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The meaning and validity of bipolar spectrum concepts are 
commonly questioned (Kuiper et  al., 2012). These con-
cerns often reflect misconceptions about the bipolar spec-
trum concept, and about the history of psychiatric nosology. 
In this review, we provide a perspective that seeks to clearly 
describe bipolar spectrum concepts, and address miscon-
ceptions that abound about it.

Bipolar disorder is not manic-
depressive illness

The first misconception to clear up is that bipolar disorder 
is not the same thing as manic-depressive illness. Many 
colleagues think about psychiatry as if nothing existed 
before Ronald Reagan was president of the United States. 
In other words, they have no awareness of psychiatric 
nosology, in any scientific detail, before the radical revision 
of the Diagnostic and Statistical Manual of Mental 
Disorders, Third Edition (DSM-III) in 1980.

Some say that the DSM may have many faults, but it is 
a good first step into discussing psychiatric nosology. Not if 
the first step takes one off a cliff.

In the case of mood illness, one has to stop before the 
first step to examine the question of whether the basic bipo-
lar/major depressive disorder nosology is valid in the first 
place. In other words, to be able to even begin to assess the 
validity of the bipolar spectrum concept, one has to first 
assess the validity of the bipolar disorder concept. Many 
use the presumed validity of the latter to question the valid-
ity of the former. The opposite may be the case.

The bipolar spectrum: Conceptions  
and misconceptions
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Abstract

Objective: This review aims to address concerns about the potential overinclusiveness and vagueness of bipolar 
spectrum concepts, and also, concerns about the overlap between bipolar illness and borderline personality.

Method: Narrative review based on historical and empirical studies.

Results: Bipolar disorder (BD) and major depressive disorder (MDD) came to be separate entities with the Diagnostic 
and Statistical Manual of Mental Disorders, Third Edition (DSM III), in contrast to the Kraepelinian manic-depressive insan-
ity (MDI) concept, which included both. The bipolar spectrum concept is a return to this earlier Kraepelinian perspec-
tive. Further, very different features differentiate the disease of bipolar illness (family history of bipolar illness, severe 
recurrent mood episodes with psychomotor activation) from the clinical picture of borderline personality (dissociative 
symptoms, sexual trauma, parasuicidal self-harm). The term ‘disorder’ obfuscates an ontological difference between dis-
eases, such as manic-depressive illness, and clinical pictures, such as hysteria/post-traumatic stress disorder/dissociation/
borderline personality.

Conclusions: Bipolar spectrum concepts are historically rooted in Kraepelin’s manic-depressive illness concept, are 
scientifically testable, and can be clearly formulated. Further, they differ in kind from traumatic/dissociative conditions in 
ways that can be both historically and scientifically established.
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The best introduction to the concept of a bipolar spec-
trum is to go a step back before the bipolar concept itself, 
back to the earlier concept of manic-depressive insanity 
(MDI), usually associated with psychotic features. 
Introduced by Kraepelin (1921), and slightly rephrased as 
manic-depressive illness (to include the majority of sub-
jects without psychotic features), the MDI concept was 
divided officially in 1980 in the DSM-III into bipolar disor-
der and major depressive disorder (MDD) (Goodwin and 
Jamison, 2007). This division is in turn a variation on the 
original division made in the 1950s by Karl Leonhard of 
MDI into bipolar and unipolar recurrent psychoses 
(Leonhard, 1957), which, if broadened to include non-psy-
chotic mood presentations, was rephrased in the 1960s and 
1970s by American researchers (headed at the Washington 
University of St Louis) as bipolar illness and unipolar 
depressive illness (Woodruff et al., 1974). This American 
revision of Leonhard’s idea was the basis for the Research 
Diagnostic Criteria (RDC) of the 1970s (Spitzer et  al., 
1978), which was transformed into the DSM-III (American 
Psychiatric Association, 1980). In that last transition, from 
the RDC to DSM-III, the American Psychiatric Association 
became involved, and decisions were no longer primarily 
based on research considerations, but on the political pref-
erences of the profession (Shorter, 2009). Since most 
American psychiatrists were psychoanalytic, they tended to 
use the DSM-II diagnosis of ‘neurotic depression’ fre-
quently. Yet that term was excluded from the Washington 
University concept; unipolar depression consisted of severe 
recurrent depressive episodes. Neurotic depression was not 
severe (it was mild to moderate), not recurrent (it was 
chronic), not just  depressive (anxious symptoms were 
prominent), and not episodic (it was constant) (Roth and 
Kerr, 1994). Yet to pass DSM-III, the RDC criteria were 
altered to include all those features – being non-recurrent, 
chronic, and anxious – as also part of the unipolar depres-
sive syndrome (Shorter, 2009); this hybrid condition was 
renamed ‘major depressive disorder’. The word ‘disorder’ 
was tagged onto every DSM-III diagnosis to avoid making 
any etiological judgments (Ghaemi, 2012); thus, the term 
‘illness’, which implied a medical disease, was dropped, 
producing bipolar ‘disorder’ and MDD.

One can see, after all these distortions, that the bipolar 
disorder concept is very different from manic-depressive 
illness. Also, one sees that MDD was broadened to 
include many types of depressive symptom presentations 
that were not seen as part of the disease of recurrent 
depression. In the classic studies on unipolar depression 
that led to DSM-III, the diagnosis was made only if there 
were three or more depressive episodes (Perris, 1966): 
recurrence was seen as essential to the disease of unipolar 
depression, which was an ‘endogenous’ (Leonhard, 1957) 
(i.e. biologically based) disease (even limited by 
Leonhard only to those with concurrent psychotic 
features).

In sum, the broad MDI concept as a medical disease was 
replaced by a rump concept of bipolar ‘disorder’, and a 
large concept of depressive symptom-complexes (MDD).

The very narrow bipolar disorder concept differs from 
the old MDI concept considerably. Not only is it much nar-
rower, but its core feature is different. For bipolar disorder, 
the condition is defined by polarity: presence or absence of 
a manic episode (Leonhard, 1957). For MDI, the condition 
is defined by episodicity: recurrent mood episodes define 
the illness, irrespective of polarity (Kraepelin, 1921). Ten 
depressive episodes mean MDI. Ten manic episodes mean 
MDI. The fact that the episodes are depressive or manic is 
irrelevant. The number ‘10’ is relevant: recurrence defines 
the illness (Goodwin and Jamison, 2007).

MDI means recurrent manic or depressive episodes. 
Bipolar disorder means recurrent manic and depressive epi-
sodes. These are quite different concepts.

Put otherwise, MDI is basically bipolar disorder plus 
much of what we call MDD. MDI is much broader than 
bipolar disorder.

Often it is said that DSM-III was neo-Kraepelinian 
(Klerman, 1986). It was not: for mood illnesses, it was, and 
is, neo-Leonhardian (Ghaemi, 2013). By accepting the 
bipolar concept, DSM-III turned away from Kraepelin and 
toward Leonhard, and this process has now been taken for 
granted with DSM-IV and now DSM-5. Psychiatry has 
moved away from the Kraepelinian MDI concept to such 
an extent that many assume that the bipolar/MDD dichot-
omy is obviously true.

The bipolar spectrum concept is a way of trying to go 
back to the Kraepelinian MDI concept, or at least to reopen 
the scientific discussion such that we can revisit whether it 
was correct to make the decision in 1980 to divide MDI 
into a small bipolar and large MDD concept.

Validators of diagnosis

DSM-III divided MDI into bipolar disorder and MDD 
based on the accepted validators of psychiatric diagnosis, 
which were introduced in 1970 by the Washington 
University researchers (Robins and Guze, 1970) as five-
fold: symptoms, family history, course, treatment response, 
and biological markers. It was claimed that bipolar disorder 
and MDD differed in all forms:

1.	 Symptoms: in both conditions, depression is present, 
but in only one condition is mania present (Leonhard, 
1957).

2.	 Family history: early genetic studies indicated that if 
mania is present in a patient, it is also present in fam-
ily members; but if only depression is present in a 
patient, mania is not present in family members 
(Angst, 1966; Perris, 1966).

3.	 Course: recurrent depression was seen to have fewer 
and longer episodes than recurrent mania plus 
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depression, where episodes were shorter and more 
frequent. Age of onset was later in recurrent depres-
sion (around age 30) and earlier in recurrent mania 
plus depression (around age 20) (Angst, 1966; 
Perris, 1966).

4.	 Treatment response: recurrent depression responded 
to tricyclic antidepressants; recurrent mania plus 
depression responded to lithium (Shorter, 2009).

5.	 Biological markers: recurrent depression was seen 
as involving abnormalities in norepinephrine and 
possibly serotonin function; recurrent mania was 
seen as involving abnormalities with dopamine 
function (Schildkraut, 1965).

Two classic studies, both published in the late 1960s in 
Europe, were seen as central to confirming Leonhard’s 
work. One large study was headed by Carlo Perris (Perris, 
1966) and a different one by Jules Angst (Angst, 1966). As 
Dr Angst frequently says, when he presented his results to 
his mentors, he was told that he couldn’t be correct, since 
his results contradicted Kraepelin. Angst’s work was based 
on his Zurich cohort, a prospective study since the late 
1950s. About 10 years of prospective data were used by 
him to support the Leonhardian nosology.

After DSM-III

For about two decades, the neo-Leonhardian consensus 
of DSM-III held. The only objections came from a few 
experienced clinical researchers: in the US, Hagop 
Akiskal (Akiskal, 1983), and in Europe, Athanasios 
Koukopoulos (Kukopulos et  al., 1980). Akiskal began 
studies in the 1970s in the first specialized mood clinic in 
the US, and he identified many patients who seemed to 
fall in between the bipolar and unipolar categories of the 
Washington University school (Akiskal, 1983). He thus 
proposed maintaining the bipolar/unipolar distinction, 
but broadening the bipolar category to include a ‘bipolar 
spectrum’ (Akiskal, 1983). In this spectrum, he included 
atypical depressive presentations and mood tempera-
ments. In Rome, Koukopoulos found that he could not 
confirm some of the claims made in favor of the unipolar/
bipolar dichotomy. In particular, he cast doubt on the 
treatment response criterion: many unipolar patients did 
not respond to antidepressants; they seemed to have other 
features of bipolarity, such as a highly recurrent course 
and early age of onset (Kukopulos et al., 1980). Even the 
symptom distinction was debatable: Koukopoulos found 
that many depressed patients had manic symptoms, and 
many manic patients had depressive symptoms. In other 
words, mixed states were much more frequent than pure 
mania or pure depression (Koukopoulos and Tundo, 
1992), and thus the attempt to distinguish the two was 
difficult, and perhaps unnecessary. Both Akiskal and 
Koukopoulos returned to Kraepelin’s work and found 

confirmation of their findings in the observations of 
Kraepelin.

An important third critic was Frederick Goodwin, direc-
tor of the National Institute of Mental Health (NIMH) in 
the US in the late 1980s and early 1990s when he pub-
lished his classic textbook Manic-Depressive Illness 
(Goodwin and Jamison, 2007). Goodwin, with his co-
author Kay Jamison, reviewed the scientific literature, and 
found evidence contradicting the 1960s and 1970s litera-
ture that had led to the DSM-III neo-Leonhardian dichot-
omy. The genetic literature could be interpreted as 
supporting Kraepelin or Leonhard: mania did seem to run 
in families, but there was as much depression (or more) in 
families of manic probands as in families of depressive 
probands (Gershon et al., 1982). In other words, depres-
sion did not run in families separate from mania. Further, 
Goodwin noted that lithium was effective in recurrent 
depression, not just bipolar disorder (Prien et al., 1974). As 
biological research grew in the 1990s and 2000s, it also 
became clear that neurotransmitter theories about catecho-
lamines had been very simplistic in the 1970s (Hyman and 
Nestler, 1996). Second messengers and long-term neuro-
plastic changes in the brain were seen in mood illnesses 
(Manji, 1992), and there were often similarities between 
unipolar and bipolar disorder definitions in those biologi-
cal mechanisms (Manji et al., 2000).

In the 1990s and 2000s, the new class of atypical neuro-
leptics was developed, which showed clear efficacy in 
acute mania, but also, in many cases, efficacy for depres-
sive episodes, not limited to bipolar disorder but even in 
MDD with some agents (Nelson and Papakostas, 2009). 
Some anticonvulsants, such as lamotrigine, were much 
more effective in preventing depression rather than mania 
(Goodwin et al., 2004), and the presumed strong efficacy of 
antidepressants in MDD was thrown into doubt with the 
discovery of a large number of negative unpublished stud-
ies (Turner et  al., 2008). In sum, the simplistic treatment 
response distinction between antidepressants for MDD and 
mood stabilizers/neuroleptics for bipolar disorder was 
greatly weakened.

Mood lability is not diagnostic of 
bipolar illness

A second common misconception of the bipolar spectrum 
concept is that its core feature is mood lability. Some argue 
that since mood lability is a diagnostic criterion for border-
line personality, this approach leads to a ‘bipolarization’ of 
personality disorders (Kuiper et  al., 2012). In fact, this 
concern is based on not appreciating a scientific approach 
to nosology. All of DSM suffers from this unscientific 
bent. Suppose one wants to define a diagnosis by certain 
symptoms; which symptoms should one pick? The most 
common? The most different from other conditions? If you 
wish to describe pneumonia clinically, without any 
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biological features, which symptoms would you pick? 
Fever? Or cough with productive sputum? Fever is a com-
mon and severe symptom of pneumonia, but it is nonspe-
cific. Cough with productive sputum is less common, and 
less bothersome or dysfunctional, but it reflects the under-
lying disease process. Here is a key difference between the 
non-Kraepelinian nosology of post-DSM-III psychiatry, 
and Kraepelin’s insight. Kraepelin directly rejected basing 
a nosology on symptoms. He wanted to base it on what-
ever clinical features reflected the underlying disease pro-
cess (if a disease is present; an important point to be 
discussed later) (Kraepelin, 1907). DSM uses the term 
‘disorder’ as an agnostic, atheoretical appellation for all 
psychiatric constructs, and, to the extent this vague con-
cept is defined, it is meant to reflect ‘harmful dysfunction’ 
(Wakefield, 1992, 2007). Fever is quite a harmful dysfunc-
tion in pneumonia, but it doesn’t help us pick out that con-
dition from others, nor does it help to get any progress in 
understanding its cause or cure.

Mood lability, along with anxiety, is the fever of psy-
chiatry. It happens with many conditions, but it does not 
necessarily reflect underlying disease processes when pre-
sent. Kraepelin felt that course of illness reflected the 
underlying disease process of manic-depressive insanity, 
and so he thought that other symptom presentations – such 
as depression versus mania, such as mood lability versus 
not – were not diagnostically important (Kraepelin, 1921). 
Contrary to the linguistic assumption behind the title 
‘mood’ disorders, ‘mood’ may not be central either to the 
diagnosis or pathophysiology of ‘mood disorders’. Rather, 
there is strong evidence that psychomotor activation is far 
more central to manic-depressive illness (Cassano et  al., 
2012), not mood per se, and this can include rapid think-
ing, feeling and movement, which sometimes can be 
related to impulsivity, but often is not. In contrast, as we 
will see below, the core clinical features that represent the 
etiology and pathogenesis of borderline personality may 
also have nothing to do with mood lability, but rather 
dissociation.

The need for conceptual precision

In addition to the misconceptions addressed above, there is 
a need to address concerns regarding the precision with 
which bipolar spectrum concepts are defined. It has been 
argued that bipolar spectrum concepts ‘involve vague and 
overinclusive language’ (Kuiper et al., 2012). Besides the 
fact that borderline personality concepts clearly do as well 
(are ‘rejection sensitivity’ and ‘unstable interpersonal rela-
tionships’ specific to borderline personality only in life?), 
this is a valid concern. Here we will describe three different 
approaches to bipolar spectrum concepts, describing their 
historical origins and claims. It will be seen that they are 
not the same, but that they can all be precisely described, 
and scientifically tested.

Akiskal’s subtype approach and 
temperaments

As mentioned previously, in the early 1980s, Hagop Akiskal 
presented an approach to a broadening of the very narrow 
DSM-III bipolar type I concept that emphasized subtyping 
(Akiskal and Pinto, 1999): Type II would become accepted 
officially a decade later in DSM-IV in 1994, allowing for 
mild manic episodes called hypomania, if they occurred 
with recurrent depression. Akiskal also proposed adding 
type III, antidepressant-induced hypomania, and other sub-
types including depression with a family history of bipolar 
disorder, and mood temperaments, in particular hyperthy-
mia, meaning constant hypomania as part of one’s person-
ality (not episodes as in type II bipolar illness).

The notion that hypomania also occurs and is reflective 
of bipolar illness should not have been controversial at all, 
since it was present in the manic-depression scientific lit-
erature for a century (Kraepelin, 1921). The idea that anti-
depressant-induced mania should be included also should 
have been uncontroversial since there was zero evidence 
for the exclusion criterion in 1994 whereby mania associ-
ated with antidepressants could not ‘count’ as diagnostic 
for bipolar disorder. That exclusion was instituted by the 
DSM-IV leadership, as they have stated explicitly (Frances, 
2010), solely to discourage the diagnosis of bipolar illness, 
since they were broadening the definition otherwise by 
allowing for hypomania. This type of decision based on 
clinical beliefs about what diagnoses are good or bad to 
diagnose, rather than based strictly on the scientific evi-
dence, is the kind of ‘pragmatic’ approach that has made 
DSM revisions less scientific, rather than more, with suc-
cessive revisions (Ghaemi, 2012). DSM-5 has made an 
exception, which proves this rule, by bowing to the over-
whelming evidence that antidepressant-associated mania is 
200-fold more common in bipolar disorder (about 10–20% 
depending on clinical population and drug) (Goldberg and 
Truman, 2003) than in MDD (less than 1%) (Ghaemi, 2008; 
Perlis et al., 2011; Tondo et al., 2010, 2013).

The most original aspect of Akiskal’s approach is the 
emphasis on mood temperaments, such as hyperthymia and 
cyclothymia, as an important part of the bipolar spectrum. 
This is where the differential diagnosis with personality 
disorders becomes an issue (Akiskal, 2004). Since those 
conditions are chronic, not episodic, the course distinction 
of severe episodic recurrence is not helpful in distinguish-
ing those mood temperaments from borderline personality. 
These mood temperaments had also been defined by 
Kraepelin (1921) and others, such as Kretschmer (1921 
[1970]), and were always seen as mild variants of their cor-
responding diseases: dysthymia (depression), cyclothymia 
(manic-depressive cycling), hyperthymia (mania), and 
‘schizothymia’ (schizophrenia) (Kretschmer, 1921 [1970]). 
Half a century later, DSM-III kept some (dysthymia, cyclo-
thymia), excluded hyperthymia, and renamed another 
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(schizotypal personality disorder), moving most to ‘axis I’, 
implying an illness, as opposed to seeing them, as they 
always had been seen, as personality states (hence needing 
to be on axis II, as with schizotypal personality). These 
temperaments seem to be genetically (Evans et al., 2005; 
Kelsoe, 1997) related to bipolar illness or severe unipolar 
depression; they occur in about one-half of persons with 
bipolar illness (Vöhringer et al., 2012), which is much more 
frequent than in the general population (Akiskal et  al., 
1998). They are highly validated psychometrically (Akiskal 
and Akiskal, 2005; Akiskal et  al., 1998, 2005, 2006) and 
well-operationalized (Vöhringer et  al., 2012). In sum, a 
case can be made that they are at least as well scientifically 
validated, if not more so, than borderline personality (see 
below). The lack of attention to these mood temperaments 
reflects in part the error of placing them as competing ‘dis-
orders’ to the mood illnesses of which they are variations: 
one can have ‘bipolar disorder’ with severe recurrent manic 
or depressive episodes, and cyclothymia as a mood tem-
perament in between mood episodes. But since the DSM 
system sets them as competing, few clinicians make this 
observation. The almost complete clinical inattention to 
hyperthymic temperament in post-Reagan nosology is a 
notable example of scientific amnesia, yet to be corrected 
in clinical practice.

Koukopoulos’ mixed states

Also in the early 1980s, as noted above, Koukopoulos took 
a somewhat different approach. Instead of subtyping and 
focusing on temperaments, he emphasized analysis of the 
mood episodes themselves, and concluded that the DSM-
III bipolar/MDD dichotomy failed because polarity failed. 
Most mood episodes were not purely depressive or manic, 
but mixed, and hence one could not create a stable and valid 
nosology on what was uncommon or even may not exist at 
all (Koukopoulos et al., 2005).

Koukopoulos defined ‘mixed depression’ as depression 
occurring with excitation, meaning manic symptoms (such 
as flight of ideas or talkativeness), but also agitation, irrita-
bility and rage, marked anxiety, and suicidal impulsivity 
(Koukopoulos et al., 2007). Koukopoulos saw this highly 
agitated and tense depressive state as the opposite of mel-
ancholia, which is markedly psychomotor retarded and not 
irritable or rageful. He thought that mixed depression gets 
much worse with antidepressants and responds to neurolep-
tics, while melancholia responds best to electroconvulsive 
therapy (ECT) and sometimes to antidepressants, but is 
best prevented with mood stabilizers such as lithium.

Other researchers, such as Franco Benazzi in particular, 
studied mixed depression in detail and reported high rates 
in bipolar illness, but also notable rates in MDD (Benazzi, 
2000, 2001, 2002, 2005, 2007). Working with Akiskal, 
Benazzi replicated his Italian findings in other settings 
(Benazzi and Akiskal, 2001).

Angst, whose work had been so central to the move 
away from Kraepelin’s MDI, continued his Zurich study 
and found many intermediate forms of mood conditions 
between the original bipolar and unipolar ideal types 
(Angst, 1998, 2007). He also described the presence of 
mixed states as very common in all depressive conditions. 
Defined as three or more manic symptoms occurring for 
any duration (not limited to 4 days or longer as in 
DSM-IV), Angst and his colleagues have reported that 
about one-half of all depressive episodes, even in MDD, 
involve mixed states with the presence of manic symp-
toms (Angst et  al., 2011). Thus, Angst has become sup-
portive of the bipolar spectrum concept (Angst, 2007; 
Angst et al., 2012).

If Koukopoulos and Angst are correct, it is a category 
mistake to claim that broadening the definition of mixed 
states will ‘further obscure the boundary between major 
depression and bipolar disorder’ (Malhi, 2013). The whole 
point is that such a statement assumes that the concept of 
‘major depression’ is scientifically valid, which is question-
able, and that there is a clear boundary to be drawn between 
‘major depression’ and bipolar disorder. As Koukopoulos 
and Angst have reported, and Kraepelin clearly observed as 
well, if it is true that most mood episodes are mixed, then 
there is no clear boundary to be found between depression 
and mania. This is a major reason why the polarity distinc-
tion should not be, on this view, the deciding factor in the 
nosology of mood. If the pure poles are uncommon, they 
should not be how we diagnose. If most cases are mixed, we 
should admit that fact, and base our nosology on something 
else (such as recurrence). It is not a matter of ‘further blur-
ring boundaries’, but rather of seeing clearly what bounda-
ries exist and do not exist.

‘Bipolar spectrum illness’: An operationalized 
definition

We have proposed an approach to the spectrum concept 
that focuses on how to distinguish it from unipolar depres-
sion (Ghaemi et al., 2002). Taking into account all of the 
above work, instead of subtyping further, we suggested 
having a general definition for those patients who fall in 
the middle of the mood spectrum between the classic uni-
polar and type I bipolar extremes. This ‘bipolar spectrum 
disorder’ (which we would rename ‘bipolar spectrum ill-
ness’ since we do not want to use the term ‘disorder’ any-
more) would represent recurrent severe depression (as in 
Leonhard’s unipolar depression), but with a family history 
of bipolar disorder or antidepressant-induced mania or a 
number of other features of bipolarity to depressive symp-
toms, course, or treatment response (mixed or melancholic 
features, early age of onset, many episodes, poor antide-
pressant response or tolerance). The presence of hyper-
thymic or cyclothymic mood temperaments was also 
suggested to be part of this bipolar spectrum concept 
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(Ghaemi et al., 2002). Defined this way, about one-third of 
MDD could be seen as meeting the operationalized bipolar 
spectrum illness definition (Rybakowski et  al., 2007; 
Smith et al., 2005).

Most important for the critique made by some col-
leagues (Kuiper et al., 2012), this operationalized definition 
of bipolar spectrum illness is as precise and testable as any 
DSM-based diagnosis.

Personality ‘disorders’

When operationalized as above, our approach was limited 
to the Kraepelinian and Leonhardian concepts, in both of 
which the presumption was that patients experienced severe 
depressive episodes. Thus, the bipolar spectrum illness def-
inition we gave presumed that patients had severe recurrent 
depressive episodes. In our view, this inclusion criterion 
automatically distinguished the bipolar spectrum illness 
definition from borderline personality. But, as some col-
leagues have noted (Kuiper et  al., 2012), the relationship 
between bipolar spectrum definitions and borderline per-
sonality is important and needs to be clarified.

In our minds, this clarification must include a more sci-
entific understanding of what we mean by not only using 
the bipolar spectrum terminology, but also what we mean 
by the term ‘borderline’, and, more broadly, by the concept 
of ‘personality disorders’.

We use all these quotation marks because we are not cer-
tain that there is any scientific validity to the concept of 
personality disorders in general, much less borderline per-
sonality. Or, if there is such validity, it is of a quite different 
nature than the scientific validity of manic-depressive 
illness.

The first step, in our view, is to recognize that bipolar 
illness and borderline personality are ontologically differ-
ent. They are different types of things. Their similarities are 
superficial, their differences profound. The perception of 
similarity comes from using the term bipolar ‘disorder’ ver-
sus borderline personality ‘disorder’. The disorder term 
produces a linguistic equality which is not scientifically 
present. By using the term ‘disorder’, proponents of DSM 
categories have equalized all diagnoses (Ghaemi, 2012). 
This is a major conceptual error, an ontological mistake, 
which means a mistake in understanding the basic nature of 
different things. Red skies differ from red apples; they are 
very different things; they are similar only superficially by 
being red in color. Similarly, manic-depressive illness is a 
disease of the body and brain, with many well-known bio-
logical abnormalities that are well replicated; it has been 
defined more or less as it is at least for a century or more; 
its definition is squarely in the medical model, requiring no 
beliefs beyond the acceptance of standard medical concepts 
such as signs, symptoms, syndromes, course, genetics, and 
biology. Borderline personality, in contrast, is, in our view, 
our culture’s interpretation of what used to be called 

‘hysteria’. It is a Freudian interpretation of dissociative 
symptoms that happen in persons who experience trauma, 
usually sexual, early in life, in such a way that their person-
ality development is derailed (Gunderson, 1984). It requires 
the ideological commitment to a host of psychoanalytic 
speculations, such as transference, countertransference, 
projection, denial, and so on (Gunderson, 1984). Its biology 
is poorly understood, and it is much less genetic than 
manic-depressive illness (Bienvenu et  al., 2011; Kendler 
and Prescott, 2006). The concept, as now used, was invented 
relatively recently, about 40 years ago (Kernberg, 1967, 
1968).

These two clinical constructs are entirely different in 
their histories and key characteristics. All they share in 
common is mood lability and impulsivity. Many other psy-
chiatric pictures include impulsivity (gambling addiction, 
substance abuse) or mood lability (frontal lobe syndrome, 
agitation of multiple causes). These superficial symptoms 
are like the redness of skies versus apples. They are not 
core features of these conditions, which differ so markedly 
in other ways.

It is well to give up the term ‘disorder’ and remind our-
selves that superficial similarities are few, and major differ-
ences are many, when examining these conditions. Kraepelin 
distinguished between ‘disease-processes’ (Krankheits-
prozessen), such as MDI, and ‘clinical pictures’ 
(Zustandsbilden) (Beumont, 1992; Decker, 2004) such as the 
whole range of anxious, mood, and dissociative symptom 
presentations that are seen in hysteria. The bipolar spectrum is 
a disease-process; borderline personality is a clinical picture, 
but not a disease. They differ in kind, although they have 
superficial symptom similarities. Neither is part of the other, 
nor should be confused with the other (Bassett et al., 2012).

Red skies are not red apples.

Differentiating the bipolar spectrum 
versus borderline personality

As noted previously, a major error leading to concerns 
about confusing the bipolar spectrum with borderline per-
sonality has to do with overemphasis on mood lability, 
which is not central to bipolar illness. Psychomotor activa-
tion is the key feature of bipolar illness that probably best 
reflects the disease process, along with the recurrent course. 
Similarly, mood lability can be seen as a superficial non-
specific symptom of borderline personality. Assuming bor-
derline personality is a scientifically valid clinical construct, 
what clinical features represent its underlying pathogenic 
process?

To answer this question, it may be useful to ask a histori-
cal question beforehand: What did we used to call these 
patients before we began to call them borderline in the late 
1960s (Kernberg, 1967, 1968)? Pseudoneurotic schizophre-
nia immediately preceded the borderline term: these were 
patients who were usually neurotic, but then became 
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psychotic when psychoanalyzed (Hoch and Cattell, 1959; 
Hoch and Polatin, 1949). They were on the border (hence the 
later borderline term) between neurosis and psychosis, in the 
psychoanalytic metaphysics. Before pseudoneurotic schizo-
phrenia, they tended to be called hysteria (Micale, 1995), 
especially when their psychological symptoms were mixed 
with physical problems (such as paralysis) (Shorter, 2006). 
Some were labeled as neurasthenia in the late 19th century. 
What did all these conditions have in common? At least in 
the Freudian tradition, from which the borderline concept 
derives, the etiology of these conditions was seen as the emo-
tional effects of sexual trauma (real or imagined) (Micale, 
1995). The symptom presentations that were characteristic 
(as opposed to nonspecific; i.e. mood lability and anxiety) 
were generally seen as dissociative, with flashbacks, night-
mares, and emotional numbing (Micale, 1995; van der Hart 
and Dorahy, 2006). Dissociative symptoms are common in 
borderline personality and rare in manic-depressive illness 
(Benazzi, 2006; Gunderson, 1984) Further, sexual trauma 
occurs in 50–70% of persons with borderline personality 
(Fossati et al., 1999; Soloff et al., 1994; Wiederman et al., 
1998; Zanarini, 2000) versus 10–20% of the general popula-
tion (Briere and Elliott, 2003; Molnar et al., 2001) and 20–
30% of bipolar samples (Conus et al., 2010; Maniglio, 2013). 
Self-cutting and parasuicidal behavior happens consistently 
in 60–70% of persons with borderline personality (Joyce 
et al., 2010) and as little as 0.9% of persons with bipolar ill-
ness (in over 5000 subjects examined in the National 
Comorbidity Survey) (Nock and Kessler, 2006). Higher rates 
are found in clinical samples of bipolar illness (Haw et al., 
2001), and some report even higher rates in clinical bipolar 
samples than in borderline personality (Joyce et al., 2010). 
Yet those conflicting reports are not replicated by other 
investigators (Large et al., 2010), and do not outweigh data 
from the general population (Nock and Kessler, 2006), which 
are more valid for the illness as a whole. They also do not 
outweigh the best quality evidence, available prospective 
studies, which indicate a clear relationship between sexual 
abuse, not bipolar illness, and parasuicidal behavior (Fliege 
et al., 2009).

In sum, sexual abuse and parasuicidal behavior are 
many times more common in borderline personality than 
bipolar illness. If we take the historical and scientific lit-
erature seriously on mood temperaments, as we should, it 
seems scientifically indefensible to diagnose borderline 
personality in persons with family histories of bipolar ill-
ness, who meet diagnostic definitions of hyperthymia or 
cyclothymia, and who have no sexual abuse or self-cutting 
behavior. Yet, by slavishly following DSM criteria for bor-
derline personality, such persons are commonly misdiag-
nosed as having that condition based on diagnostically 
non-specific features of mood instability, interpersonal 
conflicts, rejection sensitivity, sexual impulsivity, and 
anger. This kind of extremely broad definition of border-
line personality, in contrast to the bipolar spectrum 

concepts described above, would appear to deserve the 
criticism of being vague and overinclusive. The epithet of 
bipolar ‘imperialism’, somewhat inappropriately made by 
some Western psychiatrists (Paris, 2004), could more cor-
rectly be changed to borderline imperialism: the clinical 
policy whereby any angry impulsive patient receives that 
label, often applied in a way that patients experience as 
pejorative (Nehls, 1999), while all the other many causes 
for anger and impulsivity, including bipolar illness, are 
ignored or dismissed.

Biopsychosocial errors

A common mistaken claim is that there are biological aspects 
to borderline personality, and thus it is not a mainly psycho-
social condition. Further, it can be claimed that there are 
important psychosocial contributions to the development of 
bipolar illness, and thus it is not mainly a biological condi-
tion. These claims ignore the distinction between etiology 
and pathogenesis. Bipolar illness is almost completely 
genetic in its etiology, with over 80% genetic heritability 
based on twin studies; psychosocial factors hardly contribute 
at all to its etiology, based on the best summary of many 
genetic studies (Bienvenu et al., 2011). It is false to claim that 
heritability is similar between bipolar illness and borderline 
personality: personality traits are only half as genetic as bipo-
lar illness, not exceeding 50% when summarizing multiple 
studies (Bienvenu et al., 2011). If the genetic predisposition 
to borderline personality is limited, as noted, the psychoso-
cial contribution has been proven to be major. Thus, the two 
conditions are quite distinct in etiology.

The overlap claimed for biological and psychosocial 
factors for both conditions applies to pathogenesis, not eti-
ology. Psychosocial factors can affect the course of bipolar 
illness (Miklowitz, 2010), and the triggering of episodes 
(Goodwin and Jamison, 2007), but not the inherent under-
lying etiological susceptibility to the illness itself (Bienvenu 
et al., 2011).

Similarly, brain neurochemistry is affected by life expe-
riences (Kandel, 1999), thus sexual traumatic experience 
will have neurobiological effects. This can influence the 
course of borderline personality, but the presence of such 
neurobiological abnormality does not indicate a biological 
etiology for the condition. It is a consequence, not a cause.

Thus, studies which find similarities in neurobiology 
between bipolar illness and borderline personality (Coulston 
et al., 2012) do not provide nosological evidence that the 
two conditions are the same, or that they overlap, unless 
such biological data can be shown to be etiologic, which is 
not the case.

The above misconceptions often reflect a strong attach-
ment to the assumptions of the biopsychosocial model, 
which as we have shown elsewhere (Ghaemi, 2009), is sim-
ply eclecticism, the combining of all perspectives for all 
conditions, producing the type of vague nosology that 
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allows for the easy conflation of bipolar illness and border-
line personality.

The failed DSM approach to 
restricting diagnostic thresholds: 
Spectrum-phobia

Much of the concern about spectra has to do with fear of 
overdiagnosis, or the false-positives problem. DSM leader-
ship have responded to this fear by trying to keep the diag-
nostic thresholds for ‘disorders’ as high as possible 
(Wakefield and First, 2012) – hence the antagonism to 
bipolar spectra, or to prodromal psychosis concepts 
(Frances, 2009).

This solution has failed for 30 years, and it can be 
proven statistically to be highly likely to fail for another 
30 years (Phelps and Ghaemi, 2012). True- or false-posi-
tives are reflected statistically as positive predictive val-
ues. To have low overdiagnosis, or low false-positives, 
means to have a high positive predictive value (PPV). 
PPV is dependent on the sensitivity and specificity of 
diagnostic criteria; the DSM approach is to make diagnos-
tic criteria harder to meet so as to have high specificity. If 
spectra are allowed, the concern is that specificity would 
go down, and with it PPV. But PPV is much more depend-
ent on the baseline prevalence of a condition than the 
specificity of a diagnostic test (Phelps and Ghaemi, 2012). 
All psychiatric conditions are low prevalence, in the sta-
tistical sense. Even conceived very broadly, bipolar spec-
trum illness definitions do not exceed 10% of the 
population (similar to the current broad MDD rates) 
(Angst, 1998, 2007; Phelps and Ghaemi, 2012). Even if 
extended by temperaments to 20% of the population, such 
rates are still low prevalence from the statistical PPV per-
spective. We have published simulations based on base-
line prevalence rates near 10% for bipolar illness in 
unselected clinical populations, and we have shown that 
with that kind of low prevalence, one is guaranteed PPV 
rates of about 50% (Phelps and Ghaemi, 2012). That is, 
about half of all patients are falsely diagnosed as positive, 
producing the claim that bipolar illness is an overdiag-
nosed state (Zimmerman et al., 2008). But the same ‘over-
diagnosis’ would have happened with any psychiatric 
illness because of the impact of low prevalence on PPV, as 
shown in major epidemiological studies (Smith and 
Ghaemi, 2010). In other words, this problem is not unique 
to bipolar illness; it is a problem with all psychiatric con-
ditions. One would need specificities of above 95% to 
begin to get PPV rates around 70% (Phelps and Ghaemi, 
2012), and that kind of high specificity is very uncommon 
in psychiatric studies, including the best-designed DSM 
field trials (Clarke et  al., 2013; Freedman et  al., 2013; 
Narrow et al., 2013; Regier et al., 2013). Usual specifici-
ties are in the 70–80% range, even with our current DSM 

criteria, which refuse to recognize spectra for bipolar ill-
ness (Phelps and Ghaemi, 2012). Above 90% specificity 
is difficult to achieve with echocardiograms (Ryan et al., 
1993), much less clinical psychiatric interviews.

The solution should be obvious: to increase baseline 
prevalence. If baseline prevalence for bipolar illness was 
raised to 50%, then PPV would rise to 90%, assuming the 
same realistic specificities as currently obtained in psychi-
atric practice (in the 70–80% range) (Phelps and Ghaemi, 
2012). How can we increase baseline prevalence rates? We 
could do so by examining non-symptom features that 
increase the prior probability of the condition, even before 
looking at specific manic or dissociative symptoms. This 
approach greatly increases true-positive diagnoses, and 
decreases false-positives (Phelps and Ghaemi, 2012). In 
bipolar illness, those diagnostic accuracy-enhancing fea-
tures include a family history of bipolar illness and a severe 
episodic course with duration of episodes being weeks to 
months (Phelps and Ghaemi, 2012). As noted, in border-
line personality, those diagnostic accuracy-enhancing fea-
tures include childhood sexual abuse and repeated 
non-suicidal self-injury (Gunderson, 1984). These features 
are multiple times more frequent in borderline personality 
than in bipolar illness (Nock and Kessler, 2006; Zanarini, 
2000). 

Summary

Concerns about the potential overinclusiveness and 
vagueness of bipolar spectrum concepts were addressed 
by describing specific approaches: Akiskal’s subtyping 
and temperaments, Koukopoulos’ mixed states, and an 
operationalized definition of bipolar spectrum illness that 
is as testable as any DSM diagnosis. Concerns about over-
lap with borderline personality were addressed in a his-
torical and scientific analysis which demonstrated that 
very different features differentiate the disease of bipolar 
illness (family history of bipolar illness, severe recurrent 
mood episodes with psychomotor activation) from the 
clinical picture of borderline personality (dissociative 
symptoms, sexual trauma, parasuicidal self-harm). The 
term ‘disorder’ was seen as obfuscating an ontological 
difference between diseases, such as manic-depressive ill-
ness, and clinical pictures, such as hysteria/PTSD/disso-
ciation/borderline personality. In sum, bipolar spectrum 
concepts are historically rooted in Kraepelin’s manic-
depressive illness concept and are scientifically testable 
and can be clearly formulated. Further, they differ in kind 
from traumatic/dissociative conditions in ways that can be 
both historically and scientifically established with rea-
sonable clarity.
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