
two principal differences. In cases of grief, there is an actual
object loss in external reality; in depression the lost object is
more likely to be emotional than real. The seconddifference is
that persons with depression experience profound loss ofself-
esteem, but the self-regard of persons engaged in a mourning
process is not diminished,

The observational differences between-grief and depression
were pivotal in Freud’s theory. He reasoned that one way of
dealing with the loss of a beloved person is to becomelike the
person, Freud defined that process as introjection, a defense
mechanism central to the psychodynamics of depression, in
which the patient internalizes the lost object so that it becomes
an internal presence, Freud later noted that introjection is the
only way that the ego can give up a valued and loved object.

Because depressed personsperceive the departed love object
as having abandoned them, feelings of hatred and anger are
intermingled with feelings of love. Freud suggested that ambiv-
alence ofthat nature, involving the coexistence of love and hate,
is instrumental in the psychodynamicsof depression. Asa result
of introjectingthelost object, the negativepart ofthe depressed
patient's ambivalence—the hatred and anger—is- directed
inward and results in the pathognomonic picture of self-
reproach. In that mannerasuicidal act may have the uncon-
scious meaning of murder. :

Karl Abraham, one of Freud's early colleagues, shared
Freud’s view of depression butalso extended and elaborated it
further. Abraham viewed the process of introjection as a
defense. mechanism that takes two forms. First, he thought that
the introjection of the original love objectis the basis for build-
ing one’s ego-ideal, so that the role of the conscience is even-
tually taken over by the introjected object. In that conceptual-
ization muchof pathological self-criticism is seen as emanating
from the introjected love object, In the second form ofintro-
jection, more in keeping with Freud's idea, the contentof self-
reproach is merciless criticism directed at the object. In other
words, Abraham viewed the two processes of introjection as
instrumental in the creation of the superego, Abraham also
linked depression to early fixations at the anal and the oral levels
of psychosexual development. He viewed oral sadistic tenden-
cies as the primary source of self-punishment in depressed
patients, and he inferred that inadequate mothering during the
oral stage of development was involved.

The psychodynamic understanding of depression defined by
Freud and expanded by Abraham is known astheclassical view
of depression. That theory involves four key points: (1) Distur-
bances in the infant-motherrelationship during the oral phase
(the first 12 to 18 monthsoflife) predispose to subsequent vul-
nerability to depression. (2) Depression can be linked to real or
imagined objectloss. (3) Introjection of the departed object is
a defense mechanism invoked to deal with the distress con-
nected with the object loss. (4) Because the lost object is
regarded with a mixture of love and hate, feelings of anger are
directed inwardatthe self.

Depressive position Although Melanie Klein understood
depression as involving the expression of aggression toward
loved ones, much as Freud did, the developmental theory on
which her view was based is quite different from Freudian the-
ory. During thefirst year oflife, Klein believed, the infant pro-
gresses from the paranoid-schizoid position to the depressive
position, In the first few monthsoflife, according to Klein, the
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infant projects highly destructive fantasies into its mother and
then becomesterrified of the motheras a sadistic persecutor.
That terrifying “‘bad’’ mother is kept separate from the loving,
nurturing ‘‘good’’ mother through the defense mechanism of
splitting. In that manner the infant's blissful feedingexperience
remains uncontaminated and undisturbed by persecutory fears
of attack by the ‘‘bad’’ mother. In the course of normal devel-
opment, according to Klein, the positive and the negative
images of the mother are integrated into a more ambivalent
view. In other words, the infant recognizes that the “‘bad”’
mother it fears and hates is the same mother as the ‘‘good’’
motherit loves and adores. The recognition that one can hurt
loved onesis the essence of the depressive position.

Klein connected clinical depression with an inability to suc-
cessfully negotiate the depressive position of childhood. She
regarded depressed persons as fixated or stuck at a develop-
mental level in which they are extraordinarily concerned that
loved good objects have been destroyed by the greed and
destructiveness they have directed at them. In the absence of
those good objects, depressed persons feel persecuted by the
hated bad objects, In short, Klein's view was that depressed
patients are longing or pining for the lost love objects while
being persecuted by bad objects. In that theoretical framework
the feelings of self-depreciationare linked to the fear that one’s
good parents have been transformed into violent persecutors as
a result of one’s own destructive tendencies. Also, the bad inter-

nal objects are internalized into the superego, which then makes
sadistic demands on the patient. Hence,in the Kleinian view,
the self-reproaches experienced by depressed patients are
directed against the self and internal impulses, rather than
toward an introjected object, as in Freud’s view.

Tension between ideals and reality Whereas most psy-
chodynamic theories of depression incorporate the superego as
a significantpart of the conceptual understanding, Edward Bibr-
ing viewed depression as tension arising from within the ego
itself, rather than between the ego and the superego. According
to Bibring, the ego has three highly invested narcissistic aspi-
rations—to be good and loving, to be superiororstrong, and to
be loved and worthy. Those ideals are held up as standards of
conduct, Depression sets in when a person becomes aware of
the discrepancy between those ideals and reality. Helplessness
and powerlessness:result from the feeling that one cannot mea-
sure up to such high standards. Any blow to the self-esteem or
any frustration ofthe strivings toward those aspirations precip-
itates depression. Bibring's theory, unlike Freud’s and Klein's.
does not regard aggression as playing a primary role in depres-
sion. The depressed person may ultimately experience anger
turned inward, resulting from the awareness of helplessness;
however, such expressions of aggression are secondary, rather
than primary, The essence of depression, in Bibring’s view, is
a primary affective state arising within the ego and is based on
the tension between what one would like to be and what one
is. :

Ego as victim of superego Edith Jacobson compared the
state of depressionto a situation in which the egois a powerless,
helpless child, victimized by the superego, which becomesthe
equivalentof a sadistic and powerful mother who takes delight
in torturing the child. Like Freud, Jacobson assumedthat
depressed persons have identified with ambivalently regarded
lost love objects. The self is experienced as identified with the
negative aspects of the object, and ultimately the sadistic qual-
ities of the lost love object are transformedinto the crue] super-
ego. Hence, depressed persons feel that they are at the mercy
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of a sadistic intemal tormentorthat is unrelenting in its victim-
ization, Jacobson also noted that the boundary betweenself and
object may disappear, resulting in a fusion of the bad self with
the bad object.

Dominant other Silvano Anti studied the psychodynamic
underpinnings of depression in severely ill patients who were
unresponsive to most somatic treatments. He observed a com-
mon psychological themein those patients that involved living
for someoneelse, rather than for themselves. He referred to the
person for whom depressed patients live as-the dominantother.
In most cases the dominant other is the spouse or a parent, but
Arieti also noted that sometimes a principle, an ideal, or an
organization serves a similar psychodynamic function, In such
cases he referred to the entity as the dominant ideology or the
dominant goal.

Depression often sets in whenpatients realize that the person
for whom they have been living is never going to respond in a
mannerthat will meettheir expectations. The goalof their lives
is regarded as unattainable, and a profound feeling of helpless-
ness sets in, In Arieti’s conceptualization of depression, he
stressed a markedrigidity in the thinking of depressed persons,
so that any alternative to living for the dominant other or the
dominant ideologyis viewed as unacceptable and even unthink-
able. Depressed patients feel locked into an inflexible perspec-
tive on how they should live their lives and how gratification
or fulfillment can be obtained. Even though they are depressed
because living for someone or something other than themselves
has been a failure, they nevertheless feel paralyzed and unable
to shift their approach to life. If the dominant other will not
respond to them in the way they have longedfor, they fee] that
life is worthless, and that rigidity is often involved in a decision
that suicide is the only alternative.

CASE EXAMPLE A 19-year-old college student consulted a psychi-
atrist after one semester in school. He told the psychiatrist that he was

depressed and discouraged with college and with himself, College wasnot what he had expected, and he had not performed up to his expec-
tations. He was seriously questioning whether he should return for the
second semester, and he had a sense of hopelessness about changing
his feelings. Suicidal thoughts had occasionally crossed his mind,
although he was not planningto act on them, His sleep was disturbed
by awakening in the middle of the night and ruminating about what he
should do. He felt a significant diminution in his energy level, and he

poniannpten that things he used to find enjoyable no longer gavehimleasure, ;

x The patient attended a prestigious college on the West Coast, but he
indicated that he had actually wanted to get into Harvard. His appli-
cation to Harvard had resulted in his being placed on the waiting list,
but he had not been accepted. The psychiatrist he consulted commented
that the college he had chosen to attend wascertainly a highly regarded
one, The patient responded, ‘‘It’s not Harvard."’ When the psychiatristasked the patient how he had done academicallydurin the Hirst semes-
ter, the patient appeared embarrassed and reeled, “Tonly got a 3,25prade-point average—one A andthree Bs.’* Thepsychiatrist askedhim
why he seemed embarrassed lo reveal such a solid academic record.
The patient explained that he hadwanted to make the dean's list but
thathehad fallen short ofit, since the list required a 3.5 grade-pount
average. — ; : we

The psychiatrist asked the patient if he hoped to be in a different
situation after one semester of college. The patient's answer reveal
that he had an extraordinarily high internal expectation of himself. He
had wanted to be ‘‘a star,"’ a_straight-A student at Harvard. He
explained that his fathér-had gone to Harvard, and he hoped that, ‘by
being a standout there, he wouldfinally achieve thepape and recognition from his father that he had always longed for but had never
received. His father seemed disappointed that his son had not been
accepted to Harvard, and the patient was convinced that his father was
ashamed ofhis son for not making the dean's list. -

EXPLANATION~The above case exampleillustrates the psycho-
dynamic theories of both Arieti and Bibring. The patient was
living his life for a dominant other—his father. He tried to per-
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form beyond his abilities to extract an approving and loving
response from his father that was never forthcoming. That
longed-for response was rigidly construed as the only thing that
mattered in life; even though he was succeeding at a highly
competitive college, his success did not result in his feeling
good about himself. Moreover, the patient's depression can also
be linked to his awareness of the disparity between his idealized
expectations of himself and the reality of his situation, as
described by Bibring, Being a straight-A studentat Harvard was
his own aspiration; the reality was that he was a B+ studentat
a college that did not measure up to Harvard.

The vignette also reflects two other key elements in the psy-
chodynamic etiology of depression, First, in accord with the
psychoanalytic notion of multiple causation, more than one psy-
chodynamic theory may be pertinent in understanding an indi-
vidual patient’s depression. Clearly, both the dominant other
and the tension between ideals and realities were significant
determinants in causing the patient’s depression, Second, the
precipitating factors that produce depression do not have to be
catastrophic events involving obvious external disasters, To a
casual observerthe college student had no apparent reason to
be depressed, since he was performing successfully at a highly
regarded college. Nonetheless, the intrapsychic meaning of his
academic performance was such that the patient felt hopeless
and despairing as a result, In assessing the psychodynamic fac-
tors in depression,clinicians must always attend to idiosyncratic
personal meanings of events to fully understand the effects they
have on the patient. Otherwise, clinicians run the risk of
responding in the same unempathic manner that often charac-
terizes the responses of family members. In the absence of
objective evidence of any disastrous events in the depressed
person’s life, loved ones often react by saying: “You have no
reason to be depressed. Everything is going so well in your
life.”*

Selfobject failure The ego and the superego do notfigure in
Heinz Kohut’s conceptualization of depression. Kohut’s theory,
known as self psychology, rests on the assumption that the
developing self has specific needs that must be met by parents
to give the child a positive sense of self-esteem and self-cohe-
sion and that similar responses are required from others
throughout the course of the life cycle. He referred to those
needs as mirroring, twinship, and idealization. The mirroring
responses required by theself are equated with the gleam in the
mother’s eye when the child exhibitionistically shows off for
the mother, Admiration, validation, and affirmation are
responses that are included under the category of mirroring,
Twinship responsesrefer to the child's need to be like others.
A small boy who is outside playing with his toy. lawn mower
while his father is mowing the lawn is meeting important psy-
chological needs in asserting his commonality with his father.
Finally, the need for idealization is an important aspectof the
development of the self. Children who grow up with parents
they can respectand idealize develop healthy standards of con-

f duct and morality.
; », Kohutreferred to those three needs collectively as selfobject

needs. In other words, the responses demanded from others are
Trequired by the self, and the needs of the object as a separate

| person are not taken into account. The other person serves as
an object who meets the needs of the self. Selfobject needs

3 essentially refer to certain functions that persons in the envi-
ronment provide, rather than to those persons themselves.

f Kohut felt that selfobject responses continue to be needed
f throughout life and are as necessary for emotional health as

Oxygen is for physical health. Within that conceptual frame-
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work, depression involves the failure of selfobjects in the envi-
ronment to provide the self of the depressed person with mir-
roring, twinship, or idealizing responses necessary for the self
to feel whole and sustained. The massiveloss of self-esteem

seen in depression is regarded by Kohut and the self psychol-
Ogists as a serious disruption of the self-selfobject connection
or bond.

Depression as affect and compromiseformation Among
contemporary ego psychologists a widely held view is that
depressionis not truly a psychiatric disorderorillness. Instead,
depression is regarded as an affect reflecting conflict and com-
promise formation. Charles Brenner, the principal architect of
that view, suggested that concern about such childhood calam-
ities as objectloss, loss of love, castration, and punishmentare
associated with two kinds of unpleasure. One form of unplea-
sure is anxiety, which involves an anticipated calamity or dan-
ger. The other form of unpleasure, depressive affect, involves
a calamity that has already happened. That theory of depressive
affect differs sharply from the classical views of Freud and
Abraham. Brenner pointed out that depression is not always
related to object loss or to oral wishes. He also asserted that
identification with a lost object is found in some depressed per-
sons but notin all and that anger turned inwardis a result of
depression, rather than a cause. Depressive affect, in Brenner's
view, can be linked to any of the childhood calamities, rather
than uniquely to object loss. People can experience depressive
affect becausethey feel unloved, because they feel castrated, or
because they feel punished in a variety of ways. Depressive
affect is a normal and universal part of the human condition.

A critical feature in Brenner's formulation is the idea of com-

promise formation, in which a symptom is viewed as simulta-
neously expressing an unconscious wish or drive and a defense
against that wish or drive. A particular compromise formation
may be more or less successful in eradicating depressive affect
in the same manner as it may succeed to varying degrees in
dealing with anxiety. A dog phobia, for example, is a symptom-
atic compromise formation that succeedsin eliminating anxiety
as long as dogs are avoided. Similarly, certain forms of com-
promise formation may eradicate depressive affect while others
do not.

The central point of Brenner’s psychodynamictheory is that
depressive affect is a universal feature in every pathological
conflict, whether it is apparent on the surface or buried in the
depths of the compromise formation. Depressiveaffect is a uni-
versal factor in all cases of psychiatric illness, From that stand-
point, Brenner believed that classifying certain forms of mental
illness as depression simply because depressive affect is part of
the conscious symptoms does not make sense. The conscious
experience of depression provides information about the effi-
cacy and the nature of a patient's defensive maneuvers and
compromise formations, in Brenner’s view, but it does not
reveal much about the underlying causes ofthe patient’s illness.

Early deprivation Several investigators have noted that con-
sistent, loving, nurturant parental involvement appears to have
some value in preventing the development of depression. Con-
versely, separation from parents early in life or the actual loss
of a parent may predispose one to depression. Edith Zetzel
observed that adverse experiences in the formative years of
childhood, particularly those involving separation .and. loss,
make it difficult for children to tolerate depressive affects with-
out resorting to primitive defensive operations. If caretakers fail
to assist children in identifying and tolerating painful feelings
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that result from an adverse life experience, the child will grow
up with inadequate coping mechanisms. That impaired adap-
tation may contribute to the subsequent development of
depression. ; ;

Empirical research has provided some corroboration for the
view that early deprivation is relevant to the cause of depres-
sion. René Spitz demonstrated that infants separated from their
mothers during the second six months of life have overt signs
of depression. In some cases the infants in Spitz’s studies
wasted away and died in responseto the separations. Margaret
Mahler and her colleagues, who studied the interactions
between normal and abnormal mother-infant pairs, found that
children’s emotional dependence ontheir parents is instrumen-
tal in the developmentoftheir capacity to grieve and mourn.
That capacity, in turn, influences children’s feelings of self-
esteem and helplessness. Although the development of depres-
sion may involve genetic and constitutional factors, as well as
environmental stressors, most theorists agree that the early rela-
tionship between child and parent plays a significant role in
causing depression.

Premorbid personality factors A comprehensive psycho-
dynamic understanding of depression must include, premorbid
personality factors in the equation, All persons: may become
depressed, given sufficient environmental stress, but certain
personality types or traits appear to dispose one to depression.
For example, the harsh, perfectionistic superego characteristic
of persons with obsessive-compulsive personality disorder may
lead them to feel that they are alwaysfalling short of their own
excessive expectations of themselves. As noted earlier, that
intrapsychic constellation maybe critical in the development of
a major depressive episode, Similarly, Axis II personality dis-
orders involving dependent yearnings for care—such as depen-
dent, histrionic, and borderline personality disorders—mayalso
be more vulnerable to depression. Those personality disorders
that use projection and other externalizing defense mechanisms,
such as antisocial and paranoid personality disorders, are less
likely to decompensate into depression. No particular premor-
bid personality type has been associated with the development
of bipolar disorder, '

Evidence is accumulating that an Axis II diagnosis of a per-
sonality disordermay complicate the course and treatment of
depression. Depressed patients with personality disorders gen-
erally have poorer outcomes in the area of social functioning
than those withoutpersonality disorders. Furthermore, residual
depressive symptoms are more likely to present in recovering
depressed patients who have an Axis II diagnosis. Psychoana-
lytic clinicians have observed that personality factors frequently
serve to maintain a depressed state once, it has occurred, In
clinical practice the complicating factors of a comorbid person-
ality disorder diagnosisare quite common.Onestudy found that
42 percent of persons with major depressive disorder and 51
percent of patients with dysthymic disorder have an accompa-
nying Axis II diagnosis.

CHARACTEROLOGICAL DEPRESSION Many patients
encountered in clinical practice report feelings of depression
even though they lack symptomsof a’ well-defined Axis I dis-
order, such as major depressive episode, Manyof thosepatients
have a primarydiagnosis of a personality disorder on Axis IT
and experience characterological depression, a feeling of per-
vasive loneliness or emptiness associated with the perception
that others are not meeting one’s emotional needs, They can be
distinguished frompatients with an Axis I diagnosis of major
depressive episode by the absence of vegetative symptoms
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(such as psychomotor retardation, loss of libido, diminished
appetite, lack ofenergy, and sleep disturbance) and by the pres-
enceof certain qualitative features of their complaint of depres-
sion, Loneliness, emptiness, and boredom are often chronic
complaints in characterological depression but are much less
common in Axis] illnesses. In addition, a conscious sense of

rage at not having their needs met may be present. The patients
often describe childhood experiences in which they ‘felt
deprived of appropriate emotional nurturance from their par-
ents. As a result, they continue to seek parental substitutes in
adult life. '

Characterological depression is differentiated from Axis I
personality disorders by the fact that it is an affective state
occurring within the context of certain personality disorders,
rather than a constellation oftraits forming an overarching per-
sonality type:

A 29-year-old woman came Semon complaining that shewas ‘‘empty"’ inside and ‘‘needed to be filled up’’ by a positive expe-
rience with a psychotherapist. She said that, while she was’ growing
up, her mother never had time for her and that her mother loved her
two sisters more than her, The patient had had a series of romantic
relationships with men, but she neverfelt that she was getting the kind
of attention and love that she needed from any of them. The menoften
ended the relationship because they felt thal she was’ too demanding
and that they could not possibly meetall her needs. Her last therapist
had ‘given up"' on her because he, too,felt that he was unable to be
of help to her. The patient also indicated that she had called, her pre-
vious therapist almost every night because she would begin to feel
lonely and need his reassurance that he still cared, She feared that she
had turned offher therapist by being too demanding.She also described

several angry outbursts directed at him when he would not talk withher for lengthy periods of time on the phone during the evening. Shewondered if her outbursts made him hate-her.
The patient had taken four different antidepressive medications with

no improvement, She did not meet the diagnostic criteria for an Axis

I dysthymic disorder or major Seceeaye isode. However, shedidhave characteristics in keeping with two different Axis II diagnoses—
dependentpersonality disorder and borderline personality disorder. ,

OTHER CLINICALENTITIES In additionto the existence of

characterological depression in the presence of other Axis. Il
personality disorders, another clinical entity is described by
psychoanalysts as depressive personality or depressive charac-
ter. That disorder may be a form of chronic depression closely
related to the Axis I diagnosis of dysthymic disorder. Persons
suffering from the disorder exhibit the following symptoms:
helplessness; chronic feelings of guilt; relationships ‘character-
ized by dependency; persistent low self-esteem; an inclination
to be self-punitive, self-denying, and hypercritical; and a con+
viction thatthings are hopeless and will never change. Patients
with that character structure do not allow themselves to have

any form ofgratification in life because of disturbed relation-
ships in childhood with parents or parental substitutes, ‘

A related form of characterological depression has been
labeled depressive-masochistic personality disorder by’ Otto
Kernberg. Patients’ with the disorder are characterized by an
extremely demanding superegothat results inhumorless,overly
conscientious, self-critical tendencies. The patients have exces-
sive needs for approval, love, and acceptance from others, and
they unconsciously cause others to feel guilty because of their
inability to meet the patient's demands. The consequences of
that pattern of interaction are further feelings of rejection
because others do not wantto be part of a relationship in which

“they never meet the expectations of the patient. People with
depressive-masochistic ‘personalities are also characterologi-
cally prone to tum anger inward to avoid any expression of
aggression and anger toward others. |

Clinicians must remember that depression spans the entire
spectrum ofpathology andhealth. In addition to being a discrete
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psychiatric disorder, depression refers to an emotional state that
can be present in normal persons at certain times, as well as in
persons with characterological or psychotic conditions. More-
over, simply because the patient does not have sufficient symp-
toms to be given an Axis I diagnosis of a mood disorder does
not mean thatthe depression is benign. In one study, employees
with minor forms of depression that did not meet Axis I criteria
had 5] percent more disability days than did persons with a
diagnosis of major depressive episode,

MANIA

Even thoughthe standard treatmentof bipolar disorderis phar-
macological, a psychodynamic understanding of patients with
mania is of value in the overall treatment and management of
bipolar disorder, Genetic vulnerability and biochemical abnor-
malities are clearly involved in the illness, but psychological
factors have repeatedlybeen observed to play roles in the pre-
cipitation ofmanic episodes. One 10-year follow-up study iden-
tified two different groups of treatmentfailures in a cohort of
patients with bipolar disorder. One group of patients were
shown to relapse because the treating psychiatrist hadfailed to
increase the lithium (Eskalith) dose in response to increased
physiological activation before the onset of a manic episode. In
the other group oftreatmentfailures, psychological issues that
were clearly involved in precipitating manic episodes had not
been given appropriate attention by the responsible psychia-
trists, and manic episodes had resulted from thestress of those
psychological factors.

Patients with bipolar disorder have been studied from ‘the
perspective of ongoing psychoanalysis and psychoanalytic psy-
chotherapy, and those clinical investigations have revealed spe-
cific psychodynamic factors at work in the onset of manic epi-
sodes, In oneseriesof patients, unconscious sexual urges and
fantasies seemed to overpower ego defense mechanisms, lead-
ing to a clinical pictute'of hypersexuality and other symptoms
of mania. Increasingthe lithium dosage resulted ina decline of
the sexual behaviorandareinstitution of the ego defensé mech-
anismsthat were present before the manicepisode.In the course
of continued psychotherapeutic or psychoanalytic treatment,
those patients became consciously aware of their unconscious
sexual desires and of the defenses brought to bear to deal with
those desires. That conscious awareness enabled thepatients to
identify early warning signals of increased sexual impulses, so
that future manic episodes could beavoided by increasing thelithium dose.

Those studies reflect how a psychodynamic understanding of
patients with bipolar disorder maybe crucial to the effective
treatmentof the disorder. Most manic patients cannot make use
of psychotherapy interventions in the midst of a full-blown
manic episode because the essence of mania is‘a denial of psy-
chological problems. However, after‘the patient has become
éuthymic as a result of pharmacologicalstabilization, psycho-
therapeutic interventions may have value both in preventing
subsequent episodes and in dealingwith the feelings of shame
and guilt associated with embarrassing behavior that tookplace
during the manic episode.

PSYCHODYNAMIC THEORIES OF MANIA The psycho-
dynamic understanding of mania is usefully applied to clinical
instances of hypomania because the differences between the
two.entities are quantitative, rather than qualitative. Just as
mania and depression have beenlinked from a neurophysiolog-

ical standpoint, they are siralady connected from a psycho-
dynamic perspective.
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Karl Abraham Most theories of mania view manic episodes
as defensive against underlying depression. Karl Abraham, for
example, believed that manic episodes may reflect an inability
to tolerate childhood depression in reaction to a developmental
tragedy, such as the loss of a parent. The manic state, in Abra-
ham’s view, is understood as a way of removing the shackles
of a tyrannical superego through the merger of the ego and the
superego. Self-criticism is then replaced by euphoric self-
satisfaction.

Bertram Lewin Bertram Lewin regarded the hypomanic
patient's ego as a purified pleasure ego. The defense mechanism
of denial is appropriated by the ego to disregard unpleasant
perceptions and affects, as well as distressing psychic realities
that may result in self-punishment or self-criticism.

Melanie Klein Melanie Klein also viewed mania and hypo-
mania as defensive reactions to depression, but she linked the
mechanism to the depressive position, rather than to an over-
riding of the superego, The essence of the depressive posi-
tion is intense anxiety that one’s own aggression has resulted
in the destruction of important love objects, such as parents.
In Klein’s own words, ‘‘Persecution (by ‘bad’ objects) and
the characteristic defenses against it, on the one hand,
and pining for the loved (‘good’) object, on the other, con-
stitute the depressive position.’ She thought that manic de-
fenses are necessary both to control and master the danger-
ous bad objects and to restore and save the loved good
objects.

Those manic defenses include omnipotence, denial, idealiza-
tion, and contempl. Omnipotence serves to deny the need for
good objects, to delude oneself into feelings of self-containment
and grandiosity, and to help one feel insulated and protected
from assault by internal persecutors. Jdealization and denial
work together in such a waythatidealization of self and others
serves to deny any destructiveness or aggression in relation-
ships. The euphoric disposition of the manic or hypomanic
patient reflects the tendency to gloss over any unpleasant
aspects of reality and to teat everything with a sense of humor
and a striking disregard for the tragic dimensions ofreality,
evenif thesituationis tragic. Idealization, however, may rapidly
give way to confempt, which is also linked to denial because it
is a way of disregarding the importance of love objects and,
therefore, denying the concem that damage has been done to
them and reparation is needed. Moreover, the manicpatient can
then minimize any distressing feelings of sorrow or regret that
may arise in connection with concems about having destroyed
love objects.

Klein also observed that a wish to triumph over parents is
often an integral part of the manic defensive posture. She noted
that a frequent childhood fantasy is to reverse the child-parent
relationship and that the fantasy produces feelings of guilt and
anxieties of a depressive nature related to the wish to destroy
and replace the: parents. Feelings of depression may develop
after a job promotion or other professional success because the
person's unconscious Wish to triumph.over and to surpass one’s
parents has been fulfilled.

The Kleinian conceptualization of mania as. defensive against
feelings of depression is useful in understanding the phenom-
enon of dysphoria in manic patients when depression breaks
through a manic episode, requiring a resurgence of manic
denial. That formulation is also useful in understanding: the

commonly observed phenomenonof elation after the deatis afa loved one, j
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A patient received a phone call that informed him of his mother's
death, Rather than feeling grief-stricken or shocked, he noted a sense
of expansiveness and power. As he discussed the odd reaction with his
psychotherapist, he was able to recognize that the high feeling he expe-
rienced was related to a sense that he was finally liberated from feelings
of slavish dependence on a tyrannical mother.

TREATMENT The psychodynamic theory of Klein also informs
psychotherapeutic approaches to bipolar-disorder patients.
Because manic defenses are evoked by difficulties in working
through the depressiveposition, the psychotherapist mustassist
the patient in integrating the loving and aggressivesides of both
object representation and self-representation within. The pro-
cess of integration facilitates the work of mourming. An auspi-
cious momentfor that form of therapeutic work may be after a
manic episode, when patients feel remorseful about the damage
they have done to others and to their own reputations byill-
advised behavior. Klein observed that, through a positive rela-
tionship with a therapeutic figure, patients may be able to
restore the lost love objects by the internalization of the thera-
pist and thereby lessen the fear of persecution from the bad
objects. Manic defenses are less important then because the
need for them has profoundly changed.

Other Theories Other views of mania include Bibring’s con-
ceptualization that manic elation is essentially a compensatory
reaction secondary to severe depression or an unconscious ful-
fillment of a person’s narcissistic aspirations to be loved, wor-
thy, superior, and virtually flawless. Jacobson understood mania
as a transformation ofthe sadistic superegofigure from a puni-
tive tormentor into a loving and forgiving object who is thor-
oughly idealized, This dramatically altered superego is then
projected into persons in the outside world with whom
the manic patient establishes idealized relationships that are
free from any negative characteristics, such as hatred and
anger.

CLINICAL IMPLICATIONS The overthrow of the superego
characteristic of manic states manifests itself clinically as lack
of conscientiousness,disregard for laws or rules of conduct, and
hypersexuality.

A 45-year-old dentist in the throes of a manic episode was admitted
yehiatric hospital. The psychiatry resident who was on duty

attempted to take a history of the patient, who refused to cooperate in
any way with the examination. Instead, he told jokes, most of which
contained sexual innuendoes, and tried to engage the female resident
in seductive banter. When a male nurse arrived at the scene to assist
with the admission, the patient suggested that the resident could have
sex with him while the nurse watched, He denied having any problems
that required hospitalization and said that his wife had forced him to
come to the hospital because she was a prude and did not like any of
his sexual demands. He said he had the largest penis in the city and
that he had to fight off women who were dying to sleep with him.

Some manic patients induce a sense ofgiddinessin clinicians,
so that serious and even tragic dimensions of the clinical situ-

 
OTHER PSYCHOLOGICAL THEORIES

ADOLF MEYER Meyer viewed depression as a person's
reaction to a distressing life experience, such as a financial set-
back, the loss of a job, the death of a loved one, or a serious
physical illness. He believed that depression must always be
understood in the context of the patient's life history, as an
event that has psychic causality.

KAREN HORNEY Horney believed that children raised by
parents who are rejecting and unloving are proneto feelings of
insecurity and loneliness. In her view, children need to be loved
but fear criticism and rejection, which makes them susceptible
to feelings of depression and helplessness.

SANDOR RADO Radolinked depression to a profound feel-
ing of helplessness, He believed that anhedonia, the inability to
experiencepleasure,is a central phenomenon in depression that
develops when personsare not aware of their capacities or are
unable to provide feelings of emotional self-gratification. Rado
connected severe depression with a punitive superego that pun-
ishes the patient for unconscious hostility toward a deceased
loved one.

JOHN BOWLBY Bowlby saw depression from an ethological
perspective that emphasized disturbances of the mother-infant
attachment bond. He believed that separations of infants from
mothers (or other caretakers) early in life lead to feelings of
depression and hopelessness that may in some cases continue
throughout the life cycle.

HARRY STACK SULLIVAN Although Sullivan concentrated
his efforts on schizophrenia more than on mooddisorders,his
interpersonal perspective applies to both. He thought that
adverse interactions between persons and their psychosocial
environments werecritical to the development of depression,

COGNITIVE-BEHAVIORALTHEORY According to the the-
ory developed by Aaron Beck, depression results from specific
cognitive distortions that are present in personsprone to depres-
sion, Those distortions are referred to as depressogenic sche-
mata, which are cognitive templates that perceive both internal
and external data in ways that are altered by early experiences.
Those schemata are associated with four systematic errors in
logic: overgeneralization, magnification of negative events with
a simultaneous minimization ofpositive events, arbitrary infer-
ence, and selective abstraction.

LEARNED HELPLESSNESS Thelearned helplessness the-
ory of depression connects depressive phenomenato the expe-
rience of uncontrollable events. For example, when dogs in a
laboratory were exposed to electrical shocks from which they

ation are minimized or glossed over. Also, the grandiose and_—could not escape, they showed certain behaviors that differen-
expansive sense of self is often an obvious compensatory reac-
tion to feelings of profoundly low self-esteem. As in the case
of the manic dentist, patients may attempt to convince others
that they have extraordinary sexual prowess or that they are
besieged by admirers; such attempts are ways of dealing with
feelings of sexual inadequacy or loneliness. Some manic
patients write novels or ‘‘scientific’’ treatises that are hun-
dreds of pages long and characterize their creative products
as brilliant works of genius. When others read them and
do not understand them, the patients suggest that other peo-
ple lack the intelligence to comprehend their sophisticated
thinking.
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tiated them from dogs who had not been exposed to such uncon-
trollable events. After exposure to the shocks, they would not
cross a barrier to stop the flow of electric shock whenputin a
new learning situation. According to the learned helplessness
theory, the dogs learned that outcomes were independent of
responses, so they had both cognitive motivational deficit
(meaning they would not make attempts to escape the shack)
and emotional deficit (indicating a decreased reactivity to the
shock). In the reformulated view of learned helplessness as
applied to human depression, internal causal explanations are
thought to produce a loss of self-esteem after adverse external
events. Behaviorists who subscribe to the theory stress that
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improvementof depression is contingent on the patient's learn-
ing a sense of contro! and mastery of the environment,

SUGGESTED CROSS-REFERENCES

Further discussion of psychoanalytic theory can be found jn
Section 6.1. For additional material on characterological
depression, see the discussion of borderline personality disorder
in Chapter 25,
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16.6

MOODDISORDERS:CLINICAL
FEATURES

HAGOP S§. AKISKAL, M.D.

HETEROGENEITY OF MOOD DISORDERS

NOSOLOGY Mooddisorders are characterized by pervasive
dysregulation of mood and psychomotoractivity as well as by
related biorhythmic disturbances. The rubric of affective dis-
order—which in some European classifications also subsumes
morbid anxiety states—increasingly is being replaced by the
nosologically more delimited concept of mood disorder. Thus
the term ‘‘mood disorder’’ is now the preferred term in both
the World Health Organization‘s 10th revision of the Interna-
tional Classification ofDiseases and Related Problems (ICD-
10, 1992) and the American Psychiatric Association’s (APA)
fourth edition of Diagnostic and Statistical Manual ofMental
Disorders (DSM-IV, 1994) for bipolar disorder (with manic or
hypomanic and depressive episodes) and major depressive dis-
orders and their respective attenuated variants known as cyclo-
thymic and dysthymic disorders.

Conditionsthatin earlier editions of those manuals were cat-
egorized as endogenous depression, involutional melancholia,
and psychotic depressive reaction have been incorporated into
major depressive disorder, whereas depressive neurosis has
been largely absorbed by dysthymic disorders. Although the
neurotic-endogenousdistinction has been officially deleted, the
term “‘melancholic features’’ is now usedas a qualifying phrase
for those major depressive disorders where biological concom-
itants predominate. While both the American and international
classifications recognize the commonoccurrence of mixed anx-
iety-depressions,it is unresolved as to whether they should be
classified with mood disorders or with anxiety disorders.It is
equally uncertain how to classify the classic neurasthenic con-
ditions, which have reemerged under the name ‘‘chronic fatigue
syndrome.’”*

DESTIGMATIZATION=Thereshuffling and reclassification of
various affective conditions into the mood disorders section of
the third edition of DSM (DSM-III) and DSM-IV has,on bal-
ance, led to considerable broadening of their boundaries. That
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reflects, in part, new developments in pharmacotherapy that
have resulted in considerablealleviation ofsuffering for persons
with classic mood disorders. As a result many persons with
recurrent mood disorders who would have been otherwise dis-
abled are now able to lead productive lives. Those gratifying
results have, in turn, helped to destigmatize that group of dis-
orders. Destigmatization has been further facilitated by pub-
lished self-revelations of famous persons with depressive dis-
order and bipolar disorder.

SPECTRUM OF MOOD DISORDERS Asoften happens
when new therapeutic interventions prove successful, the past
decade has witnessed an increased readiness to diagnose mood
disorders—and their variants—even where clinical features are
atypical. Those developments should not be dismissed as mere
therapeutic fad, however. Externalvalidating strategies, such as
familial-genetic studies and prospective follow-up, can now be
used to buttress the broadened concept of mooddisorders. New
research comparing monozygotic and dizygotic twins has dem-
onstrated that the genetic potential to mood disorders embraces
entities that extend beyond the narrow concept of endogenous
depression (melancholia in DSM-IV) to subsumea larger vari-
ety of depressions, including many affected persons in the com-
munity who have never received psychiatric treatment,
Although such data might seem counterintuitive to those who
would restrict depression to a core primary biological disease,
they suggestthat the constitutional predisposition for mood dys-
regulation occurs in as many as one of every three persons. That
ratio is similar to the proportion of those who develop a full
depressive disorder following bereavementorto that of rhesus
monkeysdeveloping depressivelike behavior following a sep-
aration paradigm. Thosefigures, in tum, suggest that many sub-
jects possess protective factors against major depressive break-
downs; alternatively, such data suggest that other factors medi-
ate which person with emotional distress will progress to a
clinical case. A great deal thus might be learned about the nature
of pathological affective processes by studying self-limiting
affective conditions on the border of mood disorders.

The suffering and dysfunction resulting from mood disorders
are among the most commonreasons advanced for consulting
psychiatrists and other physicians. All great physicians of the
past, beginning with Hippocrates, have devoted considerable
space in their general medical texts to the clinical characteriza-
tion of such disorders. Those classic texts provided detailed
clinical portrayals of both melancholia and mania, as well as
their cyclic alterations in the same patient. Greek physicians
recognized a broad spectrum ofaffective disturbances, ranging
from the relatively mild temperamental forms (which in the
official nosology is represented by dysthymic disorder and
cyclothymic disorder) to the more severe illnesses (including
what today is considered mood disorder with mood-congruent
and mood-incongruent psychotic features), The ancients were
also awareof the intimate relation of morbid states of fear to

melancholia. Finally, they noted that melancholia and certain
physical diseases shared seasonal incidence, and described the
common occurrence of alcohol indulgence, especially in those
prone to mania.

BOUNDARIES The boundaries between temperament (per-
sonality) and mood disorder, grief and melancholia, anxiety and
depressive states, depressive and bipolar disorders, mood-con-
gruent and mood-incongruent psychotic features, and other
(schizophrenic) psychotic conditionsare still unresolved. Since
the earliest descriptions in ancient medical treatise, mood dis-
orders have been known to be highly comorbid with alcohol
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use and somatic disease. These trends continue to be true today,
with the addition of substance use disorders.

AFFECTS, MOODS, TEMPERAMENTS, AND
MORBID MOOD STATES

ETHOLOGICAL CONSIDERATIONS Affects and moods
refer to different aspects of emotion. Affect is communicated
through facial expression, vocal inflection, gestures, and pos-
ture, and, according to current ethological research,is intended
to move people to appraise whether a personis satisfied, dis-
tressed, disgusted, or in danger. Thus joy, sadness, anger, and
fear are basic affects that serve a communicative function in

humans and other primates, as well as many _ mammalian
species.

Affects tend to be short-lived expressions, reflecting momen-
tary emotional contingencies. Moods convey sustained emo-
tions; their more enduring nature means that they are experi-
enced long enough to be felt inwardly. Moods are made man-
ifest in subtle ways, and their accurate assessmentoften requires
empathic understandingby the interviewer. The wordsthat sub-
jects use to describe their inner emotions may or may not coin-
cide with the technical terms used by researchers or clinicians.
Furthermore, the inward emotion and the prevailing affective
tone may conflict. That conflict could be due to deliberate sim-
ulation (that is, the subject does not wish to reveal his or her
inner emotion), or it could be the result of a pathological lesion
or process that is affecting the emotions and their neural sub-
strates. Thus evaluating moods and affective expression
requires considerable experience.

SADNESS AND JOY The normal emotions of sadness and

joy are part of everyday life and should be differentiated from
major depressive disorder and mania. Sadness, or normal
depression,is a universal human responseto defeat, disappoint-
ment, or other adversities. The response may be adaptive, in an
evolutionary sense, by permitting withdrawal to conserve inner
resources, or it might signal the need for support from signifi-
cant others.

Transient depressive periodsalso occur as reactionsto certain
holidays or anniversaries, as well as during the premenstrual
phase and the first week postpartum. Termed, respectively, hol-
iday blues, anniversary reactions, premenstrual dysphoric dis-
order (see Section 15.4) and maternity blues, the conditionsare
not in themselves psychopathological, but those predisposed to
mood disorder may develop clinical depression during such
times.

In view of the higher prevalence of depression in women,
premenstrual affective changes—tension,irritability, hostility,
and labile mood—have received much attention. The attempt
to establish a late-luteal-phase dysphoric disorder has neglected
the not uncommon occurrence of premenstrual eutonia,
increased energy, and sexual drive. Those mixed affective man-
ifestations tend to point toward a biphasic phenomenon, Avail-
able data do not support the existence of a distinct premenstrual
mood disorder. Rather, women with severe premenstrual com-
plaints appear to have higherrates of lifetime major mood dis-
orders. Furthermore, such events as epileptic attacks, panic
states, and the perpetration of violent crimes might, in some
instances, be associated with the premenstrual phase. Those
considerations Suggest the hypothesis that. psychobiological
changes occurring premenstrually exacerbate, in a nonspecific
way, a large spectrum of neuropsychiatric disorders to which
the womenare otherwise predisposed, In other words, the exag-
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gerated premenstrual variability in emotional equilibrium is
unlikely to be the primary factor or cause of those neuropsy-
chiatric manifestations.

GRIEF Also known as normal bereavement, grief is consid-
ered to be the prototype ofreactive depression, and occurs in
response to significant separations and losses, such as death,
divorce, romantic disappointment, leaving familiar environ-
ments, forced emigration, or civilian catastrophes. (Unfortu-
nately, DSM-IV tends to limit the concept of normalgrief to
loss due to death.)In addition to depressed affect appropriate
to the loss, bereavement reactions are characterized by the
prominence of sympathetic arousal and restlessness, believed
to represent, from an evolutionary perspective, physiological
and behavioral mechanisms to facilitate the search for the lost

object. Like other adversities, bereavementand loss do not gen-
erally seem to cause depressive disorder, except in those pre-
disposed to mood disorder.

ELATION Thepositive emotion of elation is popularly linked
to success and achievement. However, paradoxical depressions
may also follow such positive events, possibly because of the
increased responsibilities that often haveto be faced alone. Ela-
tion is conceptualized psychodynamically as a defense against
depression or as a denial of the pain of loss, as exemplified by
the so-called maniacal grief, a rare form of bereavement reac-
tion in which elated hyperactivity may replace the expected
grief. :

Other pseudomanic states include the brief energetic and
unusually lucid periods encountered in dying patients or in
those who need to take superhuman actionin the face of unusual
duress, both of which have been conceptualized as flights into
health. It is also conceivable that in predisposed persons those
reactions might be the prelude to a genuine manic episode,
Given suchpredisposition, sleep deprivation (which commonly
accompanies major stressors) might represent one ofthe inter-
mediary mechanisms between stressor and adverse clinical
outcome.

AFFECTIVE TEMPERAMENTS Another mediating factor
between normal and pathological moodsis temperament. Most
persons have a characteristic pattem of basal affective oscilla-
tions that defines their temperament. For instance, some are
easily moved to tears by sad or happy circumstances, whereas
others tend to remain placid, Normally, oscillations in affective
tone are relatively minor, tend to resonate with day-to-day
events, and do not interfere with functioning. Some exhibit
greater variability of emotional responses whereby, with no
obvious provocation, the person alternates between normal
mood and sadness orelation, or both. They tend to cluster into

TABLE 16.6-1 Gy
Attributes of Depressive and Hyperthymic Temperaments
Depressive

. Gloomy, incapable of fun, complaining. Humorless
. Skeptical, pessimistic, and given to brooding
. Guilt-prone, low self-esteem, and preoccupied with

inadequacy orfailureIntroverted with restricted social life

Sluggish, living a life out of actionFew interests, but which, nonetheless, can be pursued
with relative constancyPassive

. Reliable, dependable, and devoted

. Habimal long sleeper (more than 10 hours a night)
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basic temperamental types: the depressive temperament (where
the person easily swingsinto the sad direction), the hyperthymic
temperament (where the person is naturally inclined toward
cheerful moods), and the cyclothymic temperament(where the
person swings between cheerful and sad moods). All three tem-
peraments typically have an early onset and tend to persist
throughoutlife.

An examination of the traits associated with those tempera-
ments can provide the rationale for Ernst Kretschmer’s hypoth-
esis about the social functions they served. Thus, the person
with a depressive temperament (Table 16.6-1) is hard-working,
dependable, and suitable for jobs that requirelong periods of
devotion to meticulous detail. Some such persons shoulder the
burdens of existence without experiencing its pleasures. The
hyperthymic temperament (Table 16.6-1), endowed with high
levels of energy, extraversion, and humor, will assume leader-
ship positions in society or excel in the performingarts or enter-
tainment. In talented persons the cycloid temperament, which
altermates between sadness and elation, could provide the inspi-
ration and the intensity needed for composing music, painting,
or writing poetry. The danger with such temperamentsis that
they could swing too far in one or the otherdirection, or in both
directions. Such substances as alcohol, caffeine, and other stim-
ulants when used by those persons might further destabilize
their affect regulation.

Temperaments then are best regarded as variations of normal
emotional expressiveness, which might continue throughoutlife
without significant impairment, or they might be accentuated in
the teenage and early adult years, and become manifest as a
dysthymic disorder or a cyclothymic disorder with its attendant
interpersonal, academic, and vocational problems. Finally, they
might be the point of departure for major mood disorders..

MORBID MOOD STATES. Mooddisorders are morbid mood

states characterized by the following features.

Pathological mood change Pathological moodsare distin-
guished from their normal counterparts by being out of pro-
portion to any concurrentstressor or situation; being unrespon-
sive to reassurance; being sustained for weeks, months, and
sometimes years; and having a pervasive effect on the person,
such that judgmentis seriously influenced by the mood,

Endoreactive moods Major depression and mania are diag-
nosed respectively, when, sadness or elation is overly intense
and continues beyond the expected impact of a stressful life
event; indeed, the morbid mood might arise without apparent
or significantlife stress. Thus the pathological process in mood
disorders is in part defined by the ease with which an intense
emotional state is released, and especially by its tendency to

Hyperthymic
. Cheerful and exuberant
. Articulate and jocular
. Overoptimistic and carefree
. Overconfident, self-assured, boastful, and grandiose
. Extroverted and people seeking
. High energy level; full of plans and improvidentactivities
. Versatile, with broad interests
. Overinvolved and meddlesome
. Uninhibited and stimulus seeking .
. Habitual short sleeper (less than six hours a night)
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persist autonomously even when the offending stressor is no
longer operative. Rather than being endogenous(that is, occur-
ring in the absence of precipitants), mood disorders are best
conceptualized as endoreactive(that is, once released, they tend
to persist autonomously). The homeostatic dyscontrol of mood,
which is part of a more pervasive mood dysregulation,resists
reversal to the habitual or baseline affective tone. DSM-IV,
which tends to disparage theory and adhere to a descriptive
level of operationalization,gives insufficient weightto this fun-
damental characteristic of mood disorders.

Syndromaliliness In a more descriptive vein what sets
mood disorders apart from their normal emotional counterparts
is the clustering of signs and symptomsinto discrete syndromes
that typically recur on an episodic basis or pursue a course of
intermittent chronicity, Such cyclicity—and in somecases reg-
ular recurrence knownas periodicity—represents other signs of
mood dysregulation particularly relevant to bipolar disorder.

Impairment Normative reactions to adversity and stress,
including biological stress, typically consist of transient admix-
tures of anxiety and dysphoria that are best captured under the
DSM-IV rubric of adjustment disorder with mixed emotional
features. That is, the self-limiting reactions are best qualified
broadly as normal affective states that producelittle, if any,
impairment in the main areas of functioning.

Although anxiety, irritability, and anger do occur in various
types of mood disorders, it is pathologically sustained mood
states of depression and elation that characterize those disor-
ders. Morbid mood states (mood disorders) then consist of pro-
tracted emotional reactions that deepenor escalate, respectively,
into clinical depression or mania, with a tendency to recur or
to evolve, in as many as a third of cases, into chronicity. The
contribution of temperamental peculiarities to’ such outcomes
should be apparent. The impaired functioning characteristic of
mood disorders is thus based on a combinationoffactors, which
include severity, autonomy, recurrence, and chronicity of the
clinical features. ;

To recapitulate, dysregulation in mood disorders can take dif-
ferent forms. It could become manifest as a single severe epi-
sodethat persists autonomously for months and sometimes for
years, or it might recur with episodes of varying severity, years
apart or in rapid succession, and with or without interepisodic
remission.In general, the earlier the age at onset, the morelikely
it is that there will be recurrences,especially those that are bipo-
lar in nature. Thus, depending on the course of theillness,
impairment could be state dependent, occurring during an epi-
sode, or it could extend into the interepisodic period. National
Institute of Mental Health (NIMH) estimates suggest that, on
the average, a woman with bipolar disorder spends 12 years in
florid episodes (often hospitalized), loses 14 years from a pro-
ductive career and motherhood, and has herlife curtailed by 9
years.

Recent observations have also revealed another pattern of
impairment, In dysthymic disorder and cyclothymic disorder,
which represent an intensification of temperamental instability,
impairmentis not due to the severity of the mood disturbance
perse, but to the cumulative impactof the dysregulation begin-
ning in the juvenile or early adult years and continuing unabated
or intermittently over long periods; hence the frequent confu-
sion with character pathology. Here the impairment is more
subtle but nonetheless pervasive. Persons with cyclothymicdis-
order tend to be perpetual dilettantes whereas those with dys-
thymic disorder often lead morose and colorless lives.
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PSYCHOPATHOLOGYANDCLINICAL
PRESENTATION

DEPRESSIVE SYNDROME Likeother illnesses, depressive
disorder clusters into signs and symptomsthat constitute what
DSM-IV and ICD-10 term major depressive episode (Table
16,6-2). Those criteria attempt to set an operational threshold
for depressive disorder based on a specified number of items
and their temporal patterns.It is only after taking an in-depth
phenomenological approach that a clinician can ascertain the
presence of a depressive disorder, The DSM-IV diagnostic cri-
teria for major depressive disorder (Tables 16.6-3 and 16.6-4)
provide only a general guide. Disturbances in all four spheres—
mood, psychomotoractivity, cognitive, and vegetative—should
be ordinarily presentfor a definitive diagnosis of major depres-
sive disorder, althoughthat is not specified in DSM-IV,

Mood disturbances Mood change, usually considered the
sine qua non of morbid depression, becomes manifest in a vari-
ety of disturbances, including (1) painful arousal, (2) hypersen-
sitivity to unpleasant events,(3) insensitivity to pleasant events,
(4) insensitivity to unpleasant events, (5) reduced anticipatory
pleasure, (6) anhedonia or reduced consummatory pleasure, (7)
affective blunting, and (8) apathy. The phenomenology and
psychometric properties of that broad range of mood distur-

TABLE 16.6-2
Criteria for Major Depressive Episode

A. Five (or more)of the following symptoms have been present during
the same two-week period and represent a change from previous

sonienings at least one of the symptoms is either (1) depressedmood or (2) loss of interest or pleasure,
Note: Do not include symptomsthat are clearly due to a general
medical condition, or mood-incongruent delusions or hallucin-ations.

(1) depressed mood mostofthe day, nearly every day, as indicated
by eitheree report (e.g., feels sad or empty) or obser-vation made by others (e.g., appears tearful). Note: In children
and adolescents, can be irritable mood.

(2) markedly diminished interest or pleasure in all, or almostall,
activities most of the day, nearly every day (as indicated by

either subjective account or observation made b el(3) significant weight loss when notdieting or weight gain (e.g., 4
change of more than 5% of body weight in a month), or
decrease orincrease in appetite nearly every day. Note: In chil-
dren, consider failure to make expected weight gains.

(4) insomnia or hypersomnia nearly every day
(5) psychomotoragitation or retardation nearly every day (observ-

able by others, not merely subjective feelings of restlessness or
being slowed down)

(6) fatigue or loss of energy nearly every day
(7) feelings of worthlessness or excessive or inappropriate guilt

(which may be delusional) nearly every day (not merely self-
reproach or guilt about being sick)

(8) diminished ability to think or concentrate, or indecisiveness,
nearly every day (either by subjective account or as observeders, -

(9) recurrent thoughts of death (noljust fear of dying), recurrent
suicidal ideation without a specific plan, or a suicide attempt
or a specific plan for committing suicide

B. The symptoms do not meetcriteria for a mixed episode.
C, The symptomscause clinically significant distress or impairment

in social, occupational, or other important areas of functioning.
D. The symptoms are notdue to the direct physiological effects of a

substance (€.g., a Hengox abuse, a medication) or a general medicondition (e.g., hypothyroidism). ‘

E, The sn toms are not better accounted for by bereavement, i.€..after oss of a loved one, the symptoms ist for longer than
two months or are characterized by marked functional impairment,
morbid preoccupation with worthlessness, suicidal ideation, psy-
chotic symptoms, or psychomotorretardation,ell

Table from DSM-IV, Dian and Statistical Manual ofMental Dis-orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission.
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TABLE 16.6-3
Diagnostic Criteria for Major Depressive Disorder,
Single Episode

A. Presence of a single major depressive episode.
B. The major depressive episodeis not better accounted for by schizo-

affective disorder and is not superimposed on schizophrenia, schiz-
ophreniform disorder, delusionaldisorder, or psychotic disorder not
otherwise specified. ; /

C. There has never been a manic episode, a mixedepisode, or a hypo-
manic episode, Note: This exclusion does not apply if all of the
manic-like, mixed-like, or hypomaniclike episodes are substance or
treatment induced or are due to the direct physiological effects ofa general medical condition.

Specify (for current or most recent episode):
Severity/psychotic/remission specifiersChronic ;
With catatonic features
With melancholic features
With atypical features
With postpartum onset

Table from DSM-IV, Diagnostic and StatisticalManual ofMental Dis-
orders, ed 4. Copynght American Psychiatric Association, Washing-
ton, 1994, Used with permission.

 

TABLE 16.6-4 ~
Diagnostic Criteria for Major Depressive Disorder, Recurrent

A. Presence of two or more major depressive episodes.
Note: To be considered separate episodes, there must be an interval
of at least two consecutive months in which criteria are not metfor
a major depressive episode. ,

B. The major depressive episodes are not better accounted for bysohizoatfective disorder and are not superimposed on schizophre-
nia, schizophreniform disorder, delusional disorder, or psychotic
disorder nototherwise specified, .

C. ‘There has never been a manic epleds a mixed episode, ora hypo-manic episode, Note: This exclusion does not apply if all of the
maniclike, mixed-like, or hypomaniclike episodes are substance or
treatment induced or are due to the direct physiological effects of
a general medical condition, —

Specify (for current or most recent episode);
Severity/psychotic/remission specifiers
Chronic :
With catatonic features
‘With melancholic features
With atypical features

_ With postpartum onsetecify:

Pr)tudinal course specifiers (with and without interepisode
recovery)

With seasonal pattern via

Table from DSM-IV,Diagnostic andStatistical Manual afMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission. _ :

bances are under investigation at the Salpétriére Hospital in
Paris. The focus here will be primarily on painfully aroused
mood (depression) and diminished capacity for pleasure (anhe-
donia), two mood disturbances given selective weight in DSM-
TV and ICD-I0.

DEPRESSED MOOD The term “‘depressed mood”’ refers to neg-
ative affective arousal, variously .described as depressed,
anguished, mournful, irritable, or anxious. Those terms tend to
banalize a morbidly painful emotion that is typically experi-
enced as worse'than any physical pain. There is thus a physical
quality to depressed mood, which in the extremeis indescrib-
ably painful, Even when not so severe, depressive suffering is
qualitatively distinct from its neurotic counterparts, taking the
form of groundless apprehensions with severe inner turmoil and
torment. Thatdescription is particularly apt for middle-aged and
elderly persons, who were once consideredto be suffering from
involutional melancholia, The sustained nature of the mood per-
mits no respite, although it tends to be less intense in the eve-
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ning. Suicide may represent an attemptto find deliverance from
such unrelenting psychic torment; death can be experienced as
comforting.

Patients with a milder form of the malady typically seen in
primary care settings might deny experiencing mournful moods
and instead complain of physical agony in the form of head-
ache, epigastric pain, precordial distress, and so on, in the
absence of any evidence of physical illness. Such conditions
have been described as depressio sine depressione, or masked
depression. In such cases, commonly observed in older patients,
the physician should corroborate the presence of mood distur-
bance bythe depressed affect in the patient’s facial expression,
voice, and overall appearance.

ANHEDONIA AND LOSS OF INTEREST Paradoxically, the height-
ened perception of pain in many persons with depressive dis-
order is accompaniedby an inability to experience normal emo-
tions. Patients exhibiting the disturbance may lose the capacity
to cry, a deficit that is reversed as the depression islifting.

In evaluating anhedoniait is not enough to inquire whether
the patient has lost the sense of pleasure; the clinician must
document that the patient has actually given up previously
enjoyed pastimes. When mild, anhedonia evidences with
decreased interestin life. Later, patients complain that they have
lostall interest in things that gave them pleasure. In the extreme
they lose their feelings for their children or spouses, who once
were.a source ofjoy. Thus the hedonicdeficit in clinical depres-
sion might represent~a special instance of a more pervasive
inability to experience emotions.

Some patients emotionally cut off from others, experience
depersonalization, and the world seems strange to them (dere-
alization), The impact of the loss of emotional resonance can
be so pervasive that patients may surrender values and beliefs
that had previously given meaning to their lives. For instance,
a memberof the clergy might present with the complaint that
he or she no longer believes in the work, that he or she has lost
God. The inability of the person with depressive disorder to
experience normal emotions—commonly observed among
young depressed patients—is different from the schizophrenic
patient's fiat affect in that the loss of emotionsisitself experi-
enced as painful, that is, the patient suffers immensely from the
inability to experience emotions.

Psychomotordisturbances In depression refer to psycho-
motor changes consisting of abnormalities in the motor expres-
sion of mental activity.

AGITATION Although agitation (pressured speech, restless-
ness, wringingof hands, and pulling of hair) is the more readily
observed abnormality, it appears less specific to the illness than
does retardation (slowing of psychomotor activity), Psycho-
physiological studies have documented that such slowing often
coexists with agitation. r

PSYCHOMOTOR RETARDATION Underlying many of the defi-
cits seen in clinical depression, some authorities believe psy-
chomotor retardation to be the core or primary pathology in
mood disorders. Morbid depression—whatpatients describe as
being “‘down’’—can be understood in terms of extreme psy-
chomotor slowing. The patient experiences inertia, being unable
to act physically and mentally, Recent brain imaging research
that has revealed subcortical (extrapyramidal system) distur-
bances in mood disorders tends to support the centrality of psy-
chomotor dysfunction in these disorders. , 4
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Long neglected in psychopathological research, psychomotor
retardation has now been measured with precision. In the Sal-
pétriére Retardation Scale special emphasis is placed on the
following disturbances: (1) paucity of spontaneous movements;
(2) slumped posture with downcast gaze; (3) overwhelming
fatigue—patients complain that ‘‘everything is an effort’’; (4)
reduced flow and amplitude of speech and increasedlatency of
responses, often giving rise to monosyllabic speech; (5) a sub-
jective feeling that time is passing slowly or has stopped; (6)
poor concentration and forgetfulness; (7) painful rumination—
thinking that dwells on a few (usually unpleasant) topics; and
(8) indecisiveness, which refers to an inability to make simple
decisions.

DSM-IV places greater emphasis on the more easily observ-
able objective or physical aspectsof retardation. For the patient,
however, the subjective sense of slowing is often its more per-
vasive and disabling aspect. That psychological dimension of
retardation is mostreliably elicited from depressed persons with
good verbal skills.

Ms, A., a 34-year-old literature professor, presented to a mood clinic
with the following complaint; '‘I am in a daze, confused, disoriented,
staring, My thoughts do not flow, my mind is arrested ,,. I seem to
lack any senseofdirection, purpose... I have such an inertia, I cannot
assert myself, I cannot fight, I have no will."’

A patient with lesser linguistic sophistication would simply
complain of an inability to perform household choresor a dif-
ficulty in concentrating onhis or her studies. Such psychomotor
deficits in tum underlie depressed patients’ diminished effi-
ciency or their inability to work.

PSEUDODEMENTIA AND STUPOR In elderly persons the slowing
of mental functions can be so pronounced that the patient may
experience memory difficulties, disorientation, and confusion,
In young persons psychomotor slowing is sometimes so
extreme that the patient might slide into a stupor, unable to
participate even in such basic biological functions as feeding
himself or herself; such an episode often represents the precur-
sor of bipolar disorder, which later declares itself by mania. (In
the author’s view, it is terminologically and historically mis-
leading to label those phenomenaas catatonic features, as stip-
ulated by DSM-IV.) Today depressive disorder is diagnosed in
its earlier stages, and subtle degrees of stupor are much more
likely to be encounteredclinically, as illustrated by the follow-
ing vignette:

A 20-year-old male college student seen in the emergency room
spoke of ‘‘being stuck—as if I havefallen into a black hole and can’t
get out.’ Further evaluation revealed that the patient was speaking
metaphorically of his total loss of initiative and drive, and as having
been engulfed by the disease process. To a clinician without the req-
uisite phenomenologicaltraining, such a patient might be considered
bizarre, and perhaps even psychotic, Yet the patient responded dra-
matically to fluoxetine (Prozac) and in two weeks was back in school,

Cognitive disturbances Accordingto the cognitive view of
depression, negative evaluations of the self, the world, and the
future are central to understanding depressed mood and behay-
ior, It is equally likely, however, that the depressed mood colors
perceptionsofthe self and others or that disturbed psychomotor
activity leads to negative self-evaluations. Therefore,it is best
to approach cognitive changes in depression empirically as key
clinical manifestations of depression. Clinically those faulty
thinking patterns become manifest as follows: (1) ideas of
deprivation and loss; (2) low self-esteem and self-confidence;
(3) self-reproach and pathological guilt; (4) helplessness, hope-
lessness, and pessimism; and (5) recurrent thoughts of death
and suicide.
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The essential characteristic of depressive thinking is that the
sufferer views everything in an extremely negative light. The
self-accusations are typically unjustified or are blown out of
proportion, as in the case of a middle-aged woman who was
tormented by guilt because as a child she had notrepaid 5 cents
she had borrowed from a classmate. Someof the thoughts may
verge on the delusional. For instance, an internationally
renowned scientist complained that he was ‘‘nothing.'’ Such
self-evaluations, which indicate an extremely low image ofself,
might nonetheless reflect an accurate perception of the impair-
ment due to psychomotorretardation.

MOOD-CONGRUENT PSYCHOTIC FEATURES In depressive dis-
order with psychotic features negative thinking acquires prossly
delusional proportions, being maintained with such conviction
that the thoughts are not amenable to change by evidence to the
contrary. Classically, delusional thinking in depression derives
from humankind’s four basic insecurities, those regarding
health, financial status, moral worth, and relationship to others,
Thus severely depressed patients may have delusions of worth-
lessness and sinfulness, reference, and persecution. They
believe they are being singled out for their past mistakes and
that everyone is aware of their errors, Persecutory ideation in
depression is often prosecutory in nature in thatit derives from
the belief that the person deserves punishment for such trans-
gressions. A severely depressed man mayfeel so incompetent
in all areas of functioning, including the sexual sphere, that he
may suspect his wife of having an affair (delusion ofinfidelity).

Other depressed persons believe that they have lostall their
money and that their children willstarve (delusions of poverty);
or that they harbor an occult illness, such as cancer or the
acquired immunedeficiencysyndrome (AIDS) (dehisionsofill
health); or that parts of their bodies are missing (nihilistic delu-
sions). In more severe illness the patient might feel that the
world has changed, that calamity and destruction await every-
one. In rare instances a parent with such delusions mightkill
his or her young children, to save them from moral or physical
decay, and then commit suicide. Finally, a minonty of
depressed persons may have fleeting auditory or visual hallu-
cinations with extremely unpleasant content along the lines of
their delusions (for example, hearing accusatory voices or see-
ing themselves in coffins or graveyards). All of those psychotic
experiences are genuine affective delusions or hallucinations.
They are mood congruentin the sense that they are phenome-
nologically understandable in light of the prevailing patholog-
ical mood, - *

The DSM-IV criteria for severity-psychotic-remission spe-
cifiers for current (or most recent) major depressive episode,
including mood-congruent and mood-incongruent psychotic
features, appear in Table 16.6-5.

MOOD-INCONGRUENT PSYCHOTIC FEATURES It is possible that
so-called first-rank or Schneidérian-type symptoms could arise
in the setting of a major depressive episode.

A 42-year-old civil servant said she was so paralyzed by depression
that she felt that she had no personal initiative and volition left; she
believed some malignant force had taken over her actions, and thatit
would comment on every action that she would undertake. The patient
fully recovered with thymoleptic medication, There is no reason to
believe that the feelings of somatic passivity and running commentary
were indicative of a schizophrenic process.

Thus with proper phenomenological probing, certain classes
of apparently mood-incongruentpsychoticexperiences listed in
DSM-IV, can be understood as arising from the pathological
mood and the profound changes in psychomotoractivity that
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TABLE 16.6-5
Criteria for Severity/Psychotic/Remission Specifiers for
Current (orMostRecent) Major Depressive Episode
Note: Code in fifth digit, Can be applied to the most recent major

depressive episode in major C3iedisorder and to a major depres-sive episode in bipolar I or II disorder only ifit is the most recent type
of mood episode.

Mild: Few,if any, symptoms in excess of those required ta make the
diagnosis and symptomsresult in only minor impairment in occupa-
tional functioning or in usual social activities or relationships withothers.
Moderate: Symptoms or functional impairment between ‘‘mild’’ and
“severe.’"
Severe without psychotic features: Several symptoms in excess of
those required to. makethe diagnosis, and symptoms markedly interfere
with occupational functioning or with usual social activities or rela-
tionships with others.
Severe with psychotic features: Delusions or hallucinations. If pos-
sible, specify whether the psychotic features are mood-congruent or
mood-incongruent:

Mood-congruent psychotic features: Delusions or hallucinations
whose content is entirely consistent with the typical depressive
themes of personal inadequacy, guilt, disease, death, nihilism, or
deserved punishment.
Mood-incongruent psychotic features: Delusions or hallucinations
whose content does not involve typical depressive themes of per-
sonal inadequacy, guilt, disease, death, nihilism, or deserved punish-
ment. Included are such symptoms as persecutory delusions (not
directly related to depressive themes), thought insertion, thought
broadcasting, and delusions of control.

In partial remission: Symptoms of a major depressive episode are
present but full criteria are not met, or there isAee without any
significant aout of a major depressive episode lasting less thantwomonths following the end of the major depressive episode. (If the
major depressive episode was superimposed on dysthymic disorder,
the diagnosis of dysthymic disorder alone is given oncethe full criteria
for a major depressive episode are no longer met.) :
In full remission: During thepast two months,no significantsigns or
symptomsof the disturbance were present.

inspecified.SSS
Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission,

accompany them.(In other instances, the clinician must search
history of alcohol and/or substance use disorder or withdrawal
as putative explanation for mood-incongruence in psychotic
depression.)

HOPELESSNESS AND SUICIDE Given that most, if notall, clin-
ically depressed patients find themselves locked in the private
hell of their negative thoughts,it is not surprising that up to 15
percent of untreated or inadequately treated patients give up
hope that they will ever recover and so kill themselves. The
suicide attemptis not, however, undertaken in the depth of mel-
ancholia. One severely depressed patient, when asked if she had
any suicide plans, replied, ‘‘Doctor, I don’t exist—I am already
dead.””

Thus the risk of suicide is less pronounced during acute
severe depression. Emil Kraepelin has observed that it is when
psychomotor activity is improving, and yet mood and thinking
are still dark, that the patient is most likely to muster the req-
uisite energy to commit the suicidal act. Profound hopelessness
on mental status evaluation should alert the clinician to the pos-
sibility of such an outcome.

There is no basis for the commonbelief that inquiring about
suicide would provoke such behavior. On the contrary, the
patient is often relieved that the physician is aware of the mag-
nitude of his or her suffering. Suicidal ideation is commonly
expressed indirectly, such as in a wish not to wake up. Some
depressed personsare tormented with suicidal obsessions in the
sense that they are constantly resisting unwanted urges or
impulses to destroy themselves. Others might yield to such
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urges passively, as by careless driving or by walking among
high-speed traffic. A third group will harbor elaborate plans,
carefully preparing their will and taking out insurance. Such
deliberate planning indicates a very high suicidal risk. The
examples are not exhaustive, however, but are meant to remind
clinicians in charge of depressed patientsto be alwaysalert to
the possibility of suicide. ;

Vegetative disturbances The Greeks believed that depres-
sion Was a somatic illness and ascribed it to black bile, and

hence the term “‘melancholia,’’ The mood changein depressive
disorder is accompanied by measurable alterations of bio-
rhythms that implicate limbic-diencephalic dysfunction. Once
the changes occur,they tend to become autonomousofthe envi-
ronment throughout muchof the episode, which meansthat they
do not respond to interpersonal feedback of a pleasant and
upbeat nature, The biological concomitants of melancholia
include profound reductions in appetite, sleep, and sexual func-
tioning, as weil as alterations of other circadian rhythms, espe-
cially moming worsening of mood and psychomotor perfor-
mances. Those disturbances are central to the DSM-IV concept
of melancholia (Table 16.6-6), a form of depression in which
such biological concomitants predominate. In a smaller sub-
group of depressed persons, there is a reversal of the vegetative
and circadian functions whereby there are increases in appetite
and sleep—and sometimes in sexual functioning—along with
an evening worsening of mood; in that atypical pattern (Table
16.6-7), now recognized in DSM-IV, patients often exhibit
moodreactivity and sensitivity to rejection.

ANOREXIA AND WEIGHT Loss Among the most reliable
somatic indicators of depressive disorder are anorexia and
weightloss. In addition to the presumed hypothalamic distur-
bance of depression, anorexia might be secondary to blunted
olfactory or taste sensations or a decreased enjoymentof food,
or, rarely, it might be due to a delusional belief that the food
has been poisoned.

If weight loss is severe, especially after the age of 40, the
psychiatrist should first rule out, through appropriate medical
consultation, the likelihood of an occult malignancy. Inanition,
especially in elderly persons, can lead to malnutrition andelec-
trolyte disturbances, which represent medical emergencies.

TABLE 16.6-6
Criteria for Melancholic Features Specifier

Specify if-
With melancholic features (can be applied to the current or most

recent major depressive episode in major depressive disorder and
to a major depressive episode in bipolar I or bipolar Il disorder
only if it is the most recent type of mood episode)

A. Either of the following, occurring during the most severe period of
the current episode: , :

0 loss of pleasure in all, or almostall, activitieslack of reactivity to usually pleasurable stimuli (does not feel

much better, even bemapotarily, when something good happens)B. Three (or more) of the fol awe(1) distinct quality of depressed mood (i.e., the depressed mood is
experienced as distinctly different from the kind of feeling
experienced after the death of a loved one)

(2) depression regularly worse in the moming
(3) early moming awakening(at least two hours before usualtime

of axckening)
° marked psychomotorretardation or agitation3} significant anorexia or weight loss(6) excessive or inappropriate guilt

Table from DSM-IV, Diagnostic and Statistical Manual ofMentalDis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission. ;
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TABLE 16,.6-7
Criteria for Atypical Features Specifier 
Specify if:
Pith ty ical features (can be applied when these features predom-

inate erie the most recent two weeks ofa major depressive
episode in major depressive disorder or in bipolarIor bipolar I
disorder when the major depressive episode is the mostrecent typeof mood episode, or when these features predominate during the
most recent two years of dysthymic disorder)

A. Mood reactivity (i.e., mood brightensin response to actual or poten-
tial positive events)

B. Two (or more) of the following features: :
(1) significant weight gain or increase in appetite
(2) hypersomnia a
(3). leaden paralysis (i-e., heavy, leaden feelings in armsorlegs)
(4) long-standing pattern of interpersonal rejection sensitivity (notlimited to episodes of mood soubenee! that results in signif-

icant social or occupational impairment .
C. Criteria are not met for with melancholic features or with catatonic

features during the same episode,

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.

WEIGHT GAIN Overeating, decreased activity, or both may
result in weight gain. In middle-aged patients it may aggravate
preexisting diabetes, hypertension, or coronary artery disease.
In younger patients, especially women, weight problems may
conform to a bulimic pattern. That is sometimes the expression
of the depressive phase of a bipolar disorder with infrequent
hypomanicperiods(bipolar IT disorder), It does not mean, how-
ever, that all bulimia nervosa is the result of a mood disorder.

INSOMNIA Sleep disturbance, a cardinal sign of depression,
often becomes manifest in insomnia that is characterized by
multiple awakenings, especially in the early hours of the mom-
ing, rather than by difficulty falling asleep. Thelight sleep of a
depressed person, in part a reflection of the painful arousal of
the disorder in general, tends to prolong the depressive agony
over 24 hours. Thus deep stages of sleep (3 and 4) are either
decreased or deficient. The attempt to overcome the problem
by drinking alcohol may initially meet with success, but ulti-
mately will lead to an aggravation of the insomnia. That also is
true for sedative-hypnotic agents, which are often prescribed by
the busy general practitioner who has not spent enough time in
diagnosing the depressive condition. Sedatives, including alco-
hol, while effective in reducing the number of awakenings in
the short term, are not effective in the long min because of a
further diminution of stage 3 and stage 4 sleep, They are not
antidepressants and tend to prolong the depression.

HYPERSOMNIA Young depressed persons, especially those
with bipolar tendencies, often complain of hypersomnia, and
will have difficulty getting up in the morning.

Kevin, a 15-year-old boy, was referred to a sleep center to rule out
narcolepsy. His main complaints were fatigue, boredom, and a need to
sleep the time. Although he had always been somewhat slow to get
going in the moming, he now could not get out of bed to go to school.

alarmed his mother, prompting the sleep consultation, Formerly
a B student, he had been failing most of his courses in the six months
before referral, Psychological counseling, predicated on the premise
that his family’s recent move from another city had led to Kevin's
isolation, had not been beneficial. He had also received an extensive
neurological and general medical workup, with negative results. He
slept 12 to 15 hours a day, but denied cataplexy, sleep paralysis, and
hypnagogic hallucinations. roe the interview he. denied beingdepressed, but admitted that he had lost interest in everything except
his pet. He had no drive,ee in no activities, and had gained30 pounds in six months. He believed he was brain damaged and won-
dered whether it was worth living like that. The question ofcommitting
suicide disturbed him as it was contrary to his religious beliefs, In view
of the findings he was prescribed desipramine (Norpramin)in a dosage
that was gradually increased to 200 mg a day over three weeks. Not
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only did the Sapaeeye reverse the presenting complaints, but itpushed him to the

The affective nature of the disorder in such patients often
goes unrecognized, and their slothful behavior and tendency ta
slumber may be ascribed to laziness.

rink of a manic episode.

CIRCADIAN DYSREGULATION Many circadian functions, such
as temperature regulation andcortisol rhythms,are disrupted in
major depressive disorder, Disturbances of sleep rhythms, how-
ever, have received the greatest research focus. Whether suf-
fering from insomnia or hypersomnia, nearly two thirds of
patients with depressive disorder exhibit a shortening of rapid-
eye-movement (REM)latency, the period from the onset of
sleep to the first REM period, That abnormality is observed
throughoutthe depressive episode and, in persons with recur-
rent depression, may be seen in relatively euthymic periods as
well. Their occurrencein the well relatives of the affectively ill
suggests that circadian abnormalities might precede the psy-
chological manifestations of the disorder. Other REM abnor-
malities include longer REM periods and increased density of
eye moyements in the first third of the night.

There are little data on the consistency of sleep electroen-
cephalogram (EEG) abnormalities in patients examined from
episode to episode. However,clinical experience suggests that
the samepatient observed over time (even during the same epi-
sode) may exhibit insomnia and moming worsening of mood
and activity at one period of the disorder‘ and hypersomnia
extending to late moring hours at anotherperiod,In either case
persons with depressive disorder are characteristically tired in
the morning, which means that even prolonged sleep is not
refreshing for them. The propensity to exhibit such divergent
patterns of sleep disturbance is more likely in bipolar illness.
Patients with major depressive disorder tend to exhibit insomnia
in a more stereotypical fashion, episode after episode; despite
extreme fatigue, even with thymoleptic medication, they rarely
oversleep, Such fatigue coexisting with negative affective
arousal is exhausting,

SEASONALITY Another biorhythmic disturbance in mood dis-
orders is seasonal (especially autumn-winter) accentuation or
precipitation of depression; many,if not most, of those patients
experience hypomaniain the spring and thus shouldbe classi-
fied as having bipolar II disorder. In the fall and winter the
patients complain of fatigue, tend to crave sugars, and overeat
and oversleep. The hypersomnia in some of those patients is
associated with delayed (rather than short) REM latencies, Such
data suggestthatcircadian abnonmalities in depressive disorders
are characterized by dysregulation rather than by mere phase
advance, The DSM-IV criteria for seasonal pattern specifier are
listed in Table 16.6-8.

SEXUAL DYSFUNCTION Decreased sexual desire is seen in both

depressed men and women,In addition, some women expeti-
ericé a temporary interruption of their menses. Depressed
women are typically unresponsive to lovemaking or are disin-
clined to participate in it, a situation that could Jead to marital
conflict; psychotherapists may mistakenly ascribe the depres-
sion to the marital conflict, resulting in unnecessarily zealous
Psychotherapeutic attention to conjugal issues. A decrease in or
loss of libido in men often results in erectile failure, which may
prompt endocrinological or urological consultation. Again,
depression may be ascribed to the sexual dysfunction rather
than the reverse, and definitive treatment may be delayed due
to the physician’s focus on the sexual complaint. Some men
with depressive disorder have even been subjected to permanent
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penile implants before having received a more definitive treat-
ment for their depression.

Among a small subgroupofpersons with depressivedisorder,
there may be increased sexual drive of a compulsive nature,
Such patients tend to have other atypical features as well, and
hence the symptom ofincreased sexual drive can be considered
the fifth reverse vegetative sign in those patients (after evening
or moming worsening of mood,initial insomnia, hypersomnia,
and weight gain). In other depressed persons, increased sexual
drive may indicate a mixed episode in bipolar disorder.

MANIC SYNDROME Aswith clinical depression, the psy-
chopathology of mania can be conveniently discussed under
mood, psychomotor,circadian, and cognitive disturbances. The
clinical features of mania are generally the opposite of those of
depression. Thus instead of lowered mood, thinking, activity,
and self-esteem, there is elevated mood, a rush of ideas, psy-
chomotoracceleration, and grandiosity. Despite those contrasts
the two disorders also share such symptoms as iritability,
anger, insomnia, and agitation; an excess of such symptoms
suggests a mixed phase or mixed state of mania and depression
occurring simultaneously. Manic and mixed manic episodes
represent the hallmark of what was once termed manic-depres-
sive psychosis and currently are recognized as bipolar [
disorder.

Although milder degrees of mania (hypomania) can contrib-
ute to success in business, leadership roles, and the arts, recur-
rences of even mild manic symptomatology could be disruptive.
The elated mood tends to produce overoptimism concerming
abilities, and coupled with the impulsivity characteristic of
mania, could lead to. disaster. Thus accurate and early diagnosis
is paramount.

Classic mania—as formulated in the DSM-IV operationali-
zation of manic episode (Table 16.6-9)—isrelatively casy to
recognize. However, misdiagnosis is still common in North
American practice, with clinicians’ confusing severe mania
with schizophrenia and its milder variants with normality or
with narcissistic or sociopathic disorders. As with the misdi-
agnosis of depressive disorder, such errors in clinical judgment
are often attributable to a lack of familiarity with the phenom-
enology ofthe classic illness. Again, DSM-IV criteria provide
only a guideline, The actual diagnosis requires empathic under-

TABLE 16.6-8
Criteria for Seasonal Pattern Specifier

Specify if:
With seasonal pattern (can be applied to the pattern of major

depressive episodes in bipolar I disorder, bipolar Il disorder, or
major depressive disorder, recurrent)

A. There has been a regular temporal relationship between the onset
of major depressive episodes in bipolar I or bipolar Il disorder or
major depressivedisorder, recurrent, and a particular time of the
year (e.g., regular appearance of the major depressive episode in
the fall or winter),
Note: Do not include cases in which there is an obvious effect of
seasonal-related psychosocial stressors (¢.g., regularly being unem-

loyed every winter).
B. Full remissions (or a change from depression to mania or hypo-

mania) also occur at a characteristic time of the year (e.g., depres-
sion disappears in the spring).

C. In the last two years, two major depressive episodes have occurred
that demonstrate the temporal seasonal relationships defined in cri-
teria A and B, and no nonseasonal major depressive episodes have
occurred during that same period.

D. Seasonal major depressive episodes (as described above) substan-tially outnumber the nonseasonal major depressive episodes that
may have occurred over the person's lifetime.

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission.
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TABLE 16.6-9
Criteria for Manic Episode

A. A distinct period of abnormally and persistently elevated, expan-
sive, or irritable mood,lasting at least one week (or any duration
if hospitalization is necessary).

B. During the period of mood disturbance,three (or more) of the fol-
lowing symptoms have persisted (four if the moodis only irritable)
and have been present to a significant degree;

(1) inflated self-esteem or prance
(2) ayneed for sleep (e.g., feels rested after only three hoursslee

G more native than usual or pressure to keep talking4) flight of ideas or subjective experience that thoughts are racing
(5) distractibility (Le., attention too easily drawn to unimportant or

irrelevant external stimuli)
(6) increase in goal-directed activity (either socially, at work or

school, or sexually) or psychomotoragitation
(7) excessive involvementin pleasurable activities that have a high

potential for painful consequences (e.g., engaging in unre-
strained buying sprees, sexual indiscretions, or foolish business
investments)

C. The symptoms do not meetcriteria for a mixed episode.
D. The ‘mood disturbance is sufficiently severe to cause marked

impairmentin occupational functioning or in usual social activities
or relationships with others, or to necessitate hospitalization to pre-
vent harm to self or others, or there are psychotic features,

E. The symptoms are not due to the direct physiological effects of a
substance (e.g., a drug of abuse, a medication, or other treatment)
or @ general medical condition (e.g., hyperthyroidism).

Note: Maniclike episodes that are clearly caused by somatic antide-
pressant treatment (¢.g., medication, electroconvulsive therapy, light
therapy) should not count toward a diagnosis of bipolar [ disorder.

Table from DSM-IV,Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.

standing. The manic patient lifts the observer's mood, makes
the person smile and even laugh, and can be irritating as well,
The patient’s speechis fast, and may even appear loose, butit
also can be witty. Finally, the behavioris often dramatic, expan-
sive, and jesting. The overall gestalt experienced in the presence
of such patients is emotionally and qualitatively distinct from
that of persons with schizophrenia. Those considerations
become clearer when clinicians farniliarize themselves with the
psychopathology of mania in the area of mood, behavior, and
thinking.

Mood elevation The mood in maniais classically one of ela-
tion, euphoria, and jubilation, typically associated with laugh-
ing, punning, and gesturing.

Mood lability and irritability The prevailing positive mood
in mania is not stable, and momentary tearfulness is common.
Also, for many patients the high is so excessivethatit is actually
dysphoric. When opposed, the patient can become extremely
irritable and hostile. Thus lability and irritable hostility are as
much features of the manic mood as are the elated mood.

Psychomotor acceleration Accelerated psychomotor ac-
tivity, the hallmark of mania, is characterized by an overabun-
dance ofenergyand activity and by rapid and pressured speech.
Subjectively, the patient experiences an unusual senseof phys-
ical well-being (eutonia).

FLIGHT OF IDEAS Thinking processes are accelerated, experi-
enced as flight of ideas, and thinking and perception are unusu-
ally sharp. The patient may speak with such pressure thatit is
difficult to follow the associations: such clang associations are
often based on rhyming or chance perceptions, and could flow
with lightning rapidity. The pressure to speak may continue
despite the development of hoarseness.

  
 

Alkermes, Ex. 1060



116 of 173 Alkermes, Ex. 1060

1132 MOOD DISORDERS / CHAPTER 16

IMPULSIVE BEHAVIOR Manicpatients are typically impulsive,
disinhibited, and meddlesome. They are intrusive in their
increased involvement with other persons, leading to friction
with family members, friends, and colleagues. They are dis-
tractible and move quickly, not only fromone thought to
another, but from one person to another, showing heightened
interest in every new activity thatstrikes their fancy. They are
indefatigable and engage in variousactivities in which they usu-
ally display poor social judgment. Examples include preaching
or dancing in the street; abuse of long distance calling; buying
newcars, hundreds of records, expensive jewelry, or other
unnecessary items; impulsive marriages; engaging in risky busi-
ness ventures; gambling; and sudden aimless tips. Such pur-
suits can lead to personal and financial ruin.

DELIRIOUS MANIA An extremely severe expression of mania
(also known as Bell's mania), delirious mania involves frenzied
physical activity that continues unabated, leading to a medical
emergencythatis life threatening; that complication, the manic
counterpart of stupor, is rare, however. (There is no need to
invoke here the concept of catatonic features [Table 16.6-10],
as advocated by DSM-IV. The DSM-IV positionis terminolog-
ically confusing and phenomenologically imprecise.)

Vegetative disturbances Such disturbances are more diffi-
cult to evaluate in mania as compared with depression.

HYPOSOMNIA Thecardinal sign is decreased need for sleep—
the patient sleeps for only few hours but feels energetic on
awakening. Some patients may actually go sleepless for several
days. That practice could lead to a dangerous escalation of
manic activity, which might continue despite signs of physical
exhaustion.

INATTENTION TO NUTRITION There does not seem to be a clin-
ically significant level of appetite disturbance as such, but
weight loss may occur because of increased activity and neglect
of nutritional needs, ;

SEXUAL EXCESSES The sexual appetite is typically increased
and may lead to sexual indiscretion. Married women with pre-
viously unblemished sexual lives may associate with men below
their social status. Men typically overindulge in alcohol, fre-
quenting bars and visiting prostitutes on whom they squander
their savings. The sexual misadventures of manic patients result

TABLE 16.6-10
Criteria for Catatonic Features Specifier

Specify if;With catatonic features (can be applied to the current or mostrecent

major depressive an manic episode, or mixed episode inmajor depressive disorder, bipolar I disorder, or bipolar IT
disorder) .

The clinical picture is dominated by at least two of the following:
(1) motoric immobility as evidenced by calalepsy (including waxy

flexibility) or stupor
(2) excessive motor activity (that is apparently purposeless and not

influenced by external stimuli)
(3) extreme negativism (an apparently motiveless resistance to all

instructions or maintenance of a rigid posture against attempts
to be moved) or mutism

(4) peculiarities of voluntary movement as evidenced by posturing
(voluntary assumption of inappropriate or bizarre postures), ste-
reotyped movements, prominent mannerisms, or prominent

 

acing
(5) echolalia or echopraxia

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission,
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in marital disasters, and hence the multiple separations or
divorces that are almost.pathognomonic of the disorder, Such
sexual impulsivity is even more problematic now, in view of
the AIDS epidemic,

Cognitive distortions Manic thinking is overly positive,
optimistic, and expansive.

GRANDIOSITY, LACK OF INSIGHT, AND DELUSION FORMATION

The patient presents an inflated self-esteem and a grandiose
sense of confidence and achievements. Behind that facade,
however, there may be a vague and painful recognition that the
positive self-concepts do not represent reality. However, such
insight, if present at all, is transient, and manic patients are
notoriously refractory to self-examination and insight. Denial
and lack of insight; cardinal psychological derangements of
mania, are notlisted in theDSM-IV criteria for manic episode
or bipolar disorders. It is because of their lack of insight that
manic patients engage in activities that harm them and their
loved ones, it also explains, in part, their noncompliance with
medication regimens during the manic phase. Finally, because
of their lack of insight, manic experiences can easily acquire
delusional proportions. Those include delusions of exceptional
mental and physical fitness and exceptional talent; delusions of
wealth, aristocratic ancestry, or other grandiose identity; delu-
sions of assistance (that is, well-placed persons or supernatural
powers are assisting in their endeavors); or delusions of refer-
ence and persecution, based on the belief that enemies are
observing or following them out of jealousy at their special
abilities. Al the height of mania patients may even see visions
or hear voices congruent with their euphoric mood and gran-
diose self-image; for instance, they might see images of heaven
or hear cherubs chanting songs to praise them. (The denial char-
acteristic of mania—andthe frequently psychotic nature of epi-
sodes—meansthat clinicians must routinely obtain diagnostic
information about past episodes from significant others.)

MOOD-INCONGRUENT MANIC PSYCHOSIS Psychosis in the set-
ting of mania is typically mood congruent. The sense’ of phys-
ical well-being and mental alacrity is so extraordinary thatit is
understandable why manic persons believe that they possess
superior powers or perhaps are great scientists or famous
reformers. Moreover, their senses are so vivid that reality
appears richer and more exotic, and can be easily transformed
into a vision; likewise, their thoughts are so rapid and vibrant
that they feel they can hear them. Thus certain first-rank Schnei-
derian-type symptoms, which have beentraditionally consid-
ered mood incongruent, can be understoodphenomenologically
to arise from the powerful mental experiences of mania,

‘Mr. Z., a 37-year-old engineer, had experienced three manic epi-
sodes for which he had been hospitalized;all three episodes were pre-
ceded by several weeks of moderate psychomotor retardation.
Although each time he had responded to lithium (Eskalith, Lithobid),
once outside the hospital, he had been reluctant to take it and eventually
refused to do so, Now that he was euthymic, following his third and
most disruptive episode during which he had badly beaten his wife, he
said that he could better explain how he felt when manic. Mania, he
felt, was ‘'like God implanted in him,"' so he could serve as ‘‘testimon
to man's communication with God,*’ He elaborated as follows: ‘*Ordi-
nary mortals will never, never understand the supreme manic state
which I'm privileged to experience every few years. It is so vivid, so
intense, 50 compelling. When I feel that way, there can be no other
explanation: Tobemanicis, ultimately, to be God, God himself must
be supermanic: I can feel it, when mania enters through myleft brain
like laser beams, tansforming my sluggish thoughts, recharging them,
galvanizing them. My thoughts acquire such momentum,they rush out
of my head, to explain the true nature of mania to psychiatrists and all
others concemed, That's why I will never acceptlithium—to do so is
to obstruct the divinity in me.’’ Although he was on the brink’ of
divorce, he would not yield to his wife's plea to go back on lithium.
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The vignette illustrates the possibility that even some ofthe
most psychotic experiences in mania represent explanatory
delusions, the patient's attempt to make sense of the mania. The
DSM-IV criteria for severity-psychotic-remission specifiers for
manic episode (Table 16.6-11) are more concerned with oper-
ational rigor than phenomenological sophistication needed to
understand such core manic experiences. (Some manic patients
abuse alcohol and stimulants in order to enhance their mental

state and, therefore, mood-incongruence can sometimes be
explained onthat basis.)

Mania versus hypomania Nonpsychotic and nondisruptive
variants of mania are much more common and are recognized
by DSM-IV as hypomanic episodes (Table 16.6-12). Diagnos-
tically, it is important to obtain information from others who
have observed the patient: the experience is often pleasant and
the subject may either be unaware of it or tend to deny it.
Although DSM-IV states that treatment-emergent hypomania
does not count towards a diagnosis of bipolarity, prospective
observations have shown that all such episodes are followed
eventually by spontanious hypomania.

DIAGNOSIS AND CLINICAL SUBTYPES

The classification of mood disorders in DSM-IV subsumes a
large variety of patients seen in private and public, ambulatory,
and inpatientsettings, The main demarcationin that large clin-
ical terrain is that between bipolar and depressive (unipolar)
disorders. Thus bipolar disorder ranges from the classic manic
and depressive episodes of psychotic intensity (bipolar [)
through recurrent major depressive episodes, hypomanic epi-
sodes (bipolar II disorder), and cyclothymic mood swings.
Likewise, depressive disorders include those with psychotic
severity, melancholia,atypical features, and dysthymic variants.

The distinction between major and specific attenuated sub-
types depends on the disorder’s depth and duration, In dysthy-

TABLE 16.6-11
Criteria for Severity/Psychotic/Remission Specifiers for
Current (or Most Recent) Manic Episodea

Note: Codein fifth digit. Can be applied to a manic episode in bipolar
I disorder only if it is the most recent type of mood episode,
Mild: Minimum symptom criteria are met for a manic episode,
Moderate: Extreme increasein activity or impairment in judgment.
Severe without psychotic features: Almost continual supervision
required to prevent physical harm to self or others,
Severe with psychotic features: Delusions or hallucinations. If pos-
sible, specify whether the psychotic features are mood-congruent or
mood-incongruent:

Mood-congruentpsychotic features: Delusions or hallucinations
whose contentis entirely consistent with the typical manic themes
of inflated worth, power, knowledge, identity, or special relationship
to a deity or famousperson. ;
Mood-incongruent psychotic features: Delusions or hallucinations
whose content does not involve typical manic themes of inflated
worth, power, knowledge, identity, or special relationship to a deity
or famous person. Included are such symptoms as persecutory delu-
sions (not directly related to grandiose ideas or themes), thought
insertion, and delusions of being controlled.

In partial remission: Symptoms of a manic episode are present but
full criteria are not met, or there is a period without any significant
symptoms of a manic episodelasting less than two months following
the end of the manic episode,
In full remission: During the past two months no significant signs or

symnpis of the disturbance were present.nspecified.SeNSE:

Table trom DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994_ Used with permission.
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TABLE 16.6-12
Criteria for Hypomanic Episode

A. A distinct period of persistently elevated, expansive, or irritable
mood, lasting throughoutat least four days, that is clearly different
from the usual nondepressed mood,

. During the period of mood disturbance, three (or more) of the fol-
lowing symptoms have persisted (fourif the moodis only irritable)
and have been present(o a significant degree:

( i inflated self-esteem or grandiosity(2) decreased need forsleep (e.g., feels rested after only three hours

a

of sleep)
3) more talkative than usual or pressure to keep talking
4) flight of ideas or subjective experience that thoughts are racing
5) distractibility (i.¢., attention (oo easily drawn to unimportantor

urelevant external stimuli)
(6) increase in goal-directed activity (either socially, at work or

school, or sexually) or psychomotor agitation
(7) excessive involvement in pleasurable activities that have a high

potential for painful consequences (¢.g., the person engages in
unrestrained buying sprees, sexual indiscretions, or foolish
business investments)

. The episode is associated with an unequivocal change in function-
ing that is uncharacteristic of the person when not symptomatic.

D. Thedisturbance in mood and the change in functioning are observ-
able by others.

. The episode is not severe enough to cause marked impairment in
social or occupational functioning, or to necessitate hospitalization,
and there are no psychotic features.

. The symptomsare not due to the direct physiological effects of a
substance (e.g., a drug of abuse, a medication, or other treatment)
or a general medical condition (e.g., hyperthyroidism).

Note: Hypomaniclike episodes that are clearly caused by somatic ant-
depressant treatment(¢.g., medication, electroconvulsive therapy,light
therapy) should not count toward a diagnosis of bipolar 1 disorder,sieatSoAahkaRa

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.
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TABLE 16,6-13
Criteria for Chronic Specifier

Specify it:
Chronic (can be applied to the current or most recent major depres-

sive episode in major depressive disorder and to a major depres-
sive episode in bipolar I or Il disorder only if it is the most recent

of mood episode)
Full criteria for a major depressive episode have been met continu-
ously for at least the past two years.$$

Table from DSM-IV, Diagnostic and Statistical Manual ofMentalDis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.

mic disorder and cyclothymic disorder a partial mood syn-
drome—consisting of subdepressive features in the former and
subdepressive and hypomanic features in the latter—is main-
tained, either intermittently or continuously, for at least two
years. The onsetis typically in adolescence or childhood, and
most persons with those attenuated diagnoses seen in young
adulthood have had low-grade mood symptoms for 5 to 10
years. Major mood disorders, which on the average begin much
later in life, require the presence of either a full manic episode
or a full depressive episode—sustained for at least one or two
weeks, respectively—and an episodic course, typically permit-
ting recovery or remission from episodes. DSM-IV recognizes
that nearly 20 percent of persons with major depressive disor-
ders fail to achieve full symptomatic recovery and, therefore,
should be qualified as chronic (Table 16.6-13) or in partial
remission (Table 16.6-15). They will no longer be considered
dysthymic, as was the misleading convention in the DSM-III.

DICHOTOMY OR CONTINUUM? Although,in the extreme,
bipolar and depressive (unipolar) disorders are discriminable
clinically and therapeutically (Table 16.6-14), clinical obser-
vationstestify to a vast area of overlap between those extremes.
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TABLE 16.6-14
Differentiating Characteristics of Bipolar and Unipolar Depressions

Bipolar Unipolar
History of mania or hypomania (definitional) Yes No
Temperament—personality Cyclothymic—extroverted sthymic—introverted
Sex ratio ual ore women than men
Ageof onset Teens, 20s, and 30s 30s, 40s, 50s
Postpartum episodes More common Less common
Onset of episode Often abrupt Moreinsidious
Numberof episodes Numerous * Fewer
Duration of episode
Psychomotor activity

Three to six months
Retardation > agitation

Three to twelve months
Agitation > retardation
Insomnia > hypersomnia

 

leep. Hypersomnia > insomnia
Family history

Bipolar Yes +
Unipolar Yes Yes
Alcoholism * Yes

Pharmacological response
Cyclic antidepressants Induce hypomania-mania +
Lithium carbonate Acute antidepressanteffects Ineffective

TABLE 16.6-15 TABLE 16.6-16
Course Specifiers That Apply to Mood Disorders Criteria for Longitudinal Course Specifiers

With/ Specify if (can be applied to recurrent major depressive disorder or
Without bipolar I or Hf disorder):
Interepisode Seasonal Rapid ith full interepisode recovery: if full remission is attained
Recovery Pattern Cycling between the two most recent mood episodes

Major d ive disord Withoutfull interepisode recovery:if full remission is not attained
aesisEpande SOLsey between the two most recent mood episodes

Majordepressive disorder, X x Table from DSM-IV, Diagnostic andStatistical Manual ofMental Dis-
recurrent — : orders, ed 4, Copyright American Psychiatric Association, Washing-

Dysthymicdisorder ton, 1994. Used with permission. ,
Bipolar I disorder, singlemanic episode
Bipolar I disorder, most x x Xx

recent episode .
hypomanic A \ J —

Bipolar I disorder, most x x x :recent episode manic
Bipolar I disorder, most X x Xx :

recent episode mixed B
Bipolar I disorder, most x x x

recent episode
depressed cz ———__/] a

Bipolar I disorder, most 4 x Xx 'recent episode

unspecified. —< = ro —Bipoles II disorder,’ Xx x x D
ay pemiants: : FIGURE 16.6-1 The four graphs depict prototypical courses. (A) The

ecenabtcre % % course of major depressive disorder, recurrent, in which there is no
Cyclothymic disorder antecedent dysthymic disorder and there is aperiod offull remission

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission. i

Thusthe distinctions between the various affective subtypes are
not as hard and fast as DSM-IV attempts to portray, For
instance, full-blown bipolar disorder can be superimposed on
cyclothymic disorder whichtendsto persist after the ‘resolution
of manic or major depressive episodes, Even more common is
major depressive disorder complicating cyclothymic disorder.
Likewise, recent evidence indicates that dysthymic disorder
may precede major depressive disorder in as many as a third of
cases, Moreover, one of four persons with major depressive
disorder subsequently develop hypomanic or manic episodes
and so should be reclassified as having bipolar disorder. Finally,
unexpected crossing from dysthymic disorder to manic episodes
has also been described, suggesting that some formsof dysthy-
mic disorder are subaffective precursors of bipolar disorder.
Such observationsare in line with Kraepelin's historic attempt
to bring all mood disorders under one rubric,

Undoubtedly, heterogeneity exists in the realm of mood dis-
orders. What the foregoing observations suggest, however,is
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between the episodes, That pattern predicts the best future prognosis.
(B) The course ofmajor depressive disorder, recurrent, in which there
is no antecedent dysthymie disorder but in which prominent symptoms
persist between the two mast recent episodes—thatis, no more than
partial remission is attained. (C) shows the rare pattern (present in
fewer than 3percent of persons with major depressive disorder) of
major depressive disorder, recurrent, with antecedentdysthymic dis-
order bur with full interepisode recovery between the two most recent
episodes. (D) The course of major depressive disorder, recurrent, in
which there is antecedent dysthymic disorder and in which there is no
period offull remission between the two most recent episodes. This
pattern, commonly referred to as double depression, is seen in about
20-25 percent ofpersons with major depressive disorder. (Figurefrom
DSM-IV, Diagnostic and Statistical Manual of Mental Disorders, ed 4.
Copyright American Psychiatric Association, Washington, 1994. Used
with permission.) :

that a large chunk of the unipolar terrain might be pseudo-uni-
polar—to wit, soft bipolar. The clinical significance of those
considerations lies in. the fact that many of the DSM-IV sub-
types of mood disorders are not pure entities, and that consid-
erable overlap and switches in polarity take place. They also
provide somerationale, for instance, as to why lithium (or lith-
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ium augmentation) may be effective in some apparently uni-
polar depressions; such patients do not experience spontaneous
hypomanic episodes, but instead often exhibit a high baseline
level of hyperthymia. Finally, there seems to be an emerging
consensus that persons with bipolar disorders whose premorbid
adjustment and interepisodic adjustment are cyclothymicare at
risk for antidepressant-induced rapid cycling,defined as a rapid
succession of major episodes with few or no intervals of free-
dom, Those considerations furthertestify to the wisdom of sup-
plementing major mood diagnoses with temperamental attri-
butes. DSM-IV makes subtle or oblique hints concerning that.

The course specifiers that apply to DSM-IV mooddisorders
are listed in Table 16.6-15. The DSM-IV criteria for longitu-
dinal course specifiers are presented in Table 16.6-16. Four pro-
totypical courses of depressive disorders are shown in Figure
16.6-1, Those course specifiers and patterns do not represent an
exhaustivelist.

DEPRESSIVE DISORDERS

The broad category of depressive disorders includes major
depressive disorder, dysthymic disorder, and depressive disor-
der not otherwise specified (NOS) (Table 16.6-17).

MAJOR DEPRESSIVE DISORDER Episodes usually begin
oyer a prodromal period of weeks to months. The DSM-IV
diagnosis of major depressive disorder requires (1) dysphoric
mood or decreased interest in usual activities and (2) at least
four additional classic depressive signs and symptoms, (3)
which must be sustained for at least two weeks, and (4) cannot
be explained by a process known to cause depressive symp-
toms, such as normal] bereavement or certain physical condi-
tions commonly associated with depression.

Nature of comorbid physical disease Those consider-
ations raise the question of whether major depressive disorder

TABLE 16.6-17 ‘
Diagnostic Criteria for Depressive Disorder Not Otherwise
SpecifiedST

The depressive disorder not otherwise specified category includes dis-
orders with depressive features that do not meet the criteria for major
depressive disorder, dysthymic disorder, adjustment disorder with
depressed mood, or adjustment disorder with mixed anxiety and
depressed mood. Sometimes depressive symptoms can present as part
of an anxiety disorder not otherwise specified. Examples of depressive
disorder not otherwise specified include

1. Premenstrual dysphoric disorder: in most menstrual cycles Gurpi
the past year, symptoms (ers markedly depressed mood, markeanxiety, marked affective lability, decre interest in. activities)
regularly occurred during the last week of the luteal phase (and
remitted within a few days of the onset of menses). These symptoms
must be severe enough to markedly interfere with work, school, or
usual activities and be entirely absent for at least one week

ostmenses.
2. Minor depressive disorder: episodesofat least two weeks of depres-

sive symptoms but with fewerthan thefive items required for major
depressive disorder,

3, Recurrent brief depressive disorder: depressive episodes lasting
from two days up fo two weeks, occurring at least once a month for
12 months (not associated with the menstrual cycle),

4, Postpsychotic depressive disorder of schizophrenia: a major depres-
sive episode that occurs during the residual phase of schizophrenia.

5. A major depressive episode superimposed on delusional disorder,
chotic disorder not otherwise specified, or the active phase of

“schizophrenia. ;
6. Situations in which the clinician has concluded that a depressive

disorder is present but is unable to determine whetherit is primary,
due to a general medical condition, or substance induced.

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4, Copynght Aunexican Psychiatric Association, Washing-
ton, 1994. Used with permission.
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should be limited to depressions of unknown etiology (for
example, those without documented physical causes). The
DSM-IV approach has basically taken the position that when-
ever the etiology is known, the condition should be diagnosed
as mood disorder due to a general medical condition, which
must be specified (Table 16.6-18) or substance-induced mood
disorder (Table 16.6-19). The problem with that approach lies
in the fact that many common medical factors associated with
depression—for example, use of reserpine—donot seem to be
causative in the etiological sense butratherare triggering agents
in otherwise predisposed persons. That is analogousto thesit-
uation with life events, which no longer are used in making
distinctions between subtypes of depression. A more troubling
implication is that major depressive disorders without demon-
strable physical disease are not medical or otherwise biological.
There appears to be noreliable or valid way in whicha clinician
can decidethat a depressive conditionis due to a specified med-
ical condition. For that reasonit is generally more practical to
diagnose the depressive disorder on Axis I and to specify the
contributing physical condition on Axis IIL.In brief, the des-
ignation **due to a general medical condition** is both cumber-
some and redundant. It is the author’s position that major
depressive disorder represents a syndrome which is the final
common pathway of multifactorial interacting factors, and
should be diagnosed irrespective of presumed etiology.

Diagnostic threshold Another question conceming the
DSM-IV definition of major depressive disorders relates to the
threshold at which a constellation of depressive features can be
said to constitute a condition distinct from the ordinary blues.
According to the current definition it is sufficient for a person
to experience, in response to a setback, a lowering ofthespirits,
self-doubt, difficulty in sleeping and concentration, ' and

TABLE 16,6-18
Diagnostic Criteria for Mood Disorder Due to a General Medical
Conditionet

A. A prominent and persistent disturbance in mood predominates in

te clinical picture and is characterized by either (or both) of the‘ollowing:

(1) depressed mood or markedly diminished interest or pleasure in
all, or almostall, activities

(2) elevated, expansive, or uritable mood
B. There is evidence from the history, physical examination, or lab-

oratory findings that the disturbance is the direct physiological con-
sequence of a general medical condition.

C. The disturbanceis not better accounted for by another mental dis-

order (€.g., soo disorder with depressed mood in responseto the stress of having a general medical condition).
D. The disturbance does not occur exclusively during the course of adelirium.

E, The symptoms cause clinically significant distress or impairment
in social, occupational, or other important areas of functioning.

Specify type: :With depressive features: if the predominant mood is depressed
but the full criteria are not met for a major depressive episode

With major depressivelike episode: if the full criteria are met
(exceptcriterion D) for a major depressive episode

With manic features: if the predominant mood is elevated, eu-

we or irritableth mixed features: if the symptoms of both mania and depression
are present but neither predominates

Coding note: Include the name of the general medical conditionon
axis 1, e.g., mood disorder due to hypothyroidism, with Reeeanvefeatures; also code the general medical condition on axis IIL. -
Coding note: If depressive symptomsoccur as part of a preexisting
dementia, indicate the depressive symptoms by coding the appro-
priate subtype of the dementia if one is available, e.g., dementia of
the Alzheimer’s type, with late onset, with depressed mood.————————————_———————

Table from DSM-IV, Diagnostic andStatistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.
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TABLE 16.6-19
Diagnostic Criteria for Substance-Induced Mood Disorderel

A. A prominent and persistent disturbance in mood predominates in
the clinical picture and is characterized by either (or both) of the
following:
(1) depressed mood or markedly diminished interest or pleasure in

all, or almostall, activities
(2) elevated, expansive,or irritable mood

B, There is evidence from the history, physical examination, or lab-

oratory findings of either (1) or Or(1) the symptoms in criterionAdeveloped during, or within apapege , Substance intoxication or withdrawal
(2) medication use is etiologically related to the disturbance

C. The disturbance is not better accounted for by a mooddisorder that
is not substance induced, Evidence ‘that the’ symptoms are better
accounted for by a mood disorder that is not substance induced
might include the following: the symptoms precede the onsetof the
substance use (or medication use); the symptomspersist for a sub-
stantial period oftime (e.g., about a month)after the cessation of
acute withdrawal or severe intoxication or are substantially in
excess of what would be expected given the type or amountofthe
substance used or the duration of use; or there is other evidence
that suggests the existence of an independent non-substance-
induced mood disorder (e.g., a history of recurrent major depressive
plandes)- ' at

D. : disturbance does not occurexclusively during the course of adelirium.

£. The symptoms cause clinically significant distress or impairment
in social, occupational, or other important areas of functioning.

Note: This diagnosis should be made instead of a diagnosis of sub-
stance intoxication or substance withdrawal only whenthe mood symp-
toms are in excess of those ey associated with the intoxication orwithdrawal syndrome and when the symptomsare sufficiently severe
to warrant independentclinical attention.
Code [Specific Substance]-Induced Mood Disorder:

(alcohol; amphetamine [or amphetaminelike substance]; cocaine;
hallucinogen; inhalant; opioid; phencyclidine [or phencyclidinelikesubstanee} sedative, hypnotic, or anxiolytic; other [or unknown]

i substancepecify type:hth depressive features: if the predominant mood is depressed
With manic features: if the predominant mood is elevated,

euphoric, or irritable
With mixed features: if symptoms of both mania and depression

areieoeat and neither predominatesSpecify :With onset during intoxication: if the criteria are met for intoxi-
cation with the substance and the symptoms develop during the
intoxication syndrome ;

With onset during withdrawal: if criteria are met for withdrawal
from the substance and the symptoms develop during, or shortly
after, a withdrawal syndrome

Table from DSM-IV, seaacalte and Statistical Manual ofMentalDis-orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission:

decreased sexualinterest for 14 days to qualify for a diagnosis
of a major depressive disorder of mild intensity, Some author-
ities wouldconsider such a condition to represent instead a
minor depression, probably no more than an adjustmentdisor-
der. It would appear thatcriteria other than signs and symptoms
and duration would be necessary to differentiate a depressive
disorder from adjustmentreactions to life situations. The pres-
ence of the following characteristics might assist in such a
differentiation.

1. By definition a major depressive disorder should be inca-
pacitating. Previously, much attention had been paid to the
interpersonal consequences of depression. Recent evidence
indicates that measurable deficits in work performanceare often
early manifestations. Afflicted persons are also unable to benefit
from taking leisure time, and hence the futility of prescribing
vacations,

2. Depressive disorder is usually perceived as a break from
a person’s usual or premorbid self, which can be sostriking that
the sufferer may feel as though he orsheis losing his or her

120 of 173

 

mind. The importantpointis that both the patient and significant
others can usually relate the onset ofthe illness to a given month
or quarter of a year, which is not true, for instance, for dysthy-
mic disorder,

| 3, Depressive disorder is often experienced by the sufferer
as qualitatively distinct from grief or other understandable reac-
tions to loss or adversity, William James describedit as follows:

There is a pitch of unhappiness so great that the goods of nature
may be entirely forgotten, and all sentiment of their existence vanish
from the mental field. For this extremity of passion to be reached,
something more is needed than [adversity] ... the individual must in
his own person become the prey of pathological melancholy... suchi
sénsitiveness and susceptibility of mental pain is a rare occurrence
where the nervous constitution is entirely normal: one seldom finds it
in a healthy subject even where heis the victim of the most atrocious
crueltiesofoutward fortune ... it is an... active anguish, a sort of
psychical neuroglia wholly unknownto healthylife.

Twoadditional features, when present, would further validate
the diagnosis of major depressive disorder.

4, Recurrence—especially periodicity or regular seasonaloccurrence.

5. Consecutive-generation family history of mood disor-
der—especially when a large number of family members are
afflicted with depression or mood disorder—is characteristic of
clinical depression. For instance, in one study in which minor
or neurotic depressive persons were prospectively followed,it
was found that such pedigrees predicted the development of
major episodes. DSM-IV makes no provision for considering
such familial factors in diagnostic decisions.In clinical practice
those factors often do influence diagnostic decisions,

Single episode and recurrent subtypes Abouta third, of
all major depressive episodes do not recur. Such patients tend
to be older, they are less likely to have a positive family history
for mood disorders, and the course of the disorder is more pro-
tracted (one to two years). Patients with major depressive dis-
order, single episode (Table 16.6-3), should be distinguished
from those experiencing their first episodes of major depressive
disorder, recurrent (Table: 16.6-4). The latter group tends to be
younger, and the disorder is more likely to have been preceded
by a depressive temperament or dysthymic disorder. w

Researchhas also established that recurrent major depressive
disorders are morefamilial than aré their single-episode coun-
terparts. The average length of episodes is six months, whereas
the mean interyal between episodes tends to vary (typically
years). The meari number of major episodes overa lifetime,
according to retrospective and prospectivestudies,is five to six,
as contrasted with an average number of eight to nine major
episodes in bipolar disorder.

Melancholic features In DSM-IU the neurotic-endogenous
distinction ‘was deleted. Neuroti¢ depression was absorbed by
dysthymic disorder and the major depressive disorders that
complicate it; endogenous depression became melancholic fea-
tures, a qualifying phrase for those major depressive disorders
in which anhedonia, guilt, and psychomotor-vegetative distur-
bances dominate the clinical picture (Table 16.6-6). DSM-IV
has retained those conventions. "

Althoughthe foregoing conventions have received much crit-
icism, they are based on solid datafrom independentstudiesin
the United States and Germany. Thus neurotic depression,
defined as a reactive (that is, precipitated) nonpsychotic depres-
sion of mild to moderate intensity with predominant anxiety
and characterologic pathology, does not seem to constitutea
distinct nosological entity. Although such a presentation is com-
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TABLE 16.6-20
Three- to Four-Year Prospective Follow-up in Neurotic
Depressions (N = 100)

Diagnosis and Outcome N*

Manic episode 4
Hypomanic episode-) 14
Psychotic depression. 21
Endogenous depression 36Episodic course 42

nstable oniefeatures 24Social invalidism 35
Suicide 3

*The total exceeds 100 becausé more than one outcome was possiblein each patient.
Table from H Akiskal, A Bitar, V Puzantian, T Rosenthal, P Walker,

The nosological status of neurotic depression: A prospective 3-to-4
ear examination inineh of the primary-secondary and unipolar-bipo-ar dichotomies. Arch Gen Paychiatty 35: 756, 1978. Used with

permission. f

mon in clinical practice, the prospective follow-up course of
those patients is heterogeneous (Table 16.6-20), The progres-
sion of a precipitated, relatively mild depression (reactiveill-
ness) to severe psychotic depression—or one with a melan-
cholic autonomy—during prospective observation suggested
that so-called endogenous depressions may havetheir onset in
milder depressions, that neurotic and psychotic depressions do
not necessarily refer to distinct disorders but to disorders that
differ in severity, and that the presenceof precipitating stress
carries little diagnostic weight in differentiating subtypes of
depression (although the absence of suchstress might be used
to support a melancholic level of major depressive disorder).

At the heart of the concept of morbid depressionisits auton-
omy from stresses that may haveprecipitated itand its general
unresponsiveness to other erivironmental input. That is embod-
ied in Donald Klein’s concept of endogenomorphic depression,
which could be precipitated and mild (endoreactive, as dis-
cussed earlier) while exhibiting disturbances of hedonic mech-
anisms refractory to current interpersonal contexts. Many
authorities believe that autonomy dictates the need to use
somatic approachesto reverse the maladaptive autonomy and
restore response to interpersonal feedback; that is, psychother-
apeutic approaches are deemed largely ineffective until the
autonomy is somatically lysed.

Given the somatic connotationof the ancient concept of mel-
ancholia, the (APA) classification has officially adopted it as
the preferred nosological term for the revised concept of endo-
geneity, and hence the prominence of the vegetative and bio-
rhythmic features accorded to it in both DSM-III and DSM-IV.
However, the APA diagnostic schemarisks confusing endo-
geneity with another classic concept of mooddisorder,that of
involutional melancholia. '

Psychotic features About 15 percent of major depressive
disorders, usually those with melancholic features, develop into
delusional depressions. In young persons they tend to be
retarded, even stuporous, and are best considered as initial epi-
sodes of bipolardisorder. When psychotic depression develops
for the first timeafter the age of50,it often presents with severe
agitation, delusional guilt, hypochondriacal preoccupations,
early-morning awakening, and weight loss. The premorbid
adjustment of those patients has classically been characterized
as obsessoid. Their moumful-anxious mood and agitation are
autonomous, being refractory to psychological interventions,
and ‘they endure great suffering. Except for the fact that the
frequencyof episodesis generally in the range of one to two in
late-onset (so-called involutional) depressions, they represent
the closest approximation to the DSM-IV melancholia. In view

 

of Kraepelin’s postulation of a cerebral basis for such cases, it
is of interest that ventricular enlargement and white matter
opacities have been reported in psychotic depressions, Their
etiological specificity for persons with late-onset psychotic
depression has been controversial, however, given similar find-
ings in younger (more bipolar) persons with psychotic depres-
sion. Brain imaging findings tend to be correlated with the nev-
rocognitive deficits observed in psychotic depressions. Those
features do not seem to define a distinct depressive subtype, but
one of greater severity, Finally, despite attempts to suggest a
neurochemical uniqueness, based largely on the need for anti-
psychotic treatmentin the acute phase of manyofthosepatients,
familial and other externalvalidators have failed to support psy-
chotic depression as a separate entity, and hence the decision
in DSM-IV to use psychotic features merely as a specifier for
major depressive episode (Table 16.6-5). Emerging data, none-
theless, might eventually force a change in this convention. For
instance, William Coryell and collaborators in the National
Institute of Mental Health (NIMH) collaborative study of
depression have shown psychotic depressionto be the most con-
sistent unipolar subtype acrossepisodes.

Chronic depression The symptom profile in chronic
depressions: is usually one of low-grade intensity rather than
oneof severe syndromal chronicity. Severe depressive disorder
in its psychotic formsis so agonizing that the sufferer is at risk
of committing suicide before the disorder has a chance to
become chronic. More commonly, the psychotic symptoms
respond to medication or to electroconvulsive therapy (ECT),
but residual depressive symptoms may linger for a long time.
In other persons with chronic depressions the chronicity arises
from more mundane (nonpsychotic) majordepressive episodes,
depressive residua, following one or several clinical episodes
that fail to remit fully. Thus instead of the customary remission
within a year, the patients are ill for years. The level of depres-
sion varies, fluctuating between syndromal illness and milder
symptoms. The patients often show a sense of resignation, a

generalized fear of an inability to cope, adherence to rigid rou-
tines, and inhibited communication.

Ratherthan exhibiting a frankly depressive mood, many per-
sons with chronic depression suffer from deficits in their ability
to enjoy leisure, and display an attitude of irritable moroseness.
Those leisure deficits and the irritable humortendto affecttheir

conjugal lives: their marriages are typically in a state of chronic
deadlock, leading neither to divorce nor to reconciliation, In
other patients the residual phase is dominated by somatic fea-
tures, such as sleep and other vegetative or autonomic imegu-
larities. Thus self-treatment with ethanol or iatrogenic benzo-
diazepine dependence is commonly observed. That those inter-
personal, conjugal, and autonomic manifestations represent
unresolved depression is shown by persistent sleep EEG—espe-
cially REM and delta phase—abnonmalities that are indistin-
guishable from their acute counterparts.

Failure to recover from major depressive disorder is associ-
ated with increased familial loading for depression, disabled
spouses, deaths of immediate family members, concurrent dis-
abling medical disease, use of depressant antihypertensive
agents, and excessive use of alcohol and sedative-hypnotic
agents, Social support is often eroded in persons with residual
depression, through either the death or the illness of significant
others. Therefore, a thorough medical evaluation and socially

supportive interventions should be essential ingbedlienys of the
overall approach to those patients.

Interpersonal disturbances in such patients are usually sec-
ondary to the distortions producedby long-standing depression.
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Therefore, observed pathological characterological changes—
clinging or hostile dependence, demandingness, touchiness,
pessimism, and low self-esteem—are best considered as con-
stituting postdepressive personality changes. There exists a dan-
gerous stereotypical thinking that because a patient has not
responded adequately to standard treatments (the illness has
become chronic), there must be a characterological substrate to
the disorder, The long duration of the disorder often leads to
the patient’s identification with the failing functions of depres-
sion, producing the self-image of being a depressed person.
Sucha self-image itself represents a malignant cognitive man-
ifestation of the depressive disorder and dictates vigorous treat-
ment targeted at the mood disorder.

The DSM-IV criteria for chronic specifier appear in Table
16.6-14,

DYSTHYMIC DISORDER Dysthymic disorder (Table16.6-
21) is distinguished from depressive disorder by the fact thatit
is not a sequel to well-defined major depressive episodes.
Instead, in the most typical cases, patients complain that they
have always been depressed. Thus mostcasesare-ofearly onset,
beginning in childhood or adolescence, and certainly by the
time the persons reach their 20s. A Jate-onset subtype is much
Jess prevalent and has not been well characterized clinic-
ally, but has been identified largely through epidemiological
studies in the community among middle-aged and geriatric
populations, —

TABLE 16.6-21
Diagnostic Criteria for Dysthymic Disorder

A. Depressed mood for most of the day, for more days than not, as
indicated either by subjective account or observation by others, for
at least two years. Note: In children and adolescents, mood can be
irritable and duration mustbe at least one year. ‘

B. Presence, while depressed, of two (or more) of the following:

G poorappetite or overeating2) insomnia or hypersomnia
(3) low energy or fatigue
(4) low self-esteem

(3) r concentration ordifficulty making decisions(6) feelings of hopelessness
C. During the two-year period (one year for children or adolescents)

of the disturbance, the person has never been without the symptoms
in criteria A and Bfor more than two months at a ime,

D. No major depressive episode has been present during thefirst two
years of the disturbance (one year for children andadolescents);
1. the disturbance is not better accounted for by chronic major
depressive disorder, or major depressive disorder, in partialremission.

Note: There may have been a previous major depressive episode
provided there was a full remission (no significant signs or symp-
toms for two months) before development of the dysthymic dis-
order, In addition, after the initial two years (one year in children
or adolescents) of dysthymic disorder, there may be seprrimresetepisodes of major depressive disorder, in which case both diagnoses
may be given when the criteria are met for a major depressiveepisode,

E. There has never been a manic episode, a mixed episode, or a hypo-
manic episode, and criteria have never been metfor cyclothymicdisorder.

F, The disturbance does not occur exclusively during the course of a
chronic psychotic disorder, such as schizophrenia or delusionaldisorder, « ‘

G. The symptoms are not due to the direct physiological effects of a
substance(e.g., a drug of abuse, a medication) or a general medical
condition (e.g., hypothyroidism),

H. The symptomscause clinically significant distress or impairment
in oa occupational, or other important areas of functioning,Specify if:

Par ly onset: if onset is before age 21 years
Late onset; if onset is age 21 years or older

Specify (for most recent two years of Dysthymic Disorder):
With atypical featuresee

Table from DSM-IV,Diagnostic andStatistical ManualofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission.
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Although the dysthymic disorder category in DSM-IV can
occur as a secondary complication of other psychiatric disor-
ders, the core concept of dysthymic disorder refers to a subaf-
fective disorder with the following characteristics: (1) low-
grade chronicity for at least two years, (2) insidious onset with
ongin often in childhood or adolescence, and (3) persistent or
intermittent course. Although not part of the formal definition
of dysthymic disorder, the family history is typically replete
with both depressive and bipolar disorders, which is one of the
more robust findings supporting its link to primary mood
disorder.

Social adjustment Dysthymic disorderis typically an ambu-
latory disorder compatible with relatively stable social func-
tioning. However, the stability is precarious; recent data have
documented that many of the patients invest whatever energy
they have in work, leaving none for leisure and family or social
activities, which results in the characteristic marital friction.
Those empirical findings on the work orientation of persons
with dysthymic disorder echo earlier formulations in the Ger-
man and Japanese literature. For instance, Kraepelin described
such persons as follows: ‘Life with its activity is a burden
which they habitually bear with dutiful self-denial without
being compensated by the pleasure(s) of existence,"’

It has been suggested that the dedication to work on the part
of persons with dysthymic disorder represents an overcompen-
sation in that it is a defense against their battle with disorga-
nization and inertia. Nevertheless, Kretschmer suggested that
such persons are thebackbone of society, dedicating their lives
to jobs that require dependability and great attention to detail.
Epidemiological studies have demonstrated that some persons
with protracted dysthymic complaints, extending over many
years, have never experienced clear-cut depressive episodes.
Some of them may seek outpatient counseling and psychother-
apy for existential depressions, with feelings of being empty
and of lacking any joy in life outside their work. Such persons
have been described as leading monocategorical existences.
Others presentclinically because of an intensification of their
low-grade dysphoria into major depressive disorder.

Course Aninsidious onset of depression dating back to late
childhood or the teens, preceding any superimposed major
depressive episodes by years, or even decades, represents the
most typical developmental background of dysthymic disorder.
A return to the low-grade depressive pattern is the rule follow-
ing recovery from superimposed major depressive episodes, if
any, and hence the designation ‘‘double depression’’ as a prom-
inent DSM-IV course pattern for depressiveillness. That pattern
is commonly seenin clinical practice and consists of the basé-
line dysthymic disorder fluctuating in and out of depressive
episodes.

Patients with dysthymic disorder often complain of having
been depressedsince birth or of feeling depressedall the time.
They seem to view themselves as belonging to an aristocracy
of suffering. Those descriptions of chronic gloominess in the
absence of more objective signs ofdepression earn such patients
the label ofcharacterological depression. The description is fur
ther reinforced by thefluctuating depressive picture that merges
imperceptibly with the patient’s habitual self, and thus the
uncertainty as to whether dysthymic disorder belongs in Axis I
or in AxisII.

Clinical picture The profile of dysthymic disorder overlaps
with that of major depressive disorder, but differs from it in that
symptomstend to outnumbersigns (more subjective than objec-
tive depression). Thus marked disturbances in appetite and
libido are uncharacteristic, and psychomotoragitation or retar-
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dation is not observed, All of that translates into a depression
that is attenuated in symptomatology. However, subtle endog-
enous features not uncommonly are observed: psychomotor
inertia, lethargy, and anhedoniathat are characteristically worse
in the morning. Because patients presenting clinically often
fluctuate’ in and out of a major depressive episode, the core
DSM-IV criteria for dysthymic disorder tend to emphasize veg-
etative dysfunction, whereas the alternative criterion B for dys-
thymic disorder (Table 16,6-22) in a DSM-IV appendix lists
cognitive symptoms.

Although dysthymic disorder as defined here represents a
morerestricted concept than does its parent, neurotic depres-
sion,it is still quite heterogeneous. Anxiety is not a necessary
part ofits clinical picture, yet dysthymic disorderis often diag-
nosed inpatients with anxiety and neurotic disorders. That clin-
ical situation is perhaps to be regarded as a secondary or anxious
dysthymic disorder or even as a general neurotic syndrome. For
greater operationalclarity it is best to restrict dysthymic dis-
order ‘to a primary disorder, one that cannot be explained by
another psychiatric disorder. The essential features of such pri-
mary dysthymic disorder include habitual gloom, brooding,
lack ofjoy in life, and preoccupation with inadequacy. Dysthy-
mic disorder then is best characterized as long-standing fluc-
tuating low-grade depression, experienced as part of the habit-
ual self and representing an accentuation of traits observed in
the depressive temperament (Table 16.6-1). Thus dysthymic
disorder can be viewed as a more symptomatic form of that
temperament(introduced in a DSM-IV appendix as a depres-
sive personality disorder [see Chapter 25}). Sleep EEG data
indicate that many persons with dysthymic disorderat baseline
exhibit the sleep patterns of those with acute major depressive
disorder, providing further support to the constitutional nature
of the disorder. Yet further evidence for that position comes
from studies demonstrating high rates of familial affective dis-
order in dysthymic disorder and depressive temperament or
depressive personality.

The clinical picture of dysthymic disorder thusis varied, with
somepatients proceeding to major depressive disorder, whereas
in others the pathology becomes manifest largely at the person-
ality level, In contrast with these continuously morbid dysthy-
mic conditions, community studies have revealed intermittent
forms of dysthymiclike manifestations. Some have been con-
sidered recurrent brief depressive disorder (Table 16.6-23), in
a DSM-IV appendix, because they do not meet the duration
criterion for major depressive disorder, while pursuing a pro-
tracted intermittent course like that of dysthymic disorder; the
group includes persons who make frequentsuicide attempts. In
so-called minor depressive disorder (Table 16,6-24), observed
in primary care settings, the depression is subthreshold in that
it is milder than major depression and yet is not protracted

TABLE 16.6-22 .
Alternative Research Criterion B for Dysthymic Disordera

B. Presence, while depressed, of three (or more) of the following:
(1) low self-esteem or self-confidence,or feelings of inadequacy
(2) feelings of pessimism, despair, or hopelessness

e generalized loss of interest or pleasure(4) social withdrawal
(5) chronic fatigue ortiredness
(6) feelings offit brooding about the past(7) subjective feelings of irritability or excessive anger
(8) decreased activity, effectiveness, or productivity
(9) difficulty in thinking, reflected by poor concentration, poor

memory, or indecisivenesseee
Table from DSM-IV, Diagnostic and StatisticalManual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission,
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enough to be considered dysthymic. Those varied manifesta-
tions of depression argue for a continuum model (Figure 16.6-
2) as originally envisaged by Kraepelin. Judd andcollaborators
have recently suggested that subthreshold depressive symp-
toms—without necessarily meeting the criterion for mood
change, might actually represent the most common expressions
of depressive disorders. From such a base, individuals predis-
posed to depressive illness, would fluctuate in and out of the
various DSM-IV subtypes of depressive disorders.

Prospective studies on children with dysthymic disorder have
demonstrated that they frequently experience major depressive
episodes, some of which progress ta hypomanic episodes,
manic episodes, or mixed episodes (Tables 16.6-25 and 16.6-
26) during puberty or adolescence. Persons with dysthymic dis-
order presenting clinically as adults more often pursue a uni-
polar course, which can be disabling without treatment.

TABLE 16,.6-23 ‘
Research Criteria for Recurrent Brief Depressive Disorder————————————eee

. Criteria, except for duration, are met for a major depressive episode.

. The depressive periods in criterion A lastat least two days butless
than two weeks. ‘

. The depressive periods occurat least once a month for 12 consec-
utive months and are not associated with the menstrual cycle, -

. The periods of depressed mood causeclinically significantdistress
or impairmentin social, occupational, or other important areas of
functioning. ;

. The symptoms are not due to the direct physiological effects of a
substance (e.g., a drug of abuse, a medication) or a general medical
condition (e.g., hypothyroidism). }

. There has never been a major depressive episode, and criteria are
not met for dysthymicdisorder. .

. There has never been a manic episode, a mixed episode, or a hype-manic episode, and criteria are not met for cyclothymic disorder.
Note: This exclusion does not apply if all of the manic-, mixed-,
or hypomaniclike episodes are substance or treatment induced,

H. The mood disturbance does not occur exclusively during schizo-
phrenia, schizophreniform disorder, schizoaffective disorder, delu-
sional disorder, or psychotic disorder not otherwise specified.

nmoO7OP
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Table from DSM-IV, Diagnostic and Statistical Manual ofMentalDis-
orders, ed 4, CopyrightAmerican Psychiatric Association, Washing-
ton, 1994. Used with penmission.

TABLE 16.6-24
ResearchCriterlafor Minor Depressive Disorder
A. A mood disturbance, defined as follows:

(1) at least two (burless than five) of the following symptoms have
been present during the same two-weekperiod and represent a
phan from previous functioning;at least one of the symptomsis either (a) or (b):
(a) depressed mood mostofthe day, nearly every day, as indi-

cated by either subjective report (e.g., feels sad or empty)
or observation made by others (e.g., appears tearful).
Note: In children and adolescents, canbeirritable mood,

(b) markedly diminished interest or pleasure in all, or almost
all, activities most of the day, nearly every day (as indicated
by either subjective account or observation made by others)

(c) significant weight loss when not dieting or weight gain
(e.g., a change of more than 5% ofbody weight ina month),
or decrease or increase in appetite nearly every me Note:In children, consider failure tomake expected weight gains.

(d) insomnia or hypersomnia nearly every day
(e) psychomotor agitation or retardation nearly every day

observable by others, not merely subjective feelings of
restlessness or being slowed down) ,

(f) fatigue or loss of energy nearly every day ,
() feelings of worthlessness or excessive or inappropriate

guilt (which maybe delusional) nearly every day (not
merely self-reproach or guilt about being sick) 3

(h) diminished ability to think or concentrate, or indecisive-
ness, nearly every day (either by subjective account oras
observedby others)ee

Table from DSM-IV,Diagnostic and Statistical Manual ofMentalDis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.
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FIGURE 16.6-2 Relation of various depressive conditions supporting
4 spectrum concept. (Figure from H S Akiskal: Dysthymia; Clinical
and external validity. Acta Psychiatr Scand 89 (Suppl): 19, 1994, Used
with permission.)

TABLE 16.6-25
Criteria for Mixed Episode

A, The criteria are met both for a manic episode and for a major
depressive episode (except for duration) nearly every day duringatleast a one-week period.

B. The mood disturbance is sufficiently severe to cause marked
impairment in occupational functioning orin usual social activities
or relationshipswith others, or to necessitate hospitalization to pre-
vent harm to self or others, or there are psychotic features.

C. The symptomsare not due to the direct physiological effects of a
substance (e.p., a drug of abuse, a medication, or other treatrnent)
or a general medical condition (e.g., hyperthyroidism),Note: Mixedlike episodes that are clearly causedbysomatic antide-

ressant treatment (¢.g., medication, electroconvuisive therapy, lighttherapy) should not count toward a diagnosis of bipolar I disorder.laaggaaeer

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission. ‘

TABLE 16.6-26
Criteria for Severity/Psychotic/Remission Specifiers for
Current (or Most Recent) Mixed Episode$$$$qo

Note: Codein fifth digit. Can be applied to a mixed episode in bipolar
I disorderonly if it is the most recent type of mood episode,
Mild: No more than minimum symptom criteria are met for both a
manic episode and a major depressive episode.
Moderate: Symptoms or functional impairment between “‘mild’’ andNeevere."”

Severe without psychotic features: Almost continual supervision
required topenne physical harm to self or others,Severe with psychotic features: Delusions or hallucinations, If pos-
sible, specify whether the psychotic features are mood-congruent or
mood-incongruent:

Mood-congruent psychotic features: Delusions or hallucinations
whose contentis entirely consistent with the typical manic or depres~sive themes.
Mood-incongruent psychotic features: Delusions or hallucinations
whose content does not involve typical manic or depressive themes.
Included are such symptoms as persecutory delusions (not directly
related to grandiose or depressive themes), thoughtinsertion, and
delusions of being controlled.

In partial remission: Symptoms of a mixed episode are present but
full criteria are not met, or there is a period without any significant
symptoms of a Mixed Episode lasting Jess than two months following
the end of the mixed episode.
In full remission: During the past two months,no significant signs or
symptomsofthe disturbance were present.

nspecified.SS

Table from DSM-IV, Direpartic and Statistical Manual ofMental Dis-orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission.
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_ 3. A manic or mixed episode superi

A 27-year-old, male grade-school teacher presented with the chief
complaint that life was a poet duty and that it had always lackedluster for him. Hesaid he felt enveloped by a sense of gloom thal was
nearly always with him. Although he was respected by his s, he
felt, he said, ‘‘like agoreiaie failure, a self-concept I have had sincechildhood.’’ He stated that he merely performed his responsibilities as
a teacher, and that he had never derived any pleasure from anything
he had donein life. He said he had never had any romantic feeling:
sexual activity, in which he had engaged with two different women,
had been one of pleasureless orgasm, He said he felt empty, going
though life without any sense of direction, ambition, or passion,a real-
ization that itself was tormenting, He had boughta pistol, to put an
end to whathecalled his useless existence, but did not carry his suicide
out, aan thatit would hurt his students and the small communityin which helived.

Patients with dysthymic disorder who presentclinically as
adults rarely develop mania. However, when treated with anti-
depressants some of them may develop brief hypomanic
switches that typically disappear when the antidepressant dose
is decreased. DSM-IV would not allow the occurrence of such
switchesin dysthymia; yet systematic clinical observation have
verified their occurrence in as many as a third of dysthymic
patients. In that special subgroup of persons with dysthymic
disorder the family histories are often positive for bipolar dis-
order, Such patients representa clinical bridge between depres-
sive disorder and bipolar I disorders,

BIPOLAR DISORDERS

Four bipolar disorders are included in DSM-IV: bipolar 1
(manic-depressive) disorder, bipolar II disorder, cyclothymic
disorder, and bipolar disorder NOS (Table 16.6-27).

BIPOLAR | DISORDER Typically beginning in the teenage
years, the 20s, or the 30s, the first episode could be manic,
depressive, or mixed. One common mode of onsetis mild
retarded depression, or hypersomnia, for a few weeks or
months, which then switches into a manic episode, Others begin
with a severely psychotic manic episode that presents schizo-
phreniform features; it is only when a more classic manic epi-
sode occurs that the affective nature of the disorderis clarified,

In a third group several depressive episodes take place before
the first manic episode. A careful history taken from significant
others will often reveal dysthymic or cyclothymic traits that
antedated the frank onset ofmajor episodes by several years,
In DSM-IV there are six ways to subcategorize bipolar I
patients: single manic episode (Table 16.6-28), most recentepi-
sode hypomanic (Table 16.6-29), most recent episode manic
(Table 16,6-30), most recent episode mixed (Table 16.6-31)
most recent episode depressed (Table 16.6-32) and most recent

TABLE 16,6-27 ‘
Diagnostic Criteria for Bipolar Disorder Not Otherwise
Specified1————————

‘The bipolar disorder not otherwise specified category includes disor-
ders with bipolar features that do not meetcriteria for any specific
bipolar disorder. Examples include ;
1. Very rapid alternation (over days) between manic symptoms and

depressive symptoms that do not meet minimal durationcriteria for
a manic episode or a major depressive episode

2. Recurrent hypomanic episodes without intercurrent depressivesymptoms
sed on delusional disorder,

residual schizophrenia, orPaysite isorder not otherwise specified4. Situations in which the clinician has concluded that a bipolar dis-
order is present but is unable to determine whetherit is primary,
due to a general medical condition, or substance induced
——
Table from DSM-IV, Diagnostic andStatisticalManual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission.
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TABLE 16.6-28
DiagnosticCriteria for Bipolar | Disorder, Single Manic Episodeee

A. ares of only one manic episode and no past major depressiveep eS, s
ote: Recurrence is defined as either a change in polarity from

depression or an interval of at least two months without manic
symptoms.

B, The manic episode is not better accounted for by schizoaffective
disorder and is not superimposed on schizophrenia, schizophreni-
form disorder, delusional disorder, or psychotic disorder not oth-
erwise specified.

Specify if: : :
ed: if symptoms meetcriteria for a mixed episode

Specify {for current or most recent episode):Severity/psychotic/remission specifiersWith catatonic features
With postpartum onset

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.

TABLE 16.6-29
Diagnostic Criteria for Bipolar | Disorder, Most Recent Episode
Hypomanic :

A. Currently (or most recently) in a hypomanic episode.

B. There,hee previously been at least one manic episode or mixedisode,

C. The mood symptomscauseclinically significantdistress or impair-
ment in’ social, occupational, or other important areas of
functioning.

D. The mood episodes in criteria A and B are not belter accounted for

by schizoaffective disorder and are not superimposed on schizo-phrenia, schizophreniform disorder, delusional disorder, or psy-

§ bor disorder not otherwise specified.ecify: 1

Longitudinal course specifiers (with and without interepisode
recovery) 3 /

With seasonalpattern (applies only to the pattern of major
depressive episodes) ?

With rapid cyclinga

Table from DSM-IV,Diagnostic and StatisticalManual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.

episode unspecified (Table 16.6-33). According to DSM-IV,
bipolar I disorder, Single manic episode, is used to describe
patients who are having a first episode of mania (most such
patients eventually develop depressive episodes). ‘The remain-
ing subcategorization is used to specify the nature of the current
or most recent episodein patients who have had recurrent mood
episodes. For clinicians and researchers alike it is more mean-
ingful to chart a patient’s course in color over time—for exam-
ple, red rectangles for manic, blue for depressive, and violet for
mixed episodes; hypomanic, dysthymic and cyclothymic peri-
ods can be drawn in the appropriate colors on a smaller scale
betweenthe majorepisodes, Life events, biologic stressors, and
treatment can be indicated by arrows on the time axis. This
approach, championed by Kraepelin,is routinely used in mood
clinics.

On the average, manic episodes predominate in youth and
depressive episodesin the later years. Although the overall sex
ratio is about one to one, men on the average undergo more
manic episodes and women experience more mixed and depres-
sive episodes. Bipolar I disorder in children is not as rare as
previously thought; however, most reported cases are boys, and
mixed-manic (dysphoric-explosive) presentations are the mast
common mode.

Manic phase Mania, typically begins acutely over a period
of one to two weeks; more sudden onsets have also been
described. The DSM-IV criteria (Table 16.6-9) stipulate (1) a
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TABLE 16.6-30
‘ Diagnostic Criterla for Bipolar | Disorder, Most Recent Episode
Manic at

A, Currently (or most recently) in a manic episode. “
B. There has previously been at least one major depressive episode,

manic episode, or mixed episode,
C. The mood episodes in criteria A and B are not better accounted for

by schizoaffective disorder and are not superimposed on schizo-
ja, schizophreniform disorder, delusional disorder, or psy-

chotic disorder not otherwise specified.
Specify (for current or most recent episode):

Severity/psychotic/remission specifiers
With catatonic features

With postpartum onset
Specify:

Longitudinal course specifiers (with and without interepisode
recovery) . ' :

With seasonal pattern (applies only to the pattern of major
depressive episodes) ;

With rapid‘cyclinga

Table from DSM-IV,Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission.

TABLE 16.6-31

peeCriteria for Bipolar | Disorder, Most Recent Episodex

A, Currently (or most recently) in a Mixed Episode.
B. There has previously been al least one Major Depressive Episode,

Manic Episode, or Mixed Episode.
C. The moodepisodes in criteria A and B are not better accounted for

by schizoaffective disorder and are not superimposed on schizo-
phrenia, schizophreniform disorder, delusional disorder, or psy-
chotic disorder not otherwise specified. :

Specify (for current or mdst recent episode): ;
Severity/psychotic/remission specifiers
With catatonic teatures
With postpartum onset

. Specify.
Longitudinal course specifiers (with and without interepisode

recovery)
With seasonalpattern (applies only to the pattern of Major

Depressive Episodes) ;With rapid cymingeeeaSEN

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-orders,ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission,

TABLE 16.6-32.
Diagnostic Criteria for Bipolar | Disorder, Most Recent Episode
Depressed

A. Currently (or most recently) in a major depressive episode.

B. gets,has previously been at least one manic episode or mixedepisode,

C. The mood episodes in criteria A and B are not better accounted for
by schizoaffective disorder and are not superimposed on schizo-
phrenia, schizophreniform disorder, delusional disorder, or psy-
chotic disorder not otherwise specified.

Specify (for current or most recent episode):
Severity/psychotic/remission specifiers
Chronic ]
With catatonic features
With melancholic features
With atypical features
With postpartum onset

Specify:
Longitudinal course specifiers (with and without interepisode

recovery)
With seasonal pattern (applies only to the pattern of major

depressive episodes)
With rapid cyclingiT,.

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission. f 0
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TABLE 16,.6-33

Diagnostic Criteria for Bipolar | Disorder, Most Recent Episode
Unspecified

A. Criteria, except for duration, are currently (or most recently) met
for a manic, a hypomanic, a mixed, or a major depressive episode.

B. There has previously been at least one manic episode or mixedepisode.

C. The mood symptomscause clinically significant distress or impair-
ment in social, occupational, or other important areas of
functioning,

D. The mood symptomsin criteria A and B are not better accounted
for by schi ective disorder and are not superimposed on schizo-
phrenia, schizophreniform disorder, delusional disorder, or psy-
chotic disorder not otherwise specified,

E. The mood symptomsin criteria A and B are not duc to the directphysiological effects of a substance (e.g., a drug of abuse, a med-
ication, or other weatment) or a general medical condition (e.g.,
hyperthyroidism),

Specify:
Longitudinal course specifiers (with and without interepisoderecov

With seasonal pattern (applies only to the pattem of major
depressive episodes)

With rapid cycling

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-orders, ed 4, Copynght Mcnerican Psychiatric Association, Washing-
ton, 1994. Used with pennission.

distinct period that represents a break from premorbid func-
tioning, (2) a duration of at least one week, (3) an elevated or
irritable mood,(4) at least three to four classic manic signs and
symptoms, and (5) the absence of any physical factors that
could account for the clinical picture. The irritable mood in
mania can deteriorate to cantankerous behavior, especially
when thepersonis rebuffed. Such patients are among the most
aggressive seen in the emergency room, Extreme psychoticdis-
organization, a Common presentation of mania, further contrib-
utes to the aggression. Alcohol use, whichis observedin atleast
50 percent ofbipolar I patients (typically in the manic phase),
further disinhibits the patient and might lead to a dangerous
frenzy. Such patients may attack loved ones and hurt them
physically. So-called crimes of passion have been committed
by patients harboring delusions ofinfidelity on the part of
spouses or lovers, usually when underthe influence of alcohol.

The genesis of delusional and hallucinatory, even first-rank,
psychotic experiences in mania have already been described.
Recentresearch has also documented that most types of formal
thought disorders are commonto both schizophrenic and mood
psychoses:only poverty of speech content(vagueness) emerges
as significantly more commonin schizophrenia Finally, pos-
turing and negativism have been showntooccur in mania (and,
in the author’s view, do not warrantthe designation of catatonic
features as advocated by DSM-IV), Although not specifically
mentioned in the DSM-IV definition, confusion, even pseudo-
demented presentations, can occur in mania.

Mania is most commonly expressed as a phase of bipolar I
disorder, which has strong genetic.determinants, Available evi-
dence docs not permit separating recurrent mania without
depressive episodes as a distinct nosological entity from that
form.

Secondary mania Although there is some suggestion that
postpartum mania without depression is distinct from familial
bipolar I disorder, in which both depressive and manic episodes
can sometimes occur in the postpartum period, the evidence for
a distinct puerperal mania is not compelling at this time (hence
the decision in DSM-IV to use postpartum-onsetas a specifier,
rather than 4 separate mood disorder subtype [see Section
15.4)). Ithas also been known for some time that mania without
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pniorbipolarity can arise in the setting of such somatic illnesses
as influenza, thyrotoxicosis, systemic lupus erythematosus or
its treatment with steroids, rheumatic chorea, multiple sclerosis,
Huntington’s disease, cerebrovascular disorder, diencephalic
and third ventricular tumors, head trauma, complex partial sei-
zures, and most recently, AIDS. The family history is reportedly
low in such cases, suggesting a relatively low genetic predis-
position and thus a lowerrisk of recurrence, The patients do
not easily fit into the DSM-IV category of mood disorder due
to a general medical condition (Table 16.6-18) because most of
the conditions appear to be cerebral.

Less well-defined forms of mania are the so-called reactive

manias. Personal loss and bereavement are hypothesized to be
triggering factors, and the reaction is conceptualized in psycho-
dynamic termsas a denial of loss. Although such explanations
may be plausible in individual cases, no. systematic data are
available to suggest that the patients differ in family history
from persons with other manias. The sameis generally true for
depressed patients who switch to hypomania or mania after the
abuse of stimulant drugs, treatment with antidepressants, or
sleep deprivation; in all of those situations a bipolar diathesis
is usually manifest, either in a family history of mania or in
spontaneous excited episodes during prospective observation.
First-onset manic episodes have also been seen in persons who
abstained from alcohol after one or two decades of abuse and
who evolved into having classic bipolar I disorder.

Chronic mania DSM-IV does not specifically address the
diagnostic questions posed by the 5 percentofbipolar I patients
characterized by a chronic manic course. That course most com-
monly representsdeterioration of course dominated by recur-
rent manic episodes. Noncompliance with pharmacological
treatment is the rule. Recurrent excitement is personally rein-
forcing, subjective distress is minimal, and insight is seriously
impaired; therefore, the patient sees no reasonto adhereto treat-
ment. Episodic or chronic alcohol abuse, whichis prevalentin
such patients, has been suggested as a contributory cause of the
chronicity, Someauthorities consider comorbid cerebral pathol-
ogy to be responsible for nonrecovery from manic exciternents
occurring in late life.

Grandiose delusions,such as delusions of inventive genius
or aristocratic birth, are not uncommonin chronic mania, and
maylead to the mistaken diagnosis of paranoid schizophrenia.
Because oftheir social deterioration, Kraepelin had subsumed
such patients under the category ‘‘manic dementia.’’ Nonschi-
zoid premorbid adjustment and a family history of bipolar I
disorder, as well as the absence of flagrant formal thoughtdis-
order, can be marshaled in establishing the affective basis of
those poor-prognosis manic states.

Mixed phase Momentary tearfulness, depressed mood, and
even suicidal ideation are commonly observed at the height of
mania or during the transition from maniato retarded depres-
sion, Another common mixed feature is racing thoughts in the
contextof a retarded depression. Thosetransientlabile periods,
which occur in mostbipolar I patients, must be contrasted with
the mixed episodes experienced by 30 to 40 percentof patients
in the long-term course of bipolar I disorder. K

The mixed episodes proper (Table 16.6-25)—variously
referred to as mixed mania or dysphoric mania—are character-
ized by dysphorically excited moods, anger,panic attacks, pres-
sured speech, agitation, suicidal ideation, severe insomnia,
grandiosity, and hypersexuality, as well as by persecutory delu-
sions and confusion. Mixed states, when of mild to moderate
intensity, could be misdiagnosed as major depressive disorder,
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or as atypical or neurotic depression, whereas severely psy-
chotic forms that involve hallucinations and Schneiderian

symptoms, can be misdiagnosed as schizoaffective disorder, or
even schizophrenia. A correct diagnosis is mandatory for proper
management because most classes of antidepressants may fur-
ther aggravate the mixed pathology of those patients, whereas
antipsychotics could exacerbate the depressive component.
Thus misdiagnosis and inappropriate treatment can prolong the
patient’s suffering, leading to a protracted course over many
months. That is especially likely to happen whenthe patientis
nondelusional and the clinical picture is confused with agitated
depressive disorder, and the patient is subjected to aggressive
antidepressant therapy: .

Depressive phase Psychomotorretardation, with or without
hypersomnia, is the hallmark of the depressive phase ofbipolar
I disorder. Symptoms typically begin over a period of several
weeks, although sudden onsets over one or two days are also
seen: Although bipolar depressive episodes do not always
acquire full-blown melancholic features, the autonomy of the
episodes is a fundamental characteristic. Delusional and hallu-
cinatory experiences areless common in the depressive phase
of bipolar I disorder as compared with the manic and mixed
phases. Stuporis the more common mode of psychotic presen-
tation of bipolar depression, particularly in adolescents and
young adults, where the mistaken diagnosis of catatonic stupor
is often made, Pseudodemented organic presentations appear to
be the counterpart of stupor in the elderly.

CYCLOTHYMICDISORDER An attenuated bipolar disorder
that typically begins insidiously before the age of 21, itis char-
acterized by alternating short cycles of subsyndromal depres-
sion and hypomania (Table 16.6-34). That list, which reflects
findings from the author's research, is more explicit than are
the DSM-IV criteria (Table 16.6-35). The course of cyclothy-
mia is continuous or intermittent, with infrequent periods of
euthymia. Shifts in mood are typically endoreactive, such as
suddenly falling in love or feeling profoundly dejected without
adequate cause. Circadian cycles seem to play a role in the
sudden mood changes, such as the person’s going to sleep in
good spirits and waking up early with suicidal urges.

In these ambulatory patients mood swings are overshadowed
by the chaos that such swings produce in their personal lives,
Repeated marital failures or romantic breakups are common,
due to interpersonal friction and episodic promiscuous behav-
ior. Uneven performanceat school and work is another common

TABLE 16.6-34 :
Clinical Features of Cyclothymic Disorder

Biphasic dysregulation characterized by abrupt endoreactive shiftsone phase to the other, each phase lasting for few days at a time,

with are euthymia.Behavioral manifestations:

@ Hypersomnia versus decreased need for ase@ Introverted self-absorption versus uninhibited people seeking
@ Taciturn versus talkative
@ Unexplained tearfulness versus buoyant jocularity
®@ Psychomotorinertia versus restless pursuit of activities
Subjective manifestations:
@ Lethargy and somatic discomfort versus evtonia
@ Dulling ofsenses versus keen perceptions
®@ Slow-witted versus sharpened thinking
@ Shaky self-esteem alternating between low self-confidence andoverconfidence
@ Pessimistic brooding versus optimism and carefree attitudes
Summanzed from H § Akiskal, M Khani, A Scott-Strauss: Cyclothy-
mic temperamental disorders. Psychiatr Clin North Am 2; 527, 1979.
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TABLE 16.6-35
Diagnostic Criteria for Cyclothymic Disorder

A. Forat least two years, the presence of numerousperiods with hypo-
manic symptoms and numerous periods with depressive symptoms
that do not meet criteria for a major depressive episode. Note: Inchildren and adolescents, the duration must be at feast one year,

B. During the above two-year paws (one year in children and ado-lescents), the person has not been without the symptomsin criterionA for more than two months at a time, 1
C.. No major depressive episode, manic episode, or mixed episode has

been present during the first two years of the disturbance.
Note: After the initial two years (one year in children and adoles-
cents) of cyclothymic disorder, there may be superimposed manic
or mixed episodes(in which case both bipolar I disorder and cyclo-

_ thymic disorder may be diagnosed), or major depressive episodes(in which case both bipolarIIdisorder and cyclothymic disorder
may be diagnosed),

D. The symptomsin criterion A are notbetter accountedfor by schizo-
affective disorder and are not superimposed on schizophrenia,
schizophreniform disorder, delusional disorder, or psychotic dis-
order not otherwise specified. {we

E. The symptomsare not due to the direct physiological effects of a
substance(¢.g., a drug of abuse, a medication) or a general medical
condition (e.g., bnypextiynciaend, . ‘F. The symptoms cause clinically significant distress or impairment
in social, occupational, or other important areas of functioning.

Table-from DSM-TV, Dieganstic and StatisticalManual afMental Dis-orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission,

characteristic. Thus persons with cyclothymic disorderare dil-
ettantes: they show great promise in many areas, but rarely are
able to bring any oftheir efforts to fruition, Their lives are often
a String of improvident activities. Geographical instability is a
characteristic feature: easily attracted to a new location, a new
job, or a new love partner, they soonlose interest and leave in
dissatisfaction. Polysubstance abuse, a complication occurring
in 50 percent of such persons, is often an attempt at self-
treatment. 4

BIPOLAR I! DISORDER (AND THE SOFT BIPOLAR
SPECTRUM) Research conducted during the past 15 years
has shown that between the extremes of classic manic-depres-
sive illness defined by at least one acute manic episode (bipolar
I disorder) and strictly defined major depressive disorder with-
out any personal or family history of mania,there exists a large
group of intermediary forms characterized by recurrent major
depressive episodes and hypomanic episodes (variously termed
as atypical, bipolar IT, or unipolar IT), Table 16.6-36 summarizes
those nosological concepts. The most accepted of the subtypes
is bipolar I disorder, elevated to the status of a nosological
entity in DSM-IV (Table 16.6-37). Bipolar II disorder may actu-
ally be more common than bipolar I disorder. That certainly
appears to be the case in the outpatient setting, where as many
as 30 percent of persons with major depressive disorder might
conform to the bipolar II pattern.

The self-descniption provided by a 34-year-oldpoetillustrates the
pattem: '“T have known melancholy eriods, tastingsmocdtis at a time,
when | would be literally paralyzed: All mental activity comes to a
screeching halt, and | cannot even utter one word, I become so dys-
functional that I was once hospitalized. Although the paralysis creeps
into me insidiously—often lasting months—it typically reverses within
hours. I am suddenly alive and vibrant, [ cannot tum off my brain
neither during the day nor at night; I usually go oncelebrating like this
for many weeks, needing no more than few hours of slumber each
day.”*

The hypomania at the end of depressive episodes in most
bipolar Il disorders does notpersist that long;it is usually mea-
sured in days, Another common form of bipolar II disorder is
major depressive disorder superimposed on cyclothymic dis-
order, where hypomania precedes and follows major depres-
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TABLE 16.6-36
Spectrum of Bipolar Disorders Compared with Unipolar
Depression

Bipolar]; At leat one manic episode

Bipolar I]: Recurrent depressions with hypomania and
cyclothymic disorder

Soft Bipolar It: Recurrent depressions without
bipolar (pseudo-—spontaneous hypomaniabutoften with

unipolar) hyperthymic temperamentandbipolar
family history

Unipolar depressions; No evidence for hypomania, cyclothymic
disorder, hy; ymic disorder, or
bipolar family history

TABLE 16.6-37
Diagnostic Criteria for Bipolar Ii Disorder

. Presence es een} of one or more major depressive episodes,. Presence (or history) of at least one hypomanic episode.

. There has never been a manic episode or a mixed episode.

. The mood symptoms in criteria A and B are not better accounted
for by schi ective disorder and are not superimposed on schizo-
phrenia, schizophreniform disorder, delusional disorder, or psy-
chotic disorder not otherwise specified.

£. The symptoms cause clinically significant distress or impairment
in social, occupational, or other important areas of functioning.

Specify current or most recent episode: , .

Bypemmeks if currently (or most recently) in a hypomanicepisode
Depressed: if currently (or most recently) in a major depressive

oN0o,F

episode
Specify (for current of most recent major depressive episode only if it

is the most recent type of mood episode):
Severity/psychotic/remission specifiers Note: Fifth-digit codes

cannot be used here because the code for bipolar I disorder
already uses the fifth digit.Chronic —

With catatonic features
With melancholic features
With atypical features
With postpartum onset

Specify:
Longitudinal course specifiers (with and without interepisoderecov

With seasonalpattern (applies only to the pattern of major
.__ depressive episo
With rapid cycling

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission.

sion, the entire interepisodic period being characterized by
cyclothymic mood swings.

Hypomaniainbipolar II disorder can be defined as minimanic
episodes occurring spontaneously. Thus bipolar II disorder can
be characterized as cyclical depression. In bipolar Ill disorder
(which is not an official nosological term) evidenceof bipolarity
is softer, such as a single brief episode of antidepressant-mobi-
lized switch,In a related subgroupofcryptic bipolar disorders,
strong evidence for familial bipolarity raises the hypothesis that
some phenotypically unipolar depressions might actually be
genotypically bipolar. In such cases,also referred to as pseudo-
unipolar, hypomania as such is not observed; instead the
patient’s habitual temperamental baseline is sunny, overener-
getic, and overoptimistic (hyperthymic), Depending on the
threshold of traits used in determining the presence of hyper-
thymia, those patients may constitute 10 to 20 percentof those
with major depressivedisorder, Recurrent hypomanic episodes
withoutintermittent depressions (example 2 in the DSM-TV cri-
teria for bipolar disorder NOS [Table 16.6-27]) are almost never
observedclinically.

The depressive episodes of bipolar I or UI patients often
have mixed admixtures—for example,flight of ideas, increased

128 of 173

drives and impulsivity. These are depressive mixed states com-
pletely ignored by DSM-IV.Their existence explains why anti-
depressants often fail in these patients.

Hypomania The common denominatorof the soft spectrum
of bipolar disorders is the occurrence of hypomania. Hypoma-
nia refers to a distinct period of at least few days of mild ele-
vation of mood, sharpened and positive thinking, and increased
energy and activity levels, typically without the impairment
characteristic of manic episodes,It is not merely a milder form
of mania. Hypomania occurring as part of bipolar II disorder
rarely progresses to manic psychosis. Thus distractibility is
uncommon in hypomania, and there is relative preservation of
insight, Hypomaniais distinguished from mere happiness by
the fact that it tends to recur (happiness does not!), and can
sometimes be mobilized by antidepressants. In cyclothymic dis-
order it alternates with minidepressions, whereas in hyper-
thymic disorder it constitutes the person’s habitual baseline.
Those definitions then recognize three pattems of hypomania:
briefepisodes heralding the termination ofa retarded depressive
episode (bipolar II disorder), cyclic alternation with minide-
pressions (cyclothymic disorder), and an elevated baseline of
high mood,activity, and cognition (hyperthymic disorder or
chronic hypomania).

Because hypomania is experiencedeither as a rebound relief
from depression or as pleasant, short-lived, ego-syntonic
moods,persons with bipolarI disorderrarely report them spon-
taneously. Skillful questioning thus is required in making the
diagnosis of soft bipolar conditions; as in mania, collateral
information from family membersis crucial. In interviewing
the patient the following probes have been founduseful toelicit
hypomania: ‘‘Have you hada distirict sustained high period (1)
when your thinking and perceptions were unusually vivid or
rapid, (2) your mood was so intense that you felt nervous, and
(3) you were endowed with such energy that others could not
keep up with you?’’ The clinician mustascertain that, when
endorsed bythe patient, those experiences were not due to stim-
ulant abuse.

When in doubt, direct clinical observation of hypomania—
sometimes elicited by antidepressant phatmacotherapy—will
provide definitive evidence for the bipolar nature of the disor-
der. However, in some cases depressive and hypomanic periods
are not easily discemed because chronic caffeinism or stimulant
abuse complicates the depression. In such instances, diagnosis
should be based on clinical observation at least one month
beyond detoxification.

Seasonal patterns Another characteristic observed in many
cyclic depressionsis seasonality, which often becomes manifest
with autumn or winter anergic depression and energetic or
frankly hypomanicperiodsin the spring. Thus seasonal depres-
sions conform, in large measure, to the bipolar II or [II pattern.
Preliminary evidence suggests that when treated with classic
antidepressants, such persons exhibit a disruption of their base-
line seasonality, with the depressive phase appearing in the
spring and summer, The changes induced by antidepressants in
seasonal depressions probably representa special variant of the
phenomenonofrapid cycling,

Temperament and polarity of episodes New research
from collaboration between the University of Tennessee and
the University of Pisa has shownthat bipolar II disorder (char-
acterized predominantly by depressive attacks) appears to arise
more often from a hyperthymic or cyclothymic baseline,
Whereas bipolar I disorder (defined by manic attacks) not
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uncommonly arises from the substrate of a depressive temper-
ament. Bipolarity is conventionally defined by the alternation
of manic (or hypomanic) and depressive episodes. Those data
on temperaments suggestthat a more fundamental characteristic
of bipolarity is the reversal of temperament into its opposite
episode (that is, from the depressive temperament to mania and
from the hyperthymic temperamentto depression).

Those considerations have implications for preventing recur-
rence. For instance,in a prospective study ofthe onsetofbipolar
disorder in the offspring or sibs of adults with the disorder, it
was foundthat children with onsets of depression (treated with
antidepressants) had significantly higher rates of recurrence
than did those with manic or mixed onsets (treated with lithium)
during a three-year prospective observation. Such data suggest
the hypothesis that temperamental instability in the depressive
group might have predisposed them to the cycling effect of
antidepressants.

Alcohol, substance abuse, and suicide New evidence

supports the high prevalence ofalcohol and substance abuse in
mood disorder subtypes, especially those with cyclothymic and
hyperthymic temperaments. The relation appears particularly
strong in the teenage and early adult years, at which time the
use of such substances often represents self-medication. It is
not to be viewed just as self-treatment for selected symptoms
associated with the down or up phases (for example, alcohal to
alleviate the insomnia and nervousness ‘characteristic of both

phases), but also as augmenting certain desired ends (for exam-
ple, stimulants to enhance high-energy performance and sexual
behavior associated with hypomania). The exact proportion of
those with alcohol and substance abuse secondary to an under-
lying bipolar diathesis is a question for future research, and is
of public health significance in view of findings suggesting a
link between adolescent polysubstance abuse and suicide in
those with bipolar familial backgrounds, Although alcohol and
substance use often continues into adult years in aconsiderable
number of bipolar patients, such use does not appear related to
familial alcoholism and, in many instances, tends to dwindle
during long-term follow-up. Those data provide support for the
self-medication hypothesis. To complicate matters, in a sub-
stantial minority of cases, bipolar mood swings appear for the
first time following abrupt cessation of long-term alcohol use.

Rapid-cycling bipolar disorder Rapid cyclingis defined as
the occurrence ofat least four episodes—both retarded depres-
sion and hypomania (or mania)—a year. That means that rapid
cyclers are rarely free of affective symptoms, resulting in seri-
ous yocational and interpersonal incapacitation. Lithium is
often only modestly helpful to those: patients, as are antipsy-
chotics; tricyclic antidepressants readily induce excited epi-
sodes and thereby aggravate the rapid cycling pattern, A bal-
ance among lithium, antipsychotics, and antidepressants may

TABLE 16.6-38
Criteria for Rapid-Cycling Specifier

Specify if: : F
Wwrtrapid cveling (can be applied to bipolar I disorder or bipolarisorder) — :

Atleast four episodes of a mood disturbance in the previous 12 months
that cast criteria for a major depressive, manic, mixed, or hypomanicepisode,

ote: Episodes are demarcated either by partial or full remission for
at least two months or a switch to an episode of opposite polarity (e.z.,
major depressive episode to manic episode).

Table from DSM-IV, lagnaste and Statistical Manual ofMental Dis-orders, ed 4. Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission. ;

129 of 173

be difficult to achieve. The patients require frequent hospital-
ization because they develop explosive excitement and precip-
itously descend into severe psychomotor inhibition. The dis-
order is a roller-coaster nightmare for the patient, significant
others, and the treating physician.

As expected, rapid cycling commonly arises from a cyclo-
thymic substrate, which means that most rapid cyclers have
bipolar 0 disorder. Factors favoring its occurrence include (1)
female gender; (2) hypothyroidism; (3) menopause; (4) tem-
poral lobe dysrhythmias; (5) alcohol, minor tranquilizer, stim-
ulant, or caffeine abuse; and (6) long-term use of antidepressant
medications. The DSM-IV criteria for rapid-cycling specifier
are presented in Table 16.6-38.

Rapid-cycling uncommonly arises from a bipolar I baseline.
These patients might resemble examples | and 3 listed under
bipolar disorder NOS (Table 16.6-27).

Leadership and creativity Persons with hyperthymic tem-
perament, and soft bipolar conditions in general, possess assets
that permit them to assume leadership roles in business, the
professions, civic life, and politics. Increased energy, sharp
thinking, and self-confidence represent the virtues of an other-
wise stormy life.

Creative achievementis relatively uncommon among those
with the manic forms of the disorder, whichis too severe and

disorganizing to permit the necessary concentration and dedi-
cation. It is among those withthe soft bipolar disorders, espe-
cially cyclothymic disorders, that notable artistic achievements
are found. Psychosis, including severe bipolar swings, is gen-
erally incompatible with creativity. That conclusion, based on
recent systematic studies, tends to refute the romantic tendency
to idolize insanity as being central to the creative process. As
talent is the necessary ingredient of creativity, how might soft
bipolarity contribute? The simplest hypothesis is that depres-
sion could provide insights into the human condition, which,
however, requires the activation associated with hypomania to
produce the artistic work, A more profound interpretation
would suggest that the repeated self-doubt that comes with
recurrent depression might be an important ingredient of cre-
ativity, because original artistic or scientific expression is often
initially rejected, and the self-confidence that accompanies
repeated bouts of hypomania can help in rehearsing such ideas
or expressions until they are perfected, Finally, the tempestuous
object relations associated with bipolarity often create the
unique life situations that might be immortalized in an artistic
medium. :

MOOD DISORDER NOT OTHERWISE SPECIFIED After

all diagnostic information has been obtained, some depressed
and bipolar or otherwise affective patients do not meetthe cri-
teria for the mood disorders described thus far. The author'pre-
fers to consider therm as undiagnosed mooddisorders rather than
using the DSM-IV rubrics of depression disorder NOS,bipolar
disorder NOS, or mood disorder NOS. The DSM-IV criteria for

mood disorder NOS appear in Table 16.6-39. _

TABLE 16.6-39
Diagnostic Criteria for Mood Disorder Not Otherwise Specified

This category includes disorders with moodsymptoms that do not meetthe criteria for any specific mood disorder and in whichit is difficult
to choose between depressive disorder not otherwise specified and
bipolar disorder not otherwise specified (e.z., acute agitation),

Table from DSM-IV, Diagnostic and Statistical Manual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994, Used with permission. « .
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What follows are descriptions of conditions that are com-
monly used in the epidemiological,clinical, or pharmacological
literature, but do noteasily fit into the classic nosology of mood
disorders, They probably subsume many, but notall, of the
situations implied in the DSM-IV NOS concepts,

Recurrent brief depressive disorder The disorder (now in
a DSM-IV appendix) derives largely from epidemiological
studies conducted in young adult cohorts in Zurich. The
description is that of short-lived depressions that recur on a
monthly basis but are not menstrually related. They could coex-
ist with major depressive disorder and dysthymicdisorder. It is
believed that such patients are more prevalentin primary care
than in psychiatric settings. The minority seen in psychiatric
settings present with repeated suicide attempts, and are likely
to be given Axis II diagnoses, such as borderline personality
disorder. The researchcriteria for recurrent brief depressive dis-
order appear in Table 16.6-23.

The current nosological status of those patients is uncertain,
but they testify to Kraepelin’s observation that many transi-
tional forms link the depressive temperament to affective
episodes:

A permanentgloomystress in all the experiencesoflife... usually
perceptible already in youth, and may persist without essential change
throughout the whole oflife .. . (or) there is actually an uninterrupted
series of transitions to periodic melancholia ... in which the course is
quite indefinite with irregular fluctuations andremissions.

Given the high rate of brief depressive recurrences among
the patients observed in the Zurich cohort, it is likely that brief
hypomanic episodes have been missed during evaluationsper-
formed by nonclinicians. Some, if not most patients meeting the

Zurich description mie pas pie to the soft bipolarspectrum.

Reactive depression Classically such a depression is
defined as resulting from a specific life event. In an ideal case
the depression would not have occurred without the event(for
example, love loss) to which it is a reaction, it would continue
for as long as the event were present, and it would terminate
with the reversal of the event (for example, the return of the
lover). Depressions exhibiting all of those features are almost
never seen in clinical practice, With interpersonal support most
people are able to face life's reverses, which explains why reac-
tive depression tends to be self-limiting. Hence, adjustment dis-
order would be the more appropriate diagnosis in most cases of
reactive depression.

Conceptually, however, it is possible to envision chronically
unsatisfactory life situations that might lead to chronic demor-
alization, However, such a condition, which could warrant the

designation of chronic reactive depression,is a contradiction in
terms. The question often raised is why a person would continue
to stay in the situation. Sometimes the concept of masochism
is invoked by psychodynamic authors to explain why certain
persons are unable to rid themselves of painfullife situations,
the implication being that they somehow contribute to their
maintenance, Current thinking is that many of those presumed
self-defeating traits, believed to be indicative of masochism, are
more situation specific than previously believed, and might
resolve with the elimination of the situation, So-called self-
defeating features then are best conceptualized as psychody-
namic mechanisms, rather than as being indicative of a specific
personality, At the present stage of knowledge, they do not
deserve to be raised to the level of a nosological entity, Chronic
adjustment disorder, seemingly a contradiction in terms, might
describe the chronic demoralization observed among someindi-
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viduals stuck in chronically unsatisfactory life situations. Others
might fullfill the criteria for dysthymia.

Mixed anxiety-depressive disorder The inclusion of anx-
ious depressive states in a DSM-IV appendix acknowledges the
simultaneous occurrence of anxious (for example, the threat
loss represents) and depressive (for exarnple, the despair of loss)
cognition when confronted with a major aversivelife situation.
The admixture implies that the progress of psychopathology is
from anxiety to depression,that the patient's mental state is still
in fiux, and that the ongoing dynamics in part explains the sub-
acute or chronic nature of the disorder. Anxious depression
serves to point to the commonpresence of anxiety in depressive
states, and especially its greater visibility when the depression
is less prominent. Patients with the latter presentation are report-
edly most prevalent in general medical settings. According to
DSM-IV,persons whose presentation meets those research cri-

teria would be diagnosed as having anxiety divcrtier not oth-
erwise specified (see. Section 17.5).

Some authorities argue that neurotic depressions arise in that
fashion(that is, as maladaptive response toanxiety) and, on that
etiological ground, suggest retaining the neurotic depressive
rubric. Recent preliminary genetic data tend indirectly to sup-
port the contention that certain (unipolar) depressive and (gen-
eralized) anxiety states are related. However, more research
needs to be conducted in the area before such an entity can be
unequivocally accepted as an official nosological category. The
difficulty lies in the fact that, as currently defined, anxious
depressions are heterogeneous.

Neurasthenia Neurasthenia, a century-old term developed
by the American neuropsychiatrist George Beard, refers to a
more chronic stage ofanxious-depressive symptomatology. The
anxiety generated by overstimulation is so excessive that it is
replaced by a chronic disposition to irritability, fatigue (espe-
cially mental fatigue), lethargy, and exhaustion.It is as if the
sufferer's mind refuses to take on new stresses, The clinical
picture described by Beard suggests thatanxious manifestations
werepreeminent in his time, They included headache, scalp
tendemess, backache, heavy limbs, vague neuralgias, yawning,
dyspepsia, palpitations, sweating hands and feet, chills, flush-
ing, sensitivity to weather changes, insomnia, nightmares, pan-
taphobia, asthenopia, and tinnitus,

Although the diagnosis of neurasthenia itself is now used
more in China than it is in the United States, the recent world-
wide upsurge in the popularity of the concept of chronic fatigue
states attests to the clinical acumen of classic physicians.
Despite much energy investedin a viral or immunological eti-
ology,current descriptions tend to suggest an anxiety or mood
disorder basis for many,ifnot most, of those with the syndrome.
However, under what circumstances anxiety or depression
would become-manifest primarily in fatigue is as elusive asit
was 100 years ago.

Like other patients presenting to primary care settings with
somatic complaints, those withchronicfatigue tendto denounce
psychiatric diagnoses as inadequate explanationsfor their ills:
Empathic listening, perhaps in a.group therapy format, might
be a reasonable approachto thatdifficult group of patients, who
can be quite disabled.

Atypical depression Although a delimited version of the
constuct has been incorporated into DSM-IV as atypical fea-
tures (Table 16.6-7) to qualify the cross-sectional picture of
depressive disorders, the construct is much broaderin the clin-
ical research literature and warrants further discussion. The
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rubric, originally developed in England and currently under
investigation at Columbia University in New York, refers to
fatigue superimposed on a history of somatic anxiety and pho-
bias, together with reverse vegetative signs (mood worse in the
evening, insomnia, tendency to oversleep and overeat). Given
that nighttimesleep is disturbed in the first half of the night in
many persons with atypical depressive disorder, irritability,
hypersomnolence, and daytime fatigue would seem to represent
expected daytime stigmata of sleep deprivation due to inter-
mittentinitial insomnia. The temperaments of those patients are
characterized by inhibited-sensitive traits. There seems to be
some specificity of the MAOIs (and possibly serotonergic anti-
depressants) for such patients, which is the main reason that
atypical depression is taken seriously.

Otherresearch suggests that reverse vegetative signs can be
classified as either (1) the anxious type just described, or (2) a
subtle bipolar subtype with protracted hyperphagic-hyper-
somnic-retarded dysthymic disorder with occasional brief
extroverted hypomanic-type behavior, often elicited by anti-
depressants. There is some affinity between atypical depression
and bipolar I and II disorders. Many patients with dysthymic
disorder at various times exhibit atypical features.

Hysteroid dysphoria The category combines reverse vege-
tative signs with the following characteristics: (1) giddy
responses to romantic opportunities, and an avalanche of dys-
phoria (angry-depressive, even suicidal responses) upon roman-
tic disappointment, (2) impaired anticipatory pleasure, yet the
capability to respond with pleasure when such is provided by
others (that is, preservation of consummatory reward); (3) cray-
ing for chocolate and sweets, which, contain phenylethylamine
compounds and sugars believed to facilitate cellular and neu-
ronal intake of the amino-acid L-tryptophan, hypothetically
leading to the brain’s synthesisof endogenous antidepressants.
The use of the epithet ‘hysteroid’’ was meant to convey that
what appeared to be a character pathology was secondary to a
biological disturbance in the substrates governingaffect, drives,
and reward. The hysteroid dysphorics’ intense, giddy, and
unstable life suggests links to cyclothymic disorder or bipolar
II disorder. That suggestion is further supported by the Colum-
bia group’s tendency to subsumethose patients under atypical
depressions (some of which, as indicated, have bipolar affini-
ties). Finally, like bipolar depressives, they show preferential
response to MAOTs.

Postpsychotic depressive disorder of schizophrenia In
DSM-IV the description of posipsychotic depressive disorder
of schizophrenia appears as follows:

The essential feature is a Major Depressive Episode that is super-

imposed on, and occurs ed during, the residual phase of Schizophre-nia, The residual phase of Schizophrenia follows the active phase (1.¢.,

TABLE 16,6-40
Research Criterla for Postpsychotic Depressive Disorder of
Schizophrenia

A. Criteria are met for a major depressive episode.
Note: The major depressive episode must include criterion Al:
depressed mood. Do not include symptoms that are better
accounted for as medication side effects or negative symptoms of

. The major depressive episode is superim on and occurs only
during the residual phase of schizophrenia.

C, The major depressive episode is not due to the direct physiological
effects of a substance or a general medical condition.

Table from DSM-IV, Diagnostic andStatistical Manual ofMental Dis-
orders, ed 4, Copyright American Psychiatric Association, Washing-
ton, 1994. Used with permission.
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nese meeting Criterion A) of Schizophrenia. It is characterizedby the persistence of negative symptomsorof active-phase symptoms
that are in an attenuated form (¢.g., odd beliefs, unusual perceptual
experiences). The superimposed Major Depressive Episode must
include depressed mood (i.e., loss of interest or pleasure cannot serve
as an alternate for sad or depressed mood). Most typically, the Major
Depressive Episode follows immediately after remission ofthe active-
phase symptoms of the psychotic episode. Sometimes it may follow
after a short or extended interval during which there are no psychotic
symptoms. Mood symptoms due to the direct physiological effects ofa drug of abuse,a gabsication, or a general medical condition are not
counted toward postpsychotic depressive disorder of Schizophrenia.

According to DSM-IV, persons whose presentation meets
those researchcriteria (Table 16.6-40) would be diagnosed as
having depressive disorder NOS.In the author's opinion, mood
or depressive disorder NOS represent such a hodgepodge of
clinical situation that the designation of NOSis at best mean-
ingless and at worst confusing.

DIFFERENTIAL DIAGNOSIS

Missing a mood disorder diagnosis, with the result that the dis-
order does not receive specific treatment, can have serious con-
sequences, Many persons drop out of school or college, lose
their jobs, are divorced, or commit suicide. Those with unex-
plained somatic symptoms are frequent utilizers of the general
health system.Still others are unwell despite interminablepsy-
chotherapy. Some develop tardive dyskinesia unnecessarily. As
with other medical disorders for which specific treatments are
available, accurate diagnosis and early treatment are within the
purview ofall physicians. All psychiatrists, clinical psycholo-
gists, and psychiatric social workers should be competentin the
detection of mood disorders, Despite massive educational
efforts, underdiagnosis of mood disorders and their undertreat-
mentare still serious problems worldwide.

Although much enthusiasm was generated a decade earlier
about the potential utility of certain biological markers (such as
REM latency, dexamethasone suppression test, and the thyro-
tropin-releasing-hormonetest) as corroborating evidencein the
differentiation of mood disorder from adjacent disorders, no
definitive progress has been made along those lines that would
justify their routine use in clinical practice, Faced with unusual
or confusing presentations, a systematic clinical approach isstill
the only method in differential diagnosis (1) to characterize in
greatdetail all the clinical features of the current episode, (2)
to elicit a history of more typical major mood episodes in the
past, (3) to assess whetherthe presenting complaints recur in a
periodic or cyclical fashion, (4) to substantiate the adequacy of
social functioning between periods of illness, (5) to obtain a
positive family history for classic mood disorder and to con-
struct a family pedigree, and (6) to document a history of
unequivocal therapeutic response to thymoleptic medication or
ECT in either the patient or in the family.

Using the foregoing validating approach,it is possible to
examine the-affective links of many DSM-IV disorders cur-
rently listed under conditions other than mood disorders. They
include (1) conduct disorders; (2) borderline personality dis-
order; (3) impulse-control disorder; (4) palysubstance abuse;
(5) psychotic disorder not otherwise specified; (6) pain disorder;
(7) hypochondriasis; (8) hypoactive sexual desire disorder; (9)
circadian rhythorsleep disorder, delayed sleep phase type; (10)
bulimia nervosa; and (11) adjustment disorder (with work inhi-
bition). It is apparent that those conditions place special empha-
sis on Selected affective features, such as disinhibited behavior,

temperamentality, lability, vegetative disturbances, and psycho-
motor retardation, What followsis a systematic examination of.
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the differential diagnosis of mood disorders with their more
classic boundaries.

ALCOHOL AND SUBSTANCE USE DISORDERS The

high comorbidity of those disorders with mood disorders cannot
be explained merely as the chance occurrenceof two prevalent
disorders. Self-medication for mood symptomsis insufficiently
appreciated by both psychiatrists and addictionologists, Given
the clinical dangers of missing an otherwisetreatable disorder,
mood disorder should be given serious consideration as the pri-
mary diagnosis if marked affective manifestations continue
beyond the period ofdetoxification (for example, two months).
That consideration also pertains to cyclothymic disorder and
dysthymic disorder, which are common substrates for self-med-
ication. The clinical validating strategies listed can further but-
tress a mood disorder diagnosis.

The DSM-IV category of substance-induced mood disorder
(Table 16.6-20)is difficult to validate clinically because, in the
absence of an affective diathesis, detoxification will usually
clear affective disturbances occurring in persons who abuse
substances: In the author's view, a dual diagnosis of both a
mood disorder and a substance use disorder is a better alter-
native than is the DSM-IV construct.

PERSONALITY DISORDERS The state dependericy of most
personality measures is well documented. Accordingly, as
exhorted by DSM-IV,clinicians should refrain from using per-
sonality disorder labels in describing patients with active affec-
tive illness, but should focus instead on treating the disorder.
As discussed earlier, even in those with chronic or intermittent

subsyndromal mood disorders, personality maladjustment is
postaffective, arising from the distortions and conflicts that
mood disturbances produce in the lifeof the sufferer, The most
problematic of the personality labels used in those with mood
disorders is borderline personality disorder, usually applied to
teenage and young adult patients. The DSM-IV diagnostic cri-
teria for the disorder indicate a liberal assemblage of low-grade
affective symptoms. As shown in Table 16.6-41, the overlap
between borderline personality disorder and mood disorders is
extensive, so that giving a borderline personality disorder diag-
nosis to a person with mood disorder is redundant.When per-
sonality disorder diagnosesare used, they lead to neglect of the
mood disorder. Although much more research needs to be done
on the complex interface of personality disorders and mood
disorders, clinically they may be inseparable. As with alcohol
and substance use disorders, it appears preferable to diagnose
mood disorders at the expense of personality disorders, which
should not be difficult to justify in most cases where the vali-
dating strategies outlined are satisfied. Although noiall person-
ality disturbances recede with the competenttreatment of mood

TABLE 16.6-41
Overlap of Borderline Personality Disorder and MoodDisorders

Familial; High rates of mood disorder
Phenomenology: Dysthymic disorder

SedisorderBipolarUdisorderMixed state ,
Pharmacological response: Worsening on tricyclic antidepressantsStabilization on anticonvulsants

Prospective course: ae mood episodesuicide

Summarized from H Akiskal, 5 Chen, G Davis, V Puzantian, M Kash-

sane M Bolinger: Borderline: An adjective in search for a noun, Jlin Psychiatry 46:41, 1985.
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TABLE 16,6-42
Misdiagnosis in the Affectively Ill Juvenile Kin of Adults with
Bipolar Disorder

Total (N = 44) Percent

Adjustment disorder 35

Committ ieee 15ttention-deficit/hyperactivity disorder 9
Mentalretardation 6
Separation anxiety disorder 9
Overanxious disorder 11

Schizophrenia | 15

Table adapted from H S, Akiskal, J] Downs, 5 Watson, D Dougherty;D B Pruitt: Affective disorders in referred children and younger si
lings of manic-depressives. Arch Gen Psychiatry 43; 996, 1985,

disorders, so many experienced clinicians have seen such dis-
turbances disappear with the successful resolution of the mood
disorder that erring in favor of mood disorders is justified.

The interface of mood disorders and behavioral disorders in

children is even more problematic than in adult psychiatry.
Some progress has occurred in recognizing certain behavioral
manifestations as possible signs of depression in juvenile
patients, including (1) decline in school performance; (2) rest-
lessness and pulling or rubbing hair, skin, or clothing; (3) out-
bursts ofcomplaining, shouting, or crying; and (4) aggressive
or antisocial acts. Examined carefully, many of the children will
meet the specific criteria for the diagnosis of major depressive
disorder or dysthymic disorder.It is important, however, to note
that many children do not complain of subjective dysphoria;
instead, the clinician can observe the depressed affect in the
child’s facial expressions or overall demeanor. ‘In brief, after
much resistance, many child clinicians have come to accept the
existence of childhood depression. Bipolar disorder in children,
even among adolescents,is still grossly underdiagnosed at the
expense of so-called externalizing disorders. Table 16.6-42 lists
those and related conditions often confused with bipolar dis-
orders in juvenile patients. In many of the children bipolar dis-
order is expressed in explosive outbursts of irritable mood and
behavior (that is, as a mixed or dysphoric manic state), Another
common pattern is intermittent hypomania and cyclothymia.
The correct diagnosis depends on the index of suspicion by a
clinician who isconvinced that bipolarity exists in childhood,

NORMAL BEREAVEMENT Asbereaved persons exhibit
many depressive symptoms during the first one or two years
after their loss, how can the 5 percent of bereaved persons who
have progressed toa depressive disorderbe identified? Here are
some points on which they differ:

1, Whereas grieving persons, and their relatives, perceive
bereavement as a normal reaction, those with depressive dis-
order often viewthemselves as sick, and may actually believe
they are losing their minds,

2, Unlike the melancholic person, the grieving person is
reactive to the environment, and tends to show a range, of pos-
itive affects. =

3, Marked psychomotor retardation is not observed in nor-
mal grief.: :

4, Although bereaved persons sometimes feel guilty about
not having done certain things that might have saved thelife of
the deceased loved one, they typically do not experience guilt
of commission.

5. Delusions of worthlessness or sin, and psychotic experi-
ences in general, point toward mood disorder.

6. Active suicidal ideation is rare in grief but common in
major depressive disorder.
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7. Mummification, which refers to keeping the belongings of
the deceased person exactly as they were beforehis or her death,
is indicative of psychopathology.

8. Severe anniversary reactions should alert observers to the
possibility of psychopathology.

In another form of bereavementdepression, the sufferer sim-
ply pines away, unable to live without the departed person,
usually a spouse. Although not necessarily pathological by the
foregoing criteria, such persons do have a serious medical con-
dition. Their immune function is often depressed and their car-
diovascular status is precarious, Death within a few months of
that of a spouse can ensue, especially among elderly men, Such
considerations suggest that it wouldbe clinically unwise to
withhold antidepressants from certain persons experiencing an
intensely mourmful form ofgrief,

ANXIETY DISORDERS Anxicty symptoms—including
panic attacks, morbid fears, and obsessions—are common dur-
ing depressive disorders, and depression is a common compli-
cation of anxiety states. Systematic British studies have shown
that carly-morning awakening, psychomotorretardation,self-
reproach, hopelessness, and suicidal ideation are the strongest
clinical markers of depression in that differential diagnosis. On
follow-up of depressed patients, the manifestations tend to
remit, Whereas those with anxiety states continue to exhibit
marked tension, phobias, panic attacks, vasomotor instability,
feelings of unreality, and perceptual distortions, as wellas
hypochondriacal ideas. A predominance of such anxiety fea-
tures antedating the present disorder suggests the diagnosis of
an anxiety disorder. Given that anxiety disorders rarely make
their first appearance after the age of 40, such late appearance
ofmarked anxiety features strongly favors the diagnosis of mel-
ancholia. Theclinical picture is often one of morbid groundless
anxiety with somatization, hypochondriasis, and agitation, The
patient's depressive nature is further supported by the superior
response to ECT,

Periodic monosymptomatic phobic and obsessional states
also exist that can be regarded as affective equivalents, based
on a family history of mood disorders and the response to thy-
moleptic agents, including lithium. There are also social pho-
bias that usher in an adolescent depression, even a bipolar
disorder.

The psychopathological differentiation of anxiety and
depressive states has not been entirely resolved. Cognitive fac-
tors may best differentiate them (Table 16.6-43). Although
recurrent (especially retarded) major depressive disorder is a
distinct disorder from anxiety states, at least some forms of
depression may share a commondiathesis with anxiety disor-

TABLE 16.6-43
Unique Cross-SectionalProfiles of Clinical Anxiety and
Depression

Anxiety Depression

Hypervigilance Psychomotor retardation
Severe tension and panic Severe sadness
Perceived danger Perceived loss
Phobic avoidance Loss of interest—anhedonia
Doubt and uncertainty Hopelessness—suicidal
Insecurity Self-deprecation
Performance anxiety Lossoflibido

Early-moming awakening
WeightlossSS

Table from H § Akiskal: Toward a clinical understanding ofthe rela-
tionship of anxiety and depressive disorders, In Comorbidity of Mood
and Anxiety Disorders, JP Maser, C R Cloninger,editors, p 597, Amer-
ican Psychiatric Press, Washington, 1990, Used with permission.

ders. Before assigning patients to such a putative mixed anxiety-
depressive group (not yet an official nosological entity), the
clinician must note that anxiety that arises primarily during
depressive episodes is best considered as exiphenomenal to
depressive disorder. The same is generally true for anxiety
symptoms that occur in a person with depressive disorder who
is using alcohol or sedative-hypnotic or stimulant drugs.
Finally, anxiety symptoms could be prominent features of
mixed bipolar states as well as of complex partial seizures.

PHYSICAL DISEASE Somatic complaints are common in
depressive disorders. Some, such as vegetative disturbances,
represent the hypothalamic pathology that presumably underlies
a depressive disorder. Autonomic arousal, commonly associ-
ated with depression, could explain such symptomsas palpita-
ions, sweating, and headache. In some instances the physical
symptoms mightreflect delusional experiences.

Depression in the setting of physical disease Theclini-
cian mustbe alert, however, to the fact that somatic complaints
in depression could also refiect an underlying physical illness.
Table 16.6-44 lists the most common medical conditions that
have been associated with depression. When depressive symp-
toms occur in the setting of physical illness, it is not always
easy to determine whether they constitute a genuine depressive
disorder. Before diagnosing depression, psychiatrists must
make sure that they are not dealing with pseudodepression: (1)
functional loss due to physicalillness; (2) vegetative signs, such
as anorexia nervosa, as manifestations of such an illness; (3)
stress and demoralization secondary to the hospitalization; (4)
pain and discomfort associated with the illness; and (5) medi-

TABLE 16,6-44

Pharmacological Factors and Physical Diseases Associated
with Onset of Depression .

Pharmacological Steroidal contraceptives

Besespions a-methyldopaAnticholine-esterase insecticides
Amphetamine or cocaine withdrawal
Alcoholor sedative-hypnotic withdrawal
Cimetidine; indomethacin
Phenothiazine antipsychotics
Thallium; mercury
Cycloserine
Vincristine; vinblastine

Hypothyroidism and hyperthyroidism
Hyperparathyroidism
HypopituitarismAddison's disease
Cushing's disease
Diabetes mellitus

General paresis (tertiary syphilis)
Toxoplasmosis
Influenza; viral pneumonia
Viral hepatitis
Infectious mononucleosis
AIDS

Endocrine

Infectious

Rheumatoid arthritis
Lupus erythematosus

Nutritional Pel
Pernicious anemia

Multiple sclerosis
Parkinson's disease
Head trauma
Complex partial seizures
Sleep apneaCerebral tumors
Cerebrovascular disorder

Abdominal malignancies
Disseminated carcinomatosis

Collagen

Neurological

Neoplastic
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cation side effects. The presenceofthe following might be use-
ful in supporting a mood disorder diagnosisin the presence of
physical illness: (1) persistent anhedonia; (2) social withdrawal;
(3) observed depressed mood with frequentcrying; (4) observed
psychomotor retardation or agitation; (5) indecisiveness; (6)
convictions of failure, worthlessness, or guilt; (7) suicidal ide-
ation; (8) nonparticipation in the process of medical care.

One of the most difficult problems making the interface. of
mood disorder and physical disease is the rare development of
malignancy in patients with an established mood disorder. The
patient who had responded well to a given antidepressant during
previous episodes will now evince an unsatisfactory response
to the same medication. Even a small dose (for example, imip-
ramine [Tofranil], 25 mg) may cause such alarming symptoms
as agitation, dizziness, depersonalization, and illusions, which
might be indicative of an occult malignancy, perhaps in the
abdomen or the brain. Thus the psychiatrist should always be
vigilant about the appearance oflife-threatening physical dis-
eases in patients with preestablished depressive disorder,

Stupor Although less common today. stuporstill raises a
diagnostic problem in differentiating between a mood disorder
and somatic disease, as well as other psychiatric disorders.It is
relatively easy to distinguish depressive stupor from so-called
hysterical mutism or nonresponsiveness;in the latter, behavior
is meaningfully directed to significant others in the patient's
environment. Therubric of catatonic stuporis best reserved for
a phase of schizophrenia; in such patients the schizophrenic
origin of the catatonia might be apparent from the patient's
history. Otherwise, most acute-onsetstuporsare probably affec-
tive in origin. The main differential diagnosis here is from
organic stupor (due to drugs or acute intracranial events); the
physical and neurological examination is not always decisive
in such cases, and diagnosis depends on a high index of sus-
picion concerning possible somatic factors.

Depressive pseudodementia The geriatric equivalent of
semistupor in younger persons with depressive disorder, it is
distinguished from primary degenerative dementia by (1) its
acute onset; (2) a history of past affective episodes; (3) self-
reproach; (4) diumnality of the cognitive dysfunction (worse in
the morning); (5) the circumscribed nature of those deficits,
which, with proper coaching, can be reversed; and (6) a ten-
dency to improve withsleep deprivation.

Chronic fatigue syndrome The syndrome represents a
complex differential diagnostic problem in view of the subtle
nature of the immunological disturbances presumably associ-
ated with it. The following self-report by such a patientillus-
trates manyof the uncertainties marking the present knowledge
of the interface between the syndrome and mood disorders.

Tam a 39-year-old, never-married woman,trained as a social worker,
but currently on disability. I have experienced extreme lethargy and
fatigue for many years, I have alwaysfelt foggy headed and had trouble

thinking and concentrating. My complaint ts of fatipe, not of depres-sion, My body feels like lead and aches all over. My brain feels achy
and sore, I feel much worse in the morning and I can't get out of bed;
I feel better at night. I feel bad every day. I ache all over, as though
someone had beaten me up. Exercise has been prescribed to me, butit
makes me worse. Also, I am very sensitive to hot and cold. My sexual
drive is low. T have a general feeling of anhedonia, As far back as I
remember—injunior high school—I was always exhausted. I always
complained about fatigue, not depression, because that has been the
overwhelming problem. T feel the depression is secondary to the
fatigue. In high school I was a compulsive overeater and I was bulimic
for a few years, but it was never severe and I was only about 10 pounds
overweight. In those days I would sleep 10 or 12 hours a night on the
weekend andstill feel exhausted; I could not get up for school on
Monday. As an adolescent, I felt inferior. I couldn't make decisions, I
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didn't want to go to camp or leave home for long periods of time—I
felt so insecure. Recently I had a sleep study done, which showed a
short ree to stage REM sleep (49 minutes). I was diagnosed as
having dysthymic disorder, and began taking antidepressants, When Itook tranylcypromine (Parnate), it was the first time in my life that I
felt like 2 normal person, I could play sports, I had a sex drive, I had
energy, and J was able to think clearly, But the benefits lasted forbarely
two months, My response was equally short-lived to phenelzine (Nar-

dil), innioregiine (Ti il), seligeliné (Eldepry!), and bupropion (Well-butrin).|have not responded to serotonin-specific reuptake inhibitors
(SSRI)atall. 1 also wish to point out that I had never experienced high

eriods before [ took antidepressants. My main problemhas alwayseen one of exhaustion. When I responded to medications, they worked
very quickly (within a few days) and I felt great, but theyallstopped
working after a short time. The dose would be raised, and again I would
feel better. Eventually, when I got to high doses, I either could not

tolerate the high dose or the drug would no longer help. I have takendifferent combinations of drugs for 10 years and I haven*t been able
to feel well for more than six weeks at a time. Recently, | went to an

immunologist. He said | have an abnormality in regulating antibodyroduction and recommended gammaglobulin shots. They did not help,
en I first started working,Ialways felt tired and foggy headed, so

it was difficult to be sharp while at work. At times I would ‘Close the
door to my office and put my head down, Workinghas becomeincreas-
ingly difficult for me. I had two great jobs, which I blew. As of last

ear I had to go on disability. I am desperate forrelief, as my conditionhas drastically affected maya Disability has been hard for me, I am
single and have no otherfinancial resources. I am aay despondent, asI feel that mylife is passing by without the hope of my ever really
improving. "

Many mooddisorder experts will consider that the foregoing
clinical picture is compatible with pseudounipolar (bipolar IIT)
disorder with an endogenous dysthymic disorder base, Some
virologists and immunologists, and some psychiatrists, believe
that abnormal humors circulate in the bloodstream that bathes
the brains of such patients. Pending the positive identification
of those humors, a mixture of phlegni and black bile is as ade-
quate an explanation as any other! While awaiting more defin-
itive research on the etiology of chronicfatigue, the psychiatrist
can cautiously consider certain patients for thymoleptic trials.
That decision can be bolstered by the following considerations:
(1) fatigue is not alleviated by sleep or rest; and (2) the patient
wakes up with it; (3) fatigue is part of a more generalized psy-
chomotor inertia or lack of initiative; (4) fatigue is associated
with anhedonia, including sexual anhedonia; and (5) fatigue
coexists with anxious and pessimistic ruminations. Although
none of the foregoing alone is pathognomonic for depression,
in aggregate they point in that direction, The occurrence of
hypomaniclike periods (as in the above vignette) further sup-
ports the link between chronic fatigue and mood disorder, Lith-
ium and valproate, though not yet formally tested in such
patients, represent rational choices,

SCHIZOPHRENIA=Cross-sectionally, young bipolar patients
might seem psychotic and disorganized and thus appear schizo-
phrenic. Their thought processes are so rapid that they may
seem loose, but, unlike in schizophrenia, it will be in the setting
of expansive and elated affect. By contrast, the severely
retarded bipolar depressive person, whose affect may superfi-
cially seem flat will almost never exhibit major fragmentation
of thought. The clinician, therefore, should place greater
emphasis on the pattern of symptoms,rather than on individual
symptoms, in the differential diagnosis of mood and schizo-
phrenic psychoses. There actually are no pathognomonic dif-
ferentiating signs and symptoms. Differential diagnosis should
be based on the overall clinical picture, phenomenology, family
history, course, and associated features. Because the two groups
of disorders entail radically different pharmacological treat-
ments on a long-term basis,the differential diagnosis is of major
clinical importance. Table 16.6-45, summarizing the author’s
research in the area, lists the most commonpitfalls in the task
of diagnosis.
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TABLE 16,6-45
Misdiagnosis of Mood Disorder as Schizophrenia

Commonpitfalls:
@ Reliance on cross-sectional rather than longitudinal picture
@ Incomplete interepisodic recovery equated with schizophrenic defect
@ Equation of bizarreness with schizophrenic thought disorder
® Ascribing ofimitable and cantankerous mood to paranoid delusions
® Mistaking ofdepressive anhedonia and depersonalization forschizo-

hrenic emotional blunting
@ Flight of ideas perceived as loose associations -
® Lackoffamiliarity with the phenomenological approach in assessingaffective delusions and hallucinations
@ Heavy weight given to incidental Schneiderian symptoms 

In the past many bipolar patients, especially those with prom-
inent manic features at onset, were labeled as having acute
schizophrenia or schizoaffectiveschizophrenia. Such misdiag-
nosis, which typically‘led to long-term treatment with antipsy-
chotics, has proved very costly in view of the likelihood of
tardive dyskinesia, vocational and social decline, and even sui-
cide. Thus some patients with postpsychotic depressive disorder
of schizophrenia in the DSM-IV scheme (Table 16.6-40) rep-
resent postmanic depressions that have been treated with
antipsychotics.

Modern treatments, which tend to keep many persons with
schizophrenia out of the hospital, do not seem to prevent an
overall downhill course; by contrast, the intermorbid periods in
bipolar illness are relatively normal or even supernormal, yet
over time some social impairment may result from the accu-
mulation of divorces, financial catastrophes, and ruined careers.
(Although rapid-cycling disorders, which seem to be on therise
during the past decade, cause considerable social impairment,
mood symptoms are of such prominence that differentiation
from schizophreniais generally not difficult; also, in such cases
there is usually a more classic bipolar phase before the rapid
cycling). /

The postpsychotic depressions among persons with estab-
lished schizophrenia are sometimes due to inadequate control
of schizophrenic symptomological or pharmacological features.
In other patients, especially more intelligent young schizo-
phrenic patients, they reflect the experience of losing one’s ego
and sanity. It would be more meaningful to diagnose such
patients withboth schizophrenia and a depressive disorder, The
concept of postpsychotic depression is too vague,

SCHIZOAFFECTIVE DISORDER The diagnosis should not
be made for depressions in the setting of well-established
schizophrenia as discussed above, but the concept of schizo-
affective (or cycloid) psychosis should be restricted to recurrent
psychoses with full affective and schizophrenic symptoms
occurring nearlysimultaneously during each episode. Such a
diagnosis should not be considered in a mood psychosis where
mood-incongruent psychotic features (for example, Schneider-
ian and Bleulerian symptoms) can be explained on the basis of
one of the following: (1) affective psychosis superimposed on
mental retardation, giving rise to extremely hyperactive and
bizarre manic behavior; (2). affective psychosis complicated
by concurrent brain disease, substance abuse, or substance
withdrawal, known to give rise to numerous Schneiderian
symptoms; (3) mixed episodes of bipolar disorder, which
are notorious for signs and symptoms of psychotic dis-
organization.

In official diagnostic systems such as that of DSM-IV, the
category of schizoaffective disorder is used broadly. Thus
patients with clear-cut manic episodes will receive a schizoaf-
fective diagnosis if delusions or hallucinations occur in the
interepisodic period, in the absence of prominent affective
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symptoms. As discussed earlier, many psychotic symptomsin
mood disorders often are of an explanatory nature, albeit delu-
sional, wherebythe patienttries to make sense of the core expe-
riences of the illness. In patients with recurrent episodes, delu-
sional thinking can be carried overinto the interepisodic period.
Such patients would thus be delusional in the absence of prom-
inent mood symptoms and, technically (that is, by research
diagnostic or DSM-IV criteria), might be considered schizoaf-
fective. The author does not concur with that convention. Affec-

tive illness is typically a lifelong process, and it is artificial to
limit its features to discrete episodes, Although antipsychotics
might be prescribed on an as needed basis to reduce the strong
affective charge of those interepisodic delusions, they are not
effective in eliminating the affect-laden experiences. Continued
thymoleptic treatment (resorting to ECT, if necessary) in the
context of an empathic psychotherapeutic approach is more
rewarding in the long run.

A 29-year-old female college graduate, mother of two children and
married to a bank president, had experienced several manic and
retarded depressive episodes that had responded to lithium carbonate,
She wasreferred to the present writer, because she had developed the
delusion that she had been involved in an intemational plot. Careful
probing revealed that the delusion representedfurther elaboration, in a
rather fantastic form, of a grandiose delusion she had experienced dur-

ing her last postpartum manic episode; she believed she had played animportant role in See plot, thereby becoming a nationalhero. Nobody knew aboutit, she contended,as the affair was top secret.
She further believed that she had saved her country from the interna-
tional scheme, and suspected that she was singled out for persecution
by the perpetrators oftheplot. At one point she had even éntertained
the idea that the plotters sent specia) radio communications to intercept
and interrupt her thoughts. As is typical in such cases, she was on a
heavy dosageofalithium-antipsychotic combination, The consultation
was requested because the primary mood symptoms were under con-
trol, and yet she had not given up her iose delusion. She flippantly
remarked that one should be ‘‘crazy”’ to believe in her involvementin
an international plot, but she could not help but believe in it, Over a
period of several months, seen typically in 60 minute to 90-minute
sessions weekly, the patient had developed sufficient trust that the
author could gently challenge her beliefs.

She was, in effect, told that her self-professed role in the interna-
tional scheme was highly implausible, and that someone with her supe-
nor education and high social standingcould not entertain a belief, to
use her own words,‘‘as crazy as that.’" She eventually broke into tears,
saying that everyone in her family was so accomplished and famous
that, to keep up with them, she had to be involved in something grand;
in effect, the international scheme, she said, was her only claim to fame:
“Nobody ever gives me credit for raising two kids, and throwing par-
ties for my husband's business colleagues. My motheris a dean, my
older brother holds high political office, OF sister is a medicalresearcher with five discoveries to her credit [all true], and who am [?
Nothing. Now, do you understand why I need to be a national hero?**
As she alternated, over subsequent months, between such momentary
flashes of insight and delusional denial, antipsychotic medication was
gradually discontinued. Maintained on lithium, she now only makes

passing reference to the grand scheme, She was encouraged topursueer career goal toward a master’s degree in library science.

The vignette illustrates how phenomenological understand-
ing, rational pharmacotherapy, and practical sociotherapeutic or
vocational guidance can be fruitfully combined in the approach
to patients with psychotic mood disorders. At a more funda-
mental level it suggests that clinical diagnoses in psychiatry
cannot be entirely based on operational criteria, as what one
thinks of patient's illnesses not infrequently changes based on
how they respond to treatment. In the author’s opinion, DSM-
IV represents something good (operationalization of diagnostic
criteria) carried to a ridiculous extreme (arbitrary precision
often divorced from clinical reality).

SUGGESTED CROSS-REFERENCES

Diagnosis and psychiatry are discussed in Chapter 9, the clinical
manifestations of psychiatric disorders are covered in Chapter
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10, and the classification of mental disorders is presented in
Chapter 11. Schizophrenia is the subject of Chapter 14. The
somatic treatment of mood disorders is discussed in Section
16.7 and their psychosocial treatment in Section 16.8. Mood
disorders and suicide in children are the topic of Chapter 44,
anxiety disorders are presented in Chapter 17, and mood dis-
orders in geriatric psychiatry are discussed in Section 49.6b.
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16.7
MOODDISORDERS: SOMATIC
TREATMENT

ROBERT M. POST, M.D.

INTRODUCTION

Treatment of the mood disorders has entered into a new era of
therapeutics based on a variety of factors. There is increasing
recognition that mood disorders have a prominent genetic com-
ponent with well-documented neurobiological alterations that
have been elucidated on biochemical, neuroendocrinological,
and functional brain imaging measures. The descriptive and
diagnostic aspects of the illness have been explicated, andit is
recognized that in most cases the mood disorders are recurrent
and have the potential for severe morbidity and even moriality,
Thus, treatment requires the utmost in clinical management
skills.

As knowledgeof the classification, course, and mechanisms
underlying acute episodes and their recurrences has increased,
so also has the array of effective psychopharmacotherapeutic
modalities and related somatic treatments. Although single
drugs in one or twoclasses were available for the treatmentof
depression several decades ago, multiple therapeutic modalities
now exist, often with many agents within each class. Thus, the
treating physician should be aware of the nuances in the man-
agementof patients with acute and recurrent mooddisorders so
that treatment can be optimized from the outset and the impact
of the illness on patients, their lives, and their families can be
minimized,

There is also increasing consensus on several new treatment
principles, Early recognition and intervention in an acute epi-
sodenot only may savethe patient monthsof pain and suffering
but also may be lifesaving. More careful assessmentofthe effi-
cacy of an agent at early and regular intervals, with early revi-
sion of the treatment modality if it is not optimal, is an important
new guideline that applies not only to somatic treatments, but
also to psychotherapeutic approaches and combination psycho-
therapy-pharmacotherapy when treatment is not proceeding
optimally.

A large body of evidence supports the efficacy of long-term
prophylactic managementof recurrent mood disorders, Early
institution of long-term prophylaxis is now recognized as a crit-
ical approach for the patient with recurrent mood disorders.
Such an approach holds promise for reducing the morbidity of
the illness and for altering favorably its subsequent course and
treatmentresponsiveness. There is increasing consensus that a
patient withafirst episode of bipolar disorderis a candidate not
only for continuation therapy following the resolution of that
episode, but also for long-term prophylaxis, particularly if the
patient has a family history of bipolar illness. Correspondingly,
in major depressive disorder there is a new appreciation for the
recommendation of prophylaxis after the third episode or two
closely occurring episodes.

Thus, a variety of factors and guidelines shape the physi-
cian’s approach to the patient with an acute episode of mood
disorder. The illness should be treated with the same respect as
is given to the early diagnosis and treatment of a malignancy,
with the sameskills brought to bear in choosing targeted and,
at times, multimodal therapeutics. In a parallel fashion, early
and effective intervention may be lifesaving, whereas delayed
or inadequate treatment may be associated with considerable
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acute and long-term morbidity from both theillness andits see-
ondary consequences. The recurrent mood disorders should be
conceptualizednotas trivial, mental, or illusory phenomena that
can easily be modified by patients’ acts of will, but as serious
and potentially life-threatening medical illnesses that have
clearly defined mood, cognitive, motor, somatic, and neurobi-
ological concomitants.

Majordepressive disorder is a commonillness, occurring in
7 to 12 percentof male patients and 20 to 25 percentof female
patients during their lifetimes. Although bipolar disorder occurs
in approximately | percent of the population, that percentage
translates into 2.5 million people in the United States alone.
The bipolar disorders are disabling in the short and long term.
For example,it is estimated that the average woman with onset
of a bipolar disorder at age 25 will lose 14 years of effective
lifetime functioning as a result of the illness. In addition, up to
15 to 20 percent of patients with inadequately treated mood
disorders commit suicide. Thus, diagnosis and treatment should
be approached with the knowledge that the patient is experi-
encing a potentially recurrent, disabling medical illness.

HISTORY

Until the middle of the 20th century the available treatments
for mood disorders were largely supportive and palliative. Elec-
troconvulsive therapy (ECT) then emerged as efficacious treat-
ment for major depressive disorder. In the following decades,
the monoamine oxidase inhibitors (MAOIs) andtricyclic anti-
depressants were introduced, Today, second- and third-gener-
ation treatment modalities are available. The latter preparations
include drugs with novel structures, different mechanisms of
action, and more benign side-effect profiles than the original
agents. Those agents include the serotonin-specific reuptake
inhibitors (SSRIs) (fluoxetine [Prozac], sertraline [Zoloft],
paroxetine [Paxil], fluvoxamine [Luvox]), the mixed serotoner-
gic-noradrenergic drug venlafaxine (Effexor), and the dopa-
minergic-noradrenergic agent bupropion (Wellbutrin), The
emergence of a new range of acute antidepressant psychophar-
macological agents raises important treatmentissues for the cli-
nician, particularly when those agents must be chosen on the
basis of an inadequate literature on potential clinical and bio-
logical markers of responsiveness to a given drug in a given
person. There is general consensus in the field that, with the
possible exception of ECT, no antidepressant modality is more
effective or more rapid in onset than another. Thus, agents may
be chosen based on their side-effect profile, acceptability in
long-term prophylaxis, and clinical lore regarding possible syn-
dromal selectivity of response.

A similar revolution has occurred in the treatmentof bipolar
disorder. In the first half of the 20th century no adequate treat-
mentfor bipolar disorder was available, whereas in the second
half lithium (Eskalith) emerged as a wonder drug for the acute
and prophylactic managementofthe disorder, It is noteworthy,
however, that there were markedoscillations in the assessrnent
of the efficacy and utility of lithium, and it wasinitially aban-
doned as unsafe (until adequate monitoring of blood levels was
devised so as to eliminate cardiovascular and central nervous
system [CNS] toxic effects), After many decades of use, the
limitationsoflithium are better recognized. As many as 50 per-
cent of patients do not show adequate responseto lithium even
when conservative criteria for clinical response, such as one
episodeof illness during a two-year follow-up, are employed.
Fortunately, as the limitations of lithium were increasingly rec-
ognized, a variety of other treatment modalities became avail-
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able, particularly the anticonvulsants carbamazepine (Tegretol)
and valproate (Depakene, Depakote). However, as is the case
of matching treatment to patient in the depressive disorders,
there is even less evidencein the bipolar disorders for clinical
andbiological predictors of acute and long-term responsiveness
fo the mood-stabilizing agents.

In treating patients with bipolar disordersthe clinician often
has to resort to educated guesses and to systematic, sequential
clinical trials to delineate optimal responsivity. Even with the
availability of new treatment modalities, episodes ofillness can
emerge through otherwise partially successful pharmacopro-
phylaxis, necessitating adjunctive measures. The role of com-
bination therapies is well recognized in many branches of med-
icine: for example,it is central to the treatment of congestive
heart failure, tuberculosis, and most malignancies. By compar-
ison, research on combination therapies in the mood disorders
has lagged behind clinical practice, and clinicians are oftenleft
to their own devices without the aid of controlled studies as a

guide for determining the optimal algorithm in cases refractory
to standard treatments,

This section reviews the knowledge base gleaned from both
systematic controlled clinical trials and anecdotal observations,
and delineates novel treatment interventions that may be
employed when patients fail to respond to first-, second-, and
third-line treatment options. Although manyofthe specific rec-
ommendations may change in the years to comeasthe results
of new, more systematic research are reported, the principles
enunciated here should provide useful guidelines for physicians
formulating optimal treatment options for acute and long-term
prophylaxis for patients with mood disorders,

INITIAL DIAGNOSTIC AND THERAPEUTIC
APPROACHES

IMPEDIMENTS TO ACUTE AND LONG-TERM TREAT-
MENT Although the mood disorders are treatable, several ill-
ness-related variables complicate access to treatment and the
ability of the patient to follow through. It is estimated that as
many as 25 percent of patients with major depressive disorder
do not receive treatment. Depressed patients often do not rec-
ognize their constellation of symptoms as a medical illness, and
the symptoms of depression, such as motor retardation, apathy,
inertia, and hopelessness, may precludethe patient's becoming
involved in treatment. Thus, the patient’s family, acquaintances,
and medical physician may have to play active roles in encour-
aging the patientto initiate treatment.

Treatment must be conducted against the backdrop of the
patient's distorted depressive cognitions, sense of hopelessness,
and view of the untreatability of the illness. Patients should be
informed that such beliefs and feelings are symptoms ofthe
illness and that a positive responseto treatmentis likely, based
on the literature and the physician’s own experience with the
illness. However, the physician’s empirically based hope for
recovery should be conveyed to the patient without the promise
of immediate results, The physician should also explain that
lags in onset of treatment efficacy are expected so that the
patient does not misinterpret such delays as confirmation that
the illness is untreatable. Finally, the risk for suicide during each
phase of a depressive illness must be continually reassessed.

Similar impediments to the effective treatment of manic
patients exist. For example, in the early stages of hypomania
the sense of well-being and increased productivity may lead the
patient to ignore more severe consequences of the illness,
including irritability, intrusiveness, insomnia, poor judgment,

Alkermes, Ex. 1060



138 of 173 Alkermes, Ex. 1060

1154 MOOD DISORDERS / CHAPTER 16

engagementin high-risk behaviors without appropriate appre-
ciation of the consequences, and other activities and behaviors
that may be detrimental to the patient’s social structure, mar-
riage, and employment. Early recognition of those symptoms
as part of the illness may be crucial to instituting appropriate
treatment and to preventing full-blown manic episodes in
patients with bipolar 1 disorder.

There are importantroles for the family in both the diagnostic
evaluation and the ongoing treatmentof a patient with a bipolar
disorder. Family participation may be needed to assist the
patient in confronting the denial of illness and the thought dis-
order that are associated with hypomania and mania and that
can be just as great impediments to adequate treatment as are
the apathy and hopelessness of depression. Therefore, thera-
peutic activism, engagement of the family, and early and
aggressive treatment of mood disorders are important, The
patient and family should receive immediate and regular infor-
mation about the medical aspects ofthe illness, its course, and
its response to treatment. The long-term goals of education are
to increase compliance and destigmatize the illness. Compli-
ance and destigmatization may becomefocalissues later in ther-
apy when the physician considers recommendations for long-
term prophylaxis; at that time society’s negative attitudes
toward taking psychotropic medications may have to be
addressed, The conceptualization of mood disorders as medical
illnesses that deserve the same attention and respect as other
medical disorders may be important to the patient and family
in choosing and committing to a long-term treatmentoption.

Thus, a variety of societal, attitudinal, and illness-related
variables may interfere with appropriate help-seeking and main-
tenance behavior in the various phases of treatment of mood
disorders. During each of the successive phases—acute care,
continuation treatment, and long-term prophylaxis—the patient
and family should be assisted in their evaluation of the medical
data and the potential impact of the disorder on the patient. The
variables affecting treatment should be addressed sequentially
as they arise in each phase oftheillness rather than in aggregate
at the start of treatment. For example, the importance of con-
tinuation therapy, which should have a duration of four to nine
months following the resolution of acute symptoms, should be
discussed once the patient has begun to respond to treatment,
rather than being raised with the acutely depressed patient, who
may feel hopeless about ever achieving a therapeutic outcome.

Similarly, education on the importance of long-term treat-
ment, with appropriate provision ofdata to the patient and fam-
ily, may be critical for achieving an optima! outcome. Patients
taking medications long term for any reason may decide to test
the need for therapy by discontinuing the medication. As an
example, even with an illness such as juvenile diabetes, in
which it is unequivocally demonstrated that the patient cannot
survive Without adequate insulin treatment, many adolescents
nevertheless feel compelled to test the long-term need for insu-
lin and consequently experience periods of marked hypergly-
cemia that often lead to hospitalization. In parallel fashion,it
should be anticipated that patients with bipolar mood disorders
are likely to be temptedto discontinue their recommended treat~
ment, all the more so because data on the potential lethality of
the regimen or its morbid consequences may beless well delin-
eated. Consequently, the treating clinician has the educational
responsibility of providing patients and families with informa-
tion on the high likelihood of a recurrence in a relatively short
time in patients with several prior episodes and with informa-
tion on the ability of a variety of antidepressant agents and
bimodal mood-stabilizing agents to prevent recurrences of
major depressive disorder and bipolar disorder, respectively.
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After several prior episodes of major depressive disorder, the
likelihood of a new episode after successful, acute antidepres-
santtreatment and placebo substitution is approximately 50 per-
cent in thefirst year and increases with time. Maintenance treat
ment can reduce that rate by more than half. Although often a
helpful adjunct, long-term psychotherapy cannot substitute for
pharmacotherapy in the prophylaxis of either major depressive
disorder or bipolar disorder.

In bipolar disorder the high likelihood of relapse (80 to 90
percent) following lithium discontinuation is widely recog-
nized.In addition,althoughit had previously been assumedthat
if a well-treated patient experienced a relapse following drug
discontinuation, the patient would readily respond again once
treatment was reinstituted, several reports oflithium discontin-
uation-induced refractoriness have been noted. After long peri-
ods of successful lithium treatment, the patients discontinued
the drug, experienced a relapse, and did not re-respond once
treatment was restarted at similar or higher doses, Otherpatients
may not respond as rapidly as they did to the first treatment
sequence. Several studies suggestthat lithium maybe less effec-
tive in patients who experienced more than three or four epi-
sodes prior to lithium initiation than in those in whom lithium
is initiated earlier in the illness sequence. Thus, in recommend-
ing long-term preventive therapy, the physician should consider
not only the potential morbidity and mortality of an episode
recurrence, but also the possibility that new episodes could
affect the subsequentcourse oftheillness and its pharmacolog-
ical responsivity.

PSYCHIATRIC HISTORY A thorough history and medical
examination is paramount. Because several medical conditions
may mimic both manic and depressive syndromes,the diagnosis
should be approached from the perspective that a medical cause
may existfor the illness until proved otherwise. Throughoutthe
history taking and physical examination, attention should be
paid to obvious and subtle hallmarks of associated pathology.
The physician should be alert to the signs and symptomsindic-
ative of CNS neuropathology, underlying endocrinopathy, and
associated medical illness. Although aggressive in exploring
those themes with the patient and family, the physician should
directly state that the patient's somatic and vegetative symp-
toms are most likely indicative of a typical depressive process.

Thus, even the earliest parts of the history taking can be used
not only for diagnostic purposes but also to begin educating the
patient about the types of symptomsthat are characteristic of
mood disorders, the likely course of remission of episodes, and
the likely response to somatic and pharmacological interven-
tions. Simultaneously, the physician shouldbe isolating the tar-
get symptomsfor future assessmentof the efficacy of psycho-
logical and pharmacological interventions and constructing a
framework for longitudinal monitoring of the patient. The same
symptomsare likely to appear in future recurrences and thus
may provide an early warning system to aid in early detection
and the aggressive institution of treatment. The medical history
and examination should also look for evidence of glaucoma(a
relative contraindication to anticholinergic antidepressants) and
cardiac, renal, and thyroid abnormalities that may preclude cer-
tain treatments.

A detailed family history of medical and psychiatric illness
is crucial to the initial diagnostic assessment of the patient. It
is recommended that a formal family tree be graphically con-
structed and information recorded on the potential diagnosis,
course of illness, and response to therapy of each first-degree
relative, as that information may provide a guide to current
treatmentof the patient. Patients with a positive family history
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of bipolar disorder should be more strongly considered for pro-
phylaxis after the first manic episode than those without such a
family history. Similarly, patients with a family history ofmajor
depressive disorder should be strongly considered for prophy-
laxis after two depressive episodes. Some data suggestthatclin-
ical response to a given agent may generalize across family
members or generations; in the absence of otherclinical pre-
dictors, that may provide a reasonable initial treatment
guideline. P

Graphing the courseofillness The author suggests devel-
oping a graphical representationof the patient’s prior depressive
and manic episodes (Figures 16.7-1 through 16,7-4). A formal
graphical representation of the patient's longitudinal course of
illness is useful for several reasons: (1) It provides a clear-cut
picture of the earlier course ofillness (which appears to be the
best predictor of the future pattern of episodes). (2) It clarifies
medication responsiveness (by indicating the efficacy of pre-
vious treatments, if any) and helps in the medicalization of the
history taking and management process (with regard to current
and future prescriptions). (3) It encourages the patient to col-
laborate and thus may enhance the doctor-patient relationship
by bringing the patient into the process as an active rather than
passive participant. (4) If a number of past recurrences are
uncovered in the history, that information may help in deter-
mining the subsequent long-term approachto the illness and in
identifying the patient's willingness to comply with prescribed
regimens. (5) Graphing the course of illness often uncovers
important psychosocial events and possible precipitants of the
illness; unique characteristics of the illness, such as seasonal
variation and relation to anniversaries; and other patterns that
cannot be discovered easily without systematic and graphical
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representation of the prior course, Elucidation of periods of
increased vulnerability to illness provides a template for future
intensification of observation and augmentation of therapeutic
modalities as appropriate.

Withalittle practice the course of an illness can be graphed
easily. It is suggested that graphing be done as partofthe initial
intake session and be the primary modeofhistory taking,rather
than a verbal accountthat is later converted to graphical form.
A graphical rather than verbal representation immediately and
systematically focuses the patient and physician on the longi-
tudinal course of theillness and its variation over time. The

graphical approach and its associated temporal landmarks can
also facilitate recall of important events, dates, and episodes
that would otherwise be obscured or forgotten.

Levels of severity Physicians can devise their own waysof plot-
ting the Jongitudinal course ofillness or can adopt a system like
the one the author and his colleagues have used successfully
over the past decade. That consists of graphing three levels—
mild, moderate, and severe—of mania or depression, based on
the degrees of associated functional incapacity, and can easily
be assessed retrospectively (Figures 16.7-1 and 16.7-2).

MILDLEVEL ‘The mild level is one in whichthe patientor fam-
ily notes a distinct change from the patient’s usual behavior
without a notable impairmentin the patient’s functionalstatus.
This state is readily discerned by depressed patients and may
represent the baseline of double depression from which more
severe episodes erupt. Hypomanicpatients, however, may deny
a mild state, and the physician may have to obtain additional
information from family members and relatives, (That obser-
vation underscores the utility of an initial nonanalytic approach
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to the patient’s illness and its diagnosis and the value of family
participation and support from the outset.) Information from the
family may be of value in both gaining historical information
and in managing the potential suicidality of depression and the
denial of the adverse consequences of hypomania and mania.
Hypomanic signs and symptoms such as distinct periods of
increased energy, productivity, creativity, and decreased need
for sleep should be asked about in a nonpejorative fashion.
Those milder periods may also be easier to explore once the
more severe phases ofa patient’s illness have been detected and
the characteristic components of the early presentation agreed
on.

MODERATE LEVEL Moderate levels of depression and mania
can be graphed at the next levelto representillness with distinct
functional impairment. Patients have difficulties continuing
their social or employment responsibilities, showing absences
from work or performance deficits on routine social tasks.

SEVERE LEVEL The third or severe level of impairment is
graphed when patients are functionally incapacitated and are
unable to perform consistently in their usual roles (thatis, they
are no longer able to go to work or to perform socially). Hos-
pitalization can be indicated by shading in the severe manic or
depressive episode. When an episode has occurred in the past
butits precise timing is not available, it can be indicated on the
life chart with dotted lines.

Earlier psychopharmacological interventions Superimposed on
this template of mood fluctuations can be the history of prior
psychopharmacological interventions, which is plotted above
the mood disorder episodes,as illustrated in Figure 16.7-1 (life
chart schema) and in Figures 16,7-2 and 16.7-3 (case exam-
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ples). When plotted in this fashion, the efficacy of earlier treat-
mentsis often reclassified. A treatment previously deemedinef-
fective may, on careful reexamination, be shown to bepartially
effective (that is, a decreased frequency or severity of prior
episodes compared with the pretreatment baseline may emerge).
If that is the case, the reassessment may suggest supplementing
this partially effective treatment rather than abandoningit. Pre-
vious psychotherapeutic interventions should also be included
so that their impact on the illness and patient satisfaction can
be assessed. Important psychosocial events (for example, anni-
versaries, suicide attempts) and other notes about drug side
effects, dosages, reasons for discontinuation of medications,
and the like can be noted below the mood graph (Figure
16.7-1).

Descriptive symptoms The anamnestic account of symptom-
atology provides a basis for following clinical improvement
during an acute episode and possible subsequentepisodes. The
clinician should develop a sense for the major symptomsthat
are the best descriptors of a patient’s episodes. In some patients
impaired sleep with early moming awakening may be the major
symptom;in others it may be inability to concentrate, decreased
energy or increased agitation, isolation, anxiety, a change in
appetite, or weight gain. The sequential ebbing of symptoms
during a treated episode may be a clue to the duration of main-
tenance treatment required and to the earliest symptomsthat
may recur during a subsequent episode. Should the more dif-
ficult or residual symptoms emerge during prophylaxis, or
should they recur or become more profound as medication is
tapered, they can be used as indicators for renewed, more
aggressive managementofa potential episode.

Similarly, clinicians should decide on and makea contract
with their patients in advance about specific symptomsthat may

I
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be forerunners to a manic episode and require monitoring and
intervention. Early signs of the emergence ofa patient’s typical
symptoms, such as increased energy, religiosity, and decreased
sleep, which may be welcomed by the patient, may nonetheless
be precursors to more adverse symptoms. Attention to early
symptoms while the patient's insight is preserved and denial]is
manageable may spare patients more severe and prolonged epi-
sodes. A specific contract, such as ‘Call if you have two suc-
cessive nights with less than five hours of sleep,”’ is often more
helpful than a general admonition or the ambiguous instruction
to ‘‘call if you are feeling really good.”’

Prospective charting For patients with recurrent major depres-
sive disorder, and definitely for patients with multiple episodes
of bipolar disorder, the author suggests that some elements of
the life chart process be continued prospectively. That can be
done quite easily in a number of ways. As an example, the
patient can be asked to keep a nightly calendar and record a
numberfrom 0 to 100, with O representing most depressedever,
50 representing normal or usualself, and 100 representing most
activated or manic ever. Thepatient's record can later be con-
verted to life chart episodes based on functional incapacity fol-
lowing discussion with the clinician.

By nightly recording on a simple scale, patients can system-
atically track their mood fluctuations in a mannerthat is unob-
trusive and takes only seconds to complete. In an analogy to
the urine glucose self-assessments of diabetic patients, system-
atic mood ratings by mood-disordered patients may provide an
important measure of how well the illness is responding to a
given treatment modality or of dose-side effect titration. It is
worth reemphasizing thal the morbidity and mortality of the
mood disorders can be no less severe than those of many med-
ical illnesses in which a great deal more attention is paid to the
longitudinal and systematic monitoring of fluctuations in symp-
toms, biochemistry, and underlying pathology. Patients should
be encouraged to help in the life chart process,if they are ame-
nable to it, and should receive copies of the ongoing or com-
pleted chart, as it may be helpful in any future transfer of med-
ical care, orientation of hospital staff, or consultation should
they move or experience future episodes requiring review of
treatment.

Subjective and objective differences Asking patients to make a
calendar andrate their moods with a specific number from 0 to
100 has an additional, secondary benefit: It addresses the pos-
sibility of becoming attuned to the major subjective or objective
differences in the assessment of a patient’s illness. Many
patients with major depressive disorder can detect mood
changes and side effects before the therapist observes them.
Conversely, many patients with bipolar disorder show remark-
able objective improvement in major symptom areas, including
sleep, appetite, energy, spontaneity, and sociability, without any
subjective sense of clinical improvement attending those
changes. If patients do not recognize that their depression is
improving, it may lead to further therapeutic pessimism and
may increase the possibility of suicide as the patient may have
more energy to carry out such a plan while still convinced that
improvementis not imminent. Moreover,return to previous lev-
els of social and occupational functioning may lag even further
behind the patient's objective and subjective appreciation of
symptomatic improvement, and the patient should be ade-
quately supported and encouraged during that time.

Time frame of education Although a hopeful perspective
on the treatability of a patient's episode should be maintained,
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the patient should also be told that more than one drug may
have to be tried before the best treatment regimen is found. The
evaluation of a treatment response often requires three to six
weeks, and a given agent's lack of efficacy should be regarded
as additional information about the patient's illness rather than
as an indication that the illness is not responsive. At the start
of treatment the availability of different effective treatments,
with many drugs in each class, should be brought to the
patient's attention. That puts possible treatment sequences in
their proper perspective and emphasizes to the patient that a
lack of responseto or intolerance of a drug does not portend a
negative therapeutic outcome.

Those points should be reemphasized throughout the entire
therapeutic process, particularly in light of the different tem-
poral perspectives of the therapist and the patient. The therapist
is aware not only of the many treatment alternatives butalso of
the extended treatment course that may be necessary to achieve
optimal efficacy. From the patient’s perspective the current
mood-disordered state may be overwhelming in its immediacy
and desperation, Particularly for the depressed patient, pain and
hopelessness can override the realities of the situation and
increase the risk of suicide before a positive treatment outcome
is established,

Reassurance without promising an immediate therapeutic
effect is therefore an important part of treating a depressed
patient, A similar but inverse process may be required for the
manic patient, who also may see only the immediate time frame
and not the longer-term perspective. The therapist should
encourage and help supply the ego for the longer-term view in
both cases. Thus, supportive, interpersonal, cognitive, and
behavioral approaches to the psychopharmacotherapy of the
mood disorder may be essential. The patient should be coun-
seled not to make important long-term decisions on the basis
of a distorted view of himself or herself during an acute manic
or depressive episode,

Stressing the time frame of possible improvement and the
need to evaluate a given treatment over a matter of weeks to
months may not only aid in maintaining patients’ and families’
morale but mayalso be helpful in obtaining adequate informed
consent and avoiding malpractice litigation. In regard to the
latter, it is importantto indicate the possible side effects of each
drug treatment so that they are seen as expected and not wor-
risome or, conversely, can be recognizedas outof the ordinary
and something that merits a call to the physician.

Hospitalization The decision to hospitalize severely
depressed or manic patients dependsona variety ofclinical and
pharmacological issues. Hospitalization is often indicated for
the acutely suicidal patient, but it may also be considered for a
patient with associated medical problems or one who needs
close management and monitoring of complicated or novelpsy-
chopharmacological regimens, For the knowledgeable. patient
with a supportive family, it may be possible to institute psy-
chopharmacological approaches on an outpatient basis, partic-
ularly if there is close coordination between patient and phy-
sician regarding dosage, titration, side effects, and the like.
Despite societal criticisms of ECT, that modality should be
given higher than usual priority when the physician is faced
with an extremely suicidal patient, one with associated medical
illnesses, one whose profile of side effects from routine psy-
chopharmacological agents precludes use of those agents, or
one in whom other medical and psychological situations pose
a therapeutic emergency necessitating the most rapid treatment
response available,

Forthe patient with recurrent, severe episodes of mania, who

nil
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may refuse voluntary hospitalization at the height of an episode,
obtaining informed consent in advance during a well interval
for a future hospitalization may avoid many practical and med-
icolegal difficulties should another manic episode occur that
requires hospitalization.

PSYCHOTHERAPY AND PHARMACOTHERAPY

Depressionis a serious, potentially life-threatening medical ill-
ness, and patients and their families deserve much support. The
author emphasizes the importance of combining psychosocial
and pharmacological approaches in a majority of patients, not
only because of evidence of the efficacy of both treatment
modalities, but also because of the potential for mutual inter-
action and support of the patients and their social system in the
context of ongoing pharmacotherapy.

Although psychotherapy may not be considered an appropri-
ate primary treatment modality for severe depression, it may
behoove the clinician to use combined treatment, for several
reasons. Not only does initial evidence suggest that the two
types of therapy maytarget different symptoms, but the thera-
peutic process may provide support for the patient before the
psychophannacological interventionsare effective, especially if
several agents must be tried before a successful one is found.
Psychosocial issues and stresses not only may play important
etiological roles in the onset and amelioration of some types
of depression, they mayalso indicate the need for more aggres-
sive pharmacological management during a period of high
vulnerability.

Frequent meetings with the patient may also help in assessing
the progress of pharmacotherapy, titrating the dose against
blood levels andside effects, and facilitating compliance in the
face of pessimism. Finally, if a depressed patient experiences
severe pain and suffering, frequent meetings may encourage the
physician to apply maximum clinical and therapeutic leverage
and to revise regimens as appropriate within the shortest time
frame (generally two to four weeks) if improvementis not forth-
coming in optimal fashion. Combined treatment may also be
helpful in instances of only partial response to extensive phar-
macotherapy,if an episode is very protracted,orif there is poor
interepisode recovery of function, associated personality dis-
order, or the presence of acute psychosocial stressors,

THEORETICAL ASSUMPTIONS AND RATIONALE:
NEUROTRANSMITTER THEORIES Because most of the

effective treatments for mood disorders were discovered by ser-
endipity or empiricism, the effectiveness of somatic treatments
has propelled theoretical formulations rather than vice versa,
Neurotransmitter theories of the basis of depression and the
transmitters involved have included serotonergic (5-hydroxy-
tryptamine [5-HT]), noradrenergic (NE), cholinergic (ACh),
dopaminergic (DA), and y-aminobutyric acid (GABA)-ergic
theories, each based on presumed mechanisms of effective
pharmacotherapeutic interventions. For example, the findings
that several drugs (which acutely potentiated catecholamines
and indoleamines) were antidepressants and that reserpine (Ser-
pasil) (which depleted these neurotransmitters) could exacer-
bate depression and treat mania led to the amine hypotheses of
deficiencies in depression and excesses in mania,

Insofar as relatively selective manipulations of each of sey-
eral different neurotransmitter systems (5-HT, NE, DA) appear
to be associated with antidepressant effects (Table 16,7-1), a
critical psychopharmacological questionis raised as to whether
a patient may respond to one type of treatment targeting one
neurotransmitter system but not to another that targets an alter-
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native system. Because definitive studies that would answerthal
question are lacking, the sequential use of drugs that act differ-
ently within or among classes of agents may be appropriate (for
example, changing from a relatively more serotonergic drug to
a relatively more noradrenergic tricyclic reuptake blocker or
from a tricyclic to an MAOTto lithium). Because relatively few
validated clinical or biological markers of responsivity to given
treatment agents exist, the clinician must move through various
treatments or adjuncts for a patient with a refractory condition
until an effective one is found, with the process largely being
trial and error. In mania, a similar strategy of using agents with
different mechanisms of action may also be warranted.

TREATMENTOF DEPRESSIVE DISORDERS

ACUTE AND CONTINUATION THERAPY FOR MAJOR

DEPRESSIVE DISORDER Thedrugsofchoice may vary for
an agitated, retarded, or psychotic depression. Becauseclinical
trials of many weeks’ duration are needed to evaluate the clin-
ical efficacy of any individual drug, before switching treatment
modalities the physician might attempt to potentiate a specific
drug treatment once adequate blood levels have been reached.
Thus, thyroid or lithium potentiation warrants earlier emphasis
in the treatment sequence than do multiple trials with single
alternative agents (Figure 16.7-5).

Once a detailed history from the patient and, perhaps,a friend
or relative has revealed no prior personal or family history of
mania, the acute and prophylactic treatment of a patient with
major depressive disorder proceeds very differently from that
for a patient with bipolar disorder. The acute approaches form
a backdrop to continuation treatment and longer-term prophy-
laxis of either recurrent major depressive disorder or bipolar
disorder. When an antidepressant treatment modality is found
to help alleviate an acute episode of major depressive disorder,
treatment should be continued for six to nine months—a period
during which yulnerability to relapse is high. The presence of
residual symptoms (such as minor sleep disturbance, anergy,
lack of concentration, or minor early morning awakening) sug-
gests continued and more aggressive treatment with higher
doses or potentiation. Minor increases in depression after a
gradual reduction in dosage may also suggest the need for con-
tinuing the therapy. (Tapering of cyclic and MAOTantidepres-
sants may also help in avoiding minor drug withdrawal symp-
toms, which include sleeplessness, nausea, vomiting, and iri-
tability, as well as rapid eye movement [REM] rebound with
the MAOIs.)

Although more research is needed on biological predictors of
treatment response, initial data suggest that the failure to nor-
malize on the dexamethasone suppression test may be associ-
ated with a higher risk of relapse, Thus, a positive test may
point to continuing antidepressant treatment even though the
patientis clinically asymptomatic. Some evidence indicatesthat
the sleep electroencephalogram (EEG) may remain abnormal
for a long time after remission, although that test does not
appear to be a practical marker for continuation therapy. The
course of an episode may best be predicted from scrutiny of
past episodes. Therefore, if the history reveals earlier, pro-
tracted episodes with some evidence of relapse before medi-
cation was stopped, the treatment of the current episode should
be extended.

Serotonin-specific reuptake inhibitors Fluoxetine, sertra-
line, and paroxetine are available in the United States for the
treatment of acute and recurrent depressions, and fluvoxamine
is likely to be approved soon. Fluoxetine is one of the leading
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FIGURE 16.7-5 Maximizing and potentiating antidepressant treatment.

antidepressants sold in the United States, not so much because
of its unique profile of therapeutic efficacy, but because ofits
relatively benign side-effect profile (Table 16.7-1), In contrast
to manyof thefirst-generation tricyclic antidepressants, which
affect multiple receptor systems (a, a,, ACh, histamine, and
the like), fluoxetine use is not associated with weight gain,
orthostatic hypotension, anticholinergic side effects, and high
lethality when taken in an overdose, Its side effects are more
likely to include increased agitation with insomnia, an internal
sense of being driven, headache, tremor, gastrointestinal (GI)
upset, and sexual dysfunction. To avoid a potentially lethal
serotonergic syndrome, it is mandatory to wait six weeksafter
fluoxetine discontinuation before initiating MAOT treatment.
The wait is necessary because of the long-acting metabolite of
fluoxetine, norfluoxetine, which has an elimination half-life of
five to seven days.

Sertraline has a shorter half-life than fluoxetine and doesnot
have a long-lasting metabolite. Despite those differences, ser-
traline shares most of the side effects seen with fluoxetine,

including GI distress and sexual dysfunction. In contrast to
fluoxetine, sertraline exhibits first-order kinetics (thatis, it does
not inhibit its own metabolism), Further, some patients intol-
erant of fluoxetine may respondto andtolerate sertraline. It docs
notincrease the blood levels of other drugs. The mostprominent
side effects are GI effects (nausea, diarrhea, dyspepsia) and sex-
ual effects (anorgasmia).

Serotonin nonselective reuptake inhibitors Venlafaxine
is a mixed serotonin, norepinephrine, and, to a lesser extent,
dopamine reuptake inhibitor with a novel phenylethylamine
structure. Unlike the specific SSRIs fluoxetine, sertraline, and
paroxetine, venlafaxine provides substantial inhibition of nor-
epinephrine reuptake. Like other antidepressants, venlafaxine
decreases locus coeruleusfiring. A single dose in rats produces
down-regulation of §-adrenergic receptors, suggesting the pos-
sibility of more rapid onset of action than with existing agents,
althoughclinical data are inconclusive. Unlike manyolder anti-
depressants, venlafaxine lacks significant binding to adrenergic,
serotonergic, dopaminergic, histaminergic, and cholinergic
receptors. That may explain why venlafaxine therapy is less
likely to yield the orthostasis, sedation, weight gain, tachycar-
dia, dry mouth, and constipation seen during therapy with older-
generation antidepressants.

The mixed serotonergic, noradrenergic, and dopaminergic
action of venlafaxine makes it a potentially useful agent in the
treatment of patients with depression who are refractory to
agents that affect only one of those monoamine systems. A 40
percent response rate to venlafaxine has been reported in
patients who have failed adequate tials of other treatments,
including MAOTs and ECT. MAOIs(which also affectall three
monoamine systems) have been found effective in treating
refractory depression, butside effects, dietary restrictions, and
drug interactions have limited their utility,
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Venlafaxine has a plasmaelimination half-life of aboutfive
hours, requiring administration two or three times a day. Its
principal metabolite, O-desmethylvenlafaxine,is active and has
a half-life of about 11 hours. Venlafaxine is metabolized by and
is a weak inhibitor of the cytochrome P-450 2D6 isoenzyme,
so that pharmacokinetic interactions with other drugs (including
some antidepressants) metabolized by that system may occur.
Knowledge of the pharmacokinetic interactions of venlafaxine
with other psychotropic agents is preliminary.

Venlafaxine is generally well tolerated, with a side-effect
profile similar to that of the SSRIs. The most frequent side
effects include nausea, weight loss, sweating, sedation, dry
mouth, and sexual dysfunction. Except for nausea,side effects
appear to be dose-related, and most attenuate over time or with
a decrease in dosage. Infrequently, they require discontinuation
of the medication. Increases in supine diastolic blood pressure
have been reported with venlafaxine. Such increases are gen-
erally mild, but are more common with higher doses (mean
increase of about 7 mm Hg at 375 mg a day). About 3 percent
of patients develop a rash that requires discontinuation of the
drug. Approximately 0.25 percent of patients develop seizures,
an incidence similar to that seen with other antidepressants. In
addition, about 1 in 200 patients experience hypomania or
mania while taking venlafaxine.

The recommended dosagetitration in the clinica] treatment
of depression includesstarting with 25 mg three times a day
(75 mg a day) and increasing by 75 mg a day at four-day inter-
vals until the dosage reaches 125 mgthree times a day (375 mg

a day), if necessary.
Heterocyclics The antidepressantproperties of bupropion do
not involve potent effects on brain 5-HT. Bupropion does
increase levels of dopamine in the nucleus accumbens andstri-
atum. Preliminary reports in patients with bipolar disorders sug-
gest that it may have prophylactic effects without increasing the
tisk of mania in those patients. A positive effect on motorretar-
dation has been reported. Bupropion has few anticholinergic
side effects, and its administration is not associated with weight
gain. Therisk of seizures is increased at doses above 450 mg,
the dose should be divided and generally should not exceed 150
mg at a given time.

Despite sporadic claims to the contrary, there is little con-
vincing evidence that one particular antidepressant works more
rapidly than another. That statement remainstrue for the newer
second- and third-generation heterocyclic (tetracyclic and bicy-
clic) antidepressants. Although further research may uncover
some exceptions to therule, clinicians should be familiar with
several different antidepressants in the heterocyclic class and
their dose-response and dose-side effects characteristics. The
clinical responseprofiles and side effects of heterocyclic and
other antidepressants are summarized in Table 16,7-1. Given
the relatively uniform incidence and time of onset of efficacy,
the side-effect profile may be the deciding factor in the choice
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of antidepressants for both acute treatment and long-term pro-
phylaxis. A benign side-effect profile not only may help the
patient achieve adequate therapeutic levels in the relative
absenceofside effects, it may also facilitate optimal compliance
during the more difficult phases of continuation therapy and
long-term prophylactic therapy.

Thus, for the first antidepressant, a second- or third-genera-
tion antidepressant compound with a relatively benign side-
effect profile or a secondary amine tricyclic antidepressant
might beselected over the better studied but less well-tolerated
primary amine compounds. One possible exception to that gen-
eral recommendation is the use of clomipramine (Anafranil) in
the patient with comorbid obsessive-compulsive disorder, as
clomipromine, unlike desipramine (Norpramin),is highly effec-
tive in the treatment of obsessive-compulsivedisorder.

Monoamine oxidase inhibitors MAOIs may be started
shortly after the termination of tricyclic antidepressant therapy,
but the converse is not recommended, as MAOinhibition can

persist for two weeks or more after cessation of treatment.
Treatment with an MAOT shouldnotbe started unti] five weeks

after terminationof fluoxetine therapy because ofthe possibility
of a lethal serotonergic syndrome. The lag in onset ofrelief
with the MAOIsis similar to that of the heterocyclics. Conse-
quently, three to six weeks may be required to assess the treat-
ment’s effectiveness, Doses in the higher range (phenelzine
(Nardil], 60 to 90 mg; tranyleypromine [Parnate], 30 to 60 mg)
should be given to achieve adequate MAO inhibition in the
absence of clinical response and side effects at lower doses.
Antidepressant effects may be more closely associated with
inhibition of MAO type A (MAO,)(clorgylinelike), primarily
affecting NE (and 5-HT). Thus, high doses of MAO type B
(MAO,)-selective agents such as L-deprenyl(30 to 60 mg), may
be required to achieve antidepressant effects. Phenelzine and
tranylcypromine are A,B nonselective. The potentiation ofanti-
depressant efficacy during MAOI therapy has also been
reported for both L-triiodothyronine (T,, liothyronine) (Cyto-
mel) and lithium carbonate.

Side effects Conventional wisdom suggests using initial
minor selection criteria to choose one agent over the next. For
example, amongthetricyclics the clinician might consider pro-
triptyline (Vivactil) or desipramine for a patient with retarded
depression and a more sedating drug, such as amitriptyline
(Elavil) or doxepin (Adapin, Sinequan), for a patient with agi-
tated depression. In general, the tertiary amine antidepressants,
such as amitriptyline, imipramine, trimipramine (Surmontil),
and doxepin, tend to be more sedating than the secondary
amines desipramine, nortriptyline (Pamelor), and protriptyline
(Vivactil).

The SSRIs fluoxetine, sertraline, and paroxetine, and bupro-
pion, venlafaxine, desipramine, and possibly trazodone (Desy-
rel) may be considered for the overweight depressed patient or
one with a history of weight gain during previous tricyclic
administration, as preliminary evidence suggests that those
drugs may beless likely to induce weight gain than most tri-
cyclics. Bupropion and the SSRIs may even be associated with
weight loss rather than gain. Isocarboxazid (Marplan), which is
no longer generally available, was thought to be less likely to
cause weight gain than tranyleypromine and phenelzine.

Anticholinergic effects (dry mouth, blurred vision, sweating,
constipation, urinary hesitancy and retention, delayed ejacula-
tion) tend to be more prominent with the tertiary amine tri-
cyclics and less so with trazodone, desipramine, amoxapine
(Asendin), maprotiline (Ludiomil), and the MAOIs, SSRIs, and
lithium.
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Orthostatic hypotension, particularly in the elderly, may be
associated with the administration of imipramine, amitriptyline,
desipramine, trazodone, and the MAOIs butless frequently with
the SSRIs, bupropion, nortriptyline, amoxapine, maprotiline,
and doxepin (or lithium and carbamazepine). The heterocyclics
amoxapine, maprotiline, and trazodone, touted for their less
sedating and possibly less anticholinergic and less cardiotoxic
profile, are not consistent in that regard,

Orthostatic hypotension may become more prominentin the
second and third weeks of MAOT treatment. Salt loading, the
use of pressure stockings, and fludrocortisone (Florinef) admin-
istration may prove effective in the treatment of MAOI-induced
hypotension, MAOIs can be given in a single moming dose or
in divided doses. If marked insomnia occurs, nighttime doses
of trazodone have been recommended by some authorities.
Bouts of daytime drowsiness and sedation may also become
problematic. The clinician might attempt to titrate the dose
against side effects, as variations in dosage or timing of admin-
istration may be helpful.

The necessity of restricting substances that release tyramine
or catecholamines and can produce hypertensive crises during
MAOItreatment should be emphasized to the patient. Hyper-
tensive crises may be clinically manifested as explosive head-
aches, flushing, palpitations, perspiration, and nausea. Imme-
diate treatment with a slow infusion ofphentolamine (Regitine),
5 mg given intrayenously in an emergency room,is the rec-
ommended treatment (Tables 16.7-2 through 16.7-4),

TABLE 16.7-2
Instructions for Patients Taking Monoamine Oxidase Inhibitors
(MAOIs)
Background Information

Foods rich in ine and some related amines have been knownto
cause serious side effects and hypertensive responsesin patients taking
MAOIs. Tyramine is an amino acid found in many protein substances

and is produced by fermentation, agi a spoiling, or pickling. Theenzyme MAO found intheliver normally inactivates tyramine. In the
presence of an MAOI, tyramine is not deactivated by MAO and is
allowed to circulate and indirectly cause the release of norepinephrine
from nerve endings. This may lead to detrimental side effects, espe-
cially hypertensive responses.

Summary of Guidelines to Follow While Taking an MAOJ
1, The foods in the ‘high tyramine"’ category should be completely

avoided. If you consume small quantities of foods in this category
withoul symptoms, do not assume that you can repeat this. These
foods vary greatly in tyramine content and their ability to cause a
severe reaction. You may have a reaction the second time.

2. You are allowed foods with moderate to low tyramine content(cat-
egories 2 and 3), These foods should be eaten in moderation. Try
to avoid ealing combinations of foods in these categories because
of the possible additive effects of tyramine.

3. Avoid aged, spoiled, improperly refrigerated, or frozen foods. Do
not éat tuna fish that has been in the refrigerator for 2 or 3 days,
Eat only fresh food or freshly prepared frozen or canned foods.
Beware of many foods that derive their flavor from aging, smoking,
or pickling. Also note that cooking of degraded protein does not
alter the tyramine content of these foods,

. Avoid any foods that have previously caused adverse side effects.

. Cheeses have been responsible for the greatest number of reported
hypertensive responses. Observe that many foods contain cheese as
an ingredient, such as cheese crackers, pizza, and cheese bread.

6. There. are certain prescription and nonprescription medicines that
should be avoided. See list of MAOI Drug Incompatibilities [Table
16.7-4]. Be certain to tell your physician, dentist, or pharmacist that
ou are taking an 1Call your physician immediately or go to your nearest emergency

medical facility if you should suffer from the following symptoms:
a throbbing, explosive headache of sudden onset associated with
flushing, visual disturbances, nausea or vomiting. Major muscle
jerks, confusion, or excitement may also occur, and in the case of
a reaction with another drug, sometimes without a severe headache.oe

Table from D L Murphy, T Sunderland, R M Cohen: Monoamine oxi-
dase-inhibiting antidepressants: A clinical update. Psychiatr Clin NorthAm 7: 549, 1584. Used with permission.
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TABLE 16.7-3
MAOIDietary Restrictions

High Tyramine Content—Not Permitted

Aged, matured cheeses Cheddar, Camembert,
(unpasteurized) Stilton, bleu, Swiss

Smoked or pickled meats, fish, Hering, sausage, corned beef

or pe iAged putrefying meats,fish, Chicken or beefliver, paté,
and poultry game

Bovril, marmite, brewer's
yeast (beware of drinks,
soups, and stews made
with those products)

Yeast or meat extracts

Red wines Chianti, burgundy, sherry,vermouth
Ttalian broad beans Fava beans

Moderate Tyramine Content—Limited Amounts Allowed
Meat extracts Bouillion, consommé
Pasteurized light and pale beers
Ripe avocado

Low Tyramine Content—Permissible
Distilled spirits (in moderation)Cheese
Chocolate- and caffeine-

containing beveragesFruits

Vodka, gin, rye, scotch
Cottage cheese, cream cheese

Figs, raisins, grapes,
pineapple, oranges

Soy sauce
Yogurt, sour cream (made by

reputable manufacturers}

Table from D L Murphy, T Sunderland, R M Cohen: Monoamine oxi-

averElng antidepressants: A clinical update. Psychiatr Clin NorthAm 7: 549, 1984. Used with permission.

TABLE 16.7-4
MAO! Drug Incompatibilities

Generally Contraindicated Hazardous Potentiations*

Stimulants Weight-reducing or antiappetite drugs;
amphetamines, cocaine

Decongestants Sinus, hay fever, and cold tablets;
nasal sprays or drops; asthma
tablets or inhalants, cough
preparations (or any products
containing ephedrine,
phenylephedrine, or
pheny|propanolamine)

Antihypertensives Methyldopa, guanethidine, reserpine
TCAs Imipramine, desipramine,

clomipramine
MAOIs Tranylcypromine, after other MAOIs
Sympathomimetics Rega, MetaraminolAmine precursors L-dopa, L-tryptophan
Narcotics Meperidine merol)
SomePotentiation Possible
Narcotics Morphine, codeine
Sedatives Alcohol, barbiturates, benzodiazepines
Local anesthetics

containingvasoconstrictors

Sympathomimetics Ephedrine, norepinephrine,
. isoproterenolGeneral anesthetics 

*Under certain circumstances, some of these drugs may be used
together with MAOIs in specialized treatment approaches and with

adilitional precautions. For example, TCAs and Letyplonian have beenused with MAOTs in antidepressant regimens. Also of note, other
agents from these drug classes are safely used (for example, the anti-
hypertensive agent chlorothiazide) as only mild potentiation occurs.*Pable fromDL Murphy, T Sunderland, RMCohen: Monoamine
oxidase-inhibitin, ae A clinical update. Psychiatr ClinNorth Am 7, 549, 1984, Used with permission,
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Blood levels Blood levels of tricyclics above 450 jg/mr
may be cardiotoxic, and doses of tricyclics equivalent to 2,500
mg or more of imipramine may be fatal. Electrocardiographic
(ECG) monitoring should be considered in patients on high-
dose tricyclic therapy (above 300 mg a day). The risk of sej-
zures increases with increasing dosages of many cyclic antj-
depressants, especially maprotiline (above 225 mg a day),
Maprotiline should therefore be avoided in patients with an
abnormal EEG or a family history of epilepsy, Many of those
guidelines are based on anecdotal evidence and may not stand
the test of time and careful clinical research evaluation.

As a general rule, blood levels among patients treated with
the same dose ofatricyclic or heterocyclic agent vary widely,
Thus, giving all patients doses within the conventional range
will leave some with subtherapeutic blood levels and others
with very high levels. That may be importantfor nortriptyline,
for which there is evidence of an inverted U-shaped curve(that
is, there is a therapeutic window for clinical improvement below
and above which patients do not do well). Thus, with the excep-
tion of nortriptyline, it appears clinically useful to increase
doses slowly, titrating against side effects with blood level mon-
itoring at (maintenance) doses in patients who do not show an
adequate therapeutic effect, During nortriptyline treatment with
a moderate to a high, but ineffective, dose, one might decrease
the dose to bring blood levels back into the therapeutic range,
which is highly variable across studies,

It may be useful to assess the blood level of a heterocyclic
agent in a patient who fails to show adequate therapeutic
response to conventional doses of the drug, Evaluation may be
done once steady-state blood levels have been reached and a
clinical response can be expected, generally two to three weeks
after initiation of the drug. Blood levels may also be helpful in
assessing the patient with substantial side effects at the lower
dosage ranges, Finally, a single blood level determinationin the
well-maintained patient may be prudent, as a score of medi-
colegal cases are pending in which massive blood levels oftri-
cyclic antidepressants were associated with sudden death.
Although general blood level guidelines for some agents are
givenin Table 16.7-1, the clinician should remember that blood
level-response relations are obscure for most drugs and that
laboratories may differ widely in the accuracy of the determi-
nation and in the agreed-upon therapeutic range. Nonetheless,
blood levels may be helpful in the general assessment of the
nonresponsive patient and may provide an opportunity for dis-
cussing issues such as fast metabolism and noncompliance
when unexpectedly low levels are ascertained. In contrast,
blood level monitoring may be less important for the SSRIs.

Time frame With the traditional tricyclics and other antide-
pressants, initial improvement in sleep in the first weeks of
treatment is not necessarily predictive of subsequent clinical
outcome. Nevertheless, the patient may be comforted by the
fact that sleep is improving. Antidepressants often require two
to four weeks to produce substantial effects and four to eight
weeks to produce maximal effect; however, gradual improve-
ment often begins in the first and second weeks of treatment.
Thus, there may not be an absolute lag in time to onsetofclin-
ical efficacy, only in time to onset of substantial or maximal
change.

Potentiation Because antidepressants have to be adminis-
tered for several days to weeks before the response can be eval-
uated, the clinician should consider antidepressant potentiation
in either the first or second antidepressanttrial before switching
antidepressants, even if the category of agents seems to lack
efficacy in the patient under treatment. Thus, if a patient is
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TABLE 16.7-5
Approaches to Refractory Depression
Level of Refractoriness

] Failure to respond
Il Failure to respond to adequate

trial of first abent "
TH Failure to respond to second

agent

L165

Therapeutic Strategies

Optimize dosage; assess blood levels
Consider potentiation or switch to new antidepressant with different mechanism of

action, or to one in a new class

Potentiate with T,. If no response, discontinue and potentiate with lithium
Switch to a third agent
Strongly consider an MAOT
Add or revise psychotherapy

IV Failure to respondto third agent Definitely consider an MAOI, with or without potentiation with T, and lithiom
Consider ECT, depending on severity and suicidality
Add or revise psychotherapy
Consider consultation and reexamination of compliance and diagnosis, especially

previouslif Senorbic'y is present, treatment sunrecognized physical, payeiatric, or substance abuse comorbidityould be better targeted to that comorbid condition

(ie., medical therapy, revised pharmacotherapy, and adjunctive proup work such asAlcoholics Anonymous,a related “'12-step'' program,or a self-help group)
V Failure to respond to numerous

clinical trials of agents with
different mechanisms of action,
MAOIs and ECT

Consider novel ener poclocing* extreme doses of MAOIs (80-120 mg tranylcypromine)

* carbamazepine ororwith or without an adjunct antidepressant such asbupropion (especi
* alprazolam (es

ly if recurrent or rapid cycling)
ially if increased anxiety)

* bromocriptine (dopamine-acting, especially for retarded depression)» TCA
« MAO

obtained

us MAO! (in this but not reverse order)
lus stimulant (pemoline, amphetamine, methylphenidate). Use stimulant or

MAOI only with great care and er appropriate informed consent has been

* adjunctive folate 

receiving the maximal tolerated dose or has adequate bloodlev-
els of the drug and is not responding adequately, the clinician
might consider adding thyroid hormoneorlithium carbonate
(Table 16.7-5 and Figure 16.7-5).

There is a sizable literature on the efficacy of thyroid poten-
tiation in converting antidepressant nonresponders to respond-
ers, but only in some 20 to 30 percent of patients, This appears
to be independent of an initial clinical thyroid status or any
evidence of hypothyroidism. A response to the addition of T,
(25 to 50 we a day in the moming) may occur within days and
usually occurs within the first week or two of treatment. If no
response to antidepressant potentiation occurs during that time
frame, the clinical trial ofT, can be exchanged for other options.
Side effects are unusual but may include tachycardia, hyperten-
sion, anxiety, and flushing.

A second option is potentiation with lithium carbonate. An
extensive literature, including several controlled clinical trials,
reveals that the addition of lithium carbonate to a variety of
antidepressant modalities, including tricyclic, heterocyclic, and
MAOIantidepressants and carbamazepine, is often accompa-
nied by a rapid clinical improvement in 50 to 60 percent of
patients. Improvement may begin within 24 to 48 hours but may
be slower in onset and stretch over the first week to 10 days.
Doses oflithium that are slightly lower than those convention-
ally used for monotherapy are generally effective (that is, 600
to 900 mgin a single dose taken at bedtime maybe sufficient).
Whenlithium is used in that fashion, its side-effect profile
appears to be quite benign. Lithium potentiation may be effec-
tive in all subtypes ofdepression. The initial reports of estrogen
potentiation of antidepressant response do not appear as prom-
ising as those ofeither thyroid or lithium potentiation.

Drug sequence The clinician might consider exchanging
one type of antidepressant for another should unacceptable side
effects appear before adequate blood levels or clinical response
have been achieved. If an adequate dose and adequate blood
levels have been achieved but the clinical response is inade-
quate, the clinician may switch to a drug with a different bio-
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chemical profile within the same class or to a different class
altogether, such as an MAOT.

APPROACHES TO DEPRESSIVE SYMPTOMS AND
SUBTYPES

Comorbid anxiety disorder and panic disorder DSM-IV
notes the existence of a mixed anxiety-depressive disorder
among the anxiety disorders. It is not known whether patients
with significant symptoms of both anxiety and depression are
affected by two different disease processes or by one disease
process that produces both kinds of symptoms.

Ifpanic disorder coexists with a depressivedisorder, an SSRI,
tricyclic antidepressant, or MAOI shouldbe tried initially, as
those drugs are among the best for treating primary panic dis-
order, If symptoms of panic or anxiety remain prominent
despite apparently adequate antidepressant treatrnent, the phy-
sician might consider the acute adjunctive use of a benzodiaz-
epine-active agent such as alprazolam (Xanax) orthe less well-
studied clonazepam (Klonopin), which has also been reported
to be useful in treating primary panic disorder. Those benzo-
diazepine agents may also have a role in the first weeks of
tricyclic treatment, when anxiety symptoms occasionally
increase. Alprazolam should be used with caution in patients
with borderline personality disorder as it may be associated with
an increased incidence of dyscontrol acts. Patients with panic
or marked anxiety symptoms have often been reported to
respond to MAOIs, with or without lithium potentiation. Tra-
zodone and bupropion should be avoided as first-line treatments
as they are ineffective in patients whose primary diagnosisis
panic disorder or anxiety disorder. Trazodone should be
avoided in male patients because of the risk ofirreversible pri-
apis that requires surgical intervention.

The new antianxiety drug buspirone (BuSpar) has recently
been reported to produce moderate to marked antidepressant
effects in 50 percent of patients with depressive disorders with-
out melancholic features, although it had no effect on those with
melancholic features, and responses were not associated with
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baseline anxiety scores, Buspirone has been used to potentiate
and to maintain response to fluoxetine, and vice versa.

The early literature suggested a response to MAOIsin atyp-
ical depressed patients with rejection sensitivity, leaden paral-
ysis, hypersomnia, and hyperphagia, although a recent study
reported characteristics of typical depression as predictive of a
positive response to tranylcypromine. Those characteristics
included greater initial severity of depressed mood, psycho-
motor retardation, weight loss, but less middle and late insom-
nia (early morning awakening). Thus, the MAOIs should be
considered for patients in whom multiple agents have failed,
regardless of the subtype of clinical presentation. Five to six
weeks must elapse following the discontinuation of fluoxetine
before an MAOisinitiated.

Psychosis A growingliterature suggests that if a patient's
depression has reached psychotic proportions and delusions are
present, the adjunctive use of low to moderate doses of anti-
psychotics may help produce an antidepressant response and
alleviate delusional symptoms. Preliminary evidence also sug-
gests thatlithium carbonate may be useful andthat a triple drug
regimen consisting of a heterocyclic agent, an antipsychotic,
and lithium may be needed in some patients. When using anti-
psychotic potentiation in delusional depression, the physician
should taper and discontinue the antipsychotics as early as pos-
sible in the continuation phase in order to lessen the risk of
tardive dyskinesia. Amoxapine mayalso be considered for agi-
tated, delusionally depressed patients as it has some inherent
antipsychotic (dopamine receptor-blocking) properties that may
be advantageous, althoughit, too, has been associated with the
developmentof tardive dyskinesia.

ECT is more likely to be successful in treating delusionally
depressed patients and has a more rapid onset than most psy-
chopharmacological regimens. Thus, ECT may be considered
earlier for depressed patients with delusions rather than as a
treatment oflast resort after psychopharmacologicaltrials have
failed. An absolute contraindication to ECT is the presence of
a cerebral aneurysm or increased intracranial pressure, but a
recent myocardial infarction is only a relative contraindication.
Additional indications for implementing ECT may include
severe medical or suicidal risk, cardiac problems (which make
tricyclics dangerous), and, possibly, severe mood episodes asso-
ciated with pregnancy.

Insomnia Persistent insomnia may accompany an inadequate
antidepressant response but should begin to resolve as thetreat-
ment begins to take effect. Giving more sedating antidepres-
sants in a once-a-day evening dose is usually an effective strat-
egy for the insomniac depressed patient because of the long
half-life of most cyclic antidepressants, That regimen makes
positive use of the sedation at bedtime and increases the like-
lihood of compliance with a single nighttime dose, Acute
adjunctive treatment with a benzodiazepine may be warranted
in rare instances of severe sleep loss, although the physician
should be cautious about prescribing benzodiazepines and
related sedatives on a long-term basis because of the possibility
of habituation and addiction. Benzodiazepines should not be
used as the primary antidepressant modality, as is still common
in many general practice settings. The physician may also con-
sider adjunctive nighttime medication with such agents as nor-
triptyline or buspirone in the patient experiencing insomnia
while taking SSRIs.

Paradoxically, sleep deprivation may be an adjunctive pro-
cedure, whether or not there is severe sleep loss. An acute but
transient antidepressant response to one night of sleep depri-
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yalion has been consistently reported in studies from different
laboratories. Although many patients relapse after one night's
recovery of sleep, sleep deprivation may be used in combination
with more traditional tricyclic antidepressantorlithium carbon-
ate treatment. Lithium may help sustain the sleep deprivation
response. Moreover, preliminary evidence suggests that depri-
vation of sleep in the last half of the night (from 3 to 7 Am)
may be just as effective as total sleep deprivation and thus may
be more convenientfor clinical use in outpatient treatment, The
rapid onset of effects achieved in approximately one half of
severely depressed patients is different from the slower but sus-
tained effects following selective deprivation of REM sleep,
which is not amenable to easy clinical induction.

Lethargy and retardation Extreme moming lethargy and
retardation may be an indication for the use of SSRIs, bupro-
pion, venlafaxine, or secondary amine tricyclic antidepressants,
In the face of unsuccessful drugtrials, including T, andlithium
potentiation, the short-term supplementation of cyclic antide-
pressants (not MAOTs) with psychomotorstimulants has been
recommended by some until there is an adequate antidepressant
response to the other agents. Small doses of methylphenidate
(Ritalin, 5 to 10 mg) or an amphetamine in the morning may
help the otherwise incapacitated, severely retarded depressed
patient face the day with more energy. Stimulants as a primary
antidepressant modality in elderly depressed patients have been
recommended by some authorities but remain relatively
understudied.

For depressed patients with decreased appetite and associated
decreased nutritional intake, the physician may consider poten-
Hating with folic acid supplements, as a folic acid deficiency
has been reported to cause refractory depression in patients
receiving anticonvulsants and, presumably, could also occur
because of decreased dietary intake. Moreover,intracellulardef-
icits can occur in the setting of apparently normal plasmalevels.

Obsessive-compulsive symptoms The associated occur-
rence of marked obsessive-compulsive symptoms may lead to
the consideration of clomipramine, which has been reported to
be highly effective in adults and children with primary obses-
sive-compulsive symptoms when more traditional antidepres-
sants are ineffective. Fluoxetine and the other SSRIs may share
that positive effect on obsessive-compulsive symptoms.

Double depression It is important to assess the possible
occurrence of a double depression, defined by DSM-IVas the
condition in which major depressive disorder is superimposed
on dysthymic disorder. As the patient's superimposed depres-
sive symptomsare alleviated, a core of chronic, minor depres-
sion may be left. In such a case the physician may erroneously
conclude that the superimposed episode has not been success-
fully treated. Psychopharmacological approaches to the base-
line level of the double depression have not been adequately
delineated, but the physician might consider drugs used for the
cyclic mood disorders (for example,lithium) in addition to the
more traditional antidepressant agents and the SSRIs. Psycho-
therapy may also be indicated for some patients.

Atypical depressive features The occurrence of atypical
features or reverse or Vegetative symptoms, such as hypersom-
nia, carbohydrate craving, and weight gain, suggests a careful
reevaluation for the possible bipolar II disorder and seasonal
affective disorder (SAD) (called mood disorder with seasonal
pattern in DSM-IV). The atypical features may be effectively
targeted with the SSRIs, bupropion, venlafaxine, and the
MAOIs,

a
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A clear-cut diagnosis of SAD with increased depression that
is selectively associated with decreased daylight hours in the
winter months suggests the use of light weatment. The syn-
drome responds well over a period of several days to high-
intensity light given in the morning or evening. Light treatment
can be used prophylactically throughout the winter months in
a patient with marked SAD. Ordinary light is not effective;
rather, light in the intensity of 2,500 lux or greater is required
to achieve a therapeutic response. It is unclear whether light
treatment could be an effective adjunct for nonseasonal
depressions.

APPROACHES TO REFRACTORY DEPRESSION A
sequence of treatment reevaluations and options for different
levels of refractoriness is outlined in Table 16.7-5. During each
sequence the physician should consider optimizing a given reg~
imen by appropriately maximizing the dose andtitrating blood
levels against the emergence of side effects, and using appro-
priate augmentation strategies. Switching among different
classes of antidepressants or, within the heterocyclic class of
agents, among drugs with different mechanisms of action
appears most appropriate, although occasjonally response to
one but not another of the SSRIs may be observed. A trial of
an MAOTshoulddefinitely be considered in a patient in whom
multiple previous trials have failed, Venlafaxine also has a rel-
atively positive response profile in patients who have not
responded to multiple previous clinical trials. With increasing
levels of refractoriness the physician should reevaluate the diag-
nosis (with careful assessment of possible physical, psycholog-
ical, and substance use comorbidity) and should consider con-
sultation, psychotherapy revision, ECT, and combination
modalities.

Clinical trials have suggested someantidepressantefficacy of
the direct dopamine agonist bromocriptine (Parlodel), which is
usedto treat parkinsonian patients, One double-blind study indi-
cated that bromocriptine was equally as effective as imipra-
mine, A related dopamine agonist,piribedil (Trivastal), has also
beeneffective for the occasional patient with treatment-refrac-
tory depression. Dopamine-active drugs had been reported to
be more effective in patients with low cerebrospinal fluid (CSF)
levels of the dopamine metabolite homovanillic acid (HVA).
Whether that relation holds for bupropion, with its ability to
increase dopamine levels in the nucleus accumbens and stria-
tum, remains to be explored. A similar relation between low
levels of the serotonin metabolite 5-hydroxyindoleacetic acid
(5-HIAA) and a better response to the serotonin-active com-
pounds clomipramine and sertraline has been reported, The
results are inconsistent as to whether urinary levels of the
norepinephrine metabolite 3-methoxy-4-hydroxyphenylglycol
(MHPG)canpredict the response to noradrenergically active
antidepressants, such as desipramine, maprotiline, and venla-
faxine. Consistent endocrine or other biochemical markers of
antidepressant response have not yet been found.

Although the acute antidepressive effects of lithium have
been repeatedly reported, especially in patients with bipolar dis-
orders, they remain controversial; nonetheless, consideration of
lithium for patients with unresponsive major depressive disor-
der, particularly in augmentationtrials, appears reasonable. The
lag in onsetto full antidepressant response is often two to four
weeks or longer whenlithium is used as monotherapy. Com-
bination treatmentwith a tricyclic antidepressant and an MAOT
has been advocated by some for patients with treatment-resis-
tant major depressive disorder, although the superiority of that
combination regimen to single-agent treatment remains contro-
versial and virtually unstudied in a systematic fashion, If used
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(under extreme circumstances), both drugs can be started
together (at low doses), or the MAOTcan be addedlater, The
reverse order should be avoided. Thetricyclic nortriptyline may
have a better safety record than imipramine or protriptyline,

Carbamazepine has been reported to be effective when used
acutely and prophylactically in some patients with major
depressive disorder in whom multiple trials with traditional
antidepressants have failed, especially those with a history of
head trauma or EEG abnormalities. For patients with treatment-
refractory bipolar disorder the anticonvulsants carbamazepine
and valproate may be used in combination with bupropion.
Those and other combination treatments for the patient with
refractory depression warrant further systematic research to
provide adequate statistical and sequence-ordering guidance for
the clinician,

OTHER ANTIDEPRESSANT MODALITIES§A hostof stud-
ied but unproven antidepressant modalities have been reported;
many are unavailable in the United States and are not generally
accepted treatments. Among them are S-adenosylmethionine
(SAM), B-noradrenergic agonists, GABA agonists (such as pro-
gabide [Gabrene]), the opiate agonist buprenorphine (Tem-
gesic), the a, antagonist idazoxan, very high parenteral doses
of reserpine, anticholinergics, thyrotropin-releasing hormone
(TRH), melanocyte inhibitory factor (MIF-1), vasopressin, and
circadian-phase interventions.

Because ofthe rapid onset of effects of SAM in a high per-
centage of patients and the relative absence of side effects in a
large number of controlled studies, that agent warrants further
clinical and theoretical investigation. In double-blind studies
SAM in doses of 400 mg a day produced rapid effects.

Compounds active in the dopamine biosynthetic pathway—
phenylalanine, tyrosine, and levodopa (Larodopa, Dopar)—
have each beenreported effective in small groups of depressed
patients. Levodopa may be more activating in retarded
depressed patients with low CSF HVAlevels, but its effective-
ness is limited by increases in agitation, psychosis, and the
switch into mania in patients with bipolar disorders. The pre-
cursors of S-HT, tryptophan and 5-hydroxytryptophan (5-HTP),
also have been reported to haveantidepressant effects. Surpris-
ingly favorable results in 12 of 14 studies have been reported
with 5-HTP in 53 percentof a total of 547 depressed patients.
The status of those agents remains in considerable doubt, how-
ever, especially in light of a reported association with malignant
eosinophilia.

PHARMACOPROPHYLAXIS Although ongoing interper-
sonal psychotherapy may delay the onset of subsequent epi-
sodes in patients with recurrent major depressive disorder, only
maintenance, standard-dose pharmacotherapy appears highly
effective in preventing subsequent relapses and the emergence
of new episodes. There is a high rate of relapse in depressed
patients who have been entered into controlled studiesafter hav-
ing had two or more previous episodes (Table 16.7-6), When
effective treatment with an antidepressant agent has been fol-
lowed by placebo substitution, the rate of recurrence of depres-
sive episodes has averaged 55 percent by one year, 74 percent
by two years, and 85 percentby three years. Double-blind main-
tenance of the original effective treatment reduced the rate of
relapse by more than half at each of those time points, Statis-
tically significant results have been obtained using a variety of
treatment agents, among them the tricyclics imipramine and
amitriptyline, the SSRIs fluoxetine, sertraline, and paroxetine;
noradrenergic selective agents, such as maprotiline (whose
effects were shown to be dose-dependent), and other agents,
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TABLE 16,7-6
impact of Prophylaxis on Relapse Rates in Major DepressiveDisorder

% Relapsed
Placebo Active

i-yr tals 35 21
(12 studies)

2-yr trials 74 32
(6 studies)

3-yr trials 85 35
(3 studies)

All trials 65 26
(21 studies)nnn,EEEEEE

including lithium and buspirone, Based on a meta-analysis of
18 studies, John Davis and colleagues calculated that the like-
lihood that those results are due to chance is the astronomically
low value 1 X 10°*.

Given those data, the physician should strongly recommend
pharmacoprophylaxis to patients with recurrent major depres-
sive disorder who have had three or more prior episodes or
several closely occurring episodes in the past two years. Pro-
phylaxis should be strongly considered for the patient with two
prior depressive episodes in the pastfive years. The strength of
the recommendation should be highly integrated with a variety
of otherfactors, including prior episode severity, refractoriness,
degree of incapacitation, and the likelihood of suicidal risk if
another depressive episode should occur. The recommendation
should be strengthened if there is a family history of mood
disorder,

Severe

Investigators in the field have observed the phenomenon of
lithium-induced discontinuation refractoriness when effective
prophylactic treatment was stopped in patients with bipolar dis-
order (Figure 16,7-6). Though the question of whether a similar
phenomenoncould occur in the treatment of major depressive
disorder has not been systematically examined, it is at least
possible that repeated depressive episodes after discontinuation
of effective treatment with an antidepressant might lead not
only to the reemergence of new episodes (Table 16,7-6) but
also, in some percentageofpatients,to refractoriness. Repeated
episodes,in addition to carrying their own morbidity and poten-
tial for mortality (through suicide), may affect the subsequent
course of illness. Thus, recurrent episodes could render the
patient more vulnerable not only to subsequentrelapses, but
also to the possibility of decreased responsiveness to
medications.

Patients should be specifically educated about the known
tisks for recurrence on a percentage basis (Table 16.7-6), and
their negative attitudes conceming prophylaxis should be
addressed and discussed. Negativeattitudes include viewing the
need for long-term prophylaxis as reflecting weakness, lack of
effort, a character defect or flaw, and the like. Those attitudes
need to be explored and countered. Societal stigma against open
recognition of psychiatric illness and its short- and long-term
treatment should also be addressed.

The risks of recurrence should be weighed againstthe relative
lack of evidence of long-term side effects when the agents are
used for prophylaxis,acknowledgmentofthe few potential side
effects that can occur (such as the effects of lithium on the
kidney and thyroid), and evidence for the lack of habituation
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or addiction to those medical regimens. Analogies to long-term
prophylaxis for other medical diseases may help dissipate neg-
ative stereotypes regarding the long-term medical management
of psychiatric disorders. For example, most patients do not con-
sider it useful to attempt a clinical trial of digitalis discontinu-
ation in orderto give their hearts a renewed experience of con-
gestive failure and the associated potential for the occurrence
of severe, even irreversible changes in the size and function of
the heart muscle. In parallel fashion, it may be equally un-
reasonable for a patient to practice having depressive epi-
sodes, because of the chance that the neurochemical changes
underlying the episodes may similarly be progressively
facilitated.

If the patient chooses to discontinue prophylaxis, it is rec-
ommended that the drug treatmentbe very slowly tapered. Slow
tapering avoids withdrawal insomnia and may serve other func-
tions as well. If minor episodic symptoms begin to reemerge,
treatmentcan be reinstituted early, before a full-blown episode
has occurred and gained a momentum ofits own. Thus,a spe-
cific contract should be made with the patient to contact a phy-
sician should symptoms reemerge. Remindingthe patientof the
long time frame to clinical response in prior episodes and his
or her associated despair and incapacitation mayalso help the
patient arrive at the decision for prophylaxis. In analogy to a
fully loaded tanker, it is much easier to deal with a depression
before it gains a full head of steam than to try stoppingit once
it has gained full speed and a momentumofits own.

Regular psychiatric visits during the prophylactic phaseare
recommended at intervals ranging from one to four months,
depending on a variety of ancillary circumstances, including
completeness of response,lack of psychosocial crises, excellent
history of compliance, lack of ambivalence about the process,
absenceofside effects, and the financial constraints and wishes
of the patient. In addition to periodic assessmentofall of those
issues, regular treatmentvisits are recommended to assess sep-
arately the potential risks of suicide, independentof the occur-
rence ofdiscrete episodes, Periodic assessmentof suicidal risk
is particularly importantif there is a family history of suicide
or if otherrisk factors are present, among them male sex, older
age, comorbid alcohol abuse, and prior suicide attempts (par-
ticularly if they were severe), One study of maprotiline, for
example, indicated that although patients showed a substantial
and highly significant (P < 0.0001) decreased likelihood of
recurrence of depressive episodes during treatment with that
agent compared to placebo, there was a small but statistically
significant increasedlikelihood ofsuicide attemptsin the patient
group that remained on active treatment. Thus, suicidal
impulses and acts may not always vary directly with either
severity of depression or reemergenceofa full-blown episode
that requires hospitalization, and the assessment of such risks
should bepart of the ongoingclinical assessmentofeach patient
in all phasesoftheillness and treatment. A specific contract for
communicating with the clinician on reemergenceof suicidal
thoughts should be considered for patients with someofthe risk
factors described above.

TREATMENT OF BIPOLAR DISORDER

ACUTE MANIA

Lithium carbonate Lithium remainsthe paradigmatic treat-
mentfor acute mania, In comparative studies with antipsychot-
ics, it demonstrates better overall improvementin all aspects of
manic symptomatology, including psychomotoractivity, gran-
diosity, manic thoughtdisorder, insomnia, and irritability.
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Thetypical clinical profile of the manic patient most respon-
sive to lithium carbonate consists of (1) a classic presentation
and euphoric mania rather than severe or dysphoric mania, (2)
a pattern of mania followed by depression andthen a well inter-
val (MDI) rather than DMI (depression-mania-wellinterval) or
continuous cycling, (3) a history of few prior episodes and no
rapid cycling illness (defined as four episodes a year), and (4)
a positive family history of primary mood disorder in first-
degree relatives. Lithium doses should be administered to
achieve blood levels between 0,8 and 1.2 mEq/L. Although a
high-dose strategy (to 1.5 mEq/L) is advocated by some: inves-
tigators, the author has not seen manypatients who,after failing
to respond at more typical blood levels of lithium, responded
well when the dosage was pushedto higher, potentially toxic
levels. Dose-limiting side effects may include G]disturbances,
particularly diarrhea, and neuropsychiatric syndromes, includ-
ing tremor, confusion, and myoclonic twitches. For the inade-
quate responderthe author recommendspotentiation with other
agents rather than increasinglithium to toxic levels. Blood lev~
els of lithium achieved at a given dose may also increase further
if the patient switches from mania to depression, thus leading
to greater side effects.

Lithium’s antimanic action may take several weeks to man-
ifest, even with aggressive dosing, and so, for acutely deterio-
rating, aggressive, or psychotic manic patients, lithium may
need to be supplemented in the early phases of treatment. In a
recent collaborative study that used the liberal criterion of 50
percent improvement in manic severity, only 50 percent of
patients treated with lithium (or valproate) had improvedat the
end of the three-week monotherapy trial in an intent-to-treat
analysis, That figure speaks to the frequent need for combina-
tion strategies, particularly as short stays and rapid discharges
from inpatient units are increasingly mandated by managed
care. Augmentation has traditionally been accomplished with
antipsychotics, including the phenothiazines and butyrophe-
nones, such as haloperidol (Haldol), Because of growing evi-
dence of the acute antimanic efficacy of carbamazepine and
valproate, it is suggested that those agents or the high-potency
benzodiazepines be usedforinitial supplementation (rather than
an antipsychotic), for reasons discussed below,

Double-blind controlled evaluations reported from different
laboratories have indicated that the onset of antimanicefficacy
is often as rapid with carbamazepineas it is with traditional
antipsychotics, including chlorpromazine (Thorazine), thiorid-
azine (Mellaril), pimozide (Orap), and haloperidol. As of 1994,
19 double-blind studies of carbamazepine in acute mania had
indicated clinical efficacy. Fewer controlled studies have been
performed with valproate, but those available, including a
recent large collaborative study, also indicate acute antimanic
efficacy. Because initial acute antimanic response may be a
guide to subsequent prophylaxis (the major focus of therapeu-
tics in bipolar disorders), the author encourages the investiga-
tion of an individual patient’s responseto thosealternative anti-
convulsant agents. Antipsychotics can be employedlater in the
sequence if there is a lack of clinical response to the mood
stabilizers.

Antipsychotics Long-term maintenance treatment with tra-
ditional antipsychotics should be avoided, if possible, in
patients with bipolar disorder, as they are reported to have an
increased risk for tardive dyskinesia. The strategy of rapid tran-
quilization with suprathreshold doses of antipsychotics should
clearly be avoided, Many double-blind evaluationsofthat high-
dose strategy in acutely psychotic and manic patients have
shown it to be no more efficacious than traditional dose regi-
mens, and it may be associated with toxic effects. Particularly
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for extremely manic patients,the use ofheroic doses to decrease
psychomotor activation may not be justifiable because of the
added risk of ordinary toxic effects, the risk for neuroleptic
malignant syndrome, and the risk for sporadic syndromes of
reversible and irreversible organic impairment when used in
conjunction with lithium.

Carbamazepine Several preliminary studies have suggested
that some of the variables associated with a poor response to
lithium may be associated with a good antimanic response to
carbamazepine. Thus, the dmg should be considered forlith-
ium-nonresponsive manic patients.

Typical doses of carbamazepine to treat mania have ranged
between 600 and 1,600 mg a day and are associated with blood
levels ranging from 6 to 12 g/mL. However, within that dose
and blood level range, there does not appear to be a clear
relation to the degree of clinical response across patients.
For an individual patient, however, clinical response and
side effects are typically dose-related. Thus, it is important
to individualize dose administration, as there is wide variabil-
ity in the dose and blood level at which side effects occur.
Increasing the dose to achieveaclinical effect while titrating
the increases against the emergence of side effects is an ap-
propriate strategy for a drug with such wide dose-response
variability.

Valproate Typical dose levels are 750 to 2,000 mg a day, to
achieve blood levels between 50 and 120 jig/mL. Oral loading
with 20 mg per kg a day from the outsetis likely to be well
tolerated and rapidly effective. In several case series patients
with more typical manic syndromes and fewer schizoaffective
symptoms appeared to show a high frequency of response. Dys-
phoric manic patients and rapid cyclers may also be responsive,
Carbamazepine and valproate have been used in combination
to treat epilepsy, and preliminary evidence for the efficacy of
that combinationin the acute and prophylactic management of
the patient with refractory bipolar disorder is available. Valpro-
ate may act by enhancing GABAergic tone, although tt also has
actions shared by carbamazepine and lithium. Typical side
effects are listed in Table 16.7-7.

Clonazepam and lorazepam Benzodiazepine anticonvul-
sants that have been studied in acute mania include clonazepam
and lorazepam (Ativan). The sedating side effects of clonaze-
pam may be problematic in some outpatients but may be useful
in the managementof inpatients or for bedtime medication for
severely insomnic manic patients. The two anticonvulsants
work at the central-type benzodiazepine receptor; in contrast,
carbamazepine is not active at thal receptor and appears to act
at the peripheral-type benzodiazepinereceptor. Classic central-
type benzodiazepine receptors are associated with GABA
receptors and surround the chloride ionophore through which
chloride influx mediates neuronal inhibition, In contrast, the

peripheral-type benzodiazepine receptor appears to be more
closely associated with calcium fluxes and neurosteroid biosyn-
thesis. Those findings may have ramifications for a possible
differential clinical response between the two classes of
anticonvulsants.

Calcium channel antagonists A series of preliminary
reports suggest that the calcium channel antagonist verapamil
(Calan), and possibly also nifedipine (Procardia) and nimodi-
pine (Nimotop), have acute antimanicefficacy, The clinical util-
ity of the calcium channel antagonists appears promising but
needs to be more systematically documented,
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TABLE 16.7-7

Comparative and Differential Clinical and Side-Effect Profile of
Lithium Carbonate, Carbamazepine, and Valproate

Lithium
Carbonate Carbamazepine Valproate

Clinical Profile
Mania (M)

Dysphoric
Rapid cycling
Family history
negative

Depression (D)
pphpisnisEpilep:Pain3Sipiiuiee

+ ae +4
(+ +)zs +++Fete++iti

+

sotne tht+44 ++
oa+7+4+

Side Effects
White blood cell count
Diabetes insipidusThyroid hormones

Cr, T,)TS
Serum calcium
Weight gainTremor
Memory disturbances
Diarrhea, GI symptoms
TeratogenicPsoriasis
Pruritic rash
Alopecia
AgranulocytosisAplastic anemia
Thrombocytopenia
Hepatitis
Hyponatremia, waterintoxication
Dizziness, ataxia,

diplopia
Hypercortisolism, escape  —rom dexamethasone

suppression

Key: Binetefficacy:
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Side effects:
0= = Increase
+ = Equivocal = Decrease
+ = Effective (.) = Inconsistent or rare

+ + = Very effective — = Absent
(He= Ambiguousor insubstantial data base= Effect of lithium predominates in combination with

carbamazepine

Other anticonvulsants The clinical utility of other anticon-
vulsants, such as the GABA agonist progabide or the traditional
anticonvulsant phenytoin (Dilantin), also requires further eval-
uation. Acetazolamide (Diamox) has been reported to be effec-
tive in patients who Were not responsive to lithium or carba-
mazepine, especially those with atypical psychoses associated
with dreamy confusional states occurring premenstrually or in
the puerperium. The efficacy of the newly approved anticon-
vulsants felbamate and gabapentin and those about to be
approved, such as lamotrigine, remains to be studied.

Electroconvulsive therapy Older clinical observations and
recent controlled clinical trials have demonstrated the efficacy
of ECT in acute mania,Bilateral treatments are necessary; uni-
lateral, nondominanttreatments have been reported to be inef-
fective and to exacerbate manic symptoms in some studies.
Because of the many effective pharmacological treatments that
are available, assessing their usefulness for long-term preven-
tive therapy, based on their acute antimanic efficacy, should be
emphasized. ECT may then be reserved for the rare refractory
patient or one with medical complications, extreme exhaustion,
lethal catatonia, or malignant hyperthermia. Otherwise,after a
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course of successful ECT the clinician still faces the task of
deciding on the mostlikely effective pharmacological approach
to prophylaxis,

Antiadrenergic drugs Several other nonanticonvulsant
compounds with some neurotransmitter selectivity have been
reported to be effective in the treatment of mania. Clonidine,
an a-adrenergic receptor agonist,is used to treat hypertension.
It acutely inhibits the firing of the noradrenergic locus ceruleus
and has been reported to have acute antimanic efficacy in some,
but notall, controlled trials. However, response in thefirst few
days of treatment may not be associated with the ultimate out-
come. Another agentthat inhibits noradrenergic function is the
f-adrenergic receptor antagonistpropranolol(Inderal). Because
very high doses of propranololin either the d- or /-isomer form
have been effective, it is not known whether the B-antagonist
properties or some other membrane-stabilizing effects of the
drug accountfor its acute antimanic efficacy.

Cholinomimetics Intravenous administrationof the indirect-
acting cholinergic agonist physostigmine (Antilirium, Eserine)
has an almost immediate antimanic effect. Physostigmine inhib-
its acetylcholine esterase function, making more acetylcholine
available at the synapse. Although intravenous administration
can produce rapid decreases in manic symptoms, physostigmine
also has a short half-life and can be associated with marked
increases in dysphoria and otherside effects such that its long-
term utility is doubtful. The success of attemptsto increase cho-
linergic function chronically through other methods, such as
lecithin, deanol, or direct acetylcholine agonists, has not been
adequately delineated.

Overview of antimanic agents The ability to achieve rapid
antimanic effects with intravenous physostigmine suggests that,
with appropriate pharmacological intervention and pharmaco-
kinetics, there is no theoretical reason why an acute antimanic
response cannot be achieved extremely rapidly, even though
most of the other antimanic treatments have a moderate delay
in onset. Manipulations ofa variety of neurotransmitter systems
(inhibition of noradrenergic and dopaminergic systems, but
potentiation of cholinergic, benzodiazepinergic, GABAergic,
and, perhaps, serotonergic systems) are all capable of inducing
antimanic effects. The antipsychotics block dopamine recep-
tors; clonidine and propranolol appear to decrease a- and B-
noradrenergic function, respectively;lithium, ECT, and carba-
mazepine each alter DA, NE, and GABA function, among
others. Reserpine, which depletes catecholamines and indole-
amines, has also been reported to have antipsychotic and anti-
manic effects. The literature on tryptophan-induced altered
serotonergic functionin relation to antimanic efficacy is ambig-
uous. Awareness of the multiple neurotransmitter approaches
to the treatment of mania not only may beclinically use-
ful in changing treatments that target different systems in non-
responsive patients, but it also suggests the current weak-
ness of any hypothetical single neurotransmitter defect in
mania.

Alterations in endogenous neuropeptide function also have
been postulated in mania, Although manipulationsof opiates or
cholecystokinin (CCK) have not produced consistent results in
psychotic schizophrenicpatients, calcitonin has been reported
successful in treating excited psychotic states including mania.
Preliminary evidence suggests that other calcium-active treat-
ments may also be effective in treating acute mania. The clinical
efficacy of calcitonin and other peptide interventions in mania
remains to be confirmed but is mentioned because peptides
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could represent the next generation of antimanic treatments,
particularly in light of increasing evidence that peptide neuro-
transmitters coexist in the same neurons with the more classic
neurotransmitter substances that have been indirectly linked to
the manic syndromes.

MAINTENANCE TREATMENTOF BIPOLAR DISORDER

Lithium prophylaxis Lithium carbonate originally appeared
lo be effective in some 70 to 80 percentof bipolar patients, but
current estimates suggest that even with adjunctive use ofanti-
depressants and antipsychotics, a figure of 40 to 50 percent
efficacy in many lithium clinics is more accurate.

Although early studies indicated the need for blood levels
between 0.8 and 1.2 mEq/L, some case studies have suggested
that lowerlevels, in the range of 0.5 to 0.8 mEq/t mightalso
be effective in maintenance treatment. However, a recent con-
trolled study found that the lower levels of side effects are
achieved at the cost of a three-times-higher relapse rate when
a low lithium level range(0.4 to 0.6 mg/L)is used in comparison
to higher levels (0.8 to 1.0 mg/L). Monitoring of trough levels
(performed in the early moming, before the moming dose is
given) at one- to two-month intervals, or more frequently if the
patient's course is unstable, is recommended,

Because of the overwhelming data on long-term efficacy,it
is important to consider preventive treatment after a single
severe episode of mania particularly if there is a family history
of mood disorder. The development of a life chart, outlined
above,so that the frequency, severity, and interval between epi-
sodes can be accurately assessed, may also assist in arriving al
the decision for prophylaxis.If previous episodes were severe—
that is, socially incapacitating and requiring hospitalization, or
associated with extremely adverse events for the patient and
family—the physician should consider prophylaxis earlier
rather than later, despite moderately long well intervals between
episodes, Those factors should be discussed with the patient
during a euthymic interval so that the appropriate risk-benefit
ratios can be weighedintelligently and adequate informed con-
sent can be obtained, New data from several studies indicate
that a history of more than three or four prior episodesis asso-
ciated with a poorresponseto lithium prophylaxis; therefore, a
delay in instituting prophylaxis may have consequences not
only for morbidity during recurrence butalso for ultimate treat-
ment response.

Lithium-induced side effects The profile of lithium-
induced side effects has proved to be generally benign even in
the long-term maintenance treatment of patients over several
decades. Several of lithium’s effects deserve comment,
however.

THYROID FUNCTION Lithium can impair thyroid function by
several different mechanisms, andit has even been used to treat
hyperthyroidism. Lithium lowers T; and T,levels circulating in
the plasma and, in some patients, increases the production of
thyroid-stimulating hormone (TSH). TSH increases above nor-
mal can be indicative of the hypothalamic-pituitary-adrenal axis
working overtime to maintain norma) levels of thyroid hor-
mones, Thus, thyroid replacement with T, might be considered
when TSHlevels are substantially elevated, even when thyroid
hormoneindicesare still within the lowerlimits of normal. Thy-
roid function should be assessed at six-month intervals, and
more frequently if there is a breakthrough of depressive symp-
toms during otherwise adequate lithium maintenance treatment.
Treatment of underlying hypothyroidism can, in those
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instances, help alleviate a depression that is linked to this hor-
monal deficit. Whereas T, is generally used for suppression of
TSH andfor replacement therapy, anecdotal evidence suggests
that the addition of T, to T, replacementtherapy may help some
patients with refractory depression or cycling.

RENAL FUNCTION By the 1980s, the scare regarding the pos-
sible high incidence of long-term adverse consequences oflith-
ium on the kidneys had largely dissipated. Original reports of
severe nephrotoxicity and pathology induced by lithium were
in part related to the absence of an age-matched control group
of psychiatric patients not treated with lithium. Thus,although
lithium impairs vasopressin function at the level of adenylate
cyclase and often produces a syndromeofdiabetes insipidus,it
is less consistently associated with other evidence of renal tox-
icity. Preliminary data suggestthat less renal toxicity may occur
with single nighttime dosing, which produces higher peaks but
lower nadirs than conventional dosing regimens. Single night-
time dosing may alsofacilitate compliance.

Current practice suggests that frequent monitoring of renal
function is not indicated. It is important, however, to obtain
baseline measures of renal function, including the creatinine
clearance rate, before beginning lithium treatment, particularly
in patients with a history of renal alterations. Because of the
induction of diabetes insipidus syndromerelated to the block-
ade of antidiuretic hormone actions, patients must have ade-
quate fluid intake to maintain an appropriate fluid and electro-
lyte balance, Several cases have been reported in which high
levels of lithium during intoxication were associated with irre-
versible cerebellar toxicity. Thus, lithium levels, fuid and elec-
trolyte status, or both should be monitored closely during peri-
ods of febrile illness, decreased fluid intake, or greater than
ordinary fluid loss (such as during extreme athletic stress or Gl
illnesses accompanied by vomiting or diarrhea). Amiloride
(Midamor, 5 to 10 mg) has been useful in the treatment of
lithium-induced diabetes insipidus. IF diuretics (furosemide
[Lasix] or thiazide [Diuril]) are used, lower doses of lithium
may be indicated.

TREMOR Tremorcan be problematic for a small but substantial
percentageofpatients treated with lithium. Tremoris frequently
exacerbated by social stress. When the tremor persists at doses
at the lower end of the therapeutic range or at the minimum
doses necessary for therapeutic efficacy, attempts can be made
to treat it symptomatically. Some investigators find that 10 to
40 mg of the B-blocker propranolol in divided daily doses may
reduce lithium tremor. Relief may occur within 30 minutes and
may last from four to six hours.

GASTROINTESTINAL EFFECTS GI side effects (diarrhea and

indigestion) can be problematic for many patients but may be
attenuated by reducing the dose or giving it at meal times (for
indigestion). Antidiarrheal agents should be restricted to acute
treatment.

MENTAL EFFECTS Patients may express concem about the
effects of lithium on their memory, spontaneity, and creativity.
Although impairment can be objectively delineated on some,
butnotall, types of detailed neuropsychological testing, most
patients either do not experience that effect or do not find it
unduly impairing.In fact, productivity and creativity may, over-
all, be enhanced during lithium treatment because it prevents
unproductive manic and depressive episodes. Though no ade-
quate approach to measuring the subjective cognitive effects of
lithium has been reported, it is important to rule out associated
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causes for cognitive impairment, including possible hypothy-
roidism or an inadequately treated coexisting depression, and
to consider a careful dose reduction. Many so-called drug-
related side effects occur during placebo treatment and thus
appear to be more closely associated with illness-related vari-
ables than with a particular psychopharmacological treatment,
That perspective onlithium maintenance treatment needs to be
explored with the patient to avoid premature discontinuation of
treatment or noncompliance.

WEIGHT GAIN Lithium-induced weightgain is a problem in a
small percentage ofpatients, If there is a reactive hypoglycemic
component, carbohydrate restriction may help avoid the prob-
lem. Thyroid indices should be rechecked and the patient
reminded not to use calorie-containing beverages to maintain
the necessary increased fiuid intake associated with diabetes
insipidus. The role of bupropion for weight loss in the context
of antidepressant augmentation remains to be studied
systematically.

Dose reduction Dose reduction may be a first maneuver in
treating a variety of lithium-induced problems (for example,
tremor, weight gain,thirst, urinary frequency,diarrhea, and psy-
chomotor slowing). If lower doses are not adequate for prophy-
laxis, combinationor alternative treatment, especially with car-
bamazepine (which has a different side-effect profile) or val-
proate, may be indicated. Other lithium-related effects during
combination treatment with carbamazepine are discussed
below. Because the renal clearance of lithium appears to
decrease with age, a lower dose may be adequate and necessary
in the older patient on lithium maintenance therapy. The cal-
cium channel blockers may be effective in lithium responsive
patients, yet avoid mostlithium-related side effects.

Treatment of depressive breakthrough episodes during
lithium prophylaxis The treatment of a depressive episode
in an untreated patient with bipolar disorder or of an episode
emerging during lithium prophylaxis is very different from the
treatment for major depressive disorder. Although SSRIs, cyclic
antidepressants, and MAOIs are the mainstays of treatment of
major depressive disorder, they should be used cautiously in
patients with bipolar disorder. Some studies have reported an
increased incidence of switches into hypomania or mania dur-
ing ticyclic or MAO] therapy, above that expected for the
patient's natural course of illness (Figures 16.7-3 and 16.7-7).
Although it is unknown whether the increased incidence of
switching is sufficient cause to reduce the use of unimodal anti-
depressants in patients with bipolar disorder, it is clear that
treatment with those compounds can speed up the rate of
cycling in rapid-cycling patients. Thus, a depressive episode
may be shortened at the cost of more rapid onset of the sub-
sequent manic episode. Withdrawalof antidepressants has also
attenuated cycle frequency in some patients.

Some uncontrolled observations implicate tricyclics and
related compounds in the development of continuous cycling
phases (that is, successive episodes without a well-interval)
(Figures 16,7-3, 16.7-7, and 16.7-8). Continuouscyclingis dif-
ficult to treat and tends to be refractory to lithium, There is
anecdotal evidence (requiring further investigation) that bu-
propion may not be associated with the same tendency toward
cycle induction as are other antidepressant modalities (Figure
16.7-3). The SSRIs (or venlafaxine) may have the same effect
on the switch phenomenon and on cycle induction as the n-
cyclics, but that conjecture requires further investigation.

Once a switch has been observed while the patient was taking
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an MAOI, reexposure, even to a different MAOI, has been
reported to lead to earlier onset of a switch, perhapsreflecting
the occurrence ofsensitization. It is unclear whether a drug-
induced switch occurs only in those predestined to have spon-
taneous switches or whether it predisposes to the development
of further spontaneous manic episodes.

Therefore, the unimodal antidepressants should be used with
caution in treating the depressive episodes of bipolar disorder,
particularly if there is a history of drug-induced switches. In
addition, other options should be considered, such as adding
another mood stabilizer (for example, lithium, carbamazepine,
or valproate), Women appear to be particularly predisposed to
heterocyclic- and antidepressant-induced cycling. If unimodal
antidepressants are used for a bipolar depressive episode, they
should be tapered and discontinued as soon as possible to avoid

|

FIGURE 16.7-8 Loss ofprophylactic efficacy in a woman with rapid-cycling bipolar I] disorder.

the potential for drug-induced switches and cycle acceleration,
Lithium and other mood stabilizers may not be able to prevent
those phenomena entirely. Several case reports suggest thal
alprazolam may induce switches into hypomania and mania
even in nonpredisposed patients.

The MAOIs in general may beless likely to induce switches
than the tricyclics (Figure 16.7-7). They should be given rela-
tively greater consideration, especially for anergic, hyper-
somnic, hyperphagic. patients with bipolar disorders. A sub-
stantially higher rate of antidepressant response has been
reported in one controlled series for tranylcypromine (81 per-
cent) compared with imipramine (48 percent) in patients with
bipolar disorder. Clorgyline, a selective MAOtype A inhibitor
that is not yet clinically available, has been reported to slow the
cycling frequency. Theefficacy of other type A-selective drugs,
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such as meclobemide, remains to be studied more extensively
in bipolar patients.

CARBAMAZEPINE One altemativeto traditional unimodal anti-

depressants for depressive breakthroughs during lithium pro-
phylaxis is the addition of carbamazepine (Figure 16.7-8).
Although evidence of the overall clinical benefit of carbamaz-
epine when used as sole treatment in primary depression is
scanty, in conjunction with the emerging literature on the effi-
cacy of carbamazepine prophylaxis for both manic and depres-
sive episodes,it raises the priority of using carbamazepine as a
supplementto lithium in depressive breakthroughs, particularly
of the rapid-cycling variety. Although only one third of acutely
depressed patients responded in one study, responders tended
to be patients with greater initial severity of depression and
histories of discrete episodes rather than chronic depression, An
abnormal EEG andincreased psychosensory symptomsdid not
predict an acute response to carbamazepinein that series, When
antidepressant response to carbamazepine was observed, it
tended to exhibit the typical lag observed with other agents, so
that only minor improvement was noted in the first and second
weeks of treatment, whereas considerable improvement was
observed after the third and fourth weeks.

In a small series of patients who responded inadequately to
carbamazepine alone, one half showed a rapid onset of anti-
depressant effect with lithium augmentation. Thus, the combi-
nation of carbamazepine andlithium appears to be helpful for
a subgroup of patients with treatment-refractory conditions,
Whether the combined efficacy of the two agents is sufficient
to block tricyclic- and MAOT-induced switches into mania or
hypomania is unknown.

VALPROATE In uncontrolled studies valproate, alone or in
addition to lithium, has been reported to be successful in the
long-term treatment of a subgroup of previously lithium-refrac-
tory patients. The antidepressant efficacy of valproate is less
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well delineated than its antimanic efficacy, and the utility of
valproate in the treatment of an acute depressive episode
remains to be further elucidated. Nonetheless, valproate, alone
or in combination with lithium, offers another option in the
long-term management of patients with bipolar disorder who
do not respond tolithium alone. A response to one anticonvul-
sant may not predict response to another, and positive long-
term effects of valproate plus lithium have been noted in
patients not responsiveto lithium or carbamazepine prophylaxis
(Figures 16,7-7 and 16,7-9).

BUPROPION Bupropion in combination with a moodstabilizer
has shown promise in the acute and prophylactic management
of patients with bipolar disorder, including rapid cyclers,
Although bupropion may be addedto lithium or valproic acid
prophylaxis without major pharmacokinetic interactions, when
used with carbamazepine its blood levels are markedly
decreased and those of its metabolites are increased.

THYROID HORMONE Although thyroid hormone potentiation
similar to that observed in major depressive disorder can be
attempted, treatment with greater than suppressive doses should
be approached with caution, Medical toxic effects have been
reported with high-dose thyroid treatment, and long-term pro-
phylaxis was inadequate unless other agents were used concur-
rently. Thus, T;, becanse ofits short half-life, is recommended
for acute augmentation strategies, whereas T, is recommended
by some for long-term maintenance during prophylaxis. How-
ever, the addition ofT, to T, in nonresponders has been reported
to be helpful.

CALCIUM CHANNEL BLOCKERS Although the calcium channel
blockers, especially verapamil, have been reported effectivein
the treatment of acufe mania in most, but not all, controlled
clinical trials, their effectiveness in depression has received lit-
tle attention. Recently, the dihydropyridine L-type calcium
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FIGURE 16.7-9 Prophylactic response to valproate in a carbamazepine nonresponder.
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channel blocker nimodipine was studied in placebo-controlled
designs and appeared to be effective in approximately one third
of patients with treatment-refractory bipolar disorder.

Amongthose showing responses, confirmed with the use of
blind off-on-off-on (placebo-drug-placebo-drug) designs, were
those with bipolar refractory depression, rapid and ultradian
cycling, and recurrent, brief episodes of major depressive dis-
order. All of the patients with bipolar disorder who responded
to nimodipine failed to respond to verapamil, but did respond
to the dihydropyridine isradipine. Studies on the use of nimo-
dipine in combination with lithium or carbamazepine for inad-
equate responders to those agents alone are promising.

SPIRONOLACTONE Spironolactone (Aldactone) was reported
to be effective in six lithium-intolerantpatients. It has received
no further systematic study.

FOLICACIDAsingle investigation reported that folic acid sup-
plementation in the dose range of 300 to 400 j1g a daysignif-
icantly reduced affective morbidity, compared with results in a
placebo group maintained onlithium. The promising result and
the benign nature of folic acid treatment suggest that it be con-
sidered while awaiting further clinical investigation.

ELECTROCONVULSIVE THERAPY ECT may be usefulfor bipo-
lar depressed patients who do not respond to lithium and
adjunctive agents. Whether ECT would help abbreviate recur-
rent depressive episodes in rapid-cycling patients and whether
it would be useful in long-term prophylaxis are questions that
await further investigation,

Treatment of manic breakthroughs during lithium
prophylaxis A wide range of drugsis available for break-
through manic episodes occurring during lithium treatment.
They include the entire spectrum of drugs indicated for the
treatment of acute mania, and particularly carbamazepine and
valproate because of their longer-term prophylactic efficacy.
Clonazepam or lorazepam may also be useful acute alternatives
to antipsychotic supplementation even though the benzodiaze-
pines (and antipsychotics) appear to have a lesser role in the
long-term managementof bipolar disorders than does carba-
mazepine or valproate.

Other approachesto the manic breakthrough include the judi-
cious use of antipsychotics at minimal doses and for the shortest
period of time, The use of clozapine for refractory bipolar and
schizoaffective patients (that is, those unresponsive to lithium,
carbamazepine, and valproate) appears promising in light of
preliminary reports ofits efficacy and its lack of induction of
tardive dyskinesia.

Lithium augmentation with carbamazepine or valproate
Supplementing the clinical effects of lithium with anticonvul-
sants such as carbamazepine and valproate is often more effec-
tive than using the anticonvulsant alone. Becauselithium treat-
ment is continued, evaluation of the anticonvulsant’s efficacy
is not confoundedbya lithium withdrawal-induced episode, and
time may be saved in the assessmentofone clinical trial of the
combination rather than two sequential trials (the anticonvul-
sant alone and then the combination), For patients who are
unable to tolerate lithium carbonate, carbamazepine or valpro-
ate alone may be useful in preventing both manic and depres-
sive episodes when given as long-term maintenance treatment.
The literature on open clinical trials with carbamazepine is sub-
stantial, and several double-blind studies support the prelimi-
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nary evidence of its long-term efficacy. Most of the data on
valproate are based on clinical case series. The choice of car-
bamazepine or valproate may depend on the development of
better clinical predictors or on the current assessmentof their
relative side-effect profiles.

Side Effects During Combination Therapy
HEMATOLOGICAL EFFECTS The side-effect profile of carba-
mazepine tends to be quite different from that of lithium or
valproate (Table 16.7-7), As a rule of thumb, wheneverlithium
and carbamazepine act on a common target system, the effects
of lithium tend to override those of carbamazepine. In almost
every instance thatis a clinical disadvantage except in terms of
white blood cell (WBC) countsuppression: The ability of lith-
ium to increase the WBC count and override the count-sup-
pressing effects of carbamazepine may be useful. Lithium is
effective only against carbamazepine's benign suppression of
the WBC count, and its effects are doubtful if there is evidence
of more problematic interference by carbamazepine in hema-
tological function in other cell lines, such as platelets or red
cells, indicative of a pancytopenic or aplastic process, If levels
of those other blood elements are normal, potentiation with lith-
ium to reverse the benign WBC count suppression of carba-
mazepine may be attempted, Valproate has been associated with
thrombocytopenia; the potential impact of lithium on that syn-
drome has not been reported.

VASOPRESSIN FUNCTION AND ELECTROLYTES Because carba-

mazepine appears to act as a vasopressin agonist, either directly
or by potentiating vasopressin effects at the receptor, it is not
sufficient to reverse lithium-induced diabetes insipidus, which
occurs by an action oflithium below the receptorlevel at the
adenylate cyclase second-messenger system. Lithium may
counter the hyponatremic effects of carbamazepine, however.
To the extent that the minor cognitive impairments oflithium
are, in part, related to its ability to impair vasopressin function
in the brain, those data suggest not only that carbamazepine
would be less likely to cause that side effect but that during
combination treatmentthe side effects of lithium would over-

ride those of carbamazepine. Carbamazepine tends to induce a
benign hypocalcemia that is generally not associated with bone
demineralization.In contrast, lithium often produces a transient
increase in serum calcium levels.

THYROID FUNCTION Not only does carbamazepine tend to
decrease T,,, free T,, and T, levels, as does lithium, but, when
the two drugsare given in combination, the decreases are poten-
tiated. However,during carbamazepine treatmentthere is a neg-
ligible incidence of clinical hypothyroidism or above-normal
increases in TSH. Consequently, thyroid supplementation of
carbamazepine is rarely needed, but when the two drugs are
used in combination, lithium’s effect on TSH will override that
of carbamazepine and the patient may require thyroid
supplementation.

ALLERGIC RASH Carbamazepine induces an allergic rash in 5
to 15 percent of patients treated. In most instances the drug
should be discontinued. However, if carbamazepine has shown
efficacy and otheravailable agents have not, prednisone (40 mg
a day) has been reported to be effective in suppressing uncom-
plicated carbamazepine-induced rashes.

HEPATITIS There are extremely rare cases of carbamazepine-
induced hepatitis, Routine monitoring for that side effect does
not appear to be indicated.
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Valproate has been associated with reports of severe hepatitis
in the neurologicalliterature; most of the fatalities have been
in children, particuiarly those under the age of 2 years and on
polytherapy. Few serious hepatic side effects have been
reported in the adult psychiatric patients so far studied with
valproate, but liver function should be monitored periodically
when that agent is used, and the patient should be warned to
report symptoms that might be referable to hepatitis, such as
fever, nght upper quadrant pain, malaise, nausea, anorexia, and
jaundice. Benign elevation of values on liver function tests (to
two or three times normal) can be followed without drug dis-
continuation, however. Selenium vitamin supplements may be
helpful in avoiding valproate-induced hepatitis-pancrealitis.

NEUROTOXICITY There have been occasional reports of neu-
rotoxicity whenlithium and carbamazepine were used together.
Because both agents can cause neurotoxic effects at or below
clinically accepted dose ranges, they may occasionally occur
from the combination treatment as well. In most studies the

combination appears to be well tolerated, without producing
side effects greater than those seen with either agent alone.
Manyof the side effects reported in the literature appear to have
been caused by starting with relatively large doses of carba-
mazepine (rather than increasing the dosage slowly) in combi-
nation with other agents and assuming thatthe side effects were
related to the combination treatmentrather than to carbamaze-

pine alone. Lithium and valproate are generally well tolerated
in combination, but effects on tremor or GI distress may be
additive.

PHARMACOKINETIC INTERACTIONS ‘There do not appear to be
major pharmacokinetic interactions between carbamazepine
and lithium, However,that is not the case with carbamazepine
and haloperidol, as haloperidol blood levels are markedly
reduced by carbarnazepine. Nevertheless, most studies report
improvement with carbamazepine supplementation, which sug-
gests that carbamazepine might potentiate antipsychotic effects
because of its action on systems not involving dopamine recep-
tor blockade.

Agents commonly employed in medical practice can mark-
edly increase carbamazepine levels and produce attendant tox-
icity. The most frequent dose-related toxic manifestations are
dizziness, drowsiness, ataxia, diplopia, and confusion. Those
effects may occur in a patient who maytolerate carbamazepine
well until another agent is added. Erythromycin, troleandomy-
cin, isoniazid (but apparently not other MAOIs), and the cal-
cium channel blockers verapamil and diltiazem (Cardizem) (but
not nifedipine or nimodipine) increase blood levels of carba-
mazepine. Less marked increases occur during cotreatment with
propoxyphene (Darvon), fluoxetine and fluvoxamine,and,tran-
siently, cimetidine (Tagamet). Carbamazepine lowers the blood
levels of various agents (especially oral contraceptives, so that
higher-dose formulations or other contraceptive strategies are
indicated) and interfere with some. tests thal are dependent on
protein binding,

In contrast to the multiple pharmacokinetic interactions
between carbamazepine and other drugs—in large part owing
to carbamazepine’s metabolism by and its ability to be an
inducer of hepatic P-450 enzymes—valproateis largely without
those effects. If carbamazepine and valproate are used together,
the clinician should consider reducing the dose of carbamaze-
pine (because valproate displaces carbamazepine from protein-
binding sites, increases levels of free drug, and increases levels
of the -10,11-epoxide metabolite) and increasing the dose of
valproate (because carbamazepine lowerslevels of yalproate).
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TERATOGENIC EFFECTS Cardiac and great vessel (Ebstein’s)
anomalies have been reported to occur with a higher frequency
than expected in patients treated with lithium during pregnancy,
However, recent retrospective and prospective studies have
indicated that the risk may be only minimally greater than in
control patients not exposedto lithium and in the normal pop-
ulation.In light of those data and the substantial risk of episode
recurrence and its possible effects on the subsequent course of
illness should lithium be stopped, routine discontinuation of
lithium in all patients wishing to become pregnant should be
reevaluated,

Lithium may be safer than valproate or carbamazepine for
the patient with pnor frequent, severe, psychotic, or suicidal
episodes that might render discontinuation inadvisable,If lith-
ium is to be discontinued for a planned pregnancy, discontin-
uation should be done so slowly,since a taperis less likely than
rapid discontinuation to be associated with episode re-occur-
rence, Recently, an increased risk of inducing minor congenital
malformations and developmental delay has been reported for
carbamazepine. A substantial and increased risk ofspina bifida
has been reported for valproate. The risk is only slightly lower
with carbamazepine, and use of those mood-stabilizing agents
should be avoided in pregnancyif possible.

Using the lowest effective doses and supplementing with
folic acid should be considered in patients who need those
agents during pregnancy, Consultation with a specialist for fetal
monitoring and assessment of possible defects with ultrasound
and other techniques is also recommended,Persisting biochem-
ical alterations have been found in some animal studiesoffetal

exposure to antipsychotics, but have not been assessed system-
atically in follow-up studies in humans. ECT may have the low-
est risk to the fetus among the somatic treatments, bul risks to
the fetus from maternal seizures have not been adequately
elucidated.

SENSITIZATION EFFECTS ON THE MOOD
DISORDERS

Early clinical observations and more recent systematic con-
trolled studies suggest that recurrent major depressive disorder
and bipolar disorders may undergoa transition from initial epi-
sodes that are often precipitated by psychosocial stressors to
later episodes that tend to occur more spontaneously, The tran-
sition often occurs in the context of an overall pattern of cycle
acceleration with decreasing well intervals between successive
episodes. It has been postulated that psychosocial stressors and
recurrent episodes of mood disorder themselves not only may
cause acute biological perturbations but also may leave behind
residual biological memory traces, based ontheir ability to alter
gene expression. It is thought that, following stress- and epi-
sode-induced changes in neurotransmission, a cascade of neu-
robiological effects takes place that includes not only short-term
adaptations butalso longer-lasting alterations initiated by a vari-
ety of transcription factors, including immediate early genes
such as c-fos and c-jun. Those transcription factors are then
capable of inducing changes in the long-term regulation of
transmitters, receptors, nerve growth factors, neuropeptides,
and possibly even in the microstructural synaptic organization
of the brain, as demonstrated in many models of learning and
memory,

If that conceptualization proves to be correct, it suggests the
potential twofold importance of preventing episodes of mood
disorder. Not only would the associated morbidity and potential
mortality be prevented, but the longer-lasting neurobiological

re
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vulnerabilities associated with the experience of repeated epi-
sodesof mood disorder (sensitization) might be attenuated as
well. In light of increasing evidence that greater numbers of
episodes of mood disorder are a poor prognostic sign and may
be associated with relative resistance to effective treatment with

lithium, the clinical and theoretical data speak to the importance
of early institution and long-term maintenance of prophylaxis,
particularly in patients already identified as being at high risk
for episode recurrence. A specific focus on education and other
practical ways of avoiding noncompliance is similarly
important.

Treatment efficacy may vary as a function of the stage or
severity of evolution ofillness. For example, pharmacothera-
pies such as lithium may be more effective in initial and mid-
phasesofthe illness, but with the emergenceofrapid andultra-
rapid cycling, alternative and adjunctive treatments with the
anticonvulsants may be required. Similar treatmentalterations
may be necessary in patients with major depressive disorder,
for whom psychotherapy may be effective in the early, milder
forms of the illness, but, with major recurrent episodes (and
particularly melancholic and psychotic syndromes), aggressive
acute and maintenance pharmacotherapy may be mandatory.
Adjunctive interpersonal, cognitive, and behavioral psycho-
therapeutic techniques may also play importantrolesin the late
and severe stagesofillness as problem-solving, remoralization,
and suicide prevention techniques and in facilitating compli-
ance with prescribed pharmacological regimens.

If two or more episodes of major depressive disorder have
occurred, the clinician should strongly consider recommending
long-term pharmacoprophylaxis, whether or nol the patient is
in ongoing psychotherapy,as recent dala unequivocally support
the long-term efficacy of a variety of antidepressantagents. In
contrast, psychotherapy appears to be of only minorutility in
delaying the onset of the next episode,

The mooddisorders involve multiple areas of brain dysfunc-
tion and affect a variety of organ systems, producingalterations
not only in mood butalso in motor, cognitive, sleep, appetite,
reward, and other somatic systems. Neurobiological alterations
are evident at the level of endocrine dysfunction, as refiected
not only in alterations in the regulation of glucocorticoids, cor-
ticotropin-releasing hormone, TRH, and somatostatin, but also
in the size of the pituitary and the adrenals. Brain imaging has
revealed alterations in blood flow and glucose utilization reflect-
ing hypofrontality in primary and secondary depression in many
studies in direct proportion to the severity of the depressive
syndrome. Thus, patient and clinician should be reminded of
the wealth of evidence indicating that the mood disorders are
grave, potentially life-threatening, medical illnesses not differ-
ent from thosethatafflict other major organ systemsof the body
and as such should be treated with equal respect.

SUGGESTED CROSS-REFERENCES

Biological therapies are discussed in Chapter 32. Obsessive-
compulsive disorder is covered in Section 17,3, The range of
psychotherapeutic modalities and techniques useful in treating
depressed patients is discussed in Section 16.8. The rest of
Chapter 16 can be consulted for other aspects of mood
disorders.
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16.8
MOOD DISORDERS: PSYCHOSOCIAL
TREATMENTS

ROBERT M. A. HIRSCHFELD, M.D.
M. TRACIE SHEA, Ph.D.

INTRODUCTION

Although psychoanalytic approaches were the predominant
mode of treatment for depression in the early to middle part of
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this century, now many types of psychotherapy based ona vari-
ety of concepts are in use. Psychotherapeutic approaches have
been developed specifically for depression that aim to correct
specific manifestations, including cognition, behavior, and
affect. In general, those treatments are short-term and seek to
alleviate the depressive condition, not to change the character
of the patient.

PSYCHOANALYSIS AND PSYCHOANALYTIC
APPROACHES

THEORETICAL CONCEPTS Theinterpersonal nature of
depression was noted and emphasized in the earliest psycho-
analytic writings on depression, as was the centrality of the
regulation of self-esteem, In Mourning and Melancholia Sig-
mund Freud stated that a vulnerability to depression caused by
an interpersonal disappointment early in life led to future love
relationships marked by ambivalence. Actual or threatened
interpersonal losses in adultlife trigger a self-destructive strug-
gle in the ego that is manifested as depression. That theory was
significantly refined by later psychoanalysts who described the
depression-prone personality as one needing constant reassur-
ance, love, and admiration, and as being dependent on others
for narcissistic gratification and maintenance of self-esteem.
Frustration of those dependency needs Jeads to a plummetin
self-esteem and to subsequent depression. That notion waslater
expandedto include any person with a fragile self-esteem sys-
tem. Another dynamic approach focuses on the cognitive
aspects of depression, highlighting the recognition of the dis-
parity between one’s actual and idealized situation. That reali-
zation leads to a sense of helplessness and powerlessness and
ultimately to depression.

GOALS All psychoanalytic contributions to studies of depression
derive from the theory that a disturbance in interpersonal relations in
early childhood, usually involving a loss or disappointment, impairs
subsequent interpersonal relations. The affected person is especially
vulnerable to interpersonal disappointments and losses later in life,
which may result in depressive illness. The goal of traditional psycho-
analytic psychotherapyis to elicit changes in personality structure, not
simply to alleviate symptoms.It aimsto improve the patient's potential
for interpersonal trust, intimacy, and generativity; coping mechanisms,
the ability to experience a wide range of emotions; and the capacity to
grieve. Treatment may often require the patient to experience: height-
ened anxiety and distress during the course of therapy, which usually
continues for several years, Early psychoanalytic treatments were of
short duration compared with current practice, usually lasting no more
than a few months. Freud, for example, cured the composer Gustav
Mahler of a sexual problem in one four-hour session. Psychoanalytic
treatment lengthened in duration as the developmentandinterpretation
of the transference relationships became the core of the therapy and as
the therapists became more passive in their behavior, Several clini~
cians, including Franz Alexander in Chicago, attempted to reverse
those trends, but have had relativelylittle impact on their calleagues.
In the past two decades, however, several specific short-term psycho-
analytic approaches have evolved that are applicable to the treatment
ofdepression. These approaches seek to reduce Syrapeonts, resolve neu-roses, and improve the patient's quality of life. aps the most sem-
inal work was by Michael Balint and his colleaguesin the 1950s at the
Tavistock Clinic in London. Since the death of Balint, David Malan
has continued that work. Other contributors include Habib Davanloo
in Montreal, Peter Sifneos in Boston, Hans Strupp in Tennessee, and
Lester Luborsky in Philadelphia (Table 16.8-1).

Short-term psychoanalytic therapies for depression are dis-
tinguished from other psychotherapeutic approaches by the use
of the transferencerelationship. The therapeutic relationship has
two aspects: the real and the transferred. The real relationship
refers to thoughts, feelings, and behaviors that are relevant and
appropriate to the currentinteraction between patient and ther-
apist. The transferred aspectis used to identify and reexperience

ee
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TABLE 16.8-1
Features of Short-Term Psychoanalytic Approaches

Treatment Specific
Duration ie

Name (No. of Sessions) Limit Indications

Brief psychotherapy (Malan) 20-40 Yes Patients with a focal life problem
who respond to trial interpretations

Short-term dynamic 15-30 No Oedipal problems; neurotic problems
psychotherapy (Davanloo) where the focus is loss; obsessional

andape neuroses; long-standing, characterological
problems withouta single focus

Short-term anxiety 12-15 No Oedipal triangular interpersonal
rovoking psychotherapy problemsFeifneos)

Time-limited dynamic <25 Yes Avoidant, dependent, compulsive, and

psychotherapy (Strupp) seasecrepeeanelirydisorders associated with

depression, sonia and resentmentSupportive-expressive 12-25 Yes Broad range of problems from mild
treatment (Luborsky) situational maladjustments to

borderline psychotic

1179

Notes

Significant personality changes insuitable patients
Highly confrontational,

recommended for resistant
patients; not recommended for
patients with significant
dependency or separation
problems

Avoids regression into pregenital
characterological issues;
change attributed to
interpretation of Oedipalissues

Focus on int rsonal themes,
use of transference in a here-
and-now way, not penetically

Techniques flexible so that a wide
range of patients can benefitfrom treatment 

problems and patterns that developed in important relationships
early in life and have been re-created in current important rela-
tionships. Transference is considered to be the key to all psy-
choanalytic approaches. The various treatments differ in how
they deal with transference, although most relate patterns of
therapist-patientinteractions to current interpersonal situations.
The developmentofa transference neurosis in which there is a
regression into early childhood relationships is usually discour-
aged in those short-term therapies.

The short-term treatments depart in other ways from classic
psychoanalytic practice. All involve active participation by the
therapist and discourage free-association techniques.In general,
they identify and emphasize a single focal issue. That issue,
usually an interpersonal problem, is selected, and both the
patient and therapist agree to deal primarily with the one prob-
lem. That focus is considered dynamic because it is used as a
link with core conflicts arising from early life. The current con-
flict becomes a microcosm for the patient’s earlier, more sub-
stantial, and long-lasting conflicts.

Active collaboration between patient and therapist involves
the establishment of a working alliance. The therapist seeks to
convey interest in the patient’s problems, respect, and warmth,
and attempts to elucidate explanations from the patient regard-
ing behavior and feelings in addition to using interpretations.

Most short-term psychoanalytic approaches discourage
regression, principally because emergence of such material as
pregenital characterological issues often leads to a significant
therapeutic impass that may not be resolved in a short period
of time.

Identification of suitable patients for the short-term psycho-
analytic therapies is given preeminence by all proponents.
Patient selection criteria are similar, although there are some
differences among the therapies. The patients selected should
be intelligent; be capable ofintrospection; be able to see a con-
nection among thoughts, feelings, and behavior; have a strong
motivation for change; and be flexible. Motivation can be tested
by assessment ofthe patient's responsiveness to interpretations
early in therapy. A capacity for meaningful human relationships
must have been demonstrated at sometime duringlife. Finally,
the capacity to tolerate anxiety and frustration is required. Obyi-
ously, those criteria exclude a significant proportion of psychi-
atric patients, leaving only the most desirable, verbal therapy
candidates, Nonetheless, the proponentsof these therapies point
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out that, for such patients, serious personality problems can be
addressed in a relatively short time.

STRATEGIES AND TECHNIQUES Among the specific
techniques used in the short-term approaches are the active
interpretation of the transference, the identification of and
emphasis on the specific dynamicfocus, the active collaboration
between patient and therapist, and the discouragement of
regression.

In the short-term approaches, the transference is actively
developed and interpreted, often from the outset of therapy.
That approachis illustrated in an excerpt from an initial session
with Davanloo in which he immediately challenges a patient's
passivity.

Therapist: How do you feel abouttalking to me about yourself?
Patient: I feel uncomfortable, | have never done this before, so [

don't really, you know ... | feel I don't really know how to answer
some of your questions,

Therapist: Um-hum. But have you noticed that in your relationship
here with me you are passive, and | am the one who has to question
you repeatedly?Patient: No.

Therapist: Um-hum. What do you think aboutthis? Is this the way
it is with other people, or is it only here with me? .. . This passivity,
lack of spontaneity.

Another vignette illustrates the interpretation of the transference
relationship.

Patient: Since we talked about it last week, I've been noticing how
much I try to impress people at work.

Therapist: Can you describe any of those times from last week?
Patient: Well, when I went to lunch with a colleague, I was contin-

ually telling him aboutall my latest accomplishments in an attempt toimpress him, It’s sort of how [ feel in here sometimes.
erapist: So sometimes when we're talking you find yourself think-

ing about howIfeel about you, and whether] am impressed with you?‘atient: Yes.
Therapist: Why do you suppose that malters to you?
Patient: I guess because I want you to like me.
Therapist: Do you remember when you first had this feeling with

another person?
Patient: Yes. | remember J felt this way when I talked to my father.

He was always putting me down whenItalked, ] remember how I was
constantly trying to impress him with the thingsI did like playing sports
and bringing home good grades, but nothing I ever did seemed to be
good enough for him, . .

Therapist: It is interesting that you are doing the same things with
me to impress me that didn’t work with your father.

In his manual, Strupp describes a married woman in her 30s
who sought treatment for recurrent depressive episodes. The
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woman's manner in the interview wasaloof and curt, which led
the therapist to want to discuss facts rather than elicit feelings.
When this inclination was pointed out to her, the patient
responded that she could not imagine that anything she said
could be of interest to anyone, and acted in this way to protect
herself from being hurt. The dynamic focus then became an
exploration of her expectation that she was of no interest to
anyone. A link was subsequently made with the patient’s child-
hood, during which her parents seemed to prefer hersisters to
her.

Sifneos gives an example ofa patient who became angry and
demanding about making up a canceled session. Instead of
encouraging associations to childhood orality and dependency
the therapist confronted the patient’s maladaptive and self-
destructive current behavior and encouraged the patient to
request an extra session rather than being angry and withdrawn.

EFFICACY Eleven studies of brief psychodynamic psycho-
therapy in the treatment of depression have been reported in the
past 15 years. Most included the psychodynamic treatments as
controls, not as the experimental groups. In one study dynamic
therapy was reported to have a better outcome than a waiting
list control. In four studies the outcome for dynamic psycho-
therapy was found to be nodifferent than that for cognitive
therapy, behavior therapy, or pharmacotherapy. In one study
psychodynamic therapy was less efficacious than combined
pharmacotherapy and cognitive therapy; in three studies it was
less efficacious than behavior therapy and cognitive therapy.
All studies were published prior to 1988 (most were consider-
ably earlier).

INTERPERSONAL THERAPY

THEORETICAL CONCEPTS Interpersonal therapy (IPT)
was developed by Gerald Klerman and Myrna Weissmanaspart
of their extensive research on the nature and treatment of
depression over the past two decades. The theoretical basis of
IPT includes the work of Adolf Meyer and Harry Stack Sulli-
van. In contrast with the predominantly intrapsychic orientation
of classic psychoanalysis and Emil Kraepelin’s biomedical
model, Meyer’s psychobiological approach emphasizes the
interaction between the individual and the psychosocial envi-
ronment over the patient's entire life course. The patient’s cur-
rent interpersonal experiences and attempts to adapt to environ-
mental change and stress are seenas critical factors in psychi-
atric illness. Sullivan’s interpersonal theory, which views
interactions between peopleas the focus for study and treatment
in psychiatry, draws heavily from the social sciences, including
anthropology and sociology. A second major influence comes
from John Bowlby's studies of attachment, These studies dem-
onstrate the importance of attachment and social bonding to
human functioning and the connection between disruption of
these bonds and vulnerability to depression.

IPT conceptualizes depression from a medical model: depres-
sion is something that happensto the person that requirestreal-
ment, The depressed person is allowed to assume the “‘sick
role’’ and is not blamed for the affliction any more than some-
one would be blamed for having cancer, heart disease, or pneu-
monia, The issue of attribution of blame is important. Many
other approaches view depression as something the patient has
brought on and must end by his or her ownefforts.

The IPT approach to depression involves three interacting
components: symptom formation, social and interpersonal
experiences, and enduringpersonality patterns. Medication may
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be recommended for symptom reduction; psychotherapy
focuses on improving the patient's interpersonal functioning,
Although the causes of depression may vary with regard to a
person's biological vulnerability, personality predispositions, or
psychosocial precipitants, depression always occurs in a psy.
chosocial and interpersonal context. Depression can predispose
a patient to interpersonal problems, or interpersonal problems
can precipitate depression. An interpersonal focus in the treat-
mentprocess is thus presumed as essential for recovery,

GOALS IPT sets two therapeutic goals. The first is to reduce
the patient’s depressive symptoms and improve self-esteem.
The secondis to help the patient develop more effective strat-
egies for dealing with current social and interpersonalrelations,
As a short-term psychotherapy, IPT does not attempt to restruc-
ture the patient's personality. IPT does, however, recognize the
importance of early developmental experiences and assumes
that historical conflicts are manifested in current relationships,

GENERAL CONSIDERATIONS IPT,a short-term psycho-
therapy, normally consisting of 12 to 16 weekly sessions, was
developed specifically to treat nonbipolar, nonpsychotic ambu-
latory patients suffering depressive disorders.It is characterized
by an active approach on the part of the therapist and by an
emphasis on current issues and social functioning in thelife of
the patient. Intrapsychic phenomena such as defense mecha-
nisms or internal conflicts are not addressed. Discrete behaviors
such as lack of assertiveness, social skills, or distorted thinking
may be addressed, but only in the context of their meaning or
effect on interpersonal relationships.

STRATEGIES AND TECHNIQUES

General strategies For goal 1, reduction of symptoms, an
educational approachis used. The patient is told aboutthe clin-
ical syndrome of depression, including its components and
course. The therapist reviews the symptoms with the patient,
gives a sense of optimism and hope, and emphasizes that
depression is a commondisorder with a good prognosis. Phar-
macotherapy may be considered for symptom reduction if
appropriate.

For goal 2, IPT defines four major problem areas commonly
presented by depressed patients: grief, interpersonal role dis-
putes,role transitions, and interpersonal deficits (Table 16.8-2).
Associated therapeutic goals and recommended treatmentstral-
egies are outlined for each.

Thechoice of specific IPT strategies and techniques depends
on the problem area defined as mostsalient for the patient. The
four areas are not mutually exclusive, and patients may have
multiple problems in more than one area; however, only one or
two current interpersonal problems are selected for focus in
order to set realistic goals and productive treatmentstrategies.

Cases of abnormal grief may involve delayedor distorted mourning,
or both. The following example is cited intheIPT manual. A 68-year-
old woman became depresse eethe death of her husband, whahad suffered a long course of physical and mental deterioration that
resulted in considerable constraints and isolation on the part of the
patient. Her symptoms included pervasive sadness and preoccupation
with feelings of guilt and hopelessness. The first aim of treatment was
to help the pret successfully mourn theloss, as the mourning processhad been blocked by anger. The second aim was to help her to rees-
tablish interests and relationships to substitute for what she had lost.

Interpersonal issues in a troublesome and conflicted marriage may
include role disputes or role transitions. The choice between the two
problem areas depends on whether the patient believes that the mat-
riage is salvapeable and whether the patient wants to stay in the mar-

rage. If the patient decides to leave the marriage and the problem areais defined as role transition,the therapist will attempt to help the patient
make that transition, That goal may include working on identifying
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TABLE 16,8-2
Focal Problem Areas of Interpersonal Therapy
Problem Areas Definition

Grief Abnonnal grief reactions occur because of failure to
go through normal mouming following the death
of a person important to the patient

Interpersonal role disputes Nonreciprocal expectations are occurring in patient's
relationships with others

Role transitions

esteem, sense of identity, or both)

Interpersonal deficits
relationships

Feeling of inability to cope with change in life role
{may be experienced as threateningto self-

History of inadequate or unsustaining interpersonal

118]

General Goals and Strategies

Facilitate the mourming eae help reestablishinterests and relationships to substitute for theloss

Help patient identify the dispute, guide in choices
as to plans of action, encourage modification of
maladaptive communication patterns, encourage
reassessment of expectations

Help patient regard role in a more positive and less
restrictive manner, restore self-esteem by
helping patient develop sense of mastery with
regard to demands of new role

Reduce patient's social isolation by focusing on
past relationships and relationship with therapist
and by helping patient form new relationships 

new sources of emotional support, overcoming irrational fears and
regarding the new role more poeenely. and helping the patient masterthe demands of the new role. Alternatively, if the problem area is
defined as a role dispute, the treatmentstrategies will include identi-
fying the dispute and working towardits resolution, improving com-
munication pattems, examining appropriateness of expectations, out-
lining various options, and deciding on a plan of action,

The in nal deficit problem area is appropriate for patients
who are socially isolated or who have a sufficient numberofrelation-
ships but feel unable to enjoy them. Interpersonal deficits may exist in
patients who are chronically depressed and experience chronically
impaired interpersonal functioning. Problems with social isolation may
be long-standing or temporary; for each, treatment strategies aim to
reduce social isolation. In the absence of current relationships discus-
sion of positive and negative features of past relationships may be used
as a model for the development of new relationships. tment may
also focus on the relationship between therapist and patient. ;

An example of an interpersonal deficit cited by IPT manual isas follows:

A 22-year-old unmarried man became severely capes oné monthafter the breakup of a three-year relationship with his girlfriend. The
patient, a part-time student employedas a cook,lived with his mother,

who had sepa working after being hospitalized for physical prob-lems, and subsequently, he had become depressed. Discussion of the

patents currentrelationship revealed that he felt close to no one exceptto his mother.

The patient's history revealed inadequate social relationships and
lack of interpersonal skills. Treatment focused on past significant rela-
tionships and on conflicts over his relationship with his mother. The
patient-therapist relationship provided a direct source of information
aboutthe patient's style of relating to others, and that information was
used to modify errant interpersonal patterns and improve hisability to form relationships with others.

Specific techniques The specific techniques used in IPT
may be applied to any of the four interpersonal problem areas.
In the general orderof their use in the course of treatment, they
are (1) exploratory techniques, (2) encouragementofaffect, (3)
clarification, (4) communication analysis, (5) use of therapeutic
relationship, and (6) behavior change techniques (Table 16.8-
3).

EFFICACY The efficacy of IPT has been tested in two large
controlled studies. The first involved four groups (approxi-
mately 25 outpatients) treated by IPT alone, IPT plus amitrip-
tyline (Elavil), amitriptyline alone, and a nonscheduled treat-
ment comparison group. All active treatment groups, including
that using IPT alone, were significantly more effective at reduc-
ing depressive symptoms than nonscheduled treatment; the
combination of IPT and amitriptyline proved most effective. In
addition, the IPT conditions had much lower dropout rates than
did those without IPT.

In the second study, the National Institute of Mental Health
(NIMH) Treatment of Depression Collaborative Research Pro-
gram, 250 outpatients with major depressive disorder were ran-
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TABLE 16.8-3
Interpersonal Therapy Techniques

Techniques Definition

Exploratory Collect (by directive or nondirective
iques methods) information about the patient's

symptoms and problems
Encouragement of Help patient recognize and acceptpainful

affect ects, help patient use and manage
affects positively in interpersonal
relationships, encourage expression of
suppressed affect

Clarification Restructure and feed back patient'scommunications
Communication Identify maladaptive communication

analysis patterns, help patient communicate more
effectively

Use of therapeutic Examine patient's feelings and behaviors in
relationship therapeutic relationship as model of

patient's interactions in other
relationships

Behavior change Use to help patient solve simple life
problems, teachpeat to consider raneof options for solving5problems, use roleplaying to explore and understand
patient's relationship with others and
train patient in new waysof interacting
with others

domly assigned to one of four 16-week treatment conditions:
IPT, cognitive-behavioral therapy, imipramine (Toframil) with
clinical management (IMI-CM), and placebo with clinical man-
agement (PLA-CM).In this study all four treatment conditions
significantly reduced depressive symptoms. For severely
depressed patients [PT was significantly more effective than
PLA-CMin achieving remission of symptoms at 16 weeks.
IMI-CM, however, tended to have the best outcome, particu-
larly for patients with impairment in functioning. Imipramine
was more rapid in its effects, with significantly better outcome
than all other conditions at 12 weeks.

BEHAVIORAL APPROACHES

THEORETICAL CONCEPTS Although there are a number
of behavioral approaches to depression, each with somewhat
different theoretical assumptions and specific treatment meth-
ods, they have a commonsource in the work of B. F, Skinner,
whoincorporated the principles of classical and operant con-
ditioning in an empirical analysis of behavior. Skinner’s
research provides the basic framework, methodology, and
assumptionsfor the current behavioral theories and theirclinical
applications. Application of that model to complex human
behavior led some theorists to expand the framework. For
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example, social learning theory includes cognitive phenomena,
such as emphasizing the role of subjective expectations and
value in reinforcement. Althoughinterested in the role of cog-
nition, behavioral theorists assume that cognitions follow the
same lawsof leaming as do more observable behavioral events
and, while related, do not determine behavior in a causal sense.
This assumption distinguishes behavioral approaches from the
cognitive-behavioral approach described later. Despite some
differences in focus, behavior therapies are commonly charac-
terized by an emphasis on (1) the links between an observable
or operationally definable behavior and the conditions that con-
trol or determineit and (2) the role of rewardsor reinforcement
as determinants of behavior and behavioral change.

The application of the behavioral approach to depression first
occurred in 1965 with an analysis of depression by Charles B.
Ferster, who proposed that depression is caused by a person’s
loss of positive reinforcement(for example, through separation,
death, or sudden environmental change), which results in reduc-
tion of the entire behavioral repertoire, depressed behavior, and
dysphoric feelings. That concept of depression is central to all
behavioral approaches. A change in the rate of reinforcement
is believed to be a key factor in the origin and maintenance of
depression (through lack of available reinforcers or when the
available reinforcers are not contingent on the person's behav-
ior) and also in its reversal. Ferster also proposed that a social
skills deficit—characterized by difficulty in obtaining social
reinforcement—might increase a person's difficultly in coping
with the loss of the usual supply of reinforcement.

GOALS Thegoals of the behavior therapies are to increase
the frequencyofthe patient's positively reinforcing interactions
with the environment and to decrease the number of negative
interactions. Somebehavioral treatments aim also at improving

social skills. Alteration of personal behavior is believed to be
the most effective way to change the associated depressed
thoughts and feelings.

GENERAL CONSIDERATIONS Several behavior therapies
devised to treat depression are characterized by overlapping
behavioral and cognitive intervention strategies. One exten-
sively studied approach was developed by Peter Lewinsohn on
the basis of social learning theory. In addition to the individua]-
based social leaming approach, Lewinsohn developed a ‘‘Cop-
ing with Depression Course’’ designed to deliver the specific
behavioral strategies in a group format. The focus of Lewin-
sohn’s approach, whether in individual or group format, is on
increasing pleasantactivities and interactions with the environ-
ment. A second prominentbehavioral approach, basedona self-
control model of behavior, was developed by Lynn Rehm to
treat depression. Key components of this approach include tech-
niques designed to correct deficits in the patient's ability to
realistically and productively self-monitor, self-evaluate, and
self-reinforce. A third approach focuses on the training ofsocial
skills in parents to increase positive social interactions andrein-
forcements (Table 16.8-4). These therapies share certain
assumptions and strategies:

1. The treatment program is highly structured and generally
short term.

2. Theprinciple of reinforcementis seen as the key element
in depression,

3. Changing behavioris considered to be the mosteffective
way to alleviate depression.

4, The focus is on the articulation and attainmentofspecific
goals.

Some behavioral treatments combine a variety of behavioral
techniques andtailor the techniques to the individual needs of

TABLE 16.8-4
Behavioral Approaches to Depression

Treatment Approach Basic Approach and Strategies Tactics
Self-control therapy Self-monitoring—gain control over and increase Monitor mood

(Rehm) pou activibes Schedule pleasurable activitiesSelf-evaluation—leam to set realistic goals; learn to Setrealistic goals and operational subgoals
make more accurate attributions regarding causes of Schedule activities related to goals and monitor
successes and failures progress

Self-reinforcement—leam to increase and maintain Leam to make correctself-attributions
level of positive activities Constructindividualized self-reinforcement

programs to increase and maintain level of
positive activities

Social learning therapy Initial two-week diagnostic phase leading to behavioral Home observation
(Lewinsohn) diagnosis Daily monitoring of mood and activity

Treatmentdesigned to increase activity level and Increased participation in pleasant events
enhance social skills Environmental interventions (environmental shifts,

change consequences of certain behaviors)
Assertion training through modeling and rehearsal.
Set goals for increasing social activities
Relaxation training
Time management
Cognitive techniques (including thought interruption,

worrying time, Sisputitg irrational thoughts,noticing accomplishments, and positive self-
rewarding thoughts)

Social skills training Skills training—patientis taught positive assertion, Didactic instruction
(Michel Hersen, negative assertion, and conversational skills Modeling, guided practice ofskills
Alan §, Bellack) Social perception taining—patient leamsto attend to Role playing

relevant context and cues of interpersonal Homework assignmentsinteractions Monitoring and recording of homework performance
Practice—newly learned responses are carried out in the by patient

natural environment =Self-evaluation and self-reinforcement atientis Patient's evaluation of role-playing responses with
trained to evaluate responses more positively and to letter prade; therapist's correction o:
provide self-reinforcement inappropriately low responses; therapist's

modeling of positive self-statement
eeeeeSS
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each patient. Nomnally, there are core ingredients in conjunction
with a number of optional techniques.

STRATEGIES AND TECHNIQUES Although the major
behavioral approaches to depression vary in their focus and
emphasis in treatment and in the frequency of use of specific
techniques, the following eight strategies are commonly used.
Detailed manuals specify treatment regimes for most of these
approaches.

Maintain records Recording mood and activities, both pos-
itive and negative, is essential to most behavioral therapies.
Patients may also monitor the immediate and long-term con-
sequences of specific behavior.

Increase general activity level, particularly pleasant
events Onthe basis of the daily mood and activity record-
ings, the therapist encourages the patients to increase their par-
ticipation in those activities rated as most pleasant by demon-
strating a relationship between increased pleasantactivities and
lowerlevels of depression.

Decrease or manage unpleasant events From the daily
ratings, negative interactions or situations that trigger feelings
of depression are identified. Patients learn to avoid and decrease
unpleasant events when possible. Patients are also taught to
manage their reactions to negative events by leamingto sub-
stitute more positive thoughts, to prepare for unpleasant events,
and to prepare for failure.

Develop new self-reinforcement patterns Patients learn
to reward themselves or to increase goal-related activities with
material rewards or activities.

Enhancesocial skills Deficits in social skills and interac-

lion patterns may be addressed through assertiveness training,
modeling, and role playing with feedback and rehearsal or by
providing graduated performance assignments to promote
rewarding social interaction and to decrease social avoidance,
A combination of approaches can be used. Group therapy ses-
sions may be used to improve communication skills or to
resolve specific interpersonal problems.

Relaxation training Relaxation techniques may aid in
achievement of other goals, such as increasing social interac-
lion, reducing the aversiveness of unpleasant situations, or pro-
ducing a moodstate incompatible with depression, Patients are
taught relaxation of the major muscle groups; they are encour-
aged to practice relaxation twice a day and are instructed to
keep a written log of relaxation activity.

Time management Training patients to plan ahead and
make preparations necessary to participate in pleasant events
(for example, obtaining a baby-sitter) is part of time manage-
ment. An effort is made to work out an appropriate balance
between activities that the patients want to do and activities they
feel they have to do.

Cognitive skills training Cognitiveskills training is gener-
ally geared toward decreasing negative thinking and increasing
positive thinking, Patients are taught to monitor their thinking
and to discriminate between positive and negative thoughts,
necessary and unnecessary thoughts, and constructive and
destructive thoughts. Specific techniques include thought-stop-
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ping, disputingirrational thoughts, and correcting errors in attri-
bution regarding causes of successes and failures,

EFFICACY Behavior therapy has beentested in a numberof
studies of depressed subjects. Eight published studies involve
random assignment andeither a waiting list or nonspecific treat-
ment group as control. Behavior therapy methodssignificantly
reduced depressive symptomsin three quarters of the studies.

COGNITIVE-BEHAVIORAL THERAPY

THEORETICAL CONCEPTS Cognitive-behavioral therapy
stems from four majorprevioustheories: psychoanalytic theory,
phenomenological philosophy, cognitive psychology, and
behavioral psychology. One salient common feature is the rec-
ognition of the importance of the subjectiveness of conscious
experience(one’s perceptual experience of reality rather than
the objective reality); anotheris the recognition of the emotional
consequences of irrational beliefs and thoughts.

Aaron Beck, the originator of cognitive-behavioral therapy,
developed a comprehensive, structured theory of depression,
According to this theory, depression is associated with negative
thought patterns, specific distorted schemas, and cognitive
errors or faulty information processing (Table 16.8-5). Such
cognitive dysfunctions form the core of depression while affec-
tive and physical changes and other associated features of
depression are its consequences.

Cognitive theory conceptualizes depression as involving neg-
ative cognitions regarding the cognitive trad (ideas of oneself,
the world, and one’s future). The self is perceived as being
defective, inadequate, deprived, worthless, and undesirable.
The world appears as a negative, demanding, and defeating
place, and one expects failure and punishment, continued hard-
ship, suffering, deprivation, and failure in the future. Underly-
ing the negative conditions are stable cognitive structures,
called schemas,that include core beliefs or assumptionsthrough
which one interprets experience. Schemas assocjated with
depression are analogous to viewing the world through dark
glasses (for example, the core belief that one is unlovable). Cog-
nitive errors, or systematic errors in thinking, allow the persis-
tence of negative schemas despite contradictory evidence. A
cognitive error frequently associated with depression is dichot-
omous thinking, the tendency to view one’s experiences as
black or white without shades ofgray, or to believe that people

TABLE 16.8-5
Elements of Cognitive Theory
Element Definition

Cognitive triad Beliefs about oneself, the world, thefuture
Schemas Waysof organizing and interpreting

experiencesCognitive distortions

itrary inference Drawing a specific conclusion withoutsufficient evidence
Focus on a single detail while

ignoring other more important
aspects of an experience

Specific abstraction

Overgeneralization Forming conclusions based on too
little and too narrow experience

Magnification and Over- or undervaluing the significance
minimization of 8 particular event

Tendencyto self-reference to external
events without a basis .

Tendency to place experience into all-
or-none categories

Personalization

Absolutist, dichotomous
thinking 
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are either all bad or all good. Symptomsof depression follow
from the cognitive error. For example, apathy and low energy
are results of the individual's expectation of failure in all areas.
Similarly, a paralysis of will stems from the individual's pes-
simism and feelings of hopelessness.

GOALS The goal of cognitive-behavioral therapy is to
change the way a person thinks and, subsequently,to alleviate
the depressive syndrome and preventits recurrence. This is
accomplished by helping the patient (1) identify and test neg-
ative cognitions; (2) develop altemative, more flexible schemas;
and (3) rehearse both new cognitive and new behavioral
responses.

GENERAL CONSIDERATIONS Cognitive-behavioral ther-
apy is a short-term,structured therapy that involves active col-
laboration between the patient andthe therapist toward achiev-
ing set goals. It is oriented toward current problems and their
resolution. Therapy is usually conductedon anindividual basis,
although group techniques have been developed andtested.
Cognitive-behavioral therapy may be used in conjunction with
pharmacotherapy.

STRATEGIES AND TECHNIQUES Aswith other psycho-
therapies, the attributes of the therapist are fundamental to suc-
cessful cognitive-behavioral therapy. Therapists must be empa-
thatic, able to understand the life experience of each patient,
and capable of being genuine and honest with themselves and
their patients. Therapists also must be able to relate skillfully
to patients in their own experiential world in an interactive way.
As a highly structured therapeutic approach, cognitive-behav-
ioral therapy involves setting the agenda at the beginning of
each session, assigning homework to be performed between
sessions, and teaching specific new skills. The active collabo-
ration between the therapist and the patient provides a genuine
sense of teamwork.

Cognitive-behavioral therapy has three basic components;
didactic aspects, cognitive techniques, and behavioral tech-
niques (Table 16.8-6).

Didactic aspects The didactic aspects include explaining to
the patient the nature of the cognitivetriad, schemas,and faulty
logic. The therapist informsthe patient that they will formulate
hypotheses together and will test them over the course oftreat-
ment, The therapist presents a full explanation of the relation-
ship between depression and thinking, affect, and behavior, as
well as the rationale for all aspects of the treatment. This con-
trasts with the more psychoanalytically oriented therapies in
which very little explanation is involved.

TABLE 16.8-6
Components of Cognitive Behavioral Therapy 
Didactic issues

Learming rationale and strategy of the therapy
Cognitive techniques

liciting automatic thoughts
Testing automatic thoughts
Identifying maladaptive underlying assumptions
Analyzing validity of maladaptive asstimptions

Behavioral techniques
Scheduling activities
Mastery and pleasure
Graded task assignmentCognitive rehearsal
Self-reliance training
Role playing
"iversion techniques 
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Cognitive techniques The cognitive approach has fou,
strategies: eliciting automatic thoughts, testing automatic
thoughts, identifying maladaptive underlying assumptions, and
testing the validity of maladaptive assumptions.

ELICITING AUTOMATIC THOUGHTS Automatic thoughts are
cognitions that intervene between external events and the indj-
vidual’s emotional reaction to the event. For example, a person
invited to go bowling maythink, negatively, ‘‘everyoneis going
to laugh at me when they see haw badly I bowl,” before he
actually bowls with this group of people. Another example is
when a person thinks ‘‘he doesn’t like me’’ if someone passes
the person in thehall without saying hello,

TESTING AUTOMATIC THOUGHTS The therapist, acting as a
teacher, helps the patient test the validity of the automatic
thought. The goal is to encouragethe patient to formulate alter-
native possible interpretations and reject inaccurate or exagger-
ated automatic thoughts, after carefully examining them. For
example, patients often set unrealistic expectations for them-
selves, then blame themselves when they are unableto live up
to these expectations. The case of a 32-year-old depressed com-
puter programmerwith self-denigrating thoughts abouthis abil-
ity to complete homework assignments illustrates this point.

Patient: I don’t know what's been wrong with me this week, I just
don't seem to be as interested in doing my homework assignments. I
don't know if I'm ever going to get better.

Therapist: Can you think of a specific time this week that you had
problems doing homework because of disinterest?

Patient: Yes, on Thursday | tried to do my relaxation exercises, but
T eventually gave up.

Therapist: Can you tell me what you were thinking at the time?
Patient: Well, started doing my breathing, but I couldn't calm my

thoughts and stop thinking about other things, like the instructions in
the manual said. Then I started Pee, about how long I've beenworking on this and how | should know how to do it by now.

Therapist; And how long have you been working on the breathing
technique?

Patient: Uh, one week,
Therapist: Let’s review the evidence that supports your statement

that you should be performing this exercise with no problems at thistime.

In this example, when the patient and therapist carefully
reviewed the situation, it became apparent that the patient's
expectation that he should be able to perform this exercise per-
fectly after one week of practice was unreasonable. On consid-
eration that the ability to breathe and maintain calm thoughts is
a skill that normally takes many weeks to perfect, the patient
realized that his belief abouthis inability to learn was distorted
and incorrect.

Generating alternative explanations is another technique used
to undermine inaccurate and distorted automatic thoughts.

A 29-year-old secretary with a mee history of depressionreported that she frequently experienced feelings of sadness and hurt
at work because of the curt gruff manner in which her boss inter-
acted with her. The automatic thoughtthat she reported following one
interaction with her boss—in which he stated ‘‘! wish things around
here ran smoother’ '—was *‘He doesn’t like me. He doesn't think I'm
doing a good job.’’ The therapist helped the patient generate a list of
otherinterpretations of her employer's statement and behavior includ-
ing the possibility that he interacted with all peopit this way, that hewas a generally unhappy person, that he did not like his job and was
allowing his unhappiness abouthis work situation to influence how he

interacted with the patient, and that he was payneeee problemsthat were preoccupying him and causing him to unhappy at workand inattentive to the manner in which he interacted with his
employees.

IDENTIFYING MALADAPTIVE ASSUMPTIONS As the patient and
therapist continue to identify automatic thoughts, patterns usu-
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ally become apparent, representing underlying rules or mal-
adaptive general assumptions that guide the patient's life,
Examples ofsuch rules include, **To be happy, I must beper-
fect’’ or “If everyone doesn't like me, I’m not lovable.’’ Such
rules inevitably lead to disappointment,to failure, and subse-
quently to depression.

ANALYZING MALADAPTIVE ASSUMPTIONS Similar to testing
the validity of automatic thoughts is testing the accuracy of
maladaptive assumptions. One particularly effective technique
is for the therapist to ask the patient to defend the validity of
an assumption.

Patient: I guess I believe that I should always work up to my
potential.

Therapist: Why is that?
Patient; Otherwise I would be wasting me,

ae What is the long-range goal in working up to yourotenual?

. eal I've never really thought aboutthal. I’ve just assumed thatI should,
Therapist: Are there any positive things you give up by always hav-

ing to work up to your potential?
atient: I suppose it makes it hard to relax or take a vacation,

Therapist: What aboutliving ep to your potential to enjoy yourselfand relax? Js that importantatall
Patient; I've never really thought of it that way.
Therapist: Maybe we can work on giving yourselfpermission notto

work up to your potential atall times.

In this example, the therapist is helping the patient recognize
how maladaptiveit is to strive to work up to one’s potential at
all times.

Behavioraltechniques Behavioral techniques are used con-
jointly with cognitive techniquesto test and change maladaptive
or inaccurate cognitions in order to help patients understand the
inaccuracy of their cognitive assumptions and to learn new
strategies and ways of dealing with issues. A repertoire of
behavioral techniques are utilized in cognitive-behavioral
therapy.

1, Amongthe first things done is to schedule activities on an
hourly basis. The patient keeps a record of these activities and
reviewsit with the therapist.

2. Patients are asked to rate the amount of mastery of and
pleasure derived from those activities; they are often surprised
at how much more mastery and pleasure they gain from the
activities than they had otherwise believed.

3. To simplify the situation and allow for mini-accomplish-
ments, tasks are often subdivided into subtasks, as in graded
task assignments, to demonstrate to patients that they can
succeed,

4, Cognitive rehearsal involves having the patient imagine
the various steps involved in meeting and mastering a challenge
and rehearsing the various aspects ofit.

5, Self-reliance training involves encouraging patients to
become more self-reliant, by doing such simple things as mak-
ing their own beds, doing their own shopping,or preparing their
own meals,rather than relying on other people.

6, Role playing is a particularly powerful and useful tech-
niqueused to elicit automatic thoughts and learn new behaviors.

7. Diversion techniques are useful in helping patients get
through particularly difficult times by means of physical actiy-
ity, social contact, work, play, or visual imagery.

The techniques used are highly structured and goal oriented
and require active collaboration between the therapist and the
patient, Emphasisis on identifying maladaptive, inaccurate cog-
nitions in various forms, seeking alternative explanations, and
learning new behaviors to reverse the affective and drive dis-
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turbances and other associated features of depression and, It is
hoped, help prevent their recurrence.

EFFICACY Cognitive therapy has been studied extensively
in the treatment of outpatients with major depressive disorder,
Of 34 suchreports nine includedapill placebo, waitinglist, or
nonspecific treatment as a control group. In most studies, cog-
nitive-behavioral therapy was superior to the control group in
reducing depressive symptoms. The one notable exception is
the NIMH Treatment of Depression Collaborative Research
Program (TDCRP), in which cognitive-behavioral therapy did
notdiffer significantly from the placebo clinical management
condition (see prior section on IPT), Compared with pharma-
cotherapy alone, cognitive-behavioral therapy was found to be
superior in two studies conducted in the 1970s. In three more
recent studies, including the TDCRP,there were no differences
in efficacy between antidepressant medication and cognitive-
behavioral therapy. In six studies that compared cognitive-
behavioral therapy with that therapy plus pharmacotherapy,five
found no differences between the two outcomes and one found

that the combined treatrnent was superior to cognitive-behav-
ioral therapy alone.

In summary, cognitive-behavioral therapy has been shownto
be an effective treatment for many outpatients with major
depressive disorder. It is particularly effective among mild to
moderately depressed patients and may be less effective than
pharmacotherapy among more severely depressed patients.

DISCUSSION

Several issues influence the choice of treatment for depression,
the duration of treatment, and whether or not to use more than
one treatment modality at the same time. These issues include
the phase ofillness, diagnosis and patient characteristics, the
presence of chronicity and dysthymia, the presence of bipolar
disorder, and use of combined pharmacological-psychothera-
peutic treatments.

PHASE OF ILLNESS Nearly all studies of psychosocial
treatments for depression have focused on the acute phase of
treatment; thatis, they have tested the performance ofa specific
psychotherapeutic approach in resolving depressive symptoms
within 12 to 16 weeks. These studies have generated consid-
erable evidence of the efficacy of IPT, cognitive-behavioral
therapy, and behavioral therapy in certain groups ofpatients
during this time period. An episode of depression, however,
does not necessarily end whenthe acute symptoms haveabated,
In fact, a relapse of symptoms may occur if treatment is dis-
continued too soon after the initial control of symptoms. That
happens presumably because the acute treatment (especially
pharmacotherapy) has not cured theillness, but rather amelio-
rated or reduced the symptoms temporarily. This situation is
analogous to the effect of insulin on diabetes mellitus. Depres-
sion is now recognized as a recurrent, and often chronic,illness.
Therefore, withdrawal of the treatment mayresult in return of
illness.

An important consequence of our recognition of the long-
term nature of the illness is the need for treatment beyond the
acute phase and into the continuation and maintenance phases.
Continuation treatment is the ongoing treatmentfrom the point
of clinical remission to the point at which spontaneous remis-
sion is expected to occur in untreated patients (that is, to the
putative true end of an untreated episode). For depression, the
continuation phase in pharmacological treatments generally
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lasts approximately six to nine months following acute treat-
ment, Maintenance treatmentis longer-term,and is intended to
preventfuture depressive episodes or decrease their intensity.
The model for psychotherapeutic treatments, in contrast, is that
the strategies and techniques change maladaptive pattems that
are linked to depression, and thus should result in a reduced
risk for future episodes or symptomsof depression.

There are two sets of questions with regard to continuance
of short-term psychotherapies over the long term. First, do the
therapies confer a prophylactic effect in the future? Second,is
it helpful to continue the treatments following a positive
response into the continuation and maintenance phases?

Prophylactic effect of short-term therapies Follow-up
studies of patients responding positively to acute treatmentfor
depression have attempted to address the question of whether
treatment offers long-term prophylactic effects.

For IPT, one study reported no differences in relapse or recur-
rence at a one-year follow-up between patients in a 16-week
clinical trial treated with IPT, amitriptyline, amitriptyline plus
IPT, and nonscheduled treatmentin terms of relapse or recur-
rence. However,patients treated with IPT did have better social
functioning at the one-year reevaluation point.

The majority of the follow-up studies have examined relapse
rates in patients successfully treated with cognitive therapy or
antidepressant medication. Those studies have shown a clear
pattern of lower relapse rates for patients treated with cognitive-
behavioral therapy than for those treated with short-term phar-
macotherapy, However,the naturalistic designs of these studies
precludes conclusions regarding the reasonsfor the differences
found (that is, whether the results represent some enduring
effects of the cognitive therapy, or to differences in risk for
relapse among patients who respond to drugs versus
psychotherapy).

Despite the positive findings for short-term psychotherapy in
terms of decrease in symptoms and the possibly lower relapse
rates with use of cognitive-behavioral therapy, the success of
these approaches, as a well as of pharmacological treatments,
depends on how outcomeis defined. When outcomeis defined
optimally as complete remission of symptoms and maintenance
of symptom-free remission for an extended period following
treatment, it becomes clear that 12 to 16 weeks of treatment
(with psychotherapy or pharmacotherapy) is insufficient for the
majority of patients who present with major depression. This is
illustrated by findings from the NIMH TDCRP,which reported
the proportion ofall patients starting treatment who achieved
this stringently defined outcome. Complete remission (at least
8 weeks without symptoms) at the end of treatment and main-
tenance of remission for 18 months following treatment was
achieved by 30 percent of patients after cognitive-behavioral
therapy, by 26 percentafter IPT, by 19 percent after imipramine
with clinical management, and by 20 percent after placebo with
clinical management. Considering outcomein this optimal way
highlights the need for longer periods of treatment for full
recovery as well as the need for continuation and maintenance
treatments.

Treatment during the continuation phase Does continu-
ing treatment after successive resolution of symptomshelp to
prevent relapses and recurrences? This clinically important
question has received relatively little attention, but has been
addressed in one study on cognitive-behavioral therapy. Forty-
two subjects who received acute therapy were followed for one
year. At three months into the follow-up study, half of those
who responded to treatment were given additional treatment
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(‘‘booster’’ sessions) until completion of the study while the
other half of the responder group was given no additional treat.
ment. The authors found no difference in relapse rates or
depressive symptoms between the two groups af one year, sup.
gesting that continued treatment with cognitive therapy after
successful resolution of symptoms does not improve. outcome,
It must be emphasized that this is a single study and further
research is needed. There are no studies on the use of IPT or
behavior therapy in the continuation phase.

Treatment during the maintenance phase Does therapy
continued a year or more after successive treatmenthelp to pre-
vent the occurrence of new episodes? In a landmark study by
Ellen Frank and colleagues, a group of 128 patients with recur-
rent major depressive disorder who had responded to a com-
bined short-term and continuation treatment of imipramine and
IPT were randomly assigned to different maintenance treatment
groups. Those treated with IPT alone hadasignificantly lower
relapse rate than those receiving placebos. However, those
treated with imipramine, with or without IPT,did significantly
better than the IPT without imipramine groups. This study
strongly supports continued treatment, especially pharmaco-
therapy, over a long period in timeof patients with a history of
recurrent episodes of depression.

There is some evidence that, in patients with recurrent
depression, long-term treatment is useful in delaying or pre-
venting recurrences. However, the value of continuation and
maintenance treatment with psychotherapy remains unresolved
and awaits further research.

DIAGNOSIS AND PATIENT CHARACTERISTICS The

psychotherapeutic treatment approaches described above were
developed for use with outpatients with nonbipolar, nonpsy-
chotic depression. They should generally not be used as a sole
treatment for severely depressed inpatients or for patients with
bipolar depression, although their use when combined with
pharmacotherapy for such patients has begun to be evaluated,

Whetherthese treatment approaches should be used without
medication for outpatients with major depressive disorder has
been controversial. The general clinical belief is that antide-
pressants should be part of the treatment whenpatients are more
severely depressed, or have endogenous depressions. Findings
from the NIMH Treatment of Depression Collaborative
Research Program have suggested that IPT may beeffective for
at least some of the more severely depressed outpatients, and
thus may be a feasible treatment for such patients if an alter-
native to medication is needed or desired. Endogenous depres-
sion was not found to differentially predict outcome in this
study. Findings from other studies regarding endogenous
depression have been mixed, but most do notfind that outpa-
tients with endogenous depression (as defined by the Research
Diagnostic Criteria) respond better to pharmacotherapy than to
psychotherapy. Treatmentfor patients meeting critenia for mel-
ancholia, however, should typically include medication,
(_Otherfindings from the NIMH Treatment of Depression Col-
laborative Research Program regarding patient characteristics
and treatment outcome included better outcomes with IPT for

patients with less impairment in social functioning, and better
outcome with cognitive-behavioral therapy and with imipra-
mine for patients with less distortion in cognitions (dysfunc-
tional attitudes). Other studies have also shown that high scores
on measures of dysfunctional attitudes predict a poorer outcome
in cognitive-behavioral therapy. Together, these findings sug-
gest that patients may require a minimallevel of proficiency in
the area of functioning that the treatment targets in order to
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benefit from the treatment (at least in the short term), That is
an important question for future research.

Somepatient characteristics have been found to be predictive
of response across treatments in general, Longer duration of the
current episode, and also the diagnosis of dysthymic disorder
prior to the onset of the major depressive disorder (double
depression) have been shown to predict a poorer response;
higher expectations of improvement have been associated with
a better outcome to different formsof treatment,

The beliefs and expectations of the patient regarding depres-
sion and treatment should also be considered, Some patients
who consider depression to be a psychological disorder that
should be amenable to psychotherapeutic approaches are resis-
tant to using medication. Others consider their depression to be
a biochemical disturbance that will require medicationif it is
to be corrected, and not psychotherapy. A good therapist may
be able to modify such expectations when necessary, but a pos-
itive attitude toward treatment on the part of the patient may be
significantly importantto a successful outcome.

In general, the therapist should be cautious in making attn-
butions about premorbid personality problems during the
depressed phase. Many interpersonal and cognitive styles may
appear different to the patient and the therapist after the acute
phase of the disorder has been alleviated. Nonetheless, several
studies have found that the presence of a personality disorder
is associated with a sloweror generally worse response to treat-
ment. For depression, such patients are likely to need longer
periods of treatment,

DYSTHYMIC DISORDER AND CHRONICITY Most of our

knowledge on the treatmentof depression comes from the study
of patients with acute major depression, and we know far less
about the treatment of chronic depression. This is unfortunate,
given the prevalence of dysthymic disorder. Over 3 percent of
adults in the United States suffer from dysthymic disorder dur-
ing any six-month period, according to the Epidemiologic
Catchment Area (ECA). In addition, approximately one third
of psychiatric outpatients suffer from dysthymic disorder.
Nearly one in five patients with a major depressive episode fails
to recover and becomes chronically depressed.

The importance and potential usefulness of psychosocial
treatments for such patients is demonstrated by (1) the notable
morbidity and impairmentof quality oflife associated with dys-
thymic disorder, which has been shown to exceed that associ-
ated with most medical illnesses; (2) the fact that a substantial
proportion of patients with dysthymic disorder either fail to
respond to medication or cannottolerate the side effects; and
(3) with or without medication, the long-standing patterns of
social withdrawal; lack of assertiveness; impairment in family,
marital, and occupational functioning; and chromic pessimism
and hopelessness associated with dysthymic disorder need to
be addressed. When depression is severe, pharmacological
treatments are encouraged to alleviate suffering and increase
the ability of the person to engage in the therapy. There are no
controlled studies of the effectiveness of this treatment

approach; however two naturalistic follow-up studies have sug-
gested that long-term analytic therapy can have long-term ben-
eficial effects,

More recent developmentsin the treatment of dysthymicdis-
order include the modification of psychotherapeutic approaches
specifically for the treatment of dysthymic disorder, as well as
preliminary open trial studies investigating the effectiveness of
the modified psychotherapies for dysthymic patients. The
chronic interpersonal and social deficits associated with dysthy-
mic disorder provide a strong rationale for the use of IPT with
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dysthymic patients, and a manual has recently been developed.
Aspects of dysthymic disorder that distinguish it from acute
depression, requiring modification of IPT, include the lack of
an acute precipitant, the characterological features often asso-
ciated with the presence of a chronic mood disorder (such as
paucity of interpersonal relationships, lack of self-assertion,
poor social skills), and the lack of euthymic memories. Given
the typical absence of an acuteprecipitant in dysthymic disorder
the choice of a focus of treatment becomes moredifficult. While
all of the four IPT problem areas do occur in dysthymic patients,
their frequency as a primary focus differs from acute depres-
sion. Grief is rarely the primary focus, whereas interpersonal
deficits more frequently are, The frequent absence of interper-
sonal relationships in the patient’s life requires an increased
focus on the therapeutic relationship, which is used as a model
for other interpersonal interactions. Social isolation is addressed
by encouraging occupational and social activities involving
contact with others, Participation in activities are used to exam-
ine social behaviors, expectations, and desires.

Whenrelationships doexist, they are often unsatisfactory, in
light of the difficulty these individuals have in asserting them-
selves, expressing anger, or setting limits. IPT for these patients
emphasizes exploration of what the patient desires from the
relationships and of what optionsare available to alter the rela-
tionships. The patient is helped to begin to identify personal
needs, to begin to assert them, and to setlimits. The expression
of anger is encouraged and supported. Preliminary support for
the use of IPT for dysthymic disorder has been provided by a
nonrandomized pilot study of 19 patients treated with IPT, desi-
pramine (Norpramin), or both.

Another psychotherapeutic approach that has recently been
developed specifically for the treatment of dysthymic disorder
is the Cognitive-Behavioral Analysis System of Psychotherapy
(C-BASP). The focus of this treatment approach is on problem-
atic cognitive and behavioral patterns associated with dysthy-
mic disorder. A situational analysis procedure that includes per-
formance feedback is a central part of the approach. Patients
are taught to evaluate the adequacy of their behaviorin various
situations, particularly those involving interactions with others,
and to target and modify self-defeating behaviors. Beliefs of
helplessness and absence of control are challenged by the expe-
nience of mastery in producing desired outcomes, The treatment
is conducted in stages, with the requirement that the patient
demonstrates mastery at each stage before moving on to the
next. The duration of treatment thus differs for different

patients, but is typically short-term (less than six months). Ten
dysthymic patients treated in a naturalistic study were reported
as having a successful outcome, with nine of these remaining
in remission for dysthymic disorder at follow-up of two yearsor more.

Despite these important recent advances,it is clear that con-
trolled studies are needed to more clearly determine the nature,
degree, and duration of benefits derived from these psycho-
therapeutic approaches in the treatment of dysthymic disorder
and chronic depression.

PSYCHOSOCIAL TREATMENT OF BIPOLAR DISORDER

Theclinical and researchliterature on major depressive disorder
is replete with both psychotherapeutic and psychopharmaco-
logic approaches. In sharp contrastis the literature on treatment
of bipolar disorder, which focuses almost exclusively on psy-
chopharmacology and, specifically, on the use oflithium car-
bonate (Eskalith) as the overwhelming treatmentof choice. The
introduction of lithium has influenced the diagnostic system,
the clinical practice, and the therapeutic outcome ofpatients

Alkermes, Ex. 1060



172 of 173 Alkermes, Ex. 1060

1188 MOOD DISORDERS / CHAPTER 16

with bipolar disorder for 20 years. It is as close to a wonder
drug as has been experienced in psychiatry.

However,lithium is not the absolute cure for bipolar disor-
ders. About one third of patients either do not respond or only
partially respondto lithium. Even for those who respondfully,
many sérious social, occupational, familial, and marital prab-
lems often remain. Psychological and behavioral problemsare
frequently associated with bipolar disorder, and alcohol and
substance abuse, violence, and suicide can result from inade-
quate treatment. Psychotherapeutic interventions may be par-
ticularly relevant for these problems.

Another major rationale for adjunctive psychotherapy is to
improve medication compliance. An estimated 20 to 50 percent
of patients with bipolar disorder who are on a prescribed med-
ication regimen either do not fully comply with their doctor's
instructions or discontinue treatment altogether. Physical side
effects, as well as the psychological unwillingnessto takepills,
adds to the noncompliance problem. Lithium noncompliance or
discontinuation increases relapse. Psychotherapy combined
with lithium mayresult in increased medication compliance and
a better clinical outcome.

Adjunctive psychotherapy can also be used to provide impor-
tant educational benefits. It can help the patient and family
members to learn to identify early warmings of an impending
mania so that more rapid interventions can occur, andto identify
problems that exacerbate or precipitate episodes.

Treatments Little has been written about the psychothera-
peutic treatmentof bipolar disorders since the report of 12 cases
by Mabel Blake Cohen in 1954. In recent years, however, sev-
eral approaches have been developed for psychosocial and psy-
chotherapeutic treatment of bipolar disorder. Unfortunately
there is no empirical research published onthe efficacy of these
approaches as yet, but they are sufficiently important that a
description of each is included here.

These approaches, designed as short-term, outpatient inter-
ventions, were inspired by the well-documented success of sim-
ilar programs used with schizophrenic patients.

Miklowitz and Goldstein Thefirst treatment package, devel-
oped by David J. Miklowitz and Michael J. Goldstein, is based
on behavioral family management techniques. Based on the
premise that the same family attributes thought to be important
in predicting the course of schizophrenia are also associated
with the course of bipolar disorders, the focus of the program
is on educating the family about bipolar disorders and aiding in
the development of communication and problem-solving skills.
This approach(like all psychosocial approachesfor bipolar dis-
orders) is not intended to serve as a substitute for a traditional
medication regimen but rather as adjunctive therapy. The pro-
gram for patients recently discharged after an episode of hyper-
mania includes 21 one-hour sessions conductedin the patient's
homeover a nine-month period. These sessions are dividedinto
seven sessions dealing with family education, seven on com-
munication skills training, and seven on problem-solving skills
training.

In a pilottrial with nine patients, only one patient relapsed
over the nine-month posthospitalization period during which
treatment was implemented, In comparison, a6] percentrelapse
rate was reported from a naturalistic outcome study using tra-
ditional medication regimens without family management.

Basco and Rush Thesecond treatment package, developed
by Monica R. Bascoand A.John Rush,is designed around four
goals: (1) to educate the patient regarding bipolar disorder; (2)
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to teach cognitive-behavioral skills for coping with the psycho-
social stressors. as well as the cognitive and behavioral prob-
lems associated with manic and depressive symptoms; (3) to
facilitate compliance with a prescribed medication regimen, and
(4) to monitor the occurrence, severity, and course of manic
and depressive symptoms. The protocol is divided into three
phases corresponding with these goals. The first phase, con-
sisting of one-hour sessions, once a week for five weeks, edu-
cates the patient about the causes, symptoms, and treatment of
bipolar disorder, The second phase, which teaches cognitive-
behavioral skills, consists of weekly sessions lasting approxi-
mately 75 to 90 minutes, The third phase—maintenance—pro-
vides an opportunity to monitor the patient’s symptoms, rein-
force skills, and facilitate medication compliance. This final
phase is held in one-hour sessions no less than once a month
and no more than four times a month.

The treatmentprotocolis highly structured. Each session coy-
ers one componentof the trealment package, and includes (1)
a summary of the intention and direction of the session, (2)
background information about the intervention technique, (3)
goals of the session, (4) a step-by-step description of the inter-
vention procedures, and (5) a homework assignmentto rein-
force what was learned in the session or to prepare for the next
session,

COMBINED PHARMACOLOGIC-PSYCHOTHERAPEUTIC
TREATMENT It is commonpractice for many psychiatrists
to provide combined pharmacotherapy and psychotherapy for
their patients with nonbipolar depression. The prevailing clin-
ical opinion is that antidepressant medication is most effective
for depressive symptoms, especially such vegetative symptoms
as sleep disturbance, appetite disturbance, andloss of interest,
whereas psychotherapytargets and improves marital and family
relationships, social functioning, and occupational perfor-
mance. However, the empirical evidence supporting this belief
is minimal,

Is combined treatment more efficacious than either treatment

modality alone? And does combined therapy treat a broader
range of outcomes than either modality alone? Research
addressing these questions is fraught with methodologic diffi-
culties. Nonetheless, nearly 15 studies on combined therapy
have been completed over the past 20 years. In general they
have not found substantial increased efficacy of combined treat-
ment over either treatment alone.

Seven studies of combined treatment with cognitive therapy
have been conducted. These have all involved tricyclic anti-
depressants. Several compared the combined treatment with
both medication alone and psychotherapy alone. Others com-
pared the combined treatmentagainst only one modality. Over-
all the results are inconsistent and do not demonstrate the supe-
riority of combined treatment over that using a single modality.
Three studies of combined behavior therapy andtricyclic anti-
depressants versus either medication alone or psychotherapy
alone found no differences between the combined and single-
modality treatments. Two studies of combined IPT and ami-
triptyline are also inconsistent, with one showing a trend for
better outcome for the combined treatment, and the other show-
ing no differences between outcomes of combined andsingle-
modality treatments. As noted, Frank andcolleagues, studying
combined imipramine and maintenance IPT in patients with
severe recurrent depression, found that imipramine with or
without maintenance IPT was clearly superiortoall other treat-
ment modalities in the maintenance phase ofthe illness. How-
ever, in addition to studying a different phase of treatment,this
study addressed a different sample (patients with highly recur-
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rent disease who were responsive to combined treatment) than
the other studies of combined treatment.

SUGGESTED CROSS-REFERENCES

Information regarding related aspects of mood disorders are dis-
cussed further in Chapter 16. Chapter 31 on psychotherapies
also outlines behavioral and cognitive therapies and other psy-
chosocial treatments. Psychiatric treatments of adolescents are
reviewed in Chapter 46 and treatments in the elderly population
are included in Section 49.7. Application of psychosocial treat-
ment to schizophrenia may be found in Section 14.9.
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