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ESSAY

Why doctors have a moral imperative to prescribe and support medical

cannabis—an essay by David Nutt

Medical cannabis has been legal to prescribe since 2018—vyet just a handful of prescriptions have
been made in three years. The reasons: stigma, fear, and an entrenched resistance in the medical
profession that is harming patients, writes David Nutt

David Nutt professor of neuropsychopharmacology

The field of medicine developed empirically with
doctors doing what they could to help reduce the
suffering and improve the health of their patients.
Medicines were what doctors gave patients to assist
this process. Medical cannabis presents a novel
challenge to current medical practice—many patients
reporting large benefits from self-medicating with
illicitly sourced products would dearly like to have
them prescribed on the NHS but are unable to do so.

Cannabis has been classed as a medicine in the
United Kingdom since November 2018 (box 1). The
decision to make it available as a medicine was
precipitated by the case of Alfie Dingley, a boy with
severe epilepsy who nearly died after returning from
Canada when his medical cannabis was confiscated
by custom’s officers. Sally Davies, then the chief
medical officer, recommended the government move
plant based cannabis extracts from schedule 1 to
schedule 2 of the 1971 Misuse of Drugs Act, at the
request of the home secretary.>

Box 1: Medical cannabis in the UK

National Institute for Health and Care Excellence
guidelines recommend four licenced cannabis based

medical products that can be prescribed in the UK*:

® Two tetrahydrocannabinol (THC) based medicines:
dronabinol, licensed for appetite loss in AIDS and as
an antiemetic in chemotherapy, and nabilone,
licensed fornausea in people receiving chemotherapy

Sativex, a combined THC and cannabidiol medicine
for muscle spasticity in multiple sclerosis

® Epidyolex (99.8% cannabidiol with less than 0.1%
THC) for two rare childhood epilepsies
(Lennox-Gastaut and Dravets syndrome)

A multitude of otherunlicensed cannabis based products
(such as oils and herbal cannabis) are produced to good
manufacturing practices standard and can now be
prescribed.

In the subsequent three years, however, only a
handful of prescriptions have been made on the NHS.
So most of the estimated 1.4 million patients using it
are doing so with illicit supplies—with all the legal
and product dose and quality risks that entails.>
Others are paying hundreds or even thousands of
pounds a month for their medicine from private
specialists.”

One reason for this lack of prescriptions is a condition
of the legislative change stating that only specialists
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can initiate prescribing, not GPs (although a GP can
continue prescribing after treatment has been
started). And although there are GPs who would
prescribe cannabis if they could, there remain others
who dare not. So the 2018 legislation might have
looked like a solution to the problem of children such
as Alfie Dingley, who require cannabis to stay alive,
but in practice it was not.

A 2021 GP survey found that 24% of respondents
wanted to be allowed to prescribe.> What is holding
the UK back? The reasons are multifactorial and
complex.® But one thing stands out: the resistance
of the medical profession to endorse this new
treatment paradigm.

Do no harm

Perhaps the most egregious example of medical
resistance came from the current chief medical
officer, Chris Whitty, in a statement to the Health
Select Committee in 2019.” When asked why medical
cannabis was not being rolled out, he replied, “We
have to conduct research in such a way that we avoid
another thalidomide tragedy.”

Another more clinically immediate example is the
refusal of the British Paediatric Neurology Association
(BPNA) to recommend NHS prescription of medical
cannabis to children with severe treatment refractory
epilepsy, in whom it has shown unprecedented
efficacy and allowed many children to stop taking
multiple ineffective epilepsy drugs. The first case
series of 10 patients has been replicated in a further
10 patients and published in BMJ Paediatrics Open.®
A bayesian analysis of treatment efficacy of medical
cannabis in these 20 patients predicts that any future
patient has over a 90% chance of a good response (L
Phillips, personal communication, 2021).

The BPNA'’s reason for refusal is that there is “no
evidence of efficacy,” despite each of these 20
patients having shown a response, sometimes a 100
times reduction in seizure frequency. In many of these
children, the medical cannabis worked despite
Epidyolex, the only authorised cannabinoid medicine
for epilepsy, having failed. In contrast to the BPNA
guidance stating that prescribing medical cannabis
is probably not in the best interests of children,® the
above case study series clearly and consistently
shows that, for these children, medical cannabis
treatment is in their best interests.
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The hostility of the BPNA to medical cannabis culminated in their
reporting to the General Medical Council (GMC) a doctor who was
legally prescribing full spectrum cannabis for childhood epilepsy
with good anticonvulsant effect.’® The GMC exonerated the doctor
in question and emphasised that his action was fully compliant
with current guidance. The BPNA’s own expert said that the
association was not acting in the best interests of the children. This
bullying action by the BPNA has been discomforting and stressful
to the families and the doctor.

Another remarkable example of the therapeutic benefits of medical
cannabis is the case of Lucy Stafford, a 21 year old with
Ehlers-Danlos syndrome.'' She had been in hospital almost
permanently since experiencing joint dislocations after her first
surgery aged 10, then she had 19 further operations throughout her
teenage years, becoming bedbound at 17 and on heavy doses of
opiates including fentanyl, despite which the pain was severe and
disabling. She developed gastroparesis from the combination of
Ehlers-Danlos syndrome and opiates, which required intravenous
nutrition from the central line that then led to sepsis with six
admissions to intensive care.

Her pain specialist suggested medical cannabis as a last resort for
the extreme pain from a permanently dislocated jaw. The
prescription was turned down for NHS funding with a letter saying
that cannabis was unlikely to work and that there was a one in four
chance she would end up with psychosis. Stafford and her mother
went to Amsterdam and sourced medical cannabis. Slowly but
surely, her jaw began to unlock. She was able to reduce her opiates
and other medications. She has since become able to walk unaided,
and she started a degree in neuroscience at Sussex University in
September.

Stafford’s private prescription for cannabis initially cost £1450 a
month. Now, thanks to the Project Twenty21 initiative, this is down
to £450 a month. This initiative is a collaboration between the
charity Drug Science (which I founded and of which I am trustee)
and six registered producers. Project Twenty21 facilitates access to
medical cannabis at cost price after patients have been seen and
received a diagnosis from a specialist. This represents a massive
saving to the NHS—when Stafford was on a feeding tube, her
medication alone cost over £250 a day, and the hospital room was
very much more; overall more than £100 000 a year. Despite these
huge savings, her local Cambridge hospital trust refuses to allow
her doctor to prescribe cannabis for her on the grounds of “lack of
evidence of efficacy.” One wonders what evidence could ever
convince them that medical cannabis works?

Stigma and fear

The UK position reflects many different factors but standing out is
a deep—hopefully subconscious—stigma in UK doctors, hospital
pharmacists, and clinical commissioning groups against medicines
that have not been developed in the now conventional manner of
drug industry driven randomised controlled trials (RCTs) with
subsequent NICE approval.

Let us examine the arguments made against prescribing medical
cannabis. One is that medical cannabis might be harmful because
of a lack of traditional preclinical safety testing. As Chris Whitty
indicated, the fear is that without this testing another thalidomide
tragedy is possible. This argument has many flaws. First, preclinical
testing would not have detected the risks of thalidomide as it doesn’t
cause malformations in rodents.'> Moreover, both THC and
cannabidiol have been through preclinical toxicology studies and
proved not to be teratogenic.’> More importantly, cannabis has been
used as a medicine for millennia without any signs of fetal harm;
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with tens of millions of recreational users in the US, Canada,
Holland, and Spain, among other countries, many of whom are
women, no such issues have been reported.

Similarly, some detractors say that RCTs are needed before any
conclusions on efficacy can be proved. This is a common
misunderstanding of the nature of medical evidence. Although care
should be taken when comparing clinical responses without
head-to-head comparisons (owing to differences in study design,
population, and so on),'# Michael Rawlins, former head of the
Medicines and Healthcare Products Regulatory Agency and NICE,
pointed out in 2008 that RCTs are not the apex of treatment trials.
He argued that there were many other forms of evidence that can
equally inform medical practice. These include patient reported
outcomes, real world evidence, effectiveness trials, and case series.'>

RCTs are expensive and, with new medicines, largely conducted by
for-profit drug companies. Very few of the cannabis responsive
conditions reported by patients are being studied. Reasons for this
include difficulties in patenting whole plant extracts given their
complex mixture of minor cannabinoids'® and reluctance of the UK
to license plant based medicines. The traditional RCT approach was
used for cannabidiol in two forms of childhood epilepsy
(Lennox-Gastaut and Dravet syndromes) by GW Pharmaceuticals.
It took 20 years to complete, and the company’s application for NHS
use was then turned down by NICE on grounds of cost efficacy
(though this has now been reversed). Unsurprisingly, other
companies have seen this as a serious barrier to moving into this
field. If the same requirement for RCT evidence had been applied
to penicillin, it might never have been developed as a medicine.

RCTs are also not representative of patient groups because patients
with comorbidities are usually excluded. Project Twenty21 data
indicate that most of the patients included in the initiative have
various comorbidities, including major depression and other brain
disorders such as insomnias.'”

Another commonly expressed concern, as stated to Lucy Stafford,
is the risk of dependence and psychosis. Again, international data
show that this doesn’t occur to any substantial extent—an audit of
100 000 Canadians found two cases each of psychosis and
schizophrenia and similarly few examples of dependence.'® Though
the risk of cannabis causing an enduring psychosis is still
controversial,’® we know that the most risky products have a high
concentration of THC without the protective effects of
cannabidiol—for example, skunk,?° used by young people to achieve
intoxication. The risk is markedly mitigated when cannabis is
prescribed under medical supervision. A detailed explanation of
the reasons for this, with safer use guidelines, are given in Schlag
and colleagues’ recent review.'” Additionally, open communication
between doctor and patient about both benefits and risks of medical
cannabis, as well as continuous pharmacovigilance, will ensure
patient safety.

Some doctors may have the paternalistic attitude that patients
should defer to medical experts rather than discover their own
solutions. A recent qualitative study of parents and carers using
medical cannabis to treat their child’s epilepsy supports this
conclusion, showing the challenging relationship between the
doctor (who often lacks specific expertise on medical cannabis) and
the parent (who had to develop expertise to be able to treat their
child’s condition).?!

The profession’s ignorance of cannabis and the endocannabinoid
system coupled with decades of cannabis prohibition justified by
the denial of its medical value must also play a part. Chris Whitty’s
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quote indicates a desire to close off discussion rather than have a
frank debate about the issues.

Arguments for

We now have a great deal of real world evidence for medical
cannabis as the result of patients seeking better treatments for their
chronic conditions. Patients are using cannabis medicines for many
different reasons,*” often with singular benefit over previous
treatments. To insist that they continue to source cannabis from
the illicit market, with its known issues of quality and content, until
a commercial company does an appropriate trial is perverse,
patronising, and inhumane.

Real world evidence can provide data for specific patients that RCT
results in other patients cannot. As every doctor knows, the reality
of medicine is that for every patient every new treatment is an n=1
experiment. Individual patient outcome measures are the gold
standard of the value of the treatment. The data on severe childhood
epilepsies prove this point.

As well as having specific medical benefits, the use of medical
cannabis in other countries has had substantial collateral benefits.
One particularly encouraging finding—especially given the
continuing opioid epidemic in the US—is the possibility of reducing
the use of opioid analgesics in patients with chronic pain.?3? Recent
patient reported outcomes show that medical cannabis is regularly
used as a substitution drug,?> with the most common medications
substituted being opioids, anxiolytics or benzodiazepines,2® and
antidepressants.?” Substitution frequency is higher for patients
using medical cannabis to treat comorbidities (such as the triad of
pain, anxiety, and depression) than for those with a single condition.
This impact is now seen at a population level—in US states where
medical and recreational cannabis are widely used, deaths from
opioid overdose have fallen.?®

Moral imperative

The controversy over medical cannabis seems to be specific to the
UK. In many cases it has challenged one of the core elements of
medical practice: the doctor-patient relationship. No doctor disputes
that good medical practice requires including patients in decision
making about their medical plans and to value their reported
outcomes and wishes. Legare and colleagues review evidence
collected from many studies since the 1970s that highlight the
importance of patients as decision makers in their own treatment.
This evidence shows that treatment outcomes are better when
doctors and patients are in agreement and that it is important to
offer holistic and humane care. For many physicians and patients,
this is a paradigm shift in the patient-doctor relationship,

and adoption has been slow so far.>® This approach has been part
of the development of shared decision making, which evolved from
a growing awareness of the limits of medical interventions and of
the lack of control over decisions about one’s own care.3° GMC
guidelines on decision making and consent emphasise that “shared
decision making and consent are fundamental to good medical
practice.”3?

There is a moral argument for the medical profession to give up its
resistance. Denying patients access to a treatment that could help
them or their children until a drug company conducts trials to gain
a licence conflicts with a fundamental principle of medicine—that
doctors should use the current best knowledge to assist their
patients. And drug companies might never bother to study that
indication.

Overall, the reasons given by medical leaders and NHS authorities
such as NICE for denying the value of medical cannabis seem
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anachronistic and intellectually dishonest. They go against the
medical requirement of doing one’s best for one’s patient with the
extent of knowledge at the time. And they add to NHS costs by
encouraging continued use of other ineffective treatments. It is time
the UK accepted—indeed embraced—medical cannabis as a major
medical advance and allowed all doctors including GPs to prescribe.
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