
Editorial

HERE is a new buzzword in neuropsychiatric research circles and that
word is inflammation. More and more evidence is being amassed to
show that inflammation, the means by which our immune systems

attack foreign bodies that assail us, including infections and poisons of
many kinds, is at the heart of understanding the nature and course of
depression. It is inflammation that has become chronic that is thought to
cause the problem, just as pain signals that don’t turn off can lead to chronic
pain, and anxiety levels that don’t subside can lead to chronic stress. 

T

In this issue, we carry an extremely
important article by GP and HG prac-
titioner Andrew Morrice (see page 13,
“The brain inflamed”), fully explain-
ing the inflammation and depression
connection and, most importantly,
showing how this chimes with, and
provides confirming evidence for, the
human givens model of depression. 

As Dr Morrice is at pains to point
out, things are never simple or one-
dimensional when it comes to health
and there are no simplistic conclu-
sions to be drawn. However, the im-
plications will undoubtedly be far-
reaching. A very recent study, led by
researchers at the University of Cam-
bridge, shows that children with high
everyday levels of a protein released
into the blood in response to infection
are at greater risk of developing de-
pression and psychosis in adulthood. 

The team was minded to follow up
findings that levels of ‘inflammatory
markers’ (proteins such as interleu-
kin-6 (IL-6), which the immune sys-
tem sends into the bloodstream to
counter infection) are higher in peo-
ple suffering depression, first episode
psychosis and acute psychotic relapse,
as well as in those who develop type 2
diabetes and heart disease – two
chronic conditions which often occur
alongside depression and psychotic
disorders.

They looked at blood samples
taken at age nine from 4,500 young
people, born in 1991 or 1992, who were
participating in the Avon Longitud-
inal Study of Parents and Children.
Having divided the young people into
three groups, according to whether
their everyday levels of the inflamm-

low birth weight, a marker of im-
paired foetal development, is assoc-
iated with increased everyday levels
of inflammatory markers as well as
greater risks of heart disease, dia-
betes, depression and schizophrenia
in adults. 

If there is a common mechanism
influencing physical and mental
health, as now seems increasingly
likely, that could help explain why
taking appropriate physical exercise
and eating more healthily – classic
ways of reducing risk of heart dis-
ease or staying health after it – may
also be found to lift mood and help
depression. It also explains why, as
Dr Morrice makes abundantly clear,
a biopsychosocial approach to treat-
ment is the most likely to be effective.
As he comments, “It certainly makes
sense that inflammation could be, in
effect, the common denominator for
all the diverse elements that feed
into depressive states.”

Elsewhere in this issue, we have,
as usual, another abundance – sever-
al inspiring articles showing the im-
pact of the HG approach in a divers-
ity of settings (early intervention in
psychosis, work with families, work
in prisons, in universities, and with
patients from across the world help-
ed in private practice).

And we also have a first. Never be-
fore have we interviewed the same
person twice, but we have made an
exception for innovative manage-
ment thinker John Seddon, inter-
viewed in 2009 and a very popular
speaker at the HGI conference that
year. Turn to page 28 to learn his
common sense prescription, as next
year’s election looms, for lifting the
dead hand of Whitehall from our
beleaguered public services.  

The Editors

Khandaker, G M, Pearson, R M, Zammit, S, Lewis, G, and
Jones, P B (2014). Association of serum interleukin 6
and c-reactive protein in childhood with depression and
psychosis in young adult life: a population-based
longitudinal study. JAMA Psychiatry, 71, 1121–8.

atory markers were low, medium or
high – a grade of inflammation may
persist in the body, even when well –
the researchers followed them up at
18 to see how many had experienced
episodes of depression or psychosis.
Those in the ‘high’ group were nearly
twice as likely to have experienced
depression or psychosis as those in
the ‘low’ group. It was a finding that
persisted regardless of sex, weight,
past behavioural or psychological
problems or maternal depression.

A thermostat
Psychiatrist Dr Golam Khandaker of
the University of Cambridge, who
led the study, puts it this way: “Our
immune system acts like a thermo-
stat, turned down low most of the
time, but cranked up when we have
an infection. In some people, the
thermostat is always set slightly
higher, behaving as if they have a
persistent low-level infection. These
people appear to be at a higher risk
of developing depression and psy-
chosis. It’s too early to say whether
this association is causal, and we are
carrying out additional studies to
examine this association further.”

According to senior author Peter
Jones, head of psychiatry at the Uni-
versity of Cambridge, “Inflammation
may be a common mechanism that
influences both our physical and
mental health. It is possible that ear-
ly life adversity and stress lead to
persistent increase in levels of IL-6
and other inflammatory markers in
our body, which, in turn, increase the
risk of a number of chronic physical
and mental illnesses.” For instance,
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LL human givens practitioners work from the under-
standing that depression is not primarily a biological
illness.1 We realise that the idea that depression is a

‘biochemical imbalance’ or a ‘genetic’ problem is misleading,
disempowering and (ultimately) nonsensical. We know that the
most effective way to approach treatment is to help people get
their innate needs healthily met and use their innate resources
effectively. Yet in many traditional cultures what we call depres-
sion is experienced as a physical illness. We also know that
depression is intimately linked with multiple chronic diseases.
Evidence emerging over the last decade or two shows that
depression is probably more like a physical illness than any
other mental health disorder. How does this affect the human
givens model of depression?

GP Andrew Morrice explores the part inflammation plays in depression and how that
connects with human givens understandings. 

that immune system activation (which involves
inflammation) and the condition we call depres-
sion share many psychological and physiological
characteristics. These include depressed mood,
loss of interest or pleasure in activities, appetite
disturbance, changes in body weight, sleep dis-
turbance, psychomotor disturbance, fatigue, loss
of energy, and difficulty in thinking or concen-
trating.2,3 This is borne out by research on cyto-
kines (a family of compounds involved in inflam-
mation and immunity). Animals given cytokines
become lethargic and withdrawn, lose interest in
eating, sex or being with others, and are more
sensitive to pain. When patients receive a cyto-
kine-based medication for chronic hepatitis C,
very many become depressed.4 People with dep-
ression commonly also suffer from physical aches
and pains that don’t seem to be connected with
any physical activity or illness but which are of
the kind that can occur in inflammatory illnesses
– such as arthritis, inflammatory bowel disease
and fibromyalgia. At least two studies have shown
that raised inflammation (as measured in a
blood test for the inflammatory biochemical c-
reactive protein), is associated with an increased
incidence of depression.5 One study, of 70,000
Danes, found that elevated levels of the protein
were associated with a two- to threefold increased
risk of depression in the general population.6

Many of the chronic diseases that cost us so
much in terms of lost quality of life, and health-
care funding have links to depression. These
include heart disease, stroke, arthritis, dementia
and diabetes. It used to be thought that patients
with these conditions were depressed because
they had a chronic disease. But it is now recog-
nised that the depression seen in these condit-
ions may arise from the same biological roots as
the chronic conditions themselves. Some resear-
chers have suggested that inflammatory illnes-
ses and infections should be regarded as risk
factors for depression.7 Others have gone further
and suggested that malaise (the generalised
feeling of being unwell) is the core symptom of
depression, and that many antidepressants work
by reversing this feeling of malaise.8

All this may, at first sight, seem to contradict
the human givens model of depression, which
holds that the core of the difficulty in depression
is a disturbance in the REM cycle caused by ex-
cessive emotional arousal, itself almost always
caused by rumination. But it doesn’t. One of the
organising ideas that lies at the heart of the
human givens approach is that helping people to

This article has come about as a result of
preparation I carried out for the one-day course
I now deliver for Human Givens College on the
mind-body connection. The reading and reflect-
ing this entailed opened up some extremely in-
teresting new perspectives on depression, with
information drawn from a variety of sources:
studies of immune function, the science of in-
flammation; and observations of how animals
behave when sick. The exciting implication of
this scientific information is that a richer under-
standing of innate physical needs and physio-
logical resources helps us understand depres-
sion in even more depth and meshes with our
human givens model of depression. This, in turn,
may enable us to help people with depression
even better than before.   

Inflammation is the key to the new under-
standings. The ability of our bodies to become
inflamed, and our immune system’s capacity to
heal wounds are amongst the most fundamental
and ancient innate resources we have. Because
inflammation is generally accompanied by heat,
swelling and pain, we instinctively tend to see it
as ‘a bad thing’. We all resent the symptoms and
often put a good deal of effort into opposing
them with anti-inflammatories and painkillers.
Yet no wound can heal and no infection can be
combated without inflammation. It is chronic
inflammation that causes the problems, and the
modern epidemic of diseases in which it plays a
part can be seen as an example of a resource
that is running out of control. For chronic in-
flammation just goes on and on, pointlessly and
counterproductively, like a TV left switched on
in the corner of what could be a lovely room in
which to sit and talk.  

It has been recognised for at least 15 years
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understand what is right with them is key to
helping with what is going wrong. This insight
is linked to understanding problems not just in
terms of innate needs not being met, but also in
terms of innate resources being misdirected or
working out of balance. A person suffering with
panic attacks can relate to the situation differ-
ently when they understand that a life-preserv-
ing system is being activated inappropriately, if
for often understandable reasons. This is why
many human givens practitioners, instead of
simply seeing the processes that create symp-
toms or experiences as problems, may instead
ask the basic question, “What is this for?” It is
so much easier to deal with anxiety when we
understand what anxiety, as a given human
capacity or resource, actually enables us to do.  

So, we can ask ourselves, what is depression
for? And perhaps, as so often, looking at the
animal world can help us.  

Sickness behaviour
Let’s imagine a social animal, like a wolf or deer,
that is injured or has caught some kind of
infection. We know that this animal will often
take itself away from its social group, perhaps
seeking a sheltered corner or a cave or simply a
hole, where it can curl up, fall asleep and then
either recover or die. We may have witnessed a
pet doing the same thing. The behaviour makes
sense. The herd or pack is spared contact with
the sick group member, and the sick animal is
able to maintain a state, undisturbed, in which
it will either get better, or not. Biologists call this
sickness behaviour – an instinctive response to
a situation, with obvious usefulness and bene-
fits. What is interesting is that this pattern
shares many of the hallmarks of depression:
reduced activity, increased sleep, disturbed
appetite, withdrawal from social relationships
and situations. Indeed, a feeling of ‘wanting to
crawl into a corner and die’ is highly resonant
for people who are depressed, and probably not
simply as a metaphor.  

Key to understanding this overlap between
depression and sickness behaviour is inflam-
mation. This connection is so clear that inflam-
mation is actually used in experimental animals
to produce depression in order for research on
depression to be carried out. The scientific liter-
ature is clear that sickness behaviour and de-
pression are linked, and that inflammation and
depression are linked.9,10 If the human givens
model of depression fits with this scientific evi-
dence, then we would hope to find research that
demonstrates that inflammation and emotional
arousal are linked. And, indeed, they are. We
know that, through a whole series of mechan-
isms, emotional arousal over long periods of
time (termed “chronic stress” in the scientific
literature) profoundly alters the way the body
functions, and one of the key changes is an
overall raised level of inflammation.11,12 Second,
we would hope to find that excessive REM sleep

is linked to inflammation, preferably as a cause.
And, again, indeed, it is. Research shows that
disturbed sleep, particularly difficulty getting off
to sleep, causes the inflammatory changes impli-
cated in illness and depression.13 Excessive REM
sleep is also causally linked to the same changes.14

Human givens practitioners are likely to be
familiar with the concept of depression switching
on and off, and many may be aware that there is
a specific centre in the brain known as Brodman
area 25 (BA25) in the brain’s anterior cingulate
gyrus, which, in recent years, has been discovered
to be highly activated in depression.15 It is a good
working hypothesis that it is activity in this
area which is responsible for the appalling gloom
experienced by many people who are depressed.
If inflammation causes depression, we would hope
to find that this has been linked to BA25. And,
indeed, research has shown that the changes in
this area seen in depression can also be induced
by inflammatory changes in the brain.16,17,18,19

All this makes it possible to create a hypothe-
sis linking depression, emotional health, sleep,
dreaming and inflammation. Our brains, like
those of our animal ancestors, have evolved to
respond to the chemical changes needed for in-
flammation by triggering off changes in behav-
iour that look very much like depression. The
physiological changes that happen in the body
(including the brain) during ‘chronic stress’ also
involve inflammation. From the human givens
perspective we describe this as arising from fail-
ure to have our emotional needs met, and cruci-
ally the misuse of our resources of imagination.
As the limbic and other autonomic centres are
unable to distinguish reality from ‘simulated’
reality, it is clear that rumination and the fail-
ure to get needs met can directly increase levels
of inflammation, create changes in behaviour and
(human givens practitioners would add) pat-
terns of thought, and switch on BA25. We know
that once this last step happens, the switching
on of BA25, a person will experience intense
feelings of depression. It is even highly possible
that it is the activating of this switch that
ultimately distinguishes true depression from
fatigue, malaise, and low mood.

REM–emotional arousal connection
It may well be that one of the key ways in which
this process of inflammation arises in the brains
of human beings is through the REM–emotional
arousal system, in addition to its effects on
attention and energy. Emotional arousal itself
creates inflammation, but the consequent loss of
deep recuperative sleep through the resultant
REM sleep excess creates further inflammation.
As we know, the resulting changes in energy, mood
and the tendency to continue to ruminate keep
the whole set of processes running in a vicious
cycle, until something occurs to break it.  

There are a number of ways in which these in-
sights may help us. First, the ‘sick animal’ meta-
phor resonates with depressed people. I find it
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inducing relaxation and reactivating more re-
laxed patterns of response in guided imagery
(all routine components of a human givens
practitioner’s toolbox) have an anti-inflammatory
effect.20 Exercise is also an important way that
we can reduce inflammation21 and modify the
stress (ie emotional) response that is driving the
cycles of inflammation and unhelpful thinking.22

We can also now see why improving diet quality
is so helpful in tackling the tendency to depres-
sion. A diet high in unprocessed plant foods, with
moderate seafoods and low in sugar, refined car-
bohydrates and animal products is highly pro-
tective against depression.23 The Mediterranean
diet, for instance, which is quite strongly anti-
inflammatory, has been shown to be associated
with a 30 per cent lower risk of depression, where-
as the classic modern Western diet promotes it.
A healthy diet boosts the body’s capacity to
switch off or damp down inflammatory res-
ponses, once they are no longer needed. (On its
own, though, diet change is likely to take some
time to kick in, so is probably best seen as part
of a longer-term strategy.)  

Anti-inflammatories
Perhaps this growing knowledge connecting de-
pression with inflammation forewarns us of the
direction that research into new antidepressant
medications is likely to take. The cytokines are
thought to reduce serotonin in the brain, and
most antidepressants are thought to have anti-
inflammatory actions.24 The current state of 
research is, however, unclear on whether exis-
ting anti-inflammatories are going to be helpful.
The kind of medicines most people are fam-
iliar with are the drugs like ibuprofen, naproxen,
diclofenac and aspirin, which are known as
NSAIDS (non-steroidal anti-inflammatory drugs).
Whilst one study published very recently ap-
pears to show that ordinary NSAIDS may help
lift depression,25 other studies have shown they
can block the effects of the antidepressants
known as SSRIs.26 It is also worth saying that
the risks of taking NSAIDS are well known and
significant, and even purchased over the counter
they are not, and should not, be recommended
for low mood. 

Another type of anti-inflammatories are much
more specialist immune system medicines, such
as infliximab (usually used for rheumatoid arth-
ritis or Crohn’s disease), which has been studied
for its effects in patients with resistant depres-
sion. Whilst it was shown, in one study, that
patients with the highest levels of inflammation

passes what I call the “nodding patient test”. El-
even years ago, when I first learned the human
givens model of depression, what impressed me
most was that patients just nodded a lot when I
shared the ideas with them – they recognised
the information as much as they were learning it.
Providing explanations that pass the “nodding
patient test” helps build rapport as well as en-
abling the patient to view their situation more
objectively, yet also partly from within their own
knowledge.  

Secondly, this extended model of depression
describes the problem as an innate resource that
is being inappropriately triggered. Ultimately,
the value of behavioural therapy derives from
the insight that the behaviour patterns of de-
pressed people are in and of themselves a recipe
for depression. Now we can clearly explain why,
in order to recover, the patient must do pretty
much the opposite of what the depression is
instructing them to do. 

Pattern matching
The human givens understandings of pattern
matching can be helpful here. I can tell patients
with depression that the brain can get sore, just
like a throat, and that this can set off an ancient
pattern match to sickness behaviour (the with-
drawal response). If they have been battling an
illness such as flu, the response is appropriate.
Learning that depression can arise in response
to a physical illness is both comforting and en-
abling to many patients flummoxed by what has
happened to them. Indeed, telling a patient this
can also be extremely helpful in cases where the
patient is either unable or unwilling to recog-
nise a situation, event or rumination that trig-
gered the depression, as they are more likely to
accept it. What is important is that our techni-
ques for managing depression are still approp-
riate, but we have an option for explaining them
in a way that resonates more for these patients.  

If – as is far more often the case – people have
succumbed to depression through the other
routes we have been discussing (their unmet
needs and the stress and rumination this un-
leashes), then withdrawal is not appropriate
and becomes part of the problem. In those cir-
cumstances, it is important to do the opposite of
what the depression is telling them, and keep
moving. I lay this on the line quite firmly, as I
have only 10 minutes in my surgery in which to
make an impact. I may say, “It is as if the depres-
sion is giving you instructions on how to feed it. I
know that you don’t feel like it, but if you get
back to the activities you do when you feel well,
it will break the vicious cycle.”

There is now evidence that the changes we
induce and recommend that our patients make
to lift their depression also map onto a strategy
of reducing inflammation. Aside from directly
breaking the cycle of rumination, our approach to
depression may commonly include 7:11 breath-
ing and exercise. It will come as no surprise, now,
that 7:11 breathing, along with other methods of
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experienced a significant anti-depressant effect,
those with lower levels did not.27 These are highly
specialist drugs unlikely to be widely recommen-
ded for depression in the near future. However it
is clear that the search is on for drug treatments
targeting inflammation for depression.

From a human givens perspective, turning to
more medication rather than addressing the
underlying unmet physical and emotional needs
of the patient may be a more complex and risky
(even if, for pharmaceutical companies, a more
profitable) route to follow. We have excessive
inflammation for two main reasons: first, the
drivers persist – examples may include ongoing
rumination or anger, or excessive sugar or omega-
6 fatty acids in the diet; second, not enough anti-
inflammatory resources are available to let the
body switch off the processes started by the
inflammatory system. Reasons for this may in-
clude inability to relax, lack of exercise or lack of
nutrients like omega-3 fatty acids, anti-oxidants
and vitamin D.28

This brings us to an important principle. Things
are not simple, or one-dimensional, when it comes
to health. It is clear to me, from speaking to my
patients, that many people with fatigue ruminate
excessively and wake exhausted: yet they are
not depressed. Other factors in their lives – diet,
quality of relationships, meaningful work, exer-
cise – are keeping them from developing depres-
sion. It is not unusual for me to speak to a
patient in his or her mid-20s, who is inexplicably
anxious or depressed, and the only change in
their lives that we can find is that their previous
sports activities have been sidelined by a bur-
geoning career or new relationship. 

Postnatal depression
This intermingling of physical and mental com-
ponents also fits with our understanding of de-
pression that occurs alongside chronic illnesses,
and postnatal depression. Research from nearly
15 years ago showed that mothers with the post-
partum blues had higher levels of inflammation
than mothers who did not.29 In a more recent
paper outlining a new paradigm for depression
in new mothers, the authors put it well: “Recent
studies constitute an important shift in the de-
pression paradigm: inflammation is not simply a
risk factor; it is the risk factor that underlies all
the others. Moreover, inflammation explains why
psychosocial, behavioural and physical risk fact-
ors increase the risk of depression. This is true
for depression in general and for postpartum
depression in particular. Puerperal women are
especially vulnerable to these effects because their
levels of pro-inflammatory cytokines significantly
increase during the last trimester of pregnancy
– a time when they are also at high risk for de-
pression. Moreover, common experiences of new
motherhood, such as sleep disturbance, post-par-
tum pain, and past or current psychological
trauma, act as stressors that cause pro-inflam-
matory cytokine levels to rise.”30 Human givens
practitioners would, of course, add unmet needs

such as for security, connection, attention, control
and being stretched, which are likely not to be
well met when new mothers are inexperienced,
isolated, overwhelmed by their baby’s needs and
unprepared for such a huge, sometimes seem-
ingly restricting, life change.

As ever, the picture we can build up from the
scientific evidence is incomplete and many points
remain to be answered. From a practical point of
view, for example, we can see very fast changes
when hope enters a depressed person’s conscious-
ness. If hope is the “off” switch for BA25, how
does this fit with the inflammation story? We
don’t yet appear to know, but that needn’t matter
for now. We can see there may be interesting
links between sickness behaviour in other illn-
esses, how people around the ill person respond,
and how this is reflected in physiology and
healing – but that is another whole fascinating
topic, well beyond the scope of this article.

A ‘whole person process’
To sum all this up, what is clearly emerging is
that inflammation in the body, both system-
ically and specifically affecting the brain, is a
mechanism that underlies and completely fits
with our human givens explanation of how dep-
ression arises, and meshes neatly with many of
the techniques we already use to tackle it. This
makes the human givens approach congruent
with the cutting edge of bio-medical research
into depression. Because the human givens app-
roach is based on sound principles, new inform-
ation fits with it much more easily than with
other models, specifically because the relationship
between emotion (and the autonomic system)
and what we like to call ‘thinking’ is accurately
described. Understanding the role of inflamma-
tion enables us perhaps to share powerful new
metaphors and strategies, and to stress the full
value of many of the wide range of helpful
changes that patients can make, particularly
where these don’t appear at first sight to be
linked to the original triggers of their depres-
sion. The inflammation theory of depression
does not mean that depression is a biological ill-
ness, but it does allow us accurately to describe
it as a ‘whole person’ process, and a genuinely
biopsychosocial phenomenon. Lastly, as inflam-
mation clearly arises when physical needs for
appropriate activity and nutrition, as well as
emotional needs, are inadequately fulfilled, the
human givens framework of unmet essential
needs resulting in mental and physical ill health
remains fundamental. 

In the end, I believe, health is all about re-
lationships – how we relate to everybody and
everything around us. We relate to our physical
environment by moving around in it (in modern
terms, taking exercise); we also relate to it in a
very primary way through what we eat and
drink. And we relate to others through our
social connections. It is the richness and balance
of all these relationships, and how we maintain
them, that ultimately determine our health. ■
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