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ABSTRACT

This booklet is concerned with the area of clinical
depression. Questions about clinical depression are briefly answered
in an overview section and are examined in greater detail in the five
chapters that follow. In chapter 1, depression is defined and various
types of depression are identified. The origins of depression are
explored in the second chapter and factors such &8 sex, age, and
other demographic variables are discussed. The role of genetic
transmission in clinical depression is examined, and the functions of
the brain and neuroendocrine system in clinical depression are
explained. Other factors contributing to depression are described:
psychophysiology, health and physical illness, personality,
cognition, behavior, and life events. The third chapter looks at
depression in children and in the elderly and the fourth chapter
examines the relationship between depressior and suicide. Treatment
alternatives are discussed in the fifth chapter, including
psychotherapies (cognitive/behavioral therapy, behavior therapy,
psychodynamic psychotherapy); pharmacotherapy (tricyclic
antidepressants, monoamine oxidase inhibitors, lithium); and
electroconvulsive treatment. Current National Institute of Mental
Health research programs are iisted and briefly described in the
conclusion and a table is included which offers suggestions for when
and where to seek help. (NRB)
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Foreword

In reply to a letter requesting information on depression in
May 1982, newspaper columnist, Ann Landers, told her readers
that a pamphlet was availoble from the National Institute of
Mental Health. That colum 1 inspired thousands of other readers
to write directly to the nstitute asking for information on
depression. In January 1983, Dr. Herbert Pardes, then NIMH
director, wrote to Ann Landers informing her of the sizable
public response to her May column. Ms. Landers printed that
letter. Both letters brought over 150,000 inquiries to the Insti-
tute seeking information about depression. They told heart-
rending stories of tremendous suffering among individuals and
their families afflicted with depression.

The purpose of this booklet is to provide people with an urder
standing of our knowledge on the causes of depression and its
various treatments. A quick reading will reveal that there are a
wide range of very effective treatments for depression, but that
the vast majority of people who suffer from depression do not
receive them. Most people either fail to recognize that t'ey are
suffering from depression or, even when they do recognize it
they often receive inadeguate or even improper treatment.

Cost estimutes of the effects of depression are staggering. Not
only does depression account for a sizable portion of mental ill-
ness in America, but a large portion of drug ubuse and alcoholism
related to depression. Costs include treatrent of the iliness, low-
ered work productivity, job absenteeism, or even permanent
disability.

NIMH has a iong-term commitment to research on the causes
and treatment of depressive disorders. The Institute sponsors
conferences and publications for exchange ofmfonnaﬂon among
depression researchers and clinicians in various disciplines.
NIMH&asalsodevebpedmdsupporﬁedWooﬂabomﬁveclin-
ical research programs related to depression which offer promise
of more effective solutions to this serious public health problem in

the future.
Larry B. Silver, M.D.
Acting Director
National Institute of Mental Health
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Overview

¢ How likely is the poesibility of suicide?

¢ What causes depression?

¢ Does depression run in families?

¢ Can depreasion be prevented?

¢ Where can the depressed person go for help?

What is clinical depression?
The blues. The blahs. The pits. Down in the dumps. Under the




2 DEPRESSION: WHAT WE KNOW

part of existence, Sadness, grief, frustration and discouragement are
the dark threads interwoven in life.

The question becomnes: when does depression cease to be a normal
condition and become an abnormal clinical state? In some cases, the
boundaries are unclear, but increasingly, researchers and clinicians
view a combination of intensity, severicy, and duration o. depressive
?ym&mu:fhemhmkfadi?.@domfmw
¥, the onset of clinical depresaion is signaled F; a depressed mood
andior los. ~f interest in usual activities. Symptoms may include

more than two weeks, a clinical depression may be occurring.
sioncambeasaodatedwiﬂlanotherpaychimm
schxzophranieoraloohollsm.aofaphyaicnlillnm.farimtance.a
viral disease or an endocrine disorder. However, clinical depressions
often exist without any other intermediary disturbance. It is these
condiﬁons.ﬂiecﬁnicaldmdvesyndmmes.whichinclmunipdn
andblpolnrdisordera(tbelattetalsoknownasmnnie-depteaai
ness), and cycloth, ymicdisordmmlatwdso
knownasdopmaiveneurosis) major focus of current re-
searchandcﬁmcalmﬁonmdtbembjectofﬂﬁsbooklet

Who gets depressed?

Depression afflicts all types of people: rich and poor, old and young,
the college rofesaorandtheditch-dlggm-nacktothe of
recorded history and literature, instances of depression been
described. In the Old Testament, both King Saul and Job, from
descriptions of their behavior, suffered from serious depressions.
Shakespeare, too, describes instances of depression. Hamlet, the
“melancholy Dane,” is probably the prime example. His
suicide, "Tobeornottobe."nsonoofthebeat-knownpimofpoeﬁ'y
intheEnglishlanguage Novelists, poets, and dramatists throughout
Western history hava depicted depression: Poe, Dostoevski,
Hawthorme; Miitor. and Blake; Ibsen and Eugene O'Neill. The
faraous and powerful, no less than the ordinary and obscure have en-
Coared itr'nfeg his mm u‘fchnnn:h ”wﬁ
who te i c on, wi accuracy, *
black dog."”’ The actress Vivien Leigh, the Broadway producer Joshua
Logan, responsible for such bit plays as South Pacific, and the author
Leo Tolstoy suffered some variant of the illness. More recemntly,
Senator Thomas Eagleton and the astronaut Edwin (Buzz) Aldren
are examples that come to mind.

For some time it had been thought that depression was more com-
mon to lute-middle and old age, but more recent surveys indicate that

& higher proporiion of younger persons are depressed, that depression

10




OVERVIEW 3

seems to orcur 88 much or more in the 20-40 age range as in older per-
sons, and that even depression in infants, children, and adolescents
ha; been under-identified In general, clinical depression is twice as
common in women as in men. Possible reasons for this are genetic,

sov,ocultural, hormonal, diagnostic practices, and women secking
helpnmoﬂanthanmeu.Alldthoaepmﬁbﬂiﬁeamrwaivinga
great deal of research attention.

From 4 to 10 percent of the American public now suffers from an
identifiable depressive disorder. Overthocmrseofalifoﬁme.perhaps
25 percent of the population will experience a major depressive
episode. In fact, clinical depression is so prevalent in the United
Stawsthatmoatpeoplehaveaﬁ'ﬁendorldaﬁvewhohassuﬁaedor
is suffering some variant of the disorder.

Can depression be treated?

There are a number of effective treatments available for clinical
depressions; these include several ¢ forms of psychotherapy, a
variety ~f antidepressant drugs and lithium, combinations of drugs
and p93;«:th.hel-ap‘:iye and electioconvulsive treatment (ECT). The pre-
ferred treatment depends in part on the type and severity of the de-
pression, and in part on other factors such as the physical condition
and age of the depressed person. Many people are helped by treat-
ment, although all treatments do not work equally well for all peogle.
Some people with recurrent unipolar or bipolar: disorders have been
helped substantially by long-term maintenance treatment.

Will the depressed person recover?

With adequate treatment, improvement should occur i about one
month for most depressions.

Most serious depressive episodes are selflimiting, and, untreated,
last for an average of about a year or more. Untreated episodes of
mania and depression in bipolar disorder are likely to be of shorter
duration: several dsys or weeks to a few months. Most people retwn
to their normal leveroffunctlonlng after the episode, althouﬂn for 20
to 35 percent of the cases the disorder is chronic, causing considerable
symptomatic and social impairment. Milder forms of clinical depreu-
sion, i.e. cyclothymic and dysthymic disorders, untreated, are con
sidered chronic. But it shouiys be remembered that every person is
differenl and reacts differently to treatment.

Will the depression return?

Approximately 50 percent of people who have had a p ajor clinical

depressive episode will never have another one. For the remaining 650
percent, the course is variable: there may be a few episodes with




4 DEPRESSION: WHAT WE KNOW

intervals of many years of normal functioning, episodes may be more

frequent, or may cluster. For some, the frequency of episodes will in-

nmnicmm .g;ahl‘iymalsohm bacdorsigharit
even a

ik i 1l i b S, i T

ment can minimize or reduce the severity of the episode in many

cases.

How likely is the possibility of suicide?

Long-term followup studies of persons with serious clinical depres-
sions not associated with other psychiatric disorders have found a
suicidc rate of 15 percent. A greater percentage of women
smado.butagmatupmtagedm
act. The depressed individual considered an
risk is @ white man over the age of 46 who is separated, a'

voreed,livesalme.andisunomployedamﬁnd.Annmbaofre-
aeamhmhavefound the likelthood of completed suicide in de-

is related to hopelessness and negative expectations
about the future, rather than to other symptoms, With treatment,
these feelings can often be overcome.

What causes depression?

There seems to be no single cause for clinical depressions. Re ‘her,
there are a variety of factors, some of which may have mare weight in

personality characteristics, learned behavior and thought patterns,
stressful life events, social and economic class, culture, age, and sex.
Does depression run in families?

Thare is strong evidence that a tendency toward both bipolar and
sometormsofmbipoludiamdersmnsinfamﬂiu,mdﬂkalyhas

genetic component. There is also speculation that learmed behavior or
persistent environmental conditions in some families may lead to
clinical depression in successive generations.

Can depression be prevented?

In general, the onset of a clinical depression cannct be prevented.
The condition can, however, be identified in its early stages and
treated, and for those with recurrences, these can sometimes be pre-
vented or the severity of the episodes markedly reduced. Young
people at high risk for clinical depression because of family history of
first degree relatives (parent and/or siblings) with the disorder may be

12




OVERVIEW 5
Wdentified and treated early in their lives to prevent the recurrence of
full-blowr. episodes.

Where can the depressed person go for help?

The first line of diagnosis and treatment is ot en the family doctor
or local clinic. where symptoms of depression can be evaluated {o rule
out the possibility of a physical iliness, Clinical depressive syr.romes
may requie treatment by a qualified mental health
thomunentiao&enmanwtpmtbasis.somehminpadmt
treatment is necessary. For 8 more complete listing of sources of help,
see table 2 on page 65,




Chapter 1
What Is Depression?

Types of Depression
dembn?msmﬁmmﬂnm“wm‘mm
researchers. Some condidons are clearly definable, while

specific sets of symptoms end factors, The current bench-
mark for to normal depressed mood,
depends on the intensity, severity, and duration of General-

gwm;i;hnmzdmmm lmtf. mﬂ
symptoms or more 2
woeks, and if are of sufficient intensity to interfere with ordinary
daily activities, is considered a clinical depressive syndrome,

*The terms “‘depression” and *‘clinical depression" are used synonymously.
7

14




ﬁﬁmmmﬁmm capacity for
affection, a loss of interest in sex, and an overall loss of satisfaction

with life,
In major depression, symﬁalm range from
moderalo to severe and serioualy wfuewlth.aacmymwnta
from leading his or her usual life. In some cases, the condition
gwcompmﬁedbypeychoﬁcsmptnm,smhasdelusiomud
hallucinations.

Unipolar and Single-Episode Depressive Disorder
Approximately 50 percent of people who experience a major

EKC
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Figure 1
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WHAT IS DEPRESSION 11

pleasures and activities, accompanied by the associated symptoms of
unipolar disorder but without the severity or duration found in the
Iat,her Theconditionmaypersist.m'itmay be intermittent, with

““normal " moods that last from a few days to a few weeks. For adults,
the condition must have been present for 2 years to be diagnosed as a
clinical depressive syndrome, Psychotic symptoms are not present.
Dysthymic disorder can be deacribed as mild to moderate; onset is
unclear and the course is chronic.

Cyclothymic Disorder

lTluseonditignmcharactemedbyachmnkmaoddismrbmeeofat
east 2 years’ duration, invalving numercus periods of depression and
hypomania (mild manic symptoms). Associated symptoms will be
nentherassevmnoraslmg'lmﬁngasinasu-iwsmmlca

almoat simultaneous or may alterate with each other

Depressed and hyponianic peviods are characterized by '‘paired
symptoms.”’ For instance, feelings of inadequacy during depressed
periods and inflated selfesteem during manic periods;
withdrawal and uninhibited quest for companionsbip; sleeping too
much and decreased need for sleep. There are no psychotic symp-
toms; onset is usually unclear and the disorder has a chronic course.

Social and Emotional Costs of Depression

Like a stone dropped into a pond, the impact of clinical depressicn
spreads to encompass a far wiler area than just the indiviaual in-
volved. *'No man is an iland, e,.cre of itselfe; every man is a peece of
the continent, a part of the main;” the poet John Donne observed
overéOOyearsago.Tlﬁaisastmeinthezothmmwasltminthe
16tn. The effects of -: *pression are truly far-reaching; w
only concentrically around the depressed person into her
environment, but can also influence future generations.

Estimates have been made of the economic costs of mental iliness,
drug abuse.andalcohohsmintheUmtedStamTheseﬁgmsm
not specific for clinical depression. However current knowledge sug
gests that not only doeadeprMonwemmtfaaaizableporﬂonof
mental iliness in this country, but, in addition, a fair percentage of
drug abuse and alcoholism are caused by or related to depression. In
a study done for the Alcohol. Drug Abuse and Mental Health Admin-
istration (ADAMHA), the total cost of these three conditions to
America in 1977 was conaervat.ively estimated at $106 billion. To put
this figure into perspective, it is close to one-sixth of the total budget
for the United States Government in 1983 (8718 billion).

Wiatever percentage of these costs is caused by clinical depression

1l
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12 DEPRESSION: WHAT WE KNOW

is a large one. Coatsincludenotonlymatmen'oftlwillnm but
alao 0sses

comnected with lowered productivity.
and permanent withdrawal from the work force ofillmor
death. In an economic context, ve members of include
not only the man or woman worksatnjobpaidin but

also the housewife, whose value must be calculated in terms of serv-
% feelswtheim wmzprudm iy
em also pact of More difficult
to calculate are the present and future loeses incurred by depressed
youth; school problems that lead to alterations in career and job
choices are one example.

Social costs are not measurable in dollars, Clinical depression can
lead to a host of related problems: on the emotional level, grief and
pain; on the social level, family conflict, antisocial behavior, physical
illr.ess, and death. No one has yet been able to come close to providing
a measurement for these complex chains of cause and effect, although
researchers are attempting to do so. Some are observing the effects of
cﬁmcalbvdepmsedpuentsmthdrehﬂdmn.othmamdydimin

as compared to nondepressed populations. But even cheso
W&mammmmwdm
ties in am individual’s life as the result of a clinical depresaive
epmodeoraserlesoftlme:lmhst.mlaﬂmahipamded.potmﬁah
. roads not taken. Multiplied by millions. the
cumulaﬁvemﬂtoftheaeindividualdhmpﬁonsishdeedboymd
measurement.

Classifying Depression

In the search to understand and treat clinical depression, observing
symptoms and obt4ining the individual’s history is the begin-
ning. The ultim. 2 goal is to identify the causes of depression,
which researchers now think represents a number of conditions with

manifestations.

somewhat similar
One of the main problems with research in the past aroee from
disagreement on basic classification issues. Resesrchers and clini-

cians have used a number of different systems and for
clinical depression, including ones based on observation,

theory, and the classical medical model of disease. The range of dif-
ferent systems used to classify depressed subjects limited the utili
of much research; in addition to questions as to whether the “types”
were valid, research findings were difficult and sometimes impossibl
to compare end correlate with each other. In 1970, the National In-
stitute o{h Merntal Health lN:fMl'ﬂ uﬂshed thi.i;s WW Pro-
gram on the Psychobiology of Depression within Research
Branch. The object of this program was to arganize and stimulate the
research effort into the nature and causes of clinical depression; a ma-
jor concern was the refinement of existing systems of classification.

19
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WHAT 15 DEPRESSION? 13

Researchers are moving toward a common terminology; however,
in a subject as complex as clinical depression, a great deal still re-
mains to be learned. Many terms and distinctions used in the past are
still useful in identifying certain characteristics of clinical depression;
thsy may strongly correlate with subtypes, aid in obeervation, or give
clues about causality. A few of the more common distinctions are de-

Psychotic/neurotic

Inearlymsomhmdepussioa,adisﬁncﬁmmmadebom

who were psychotic and those who were
dopressad without mpsyehadc. Some researchers considered

c depression a specific condition of organic origin, as con-

Endogenous/nonendogenous

Theeonceptofmdogmdtyindinicaldepumdmhasbmuud
overt.imeinanumbaofdiffuont.ways ‘Endogenous” means “com-
m f vdm‘mmgawakming.m

a get of symptoms
of appetite and weight, disturbences of the psychomotor system such
as agitation and lethargy, dailyvaﬂnﬁunsinmoodldtm.mm
noticeable depression in the morning), severe depressed mood, and
lackofmacﬁontoenviwnmmtalsﬂmﬂaﬁm.Mmyoﬂhmsymp-
toms involve disturbance of basic bodily functions; the endogenous
condition is suspected of having more direct relationship to

basically normal personallties before the depressive episode, and
show the greatest response to antidepressant drug treatment.

Primary/secondary
Clinical depressions can be classified as primary: that is, the

e 20




of personal
spproach has been introduced into the cumrent U.S:
diagnostic manual, the DSM 111, which is widely used by American
researchers and clinicians. Prior editiors of the DSM (I and 11) were
based upon a totally categorical system.

There has been a tendency for researchers to type according to the
predominance of either or features, While the
study of distinct “'types” is useful for research pur

numbers of depressed people who do not show a preponderance of
either set of characteristics, but are "mixed.”” Further research must
seek a bridge across the two sets of factors which will allow for a more

comprehensive and meaiingful approach to classification,

21




WHAT IS DEPRESSION? 15

NIMH has sponsored development of two research tools to assist
in developing a valid and standardized classification system. They
are the Schedule for Affective Disorders and Schizophreria (SADS)
and the Research Diagnostic Criteria (RDC). The SADS is a com
hensive, standardized recording guide and interview form. The R
nsaaetofoperationaldiagnoshcuimthatepancumtsyatmsof
classification. The RDC is particularly useful in establishing the
validity of subtypes, because its broadness does not prematurely rule
out cverlapping categories. The RDC categories have high reliability
and are currently being widely used in depression research to si:dy
ggzstimmlahng’ to treatment outcome, epidemiology, genetics, and

iology.

If thi, tour through the intricacies of classification has beca
somewhat confusing, a clar:fyiug analogy may be apt. Som~ fish are
better caught with a rod, others with a net. Current research in
depression indicates that a well-woven net to catch many fish is the
best approach. The SADS, the RDC, and the DSM-111 are nets of this
sort, and a promising catch is beginning to be hauled up. A great deal
of the confusion and error in diagnosis is being eliminated, and fur-
ther refinement in addressing the ultimate question, that of causes, is
being made possible.

22




Chapter 2
The Origins of Depression

alcoholism to depression? Is depression *“in the gnnes,” or do we

it? These are the kinds of and
arem quastlmspeoplemnldng depression

Inthehxstmicalpast.dinlealdemmdmmuﬂedmlmchoﬂa.
andwasthwhttohaveadnghmmmdmt(}m&sthwght
thattbe rudumifwr “humors,” fluids that influenced

behavior, and that an excess of one, black bile,
wmldmatemahnchdiamwma“blmkhﬂe”inﬁmu
In the Middle Ages, melancholia was seen as a
religious problem, often the result of demonic possession. In the 19th
century, the psychiatrist Kraepelin viewed recurrent clinucal
gion 28 hereditary. Researchers are now convinced that there is no
one cause; there are mdanumbadammchesmusthoused
to investigate causes. depression investigators now use a

several factors that influence the occurrence of clinical depression.

What Causes Depression?

The current search for causes is complex; memhinvesﬂsaﬁm
are often limited to a specific area. Examples include
smdwa.whichexnmineage.aex.sodalclmandothwvuhbleain
large groups of people; biclogical studies, which include the examine-
tion of brain functioning and the endocrine system, as well as the
observation of sleep patterns, biorhythms end cycles of bodily activ-
ity; physical illness and nutrition; genetics; the physiological effect of
drugs; the psychologies of leaming and of personality; and the
examination of the effect of stress and life events.

Current researchers in depression seem to resemble the blind men

17
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18 DEPRESSION: WHAT WE KNOW

examining the elephant: the have hold of the tail, the
social researcher may have bed ear, the psyc
theareticiar, embraced the foot, but how these parts fit together is
still unclear. And.tocmythomnlogy further, researchers
suspect that as the parts connect, they will disewa-mtjuotone
elephant.but.awhnlshetd.diﬂountdm. behaviors, Not
only are there many causes for clinical depression that interact in dif-
feremt ways for ditferent but there are a number of different
“depressions,” not one kind. Rescarchers m: :t not only
separate possible causal andmdythamindwidunllybut
condition, evene “m’”i?”“m‘mmm
con event, or

umber of almswhathudﬂ

sion; instead, a n

ealleda“oommanpethway”thatpmduoasthodqwadvosyndmo.

E

Epidemjology the large-scale population is an im-
mmmmawmﬁm

portant aid
Umwd&am.&eamdydtheq:idmwdmwm

Theemceptofﬂsk!utorisapuﬂcululyﬂamtmﬁw
ﬁii:lmﬂogiﬁriakfmisamdiﬁmw lmraamtht
a person developing a particular disorder, Since curren

findings have shown thet women are twice as likely to develop major
dmfn;.?msmmbdngawo?misaﬁ;ikwmhmdwdm
“rigk factor profiles’ for those depressive symptoms
dthoaewithnon-bip dinicaldqluaimmsimﬂmmdiﬂw

EKC
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THE ORIGINS OF DEPRESSION 19

play a similar role in onset, neither being female nor unmarried poses
an increased risk for the disorder. However, bipolar disorders may
show a greater prevalence in the higher social classes.

The findings outlined below what is known at the present
time, but cannot be taken as itive. Many imporiant areas of in-
vestigation have received relatively little research attention to date.
Some existing findings may be questionable because of variations in
diagnosis. Scientists are devoting a great deal of effort to further
‘rieﬁning and standardizing epidemiological findings connected with

epression.

One nnportant new investigation is the Epidemiological Catch-
ment Area (ECA} Program, a series of studies performed by inde-
pendent research teams in collaboration with the NIMH Division of
Binmetry and Epidemiology. Target areas are in five states; Connec-
ticut, Maryland, Missouri, North Carolina, and California. At each
site, interviews are being conducted with 3,000 community residents
and 500 institutional residents (those in mental hospitals, nrisons and
nursing homes), in order to study specific mentat disorders, including
clinical depression, in these population groups. The ECA study will
also provide a test of the validity of the NIMH tic Interview
Schedule (D1S), a recently developed research tool that combines cur-
rent diagnostic concepts and survey techniques. It is hoped that the
ECA study will be able to provide an accurate assessment of the in-
cidence and prevalence of specific mental disorders in the United
States. The very large target population of this study increases the
probabiiity that the data produced will be reliable.

Sex

The preponderance of studies in many countries indicates that
women have more depressive symptoms and more non-bipolar
clinical depression than men at a 2:1 ratio. The exception to this is
bipolar disorder. for which the prevalence rates in men and women
are approximately equal.

Researchers currently agree that this 2:1 ratio repiesents a real
figure, and not. an artifact created by the fact that more women tend
to seek medical and mental health services than men. Women also
describe depressive symptoms in community surveys more often
than men do. A consideration that might influence this is that women
may express their complaints more freely than men.

Theories about female hormonal and endocrine system involve-
ment have been advanced to explain the preponderance of depression
in women, Hormones do affect mood, but current evidence cannot
explain the magmitude of the difference of prevalence in women as
compared to men. While the postpartum period does increase the risk
for clinical depression in women, specific causes for this are not yet
understood. Similarly, depressive reactions to oral contraceptives
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bOﬂl‘d or change.depanding, oxamp'e,on
subtypes of depression 8s they are more clearly identified.

Age

1t had been thought in the past that the risk for clinical
increased with age. However, recent studies have found that a high

proportion of younger people (under 40) depressed. Bipolar
disorder has an earlier average ofmaet(.t:;labezo’s)thanm-

younger

years) than in older ones. One recent study found that
symptoms were highest in women under 35, and tended to

with age. The peak prevalence for depressive symptoms in men tends
to appear in the 56-t0-70 age range.

Marital Status
Married rersons end those with intimate, nonmarital relationships
have a somewhat lower rate of clinical on than nonmarried

plays a part that varies depending on the sex of the person. Overall,
separated and divorcad people show the highest rate of ve
symptoms, and those never married and currently married the
lowest. Ranking from highest rates of depressive symptoms to
lowest, the order is as followe:
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separated and divorced women (highest rates)
single, widowed and divorced men

Socioeconomic Status

Whether defined by occupational, income or educational level, or &
mmmu.mmmmmmm
toms appear more often in people of clm
those of higher classes. There is a slightly rateofnon-bipolar
clmicaldeprmionintbeloweroodaldm the difference is not
as great as with depressive symptoms. These findings may reflect dif-

ferent access to traatment depending on social class; the actual
number of depressive not differ. B

E

Religion
Nodxﬁmouinmteaofm-bipdardiniwdomhwebm

reported among members of different religious Bipolar dis-
order, however, mmwwmmwm’ﬁma

an'ldmsmchuwsﬂumm.amm&edmmmltyd
Angbaptist Protestants living in the Midwest, and
Ashkenazic Jews (a descriptive term for Jews with roots in eastern or
northern Europe). However, increase in rates for these groups may
reflect ethnic, genetic ar biological variables rather than religion.
There has been no relationship found to date between religion and de-
pressive symptoms,

Urban versus Rural Residence

Is it healthier to live in the country, as man f
thwght.?Orisdtylnememwardlngmdsﬂm n
clinical depression, no one knows. In general, studies
overall rales of mental illness for urban populations than for

E

siag
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mbutnoatudieahavebmdmsoldyondeplmsimﬁmﬂaﬂy
little is available in the way of studies on

ve symptoms,
alth«xghonemnhinmﬁgnﬁmfamdmdxﬁminthmntnin
rural versus urban settings.

Culture

The question of comparative prevalence of clinical depression in dif-
ferent countries and subcultures is an unresolved one. To some
extent, more exact information is dependent on the adoption of stand-
xact! .mmeywmnttlhngabwmdhmmeyamddim
e y w are t w
depression. A study of mental disorders in China, whose research
designiseompunb wiﬂutbeECAsmdy,hmbeingcmductod.
the crosscultural information on incidence and prevalence of clinical
ﬁ%%hvﬂuﬁhﬁﬁdﬁahanmhﬁ%mx
es indicate gical symptoms accampany depression mu
mmoftenthmin United States, while expressions of guilt,
sadness and self-blame are found much less frequently.

It seems clear that culture modifies the expression of depression,
and it may in fact mi or change the rate of depression in some
groups; exactly how and in what way is not known. It is certainly not
a simple relationship, and there is a great deal yet to be learned.

Genetics

The importance of the role of gemetic transmission in clinical
depression has been increasingly recognized in the past 10 years.
There is compelling evidence for hereditary involvement in bipolar
disorder, for example. But, as in all facets of the investigation into
ﬂuecauaesosfdinicaldepumsion.theissueemvolvedingmoﬁcs
become more complex the more closely they are examined,

Studies of genetic tranamission rest on epidemiological
tlm.'l'heygunenll uamineoil;her ofpaop!ewmnl
generations in f where there clinical depression.
lesoinvesugaﬁonshavealsoincludedtheexamhaﬁmdndopwd
children and twins. Animportantfwetdmedﬂw studies is the
search fm tifying bi factors in clinically de-

dtheirreladvea. presence of red-green color

example, has been thought by some scientists to be

associated with bipolnr m However, the findings toﬂdate have

been inconclusive. It w animpornntlmnln.hrmm one such

biclogical factor could be isolated. Scientists think within a

generation, s sooner, this will oceur with bipolar disorder, but

in all likelihood factorwmanlybotbeboginningdtheumh.
and will lead to the discovery of a host ¢ " other factors,

In studies of family inheritance it is extremely difficult to separate
heredity from environment—the nature versus nurture controversy.
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While the pendulum of scientific and public opinion has swung in
both directions in the past, curvent scientific thinking favors a com-
Women is Gepressed, and. her mother mint and grandtathes were al
women is , aunt were all
depressed, does that mean that depression is “in the genes,” or that
she has learned the depressive behevior by living in a depressing
household? For some people there does seem to be a genetic
vulnerability that, given 8 combination of life circumstances, will
develop into a clinical depression. But whether that

vulnerability is necessarily present in all who become clinically
depressed is not at all clear, It is clearest in disorder, but less
so in unipolar disorder.

There are behaviors that may run in families independent of any
genetic connection. The propensity to let off steam by quarreling
loudly, or, conversely, to endure difficulties in ailance. for example,
may be leamed and carried over from generation
Nongenetic conditions such as wealthmay “run in
families,” influencing typee of . In looking for genetic in-
ﬂuencesinclinicaldepmsaion.adenﬁstsmnotdimntmeknm
adaptabiiity of human beings in a wide range of circumstances, Are
there biological markers that. can be tied to genetic inheritance? Does
transmission occur through only one gene, or through many different
ones? Could the vulnerability to depression sometimes be caused by a
nongenetic biological factor—a virus, for instance? These are anly a
few of the many questions that remain to be answered.

Scientists must also take into account whether the population they
are studying may in itself complicate or distort the results of the in-

vestigation, Mm&mmﬂnﬁ;mtsmmﬁc

vanables than y homogeneous
mental issues, even in ethnically similar groups, may include such
factors as urban versus rural life and onal differences. ““Risk

period,” the vulnerable age for the 5, must be taken into ac-

t.Anothernseuewassortaﬁvemaﬂng:peoplewhomcﬂnlmlly
depressed, or who come from fa—ilies with this type of , may
tend fomanyotherpeoﬁewiﬂlsimﬂareonditionsmdfamily
histories,

Population Genetics

Epidemiological studies are being conducted all over the world, in
such diverse countries as Sweden, Poland, Australia, Italy and 1srael,
as well as in the United States to clarify the role of genetic factors in
affective disorders. The Scandinavian countries are especially good
sources for these studies because the populations are relatively
homogeneous ethnically and excellent records exist. In the United
States. a study on affective disorders in the Qld Order Amish of
Pennsylvania has recentiy been concluded. The Qld Order Amish are
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a researcher's dream; they come ckwe to being an ideal human
laboratory for the genetic study of clinical depression. The Amish are
members of an extremely comservative Protestant sect; their
mmmwmewwdsmmwﬁmmhtbelsthm
tury. Since that time, they have remained within their own
communities; they maintain strict separation from the outside world,
follow a defined set of customs, marry only each other,
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of unipolar to bipolar is closer than the 10:1 found in
the American and also that the sex ratio { to
innmhmmewith or depression) is narrower than the 2:1 usually found

described earlier, mmmmwmm

have the same genetic makeup, while fratemal twins come from two
different egys, and only have 50 percent of their genes in common (as
do ordinary siblings). Theoretically, if a disorder such es depression is
caused by a genetic abnormality, the iliness would always be found in
both identical twins of a set. However, studies of affective disorder in
identical twins show a concordance rate (both twins having the fll.

mk%ra@mf“ﬁmﬂuwmﬂmmmm& a:;
a i bipolar than unipolar disorder. might
wpl';rmidmti twine don't show 100 'Kmt concordance for the ill-
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non-depressed adopted adults, bipolar adults who were not adopted,
and the parents of patients with polio.

Unfortunately, very few such studies have been done; more re-
search is needed in this area.

Biological Genetics
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bipolar disorder is connected to X-chromosome linkage,
families it is not. Investigations using these models can
complicated, using a great number of variable factors.
More specific studies attempt to isolate one possib
Many scientists are concentrating on the for
biological characteristic that is clearly associated with
toward clinical depression. If scientists had an ideal, i
trait marker that could be traced to a specific location
chromosome; it would be inheritable; it would be observable in well
but susceptible people and recovered ill people, not merely in those
who were currently ill; and its presence would be associated with the
iliness—ill people would always have the markey, while their healthy
relatives might or might not. There are two ways of going about the
search for markers. One is to look for

E
ik

|

|
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i

alterations in cell membranes, cortisol levels, aad the Duarte protein,
an abnormal brain protein.

The second strategy hw%ﬂn&agewasmﬁou' markers. 1f
two genes are located near each
chance that they will be inherite.s together. Genes that may
linked or associated with clinical depression are currently being in-
vestigated. The attempt to correlate color blindness, w is carried
byam.m.withbipolardisadorinmfamﬂiuismumphof
this. linkage and association studies include investigations of
the X chromosome, various blood types, and immune systems. So far,
although some of these studies are promising, none have been
replicuiod by a large number of scientists, and 90 the search continues.
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of body organs and systems are
just beginning to be explored. For example, recent
of the brain is far more than had

malfunctions may
set off by a number of factors, outside of balyaswellaswithinit.
These interactions are complex and still unclear, and the object of in-

as by

other substances. The entire operation is apparently regulated in the

most exect way: aspedﬂcammtofmmmrislmduwl

for sending purposes, and what is n«4 used is pulled out of circulation
anddeaitsroyada' inactive

This i &
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for a great deal of reseurch. It turned out, however, to be too simple:
in time it was found that other neurotransmitters -- serotonin and
dopamine — were also implicated. Later, another transmitter, acetyl-
choline, came into the icwm,mdwvualot}mmnowbmngin-
vestigated. Scientists began to hypothesize that depression might
not be the result of the imbalance of just one neurotransmitter, but
perhapamghtbacausedbyimbalanmmmgtwo.thm or several.
In addition, research done on other substances involved in
neurotransmission, such as electrolytes and hormones, began to be
incorporated into this thinking. Curvently, researchers hypothesize
the possibility of several types of climcal each type based
on a senes of dysfunctions connected to the firing of certain chains or
combinations of chains of neurons, It is known that the neurotrans-
mitters are only the tip of the iceberg (see figure 2).

All inferential methods of studying brain actlvity have their
methodological problems. One which has yielded much promising
and useful information, however, has been the study of neuro-
transmitter metaholites. Whentlwnmrotmnsmittarhumedits
purpose, it is destroyed or rendered inactive in a veviety of ways. One
way is by conversion t0 an inactive substance called a neurotransmit-
ter metabolite, which then travels down exit routes in various parts
of the body: cerebrospinal fluid, blood, and urine, for instance. The
measurement of levels of these metabolites has led to certain supposi-
tions about what is problematic in the neuronal activity of the brain,
or.conversely.asdenurtmayhypothesizoapmblem.mdthmwst
to see if it is borne out in the metabolites ot depressed
principal metabolite of norepinephrine is 3-methuxy-4-h droxyphenyl
glycol (MHPG); that of serotonin is de‘nrxim
{5-H1AA); of dopamine, homovanillic acid (HV A).

Some depressed persons show lowered levels of MHPG in cerebro-
spinal fluid or urine; others show normal or elevated lovels. There
appemtobeaconnecﬁmbetweenimbalanmofnaapimphﬂnemd
serotonin in some people with clinical depressions: researchers have
found clusters of depressed individuals with low MHPG and high
5-HIAA, andothemwithnormalwhlngHPGmdlowB-HAA.
One particularly interesting study involved the
pressed people into two groups: those with normal 6- IAAandthoae
with lowered 6-HIAA. Data suggested that the lowered 6-HIAA
group was more likely to commit suicide, and in fact, the researchers
were able t0 predict with a fair degree of accuracy which of the de-

pressed persons would no longer b living at the end of a year based
onthelevelofthemet.aboliw This is, of course, still speculative:
there are a number of complex factors that go inte an act such as sui-
cide, and scientists are far from being able to predict behavior solely
oﬁl;(ti:lnebasisdbodychenﬁcdslevels.Nwertheleas,itismin&lgtﬂng
ing.
Dopamine, through its metabolite HVA, is also implicated in
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Figure 2
Release and inactivation of Dopamine,
One of the Neurotransmitters.
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certain types of depression: some people with bipolar disorder are
characterized by high levels of HVA when in the manic state; on the
other hand, one subgroup of depressed persoms is characterized by
low HVA levels.

The action of the tricyclic antidepressant drugs offers further sup-
port for the theory of differential imbalance between neurotransmit-
ters in certain types of depression, One class of tricyclics, imipramine,
seemstoachxmnteeffectbymaoasins'.helwolofn
while another, amitr’ytyline, appears work by increasing
aerotoanwent.l\eseactims.mmearchs proposed two sub-
typesofdopmsm

*N depression: characterized by low MHPG and
high 5-HIAA; treated with imipramine

¢ Serotonin depression: characterized by high MHPG and low
5-HIAA; treated with amitriptyline

These and other findings are still being developed. As can be seen
from the variety of findings, scientists are still searching for a large
variety of clinical depressions, which may result from the imbalance
of a number of different chemicals.

mmammdwmmmmwmis
assisted by ones being monoamine oxidase
(MAO}intlue::ﬁbodymdcatocholo-methyl-h-amfm(OOMﬂin
thesynapﬁccleft,DeuamodlevelaofOOMThnvebeenfoundin

while in those with bipolar disorder, re-
seamhershavefwndvaryinglwelsofOOMT In one study, although
oonsxderableoverlapwcurred,onemmrcherfoundthntagimted
were more likely to show COMT levels, while
letharglc persons showed low . Both high and low
MAOleveishmalsobeenrepo:udindiffe:mteamiesofde-
pressed people. Low MAO levels have been associated with bipolar
disorder.

Research is also being conducted concerning the point of arrival of
the neurotransmitters: the receptors. One question that has plagued
scientists is the delayed action of antidepressant drugs. Almost im-
mediately after being taken, these drugs block the return of
neurotransmitters to the sending neurons, thus freeing more neuro-
transmitters to carry the electrical impulse. However, in spite of this
immediate action, it takes 2 to 3 weeks for the therapeutic effect of
the drugs to show in the depressed person's behavior. One b
is that the lag time has something to do with adjustment of the recep-
tors; perhaps changes in their sensitivity to receiving the neurotrans-
mitters or even an actual increase in their numbers occurs during this
2 to 3-week time period.

Electrolytes are substances that carry electric current. Electrolytes
in the body. such as sodium, magnesium, calcium and potassium, are
directly involved in neurotransmission; thus, imbalances or problems
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with electrolyles have been correlated with certain typas of clinical
on.

Lithium, a naturally occurring element used to treat b:

Neuroendocrine System

Several endocrine disorders have provided models for depression:
Hypothyrddism.adiaurdaoflowthyrddwodmﬁon.mmifesu
with a depressive condition characterized by lethargy. Cushing’s
dmeaso.adisoudwafthendnnals.isdsooftmchanctaﬂmdby
depression Gonadal hormone changes are thought to be implicated in
depmaim.pmﬁualsyndmmmaywideamoddfahm

pathways to the glands.

Neurohmoneaareprodueedmainlyinthehypothalnmusbyspe-
cial cells that are stimulated by neurotransmitters. These
hommwsthenhweltotbepiuﬁmdmd.wmmeyaﬁmulatethe
release of pituitary hormones, which then travel to other glands,
where they in turn stimulate the release of various glandular
hormones (see figure 3).

are being studied in association with depression. Growth
hormone(GHl.mtadbytbepluﬂmglmd.iatdemedﬁdlowing
the insulin tolerance test. GH in response to this test has been found
be dramatically lower in some depressed persons than in
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Figure 3
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control groups. low levels of luteinizing hormone (LH) have been

found in some depressed women. Some depreased persons, particular-
lythmewithmajade&dmshwadhﬁnishedhvddthymd-

A large amount of research has been done conceruing the connec-
tion between the hypothalamus, the pituitary, and the adrenal
glnnds.Cortmol.ahmmmepmducedbytheadremls.isaiglﬁﬂmﬂy
raised in som» people with major unipolar
ofoortisolisomtmlledinpmtbyapiuﬁmyhormmcalled
admwmmhm:‘mw(ACPHmewisahoshownwbe
hnghu' catesory depressed persons.

Many researchers feel that imbalances of neurctransmitters trigger
consequent imbealances of neurchormones, with the process con-
tinuing down the line. There is a supposition, for instance, that a
deficiency of norepinephrine or serotonin leads to an imbalance in the
release of the neurohormone corticotropic releasing factor (CRH) in
the hypothalamus, which then leads to an imbalance in the release of
ACTH in the pituitary, which in tum leads to an overproduction of

cortisol in the adrenals,
Another hormone which is exci regsearch interest is melatonin,
which is secreted by the pineal Its function in humens is still

not exactly known, but its synthesis is triggered by darkness and its
molecular structure strongly resembles the neurotransmitter
serotonin, from which it is derived. Seasonal variations in the produc-
tion of melatonin are now being studied for their possible connections
to seasonal mood changes and more severe seasonal episodes of
m%maanddopmsinn. in the b

asopressin, a neurchormone manufactured ypothalamus,
is also being studied because of its role in regulating electrolyte
balance and in altering memory functions, both of which are inter-

fered with during depressive episodes.
Promising investigation is S done with various the
enkephalins and endorphins, ch seem to both as

neurotransmitters and neurohormones. They appear to0 act in a
similar fashion to opium or morphine in relieving pain and creating
pleasurable : further research into their function may provide

more knowledge t the causes and treatment of
It is hoped that eventually hiological research lead, among
other things, to tests that will diagnose or canfirm clinical depression.
ertestshavebeendevisedwhichmcumﬂywaﬂabletodini-
cians: the dexamethasone suppression test, the MHPG assay, the
thyrotropinraleasinghormmefrpﬂ)sﬁnnﬂsﬁmmt.mdthenlup
3:5 trovm'aial.A mwm&mﬁ '

con t present,

eltherlinﬁtedorquesﬂmnble and none can substitute for a rigorous
clinical examination. Their current promise is as research tools to

help scientists understand more about depression.
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Psychophysiology

Psychophysiologv, which includes such areas as electroencephalo-
gram (EEG) meas .rements, sleep studies, and the observation of
biorhythms, is a useful component in the study of clinical depreusion.
The techniques employed are noninvasive, relativsly simple to use on
depressed human subjects. and also reliable. These studies represent
a kind of “fine tuning” of some aspects of behavioral ps and
a check on certain molecular biological studies, as a8 in-
formative in their own right. One current use of psychophysiology is
to identify subtypes of depression.

Problems with sleep are common in clinical depression; EEG find-
ings. in combination with other techniques, are being used to identify
subtypes of depression connected with sleep patterns. One researcher
hasfoundthatpeoplewhomspondtotraaunentwithulcydlcanﬁ-

ressants and electroconvulsive therapy show specific changes in
F %G sleep patterns not shown by nonresponders to these
treatments.

Various changes occur in sleep during depressive episodes. Clinical
depression is associated with a reduction in deep, slow-wave (delta)
sleep. but this is not a specific indicator, since delta sleep reduction is
common to other disorders, both psychiatric and physical. More sig-
nificant are findings of variations in rapid-eye-movement (REM)
sleep. For example, increased REM activity and shortening of the
usual time interval between the start of and the first REM
period have been found in people with major depressions, An anti-
depressant drug. amitriptyline. has been found to reduce REM sleep
time and increase the time between sleep onset and the first REM
period. REM deprivation is ly effectivein treating clinical
depression. but the reason for is not yet known.

&sw@amwmnmawmmmd
physialogical psy Rhythms — seasonal, planetary — oc-

cur throughout nature. It has been shown that human beings, as well
asammals have internal clocks that regulate a number of functions,
somesynchro:ﬁzedwiththsmtmdewcld.mdsome only ac-

logical supposition that disturbances in these cycles would contribute
to a variety of disorders including clinical depression.

Much still remains to be learmned in this area, but information is
steadily increasing. An‘mal studies of sleep/wake cycles suggest that
there is a cegulator for this function located in the hypothalamus.
Daily and seasonal changes in activity levels of neurotransmitters
and neuroendocrines are connected to the secretion of the hormone
melatonin by the pineal gland.

In terms of circadian, or daily cycles. current research indicates

39



u OEPRESSION: WHAT WE KNOW

that there are at least two potentially separats driving oscillators in

people change from one time zone to another very quickly: the weaker
akecydeadjustawithinaday.whﬂetbesw:fummm
cycle takes several days Lo shift. The discomfort peogle experience in
between is the jet lag.
ooctors moay be recpanaible for cartain o o ciical deoreotion
i of
Peoplewlmpdumwhocyde y (move then four times
a year) from mania to depression have been proposed as having an
“oscillator”” that runs too fast. Other bipolar subjects have shown cir
cadian disconnections between temperature and motor activity, as if
normal thythms were no longer locked into the ordinary 24-hour
cycle.
gmmwmwwmm
cycles, would attempts to or manipulate cycles be a treat-
ment alternative? Researchers have been attempting to answer that
question, with some intriguing results. Experiments have been done
to ch the length end onset of sleep/wake periods in people with
major ons. One such s compared two groups of de-
pressed people who were studied while they underwent deliberate par-
tial sleep deprivation: one group slept from 9 p.m. to 2 am. and the
othergrwpsleptﬁom2am.to7m1hegrmptbatmttodﬂ
wﬁwmdﬁwbmﬁwwadmabwtﬂﬁs -
secre-

ference in the two groups sentered around cortisol, whose
tion switches from lowest to highest levels around 4 am. It is
thought that being awake at that time may help in some way to ad-

just the cortisol secretion of certain depressed people.
Another study was done with rapid-cycling depressed
persons, who were shown to switch from depression t0 mania or

hmmﬁaifwmfmwhmm;ﬁl%‘mm
also

%

with antidepressants and MAO inhibitors
cling, which suggests that these medications
the mechanisms that adjust the cycles.
There are also longer biorhythm cycles. Seasonal cycles in clinical
depression have stirved research interest. One particularly intriguing
investigation involved the study of a g oup of people with a variant of
bipolar disorder that is seasonally connected: these individuals
become clinically depressed in the fall or early winter, and hypomanic

or manic in the or early summer. The researchers speculated
that changes in light have something to do with the cycle; this was
supported by many of the subjects’ anecdotal that their con-

dition worsened the further north they end that trips to
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Florida or the Caribbean in the winter would szap them out of the
depression, which would reoccur when they returned home to Lhe
North. Light-therapy exposure twice a day to 8 very bright light
source in fact did bring a sizable number of this group out of their
depressions within 3 days; if treatment was discontinued, they
relapsed about 3 days later. A number of these people are now using
light therapy on their own. Does this mean that winter vacations to
the Caribbean will eventually be counted on tax returns as a thera-
peutic medical expense? Probably not. Ali of us, normal as well as
depressed, respond to the cues of increased and reduced light, and
tend to become more active and energetic as the days grow longer
and less so as they shorter. Light therapy, in the form of high-
intensity lamps. holds out promise to people with clinical depressions
who seem to respond with specin! sensitivity to light cues, as many in
tais bipoiar group did. It is potentially a8 useful form of therapy,
nonintrusive and inexpensive. Investigators are also looking into the
development of a drug that will mimic this therapeutic light effect.

Health and Physical Illness

There is a close relationship between the state of health and clinical
depression. First of all, keeping healthy in general, that is, getting
enough of the right kind of food, enough sleep, and sufficient exercise,
while no guarantee against clinical depression, may help in prevent-
ing some types of depression and certainly keeps the body in a better
state to deal with the disorder. Research is now being done to ex-
amine the brain's own production of ‘‘mood-elevating” chemicaly —
&enendorpbins — whuch may be enhanced by exercise, among other

ings.

Clinical depression ca. be produced by certain physical iiinesses,
and is associated with others. Among illnesses known to cause de-
pression are Addison's disease; Cushing's disease; thyroid disorders;
diabetes; some neurological disorders and chronic brain
rele‘sd to arteriosclerosis; syphilis; multiple sclerosis; end certain
vitamin deficiencies. Many illnesses are assr.'ated with depression
ithat is, they are not known to “‘cause’’ depression. yiut the two condi-
tions are often found together): infectious dis:ases such as infectious
hepatitis, influenza, mononucleosis, and rheuriatic fever; anemia;
malignancies (particularly cancer of the pancreas, leukemis, and
brain tumors). endocrine disturbances such as hypoglycemia; -aremis;
congestive heart failure; ulcerctive colitis; rheumatoid arthritis; and
asthma. This list is not exhaustive, merely indicative. When a clinical
depression occurs or is suspected, a medical checkup is a good idea,
especially in the case of older people, so that a physical illness
can either be identified and treated or ruled out as - vossibility (see
table i).

A number of medications can cause clinical d: r+ ynis-n, of seem 0
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Table 1

PHYSICAL ILLNESS AND DEPRESSION
Diseases and Organic Disorders associated with Depressive

Sympioms/Syndromes
(this §ist Is not exhaustive)
Asthma Metabolic Problems
Addison's Disease Malignancies (esp. Cancer
Conestive Heart Faillure of the Pancreas, Leukemia,
Chronic Brain Syndromes and Brain Tumor)

(related to Arterioscierosis) Mulitiple Scierosis
Diabetes Neurulogical Disorders {some)
Endocrine Disturbances Perniclous Anemla
Hyperthyroldism Rheumatoid Arthritis
Hypothyroidism s
idiopathic Parkinsonism Systemic Lupus Erythematosus
infectious Hepatitis Uremia
infivenza Ulicerative Colitle
Intermittent Porphyria Vitamin Deficlencies {some)
Drugs associated with or causative of Depressive
Symptoms/Syndromes
Class and Qeneric Name Trade Name
ANTIHYPERTENSIVES
Reserpine Serpasli, Ser-Ap-Es, Sandrl
Methyidopa Aldomet
Propranolol hydrochloride inderal
Guanathidine Suitate {smelin suifate
Hydralazine hydrochioride Apresoline hydrochloride
Clonidine hydrochiotide Catapres
ANTIPARKINSONIAN AGENTS
Levodopa Bopar, Larodopa
Levodopa and carbldopa Sinemet
Amantadine hydrochloride Symmetrel
HORMONES
Estrogen Evex, Menrium, Femnest
Progestercne Lipo-Lutin, Progestasert, Proluton
CORTICOSTEROIDS
Cortisone acelate Cortone
ANTITUBERCULOSIS AGENT
Cycloserine Seromynin
ANTICANCcR AGENTS
Vincristing eultate Oncovin
Vinblasting sultate Veiban
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be connected to ita symptoms. Among these are antihypertensives.
such as reserpine. methyldopa and others; antiparkinsonian agents
such as L-dopa; corticosteroids, especially cortisol; female hormones
such as estrogen and progesterone (found in oral contraceptives
among other medicationsl’ antituberculous agents; and immunosup-
pressive anticancer drugs. There may be a link between certain
types of foods and beverages and depression. For instance, caffeine
containing substances such as coffee, tea, chocolate, and some sodas
can lead to a syndrome of agitation and shakiness and, when
withdrawn, a depressive condition may result.

The relationship of vitamins to depression is a largely uncharted
one. For women who experience clinical as a result of
taking oral contraceptives. vitamin B-6 | oxine) has been given
in certain research studies. Some researchers found it to be effective
in alleviating depression. while others did not. More research in
general on vitamins and foods as they relate to depression is needed.

Psychology: Personality, Cognition, and Behavior

Theories and observation in psychology have contributed
significantly to a greater understanding of poesible causes of
clinical depression. Observation of the behavior of both humans and
animals has increased knowledge about the biology and causes of
depression as well as the effects of therapy.

Personality

The term ''personality’’ is used by researchers to refer to charac-
teristic modes of behavior which may be constitutional or acquired
during development. According to theorists. certain personality
traits or sets of traits may create a vulnerability to depression. may
affect the symptoms or the course of the depressive episode, or may
occur as a result of the depression. In addition.aaetofpermallty
traits may be @ manifestation of e gemetic “‘endowment”
disposition to clinical depression. Here, the condition is considered
to be a continuum, with the personallty set at the “mild” end and
the depressive disorder at the ‘“‘serious” end. None of these theories
are mutually exclusive, in fact, they are often interconnected in
research.
Historically, psychoanalytic theorists have considered the per-
sonality traits of undue interpersonal dependency and low self.
esteem important to predisposing an individual to clinical depres-
sion. Reliable, standardized research on human depressed subjects
that would either validete or contradict this view is only
to date there has been only one such study. described later in this
section. The strongest scientific link at this point between depres:
;;i‘;m and dependency rests with the work of students of animal
havior.

-—
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Interpersonal dependency, in its broadest sense, refers to thoughts,
foelings, and behaviors connected with associating, interacting, and
ilg;lngupmothermh.misapm * the normal human person-

structure. Scientists mhtadtlw-;mnldapmdmcy
humans to attachment bonding in mammals. Studies of primates and
of human infents suggest that attachment bonding, the connection
between the infant and the mother or mothering figure, is
by inherited traits and is vital for individual growth and
survival of the epecies. The relatively long of

However, while depression in animals can be considered analogous to
dmmhumms.itaho;;ldtaotbomasidmm

research model separation syndrome, a naturally
occurring depressive behavior pattern in animals, especially
pﬂmate&wlﬂchhasbemobmeddoody.msyndmmdsuof

: protest, characterized by screaming and random
act.i ty. despair, characterized by social contact, slow
movement.dejecﬁm.andauxpa The primate reaction to maternal
Separation in primates is very serlous; responses Vary
across species end with different age groups, condition often
conditions have intensified the animals’ wtlgm,lowu-lnglevels
of certain neur.transmitters. W
such as sleep changes and slowing of movements, are similar to
those seen in human , the animals are given
"treatments” that wmthumnnhutmmt.suchmECT.
t.rlcyclicanﬁdewmts.andmhml *therapists,” which are helpful
in reversing the condition.

In bumans, attachment bonding has profound end f
consequences beyond biological survival; some theurists have con-

it to the development of emotion. Various problems with
dependency or difficulty in getting dpendency needs met may lead
to a clinical depression.

Low or fragile self-esteem, or the loss of self-esteem are also
thought to be connected with depression. Some theorists have linked
unmet dependency needs to loss of self-esteem; others feel that loss of
self-esteern may be connected to other issues.

There has been some speculativn that the increased dependency ob-
served in depresied people is a function of the disorder, rather than a
long-standing personality trait. To test this theory, scientiste would
have to follow a group of nondepressed subjects for a number of
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years, assess their personality characteristics, and correlate these

with those who did or did not become clinically depressed. This is an

gl:mborateandcomplextypeminmdgaﬂmwhichtodatchasnot
o

One recent research st.. ﬁdahm.hwew.&ﬂagwwd:m H
with recurrent major nonbipolar depressian showed higher of in-
wrpmonaldependencythmtbenm even when not

ndency was charact¢rized by an increased need for recogni-

approval, excess vulnerability to being hurt, and extreme
depandmmasingleothwptrmﬂm.mmemkedﬂun
dependency in these women was social introversion.

Introversion. together with neuroticism, are two sets of traits that
scientists in the past few years have di-covered to be meaningfully
correlated with certain types of depression. As defined by re-
searchers, being introverted means being withdrawn. shy. reserved,
serious. deliberate, and controlled; neuroticism is a set of traits that
includes moodiness, nervousness, the liability to break down under
stress. and the tendency to ruminate and to be easily

Recent research has concentrated on subtypes of depression; one
important subtype is the depression characterized by somatic symp-
toms. One study found that, after recovery from the depressed
pressed subjects without marked somatic symptoms were signifi- d
cantly more neurotic and introverted than those with somatic symp-
toms. The latter were close to the norm on these traits. Several
studies dealing with subjects recovered from both bi and non-
bipolar depression with somatic symptoms showed bth groups to be
g&oututthenmfanmﬁdsmmding:tvuaim.lnthmmd

er studies, there is evidence to suggest people whose depres-
sions were secondary to other ilinesses and those whose depressions
were not marked by somatic symptoms may have been predisposed
to depressive episodes by personality characteristics such as
neuroticism, introversion, anxiety and low self-esteem.

Another theory holds that certain personality patterms are
subclinical. or extremely mild, versions of more serious disorders. In
this model. for example, a cyclothymic personaiity, characierized by
mood swings, would be a mild version of bipolar disorder. Genetic in-
vestigators are pursuing this possibility. on the supposition that cer
tain temperaments may be hereditary and in both well and ill
family members, but no conclusive evidence has yet been presented.

Behavior and Cognition

A number of behavioral theories have been advanced to explain
clinical depression. The learneu helplessness theory connects de-
pression to repeated failure to control one’s environment in an
advantageous way. Recurrent punishment or the ghsence of positive
reinforcement, along with repeated attempts to contral or avoid the
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learned when a person is in a depressed or state may not be
remembered later on,

Reinforcement theories hold that depression is connected to few
posi ive rewards and miay negative ‘“‘reinforcements.”
observation is that depressive behavior may elicit sympathy and at-
tention at first, which in itself is a kind of positive “reinforcement”
negative behavior, but that eventually people may tire of the de-
prussed person’s attitude and complaints, leaving him or her with
fewor social outlets and fewer positive rewards. Not enough positive
reinforcement, or too much anxiety attached to potentially rewarding
behavior may lead to a kind of downward spiraling effect.
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deprossed person’s attempts to socialize, when not met with success.
may lead t0 fewer attempts, less success, and less desire to make
more attempts, Depressed mood has been correlated with a decrease
in activities, social deficits, shorter communications, and smaller
social networks.

As observations of the condition and w.tinns of clinically depressed
people these behavioral models are promising, but whether the
behaviors and thought processes are the *‘cause’ or the “result” of
depression, or perhaps both, is unresolved.

Life Events

The term “life event," as used by researchers, relers to a change in
amsmdmungeﬂmtmmadismfe in the
customary pattern and requires on. A life event can
be cesirable (a job aundammtttllndeat}ofalwad
ore), v can also be define. 1 in a number of other ways: whether or not
it can be controlled by the individual; whether it is an ‘‘entrance™
type of event (such as the birth of a baby), or an “exit” (such as a
divorce); anticipated or unanticipated; major or minc:; involving
ather pecple or only oneself; shi.-* term or long termn; recent {(~ccur
ring within the last 6 to 12 months) or remote (such as the death of or
separation from a parent in childhood). Areas that encompass ufe
events can be roughly broken down into health, work, home and fam-
ily, personal and social, and financial,

Researchers have found that certain kinds or clusters of life events
can cause or trigger clinical . A number of stndies have
shown more “‘exit” events (suc asthelossofaslgnlﬁcantperson
through death or seperation), more undesirable events, more “se-
verely threatening” events, and more uncontrollable events in the 6
months prior to the onset of clinical depression than in nondepressed
control groups or in groups with other psychiatric disturbances.

One study showed that clinically depressed people who responded
poorly to tricyclic antidepressant drugs treatment were having more
undesirable, health-related, and uncontrollable life events during
t-eatment than people who responded well to the drugs.

One researcher, studying the relationsbip of life events to depres-
sion in women, identified four *“vulnerability factors” that appeared
to increase the likelihood of a depressive episode in the face of a
stressful life event or events, These were unemployment, three or
more children under the age of 14 at home, lack of a confiding rele-
tionship with a partner, and childhood loss of a parent through death
or separation. All four of these factors are presumed to contribute to
Jepression by rend«:riaﬁ an individual less able to cope with stress.
Research studies b on this model have not supported it as a
whole, although in some investigations certain aspects of it, such as
the lack of a clore confidant amonz women {but not men) have been
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Q

associated with It is still not clear, however, whether

Withapeu‘ﬁic " '.ctw'” l:llll! dw“'dm w ma“ly illt!l‘!l:t
t.

Depression itself may also cause stressful life events to occur. For
example, a woman may become depressed following a divorce. She is
irritable and begins to isolate herself. At first her friends rally around
hu.butasmthmby.hwbehavhaﬂm of tham. Her
lack of and to concentrate interfere her work; she
is even fired from her job. When she emerges from the depres-
sion, perhaps a year later, she has lost not culy her hushand, but also
her job and many of her friends. Whether this kind of pattern can
actually be traced in clinical depressions is an area of research spec-
ulation. Most research to date has been done on events preceding




Chapter 3

Special Age Groups and Depression

Children
Research in clinical depression in childhood is only beginning. One
of the first questions researchers are is precisely how

show more diffuse These are tho words of a frustrated,
angry 4-year-old, to himself in his bath:

He ain’t gonna do nothing.
He's just sitting there forever.
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He won't eat his peas or his meat or even his cake.

He won't take candy or gum or be their friend.

He will shut them up in the closet and let them quit breathing.

He don't have to do nothing but sit in the yard all day long.

If they call him to come in, he won't hear them at oll, and if
they yell at him, he'll just laugh.

He won't do nothing, and they can't make him do what they
want him to do.

He'll stick out his tongue at them, and tell them *no.*
And he'll just play in the yard all day long.

ties.

Increasingly, research attention is being focused on the children of
parents with a diagnosed major These children constituts
a “highrisk” for themselves, although
whether this risk is associated with genetic or environmental factors,
mﬁmwﬁdmmmwm;ﬂs compared to

on as
boys? Are there different rates of depression in girls and boys? The
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i8 just beginning. The current finding that depression is twice as com-
mon in adult women as in men gives rise to the question of when this
numerical imbalance really begins to appear, and t0 what extent
children who are depressed become adults subject to depression.
Anarexia (self-starvation and extreme weight loss), a condition that is
found almost exclusively among femals and often first seen in the
teens, has been associated with depression by some researchers.

While some investigators are concentrating on studying depres-
sions in children that are analogous o those in adults, others are ex-
amining the possibiiity that the symptoms of childhood depressions
will differ depending on the child's developmental stage; they are
using the theories of Jean Piaget as a framework.

The Elderly

Depression as it relates to aging is becoming a more pressing con-
cem of Americns as our society has an everlarger percentage of
elderly; persons 5 and over now constitute 10 percent of the popula-
tion, a proportion ‘hat has doubled since 1900. If current birth and
death rates continue, an increase to 15 percent is expected by the
early part of the 21st century.

Depressive symptoms are reported by almost 20 percent of elderly
Americans, However, the true incidence and prevalence of clinical
depression in this population is not known, The diagnosis of depres-
sion seems to be made more frequently for under the age of
60 than for those 60 and over, but this may be compromised
by the unknown number of elderly who are misdiagnosed as having
senile dementia, or whc se depression is concurrent with or caused by
physical iliness or multiple medications. For those with a history of
unipolar or bipolar disorder, acute depressive episodes seem to in-
masft:ei:ﬁoquencywithnge,althmghmmicepimdesappeartobe
less uent.

In the elderly, the factors associated with the onset of clinical
depression asssume a different order than in early or midlife
adulthood. Physical health and iliness are of paramount importance.
Life events, particularly multiple losses and role changes such as

retirement, are pressing concermns. B ical factors, such as
in certain chemical levels that occur with aging, may be im in
the expression of depression.

In ancient China and in many American Indian tribes, the aged
were valued as wise counselors, What they lacked ir: bodily vigor was
more than compensated for by their vast experience, accumulated
over a lifetime. For these people, old age was a time of life tolook for-
ward to, a culmination of existence. Western culture has by and large
not given this kitd of respect to the elderly. Con American
swiety is among the most insistently youth-oriented; old age is even
regarded by some as a '‘disease” in itself. Given this orientation.
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perhaps it is not so surprising that there is much depressive symp-
tomatology

suicide completer is that of a white man, 55 to 70, who is retired,
mdowedormngle.hvlngalone.md a of physical ilinesses
and possibly alcohal abuse. Suicide, for some, is the bitter end of

bi

dmnddmaﬁm.u:dwhﬂemlyasmaﬂpmhgaoftbeddﬂiy
actually doeommitmiddo.itisimﬂmﬁvetoaeehowtlﬁs“ﬁ
risk"’ profile represents an extreme kind of cumulative loss; an

man (whose employment status traditionally had defined him more
memngfuﬂyﬂ:mntwmldmdduwomnn)hasloettlwwmkmh.
his spouse, probabl mandhishmlthaswdl.
Manyoftheclun who do not commit suicide fit
mnhmalonstlusmtinuum

Interpersonal losses increase significantly with old age as loved
mwsdiemdchnldrenmoﬂenfuuwﬂormo.lummayfoﬂw

each other in such close succession it becomes to
separate the normal grief from a chronic condi-
tion. For those who have a minor clinical depressive disorder
throughout thair lives, the of social may ex:
acerbate depression-connected traits. Role and status
losses, for example, no longer having a job, or what is perceived as a
useful function in society, can also contribute to clinical

question is atill in its early stages.

Within this pwwreofinmmentalloamammgtheddabr
must be plac-1 the strong interconnections between
and clinical depression. Bodily frailty, mditseoneomitantphysical
deterioration, inevitably increase with age (over 80 percent of people
oversﬁhnveatlaastmechmﬂhml.altlmghtbememdmui-
ty of these depend to a great extent on the individual. It is also mare
socially acceptable to complain about physical problems than
psychological ones.

An elderly depressed person coming into a doctor’s office is likely
topresentanumbero‘physical complaints. It is unusual for oller

checkup, including a rnnge of laboratory tests. and a complete
history. An elderly person may have a physical iliness that is causing
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depression, such as u thyroid disorder, Addison's disease, or con-
gestive heart failure. There may be a low‘level physical disorder
Snother llness st 25 hy pertonaion may cuncn s deprescion. Depres
ri such as hypertension may cause a

sionm&Ycoexistwithaphysicaliﬂnmparhapsasam
perceived loss of functi or mobility. A mandatory requirement
when interviewing an elderly person who is suspected of having a
clinical depression is a complete review of all medications: doctor-
prescribed, over-thecounter, and “home’ or “folk” remedies. Some
elderly people keep their own private pharmacies, often collecting
items for years and dosing themselves. Combinations of drugs and/or
other substances, whether self- or doctor-prescrihed, can lead to
depressive reactions among other adverse responses,

Depression in the elderly is sometimes misdiagnosed as senile
dementia. In addition, sometimes a depression exists along with
senile dementia. It is often difficult to tell the difference between
clinical depression and dementia in the elderly, although depression
mote often has a clear onset and dementia an insidious one, and
depressed elderly e may complain more about memory loss than
those with dementia, but actually score hi on memory tests. Con-
fusion, uncooperativeness, and unsociability are more characteristic
of someone with senile dementia. Clinical depresaion should be looked
for as an independent entity, treated separately from dementia, and a
diagnosis of dementia cannot be assumed to be a more or less “in-
evitable” corollary of laie life. However, when clinical depression
does accompany dementia, tres.ing the depression can enhance the
quality of life for the person with dementia.

Depressed persons who have *“pseudodementias’ are sometimes in-
stitutionalized and deteriorate rapidly. One of these pseudodemen:
tias, called the ‘“‘tea-and-toast” syndrome, occurs when an elderly
pe=son becomes depressed, withdraws, and starts to subsist on very
littie (often literally tea and toast). He or she then develops malnutri-
tion, and the combined symptoms can mimic dementia. Becatse
often inappropriate institutionalization can have tragic and irreversi-
ble social results, attempts should be made to provide elderly people
with the social supports — including nutrit'onal services — that Er-
mit them to be treated on an cutpatient basis as much as possible.

Various biological fact<ss may be implicated in depression in the
elderly. One theory unks the occurrence of depressii:n to lowug;l
levels of the neurotransmitter ephrine, which
an enzyme called MAQO, mmmer levels in the m
in thyroid and pituitary function and increased levels of stress in the
elderly have also been theorized to be connected with the prevalence
ol depression. At this time, however, with the elderly as with all other
age groups, multiple csuses of different types of depression are as-
sumed. There may well be a different balance of factors operating in a
70-vear-old person who gets clinically depressed for the first time as
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oompaadtomothu?&ymddwhohuupﬂumdmﬁlc.w
raaneepisoduintbe i the aldey:

paychothenpyan dﬁa.ECTandmhimdm

ments. Research tinues to ” of
tmatmontsgw:imtoward ; %
dopmsaionumallynspmds baatmen ustasin

younger age groupe.
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Chapter 4
Suicide

Stz was 86 when she died. She looked behir.d her and
saw a wasteland, never willing to uccent that she was
loved by many and had richly contributzd to the lives of
friends, family and strangers. She perished because she
allowed hcs:?fw bedcceivads:: lear own mind into
believing was worthless. fﬂww
help because, like many of her generation, she felt it was
shameful to seck psychiatric aid. She was consumed at
the end by unbearable depression. The best thing she
could do for others was to remove herseif from their
pn ~ence—permanently. She cenld not have been more
wrong.

So speaks a womnen about her mother. Both had
ness, but one chose death and the other life. Anne-Grace Scheinin
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Who actually commits suicide? Who makes attempts? Are the at-
tempters similar to those who complete the act, ar not? If a person
thinks about suicide, is he or she likely to go on to make the attempt?
These are the tions that scientists continue to ask. Preliminary
woﬁhsofwauemymmmmwhompbumiddohwe
been developed, but there is still a long way to go.

In terms of suicide in the clinically depressed, more women try, and
more men succeed. The suicide attempter is most often a
white woman who has a history of recent and past stressful events,
an unstable childhood wund prior medical and psychiatric iliness. She

Many clinically depressed who talk about suicide or attempt
it do not succeed in the act. However, recent studies indicate that at

about killing themselves to family, friends and physicians, Other
findings show that a larger number of people who commit suicide are
under a doctor’s care at the time, It is posaible that the seriousness of
the depressive condition is often not sufficiently recogmized.

Does a tend toward suicide run in families? That is a possibil-
ityﬂlatbhloﬁandgeneﬂcmmhmmﬂnmtoexplm&me
adoption studies have shown a raised rate of suicide in the biclogical

genetic predispoaitios,. There
to suicide, but exactly how it operates is still unclear.
Suicide prevention is in its infancy, More work needs to be done on
all aspects of suicide research: diagnostic,
genetic, and biological.
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Chapter 5

Treatment Alternatives

Of the estimaial 10 to 14 million people
have a diagnosable depression, only 50 percent actually
ment. That means that as this booklet is being read, there are
7 million clinically depressed who are not seeking pro-

E
E:
1§

People whose physical fliness is by a clinical depression
may not realize that the depresaion is treatable, and neither may their
physicians, For some who ave clinically depressed, the symptoms
mw“mmmwwdw-mm

When the symptoms of clinical depression fluctuate or are mild, the
picture is even more difficult. In most cases, clinical depression is a
remitting disturbence: it lasts an averege of about a year. In this

country, where “put on a face in a many people just
mtmmgdme.mw?.mﬁey
e e A S L
away \

But at what cost does a person push him or herself through a

according
depression may “lift,” it also may reoccur some time in the
Researchers now think that more clinical depressions are chronic
than had been believed. Unless the depressive pattern is altered in
some way. it might have to be bome indefinitely.
Neither the nor many health professionals are as informed or
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knowledgeable about clinical depression as they need to be. One
severely depressed man, Russell Hampton, writing in his auto-
biography, put it this way:
If there were a physical disease that manifested itself
in some particularly ugly way, such as pustulating sores
oraslwfudhiughmmeﬂnhmyacwmmdbypduofm
intense [ nature, visible to everyone,
and if that disease affected fifteen million people in our
country, and further, if there were virtually no help or
succor for most of these persons, and they were forced to
walk among us in their obvious agony. we would rise u
as one social body in y and in anger. Wewoulz
give of our resources, both Auman and economic, and we
would plead and demand that this suffering be eased.
There isn't such a physical disease, but there is such a
disease of the mind, and about fifteen million people
around us are suffering from it. But we have not risen in
anger and sympathy, although they ae walking emong
us and crying in their pain and anguish.

needlessly 400
years ago “the slough of despond.” Barbara Benziger, a womean who
suffered a major depression and went on to writs about it, said:

It may help someone else to know that with my type
of illness, given good care, though you may not believe
it during your iliness, there is an end to the dark tunnel
in which you wander lost and alone for so long. There is
an end, and an opening with a light to guide you back to
the world you thought you had left forever. will be
detours, landslides, and lost ground, and you may
despair, but there is an end and an out.

Some may see treatment as costly, unavailable, or long and drawn-
out. But in fact this is nct true. A number of short-term
psychotherapies designed to treat clinical depression have been
developed in recent years. Antidepressant drugs are widely available
and act quickly (in gemeral, signs of improvement are not:ceable
within 2 to 3 weeks after the initial dosage). Electroconvulsive
therapy (ECT) reverses depressive symptoms even more y than

. Generally. these treatments are not ve, y when
the cost is balnnood against the loss of vity and enjoyment
that are the concomitants of 8 clinical depression.
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TREATMENT ALTERNATIVES

If the "depressed mood" lasts for more than o
m&tﬁm b the wmwm ods of functioning,
no person’s
then it is time to think about seeking professional help.

i

behavior and interactions thothera.althwghﬂﬁsdisﬂncﬂmis
somewhat arbitrary and there is obviously much and inter
connection. Psychotherapy

e vk o e inabied o talk
not for all. It is clearly not of use if the person is too to talk
rationally, is mute, or shows psychotic symptoms. Therefore, it is
generally used in mild to moderate depressions.

In the past, research on the efficacy of various forms of psycho-
therapy yielded little in the way of concluaive findings because of prob-
lems with methodology. Diwmmt;:ndudlzad.mumof
outcome were often vague or incomplete, therapists’ uchm
were often inadequately monitured for consistency. Many of
stumbling blocks have now been removed. A number of short-term
: for have been shown to be effective in controlled

studies, the specific reasons for their effectiveness are not yet
known. NIMH is sponsoring investigations in cognitive/behavioral
and interpersonal therapy as compared to other types of treatment.
theropy: many clniciansfoe tha drige ae weeh i daslog with e

y: many are with the
acute symptoms of clinical depression while psyc
beneficial for long-standing characterological or behavioral problems
Researchers are investigating these suppositions.

Cognitive/Behavioral Therapy

This treatment focuses on the depressed person’s negative or dis-
torted thinking patterns. It is characteristic of depressed people to
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minimize goyd events and maximize bad ones, to over-generalize (“if
she doesn’t love me, nobody will”), and to personalize {“if my child
feils at schrol, I'm a bad mother''), Cognitive therspy assumes that
negative thought patterns lead to depressed feelings and behaviors,
and that the way to change the feelings is to change the thoughtas,
The therapist and the depressed person focus on the “here and now"”
and use both their own interacticn and current happenings in the per

tactics as role-playing of distressing situations, The emphasis is on

can use after the therapy is ended to continue self-correction and eval-
uation. The treatment generally requires a maximum of 20 eessions in
10 to 12 weeks.

Behavior Therapies

This group of therapies assumes that depressive behaviors are
leamed and reinforced in the environment. An example would be the
shy,awkwardwmagaglﬂwhodm’tgotmhedwdmataputy.
ﬁwmaycloeeinmhemelf. mldmmayhlmchandhuhead
droop a3 evidence of this, and her own behavior may discourage
would-be dance partners even further, Given encugh of this reinforce-

at

niques include training the person to stop negative thoughts and to
intemnally dispute irrational ones. The emphasis, as in Cogniiive/
Behavioral therapy, is on the “here and now,” and the goals are iden-
tifiable improvements in behavior.
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Interpersonal Psychotherapy

This form of therapy deals primarily with disturbances in function:
ing between the depressed person and others in his or her environ-
ment. Depressive symptoms are assumed to arise in the context of
grief, uneven relationships ("'l love him more than he loves me”),
normal life changes and transitions, and the lack of, or unfulfilled,
personal relationships. Interpersonal psychotherapy deals with the
current life situation and attempts to resolve current problems. To do
this, the therapist will teach the depressed person about the nature of
clinical depression and they will work together to change the person’s
immediate environment. The therapist discusses the depressed per-
son's feclings, and deals with the connection between important
events and the associated depression {for example, after a divorce, the
individual's guilt abowt real or imagined neglect or lack of
communication may be a factor in the depression). The therapist will

also diacuss and help develop changes in the person's hehavior and
sovial skills,

Psychodynamic Psychotherapy

This is currently the most widely used type of psychotherapy. Its
underlying theories see depression as a symptom of a complex set of
character problenis stemming from the person’s early childhood ex-
periences with the parents or other cloge relatives. Psychodynamic
psychotherapies aim to treat the “whole person,” rather than only
the so-called "'symptoms,’ such as depression, that are manifested at
any one particular time. However, although most psychodynamic
psychotherapy is open ended {no specific duration for treatment is as-
sumed), recently developed short-term variations are being used to
treat clinical depressions. These therapies attempt to change or
modify the depressed person’s usual methods of dealing migh others.

A crucial element in chodynamic otherapy is “trans-
ference," a situation in which the individual in treatment "'transfers”
perceptions and feelings about ri:;gmunt childhood figures {usually
ane of the parents) onto the the t and the therapy seasions. Inter-
rretation of the "transference’’ Fhenomenon to the patient is general:
y done over a long period of time. In the short-term therapies,
however, the therapist points out the "transferred perception” to the
depressed person fairly quickly, so that the "*here and now” relation-
ship can be used immediately to correct behaviors which are carried
aver from the past. Questioning and confronting about characteristic
maladaptive ways of behaving, plus a supportive and understanding
attitude by the therapist, are also central to the treatment.

Pharmacotherapy
There are three major types of drugs used to treat affective

bl




severe d aithough in which are immediately
life that is, where the is acti suicidal or
extremely malnourished, ECT is often because of its faster
action, There is some indication that and MAQIs are effec-
tive with some forms of milder , often in

psy! . Lithium is often used to treat manic episodes and for
maintenance treatment of bi disorder.

All of these drugs are relatively new; the tricyclics and MAOIs
were introduced in the late 1950s, and lithium, although in use earlier
in Europe, was not made available in the United States until 1970,
Interestingly, each of drug was discovered by a fortuitous accl-
dent. The first imipramine, +7as uncovered during a search

agent.
Mevi b, of
;wa?wmm:g;twll&htma yproduct of re-
discovered during
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individual to the level of functioning he or she had before the onset of
the depression. As one recovered patient put it: “It isn't that I don't

Tricyclic Antidepressants
Tricyclics are the drug of first choice in depression. The most com-
monly prescribed tricyclics are:
Imipramine HCl (Tofranil, Janimine, Presamine, SK-Pramine)
Amitriptyline HCl (Elavil, Amitid, Endep, Amitril, SK Ami-
triptyline)
Others include:
Desipramine HCl (Norpramin, Pertofrane)
Doxepin HCI (Sinequan, Adapin)
Nortriptyline HCl (Aventyl HCI, Pamelor)
Protriptyline HCl (Vivactil)
Trimipramine Maleate (Surmontil)
Amoxapine (Asendin)
Tﬁcycﬁcanctinngmaﬂysimﬂarfashionmallinmllwing
somatic depressive symptoms, but differ somewhat in their side

ef-
fects and in their effect on certain specific somatic symptoms. An in-
dividual may tolerate one antidepressant drug well, but not annther.

y
are individual responses to drugs. Oneimportantdifferenceisthe
variation in the sedative effect of antidepressants.

While tricyclics vary in their side effects, the most common are dry
mouth, constipation, and urinary retention. Since some of these are
the same as symptoms of clinical depression itself, if they can be
tolerated it is thought worthwhile to bear with them as they generally
lessen or disappear as treatment proceeds.

MAOIs
MAOIs are a second-line drug if the tricyclics either do not work or
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cannot be tolerated because of the side effects. They uppear to
useful for people who overeat and/or oversleep when depressed,
well as for oeewhoalsosufferﬁmanxletymdphoblu.md
mgardedby clmldansastbedmgofchdm these “atypical’

MAOIs marketed in the United States include:
Isocarboxazid (Marplan)
Phenelzine Sulfate (Nardil)
Tranylcypromine Sulfate (Parmnate)

The greatest liability of the MAOIls from the t's point of
viewasweﬂasthephyddmaisthsdietaryandp:um:‘mhicﬁms
which must be observed with their use. MAOIs, therefore, can only
beuaedbypeoplewhomwiﬂingmdabletoadhuetothme
restrictions.
TbehMmdMAOlswithwtainsubetmminmfoods.M

Sy

include
meats. aged cheeses, and pickles and pickled foods; ted bev-
erages include red wines and sherry; drugs include stimulants (such
as amphetamines), barbiturates, insulin, and certain cough medicines
and nasal d-xcongestanta,
MAOIls ure generally not recommended for those who are physi-
cally ill because of the drugs’ interaction with other medications.

Lithium
Lithium is the treatment of choice in the manic phase of

used as a maintenance drug to prevent or reduce future episodes of
bipolar disorder. It is an effective antidepressent for some people but
is not the treatment o’ first choice. Itcanbeusedift.lwpemonhas
notrespondedtohwyclicsorMAOIs.andisoho for those who
develop manic symptoms after being treated with u'lcyclics or

'I‘rade names for Lithium Carbonate (the term used in the United
States) include:

Eskalith
Lithane
Lithobid
Lithonate
Lithotabs
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Regular blood teats are always given during lithium treatment to
check the level of the drug. Lithium can be toxic in excessive doses,
and there is a narrow range, wbich varies from person to person, be-
tween the therapeutic level and the woxic one.

Initial side effects may include nausea, stomech
thirstiness, muscle weakness, handmmors.welgl'ltgainmdfeelings
of being slightly tired, dazed or sleepy. These effects are usually tran-
sient, but some may persist for the duration of the drug treatment.

Other Drugs

There is a good deal of interest in the so-called newer generation of
antidepressants. Two drugs recently marketed in the United Stotes,
maprotiline HC! (Ludiomil) and t:uzodone HCl (Desyrel) are being
used with increasing frequency because of their purported lower in-
cidence of adverse reactions. In addition, there are two other drugs
which will probably be marketed shortly in this country: nomifensine
and bupropion. None of these drugs are tricyclics or MAOIs.

Maintenance Treatment

Thus far we have been discussing the use of antidepressant drugs
for treatment of the acuts, or immediate episode of depression. What
about tbeir continued use as preventative agents? There is evidence
that antidepressants do have some positive effect as preventative
agents when taken on a long term basis. There is still the question
whether effective long term maintenance drug therapy prevents the
occurrence of new depressive or manic episodes or merely "*dampens”
emerging recurrences siificiently to avoid a full-blown episode.
Prevailing opinion among researchers is that lithium end the anti-
depressants may act in either way, depending upon the individual
taldngthedrug Therelsﬁr:mlagreenmt.howm.thatme
*dampening” action may explain more of the drugs’ effect than com-
plete prevention of new episodes. The decision to choose maintenance
drug therapy is based on the severity and chronicity of the clinical
depression, the frequency of episodes, the individual's physical condi-
tion, response to the drug's side effects, life situation, and a number
of other factors.

Electroconvulsive Treatment

Electroconvulsive treatment (ECT) was first introduced in the
1930's as a general treatment for mental illness. Seizures similar to
those occurring in epilepsy were thought to alleviate mental
disorders. A number of methods were used to induce these seizures,
including chemicals, but since ECT proved superior it gradually
became the prevailing treatment and was used extensively until the
advent of drug therapy in the mid-1950's.
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ECT came into disfavor in the United States in part because early
techniques munmﬂmd.meﬂmucnudngphydullniw.md
alaobecauseitmabundinwtalndmaﬁms.himyof
problems with the treatment no longer exist; modem methods of ad-
hmmi:ain of major depression with
ECT cases or
:omat.ic s&mpwmsnchmab&“mduﬁngdlm;s.md
icularly those depressions accompanied psychotic
symptoms, for instance, delusions and hallucinations. It is also used

E

or convulsions, that have a therapeutic effect and that the electricity
is only the mechanism of inducing them. What the seizures actually
do to the brain is still unknown. There is speculation that they induce
alterations in neuronal transmission similar to those thought to be in-
duced by antidepressant drugs, but vesults of investigations so far
are not conclusive.

Two advantages of ECT are that it it the fastest acting treatment
fordowslmand,intot&l.ittakm&uloastﬁmofmg
Disadvantages include side effects such as memory loss (usually for a
short time but sometimes, eporadically, for a long time) and the risks
entailed whenever a general anaesthetic is administeved.

ECT is in most cases an inpatient procedure. Treatments are usual-
ly administered 3 times a week; the total number may vary from 6 to
10, although in some cases more may be required. Improvement is
usually apparent after the first may
dramatic after the first one. After the last treatment, there is a “con-
valescent”” period of 1 to 3weaks.'l‘hepersonoithwmainsintbe
hospital or is in
who will look after him or her. This is necessary because of the tem-

j

entire procedure, from preperation through recovery, usually takes
from20to40minutae

Side Effects
Complications, although not frequent, may include irregularities of

the heartbeat (usually temporary) or, rarely, heart attacks, prolonged
seizures, or adverse reactiona t0 the anesthetic or muscle relaxant,
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Headache. mild muscle soreness, or nausea sometime:: occur, but
these usually respond to simple treatment.

The most common side effect is memory 1oes, T'wo kinds occur: loss
of memory for past events, especially for those events that immedi-
ately preceded treatment, and difficulty in retaining newly acquired
information after treatment. These memory losses generally disap-
pear a few weeks to a few months after treatment, although in some
cases some areas of past memory remain lost. There seems to be
evidence that unilateral treatment (administering electric current to
only one side of brain) produces less confusion and memory loss than
bilateral treatment (administering current to both sides); this is an
area of intensive investigation by researchers.
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Conclusion

Subsatantial progress in research in all areas related to the clinical
gmwmmrmmmmm?mwmﬁm
being concentrated in defining valid subtypes of clinical depression
using information from many different areas, including genetics,
biochemistry, psychophysiology, documentation of life events, per-
sonality, and creatment response and outcome. NIMH continues to
support Lhis research and encourages new and promising approaches.
'I'heknrwledgothathasbeengndisahudyhdnguudtommt
the needless suffering caused by clinical depression.
Current NIMH research programs include:

¢ The NIMH Clinical Research Branch Collaborative
e o e Ees bistaienl ond dlinical opucts
6-year program is to
daﬁecﬂwdimduuTthmmmmhmﬂ-
geting such areas as meurotransmitters, neurcendocrine and

electrolyte systems, and their interrelati with
WM£ of persons, The Studies
section addresses dlagnmﬁcmm
hypothm.mdtholdedpaychmodnl

The NIME Collaborative Study of Long Term Maintenance
Drug Therapy in Recurrent Affective lliness: This study is at-
tempting to answer many unresolved questions about drug
therapy. Itsmm%mwmpmthuﬂwﬁmd
lithium carhonate, placebo, and a combination of
lithium plus imipramine in long term maintenance treatment
of recurrent major depression and recurvent bipolar disorder.

The NIMH Psychosocial Treatment Branch’s Psychotherapy of
Depression Collaborative Research ngrw::'l‘hls program ?s
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In addition o the initiatives described above, the Alcohol, Drug
Abuse, and Mental Health Administration (ADAMHA) and the
WorldHealthOrgmlut.lm(WHO)mengagedina I:iyoar

mddusiﬁcaﬂmdmtaldisudem.dmg
andaloohoﬂmNIMHisplaylngalargepminplannlng
dinating this effort.
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Table 2

FINDING HELP

When to Seek Help:

it you, a relative or friend is axperiencing some or all of these

symptoms, if they persist for more than two weeks, and/or If

they are causing a noticeable impairment in ordinary

tunctioning:

o Sad, depressed, or “empty" mood

¢ Loss of interest or pleasure in ordinary activities

s Decrease In sexual drive

» Sleep disturbances (Insomnla, early-moming waking, oversleeping)

» Eating disturbances (appetite and/or weight 10ss or gain)

* Decreased energy, fatigue

s Foalings of passimism, guilt, worthiessness, helplessness,
hopelessness

* Thoughts of death or sulclde; suicide attempts

s Activity level slows down of increases

* Diminished abliity to think andfor concentrate

Where to Seek He'y:

A good place to start is your physician's office, or your local
health or mental hesith clinic.

Other possibilities include:

¢ Community Mental Health Center

+ General Hospital department of psychiatry or outpatient
psychiatric ctinic

University or medical schooi-affillated program

State Hospitai outpatient cilnic

Famiiy service/socliai agency

Private clinics or facilities

Referrals to individu ' practitioners who treat depression
may be sought through:
¢ Family physician
o County Medical Society
* Local chapter of: ,
Amarican Psychlatric Assoclation
Amerlcan Psychological Assoclation
Natinnal Association of Soclal Workers
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