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onset of an episode of depression. The most impressive piece
of evidence linking loss to subsequent depression is the finding
that loss 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-
ronal receptor sites in the brain. thereby producing avulncra-'
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 external loss. Chronic stress or deprivation of environ-
mental origin may produce alterations in the catecholarninerg-ic
syslaem in response to stimulation from the cor1:i.cotropin-releas-
ing hormone—adrenooorticotropic hormone (ACTI-I) axis. The
end result of the changes may be the clinical picture of
depression.

- The effects ofpsychosocial influences on neurophysiological
,factors have been amply derrronstrated in primate research.
-'Infant squirrel monkeys who are separated from‘ their 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-
larnir: serotonin mretion, 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 inihnt monkeys are
reunited with their mothers or siblings; other changes are not.
Moreover. the separations appear to be more or less damaging
during certain developmental periods. possibly because of the
correlation with myelirtization in the nervous system.

In the ensuing discussion .of psychodynarrric factors in the
etiology of depression. the reader must keep in mind that psy-
chological influences work in concert with genetic vulnerability
and neurophysiological alterations to produce the characteristic
clinical picture of depression. Those characteristics include psy-
chomotor retardation. sleep changes, loss oi’ appetite, dimin-
ished sex drive. anhedonia, loss of energy. inappropriate guilt
feelings. and suicidal ideation. Similarly. comprehensive treat-
ment plaruiing must take into account both the psychodynamic
factors and the'alte.rations of neurotransmitters.‘

One of. the most sophisticated efforts to define die relative
conuibutions of psychological vulnerability, genetics. and envi-
rotunental 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 model to__predi'c_t major depressive episodes. One of
die most influential predictors was the presence of recent stress-
ful events. Genetic factors were also important in prediction of
depression. Two other factors. neuroticisrn 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 wai-md-r_ all were
involved in predicting a major depressive episode. '

FSYCHODYNAMIC THEOHIES OF DEPRESSION

Anger turned inward A common finding in depressed
patients is profound self-depreciation. Sigmund Freud, in his
classic 191? paper “Mourning and Melancholia." attributed
that self-reproach to anger turned inward, which he related to
object loss. The object loss may or may not be real. A fantasied
loss may be suflicient to trigger a severe depression. Moreover.
the patient may acmally 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 between serious 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 errtoriortal than real. The second difference is

that persons with depression experience profound loss of self-
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 become like the
person. Freud defined that process as irttrojectiorr, a defense
mechanism central to the psychodynamics of depression. in
which the patient irrternalizes the lost object so that it becomes
an intemal presence. Freud later noted that introjection is the
only way that the ego can give up a valued and loved object.

Because depressed persons perceive the departed love object
as having abandoned them, feelings of hatred and anger are
intemiingled with feelings of love. Freud suggested that ambiv-
alence of that nature, involving the coexistence of love and hate,
is instrumental in the psychodynamics of depression. As a result
of inltrojecting the lost object, the negative part of the depressed
patient's arnbivalence—-the hatred and artger—is directed
inward and results in the pathognornonic picture of self-
reproach. In that manner a suicidal act may have the uncon-
scious meaning of murder. - _ _

Karl Abraham. one of Freud's early colleagues. shared
Freud’s view of depression but also 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 object is the basis for build-
ing one‘s ego-ideal. so that the role of the conscience is even-

tually taken over by the lntrojected object. In that conceptual-
ization much of pathological self-criticism is seen as emanating
from the introjected love object. In the.second form of intro-

jection, more in keeping with Freud's idea. the content of 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 as the classical view

of depression. That theory involves four key points: (1) Distur-
bances in die infant-mother relationship during the oral phase
(the lirst 12 to 18 months of life) predispose to subsequent vul-
nerability to depression. (2) Depression can be linked to real or
imagined object loss. (3) Inn-ojection 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 inward at the self.

Depressive position Although Melanie Klein understood
depression as involving die 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 the first year of life. ‘Klein believed. the infar1t-pro-
greases -from the paranoid-schizoid position to the depressive
position. In the first few months of life. according to Klein. lhfi
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infanr projects highly destructive fantasies into its mother and
then becomes terrified of the mother as a sadistic persectrtor.
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 feeding'e.xperience
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 "bed"
mother it fears and hates is the same mother as the "good"
mother it loves and adores. The recognition that one can hun
loved ones is 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 :1 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-depreciation are 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 Klcinian 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 superior or strong. 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 of the 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 oi supere-go Edith Jacobson compared the
state of depression to a situation in which the ego is at powerless.
helpless child, victimized by the superego, which becomes the
equivalent of a sadistic and powerful mother who takes delight
in torturing the child. Like Freud, Jacobson assumed that
depressed persons have identified with arnbivalently 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 transformed into the cruel super-
ego. Hence. depressed persons feel that they are at the mercy

of a sadistic internal torrnentor that is unrelenting in its victim-
ization. Jacobson also noted that the boundary between self and

object may disappear, resulting in a fusion of the bad self with
the bad object.

Dominant other Silvano Arieti studied the psychodynarnic
underpinnings of depression in severely ill patients who were
unresponsive to roost somatic treatments. He observed a com-
mon psychological theme in those patients that involved living
for someone else. rather than for themselves. He referred to the

person for whom depressed patients live as-the dominant other.
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 psychodynarnic function. In such
cases he referred to the entity as the dominant ideology or the
dominant goal.

Depression often sets in when patients realize that the person
for whom they have been living is never going to respond in a
manner that will meet their expectations. The goal of their lives
is regarded as unattainable, and a profound feeling of helpless-
ness sets in. In Ar-ieti‘s conceptualization of depression. he
stressed a marked rigidity in the tltinlting of depressed persons.
so that any alternative to living for the dominant other or the
dominant ideology is viewed as unacceptable and even unthink-
able. Depresscd 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 longed for, they feel that
life is worthless, and thatrigidity is often involved in a decision
that suicide is the only alternative. ' '

CASE EXAMPLE A 19-year-old college student consulted a sycbi-
airlst after one semester in school. He told the psychiatrist that e was

depressed and discouraged with collage and with himself. College wasnot what he had expected. and be b not rformed up to his expec-
ta.1'.'iol'Is. He was seriously questioning wlie ‘er he should return forrhe
second semester, and he had a sense of -hopelessness about changing
his feelings. Suicidal thoughts had occasionally crossed his mind.
although he was not planning to act on them. His sleep was disturbed
by awakonin in the middle of the night and ruminating about wharhe
should do. e felt ajsignificant diminution in his energy level. and he

cpmrnented that things he used to find enjoyable no longer gave.easure. .

P The patient attended a prestigious college on the West Coast. but
indicated that he had actually wanted to get into Harvard. His _l1-.'
cation to Harvard had resulted in his being placed on the waiting 151:
but he had not been acce ted. The psychiatrist he consulted cornmertted
that the college he had c osen to attend was certain! it highly regardpgl
one. The patient responded. "It's not Harvard." en the sychialrrst
asked the patient how he had done academicallydurin the rst seine!)-
rer, the patient appeared embarrassed and re lied, " only got a 3.25
grade-point average—one A and three Bs.‘ ‘ epsychiauist asked'h1rn_
why he mined embarrassed to reveal such a solid acaderrtic'reoOrd:
The atient ex. lained that he had wanted to make the dean‘s list but
that had f en short of it. since the list required a 3.5 grade-POIIQE
avera . ' _ ' " ‘

Thgepsychiatrist asked the atient if he hoped to be in a different
situation after one semester 0 college. The paticnt‘s answer revealed
that be had an extraordinarily high internal expectation of himself. Ht‘-
had wanted to be "a star." a_stra' ht-A student at Harvard. HF
explained that his father-had gone to arvard, and he hoped tbaI,'bY
being a standout there. he would finally achieve the raise and ruc0E'
nition from his father that he had always longed or but had ne)-1'3!
received. His father seemed disappointed that his sonhad not lfi.-".571.
accepted to Harvard, and the patient was convinced that his father will?ashamed of his son for not making the dean's list. - r

EXPLANATION The above case example illustrates the psycho-
dynamic theories of both Arieti and Bibring. The patient was
living his life for a dominant other—his father. He tried to P3?‘
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form beyond his abilities to extract an approving and loving
response from his father that was never forthcoming. Thar
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 student at Harvard was
his own aspiration; the reality was that he was a B+ student at
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-
chodynarnic theory may be pertinent in understanding an indi-
vidual patient's depression. Clearly. bodr 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 observer the college student had no apparent reason to
be depressed, since he was performing successfully at a highly
regarded college. Nonetheless, the inrrnpsychfc 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 llnderstand the effects they
have on the patient. Otherwise, clinicians run the risk of
responding in the same unempathlc 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."

Selfnbiecl lailure The ego and the superego do not figure in
Heinz Kohut‘s conceptualization of depression. Kohur’s theory.
known as self psychology, rests on die-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 refened to those
needs as mirroring. twinship. and idealization. The mirroring
Eesponses required by the self are equated with the gleam in the
mother's eye when the child exhibitionistically shows off for
the rnother. Adrniration. validation, and affirmation are
responses that are included under the category of mirroring.
Twinrhip responses refer 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 idenlizarion is an important aspect of the

'_ development of the self. Children who grow up with parents
they can respect and idealize develop healthy standards of con-

I ' duct and morality.
, --. Kohut referred to those three needs collectively as selfobject

needs. In other words, the responses demanded from others are
required 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
essentially refer to certain functions that persons ill the envi-

E ronment Ptovide. rather than to those persons themselves.
' Kohut felt that selfobjecl responses continue to be needed
5' l-ll-toughout life and are as necessary for emotional health as

- Oxygen is for physical health. Within that conceptual frame-

H19

work, depression involves the failure of selfobjects in the envi-
ronment to provide the self of the depressed person with mir-
roring, twinship, or idcalizing responses necessary for the self
to feel whole and sustained. The massive loss of self-esteem

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

Depression as affectand compromise formation Among
contemporary ego psychologists a widely held view is that
depression is not only a psychiatric disorder or illness. Instead,
depression is regarded as an affect reflecting conflict and com-
promise fomiation. Charles Brenner, the principal architect of
that view. suggested that concern about such childhood calam-

ities as object loss. loss of love, castration, and punishment are
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. Brermct pointed out that depression is not always
related to object loss or to oral wishes. He also asserted diat
identification with a lost object is found in some depressed per-
sons but not in all and that anger turned inward is 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 because" they feel unloved, because diey 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 Brenr1er’s fonnulation 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 succeeds in 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 psychodynamic theory 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. Depressive effect 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 em-
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 of the patient‘s. illness.

Early cleprlvatlon 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 fonnative 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. ' -

Ernpirica-1 research has provided some corroboration for the
view that early deprivation is relevant to the cause of depres-
sion. Rene 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 response to the separations. Margaret
Mahler and her colleagues. who studied the interactions
between normal and abnormal mother-infant pairs. found that

children's emotional dependence on their parents is instrumen-
tal in the development of their 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 strcssors. most theorists agree that the early rela-
tionship between child and parent plays a significant role in
causing depression. I

Prornorbid personality factors A cornpreh_ensiv.e psycho-
dynamic understanding of depression must include premorbid
personality factors in] d1e.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 ob,sessive-compulsive personality disorder may
lead them to feel that they are always falling short of their own
excessive expectations of themselves. As noted earlier. that
intrapsychic constellation may be critical in the development of
atnajor depressive episode. Similarly. Axis I] -personality dis-
orders involving dependent yeamings for care—sucl1 as depen-
dent, histrionic, and borderline personality disorders-—may also
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 decornpensate into depress_ion. No panicolar promot-
bid personality type has been associated with the development
of bipolar disorder. '

Evidence is accumulating that an Axis I] diagnosis of aper-
sonality disorder may complicate course and treatment of
depression. Depressed patients with personality disorders gen-
erally have ‘poorer outcomes in the area of social functioning
than those without personality disorders. Furthermore. residual
depressive symptoms are more likely to present in recovering
depressed patients who have an Axis H 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. One study found that
42 percent of persons with major depressive disorder and 51
percent of patients with dyslhymic disorder have an accompa-
nying Axis II diagnosis.

CHAFIACTEHOLOGICAL DEPRESSION Many patients
encountered in clinical practice report feelings of depression
even though they lack symptoms of a'well-defined Axis 1 dis-
order. such as major depressive episode. Many of those patients
have a primarydiagnosis of a personality disorder on Axis II’
and experience characterological depression, a feeling of per-
vasive loneliness or ernptiness associated with the perception
that others are not meeting one‘s emotional needs. They can be
distinguished from‘ patients with an Axis I diagnosis of major
depressive episode by the absence of vegetative symptoms

(such as psychomotor retardation. loss of libido. diminished
appetite, lack ofenergy._and sleep disturbance) and by the pres-
ence of certain qualitative features of their complaint of depres-
sion. Loneliness. emptiness. aod boredom areoften chronic
complaints in characterological depression but are much less
common in Axis I 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 front their par-
ents. As a result. they continue to seek parental substitutes in
adult life. ' '

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

A 29-yearcld woman came tpdpsychotherapy complaining that shewas "empty“ inside and "need 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 sericsof romantic
relationships with men. but she never felt that she was getting the kind
of attention and love that she needed from any of them. The men often
ended the relationship because they felt that she wastoo demanding
and that they could not sibly meet all her needs. Her last therapist
had “given up"_ on her ause be, too. felt that he was unable .to be
of help to her. The patient also indicated that she had called, her "re-
vious therapist almost every night because she would begin to eel
lonely and need his reassurance that he still cared. She feared that she
had turned offher therapist by being too dema.nding..She also described
several ang outbursts dire_cted.at him when he would not talk with
her for long y periods of time on the phone during the evening. Shewondered if her outbursts made him hate-her.

The patient had taken four different antidep1essive_medications with

no iihfivrovetnent She did not meet the diagnostic criteria for an AxisI dys ymic disorder or major de ressive isode. However. she did
have cliaracterislics in keeping wt two di erent Axis II diagnoses—
dependent personality disorder and borderline personality disorder. _

OTHER CIJNICAL ENTITIES In addition to the existence of

characterological depression in the presence of other Axis-l1
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 hypercritica]; and a cone
viction that things are hopeless and will never change. Patients
with that character structure do not allow themselves to have

any fonn of gratification in life because of disturbed relation-
ships in "childhood with parents or parental substitutes. '

A related form of charactcrological depression has been
labeled depressive-masochistic personality -disorder by- Otto
Kemberg. Patients with the disorder are characterized by an
extrerrlely demanding superego that results in'humorless.-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 becauseof their
inability to meet the patient‘s demands. The consequences of
that pattem of interaction are further feelings of rejection
because others do not want to be part of a relationship in which

' they never meet the expectations-of the patient. People with
depressive-masochistic ‘personalities are also characterologh
cally prone to turn anger inward to avoid any expression Of
aggression and anger toward others. -

Clinicians must remember that depression spans the entire
spectrum of pathology and health. In addition to being a discrelc
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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 that the depression is benign. In one study, employees
with minor forms of depression that did not meet Axis Icriteria
had 5] percent more disability days than did persons with a
diagnosis of major depressive episode.

MANIA

Even though the standard treatment of bipolar disorder is phar-
macological, a psychodynamic understanding of patients with
mania is of value in the overall ueaunent and managernent of
bipolar tlisofder. Genetic vulnerability and biochemical abnor-
malities are "clearly involved in the illness. but psychological
factors have repeatedly been observed to play roles in the pre-
cipitation ofmanic episodes. One 10-year follow-up study iden-
tified two different groups of treatment failures in a cohort of
patients with bipolar disorder. One group of patients were
shown to relapse because the treating psychiatrist had failed to
increase the lithium (EskaIith} dose in response to increased
physiological activation before the onset of a manic episode. In
the other group of treatment failures, 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 the stress of those
psychological factors.

Patients with bipolar disorder have been studied from "the
perspective of ongoing psychoanalysis and psychoanalytic psy-
chotherapy, arid those clinical investigations have revealed spe-
clfic psychodynarnic factors at work in the onset of manic epi-
sodes. In one series‘ of patients, unconscious sexual urges and
fantasies seemed to overpower ego defense mechanisms, "lead-
ing to "a clinical pictureof hypersexuality and other symptoms
of mania. Increasing the lidiium dosage resulted in_a decline of
the sexual behavior and areinstitution of the ego defense" mech-
anisms that were present before die manic episode. In the course
of ‘continued psychothera'peutic' or ' psychoanalytic treatment.
those patients became consciously aware of their unconscious
sexual desiresand of the defenses brought to bear to deal with
those desires. That conscious awareness enabled the patients to
identify early warning signals of increased sexual impulses, so
tliat future manic episoizles could be avoided by increasing the
lithium dose. '

Those studies reflect how a psychodynamic understanding of
patients with bipolar disorder majhlae crucial to the effective
Ireaunent of the disorder. Most manic patients cannot make use
or psychotherapy interventions in the midst of a full-blown
manic episode because the essence of rnania is "a denial of psy-
chological problems. However. afterithe patient has become
euthymic as a result of pharmacologicalstabilization. psycho-
therapeutic interventions may have value bum in preventing
subsequent episodes and in dealing with the feelings of shame
and guilt associated with embarrassing behavior that tools place
during the manic episode. '

PSYCHODYNAMIC THEOHIES OF MANIA The psycho-
dynarnic 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 been linked from a neurophysiolog-
ical -standpoint, they are similarly connected from a psycho-
dynamic perspective. - .

1121

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 die
superego. Self-criticism is then replaced by euphoric self-
satisfaction.

Bertram Lewln Berl:ra.rn 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‘-
rnania 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. idealize-
tion, and contempt. Omniporence 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. ldealizarion and denial
work together in such a way that idealization of selfand others
serves to deny any destructivcness 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 treat everything with a sense of humor
and a striking. disregard for the tragic dimensions of reality,
even if the-situation is tragic. Idcalization, however. may rapidly
give way to contempt, which is also linked to denial because it
is a way of disregardingthe importance of love objects and,
therefore, denying the concern that damage has been done to
them and reparation is needed. Moreover, die manic patient can
then minimize any distressing feelings of sorrow or regret that
may arise in connection with concerns 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 forrnulation is also useful in understanding the
commonly observed phenomenon of elation after the death of
a loved one. ' . '
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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 at sense
of ex snsiveness and power. As he discussed the odd reaction with his
psyc otherapist, 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 psychodynamjc theory of Klein also infonns
psychotherapeutic approaches to bipolar-disorder patients.
Because manic defenses are evoked by difficulties in working
through the depressive position, the psychotherapist must assist
the patient in integrating the loving and aggressive sides of both
object representation and self-representation within. The pro-
cess of integration facilitates the work of mourning. An auspi-
cious moment for that fonn 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 by ill-
advised behavior. Klein observed that. through a positive rela-
tionship with a tlterapeutic 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 at person's narcissistic aspirations to beloved, wor-
thy. superior, and virtually flawless. Jacobson understood mania
asa transformation of the sadistic supcrego figure 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 characleristics,- 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 mics of conduct. and
hypersexuality.

A 45- ear-old dentist in the throes of a manic episode was admitted
y ’ tric 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 examinaticrt Instead, he told jokes, most of which
contained sexual innuendoes, and tried to en e the feiiiatenesident
in seductive banter. When a male nurse an-iv at the scene to assist
with the admission. the patient su ested that the resident could have
sex with him while the nurse watc ed. He denied havin any problems
that required hospitalization and said that his wife he 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 light off women who were dying to sleep with him.

Some manic patients induce a sense ofgiddiness in clinicians,
so that serious and even tragic dimensions of the clinical situ-
ation are minimized or glossed over. Also, the grandiose and
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 laclt the intelligence to comprehend their sophisticated
thinking.

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

SANDOR FIADO Redo linked depression to a profound feel-
ing of helplessness. He believed that anhedonia, the inability to
experience pleasure, is a central phenomenon in depression that
develops when persons are not aware of their capacities of 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—infartt
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 'u1 some cases continue
throughout the life cycle.

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

COGMTWE-BEHAVIORALTHEORY According to the the-

ory developed by Aaron Beck, depression results from specific
cognitive distortions that are present in persons prone to depres-
sion. Those distortions are referred to as depressogenic sche-
mata, which are cognitivetemplates that perceive both internal
and extemal 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 of positive events. arbitrary infer-
ence. and selective abstraction.

LEARNED HELFLESSNESS The learned helplessness the-
ory of depression connects depressive phenomena to the expe-
rience of uncontrollable events. For example. when dogs in a
laboratory were exposed to electrical shocks from which they
could not escape, they showed certain behaviors that differen-
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 when put in 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 shock)
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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improvement of depression is contingent on the patient’s learn-
ing a sense of control and mastery of the environment.

SUGGESTED CHQSSJI EFEFIENCES

Further discussion of psychoanalytic theory can be found in
Section 6.1. For additional material on characterological
depression, see the discussion of borderline personality disorder
in Chapter 25.
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|flOODlMSORDEHS:CLflflCAL
FEATURES -

HAGOP .5‘. AXISKAL, M.D.

HETEFIOGENEITY OF MOOD DISOFIDEFIS

NOSOLGGY Mood disorders are characterized by pervasive
dysregulation of mood and psychomotor activity as well as by
related biorhythmic disturbances. The rubric of affective dis-
Drder———vvhi,ch 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-
l0. 1992) and the American Psychiatric Association's (APA)
fourth edition of Diagnostic and Statistical Manual ofildcntal
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-
thymlc and dysthymic disorders.

Conditions that in earlier editions of those manuals were cat-
egorized as endogenous depression. involutional melancholic.
and psychotic depressive reaction have been incorporated into
major depressive disorder, whereas depressive neurosis has
been largely absorbed by dysthymic disorders. Although the
neurotic-endogenous distinction has been officially deleted. the
tenn “melancholic features" is now used as aqualifying phrase
for those major depressive disorders where biological concom-
itants predominate. While both the American and international
classifications recognize the common occurrence 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 nettrasthenic con-

ditions. which have reemergeti under the name ‘ ‘chronic fatigue
syndrome."

DESTIGMATIZATION The rcshuffling and reclassification of
various affective. conditions into the mood disorders section of

the third edition of DSM (DSM-Ill) 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 considerable alleviation of suffering 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 destigmatiae 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 As often happens
when new therapeutic interventionsprove 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. External validating strategies, such as
familial-genetic studies and prospective follow-up. can now be
used to buttress the broadened concept of mood disorders. New
research comparing monozygotic and dizygotic twins has dem-
onsn-ated that the genetic potential to mood disorders embraces
entities that extend beyond the narrow concept of endogenous
depression (rnelancholia in DSM-IV) to subsume a 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 resuict depression to a core primary biological disease,
they suggest that 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 bereavement or to that of rhesus
monkeys‘ developing depressivelilte behavior following a sep-
aration paradigm. Those figures, in turn, 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 lo 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 common reasons advanced for consulting
psychiauists 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 of affective disntrbartces, ranging
from the relatively mild temperamental forms (which in the
official nosology is represented by dysthymic disorder and
cyclothyrnic 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 aware of the intimate relation of morbid states of fear to

melancholic. 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-com
gruent and mood-incongruent psychotic features, and other
(schizophrenic) psychotic conditions are still unresolved. Since
the earliest descriptions in ancient medical treatise, mood dis-
orders have been known to be highly comorbid with alcohol

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 person is 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 ' marnrnalian
species.

Affects tend to be short-lived expressions, reflecting momen-
ta.ry emotional contingencies. Moods convey sustained emo~
Lions; their more enduring nature means dist they are experi-
enced long enough to be felt inwardly. Moods are made man-
ifest in subtle ways, and their accurate assessment often requires
empathic understanding by the interviewer. The words that 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 confiict 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 nonnal
depression. is a universal human response to defeat, disappoint-
ment, or other advcrsities. The response may be adaptive. in an
evolutionary sense. by permitting withdrawal to conserve inner
resources, or it might signal the need for support front signifi-
cant others.

Transient depressive periods also occur as reactions to 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 conditions are
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 prernenstrual 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 higher rates 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 nenropsychiatric disorders to which
the women are otherwise predisposed‘. In od-ter 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.

GHIEF Also known as normal bereavement. grief is consid-
ered to be the prototype of reactive 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 normal grief to
loss due to deat.h.)_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. bereavement and loss do not gen-
erally seem to cause depressive disorder. except in those pre-
disposed to mood disorder.

ELATION The positive 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 have to be faced alone. Ela-
tion is conceptualized psychodynarnically as a defense against
depression or as a denial of the pain of loss, as exemplified by
the so-called maniacal grief, in rare fonn 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 talte superhuman action in 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 of the inter-
mediary mechanisms between stressor and adverse clinical
outcome.

AFFECTWE TEMPEFIAMENTS Another mediating factor
b_etween normal and pathological moods is temperament. Most
persons have a characteristic pattern 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 or elation. or both. They tend to cluster into

TABLE 16.6-1 - .
Attributes of Depressive and Hyperlhyrnle Temperament:
Depressive

Gloomy, incapable of fun, complainingHumor-less
Slate tical, pessimistic. and given to brooding
Gui t—prone. low self-esteem. and preoccupied with
inadequac or failurelntrove with restricted social life

Sluggish, living a life out of actionFew interests. ut which. nonetheless, can be pursued
with relative constancy 'Passive
Reliable. dependable. and devoted
Habitual long sleeper [more than 10 hours a night)
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basic temperamental types: the depressive temperament (where
the person easily swings into 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
throughout life.

An examination of the traits associated with those tempera-
ments can provide the rationale for Ems! Kretschmefs hypoth-
esis about the social functions they served. Thus. the person
with a depressive temperament (Table 16.64) is hard-working,
dependable. and suitable for jobs that require long 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 performing arts or enter-
tainment. In talented persons the cycloid temperament. which
alternates between sadness and elation. could provide the inspi-
ration and the intensity needed for composing music, painting.
or-writing poetry. The danger with such temperaments is that
they could swing too far in one or the other direction. or in both
directions. Such substances as alcohol. caffeine. and other slim-
ulants when used by those persons might further destabilize
their affectrogulation.

Temperaments then are best regarded as variations of normal
emotional expressiveness, which might continue throughout life
without significant impaimtent. 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-

MOFIEID HOOD STATES Mood disorders are morbid mood

states characterized by the following features.

Pathological mood change Pathological moods are distin-
guished from their normal counterparts by being out of pro-
portion to any concurrent stressor 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 judgment is seriously influenced by the mood.

Endoreactlve 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 widiout apparent
or significant life 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

I-Illllfirlhyntic
Cheerful and exuberant
Articulate and jocular
Overoptimistic and carefree
Dverconfident, self-assured, boastful. and grandiose
Extroverted and people seeking
High energy level; full of plans and improvidentactivities
Versatile, with broad interests
Dverinvolved and rneddlesome
Uninhibited and stimulus seeking _
Habitual short sleeper (less than six hum a night)

599$nwewvr
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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 weight to this fun-
damental characteristic of mood disorders.

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

lmpainnent 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 produce little, 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 staies (mood disorders) then consist of pro-
tracted emotional reactions that deepen or 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 temperarnental peculiarities to" such outcomes
should be apparent. The impaired functioning characteristic of
mood disorders is thus based on a combination offactors, which

include severity, autonomy, recurrence, and chronicity of the
clinical features. '

To recapitulate, dysregulation in mood disorders can take dif-
ferent fonns. It could become manifest as a single severe epi-
sode that 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 more likely
it is that there will be recurrences, especially those that are bipo-
lar in nature. Thus, depending on the course of the illness,
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 her life 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,
impairment is not due to the severity of the mood disturbance
per se, but to the cumulative impact of 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 cyclothymic dis-
order tend to be perpetual dilettantes whereas those with dys-
thymic disorder often lead morose and colorless lives.

PSYCHOPATHOLOGY AND CLINICAL
PRESENTATION

DEPRESSIVE SYNDROME Like other illnesses. depressive
disorder clusters into signs and symptoms that constitute what
DSM—l'V and ICD-10 term major depressive episode (Table
16.6-2). These 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 talting 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-El and 16.6-4}
provide only a general guide. Disturbances in all four spheres—
mood, psychornotor activity, cognitive. and vegetative-—should
be ordinarily present for a definitive diagnosis of major depres-
sive disorder, although that is not specified in DEM-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 pleasarrt 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 tor Major Depressive Episode

A. Five (or more) of the following symptoms have been resent during
the same two-week period and represent a clran e um previous

firnctionirrg; at least one of the synrptorrrs is ei er (1) depressedmood or ( ) loss of interest or pleasure.
Note: Do not include symptoms that are clearly due to a general
nredical condition, or mood-incongruent delusions or hallucin-aliens.

(1) depressed mood most of the day, nearly every day. as indicated
by either sub‘ective report [e,g., feels sad or empty) or obser-
vation made by others (e.g., a pears tearful]. Note: In children
and adolescents. can be irrita le mood.

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

either subjective account or observation made b others?(3) significant weight loss when not dieting or weig tgain B-5. 3
change of more than 5% of body weight in a month), or
decrease or increase in appetite nearly every day. Note: In chil-
dren, consider failure to make expected weight gains.

(4) insomnia or hypersomnia near! every day
(5) ps chomotor agitation or re ation nearly every day (observ-

ab :2 by others, not merely subjective feelings of restlessness or
being slowed down‘;

(6) fed e or loss of energy nearly every day
[‘l‘) fee ui 5 of worthlessness or excessive or inappropriate guilt

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

(8) diminished ability to think or concentrate, or indecisiveness.
hear] every day (either by subjective account or as observed
byo era] - _

(9) recurrent thoughts of death (not ust fear of dying). recurrent
suicidal ideation without a speci c plan, or a suicide attempt
or a specific plan for comtniuin suicide

B. The symptoms do not meet criteria or a mixed episode.
C. The symptoms cause clinically significant distress or impairment

in social, occupational. or other irn ortant areas of functioning.
D. The symptoms are not due to the irect physiological effects of a

substepce (e.g., a dru of abuse. a medication) or a general medicalcondition (eg, hypo yrotdism). ‘

E. The 53:: tents are not better aecotmted for by bereavernent, 1.e..after oss of a loved one, the symptorns ist for longer that’!
two months orane cltatactcrized by marked nctiorial impairment.
morbid preoccupation with worthlessness, suicidal ideation. psy-
chotic symptoms, or psychornotar retardation.

Table from DSM-IV. Draipnarric and Statistical Manual efhfsntal pis-nrders. ed 4. Copyright erican Psychiatric Association. Washing-
ton, 1994. Used with permission.
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"mace 16.6-3
Diagnostic Criteria for Major Depressive Disorder.
Single Episode

A. Presence of a single n:ia.l_or depressive episode. A
B. The major depressive episode IS not better accounted for by schi;o—

affective disorder and is not superimposed on schizophrenia. schiz~
ophrcnifomi disorder. delusional disorder. or psychotic disorder not
otherwise specified. I I

. There has never been a manic e isode. a mixed episode, or a it po-
rnanic e iaode. Note: This ext: usion does not apply if all u the
manic-li e. mixed-like. or hypomanicliltc episodes are substance or
treatment induced or are due to the direct physiological effects ofa eneral medical condition.

Spcci (for current or most recent episode):
Severitylpsychottcfremission specifiersChronic .
Willi catatoriic features
With melancholic features
With atypical features
With postpartum onset

Table from DSM-IV, Did nosric and Sratlstfcclfldanupt ofll-rental Dis-
orders, ed 4, Copyright erican Psychiatric Association. Washing-
ton. I994. 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 met for
a major depressive episode. _

. The maafjfor depressive cprsodes are not accounted for byscliizo ective disorder and are not supcnm osed on schizo
nia. schizoplneniform disorder. delusional isorder. or psyc otic
disorder not.othervv_ise specified. __

. ‘There has never been a manic episode. amixcd episode, or a h po-manic episode Note: This Eitc usronp does not apply if all in the
maiiiclike. mixed-like. or liypomaniciilrc episodes are substance or
u'ca.tmcnt_iijitluccJ:l or are due to the direct physiological effects of
a cneral medical condition. a _

Speci (for current or most recent episode):
Severitylpayehotlcfrenussion specifiers
Chronic _
With catatonic features
‘With. melancholic features
With atypical features

_ With postpartum onset
Specgfy.‘ _

Longitudinal course specifiers (with and without interepisode
recovery)

With seasonal pattern . «

Table from DSM-IV, Dia no.rti'c ondS£a!isrico't Morton! affafentnl Dir-
orders. ed 4. Copyright ‘ erican Psyciiiauic Association. Washing-
ton. [I994-. Used with permission. _ .

bances are under investigation at the Salpétriere Hospital in
Paris. ‘The focus here will -be prirnarily on painfully aroused
mood (depression) and diminished capacity for pleasure (anhe-
donia), two mood disturbances "given selective weight in DSM-
IV and ICD-IO.

DEPRI:‘_.ssED Moon The term “depressed mood" refers to neg-
ative affective arousal. variously .. described as depressed,
anguished. mournful-, irritable, or anxious. Those terms tend to
banaliee a morbidly painful emotion that is typically experi-
enced as worse-than any physical pain. There is thus a physical

quality depressed mood. which in the extreme is 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. That description is particularly apt for middle-aged and
elderly persons. who were once considered to be suffering from
involutional melancholic. 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 attempt to 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 moumful 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 depmrsio sine depressions. or masked
depression. in such cases. commonly observed in older patients.
the physician should corroborate the presence of mood distur-
banceby the depressed affect in the patient’s facial expression.
voice, and overall appearance.

ANHEDONIA AND Loss OF INTEREST Paradoxically, the height-
ened perccption of pain in many persons with depressive dis-
order is accompanied by 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 is lifting.

In evaluating anhedoniu it 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 interest in life. Later. patients complain that they have
lost all interest in things that gave them pleasure. In the extreme
they lose their feelings for their children or spouses. who once
were a source of joy. Thus the hedonic deficit in clinical depres-
sion might represent ‘a special instance of a more pervasive
inability to experience emotions.

Some patients emotionally out off from others, experience
depersonalization. and the world seems strange to them (dere-
alizationj. The impact of ll'lE'. 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 member of 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 fiom the schizophrenic
patients flat affect in that the loss of emotions is-itself experi-
enced as painful, that is, the patient suffers immensely from the
inability to experience emotions.

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

AGFIATIDN Although agitation (pressured speech, restless-
ness, wringing" of 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. ‘

FSYCHDMOTOR RETARDATION Underlying many of the deli-
citis seen in clinical depression. some authorities believe psy-
chomotor retardation to be the core or primary pathology in
mood disorders. Morbid depression-—-what patients describe as
being “doWn“—<:an be understood in terms of extreme psy-
chomotnr slowing. The patient experiences inertia. being unable
to act physically and mentally. Recent brain imaging research
that has revealed subcortical textrapyramidal system) disrur-.
bances in mood disorders tends to support the centrality of psy-
chornotor dysfunction in these disorders.
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Long neglectedin psychopathological research. psychomotor
retardation has now been measured with precision. In the Sal-
pétriere 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 increased latency of
responses, often giving rise to monosyllabic speech; (5) a sub-
jective feeling that time is passing slowly or has stopped; (6)
poor eoncennation 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 aspects of 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 most reliably 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 thou hts do not how. my mind is arrested . . . I seem to
lack any sense direction. p use . . .1 have such an inertia, I cannot
assert myself. I cannot fight, I ave no will."

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

PSEUDODEMENITA AND S‘I1.lPDR 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 ofien 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 phenomena as 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 encountered clinically, as illusn-ated by the follow-
ing vignette:

A 20-year-old male colle e student seen in the enter ency room
spoke of “being stuck——as ' I have fallen into a black ho e and can't
get out.“ Fuflher evaluation revealed that the patient was speaking
metaphorical] of his total loss of initiative and drive. and as having
been on ulf by the disease process. To a clinician without the req-
uisite p enomenological tra.i.ntn , such a patient might be considered
bizarre, and hap_s even psyc otic-. Yet the ticnt res ended dra-
matically to uoxettrtc (Prozac) and in two wee 5 was It in school.

Cognitive disturbances According to the cognitive view of
depression, negative evaluations of the self, the world, and the
future are central to understanding depressed mood and behav-
ior. It is equally likely, however. that the depressed mood colors
perceptions of the 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 deathand suicide.

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 not repaid 5 cents
she had borrowed from a classmate. Some of the thoughts may
verge on the delusional. For instance," an internationally
renowned scientist complained that he was “notbing." Such
self-evaluations, which indicate an extremely low image of self.
might nonetheless reflect an accurate perception of the impair-
ment due to psychomotor retardation.

MDOD-CDNGRLl'ENT Psvct-to'nt: FEAIIIRES in depressive dis-
order with psychotic features negative thinlting acquires grossly
delusional proportions, being maintained with such conviction
that die thoughts are not amenable to change by evidence to the
contrary. Classically. delusional thinking in depression derives
from humanlcind’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 prosecutor)’ in nature in that it derives from
the belief that the person deserves punishment for such trans-
gressions. A severely depressed man may feel so incompetent
in all areas of functioning. including the sexual sphere, that he
may suspect his wife of having an affair [delusion of infidelity).

Other depressed persons believe that they have lost all their
money and that their children will starve (delusions of poverty);
or that they harbor an occult illness, such as cancer or the
acquired immune deliciencysyndrome (AIDS) (delusions of ill
health); or that parts of their bodies are missing trlihilistic 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 might kill
his or her young children, to save them from moral or physical
decay, and then commit suicide. Finally, a minority of
depressed persons may have fleeting auditory or visual hallu-
cinations with extremely unpleasant content along the lines of
their delusions (for example, heating accusatory voices or see-
ing themselves in coffins o_r graveyards). All of those psychotic
experiences are genuine affective delusions or hallucinations.
They are mood congruent in 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.

MDDD-INCONGRUENT PSYCHOTIC FEATURES It is possible that
so-called l'1rst-ranlt or Schneiderian-type symptoms could arise
in the setting of a major depressive episode.

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

Thus with proper. phenomenological probing. certain classes
of apparently mood-incongruent psychotic. experiences listed in
DSM-IV, can be understood as arising from the pathological
mood and the profound changes in psychomotor activity that
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TABLE 16.6-5
criteria for SeverltyfPaychotlct‘FIernlssion specifiers for
current [or _Moat_Flecent] Molar Depressive Episode
Note: Code in fifth digit. Can be applied to the most recent major

depressive episode in major decpressive disorder and to a major depres-stve episode in bipolarl or ll sorder only if it is the most recent type
of mood episode.

Mild: Few, if any. symptoms in excess of those required to make the
diagnosis and symptoms result in only minor imparrnrent 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 tomure the diagnosis._and symptoms mafltedly interfere
with occupational functioning ‘or with usual social activities or tele-
tionships with others. _
Severe with psychotic feattlres: 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 de ressive
themes of personal inadequacy, guilt, disease, death. nihi ism. or
deserved punishment.
Mood-lncongruent psychotic features: Delusions or hallucinations
whose content does not involve typical depressive themes of per-
sonal inadequacy. guilt. disease, death. l't.li1l.l.l5l'l‘l. or deserved punish-
ment. Included are such symptoms as persecutory delusions (not
d.i.rec1.ly'rela1cd 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 is a _ ‘end without any
significant sym toms of a major depressive epis lasting less than
two months fo owing 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 once the full criteria
for a major depressive episode are no longer met.) '
In full remission: During thepast two months. no significant signs or
s ptorns of the disturbance were prcsenL

nspecified. 
Table from DS M-IV. Dir: aortic and Statistical Manual 9fMentct' Dis-
orders, ed 4. Copyright ericttn Psychiatric Association. Washing-
ton. 1994. Used with permission.

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

I-lOPEL.E5SNE.SS mo SUICIDE Given that most, if not all, 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 attempt is not, however, undertaken in the depth of mel-
ancholic. One severely depressed patient. when asked if she had
any suicide plans, replied. "Doctor, I don't exist—I am already
dea ."

Thus the risk of suicide is less pronounced during acute
severe depression. Emil Kraepelin has observed that it is when
psychomotor activity is im.prov'u1g,.a.nd 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 common belief that inquiring about
suicide would provoke such behavior. On the contrary. die
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 persons are torrnented 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 patients-to be always alert to
the possibility of suicide. '

Vegetative disturbances The Greeks believed that depres-
sion was a sorrtatic illness and ascribed it to black bile. and

hence the term "‘mclancholi_a." The mood change in depressive
disorder is accompanied by measurable alterations of bio-
rhythms that implicate limbic-diencephalic dysfunction. Once
the changes occur. they tend to become autonomous of the envi-
ronment throughout much of the episode. which means that they
do not respond to interpersonal feedback of a pleasant and
upbeat nature. The biological concomitants of melancholic
include profound reductions in appetite. sleep. and sexual func-
tioning, as well as alterations of other circadian rhythms, espe-
cially morning worsening of mood and psychomotor_perfor—
mauces. Those disturbances are central to the DSM—IV concept
of mclencholia (‘Table 16.5-6), 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 funcu‘oning—along with
an evening worsening of mood; in that atypical pattern [Table
l6.6—'?), now recognized in DSM-IV, patients often exhibit
mood reactivity and sensitivity to rejection.

anonexta AND WEIGHT Loss Among the most reliable
somatic indicators of depressive disorder are anorexia and
weight loss. In addition to the presumed hypothalamic distur-
bance of depression. anorexia might be secondary to blunted
olfactory or taste sensations or 8. decreased enjoyment of 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 occuit malignancy. Inarution.
especially in elderly persons. can lead to malnutrition and elec-
trolyte disturbances. which represent medical emergencies.

TABLE 15.6-6_
Criteria tor melancholic Features Specifier

Specify. '9": _Wit melancholic features (can be applied to the cunenl or most
recent major depressive episode in major depressive disorder and
to a major depressive episode in bipolar I or bipolar Ii 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 e isode: 1 "

8; loss of p easure in all. or almost all. activitieslack of reactivity to usually pleasurable stimuli (does not feel

much better. even temporarily. when something good happens)
B. Three (or more) of the fol owiepig:(1) distinct quality of depress mood (i.e.. the d ressed mood is

experienced as distinctly different from the ind of feeling
experienced after the death of a loved one)

(2) depression regularly worse in the morning
(3) early morning awakening (at least two hours before usual timeof awaken’ '

E4) marked psyc omotor retardation or agitation
fig significant anorexia or weight loss_(6 excessive or inappropriate guilt

Table from DSM-IV, Diagnostic and Stnttlrticol Manual ofMental l_Jt‘s-
orders. ed 4. Co ' ht American Psychiatric Association, Washing-
ton, 1994. Used with permission. '
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TABLE 16.6-‘T
Criteria for Atypical Features Specifier
S eci r' :
pwfltilt ‘dty ical features (can he applied when these features predom-

inate uring the most recent two weeks of] a rr1a'o.r depressive
episode in major depressive disorder or in bipolar or bipolar II

disorder when the major depressive episode is the most recent typeof mood episode, or when these features predominate during e
most recent two years of dysthymic disorder]

A. Mood reactivity (i.e.. mood brightens in 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) hr?!’-f=°m"'“ . .
(3). leaden paralysis {i.e.. heavy. leaden feelings in arms orlegs)
(4) long-standing pattern of in rsonal re'ection sensitivity (not

limited to episodes of mood ‘sturbancel that results in signif-
icant social or occupational .iI1:Ipairtnent _C. Criteriaare not met for with melancholic features or with catatonic

featllres during the same episode.

Table from DSM-IV. Die rtosrii: and Statistical Manual q,*"Merr.taI Dis-
orders, on 4. Copyright merican 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
hypomanic periods (bipolar II disorder). It does not mean. how-
ever. that all bulimia nervosa is the result of a mood disorder.

INSOMNIA Sleep disnrrbance. a cardinal sign of depression,
often becomes manifest in insomnia that is characterized by
multiple awalcenings, especially in the early hours of the mom-
ing, rather than by difficulty falling asleep. The light 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 ‘.14 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-ltypnotic agents, which areoften prescribed by
the busy general practitioner who has not spent enough dine in
diagnosing the depressive condition. Sedatives. including alco-
hol, while effective in reducirlg the number of awakenings in
the short term. are not effective in the long run 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 ltypersornnia. and

will have difficulty. getting up in the morning.
Kevin, a 15-year-old boy. was referred to a sleep center to rule out

narcole s . His main complaints were fatigue, boredom. anda need to
sleep time. Although he had always been somewhat slow to get
going in the morning, he now could not get our of bed to go to school.
That alarmed his mother, prompting the sleep consultation. Fonrrerly
a B student, he had been failing most of his courses in the six months
before referral. Psychological counseling. predicated on the temise
that his family's recent move from another city had led to evin'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 cataplerry. sleep paralysis. and

hypnagogic hallucinations. During the ‘interview he. denied being
depressed, but admitted that he ha lost interest in everythl; excegam

30 pounds in six months. behaved he was brain damaged an 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 desiprarnine (Norpran'u'n) in a dos e
that was gradually increased to 200 mg a day over three weeks. or

his pet. He had no drive. filarlicipated in no activities. ande

on! did the t‘.lB5i%'fil‘I'til'le reverse the presenting complaints. but itpus ed him to the rink of a manic episode. I

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

ctacaotan DYSREGUl..AT.[UN Many circadian functions, such
as temperature regulation and cortisol 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-movernent (REM) latency, the period from the onset of
sleep to the first REM period. That abnormality is observed
throughout" the depressive episode and, in persons with recur-
rent depression. may be seen in relatively euthyrnic periods as
well. Their occurrence in the well relatives of the effectively 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 movements in the first third of the night.

There are little data on the consistency of sleep electroen-
cephalograrn (EEG) abnormalities inpatients examined from
episode to episode. However, clinical experience suggests that
me same patient observed over time (even during the same_epi-
sode) may exhibit insomnia and rnoming worsening of mood
and activity at one period of the disorder and hypersornnia
extending to late morning hours at another period. In either case
persons with depressive disorder are characteristically tired in
the moming. which means that even prolonged sleep is not
refreshing for them. The propensity to exhibit such divergent
patterns Of sleep disttlrbance 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
nversleep. Such fatigue coexisting with negative affective
arousal is exhausting.

SEASDNALFIY Another biorhythrnic disturbance in mood dis-
orders is seasonal (especially autumn-winter) accentoation or
precipitation of depression; many, if not most, of those patients
experience hypomania in the spring and thus should be classi-
fied as having bipolar l] disorder. In the fall and winter the
patients complain of fatigue, tend to crave sugars. and overeat
and oversieep. The hypersomnia in some of those patients is
associated with delayed (rather than short) REM latencies. Such
data suggest tbatcircadian abnorrnalities 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 16.6-3. .

SEXUAL ovsFuNc:noN Decreased sexual desire is seen in both

depressed men and women. In addition, some women experi-
ence a temporary intenuption of their menses. Depressed
women are typically unresponsive to lovemaking or are disin-
clined to participate in it. a. situation that could lead 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 physiciarrs 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 subgroup of persons with depressive disorder.
there may be increased sexual drive of a. compulsive nature.
Such patients tend to have other atypical features as well, and
hence the symptom of increased sexual drive can be considered
the fifth reverse vegetative sign in those patients (after evening
or morning 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 As with clinical depression, the psy-
chopathology of mania can be conveniently discussed under
mood, psychornotor, 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 nish of ideas. psy-
chomotor acceleration, and gnindiosity. Despite those contrasts
the two disorders also share such symptoms as irritability,
anger, irisornriia, 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 rnanic-depres-
sive psychosis and currently are recognized as bipolar I
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 symptoinatology could be disruptive.
The elated mood tends to produce overoptimisin conoeming
abilities, and coupled with the impulsivity characteristic of
mania, could lead to disaster. Thus accurate and early diagnosis
is paramount.

Classic mania—es formulated in the DSM-IV operat1'onali—
ration of manic episode (Table 16.6-9}-—is relatively easy 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 clinicaljudgrnerit
are often attributable to a lack of familiarity with the phenom-

enology of the classic illness. Again, DSM-IV criteria provide
only a guideline. The actual diagnosis requires empathic under-

TABLE 16.68
Criteria tor Seasonal Pattern Specifier

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

depressive episodes in bipolar I disorder, bipolar II 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 II 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 clfect of
seasonal-related psychosocial stressors (c.g., regularly being unem-

plo ed every winter).. ul remissions (or a change from depression to mania or hypo-
manja) also occur at a characteristic time of the year (c.g., depres-
sion disappears in the spring).
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 oonscasonal major depressive episodes have
occurred during that same period.

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

Table from DSM-W, Die n_o.rti'c and Stzrrirrical M.-moot qfMermrl Dis-
orders, ed 4. Copyright erican Psychiatric Association, Washing-
ton, 1994. Used with permission.

TABLE. 16.6-9
criteria for Monte Episode

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

B. During the period of mood ‘sturbance. three {or more) of the fol-
lowing symptoms have persisted (four if the mood is only irritable)
and have been resent to a significant degree:

(ll inflated sel -esteem or grandiositi
(2) t°lfecrease)d need for sleep (e.g., fee tested after only three hoursslee

E3 more tii’llrai:ivc than usual or pressure to keep lalltitig4 flight of ideas or subjective experience that thoughts are racing
(5 distmctibility (Le... attention too easily drawn to unimportant or

irrelevant exremal stimuli)
(6) increase in goal-directed activity (either _socially, at worli or

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

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

C. The symptoms do not meet criteria for a milled episode.
D. The ‘mood disturbance is sufficiently severe to cause marked

impairnient in occu ational functioning or in usual social activities
or relationships wi others. one necessitate hospitalization to pre-
vent harm to sell’ or others, or there are ps chouc features.

E. The symptoms are not due to the direct ysiological effects of ii
substance (eg., a tlnig of abuse, a medication. or other treauncnt)
or a metal medical condition (eg. hypenhyroidism).

Note: arliclilre episodes that are clearly caused by somatic antide-
sani treatment (t'..g., medication. electroconvulawe therapy. light

therapy) should not count toward a diagnosis of bipolar I disorder.

Table from DSM—IV, Di}: aortic and Statistical Manual offnfenloi Dir-
orzreri, ed 4. Copyright erican Psychiatric Association, Washing-
too, 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 speech is fast. and may even appear loose, but it
also can be witty. Finally, the behavior is 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 mania is 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 tear-fulness is common.
Also, for many patients the high is so excessive that it is actually
dysphoric. When opposed, the patient can become extremely
irritable and hostile. Thus lability and irritable hostility are as
much featiires of the manic mood as are the elated mood.

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

FLIGH'l' oi= 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 that it is
difficult to follow the associations; such clang associations are
often based on rhyming or chance perceptions, and could flow

with lighming rapidity. The pressure to speak may continue
despite the development of hoarseness.
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rM.PULsrvE BEHAVIOR Manic patients are typically impulsive,
disinhibited. and rneddlesome. They are intrusive in their
increased involvement with other persons. leading to friction
with family members. friends, and colleagues. They are dis-
Iractible and move quickly. not only from. one thought to
another, but from one person to another. showing heightened
interest in every new activity that strikes their fancy. They are
indefatigable and engage in various activities in which they usu-
ally display poor social judgment. Examples include preaching
or dancing in the street; abuse of long distance calling; buying
rrew"cars. hundreds of records, expensive jewelry, or other
unnecessary items: impulsive rrrarriages: engaging in risky busi-
ness ventures; gambling; and sudden aimless trips. Such pur-
suits can lead to personal and financial ruin.

DEI..tRrous'MAN1a 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
emergency that is 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 position is len'ninolog-
ically confusing and phenomenologically imprecise.)

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

HYPOSOMNIA The cardinal sign is decreased need for sleep-
Ihe 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.

ruxrrsrnrorv To NUTRlTION 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 neglectof nutritional needs.

SEXUAL EXCESSES The sexual appetite is typically increased
and may lead to sexual indiscrelion. 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-I0
Criteria tor catatonic Features Specifier

Spear’ if:
W h catatonic features (can be applied to the current or most recent

major depressive episode, manic episode. or mixed episode inmayor depressive sorder. bipolar I disorder. or bipolar II
disorder) A

The clinical picture is dominated by at least two of the following:
(I) motonc immobility as evidenced by catalepsy .(includ'u1g waxy

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

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

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

(4) culiarities of volurr movement as evidenced by posturing
_ voluntary assumption o inappropriate or bizarre postures). ste-
reotyped movernents, prominent mannerisrns.. or prominent
srimacms

(5) echolalia or echopraxia

Table from DSM-IV. Did aortic and Statistical Manual ofhferrtai Dis-
orders. ed 4. Copyright erican Psychiatric Association. Washing-
ton, 1994. Used with permission.

in marital disasters, and hence the multiple separations or
divorces diet are almost.parlrogrronronic of the disorder. Such
sexuai irnpulsivity is even more problematic now, in view of
the AIDS epidemic.

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

ore-tNDrosrr‘v, LACK or nvsror-tr. AND Dr-:LUsIoN FORMATION

The patient presents an inflated sell‘-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 reflity. However, such
insight. if present at all. is transient, and manic patients are
notoriously refractory to sell"-examination and insight. Denial
and lack of insight; cardinal psychological derangernerrts of
mania. are not listed in the-DSM-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. At the height of mania patients may even see visions
or hear voices congruent with their euphoric mood and gran-
diose selzf-image: for instance. they might see images of heaven
or hear cherubs chanting songs to praise thern. (The denial char-
acteristic of marria—a.rrd the frequently psychotic nature of epi-
sodes—rnear1s that clinicians must routinely obtain diagnostic
information about ‘past episodes from significant others.)

MODD-INCDNGRUENT MANIC 1=-svcuosrs Psychosis in the set-
ting of mania is typically mood congruent. The sense‘ of phys-
ical well-being and mental alacr-ity is so oxlzraordinary that it 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 tboughtsfare so rapid and vibrant
that they feel they can hear them. Thus certain first—ran|t Schnei-
derian-type symptoms, which have been traditionally consid-
ered mood irrcongruent, can be understood-phenomenologically
to arise from the powerful mental experiences of mania.

‘Mr. Z.. rt 37- ear-old engineer, had experienced three manic epi-
sodas for which e had been hospitalized; all three episodes were pre-ceded by several weeks of moderate ychomotor rerardatron.
Although each time he had res noon to 1i iurrr (Eslralirh, Litlrobid).
once outside the hospital, he ha been reluctant to take it and eventually
refused to do so. Now that he was euthyrnic, following his third and
most disruptive e isode during which he had badly beaten his wife. he
said tltat be cool better explain how he felt when manic. Mania, he
felt. was "like God implanted in him,‘ ‘ so he could serve as ‘ ‘testimonyto man's communication with God." He elaborated as follows: "Ordi-
nary mortals will never. never understand the supreme manic state
winch I'm privile ed to ex rierrce every few years. It is so vivid, so
intense. so com e ling. W n I feel that way, there can be no other
explanation: To manic is. ultimately. to be God. God himself must
be supermanic: I can feel it. when mania enters through my lelt brain
like laser beams. transforming 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 sycbiattists and all
others concerned. That's why I will never accept lhiur:n—to do so is
to obstruct the divinity in me." Although he was on the brinltflf
divorce. he would not yield to his wife‘: plea to go back on lithium.
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The vignette illustrates the possibility mat even some of the
most psychotic experiences in mania represent explanatory
delusions. the patient‘s attempt to main: sense of the mania. The
DSM-IV criteria for severity-psychotic-remission specifiers for
rnanic episode (Table 16.6-1 1} 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 on that 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 hyp-omania.

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 inpatient settings. The main demarcation in 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 I)
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-ll
Criteria for Severltyl'Psychotlel'Rernlasion Sp-eelflors for
Current (or Most Recent} Manic Episode _

Note: Code in 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 increase in 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-congruent psychotic features: Delusions or hallucinations
whose content is enttnoly consistent with the typical manic themes
of inflated worth. power. knowledge, identity. or special relationship
to a deity or farnousperson. _
NIIJIIII-Ifl.¢0l1gl"|1El'II. psychotic features: Delusions or hallucinations
whose content does not involve typical manic Lbemes 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 episode lasting less than two months following
the end of the manic episode.
Infull remission: During the past two months no significant signs or

:¥TllplOID.S of the disturbance were present.nspeclfied. 

Table from DSM-IV. Din nortlc and Statistical Manual oflldentcl Dir-
ardcrs. ed 4. Copyright i.lTIl~‘J‘icfl.I'l Psychiatric Association. Washing-
ton. 199-1. Used vnth pen-nission.

TABLE l6.6-1'2
Criteria for Hypomanie Episode

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

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

( lg inflated se -esteem or grancliosity
(2 need for sleep (e.g.. feels rested after only three hourso eep
3 more talkative than usual or pressure to keep talking
4 flight of ideas or subjective experience that thoughts are racing
5 distraclibility (i.c.. 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 psychomotor agitation
(7) excessive involvement in pleasurable activities that have a high

potential for painful consequences (e.g.. the person engages lIl
unrestrained buying sprees. sexual tndiscretions. or foolish
Business investments)

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

D. The disturbance in mood and the c arlge in functioning are observ-
able by others.

E. 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.

F. The symptoms are not one to the direct physiological effects of a
substance (e.g.. a drug of abuse. a medication. or other Ireatment}
or a general medical condition (e.g.. hypenhyroidism).

Note: I-lypomaniclike episodes that are clearly caused by somatic anti-
depressant treatment (e.g.. medication. electrocenvulsive therapy. Light
therapy) should not count toward a diagnosis of bipolar II disorder.
Table from DSM—IV'. Dia nortic and Statistical Moruinl cfMerucl Dis-
orders. ed 4. Copyright rnerican Psychiatric Association. Washing-
ton, 1994. Used WlI.I1 permission.

TABLE 16.6-13
Criteria for Chronic Sp-acillor

Specify if:
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 D disorder only if it is the most recent

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

Table from DSM-IV.Dt'a trash‘: and Statistical Manual cfMen:alDir—
orders. ed 4. Copyright erican Psychiatric Association. Washing-
ton. l994. Used with permission.

mic disorder and cyclothymic disorder a partial mood syn-
drome—consisti:ng of subdcpressive 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 onset is 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 eidter a full manic episode
or a full depressive episode—sustained for at least one or two
weeks. respective1y—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-Ill.

DICHDTOMY OFI CONTINUUM? Although. in the extreme,

bipolar and depressive (unipolar) disorders are discriminable
clinically and therapeutically (Table 16.6-14). clinical obser-
vations testify to a vast area of overlap between those extremes.
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TABLE 16.6-I4
Differentiating; characteristics at Bipolar and Unipolar Depreaeiona

History of mania or hypornania (definitional)
Temperament-personality
Sex ratio
Age of onset
Postpartum episodesOnset of isode
Number 0 episodes
Duration of episode
Psychomotor activity
Sleep.
Famtly history

Bipolar
UnipolarAlcoholism

Pharmacological response
Cyclic antidepressantsI_.ith.ium carbonate

Bipolar
Yes
Cyclotitymic—-extroverted
Equal
Teens. 205. and 30s
More common
Often abruptNumerous '
Three to six months
Retardation > agitation
Hypersomnia ) insomnia

Yes
Yes

Induce hypomania-mania
Acute antidepressant eflects

Unipolar
NO

sthymic-—in|:rovert.edare women than men
303, 40s. 505
Less common
More insidious
Fewer
Three to twelve months
Agitation > retardation
Insomnia 2> hypersornnia

TABLE 16.6-15
Course specifiers That Apply to Mood Disorders

With!
Without
Interepisode Seasonal
Recovery Pattern

Major depressive disorder.
single episode

Major depressive disorder, X Xrecunent .

Dysthymic disorder
Bipolar I disorder. singlemanic isode
Bipolarl isorder. most

recent episodeh omanic
Bipo I ‘disorder, mostrecent e isode manic
Bipolar] isorder. most

recent episode mixed
Bipolarl disorder. most

recent episodede ssed
Bipo or I disorder. mostrecent e isode

unspeci ed. .
Bi la: 11 disorder.‘ X X

y orriartic .
Bipo II disorder. X X

depressed
Cyclothymic disorder

Table from DSM-IV. Din no.rn'c and Ston'.rn'coi Manual ofMental‘ Dis-
orders. ed 4. Copyright erican Psychiatric Association. Washing-
ton. 1994. Used with permission.

Thus the distinctions between the various affective subtypes are
not as hard and fast as DSM-W attempts _to portray. For
instance, full-blown bipolar disorder can be superimposed on
cyclothymic disorder which tends to persist after the‘resolut:'on
of manic or major depressive episodes. Even more commonis
major depressive disorder complicating cyclothymic disorder.
Likewise, recent evidence indicates that dysthymjc 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 hypornanic or manic episodes
and so should be reclassified as having bipolar disorder. Finally,
unexpected crossing from dysthyrnic disorder to manic episodes
has also been described, suggesting that some forms of dysthy-
mic disorder are subaffective precursors of bipolar disorder.
Such observations are in ljne 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

TABLE 16.6-16
Criteria for Longitudinal Course specifiers

Specijfiz if (can be gpplied to recurrent major depressive disorder orb olarl or I] disor er}:
ith iiill interepisodo recovery: if full remission is attained
between Lhe two most recent mood episodes

Without full interepisotle recovery: if full remission is not attained
between the two most recent mood episodes

Table from DSMJV. Di nostic and Stotirricof Monodl ofMer-uni‘ Dir-
orderr, ed 4. Copyright rnerican Psychiatric Association. Washing;
ton. 1994. Used widt pent-ussiort. .

A .

amt

D :
FIGURE l6.6-I Thefottr graphs depict prototypical courses. (A) The
course of major depressive disorder. recurrent-, in which there is no
antecedent dyrthymic disorder and there is 4. period offal! remission
between the episodes. Thor pattern predict: the berrfurure prognosis.
(B) The course ofmojor depressive disorder. recurrent. in which there
is no antecedent dysthymic disorder but in which promtnent'rymproms
persirr between the two most recent epi'.tode.t—tlior is, no more than
partial remission is attained. (C) shows the row pattern {present in
fewer than Jpercenr of persons with major depressive disorder} of
major depressive disorder. recurrent, with onte'cedenr.dy.st.‘i_vmic dis-
order our wirhfidl interepisode recovery between the two most recent
episodes. (D) The course of major depressive disorder. recurrent. in
which there is antecedent dyrrhymic disorder and in which there is no
period offirli remission browser: the two most recent t'pg'_Ig9fi€.t. This
pattern. comotoniy referredito as double depression, is seen in about
20-25 percent ofperrons with major depressive disorder. {Figurefrom
DSM-IV. Diagnostic and Statistical Manual of Mental Disorders. ed 4.
Copyrigiu 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 some rationale, 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 cyclothymic are 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 further testify to the wisdom of sup-

plementing major mood diagnoses with temperamental attri-
butes. DSM-IV makes subtle or oblique hints conceming that.

The course specifiers that apply to DSM—lV mood disorders
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-l. Those course specifiers and patterns do not represent an
exhaustive list.

DEPRESSWE 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
over a prodrornal 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 16.5-J7 '
Diagnostic criteria tor Depressive Disorder Not Otherwise
Specified

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

1. Premenstrual dysphoric disorder: in most menstrual cycles duringthe past year, sym toms (e. ., markedly dc ressed mood. mark:
anxiety. nuarked fectivc la ility, dectfe 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 rnarltodly interfere with work. school. or
usual activities and be entirely absent for at least one week

ostrnenses.
. inor depressive disorder: episodes of at least two weeks of depres-

sive symptoms but with fewer than the live items required for major
depressive disorder.

. Recurrent brief depressive disorder: depressive episodes lasting
from two days up to two weeks, occurring at least once amonth for
12 months (not associated with the mensu-ual cycle].

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

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

so iaophrenia. _
. Situations in which the clinician has concluded that a depressive

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

Table from DSM-IV,Dio rto.m'c and Staulrrical Manual q’M¢.-oral Dis-
orders. ed 4. Copyright imctican 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 1615-18) or substance-induced mood
disorder (Table 16.6—I 9). The problem with that approach lies
in the fact that many common medical factors associated with
depression—t'or example, use of reserpine—do not seem to be
causative in the etiological sense but rather are triggering agents
in otherwise predisposed persons. That is analogous to the sit-
uation with life events, which no longer are used in melting
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 no reliable or valid way in which a clinician
can decide that a depressive condition is due to a specified med-
ical condition. For that reason it is generally more "practical to
diagnose the depressive disorder on Axis I and to specify the
contributing physical condition on Axis III. In brief, the dos-
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 mu1tifac'torial interacting factors. and
should be diagnosed irrespective of presumed etiology.

Diagnostic threshold Another question concerning 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 suflicient for a person
to experience, in response to a setback. a lowering of the spirits.
self-doubt, difficulty in sleeping and concentration. ' and

TABLE 16.6-18
Diagnostic Criteria for Mood Disorder Due to a General Medicalcondition

A. A prominent and persistent disturbance in mood predominate: in
the clinical picture and is characterized by either (or both) of thefollowin :

(1) deprgssed mood or markedly diminished interest or pleasure in
all. or almost all, activities

(2) elevated, expensive, or irritable mood ‘
. 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.

. The disturbance is not better accounted for by another mental dis-

order (e.g.. adliustmenr disorder with d ressed mood in responseto the stress o having a general rnedi 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 tjcllpe:With epreasiye features: ii 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
(except criterion D} for a major depressive episode

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

wphoric, or irritable _th mixed features: ifthe mptoms of both mama and depression
are present but neither p ominates _

Coding note: Include the name of the general medical r:.ondition_on

axis 1. e.g.. mood disorder due to hypothyroidism. with depressivefeatures: also code the general medical condition on axis H .-
Coding note: Ifdepressive symptoms occur 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 frorn DSM-"IV. Din nostic andstatirticui Manual offrfenroi {Dir-
orders, ed 4. Copyright ericao Psychiatric Association. WashuIg-
ton. 1994. Used with permission.
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TABLE 16.6-19
Diagnostic Criteria for Substance-induced Mood Disorder

A. A prominent and persistent distttrbance in mood predominates in
the clinical picture and is charactetized by either (or both) of the
following:
{1} depressed mood or markedly diminished interest orpleasttte in

all, or almost all. activities
(11) elevated. ettpansive. or irritable mood

. There is evidence from the history. physical examirtation. or lab-

oratory findings of either (1) or S2):(I) the s toms in criterion developed during, or within a
monthrd . substance intoxication or withdrawal

(2) medication use is etiologicttlly related to the disturbance
. The disturbance is not better accounted for by a mood disorder that

is not substance induced. Evidet:tce'that thesyrn toms are better
accounted for by a mood disorder that is not so stance induced
might include the following: the symptoms precede the onset of the
substance use (or medication use}: the symptoms persist for a sub-
stantial period of time (e.g.. about a month) after the cessation ofacute wtthdravval or severe intoxication or are substantiall in
excess of what would be expected given the type or amount the
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 rnajordeptessive

_ep|isodes). - ' .D. e disturbance does not occur-exclusively during the course of adelirium.

E. The sytrtplorrts 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 when the mood symp-
toms are in excess of those usuall associated with the intotdcatiort or
withdrawal syndrome and when the symptoms are suflicicntly severe
to warrant independent clinical attention.
Code [Specific Substance]-Induced Mood Disorder:

(alcohol; amphetatnine [or arnphetaminelilre substance]; cocaine:
llallucino en; irthalant; opioid; phencyclidine [or phencyclidinelilte

substance? sedative. hypnotic. or ttnttiolytic: other [orunltnown]
S substanceec type:
Pwhlt depressive features: if the predominant mood is depressed

With manic features: if the predominant mood is elevated.eu horic. I2-1"lI1'lltl.blE.
WI mixed features: if symptoms of both mania and depression

areipresent and neither predominatesS act‘ :

pwltli 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 dttring. or shortly
after. a withdrawal syndrome

Table from DSM-IV. Din aortic and Statistical Mcnttal qfMen:ol'Dt'.r-
orders. ed 4. Copyright £I‘l'l¢tl'lCa.l‘l Psychiatric Association. Washing-
ton, 1994. Used with permission;

decreased sexual interest for 14 days to qualify for a diagnosis
of a major depressive disorder of mild intensity. Some author-
ities would consider such a condition to represent -instead a
minor depression. probably no more than an adjustment disor-
der. It would appear that criteria other than signs and symptoms
and duration would be necessary to differentiate a depressive
disorder from adjustment reactions to life situations. The pres-
ence of the following cliaracterisfics might assist in such adifferentiation.

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 performance are often
early manifestations. Afflicted persons are also unable to benefit
from taking leisure lime, and hence the futility of prescribing
vacations.

2. Depressive disorder is usually perceived as a break from
a person's usual or prernorbid self, which can be so striking that
the sufferer may feel as though he or she is losing his or her

mind. The importantpoint is that both the patient and significant
others can usually relate the onset of the 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 described it as follows:

There is an itch of unhappiness so great that the goods of nature

flay be cnl:i.IBt};]f(%t'gO1lBl'l, and all sentiment fof their existigce vanishtn the men eld. For this extremity o passion to reached,
something more is needed than [adversity] . . . the individual must in

his own person become the prey of pathological melancholy . . . such1
sensitivencss and susoeptib iry of mental pain is a rare occurrence
where the nervous constitution is entirely normal: one seldom finds it
in a health subject even where he is the victim of the most atrocious
cntelties outward fortune .. . it is an . . . active angtdsh, a sort of
psychical neuroglia wholly unknown to healthy life.

Two additional 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—espocially 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 fatttilial factors it_1_t:_liagrtostic decisions. In clinical practice
those factors often do influence diagnostic decisions.

Single episode and recurrent subtypes About a 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 courscof 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 dysthyrnic disorder. . ' '

Research has also established that recurrent major depressive
disorders are more familial than are their single-episode coun-
terparts. The average length of episodes is sit; months.-whereas
the mean interval between episodes tends to vary (typically
years}. The mean numberof major episodes over a lifetirrte,
according to retrospective and prospective studies. is five to six,
as conuasted with an average number of eight to nine major
episodes in bipolar disorder.

Melartchollc teatures In DSM-[II the neurotic-endogenous
distinction was deleted. Neurotic depression was absorbed by
dysthyrnic disorder and the major depressive disorders that
complicate it; endogenous depression became melancholic fea-
tures, a qualifying phrase for these major depressive disorders
in which arllterlonia. guilt, and psychomotor—vegetau've distur-
bances dominate die clinical picture (Table 16.6-6). DSM-IV
has retained those conventions. ' '

Although the foregoing conventions have received much crit-
icism. they are based on solid data‘ from independent studies in
the United States and Germany. ‘Thus neurotic depression.
defined as a reactive {that is, precipitated) nonpsycltotic depres-
sion of mild to moderate intensity with predominant anxiety
and characterologic pathology, does not seem to constitute. a
distinct nosological entity. Although such a presentation is corn-
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TABLE 16.6-20
Three- to Four-Year Prospective Follow-up In Neurotic
Depression: {N = 1011)

Diagnosis and Outcome N*

Manic episode 4
Hypomanic episode -' 14
Psychotic depression 21
Endogenous depression 36E isodic course 42

nstable characterological features 24
Social invalidism _ 35Suicide ' 3

‘The total exceeds 100 because more than one outcome was possible
in each patient. -

Table from H Aiciskal. A Bitar, V Pueantian, T Rosenthal. P Walker.
The nosological status of neurotic depression: A prospective 3-to-4
ear eirarnination in 1’ ht of the primary-second and uni lar-bipo-ar dichotomies. Arc

pennission.
Gen Psychiatry 35: 75 . 1978. sed with

men in clinical practice. the prospective follow-up course of
those patientsis heterogeneous (Table 16.6-20). The progres-
sion of a precipitated. relatively mild depression (reactive ill-
ness) to severe psychotic depression-—or one with a melan-
cholic autonorny—during prospective observation suggested
that so-called endogenous "depressions may have their onset in
milder depressions. tha't neurotic and psychotic depressions do
not necessarily refer to distinct disorders but to disorders that
differ in severity. and that the presence: of precipitating stress
carries little diagnostic weight in _diffei-eotiating subtypes of
depression (although the absence of such stress might be used
to support a melancholic level of major depressive disorder).

At the heart of the concept of morbid depression _is its auton-
omy from stresses that may have precipitated itand its general
unresponsiveness to other environmental input. That is embod-
ied in Donald Kle’tn’s concept of endogenomorphic depression,
which could he 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 approaches to reverse the nialadaptive 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 connotation of the ancient concept of mel-
aricholia. 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 IJSM-I[l and DSM-IV.
However, the APA diagnostic schema-. risks confusing endo-
geneity with another classic concept of mood disorder, that of
involutional melancholia.

Psychotic features About 15 percent of major depressive
disorders, usually those widt 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 bipolar disorder. When psychotic depression develops
for the first time after the age of-50. it often presents with severe
agitation. delusional guilt. hypochondriacal preoccupations.
early-morning awakening, and weight loss. The premorbid
adjustment ofthose patients has classically been characterized
as obsessoid. Their rnoumful-anxious mood and agitation an:
autonomous. being refractory to psychological interventions,
and ‘they endure great suffering. Except for the fact that the
frequencyof episodes is generally in the range of one to two in
late-onset (so-calledinvolutzional) depressions, they represent
the closest approximation to the DSM-IV melancholia. In view

U37

of K.raepelin's postulation of a cerebral basis for such cases, it
is of interest that ventricular enlargement and white matter
opacilies 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 neu-
rocognitive deficits observed in psychotic depressions. Those
features do not seem to define a distinct depressive subtype. but
one of greater severity. Finally. despiteatterrlpts to suggest a
neurochernical uniqueness. based largely on the need for anti-
psychotic treatment in the acute phase of many of those patients,
familial and other external validators 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-f_)._ Emerging data, none-
theless, might eventually force a change this convention. For
instance, William Coryell and collaborators in the National
Institute of Mental Health (NIMH) collaborative study of
depression have shown psychotic depression to be the most con-]
sistent unipolar subtype across‘ episodes.

Chronic depression The symptom profile _ in _ chronic
depressions is usually one of low-grade intensity rather than
one of seven: syndromal chrorticity. Severe depressive disorder
in its psychotic forms is 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 tinie.
In other persons with chronic depressions the chronicity arises
from more mundane (nonpsychotic) majoudepressive 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 corrtrnunieation. ‘

Rather than 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 humor tend to affect their

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 irregu-
larities. Thus self-tneatment with ethanol or iatrogenic benze-
diarepine dependence is commonly observed. That those inter-
personal, conjugal, and autonomic manifestations represent
unresolved depression is shown by persistent sleep EE.G—-espe-
cially REM and delta phase-—abnom1alities 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 rnedical 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 ingredients of the
overall approach to those patients. - '

Iriterpersonal distuibances in such patients are usually sec-
ondary to the distortions produced by long-standing depression.
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Therefore. observed pathological characterological changes-
cliuging or hostile dependence. demarrdingness, touchiness.
pessimism. and low sell"-esteem—are best considered as con-
stituting postdepressive personality changes. There exists :1 dan-
gerous stereotypical thinking that because a patient has not
responded adequately to standard treatments (the illness has
become chronic). there must be a characterologicul substrate to
die 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.
Such a 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 (Table 16.5-
21) is distinguished from depressive disorder by the fact that it
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 most cases areof early onset.
beginning in childhood or adolescence, and certainly by the
time the persons reach their 205. A late-onset subtype is much
less 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 must he at least one year. '

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

El poor appetite or overeating2 Insomnia or it crsornma
[3 low energy or atigue
(4) low self-esteem

_ (5) r concentration or difficulty melting decisions
(6) lings of hopelessness

_ Dining the lwo—yea.r period (one year for children or adolescents)
of the disturbance. the person has never been without the symptoms
in _cri_teria A and Blur more than two months at a time.

. No major depressive episode has been present during the fir-st two
years of thedisturbance (one year for children andadolescents);
i.e.. the disturbartce 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 so mposed
episodes of major depressive disorder. in which case bo diagnoses
may be given when the criteria are met for a major depressivee isode.

. ere has never been a titanic episode, a mixed episode. or a hypo-
manic episode. and criteria have never been met for cyclothymicdisorder.

. The disturbance does not occur exclusively during the course of a
chronic psychotic disorder. such as scltizophrenia or delusionaldisorder. - '

G. The symptoms are not due to the direct physiological effects of a
substance tag. a drug of abuse, a medication) or a general medical
condition (¢,»8~. l1ypothyroidismJ._ ‘

H. The symptoms cause clinically significant distress or impairment

in sotpral. occupational. or other important areas of functioning.5' act’ ' :

pEar y onset: if onset is before age 21 years
Late onset: if onset is age 21 years or older

Specpfy (for most recent two years of Dysthymic Disorder):W th atypical fbatures_ 

Table from DSM-IV. Diainprtrc anu'St¢r.ti.rl'icol Manual ofdlental Dir-orclers. ed 4. Copyright erican Psychiatric Association. Washing-
ton. l994. Used with perrnission.

Although the dysthyrnic disorder category in DSM—lV can
occur as a secondary complication of other psychiatric disor-
ders, the core concept of dysthyrnic disorder refers to a subat-

fective disorder with the following characteristics: (1) low-
grade chnonicity for at least two years. (2) insidious onset with
origin 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 disorder is 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 und inertia. Nevertheless. Kretschmer suggested that
such persons are thebackbone of society. dodicatirig 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 present clinically because of an intensil‘icati_on of their
low—gr'ade dysphoria into major depressive disorder.

Course An insidious 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 depressive illness. That pattern
is commonly seen in clinical practice and consists of the base-
line dysthyrnic disorder fluctuating in and out of depressive
episodes.

Patients with dysthymic disorder often complain of having
been depressed since birth or of feeling depressed all 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 ofcharacteroiogical depression. The description is fur-
ther reinforced by die fluctuating depressive picture that merges
imperc'eptibl'y with the patient's habitual self, and thus the
uncertainty as to whether dysthyrnic disorder belongs in Axis Ior in Axis Ii.

Clinical picture The profile of clysthymic disorder overlaps
with that of major depressive disorder, but differs from it in that
symptoms tend to outnumber signs (more subjective than objec-
tive depressiou). Thus marked disturbances in appetite and
libido are uncharacteristic, and psyclromotor agitation or retar-
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dation is not observed. All of that translates into a depression
that is attenuated in syrnptomatology. However. subtle endog-
enous features not uncommonly are observed: psychomotor
inertia, lethargy. and snhedonia that are characteristically worse
in the morning. Because patients presenting clinically often
fluctuatein and out of a major depressive episode, the core
DSM-IV" criteria for dysthymic disorder tend to emphasize veg-
etative dysfunction. whereas the alteniative criterion B for dys-
thymic disorder (Table 16.6-22} in a DSM-IV appendix lists
cognitive symptoms.

Although dysthyrnic disorder as defined here represents a
more restricted concept than does its parent. neurotic depres-
sion. it is still quite heterogeneous. Anxiety is not a necessary

part of its clinical picture, yet dysthymic disorder is often diag-
nosed irt patients 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 operational clarity 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 dystltymic disorder include habitual gloom. brooding.
lack of joy in life, and preoccupation with inadequacy. Dysthy-
mic disorder then is best characterized as long-standing floc-
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 {i.ntrcduce_d in a DSM-IV appendix as a depres-
sive personality disorder [see Chapter 25]). Sleep EEG data
indicate that many persons with dysthymic disorder at baseline
exhibit the sleep patterns of those with acute major depressive
disorder. providing further support to the constitutional nature
of the disorder. Yet filrther evidence for that position comes
from studies dernonslzrating high rates of familial affective dis-
order in tiysthyrnic disorder and depressive temperament or
depressive personality. .

The clinical picture of dysthyrnic disorder thus is varied. with
some patients 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
fonns of dysthymiclike manifestations. Some have been con-
sidered recurrent brief depressive disottler (Table 1613-23). 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 frequent suicide attempts. In
so-called minor depressive disorder (Table 166-24]. 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 .
Atternatlve Research Criterion B for Dyethyrnic Disorder _:—

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

(3; generalized loss of interest or pleasure(4 social withdrawal
{5} chronic fatigue or tiredness

( feelings of‘guilt. brooding about the past(7 subjective eelings of irritability or excessive anger
{8 decreased activity. Effectiveness. or productivity
(9) dif_ficulty in thinking. refiected by poor concentration. pool’

memory. or indecisiveness .
Table from DISM-
orderr. ed 4. Copyn

.Dia stir: and Srarisricolfifnnuoi ofli-Junta! Dir-
'ght §.ITlB.t'.lCfl.1'I Psychiatric Association, Washing-

ton. l994. Used with permission.

H39

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 and collaborators
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 to hypomanic episodes.
manic episodes. or mixed episodes (Tables l6.6—2S and 16.6-
26) during puberty or adolescence. Persons with dysthyrnic 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

A. Criteria. except for duration. are met for a ma'or depressive episode.
B. The depressive periods in criterion A last 91 east two days but lessthan two weeks. _
C. The depressive periods occur at least once a month for 12 consec-

utive months and are not associated with the menstrual cycle. '
D. The periods of depressed mood cause clinically significant distress

or irnpairrnent in social. occupational. or other important areas of
functioning. .

. The symptoms are not due to the direct physiological effects of a
substance (e.g.. a rim of abuse, a medication) or a general medical
condition (eg-.. hypo yroidism). .

. There has never been a major depressive episode. and criteria are
not met for dysthymic disorder. -

. There has never been a manic episode. a mixed isode. or a h‘y‘peo-rnanic e isode. and criteria are not met for c c othymic disc r.
Note: ‘s exclusion does not :1 1y if all o the manic-. mixed—.
or hypornaniclilte episodes are su stance or treatment induced:

H. The mood disturbance does not occur exclusively ' schizo-
phrenia-, schizophrenifonn disorder. schizoailfective dis er. delu-
sional disorder. or psychotic disorder not otlterwise specified. __j_.._

Table from DSM-IV. Di aortic and Statistical Manual o_,r'MentalDir-
orders, ed 4. Copyrightafimerican Psychiatric Association. Washing-
ton. l994. Used with permission.

TABLE l'6.6-24
Flosearch Crlterlator Minor Depressive Disorder
A. A mood disturbance. defined as follows:

(1) at least two (but less than five) of the followin symptoms have
been present during the same two-week peri and represent a

change from previous functioning; at least one of the symptomsis sit or (a) or {b}:
(a) depressed mood most of the day. nearly every day. as indi-

cated by either subjective report (e.g.. feels sad or empty)
or observation made by others (e.g.. a ears tearful).
Note: In children and adolescents. can irritable mood.

(Ia) markedly diminished interest or lesson: in all. or almost
all. activities most of the day. near y 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 in a month),

or decrease or increase in appetite nearly every day. Note:In children. consider failure tomake expected weig t gains.
(ti) insomnia or hypersornnia-nearly every day
(e) s onrotor agitation or retardation nearly every day

o ervable by others. not merely subjective feelings of
restlessness or being slowed down) '

(f) fatigue or loss of energy nearly every day
(g) feelings of wcrthlessness or excessive or inappropriate

guilt (which may. be delusional)‘ nearly every day {not
merel self-reproach or guilt about being sick) ' .

(h) dirnirnshed ability to think or c'oncentrate, or indecisive-
ness. nearly every day (either by subjective account or‘ as
observed" by odiers) 

Table fmrn DSM-IV. Die arm: and Statistical Manuel ofl'rt'anroli_D:'._s_-
orders. ed 4. Copyright ericsn Psychiatric Association. Washing-ton. 1994. Used with permission.
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Depressive temperament

Interpersonal sequelae

FIGURE 16.6-2 Relation of various depressive conditions supporting
a spectrum concept. {Figore from H S fi.l:isl.'ar'.' Dys.rlrymr'a.' Clinical
and external validity. Aria Psychiatr Scand 39 [Supply 19. 1994. Used
with permission.)

1131.5 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 during atleast a one-week eriod.

B. The mood distu ance is sufficiently severe to cause marloed
impairment in new ational functioning or in usual social activities
or relationshipswi others. or to l1BI’.'.B5'.ill.iI£€ hospitalization to pre-
vent harm to self or others. or there are psychotic features.

(2. The symptoms are not due to the direct physiological effects of a
substance 02.3., a drug of abuse, a medication. or other treaunent)
or a metal medical condition (e.g.. hyperthyroidism).

Note: ixedlilce episodes that are clearly caused by somatic antide-
ressanl treatment (e.g.. medication, electroconvulstve therapy. light

Ehenpy) should not count toward a diagnosis of bipolar I disorder.
Table from DSM-IV, Dia nosric and Statistical Manual aflrlenral Dis-
orders. ed 4. Copyright erican Psychiatric Association. Washing-
too. 1994. Used with permission. -

TABLE. 16.6-2:6
Criteria for SeverItyl'Payr:hoticJ‘Remlssion Speciliers for
current (or Most Recent} Mixed Episode

Note: Code in fifth digit. Can be applied to a mixed episode in bipolar
I disorder only 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.
lfloderate: Symptoms or functional impairment between "mild" and‘severe."

Severe‘ without psychotic features: Almost continual supervisionrequired to reveal physical harm to self or others.
Severe wit psychotic features: Delusions or hallucinations. If pos-
sible, specify whether the psychotic features are mood-congruent ormood-incongruenl:

Mood-congruent psychotic features: Delusions or hallucinations
whose content is entirely consistent with the typical manic or depres-sive themes.
Mood-incongruenl psychotic features: Delusions or hallucinations
whose content does not involve typical manic or depressive thernes.
Included are such symptoms as persecute delusions (not directly
related to grandiose or de sive themes . thought insertion. and
delusions of being conuol ed.

In partial remission: Symptoms of a mixed episode are present but
full criteria are not met. or there is a period without an si nificant
symptoms of a Mixed Episode lasting less than two man ollowing
the end of the mixed episode.
In full remission: Dunng the past two monrhs,.no significant signs or
s rnptoms of the disturbance were present.

nspecified. 

Table from DS M-W. Diagnostic and Srati.rtr'cal Manual ofMerr.rar' Dis-orders. ed 4. Copyright merican Psychiatric Assoeiation._Washing-
ton. 1994. Used with permission.

A 27-year-old. male grade-school teacher presented with the chief
complaint that life was a ‘ l duty and that it had always lacked
luster for him. He said he elt enveloped by a sense of gloom that was

nearl always with him. Although he was respected b his lpeers. hefelt. ll: said. "like agrotesque failure. a st-.l.f—conceptl ve ad sincechildhood." He stat that he merely performed his res onsibilities as
a teacher. and that he had never denved any leasure tom anything
he had done in life. He said he had never ha any romantic feeling:
sexual activity. in which he had engaged with two different women,
had been one of pleastueless o sm. He said he felt empty. going
though life without any sense of Erection. ambition. or passion, at real-
ization that itself was tormenting. He had bought a pistol. to put an
end to what he called his useless existence, but did not carry his suicide

out, believinp that it would hurt his students and the small communityin which he ived.

Patients withldysthymic disorder who present clinically 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
switches in dysthyrnia; yet systematic clinical observation have
verified their occurrence in as many as a third of dysrhymic
patients. In that special subgroup of persons with dysthymic
disorder dte family histories are often positive for bipolar dis-
order. Such patients represent a clinical bridge between depres-
sive disorder and bipolar II disorders.

BIPOLAR DISORDERS

Four bipolar disorders are included in DSM-IV: bipolar I
(rrIanic—depres5ive} disorder, bipolar II disorder. cyclothymic
disorder, and bipolar disorder NOS [Table l6.6-27).

BIPOLAR I DISORDER Typically beginning in U16 teenage
years, the 205. or the 303. the first episode could be manic.
depressive, or mixed. One common mode of onset is mild
retarded depression. or by-pcrsomnia. for a few ' weeks or

months. which then switches into a manic episode. Others begin
with a severely psychotic manic episode that presents schizo-
pbreniform features; it is only when a more classic manic epi-
sode occurs that the affective nature of the disorder is clarified.

In a third group several depressive episodes take place before
the firs: manic episode. A careful history taken from significant
others will often reveal dysrhymic or cyclothyrrtir: traits mat
antedated the frantic onset of ‘major episodes by several years.
In DSM-IV there are six ways to subcategorize bipolar I
patients: single manic episode (Table 16.6-28). most recent epi-
sode hypomanic [Table 16.6-29). most recent episode n:ta_nic
(Table 1615-30). ‘most recent episode mixed {Table 16.6331)
most recent episode depressed (Table 1615-32) and most recent

'l‘AB[.E l6.6-2‘! '
Diagnostic criteria 1'cr Bipolar Disorder Not Otherwise
Specified

-The bipolar disorder not otherwise specified category includes disor-
ders with bipolar features that do not meet criteria for any specific
bipolar disorder. Exa.rrr_ples include '
1. Very rapid alternation (over days] between manic symptoms and

depressive symptoms that do not meet minimal duration criteria for
a manic episode or a major depressive episode _

. Recurrent hypornanic episodes without .ir1tercurrent depressivesymptoms

. A manic or mixed episode superi sed on delusional disorder.

residual schizophrenia. or[psychotic isorder not otherwise specified. Situations in which the c mician has concluded that a bipolar dis-
order is present but is unable to determine whether it is prirnfint.due to a general medical condition. or substance induced
fie- 
Table from DSM-IV. Dfa rtostic arrdStaristr‘ca_lManual ofMenrali'_3tI-
orders. ed 4. Copyright crlcan Psychiatric Association. Washing
too. 1994. Used with permission.
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‘meta 16.6-28
Diagnostic Criteria for Bipolar] Disorder, Single Manic Episode

A. Pressgltce of only one manic episode and no past major depressivee 1 es. -
ote: Recurrence is defined as either a change in polarity from

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

. e manic episode is not belxer accounted for by sohizoaffecrive
disorder and is not superim sec] on schizophrenia. schizophreni-
form disorder. delusional disorder. or psychotic disorder not oth-
erwise specified.

Spcci if: ' -
ed: if symptoms meet criteria for a mixed episode

Specify fifor current or most recent episode):Sever tyipsychoticlremission 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 Blpolarl Disorder. Most Recent Episode
Hypotnanlc

. Currently (or most recently) in a hypornanic episode.

. Theiedgtas previously been at least one manic episode or mixedrs .

. a mood symptoms cause clinically significant distress or impair-
ment in ' social. occupational, or other important areas of
functioning.

. The mood e isodes in criteria A and E are not better accounted for

by schizo active disorder and are not superirn sod on seman-p renia. schizophreniforrn disorder. delusional ‘solder. or pay-

S cl};o‘c disorder not otherwise specified.ecr : .

pLong'ltudina'l course specifiers (with and "without lntereplaode
recovery) - '

With seasonal pattern (applies only to die paozerti of major
depressive episodes) .

With rapid cycling ._j

Table from DSM-IV,Dia aortic and StatisticalManual ofMental Dir-
orders. ed 4. Copyright rnericen Psychiatric Association. Washing-
too. 1994. Used with pcrrnission.

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}. -'I‘he remain-
ing subcategorizacion is used to specify the nature of the current
or most recent episode in patients who have had recurrent mood
episodes. For cliniciansand researchers alike it is more mean-
ingful to chart a patient’s course in color over tirne—for exam-
ple. red rectangles for rnanic. blue for depressive. and violet for
mixed episodes; hypornanic. dysthymic and cyclodtyrnic peri-
ods can be drawn in the appropriate colors on a smaller scale
between the major episodes. 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 episodes in 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-rnanic (dysphoric-explosive) presentations are the most
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

Ii-til

"rants 16.6-30
' Diagnostic Criteria for Bipolar I Disorder. Most Fteoent Episode
lulanlo ' -

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 isodes in criteria A and B are not better accounted for

I: settled active disorder and are not superimposed on schizo-
ia, schizophrenifonn disorder, delusional disorder. or psy-

chotic disorder not otherwise specified.
Specrfiv {for current or most recent episode):

Severitylpsychotlco-emission specifiersWith catatonic features
With postpartum onset

Specify:
Longitudinal course specifiers {with and nrltltout interepisode

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

depressive episodes) _
With rapirlcycling ____

Table from DSM-IV. Dia aortic and Statistical Manual ofMental Dis-
orders. ed 4. Copyright erican Psychiatric Association. Washing-
ton. 1994. Used with permission.

TABLE 16.6-3!

fliiagtaostlc Criteria for Bipolar I Disorder. Most Recent Episode‘it

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

Manic Episode. or ixed Episode.C. The mood e isodes in criteria A and B are not better accounted for
b schiaoa ective disorder and are not superirrr sed on schizo
p renia, scbizophreniforrn disorder. delusional isorder. or psy-
chotic disorder not otherwise specified. '

Specify (for current or most recent episode):
Severitylpsyehoticfrenttsslon specifiers
With catatonic teatures
With postpartttnt onset

, Specify.‘
Longitudinal course specifiers {with and without interepisode

recovery}
With seasonal pattern (applies only to the pattern of Major

Depressive E isodes} '
-With rapid cycling ..?_mj

Table from DSM-W. Bio rrosric and Statistical Manual ofMentol Dis-
ort.ter.r.'ed 4. Copyright rnericac Psychiatric Association. Washing-
ton. 1994. Used with permission.

TA.B1.E tfi.fi-32 .
Diagnostic criteria for Bipolar I Disorder. Moat Flacent Episode
Dapraasad _

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

B. Tb_er:dhas previously been at least one manic episode or mixede 1s a.

(1 he mood e isodes in criteria A and B are not better accounted for
by schizo ective disorder and are not superimposed on schizo-
phrenia. schizophrenifonn disorder. delusional disorder. or pay-
chotic disorder rtot othenvise specified. '

Specify (for current or most recent episode):
Scveritylpsychoticlremlssion specifiers
Chronic _
With catatonic features
With elanchollc features
‘With atypical features
With postpartum onset

Specify:
Longitudinal course specifiers {with and without inlerepisode

recovery)
With seasonal item (applies only to the pattern of major. P“

depresslve episodes)
With rapid cycling _

Table from DSMJV. Diagnostic and Statistical Manual ofMerttal Dis-
orders. ed 4. Copyright American" Psychiatric Association. Washing-
ton. 1994. Used with permission. ' ' ' '
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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 at manic, a hypomanic. a mixed, or a major ive episode.

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

C. e mood symptoms cause clinically significant distress or impair-
ment in social, occupational, or other important areas of
functioning.

. The mood sym toms in criteria A and B are not better accounted
for by sc ' ective disorder and are not superim ed on schizo-
phrenia. schizoplruenifonn disorder, delusional rsorder, or psy-
chotic disorder not otherwise specified.

. The mood sym toms in criteria A and B are not due to the direct
physiological agents of a substance (e.g., a drug of abuse. a med-
ication, or other treatment) or it general medical condition (eg..
by ertltyroidism).

Spec" .'
Longitudinal course specifiers (with and without inter-episode

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

depressive episodes}
With rapid cycling

Table from DSM-IV. Din now’: and Statistical Manual offldenrol Dr‘:-
crdtm, ed 4. Copyrigrt erican Psychiatric Association. Washing-
ton. 1994. Used with permission.

distinct period that represents a break from prernorbid 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 the person is rebuffed. Such patients are among the most
aggressive seen in the emergency room. Extreme psychotic dis-
organization, a common presentation of mar1ia,furtl1er contrib-
utes to the aggression. Alcohol use, which is observed in at least
50 percent of. bipolar 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 of infidelity on the part of
spouses or lovers, usually when under the influence of alcohol.

The genesis of delusional and hallucinatory. even first-rank,
psychotic experiences in mania have already been described.
Recent research has also documented that most types of formal
thought disorders are common to both schizophrenic and mood
psychoses: only poverty of speech content (vagueness) emerges
as significantly more common in schizophrenia. Finally, pos-
turing and negativism have been shown to. occur in mania (and,
in the author's view, do not warrant the 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 does not pennit separating recurrent mania without
depressive episodes as a distinct nosological entity from thatform.

Secondary rnanla Although there is some suggestion that
postpartum mania without depression is distinct from farnilial

bipolarl 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-onset as a specifier,
rather than a separate mood disorder subtype [see Section
15 .-4]). It has also been known for some time that mania without

prior bipolarity 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 lower risk 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. Persona! loss and bereavement are hypothesized to be
triggering factors, and the reaction is conceptualized in psycho-
dyrtamic terms as 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 same is generally true for
depressed patients who switch to hypornarria 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 percent ofbipolar I patients
characterized by a chronic manic course. That course most com-
monly represents deterioration of course dorrtinated by recur-
rent manic episodes. Noncotnpliance with pharmacological
treatrnent is the rule. Recurrent excitement is personally rein-
forcing. subjective distress is minimal, and insight is seriously
impaired: therefore, the patient sees no reason to adhere to treat-
ment. Episodic or chronic alcohol abuse. which is prevalent in
such patients. has been suggested as a contributory cause of the
chronicity. Some authorities consider comorbid cerebral pathol-
ogy to be responsible for nonrecovcry from manic excitements
occurring in late life.

Grandiose delusions,-such as delusions of inventive genius
or aristocratic birth, are not uncommon in chronic mania, and

may lead to the mistaken diagnosis of paranoid schizophrenia
Because of their social deterioration, Kraepeiin had subsumed
such patients under the category "manic dementia." Nonschi-
mid prernorbid adjustment and a family history of bipolar I
disorder, as well as the absence of flagrant for-rnal thought dis-
order, can be rnarshaled 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 mania to retarded depres-
sion. Another common mixed feature is racing droughts in the
context of a retarded depression. ‘Those transient labile periods,
which occur in most bipolar I patients, must be contrasted with
the mixed episodes experienced by 30 to 40 percent of patients
in the long-term course of bipolar I disorder. .-

The mixed episodes proper (Table 16.6-25)——variously
referred to as mixed mania or dysphoric mauia—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 Schrteiderian

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

Depressive phase Psychomotor retardation. with or without
hypersomnia, is the hallmark of the depressive phase of bipolar
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 are" less common in the depressive phase
of bipolar I disorder as compared with the manic and mixed
phases. Stupor is 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. Pseudodernented organic presentations appear to
be the counterpart of stupor in the elderly.

CYCLOTHYMIC-DISORDER An attenuated bipolar disorder
that typically begins insidiously before the age of 21.1: is char-
acterized by alternating short cycles of -subsyndromal depres-
sion and hypornania [Table ll5..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—
min 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 mat such s-wings produce in their personal lives.
Repeated marital failures or romantic breakups are common.
due to interpersonal friction and episodic promiscuous behav-
ior. Uneven performance at school and work is another common

TABLE 16.644 -
clinical Features of Cyclothyrnlc Dleurder

Bipbasic dysregulotion characterized b abru t endoteactive shifts
from one phase to the other. each phase asting or few days at a time,
with inf _ uent euthymia.
Behaviors manifestations:

I ‘Hypersomnia versus decreased need for stepsI introverted se1f~ab-sorplrion versus l.l1'lt.fll'lllJl people seeking
I Tacimm versus talltanve _
I Unexplained tearfulrtess versus buoyant jocularity
I Psychomotor inertia versus restless pursuit of activiiies
Subjective manifestations:
I Lethargy and somatic discomfort versus eutonia
I Dulling of. senses versus keen perceptions
I Slow—wil'ted versus sharpened thinking
I Shaky selfiesteern alternating between low self-confidence andoverconfidenee
I PCS£ll1'll.SIlC_h|‘ODOl!'lg versus optimism and carefree attitudes
Summarized from H S Altiska]. M Khani, A Scott-Strauss:
mic tempenttnentol disorders. Psychiatr Clin North Am 2: 5

cloth ~
, 197 .

TABLE 16.5-35
Diagnostic Criteria for Cycloifutlulc Disorder

A. For at least two years, the presence ofnumerous periods with hypo-
manic symptoms and numerous periods with depressive symptoms
that do not meet criteria for a major depressive e isorie. Note: In
children and adolescents. the duration must be at east one year.

. During the above two-year psriod (one year in children and ado-lescents), the person has not en without the symptoms in criterion
A for more than t_wo months as a time. '

. No major depressive episode. manic episode. or mixed episode has
been present during the that two ears of the disuirbsnce.
Note: After the initial two years one year in children and adoles-
cents) of cyclothymic disorder, there may be so ’mposed manic
or mixed episodes [in which case both bipolarl and cycle-

_ thjnnic disorder may be dia%osed1 or major depressive e isodes(in which cost‘. both bipolar disorder and cyc othymic isorder
may be diagnosed).

. The symptoms in criterion A are not better accounted for by schizo-
affecttve disorder and are not superim ed on schizophrenia.
scliizophrenifonn disorder. delusional disorder. or psychotic dis-
order not otherwise specified. ' '

E. The symptoms are not due to the direct physiological effects of it
substance (e.g.. a drug of abuse. a medication} or a general medical
condition (e.g.. byperth idism). - '

F. The symptoms cause c inically significant distress or impairment
in social. occupational. or other important areas of functioning.

Table-from DSM-IV. Din aortic and Statistical Monitor‘ oflidensol Dis-
orders. ed 4. Copyright, merican Psychinn-ic Association. Washing-
ton, I994. Used with permission.

characteristic. Thus persons with cyclothymic disorder are dil-
ettantesz they show great promise in many areas, but rarely are
able to bring any of their efforts to fruition. Their lives are often
a string of improvident activities. Geographical instability is a
characteristic feature: easily attracted to it new location, a new
job. or a new love partner, they soon lose interest and leave in
dissatisfaction. Polysubstanoe abuse. a complication occurring
in 50 percent of such persons, is often an attempt at self-
treaunent. '

BIPOLAR "ll DISORDER [AND THE SDI-‘I’ BIPOLAFI
SPECTRUM) Research conducted during the past 15 years
has shown that between the extremes of classic rnanic-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 hypomsnic episodes (variously tenrted
as atypical. bipolar II, or unipolar II}. Table 16.6-36 summarizes
those nosological concepts. ‘The most accepted of the subtypes
is bipolar II disorder. elevated to the status of a nosological
entity in DSM-IV [Table 166-37). 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 5elf—.descripti.on provided by a 34-year-old poet illustrates the
patient: "I have lmown melancholy eriods. lasting itlortths at a time.
when I would be literally paralyze : All mental activity comes to a
screechin hall. and I cannot even utter one word. -I become so dys-
functio tl1atI was once hospitalized. Although the paralysis creeps
into me insidiously—oiten lasting months—-it typically reverses within
hours. I am suddenly alive and vibrant. I cannot turn off my brain
neither during the day nor at night: I osuall go on celebrating like this
for many weeks. needing no more than cw hours of slumber each
day."

The hyponiania at the end of depressive episodes in most
bipolar II disorders does not persist that long; it is usually mea-
sured in days. Another common form of bipolar H disorder is
major depressive disorder superimposed on cyclothymic-dis-
order. where hypomania precedes and follows major depres-
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mats 16.6-36
Spectrum oi‘ Bipolar Disorders Compared with Unipolar
Depression _

Bipolar I: At [eat one manic episode

Bipolar II: Recurrent depressions with hyponttartia and
cyclothymic disorder

Soft Bipolar I[[: Recurrent depressions without
hipolar (pseudo spontaneous hypomania but often with

unipolar) hypenll mic temperament and bipolar
family istory

Unipolar depressions: No evidence for it mania, cyclothymic
disorder. hy yrnic disorder. or
bipolar farn y history

TABLE. 16.637
Diagnostic Criteria for Bipolar ll Disorder

A." Presence par historyg of one or more major depressive episodes.
B. Presence orhistory of at least one bypotrlaniceecp ode.C. There has never been a rnanic episode or a mix episode.
D. The mood sym toms in criteria A and B are not better accounted

for by schi ectivc disorder and are not superimposed on schizo-
plJ.te'nia., schizophreniform disorder, delusional disorder. or psy-
chotic disorder not otherwise specified

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

Specify current or most recent episode‘. ' -

Hyporséinic: if currently (at most recently) in a hypomanicepis e
Depressed: if currently (or most recently) in a major depressivee ‘soda

.S'pect)gl(for cturcnt or most recent major depressive episode only if it
is the most recent type of mood episode):
Severitylpsychoticfremission s ecifiers Note: Fifth-digitcodes

cannot be used here because t e code for bipolar II disorder
already uses the filth digit.Chronic -

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

Spec'tfy.'_ _ _ I _
Longitudinal course specifiers {with and without interepisode

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

_ depressive episodes)
With rapid cycling

Table from DSM-IV, Din name and SIart‘_.rtt'cal‘ Manual ofMenralDt'.r—
orders. ed 4. Copyright erican Psychiatric Association. Washing-
ton. 1994. Used with permission.

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

Hypomania in bipolarlldisorder can be defined as minirrlanic
episodes occurring spontaneously. Thus bipolar II disorder can
be characterized as cyclical depression. In bipolar Ill disorder
{which is not an official nosological tenn) evidence of bipolatity
is softer, such as a single brief episode of antidepressant-mobh
lized switch. In a related subgroup of cryptic bipolar disorders,
strong evidence for fatnilial 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
patients habitual temperamental baseline is sunny, overener-
getic. and overoptimistic lhyperdtymicj. Depending on the
threshold of traits used in determining the presence of hyper-
tltyntia, those patients may constitute 10 to 20 percent of those
with major depressive disorder. Recurrent hypomanic episodes
without interrnjttent depressions (cxatnple 2 in the DSM—IV cri-
teria {or bipolar disorder NOS [Table 16.6-27]) are almost never
observed clinically.

The depressive episodes of bipolar II or 1]] patients often
have mixed admixtures—for example, flight of ideas. increased

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 denominator of the soft spectrum
of bipolar disorders is the occurrence of hypomania. H)-’pDIl'l8-
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 die impa.irrnent
characteristic of manic episodes. It is not merely a milder form
of mania. I-Iypomania occurring as part of bipolar l1 disorder
rarely progresses to manic psychosis. Thus distractibility is
uncommon in hypornania, and there is relative preservation of
insight. Hypomania is distinguished firom mere happiness by
the fact that it tends to recur (happiness does nod‘). and can
sometimes be mobilized by antidepressants. In cyclothymic dis-
order it aitematcs with rnirtidepressions. whereas in hyper-
tliymic disorder it constitutes the person's habitual baseline.
Those definitions then recognize three patterns of hypomania:
briefepisodes heralding the tennination of a retarded depressive
episode (bipolar ll disorder]. cyclic alternation with minide-
pressions (cyclothymic disorder). and an elevated baseline of
high mood, activity, and cognition (hyperthyniic disorder or
chronic hypomania).

Because hypomsnia is experienced either as a rebound relief
from depression or as pleasant. short-lived, ego-syntonic
moods, persons with bipolsrll disorder rarely report them spon-
taneously. Sltillful questioning thus is required in making the
diagnosis of soft bipolar conditions; as in mania, collateral
information from family members is crucial. In interviewing
the patient the following probes have been found useful to elicit
hypornartia: “Have you had a distinct sustained high period (1)
when your tltinldrig 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 must ascertain that, when
endorsed by the patient, those experiences were not due to stim-ulant abuse.

When in doubt. direct clinical observation of hyp-omania—
sometimcs elicited by antidepressant phannacotherapy—will
provide definitive evidence for the bipolar nature of the disor-
der. However, in some cases depressive and hypornanic periods
are not easily discerned 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 depressions is seasonality. which often becomes manifest

with autumn or winter artergic depression and pnergetic or
frankly hypomnnic periods in the spring. Thus seasonal depres-
sions conforrn, in large measure, to the bipolar II or DJ pattern.
Preb'm.ina.ry 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 arttidepressants in
seasonal depressions probably represent a special variant of the
phenomenon of rapid cycling.

Temperament and polarity of episodes New research
from collaboration between the University of Tennessee and
the University of Pisa has shown that bipolar II disorder (char-
acterized prcdominantly by depressive attacks) appears to arise
more often from a hyperthyrnic 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 suggest that 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 temperament to depression).

Those considerations have implications for preventing recur-
rence. For instance. in a prospective study of the onset ofbipolar
disorder in the offspring or sibs of adults with the disorder, it
was found that children with onsets of depression (treated with
antidepressants) had significantly higher rates of recurrence
than did uiose 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 of alcohol and substance abuse in
mood disorder subtypes, especially those with cyclothymic and
hyperthynuc 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. alcohol 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 a‘ considerable
number of bipolar patients. such use does not appear related to
familial alcoholism and. in many instances,.tends to dwindle
during long-term foilow—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-ten-n alcohol use.

Rapid-cycling bipolar disorder Rapid cycling is defined as
the occurrence of at 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 vocational and interpersonal incapacitation. -Lithium is
often only modestly helpful to those-patients. as are antipsy-
chotics: tricyciic antidepressants readily induce cxcitcd epi-
sodes and thereby aggravate the rapid cycling pattern. A bal-
ance among lithium, antipsychotics. and antidepressants may

TA.'BI.'E. 16.6-38
criteria tor Rapid-cycling Specifier

Spectp if: ' _W th rapid cycling {can be applied to bipoiarl disorder or bipolar
ll disorder) ' _

At least four episodes of a mood disturbance in the previous 12 months

that néeet cntena for a mayor depressive. manic. mixed, or hypomanice iso e.

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

Table from DSM-IV. Diagnostic and Statistical Manual 0fMEMal Dir-onderr. ed 4. Copyright merican Psychiatric Association. Washing-
ton. 1994. Used with perrnission.
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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 nightrtiare for the patient. significant
others. and the ueating physician.

As expected, rapid cycling commonly arises from a cyclo-
thymic substrate, which means that most rapid cyclers have
bipolar Ii 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 1 and 3 listed under
bipolar disorder NOS (Table l6.l5—2';').

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

Creative achievement is relatively uncommon among those
with die manic fonns of the disorder, which is too severe and

disorganizing to permit the necessary concentration and dedi-
cation. It is among those with the soft bipolar disorders, espe-
cially cyclothyrnic 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
bipolar-ity contribute? The simplest hypothesis is that depres-
sion could provide iusights into the human condition. which.
however, requires the activation associated with hypomania to
produce die artistic work. A more profound interpretation
would suggest that the repeated se1f—doubt that comes with
recurrent depression might be an itnportant ingredient of ore-
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 areperfected. 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 otllerwise affective patients do not meet the cri-
teria for die mood disorders described thus far. The author'pre-
fers to consider more as undiagnosed mood disorders rather than
using the DSM-IV rubrics of depression disorder NOS, bipolar
disorder N05‘. or mood disorder N05. The DSM—IV criteria for

mood disorder NOS appear in Table -16.6-39.

‘mats l6.6—39
Diagnostic criteria for Mood Disorder Not Otherwise Specified

This catego includes disorders with moodsympton-is that do not meet
the criteria gr any specific mood disorder and In which it is difficult
to choose between depressive disorder not otherwise specified and
bipolar disorder not otherwise specified [e.g._ acute agitation).

Table from DSl\_/l-IV.Diognosit’c and Statistical Manucl cfklental {Jit-
orderr. ed 4. Copyright Amcpcan Psychiatric Association. Wa_.'lhing-
too. 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 not easily fitirrto the classic nosology of mood
disorders. They probably subsume many. but not all, of the
situations implied in the DSM-IV NOS concepts.

Recurrent brie! 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 dysthymic disorder. It is
believed that such patients are more prevalent i.n primary care
than in psychiatric settings. The minority seen in psychiatric
settings presentwith repeated suicide attempts. and are likely
to be given Axis II diagnoses. such as borderline personality
disorder. The research criteria 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 permanent gloomy stress in all the ex ‘antes of life . . . usually
perceptible already in youth. and may persist without essential change
throughout the whole of life . . . (or) there is actually an uninterrupted
series of tnansirions to periodic rnela.nchotia_. . . in which the course is
quite indefinite with irregular fluctuaoons and remissions.

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 evaluations per-
formed by nonclinieians. Some. if not most patients meeting the
Zurich description might actually belong to the soft bipolar
spectrum. - .

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 tenninate
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 sell'—lirrIiting. 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 psychodynarnic authors to explain why certain
persons are unable to rid themselves-of painful life situations.
the implication being that they somehow contribute to melt
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 elii'nina_tion of the situation. So-called self-
defeating features than 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 coritradiction in tenns, might
describe the chronic demoralization observed among some indi-

viduals stuclr 1l'l 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—l'V appendix acknowledges the
simultaneous occurrence of anxious (for example. the direct
loss represents) and depressive {for example. the despair of loss)
cognition when confronted with a major aversive life situation.
The admixture implies that the progress of psychopathology is
from anxiety to depression, that the patient's mental state is still
in flux. and that the ongoing dynamics in pan explains the sub-
acute or chronic nature of the disorder. Anxious depression
serves to point to the common presence of anxiety in depressive
states. and especially its greater visibility when the depression
is less prominent. Patients with thelatter presentation are repen-
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 disorder not oth-
erwise specified {see Section 17.5). -- .

Some authorities argue that neurotic depressions arise in that
fashion {that is. as maladaptive response to-anxiety) 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.

Neuraathenla 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 rnental fatigue), letliargl’. and exhaustion. It is as if the
sufferer's mind refuses to take on new stresses. ‘The clinical
picture described by Beard suggests thatanxious rnanifestations
were preeminent in his time. They included headache. scalp
tenderness, backache. heavy limbs, vague neuralgias, yawning,
dyspepsia, palpitations, sweating hands and feet.-chills. flush-
ing. sensitiviry 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 invested in 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 infatigue is as elusive as it
was 100 years ago.

Like other patients presenting to primary care settings with
somatic complaints, those withchronic fatigue tendto denounce
psychiatric diagnoses as inadequate explanations for their ills.
Empathic listening. perhaps in a.group therapy format, might
be a reasonable approach to that difficult group of patients, who
can be quite disabled.

Atypical depression Although a delimited version of the
construct has been incorporated into DSM-IV as atypical fea-
tures (Table l6.6—7) to qualify the cross—sccl.ional picture of
depressive disorders. the construct is much broader in 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 nighttime sleep is disturbed in the first half of the night in
many persons with atypical depressive disorder, irritability.
hypersorrutolence, and daytime fatigue would seem to represent
expected daytime stigrnata of sleep deprivation due to inter-
mittent initial i.nsomnia. 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.

Other research 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 dysthyrnic disorder widi occasional brief
extroverted hypornanic-type behavior. often elicited by anti-
depressants. There is some affinity between atypical depression
and bipolar II and HI disorders. Many patients with dysthymic
disorder at various times exhibit atypical features.

Hysteroid dyspltoria 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 consumrnatory reward); (3) crav-
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 syntltesisof endogenous antidepressants.
The use of the epithet "hystei-oid“ was meant to convey that
what appeared to be a character pathology was secondary to a
biological disturbance in the substrates governing affect", drives.
and reward. The bysteroid dysphorics’ intense, giddy, and
unstable life suggests links to cyclothyrnic disorder or bipolar
II disorder. That suggestion is further supported by the Colum-
bia group's tendency to subsurne those patients under atypical
depressions (some of which. as indicated. have bipolar affini-
ties). Finally, like bipolar depressives, they show preferential
response to MAOIs.

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

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

irnposetl on, and occurs oulsy dui-in . the residual phase of Schizophre-nia. The residual phaseof chizop renia follows the active phase (i.e..

TABIE 16.6-40
Research crlterla for Poatpsychotie Depressive Disorder of
Schizophrenia

A, Criteria are met for a major depressive episode.
Note: The major depressive episode must include criterion A1:
depressed mood. Do not include symptoms diet are better
accounted for as medication side effects or negative symptoms of
schizophrenia

B. The major depressive episode is superirn
during the residual phase of SCl‘l.l20pl'll'|3'l'll.d.

C. The major depressive episode is out due to the direct physiological
effects of a substance or a general rnodicalccnditicn.

Table from DSM-IV, D‘ aortic o.ndSro:i.m'col' Manual qfmenrai Dis-
orders, ed 4. Copyright erican Psychiatric Association. Washing-
ton. 1994. Used with permission.

on and occurs only
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syrndptoms meeting Criterion A) of Schizophrenia. It is characterizedby e persistence of negative symptoms or of active-phase symptoms
that are in an attenuated form (e. .. odd beliefs. unusual perceptual
experiences). The superimposed ajor Depressive Episode must
include depressed mood (i.e., loss of interest or pleasure cannot serve
as an alternate for set! or depressed mood}. Moat typically, the Major
Depressive Episode follows l.|'Ill'|16d.l8lEl}’ after rerrussion of the active-
phase symptoms of the sychotic episode. Sometimes it may follow
after a short or extend interval during which there are no ps chotic

symptoms. Mood syznflptorns due to the direct physiological e acts ofa drug of abu:ae__a rn ‘cation. or a general medical condition are not
counted toward postpsychotic depressive disorder of Schizophrenia.

According to IJSMJV, persons whose presentation meets
those research criteria (Table 16.640) would be diagnosed as
having depressive disorder NOS. In Ll1e author’.-3 opinion, mood
or depressive disorder NOS represent such a hodgepodge of
clinical situation that the designation of N05 is at best mean-
ingless and at worst confusing.

DIFFERENTIAL DlAGNOSlS

Missing a mood disorder diagnosis, with the result that the dis-
order docs not receive specific treatment, can have serious con-
sequences. Many persons drop out of school or college, lose
dieir 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 interminable psy-
chotherapy. Some develop tardive dyslcinesia unnecessarily. As
with odler medical disorders for which specific treatments are
available, accurate diagnosis and early treatment are within the
purview of all physicians. All psychiatrists. clinical psycholo-
gists, and psychiatric social workers should be competent in the
detection of mood disorders. Despite massive educational
efforts, underdiagnosis of mood disorders and dieir underneat-
men! are 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-
tmpin-releasing-horrnone test) as corroborating evidence in 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, asysternatic clinical approach is still
the only method in differential diagnosis (1) to characterize in
great detail 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 whether the 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 (ti) 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 [lsted under conditions other than mood disorders. They
include (1) conduct disorders; (2) borderline personality dis-
order; (3) ‘Lmpulse-control disorder, (4) polysubstance abuse:
(5) psychotic disorder not otherwise specified; (6) pain disorder;
(7) hypochondriasis; (8) hypoactive sexual desire disorder; (9)
circadian rhythrn-sleep 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-
rnotor retardation. What follows is 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 occurrence of two prevalent
disorders. Self-medication for mood symptoms is insufficiently
appreciated by both psychiatrists and addictionologists. Given
the clinical dangers of missing an otherwise treatable disorder.
mood disorder should be given serious consideration as the pri-
mary diagnosis if marked affective manifestations continue
beyond the ‘period of detoxification (for example. two monms).
That consideration also pertains to cyclothymic disorder and
dysthymic disorder, which are common substrates for self—rned—
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 diadiesis, 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 dependency 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 inten-nitterit

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 1s.s-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-
sonaljry disorder diagnoses are 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 m'ay 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 not all person-
ality disturbances recede with the competent treatment of mood

TABLE 16.6-41
Overlap of Borderline Personality Disorder and MoodDisorders

Farnilial: High rates of mood disorder
Phenomenology: Dysthymtc disorder

Cyclothfinic disorderBipolar isotderMixed state .
Pharmacological response: Worsening on cricyclic antidepressantsStabilization on anticonvulsants

Prospective course: lglajor mood episodesuicide

Summarized from H Alriskal. S Chen. G Davis, V Puzaniian. M Kash-

Earian, M Bolin er: Borderline: An adjective in search for a noun. 1'lin Psychiany 6: 41. 1985.

TABLE 16.6-42
Misdiagnosis In the Aflectlvoly lll Juvenile Kin of Adults with
Bipolar Disorder
Total W = 44}

Adjustment disorder

Eonduct disordeirrhttention-deficit yperacdvity disorder
Mental retardation

Separation anxiety disorder
Overanxious‘ disorder
Schizopltrerua _

Table adapted from H S. Akisltal, 1 ‘Downs. S Watson, D DaughergjD B Pruitt: Affective disorders in referred children and younger 51
lings of manic-depressives. Arch Gen Psychiatry 43: 996, 1985.

Percent

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 perfomziance; (2) rest-
lessness and pulling or rubbing hair. skin, or clothing; (3) out-
bursts of"complaining, 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 i.r1 the
child ‘a 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 under-diagnosed at the
expense of so-called externalizing disorders. Table l6.6_-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 ordysphoric manic state). Another
common pattern is intermittent hypomania and cyclothymia.
The correct diagnosis depends on the index of suspicion by a
clinician who is" convincedthat bipolarity exists in childhood.

NORMAL EEREAVEMENT As bereaved 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 loa 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 view'themselves as sick, and may actually believe
they are losing their minds.

2. Unlike the melancholic person, the grieving person is
reactive to die 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 the life of
the deceased loved one, they typically do not experience guilt
of commission.

5. Delusions of wot-thlessness 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. Murnmification. which refers to keeping the belongings of
the deceased person exactly as they were before his or her death,
is indicative of psychopathology. '

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

In another form of bereavement depression. the sufferer sim-
ply pines away, unable to live widiout 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 would- .be clinically unwise to
withhold antidepressants from certain persons experiencing an
intensely mournful form of grief.

ANXIETY DISORDERS Arutiety sy‘rnptoms—including
panic attacks, morbid fears, and obsessions——a.re common dur-

ing depressive disorders. and depression is a common compli-
cation of anxiety states. Systematic British studies have shown
that early—morn.'tng' awakening. psychomotor retardation, self-
reproach. hopelessness. and suicidal ideation are the strongest
clinical markers of depression in that differential diagnosis. On
follow-Lrp 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 well as
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. 'The clinical picture is often one of morbid groundless
anxiety with somatization, hypochondriasis. and agitation. The
patient’s depressive nature is 'furtber supported by the superior
response to ECT. '

Periodic monosympromatic 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-
rnoleptic 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 fonns of
depression may share a common diathesis with anxiety disor~

‘mace 16.643
Unlque cross-Sectlonal Profiles of ctinlcal Anxlety and
Depression
Anxiety

I-lypervigilance
Severe tension and panic
Perceived danger Perceived loss
Phobic avoidance Loss of interest-—anhedonia
Doubt and uncertainty Ho lessness—suicidal
Insecurity Se -d recation
Performance anxiety Loss libido

Early—rnoming awakening
Weight loss ..j._——_jj

Table from H S Alriskal: Toward a clinical undemtanding of the rela-
tionship of anxiety and de rcssive disorders. In Conwrbrdi of Mood
and Anxiety Disorders. 1 P aser. C R Cloninger. editors, p Amer-
ican Psychiatric Press. Washington. l99t}. Used with permission.

Depression

Psychomotor retardation
Severe sadness

H49

rlers. 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 scdative—hypI1otic 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 padiology that presumably underlies
a depressive disorder. Autonomic arousal, commonly associ-
ated with depression, could explain such symptoms as palpita-
tions. sweating. and headache. In some instances the physical
symptoms might rcliect delusional experiences.

Depression in the setting of physical disease The clini-
cian must be alert, however. to the fact that somatic complaints
in depression could also refiect an underlying physical illness.
Table 16.6414 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 physical illness; ('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 (S) medi-

TABLE 16.644

Pharmacological Factors and Physical Diseases Assnclated
with Onset of Depression -

Phamiaoological Steroldal contraceptives

Reserpine; cemethyldopaAnlic oline-esterase insecticides
Amphetamine or cocaine withdrawal
Alcohol or sedative-hypnotic withdrawal
Cirnetidine; indornethncin
Phenothiazrine antipsychotics
Thallium; mercury
Cycloserine
Vincristine; vinblastine

Hypothyroidism and hypertliyroidisrn
Hyperparatltyroidisrn
HypopttuitarismAddison's disease
Cushing’s disease
Diabetes mellitus

General paresis (ternary syphilis)
Toxoplasmosis
Influenza: viral pneumonia
Viral hepatitis
Infectious mononucleosis
AIDS

Rheumatoid arthritis
Lupus erythematosus

PeliagmPermcious anemia

Multiple sclerosis
Parkinson's disease
Head tniuma
Complex partial seizures
Slee apnea
Cere tumors 1
Cerebrovascular disorder

Abdominal malignancies
Disseminated carcinomatosis ,

Collagen

Nun-irional

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

One of the most difficult problems melting the interfaceof
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, irnip-
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 of life-threatening physical dis-
eases in patients with preestablished depressive disorder. '

Stupor Although less common today, stupor still 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 mutisrn or nonresponsiveness; in the latter. behavior
is meaningfully directed to significant others in the patient's
environment. The rubric of catatonic stupor is 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-onset stupors are 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 su's-
picion concerning possible somatic factors. '

Depressive pseudodementia 'I'he 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) diurnality of the cognitive dysfunction (worse in
the morning): IS} the circumscribed nature of those deficits.
which, with proper coaching, can be reversed; and (6) a ten-
dency to improve with sleep deprivation.

Chronic tatigue 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 patient illus-
trates many of the uncertainties marking the present knowledge
of the interface between the syndrome and mood disorders.

lam a 39-year-old, never-married woman. trained as a social worker,
but currently on disability. I have ex rienced extreme lethargy and
fan’ tie for many years. [have always elt foggy headed and had trouble

th' ' and conce.ntI'a.ting. My corn laint is of fag/gue. not of depres-sion. y body feels like lead and ac es all over. y 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 had every day. I ache all over. as though
someone had beaten me up. Exercise has been prescribed to me. but it
makes me worse. Also. I am very sensitive to hot and cold. My sexual
drive is low. I have a general feel" of anhedonia. As far back as I
remcn1ber—it1 junior high school—— was always exhausted. I always
complained about fatigue. not depression. because that has been the
overwhelming problem. I feel the depression is secondary to the
fatigue. In high school] was a compulsive overeater and I was bulimic
for a few ears. but it was never severe and I was only about IO pounds
overweig t. In those days I would sleep It] or 12 hours a night on the
weekend and still feel exhausted; I could not get up for school on
Monday. As an adolescent. I felt interior. I couldn't make decisions. I

didn't want to go to camp or leave home for long periods of tinte—I
felt so insecure. Recent! I had a sleep study done, which showed a
short latenc to stage M sleep (49 minutes). I was diagnosed as
having dystliymic disorder. and began talcin antidepressants. When I
took trttnylcypromine (Pamate). it was the rst time in my life that I
felt like a normal rson. I could play sports. I had a sex drive. I had
energy. and I was it to think clearly. But the benefits lasted forbarely
two months. My res onse was Lutlly short-lived to phenelzine (Nar-

dil}. imipran1ine(To¥ra.nil).selig inc (Eldepryl). andbupropion ell-bun-in). have not responded to serotonin-specific re inhi itors
(SSRI} at all. I also wish to point out that I had never experienced high

pggpds before I took antideprmsants. My main problem has alwaysone of exhaustion. When I responded to medications, the worked
very quickly (within a few days) and I felt great. but they stopped
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 tint would no longer help. I have taken
different combinations of drugs or 10 years and Ihaven’-t been able
to feel well for more than six weeks at a time. Recently. I went to an

irnrnunologist. He said I have an abnormality in regulating antibodyreduction and recommended ammaglobulin shots. hey did not help.
on I first started working. always felt tired and foggy heatdecl. so

it was diflicult to be sharp while at work. At times I would "close the
door to In office and put my head down. Worltinghas become increas-
ingly di cult for me. I had two great jobs. which I blew. As of last
earl had to go on disability. I am desperate for relief, as my condition

as drastically affected mgnlife. Disability has been hard for me. I am
single and have no other ancial resources. I am very despon_dent., asI feel that my life is passing by without the hope o my ever really
improving. '

Many mood disorder experts will consider that the foregoing
clinical picture is compatible with pseudounipolar (bipolar III)
disorder with an endogenous dysthymic disorder base. Some
virologists and irnmunologists. 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 phlegm and black bile is as ade-
quote an explanation as any other! While awaiting more defin-
itive research on the etiology of chronic fatigue, 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 arthedonia; 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
hypomaniclilte 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.

SCHIZOPHHENIA Cross-sectionally. young bipolar patients
might seem psychotic and disorganized and thus appear schizo-
phrenic. ‘Their thought processes are so rapid that they tnay
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 die 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 common pitfalls in the task
of diagnosis.
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TABLE 16.6-45
Misdiagnosis of Mood Disorder as Schizophrenia

Common pitfalls:
I Reliance on cross-sectional rather than longitudinal picture
I Incomplete interepisodic recovery equated with schizopltrenic defect
I Equation of bizarreness with schizophrenic thought disorder
I Ascribing of irritable and cantanlterous mood to aranoid delusions
I Mistalcing ofdepressive anliedonia and depcrso ization forschi:.o-

hrenic emotional blunting
I ight of ideas perceived as loose associations .
I Lack of fatniliarity with the phenomenological approach in assessingaffective delusions and hallucinations
I 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 schizoaffectivc. schizophrenia. Such misdiag-
nosis,.which Iypicallyled to long—term treatment with antipsy—
chotics, has proved very costly in view of the likelihood of
tardivedyskinesia. vocational and social decline. and even sui-
cide. Thus some patients with postpsyehotic 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 supemormal. yet
over time some social impainnent may result from the accu-
mulation of divorces, financial catastrophes, and ruined careers.
(Although rapid-cycling disorders. which seem to be on the rise
during the past decade. cause considerable social impairment.
mood symptoms are of such prominence that differentiation
from schizophrenia is generally not difficult; also, in such cases
there is usually a more classic bipolar phase before the rapid
cycling). _

The posrpsychotic depressions among persons with estab-
lished schizophrenia are sometimes due to inadequate control
of schizopttrenic 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 widrboth schizophrenia and a depressive disorder. The
concept of postpsychotic depression is too vague.

SCHIZOAFFECTIVE DISOFIDEFI 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 near1y_ simultaneously 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) effective psychosis superimposed on
mental retardation, giving rise to extremely hyperactive and
bizarre rnanic 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-N, the
category of schizoaffcctive 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 symptoms in
mood disorders often are of an explanatory nature. albeit delu-
sional, whereby the patient tries to make sense of the core expe-
riences of the illness. In patients with recurrent episodes, delu-
sional thinldng can be carried over into 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 schizoid-
fective. The author does not concur wifl1 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 EC]-", 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 sevepal manic and
retarded de tessive isodes that had responded to lithium carbonate.
She was re d to e present writer. because she haddevelo d the
delusion that she had been involved in an international lot. refit!

probin revealed that the delusion regcrieeented further ele oration. in arather antastic form. of a grandiose usron she had ex nenced dur-

ing her last postpartum manic eifiifisode: she believed sl1e_ ed played animportant role in uncovenn plot, thereby becoming a national
hero. Nobod knew about it. c contended, as the affair was top secret.
She futtlter elieved that she had saved her country from the interna-

tional scheme. and susgzcted that she was singled out for persecutionby the perpetrators of plot. At one _oint she e_ven entertained
the idea that the plotters sent special o cornmurucattons to mterccpt
and interrupt her thoughts. As is ice! in such cases, she was on a
heavy dosage of alithium-antipsyc otic combination. The consultation

was l'Cl3lJ.t’.Stt:-d because the primary mood symptoms were under con-trol. an ct she had not given up her grandiose delusion. She flippantlyremark that one should be “craz ‘ to believe in her involvement in
an intcrnetiortal _ ot. but she cool not help but believe in it. Over a
peripd of sev ‘months’, seen I ically in 60 minute to 90-minute

sesisltons w1t:ekly,I-ltltehpflalnent lliia tpleefiregoped sufficient. trust diet thean orcou _gen yc enge er es. , _
She was. In effect. told that her self-professed role ll'l the 1nterna-

tional scheme was highly implausible, and that someone with her so -
rior education and high social standingcould not entertain a belie , to
useher own words, "as crazy as that.‘ She eventually broke into tears,
saying that everyone to her family was so accomplished and famous
that, to keep up wtth them. shehad to be involved in somedung grand;
in effect. the tniflflllillfltllli scheme. she said, was her only claim to fame:
"Nobody ever ives me credit for raising two kids, and throwing par-

tit-as fotgmyhétush ldgshbulsinesfl cogeagfges. My mother is a deanéhrnaylol er rot r o ig po ‘tic an ce. m sister is a me "c
researcher with live discoveries to her credit [all true], and who am I?
l;\lotl:]r;ng.1Ncw,EdIo you mmtgrsmud why to be it nafional hero?"s s e a temat , over so equent anon s. tween suc 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 to pursueer career goal toward a master 5 degree in library science.

The vignette illustrates how phenomenological understand-
ing, rational pharrnacotherapy. 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 clirtical diagnoses in psychiatry
cannot be entirely based on operational criteria, as what one
thinks of parienfs 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

MOOD DISORDERS: 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, rteuroendocrinological.
and functional brain imaging measures. The descriptive and
diagnostic aspects of the illness have been explicated, and it is
recognized that in most cases the mood disorders are recurrent
and have the potential for severe morbidity and even mortality.
Thus. treatment requires the utmost in clinical management
skills.

As knowledge of the classification, course. and rnechanisms
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 two classes were available for the treatment of
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-
agement of patients with acute and recurrent mood disorders 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 ittcreasing consensus on several new treatment
principles. Early recognition and intervention in an acute epi-
sode not only may save the patient months of pain and suffering
but also may be lifesaving. More careful assessment of the em-
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 combiriation psycho-
therapy—pharrnacotherapy when treatment is not proceeding
optimally.

A large body of evidence supports the efficacy of long—term
prophylactic management of 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
treatment responsiveness. There is increasing consensus that a
patient with a first episode of bipolar disorder is 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-
cia.n‘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 same skills 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 the illness and its sec-
ondary consequences. The recurrent mood disorders should be
conceptualized not as 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.

Major depressive disorder is a common illness, occuning in
7 to 12 percent of male patients and 20 to 25 percent of female
patients during their lifetimes. Although bipolar disorder occurs
in approximately 1 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 ueatrnent 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 (MA0ls] and tricyclic 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 reupteke
inhibitors (SSR1s) (fluoxetine [Prozac]. sertraline [Zoloft].
paroxetine IPaxil], fiuvoxarnine [Luvox]}. the mixed serotoner-
gic-noradrenergic drug venlafaxine (Effexor), and the dope-
rninergic-noradrenergic agent bupropion (Wellbutrin). The
emergence of a new range of acute antidepressant psychophar-
macological agents raises important treatment issues 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
efiective 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-
drornal selectivity of response.

A similar revolution has occurred in the treatment of bipolar
disorder. In the first half of the 2Ud'1 century no adequate treat-
ment for bipolar disorder was available, whereas in the second

half lithium (l:‘.sltalithJ emerged as a wonder drug for the acute
and prophylactic management of the disorder. It is noteworthy.
however. that there were marked oscillations in the assessment

of the efficacy and utility of lithiurn, and it was initially 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
limitations of lithium are better recognized. As many as 50 per-
cent of patients do not show adequate response to lithium even
when conservative criteria for clinical response, such as one
episode of illness during a two-year follow-up. are employed.
Fortunately, as the limitations of lithium were increasingly rec-
ognized. a variety of other treaunent modalities became avail-
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able, particularly the anticonvulsants cerbamazepine {'l"egretol)
and valproate {Depakerte, Depakote]. However, as is the case
of matching treatment to patient in the depressive disorders.
there is even less evidence in the bipolar disorders for clinical
and biological predictors of acute and long-term responsiveness
to the mood-stabilizing agents.

In treating patients with bipolar disorders the 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 of illness can
emerge through otherwise partially successful pha1'macopro-
phylaxis. necessitating adjunctive measures. The role of com-
bination therapies is well recognized in many branches of med-
i-cine; 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 often left
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 front bodi
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 many of the specific rec-
ommendations may change in the years to come as the 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 T0 ACUTE AND LONG-TERM THEAT-
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 preclude the 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 patient to 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 of the
illness and that a positive response to treatment is 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 unbeatable. 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 In ignore more severe consequences of the illness,
including irritability. intrusiveness. insomnia. poor judgment,
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engagement in 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 l disorder.

There are important roles for the family in both the diagnostic
evaluation and the ongoing treatment of 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 of the 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 destigrnauzanon may become focal issues 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 treatment option.

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-tenn 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 of the illness 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 of data to the patient and fam-
ily, may be critical for achieving an optimal 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-tenn need for insu-
tin and consequently experience periods of marked hypergly-
cemia that ofien lead to hospitalization. In parallel fashion. it
should be anticipated that patients with bipolar mood disorders
are likely to be tempted to discontinue their recommended treat-
ment, all the more so because data on the potential lethality of
the regimen or its morbid consequences may be less well delin-
eated. Consequently. the treating clinician has the educational
responsibility of providing patients and families with iru’orrna-
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.

After several prior episodes of major depressive disorder, mg-,
likelihood of a new episode after successful, acute antideprgg-
sant treatment and placebo substitution is approximately 50 per.
cent in the first year and increases with time. Maintenance treat.
ment can reduce that rate by more than half. Although often 3
helpful adjunct. long-term psychotherapy cannot Substitute for
pharmacotherapy in the prophylaxis of eidter 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, although it had previously been assumed that
if a well-treated patient experienced a relapse following drug
discontinuation. the patient would readily respond again once
treatment was reinstituted. several reports of lithium 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. Other patients
may not respond as rapidly as they did to the first treatment
sequence. Several studies suggest that lithium may be 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 subsequent course of the illness and its pharmacolog-
ical responsivity.

PSYCHIATRIC HISTORY A thorough history and medical
exarnination 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 exist for the illness until proved otherwise. '1'hroughout the
history talcing and physical examination. attention should be
paid to obvious and subtle hallmarks of associated pathology.
The physician should be alert to the signs and symptoms indic-
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 pans of the history taking can be used
not only for diagnostic purposes but also to begin educating the
patient about the types of symptoms that 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 should be isolating the tar-
get symptoms for future assessment of the efficacy of psycho-
logical and pharmacological interventions and constructing a
framework for longitudinal monitoring of the patient. The same
symptoms are likely to appear in future recurrences and thus
may provide an early warning system to aid in early detection
and the aggressive institution of trea1:rnertI'.. The medical history
and examination should also look for evidence of glaucoma [3
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
treatment of the patient. Patients with a positive family history

 _mJ



139 of 173 Alkermes, Ex. 1060

SECTION 15.? I HOOD WSORDEHS: SOMATIC TREATMENT

of bipolar disorder should be more strongly considered for pro-
phylaxis after the tirst manic episode than those without such a
family history. Similarly, patients with a family history ofrnajor
depressive disorder should be strongly considered for prophy-
laxis after two depressive episodes. Some data suggest that clin~
ical response to a given agent may generalize across family
members or generations; in the absence of other clinical pre-
dictors, that may provide a reasonable initial treatment
guideline. '

Graphing the course of illness The author suggests devel-
oping a graphical representation of the patient’s prior depressive
and manic episodes (Figures 16.’.-’~l 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 of illness (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 ntedicalization 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. [-1) If a number of past recurrences are
uncovered in the history. that information may help in deter-
mining the subsequent long-tenn approach to 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

f\,/\ Psychotherapy
— v — -— Tricyclic

Lithium

NeurolepticTreatments
Carhamazeoine

DepressionMania
LifeEvents
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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.

With a little practice the course of an illness can be graphed
easily. It is suggested that graphing be done as part of the initial
intake session and be the primary mode ofhistory taking, rather
than a verbal account that is later converted to graphical form.
A graphical rather man verbal representation immediately and
systematically focuses the patient and physician on the longi-
tudinal course of the illness 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 orseverlty Physicians can devise their own ways of plot-
ting the longitudinal course of illness 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.?-l and 161-2}.

MILD I..E'v"E.L The mild level is one in which the patient or fam-
ily notes a distinct change from the paI:ient’s usual behavior
without a notable impairment in the patient‘s functional status.
This state is readily discerned by depressed patients and may
represent the baseline of double depression from which more
severe episodes erupt. Hypomanic patients, however, may deny
a mild state, and the physician may have to obtain additional
information from family members and relatives. [That obser-
vation underscores Ihe utility of an initial nonanalytic approach

81
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FIGURE l6.7-4 Response to acute and prophylactic treatment with carbanmrepfrte in a lithium norarcrponder.

to the patient's illness and its diagnosis and the value of family
participation and support from the outset.) Information front 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 bypomania 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 of a patient's illness have been detected and
the characteristic components of the early presentation agreedon.

MODERATE LEVEL Moderate levels of depression and mania
can be graphed at the next level to represent illness 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 (that is. 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
but its precise timing is not available, it can be indicated on the
life chart with dotted lines.

Earlier psychopharmacnlugical interventions Superimposed on
this template of mood fluctuations can be the history of prior
psychopharrnacological interventions. which is plotted above
the mood disorder episodes. as illustrated in Figure 16.?-1 (life
chart schema) and in Figures 163-1 and I65?-3 {case exam-

ples). When plotted in this fashion, die efficacy of earlier treat-
ments is often reclassified. A treatment previously deemed inef-
fective may, on careful reexamination, be shown to be partially
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 treamient rather than abandoning it. 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, armi-
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.?-1).

Descriptive symptoms The anamnestic account of symptom-
atology provides a basis for following clinical improvement
during an acute episode and possible subsequent episodes. The
clinician should develop a sense for the major symptoms that
are the best descriptors of it patient‘s episodes. In some patients
impaired sleep with early morning 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 it treated episode may be a clue to the duration of main-
tenance treatment required and to the earliest symptoms that
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 management of a potential episode.

Similarly, clinicians should decide on and make a contract
with their patients in advance about specific symptoms that may

L--nu-— 
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be forerunners to a manic episode and require monitoring and
iiitervention. Early signs of the emergence of a 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 he continued prospectively. That can be
done quite easily in a number of ways. As an example, the
patient can be asked to keep a nighdy calendar and record a
number from 0 to 104], with 0 representing most depressed ever.
50 representing normal or usual self, and 100 representing most
activated or manic ever. The patient‘s record can later be con-
vened 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 lluctuations in a manner that is unob-
trusive and takes only seconds to complete. In an analogy to
the urine glucose self-assessments of diabetic patients, system-
atic rnood 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 that 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 oftreatment.

Subjective and objective differences Asking patients to make a
calendar and rate their moods with a specific number from O 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 thorn.
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
improvement is 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 supportcd and encouraged during that time.

Time frame of education Although a hopeful perspective
on the treatability of a patient’s episode should be maintained,

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 we 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 response to or intolerance of a drug does not portend a
negative therapeutic outcome.

Those points should be reemphasizcd throughout the entire
dterapeutic 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 but also 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 psychopbarmacotherapy 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 himselfor 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 may also be helpfirl in obtaining adequate informed
consent and avoiding malpractice litigation. In regard to the
latter. it is important to indicate the possible side effects of each
drug treatment so that they are seen as expected and not wor-
risome or, conversely, can be recognized as out of the ordinary
and something mat merits a call to the physician.

Hospitalization The decision to hospitalize severely
depressed or manic patients depends on a variety of clinical 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 novel psy-
chopharmacological regimens. For the knowledgeable patient
with a supportive family, it may be possible to institute psy-
chopharrnacological 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 dterapeutic emergency necessitating the most rapid treatment
response available.

For the patient with recurrent, severe episodes of mania, who
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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

Depression is 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 phannacothcrapy.

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 may target different symptoms. but the thera-
peutic process may provide support for the patient before the
psychophatmacological interventions are effective. especially if
several agents must be tried before a successful one is found.
Psychosocial issues and stresses not only may play irnpclrtant
etiological roles in the onset and amelioration of some types
of depression. they may also 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 phannacotherapy, titraling the close against
blood levels and side 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 dierapcutic leverage
and to revise regimens as appropriate within the shortest time
frame (generally two to four weeks) if improvement is 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, or if there is poor
interepisode recovery of function. associated personality dis-
order, or the presence of acute psychosocial stressors.

THEORETICAL ASSUMPTIONS AND RATIONALE:
NEUROTFIANSMITTER THEORIES Because most of the

effective treatments for mood disorders were discovered by ser-
endipity or ampiricism, 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-
tryptarnine [5—HT]). noradrenergic (NE), cholinergjc (AC1)).
doparninergic (DA), and 7-aminohutyric acid (GABA)-ergic
theories. each based on presumed mechanisms of effective
pharrnacotherapeutic interventions. For example. the findings
that several drugs {which acutely potentiated catecholamines
and indolearnines) 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 sev-
eral different neurotransmitter systems (5-HT. NE. DA] appear
to be associated with antidepressant effects (Table 163-1). a
critical psychopharmacological question is 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-

1159

native system. Because definitive studies that would answer that
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 tricyciic reuptake blocker or
from a tricyclic to an MAUI to 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.

TREATMENT OF DEPRESSIVE DISORDERS

ACUTE AND CONTINUATION THERAPY FOR MAJOR

DEPRESSIVE DISORDER The drugs ofchoice may vary for
an agitated, retarded. or psychotic depression. Because clinical
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
altemative agents (Figure 16.’?-5).

Oncea 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 front 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 monlhs—a period
during which vulnerability to relapse is high. The presence of
residual symptoms (such as minor sleep disturbance. energy,
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 MAOI antidepres-
sants may also help in avoiding minor drug withdrawal symp-
toms. which include sleeplessness, nausea. vomiting, and irri-
tability, as well as rapid eye movement [REM] rebound with
the MA-Dis.)

Although t'I'lD113 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
patient is clinically asyrnptomatic. Some evidence indicates that
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, sema-
line, and pamxeline are available in the United States for the
treatment of acute and recurrent depressions, and fiuvoxanune
is likely to be approved soon. Fluoxetine is one of the leading
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FIGURE 16.?-S Maximizing and potentiating antidepressant treatment.

antidepressants sold in the United States, not so much because
of its unique profile of therapeutic efficacy. but because of its
relatively benign side-effect profile (Table lti.7~l). In contrast
to many of the first-generation tricyclic antidepressants. which
affect multiple receptor systems (or,. :12. 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 weeks after
fluoxetine discontinuation before initiating MAUI treatment.
The wait is necessary because of the long-acting metabolite of
fluoxetine, norfluoxetine, which has an elimination half-life of
live to seven days.

Scrtraline has a shorter half-life than fluoxctine and does not

have a long-lasting’ metabolite. Despite those differences. ser-
traline shares most of the side effects seen with fiuoxerine.

including GI distress and sexual dysfunction. In contrast to
fluoxetine. sertraline exhibits first-order kinetics (that is, it does
not inhibit its own metabolism]. Further. some patients intol-
erant of fluoxetine may respond to and tolerate sertralinc. It does
not increase the blood levels of other drugs. The mostprorriinent
side effects are GI effects (nausea. diarrhea. dyspepsia) and sex-
ual effects ianorgasrnia).

Serotonin noneelectlve 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, sertraljne. and
paroxetine, venlafaxine provides substantial inhibition of nor-
epinephrine reuptalte. Lilte other antidepressants. venlafaxine
decreases locus coeruleus firing. A single dose in rats produces
dowmregulation of [Hrdrenergic receptors. suggesting the pos-
sibility of more rapid onset of action than with existing agents,
although clinical data are inconclusive. Unlike many older anti-
depressants. venlafaxine lacks significant binding to adrenergic.
selotoncrgic. dopaminergic. histarninergic. and oholincrgic
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. norudrenergic. 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 monoarnine systems. A 40
percent response rate to venlafaxine has been reported in
patients who have failed adequate trials of other treatments.
including MAOIs and ECT. MAOIs (which also affect all three
monoarnine systems) have been found effective in treating
refractory depression. but side effects, dietary restrictions, and
drug interactions have limited their utility.

Venlafaxine has a plasma elimination half-life of about five
hours, requiring administration t\vo or three times a day. Its
principal metabolite, 0-desmcthylvenlafaxine. is active and has
a half-life of about 11 hours. Venlafaxine is metabolized by and
is a weak inhibitor of the cytochrome F-450 ZD6 isoenzyme,
so that pharmacokinetic interactions with other drugs (including
some antidepressants) metabolized by that system may occur.
Knowledge of the pharmacokinetic interactions of vcnlafaxine
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 talcing venlafaxine.

The recommended dosage titration in the clinical treatment
of depression includes starting with 25 mg three times a day
("F5 mg a day) and increasing by T5 mg a day at four—day inter-
vals until the dosage reaches 125 mg three times a day (375 mg

a day). necessary.

Hetero-cycllcs The antidepressant properties of bupropion do
not involve potent effects on brain 5-HT. Bupropion does
increase levels of dopamine in the nucleus accumbens and stri-
alum. Preliminary reports in patients with bipolar disorders sug-
gest that it may have prophylactic effects without increasing the
risk of mania in those patients. A positive effect on motor retar-
dation hes been reported. Bupropion has few anticholinergic
side effects. and its administration is not associated with weight
gain. The risk 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 remains true for the newer
second» and third-generation heterocyclic (tetracyclic and bicy-
clic) antidepressants. Although further research may uncover
some exceptions to the rule. clinicians should be farrliliar with
several different antidepressants in the heterocyclic class and
their dose—respor1se and dose-side effects characteristics. The
clinical response profiles and side effects of heterocyclic and
other antidepressants are summarized in Table 163-1. Given
the relatively uniform incidence and time of onset of efficacy.
the side-effect profile may be the deciding factor in the choiCB
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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
absence of side effects, it may also facilitate optimal compliance
during the more difficult phases of continuation therapy and
long-tenn prophylactic therapy.

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

Monoamlne oxldase Inhibitors MADIs may be started
shortly after the termination of tricyclic antidepressant therapy,
but die converse is not recommended, as MAD inhibition can

persist for two weeks or more after cessation of treatrnent.
Treatrnent with an MAUI should not be started until five weeks

after termination of fluoxetine therapy because of the possibility
of a lethal serotonergic syndrome. The lag in onset of relief
with the MAOIS is 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; tranylcypromine {Pan1ate]. 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
(MAOa)—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 MAUI therapy has also been
reported for both L-tri.iodothy'ronine (‘T3, Iiothyronine) (Cyto-
mel) and lithium carbonate.

Side effects Conventional wisdom suggests using initial
minor selection criteria to choose one agent over the next. For
example. among the tricyclics the clinician might consider pro-
t;ripty1ine{Vivactil) or desipramine for a patient with retarded
depression and a more sedating drug, such as arnitriptyline
(Elavil) or doxepin (Adapin. Sinequan), for a patient with agi-
tated depression. In general. the tertiary amine antidepressants.
such as amitriptyline, irnipramine, trirnipramine (Surmontil).
and doitepin. tend to be more sedating than the secondary
amines desipraroine. norlzriptyline (Pamelor). and protriptyline
(Vivactil).

The SSRI5 fiuoxetine. sertraline. and paioxetine, and bupro-
pion, venlafaxine. desipramine, and possibly trazodnne (Des)!-
rel) may be considered for the overweight depressed patient or
one with it history of weight gain during previous tricycllc
administration, as preliminary evidence suggests that those
drugs may be less likely to induce weight gain than most tri-
cyclics. Bupropion and the SSRIs may even be associated with
weight loss rather than gain. Isocarboxazid (Mzrplan). which is
no longer generally available, was thought to be less likely to
cause weight gain than tranylcypromine and phenelzine.

Anticholinergic effects {dry mouth. blurred vision, sweating.
constipation. urinary hesitancy and retention. delayed ejacula-
tion] tend to be more prominent widi the tertiary amine tri-
cyclics and less so with trazodone. desipramine. amoxapine
(A9eridin}. maprotiline (Ludiomil). and the MAOIs. SSRIs. and
lithium.
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Onhostatic hypotensiom particularly in the elderly. may be
associated with the administration of imipramine. amitriptyline.
desipramine. trazodone. and the MAOIs but less frequently with
the SSRls, bupropion. rtortriptyline. an-ioitapine, maprotiline,
and doxepin (or litltium and carbamazepine). The heterocyclics
amoxapine. maprotiline. and trazodone. touted for their less
sedating and possibly less anticholinergic and less czrdiotoxic
profile. are not consistent in that regard.

Orthostatic hypotension may become more prominent in the
second and third weeks of MAOI treatment. Salt loading, the
use of pressure stockings, and fiudrocortisone (Flotinef) admin-
istration may prove effective in the treatment of MAUI-induced
hypotension. MAOIs can be given in a single morning 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
MAOI treatment 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 intravenously in an emergency room. is the rec-
ommended treatment (‘Tables 163-2 through 16.7-4).

TABLE 16.‘:-'-2
Instructions for Patients Taking Monoarnlne Oxldaso lnhlhltors
{MAOIa)
Background Information

Foods rich in inc and some related amines have been known to
cause serious side effects and hypertensive responses in patients taking
MAOIs. Tyramine is an amino acid found in many protein substances

and is produced by fermentation. a ' p. spoiling, or pickling. Theenzyme MAO found in the liver normal y inactivates tyrarnine. In the
presence of an MAOI. _ ine is not deactivated by MAC) and is

allowed to circulate and utdtrectly cause the release of norefpinephrinefrom nerve endings. This may lead to detrimental side ef ecls. espe-
cially hypertensive responses.

Summary of Guidelines to Follow While Taking an MAO]
1. The foods in the "high tyramine" category should be completely

avoided. If you consume small quantifies of foods in this cate ory
without symptoms, do not assume that you can re eat this. ese

foods vary greatly in tyramine content and their ility to cause asevere reaction. ou may have a reaction the second time.
. 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 eating combinations of foods in these categories because
of the possible additive effects of tyrarnine.

. Avoid aged. spoiled, improperly refrigerated. or frozen foods. Do
not eat 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 coolcin of degraded protein does notalter the in: content of these ends.

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

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

. There are certain prescription and nonprescription medicines that
should be avoided. See list of MAUI Drug Incompatihilities _[Table
163-4]. Be certain to tell your physician, dentist, or pharmacist that
on are taking an MAOI.

. all your physician immediately or o to your nearest emergency
medical facility if you should suffer cm 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 0358 Of
a reaction with anodier drug, sometimes without a severe headachl‘-

Table from D L Murphy. T Sunderland, R M Cohen: Monoamine oxi-
dase-inhibilin a.ntidcpIe5s_ant5: A clirucal update. Psychiatr Clm North
Am 7: 549. l 84. Used with perrmsston.
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TABLE 16.’?-3
MAO! Dietary Restrictions

High Tyramine Content—Not Permitted

Cheddar. Camembert.
Stilton, bleu, Swiss

Smoked or pickled meats. fish. Herring. sausage. corned beef

or poultry _ A __
Aged putre] ytng meats. fish. Chicken or beef liver. 1131.6.and ou try game
Yeast gr moat extracts Bovril. marmitc. brewer's

yeast (tigare of dngndlcs.son 5. stews In it
wi those products)

Chianti. burgundy, sherry,verrnouth
Fava beans

Aged. matured cheeses
(unpasteurized)

Red wines

Italian broad beans

Moderate Tyramine Corttent-Lirrrited Amounts Allowed
Meat extracts Bouillion. consommé
Pasteurized light and pale beers
Ripe avocado

Low Tyramine Content—Pern1issflJle
Distilled spirits (in moderation)Cheese
C'.hocolato- and caffeine-

contairiing beveragesFruits

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

Figs. raisins. grapes.
pineapple, oranges

Soy sauce
Yogurt. sour crearrl (made by

reputable manufacturers)

Table from D L Murphy. 1‘ Sundcrland. R M Cohen: Monoarninc oxi-
dase-inhibilin antidepressants: A clinical update. Psychiatr Clin North
Am ?: 549. 1 84. Used with permission.

rants 16.7-4
MAD! Drug Incompatloilltles

Generally Contraindicated Hazardous Potentiation.s"

Stimulants Weight-reducing or anoappetite drugs:
amphetamines. cocaine

Sinus. hay fever. and cold tablets;
nasal sprays or drops; asthmatablets or inhalants, cou h
preparations (or any pro ucts
containin e hedrine,
phenylcp . or
phenylpropanolamme)

Mcthyldopa. uanethidirte
lmi rarnine. esipramine.

Decongestants

.A.nt.ihypcr1.cn sives
TCAS _ _c ornipramtnc

MAOIs ‘ ‘ Tranylcypromine. after other MADIs

Sympathomlmeucs Dgparmnc. MetararninolAnunc precursors tr ope. l..- topllan
Narcotics Mcperidine mcrol)
Some Polentiatlnn Possible
Narcotics
Sedalivea
Local anesthetics

containingvasooonstrictors
Syrnpathomimetics

, reserpiiie

Morphine. codeine
Alcohol. barbiturates. benzodiazepines

Ephedrine. norepinepluine,
LsoprcterenolGeneral anesthetics

‘Under certain circumstances. some of these drugs may be used

tcagetber with MAO]: in specialized Iroatrnent approaches and witha ditional prmautions. For example. TCAS and L- tophan have been
used with MAOIs in antidepressant regimens. o of note. other
agents from these drug classes are safely used (for example. the anti-

h ertensive ont chlorothiazide) as only miltuiotentiruron occurs.able from L Murphy. T Sunderland. R Cohen: Monoaminc
oxidase-inhibitin antide ressents: A clinical update. Psychiatr Clin
North Am 7: 54 . 1934. sad with permission.

Blood levels Blood levels of tricyclics above 450 p.g;‘1ru_
may be cardiotoxic, and doses of tricyclics equivalent to 2.500
mg or more of ioiipraxnine may be fatal. Electrocardiographjc
(ECG) monitoring should be considered in patients on high.
dose tricyclic therapy (above 300 mg a day). The risk of sci-
zures increases with increasing dosages of many cyclic anti-
depressants. especially maprolzlline (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 mic, blood levels among patients treated with
the same dose of a tricyclic 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 important for nonriptyline,
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, floating against side effects with blood level mon-
itoring at (maintenance) doses in patients who do not show an
adequate therapeutic effect. During nortriptylinc 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 canbe 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 determination in the
well—mainta.incd patient may be prudent, as a score of modi-
colcgal cases are pending in which massive blood levels of tri-
cyclic antidepressants were associated with sudden death.
Although general blood level guidelines for some agents are
given in Table 16.74, the clinician should remember that blood
level-response rclaliorts 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 asccrtaincd. In contrast.
blood level monitoring may be less important for the SSRJS.

Time frame With the traditional nicyclics 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 neatment.
Thus. there may not be an absolute lag in time to onset of clin-
ical efficacy, only in time to onset of substantial or maximal
change.

Poterttiation 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 antidepressant trial 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 l6.'i'-5
Approachesto Refractory Depression
Level of Refrnctoriness

I Failure to respond
[I Failure tores d to ad uate

trial of first 4'33: eq
III Failure to respond to second

agent

Therapeutic Strategies

Optirnine dosage; assess blood levels
Consider pntcntiation or switch to new antidepressant with different mechanism ofaction. or to one in a new class

Potentiate with T3. If no response, discontinue and porentiate with lithium
Switch to a third agent
Strongly consider an MAOI
Add or revise psychotherapy

IV Failure to respond to third agent Definitely consider an MAUI, with or without tentiation with T, and lithium
Consider ECT, depending on severity and stricldality
Add or revise psychotherapy
Consider consultation and reexamination of compliance and diagnosis. especially

previousl unrecognized physical, ychiatric. or substance abuse cornorbidity
Ifcornorbi ty is present. treatment s ould be better targeted to that coruorbid condition

{i.e.. medical therapy. revised pharrnacotherapy. and adjunctive Eroup work such asAlcoholics Anonymous, a related “I2-step" program. or a self- elp group)
V Failure to respond to numerous

clinical trials of agents with
different mechanisms of action.
MAOIS and EC1‘

Consider novel tlieripies, inc‘ extreme doses of 015 {
- carbamazepine or val mate with or without an adjunct antidepressant such as

bupropion (espect ly if recurrent or rapid cycling)
- alprazolam (es

ludin

80-12:!) mg tranylcypromine)

ially if increased anxiety)
- brontocriptine do amine-acting. especially for retarded depression)- TCA
- MAD

obtained

us MAO! in this but not reverse order)
lus stimulant (pemoline, am hetarnine. methyl henidate}. Us-e stimulant or

MA. I only with grer can: end 'er appropriate in armed consent has been

- adjunctive folate

receiving the maximal tolerated dose or has adequate blood lev-
els of the drug and is not responding adequately, the clinician
might consider adding thyroid hormone or lithium carbonate
(Table 167-5 and Figure I637-5).

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 11.3 a day in the morning) may occur within days and
usually occurs within the firs! 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 potcntiation 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
MAO! antidepressants and carbamanepine. is often accompa-
nied by a rapid clinical improvement in 50 to 60 percent of
patients. Improvementmay begin within 24 to 43 hours but may
be slower in onset and stretch over the firsl week to 10 days.
Doses of lithium that are slightly lower than those convention-
ally used for monotherapy are generally effective (that is. 600
to 900 mg in a single dose taken at bedtime may be sufficient).
When lithium 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 of either thyroid or lithium poterttiation.

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-

chemical profile within the same class or to a different class
altogether. such as an MAUI.

APPROACHES TO DEPFIESSWE SYMPTOMS AND
SUBTYPES

Comorhid 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 lJOLl'l kinds of symptoms.

Ifpanic disorder coexists with a depressive disorder, an SSRI.
tricyclic antidepressant, or MAUI should be 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 treatment, the phy-
sician might consider the acute adjunctive use of a benz.odiaz-
epine-active agent such as alprazolam (Xanax) or the less well-
studied clonazepam {Klonopin), which has also been reported
to be usefitl in treating primary panic disorder. Those benze-
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 diagnosis is
panic disorder or anxiety disorder. Trazodone should be
avoided in male patients because of the risk of irreversible pri-
apism that requires surgical intervention.

The new arttianxioty 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 MADIs in 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 MAUI is initiated.

Psychosis A growing literature 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 that lithium carbonate may be useful and that 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 dysltinesia. Amoxapine may also be considered for agi-
tated, delusionally depressed patients as it has some inherent
antipsychotic (dopamine receptor-blocking) properties that may
be advantageous. although it. too. has been associated with the
development of tardive dyslcinesia.

ECT is more likely to be successful in treating delusionally
depressed patients and has a more rapid onset than most psy-
chopharnlacological regimens. Thus. ECT may be considered
earlier for depressed patients with delusions rather than as a
treatment of last resort after psychopharrnacological uials have
failed. An absolute contraindication to ECI‘ 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 the treat-
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 henzodiazepine may be warranted
in rare instances of severe sleep loss. although the physician
should be cautious about prescribing benzodiazepirtes 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 adjltnclive nighttime medication with such agents as nor-
triptyline or buspirone in the patient experiencing insomnia
while taking SSRls.

Paradoxically. sleep deprivation may be an adjunctive pro-
cedure. whether or not there is severe sleep loss. An acute hut
transient antidepressant response to one night of sleep depri-

vation 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 antidepressant or lithium carbon-
ate treatment Lithium may help sustain the sleep deprivation
response. Moreover, preliminary evidence suggests that dcpfi-
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 convenient for clinical use in outpatient treatment. ‘I1-ii:
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 morning lethargy and
retardation may he an indication for the use of SSRIs. bupm-
pion. venlsfaxine. or secondary amine tricyclic antidepressants.
In the face of unsuccessful drug trials. including T, and lithium
potentiation, the short-tenn supplementation of cyclic antide-
pressants (not MAOIs) with psychotnotor stimulants has been
recommended by some until there is an adequate antidepressant
response to the other agents. Small doses of rnethylphenidate
(Ritalin. 5 to 10 mg) or an arnphetarnine 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 anthoi-io'es but remain relatively
understudied.

For depressed patients with decreased appetite and associated
decreased nutritional intake. the physician may consider poten-
tiating 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 plasma levels.

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

Double depression It is important to assess die possible
occurrence of a double depression, defined by DSM-lV_ as the
condition in which major depressive disorder is superimposed
on dysthymic disorder. As the patient's superimposed depres-
sive symptoms arc 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 ueated. Psychopharmacologieal approaches to die 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 SSR1-s. 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 ueatrnent. 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 163-5. During each

sequence the physician should consider optimizing a given reg-
imen by appropriately maximizing the dose and titrating 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 occasionauy response to
one but not another of the SSRIS may be observed. A trial of
an MAO] should definitely 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, BCI‘. and combination
modalities.

Clinical trials have suggested some antidepressant efficacy of
the direct dopamine agonist brornocriptine (Parlodel), which is
used to treat parkinsonian patients. One double-blind study indi-
cated that brornocriptine was equally as effective as irnipra-
mine. A related dopamine agonist, piribedil (Trivastal). has also
been effective 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—hydroxyindo1eacetic acid
[5-HIAA} and a better response to the serotonin-active com-
pounds clomiprarnine and sertraline has been reported. The
results are inconsistent as to whether urinary levels of the

norepinephrine metabolite 3-rnethoxy-4-bydroxyphenylglyeol
(Ml-IPG) can predict the response to noradrenergically active
antidepressants, such as desipramine, maprotiline, and verda-
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 augmentation trials. appears reasonable. The
lag in onset to full antidepressant response is often two to four
weeks or longer when lithium is used as monotherapy. Com-
bination treatment with a tricyclic antidepressant and an MAOI
has been advocated by some for patients with treatment-resis-
rant 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 die MAOI can be added later. The
reverse order should be avoided. The tricyclic nortriptyline may
have a better safety record than imipramine or pron-iptyline.

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 carbamariepine
and valproate may be used in combination with bupropion.
These and other combination treatrnertts for the patient with

refractory depression warrant further systematic research to
provide adequate statistical and sequence-ordering guidance for
the clinician.

OTHER ANTIDEPRESSANT MODALl11ES A host of 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 buprenerphine (Tem-
gesic), the or, antagonist idazoxan. very high parenteral doses
of reserpine, anticholinergics, thyrotropin-releasing hormone
(TRH). rrrelanocyte inhibitory factor (MIF-1). vasopressin. and
circadian-phase interventions.

Because of the 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 biosyrrthetie pathway-—
phenylalanine, tyrosine, and levodopa (Larodopa, Dopar)-—
have each been reported effective in small groups of depressed
patients. Levodopa may be more activating in retarded
depressed patients with low CSF HVA levels, 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 5-HT, tryptophan and 5-bydroxytryptophan (S-HTP),
also have been reported to have antidepressant effects. Surpris-
ingly favorable results in 12 of 14 studies have been reported
with 5-HTP in 53 percent of a total of 54'! depressed patients.
The status of these 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, startdard—dose pharrnacotherapy 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 studies after 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, ‘I4 percent
by two years, and 85 percent by 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
ueattncnt agents. among them the tricyclics irnipramine and
amitriptyline. the SSR1s fluoxctine, serrraline. and paroxetine;
noradrenergic selective agents. such as maprotiline (whose
effects were shown to be dose-dependent): and 0131-3! agents.
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Impact of Prophylaxis on Relapse Rates in Major DepressiveDisorder 3—
96 Relapsed

Placebo Active 

1-yr trials 55 21
(12 studies)

2-yr trials 74 32
(6 studies)

3-yr trials 85 35
(3 studies)

All trials 65 36
(21 studies] .

including lithium and huspirone. 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 past five years. The strength of
the recommendation should be highly integrated with a variety
of other factors. 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.

Mode-rate

hum

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 l6.'Ir'-6]. Though the question of whether a similar
phenomenon could 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 1:reatrnent with an antidepressant might lead not
only to the reemergence of new episodes (Table 163-6} but
also. in some percentage of patients, 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 subsequent relapses, but
also to the possibility of decreased responsiveness to
medications.

Patients should he specifically educated about the known
risks for recurrence on a percentage basis (Table 16.16), and
their negative attitudes concerning prophylaxis should he
addressed and discussed. Negative attitudes include viewing the
need for long-temi 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 shcrt- and long-term
treatment should also be addressed.

The risks of recurrence should be weighed against the relative
lack of evidence of long-term side effects when the agents are
used for prophyla.xis.‘acknowledgrnent of the 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

 :|:F
Metletlle

Mllfl

Revere lllll DT1 ‘I33

FIGURE 16.7-6 Loss of drag resgconsivenessfallowieg lithium di.tccnrinuatr'on—-ofarcl outcome.
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or addiction to those medical regimens. Analogles 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 order to 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-
ornrnended that the drug treatment be very slowly tapered. Slow
tapering avoids withdrawal insomnia and may serve other func-
tions as well. If minor episodic symptoms begin to reemerge.
treatment can be reinsrituted early, before a full-blown episode
has occurred and gained a momentum of its own. Thus, a spe-
cific contract should be made with the patient to contact a phy-
sician should symptoms reemerge. Rerninding the patient of the
long time frame to clinical response in prior episodes and his
or her associated despair and incapacitation may also 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 stopping it once
it has gained full speed and a momentum of its own.

Regular psychiatric visits during the prophylactic phase are
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,
absence of side effects, and the financial constraints and wishes

of the patient. In addition to periodic assessment of all of those
issues, regular treatment visits are recommended to assess sep-
arately the potential risks of suicide, independent of the occur-
rence of discrete episodes. Periodic assessment of suicidal risk
is particularly important if there is a family history of suicide
or if other risk 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 tneatrnent with that
agent compared to placebo. there was a small but statistically
significant increased likelihood of suicide attempts in the patient
group that remained on active treatment. Thus. suicidal
impulses and acts may not always vary directly with either
severity of depression or reemergence of a full-blown episode
that requires hospitalization. and the assessment of such risks
should be part of the ongoing clinical assessment ofeach patient
in all phases of the illness and treatment. A specific contract for
communicating with the clinician on reernergence of suicidal
thoughts should be considered for patients with some of the risk
factors described above.

TREATMENT OF BIPOLAR DISORDER

ACUTE MANIA

Lithium carbonate Lithium remains the paradigmatic treat-
ment for acute mania. In comparative studies with antipsychot-
ics, it demonstrates better overall improvement in all aspects of
manic symptomatology. including psychomotor activity. gran-
diosity, manic thought disorder, insomnia, and irritability.
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The typical clinical profile of the manic patient most respon-
sive to lithium carbonate consists of (1) a classic presentation

and euphoric rnania rather than severe or dysphoric mania, (2)
a pattern of mania followed by depression and then a well inter-
val {MDIJ rather than DMI (depression—ma.nia-well interval) or
continuous cycling, (3) a history of few prior episodes and no
rapid cycling illness (defined as four episodes :1 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 0.3 and 1.2 mEq,!L. Although a

high-dose strategy {to 1.5 mE.q,.I'L) is advocated by some inves-
tigators, the author has not seen many patients who. after failing
to respond at more typical blood levels of lithium, responded
well when the dosage was pushed to 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 responder the author recommends porenriation with other
agents rather than increasing lithium 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 improved at 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 (I-laidol). Because of growing evi-
dence of the acute antimanic efficacy of carbarnazepine and
valproate, it is suggested that those agents or the high-potency
benzodiazepines be used for initial supplementation (rather than
an antipsychotic], for reasons discussed below.

Double-blind controlled evaluations reported from different
laboratories have indicated that the onset of antimanic efficacy
is often as rapid with carbarnazepine as it is with traditional
anripsychotics, including chlorpromazine (Thorazine), thiorid-
azine (Mellaril}, pimozide (Orap), and haloperidol. As of 1994.
19 double—blind studies of carbarnazepine in acute mania had
indicated clinical efficacy. Fewer controlled suidies 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 response to those. alternative anti-
convulsant agents. Antipsychotics can be employed later in the
sequence if there is a lack of clinical response to the mood
stabilizers.

Antipsychotlcs 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 dyslrinesia. The strategy of rapid Iran-

quilization with suprathreshold doses of antipsychotics should
clearly be avoided. Many double-blind evaluations of that high-
dose strategy in acutely psychotic and manic patients have
shown it to be no more efficaclous 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 irnpainnent when used in
conjunction with lithium.

Carbamazeplrle Several preliminary studies have suggested
that some of the variables associated with a poor response to
lithium may be associated with a good antirrtanic response to
carbamazepine. Thus. the drug should be considered for lith-
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 p.g;'rnL. 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 achieve a clinical 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 |.t.g;‘mL. Oral loading
with 20 mg per kg a day from the outset is 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 combination in the acute and prophylactic management of
the patient with refractory bipolar disorder is available. Valpro-
ate may act by enhancing GABAergic tone, although it also has
actions shared by carbamazepine a.nd lithium. Typical side
effects are listed in Table 16.7—‘.".

Clonazepam and lorazepam Benzodiazepine anliconvul-
sants that have been studied in acute mania include clonazepatn
and lorazepam (Ativan). The sedating side effects of clonane—
pam may be problematic in some outpatients but may be useful
in the management of inpatients or for bedtime medication for
severely insomnia manic patients. The two anticonvulsants
work at the central-type benzodianepine receptor: in contrast.
carbarnazepine is not active at that receptor and appears to act
at the peripheral-type benzodiazepine receptor. Classic central-
type benzcdiazepine 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 veraparnil
(Calm). and possibly also nifedipine {Procardia) and niInodi-
pine (blimotopl. have acute antimanic efficacy. The clinical util-
ity of the calcium channel antagonists appears promising but
needs to be more systematically documented.

'I'aBL£ l6.7—7
comparative and Dlflerantial cllnleel and Side-Effect Profile of
Lithium carbonate, carbamazteplne, and Valproate

Lithium
Carbonate Carhamaaepine Valproatt-_

Clinical Profile
Mania (M)

Dyspltoric
Rapid cycling
Family history
negative

Degression (D)M _ prophylaxis
EpylepsyPain syndromes

C
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++)++
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Side Effects
White blood cell count
Diabetes insipidus

Thfioid hormones
-F--U‘Foo ¢—<—(—

3. T.)

Serum calcium
Weight gainTremor
Memory disturbances
Diarrhea. GI symptoms
TeratogenicPsoriasis
Prttritic rash
Alopecia
AgranulocytosisA lastic anemia
T mbocytopenia
Hepatitis
Hyponatremia. waterintoxication
Dizziness. ataxia.

dlplopia
I-I ercortisolism. escaperorn dettamelhasone

suppression

Key: Clinical efficacy: Side. efiectsz

— None I = Increasetlivocal = Decrease
ective ( } = Inconsistent or rare

Very effective — = Absent
( — Ambiguous or insubstantial data base
“‘ = Effect of lithium predominates in combination with

carhamazepine
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Other antlconvulsants The clinical utility of other anticoa-
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 carbin-
mazepine, especially those with atypical psychoses associated
with dreamy confusional states occurring prernenstrually or in
the puerperium. The efficacy of the newly approved anticom-
vulsants felbamate and gabapentin and those about to be
approved, such as lemotrigine, remains to be studied.

Electra-convulsive therapy Older clinical observations and
recent controlled clinical trials have demonstzrated the efficacy
of ECT in acute mania. Bilateral treatments are necessary: uni-
lateral, nondominant treatments 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 most likely effective pharmacological approach
to prophylaxis.

Arltiadrenergic drugs Several other nonanticonvulsant
compounds with some neurotransmitter selectivity have been
reported to be effective in the treatment of mania. Clonidine,
an ct,-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 not all. controlled trials. However, response in the first few

days of treatment may not be associated with the ultimate out-
come. Another agent that inhibits noradrenergic function is the
B-adrenergic receptor antagonistpropranolol (lnderal). Because
very high doses of propranolol in either the d- or I-isomer form
have been effective, it is not known whether the B-antagonist

properties or some other membrane-stabilizing effects of the
drug account for its acute antimanic efficacy.

Chollnomlmetiea Intravenous administration of the indirect-
acting cholinergic agonist physostigmine [Antilir-ium, Eserine)
has an almost immediate antimanic effect. Physostign-tine inhib-

its acetyleholine esterase function. making more acetylchoiine
available at the synapse Although intravenous administration
can produce rapid decreases in manic symptoms, physostlgmine
also has a short half-life and can be associated with marked

increases in dysphoria and other side effects such that its long-
term utility is doubtful. The success of attempts to increase cho-
linergic function chronically through other methods, such as
lecithin, deanol, or direct acetylcholine agonists. has not been
adequately delineated.

Overview of antimanlc agents The ability to achieve rapid
antimanic effects with intravenous physostlgmine suggests that,

with appropriate pharmacological intervention and pharmaco-
ltinetics, there is no theoretical reason why an acute antimanic
response cannot be achieved extremely rapidly, even though
most of the other antirnanic treatments have a moderate delay
in onset. Manipulations of a variety of neurotransmitter systems
(inhibition of noradrenergic and dopaminergic systems. but
potentiation of cholinergic. benzodiaaepinergic, GABAergic,
and, perhaps, serotonergic systems) are all capable of inducing
antimanic effects. The antipsychotics bloclt dopamine recep-
tors; clonidine and propranolol appear to decrease ot- and [3-
noradrenergic function, respectively: lithium. PCT, and carba-
macepine 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 function in relation to antimanic efficacy is ambig-
uous. Awareness of the multiple neurotransmitter approaches
to the treatment of mania not only may be clinically 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 manipulations of opiates or
cholecystolcinin {CCK) have not produced consistent results in
psychotic schizophrenic patients, calcltonin has been reported
successful in treating excited psychotic states including manta.
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 me more classic
neurotransmitter substances that have been indirectly linked to
the manic syndromes.

MAINTENANCE TREATMENT OF BIPOLAR DISORDER

Lithium prophylaxis Lithium carbonate originally appeared
to be effective in some 70 to 80 percent of bipolar patients, but
current estimates suggest that even with adjunctive use of anti-
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 0.3 and 1.2 mEq,-"L, some case studies have suggested
that lower levels. in the range of 0.5 to 0.8 m.Eq.fL might also
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-limes-higher relapse rate when
a low lithium level range (0.4 to 0.6 mglt.) is used in comparison
to higher levels (0.8 to 1.0 mglt). Monitoring of trough levels
(performed in the early morning. before the morning 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-tenn 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 at
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 weighed intelligently and adequate informed con-
sent can be obtained. New data from several studies indicate
that a history of more than three or four prior episodes is asso-
ciated with a poor response to lithium prophylaxis; therefore. a
delay in instituting prophylaxis may have consequences not
only for morbidity during recurrence but also 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 treatrnent of patients over several
decades. Several of lithium's effects deserve comment,
however.

rrrvaorp FUNCTION Lithium can impair thyroid function by
several different mechanisms. and it has even been used to treat

hyperthyroidism. Lithium lowers T3 and T, levels circulating in
the plasma and, in some patients. increases the production of
thyroid-stimulating hormone (TS!-I]. TSH increases above nor-
mal can be indicative of the hypothala.mic-pituitary-adrenal axis
working overtime to maintain norrnal levels -of thyroid hor-
mones. Thus, thyroid replacement with T4 might be considered
when TSH levels are substantially elevated, even when thyroid
hormone indices are still within the lowerlimits of nonnal. 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.
Treaunent 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 and for replacement therapy: anecdotal evidence suggests
that the addition of T3 to T, replacement therapy may help some
patients with refractory depression or cycling.

RENAL FL|Nt‘."1'ION By the 19803, the scare regarding the pos-
sible high incidence of long-term adverse consequences of lith-
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 syndrome of diabetes insipidus, it
is less consistently associated with other evidence of renal tox-
icity. Preliminary data suggest that 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 also facilitate 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 syndrome related 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. Thua. lithium levels, fluid 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 G1
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 (furosernide
[Lasix] or thiazide [Diuril}) are used, lower doses of lithium
may be indicated.

TREMOR Tremor can be problematic for a small but substantial
percentage of patients treated with lithium. Tremor is 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.

GAS‘I‘RDINTES'I'tNAL 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 acutetreatment.

MENTAL EFFECTS Patients may express concern about the
effects of lithium on their memory, spontaneity. and creativity.
Although impairment can be objectively delineated on some,
but not all, types of deaailed 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

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 treatrne-nt,
That perspective on lithium maintenance treatment needs to be
explored with the patient to avoid premature discontinuation of
treatment or noncompliance.

WEIGHT GAIN Lithium—induced weight gain is a problem in a
small percentage of patients. 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 fluid 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 lithiurn-induced problems (for example,
tremor, weight gain. thirst, urinary frequency, diarrhea, and psy-
chomotor slowing). If lower doses are not adequate for prophy-
laxis, combination or 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 carbarrrazepirie 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 most lithium-related side effects.

Treatment of deprsive 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
treatrrtertt for major depressive disorder. Although SSR.ls, 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 hypornania or mania dur-
ing tricyclic or MAO] therapy. above that expected for the
patient‘s natural course of illness (Figures 163-3 and 16.”.-'—?).
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. Withdrawal of 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 163-3, 16.747. and 163-8). Continuous cycling is 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
163-3). The SSR.Is (or venlafaxine) may have the same effect
on the switch phenomenon and on cycle induction as the tri-
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 MADL has been
reported to lead to earlier onset of a switch, perhaps refiecting
the occurrence of sensitization. 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, carbatnazepirte,
or valproate). Women appear to be particularly predisposed to
heterocyclic- and antidepressant—indttced 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 Lars afprophylacric eftcecy in a woman with rapid-cycling bipolar H disorder.

the potential for drug—indttced switches and cycle acceleration.
Lithium and other mood stabilizers may not be able to prevent
those phenomena entirely. Several case reports suggest that
alprazolam may induce switches into hypomania and mania
even in nonpredisposed patients.

The MAOIS in general may be less likely to induce switches
than the tricycljcs (Figure 16.73:‘). They should be given rela-
tively greater consideration, especially for anergic. hyper-
sornnic, hyper-phagic 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 MAO type A inhibitor
that is not yet clinically available, has been reported to slow the
cycling frequency. The efficacy of other type A-selective drugs,

—:.—a 
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such as meclobemide. remains to be studied more extensively
in bipolar patients.

CARBAMAZEPINE One alternative to traditional unimodal anti-

depressants for depressive breakthroughs during lithium pro-
phylaxis is the addition of carbamazepine (Figure 16.?-3].
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 carbarnazepine prophylaxis for both manic and depres-
sive episodes, it raises the priority of using carbamazepiue as a
supplement to 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 and increased psychosensory symptoms did not
predict an acute response to carbamazepine in 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 and lithium 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 MA0l—induced switches into mania or
hypomania is unknown.

v.-\J..PItoATE'. 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 to lithium alone. A response to one anticonvul.
sant may not predict response to another. and positive lung.
tenn effects of valproate plus lithium have been noted in
patients not responsive to lithium or carbamazepine prophylaxis
(Figures 16.?-? and 16.".-’-9).

Btn=Ro1=1oN Bupropion in combination with a mood stabilizer
has shown promise in the acute and prophylactic management
of patients with bipolar disorder. including rapid cyclers.
Although bupropion may be added to lithium or valproic acid
prophylaxis without major pharmacoltinetic interactions. when
used with carbamazepine its blood levels are markedly
decreased and those of its metabolites are increased.

THYRDID HORMONE Although thyroid hom-lone pbtentiation
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 nsed concur-
rently. Thus, T,, because of its short half-life. is recommended
for acute augmentation strategies. whereas T, is recommended
by some for long-tenn maintenance during prophylaxis. How-
ever. the addition ofT, to T, in nonresponders has been reported
to be helpful.

CALCIUM CHANNEL BLDCKERS Although the calcium channel
blockers, especially veraparnil. have been reported effective in
the treatment of acute 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 lfi.'.-'-9 Prophylactic response to valp.-oar: in it carbamnzepine 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.

Among those 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 nirno—
dipine in combination with lithium or carharnazepine for inad-
equate responders to those agents alone are promising.

SPIRDNOLACTONE Spironolactone {Aldactone) was reported
to be effective in six lithium-intolerant patients. It has received
no further systematic study.

I-‘out: ACED A single investigation reported that folic acid sup-
plementation in the dose range of 300 to 400 [Lg a day signif-
icantly reduced affective morbidity, compared with results in a
placebo group maintained on lithium. The promising result and
the benign nature of folic acid treatment suggest that it be con-
sidered while awaiting further clinical investigation.

ELtaC't‘a0coNvULs[vE THERAPY ECT may be useful" for 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 drugs is 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.
Clonazeparn or lorazepam may also be useful acute alternatives
to antipsychotic supplementation even though the benzodiaoer
pines (and antipsychotics) appear to have a lesser role in the
long-term management of bipolar disorders than does carbu-
mazepine or valproatze.

Other approaches to 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.
carbarnazepine. and valproate) appears promising in light of
preliminary reports of its efficacy and its lack of induction of
tardive dyskinesia.

Lithium augmentation with carbamazepina 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. Because lithium treat-
ment is continued, evaluation of the anticonvulsant‘s efficacy
is not confounded by a lithium withdrawal-induced episode, and
time may be saved in the assessment of one 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, carbarnazepine 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 assessment of their
relative side-effect profiles.

Side Effects During Combination Therapy
HEMATOLDGICAL EFFECTS The aide-effect profile of ca.rba-
mazepine tends to be quite different from that of lithium or
valproate (Table 16.?-T). As a rule of thumb. whenever lithium
and carbamazepine act on a common target system. the effects
of lithium tend to override those of carbamazepine. In almost
every instance that is a clinical disadvantage except in terms of
white blood cell (WP-C) count suppression: 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 carba.ma2.epine'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 carbo-
mazepine may be attempted. Valproate has been associated with
thrornbocytopenia: the potential impact of lithium on that syn-
drome has not been reported.

VASOPRESSIN FUNCTION AND El.EC'l’RDLY"l'E5 Because carba-

maaepine appears to act as avasopressin 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 of lithium below the receptor level at the
adenylate cyclase secondmessenger system. Lithium may
counter the hyponatremic effects of carbamazepinc. however.
To the extent that the minor cognitive impairments of lithium
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 treatment the side effects of lithium would ever-

ride those of carbamaze-pine. 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.

rrrrnoto FUNCTION Not only does caibamazepine tend to
decrease T4, free T... and T, levels, as does lithium. but. when
the two drugs are given in combination, the decreases are poten-
tiated. However. during carbamazepine treatment there is a neg-
ligible incidence of clinical hypothyroidism or above-normal
increases in TSH. Consequently. thyroid supplementation of
carbamaaepine is rarely needed, but when the two drugs are
used in combination. lithiurn‘s efiect on TSH will override that

of carbamazepine and the patient may require thyroid
supplementation.

ALLERGIC rmsn Carbamazepine induces an allergic rash in S
to 15 percent of patients treated. In most instances the drug
should be discontinued. However. if carbarnaaepine has shown
efficacy and other available agents have not, ptednisone (40 mg
a day) has been reported to be effective in suppressing uncom-
plicated carbamazepine-induced rashes.

I-rap».-rrns There are extremely rare cases of carbarnazepine-
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 neurological literature; most of the fatalities have been
in children, particularly 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, right 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-pancreatitis.

NEUItoToxIct'I"r' There have been occasional reports of neu-
rotoxicity when lithium 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.
Many of die side effects reported in the literature appear to have
been caused by starting with relatively large doses of carba-
mazopinc [rather than increasing the dosage slowly) in combi-
nation with other agents and assuming that the side effects were
related to the combination treatment rather than to ca.rbamaze~

pine alone. Lithium and valproate are generally well tolerated
in combination, but effects on tremor or GI distress may be
additive.

PHaRMACOKINETICIN‘1'ERACT“IONS There do not appear to be
major pharmacokinetic interactions between carbamazepine
and lithium. However, that is not the case with carbamazepine
and haloperidol, as baloperidol blood levels are markedly
reduced by carbarnazepine. Nevertheless. most studies report
improvement with carbarnazepine 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 carbamazepinc levels and produce attendant tox-
icity. The most frequent dose-related toxic manifestations are
dizziness. drowsiness, anutia, diplopia, and confusion. Those
effects may occur in a patient who may tolerate carbamazepinc
well until another agent is added. Erythromycin. troleandomy-
cin, isoniazid [but apparently not other MADIS), 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}. fluoxctine and fluvoxarnine, and. tran-
siently, cimetidine (Tagarnetl. Carbarnazepine 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 that are dependent on
protein binding.

In contrast to the multiple pharmacolrinetic interactions
between carbainazepine and other drugs—in large part owing
to carbamazepine's metabolism by and its ability to be an
inducer of hepatic P-450 enzyrnes——valproate is largely without
those effects. If carbamazepine and valproate are used together.
the clinician should consider reducing the dose of ca.rbamaze-
pine (because valproate displaces carbarnazepine 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 lowers levels of valproate).

Tea.-uooemc EFFECTS Cardiac and great vessel (EbSI.Ein’5]
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 exposed to 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 prior 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 taper is 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 of spina bifida
has been reported for valproate. The risk is only slightly lower
with carbamazepine, and use of those mood-stabilizing agenm
should be avoided in pregnancy if 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 studies of fetal

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, but 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 undergo a 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 on their 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 but also 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 than
capable of inducing changes in the long-term regulation of
transmitters, receptors. nerve growth factors. neuropeptides.
and possibly even in the microslructural synaptic organization
of the brain. as demonstrated in many models of learning and
mernory.

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
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vulnerabilities associated with the experience of repeated epi-
sodes of 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 ilnportance
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.

Treatrnent efficacy may vary as a function of the stage or
severity of evolution of illness. For example, pharmacotl1era-
pies such as lithiiun may be more effective in initial and mid-
phases of the illness, but with the emergence of rapid and ultra-
rapid cycling. alternative and adjunctive treatments with the
anticonvulsants may be required. Similar treatment alterations
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 pharzrnacotherapy may be mandatory.
Adjunctive interpersonal. cognitive. and behavioral psycho-
therapeutic techniques may also play important roles in the late
and severe stages of illness 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 phannacoprophylaxis, whether or not the patient is
in ongoing psychotherapy, as recent data unequivocally support
the long-term efficacy of a variety of antidepressant agents. In
contrast. psychotherapy appears to be of only minor utility in
delaying the onset of the next episode.

The mood disorders involve multiple areas of brain dysfunc-
tion and affect a variety of organ systems. producing alterations
not only in mood but also in motor. cogrlitive. sleep, appetite,
reward. and other somatic systems. Neurohiological alterations
are evident at the level of endocrine dysfunction. as reflected
not only in alterations in die regulation of gluoocorticoids. 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 refiect—
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 those that afflict other major organ systems of the body
and as such should he 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 16.3. The rest of
Chapter 16 can be consulted for other aspects of mood
disorders.
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MOOD DISORDERS: PSYCHOSOCIAL

TREATMENTS

ROBERT M. A. HIRSCHFELD. MD.
M. TRACIE SHEA. Pt‘t.D.

INTRODUCTION

Although psychoanalytic approaches were the predominant
mode of treatrnent for depression in the early to middle part of

this century. now many types of psychotherapy based on a 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—tertn and seek to
alleviate the depressive condition, not to change the character
of the patient.

PSYCHOANALYSIS AND PSYCHOANALYTIC
APPROACHES

THEORETICAL CONCEPTS The interpersonal 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 Melonchoita Sig-
mund Freud stated that a vtllnerability to depression caused by
an interpersonal disappointment early in life led to future have
relationships marked by ambivalence. Actual or threatened
interpersonal losses in adult life trigger a self-tlesttuctive strug-
gle in the ago that is manifested as depression. That theory was
significantly refined by later psychoanalysis 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 selfesteem.
Frustration of those dependency needs leads to a plummet in
self-esteem and to subsequent depression. That notion was later
expanded to 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 disappointrnent. impairs
subsequent interpersonal relations. The affected person is especially
vulnerable to interpersonal disa pointrnents and losses later in life.
winch may result in depressive i css. The goal of traditional psycho-

analytic psychotherapy is to elicit changes in personality suucttne. notsimply to u leviate symptoms. It aims to improve the patient’s otential
for interpersonal trust. Intimacy. and generativity: coping nt anisrns.
the abilit to experience a wide range of emotions: and the capacity to
grieve. reannent may otten 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 sexualflproblcm in one four-hour session. Psychoanalytictreatment lengthen in duration as the development and interpretation
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. attern ted to reverse
those trends. but have had relatively little impact on ir colleagues.
In the past two decades. however. several specific shun-term psycho-
analytic approaches have evolved that are applicable to the treatn-tent
ofdepression. These a aches seek to reduce sggfitlorns. resolve neu-roses. and improve the patient's quality of life. aps the most sem-
inal work was by Michael Balint and his colleagues in the 1950: at theTavistoclt. Clinic in London. Since the death of Balint, David Malan
has continued that work. other contributors include Habit: Davauloo
in Montreal. Peter Sifneos in Boston. Hans Stntpp in Tennessee. and
Lester Luborsky in Philadelphia {Table 163-1).

Short—torm psychoanalytic therapies for depression are dis-
tinguished from other psychotherapetttic approaches by the use
of the transference relationship. The therapeutic rel ationship has
two aspects: the real and the transferred. The real relationship
refers to thoughts, feelings. and behaviors that are relevant and
appropriate to the current interaction between patient and ther-
apist. The transferred aspect is used to identify and reexperience

C 
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Features of Short-Term Psychoanatylie Approaches

Name

Brief psychotherapy (Multan)

Short-term dynamic
psychotherapy (Deviation)

Short-term anxiety
revoking psychotherapy

ijsifneos)
Time-limited dynamic

psychotherapy fstruppj

Supponive~ex ressive
treat:o1errt( uborsky)

Treatment
Duration
(No. of Sessions)
20-40

15-30

S eciflc
rim.Limit
Yes

No

Indications

Patients with a focal life problem
who respond to trial interpretations

Oedipal problems; neurotic problems
where the focus is loss; obsessional
and hobic neuroses; long-
stan ‘ng. characterological
problems without a single focus

Oedipal triangular interpersonal
problems

Avoidant. dependent. compulsive. and
passive-aggressive ersonalitydisorders associa with

depression. anxiety. and resentmentBroad range of prob ems from mild
situational maladjustrnenta to
borderline psychotic

Notes

Significant personality changes insuitable atients
Highly con rontational,

recommended for resistant
patients; not recommended for
patients with significant
dependency or separation
problems

Avoids regression into pregenital
chataeterological issues:
change attributed to ‘
interpretation of Oedi at issues

Focus on in rsonal emes.
use of trans create in at here-
and—now way. not genetically

Techniques flexible so that a wide
range of patients can benefitfrom treaonent

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
Iherapist—patient interactions to current interpersonal situations.
The development of a 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 fmrn 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 irnpass that may not be resolved in a short period
of time.

Identificadon 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 of introspection; be able to see a con-
nection among thoughts. feelings. and behavior; have ti. strong
motivation for change: and be flexible. Motivation can be tested
by assessment of the patient's responsiveness to interpretations
early in therapy. A capacity for meaningful human relationships
must have been demonstrated at some time during life. Finally.
the capacity to tolerate anxiety and frustration is required. Obvi-
ously. those criteria exclude a significant proportion of psychi-
atric patients. leaving only the most desirable. verbal therapy
candidates. Nonetheless. the proponents of these therapies point

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 dynamic focus. 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 front the outset of therapy.
Tha.t approach is illustrated in an excerpt from an initial session
with Davanloo in which he immediately challenges a pallet-it's
passivity.

Therapist: How do you feel about talking to me about yourself’?
Patient: I feel uncomfortable. I have never done this before. so I

don‘t really. you know .. . I feel I don't really lcnow how to answer
some of your uestions.

Theta ist: rn-hum. But have you noticed that in your relationship
here wi me you are passive. and I am the one who has to question
you repeatedly?Patient: No.

'I'herapi.st: Urn-horn. What do you think about this? 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 tallted 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 about all my latest accomplishments in an attempt toim ress him. It's sort of how [ feel in here sometimes.
erapist: So sometimes when we're talking you find yourself think-

in about how I feel about you. and whether] am impressed with you?atient: Yes.
Therapist: Why do you suppose that matters 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. I remember] felt this way when I talked to my father.

He was always putting me down when I talked. I remember howl was
constantly trying to impress him with the things I did like playing sports
and brin ' home good grades, but nothing I ever did seemed to be
good enoug for him. _ ‘

Therapist: It is interesting that you are doing the same tlungs with
me to impress me that didn't work with your father.

In his manual. Strupp describes a married woman in her 305
who sought treatment for recurrent depressive episodes. The
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wornan’.-s manner in die interview was aloof 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 anytlting 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 her sisters to
her.

Sifneos gives an example of a 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.

EFHCACY Eleven studies of brief psychodynamic psycho-
therapy in the treatment of depression have been reported in the
past 15 years. Most included the psychodynarnic 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 no different than that for cognitive
therapy, behavior therapy, or pharmacothcrapy. In one study
psychodynarnic therapy was less efficacious than combined
pharmacotherapy and cognitive therapy; in three studies it was
less cfficacious than behavior therapy and cognitive therapy.
All studies were published prior to I988 (most were consider-
ably earlier).

INTERPERSONAL THERAPY

THEORETICAL CONCEPTS Interpersonal therapy (IPT}
was developed by Gerald Klennan and Myrna Weissman as part
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 Kraepe]in‘s biomedical
model, Meyer's paychobiological approach emphasizes the
interaction between the individual and the psychosocial envi-
ronment over the patir:nt‘s entire life course. The pat.ient’s cur-
rent interpersonal experiences and attempts to adapt to environ-
mental change and stress are seen as critical factors in psychi-
atric illness. Sullivan's interpersonal theory, which views
interactions between people as 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.

IP'I'conceptua1izes depression from a medical model: depres-
sion is something that happens to the person that requires treat-
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 own efforts.

The IPT approach to depression involves three interacting
components: symptom fonnation. social and interpersonal
experiences. and enduring personality patterns. Medication may

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 pgy-
chosocial and interpersonal context. Depression can predispose
a patient to interpersonal problems. or interpersonal problems
can precipitate depression. An interpersonal focus in the treat.
ment process 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 second is to help the patient develop more effective so-gr.
egies for dealing with current social and interpersonal relations.
As a short-terrn psychotherapy. IPT does not attempt to reso-uc-
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 ill to 16 weekly sessions, was
developed specifically to treat nonbipolar. nonpsychotic ambu-
latory patients sufiering 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 the life of
the patient lntrapsychic 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 approach is used. The patient is told about the clin-
ical syndrcme 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 common disorder with a good prognosis. Phar-
macothcrapy may be considered for symptom reduction if
appropriate.

For goal 2, [PT defines four major problem areas commonly
presented by depressed patients: grief, interpersonal role dis-
putes, role transitions, and interpersonal deficits (Table 163-2).
Associated therapeutic goals and recommended treatrnent strat-
egies are outlined for each.

The choice of specific [PT strategies and techniques depends
on the problem area defined as most salient 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 cur-rent interpersonal problems are selected for focus in
order to set realistic goals and productive treatment strategies.

Cases of abnormal grief may involve delfiyeed or distorted mounting.or both. The following exam la is cited in [PT manual. A 68-year-
old woman became depresse followitt the death of her husband, who
had suffered a long course of physio 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 he essness. The first aim of treatment was

to help the patient suocessfu y mourn the loss. as the mourning processhad been b oclced by anger. The second aim was to help her to tees-
tablish interests and relationships to substitute for what she had lost.

Interpersonal issues in a troublesome and conflicted II11l.I'l'iB e may
include role disputes or role transitions. The choice between e two
problem areas :1 ends on whether the patient believes that the mar-
rings is salvageab e and whether the patient wants to stay in the ma.r—
ria e. If the patient decides to leave the maniage and the robletn area
is fined as role transition. the therapist will attem no help the patient
make that transition. That goal may include war ‘ng on identifying
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Focal Problem Areas of Interpersonal Therapy
Problem Areas Definition

Grief

Interpersonal role disputes
rclalionsllips with Ollie]:

Role transitions

esteem, sense of identity. or both)

History of in:Interpersonal deficits ‘
relationships

new sources of emotional support, overcoming irrational fears and
regarding the new role more itively. and helptn the patient master
the demands of the new to . Alternatively, if e roblem area is
defined as a role dls ute. the treatment so-ate ‘es wil include identi-
fying the dispute an worlting toward its reso ution. improving com-
tnuntcalion patterns, examining appropriateness of expectations. Our-
lining various options, and deciding on a plan of action.

The in oral deficit problem area is appropriate for patients
who are socially isolated or who have a sufficicnt number of relation-
ships but feel unable to enjoy them. Interpersonal deficits may exist in
patients who are chronically depressed and experience chronically
Impaired interpersonal fuoctionin . Problems Willi social isolation may
be long-standing or rent cm}; or each, treao-nertt strate ics aim to
reduce social isolation. n the absence of current relations ‘ps discus-
sion of positive and negative features of past relationshi 5 may be used
as a model for the development of new rclationshi 5. Intent may
also focus on the relationship between therapist an tient.

An example of an interpersonal deficit cited by [PT manual isas follows:

A 22-year-old un.rna.rried man became severely de ressed one month
after the breakup of a three—year relationship with is girlfriend. The
patient. a part-time slud_ont employed as a cook, lived with his mother,

who had stoppexl wnrlun after being hospitalized for physical prob-lems. and su soquetttly. e had become depressed. Discussion of the

patl1:|enl‘s current relationship revealed that he felt close to no one exceptto is mother.

The palienfs history revealed inadequate social relationships and
lack of interpersonal skills. '1"reat:nent focused on t significant rela-
tionships and on conflicts over his relationship with his mother. The
patient-therapist relationship rovided a direct source of infonrtetion
about the pattenfs style of re tiling to others. and that information was

used to modify maladngtlpfive interpersonal patterns and improve hisability to forln relatio ips with othem.

Specific techniques The specific techniques used in IPT
may be applied to any of the four interpersonal problem areas.
In the general order of their use in the course of treatment. may
are (1) exploratory techniques, (2) encouragement of affect, (3)
clarification, (4) communication analysis, (5) use of therapeutic
relationship, and {6} behavior change techniques [Table 16.3-
3).

EFFICACY The efficacy of 1?!‘ has been tested in two large
controlled studies. The first involved four groups (approxi-
mately 25 outpatients} treated by [PT alone. IPT plus arnitrip-
tyline [Elavil), arnitriptyline 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 [PT conditions had much lower dropout rates than
did those without EFT.

In the second study. the National Institute of Mental l-Iesltlt
{NIMI-I) Treatment of Depression Collaborative Research Pro-
gram, 250 outpatients with major depressive disorder were ran-

Abnormal grief reactions occur because of failure to
go through normal mourning following the death
of a person important to the patient

Nonrccrprocal expectations are occun-ing in patient‘-s

Feeling of inability to cope with change in life role
(may be experienced as threatening to self-

dequate or unsustaining interpersonal

General Goals and Strategies

Facilitate the mourning rocess; help reestablish

‘interests and relationships to substitute for theoss

Help patient identify the dispute. guide in choices
as to plans of action. encourage modification of
maladaptive communication patterns, encourage
reassessment of expectations

Help patierlt 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

TABLE 16.8-3
Interpersonal Therapy Techniques

Techniques Definition

Exploratory Collect (by directive or nondirectivc
techniques methods) information about the patient‘s

symptoms and problems
Hel patient recognize and accept painful

octs. help patient use and manage
affects positively in interpersonal
relationshi 5. encourage expression of
suppmsse affect

Restructure and feed back patient’scornmunicatiorts
Identify maladaptive communication

pattems. help patient communicate more
effectively

Exarninc patient‘s feelings and behaviors in
therapeutic relationship as model of
patient‘s interactions in other
relationships

Use to help patient solve simple life
problems, teach tient to consider ran c

of options for solnilingdproblcms. use role
playing to explore an understandpatient 5 relationship with others and
train patient in new ways of interacting
with others

Encouragement ofaffect

Clarification

Communication
analysts

Use oftltc eoti

relahonslltaipp C

Behavior change

domly assigned to one of four 16-week treatment conditions:
If-‘T, cogniI.1've—behavioral therapy. irnipramine [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 IPT was significantly more effective than
PLA-CM in achieving remission of symptoms at 16 weeks.
IMI-CM, however, tended to have the best outcome. particu-
larly for patients with irnpairrncnt in functioning. Irnipraminc
was more rapid in its effects, with significantly better outcome
than all other conditions at 12 weeks.

BEHAVIORAL hPPFl0ACHES

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 common source in the work of B. F. Skinner.
who incorporated the principles of classical and operant con-
ditioning in an empirical analysis of behavior. Skinner's
research provides the basic framework, methodology, and
assumptions for the current behavioral theories and their clinical
applications. Application of mar 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. Although interested in the role of cog-
nition, behavioral theorists assume that cognitions follow the
same laws of learning 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 determine it and (2) the role of rewards or reinforcement
as deten-ninants 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. Forster also proposed that a social
skills deficit-—characterized by difficulty in obtaining social
reinforcement—rnight increase a person's difftcultly in coping
with the loss of the usual supply of reinforcement.

GOALS The goals of the behavior therapies are to increase
the frequency of the patient‘s positively reinforcing interactions
with the environment and to decrease the number of negative
interactions. Some behavioral treatments aim also at improving

TABLE. 16.8-4
Behavloral Approaches to Depression

Treatment Approach Basic Approach and Strategies
Self-control therapy

(Rehml Sefipsitive activitiesevalua1ion—ler.m to set realistic goals; learn to
make more accurate attributions regarding causes of
successes and failures

Self-reinforcernent—lean'I to increase and maintain
level of positive activities

Social learning therapy
(Lewinsohn) diagnosis

Treatment designed to increase activity level and
enhance social skills

Social skills training
(Michel Hersen,
Alan S. Bellaclt)

interactions
Pt-actice—newly learned responses are carried out in the

natural environment _Self-evaluation and self-reinforcement

provide self-reinforcement

Self-rnonitoring—_-gaitt control over and increase

In.it:'ta| two-week diagnostic phase leading to behavioral

Skills training—patient is taught positive assertion.
negative assertion, and conversational skills

Social perception tl'aining~—patient learns to attend to
relevant context and cues of interpersonal

atient is
trained to evaluate responses more positively and to

social skills. Alteration of personal behavior is believed to he
the most effective way to change the associated depressgd
thoughts and feelings.

GENERAL CONSIDERATIONS Several behavior therapies
devised to treat depression are characterized by overlapping
behavioral and cognitive intervention strategies. One cine“-
sively studied approach was developed by Peter Lewinsohn on
the basis of social learning theory. In addition to the individua].
based social learning 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 pleasant activities and interactions with the environ.
ment. A second prominent behavioral approach. based on a self-
control model of behavior, was developed by Lynn Rehrn to

heat depression. Key components of this approach include tech.
niqnea designed to correct deficits in the patient's ability to
realistically and productively self—monitor. se1f—evaluate, and
self-reinforce. A third approach focuses on the training of social
skills in parents to increase positive social interactions and rein-
forcements (Table 16.84). These therapies share certain
assumptions and strategies:

1. The treatment program is highly structured and generally
short term.

2. The principle of reinforcement is seen as the key element
in depression.

3. Changing behavior is considered to be the most effective
way to alleviate depression.

4. The focus is on the articulation and attainment of specific
goals.

Some behavioral treatments combine a variety of behavioral
techniques and tailor the techniques to the individual needs of

Tactics

Monitor mood

Schedule pleasurable activities
Set realistic goals and operational sub oalsSchedule a.CI‘lVitil.'.5 related to goals on monitor

progress
Learn to make correct self-attributions
Construct individualized self-reinforcement

prograrns to increase and maintain level of
positive activities

Home observation

Daily monitoring of mood and activity
Increased participation in pleasant events
Environmental interventions (environmental shifts.

change consequences of certain behaviors)
Assertion training through modeling and rehearsal
Set goals for increasing social activities
Relaxation training
Time rnanagernent
Cognitive techniques (including thought interruption.

worrying time, dis ufing irrational thoughts.
rtotictng accornplis ments. and positive self-
rewardrng thoughts}

Didactic instruction
Modeling. guided practice of skills
Role playing
I-Iornework assignments
Monitoring and recording of homework perfomrancc

by patient

Pso‘ent's evaluation of role-playing res onses with
letter grade: therapist's correction o
inappropriately low res onses; therapist‘s
rnodeling of positive so -statement

 ___#

 ___g
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each patient. Nonnally, there are core ingredients in conjunction
widt 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-tenn con-
sequences of specific behavior.

Increase general activity level, particularly pleasant
events On die 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 pleasant activities and
lower levels 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 learning. to sub-
stitute more positive thoughts, to prepare for unpleasant events.
and to prepare for failure.

Develop new salt-reinforcement patterns Patients learn
to reward themselves or to increase goal-related activities with
material rewards or activities.

Enhance social skills Deficits in social skills and interac-

tion patterns may be addressed through assertiveness training.
modeling, and role playing with feedback and rehearsal or by
providing graduated perforrnance 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-
tion. reducing the aversiveness of unpleasant situations. or pro-
ducing a mood state 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 Cognitive skills training is gener-
ally gcared toward decreasing negative thirtlcing 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 Ihought-stop-
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ping, disputing irrational thoughts, and correcting errors in attri-
bution regarding causes of successes and failures.

EFFICACY Behavior therapy has been tested in a number of
studies of depressed subjects. Eight published studies involve
random assignment and either a waiting list or nonspecific treat-
ment group as control. Behavior therapy methods significantly
reduced depressive symptoms in three quarters of the studies.

COGNITIVE-BEHAVIORAL THERAPY

THEORETICAL CONCEPTS Cognitive-behavioral therapy
stems from four major previous theories: 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): another is the recognition of the emotional
consequences of irrational beliefs and thoughts.

Aaron Back. the originator of cognitive-behavioral therapy,
developed a comprehensive. structured theory of depression.
According to dtis 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 triad (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 schemes. that include core beliefs or assumptions through
which one interprets experience. Schemes associated with
depression are analogous to viewing the world through dark
glasses (for example, the core belicfthat one is unlovable). Cog-
nitive errors. or systematic errors in thinldng, allow the persis-
tence of negative schemas despite CDl‘lU'&diCl:Cll'y 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 of gray, or to believe that people

TABLE 16.8-5
Elements cl cognitive theory
Element Definition

Cognitive triad Beliefs about oneself, the world. thefuture
Ways of organizing and interpreting

experiences
Schemes

Co nitive distortions

itrary inference Drawing a specific conclusion withoutsufficient evidence
Focus on a single detail while

ignoring other more important
aspects of an experience

Fomting conclusions based on too
little and too narrow eatperience

Oven or cndervaluing the significance
of a particular event

Tendency to self-reference to etttenial
evens without a basis ‘

Tendency to place_ experience into all-or-none categories

Specific abstraction

Overgeneralization

Magnilication andminimization
Personalization

Absolutist, dichotomous
thinking
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are either all bad or all good. Symptoms of depression follow
from the cognitive error. For example, apathy and low energy
are results of the lntiividual’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 cogniLive~behaviorsl therapy is to
change the way a person thinks and. subsequently. to alleviate
the depressive syndrome and prevent its recurrence. This is
accomplished by helping the patient (1) identify and test neg-
ative cognitions; (2) develop alternative, more flexible schemes;
and (3) rehearse both new cognitive and new behavioral
responses.

GENERAL CONSIDERATDNS Cognitive—beh:1viora] ther-
apy is a short-term, structured therapy that involves active col-
laboration between the patient and the therapist toward achiev-
ing set goals. It is oriented toward current problems and their
resolution. Therapy is usually conducted on an individual basis.
although group techniques have been developed and tested.
Cognitive-behavioral therapy may be used in conjunction with
pharmacotherapy.

STRATEGIES AND TECHNIQUES As with 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-behaw
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 cognitive triad, schemas. and faulty
logic. The therapist informs the patient that they will formulate
hypodieses together and will test them over the course of treat-
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

Learning rationale and strategy of the therapy
Co nitive techniques

liciting automatic droughts
Tcstin automatic thoughts
ldenti ing maladaptive underlying assumptions
Analyzing validity of maladaptive assumptions

Behavioral techniques
Scheduling activities
Mastery and pleasure
Graded task aasignrne-ntCo itivc rehearsal
Se -reliance training
Role playing
“aversion techniques

Cognitive techniques The cognitive approach has four
strategies: eliciting automatic thoughts, testing automatic
droughts. identifying maladaptive underlying assumptions, and
testing the validity of maladaptive assumptions.

ELICITJNG Auromanc rnooonrs Automatic thoughts are
cognitions that intervene between external events and the indi.
vidual's emotional reaction to the event. For example, a person

invited to go bowling may think. negatively. “everyone is going
to laugh at me when they see how 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 the hall 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 encourage the patient to fonnulate alter-
native possible interpretations and reject inaccurate or exagger-
ated automatic thoughts. after carefully examining thorn. For
example. patients often set unrealistic expectations for them-
selves. then blame themselves when they are unable to live up
to these expectations. The case of a 32-year-old depressed com-
puter programmer with self-denigrating thoughts about his 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 I tried to do my relaxation exercises, but
I eventually gave up.

Therapist: Can you tell me what you were thinking at the time’!
Patient: Well. I started doing my breathing. bull couldn't calm my

thoughts and stop thinking about other thin s, like the '1nsu'uc‘ti.ons in

the manual said. Then I started thinking‘ a out how long I've beenow
working on this and how I should know 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 so ens your statement

that you should be performing this exercise wi 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 about his 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 two-‘year history of depressionreported that she frequently ex orienced eelings of sadness and hurt
at work because of the curt gruff manner in which her boss inter-
acted with her. The automatic thought that she re ned 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 it good job." The therapist helped the patient generate a list ofother interpretations of her employer s statement and behavior includ-
ing the possibility that he interacted with all peo le this way, that he
was a generally unhappy person. that he did not ' e his job and was
allowing his unhappiness about his work situation to influence how he

interacted widi the patient, and that he was havingepersonal problemsthat were prcoccupying him and causing him to unhap y at work
and inattentive to the manner in which he interacted) with his
employees.

lDE.N‘l'lFY[NG MALADAFTTVEASSUMFTIDNS 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 of such titles include. “To be happy. I must be per-
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 MALADAPHVE 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 assurnption.

Patient: I guess I believe that I should always work up to my
potential.

Therapist: Why is that?
Patient: Otherwise I would be wasting time.

Theruaaipist: What is the long-range goal in worlcirlg up to youroten ‘ .

P Patient: I've never really thought about that. I‘ve just assumed thatI should.
Then-tpist: Are there any positive things you give up by always hav-

in to work up to your potential?
atient: I so ose it makes it hard to relax or take a vacation.

Therapist: at about living up to your potential to enjoy yourselfand relax? Is that im tat all
Patient; I've never really tltought of it that way.
Therapist: Maybe we can work on giving yourselfpermission l'tDl'.l.D

work up to your potential at all times.

In this example, the therapist is helping the patient recognize
how maladaptive it is to strive to work up to one's potential at
all times.

Behavioral techniques Behavioral techniques are used con-
jointly with cognitive techniques to 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. Among the first things done is to schedule activities on an
hourly basis. The patient keeps a record of these activities and
reviews it 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
t'l'lE.l'll.5., 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 of it.

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-
nique used 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 activ-
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. Emphasis is 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 such reports nine included a pill placebo, waiting list, or
nonspecific treatment as a control group. [11 most studies, cog-
nitive-behavioral therapy was superior to the control group in
reducing depressive symptoms. The one notable exception is
the MIME Treatrnent of Depression Collaborative Research
Program {TDCRP), in which cognitive-behavioral therapy did
not differ 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 19705. 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 pharrnacotherapy, five
found no differences between the two outcomes and one found

that the combined treatment was superior to cognitive-bel1av-
ioral therapy alone.

In summary. cognitive-behavioral therapy has been shown to
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
phannacotherapy 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 of illness, diagnosis and patient characteristics, the
presence of chronicity and dysthymia. the presence of bipolar
disorder, and use of combined pharmacological-psychotherzb
peutic treatments.

PHASE OF ILLNESS Nearly all studies of psychosocial
treatments for depression have focused on the acute phase of
treatment; that is. they have tested the performance of a specific
psychotherapeutic approach in resolving depressive symptoms
within 12 to 16 weeks. These studies have generated consid-
erable evidence of the efficacy of JPT. cognitive-behavioral
therapy, and behavioral therapy in certain groups of patients
during this time period. An episode of depression, however,
does not necessarily end when the acute symptoms have abated.
In fact. a relapse of symptoms may occur if I:i-eatment is dis-
continued too soon after the initial control of symptoms. That
happens presumably because the acute treatment (especially
pharrnacotherapy) has not cured the illness, 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 may result 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 treatment from the point
of clinical remission to the point at which spontaneous remis-
sion is expected to occur in untreated patients (that is. ID 1113
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 treatment is longer—term, and is intended to
prevent future depressive episodes or decrease their intensity.
The model for psychotherapcutic 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 symptoms of 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 01 short-term therapies Follow-up
studies of patients responding positively to acute treatment for
depression have attempted to address the question of whether
treatment offers long-terrn prophylactic effects.

For EFT, 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. arnitriptyline plus
IPT. and nonscheduled treatment in 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 reasons for 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-tenn psychotherapy in
terms of decrease in symptoms and the possibly lower relapse
rates with use of cogr1itive—behavioraJ therapy. the success of
these approaches, as a well as of pharmacological treatments,
depends on how outcome is defined. When outcome is 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 pbarmacotherapy) is insufficient for the
majority of patients who present with major depression. This is
illustrated by findings from the NIM1-I TDCRP. which reported
the proportion of all 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 percent after IPT, by 19 percent after irniprarnine
with clinical management, and by 20 percent after placebo with
clinical management. Considering outcome in 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 symptoms help to
prevent relapses and recunences? 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

("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 at one year, sug.
gesting that continued treatment with cognitive therapy afiel-
successful resolution of symptoms does not improve outcome-,_
It must be emphasized that this is a single study and f1Ir1I1e1-
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 treatment help to pr-3-
vent the occurrence of new episodes? In a landmark study by
Ellen Frank and colleagues. a group of 123 patients with recur-
rent major depressive disorder who had responded to a com.
bined short-term and continuation treatment of imipramine and
1131‘ were randomly assigned to different maintenance treatment
groups. These treated with l.P'l" alone had a significantly lower
relapse rate than those receiving placebos. However. those
treated with irniprarnine, with or without JPT. did significantly
better than the IPT without imipramine groups. This study
strongly supports continued treatment. especially pharmaco-
therapy. over a long period in time of patients with a history of
recurrent episodes of depression.

There is some evidence that, in patients with recurrent
depression, long—tenr1 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.

Whether these treatment approaches should be used widrout
medication for outpatients with major depressive disorder has
been controversial. The general clinical belief is that amide»
pressanls should be part of the treatment when patients are more
severely depressed, or have endogenous depressions. Findings
from the NIMI-l "l"reatr:nent of Depression Collaborative
Research Program have suggested that [PT may be effective 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 not find that outpa-
tients with endogenous depression (as defined by the Research
Diagnostic Criteria) respond better to pharmacotherapy than to
psychotherapy. Treatment for patients meeting criteria for me!-
ancholia. however, should typically include medication.

L__0Lher findings from the NIMI-I Treatment of Depression Col-
laborative Research Program regarding patient characteristics
and treatrnent outcome included better outcomes with IPT for

patients with less impainnent in social functioning. and better
outcome with cognitive-behavioral therapy and with irnipra-
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 dterapy. Together, these findings sug-
gest thai patients may require a minimal level of proficiency in
the area of functioning that the n-eao-bent 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.

Some patient characteristics have been found to be predictive
of response across treatments in general. Longer duration of the
current episode, and also the diagnosis of dysthyrnic disorder
prior to the onset of the major depressive disorder (double
depression) have been shown to predict :1 poorer response;
higher expectations of improvement have been associated with
a better outcome to different forms of 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 medication if it is
to be corrected. and not psychodrerapy. 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 important to a successful outcome.

In general, the dterapist should be cautious in making attri-
butions about premorbid personality problems during the
depressed phase. Many interpersonal and cognitive styles may
appear different to the patient and the therapist after die acute
phase of the disorder has been alleviated. Nonetheless, several
studies have found that the presence of a personality disorder
is associated with a slower or 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 treatment of depression comes from the study
of patients with acute major depression. and we know far less
about die treatment of chronic depression. This is unfortunatt’-..
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 imponance and potential usefulness of psychosocial
treatments for such patients is demonstrated by (1) the notable
morbidity and impairment of quality of life 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 dysthyrnic disorder either fail to
respond to medication or cannot tolerate the side effects: and
(3) with or without medication. the long—standing patterns of
social wididrawal; lack of assertiveness; impairment in family.
marital. and occupational functioning; and chronic pessimism
and hopelessness associated with dysthyrnic disorder need to
be addressed. When depression is severe, pharmacological
treatments are encouraged to alleviate suffering and increase
Lhe 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-tenr: ben-
eficial effects.

More recent developments in the treatment of dysthyrnic dis-
order include the modification of psycholherapeutic approaches
specifically for the treatment of dysthyrnic 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 clysthy-
mic disorder provide a strong rationale for the use of [PT with
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dysthyrnic 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 euthyrnic memories. Given
the typical absence of an acute precipitant in dysthyrnic disorder
the choice of a focus of treatment becomes more difficult While
all of the four [PT 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.

When relationships do exist. they are often unsatisfactory. in
light of the difficulty these individuals have in asserting them-
selves. expressing anger. or setting limits. [PT for these patients
emphasizes exploration of what the patient desires from the
relationships and of what options are available to alter the rela-
tionships. The patient is helped to begin to identify personal
needs, to begin to assert them. and to set limits. The expression
of anger is encouraged and supported. Preliminary support for
the use of [PT for dysthymic disorder has been provided by a
nonrandomized pilot study of 19 patients treated with IPT. desi-
prarnine fNorpra.min). or both.

Another psychotherapeutic approach that has recently been
developed specifically for the treatment of dysthyrnic 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-
fonnance feedback is a central pan of the approach. Patients
are taught to evaluate the adequacy of their behavior in 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-
rience of mastery in producing desired outcomes. The treatrnent
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 dysthyrnic 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 cletemiine 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

The clinical and research literature on major depressive disorder
is replete with both psychotherapeutic and psychopharmacm
logic approaches. In sharp contrast is the literature on treatment
of bipolar disorder, which focuses almost exclusively on psy-
chopharmacology and, specifically, on the use of lithium car-
bonate (1-Zskalith) as the overwhelming treatment of choice. The

introduction of lithium has influenced the diagnostic systent.
the clinical practice. and the therapeutic outcome of patients
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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 respond to lithium. Even for those who respond fully,
many serious social, occupational, familial, and marital prob-
lems often remain. Psychological and behavioral problems are
frequently associated with bipolar disorder, and alcohol and
substance abuse, violence, and suicide can result from inade-

quate treatment. Psycliotlterapeutic 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 unwillingness to take pills,
adds to the noncompliance problem. Lithium noncompliance or
discontinuation increases relapse. Psychotherapy combined
with lithium may result 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 warnings of an impending
mania so that more rapid interventions can occur. and to identify
problems that exacerbate or precipitate episodes.

Treatments Little has been written about the psychothera-

peutic treatment of 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
dtere is no empirical research published on the efficacy of these
approaches as yet, but they are sufficiently important that :1
description of each is included here.

‘These approaches, designed as short-temt, outpatient inter-
ventions, were inspired by the well-documented success of sim-
ilar programs used with schizophrenic patients.

Miklowitz and Goldsteln The first 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 approaches for 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 conducted in the patient's
home over a nine—month period. These sessions are divided into
seven sessions dealing with family education, seven on com-
munication skills training, and seven on problem-solving skills
training.

In a pilot trial with nine patients, only one patient relapsed
over the nine-month posthospitalization period during which
treatment was implemented. In comparison, a 6] percent relapse
rate was reported from a naturalistic outcome study using tra-
ditional medication regimens without family management.

Barton and Bush The second treatment package, developed
by Monica R. Basco and A. John Rush, is designed around four
goals; (1) to educate the patient regarding bipolar disorder; (2)

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) 1.3
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 live weeks, edu.
cares 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 treatment protocol is highly structured. Each session cov-
ers one component of the treatment 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 assignment to rein-
force what was learned in the session or to prepare for the next
session.

COMBINED PHARMACCILOGIG-PSYCHOTHEHAPEUTIC

TREATMENT It is common practice 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 steep disturbance, appetite disturbance, and loss of interest,
whereas psychotherapy targets 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 treatment against 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 and tricyclic anti-
depressants versus either medication alone or psychotherapy
alone found no differences between the combined and single-

modaliry treatments. Two studies of combined l.PT 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 and single-
modality treatments. As noted, Frank and colleagues, studying
combined irrtipramine and maintenance IPT in patients with
severe recurrent depression, found that imiprarnine with or
without maintenance 1171‘ was clearly superior to all other treal~
ment modalities in the maintenance phase of the 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 treatrnents. 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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