Understanding Depression

Beyond the Chemical Imbalance: What the Evidence Shows and What It
Means in Practice

Introduction

Most patients have a clear idea about what depression is. Usually it is some version of a
chemical imbalance, a problem with serotonin, something inherited, or a brain condition
they will have for life. Historically these ideas or similar ones have formed the basis on
which clinicians explain depression to patients. The idea is simple, it removes blame, and it
points directly towards a treatment. It is also, in its usual form, not what the evidence
supports.

This document sets out to do three things. First, to clearly examine the dominant narratives
looking at the evidence base as a whole. Second, to describe what depression looks like
when read more accurately: less a fixed biological fault and more a process the mind and
body move into under particular conditions. Third, to look at what this changes in practice,
including how we explain depression to patients and how the words we choose affect the
people who hear them.

It is not a guideline or a treatment protocol, and it does not replace NICE or professional
guidance. It is a synthesis aimed at clinicians who already work biopsychosocially and who
have noticed the gap between the simplified models used in teaching and public messaging
and the reality we actually see day to day. The companion document on antidepressants
covers prescribing and medication evidence in more detail; the focus here is on what
depression is and how we talk about it.

Throughout, depression refers to populations defined by current diagnostic criteria. None of
what follows questions the seriousness of depression or the value of treatment. Depression
is common, often disabling and sometimes life-threatening, and guideline-based care
remains essential. The argument is only that we can be more accurate about what we are
treating, and that accuracy helps patients.

The common story, and what the evidence supports

The common story What the evidence supports

Depression is caused by a No consistent evidence of a serotonin deficiency or specific

chemical imbalance, usually too chemical imbalance. Neurotransmitters take part in wider

little serotonin. regulatory systems; drug effects do not prove an underlying
deficiency.

Depression is a genetic condition. = Genes contribute to vulnerability, not destiny. Risk is spread
across thousands of tiny effects, there is no “depression gene”,



The common story What the evidence supports

and measured genetic variation explains only a small fraction of

risk.
Depression is a fixed biological Brain differences are small, non-specific, overlap heavily with
brain disease, like diabetes. healthy people, and largely track the state rather than a fixed

lesion. Most change as the person recovers.

Depression is a thing you have. Depression is better understood as a state you enter: a process
arising from interacting stressors, physiology and context, which
tends to maintain itself once established.

The Current Dominant Narrative

The biomedical account of depression became dominant for understandable reasons. It
fitted the rest of medicine, it supported a clear treatment, and it offered patients relief from
the idea that depression was a weakness or a failure of will. That reassurance was sound —
depression is neither — but the biological-defect model is not the only, or the best way, to
reach that conclusion. It has done real good while resting on three claims that do not hold
up: chemical imbalance, inherited disease, fixed brain disorder. It is worth clearly examining
the evidence behind each.!

The chemical imbalance

The idea that depression is caused by too little serotonin began as a reasonable inference
from how early antidepressants worked. If a drug that raises serotonin lifts mood, perhaps
low serotonin causes low mood. Decades of research have not borne this out. Recent
systematic reviews drawing together serotonin metabolites, receptor and transporter
imaging, depletion experiments and genetic studies find no consistent evidence that
depression is caused by reduced serotonin activity or by a chemical imbalance of any simple
kind.?

The logical error is worth naming, because patients make it too. That a treatment relieves a
symptom tells us nothing about an underlying deficiency. Alcohol relieves social anxiety
without anxiety being a shortage of alcohol; paracetamol helps a headache that is not
caused by a lack of paracetamol. Antidepressants act on neurotransmitter systems, but
those systems are involved in learning, stress adaptation, emotional processing and
neuroplasticity, not in topping up a missing chemical. The honest description is that
medication can shift how these systems behave, not that it corrects a known fault.

The picture is not entirely settled, and it is fair to say so. The most prominent umbrella
review has been contested, with critics arguing that its method can obscure genuine
serotonergic signals and that few researchers ever held the crude deficiency model in the
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first place.3 However | think its reasonable to say that the evidence does not support a
simple serotonin-deficiency account in the way it is commonly presented.

The genetic condition

Depression runs in families, and twin studies put its heritability at around thirty to forty per
cent.* This is often heard as evidence that depression is, at root, an inherited disease. The
genetics says something more limited and more interesting.

Heritability is a population statistic, not a personal one. It does not mean a given person’s
depression is forty per cent genetic; it describes how much of the variation across a
population, under particular conditions, tracks genetic differences. It rises and falls with
circumstance, growing where adversity and inequality are greater. More tellingly, when very
large studies look for the actual genes, they find risk scattered across many thousands of
variants, each of vanishingly small effect, most sitting in broad developmental and
regulatory pathways rather than anything mood-specific.> There is no single depression
gene and no small set of them. Measured genetic variation accounts for only around five to
ten per cent of the variation in risk, a long way short of the heritability estimates, and
polygenic risk scores overlap so heavily between affected and unaffected people that they
predict nothing useful for an individual.

What genes appear to shape is sensitivity, not outcome: tendencies in stress reactivity,
emotional response, sleep and temperament that influence how a person meets their
circumstances. The candidate-gene studies that once suggested specific genes interacting
with adversity have mostly failed to replicate.®

This is also where the old nature-versus-nurture split breaks down. Genes are not simply
switched on at birth and left to run; their expression is regulated continuously by
experience, through what is loosely called epigenetics. Prolonged stress can turn up the
sensitivity of stress-response systems, while safety, supportive relationships and activity can
turn it down again, and these adjustments are dynamic rather than fixed.” It gives a
concrete mechanism for something clinicians see all the time: that biology and life
experiences are not two separate stories but one, and that a system shaped by hard
experience can be reshaped by better experience. It is part of why recovery remains
possible even after long difficulty.

The fixed biological brain disease

The third claim is that depression is a fixed brain disease, often by analogy with diabetes: a
chronic biological condition requiring lifelong correction. Brain research is usually offered in
support. Read carefully, it does not provide it.

The differences seen on imaging are real but small, highly variable, and heavily overlapping
with healthy people, so that no scan can tell a depressed brain from a non-depressed one.?
They are not specific, appearing across anxiety, trauma and chronic stress alike. And they
relate more to illness duration, repeated episodes, early adversity, poor sleep and chronic



stress than to the diagnosis itself. Most importantly, they tend to shift as the person
recovers, whether through therapy, medication, changed circumstances or restored sleep. A
fixed disease does not come and go with the state it is supposed to explain. The diabetes
analogy does not really hold up when you examine it: there is no established clearly defined
mechanism, no objective scientific marker to test or confirm, and no stable lesion or deficit
that persists between episodes.

This matters because the analogy carries a hidden message. Telling someone they have a
deficiency or implying a brain or chemical balance problem implies permanence and limited
agency. Neither the neurotransmitter research nor brain imaging research supports that
message, and as the later section on explanation shows, the message itself has costs.

What Depression Actually Is: A Process, Not a Defect

If depression is not a chemical imbalance, not an inherited disease and not a fixed lesion,
the obvious question is what it is. The most defensible reading of the evidence is that
depression is better understood as a process than as a thing a person has: a state the mind
and body move into under particular conditions, and which tends to sustain itself once
established.

The starting clue is heterogeneity. People who meet criteria for depression differ
enormously in their symptomes, histories, triggers, physiology and course;® two patients can
share the same diagnosis with barely a symptom in common.!%!! This is partly because the
criteria themselves were arrived at by expert committee, through negotiation and revision
across successive editions of the manuals, rather than discovered in nature; the thresholds
for how many symptoms, and for how long, are conventions agreed for consistency, and
they have shifted over time.'? No single mechanism has been found, some have been
proposed but not held up when examined by research. Many different pathways, biological
and social, converge on a broadly similar state of low mood, reduced drive and impaired
function.'>14 The diagnosis names the convergence, not a shared cause.

Read as a process, depression usually arises in relation to something: loss, defeat, threat,
entrapment, prolonged strain, exhaustion, or physiological disruption such as illness or
sustained poor sleep. Often there is no single event, because the relevant factor is
cumulative load rather than a discrete incident, which is why patients so often cannot name
a cause. Sometimes the trigger is mainly bodily and sometimes mainly circumstantial; both
are clinically valid, and the same end state can be reached by either route.

One of these triggers in particular has a useful body of work behind it. The social-rank
account of depression notes that low mood often follows defeat, and that what tends to
turn a passing low state into a depressive one is entrapment: defeat combined with no
apparent way out. In social animals, losing a contest prompts an involuntary down-
regulation, a retreat from challenge that is protective when a fight cannot be won; the
suggestion is that depression recruits something similar in people who feel beaten and
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stuck.'® The empirical support is good, with perceived defeat and entrapment predicting
depression at least as strongly as loss itself.1® The framing is likely to be recognised by many
clinicians because trapped is so often the word patients use to describe their situation. It
helpfully points to a precise task: restoring a sense of movement or progress, however
gradual, rather than simply lifting mood.

Seen this way, many of the symptoms look less like random malfunction than like a
coordinated, if unwelcome, shift: withdrawal, reduced energy, heightened threat sensitivity,
loss of interest and a turning-inward of attention. All in service of a period of withdrawal
from life to aid recovery.

The state, however, is also self-maintaining, which is why it can continue long beyond
whatever set it off. Withdrawal removes sources of reward, inactivity worsens sleep and
energy, rumination amplifies threat, and disrupted sleep degrades emotional regulation,
each feeding the others until the pattern holds itself in place. This is the most useful single
idea for formulation: not what is broken, but what is keeping the loop going. The network
theory of psychopathology gives this a formal shape, treating the disorder not as a hidden
cause sitting beneath the symptoms but as the symptoms themselves locking into a self-
sustaining web.” It also explains why interventions as different as activity, sleep repair,
talking therapy, medication and a change in circumstances can all help: each interrupts the
loop at a different point. Behavioural activation makes the logic clear, working precisely by
restoring the rewarding activity whose loss helps drive the cycle, and it performs about as
well as more elaborate therapies with far less complexity.!®

A newer line of thinking, still developing but worth knowing about, comes from
computational accounts of mood. These treat mood as something like the brain’s running
estimate of how rewarding and controllable the world is likely to be, updated by experience.
Depression can then be understood as a negative estimate that has become locked in: a
model of the world as low in reward and beyond one’s control, which tends to confirm
itself, because once someone expects little and acts accordingly they stop encountering the
evidence that might revise it.® The account is more theoretical than the others here and
should be held lightly, but it captures the self-maintaining quality well and gives a clean
rationale for why getting someone moving and acting, against the grain of the expectation,
can begin to shift the state: action generates the surprises that update the model. The same
logic throws light on something the antidepressant evidence makes hard to ignore: that a
large part of the response to treatment with antidepressants in trials comes from placebo. If
mood is partly an estimate of how much reward and control lie ahead, then the things that
surround any treatment, a credible explanation, a clinician who expects improvement, the
ritual of being prescribed something, are not artefacts around the active ingredient; they
are themselves inputs the system uses to revise its estimate. That is one reason an inert
tablet can produce measurable change in the same mood circuits as an active drug. A
response shaped by expectation is not a false one: the circuits move, and the person
genuinely feels better. It is a real effect with an intelligible mechanism, woven through
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every treatment we offer. The companion guide on antidepressants takes the evidence on
this further.

Finally, the state is reversible. The biological changes that accompany depression largely
track the state and move with it rather than persisting as damage. None of this implies the
state is mild. A process can be profound: severe psychomotor retardation, in which
movement, speech and thought slow dramatically, makes plain that these are deep bodily
changes, not simply an intense version of low mood, and the same is true of the cognitive
impairment, disrupted appetite and physical collapse seen at the severe end. The point of
the framework is not that such changes are minor but that, however severe, they are states
the system has entered and can leave, rather than fixed damage. That a person can be mute
and immobile in deep depression and then, weeks later, be fully restored is itself evidence
of reversibility. This does not make depression a matter of will; a process can be severe,
disabling and dangerous. But it reframes the clinical task. The question shifts from what is
wrong inside this person to what state they are in, how they came to enter it, and what is
holding them there. That question has possible answers a clinician and patient can better
work with.

What the Science Actually Shows

The process account is not an alternative to looking at the biology. Quite the opposite, it is
what the biology, read without the disease assumption, actually describes. Across every
system studied, the findings point the same way: real changes, mostly small and non-
specific, strongly shaped by context, and consistent with a stressed and dysregulated state
rather than a discrete illness. One concept ties much of this together. Allostasis is the body’s
capacity to stay stable through change, constantly adjusting its stress, hormonal, autonomic
and immune systems to meet demand; allostatic load is the cumulative cost when that
adjustment runs too long without recovery, and the regulating systems themselves begin to
drift out of balance.?’ Read this way, the scattered biological findings below are less a list of
separate abnormalities than facets of a single overloaded regulatory state. The social
evidence, often treated as soft, is in fact among the most robust of all.

The brain

The most consistent structural findings are small average differences in regions such as the
hippocampus and prefrontal cortex, with distributions that overlap heavily with healthy
people and no diagnostic value in any individual.® They track illness duration, recurrence,
early adversity and chronic stress more than the diagnosis, and are best read as neuroplastic
adaptation to prolonged stress rather than a primary fault. Functional imaging tells a similar
story: increased default-mode activity often linked to rumination, reduced engagement of
control networks,?! and blunted reward responses that fit the clinical picture of
anhedonia.?? One often-studied region, the subgenual anterior cingulate, tends to be
overactive in more severe depression and to settle as people recover, whether recovery



comes through therapy, medication or a change in circumstances.? The detail matters less
than the pattern: the activity tracks the state and moves with it, which is hard to square
with a fixed lesion and easy to square with a state the brain can enter and leave. These are
correlations that vary with mood, sleep, medication and method, appear across other
stress-related conditions, and shift as people recover. No imaging measure is reliable
enough to diagnose depression or guide treatment, and machine-learning models that
perform well in one dataset rarely generalise.

Stress physiology and the autonomic nervous system

Altered stress regulation is commonly reported, most often involving the hypothalamic-
pituitary-adrenal axis, though the findings are inconsistent and many patients show no
measurable abnormality.?* Where changes appear they track cumulative adversity and
current strain more than diagnosis, and in chronic or trauma-related presentations cortisol
activity may be reduced rather than raised. Autonomic measures point the same way:
reduced heart rate variability is often seen, suggesting less physiological flexibility and
slower recovery from stress, but it is shaped by sleep, fitness, cardiometabolic health and
medication and is not specific to depression.? Both are better read as altered stress
adaptation than as a primary endocrine or autonomic disorder.

Inflammation

Many studies report modest elevations in inflammatory markers such as C-reactive protein
and interleukin-6 in depressed groups,?® and experimentally induced inflammation can
produce fatigue, low motivation and withdrawal, the cluster sometimes called sickness
behaviour.?’ This offers a plausible link between immune signalling and mood. But the
average differences are small and strongly influenced by factors common in depressed
populations, including obesity, smoking, inactivity, poor sleep, chronic illness and
socioeconomic stress. The evidence does not support depression as primarily an
inflammatory disease; inflammation looks like one strand of a broader stress-physiology
response, prominent in some patients and absent in others.?®

Sleep and circadian rhythm

Sleep disturbance is one of the most reliable features of depression, and one of the most
clinically useful, because the relationship runs both ways. Depression disrupts sleep, and
disrupted sleep deepens and maintains depression.?° Sleep studies show reduced deep
sleep, earlier and denser REM and fragmented continuity, though these vary and overlap
with anxiety and chronic stress. Circadian disruption, from irregular routines and reduced
daylight, alters hormonal rhythms and energy regulation. Experimentally, sleep loss and
circadian misalignment impair emotional regulation, threat sensitivity and reward
processing even in healthy people, while restoring regular sleep is associated with improved
mood.?° Sleep is therefore both a driver and a consequence, which is why it takes a central
place in formulation and management.



The social evidence

The associations between depression and social conditions are among the most consistent
in the entire field, far more robust than most biological findings. The link with adversity is
strong, repeatedly demonstrated, and often dose-related: greater cumulative childhood
adversity is associated with higher rates of later depression, earlier onset and more
complex, recurrent courses.?! Adult stressors show the same pattern, with relationship loss,
financial insecurity, unemployment, poor housing, caregiving strain, discrimination, chronic
illness and isolation all raising risk, particularly where demands outstrip recovery, support or
control.3?

Prevalence is not evenly spread. It is consistently higher in populations facing deprivation,
insecurity and marginalisation, patterns that individual vulnerability cannot explain, since
chronic social stress affects sleep, stress physiology, physical health and the chance to
recover.33 Depression is also diagnosed about twice as often in women as in men, a gap
shaped substantially by social role, exposure to adversity and differences in how distress is
expressed and recorded rather than by biology alone. Loneliness deserves particular
mention: it predicts depressive symptoms and poorer outcomes, while supportive
relationships buffer stress and help stabilise regulation.3* Far from being the soft end of the
evidence, the social findings are some of the hardest, and they integrate directly with the
biology, since adversity becomes depression through exactly the sleep, stress, immune and
reward pathways described above.

Practical Implications

If depression is a self-maintaining state rather than a fixed fault, several things follow for
practice, and most of them concern how we understand a patient and what we say to them.

Diagnosis describes, formulation explains

The diagnosis remains useful. It supports communication, access to care and a shared
language. But it describes a pattern; it does not explain why this person became unwell
now. Treated as an explanation, it lets the real contributors, such as sleep loss, chronic
stress, physical illness, loss or adversity, slip from view, and invites the patient to hear the
label as a verdict on something fixed inside them. Formulation supplies what diagnosis
cannot: an account of the predisposing, precipitating, perpetuating and protective factors
particular to this person, and especially of what is keeping the loop going. That is also where
the leverage for change usually lies.

How we explain it: the effect of our words

The explanation we offer is not neutral information. It is part of the intervention, and the
evidence on this is sobering. Biological and genetic explanations are usually given in good
faith, to relieve the self-blame patients so often carry. They can ease it, but they carry a
cost. People who understand their own depression mainly in biochemical or genetic terms
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tend to expect less improvement and to feel less able to influence it, and emphasising the
fixedness of brain chemistry weakens their sense that change is possible.® The effect
reaches clinicians too: in one well-known study, clinicians shown a biological account of a
patient’s symptoms reported less empathy than those given a psychosocial account, despite
the usual assumption that biological framing should increase it.3®

The same research points to the remedy. Framing that stresses the malleability of these
systems, rather than their permanence, offsets the pessimism and protects a sense of
agency.3’ The lesson from this is not to avoid biology but to present it honestly and as
changeable: real biological changes, of a kind the brain and body can move out of, shaped
by sleep, stress, circumstance and treatment. An explanation built around a process the
patient can influence does more good than one built around a defect they cannot. This also
means expectation is an active ingredient in every treatment, not a contaminant of the
evidence: the way a clinician frames a prescription, or a plan, is part of what determines
whether it helps, which | view as a real opportunity. For example, if | am prescribing an
antidepressant | often ask something like ‘if this medication were to begin to work for you in
just the right way, what might you begin to notice?’. This often leads to real and concrete
life changes such as ‘spending more time with the kids’, or ‘I'd actually be going out more’,
or ‘I'd want to get up in the mornings’. People often say things like this, and exploring a little
further with one or two details, and the difference this might make to them might only take
less than a minute but can make a real difference, and further help to interrupt the loops
that maintain depression.

Putting it into words

What follows are three ways of explaining depression that | have found useful in the
consulting room. Different patients resonate with different ones; the point is to have more
than a single causal story to offer, and to choose the framing that fits the person in front of
you. There are many framings suppprted by the available evidence, and all three share a
common thread, which is to present depression as a changeable state rather than a fixed
fault.

A state, not a fault. The broadest framing, and a reasonable default, is to describe
depression as a state the system has moved into rather than a defect, imbalance or fault in
the person. | often use an everyday image. A car left overnight with its lights on will not start
in the morning: the battery is flat, nothing is broken, and once it is charged the car runs as
before. Depression can be a little like this, the system run down under sustained load so
that function suffers, while the machinery itself remains sound and can recover. The body
does something similar when ill or injured, pulling back and dialling down energy, appetite
and interest while it recovers, and depression can resemble that protective retreat, set off
this time by stress, loss or exhaustion rather than infection, and become stuck because the
usual way out has not opened. Something like: “This is a state your system has moved into,
not something broken in who you are, and states can change.”



The cycle that keeps it going. Low mood leads to withdrawal and inactivity, which remove
the small rewards that lift mood and worsen sleep, which deepens exhaustion and leaves
more time to dwell, which lowers mood further. Drawing this loop out, even on paper,
shows that there is no single cause to find and several places to intervene. Something like:
“We don’t have to pin down one cause. We can look at what is keeping the cycle turning,
because that is where we can get a foot in.” Turning depression into a process with an
explanation tends to give patients some distance from it and a sense that it can be worked
on.

The feeling of being trapped. Many patients describe feeling trapped or with no way out,
and naming that directly can help more than an account of mechanism. It is worth saying
that this is a recognised part of depression rather than a true measure of their options, and
that the entrapment feeds the low mood as much as the other way round. The clinical task
it points to is concrete: restoring a sense of movement, however small. Something like:
“That trapped feeling is part of the depression itself, not an accurate picture of your
situation, and our job is to find the first bit of room to move.”

What management actually involves

A process maintained by several interacting loops will rarely respond to a single
intervention, which fits what we see in practice: no one treatment works for everyone, and
response varies widely. Management that follows the formulation tends to work on more
than one loop at once. Restoring sleep and daily structure, reducing sustained stress load,
rebuilding activity and reward, strengthening social connection and addressing practical
concerns and problems all interrupt the cycle at different points, alongside psychological
therapy or medication where appropriate.

On the choice between therapy and medication, the comparative evidence is reassuring and
worth sharing with patients. Across direct comparisons, psychotherapy and antidepressants
have broadly similar average effects, and combined treatment is often, though not always,
better than either alone.3® Cognitive behavioural therapy has the strongest evidence base
but is not the only effective approach, and patient preference is a legitimate basis for
choosing between options of similar average benefit if options are available. Medication
need not be the default first step; a stepped approach matched to severity, with lower-
intensity psychological options offered alongside or ahead of medication, is consistent with
both the evidence and NICE guidance.

Medication and informed consent

Antidepressants help some patients, particularly in more severe or persistent depression,
where average benefits are modest but meaningful for a proportion of people.® Given the
uncertainty about mechanism and the variability in response, consent is more honest when
it covers the likely benefits and their limits, possible adverse effects, the unpredictability of
individual response, the alternatives, and the role of time and circumstances in recovery.



Understanding Depression: Clinician Guide Dr Adam Lake GP - Last updated June 2026

Presenting medication as correcting a known chemical imbalance is not supported by the
evidence and can promote the deterministic beliefs that the explanation research warns
against. Describing it as a treatment that may help shift a stuck state in the right direction is
both more accurate and more useful. The companion antidepressant document develops
this further.

Physical health

Depressive states sometimes overlap with physical illness, and as we know, conditions and
substances that can mimic or contribute to depression include thyroid disease, anaemia,
B12 or vitamin D deficiency, chronic pain, sleep disorders such as obstructive sleep apnoea,
alcohol and recreational drugs, and some prescribed medications. A focused history and
examination, with basic investigations where indicated, helps avoid missing a treatable
contributor early on.

Risk and suicidality

Risk assessment is required in every depression consultation, and the process view helps
here too. Suicidal thinking is better understood as a fluctuating state than a fixed trait,
typically intensifying during acute distress and easing as mood and regulation improve. A
useful frame is cognitive constriction, in which attention narrows onto present pain and the
capacity to imagine change or a different future temporarily collapses, so that problems feel
permanent and unsolvable even though that perception is itself part of the state.*® This
state does not always build slowly. It can descend within hours, sometimes minutes, often
triggered by an acute blow such as humiliation, shame, a sudden loss or a public exposure,
and it can do so in someone who is not chronically depressed at all. That is why acute
distress around a precipitating event deserves to be taken seriously in its own right, not
discounted because the person seemed well the day before; the narrowing, and the risk
that travels with it, can happen quickly.

Because hopelessness is a symptom rather than a fact, communication that holds realistic
hope without false reassurance can itself be protective, which is another reason the framing
of prognosis matters. Single-occasion risk scores predict individual outcomes poorly; what
helps more is an ongoing, collaborative appraisal of distress, intent, access to means,
supports and protective factors, revisited over time. Of course, any expression of intent, a
plan, or an inability to stay safe warrants prompt escalation through local pathways.

Conclusion

The story most patients carry, and that we as clinicians have often supplied, is that
depression is a chemical imbalance, an inherited condition, or a fixed disease of the brain.
None of these hold up when the evidence is examined. There is no consistent chemical
deficiency, no depression gene, and no stable lesion that persists between episodes. What
the science describes instead is a state: real biological changes that can profoundly affect

11
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mood, thinking and function in the individual, yet show up only as small, non-specific and
context-dependent differences when measured across groups, and that are largely
reversible, arising through many converging pathways and held in place by self-reinforcing
loops of sleep, stress, withdrawal and thought.

Depression remains serious, sometimes dangerous, and treatment remains essential. But
understanding it as a process rather than a defect fits the evidence better, makes
formulation central, and shapes the words we use. That last point is important. The
explanations we give measurably affect how hopeful patients feel and how much agency
they keep, and even how much empathy we extend to them. An account built around a
changeable state does more good than one built around permanent damage. Being accurate
about depression and being helpful to people experiencing it turn out to be the same task.
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