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Chapter 14
Depression and Personality Dysfunction: 
Moving from Descriptive Comorbidity 
to the Identification of Common 
Intermediate Phenotypes

Alex Behn and Mariane Krause

14.1  �Introduction

Globally, the lifetime prevalence of major depressive disorder (MDD) is 10–15% of 
the population (Lépine & Briley, 2011), constituting the third cause of morbidity 
and accounting for 4.3% of the global burden of illness. Especially when depression 
is long-lasting and of moderate or severe intensity, this illness may become a serious 
health condition in which the person suffers greatly and functions poorly at work, at 
school, and in the family. At its worst, depression can lead to suicide. Over 800,000 
commit suicide every year, and it is the second leading cause of death in 15- to 
29-year-olds. Treating depression should be a priority worldwide due to the high 
subjective, social, and economic burden of the illness. However, treatment effective-
ness can be greatly improved. A study by Craighead and Dunlop (2014) found that 
even though two thirds of patients enrolled in randomized clinical trials (RCTs) for 
depression show a positive response, only 30–40% present remission of symptoms. 
An additional factor adding to the social and subjective burden of depression has to 
do with the recurrent nature of the illness (DeRubeis et al., 2008). Between 50% and 
60% of patients experimenting a first major depressive episode will experience a 
second episode, and of these patients, 70% will experience a third one and 90% a 
fourth episode (Hart et al., 2001). This means that many depressed patients spend 
up to 21% of their lives clinically depressed (Vos et al., 2004), which increases the 
risk for suicidality, comorbidity, and chronic physical illness and impairs physical 
and psychosocial functioning (Hardeveld et al., 2013).

Substantial contents of this chapter were taken from Behn et al. (2018).
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14.2  �Phenotypic Variability in Depression: 
Theoretical Heterogeneity

There is sufficient evidence in the field of psychology and psychiatry to support the 
clinical and scientific contention that depression is a rather heterogeneous clinical 
entity (Maj, 2012; Zimmerman et al., 2015). Furthermore, it has been argued vehe-
mently that the somewhat disappointing scientific and clinical results may be related 
to substantive heterogeneity of the syndrome as well as to artificial heterogeneity 
related to diagnostic rules. In part, diagnostic heterogeneity across mental health 
conditions, including depression, is a structural result of the polythetic diagnostic 
system of DSM: a given clinical diagnosis can be arrived at by using different com-
binations of symptoms. As a result, there are 227 different symptom combinations 
that follow diagnostic rules for depression (Olbert et al., 2014; Zimmerman et al., 
2015). Resulting combinations are varied and can be quite different and even con-
tradictory at the phenotypic level. For example, a patient presenting with depressed 
mood, weight loss, insomnia, and psychomotor agitation can be diagnosed with 
major depressive disorder (MDD) as well as a patient suffering from anhedonia, 
weight gain, hypersomnia, and psychomotor retardation. Within the polythetic 
structure of DSM and ICD, this proliferation of seemingly opposite presentations 
can be accounted for by the existence of compound symptoms (including dimen-
sional opposites, e.g., “sleep disturbances”) in addition to single symptoms (e.g., 
anhedonia) (Zimmerman et al., 2006). However, it can be argued that this heteroge-
neity is artificial, merely a result of theoretical symptom combinations due to the 
polythetic structure of DSM, and does not necessarily capture substantial heteroge-
neity in the clinical syndrome of depression as it occurs in nature, that is, at patient 
level. Thus, above and beyond the issue of theoretical heterogeneity, empirical het-
erogeneity needs to be examined as a way to map clinically relevant types of depres-
sion naturally presenting in individuals.

14.3  �Phenotypic Variability in Depression: 
Instrumental Heterogeneity

An additional source of heterogeneity that is also not substantive is related to instru-
mental heterogeneity. Whatever method is used to analyze patient-level data, symp-
toms need to be collected using specific instrumentation. These instruments can be 
interview schedules, used by clinicians, or self-report questionnaires. There are 
many instruments that are typically used to measure depressive symptoms in indi-
viduals, both in clinical and research setting. The underlying assumption is that all 
these instruments map on the same set of symptoms that constitute a prototype for 
depression. However, many of the widely used screeners for depression are rather 
idiosyncratic, that is, there is scarce content overlap between items. According to 
Fried (2017), taken together, the most common measures used for research in 
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depression map on 52 distinct symptoms, and some of them are compound symp-
toms that can be disaggregated in such a way that even more symptoms are avail-
able. Many of these symptoms are idiosyncratic, that is, they are present in only one 
or two measures. According to Fried (2017), only 12% of all symptoms were pres-
ent in the seven most used depression schedules or questionnaires. Thus, the extent 
to which heterogeneity can be examined in depression appears to be largely contin-
gent on the number of items included in a given instrument. For example, if one is 
to use the Patient Health Questionnaire (PHQ-9) to measure depression in a patient, 
less information is available (fewer items, fewer symptoms) compared to using the 
Beck Depression Inventory (more items, more symptoms). Whether a given ques-
tionnaire includes coverage of too few symptoms or too many symptoms depends 
on the specific use. Typically, practical needs (e.g. fast screening versus detailed 
case formulation) need to be weighted to decide on how to best strike a balance 
between fidelity (i.e. how much information is captured by an instrument) and com-
pression (i.e. fewest number of items used to capture this information).

14.4  �Phenotypic Variability in Depression: 
Empirical Heterogeneity

In contrast to theoretical and instrumental heterogeneity which stems from poly-
thetic diagnostic criteria, empirical heterogeneity requires collecting patient-level 
data, typically using symptoms described in diagnostic systems and with specific 
instruments. This means that empirical heterogeneity is still fundamentally con-
strained for the most part by instrumentation and diagnostic systems. With this idea 
in mind, Fried and Nesse (2015) found 1030 unique symptom patterns emerging 
from a sample of 3703 outpatients diagnosed with depression from the STAR*D 
trial. An overwhelming majority of these profiles (84%) were present in only a 
handful of individuals, and half of the profiles were exclusively exhibited by one 
individual. Looking at empirical heterogeneity, other authors have tried to examine 
the latent structure of depressive symptoms in clinical samples using advanced sta-
tistical techniques, most notably latent class or latent profile analysis and taxometric 
analysis (Baptista et al., 2019; Wardenaar et al., 2017). This research has led to a 
plethora of studies and scientific articles that can be used to map symptomatic pro-
files occurring in real patients. However, it is still difficult to aggregate results from 
this literature, in part because of the great number of parameters that can be adjusted 
in this statistical models and that can result in different latent class descriptions (van 
Loo et al., 2018). Thus, if one takes into account the diagnostic rules advanced by 
the DSM as well as the latent structure literature, profile variability is ubiquitous 
and at times idiosyncratic, so that more stable patterns of heterogeneity are difficult 
to map. It is quite likely that heterogeneity cannot be sufficiently parsed out at the 
phenotypic level.
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14.5  �Intermediate Phenotypes as a Way to Parse Out 
Symptomatic Heterogeneity of Depression

Heterogeneity stemming from all these theoretical, instrumental, and empirical 
sources is problematic, basically because of the different sources of artificial hetero-
geneity. This has resulted in many authors advocating for substantial research in the 
area of differential etiopathogenic pathways towards depression. The principle 
behind this literature is that if variability cannot accurately or confidently be found 
at the level of the phenotype, there may be more stability to be found at the etio-
pathogenic level. The Research Domain Criteria (RDoC) strategy proposed by the 
National Institute of Mental Health (NIMH) represents perhaps the strongest push 
in this direction (Cuthbert & Insel, 2013). If stability is to be found in heterogeneity, 
this will not be accomplished at the phenotypic level but, rather, at the level of 
genetic vulnerability or at the level of intermediate phenotypes or endophenotypes 
which connect genetic components to symptom heterogeneity. This focus may be 
better suited to arrive at substantive models that can aspire to organize phenotypic 
variability as a secondary phenomenon. Interesting work has been carried out exam-
ining the endophenotype by phenotype interaction, including the review by Hasler 
et al. (2004). Heterogeneity in depression can thus be located not solely at the phe-
notype level but rather at the interaction between observable depressive symptoms 
and intermediate phenotypes, including negative mood bias, deficits in reward func-
tion, and increased stress sensitivity, among others. Observable symptoms are also 
not a unique manifestation of a specific vulnerability expressed by an intermediate 
phenotype. Different intermediate phenotypes can lead to similar symptoms in the 
same way that different conditions can lead a patient to develop a fever. Just like a 
fever, depressive symptoms are not univocally related to intermediate phenotypes. 
In terms of treatment development, this leads to personalized treatment models that 
target underlining disease mechanisms (intermediate phenotypes). Similarly, 
authors have looked at the genes by phenotype interaction searching for stability in 
the seemingly endless proliferation of distinct symptomatic profiles in depression 
(e.g., see Milaneschi et al., 2016 and Thorp et al., 2019). The great empirical hetero-
geneity of depressive presentations can be thus reconducted towards a distinct set of 
intermediate psychological and biological domains that bridge the relationship 
between genomic complexity and disease heterogeneity in depression (Insel & 
Cuthbert, 2009).

14.6  �Domains of Personality Functioning Are Intermediate 
Phenotypes for Depression

The arguments presented above can be organized around two basic ideas. First, 
depression is a notoriously heterogeneous syndrome. Multiple attempts to organize 
things at the phenomenological level have largely failed (from Jaspers to the DSM, 
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perhaps), to the extent that even though DSM-5 remains to be a categorical diagnos-
tic tool for the most part, in the introduction of DSM-5, it can be read that “the once 
plausible goal of identifying homogeneous populations for treatment and research 
resulted in narrow diagnostic categories that did not capture clinical reality, symp-
tom heterogeneity within disorders, and significant sharing of symptoms across 
multiple disorders” (APA, 2013, p. 12). Second, different (or the same) depressive 
symptoms can be explained by vulnerabilities in one or in several intermediate phe-
notypes; there are no established univocal pathways between symptoms and under-
lying causes. Thus, the question of the etiology of depression needs to be replaced 
by the etiologies of depression, in the plural. The concept of intermediate pheno-
types is useful in this context.

At the level of intermediate phenotypes, one can locate psychological functions 
that can be broadly organized within the construct of the personality. The contention 
that heterogeneity in depressive symptoms can be partially explained by the opera-
tion of intermediate phenotypes related to personality functioning is consistent with 
a common clinical finding: many patients with depression also present with person-
ality dysfunction, and in turn, many patients with personality dysfunction present 
with depression. The comorbidity of mood disorders including major depressive 
disorder (MDD), bipolar disorder (BP), and dysthymia (DY) with personality 
pathology is quite common in clinical settings. In a meta-analysis (Friborg et al., 
2014), it was estimated that approximately 45% of patients with major depressive 
disorder also had a personality disorder and approximately 60% of patients with a 
diagnosis of personality disorder also have a concurrent diagnosis of a depressive 
disorder. One likely explanation for the frequency of this concurrent presentation is 
that there is partial overlap in intermediate phenotypes for both classes of disorders. 
Depression and personality researchers have not always shared this view, which has 
led to decades of diagnostic debates ever since systematic empirical research on 
personality pathology emerged in the 1980s, about three decades later than system-
atic empirical research on depression. Landmark studies that have characterized the 
occasional polarization of this debate include, from the mood disorders specialist 
perspective, Akiskal and McKinney Jr.’s (1973) widely cited study published in 
Science, arguing that depression is a single and stable clinical entity with rather 
strong diagnostic borders with other clinical entities. On the personality disorders 
specialist side, Gunderson and Phillips (1991) have argued that the most prototypi-
cal personality disorder, namely, borderline personality disorder (BPD; regarding 
the status of BPD as a prototypical personality disorder presentation, Wright & 
Zimmermann, 2015, offer a comprehensive review), exhibits weak and non-specific 
relationships to depression.

Significant research has also showed that first-line psychotherapeutic and phar-
macological interventions to alleviate depressive mood have a diminished effect in 
patients with BPD and that depressive symptoms can remit with successful treat-
ment of BPD (Gunderson et al., 2004), indicating that mood instability in the setting 
of personality pathology may exhibit a different pathogenesis than common depres-
sion (Stoffers et al., 2010). This debate is still quite active, and, according to recent 
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accounts, “(…) the problem of the boundaries of mood and personality disorder is 
central to the identity of psychiatry and to its future” (Paris, 2015, p. 7).

Both clinically and scientifically, it is extremely important to further understand 
the interaction between depression and personality functioning. Personality can be 
defined as the integrated operation of multiple psychological systems, cognitive and 
self-functioning (including identity), affect modulation and regulation, behavioral 
control, and interpersonal functioning. These domains of functioning are consistent 
with the diagnostic criteria for personality disorders of DSM-IV through DSM-5’s 
Alternative Model as well as with the new diagnostic scheme proposed by the 
ICD-11. According to Hasler et al.’ (2004) review on endophenotypes of depres-
sion, negative mood bias, impaired learning and memory, impaired reward function, 
increased stress sensitivity, and executive functioning deficits are all stable endo-
phenotypes for major depressive disorder (MDD). Three of these endophenotypes 
are also shared with BPD. Thus, personality dysfunction (i.e., impaired operation of 
psychological systems empirically related to depression) can contribute to the pars-
ing out of symptomatic heterogeneity in depression. For enhanced precision of the 
argument, we would say that personality functioning can be understood more 
broadly as an intermediate phenotype, because it refers to psychological mecha-
nisms related to phenotypic complexity (i.e., heterogeneity of depression), some-
times in the absence of clear or reasonable heritability, which is important for the 
consideration of endophenotypes (Goldman & Ducci, 2007; Gottesman & Gould, 
2003; Lenzenweger, 2013). Intermediate phenotypes are a crucial component if one 
sets out to understand the complex and well-debated relationship between depres-
sion and personality dysfunction because, as Choi-Kain and Gunderson state in the 
conclusion of an excellent book on the subject of mood disorders and BPD (2015), 
both disorders are “superficially divergent [but] fundamentally overlapping” 
(p. 257). This formulation expresses precisely the idea that phenotypic variability 
can be reconducted to common disease mechanisms, that is, to common or at least 
overlapping intermediate phenotypes.

14.7  �When Depression Is Complicated by Dysfunction 
in Intermediate Phenotypes Representing 
Personality Vulnerabilities

The issue of shared or overlapping intermediate phenotypes between personality 
dysfunction (particularly the case of BPD) and depression has been often framed in 
terms of a common-cause model (Klein et  al., 2011). This model predicts that 
depression and personality disorders can be distinct entities, with seemingly robust 
diagnostic borders at the phenotypic level, but they likely share common etiopatho-
genetic mechanisms that mediate between genomic and symptomatic complexity. 
This view presupposes no causal influences between both entities in this specific 
model. In other words, patients frequently present with depression and personality 
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dysfunction, because both problems have the same or similar causal influences, but 
a patient’s depression is not caused by his or her personality problems. A recent 
review by Goodman et al. (2015) has argued that MDD and BPD are likely two 
distinct disorders, sharing common disease mechanisms that account for affective 
dysregulation, regardless of specific phenotypes. Depressive disorders and person-
ality disorders – in particular BPD, which likely constitutes a prototypical presenta-
tion in the realm of personality dysfunction  – mainly overlap in the functional 
domain of affect regulation, that is, they share affective symptomatology. Clinically, 
BPD patients very often present with a major depressive episode (Newton-Howes 
et al., 2014). This co-occurrence has also been explained in terms of a diathesis of 
affective regulation, by an etiological influence related to the personality trait of 
negative affectivity or neuroticism (Reichborn-Kjennerud et al., 2010; Wright et al., 
2012). Negative affectivity expresses a heritable trait characterized by exacerbated 
negative emotions, sensitivity, and reactivity to stress (Widiger, 2009), that is, it 
constitutes an endophenotype. In a meta-analysis, the negative affective trait man-
aged to explain almost 30% of the variability in BPD symptoms and 22% of the 
variability in symptoms of a major depressive episode, suggesting an underlying 
etiological dimension to both disorders (Kotov et al., 2010; Samuel & Widiger, 2008).

It is likely that the recurrence and treatment challenges related to depression are 
connected with underlying personality vulnerabilities that complicate the clinical 
management of patients (see Newton-Howes et al., 2014). These personality vulner-
abilities may constitute a personality disorder, but additional clinical presentations 
where depression is nested within sub-threshold personality vulnerabilities are also 
likely part of this scenario. In fact, depressive disorders and personality disorders 
commonly present together. The ubiquity of this comorbidity has important conse-
quences for patient prognosis and typically results in an augmentation of the burden 
of disease for patients with a depressive disorder (Soeteman, Verheul, & Busschbach,  
2008) and consequently an increase in number of life years lost due to disability 
(Wittchen et  al., 2011). Thus, the nature of personality pathology, or even sub-
threshold personality vulnerabilities, needs to be examined to understand its contri-
bution to the complication, recurrence, and treatment resistance of complex 
depression. Patients with comorbid depressive disorder and personality disorders 
have typically poorer adherence to treatments (Pompili et al., 2009), and their pre-
sentation usually configures a more clinically complex level of psychopathology 
(Friborg et al., 2014). In addition, patients with this dual presentation have almost 
double the risk to be non-responders after antidepressant psychotherapy compared 
to those patients with a single diagnosis of depression (Newton-Howes et al., 2014). 
Moreover, the psychosocial and occupational impairment is higher for patients with 
comorbid depression and personality pathology (Markowitz et al., 2006), and they 
appear to be at a higher risk to develop additional formerly designated Axis I psy-
chopathology, especially anxiety (Stein et al., 1993).

In a systematic review and meta-analysis, Köhling, Erenthal, Levy, Schauenberg, 
and Dinger (2015) concluded that depression in borderline personality disorder 
(BPD) is characterized by elevations in anger/hostility and self-criticism (as 
expected in introjective experiences of depression; Blatt & Zuroff, 1992); and for 
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those patients with comorbid depression and BPD, depressive symptomatology is 
typically more severe when compared to depressed controls (Kohling et al., 2013). 
Even though a shared intermediate phenotype for depression and BPD includes 
affect dysregulation, in MDD, affect variability shows a different pattern than in 
BPD, and in the later, it appears to be restricted to affective reaction to interpersonal 
rejection (Goodman et al., 2010). A recent study using frequent ecological momen-
tary assessment showed that MDD with BPD patients did not present with higher 
affective instability, compared to MDD patients (Köhling et al., 2015). The fact that 
MDD and BPD phenotypes of affect dysregulation are not easily distinguished pro-
vides compelling evidence for shared or largely overlapping intermediate 
phenotypes.

14.8  �Longitudinal Course in Depression 
and in Personality Dysfunction

Initial accounts indicated that while in depression mood disturbances were episodic, 
more sustained, and less reactive to environmental stressors, mood dysregulation in 
BPD exhibited more intense fluctuations and high reactivity to environmental and, 
in particular, interpersonal stressors (Gunderson, 2007) and specifically sensitivity 
to interpersonal rejection (Staebler et al., 2011). However, data from longitudinal 
studies has revealed that the difference between episodic and stable mood symp-
toms in MDD and intense fluctuations in BPD is not necessarily warranted. 
Depression often exhibits a recurrent course with inter-episodic maintenance of 
residual symptoms (Frodl et al., 2008) or even a chronic course from the beginning 
(Klein, 2010). Notably, early-onset forms of chronic depression typically go along 
with severe impairment of interpersonal functioning, similar to those found in per-
sonality disorders (Klein, 2010), and have been conceptualized as a personality dis-
order in previous times (Herpertz et al., 1998). BPD patients, on the other hand, 
typically stop presenting diagnostic threshold symptomatology as time passes (Paris 
& Zweig-Frank, 2001; Zanarini et al., 2005). In longitudinal studies, remission of 
BPD in one wave is highly predictive of sustained remission in subsequent waves to 
a greater degree than remission of depression, which has been shown to have a 
rather recurrent course.

Taking this evidence into account, strong phenotypic differences between MDD 
and BPD are not quite as clear as initially had been thought. In fact, phenotypic 
stability of disorders is largely discussed in current research, particularly in light of 
recent large-scale studies that have argued for the presence of one common factor 
underlying pathways to severity across formerly called Axis I mental disorders 
(Caspi et  al., 2014), as well as across personality disorders (Sharp et  al., 2015). 
Regarding the later, the most recent version of the International Classification of 
Diseases (ICD-11) eliminates the specific classes of personality disorders (e.g., nar-
cissistic, histrionic, and schizoid) and presents dimensional criteria for one single 
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personality disorder, based on domains of functioning and a five-factor model of 
personality traits, while retaining BPD as qualifier of severity (Herpertz et  al., 
2017). This diagnostic modification in the realm of personality disorders was 
already available in part in the hybrid alternative model presented in DSM-5 
(Widiger, 2011), which also relies on domains of functioning (which result in 
dimensional assessment of personality pathology) and on personality traits (which 
can lead to a categorical diagnosis based on specific trait configurations). Both mod-
ifications are substantial and contribute to solve the problem of frequent comorbid-
ity among different personality disorders (Clark, 2005), underlining the idea of a 
single personality dysfunction component which can present phenotypic variability 
as a function of profiles of maladaptive personality traits.

14.9  �The Issue of Differential Response in MDD and BPD 
to Antidepressant Pharmacological Interventions

As indicated before, concurrent presentation of MDD and personality dysfunction 
is common, and this is consistent with the idea of a common-cause or shared inter-
mediate phenotypes. However, the issue of differential response to antidepressant 
medication in MDD with or MDD without concurrent personality pathology needs 
to be considered. If both disorders share the same intermediate phenotypes, then 
both disorders should exhibit similar patterns of response in depressive symptom-
atology when antidepressants are administered following clinical protocols, as long, 
of course, as medication effectively targets these underlying functions. This is, how-
ever, not the case. There may be different explanations for this. One explanation is 
that MDD and BPD (we are focusing on BPD because it concentrates most of the 
scientific evidence in personality dysfunction research and because it can be consid-
ered a prototype or a common factor across different personality disorders) share 
some intermediate phenotypes, but not others, and alas, common antidepressant 
medication may provide superior coverage of those intermediate phenotypes that do 
not significantly overlap with BPD. Another explanation is that MDD and BPD do 
share the same or most intermediate phenotypes but concurrent presentation of 
MDD and BPD represents a more extensive deficit of these functions, which may 
explain diminished effectivity of medication.

14.10  �Is There a Specific Phenotype of Depression 
in Borderline Dysfunction?

The idea of two distinct yet commonly co-occurring disorders is largely sustained 
by the evidence pointing towards common disease mechanisms (i.e., a shared dia-
thesis in affect regulation). From this perspective, of course MDD and BPD will 
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often present together. However, authors have also advanced the idea of specific 
forms of depression that are secondary to personality dysfunction. This causal influ-
ence of personality over depression can be understood from the perspective of a 
predisposition model (Klein et  al., 2011), which predicts that specific depressive 
phenotypes stem from specific personality vulnerabilities.

Most prominently, Sydney Blatt proposed in 1974 that depression may be a by-
product of deficits in the structure of object relations, further advancing the idea of 
two distinct forms of depression, namely, anaclitic and introjective (Blatt, 1974). In 
his effort to understand the heterogeneity of depressive presentations, Blatt argued 
that anaclitic depression was characterized by a disruption of interpersonal related-
ness (typically fears of abandonment), whereas introjective depression was charac-
terized by deficits in self-integrity and in self-esteem (typically extreme self-criticism; 
Blatt & Zuroff, 1992). This initial distinction was further developed into a compre-
hensive theoretical model connecting personality predispositions with stressful life 
events. The latter is quite interesting, given the pertinence of the early life maltreat-
ment literature to understand depression, personality pathology, and the interaction 
between the two (Heim & Binder, 2012; Pagano et al., 2004). Recently, Silva et al. 
(2017) have provided experimental evidence indicating that biological stress reac-
tivity of individuals is modulated by their positioning within an anaclitic or introjec-
tive polarity of experience, with introjective individuals exhibiting more objective 
biological stress reactivity compared to anaclitic individuals, but anaclitic showing 
higher scores in self-report instruments. Thus, personality predispositions in the 
anaclitic versus introjective continuum provide a specific vulnerability for the 
development of depression, particularly when an individual is confronted with 
stressors.

Within the predisposition model, depression in the setting of BPD has been often 
investigated as a specific depressive phenotype alongside the literature on pheno-
typic heterogeneity of depression. This phenotype of borderline depression would 
be characterized mainly by accelerated patterns of emotional variability (Mneimne 
et al., 2018; Trull et al., 2008), emerging and hardly identifiable with retrospective 
self-reports, since these frequently over-represent extreme or concurrent affective 
states at the time of answering the questionnaire, not knowing the moment-to-
moment variability in mood (Fredrickson, 2000; Hufford et al., 2001). In addition, 
patients with borderline depression would exhibit greater impulsivity, aggressive-
ness/hostility, and interpersonal hypersensitivity (Fertuck et al., 2013; Rogers et al., 
1995). They are also patients who would present a greater risk of developing self-
injurious and/or suicidal behaviors (Lieb et al., 2004). In summary, this particular 
phenotype would be characterized, therefore, by emergent and rapid psychic vari-
ability and by deficits in intermediate phenotypes underlying BPD, including affec-
tive dysregulation, impulsivity and behavioral dysregulation, and interpersonal 
hyper-responsiveness (Gunderson & Lyons-Ruth, 2008). This evidence may con-
tribute to differential diagnosis between concurrent MDD and BPD, on the one 
hand, and borderline depression, on the other.

The predisposition model predicts that depression is tributary to, not concurrent 
with, the personality dysfunction. A careful evaluation of the level of the personality 
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dysfunction within a continuum of severity is called for and prescribed by current 
diagnostic guidelines, including the ICD-11 and the DSM-5 alternative model. The 
level of personality function can be most aptly evaluated within the spectrum of 
self-other representations (Leising & Zimmermann, 2011). The operationalized 
psychodynamic diagnosis (OPD) system offers a useful theoretical and empirical 
framework for research and for clinical use (OPD Task Force, 2008). The OPD is a 
psychodynamically informed multiaxial system, initially developed over 25 years 
ago with the goal of providing a reliable diagnostic and research tool that would 
allow a more comprehensive evaluation of patient’s functioning, beyond symptom-
atic presentations typically covered by standard diagnostic manuals. A comprehen-
sive review of the OPD system can be found elsewhere (e.g., in Cierpka et al., 2007). 
We will focus our discussion on Axis IV, which covers the concept of structure and 
that is useful to evaluate levels of personality functioning. Specifically, OPD opera-
tionalizes structure in terms of self-other functioning, including perception and cog-
nition of the self and others, regulation of self and others, regulation of internal 
versus external representations of others, and the level of attachment to internal and 
external representations of the self and others (Zimmermann et al., 2012). What is 
essential to our current discussion is that the level of personality functioning appears 
to be sensitive in distinguishing between borderline depression and MDD comorbid 
with BPD, because it exhibits high correlations with clinically rated personality 
disorders, but not with Axis I diagnoses. This may indicate that the OPD system 
may go beyond the fact that MDD and BPD have likely common causes and provide 
subtle coverage of the predispositional component in borderline depression 
(Zimmermann et al., 2012).

14.11  �Discussion

Significant advances in research on the etiology of depression are urgently needed. 
Treatment effectiveness is still not where it should be, and many patients do not 
experience full remission, or even remission that may translate in noticeable 
improvement of life quality. Complicating the advancement of robust etiological 
models is the fact that depression is a notoriously heterogeneous clinical syndrome, 
and this heterogeneity can be established at the theoretical, instrumental, and empir-
ical level. Treatment development and delivery needs to be personalized and for this 
to be achieved, phenotypic heterogeneity must be parsed out at the level where it 
matters. This level can be aptly represented by the concept of intermediate pheno-
type. Intermediate phenotypes are underlying functional domains that may lead to 
different observable symptoms. Symptom heterogeneity is vast, but vulnerability in 
relevant functional domains that express at the phenotypic level can perhaps be 
reduced to only a few candidates.

Functional domains related to personality are good candidates to explain some of 
the heterogeneity of the depression. In other words, the question about the etiologies 
of depression is intimately related to the question of personality function, 
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understood as a set of interrelated functional domains that can be conceptualized as 
intermediate phenotypes. Research in this area has been growing and presents a 
promising direction to improve models of disease mechanisms and, more impor-
tantly, to develop differential treatment components for patients that differ not at the 
level of phenotype but, rather, at the level of affected intermediate phenotypes. 
Future instrument development should also be calibrated to measure deficits in 
these dimensions. Thus, measuring personality functioning may be a promising 
route to design and deliver personalized mental health treatment.
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