The i
inflammation
factor

Therapists need to be aware of when
inflammatory disorders can masquerade as
psychiatric conditions, says Lucy McDonald
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n autumn 2018, 12-year-old Harry* was
waiting to be admitted for a four-month
stay in a psychiatric unit, when his
psychotherapist called with news that
changed his life. The therapist, Julie
Lynn Evans, had worked with Harry

for a year and was perplexed by his
presentation — a combination of psychiatric
and neurological symptoms. Chronic
obsessive compulsive behaviour, violent
tics, paranoid thoughts and distressing
auditory and visual hallucinations had
turned Harry into an anxious and
depressed shadow of his former self. There
was no explanation for the sudden change
- no childhood trauma, no attachment
difficulties, no trouble at school. He had
gone from being an outgoing child who
loved cycling to being frightened to leave
his room. Social interactions triggered
obsessive thoughts around being physically
assaulted, which were followed by
debilitating, time-consuming compulsions.
He could not move without rubbing his
arms and crossing his legs many times.

By the time Evans saw him, he had
been seen by two doctors, two psychiatrists
and two psychologists, and was on
antipsychotics and antidepressants, but
nothing worked and none of the experts
could explain how this normal child had
disappeared before his parents’ eyes. His
health was deteriorating rapidly and his
parents feared for his life.

Evans says: ‘I've been a psychotherapist
for 36 years, and Harry was one of the
most unwell children I've seen. No one had
an explanation. It felt like his brain was on
fire, and nothing made sense until | read
about PANS and PANDAS

Paediatric acute-onset neuropsychiatric
syndrome (PANS) is an illness triggered by
a misdirected immune response. It captures
a broad spectrum of neuropsychiatric
disorders and is hypothesised to be caused
by a variety of disease mechanisms and
aetiologies. In short, instead of fighting
an infection, the immune system attacks
the brain — specifically the basal ganglia,
which controls emotions and movement.
PANDAS (paediatric autoimmune
neuropsychiatric disorders associated with
streptococcal infections) is a subset of
PANS associated specifically with strep.
PANS can sometimes affect adults too.

The clinical criteria include a suddenness
of onset, an unusual combination of
psychiatric and neurological symptoms,
and an association with immune events
like infections. Symptoms must include
either obsessive compulsive disorder
(OCD) or restricted eating, and two or
more of the following: tics, sensory
problems, anxiety, depression, irritability,
sleep disturbance, urinary frequency,
enuresis, regression, sensory abnormalities,
oppositional behaviours, deterioration in
schoolwork and emotional lability. The
first-line treatment is not psychiatric drugs
but anti-inflammatories and/or antibiotics.

Diagnosis
Harry was a week away from admission,
and after hearing about PANS his mother,
Sylvie, frantically researched the illness.
By chance that month, the charity PANS
PANDAS UK (panspandasuk.org) had
published minutes online of its inaugural
AGM, including clinicians who had
attended. Sylvie called every doctor on the
list and paediatrician Dr Tim Ubhi was the
first to respond. In an online consultation,
after taking an extensive medical history,
he agreed it sounded like PANS, and
ordered blood tests. He really listened and
the family felt as if someone understood
them for the first time since Harry gotiill.
But the clock was ticking. The test
results would take time, and if drugs were
prescribed they would need time to work.
Harry's parents feared if they refused the
NHS hospital place, and the tests came
back negative or the proposed medication
did not work, Harry would be in trouble.
They sought advice from the CAMHS
psychiatrist responsible for his admission,
who shook her head and dismissed the
illness as 'highly unlikely’ in his case. Sylvie
says: ‘We felt so hopeful but it was weird
because on the one hand you had this

Presenting issues

small group of committed doctors saying
it was a thing, and these amazing success
stories on US forums of children who'd
recovered, and on the other we thought
we were going mad. Clutching at straws!
If something as simple as antibiotics could
cure Harry, why had no one mentioned it?’
Two days before his planned admission,
the blood tests came back. It was what
they had hoped for. A potential reason for
Harry's descent into near madness — his
blood showed abnormally elevated levels
of strep and other infections, including
the Epstein-Barr virus. Dr Ubhi confirmed
Harry had PANS. Sylvie says: 'He was given
two weeks of the antibiotic azithromycin,
but we knew it would take about three
days to work. We didn't have three days.
His bags were packed for the psychiatric
unit. We were torn. There'd been false
hope before.” His parents asked CAMHS
about delaying admission, and a
compromise was reached — Harry would
be admitted but would take the antibiotics
alongside his other medications.

IN THE ROOM

Cured

Admitting Harry to a psychiatric unit was
the hardest thing his parents had ever
done. Although he quickly made friends, in
nightly phone calls home he spoke about
how nurses physically restrained distressed
children and how at night children had
nightmares and cried out for their parents.
Sylvie visited on his third day, and despite
the obvious trauma of the unit she could
not believe the change. He greeted her
with a smiling and relaxed face. She says:
‘It was like a switch had been flicked. He
told me: "Mum | feel better. | want to
come home.” It was like | had my boy back.
The tics had reduced, the OCD decreased,
the psychosis gone, his mood improved.

| was in shock. Two years of illness, and
two years off school, cured just like that.’ e

Are we potentially overlooking an immune component
in some psychiatric disorders? This question is
especially pertinent when traditional psychiatric
freatments have been exhausted without

substantial improvement’ o eau ain
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Ten days in Harry was discharged. He
had received no therapy in the unit or
input from doctors. The only variables
were not being at home, and the
antibiotics. The unit said his recovery
was due to the ‘therapeutic nature’ of the
setting. The family thought otherwise and
now campaign to raise awareness in the
hope others won't suffer similarly. They
are acutely aware that Harry's life could
have taken a very different turn. Dr Ubhi
says, ‘Children like Harry are often referred
to mental health doctors with the
assumption that's the standard of care.
However, with PANS, if we don't investigate
potential medical triggers we will miss
the underlying inflammation and disease.’
With his team of multidisciplinary experts
Dr Ubhi has seen 1,200 PANS and PANDAS
patients since 2017 at the Children’s
e-Hospital, his online and Harley Street
clinic. His auditing process shows nine
out of 10 of his patients had a ‘good’, ‘'very
good’ or ‘excellent’ response to treatments
that typically modulate immune response
(anti-inflammatory medications) or treat an
underlying infection (antibiotics). In other
words, the treatment works.

Therapists

Harry's experience shows that therapists
are key, along with parents, GPs and
teachers, in potentially spotting the illness
early. So it is baffling why so few have
heard of it, especially when PANDAS was
first identified in 1998 by Susan Swedo,
Chief of Paediatrics and Developmental
Neuroscience at the US National Institute
of Mental Health, and her team. It has been
written about in respected medical journals
and studied by scientists from Harvard,
Stanford and Oxford. But not all physicians
or psychiatrists are knowledgeable of how
inflammatory disorders can masquerade
as psychiatric conditions, nor do some
feel comfortable diagnosing or treating
PANS/PANDAS. Diagnosis can be difficult
because modern healthcare can be siloed,
and a multidisciplinary approach hard

to achieve, even though experts say
collaboration is key.

PANS/PANDAS patients make up a fifth
of child and adolescent psychiatrist Dr Paul
Bain's caseload at his London clinic. These
immune-mediated cases are often referred
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symptoms that appear abruplly mlg
an immune-mediated origin’ o« eausai

to him because of his expertise and
experience in this area. He advocates for
co-ordination of care, and integrated
psychological, psychopharmacological
and medical interventions to improve
treatment outcomes, and works in a
multidisciplinary team with a neurologist
and an immunologist. He says, ‘In our
clinical practice, we're observing an
intriguing pattern — certain psychiatric
symptoms that appear abruptly might
have an immune-mediated origin. This
observation aligns with practices noted in
the US and Nordic Europe, though
it continues to be met with
scepticism in other regions.’
He appreciates the
diagnosis’'s controversy but
also advocates for a greater
understanding. He asks, ‘Are
we potentially overlooking
an immune component in
some psychiatric disorders?
This question is especially
pertinent when traditional
psychiatric treatments have
been exhausted without
substantial improvement but
patients then exhibit rapid

kb

of parents whose
children had the
disease said their
GP had not offered

the diagnosis

improvements on immune-modulating
or antibiotic treatments.’ There's no one
biomarker that proves the presence of an
immune-mediated factor, and there is a
current discussion around how to more
precisely establish an immune factor.
Dr Bain and Dr Ubhi are part of a small,
influential group of clinicians focusing
on this question. They have formed the
PANS PANDAS Clinical Guidelines
Development Group, including
paediatricians, immunologists, psychiatrists
and neurologists, and have set themselves
the task of developing UK clinical
treatment guidelines. It feels
a bit like turning a tanker.
There is inevitably opposition
to paradigm change,
especially from those
who have spent their
scientific careers working
within the earlier paradigm.
With PANS and PANDAS
there is resistance from
medics who cannot
accept that an infection
could be the cause of
an emotional and
behavioural disorder.

COMMON SIGNS
OF PANS/PANDAS

® Sudden onset of OCD or
eating restrictions

® Anxiety and low mood

Developmental regression —
eg, return to bedwetting or
deterioration in schoolwork

Oppositional behaviours
Sleep disturbance
Development of tics

Enlarged pupils

Symptoms worsen/appear
following infection.

Immune disturbance
But there is increasing research to show
how different mental illnesses are linked
to immune problems. Robert Yolken,
a scientist at Johns Hopkins University,
estimates that about one-third of
schizophrenics show signs of immune
disturbance, and autoimmune diseases
are more common among schizophrenics
and their immediate families than the
general population, which could mean a
shared genetic vulnerability. Immunological
abnormalities have been observed in
patients with bipolar disorder and
depression, while scientists have noted that
certain autoimmune diseases, such as
lupus, can be associated with psychosis.

It takes around 17 years for research
to trickle into clinical practice, so an
educational gap exists for many clinicians
who may be unaware of advances in the
field. In a 2020 survey by PANS PANDAS UK,
95% of parents whose children had the
disease said their GP had not offered the
diagnosis, and only half of paediatricians
were aware of it. One in five said their
paediatrician felt the diagnosis was
controversial. Very few countries issue
guidance on diagnosis or treatment,

leaving parents exhausted looking after a
seriously ill child, and educating themselves
and doctors about the disease. Vicky
Burford from the charity says, ‘It can be an
uphill battle. Yet we know that inflammatory
brain disorders are treatable medical
conditions when caught early. So spreading
awareness and early intervention are key.’
US rheumatologist Jennifer Frankovich
who works solely with PANS and PANDAS
children at her California clinic reports
that delayed medical care may cause the
condition to progress to a chronic state over
time, condemning those affected to more
severe and disabling psychiatric disease. In
the absence of NHS help, parents typically
seek private treatment, and there are
horror stories of families selling their home
or using life savings to afford medical bills.

Progress

The guideline development group is not
the only place where change is happening.
The psychiatric unit where Harry was
admitted now asks parents pre-admission
about recent infections, or a PANS/PANDAS
diagnosis. The illness has been debated

in parliament. Labour MP Ruth Cadbury
established an All-Party Parliamentary
Group on PANS/PANDAS in 2020 after

a constituent’s child got ill. In September
last year, Maria Caulfield, a Government
health minister, weighed in, raising
awareness among MPs and on Good
Morning Britain.

The UK charity's Facebook forum was
started in 2018 and now has more than
6,500 members. These include Evie Meg, a
23-year-old who has 16 million followers
on TikTok, where she shares updates on
her diagnosis of autoimmune encephalitis,
a form of PANS, which has rendered her
often unable to walk and with frequent
seizures. Her candour has raised the
illness's profile, for better and for worse,
with reports of doctors remarking to some
patients who presented with tics that they
were ‘doing an Evie'. It took Evie Meg eight
years to be diagnosed, after a viewer
suggested to her it was PANS.

Misdiagnosed

Chances are that therapists reading this will
have worked with someone who has PANS/
PANDAS without realising it. The illness is
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sometimes misdiagnosed as ADHD or
autism. A US study of young people in a
therapeutic day school found that eight in
10 of those screened met criteria for PANS/
PANDAS, and that the medical condition
had been missed by previous clinicians.

The best standard of care is determining
the immunological cause while treating the
associated psychiatric symptoms with
psychiatric drugs and a combination of CBT
and family counselling, as recommended
by evidence-based protocols for the
specific psychiatric syndromes (for example,
OCD, tics, anxiety). Trauma-focused therapy
is sometimes required at a later stage due
to the abrupt and distressing onset of
symptoms. Dr Bain's experience, shared by
other physicians, has shown him this cohort
can be sensitive to psychotropic medication,
so need slow titration and careful
monitoring. Pharmacogenetic testing can
be useful to explore potential intolerances.

Evans had no experience of treating
PANS/PANDAS, and her work with Harry
before his diagnosis and subsequent
antibiotic treatment focused on safety.

She says: ‘He had many paranoid thoughts.
So | worked very slowly and would gently
question him on whether his feelings fitted
the facts, only when he was well enough.
Using Rogers’ unconditional positive
regard, | always treated him and what he
was feeling with the utmost respect.’

For many weeks, Evans was the only
person Harry saw outside his family, so
she provided a vital connection to the
outside world.

‘We had nice times. We'd lie on the floor
and laugh and play draughts. He was very
clever so we talked about books and films.
He was often alone so communication
and conversation were so important.” She
worked around his NHS CBT for his OCD,
helped his transition back into school, and
supported him through GCSEs and A-levels.

Flares

US therapists have a longer history of
working with the illness, and Dr Zoe Gillispie
is one of the longest-standing clinical
psychologists involved with PANS/PANDAS
children. Her work is detailed, and she
charts the illness's course, ranking it as
mild, moderate, severe or extreme. She
correlates flares — when symptoms return
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or worsen, typically after another exposure
to infection — with emotional and
behavioural dysregulation. She then tailors
treatment, mindful of the illness’s waxing
and waning nature. Dr Gillispie treats OCD
with CBT with exposure and prevention
therapy but warns that the most important
part of treating PANS/PANDAS is to get
medical treatment on board first. She says:
‘CBT can only be administered when the
child is well enough and having medical
treatment. It shouldn't be given when a
child is having a flare; then treatment would
become untenable. This shouldn't be seen
as the child resisting treatment, the child is
simply too ill. When flaring, children should
be treated as if they have a brain injury.
They need rest and to feel safe.’
PANS/PANDAS affects all aspects of
the child and family’s life, with rapid and
often unpredictable changes. One study
compared the disease burden to that of
Alzheimer’s. Another found that flares can
create a family crisis severe enough to
trigger post-traumatic stress disorder.
Family support is vital, especially when the
child is too unwell for therapy themselves.
US therapist Julie Cox says, 'In some cases,
working with parents can be as effective
as direct work. | help parents support their
child and deal with the extreme stress
and trauma of living with PANS/PANDAS.
Siblings can be greatly affected too.” She
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advises thorough safety planning and risk
assessment, particularly around flares.

While medical clinicians like Dr Bain
and Dr Ubhi will only work within an MDT,
Australian psychologist Brita List also
recommends collaboration. She says,
‘With low awareness and lack of research
on PANS and PANDAS, many of the very
experienced health professionals on the
child’s care team may still not know a lot
about this complex presentation. The best
chance we have of providing earlier, more
effective treatment is to work together,
providing co-ordinated care for this
multisystemic syndrome.” She is involved
with the PANS PANDAS Therapists
Collective on Facebook, a group that now
has more than 1,000 members.

Tina Coope works for PANS PANDAS UK
as Education Lead. She is currently
co-chairing an Education, Social Care
and Health Group aiming to disseminate
information about the conditions, with
a focus on education, as sufferers may
develop sudden learning difficulties
including a deterioration in handwriting. She
says: ‘Symptoms can easily be misconstrued
as a result of poor parenting, behavioural
disorders or neurodevelopmental
conditions due to a lack of awareness, and
the overlapping symptomatology with other
conditions or behaviours that teachers are
more familiar with.’

There was a report in The Washington
Post last year about April Burrell, a
university student who became catatonic
at 21 and was put in a psychiatric unit. She
was diagnosed with schizophrenia in 2000.
She was still there in 2018, when it was
discovered she also had lupus, a treatable
autoimmune condition that was attacking
her brain. After months of targeted
treatments and more than two decades
trapped in her mind, April ‘woke up’.
Researchers estimate that other long-term
institutionalised patients could also be
helped by immune-targeted treatments.

Had Evans not googled Harry's
symptoms, could the same have happened
to him? Thankfully, his family will never
know. His road to recovery has been long,
as subsequent infections triggered flares,
OCD and tics. He spent a week in hospital
after an unexplained seizure.

Once the immune-mediated illness was
under control, recovering from the mental
impact of the illness was hard. For a long
time he was disturbed by the memory
of the hallucinations, the time in the
psychiatric unit, the isolation of missing
school and the sheer terror of having
an illness doctors did not understand.
Occasionally he still struggles with tics and
flares, but the validation of a diagnosis and
the continuing support of Evans, clinicians
like Dr Ubhi and Dr Bain, and his friends and
family mean he is now able to live a good
life. He passed his A-levels with flying
colours and starts university this year. His
weekends are spent going out with friends
or cycling, but he will never forget what he
has endured. An earlier diagnosis would
have meant earlier treatment, and fewer
years lost to an illness no one understood. @

* The client agreed to share his story,
but both his and his mother's names and
identifiable details have been changed.
© Article copyright — Lucy McDonald
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