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Editorial

Footnotes to Kraepelin: changes in the
classification of mood disorders with DSM-5

Nicola J. Kalk and Allan H. Young

Summary

Reliable diagnosis of mood disorders continues to pose a
challenge. This is surprising because they have been recognised
clinically since classical times. Mood disorders are also common:
major depressive disorder affects nearly 300 million people
worldwide and bipolar affective disorder nearly 60 million and
they are a major cause of disability. Nonetheless, the reliability
trials of the updated Diagnostic and Statistical Manual, Fifth
Edition (DSM-5) found that the reliability of the diagnosis of major
depressive disorder was in the ‘questionable’ range. Although
the reliability of the diagnosis of bipolar | disorder in the same
trials was ‘good’, the sample size of the individuals recruited to
validate bipolar Il disorder was insufficient to confirm reliability.
As the epidemiological prevalences of bipolar | and bipolar II
disorders are the same, this alone implies problems in its
recognition. Here, we critically evaluate the most recent iteration
of DSM mood disorder diagnoses in a historical light and set out
the implications for clinical practice and research.
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Diagnosis of mood disorders continues to pose a challenge. This is
surprising because they have been recognised clinically since
classical times: Hippocrates in 400 BC and Aretaeus of Cappadocia
in the second century AD clearly described mood disorders."”
Mood disorders are also common: at any one time major
depressive disorder affects nearly 300 million people worldwide
and bipolar affective disorder nearly 60 million.” Finally, they are a
major cause of disability: major depressive disorder is the second
leading cause of years lost to disability accounting for 8.2% of the
global burden.* Nonetheless, the reliability trials of the updated
Diagnostic and Statistical Manual, Fifth Edition (DSM-5), which
codifies the diagnostic criteria of mood disorder and is the main
diagnostic system used in psychiatric research,” found that the
reliability of the diagnosis of major depressive disorder was in the
‘questionable’ range. This implies that experienced clinicians could
be expected to agree about the diagnosis only 15% more frequently
than by chance alone.*” Although the reliability of the diagnosis of
bipolar I disorder in the same trials was good, the sample size of the
individuals recruited to validate bipolar II disorder was insufficient
to confirm reliability. Given that the epidemiological prevalence of
bipolar II disorder is the same as that of bipolar I disorder, this
alone implies problems in its recognition. Here, we set out to
describe the development of diagnoses of mood disorders, critically
evaluate the most recent iteration of the DSM in a historical light
and set out the implications for clinical practice and research.
Modern classification of mood disorder dates from the 19th
century in Europe and continues to be guided by the ideas of Emil
Kraepelin. Although he built on the recognition of a syndrome of
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alternating mania and melancholia identified as hereditary by
Esquirol in 1838,% named folie circulaire by Falret earlier in 1851,%
Kraepelin’s contribution was distinctive. In contrast to Freud, who
was born in the same year, he believed that mental disorders
should be characterised according to clinical presentation and
natural history, rather than unproven theories about causation.
He gathered longitudinal clinical data from over 8000 individuals
as a basis for his classification, yielding a detailed description of the
clinical variety of mood disorder.® Kraepelin came to the conclu-
sion that all mood disorders comprised a spectrum, encompassing
bipolar affective disorder, depressive disorder, and instability of
mood as a function of personality, as representative of the same
underlying disturbances in affect, cognition and motivation.
He classified different ‘mixed’ states consequently according to
disturbances of each of these aspects, for example, distinguishing
depressive or anxious mania from mania with poverty of thought.®
Similarly, he made the observation that it was ‘fundamentally and
practically quite impossible to keep apart in any consistent way,
simple, periodic and circular cases; everywhere there are gradual
transitions’ (Kraepelin, p. 2 1920).* The 1% conversion rate per
year from major depressive disorder to bipolar I disorder, and a
similar conversion rate for bipolar II disorder, which remains
constant throughout its course, supports his opinion.’

During the early part of the 20th century, there was little
comparison between various classifications, so the reliability
of diagnosis was untested.'’ This was — and continues to be — of
fundamental importance, as reliability is the only available test of
the ‘goodness’ of psychiatric diagnosis. The validity of psychiatric
diagnosis could not (and as yet cannot) be tested, as there is no
objective clinical investigation leading to a definitive diagnosis, in
the way, for example, that a liver biopsy may produce evidence of
cirrhosis. At the same time, diagnosis was complicated by the
dominance of psychoanalysis, which formulated mental disorders
in terms of underlying intrapsychic conflicts and did not empha-
sise categorical distinctions.'’ This state of affairs left psychiatry
vulnerable to philosophical attacks inside and outside the field,
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(e.g. by Szasz''). More pragmatically, financial pressures from
third-party funders of healthcare, and public schemes such as
Medicaid in the USA, also functioned uneasily alongside a
psychiatric framework that lacked clear categorical distinctions.'®

The precipitant for greater standardisation of diagnosis came
from the USA-UK Diagnostic Project undertaken by, among
others, Robert Kendell and Robert Spitzer in the 1960s, which
confirmed that psychiatric diagnosis was not reliable between
countries. The study followed debate regarding the prevalence in
the two countries for schizophrenia and bipolar disorder: admis-
sions for schizophrenia were 50% more common in the USA,
whereas admissions for bipolar depression were nine times higher
in England and Wales (Kramer, 1961 in Kendell'?). To resolve this,
it had to be established that criteria for diagnosis were similar.
What emerged from the US-UK Diagnostic Project was that if
criteria for diagnosis were harmonised, the prevalence of schizo-
phrenia and bipolar disorder was the same in both countries.'”
This study laid the groundwork for the development of the third
revision of Diagnostic and Statistical Manual of Mental Disorders
(DSM-III) in the USA and the chapter on mental and behavioural
disorders in the International Classification of Disease (ICD)
produced by the World Health Organization. Around the same
time, Eli Robbins, Sam Guze and colleagues at Washington
University School of Medicine in St Louis broke with the
psychodynamic hegemony, publishing diagnostic criteria for
psychiatric conditions based on symptoms and signs, clinical
course and heredity followed by a seminal text on psychiatric
diagnosis.l3’14 Robert Spitzer, who chaired the DSM-III taskforce,
was influenced by this group of ‘neo-Kraepelinians’ and used their
evolving research evidence regarding clinical symptoms and signs
as well as longitudinal prognosis, rather than unproven explana-
tory frameworks, to develop the classification system.'” The DSM
was subsequently revised in 1987, 1994 and most recently, 2013.

The strengths of the DSM approach, and that of the ICD-10,
which was influenced by it, is that the classification has proven to
be stable cross-culturally that there is evidence of heritability of
disorders as defined by DSM-III and DSM-IV and that the
described entities have shown diagnostic stability over time.” The
weaknesses of the system relate to observations that symptoms,
and treatment response to particular medications, do not respect
the boundaries of classification thereby raising the possibility that
the defined categories either encompass heterogenous disorders,
represent pleiotrophic manifestations of the same process, or some
combination of the two.

The most recent edition — DSM-5 — has been criticised, by,
among others, Dr Frances, the head of the DSM-IV task force, as
an unnecessary endeavour.'>'® In part, this related to the expecta-
tion — which has not been met — that the substantial advances in
neuroscience and genetics in the intervening years, supported by
substantial research funding, would lead to a paradigm shift in
classification related to underlying pathological processes that
could be objectively assessed. The Research Domain Criteria
(RDoC) championed by Dr Thomas Insel of the National Institute
for Mental Health in 2010 made an ambitious attempt at this
by defining basic dimensions of brain function — such as fear
circuitry — which could be analysed from genes to neural circuits to
behaviour and used as a basis for a multiaxial classification
system.'”” However, these developments were not considered
sufficiently robust or aligned to stable clinical entities to allow
integration into the DSM-5, with its attendant implications for
healthcare delivery and insurance remuneration.’

Thus, the DSM-5 represents incremental changes to the DSM-
III and DSM-IV. It may not have been necessary, but it seems that
some of the refinements are useful. The inclusion of increased
activity or energy as a core symptom of mood elevation may prove
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useful in clarifying the diagnosis of mania or hypomania and
lends itself to augmented monitoring by smart devices, such as
actigraphy, to improve the specificity of diagnosis. Other changes
with promising potential include the additional specifiers that can
be coded for both bipolar affective disorder and major depressive
disorder. The specifier ‘with mixed features’ has replaced the
category of ‘bipolar disorder, mixed’, and the criteria have
changed. DSM-IV required that the individual met full criteria
for both depression and mania, with the consequence that mixed
mood states were underdiagnosed and inappropriately treated as
unipolar depression.'® The prevalence of depressive symptoms,
which occurs in around one-third of people with mania,'® was also
not recognised. The addition of an anxious distress specifier also
relates to important clinically observed variability and is likely to
diminish artificial inflation of comorbidity. Thus, the addition of
specifiers more closely reflects Kraepelin’s view of the spectrum of
alterations in mood, volition and thought that could occur during
an episode of mood disorder. Further, it has the potential to stratify
research to identify more homogeneous subgroups of individuals,
to develop more personalised treatment. This approach has already
proven useful: lurasidone, an atypical antipsychotic, has been
found to be effective, not only for people with bipolar depression,
but also for people with major depressive disorder with mixed
features.”® A more controversial, but potentially useful change is
the removal of bereavement as an exclusion criterion for depres-
sion. Although this has been criticised in some quarters as
pathologising a normal experience,'”> bereavement, like other
losses, can precipitate a depressive episode and it could be equally
argued that this change will allow people to access appropriate
treatment.

The separation of bipolar disorder and depression into sepa-
rate chapters is potentially more problematic. The authors argue
that the rationale for placing bipolar disorder as a distinct chapter
between those on schizophrenia and depression was that it is
‘a bridge between the two diagnostic classes in terms of
symptomatology, family history and genetics’.*' Thus, major
depressive disorder with subthreshold manic features — so-called
mixed features — is in an entirely separate chapter to other bipolar
spectrum conditions, despite the assumed elevated risk of conver-
sion to bipolar disorder in this group. This seems counterintuitive
given that one of the goals of classification is to provide stable
diagnoses.'®

In summary, the contemporary classification of mood disorders
outlined in the DSM-5 remains a system conceived in the age of
steam. The addition of specifiers in particular recalls Kraepelin’s
conception of a spectrum of mood disorders. Although Kraepelin
did not believe that the spectrum was clinically useful, the appli-
cation of specifiers to major depressive disorder in particular may
result in delineation of subgroups with improved diagnostic reli-
ability and differential treatment response. Developments such as
RDoC, which attempt to integrate developing understanding of
neurobiology into classification, are complementary rather than
replacements at this stage. The DSM-5 and ICD-10 systems remain
essential to clinicians, to facilitate communication and allow
research to proceed. We await future developments.
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