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Recent guidelines1 from The National Institute
for Health & Care Excellence (NICE) have
pulled apart conventional approaches to the
management of chronic pain and caused
considerable distress for both patients and
healthcare professionals.
A Roundtable held in London in December 2021
looked at these radical changes and reviewed
some of the alternative options emerging for
chronic pain.
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Recent NICE Guidelines on
Chronic Pain Have “Shifted
The Axis of the World”

Opening the Roundtable,
academic GP Professor Pali
Hungin explained that when NICE
released their new guidelines
in April 2021, there was a ripple
of disappointment throughout
Primary Care. The guidelines (Fig
1) ruled out most of the agents
usually used to treat chronic pain
and left few realistic options to
work with. “They emphatically
say DO NOT initiate almost all the
drugs we would normally use,”
said Prof Hungin. “As a result,
there is a strong sense of urgent
need for improvements in the
management of pain.”
The guidelines define chronic
pain as “Pain that persist for more
than 3 months. Chronic primary
pain has no clear underlying
condition or is out of proportion to

any observable injury or disease,
while chronic secondary pain
is a symptom of an underlying
condition. Chronic secondary
pain and chronic primary pain can
co-exist. Examples of chronic
primary pain include fibromyalgia,
chronic primary headache and
orofacial pain, chronic primary
musculoskeletal pain and chronic
primary visceral pain.“
Advice is centred on individual
patient assessment, especially
psychological and emotional
factors, with an emphasis
on non-pharmacological
treatments. Several options
are recommended including
exercise programmes and
physical activity, psychological
therapy, acupuncture and finally
pharmacological management.

Fig 1: A visual summary setting out how to use NICE guidelines for assessing and managing
chronic primary and chronic secondary pain2

Links are given to other NICE
guidelines offering specific
management options for
conditions such as endometriosis,
headaches, irritable bowel
syndrome, low back pain and
sciatica, neuropathic pain, and
various types of arthritis.
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Pharmacological Management is
Scrutinised Locally
NICE advises that the
pharmacological management of
chronic primary pain must be person
centred, with an evaluation of the
individual factors involved. Prof
Hungin pointed out that in Primary
Care the local CCG monitors drug
use and would have to consent to
treatment that did not follow the
approved pathway. While in theory
GPs could prescribe anything
that is licenced, their practice is
compared across their peer group.
In secondary care there was the
freedom to prescribe anything the
doctor felt might help but, even
then, NICE-approved approaches
tended to dominate, and power was
held by the hospital pharmacist or
Pharmacy Prescribing Committee to
dictate practice and hold prescribers
accountable.

Fig 2: NICE advice on medication NOT to be used in chronic primary pain

“The drug treatment suggested is
quite surprising”, said Prof Hungin.
They recommend an antidepressant
such as amitriptyline, citalopram,
duloxetine, fluoxetine, paroxetine or
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sertraline (younger patients, 16-17
years old, should be referred for
specialist advice).” And even more
drastic is the advice regarding those
drugs which should not be used,
described by Prof Hungin as “shifting
the axis of the world”. This includes
many of the medicines currently used
in chronic pain (Fig 2). “Most GPs will
have used some of these medicines
with success for a number of patients
with chronic pain, so this is quite
revolutionary advice” he said.
Prof Hungin admitted he found the
guidelines extremely challenging.
“Non-pharmacological approaches
include exercise programmes and
physical activity - where have we
heard that before? In fibromyalgia,
which lead to all sorts of problems.
These guidelines are not at all helpful
to us as clinicians at the point of
delivery of healthcare. How could you
say to someone with chronic arthritis,
for example, ‘get up there and get
cracking’?”

Pharmacological Management is
Scrutinised Locally (continued)
Describing one of his patients who
suffered a traumatic amputation of her
arm in a road traffic accident, resulting in
a complex regional pain condition which
included neurogenic neck pain as well as
osteoarthritis in the neck, Prof Hungin
explained that under his management, she
tried a long list of different medications
including paracetamol to maximum dose,
NSAIDS, combination with codeine,
dihydrocodeine, gabapentin, amitriptyline
and finally oromorph. “What we could do
now?” he asked, “in the light of the NICE
guidelines, as these drugs could not be
used.” Turning to the approaches that
NICE do now suggest, he asked “who
should decide with regards to these newer
therapies, and where are most of them
to be provided? Is it the GP? Or is it the
pain clinic? In a practice of 10,000 you
are bound to have 800 or more people
with chronic pain, from chronic arthritis
for example. What do you do with them?”
Retired GP and Editor of the British Journal
of General Practice, Professor Roger Jones
asked if psychological therapies had been
tried with her, and Prof Hungin said they
hadn’t as such approaches were fairly new,
only gaining importance in the past 5 years
or so.

Looking For Other Options

Summarising, Prof Hungin said he
wasn’t sure that GPs are the best to
assess psychological and emotional
factors, either because of lack of
time or the special training and
tools needed. There is also a huge
need to scale back and deprescribe
opioids, and look for other options,
he said, adding that he was therefore
delighted to see the British Medical
Journal publish a systematic review
and meta-analysis of randomised
clinical trials of Medical Cannabis or
Cannabinoids in non-cancer pain In
September 20213. “I think this may
have implications for the future but
of course, there is a lot more involved
including politics and social mores.”
The paper concluded that “Moderate
to high-certainty evidence shows
that non-inhaled medical cannabis
or cannabinoids results in a small
to very small improvement in pain
relief, physical functioning, and
sleep quality among patients with
chronic pain, along with several
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transient adverse side effects,
compared with placebo.” Along
with this report the BMJ published
a Rapid Recommendation4 which
provides contextualised guidance
based on this body of evidence.
However, the recommendation for
the use of cannabis was regarded
as weak because of the balance of
harms & benefits. It was suggested,
though, that if standard care was
not sufficient, a trial of non-inhaled
medical cannabis or cannabinoids
could be offered.
An editorial5 in the same issue
summarised that “This new patient
centred guidance can improve
shared decision making: clinicians
should emphasise the harms
associated with vaping or smoking
cannabis and, as recommended by
other guidelines, suggest products
with known compositions such as
nabilone or nabiximols, discourage
self-medication, and pay particular
attention to vulnerable populations.

Increased pharmacovigilance of all
cannabis use remains a priority, along
with an ambitious programme of
rigorous research on the short- and
long-term effectiveness and safety of
individual cannabis products for specific
types of chronic pain.” Prof Hungin
said he was looking forward to hearing
more about cannabinoids later in the
roundtable, from Dr Rosemary Mazanet.
Prof Jones questioned the way that
NICE only use the results of randomised
controlled trials or metanalysis to form
their advice. “In most randomised
controlled trials you’ll find a response
curve”, he explained, “with some outliers
who respond very well. But these may
be left out of the analysis. NICE should
at least allude to that. Single patient
trials are legitimate, they are actually
what we do in General Practice, and
they should be noted.” He pointed out
that NICE isn’t a licensing body but an
Advisory Body, so any licensed drug can,
in theory, be prescribed.

Psychiatrist Dr Charlie Bell agreed. “In
primary chronic pain it’s very difficult to
know if your inclusion criteria to a trial
are actually valid, and you end up with
a trial of people with chronic pain from
a wide variety of aetiologies. And then
the results say this treatment doesn’t
work in chronic pain as if chronic pain
was a single thing, despite the fact that
the guidelines then go on to say that
must be individualised per patient. We
are almost comparing impossibilities in
order to get to a Guideline.”

“In most randomised controlled
trials you’ll find a response curve,”
he explained, “with some outliers
who respond very well. But these
may be left out of the analysis.
NICE should at least allude to that.
Single patient trials are legitimate,
they are actually what we do in
General Practice, and they should
be noted.”

Dr Mazanet questioned why NICE
recommended antidepressants in
chronic pain when the data to support
these agents, and the gabapentinoids,
was very weak. Dr Bell agreed and
pointed out that, despite psychological
therapies being mentioned in the
guidelines there were also limited
numbers of psychologists and
psychiatrists available to help people
with chronic pain.
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An Alternative
Perspective on Pain
Professor Jones then presented
a review of a recent book “The
Painful Truth: The new science of
why we hurt and how we can heal”
which he had read when being
referred to St Thomas Pain Clinic
for back pain. He said that what
struck him about his personal
experience with orthopaedics and
the pain clinic over some time was
that nobody ever once mentioned
psychological intervention to
him. “It was almost as though
they couldn’t say it to a Professor
of General Practice, because it
sounds like they are suggesting
it is all in his mind. And that’s
the mindset which we still get
stuck in. To think that offering
psychological therapy - CBT or
acceptance therapy - is on a par
with gabapentin is still so far from
the current mindset.”
The book has a big glossary
and an enormous number of

references, which lead Prof Jones
to suggest that as the author,
Dr Monty Lyman, has read all
of these, he must be the world
expert on the literature of chronic
pain. “He’s a good writer and it’s
a good read. What is interesting
is that he cured himself of
Irritable Bowel Syndrome by selfhypnosis, and we know that about
20 years ago Peter Whorwell
was doing hypnotherapy clinics
in Manchester and progressively
showing patients how to do it
to themselves. Randomised
controlled trials published
in the Lancet confirmed the
effectiveness of this approach.”

Fig 3.: The Painful Truth

The book, explained Professor
Jones, clarifies a lot about pain
mechanisms, with some examples
of bizarre conditions which affect
people’s response to pain, such
as people who are genetically
unable to feel pain. The author
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gradually builds up a picture to
show how pain doesn’t actually
come from the “painful” part of
the body, it comes from the brain.
Signals are sent to the brain but
depending on what’s going on in
the brain, pain may or may not
be perceived. “This turns the
whole pain pathway on its head,”
said Prof Jones, “and there’s lot
of suggestive evidence that if
the brain doesn’t think the pain
is putting you in any danger it
doesn’t send out much of a pain
signal. But if it thinks it needs to
keep you safe then it sends out a
signal so that you withdraw. The
problem is that this response,
which was initially appropriate,
becomes inappropriate if the pain
mechanism continues to fire,
and the pain pathway becomes
fixed. So then if you start to feel
a twinge, and then think you are
going to feel pain, the brain fires
off this embedded mechanism.“

Phenomena Which Modulate Pain

Prof Jones described examples
of cases of phantom limb pain
and how these demonstrated the
way the brain can change to set
up abnormal circuits and signals.
“Pain is strange” he said, “it’s
not just something that happens
down here and is felt up there (in
the brain).” Pain is very heavily
modulated by what is going on in
your head. Other signals are also
brought into the picture, including
inflammation, chemical signals
and pharmacological factors too.
Most fascinating is the use of
functional MRI scans, which have
shown a phenomenon known
as anticipatory priming – when
people are aware that something
unpleasant is about to happen,
such as colonoscopy, activity in
their frontal lobes lights up far
more in those with IBS.
Reflecting on some of the cases
in the book, demonstrating
how chronic pain can become

embedded in the brain’s
circuitry in an unhelpful way,
Prof Jones suggested that
if the neuroplasticity of the
brain can lead to chronic pain,
it could also be used to retrain
the brain. He summarised three
methods recommended by
the book to help chronic pain.
Firstly, alteration of the brain’s
content through body, mind
and environment manipulation
so that it feels safe. Secondly
visualisation – weakening pain
using neuroplasticity, and finally
education – knowledge is power!
“What’s key” said Prof Jones
“is that the author doesn’t
mention drugs at all. He takes
you seamlessly from the idea
that drugs don’t work very
well to other things that might
work much better. If we can
change our mindset and include
psychological therapies, then we

might be doing people a favour.”
After ranging through future
genetic profiling to guide
treatment, and cultural elements
to pain, the discussion turned to
the placebo effect. In his book, Dr
Lyman calls this the “Expectancy
Effect” and is not very positive
about it. “But does it matter?”
asked Prof Jones. “The placebo
effect in IBS is 40% or higher –
it’s still a response.” Prof Hungin
agreed and pointed out that the
placebo effect is a dual effect
– the person prescribing has to
have faith in what’s happening as
well as the person receiving it. “So
this can’t be the NICE Guideline
just telling us what to do – we
as clinicians have to have faith
in the approach we are taking.”
Community pharmacist Kate
Pietryl, attending the meeting,
reflected on her experience with
placebo.
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“If patients believe a product
will work, then it works! In
the community pharmacy this
ranges from herbal treatments
which lack good evidence, to
new drugs, which people spend
a lot of money on and believe
they will work.”

Dr Charlie Bell, Fellow in Medicine
Girton College, Cambridge and
a practising psychiatrist at the
Maudsley Hospital, called for
psychiatrists - and psychiatric
research – to be more involved in
chronic pain. “Only by taking pain
and the role of psychiatrists in
it’s understanding and treatment
seriously, can we hope to find
better and more effective
treatments in the future” he said.

Psychiatry Can Play An
Important Role in Helping
Chronic Pain
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He recognised that the
relationship between psychiatry
and pain is challenging,
reflecting the wider complexity
of both understandings of and
approaches to the treatment of
pain. In primary pain, when no
organic cause is found, it was all
too easy to consider pain ‘all in
the mind’, and so “time to bring
in the psychiatrists”. Patients
often describe this view, feeling
that health professionals think
that they are making the problem
up. As a result, patients may not
be so keen to have psychiatrists
involved in their care, because

there is always a whiff of not
being believed.
From Dr Bell’s perspective, this
highlights not just a failure in our
ability to speak about the role
of psychiatry in wider treatment
frameworks, but also a failure
in understanding of what is
meant when we say there is
a psychological element to
chronic pain. “It’s well accepted
that chronic pain is often
associated with what might be
seen as bona fide psychiatric
diagnoses such as depression
and anxiety. But which comes
first? Is longstanding pain simply
a trigger for depression because
of its unremitting nature? Or
are pain and depression linked
by underlying neurobiological
biomarkers? These questions are
at the heart of the challenge of
psychiatry.” While urging caution
about muddling causation and
correlation, he suggested that the
field was ripe for more studies
to identify the neurobiology of
chronic pain.

The Complex Mix Of Biology and
Sociology In Psychiatry

While some suggest that the
causes of psychiatric illness are
now becoming neatly elucidated,
Dr Bell said that this simply is
not true in the great majority of
cases. Many factors including
neurobiology, wider biological
elements, and sociology all seem
to play a part – often in a complex
and interweaving fashion. “One
does not have to be a denier of
the biological nature of psychosis,
for example, to suggest that
in many cases it is a primarily
sociological disease. This is not
the same as saying there is no
biology involved. Whilst factors
so often associated with its onset,
such as poverty, discrimination,
poor housing conditions, stigma,
are certainly sociological, this
does not deny that they may
ultimately have at least part of
their effect by biological means.”
The false binary debate between
biology versus sociology has,
said Dr Bell, gone on for too

long, seeping into wider medical
practice and into the public
discourse. It is all too easy to
move from sociological causes to
a belief that there is no biological
basis for what is going on. This is
especially true in the field of pain,
where social factors, emotional
factors, and mental health
are separated from so-called
‘biological factors’ even in the
NICE guidelines.
With modern knowledge of the
mind and its relationship with
the rest of the body, it is far too
simplistic to behave as though
the divide is this simple. “Whether
we reach for behavioural
models, or for genetic models,
or for any other kind of model of
psychological pathology, we need
to be constantly alert to the risk
of presenting what we discover
– and what patients present with
– as somehow distinct from the
body and its basic functioning.” Dr
Bell emphasised the fundamental

importance of recognising the
need for joined up, scientific
thinking, moving away from
seeing chronic pain as somehow
less ‘biological’ and thus less ‘real’
than acute pain or pain that can
be explained organically.
“However challenging it might
be to identify the precise neural
pathways involved, pain is very
real to the patient we see in front
of us. Whether underlying causes
can be identified, explained or
fully characterised, the question
may actually be whether this
needs to be done.“ Healthcare
professionals find their way to
treatments in medicine by one
of two different paths, either
through understanding the
mechanisms of disease and
trying to target them, or by
simply finding out what works.
Dr Bell suggested that the world
of psychiatry – and the world of
primary chronic pain management
– fits more within the latter
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category. Key to primary chronic
pain, is developing a patientcentred approach and building a
set of interventions, therapies and
strategies around this. The pain
element is often just the starting
point – the wider impact of their
pain, whether distress, or effect
on functioning, stigma, or a host
of other sequelae, are often just
as important to the patient as the
pain itself, and it is by no means
clear that the line from pain to
these sequelae is unidirectional.

Treatment Algorithms May Be
Less Helpful in Chronic Pain
“As doctors we generally like a treatment algorithm that
leads from A to B, recommends treatments C, D and E in
order and gives, as far as possible, objective measurements
of success, or otherwise,” said Dr Bell.
But chronic pain does not yield so
easily to this model. This is not such
uncommon ground for psychiatrists
where uncertainty plays a key part
not only in the diagnostic process but
in the prognostic one too.
“While decision-making should be
patient centred, clinical decisionmaking and evidence-based
medicine shouldn’t be abandoned
in the name of patient choice. In
some cases, doing nothing may be
better than doing something. More
correctly, being there for support
and advice may be the key role
of the medical practitioner rather
than prescribing or recommending
particular therapies, focusing on the
patient’s relationship with pain rather
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than the pain itself. But we must also
be aware that simply focusing on
distress may make patients not feel
believed about the underlying pain.
It’s a tricky balance, and one that
would doubtless be helped by a more
open, inclusive and public discussion
on chronic pain.”
Knowledge of the pathology
of pain is ever-developing, and
models of pain as adaptation,
pain as coping mechanism, pain
as psychological or neurological
dysfunction, pain as a response to
stress and hormone levels, and a
whole host more, must all be further
tested in the lab as well as in the
clinic. However, it has become
clearer that chronic pain is not as
simple as a stimulus that delivers
a response in a simple mechanism.
It has also become clearer that
there is a place for psychological
and psychopharmacological input
in chronic pain, not out of a place of

disbelief, but in recognition of the
genuine experience of patients who
suffer from this often-debilitating
condition.
“Amongst chronic pain sufferers,
there is sometimes a great desire
to get rid of the psychiatrists, in
a campaign to be taken seriously.
I would argue that we need,
instead, to get rid of the stigma
that still attaches to psychiatric
and psychological treatments, and
to finally put to bed the concept
of ‘all in the mind’,” said Dr Bell.
“Without effective MDT working and
a willingness to believe the patient
experience, we can achieve very little
in the treatment and management of
chronic pain.“

Hypnotherapy Should Be
Offered in Chronic Pain
Hypnotherapy is not mentioned in
the NICE guidelines for chronic pain
but represents another potentially
useful therapeutic option, and one
which does have some evidence in
Irritable Bowel Syndrome. Accredited
hypnotherapist and NLP Practitioner
Vicki Crane put the case for
hypnotherapy in chronic pain.
“The definition of hypnotherapy
has been a matter of debate for
many years but could be said to be
a state of human consciousness
involving focussed attention and
reduced peripheral awareness, with
an enhanced capacity to respond to
suggestions,” she said, explaining
that conscious activity accounts
for only about 10% of our mind in
daily use, involving logic, analysis
and other behaviours (see Fig 4).
90% of the activity of the mind is
subconscious – it sits working in the
background and includes emotions,
instinct and other activities.
In natural trance states the conscious
mind relaxes and takes a back
seat, leaving us daydreaming, on
autopilot, focussing on a book or a

familiar journey or just falling asleep.
However, in hypnosis people are
not asleep but in an altered state of
awareness.

Hypnosis can key into a lot of the
barriers and psychological influences
in pain, as well as comorbidities such
as anxiety & depression (Fig 5).

There are 4 basic ingredients for
hypnosis, said Crane.
•

Rapport between the person and
therapist

•

Belief (that hypnosis is possible)

•

Expectation

•

Motivation

The International Association for the
Study of Pain define pain as. “.. an
unpleasant sensory and emotional
experience associated with, or
resembling that associated with,
actual or potential tissue damage.”
But in hypnosis another familiar
definition of pain – “Pain is what
the patient says it is” (McCaffrey &
Beebe7) is more useful. It’s important
to recognise that a lot of factors
are involved, it’s not just a physical
sensation, and we all experience
pain differently, said Crane. “One
person’s paracetamol is another’s cocodamol, and one size doesn’t fit all.”

Fig 4: The conscious and subconscious mind
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Fig 5. Barriers and psychological influences in pain management

Hypnotherapy offers several
approaches to help pain (Fig 6). Pain
management is the key area, looking
at ways to turn down the perception
of pain through intensity reduction,
sensory adjustment, analgesia and
addressing breakthrough pain.

Fig 6. Approaches to pain management in hypnotherapy
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Reactive therapy addresses the
patients fears and worries and
helps to manage behaviour. It may
also address the “locus of control”
when patients feel their pain is
beyond their own control, and they
feel unable to do things about it
themselves. Proactive therapy helps
to develop a sense of future, building
resilience and manging thoughts.

Many techniques
can be used in
hypnotherapy
There are, said Crane, a lot of
techniques in hypnosis which can
help turn down the perception of
pain. Some of these are drawn from
Cognitive Therapy, such as belief
management. Others come from
analytical therapy such as regression
techniques, or “parts therapy” which
analyses the “problem part” of
the person. Other aspects of pain
management are shown in Fig 7.

The History of Hypnotherapy
Fig 7: Different elements of therapy
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Crane then gave an interesting
historical perspective on
hypnotherapy. Most people, she
said, think of Franz Anton Mesmer,
a travelling animal magnetism act
and something of a theatrical snake
oil salesman, generating a state of
hysteria. But hypnotherapy actually
goes as far back as the Ancient
Egyptian sleep temples of 1550 BC,
where sleep was used to achieve
relief of symptoms. In the 1700’s
it was picked up by Johann Joseph
Gassner but the real pioneers were
in the 1800’s including Scottish
surgeons James Braid and James
Esdaile whose curiosity was raised
by demonstrations from Mesmer
and his followers. Braid did various

experiments which lead to him
operating under hypnosis alone,
and Esdaile did over 300 surgeries
in Calcutta’s “Mesmeric Hospital”
– these included quite major
operations such as amputations
and hernias. These operations at
that time had a huge mortality rate
but Esdaile manage to reduce his
mortality rate from intra- or postoperative shock from 50% down to
5%. Sigmund Freud, a neurologist
by background but known for
psychoanalysis, was also a great
promoter of hypnosis. “All these
early pioneers used hypnosis with a
primary goal of reducing pain” said
Crane.

The History of Hypnotherapy
(continued)

Beware Unregistered
Therapists

Schools of hypnosis developed in
Nancy and Paris, with physicians
using it for a primary goal of
managing pain. The British Medical
Journal became curious about it
and ordered a report in 1892, asking
whether there was any basis for
benefit from hypnotherapy. It noted
that hypnosis was “frequently
effective in relieving pain, procuring
sleep and alleviating many ailments.”
In 1955 the BMJ commissioned a
further report and declared that “the
hypnotic trance is genuine, and a
proper subject for scientific enquiry.
It is definitely an effective technique
in the psychotherapy of neurosis,
psychosomatic conditions, and the
alleviation of physical pain.”

Crane urged people to seek fully
trained hypnotherapists, warning
about the ease with which people
could do a simple online course and
then set up as a hypnotherapist.
Instead she advised that people
contact the National Hypnotherapy
Society, which is the only directly
accredited register in the UK of fully
trained and insured hypnotherapists,
who have satisfied rigorous training
standards. The traditional view
has been that hypnosis should be
face-to-face but recent lockdowns
have shown that it can be delivered
online, so distance is now no barrier
to referral.

But there remains stigma around
psychiatry and psychological
treatments for pain, and Crane said
that in her experience as a therapist
this was very true. “Patients tend
to come to hypnotherapists when
they have been through all the
other avenues, and yet they often
don’t recognise the link between
whats going on in their lives, their
psychological state and their physical
pain, or feel able to ask for that sort
of help.”

Finally she reflected on a quote
by William James: “The greatest
weapon against stress is our ability
to choose one thought over another”.
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Crane suggested that people can
learn to live with pain, to adjust
to it and even ignore it, and key
to this is learning to recognise
the individuality of people and
recognising what is right for the
person in front of you.

Delineating The Proper Use of
Cannabinoid Therapies

According to Dr Rosemary Mazanet,
Chief Science Officer for Columbia
Care in the USA, good data lies at
the heart of seeing who might be
helped by cannabinoids. “We need
to be clear about the potential for
cannabinoids” she told the meeting.
With a background as a doctor with
a lot of experience in Oncology and
Haematology she is well placed to
understand the problems of chronic
pain. Columbia Care International,
which is part of Columbia Care, was
founded as a healthcare company
in 2012. Explaining their work, Dr
Mazanet said, “We are not just people
who sell marijuana - we talk to the
regulators and we want data in order
to understand who we can help.
Our mission is to provide patients
around the globe with access to the
highest quality, safest medicinal
cannabis products available. We are
producers of doseable cannabinoid
formulations rather than a producer
of plant biomass, and we are focused
on outcomes rather than volume.”
Columbia Care is active in 18
jurisdictions in the USA, with 32
cultivation and manufacturing

facilities, 99 dispensary locations, 111
state issued licenses and over 2,400
employees. In 2020 they covered 1.2
million transactions. They produce a
variety of cannabinoid formulations
including tinctures, tablets, solutions,
topical lotions and other formats (see
Fig 8) but these are illegal in the US at
a federal level. However, each state
can choose to allow cannabinoids to
be recommended. So, Dr Mazanet
explained, a patient has to register
with the state they are in and be
registered with a state licensed
cannabis doctor in order to get
access to legal medical cannabis in
those states which allow it (currently
33 states – about half of which also
allow recreational use).
Dr Mazanet recognised the unmet
need for better pain relief. “Not
all pain is equal” she said “and
not all patients can be helped by
typical patient treatment regimes.
Everyone’s pain is different which
can make treatment hard. The side
effects and addiction profile of many
products is highly undesirable. We
have seen a lot of patients using

Fig 8: Cannabinoid products from Columbia Care

pregabalin and anti-depressants for
neuropathic pain who are able to
come off those medications by using
cannabinoids, reducing unwanted
side effects. This is some of the
data that we have talked to DHSC
(Department of Health and Social
Care) about.”
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Dr Mazanet explained what is known
about the natural endocannabinoid
system in the body, which is involved
in appetite, pain, pleasure, the
immune system, mood and other
functions (Fig 9). “Cannabis”, she
pointed out “is not like alcohol for
example – it actually has a receptor
system in the body that it binds to.”
The endogenous cannabinoids are
brain derived and present in small
physiological amounts unlike the
pharmacological amounts of plantderived phytocannabinoids used.
Synthetic, pharmaceutical derived
cannabinoids such as Marinol (a
form of tetrahydrocannabinol, THC,

the main psychoactive cannabinoid)
have been around since the 1980’s
when Dr Mazanet was a young
Oncologist allowed to prescribe it
for chemotherapy-related nausea
and vomiting. She remarked that
patients would come back to her and
say that they didn’t like the effect,
but it got them thinking and someone
in the family would then go and get
street cannabis for them, and they
liked this much better. “This is when I
first saw the “entourage effect” she
said, referring to how a combination
of cannabinoids and terpenoids in
cannabis interact with each other as
well as the brains receptors.

Phytocannabinoids Are
Unreliable

There are a number of problems
with plant-derived phytocannbinoids
which is why, said Dr Mazanet, she
is not a great fan of flower products,
as she called them. “They aren’t
what you think they are. They lack
fidelity from geneotype to phenotype
in agriculture.” Imperceptible
environmental factors materially
impact the growing process and
the amounts of different important
cannabinoids in the product can vary
by as much as 70% in sequential
grows, despite the plants having
the same genetics. Every plant pick
is different, and this also varies by

Fig 9: How cannabis works

18

season. Pick the top of the flower
and it will be different to the bottom
of the flower, she said, adding that
flower products may not contain
what the patient needs or expects.
“There may be one cannabinoid that
works well for a patient for some
reason, but the next time they take
the product there isn’t much of that
there and it doesn’t work anymore.
However consistent cannabis
extracts can be produced which is
a major focus for us. Real patients
deserve better and that’s our primary
objective” she said.

A Long History

Cannabis has been used for 5000 years for
various problems such as pain, insomnia
and seizures. In Ancient Egypt cannabis
was used for nausea and vomiting, while
Elizabeth 1 mandated landowners to grow
hemp, which was a strain which contained
a little THC. It was used to make bricks,
clothes and as something people smoked.
The East India Company imported it
globally for medicinal uses.

weren’t allowed to look. It’s taken a very
long time to get up to date.”
Even so, cannabinoids gradually became
licensed around the world for very tightly
regulated groups pf patients. “It’s not a
fad” said Dr Mazanet. “Cannabis was used
for a very long time and then there was
just a century when it was taken out of the
pharmacopoeia. And now its back and we
are trying to define the best way to use it.”

But the 20th century was a different
story. In 1928 the UK prohibited
cannabis as a drug, followed by the
USA in 1937. Because of this, research
into cannabinoids was limited but by
1964, Tetrahydrocannabinol (THC) had
been identified as the plant’s primary
psychoactive ingredient by Israeli
researchers. However, in 1970 the US
influenced the WHO to classify marijuana
as a Schedule 1 substance. As a result,
modern medicine took a very long time to
identify what was in these plants, and what
the active ingredients were, because there
could be no research in these Schedule 1
compounds. “We knew everything about
other compounds at the time as we got
into receptor-based therapies – cimetidine
is a good example – but nothing like that
could happen with cannabis because we

In 2017 the US government surprised
a lot of people by issuing a statement
on “The Health Effects of Cannabis and
Cannabinoids8” which concluded:
Current State of Evidence and
Recommendations for Research
There is conclusive or substantial
evidence that cannabis or cannabinoids
are effective:
1. Antiemetics in the treatment of
chemotherapy-induced nausea and
vomiting
2. For improving patient-reported multiple
sclerosis spasticity symptoms
3. For the treatment for chronic pain in
adults
- This was based on a systematic review
and meta-analysis of 28 RCTs including
2,454 patients9
- 17 studies were neuropathy
- Small studies, many inconclusive
but in total are conclusive of an
effect
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A Long History (continued)

Dr Mazanet explained that big
Pharma companies couldn’t do large
trials and expect a reasonable return
for their investment, as the drugs
wouldn’t be patentable. Instead. the
research was driven by AIDS activists
who had peripheral neuropathy
from their reverse transcriptase
medications. Although the studies
were small, they were almost all
positive and, in aggregate, conclusive.
Another shock came from a paper10
in 2017 from the National Institutes
of Health which, recognising
the opioid crisis, recommended
cannabinoids as a short-term
strategy in chronic pain. This was
surprising, she explained, because
it came at a time when government
still wanted jail for cannabis offences.
This recommendation has led to
improvements in patient comfort, at
least in the short term, by treating
them with cannabinoid medications.
Meanwhile, in Nov 2018 the UK
Home Office allowed treatment using
medicinal cannabis and rescheduled
the drug.

• IMPACT Registry™ established in 2012 to capture
data from the 11 million medical

The IMPACT Registry – A
Utilisation Database

Dr Mazanet then reviewed the
IMPACT registry - a utilisation
database, with data aggregated since
2013 (Fig 10). Each legal state in the
US requires the cannabis companies
to track every seed through sale (and
to whom). As a result, the cannabis
company has a record of what each
patient buys - and their medical
conditions, as well as in many states
the information about demographics.
IMPACT is a utilisation database
not a prescription database. “We
can see how often people refill,
letting us make some interesting
conclusions.” She explained that
registered patients were free to buy
the same product or alternatives,
so the database provided an insight
into what are the most popular and
effective formulations. It could be
said, for example, that if someone
buys the same thing at least 3 times
over a period of 5 months there must
be some effect, especially as they
were paying for it.
A full spectrum product is a mix of

• Longitudinal data on over 360,000 patients using
medicinal cannabis showing:
• Most effective / common product formulations
(proms, repeat dispensing)
• Dose range of patients during course of therapy
• Differences based on demographics / indication
/ symptom
• Route of administration preferred for different
conditions and combination of products with
some controlled substances

• Adverse event data also captured
• Extensive engagement with independent
research at prestigious institutions

Fig 10. The IMPACT Registry

tetrahydrocannabinol (THC) and
cannabidiol (CBD). THC by itself can
have unpleasant effects and make
people jittery for example. CBN (a
derivative of THC) makes you sleep,
giving the classic stoned effect. But
this, said Dr Mazanet, is a degradation
effect when the flower product has
been sitting in someone’s bag for a
while and it degrades. If material is
kept in good condition this doesn’t
happen much these days, she said,
adding that mobility had been
examined in pain patients, using
FitBit monitors, and cannabinoids
did not sedate people – their mobility
was maintained unlike opioids.
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Different delivery types are available
from the Columbia Care Medicinal
Cannabis Program which, like other
drugs, offer short acting and long
acting options (Fig 11). Columbia
Care has a lot of information on
inhalation by vapourisation. This
provides a quick onset of action,
with a short duration, which is good
for breakthrough pain. “Oncology
patients with bone mets like it a lot”
said Dr Mazanet. Oral formulations
were more suitable for people who
need a steady blood level, whereas
transdermal preparations were very
popular when topical applications
were needed.

Different Formulations of
Cannabinoids

Fig 11: Columbia Care Medicinal Cannabis Program : Drug delivery types

According to Dr Mazanet, public
perceptions around the safety
of medicinal cannabis have
been clouded by street drugs.
“Cannabinoid receptors are 10
times more prevalent than some
opioid receptors in the CNS, but
not prevalent in the brain stem, and
there have never been any reported
fatalities with medicinal cannabinoid
products,” she said emphatically.
Deaths that have occurred have been
due to contaminants in street drugs,
not medicinal cannabis by itself.
As an example of Columbia Care’s
customers, she explained that the
average patient in New York, where
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recreational use is not currently legal,
is a 53-year-old woman.However,
she pointed out that cannabinoids
are not for everyone – some people
find side effects such as drowsiness
unacceptable. Some have short-term
memory loss, some have dizziness,
usually on first or second usage and
then they settle. Some have a dry
mouth which can actually be useful in
conditions such as Parkinson’s. But
others feel full of energy, and overall
adverse events tend to be fairly
minor compared to other drugs used
for the same problems.
Looking at doses in chronic pain, Dr
Mazanet said that the data shows
that most people tend to titrate up
the THC dose a little from the initial
dose, to a median dose of 23mg.
Multiple Sclerosis patients tend to
take higher doses, with a median
dose of 37mg. In the UK the cap
for the dose in Multiple Sclerosis
studies was only 25mg. Dr Mazanet
suggested that a higher dose might
have had more objective endpoints.

Sleep Is A Major Benefit
“If I was to ask people if there was
one condition that really benefitted
from treatment” said Dr Mazanet
“it would be sleep – they all get
a good night’s sleep.” Quoting
Dr Monty Lyman’s book, she said
“Counterintuitively, insomnia
causes pain more than pain causes
insomnia, and three quarters of
patients with persistent pain have
sleep disturbance. Most insomnia
patients have persistent pain. This is
something that really resonates with
some of the users of cannabinoids,
as it’s known that sleep has always
been one of the important things
that cannabis can bring for patients.
And a good night’s sleep without
sedation has a material impact for
patients.”

Dr Mazanet was asked why she
thought acceptance of cannabinoids
had been so slow in the UK. She
explained that in Germany, for
example, there was a long history
of botanical medicines, with their
own pathway for treatment where
they could be compounded by
pharmacists, and cannabinoids could
fit into this pathway. But in the UK
cannabis didn’t sit so easily in the
MRHA system.
A couple of years ago DHSC & the
UK Department of Health asked
to see Columbia Care’s utilisation
data (instead of prescription data)
when starting to look at cannabis
as a therapy. Although they found it
very interesting, there was concern
that the cost would break the bank,
said Dr Mazanet, going on to explain
that chronic pain patients don’t use
cannabinoids all the year around,
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however, just a few months on or off,
or when they have pain. “When they
feel better they don’t use it – that’s
the benefit of utilisation data, we can
see what they are buying and that
they don’t take it all the time.”
Dr Mazanet finished by emphasising
that she would like to be able
to delineate the proper use of
cannabinoids, which are safer than
alcohol and don’t damage the liver. “If
people are going to take something,
they deserve to know what’s in
it, how much is in it, and when to
take it again. Treatment needs to
be predictable; it shouldn’t have to
be hit and miss” she said. “People
deserve better than having to use
street drugs”, she said, adding that
“medicinal cannabinoids in the UK
are very high quality thanks to proper
regulation.”

Guidelines for
Chronic Pain Need
To Be “Translated”
For Individual
Patients
Concluding the roundtable, facilitator Dr
Marion Sloan said that how people respond to
pain, where some do and some don’t, is part
of the whole fabric of primary care. “We have
to “translate” guidelines like those from NICE
into meaning for an individual in front of us,
on a 1 to 1 basis” she remarked. “The bottom
line” agreed Dr Bell “is does it make you feel
better? And what does better look like for
someone with chronic pain? Until we define
what alleviation of pain is, not just chewing on
a paracetamol, we won’t progress.”
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