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Characteristics and Significance of Untreated Major Depressive Disorder
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Abstract €i
Objective: This study sought to describe the characteristics and

consequences of untreated major depressive disorder. Method: As part of a
famity study of probands with major affective disorders, raters assessed 3,119
first-degree retatives, spouses, and comparison subjects. When 2,237 (71.7%\
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of these individuats were reassessed 6 years tater, 547 had experienced
l

episodes of major depressive djsorder in the intervat. Those who had sought
. any form of treatment for any episode of major depressive djsorder in the
: interval were compared, by baseline demographic characteristics and ctinicat
r features of their worst episodes of major depressive disorder, to those who had
: not. Individuats who had had untreated major depress'ive disorder were then

compared, by changes in socioeconomic status and by tevets of psychosocial
r impairment at follow-up, to a matched group with no major depressive

i disorder in the intervat. Resutts: The worst episodes of 313 treated individuats,
compared to those of 234 untreated individuats, were characterized by otder

i dge, symptoms of the endogenous subtype, longer durations, and the presence
of disruption in role function. Each of these factors contributed independently
to the distinction between treated and untreated episodes. Untreated
individuats experienced significant psychosocial impairment on fottow-up but

: did not show the economic disadvantages shown elsewhere for probands who
, began follow-up as lhey sought treatment at tertiary medical centers.

; Conctusions: These data suggest that ittness characteristics and age determine
. the decision to seek treatment for major depressive disorder. Untreated
' depression is apparentty associated with tong-standing psychosociaI difficutties

but not with serious economic consequences. (Am J Psychiatry 1995; 152:1124-1129)

American surveys over the past 15 years have shown that fewer than one-hatf of those who devetop depressive episodes
seek treatment for them f 1"51 . Because nearty att the literature describing affective disorder is based on treated samptes, we
know very littlLe about the larger group with depression but without treatment. The few studies attempting to characterize
this group have reached tittte consensus. Two of these associated treatment seeking with femate sex iJ,,.l l, and two found
that married individuals were less tikety to obtain treatment i,l,,tl. Two studies have also agreed that sleep difficutties,
feetings of guitt, and suicidal ideation are more frequent in treated groups fi..:1.

The only nationwide survey availabte estimated the lifetime prevatence of major depressive disorder in the United States
to be 17.1% 1*1. Questions concerning those who are untreated therefore have great pubtic heatth significance. The fottowing
analyses considered, first, the demographic and ctinicaI djfferences between those who did, and those who did not, seek
treatment for major depressive disorder that was present during the 6-year foltow-up of a targe, nonclinical cohort.

It is intuitivety tikety that severity or duration of il lness and the resutting disabitity witt be among the more important
factors separating treated from untreated individuats. This leaves the important second question of how much impairment
those with untreated depression have. The Research Diagnostic Criteria (RDC) 17l, DSM-lll, and DSM-lll-R atl reguire some
tevel of ittness-associated impairment for the diagnosis of major depressive disorder, but this impairment need not be severe.
lf untreated episodes are generatty so brief or mild that the associated impairment does not resutt in measurabte changes in
psychosocia( functioning, then the fact that so many depressed individuats do not get treatment woutd be less troubtesome.
lf, on the other hand, untreated depression can be shown to resutt in substantial and lasting dysfunction, access to treatment
woutd become an imoortant focus for remediation.

METHOD jY

Eartier reports have described this cohort and study design i i, " t l . As part of the National lnstitute of Mental Heatth
Program on the Psychobiotogy of Depression--Clinical Studies, 616 probands who were seeking treatment for major depressive
disorder, mania, or schizoaffective disorder, according to Research Diagnostic Criteria i7l, entered a family study. Of those
first-degree retatives and current spouseswhowere ative and over 17 years of age,76% (N=2,305) and77% (N=344),
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respectivety, were jnterviewed by raters blind to proband diagnosis. In addition, 469 individuats were recruited from the
community through an acquaintanceship method as age- and sex-matched comparison subjects for a randomty setected subset
of retatives iiall. Att subjects provided informed consent.

Raters used informants, medicaI records, and the Schedute for Affective Disorders and Schizophrenia (SADS-L) i]l l to
assess current and tifetime psychopatholrogy for atl retatives, comparison subjects, and spouses. They used the Personal
History of Depressive Disorders (avaitable on request from Dr. Coryett) to obtain detaited demographic data. This instrument
inctuded Hottingshead and Redtich ratings of occupational and educational status I ] ?1.

Of 3,1'19 retatives, comparison subjects, and spouses initiatty interviewed, 2,237 (71.7%) were reinterviewed 6 years
later. Assessments at that time inctuded the SADS-L-lntervat form (SADS-Ll), an instrument modified from the SADS-L to
describe in greater detaiI any psychopathotogy that had occurred in the preceding interval. Raters atso used the Longitudinat
Interval Fottow-Up Evaluation--Base Psychosocial Schedute, a modification of the Longitudinal Interva[ Fotlow-Up Evaluation
I ' : , to quantify the impact of psychopathotogy on specific areas of psychosocial functioning. This instrument inctudes the
Gtobat Assessment Scate (GAS), a rating that assigns a singte score to reftect both level of functioning and symptom intensity

lmpairment due to psychopathotogy was noted for performance at work, in househotd duties, and in student activities.
The remaining areas--recreationat activities, sexual activity, overatt satisfaction, overatl sociat adjustment, and interpersonat
retat'ionships with spouses, other famity members, and friends--were rated according to level of functioning regardless of
whether or not impairment had resulted from psychopathotogy. Interpersonal functioning and sexual activity were rated for
the month preceding the fottow-up interviews. Otherwise, ratings apptied to the preceding week.

To contrast individuats with depression who did not seek treatment with depressed individuals who did, we identified att
those retatives, comparison subjects, and spouses who reported an episode of major depressive disorder beginning after the
initial interview but before the fottow-up interview 6 years later. Individuats who received psychotherapy, ECT, or medication

as treatment for an episode of major depressive disorder in the fottow-up intervat, or who were hospitatized for any problems

thought to resutt from major depressive disorder, were inctuded in the "treated" group. Thus, individuals in this group were
not necessarily treated for a[[ episodes, and the treatments received were not necessarity adequate or appropriate. Moreover,

before intake, some untreated individuals may have had episodes for which they had been treated. Treatment received for
probtems other than major depressive disorder did not quatify the individuat for inclusion in the treated group.

Using the demographic measures assessed at the first interview, we compared those who had and those who had not

obtained treatment for any episode. We next compared groups by the duration, symptoms, and impairment characterizing the

most severe episode in the intervat. Finalty, we compared groups by tifetime diagnoses, as apparent at the fottow-up
'interview.

Our second question concerned the degree of impairment experienced by those with untreated major depressive disorder.

To address this, we identified atl those who reported any major depressive disorder during the fottow-up intervat, regardtess

of onset date, and who obtained no treatment for any episode. In order to quantify impairment in a manner directty

analogous to that used in an eartier study of probands ll4l, each individual was matched by sex and age to an individual who

reported no major depressive disorder in the fotlow-up interval. Groups were then compared by basetine demographic

characteristics and by changes over that interval in marital status, occupational status, educational tevet, and household

income. Finatty, groups were compared by ratings on the Longitudinal Interval Fotlow-Up Evatuation--Base Psychosocial

Schedute obtained at the fottow-up jnterview.

Group comparisons used t tests for dimensional variables and chi-square tests for categorical variabtes. Hierarchical

regression anatyses tested the retative importance of differences that emerged as significant in the univariant analyses. In atl
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tests, statisticat significance was defined as atpha <=0.05.
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RESULTS II
Of 547 individuals who described an episode of major depressive disorder beginning in the 6-year interval between the

first and second interviews, 313 (57.2%) were included in the treated group. Of those, 106 (33.9%) had received psychotherapy
atone.

Treated indiv'iduals were significantty otder and were more likety to be married than were untreated individuals ( i;ti:i l
'). The groups did not differ by sex, center, educational levet, househotd income, or retigious preference.
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lTabte 1. Demographic Characteristics of Retatives and Spouses of Subjects With Major
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{Depressive Disorder During 6-Year Fottow-Up
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Treated and untreated individuats did not differ significantly by their retationship to probands when relatives, spouses,
and comparison subjects were grouped separately. However, spouses and relatives had in common a famitiarity with the
proband, and, consequently, there was a higher tiketihood that that exposure might have influenced treatment-seeking
behavior. The combined group of spouses and relatives, in fact, was significantty more tikety to seek treatment than were
comparison subjects; 278 (59.0%) of the retatives and spouses with major depressive disorder and 35 (46.0%l of the
comparison subjects with major depressive disorder sought treatment (chi squared=4.50, df=1, p=0.03).

Treated and untreated individuals experienced nearty identical mean numbers of episodes of major depressive disorder
during the fottow-up interval (mean=Z.2, 5D= 3.4, and mean=Z.2, SD=4.3, respectivety). However, untreated individuals had
had fewer episodes before intake than had treated individuals (mean=2.1, SD=7.7, and mean=3.6, 5D=9.8, respectivety) (t=-

2.1, df=543.6, p=0.04). The two groups were not significantly dissimilar in the number of subjects with atcohotism, drug
abuse, phobic disorder (exctuding agoraphobia), intermittent depressive disorder, or chronic minor depressive disorder in the
interval. The treated group was significantly more [ikety to have manifested panic disorder or agoraphobia; 17 (5.4%) of the
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subjects in the treated group and four (1.7%) in the untreated group manifested either or both syndromes during the fottow-
up interval  (chi  squared=S.O, df=1, p=0.03).

Treated individuats reported having had significantty more criteria depressive symptoms during theirworst episode (:,,,,,..
' ). White approximatety hatf of each group experienced at least some rote-function impairment noticeabte to others, ̂ I"disruption" (cessation) of the individual's principat social rote functioning was three times more tikety among the treated 0
individuats. Treated individuals were nearty seven times more likely to have been completety incapacitated by their worst
episode. Moreover, the median duration of the tongest episode among the treated individuats was more than three times that
of the untreated individuals.
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Symptoms associated with the RDC endogenous subtype were significantty more common during the most severe episodes
of those individuats who sought treatment (T;:i::l* 3). Theywere twice as tikety as untreated individuats to have met definite
RDC for the endogenous subtype.
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Tabte 3. Quatity of Depressive Symptoms of Relatives and Spouses of Subjects With
Major Affective Disorders and Comparison Subjects With Onset of Untreated or Treated
Major Depressive Disorder During 6-Year Fottow-Up
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The first togistic regression model tested those depressive symptoms which, in the univariant analysis, discriminated the

two groups at at least the 0.05 tevet (-l '*hlr 4). Appetite or weight [oss, insomnia, and suicidal thoughts remained significant,
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white "trouble concentrating" and the presence or absence of detusions did not. Because the endogenous subtype seemed to
capture most phenomenotogical differences between the groups, we entered this subtype, suicidal thoughts, and rote
disruption in the second modet. Al[ three variabtes were highly significant predictors of treatment-seeking behavior after
control for the others. Duration, and then age and retationship to proband (relatives and spouses versus comparison subjects),
were added in successive modets. Duration and age, but not retationship to proband, were significantty and independently
retated to treatment-seeking behavior. Disruption and the endogenous subtype remained significant, but the presence of
suicidal thoughts was the most robust predictor in alt modets.
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Matching procedures yietded 203 individuals with untreated major depressive disorder, and a corresponding 203 with no

major depressive disorder, in the fottow-up interval (T;i*lr: i). In 31 instances, one or the other member of a matched pair

tacked ratings on one of the retevant instruments--the Longitudinal Intervat Fottow-Up Evatuation-ll, the SADS-Ll, or the

Personal History of Depressive Disorders. Changes in occupational and educational status over the 6-year fottow-up favored

subjects who had experienced no major depressive disorder, but differences were not statisticatty significant. However, those

with untreated depression were more than three times more tikety to have obtained a divorce during the intervat.
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Tabte 4. Logistic Regression Analyses of Depressive Episodes and Treatment-Seeking
Behavior of Retatives and Spouses of Subjects With Major Affective Disorders and
Comparison Subjects With Onset of Major Depressive Disorder During 6-Year Fottow-Up

Tabte 5. Changes in Socioeconomic Status at Fottow-Up for Retatives and Spouses of

Subjects With Major Affective Disorders and Comparison Subjects With Untreated and

Without Major Depressive Disorder During 6-Year Fottow-Up
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Those who had had an untreated depression described significantly more impairment during the finat 6 months of the 6-
year fotlow-up (irr:l* l '). This was true of relationships with spouses and friends, the enjoyment of recreationat activities,
sexual satisfaction, and performance of household duties. Gtobat ratings of sociat adjustment and overall contentment showed
a particutarty marked difference between those with untreated depression and those without depression. Notably, though,
those with untreated depression did not describe greater impairment at work or less frequency of sexual activity at the time
of fotlow-up, and impairment in househotd duties was onty weakty significant.
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To test whether the more severety affected among the untreated individuals had experienced substantial impairment, we
identified those whose episodes had persisted beyond the group median duration of 8 weeks and who had had, in addition,
five or more criteria depressive symptoms. This more severely affected subgroup was significantty more tikety to have
experienced a decrease in occupationai status during fottow-up than were the matched comparison subjects (N=12 (30.0%) of
67 versus 3 (7.5%) of 67; McNamara's chi squared=4.92, df= 1, p.0.05). Otherwise, differences between these individuats and
the matched comparison subjects were not greater than the differences between individuats in the overatt group and their
comparison subjects. ln fact, in no comparison of the variables tisted in ("I"*bl* r) was the disparity between the depressed
and nondepressed individuals greater for the "severe" subgroup than it was for the group with untreated depression as a
whole.

DrscussroN sl
Among demographic measures, onty age and marital status significantty distinguished those who sought treatment for

major depress'ive disorder from those who did not. That otder individuats were more tikety to seek treatment accords with the
findings of Buchotz and Robins iil j and Eucholz and Dinwiddie i:rl but contradicts Weissman et al iiJ. Moreover, those who
were not married at basetine were more tikety to seek treatment, rather than less tikety to seek treatment, as they were in
the studies of Buchotz and Robins lil, Buchotz and Dinwiddie j lt, and Dew et at l,i l. Thus, the present study does not add to
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the timiteci consistency with which demographic factors predict treatment-seeking behavior in major depressive disorder.

Those whose depression resutted in impairment in major [ife-role performance were not more likely to seek treatment
than were other depressed subjects. Not surprisingly, a cessation of rote functioning was powerfutty associated with
treatment-seeking behavior. Longer durations were also characteristic of the treated group, independent of [ife-rote
disruption. This may seem counterintuitjve because many treated individuats received medications or psychotherapies
designed to shorten episodes. The findings highlight the fact that major depressive disorder is, in the large majority of cases,
a setf-timiting condition. Individuats who experience episodes that are both persistent and disabting are tikety to be grossty
overrepresented in treatment-seeking samptes, and this may foster the impression among ctinic'ians that the resotution of
depressive symptoms is primarily treatment dependent. This finding also suggests that many individuats who appear to be
ptacebo responsive are not, in fact, responding but are manifesting the natural course of their iltness.

Symptoms traditionally associated with the endogenous subtype of depression were also much more common among those
who sought treatment. Because this effect remained robust after controt for both duration and rote disruption, it indicates
that individuats view some symptoms, more than other symptoms, as indicative of a need for treatment. lt is probably no
coincjdence that these are the same symptoms long considered by ctinicians as indications of a nonsituational disorder in need
of somatic therapy.

Many of these individuats had, at the beginning of the fottow-up interval, exposure to a famity member who was seeking
treatment for an affective disorder. This exposure undoubtedty increased the tiketihood that they woutd seek treatment when
they themsetves devetoped affective symptoms. However, among the significant corretates of treatment seeking described
here, the retationship to the proband was the weakest. In a regression anatysis it did not add to the predictive modet, and it

did not change the predictive significance of the other variables. Thus, atthough this group had atypicat famitiarity with

treatment options, this familiarity apparentty did not distort the corretates of treatment-seeking behavior and therefore did
tittle to timit generatizabitity.

As we have noted etsewhere i1l;1, probands in the Collaborative Depression Study who began foltow-up as they sought

treatment at tertiary care centers were significantly more tikety than matched comparison subjects without depression to

experience a decIine in income and occupational status over the ensuing 5 years. These differences were very robust. In

contrast to proband intake, the recruitment of the subjects described here was not tied to treatment-seeking behavior.

Within this group, the effect of untreated depression on [ong-term changes in occupational and income levets was present at

only trend levets.

This underscores the range of severity encompassed by major depressive disorder. Probands had disorders that [ed them

to seek hetp at tertiary care centers. Despite the fact that they sought hetp, their ittness had marked effects on their

socioeconomic status 5 years tater. The untreated individuats described here had milder and shorter-tived ittnesses and, I
despite the absence of treatment, did not show significant changes in socioeconomic status in the tong term. I

Individuats who had had untreated depression did report substantiat psychosocial problems on fottow-up. However,

atthough these differences were robust for the tiketihood of marital disruption and for ratings of interpersonal relationships

and the enjoyment of activities (i.e., sexual satisfaction and recreational activities), measures of impairment in activities such

as work, househotd duties, and frequency of sexual activity showed either no differences or differences that were much more

modest. This pattern raises questions of cause and effect. Did dysfunction resutt from a depressive disorder, or did
problematic interpersonal or cognitive styles give rise to both depressive symptoms and psychosociat difficutties?

The powerfut effect of self-setection witl make it very difficutt to ever measure the value of treatment in mitigating the

long-term psychosocial impact of major depressive disorder. Many subjects have participated in short-term, ptacebo-

controtted treatment triats. Because such triats are extended in time, though, those who remain in the placebo or waiting-list
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cetts are increasingty biased toward those wjth naturatty brief or mitd conditions. Efficacy, dose finding, and btood [eve[
studies, particutarty those which rety on advertisement for subject recruitment, may increase the liketihood of meaningful
findings if they require durations and severity levets above those specified in most operational definitions of major depressive
disorder.

ACKNOWLEDGMENTS E
The National Institute of Mental Health Cotlaborative Program on the Psychobiology of Depression--Clinicat Studies was

conducted with the participation of the fotlowing investigators: M.B. Kelter, M.D. (Chairperson, Providence); W. Coryetl, M.D.
(Co-Chairperson, lowa City);  H.S. Akiskat,  M.D.,  J.D. Maser,  Ph.D. (Washington, D.C.);  P.W. Lavori ,  Ph.D.,  T. l .  Muetter,  M.D.,
M.T. Shea, Ph.D.,  M.G. Warshaw, M.S.S.,  M.A. (Providence);  J.  Fawcett ,  M.D.,  W.A. Scheftner,  M.D. (Chicago);  G. Winokur,
M.D.,  J.  Hatey ( lowa City);  J.  Endicott ,  Ph.D.,  A. Leon, Ph.D.,  J.  Loth, M.S.W. (New York);  J.  Rice, Ph.D.,  T. Reich, M.D. (St.

Louis).  Other contr ibutors include N.C. Andreasen, M.D.,  Ph.D.,  P.J.  Clayton, M.D.,  J.  Croughan, M.D.,  G.L. Klerman, M.D.
(deceased),  R.M.A. Hirschfetd, M.D.,  M.M. Katz, Ph.D.,  E. Robins, M.D.,  R.W. Shapiro, M.D. (deceased),  R.L. Spitzer,  M.D.,
and M.A. Young, Ph.D.

REFERENCES II
1. Weissman MM, Myers JK, Thompson WD: Depression and its treatment in a US urban community: 1975 through 1976. Arch
Gen Psychiatry 1981; 38:417-421 l{*n*r.l i":r:hl

2. Buchotz KK, Robins LN: Who tatks to a doctor about existing depressive ittness? J Affect Disord 1987; 12:241-250
r. . i : ; i rr , , ;r , i ; : i l ie-.  i . . i ;  : ' . i  I  L{.,rr: i l : .r i  i  ;rr i . : j

3. Buchotz KK, Dinwiddie SH: Influence of nondepressive psychiatric symptoms on whether patients tetl a doctor about

depression. Am J Psychiatry 1989; 146:640-644 Si$l i*gr*phk i i*kr l f { ,arr t*r t  i . i r r i r }

4. Dew M,A, Bromet EJ, Schuiberg HC, Parkinson DK, Curtis EC: Factors affecting service utitization for depression in a white

cottar poputation. Soc Psychiatry Psychiatr Epidemiot 1991;76:230-237 #i*t{*graphi* Linkslit-.r.,,:l.cxl l..i iri i j

5. Dew r\,.luA, Dunn LO, Bromet EJ, Schutberg HC: Factors affecting hetp-seeking during depression in a community sample. J

Affect Disord 1988; 14:223-234 \;itttl,i*ai;t;:?:i* i,.ink:; | {{-i;r:t+xl Llr:k j

6. Blazer DG, Kessler RC, McGonagte KA, Swartz MS: The prevalence and distribution of major depression in a national

community sampte: the Nationat Comorbidity Survey. Am J Psychiatry 1994; 151 979-986 Sihii*ge"*phir: L'i*n-{.s l l i. , ',.o'' ' "" '

7. Spitzer RL, Endicott J, Robins E: Research Diagnostic Criteria (RDC) for a Setected Group of Functional Disorders, 3rd ed.

New York, New YorkState Psychiatric Institute, Biometrics Research, 1978 i(ir::!*xl l-ii ikl

8. Coryett W, Endicott J, Ketter MB: Predictors of retapse into major depressive disorder in a nonclinical poputation. Am J

Psychiatry 1991; 148:1353-1358 ftihllr:graphir i-irr|<s | [{*rri.r,r:,;l : tnk]

9. CoryeLt W, Endicott J, Ketter M: Major depression in a noncUnical sampte: demographic and ctinical risk factors for first

onset. Arch Gen Psychiatry 1992; 49:117-175 llibii*gr*p*ir Linki | !{.*ii it lt Lirriri

10. Andreasen NC, Rice J, Endicott J, Coryett W, Grove WM, Reich T: Famitiat rates of affective disorder: a report from the

National Institute of Mental Heatth Cottaborative Study. Arch Gen Psychiatry 1987;44:461-469; correction, 1988; 45:776
' '  r ' ] l l i . l l ] l i :  : : : 1 " .

11. Endicott J, Spitzer RL: A diagnostic interview: the Schedule for Affective Disorders and Schizophrenia. Arch Gen

n ^ - -  o  n f  
' l  

0



Ovid:  Character is t ics and Signi f icance of  Untreated Major  Depressive Disorder.

Psychiatry 1 97 8 ; 35 :837 - 844 f *;r: r.lr,,r : i-l rr kl

2 1 2 1 0 9  5 : 3 6 P M

12. Hottingshead AB, Redtich FC: Social Ctass and Mental lltness: A Community Study. New York, John Witey & Sons, 1958
I ii:; :t r,: ':rl l-:rtirl

13. Ketter MB, Lavori PW, Friedman B, Nietsen E, Endicott J, McDonatd-Scott P, Andreasen NC: The Longitudinat lnterval
Fottow-Up Evatuation: a comprehensive method for assessing outcome in prospective longitudinal studies. Arch Gen Psychiatry
1987;44 :540-548 , . . t | ' i i i r . : , :  r , , * i *  i " i r ih r  I  r { . . , r1*x i  I t ; rh l

14. Endicott J, Spitzer RJ, Fleiss JL, Cohen J: The Gtobat Assessment Scate: A Procedure for Measuring Overatl Severity of
Psychiatric Disturbance. Arch Gen Psychiatry 1976;33:766-771 lr'""lrrr1r': '; i !.-rr:li l

'15. Coryett W, Scheftner W, Ketter M, Endicott J, Maser J, Kterman GL: The enduring psychosocial consequences of mania and
depression. Am J Psychiatry 1993; 150:720-727 #rbni*grxplrir: Li*tus lf{$r:tsxi l-rrkl

Copyright (c) 2000-2008 0vid Tqchi,rp.Loqjes. lnc.
By accessing or using OvidSP, you agree to Ovid's terms of usg, conditions and atl appticabte [aws. lf you do not agree to
these terms you may not use this Site.
Version: OvidSP_U102.00.05.102, SourcelD 37775

-  , ^  r n  n f  l O


