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Descrição do Produto


Depressive Spectrum Diagnoses Jules Angst, Robert Sellaro, and Kathleen Ries Merikangas There has been widespread debate about the validity of the contemporary diagnostic classification system of depression. The major goal of this study is t o examine the prognostic significance of each of the major subtypes of depression using data from 5 interviews of a 15-year prospective community-based coh o r t study. The stability of the following diagnostic subtypes across the duration of the study was examined: major depressive disorder (MDD), dysthymia, recurrent brief depression (RBD), and minor depression. The results s h o w t h a t there was little stability for the specific subtypes of depression among those who continued to manifest depression during the fol-



l o w - u p period; 51% of those with MDD and 44% o f those with RBD met criteria for another subtype of depression. When stability was observed, the same subtype often occurred in combination with the development of another subtype. Among individuals w i t h a single subtype, severity was greatest among those w i t h dysthymia, whereas individuals with combined subtypes had greater severity than those w i t h a single subtype. The lack of longitudinal stability of the diagnostic subtypes of depression suggests that depression is better expressed as a spectrum rather than a set of discrete subtypes. Copyright © 2000 by W.B. Saunders Company



HE LACK OF ADEQUATE coverage of cases identified in community and primary care settings by the current diagnostic criteria for depression, as well as the low longitudinal stability of specific depressive subtypes, has led to a reevaluation of the classification of mood disorders. Although there are numerous criticisms about the replacement of the hierarchical approach to diagnostic classification by the current operational approach, the newer systems now allow a far richer description of the spectrum of the subcategories of depression. 1-4 Based on substantial evidence of the lack of coverage of diagnostic criteria for depression in primary care settings, T M as well as community settings, 12-15 the ICD-10 added subtypes that capture a broader range of depressive syndromes, including recurrent brief depression (RBD), mild (minor) depression, and mixed anxiety-depression. Using data from a recent large-scale investigation of depressive syndromes in the general population of the United States, 16 Angst and Merikangas 15 have argued for a more dimensional approach to the classification of depression, based on the finding of a monotonic increase in the number of symptoms, average number of episodes, average length of episodes, impairment, comorbidity, and parental history of psychiatric disorders with systematic increases in the number of symptoms of depression. Likewise, twin studies also support a continuum concept of depression.17 One of the chief limitations of most of the above-cited studies, however, is the retrospective nature of the characterization of the symptoms and other clinical features of depression. Prospective studies provide far more accurate evidence regarding the patterns of expression over time. In 1984,



on the basis of data for a cohort of young adults from the general community, Angst and DoblerMikkola 2 concluded that there is a continuum from normal to pathological expression of depression. This work culminated in the identification and validation of several subtypes of depression based on the major components of depression, including depressive symptoms, duration, recurrence, and impairment. As the observation period for this cohort has increased to 15 years, substantial evidence has emerged to support this preliminary conclusion regarding the importance of the inclusion of subthreshold manifestations of depression in the diagnostic criteria for mood disorders, as well as the consideration of each of the major components of depression as an independent contribution to severity. Most recently, these data suggest that (1) depression is better represented on a continuum than as a category; (2) there is a direct relationship between the number of depressive symptoms of depression and the frequency and recurrence of depressive episodes and indicators of validity of depression; and (3) both recurrence and duration contribute equally to the validity of the
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classification of depression as indicated by subjective d i s t r e s s . 19 T h e r e f o r e , d e p r e s s i o n m a y b e c h a r a c t e r i z e d as a continuum consisting of the 3 dimensions of the number of symptoms, duration, and recurrence, w i t h f l u c t u a t i o n s in t h e s a l i e n c e o f e a c h o f t h e c o m p o n e n t s o f d e p r e s s i o n in a 3 - d i m e n s i o n a l s p a c e o v e r time.15 T h e m a j o r g o a l o f this a r t i c l e is to e v a l u a t e t h e magnitude of expression of a range of definitions of depression that apply a broader representation of the underlying dimension of depression. Longitudin a l d a t a will b e u s e d to e x a m i n e t h e s t a b i l i t y a n d changes between subtypes of depression among those affected over time. Finally, the severity of the spectrum of definitions of depression will be exami n e d a c c o r d i n g to a r a n g e o f c l i n i c a l v a l i d a t o r s which represent the severity of depression. METHOD



The sample for the study is a cohort of 591 young adults who participated in a longitudinal epidemiological study in Zurich, Switzerland, from 1978 to 1993. The sample was selected from 2,201 males and 2,346 females randomly chosen from all 19and 20-year-old residents from the canton of Zurich in 1978 on the basis of their score on the Symptom Checklist-90-Revised (SCL-90-R). 2° To maximize the number of potential cases, two thirds of the sample were selected from high-scorers (that is, above the 85th percentile) and one third were randomly selected from those who scored below the 85th percentile on the SCL-90-R. Prevalence rates are weighted back to the normal population, taking into account the oversampling of high-risk cases defined by SCL-90 scores. To date, 5 interviews have been conducted beginning at age 19 in 1979, 1981, 1986, 1988, and 1993. Of the total initial sample, 69% of the subjects participated in at least 1 subsequent interview.



Diagnostic Definitions Major depression. DSM-1V requires a clinically relevant major depressive episode associated with clinically significant distress or impairment in social, occupational, or other important areas of functioning. During the first 2 interviews in 1979 and 1981, a diagnosis of major depressive disorder (MDD) was based on DSM-III criteria and subsequent interviews used DSM-III-R criteria. Subjective impairment in occupational, social, or other role functioning was included as an additional diagnostic criterion across all interviews. Dysthymia. Dysthymia was diagnosed in the years 1986, 1988, and 1993 according to DSM-III-R criteria, but with the additional criterion of subjective impairment in role functioning. RBD. RBD was conceptualized on the basis of data from the Zurich Study. 2,21,22 RBD is observed chiefly in general practice or the community. The most recent definition is given in the ICD-10. 23 Minor depression. Minor depression was defined as depressive syndromes with a minimum duration of 2 weeks and the presence of criterion A plus 3 to 4 of 9 diagnostic symptoms



according to DSM-1II-R major depression. This definition of minor depression is stricter than that of the Research Diagnostic Criteria, 24 which require only the presence of 2 symptoms. We have used subjective impairment in occupational, social, or other role functioning as an additional diagnostic criterion for all diagnostic categories of depression. Distress was measured but not included as a diagnostic criterion. The impairment criterion excluded only a few subjects: 6 of 137 MDD, 23 of 77 RBD, and 9 of 51 minor depressives; none of the excluded persons had been treated for depression. In the case of dysthymia, all subjects complained of subjective work impairment. A shortcoming of the study is that the diagnosis of dysthymia could be made only during the last 3 interviews, whereas all other depressive subcategories could be diagnosed from age 20 to 35. This certainly led to an underestimation of prevalence rates for dysthymia and double depression, because we did not assess the lifetime prevalence on a diagnostic level in the face of the well-known memory artifacts.



Classification of Depression Spectrum To examine the spectrum of depression, subjects with bipolar disorders were placed at the top of a hierarchical classification of depression. Subjects were then classified longitudinally according to all of the depressive subtypes for which he/she met criteria, as follows: (1) subjects with combinations of depressive subtypes including either double depression 18,25,26or combined depression (major depression plus RBD), (2) subjects with a history of only 1 subtype of depression including MDD, dysthymia, RBD, and minor depression, and (3) subjects with no diagnosis of depression as the comparison group. Diagnosis of otherpsychiatric disorders. The diagnosis of other psychiatric disorders was based primarily on DSM-III criteria: panic disorder, generalized anxiety disorder, agoraphobia, social phobia, obsessive-compulsive disorder (OCD), tobacco dependence, alcohol abuse/dependence, and drug abuse (heroine, cocaine, and amphetamine). In addition, regular cannabis use (consumed at least weekly over 1 year) was assessed. Clinical validators. The family history of depression in parents and siblings was assessed at all interviews and more comprehensively at the age of 28, when each relative was described specifically. No formal diagnostic criteria could be applied, since the information was based on a global rating of the lifetime history of either having or being treated for depression. The treatment history of the probands included prescribed medications, self-medication, and total medication, as well as a lifetime history of treatment, and the type of specialty was assessed over the 12 months prior to the interview. Subjective distress/suffering, work impairment, and social impairment associated with depression were assessed both categorically and by an analog rating scale from 0 to 100. In a separate section of the interview, suicidality was assessed independently of depression. In addition, suicidal ideation and/or suicide attempts were evaluated within the depression section of the interview. RESULTS



Prevalence of Subtypes of Depression Table 1 presents the longitudinal combination of the 4 subtypes of depression (MDD, dysthymia,
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Table 1. Longitudinal Co-occurrence of Subtypes of Depression Cases Variable



Configuration



No.



%



Prevalence (%, mean ± SD)



No. of subtypes 4



MDD



Dysthymia



RBD



M i n o r depression



1



0.4



3



MDD



Dysthymia



RBD



--



8



3.4



3.1 _+ 6.0



MDD



--



RBD



M i n o r depression



2



0.8



0.5 ÷ 0.2



2



1



MDD



Dysthymia



--



--



7



2.9



0.3 ± 0.6



MDD



--



RBD



--



37



15.6



3.8 ± 1.2



MDD



--



--



M i n o r depression



12



5.0



2.4 ± 0.6



--



Dysthymia



RBD



--



5



2.1



0.2 ± 0.5



--



Dysthymia



No. of subjects



--



M i n o r depression



3



1.3



0.1 ± 0.4



RBD



M i n o r depression



5



2.1



0.6 ± 0.4



MDD



--



--



--



64



26.9



7.6 ± 1.5



--



Dysthymia



--



--



3



1.3



0.9 ± 0.2



RBD



--



74



31.1



9.2 ± 1.5



M i n o r depression



17



7.1



4.2 ± 0.6



-131



Total prevalence (%)



27



15



132



2.3



14.6



RBD, and minor depression) across 15 years. Overall, the prevalence rate across 15 years was 31.1%. The pure groups of RBD (9.2%) and MDD (7.6%) were most prevalent, followed by minor depression (4.2%), whereas pure dysthymia was rare. Many patients met longitudinal criteria for more than 1 subtype of depression (prevalence, 9.2%). Most prevalent were combined depression (MDD + RBD, 3.8%), double depression + RBD (3.1%), and MDD + minor depression, whereas double depression without RBD was found in only 0.3% of the population. Dysthymia was most frequently associated with other subtypes of depression. The weighted odds ratios (ORs) for the association between subcategories of depression are shown in Table 2. MDD and dysthymia were the subtypes most strongly associated with other subtypes (OR = 5.47). Dysthymia and RBD were also highly Table 2. Pairwise Longitudinal Association B e t w e e n Subtypes of Depression Subtype



OR



95% CI



DYST



5.5



2.4-12.6



RBD



2.1



1.4-3.3



MIND



2.4



1.2-4.6



MDD



DYST RBD



3.5



1.6-7.7



MIND



2.3



0.8-7.1



0.7



0.3-1.6



RBD MIND



Abbreviations: CI, confidence interval; DYST, dysthymia; MIND, m i n o r depression.



0.04 _+ .2



47 8.9



238



100 31.1 ± 2.2



associated (OR = 3.45). The other associations were relatively small, and those involving minor depression were quite normal. Many of the subjects met criteria for multiple subtypes of depression over time. MDD + RBD was the most frequent combination of the depressive subtypes.



Diagnostic Stabilityof Depressive Subtypes The longitudinal stability for each of the major subtypes of depression was examined by evaluating the most severe diagnostic subtype assigned during the follow-up period. There were a total of 131 cases of MDD; across the 5 interviews, 67 (51.1%) also had other depressive subtypes either before, or at the time of the first diagnosis of MDD, or later. Likewise, concomitant prior or later depressive subtypes were found among 58 of 131 cases (43.9%) with RBD. Thus, diagnostic criteria for other depressive subtypes tended to be met either simultaneously or longitudinally by a large proportion of subjects who had, at some time, met the criteria for either MDD or RBD. This highlights the overlap among the diagnostic subtypes of depression, even during the early stages of manifestation. Because MDD and RBD were the 2 most frequent categories of depression, we limited the prospective evaluation of diagnostic stability to these 2 subtypes. Since 22 cases of MDD received a diagnosis of depression for the first time at the last interview and 9 were study dropouts, follow-up information was evaluated on 100 MDD cases. Nine cases of RBD were diagnosed at the last
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Table 3. Follow-up of MDD and RBD Over 2 to 15 Years Initial Depressive Subtype* MDD (n = 131) Most Severe Subtype at Follow-up



No. (100)



% (100)



RBD (n = 132) No. (109)



% (100)



MDD + DYST + RBD



1



1



1



0.9



MDD + DYST



6



6



4



3.7



MDD + DYST or RBD + DYST MDD + RBD



-3



-3



1 8



0.9 7.3



MDD only



33



33



21



19.3



DYST + RBD



--



--



2



1.8



9



9



22



20.2



RBD only MIND only No depressive disorder



2



2



1



0.9



46



46



49



45.0



NOTE. See Table 2 f o r abbreviations. * G r o u p s not m u t u a l l y exclusive.



interview and 14 cases had withdrawn from the study, leaving 109 RBD cases with a follow-up. Table 3 presents the number and proportion of subjects among those with MDD or RBD with each of the depressive subtypes and combinations thereof at follow-up. MDD. Nearly half of the subjects with MDD during the initial interviews did not receive a diagnosis of depression during the follow-up period; 43% received a second diagnosis of MDD (6 cases developed double depression, 3 others developed combined depression, and 1 had triple depression [MDD, dysthymia, and RBD]). Nine percent of those with MDD developed RBD, and only 2% minor depression. Thus, diagnostic stability was present in 43% of those with MDD, many of whom developed other secondary subtypes of depression (including cases of triple, double, and combined depression), whereas 21% developed other depressive subtypes and 46% did not meet criteria for any depressive subtype at follow-up.



RBD. Of 132 cases with RBD, 109 were eligible for follow-up. Of these, 31% exhibited diagnostic stability during the follow-up, whereas 20% met criteria for another depressive subtype (primarily MDD alone or in combination with other subtypes) and 49% received no subsequent diagnosis of depression. Other depressive subtypes. Likewise, inspection of the other depressive subtypes not represented separately in Table 3 revealed little stability for the specific depressive subtypes of double depression (n = 16), combined depression (n = 39), and minor depression (n = 40). Only 1 case of each of these subtypes at the initial depressive diagnosis reported the same subtype at follow-up. The Hierarchical Depressive Spectrum To characterize the range of subtypes of depression manifested longitudinally, we classified the subjects hierarchically according to a spectrum of depression ranging from bipolar to minor. Table 4 shows the number of subjects by sex and the prevalence rates adjusted for risk group and sex. The most frequent subtypes of depression were bipolar spectrum (7.8%), MDD (10.1%), and RBD (9.8%). Approximately 4% of the subjects met criteria for combined depression or minor depression. The gender distribution was equal for the bipolar spectrum, pure RBD, and minor depression, whereas there was a preponderance of females among the double depressives, combined depressives, and MDDs. Females had significantly higher rates of nonbipolar depression, attributable to a 2-fold increase in the prevalence of MDD and RBD. No sex differences emerged for dysthymia or minor depression, as well as bipolar disorder.



Table 4. Prevalence of Subtypes in Depressive Spectrum Over 15 Years Subtype 1. Bipolar spectrum 2. Double depression (MDD + DYST) 3. C o m b i n e d depression (MDD + RBD) 4. MDD 5. DYST 6. RBD 7. MIND Total NOTE. 1 > 2 > 3 > 4. See Table 2 f o r abbreviations.



Males (n = 292)



Females (n = 299)



Males + Females (N = 591)



Prevalence (%, mean ± SD)



33



35



68



7.8 +- 1.5



6



10



16



0.6 -+ 0.8



7 27



32 49



39 76



4.3 ± 1.2 10.1 -+ 1.5



8



3



11



1.2 -+ 0.6



39



40



79



9.8 -+ 1.6



10



7



17



4.2 _+ 0.6



130



176



306



37.9 ~+ 2.1
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Table 5. Clinical Features of Depression Depressive Spectrum Subtype (%)



Feature



BP (n = 68)



MDD + DYST (n = 16)



MDD + RBD (n = 39)



MDD (n = 76)



DYST (n = 11)



RBD (n = 79)



MIND (n = 17)



No Diagnosis of Depression (n = 285)



Treatment history Past year Prescribed medication Self-medication Total medication Hospitalized (depression) Family history of depression Suicide attempts



39.7 22.1 8.8 26.5 8.8 51.5 13.2



68.8 43.8 25.0 62.5 12.5 56.3 42.8



46.2 23.1 12.8 30.8 7.7 76.9 30.8



26.3 18.4 5.3 22.4 6.6



36.4 27.3 9.1 27.3 9.1



29.1 16.5 6.3 20.3 2.5



29.4 0 0 0 0



2.5 2.5 0.4 2.8 0.4



62.5 22.4



63.4 27.3



61.4 10.1



50.0 0



35.8 2.8



Abbreviations: BP, bipolar, See Table 2 for other abbreviations.



Clinical Featuresof Subtypes of Depression Table 5 lists the clinical features of depression by subtypes of the depression spectrum. The highest treatment rates were found by double depression (68%) and combined depression (46%), followed by bipolar disorder (40%) and dysthymia (36%). However, the treatment rates surprisingly did not differ for pure MDD (24%) versus RBD (29%) or minor depression (29%). Antidepressant medication was most frequently prescribed for double (including triple) depression (almost 44%), dysthymia (27%), and combined depression (23%), whereas only 18% of pure MDD cases received medication. A very small proportion of cases required hospitalization for depression. Hospitalization rates were highest in chronic depressive states, particularly among double depressives (12.5%) and dysthymics (9.1%), followed by combined depressives (7.7%) and pure MDDs (6.6%). The double depressives (43.8%), dysthymics (22.4%), RBDs (27.3%), and combined depressives (30.8%) had the highest rate of suicide attempts. The rate among controls was only 2.8%. A positive family history of depression among first-degree relatives was common among all diag-



nostic categories, varying between 50% and 77%, as compared with 36% among the "controls."



Comorbidity The patterns of comorbidity with other disorders by depressive subtypes are shown in Table 6. Broad comorbidity was found for dysthymia, MDD + dysthymia, MDD + RBD, and MDD with nearly all other syndromes, anxiety states, phobias, and substance abuse (with the exception of OCD, which was rare). Pure RBD (n = 79) was associated with anxiety states and OCD. Finally, minor depression was not associated with any of the major classes of anxiety or substance disorders. DISCUSSION



Expansion of Definitions of Depression Expansion of the operational definitions of depression to cover the full depressive spectrum led to the close mapping between the definitions and all of the clinical indicators of depression investigated herein. Application of a broader set of definitions of depression also enhanced the coverage of a far larger proportion of subjects with depressive symp-



Table 6. Associations Between Depressive Subtypes and Other Diagnostic Categories Depressive Spectrum SubWpe, Adjusted OR (CI) Combined Disorders Anxiety states Phobias OCD Alcohol/drugs Tobacco dependence



BP (n = 68) 9.9 1.6 4.1 5.9 2.2



(4.6-21.3) (0.9-3.0) (0.6-26.5) (2.9-12.3) (1.2-3.9)



NOTE. See Table 2 for abbreviations.



MDD + DYST (n - 16) 33.4 5.3 4.3 4.9 1,6



(9.1-123.1) (1.8-15.8) (0.3-53.9) (1.1-21.2) (0.5-4.5)



MDD + RBD (n - 39) 3.7 2.9 13.5 8.7 2.9



(1.3-10.3) (1.4-6.2) (1.9-95.3) (2.5-29.9) (1.3-6.3)



MDD (n = 76) 4.0 2.0 2.3 3.5 1.6



(1.8-8.8) (1.2-3.6) (0.3-18.1) (1.6-7.5) (0.9-2.9)



DYST (n = 11) 28.4 6.3 13,9 4,3 4,6



(6.9-116.2) (1.8-22.7) (1.6-120.1) (1.1-16.6) (1.2-17.9)



RBD (n - 11) 6.0 1.4 7.0 1.7 1.2



(2.8-12.8) (0.8-2.5) (1.3-38.8) (0.8-3.8) (0,7-2.1)



MIND (n - 17) 2.4 (0.5-11,5) 1.3 (0.4-4.2) -2.1 (0.5-8.4) 2.3 (0.8-6,8)
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toms who reported either significant subjective distress, impairment, or a history of treatment. The findings suggest that MDD should be subdivided into double depression, combined depression, and pure MDD. Although rare, double depression (including triple depression with RBD), as compared with combined and pure MDD, is by far the most severe form of MDD. Combined depression was similarly associated with clinical indicators of severity, but was intermediate between double depression and MDD. Based on severity indicators, the intermediate cases of single depressive syndromes including RBD, and minor depression were far less severe than the combination syndromes, yet all 3 reported subjective work impairment, which may be an important criteria for caseness, particularly in primary care settings.



Longitudinal Course: Lack of Stability of Diagnostic Subtypes The prospective diagnostic findings over 5 interviews and 15 years herein clearly demonstrate a very limited longitudinal stability or lack thereof for the specific subtypes of depression. The manifestations of depressive syndromes tend to shift between categories over time. Similar findings have emerged from clinical and community samples of both children 27,28 and adults. 29,3° The clinical relevance of depressive symptoms is well established in medical practice l° and in the community. 31 Several studies report an analysis using a hierarchical approach for the classification of depression in retrospect, similar to ours, which was prospective (no depression, depressive symptoms, dysthymia, MDD, and depression plus dysthymia). However, they did not report specific results. A subclassification of MDD is also maintained, 26 but it is still limited to MDD and dysthymia (without the inclusion of RBD). Finally, the results of a family study support the association between MDD and dysthymia. 32 At the lower end of the spectrum, we find patients with depressive symptoms or minor depression, and at the higher end, those with 5 to 6 versus 7 to 9 criterial symptomsl6; this distinction 16 suggests a certain homogeneity of depressive manifestations. Minor depression has also been shown to increase the risk of recurrence of MDD. 33 The inclusion of subsyndromal symptomatic depression (SSD) in the spectrum was suggested, ~4 and a follow-up analysis 34 over 12 years clearly demon-
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strates multiple diagnostic changes between SSD, minor depression, and MDD. However, there was no systematic order between the specific subtypes of depression, nor between the minor and major syndromes. Among those who were interviewed at all interviews, the order of occurrence of the more and less severe subtypes showed no apparent pattern. Thus, we conclude that these subtypes all represent a manifestation of the depressive spectrum, but may differ in the salience of expression of features over time.



Expanding Both Boundaries of Depression In contrast to the bulk of ongoing research examining the boundaries of depression, the results of the present study also suggest that the spectrum of depression should be expanded to cover more severe and chronic forms of depression for which there is no standard current convention. For example, the inclusion of double depression and combined depression would enhance the coverage of cases with far greater severity in terms of all of the clinical indicators of validity, particularly suicide attempts and impairment. In contrast, the minor forms of depression including minor depression and other forms of subthreshold depression are associated with far less severity than MDD or RBD alone, yet nevertheless with significant levels of all of the indicators of clinical significance.



Comorbidity Finally, although we have focused on an intensive investigation of the components of depression and combinations that characterize the spectrum of severity of depression, it is also important to examine the extent to which comorbidity may be associated with the clinical severity of depression. The greatest magnitude of comorbidity emerged for dysthymia and dysthymia + MDD with nearly all of the anxiety disorders; in fact, more than half of those with dysthymia, either alone or in combination with MDD, also manifest anxiety states (panic or generalized anxiety) or phobic states. At the other end of the severity spectrum, minor depression shows nearly no evidence for comorbidity with other disorders, with few exceptions. It was quite surprising that pure MDD and pure RBD manifest relatively low comorbidity. Thus, patterns of comorbidity also serve to define the spectrum of severity observed for all of the clinical validators within depression as well.
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Future Development of Classification of Depression In conclusion, these results add to the emerging consensus for a reevaluation of the current categorical classification of depression. Unlike the DSMIV, the ICD-10 diagnostic criteria have expanded the lower boundary of depression, but they also need to consider appropriate methods to move the upper boundary as well. Since there is considerable evidence that a dimensional approach far more accurately characterizes the expression of depression, particularly longitudinally, the need for methods to tap these dimensions and their clinical relevance requires extensive consideration. Current symptom rating scales, even those specific to depression, will not adequately capture the full spectrum of depression and its correlates because of the low sensitivity of such scales, which are generally administered without respect to contextual factors, nor is the current time period sufficient for clinical decision-making.



The Spectrum Concept The spectrum concept of depression is purely descriptive and does not prove a single disease hypothesis, as suggested 16 and elaborated 35 into a paradigm of "pleiomorphic expressions of unipolar depressive disease." But at the present state of our knowledge, it certainly is the most economical hypothesis in terms of its heuristic value. The representation of the spectrum proposed here based on different combinations of the current criteria which parallel the chief features of depression, including symptom frequency, duration, recurrence, and chronicity, approximates the underlying dimensional approach to depression yet retains clinical utility. However, expansion of the boundaries of depression, particularly the upper boundary, will result in far less specificity of depression, since comorbidity with anxiety characterized a substantial proportion of those with the more chronic forms of depression. Systematic research into potential sources of the strong links to anxiety will be important in determining the true placement of dysthymia within the depression spectrum. The small number of subjects with dysthymia in this study prohibits conclusive evaluation of possible prospective patterns of the development of anxiety in those who ultimately have been characterized as dysthymic or double depression. Additional work on both the boundaries and the overlap will be
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necessary to determine whether the approach advocated herein will serve as an adequate starting point to capture the complexity of depressive manifestations occurring in a single patient over time yet retain both clinical and research utility.



Consequences of the Spectrum Concept The spectrum concept implies a certain homogeneity on the descriptive symptomatological level. If antidepressants express their effects on this level, one could assume that they should demonstrate some efficacy for all subgroups of depression. This does not preclude relative differences in action that are dependent on the severity, periodicity (recurrence), or chronicity of depressive syndromes. For this reason, the distinction of diagnostic subcategories of depression should be maintained for drug trials and clinical practice. The limitations of this approach should also be noted. Whereas the present study evaluated depressive symptoms based on their number only, there are also other subgroups that could be defined based on specific symptom patterns (e.g., atypical v typical depression, 364° retarded v agitated depression 41 psychotic v nonpsychotic depression, or neurasthenic, hypochondriacal, and suicidal depression). Aside from nosology, these findings have important implications for treatment and prevention. If depression truly manifests as a spectrum, clinicians should consider treatment of a broad range of depressive symptoms irrespective of whether the diagnostic criteria for MDD are fulfilled. Efficacy should be assessed independently for symptoms, recurrence, and duration, as well as combinations thereof. Additionally, since the results of the present study suggest that depression tends to recur in a large proportion of cases, more aggressive treatment earlier in the course and for a longer duration may be necessary. Future clinical research should also investigate the diagnostic entry criteria for clinical trials to determine whether treatment using varying entry criteria would also be useful. The finding that depression is expressed as a spectrum also suggests that the concept of depression prevention should be expanded to cover the wide range of manifestations of depression, rather than using strict diagnostic criteria across all levels of prevention including primary (intervention prior to onset), secondary (early intervention), and tertiary (prevention of recurrence).
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