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Using a case-controlled study including siblings of major depression (MD) and control probands, born 1970–1990 and followed
through 2018, we sought to clarify the degree to which the familial liability to MD is reflected in its clinical features, and the pattern
of psychiatric disorders at elevated risk in the siblings of MD probands. The study population included full-siblings of 197,309 MD
and matched 197,309 control probands. The proband-sibling tetrachoric correlation of for MD was +0.20. Both linear and quadratic
effects of younger AAO and number of episodes significantly increased the risk of MD in siblings. Male sex, anxiety disorder, alcohol
use disorder (AUD), inpatient treatment, psychotic symptoms, severity, and antidepressant prescription in MD probands increased
the risk of MD in siblings. Cox proportional hazard models (hazard ratios, 95% CI) revealed a significantly increased risk of attention
deficit hyperactivity disorder (1.82, 1.76–1.88), generalized anxiety disorder (1.79, 1.74–1.85), bipolar disorder (1.78, 1.70–1.85), MD
(1.74, 1.72–1.76), obsessive-compulsive disorder (1.72, 1.65–1.80), phobic anxiety disorder (1.71, 1.65–1.76), and panic disorder (1.68,
1.64–1.72) in MD co-siblings. The HRs for AUD (1.64, 1.60–1.68), post-traumatic stress disorder (1.62, 1.59–1.66) were modestly lower,
and the lowest was seen for schizophrenia (1.42, 1.30–1.54). The overall pattern of increased risk of these disorders was similar in
reared-apart half-siblings and cousins of MD probands. Our findings suggest that MD is familial, and a range of important clinical
factors predict its familial liability. The familial liability to MD, mostly due to genetic factors, is shared with a broad range of
psychiatric disorders.
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INTRODUCTION
Major depression (MD), a common and often impairing disorder
[1], is familial with twin studies showing familial aggregation
largely due to genetic factors [2, 3]. Among depressed patients,
early age at onset (AAO) [3–9], recurrence [3, 4, 6, 7, 10], and
comorbidity with anxiety disorders (AD) or alcohol use disorder
(AUD) [4, 11, 12] is associated with higher rates of MD in
relatives.
However, the familial co-aggregation of MD with other

psychiatric disorders including AD [13–16], obsessive-compulsive
disorder (OCD) [17], bipolar disorder (BD) [9, 16, 18], attention
deficit hyperactivity disorder (ADHD) [13], post-traumatic stress
disorder (PTSD) [19], AUD [20], and schizophrenia (SZ) [21] has
been reported. While modest levels of sharing of familial risk is
widespread among psychiatric disorders (e.g. [22–24]), the genetic
liability to MD may have particularly wide-spread effects [25].
Prior studies of the familial aggregation of MD have largely

utilized personal interviews in modest to moderate sized samples
[3, 15]. High-quality nationwide registries now permit such
investigations with much larger sample size and more precise
results. Primary care data, where the majority of MD cases are
registered, is particularly important for such investigations [26].

To further understand critical features of the genetic epidemiol-
ogy of MD, we conducted a study of siblings of MD cases and
matched controls in Sweden where primary care data is available.
Siblings are common and the only class of first-degree relatives of
the same generation, thereby controlling for cohort effects. In this
report, we try to address the following questions:

1. What is the degree of aggregation of MD within siblings and
how is this influenced by the sex of the proband?

2. How is MD risk in siblings affected by two indices of severity
of MD in the proband -- age at onset and levels of
recurrence? Can familial liability to MD be reflected in other
clinical features?

3. How specific is the familial risk for MD as assessed by levels
of co-aggregation of these disorders in siblings of MD
probands: generalized anxiety disorder (GAD), panic dis-
order (PD), phobic anxiety disorder (phobia), OCD, BD,
ADHD, PTSD, AUD, and SZ?

4. Through an examination of patterns of disorder co-
aggregation in reared-apart half-siblings and cousins, can
we clarify the degree to which our full-sibling findings result
from genetic versus shared environmental factors?
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SUBJECTS AND METHODS
We collected information on individuals from Swedish population-based
registers with national coverage (Supplementary Table 1), linking each
person’s unique personal identification number which, to preserve
confidentiality, was replaced with a serial number by Statistics Sweden.
This research was conducted in accordance with the Declaration of
Helsinki. We secured ethical approval for this study from the Regional
Ethical Review Board in Lund and no participant consent was required (No.
2008/409 and later amendments).
Psychiatric diagnoses of MD, as well as GAD, PD, Phobia, AD, OCD, BD,

ADHD, PTSD, AUD, and SZ, were searched for using the Swedish Hospital
Discharge Register, Outpatient Care Register, almost nationwide primary
care data, the Swedish Prescribed Drug Register, the Swedish Cause of
Death Register, the Swedish Criminal Register, and the Swedish Suspicion
Register. Usage of antidepressants were searched for in the Swedish
Prescribed Drug Register. For details of diagnostic/variable identification,
see Supplementary Table 2.
Our source population consisted of all individuals born in Sweden

1970–1990, having Swedish-born parents; n= 1,783,302. Immigrants were
excluded because information on family members is often lacking, and
their access to psychiatric care might vary by disorder for cultural reasons.
We also excluded n= 22,736 individuals dying before the age of 25 and
n= 63,962 individuals emigrating before age 25. The age of 25 was used to
ensure we had follow-up time to enable retrieval of psychiatric diagnoses
from the registries.
The 1,696,604 individuals left were grouped into 1,015,248 unique

parental pairs. Out of these, we were interested in the 522,202 unique
parental pairs (made up by a total of n= 1,037,005 parents) where we
could find a sibship size of at least two full-siblings. The sibships were
made up of a total of 1,203,558 individuals. Case probands were defined as
any of these individuals having MD, but not BD or SZ, rendering
n= 197,309. Each case proband was matched with one control proband,
which was drawn from the group without any diagnosis of BD or SZ,
n= 1,182,956. Control probands were matched by sex, and age by
applying incidence density sampling, i.e. we ensured that the matched
control proband had follow-up time and no MD diagnosis at least until the
same age as the MD diagnosis of the case proband. The siblings of the
probands were not screened for BD and SZ. Apart from the type of
matching used throughout this study, five other types were performed to
determine their influence on the results (Supplementary Table 3).
Amongst the previously described group of n= 1,696,604 individuals,

we also searched for reared-apart half-siblings and first cousins. In this
group, 266,559 had at least one half-sibling (158,399 had at least one
maternal half-sibling and 161,654 had at least one paternal half-sibling)
and 1,398,416 had at least one cousin. In total, we detected 227,688 pairs
of half-siblings and 3,357,273 pairs of cousins. Amongst the half-sibling
pairs 102,668 were reared-apart (not living together during ages 0–15). The
information on rearing were taken from household identification number
(Population and Housing Census; years 1970–1985) and from family
identification (Total Population Register; year 1986 and onwards). In the
reared-apart half-siblings group, and in the cousin group, we detected
30,117 and 235,361 case probands, respectively, diagnosed with MD but
not BD or SZ. Matching of control probands was made in the same manner
as for full-siblings, within the n= 102,668 half-sib and n= 1,130,355
cousin pairs.
In full-siblings to case probands and control probands, we examined

the impact of lifetime proband diagnoses of MD (i.e. case/control status
of proband) on time to first diagnosis of MD, GAD, PD, Phobia, OCD, BD,
ADHD, PTSD, AUD and SZ in siblings, from the age of ten, using a
multivariable Cox proportional hazards model with age of sibling as time
scale, stratified on the matched pairs of probands. The sibling was
followed until time point of diagnosis, study end of 2018-12-31, death or
emigration, whichever occurred first. To take into account dependency
within families, standard errors were obtained from robust variance
estimation. We adjusted for sex and birth year of the siblings in the
models. To study the effect of having an MD-affected sibling, we adapt
to the Cox model setting, a proband correction proposed by Weinberg
[27]. In the procedure, we correct for the fact that we only have
information on sibships whom at least one MD-affected sibling. When
applying the correction, we allow an individual affected with MD, to be
counted as proband, once for each co-sibling, and to be counted as co-
sibling, once for each sibling affected with MD. Each unique proband-
sibling pair is one observation in data. The same type of modeling was
applied to reared-apart half-siblings and cousins. Apart from studying
the HR of proband MD on the 10 diagnoses mentioned above, we also

studied, in full-siblings, the effect of proband MD AAO, measured by age
at first MD registration, on the 10 diagnoses. We did this by including an
interaction term in our main model between case proband and proband
younger AAO, the latter as a continuous variable in units of 5 years. We
included AAO as a linear term, however when specifically studying MD
as outcome, we also included AAO as both a linear and a quadratic term.
The same type of modeling was also applied for studying the effect of
number of proband MD episodes (a discrete numeric variable) in the
registries. An episode was defined as a registration of MD in any of the
medical registries, without any previous registration within the last
90 days. Specifically for MD in sibling as outcome, we also performed
several further analyses: Using the main Cox model, we included a
multiplicative interaction term between case proband and variables of
proband sex, AD in proband, AUD in proband, MD in proband diagnosed
at least once in inpatient care, psychotic MD in proband, antidepressants
prescribed to proband between July 2005 and 2018, and MD severity in
proband, one variable at a time. For the MD severity in proband, we
included two different interaction terms in the model: case proband with
moderate MD in proband and severe MD in proband (using mild MD as
the reference). Severity of MD was defined as the highest degree of MD
severity ever found in the medical registries. For the MD diagnosis in co-
sibling as outcome, we also calculated tetrachoric correlations between
actual case/control status of proband with co-sibling outcome, as well as
ever having MD in proband with co-sibling outcome. Tetrachoric
correlations were calculated as this measure of association as it is easy
to interpret in a genetic-epidemiologic context and is relatively
insensitive to changes in base rates. In the main Cox model for full-
siblings, sensitivity analyses were performed to account for proband
comorbidities (Supplementary Table 7).
Levels of significance of 0.05, 0.01, 0.001 and 0.0001 weremarked in tables.

Bonferroni correction procedures for multiple testing, using a significance
level of 0.05, were applied to tables including within-outcome comparisons
of the probandMD effect. Data analysis was conducted from June 1, 2023, to
September 21, 2023. Statistical analyses were performed using R, version
4.2.1 [28] (Supplementary Table 4) and SAS, version 9.4 [29].

RESULTS
Descriptive statistics
Table 1 provides the descriptive results of probands and their full-
siblings. Of 197,309 MD probands, 63.2% were female, and the
mean (SD) AAO of MD was 30.2 (6.8). Eventually, 10.4% of 197,309
matched control probands were diagnosed with MD between
ascertainment and the end of follow-up. There was a median (IQR)
of one (1–2) sibling for both MD and control probands. Prevalence
rates of MD in siblings of MD and control probands were 25.7 and
16.4%, respectively. The prevalence rates of other psychiatric
disorders ranged from 0.4% for SZ to 8.8% for PTSD in siblings of
MD probands, which were all higher than in siblings of control
probands.

Co-aggregation of MD in siblings
The risk for MD of siblings was significantly higher in MD than
control probands (HR= 1.74, 95% CI= 1.72–1.76). The tetrachoric
correlation of case/control-status in probands vs MD diagnosis in
siblings was +0.20 (95% CI= 0.20–0.21). The HRs and tetrachoric
correlations were similar despite varying sampling methods of
control probands (Supplementary Table 3).
The risk of MD in siblings as a function of the presence or

absence of the clinical features in MD probands is summarized in
Table 2. For younger AAO and greater number of episodes, linear
and quadratic effects were both significant. As depicted in Fig. 1a,
earlier AAO predicts a higher HR, and as AAO increases the HR
declines and flattens after age 35. Considering recurrence (Fig. 1b),
the HR increases as the number of episodes increase, but
gradually flattens and reaches a plateau after 10–12 episodes.
The risk of MD in siblings was significantly higher when the
proband was male. Finally, AD and AUD comorbidity, inpatient
treatment, psychotic symptoms, severity, and antidepressants
prescription in the MD proband all significantly increased risk for
MD in their siblings.
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Co-aggregation of major psychiatric disorders in siblings
Figure 2 and Supplementary Table 5 shows the HRs (95% CIs) of 10
major psychiatric disorders in the siblings of MD vs control
probands. The HRs were significantly increased for all major
psychiatric disorders, the highest was for ADHD (1.82, 1.76–1.88),
followed by GAD (1.79, 1.74–1.85), BD (1.78, 1.70–1.85), MD (1.74,
1.72–1.76), OCD (1.72, 1.65–1.80), Phobia (1.71, 1.65–1.76) and PD
(1.68, 1.64–1.72). The HRs for PTSD (1.62, 1.59–1.66) and AUD (1.64,
1.60–1.68) were modestly lower, and the lowest was for SZ (1.42,
1.30–1.54).
Figure 3a, b and Supplementary Table 6 shows the linear effects

of AAO and number of episodes in MD cases on the HRs of our 10
disorders. The effect of younger AAO increasing HRs were similar
and was significant for all 10 disorders except for SZ. The number
of episodes nearly equally predicted a higher risk in all of these
disorders. Sensitivity analyses revealed that the probands’
psychiatric comorbidity was not a major factor in increasing the
risk of other psychiatric disorders in siblings of MD probands, as
the HR dropped only modestly when controlling for comorbidity
using two different methods (Supplementary Table 7).

Analysis of reared-apart half-siblings and cousins
Finally, the impact of MD on the risks of major psychiatric
disorders in reared-apart half-siblings and cousins were analyzed
and depicted in Fig. 3c, d. When compared with full-siblings, the
overall patterns were similar. The differences were that the HRs

were lower in reared-apart half-siblings and cousins, and the risk
for SZ was no longer significant in reared-apart half siblings.

DISCUSSION
In our study, we sought to address four major questions in MD
cases through treatment facilities and control probands, which we
review in turn.
First, we found sibling resemblance for MD with a significant HR

of 1.7. Although this is lower than previous studies reporting a 2 to
3 times higher risk in siblings [9, 30], the tetrachoric correlation
(+0.20) was similar to that found in dizygotic twins in previous
twin studies [2, 31, 32] and what would be expected given a
heritability of MD of ~0.40 [3]. The lower HR likely results from the
relatively high rates of MD in the Swedish population including
our primary care data. Interestingly, our study showed a modest
excess risk for MD in siblings of male versus female MD probands.
This is consistent with predictions from a multiple threshold
model given the lower prevalence of MD in men versus women
[33] but has been rarely reported elsewhere. A recent finding from
the Swedish registry also showed that affected males had higher
family genetic risk scores than affected females [34].
Second, sibling risk for MD was, consistent with most [4–9] but

not all [10, 12, 30] prior familial studies, associated with both AAO
and high recurrence rates. The size of our sample permitted us to
show significant quadratic effects for AAO and, for the first time to
our knowledge, recurrence, with the effects largely disappearing
at AAO over 35 and over 10–12 recurrences. Previous studies have

Table 1. Demographics of the total study population.

MD Proband Control
Proband

Proband

Sample size, No. 197,309 197,309

Female, % 63.2 63.2

Birth year, mean (sd) 1980.5 (5.7) 1978.0 (5.4)

MD prevalence, % 100 10.4

Age at onset of MD, mean
(sd)

30.2 (6.8) 35.0 (5.7)

No. of siblings, median
(IQR)

1 (1–2) 1 (1–2)

Sibling

Sample size, No. 289,357 284,408

Female, % 48.7 48.3

Birth year, mean (sd) 1980.4 (5.7) 1979.0 (5.6)

MD prevalence, % 25.7 16.4

Age at onset of MD, mean
(sd)

29.4 (6.8) 31.1 (6.8)

GAD prevalence, % 4.4 2.6

PD prevalence, % 6.9 4.2

Phobia prevalence, % 3.7 2.1

OCD prevalence, % 2.0 1.2

BD prevalence, % 2.2 1.3

ADHD prevalence, % 4.7 2.5

PTSD prevalence, % 8.8 5.8

AUD prevalence, % 5.2 3.4

SZ prevalence, % 0.4 0.3

MD major depression, sd standard deviation, IQR interquartile range, GAD
generalized anxiety disorder, PD panic disorder, Phobia phobic anxiety
disorder, OCD obsessive-compulsive disorder, BD bipolar disorder, ADHD
attention deficit hyperactivity disorder, PTSD post-traumatic stress disorder,
AUD alcohol use disorder, SZ schizophrenia.

Table 2. Individual clinical features of MD proband, and their
association with risk of MD in siblings.

HR 95% CI P-valuea

Younger age at onsetb

Linear effect only 1.07 (1.06–1.08) <0.0001*

Linear and
quadratic effect

Linear: 1.29
Quadratic:
1.02

(1.20–1.37)
(1.01–1.02)

<0.0001*
<0.0001*

Number of episodes

Linear effect only 1.05 (1.05–1.06) <0.0001*

Linear and
quadratic effect

Linear: 1.09
Quadratic:
0.997

(1.08–1.10)
(0.996–0.998)

<0.0001*
<0.0001*

Sex

Proband male 1.08 (1.05–1.11) <0.0001*

Comorbidity

AD 1.21 (1.19–1.24) <0.0001*

AUD 1.26 (1.21–1.32) <0.0001*

Inpatient 1.16 (1.12–1.21) <0.0001*

Psychotic
depression

1.20 (1.07–1.35) 0.002*

Severity

Moderate
(Ref: Mild)

1.18 (1.13–1.23) <0.0001*

Severe (Ref: Mild) 1.23 (1.17–1.31) <0.0001*

Antidepressants 1.27 (1.23–1.31) <0.0001*
aBased on the interaction between clinical features and MD in sibling,
controlled for sex and birth year of the siblings. *Significant at Bonferroni
corrected levels of P < 0.05/17= 0.0029.
bYounger age at onset is measured as a continuous variable, in five-year
units.
MD major depression, AD anxiety disorder, AUD alcohol use disorder, HR
hazard ratio, CO confidence interval.

S.J. Rhee et al.

71

Molecular Psychiatry (2025) 30:69 – 75



suggested that the etiology of childhood-onset depression differs
and are more strongly genetically influenced than adult-onset
depression [35]. It is also known that early-onset MD is associated
with a higher familial risk of MD, while late-onset MD is associated
with an increased familial risk of vascular disease [36]. The effect of
other environmental factors not shared by siblings, including
chronic diseases and lifestyle risk factors, probably are more
prominent in late-onset MD [8]. Furthermore, in accordance with

previous literature [3, 4, 6], severity indices increased the risk in
siblings for MD probands, in which our study included inpatient
treatment, symptoms of psychosis, clinical severity as indexed by
ICD criteria, and treatment with antidepressants. Finally, also in
line with previous reports [4, 12], we found risk for MD in siblings
was increased by proband comorbidity with AD and AUD.
Third, the pattern of risks for a range of other disorders in the

siblings of MD probands suggested that the familial liability to MD
was relatively nonspecific. The risks for the disorders examined
could be usefully divided into three major groups: The first group
was made up of internalizing disorders (GAD, PD, Phobia, and
OCD), other mood disorders (BD), and ADHD. For these disorders,
the HR in siblings of MD probands was statistically indistinguish-
able from that found for MD itself. The second group was PTSD
and AUD where the HRs in siblings were modestly lower than that
seen for MD. The third group, consisting only of SZ, had HRs in
siblings appreciably lower than that seen for MD.
The nonspecific risk of MD has been suggested in a meta-

analysis of offspring [13], and familial genetic risk scores [25].
However, there are opposite results, including a study from
Germany where offspring of MD cases showed specific vulner-
ability to MD compared to AD [15]. MD has been historically
connected with BD in Kraepelin’s category of manic-depressive
illness [37], and is genetically close to internalizing disorders like
AD [14, 24]. Our study expands previous results in the genetic
epidemiology of MD, that MD reflects a broad vulnerability to
many common forms of psychopathology. These nonspecific risks
are supported by molecular studies showing genetic dispositions
to MD and other psychiatric disorders substantially overlap
[22, 23]. Importantly, we were able to replicate the broad nature
of the familial liability to MD by an independent within MD-sibship
design, showing that earlier AAO and higher levels of recurrence
predicted a higher risk for various psychiatric disorders at a level
similar to that seen for the risk of MD itself.
Fourth, as siblings share both genes and environments, we

cannot, through the study of siblings alone, discriminate the
degree to which it is due to genetic factors. We therefore repeated
our analyses in reared-apart half-siblings and cousins whose
resemblance can, with some confidence, be attributed largely or
entirely to genetic effects. The general patterns were similar with
those in full-siblings although HRs are all substantially lower in
half-siblings and cousins, given the reduction in genetic related-
ness, and the confidence intervals are larger in half-siblings and

Fig. 1 Hazard Ratio for MD in Siblings. The hazard ratio with standard errors for MD in sibling as a function of the a age at onset, and
b number of episodes of MD proband. Age at onset measured on a time scale of 5 years. Both linear and quadratic effects are reflected. HR
hazard ratio, MD major depression.

Fig. 2 The impact of major depression (MD) proband status on
the hazard ratio in siblings for MD, anxiety disorders, obsessive-
compulsive disorder, bipolar disorder, attention deficit hyper-
activity disorder, post-traumatic stress disorder, alcohol use
disorder, and schizophrenia. Analyses was controlled for sex and
birth year of the siblings. Diagnosis in siblings were all measured
from age 10 and onwards for reasons of stability. HR hazard ratio,
MD major depression, GAD generalized anxiety disorder, PD panic
disorder, Phobia phobic anxiety disorder, OCD obsessive- compul-
sive disorder, BD bipolar disorder, ADHD attention deficit hyper-
activity disorder, PTSD post-traumatic stress disorder, AUD alcohol
use disorder, SZ schizophrenia.
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smaller in cousins, given the differences in sample sizes compared
to full siblings. From these findings, we can conclude that the
pattern of risks for major psychiatric disorders in the siblings of
our MD probands was predominantly due to genetic effects.

LIMITATIONS
Our results should be interpreted in the context of three
important methodological concerns. First, the validity of our study
is dependent on the quality of diagnoses in the Swedish national
registries, which have been well supported for diagnoses for BD,
SZ, and OCD [38–41]. The validity of MD and AD diagnoses is
supported by their prevalence, sex ratio, sibling and twin
correlations, and associations with known psychosocial factors
[4, 26]. The validity of ADHD diagnosis has been supported by
previous studies including a close association with stimulant
prescriptions [42]. The validity of AUD is supported by high rates
of concordance observed across ascertainment methods [43, 44]
and patterns of resemblance in relatives [45]. Second, the absence
of shared environment effects does not mean that the influences

of siblings are irrelevant. We cannot rule out that clinicians knew
the family history of their siblings, and that their knowledge
influenced their diagnoses. However similar nonspecific patterns
seen in reared-apart half siblings and cousins shows that these
effects are likely to be minimal. Third, we used high-quality
registers, including primary care, but could not ascertain cases in
individuals who never presented for treatment. Therefore,
extrapolation to populations who do not seek treatment is
limited. Fourth, given that this study was conducted in the
Swedish population, generalization to other ethnicities may be
limited.

CONCLUSIONS
The results from our large registry-based sample of Swedish
siblings support that MD is familial, and that certain clinical
features including AAO, recurrence, clinical severity, and presence
of psychosis, can meaningfully predict the risk of illness in siblings.
Importantly, we show that the increasing risk of illness in relatives
of MD probands asymptotes out at older AAO and high levels of

Fig. 3 Impact of Clinical Features of MD on risk patterns in siblings and Proband MD on risk patterns in half-siblings and cousins. Linear
effects of a younger age at onset and b number of episodes of MD probands on the risk of major psychiatric disorder in siblings. The impact of
MD on the risk of psychiatric disorders in c reared-apart half-siblings and in d cousins. The psychiatric disorders that were analyzed were MD,
anxiety disorders, obsessive-compulsive disorder, bipolar disorder, attention deficit hyperactivity disorder, post-traumatic stress disorder, and
alcohol use disorder. The results for schizophrenia were not presented as the sample size was too small for the results to be informative.
Analyses was controlled for sex and birth year of the siblings. Only linear effect was analyzed to enable comparison between psychiatric
disorders. Younger age at onset was measured as a continuous variable, in five-year units. Diagnosis in siblings and cousins were all measured
from age 10 and onwards for reasons of stability. HR hazard ratio, AAO age at onset, MD major depression, GAD generalized anxiety disorder,
PD panic disorder, Phobia phobic anxiety disorder, OCD obsessive- compulsive disorder, BD bipolar disorder, ADHD attention deficit
hyperactivity disorder, PTSD post-traumatic stress disorder, AUD alcohol use disorder.
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recurrence. Familial liability to MD is not highly specific but rather
is shared with a broad range of mood and anxiety disorders as
well as OCD and PTSD, and, to a more modest degree, ADHD,
AUD, and SZ. Results in our analysis of reared-apart half-siblings
and cousins suggest that most of the aggregation of MD and
other major psychiatric disorders we observed in siblings results
from genetic factors. These results have implications for our
understanding of the nature of familial/genetic liability to MD,
how it is reflected in the clinical presentation of depressive illness
and its impact on risk for a wide range of other common
psychiatric disorders.
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