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Two articles in the current issue of Genomic Psychiatry present an inter-
esting story spanning over a century of mental health research. Kendler
and Justis carefully translate and analyze the 1897 monograph “La
Mélancolie” by Roubinovitch and Toulouse (1). Meanwhile, Serretti et al.
employ polygenic score analysis, showing that the genetic liability for C-
reactive protein (CRP) associates with depression phenotypes and treat-
ment outcomes (2). This gap in time, from 19™-century phenomenol-
ogy to 215t-century genomics, illustrates the significant progress made
in psychiatric science and the enduring relevance of specific clinical
observations.

The extraordinary contribution by Kendler and Justis extends far be-
yond historical commentary. Their meticulous English translation of over
270 pages from the original French text, covering the first four chapters
and part of the fifth, makes this seminal work accessible to the Anglo-
phone scientific community for the first time. This translation, available
as Open Access supplementary material in this issue of Genomic Psychi-
atry, reveals the extraordinary depth of clinical observation in the origi-
nal monograph. Roubinovitch and Toulouse documented 22 detailed case
histories and provided comprehensive coverage of symptoms, signs, sub-
types, illness course, and outcomes with a thoroughness that rivals mod-
ern clinical texts. Their vivid descriptions, from the 'vertical folds formed
immediately above the root of the nose’ to patients who 'pull their fin-
gers, tear their hair, scratch their forehead,’ demonstrate a level of phe-
nomenological precision that modern psychiatry, with its emphasis on
biological markers and standardized assessments, sometimes risks los-
ing. The availability of this translation allows contemporary researchers
to engage directly with these historical observations and appreciate how
remarkably consistent the core features of melancholia have remained
across 127 years.

The persistence of phenomenology

What strikes the contemporary reader most forcefully about the observa-
tions of Roubinovitch and Toulouse is their remarkable clinical acuity. It
is reflective of what we now call major depressive disorder, as described
as "pain, slowed-down mental functions”. Their awareness of the "psy-
chophysical decrease”, which saw an almost complete slowing down of
thought and motor-power, foreshadows what we call psychomotor retar-
dation. Their contemplation of the somatic consequences of melancholia
is perhaps the most prescient. This takes the form of a change in 'coenes-
thesia’ (body feeling). It produced 'a distressing affective tone".

Serretti and his colleagues shared data that has an interesting con-
nection to this body focus. The CRP polygenic scores' association with
body mass index, appetite changes, and metabolic features suggests that
careful observations of the body-mind interface in melancholia have cap-
tured something essential about the phenomenology of depression. What
alienists of the nineteenth century inferred from meticulous clinical ob-
servation, we now attribute to specific genetic architectures that influ-
ence inflammatory pathways.

The striking consistency of psychiatric syndromes across centuries
raises a fundamental question: Are we discovering biological mecha-
nisms that explain timeless clinical phenomena, or do the observations
of our predecessors inevitably shape our biological investigations? While
biological systems constrain the possible forms of mental illness, cul-
tural and clinical traditions determine how we perceive and classify these
manifestations.

From psychalgia to polygenic scores

As research has developed over the past thirty years, the concept of
melancholia has shifted from “psychalgia” (mental pain) towards a view
of immune-metabolic depression subtypes (3). We no longer think about
mental suffering in the same way. The psychalgia framework of the nine-
teenth century asserted that melancholic patients were hypersensitive
like neuralgics, experiencing exquisite mental pain from normal psycho-
logical stimuli. While there may not be molecular specificity to this psy-
chophysiological model, it captures a vital truth about depression. De-
pressioninvolves altered processing of both internal and external stimuli.

Serretti and colleagues’ findings offer a molecular basis for the men-
tioned clinical observations. The authors found that those with a genetic
liability to C-reactive protein (CRP) have certain depressive features, such
as changes in appetite and metabolic dysregulation. An intriguing possi-
bility is then raised: Could the "distressing emotional tone" described by
Roubinovitch and Toulouse be inflammatory in nature? The relationship
between CRP-PGS and treatment response follows a U-shaped distribu-
tion: genetic liability for CRP is highest in treatment-resistant patients,
intermediate in responders, and lowest in non-responders, suggesting
that distinct biological mechanisms may underlie what clinically appears
to be a single depressive syndrome.

This complexity goes beyond a straightforward linear correlation be-
tween inflammation and mood. The hypothesis of depression as an in-
flammatory disorder has evolved from an early observation of sickness
behaviour to a sophisticated model linking metabolic, neuroendocrine,
and neurotransmitter systems. Serretti et al.'s finding of a U-shaped rela-
tionship linking treatment response to genetic liability for CRP suggests
that the role of inflammation in depression may be context-dependent,
being beneficial at certain levels or in specific individuals and pathologi-
calin others. This sophisticated viewpoint coincides with newer ideas re-
garding inflammation in psychiatric illnesses, which is needed for normal
responses to stress but can be harmful if it goes wrong.

We chose Albrecht Diirer's "Melencolia I” (1514) for this issue’s cover
in order to provide a visual bridge between these two temporal perspec-
tives. This Renaissance masterwork depicts a winged figure surrounded by
unused tools and instruments, embodying the paralysis of will and cre-
ative stagnation that would later be termed “psychophysical decrease.”
The engraving captures, with remarkable prescience, the phenomenol-
ogy that Roubinovitch and Toulouse would describe nearly four cen-
turies later: the intact but unutilized intellectual capacities, the dejected
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posture signaling both physical and mental exhaustion, and the pervasive
sense of futility despite available resources. That a 16th-century artist
could so accurately render the clinical features of melancholia under-
scores the transcultural and transhistorical nature of this condition, even
as our understanding of its biological underpinnings continues to evolve.

The challenge of heterogeneity

Both pieces work through the infamous variability of depression. Roubi-
novitch and Toulouse wondered whether melancholia was a morbid entity
or a heterogeneous compound of physical and psychic problems which no
natural link unites; final acceptance of the probable fact that psychiatric
categories are probably only provisional symptomatic groupings which
will one day be transformed into more exact conceptions of the nature
of the relationships which unite the facts.

This provisional nature persists. Despite progress in genomics, neu-
roimaging, and molecular psychiatry, depression is still syndromically
diagnosed. Serretti et al. propose the identification of an immuno-
metabolic subtype, which is undoubtedly a step towards the "approxi-
mately exact conceptions” vocabulary, but only explains 1.9% of variance
in treatment outcome. This serves as a humbling reminder that there are
biological reasons for depression.

The heterogeneity issue significantly impacts our understanding of
psychiatric classification. The RDoC initiative focuses on data from mul-
tiple areas to help create a comprehensive description of behavior. How-
ever, the articles in this issue demonstrate how clinical syndromes,
although imperfect, still capture meaningful patterns of suffering. Phe-
nomenological descriptions by Roubinovitch and Toulouse, with their em-
phasis on resignation, derealization, and the lived experience of melan-
cholia, suggest that a strictly biological approachis likely to miss clinically
relevant data. Dialectical thinking that we preserve phenomenology while
advancing biology seems the way ahead.

Environmental and developmental considerations

Neither article exists in an environmental vacuum. Roubinovitch and
Toulouse say melancholia requires the absence of “sufficient reason” - it
is not an understandable reaction to not winning something or to loss.
The said distinction foreshadows controversies concerning bereavement
exclusions and adjustment disorders, suggesting that psychiatric diagno-
sis has always struggled with the threshold of normal and pathological
concerning life events.

The research by Serretti et al. suggests that CRP genetic liability is
associated with lower employment status, which raises questions about
gene-environment correlations and the social determinants of health.
Does being genetically prone to inflammation make people more vulnera-
ble to social adversity? Or does social disadvantage activate inflammation
in genetically susceptible people?

The bidirectional relationships between biological vulnerability and
environmental stress complicate simple genetic determinism, remind-
ing us that even highly heritable traits manifest in social settings.
These gene-environment interactions may have particularly grave conse-
quences when inflammatory liability intersects with social adversity. The
inflammatory cascade triggered by such interactions could contribute to
the most severe manifestations of depression, including suicidality.

Indeed, previous work has shown that polygenic risk scores (PRS)
for neuropsychiatric, inflammatory, and cardio-metabolic traits highlight
possible genetic overlap with suicide attempt and treatment-emergent
suicidal ideation. Specifically, the association between loneliness-PRS
and suicide attempt is consistent with previous strong evidence support-
ing the relevance of this trait on suicide risk (4). This suggests that the
same inflammatory pathways linking CRP genetic liability to depression
phenotypes may, under conditions of social isolation or disadvantage,
contribute to life-threatening outcomes.

Implications for precision psychiatry

The polygenic studies already show such modest effect sizes that many
people take little notice. Those modest effect sizes should be viewed
in the context of the numerous and perhaps more severe problems in
psychiatry. Unlike the infectious diseases whose progress in microscopic
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and bacteriological analysis was enviously noted by Roubinovitch and
Toulouse, psychiatric disorders are the result of thousands of genetic
variants interacting with environmental exposures throughout develop-
ment. The fact that CRP-PGS captures a share of variance not accounted
for by clinical predictors suggests that we are uncovering genuinely
novel biological information, even if it does not significantly improve
prediction.

The way ahead requires integrating various levels of analysis from
physical, chemical, and emotional environmental exposures to imag-
ing, genomic, metabolic, endocrine, and immune contributions to psy-
chopathology (5-8).

Digital phenotyping and ecological momentary assessment develop-
ments provide a novel toolset for capturing the temporal dynamics of de-
pressive states that Roubinovitch and Toulouse could observe only cross-
sectionally (9). These technologies could help us understand how genetic
liabilities lead to momentary experiences of suffering. That might open
upintervention points that are invisible to other, more traditional assess-
ment methods.

The enduring value of historical perspective

Perusing the 1897 monograph of Roubinovitch and Toulouse would be
more than mere historical curiosity. Clinical value exists in their phe-
nomenological insights, emphasis on resignation, distinction between
reactive sadness and true melancholia, as well as attention to lived
experience and derealization. This reminds us that while we are extracting
molecular mechanisms, one should not lose sight of the subjective expe-
rience of mental suffering, which is the domain of psychiatry.

Also, today's researchers can take a cue from their humility. By recog-
nizing that psychiatric categories are provisional, theorizing mechanisms
with uncertainty, and employing different observational strategies, they
demonstrate the kind of pluralistic thinking we need to move our field
forward.

Looking forward

As we position ourselves within genomic discovery and phenomenological
tradition, several priorities come to mind. First, we need better integra-
tion of genetic findings with clinical phenomenology. Serretti et al.'s data
indicate a correlation between CRP genetic liability and specific symp-
toms. This suggests careful phenotyping continues to be essential evenin
the genomic era. Additionally, we need to develop effective therapies that
consider biological heterogeneity and can be effectively implemented
clinically. A non-linear relationship between CRP-PGS and treatment re-
sponse suggests complex therapeutic implications that require further
investigation.

Furthermore, new insights into immunometabolic subtypes may help
us develop novel predictors of outcomes, leading to potential new treat-
ment options (10). Could anti-inflammatory therapies be particularly
beneficial for any subset of depressed patients with genetically driven
inflammatory dysregulation? Early evidence is conflicting regarding the
use of inflammatory biomarkers for treatment selection, but genetic data
suggest that this approach would be a worthwhile endeavor with more
sophisticated stratification.

Ultimately, the answer to our opening question—whether we are dis-
covering mechanisms that explain timeless phenomena or are shaped
by our predecessors' observations—appears to be both. The CRP genetic
findings validate what Roubinovitch and Toulouse observed about the
"distressing affective tone" and somatic manifestations of melancholia,
suggesting that careful clinical observation can indeed capture biological
truths that await molecular discovery. However, our decision to investi-
gate inflammatory pathways in depression was simultaneously guided by
centuries of phenomenological descriptions emphasizing the body-mind
interface.

We are not simply uncovering pre-existing biological facts, nor are we
merely prisoners of historical frameworks. Instead, we exist in a dialec-
tical relationship with our intellectual heritage: the phenomenology of
the past directs our biological investigations, while our molecular find-
ings retrospectively illuminate and validate historical observations. Sim-
ilar to how the “symptomatic groupings” of Roubinovitch and Toulouse
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became our diagnostic categories, our current categories—and even our
polygenic scores—are likely to be modified by future discoveries.

The journey from melancholia to molecular mechanisms continues,
not as a linear progression from ignorance to truth, but as a spiral where
each generation’s observations both constrain and enable the next. In
bridging these perspectives, we honor the humanistic traditions of psy-
chiatry while embracing its scientific future. The conversation between
past and present, exemplified in this issue, enriches our understanding
and points toward a psychiatry that is both more scientifically grounded
and more deeply human.
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